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Abstract N°: 290

Birt-Hogg -Dube Syndrome, a new familial case
Ricardo Valverde Garridol, Alberto Saez Vicentel, Juan Sanz Correal, M2 Mar Lorido Cortész, lolanda Prats Caellest

IHospital Universitario Infanta Sofia, Dermatology, San Sebastian de los Reyes, Madrid, Spain,?Hospital
Universitario Infanta Sofia, Pathology, San Sebastian de los Reyes, Madrid, Spain

Introduction & Objectives:

Birt-Hogg-Dubé syndrome (BHDS) is an infrequent genetic syndrome mainly defined by lung bullae and kidney
neoplasms, trichodiscoma-fibrofolliculoma facial lesions are the most common skin expression.

Materials & Methods:

A woman 45 y.o presented several whitish millimetrical papules located over cheeks and nose dorsum gradually
increasing in size in last 15 years, she referred similar lesions in mother and aunt (mother’s sister) suggesting an
autosomal dominant pattern of transmission. A biopsy was performed obtaining trichodiscoma diagnosis what
oriented to BHDS. No lung or kidney disease previously known, she presented familial history of colonic benign
polyps. A body CT was performed observing predominantly basal located lung bullae 15-mm of maximum size; no
kidney benign nor malignant lesions but an adrenal gland functional benign nodule was observed. A colonoscopic
exploration was performed in search of colonic adenoma observed in BHDS, without significant findings. We also
asked for a thyroid ultrasound scan that was completely normal.

With all this findings we asked for a genetic study that evidenced heterozygous FLCN gene mutation c.1351-
1356delinsA(p.Pro451Argfs*3) confirming BHDS on this family.

Al affected members are being followed with kidney and thyroid ultrasound, colonoscopic exploration and lung
radiography every 1-3 years without further findings to date.

Results:

BHDS is an autosomal dominant syndrome caused by FLCN gene mutation. Its cutaneous manifestations include
trichodiscoma-fibrofolliculoma lesions appearing from 20-25 y.o , an hamartomatous proliferation consisting on
tiny flesh-colored mainly facial papules, related to hair follicle, and that histologically show unencapsulated,
elliptical, loosely woven admixture of reticulin-collagen-elastic fibers and mucopolysaccharides.

There is an association to internal disease especially renal tumors, frequently bilateral, including oncocytoma and
chromophobe or papillary renal cell carcinoma. Also lung diseases are described including spontaneous
pneumothorax, lung cysts and bullous emphysema. There is an uncertain association to intestinal polyps and
intestinal malignancy. Other manifestations described are thyroid and parathyroid benign and malignant lesions,
and cutaneous findings as lipomata or conective tissue nevi

Conclusion:

We present a familiar case of BHDS gathering several typical manifestations including autosomal dominant
genetical transmission pattern, dermatopathologically confirmed multiple cutaneous trichodiscomas and lung
basal bullae; the genetic study confirmed FLCN gene mutation what supports the diagnosis. We haven’t found any
renal or thyroid mass and colonoscopic exploration has been normal to date. As a curious fact a functional benign
adrenal nodule was detected and is under observation (few cases of adrenal oncocytoma have been described in



association to BHDS)
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Abstract N°: 521

Incidence and prevalence of 73 different genodermatoses: a nationwide study in Sweden

Rahime Incil, Theofanis Zagorasz, Despoina Kanterel, Peter Holmstrt')ml, Jenny Brostréml, Martin GiIIstedtl, Sam

Polesiel, Sirkku Peltonent

1University of Gothenburg, Institute of Clinical Sciences, Sahlgrenska Academy, Department of Dermatology and

Venereology, Gothenburg, 2University of Gothenburg, Institute of Clinical Sciences, Sahlgrenska Academy,
Department of Clinical Genetics and Genomics, Gothenburg

Introduction & Objectives:

The incidence and prevalence of most genodermatoses are rough estimates.

The relative amounts of various hereditary skin diseases, and the health care usage of
patients are largely unknown.

The purpose of this retrospective registry-based cohort study is to report the

incidence and prevalence of genodermatoses in the Swedish population and to analyze the
associated health care usage of these patients.

Materials & Methods:

Patients diagnosed with genodermatoses between the years 2016 to 2020 were

retrieved from the patient registry of our hospital. Clinical data were extracted from medical records and used to
verify the diagnoses recorded in the National Patient Registry (NPR) and calculate the positive predictive value for
each diagnosis. The NPR was also searched for International Classification of Diseases,

Tenth Edition (ICD-10) codes Q80-82 and Q84 from 2001 to 2020. Physicians’ appointments
at dermatology departments were retrieved, and the incidence and prevalence of each
diagnosis was calculated based on the nationwide cohort.

Results:

The local cohort included 297 patients with 36 unique genodermatosis diagnoses in

ICD-10 blocks Q80-Q82, Q85 and Q87. The verification of diagnoses in the NPR revealed
positive predictive values of over 90% for the whole group of genodermatoses. The search
of the NPR for ICD-10 blocks Q80-Q82, and Q87.5 yielded 13,318 patients with 73 unique
diagnoses, the most common of which were ichthyoses (n=3,341; 25%), porokeratosis
(n=2,277; 17%), palmoplantar keratodermas (n= 1,754; 13%), the epidermolysis bullosa

group (n=1011; 7%), Darier disease (n=770; 6%) and Hailey-Hailey disease (n=477; 4%).



Overall, a total of 149,538 outpatient visits were registered, averaging 4.6 visits per patient.
Conclusion:

The present study reports incidence and prevalence of 73 genodermatoses and

provides a resource for the epidemiology of genodermatoses. Data from the NPR can be

used for further epidemiological studies of this disease group in the future.
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Abstract N°: 659

ADAM17, a new pathogenic gene for autosomal dominant hypotrichosis.
Chaolan Pan*1 2 3, Xiaoxiao Wang! 2 3, Yumeng Wang?, Zhirong Yao® 2 3, Ming LI*

Ixinhua Hospital Affiliated to Shanghai Jiaotong University School of Medicine, Dermatology Center, Shanghai,
China, 2Xinhua Hospital Affiliated to Shanghai Jiaotong University School of Medicine, Department of
Dermatology, Shanghai, China, 3Shanghai Jiao Tong University School of Medicine, Institute of Dermatology,
Shanghai, China, Children’s Hospital of Fudan University, Department of Dermatology, Shanghai, China

Introduction & Objectives:

Hereditary hair loss in human is a group of clinically and genetically heterogeneous disorders, which are often
characterized by sparse or complete absence of hair on the scalp and other body parts. During the past 20 years,
11 causative genes for non-syndromic forms of hypotrichosis have been identified. Besides these findings, the
causative genes in these families have yet to be discovered and the molecular mechanisms underlying
hypotrichosis have not been fully disclosed.

Materials & Methods:

We performed a genome-wide linkage analysis approach by polymorphic microsatellite markers and to find
candidate pathogenic genes. The whole exome sequencing and Sanger sequencing was performed to confirmed
the variants. Knock-in mice was constructed to mimic the hair loss. The electron microscopy was used to reveal the
hair structure. Inmunostaining and the whole-mount immunostaining was performed to explore the malformation
of the hair follicles. We used proteomics to hint the intrinsic effects resulting from the loss of Adam17.

Results:

We identified a new pathogenic gene (ADAM17) and its mutation site (p.D647N) associated with hereditary
hypotrichosis with woolly hair. By studying the affected family and ADAM17-mutation knock-in mice, we find that
ADAM17 plays an important role in hair follicle stem cells. ADAM17 mutation leads to the depletion of hair follicle
stem cells, abnormal hair follicle structure and sparse hair. Furthermore, mutations in the ADAM17 gene result in
decreased expression of self-proteins at the post-transcriptional level, increased ubiquitination levels, and
significant downregulation of the Notch signalling pathway.

Conclusion:

In this report, we link a core molecular to hair loss, thus adding another specific factor in the complexity of hair
growth. We found a crucial site of ADAM17 which regulated self-proteins ubiquitination. Furthermore, we
elucidate the mechanism of ADAM17-Notch signalling axis regulation in hair follicle development, providing
potential targets for clinical diagnosis and treatment of hair loss.
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Abstract N°: 703

Pulsed dye laser for facial erythema in Netherton syndrome
Gitte Smetsl, Jan Gutermuthl, Martine Grosberl, Samira Baharlou!

Lyrije Universiteit Brussel Campus Jette, Department of Dermatology, Jette, Belgium
Introduction

Netherton syndrome (NS) is a rare autosomal recessive disorder characterized by a triad of atopic diathesis,
ichthyosis linearis circumflexa (ILC) and hair shaft abnormalities. It is caused by pathogenic variants in the SPINK5
gene, also known as LEKTI (lymphoepithelial Kazal type 5 related inhibitor). There is no satisfactory treatment
currently available for NS.

Results

A 34-year-old male patient with NS presented with persistent erythema of the face. This manifestation of NS had
the most important impact on our patient’s emotional well-being in adult life, leading to embarrassment and
lower self-esteem. Skin examination revealed serpiginous erythematous plaques with double-edge circumferential
scales on arms and trunk, named ILC. In 2006, genetic testing revealed a mutation in the SPINK5 gene, confirming
diagnosis of NS.

Previously, topical 0,33% brimonidine gel on the whole face resulted in partial resolution of redness for 5 hours.
Topical corticosteroids, topical calcineurin inhibitors and skin moisturizers were used on the body, with good
effect. In a study where the protease inhibitor LEKTI cream was applied on his body, the erythema didn’t change.

Due to the significant impact of facial erythema on the quality of life (QOL), he consented to Pulsed dye laser
(PDL) treatment. PDL was performed on the face and improvement of erythema was observed after 1 session. The
treatment was performed with the smallest purpuragenic fluence according to individual response. Post laser
purpura and facial swelling faded after 1-2 weeks. A 595nm Candela PDL system (Vbeam Perfecta, Syneron
Candela Corporation, Boston, Mass., USA) was used. First, a test spot with a fluence of 15,5J/cm2, 7mm spot size,
and a pulse width of 20ms was used.

Based on the biological response of the test area, the fluence was adjusted up or down. In the consecutive
treatments, following laser settings were used: the spot size varied between 5-7mm, the pulse width varied
between 10-20ms and the fluence varied between 6,5-17J/cm2. Treatment fluence was selected to induce faint
transient purpura at the purpura threshold, but no persistent purpura was induced to avoid post-laser
downtime. Non-contact cooling was used to minimize epidermal damage. Laser pulses overlapped by 10% to
have a uniform result.*

Initially, we performed 3 PDL treatments with good response. The treatment interval was between 3-8 months. The
patient reported a marked improvement on his QOL due to reduced facial erythema, especially during physical
exercise. Since the facial erythema gradually came back after 3 years, he wanted to repeat PDL treatment and we
performed 2 PDL sessions at 2-months interval.

Discussion

Previous studies show that facial erythema associated with rosacea, has a negative impact on psychological and
emotional health and those patients are often affected by social stigma. 595nm PDL is the gold standard to treat
congenital and acquired vascular skin conditions as port-wine stain, infantile hemangioma, Morbus Osler Rendu



syndrome and telangiectatic rosacea.

The biophysical principle of PDL is selective photothermolysis. The laser light of 595nm PDL is selectively absorbed
by oxyhemoglobin and converted to heat, which causes heat damage and necrosis of the vessel wall.

This is the first report of PDL to treat persisting facial erythema in NS. PDL proved to be a safe, effective and non-
invasive modality with short downtime. The effect was long-lasting and improved QOL in our patient.
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Abstract N°: 1129

Phacomatosis pigmentokeratotica and hypophasphataemic rickets: a very rare association.
Lamia Nebia Moumenl, Zohra El Osmanil, Soumia Hamzaouil, Nadjah Cheikh Bledl, Amina Serradj1

IEtablissement Hospitalier Universitaire d’Oran, Dermatologie et vénéréologie, oran, Algeria
Introduction & Objectives:

Epidermal nevus syndrome (ENS) is the association of an epidermal nevus and extracutaneous anomalies
including: neurological, ophthalmological and skeletal defects.

Phacomatosis pigmentokeratotica (PPK) is a new ENS (1) defined by the association of nevus spilus (NSp)
arranged in a flag-like pattern and sebaceous nevus (SN) following Blaschko lines (2) with the exceptional
association of extra-cutaneous abnormalities.

We report a rare case of PPK associated with hypophosphatemic rickets (HR).
Materials & Methods:
Results:

Observation: A 5-year-old boy from healthy consanguineous parents without family history of skin or bone
disease presented with unusual cutaneous lesions made of SN of the scalp, face, back and a keratinocytic nevus of
the right thigh following Blaschko lines, associated with 03 bald areas of the scalp, one of which is overtaken by a
NSp, the latter also takes the right trunk and the back. Those cutaneous manifestations allowed us to make the
diagnosis of PPK and to look for the extra-cutaneous anomalies that may be associated with it.

On clinical examination, we found: deformity of the upper and lower right limbs. The parents reported
spontaneous fractures of the right arm and leg. This deformity was associated with retarded growth in stature and
weight. On the bone X-rays there were signs of rickets (irregular appearance and widening of the metaphyses,
demineralization, multiple fractures). Laboratory studies showed: low phosphatemia, high alkaline phosphatase,
normal PTH and normal 1-25 OH vitamin D (after supplementation), concluding with the diagnosis of
hypophosphatemic rickets (HR), the child was put on calcitriol and phosphate supplements.

Neurological and ophthalmological examination revealed no abnormalities.
These data were consistent with the very rare diagnosis of PPK associated with HR.
Conclusion:

Discussion: Phacomatosis pigmentokeratotica is an epidermal nevus syndrome. It is defined by the association of
nevus spilus (NSp) and sebaceous nevus (SN), as found in our patient. It is a rare entity with, to our knowledge,
only 30 cases reported. (5) It is due to a post-zygotic mutation in the HRAS pathway of a multipotent cell. (6)
Identical RAS mutations have been identified in skin and bone. (4)

Extracutaneous involvement of PPK includes malformations of the nervous, skeletal, and endocrine systems. (2) it
was hypophosphatemic rickets (HR) that was diagnosed in our little boy.

HR rarely associates with PPK. To our knowledge, only 20 cases have been reported in the literature (8), in
addition to ours. This type of rickets is secondary to a defect in the reabsorption of phosphorus in kidneys due to



an excessive secretion of the FGF23 hormone (secondary to the mutation of the HRAS gene), This hormone
inhibits the expression of 1-alpha hydroxylase, necessary to the conversion of 25-hydroxy-vitamin D into 1,25-
dihydroxyvitamin D.

The treatment of HR is based on phosphate in solution as well as active vitamin D. (7), which our patient received.

Conclusion: We report a new case of the very rare association of PPK and HR and we highlight the need to search
for rickets in those patients in order to treat it early and thus avoid the complications that can result from it.

32ND EADV Congress 2023
11 OCTOBER - 14 OCTOBER 2023
POWERED BY M-ANAGE.COM
/\\“w



[=/\ CONGRESS
DV

BERLIN 11-14 OCTOBER 2023

Abstract N°: 1350

Overlap of Familial Mediterranean Fever and Autoinflammatory Phospholipase Cy2 (PLCy2)-Associated
Antibody Deficiency and Inmune Dysregulation in a Turkish Patient

Gulsen Akoglu*l, Saliha Esenbogaz, Ismail Yaz3, Sedat Yilmaz?, Deniz Dogan MulazimogluS, Deniz Cagdasz' 3
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Ankara, Turkiye, 4University of Health Sciences, Gulhane Training and Research Hospital, Rheumatology, Ankara,
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Introduction & Objectives: Autoinflammatory diseases represent a group of inherited disorders with genetic
defects of innate immunity leading to uncontrolled systemic or organ-specific inflammation. Although familial
Mediterranean fever (FMF) is a common one that is usually seen in Mediterranean and Middle Eastern regions,
autoinflammatory phospholipase Cy2 (PLCy2)-associated antibody deficiency and immune dysregulation
(APLAID) is extremely rare. Herein, we report the first case of overlap of FMF and APLAID in a patient.**

Materials & Methods: A 36-year-old male patient presented to our dermatology outpatient clinic with waxing
and waning course of widespread multiple pustular eruptions since childhood and severe aggravation for the last
month. He had no abdominal pain or fever attacks. He was diagnosed with bronchiectasis and emphysema for
about ten years. He began to have episodes of arthritis of the foot and knee joints in early infancy. He had a
diagnosis of FMF, and he had been put on colchicine therapy when he was 19. Heterozygous M694V and M680I
mutations were detected in the MEFV gene. Colchicine provided the relief of arthritis; however, it did not resolve
attacks of pustular eruption.

Results: Histopathological examination of pustules showed neutrophilic exudation, and microbial cultures were
negative. High levels of C-reactive protein and erythrocyte sedimentation rate, mild lymphopenia, mild low IgM
levels and decreased CD4/CD8 ratio were detected. Chest X-ray showed increased linear opacities in the bilateral
upper zones, flattening in both diaphragms and effacement of their borders. Systemic corticosteroid therapy
provided rapid regression of all skin lesions. Genetic analysis confirmed a heterozygous mutation, ¢.2120C>A
(p.S707Y), within the PLCG2 gene. Daily 100 mg anakinra therapy provided regression of subsequent relapse of all
pustules within two months. After the third month of treatment, the opacities seen on the chest X-ray disappeared
and the diaphragm borders became clear. In a 6-month follow-up, the patient experienced only one relapse of
pustular eruption, which resolved with short-term low-dose systemic corticosteroid treatment.**

Conclusion: APLAID overlap with FMF should be considered in patients with recurrent pustular eruptions.**
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Abstract N°: 1687

A cohort of Tunisian patients with Netherton syndrome: Molecular signature and Genetic investigations
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Medical Faculty of Sousse, Service of Dermatology, HU Farhat HACHED, Sousse, Tunisia, “Hospital Charles Nicolle,
Department of Dermatology, Tunis, Tunisia, 5Hépital Habib Thameur, Department of Dermatology, Tunis, Tunisia,
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Introduction & Objectives: Netherton syndrome (NS) is a rare autosomal recessive genodermatosis, it is actually
defined by the clinical triad caracterized by an atopic manifestation, scaly erythroderma (SE) or Ichthyosis Linearis
Circunflexa (ILC) and a specific Hair shaft abnormality known as Trichorrhexis invaginata (TI). NS is caused by loss
of function mutations in SPINK5 gene encoding kazal-type serine protease inhibitors (LEKTI) highly expressed in
the stratified epithelium and significantly in the granular layer of the epidermis. We aim to analyze NS in Tunisian
patients by examining their clinical, biological, histological, and genetic features, and identifying therapeutic
targets through analysis of the inflammatory signatures in their skin.

Materials & Methods: Our study focused on 17 patients from 13 unrelated Tunisian families with NS, who were
referred to our department for genetic confirmation of their diagnosis.

Results: The age of onset was neonatal in all cases. Clinical examination at birth showed congenital ichthyosiform
erythroderma in 13 cases, bullous in only one case. The scalp was the site of a diffuse scaly shell. TI, as well as
atopic dermatitis, was noted in all patients. LEKTI immunostaining was negative in all patients. Immunostaining of
inflammatory cytokines showed massive neutrophil and mast cell infiltrates in the lesion and non-lesion skin in
both NS subtypes. A remarkable expression of Th2 cells in the dermis for the two subtypes was noted.

Next generation sequencing and Sanger sequencing of the SPINK5 gene identified a known homozygous ¢.1888-
1G> A mutation at the splice acceptor site of exon 21 in 7 patients. A homozygous c.2264dupA mutation at exon
24 was present in 2 patients. A homozygous ¢.2471delAAGA deletion in 2 related patients. A previously described
homozygous ¢.2441+3delCAGT mutation at the splice donor site of exon 25 in one patient. A new nonsense
pathogenic variant homozygous c.217G> T at exon 4 in 2 patient. Furthermore, the last patient was compound
heterozygous for a new c.2302G> T mutation, and a deep intronic variant. Haplotype analysis in NS patients by
genotyping seven microsatellite markers flanking the SPINK5 gene indicates that all carriers of the c.1888-1G>A
mutation have the same haplotype.

Conclusion: We report the largest cohort of Tunisian patients with NS, including 7 patients presenting the same
mutation in favour of a founder effect. We have also identified 5 pathogenic variants, in which 2 new variants, in
10 patients. We hypothesize that the existence of intra and inter-familial phenotypic differences between
individuals carrying the same SPINK5 mutation suggests the interference of other epigenetic and environmental
genetic factors in the expression of NS.
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Abstract N°: 1861

Painful leiomyomas in hereditary leiomyomatosis with renal call cancer, should they all be excised?
Nina Mann*l, Kid Wan Shumt

1University Hospitals Derby and Burton NHS Foundation Trust, Dermatology Department, Derby, United Kingdom
Introduction & Objectives:

This 36 year old lady presented to our department with multiple red papules on the anterior surface of both her
legs and her right arm, starting from the age of 14. She had had a leiomyoma excised previously elsewhere and a
left nephrectomy for a multicentric oncocytoma aged 11. She was concerned with the cosmetic appearance and
the burning pain that she gets from the lesions, particularly in winter. Her father suffered with similar lesions
affecting his arms.

Materials & Methods:

Genetic testing confirmed deletion of one copy of the fumarate hydratase gene and a diagnosis of hereditary
leiomyomatosis with renal cell cancer (HLRCC) was made. Surveillance with an annual abdominal and pelvic MRI
has been recommended by the geneticist. Her most recent scan has revealed multiple longstanding unchanged
cysts in her remaining right kidney, but no uterine abnormalities.

Results:

The most troublesome skin lesions have been removed by punch excision, most recently two on the abdomen
and one on the right thigh. Given the number of lesions, this would not be a feasible treatment option for all the
painful lesions. Treatment with nifedipine 10mg TDS was commenced in December 2022 and has had a positive
effect with complete resolution of pain.

Conclusion:

HLRCC, also known as Reed Syndrome, is an autosomal dominant inherited condition characterised by uterine and
cutaneous leiomyomas and renal cell carcinoma. Cutaneous leiomyomas, which tend to be multiple in HLRCC, are
benign smooth muscle tumours ranging from 2 to 20mm in size. Patients can complain of pain which can be
triggered by pressure, cold temperatures, strong emotion, light touch or can occur spontaneously. Uterine
leiomyomata are present in almost all females with HLRCC and develop from the age of 25- 40 years old1,
although our patient has not developed them to date. Renal cell carcinoma (RCC) occurs in approximately 20-30%
of individuals with HLRCC. Most commonly they are type 2 papillary RCC, unilateral and aggressive2. The diagnosis
of HLRCC can be considered with 1 major or 2 minor criterionl. Major criteria include: Multiple leiomyoma with at
least one histologically confirmed. Minor Criteria include: Early onset (<40 years) papillary type 2 renal tumours,
solitary cutaneous leiomyoma and family history of HLRCC and uterine leiomyomas diagnosed before the age of
40. FH is the only gene known to be associated with HLRCC and mutations in FH are diagnostic.

Management includes identification and screening of at risk individuals for RCC2 and symptomatic relief for the
cutaneous leiomyomas. Surgical excision is the treatment of choice for appropriate isolated lesionsl. There is no
consensus over optimal medical treatment; the use of nifedipine, doxasozin, hyoscine, and nitroglycerin has been
reported. These work based on the principle of reducing smooth muscle contractionl. Other treatments such as
gabapentin have also been used to control painl.

Our case highlights the success of using nifedipine for alleviating pain associated with leiomyomas. This rare



syndrome should be considered in patients presenting with leiomyomas so testing and surveillance can be
initiated.

1. Bernett CN, Mammino JJ. Cutaneous leiomyomas - statpearls - NCBI bookshelf [Internet]. [cited 2023Mar19].
Available from: https://www.ncbi.nIm.nih.gov/books/NBK482166/

2. Schmidt L, Linehan WM. Hereditary leiomyomatosis and renal cell carcinoma. International Journal of
Nephrology and Renovascular Disease. 2014;7:253-260
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Genotype-phenotype correlation in Junctional Epidermolysis Bullosa: novel approaches for severity
prediction and characterisation
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Introduction & Objectives:

Junctional epidermolysis bullosa (JEB) is a rare autosomal recessive genodermatosis characterised by
mucocutaneous cleavage within the lamina lucida of the basement membrane zone. A wide range of JEB
phenotypes exist with substantial variation in severity and characteristics. Current genotype-phenotype paradigms
are insufficient to accurately predict JEB subtype and characteristics from genotype, particularly for splice site
mutations, which account for over a fifth of disease-causing mutations in JEB. This study evaluated genetic and
clinical findings from a JEB cohort, investigating genotype-phenotype correlations through bioinformatic analyses
and comparison with previously reported mutations.

Materials & Methods:

Mutations were identified through Sanger and whole-exome sequencing. Splice site mutations were analysed
using SpliceAl, a state-of-the-art artificial intelligence tool which examines 10,000nt of flanking sequence around a
mutation to predict the exact location of cryptic splice site activation and/or exon skipping. A dedicated JEB deep
phenotyping tool was developed to systematically examine the clinical features of JEB individuals.

Results:

Eighteen unique mutations in LAMB3, LAMA3, LAMC2 or COL17A1 were identified from seventeen individuals
(thirteen homozygotes and four compound heterozygotes). There were seven cases of severe JEB, nine
intermediate JEB and one laryngo-onycho-cutaneous syndrome. Seven mutations were novel, and mutations in
LAMBS3 included five splice site mutations (Table 1).

For Case 1 (¢.2701+1G>A/c.2701+1G>A) and 2 (c.565-2A>G/p.R972X), SpliceAl predicted novel out-of-frame
transcripts containing premature termination codons (PTCs) following aberrant splicing, which correlated with
these individuals’ severe JEB phenotypes. An in-frame transcript with 27 additional nucleotides was predicted for
Case 3 (c.943+2T>C/p.R569X) secondary to cryptic splice site activation within intron 9. This likely ameliorated
severity, explaining her mild intermediate JEB phenotype with minimal skin involvement.

The exact out-of-frame transcripts predicted by SpliceAl were confirmed for Case 4 (c.298+5G>C/c.298+5G>C)
and 5 (c.629-12T>A/p.W1040X) by reviewing RT-PCR data. Two additional in-frame transcripts not predicted were
found to be produced in low quantities. It is likely that these in-frame transcripts generated partially functional
protein, alleviating JEB severity to a degree and explaining their intermediate JEB phenotypes.



All severe JEB cases had complete lack of laminin-332 immunoreactivity with immunofluorescence (GB3 antibody,
Figure 1). In contrast, this was only partially reduced for Case 3 and 4 (intermediate JEB), who both had in-frame
transcripts predicted or produced from splice site mutations.

Deep phenotyping was completed for all intermediate JEB cases and demonstrated substantial variation between
individuals (Table 2).

Conclusion:

This study expands the JEB genomic landscape and is consistent with previous reports where a number of cases
have milder than expected phenotypes according to classical genotype-phenotype correlation paradigms. Al tools
show potential for predicting functional effects of splice site mutations and may identify candidates for
confirmatory laboratory investigation. Investigation of RNA transcripts in selected cases will help to further
elucidate genotype-phenotype correlations for novel mutations.
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Table 1: SpliceAl predicted resultant transcripts from splice site mutations

| chronic |

Scarrin LEs

case BSA | wounds | E,“. Larynx  Mails llgm: . Teeth | Crperen threatening
Mao scom: 10 Max score: 5§ “'1"1";“ Key:

5 4 2 2 ] 0
[ 4 2 3 1 0 % of max scone
[ 0 0 1 0 0 within category
" [} 2 [] i ] 80
14 2 0 1 0 0 €0
16 | 4 1 1 (] 0 40
16 5 2 1 z 1 20
17 | 2 1 1 1 0 0

Table 2: Scores of intermediate JEB cases from deep phenotyping. BSA = body surface area affected, this includes
blisters, erosions, scabs, healing skin, erythema and atrophic scarring. This is given as a score out of 10. Life threatening
ilness was scored out of 10, All other categories are scored out of a maximum of 5.



Control

Case 4
(non-
blistered
skin)

Case 4

(blistered
skin)

Figure 1: Immunofluorescence using GB3 antibody for laminin-332 in cases with LAMBS splice site mutations
(a) Case 1, complete lack of immuncreactivity compared with control skin

(b) Case 2, complete lack of immunoreactivity compared with control skin

(e) Case 3, reduced and intermittent staining at the DEJ compared to controls

(d) Case 4, non-blistered skin showing patchy and substantially reduced staining in comparisen to contral.

(e) Case 4, blistered skin demanstrating almost completely absent staining in comparison to control. The reduction in

staining intensity is more marked than the non-blistered skin.
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Abstract N°: 2030

A genome-wide association study of hand eczema identifies locus 20¢q13.33 and reveals genetic overlap
with atopic dermatitis.

Fieke Rosenberg*l, Peter Van der Mostz, Laura Lomanl, Daan Dittmarl, Harold Sniederz, Marie-Louise Anna
Schuttelaar!

1University Medical Center Groningen, Dermatology, Groningen, Netherlands,2University Medical Center
Groningen, Epidemiology, Groningen, Netherlands

Introduction & Objectives:

Hand eczema (HE) often has a multifactorial and complex etiology that can be explained by both exogenous and
endogenous factors. Endogenous factors include atopic dermatitis (AD). In addition, twin studies revealed that
genetic effects also play a role in developing HE and may only be partially explained by genetic overlap with AD.
However, the responsible genetic factors are still unknown.

Our primary aim was to identify and characterize genetic loci associated with HE. Furthermore, we aimed to
provide more insight into the genetic overlap between HE and AD.

Materials & Methods:

This cross-sectional study used questionnaire-derived and genotype data from Lifelines, a large population-based
cohort and biobank study. We performed a genome-wide association study (GWAS) of HE of up to 19,128
individuals (Ncases=2,879), and a GWAS of AD of up to 18,896 individuals (Ncases=1,706) using generalized
mixed models. Covariates age and sex were added in every analysis. Additionally, the GWAS of HE was repeated
with AD as a covariate to evaluate if the result is independent of AD. We conducted linkage disequilibrium score
regression analyses between HE and AD (independent datasets) to analyse the genetic correlation between both
skin diseases.

Results:

We identified multiple genome-wide significant variants at locus 20g13.33 associated with HE, regardless of
adjusting for AD. The lead SNP (rs8114049) is an intron variant mapping to RTEL1 and RTEL1-TNFRSF6B genes (p
= 2.05 x 10-11). When we adjusted for AD in the HE GWAS model, several variants remained significant and were
previously associated with AD in other AD GWASs. This means locus 20g13.33 is pleiotropic for HE and AD. The
region at locus 20g13.33 contains several immune regulation genes (TNFRSF6B, ZGPAT, LIME1) that may play a
role in the pathogenesis of both HE and AD. We revealed a strong significant genetic correlation between HE and
AD (rg = 0.71 - 0.81, p= 0.014 - 0.017), even when HE was adjusted for AD (rg = 0.69, p = 0.012). The GWAS of
AD revealed four variants suggestively associated (p < 5 x 10-07) with AD at three known loci: 1g21.3 (FLG-AS1,
FLG), 5g22.1 (SLC25A46, TSLP), and 11g13.1 (OVOL1).

Conclusion:

This study identified an association between variants at locus 20g13.33 and HE, and revealed a large genetic
overlap with AD. Our findings provide novel insights into the pathogenesis and genetic factors of HE.
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Figure 1. Manhattan plot of hand eczema cases versus healthy controls Each dot represents a variant with the

genome-wide significant lead variant indicated. The red horizontal line represents the genome-wide significance
threshold (p < 5 x 10-8).
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Abstract N°: 2329

Ectodermal dysplasias in Denmark: identification and characterization of a nationwide cohort

Laura Krogh Herlin*, Sigrin Schmidt: 2, The Members of the Genodermatosis Group Under Danish

Dermatological Society3, Mette Sommerlund?

1Aarhus University Hospital, Department of Dermatology, Aarhus N, Denmark, 2Aarhus University Hospital,

Department of Clinical Epidemiology, Aarhus N, Denmark, 3Danish Dermatological Society
Introduction & Objectives:

Ectodermal dysplasias (ED) constitute a group of rare genetic disorders of the skin and skin appendages.
Common features of EDs include hypodontia, hypotrichosis, and hypohidrosis. Population-based studies into the
epidemiology of ED are lacking. We aimed to utilize Danish health registries to identify and characterize a
nationwide cohort of patients with ED allowing population-based investigations of the disease epidemiology.

Materials & Methods:

We searched the Danish National Patient Registry for hospitalizations and outpatient contacts with International
Classification of Diseases 10th Revision (ICD-10) diagnosis codes indicative of ED from Jan 1st, 1995 to Aug 25th,
2021. We applied three search algorithms identifying patients with ICD-10 codes for (1) EDs specifically, (2) 32
cardinal features, or (3) 1 cardinal feature with *2 minor features (only at Aarhus University Hospital). Algorithms 2
and 3 also included records of hypodontia in the Danish Central Dentistry Registry (SCOR). We supplemented the
search with patients registered in the Danish RareDis Database (2007-2021), the Danish Database of
Genodermatoses (2018-2021), and local genetic databases. One author then reviewed the patient’s medical
records for validation and detailed patient characterization. We estimated the minimum birth prevalence for birth
cohorts 1995-2011 to ensure a minimum attained age of 10 years for the population at the end of the study
period.

Results:

Our database search identified 845 patients suspected of ED, for which 792 (93.7%) medical records were
available. Our validation confirmed an ED disorder in 320 cases with an additional 77 possible cases, yielding a
combined positive predictive value (PPV) of 50.1% [95% confidence interval (CI): 46.6-53.6]. The PPVs of the three
search algorithms were (1) 67.0% (95% confidence interval (CI): 62.7-71.0%), (2) 8.2% (95% CI 4.6-14.3%), and (3)
1.8% (95% CI 0-7.2%), respectively. The estimated minimum birth prevalence for all EDs combined (n=161) was
15 cases per 100,000 live births (95% CIL: 12-17 per 100,000 live births). Of 397 validated cases, 245 (61.7%) were
females. A molecular genetic diagnosis was available for 242 (61%) patients, including £DA (n=100), IKBKG
(n=55), WNTI0A (n=21), TRPS1 (n=18), EDAR (n=10), P63 (n=9), GJB6 (n=9), PORCN (n=7), and other rare
genes.

Conclusion:

We used the Danish health registries to identify and characterize a validated nationwide cohort of ED patients.
With detailed clinical and molecular data, the cohort provides a unique resource for future ED research. The low
PPVs of the search algorithms also emphasize the importance of diagnosis validation. The ED prevalence
estimated in our study is lower than previously reported, a possible result of this stringent validation and updated
disease definition.
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Abstract N°: 2438

Hereditary Leiomyomatosis and Renal Cell Cancer Syndrome in the French-Canadian Population: a
Descriptive Study

Lydia Ouchene*l, Lorena Alexandra Mijaz, Moussa Sarah3, William David Foulkes" >, Elena Netchiporouk4

IMcGill University, Dermatology, Montréal, Canada, 2University of Montreal, Medecine, Montréal, Canada, 3McGill

University, Medicine, Montréal, Canada, AMUHC - McGill University Health Centre, Montréal, Canada,SLady Davis
Institute at the Jewish General Hospital, Montréal, Canada

Hereditary Leiomyomatosis and Renal Cell Cancer Syndrome in the French-Canadian Population: a
Descriptive Study

Introduction & Objectives: Hereditary leiomyomatosis and renal cell cancer (HLRCC) is a genetic disorder
characterized by cutaneous (CL) and uterine leiomyomas (UL), and risk of renal cancer (RCC). It is caused by a
germline mutation in the Fumarate Hydratase (FH) gene. Founder FH gene variants are thought to lead to a higher
prevalence of HLRCC in the French-Canadians. This study aims to describe the demographic and clinical features
of a cohort of HLRCC patients.

Materials & Methods: Patients were recruited prospectively from the genodermatology clinic into Cancer
Predisposition Biobank (MP-37-2019-4865). A total body skin exam (TBSE) was performed for all patients by a
single dermatologist. Pedigree, detailed history, and genetic testing was obtained by the same geneticist. Health
related quality of life (HRQoL) was measured with the Dermatology Life Quality Index (DLQI) questionnaire. This
study was designed as a cross sectional study based on the first study visit.

Results: We identified 22 females and 11 males with HLRCC with 5 distinct FH gene variants. The founder variant
c.1293del (p.Glu432Lysfs*17) was the most prevalent, found in 12 patients of 7 distinct families. Among the 32
patients who agreed to a TBSE, 91% (n=29/32) had CLs which in 24% (n=7/29) were first diagnosed in our clinic.
We found that a pseudo-Darier sign was very helpful to confirm the diagnosis of CL and differentiate from CL
mimickers (pseudo-Darier sign was present in 100% of cases). The mean reported age at CL onset was 23.5 years-
old (range 11 to 44). Of 3 patients who did not present with CL, 2 were under age 23 and 1 patient (a 37 years-old
female) had a complete FH gene deletion. CLs were most commonly localized on the arms (n=21/29), back
(n=19/29), thigh (n=9/29), chest (n=8/29), shoulder (n=6/29), and less commonly on the abdomen, legs, breast,
neck and buttock. Sensitivity to temperature changes and touch were reported in 38% and 31% of cases
respectively. DLQI score was 0 in %5 of patients, whereas 33% reported reduced HRQoL with DLQI scores ranging
from 1 to 10 (mean = 4). ULs were reported in 50% of female patients, leading to hysterectomy prior to age 40 in
54% of cases. Four female patients (4/22) reported a history of miscarriages associated with ULs.

Conclusion: Our findings highlight the founder variant (c.1293del) as the most common mutation in theFH gene
in our French-Canadian HLRCC cohort, which is thought to account for significantly higher prevalence of HLRCC in
Quebec compared to worldwide. CL are highly prevalent in HLRCC but an important proportion of adult patients
are unaware of their lesions due to their indolent presentation. While HRQoL is unaffected in most patients,
almost a third of our patients reported reduced HRQoL due to their CLs. UL are very common among female
patients and may lead to gynecological complications.
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Abstract N°: 2740

HyperlgE syndromes_two cases with different clinical presentations

Farid Ait Belkaceml, Djoudi Samial, Tablit Issaml, Zobiri Samiral, Dehamcha Safaat
IMustapha University Hospital, Algiers, Algeria

Introduction & Objectives:

HyperIgE Syndromes belongs to the group of primary immune deficiencies. They are characterized by the triad:
eczema, recurrent skin and lung infections and high IgE levels. Diagnosis is based on molecular genetic analysis.
We report two cases with different clinical presentations.

Materials & Methods:

Case 1: a 2-year-old boy from a non-consanguineous marriage was referred for erythemato-squamous, erosive
scabby and pustular lesions associated with pruritus and fever. He had multiple similar rash episodes since birth as
well as numerous events of pulmonary infections with respiratory distress. Examination revealed disseminated
erythemato-squamous lesions and large pustules with xerosis. The boy had fever and average general condition.
Laboratory tests showed hyperleukocytosis (18,000/mm3) with eosinophilia (4,500/mm3) and anaemia, as well as
high IgE levels (2500 IU/1). Skin swabs and bacterial culture identified multi-resistant staphylococcus aureus. Chest
CT revealed nonspecific parenchymal lesion probably related to recurrent lung infections. Clinical features and
laboratory findings were consistent with HyperIgE syndrome. Genetic analysis could not be performed.

He was treated initially with vancomycin (50 mg/kg/day) leading to mild improvement, then received intravenous
immunoglobulin (0.4 g/kg), trimethoprim/sulfamethoxazole (480 mg/bid) and voriconazole (50 mg/d) with a
better outcome.

Case 2: a 7-year-old boy from a consanguineous marriage with a history of eczematous dermatitis was referred
for disseminated molluscum contagiosum. Examination revealed numerous pink umbilicated papulo-nodular
lesions disseminated over the entire body including the face. Mild eczematous lesions on the face and diffuse
xerosis were noticed. Laboratory testing showed high level of IgE (3200 IU/L). Skin biopsy demonstrated
histological characteristics of molluscum contagiosum. Chest CT scan revealed lingular alveolar pneumonia.
HyperlgE syndrome was suspected based on clinical and laboratory findings then confirmed by genetic analysis
which revealed DOCK8 mutation. The child was treated with intravenous immunoglobulin (0.4g/Kg) in
combination with trimethoprim/sulfamethoxazole (480 mg/bid) and voriconazole (50 mg/d) leading to the
resolution of half of the lesions.

Results:

HyperIgE syndrome comes in two varieties - autosomal dominant (AD) or autosomal recessive (AR) - which are
clinically different. The AD form is caused by a mutation in STAT3is characterized by the classic triad of high
serum IgE, recurrent cutaneous and pulmonary infections, and eczema. Our first patient’s features may be
consistent with this form. The AR type is caused by mutations in DOCK8 gene and seem have similar clinical
presentation with distinguishing features such asthma, food/environmental allergies, recalcitrant, widespread viral
infections and malignant neoplasms. Management remains largely supportive, based on prophylactic anti-bacterial
and antimycotic agents. Many patients have received benefits from immunoglobulines. Haematopoietic stem cell
transplantation has also achieved positive therapeutic effects. Both patients improved by combination of anti-
bacterial and anti-mycotic medications, and immunoglobulines.


https://pubmed.ncbi.nlm.nih.gov/22351681/
https://pubmed.ncbi.nlm.nih.gov/22351681/

Conclusion:

Dermatological manifestations of HyperIgE syndrome are early and consistent. The dermatologist has an
important role in the early diagnosis and management of this condition.
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Abstract N°: 2939

Prevalence and Predictive Value of Cutaneous Leiomyoma in Screening for Hereditary Leiomyomatosis and
Renal Cell Cancer in the French-Canadian Population

Lydia Ouchene*l, Sarah Moussaz, Lorena Alexandra Mija3, William David Foulkes" >, Elena Netchiporouk4

IMcGill University, Dermatology, Montréal, Canada, 2McGill University, Medicine, Montréal, Canada, 3University of

Montreal, Médecine, Montréal, Canada, *McGill University Health Centre , Montréal, Canada,5Lady Davis Institute
at the Jewish General Hospital, Montréal, Canada

Prevalence and Predictive Value of Cutaneous Leiomyoma in Screening for Hereditary Leiomyomatosis and
Renal Cell Cancer in the French-Canadian Population

Introduction & objectives: Hereditary leiomyomatosis and renal cell cancer (HLRCC) syndrome predisposes
individuals to cutaneous (CL) and uterine leiomyomas (UL) and a 15% life-time risk of aggressive early renal
cancer (RCC). HLRCC is caused by a germline mutation in the fumarate hydratase (FH) gene. It is thought to be
prevalent in the French-Canadian population due to a founder effect. Available literature suggests that CL's are
present in 71% of HLRCC cases. However, in our practice this is not the case. This study’s objective was to evaluate
the prevalence of CLs and the utility of FH staining in a French-Canadian HLRCC cohort.

Materials & Methods: Patients were recruited prospectively from the multidisciplinary genodermatology clinic
into Cancer Predisposition Biobank (MP-37-2019-4865). A total body skin exam (TBSE) was performed for all
patients by a single dermatologist. Pedigree, detailed history and genetic testing was obtained for patients by the
same geneticist. When in doubt, a skin biopsy of CLs was performed to confirm the diagnosis.

Results: In total,** 44 patients were referred for a suspected diagnosis of HLRCC to our clinic between December
2022 and April 2023. Of 44, 30 had CL (68%). Almost all patients with clinically visible CLs (29/30 or 97%) tested
positive for FH gene pathogenic variants. The single patient who tested negative had a linear distribution of CLs
and was presumed to be mosaic for FH mutation. All of the 14 individuals without CL (32%) underwent genetic
testing, and 11 (79%) had no FH gene variant detected and thus were negative for HLRCC. The 3 patients who
tested positive for FH gene mutation included 2 patients under the age 23 as well as a 37-year-old patient with a
complete FH gene deletion. Skin biopsies were performed in 11 patients (all with pathogenic germlineFH
variants) and immunohistochemistry analysis showed: loss of FH staining (n=6/11), weak staining (n=2/11) and
retained staining (n=3/11).

Conclusion: TBSE by a dermatologist had a high sensitivity (90.6%) and specificity (91.7%) with a positive
predictive value of 96.7% for HLRCC diagnosis. Thus, performing a TBSE in dermatology is a strong tool in
assessing the risk of HLRCC. The sensitivity and specificity of TBSE may however vary based on the patient’s age
whereas we believe that the absence of CL noted in %5 patients carrying pathogenic variants was likely due to the
later penetrance of CL. These patients will be followed over time. Importantly, retained FH staining on
immunohistochemistry does not rule out a germline pathogenic FH variant as some staining was seen in almost
50% of studied patients. We recommend that all patients with multiple CLs (regardless of the FH
immunohistochemistry staining status) undergo clinical assessment for HLRCC and most importantly, lifelong
renal cancer screening.
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Abstract N°: 2962

Madelung’s disease and homeless patients: case series and review of literature

Aldo Morronel, Valentina Garelliz, Pier Luigi Saraceniz, Alessandra Mambrinz, Floriana AreIIi3, Andrea Loreti3,
Ottavio Latini?

INational Institute of Dermatology St. Gallicanus, Scientific Director, Mostacciano, ItaIy,ZNationaI Institute of
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Madelung’s disease and homeless patients: case series and review of literature
Introduction & Objectives:

Madelung disease, also known as multiple symmetric lipomatosis or Launois-Bensaude syndrome, is a rare lipid
metabolic disorder and it is manifested by a symmetrical accumulation of nonencapsulated adipose tissue
deposits, mainly around the head, neck and shoulders.

Fat deposits can grow causing a variety of symptoms, interlalia, dysphagia, breathing difficulties, neck stiffness and
headache. Madelung’s disease can occur in all ethnic groups but is usually found in Mediterranean and European
populations. Men aged 30-60 years, chronically abusing alcohol are the most commonly affected.

Materials & Methods:
We report two cases of Madelung’s disease in frail and homeless patients.

The first patient, a 45-year-old Romanian man, smoker with arterial hypertension and alcohol dependence
syndrome showed prominent masses of adipose tissue on right cheekbone and right submandibular area. The
patient presented with a productive cough, therefore he was subjected to quantiferon TB gold which was positive.
The remaining physical examination was unremarkable.

The second patient is a 54-year-old Polish man. His history was significant for smoking and heavy alcohol
consumption. At physical examination he showed the typical distribution consists of massive lipomatous deposits
around the neck, which gives the classic descriptions of “buffalo hump”, also multiple lipomas located on arms,
shoulders, trapezius, along back and gynecomastia were noted.

Results:

We report these cases in homeless patients to emphasize the importance of early diagnosis. Patients with
Madelung’s disease can develop functional symptoms including dysphagia, odynophagia, or hoarseness as a
result of fatty deposits compressing the cervical region. Madelung’s disease is less well known and can go
undiagnosed for years.

Conclusion:

It is important to focus on skin health among fragile and vulnerable persons to improve their quality of life and
restore their dignity. We need to reduce barriers in accessing health care including skin care. Prevention and
treatment, especially for the most vulnerable subjects, should be a priority for the public health and social system.
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Papular epidermal nevus with “skyline” basal cell layer: two new cases of siblings
Pedro Jesus Agén—Banzol, Ana Julia Garcia Malinis*z, Dolores Planas Linaresz, Yolanda Gilaberte3

lperpetuo Socorro Healthcare center, Pediatric Unit, Huesca, Spain, 2Hospital Universitario San Jorge,

Dermatology, Huesca, Spain, 3Hospital Universitario Miguel Servet, Dermatology, Zaragoza, Spain
Introduction & Objectives:

Papular epidermal nevus with “skyline” basal cell layer (PENS) is recent type of epidermal nevus, characterized by
keratotic papules or plaques. Dermatological lesions have been described alone or associated with other
symptoms as part of a neurocutaneous syndrome. Histology reveals: hyperkeratosis; rectangular acanthosis; and
the “skyline sign”, an arrangement of cells with supranuclear cytoplasmic in a palisade along the basement
membrane. We describe two siblings with this entity.

Case report

A 19-month-old male patient came to the clinic with a series of skin lesions on the neck, back and arm since birth.
Physical examination revealed yellowish hyperkeratotic plaques on the neck, back and arm.

Subsequently, when his little brother was born, he also developed similar localized lesions on left shoulder, left
iliac fossa and belly button and neck. Both siblings were in good general health, with no dysmorphic features or
extracutaneous anomalies. Histopathologic examination demonstrated a typical “skyline pattern”.

Conclusion:

Six cases of affected families with PENS have been described, of which two are between siblings and the rest from
parents to children, a total of 13 cases. The rest of the cases described in the literature are isolated cases without
affecting other family members. This entity was first described by Torrelo in 2011 and Tadini reported the first
family with PENS. PENS is clinically characterized by single or multiple keratotic papules or plaques with a rough,
flat surface and variable shape, appear at birth or shortly thereafter. Cases of PENS syndrome with neurological
symptoms such as epilepsy or mental retardation of later onset have been described. Isolated cases without any
other associated pathology are probably underdiagnosed, hence the importance of knowing this entity.
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Abstract N°: 3267

The enigma of periorificial desquamating lesions in a child
Ankita Choudhary*!

1BJ Medical college, Ahmedabad, Dermatology, New Delhi, India
Key words: Biotin, Biotinidase, Periorificial
Case report

A 4 year old female child born out of third degree consanguineous marriage presented with cutaneous lesions
around eyes and mouth along with sparseness of scalp hair for last 2 years. She was born at full term after an
uneventful pregnancy by a normal vaginal delivery. The child had a birth weight of 3.2 kg, length of 54 cm and
was properly breast fed. There was global developmental delay, gait disturbance along with hearing impairment.
There was history of hospitalization for breathlessness 3 months back. There was no history of diarrhoea, seizure
or ophthalmological complaints. Family history was unremarkable.

On general examination the patient was afebrile, had an ataxic gait, and was tachypneic with a respiratory rate of
54/minute. The anthropometric measurements were within normal limits for age.

Cutaneous examination revealed periocular and perioral desquamating lesions with secondary impetiginization.
Scalp examination revealed diffuse thinning of hair along with widening of central parting and alopecia involving
the occiput, however the trichogram was normal. Rest skin, nail and mucosa were uninvolved.

Neurological assessment showed hypotonia along with grade 2 hyper-reflexia and positive bilateral babinski.

Hemogram, liver and renal function tests, random blood sugar, thyroid function test and serum electrolytes were
normal. Chest radiograph, electroencephalogram and computed tomography scan of the head revealed no
abnormality. Complete ophthalmological examination along with fundoscopy was within normal limits. Arterial
blood gas analysis showed high anion gap metabolic acidosis with high serum lactate (45.6mg/dl). The serum
levels of biotinidase was found to be as low as 10.5 IU (Normal levels >50 IU). Serum ammonia, serum zinc and
sweat chloride levels were found to be normal. Normal levels of amino acids, organic acids and fatty acids were
detected on tandom mass spectrometry. Pure tone audiometry revealed bilateral sensorineural hearing loss.

The differential diagnosis for the periorificial lesions included acrodermatitis enteropathica, essential fatty acid
deficiency, cystic fibrosis and organic acidurias.

Based on the constellation of above clinical and laboratory findings, a diagnosis of multiple carboxylase deficiency
(late onset) secondary to low biotinidase levels, was made.

The patient was started on daily oral supplementation of biotin in the dose of 20 mg/day. On subsequent visit,
there was dramatic improvement in the cutaneous lesions along with regrowth of scalp hair and gradual recovery
in the gait. However auditory complaints did not show any resolution. Repeat metabolic profile was found to be
within normal limits.

Discussion

The clinical features of biotinidase deficiency (BD) include atopic and seborrheic dermatitis like eruptions,
alopecia, ataxia, hypotonia, developmental delay, sensorineural deafness and immunodeficiency. Most cases with



BD exhibit metabolic abnormalities like ketolactic acidosis, hyperammonaemia, and organic aciduria. Diagnosis of
late onset BD is confirmed by measurement of enzyme activity in serum. The present case had an onset of disease
at 2 years with perioral and periocular desquamating lesions, alopecia, global developmental delay, ataxic gait,
hearing impairment and recurrent chest infections. The patient was started on biotin supplementation with

excellent improvement in cutaneous and metabolic disturbances.
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Successful combination of isotretinoin and acetritin for the treatment of the disease Galli-Galli
Hanna Popovychl, Antonina KalmykovaZ, Viktoriia Bilonoht

1EuroDerm. Clinic of personalized medicine., Kyiv, Ukraine,2CSD LAB, Kyiv, Ukraine

Introduction & Objectives: Galli-Galli disease (GGD) is a rare autosomal dominant genodermatosis,
characterized by hyperkeratotic papules and progressive reticular hyperpigmentation involving the neck, trunk,
and proximal extremities. GGD falls on a spectrum of reticulate hyperpigmentation disorders, and is thought to be
an acantholytic variant of Dowling-Degos disease (DDD).

Its mode of inheritance is believed to be autosomal dominant with variable penetrance, but it can occur
sporadically , as in our patient. The mechanism of acantholysis in the Galli-Galli variant of DDD remains unknown;
however, the authors postulate that this recently discovered defect in keratin 5 and the resulting loss of cell
structural stability may be responsible for the epidermal dissolution seen in Galli-Galli disease.

No successful medicinal therapeutic approaches are reported in the literature. Here we describe a case of a severe
flare of GGD successfully treated with combination isotretinoin and acitretin.

Materials & Methods: Using the PubMed database, we conducted a systematic review of the literature.

Results: A previously healthy 52-year-old Caucasian woman presented with a 10-year history of widespread skin
lesions. She had recurrent pruritic papular eruptions and slowly progressing brownish lentigo-like macules. The
skin lesions began on the trunk and then became generalized, involving the extensor and flexural surfaces of
extremities, including the back of the hands, neck, and trunk. Her medical history and medication list were
noncontributory. Past treatments included only topical corticosteroids (clobetasol and betamethasone - without
improvement. The face, palms, soles, and inguinal area were spared. Histopathologic examination of the skin
revealed digitate down-growth of slender, elongated reteridges and thinning of the suprapapillary epidermis.
Focal suprabasal acantholysis without dyskeratosis was seen. A superficial, perivascular, predominantly
lymphocytic infiltrate with eosinophils was also noted.Despite a variety of potential therapeutic options published
in the literature, we decided to try oral isotretinoin with a switch to acetritin. Patient was started on isotretinoin
30 mg daily during 5 months. During treatment with isotretinoin, no new rashes appeared, but minor itching and
red persisted. For a good cosmetic result, we decided to stop taking isotretinoin and give acetritin at a dose of 25
mg once a day for another 1 month. Then we reduced the dose to 10 mg per day for 1 month, and the next
month every other day 10 mg for another 1 month. Locally, the patient used constant emollients. After at the end
of the therapy, peeling and redness completely disappeared, no side effects of retinoid therapy were observed.

Conclusion: We would like to inform that combination isotretinoin and acetritin as a promising treatment option
for Galli-Galli Desease.
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Abstract N°: 3458

Major histocompatibility complex class I deficiency with important skin lesions and amniotic membrane
biological dressing

Betina Nogueira Da Silval, Aline Cocchi Erthal Ribeirol, Paula Celeste Rubiano Mojical, Giovanna Carrascozal,
Cecilia Mirelle Almeida Honorato?, Viviane Maria Maiolinit, Fernanda Goncalves Moya?, Dewton De Moraes

Vasconcelos3

IHospital das Clinicas of the University of Sdo Paulo, dermatology, Sdo Paulo, Brazil2Hospital das Clinicas of the

University of Sdo Paulo, dermatopathology, sdo paulo, Brazil, Hospital das Clinicas of the University of Sao Paulo,
Imunology, Brazil

Introduction & Objectives:

Major histocompatibility complex class I (MHC I) deficiency is a rare genetic disease caused by severe partial
deficiency of the MHC 1. Total deficiency is incompatible with life, only patients with low expression of MHC I have
the disease. MHC acts in the distinction between self and non-self peptides, providing autoimmune control and
defense against intracellular pathogens. These patients do not present opportunistic infections and are more
prone to bacterial than viral infections. They are healthy in early childhood, but as they grow, bacterial respiratory
tract infections are developed. In the long term, it leads to bronchiectasis, respiratory failure, and death. The most
common cutaneous presentation is necrotizing granulomatous lesions, mainly on the face and limbs. This report
aims to present a case of MHC I deficiency, considered a challenging diagnosis that required a multimodal
treatment approach.

Materials & Methods:
We report a case of a patient with MHC I deficiency with complex diagnosis and treatment.
Results:

A 9-year-old female patient was admitted with a six-year history of ulcers on her nose, malar region, and lower
limbs. Her parents were consanguineous. The child was extensively investigated at another hospital and treated for
infectious diseases without improvement. The anatomopathological exam revealed chronic granulomatous
dermatitis with extensive necrosis in the papillary dermis. Immunophenotyping of blood lymphocytes revealed a
deficiency of CD8 T lymphocytes. The flow cytometry confirmed the diagnosis of MHC I deficiency. Before
receiving a skin graft, our patient received six medical interventions for her lower limbs wounds, once a week, with
amniotic membrane biological dressings from our tissue bank, along with systemic antibiotics. During this period,
she had an improvement in the skin lesions, however, she presented a decline after the skin graft was placed.
Currently, our patient is under outpatient medical follow-up, with a slow decay in skin lesions, with continuous
antibiotic therapy without serious respiratory repercussions.

Conclusion:

The MHC I skin lesions begin with a small pustule or subcutaneous nodule that expands and tends to ulcerate. The
healing is slow, leading to scarring and mutilation. The diagnosis is confirmed by flow cytometry and HLA
molecular typing. Treatment options are scarce, based on preventing the progression of respiratory failure and
skin infections, local care, and antibiotics. The amniotic membrane expresses molecules of the MHC complex and
produces several growth factors, angiomodulatory cytokines, antibacterial peptides and a wide range of anti-
inflammatory agents, improving wound healing. This report highlights the importance of early and accurate



diagnosis of MHC I deficiency and the challenges in managing this rare genetic disease.
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Abstract N°: 3496

Oleogel-S10 for chronic wounds in EB: preliminary result of the real-world experience
Miodrag Davidovic*l, Stella Gewertl, Dimitra Kiritsil, Cristina Has!

LUniversity of Freiburg, Dermatology, Freiburg, Germany
Introduction & Objectives:

Oleogel-S10 contains a birch-extract and is the first approved drug for the treatment of junctional epidermolysis
bullosa (JEB) and dystrophic epidermolysis bullosa (DEB) wounds in the EU. The phase III trial included 223
patients and showed an increase of wound healing in recessive DEB (RDEB) patients of 44% as compared to
26.2% in the control group, whereas there was no convincing effect in JEB. To assess the effects of Oleogel-S10 in
a real-world setting, we performed an observational study between September 2022 and April 2023.

Materials & Methods:

Eleven consecutive EB patients (6 males and 5 females, mean age 25 years, range 6-55) were included. Three
patients had intermediate JEB, two intermediate RDEB and six had severe RDEB. Chronic wounds that did not heal
with standard care were chosen for treatment. They were localized on arms, legs, head, neck or on the gluteal
region. The wound area was variable, ranging from 1cm? to more than 20cm?. Patients were instructed to use
Oleogel-S10 on the selected wounds at each dressing change and to take follow-up pictures every two weeks.
Wound healing, pain and itch were assessed at each follow-up visit.

Results:

Altogether, data from nine patients were obtained and used for evaluation. In eight of nine patients, faster wound
healing and partial wound closure were observed. However, wounds relapsed in four cases, and in two patients
worsening of the wound situation occurred during the observation period. Under the therapy, reduced itch was
reported by five (mean value of itch score before treatment 6.8 and after 3.0; p=0.0014) and reduced pain by four
patients (mean value of pain score before treatment 7.0 and after 3.0; p=0.0049). Other effects were reduction of
wound bleeding (in three of nine patients) and of inflammation (in two of nine patients). Notably, all three
patients with intermediate JEB benefited from the treatment. They showed faster wound healing leading to partial
closure, although the wounds relapsed because of new blisters. Except of one child with intermediate RDEB, all
other RDEB patients experienced partial wound closure and faster wound healing. Two patients showed
undulating improvement and relapsing of the wounds on same localizations.

Conclusion:

The limitations of the study are the real-world setting, the low number of patients, and the variability of the
wounds in respect to size and localization. Although the effect was variable and the course of the wounds
undulating, all patients continued using Oleogel-S10.
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Abstract N°: 3743

Case Report: The importance of skin cancer screening: Large squamous cell carcinoma in a patient with
syndromal ichthyosis

Katharina Ginter*l, Laura Béckerl, Nadine Wiedenmayerl, Julia Hartmannl, Jochen Hoffmannl, Martin Hartmannl,

Alexander Enk!

IUniversity of Heidelberg, Department of Dermatology, Heidelberg, Germany
Introduction & Objectives:

Ichthyoses are among the more rare diseases. With a prevalence of around 1:250 births ichthyosis vulgaris is the
most common and best known. They are usually caused by a genetic keratinization disorder, making patients
suffer from scaly hyperkeratosis of the skin. Syndromal ichthyoses are a subtype of ichthyoses in which other
organ systems are also involved. Keratitis-Ichtyosis-Deafness (KID) syndrome is caused by a mutation of a gene
encoding a gap junction protein, (specifically a mutation in the GJB2 gene (139q11-q12) of the gene product
Connexin-26). This leads to hearing impairment and ocular involvement with keratitis in addition to generalized
erythroderma and severe skin scaling. About 15% of patients also develop squamous cell carcinoma, which is
likely a common cause of death due to its poor prognosis in KID syndrome. Current studies are sparse due to the
rarity of the disease, so more research is needed on the incidence and prevention of malignancies in congenital
and acquired keratinization disorders such as KID-syndrome.

Materials & Methods:

A 52-year-old female patient with KID syndrome diagnosed at birth was admitted to our university hospital. She
initially presented with an unclear, 20x5cm large and about 7cm deep gaping, heavily oozing ulceration in the area
of the left groin. In addition, erythrokeratoderma was prominent on the face and hands. Multiple brownish-reddish
plaques, some of them appearing verrucous, were seen on the feet, as well as scaling on the entire trunk. Other
known diagnoses included hearing loss, keratitis of the eyes, and previous psychiatric ilinesses. The patient denied
having B-symptoms.

Results:

The swab of the ulceration only showed colonization with skin germs. In addition, a punch biopsy was performed,
which confirmed the suspected diagnosis of squamous cell carcinoma. Staging examinations further revealed a
fused lymph node conglomerate on the left inguinal side, several small lymph node metastases on the left iliac
side, and an unclear pulmonary mass. Due to inoperability, we initiated a checkpoint inhibitor therapy with
Cemiplimab and additional radiotherapy. Unfortunately, the tumor continued progressing rapidly.

Conclusion:

In clinical practice, ichthyoses are not such a rare clinical picture, with keratitis-ichthyosis-deafness syndrome
being a particular subtype of syndromal ichthyoses. So far, only a few case reports of KID syndrome and
squamous cell carcinoma have been published. The current hypothesis regarding the origin of the disease favors a
combination of chronic inflammation, immunologic factors, and genetic factors, although the ultimate etiology
remains the subject of current research. With the publication of this case report we want to point out the
importance of regular skin cancer screenings, especially in patients with congenital keratinization disorders, such
as ichthyosis.
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Abstract N°: 3826

When the sun cause pain - recurrent edema in a 12-year-old patient
Michat NiedzwiedZz*!, Matgorzata Skibifiskal, Aleksandra Lesiak?, Joanna Narbutt!

IMedical University of Lodz, Department of Dermatology, Pediatric Dermatology and Oncology, £6dz, Poland

Introduction & Objectives: Erythropoietic protoporphyria (EPP) is an inherited disorder of porphyrin metabolism
caused by decreased activity of ferrochelatase, the final enzyme of the heme biosynthesis pathway that catalyzes
iron binding to protoporphyrin IX. Clinically, EPP is characterized by pain and burning of the skin accompanied by
erythema and swelling. These symptoms appear in a very short time after exposure to the sun. The incidence of
the disease ranges from 1/75 000 to 1/200 000. The diagnosis of erythropoietic protoporphyria is difficult, as
usually hereditary angioedema and allergic reactions are considered in the differential diagnosis.

Materials & Methods: A 12-year-old girl was admitted to the dermatology department for diagnosis and
treatment of painful swelling and erythema mainly in the face and upper limbs, appearing periodically from the
age of 8 years, usually associated with sun exposure. Based on clinical symptoms and history, erythropoietic
protoporphyria was suspected. Laboratory tests revealed a positive spectrum of porphyrin fluorescence in plasma
(emission 634 nm), protoporphyrin concentration in erythrocytes (6813.4 nmol/I, with normal range up to 130
nmol/l), as well as increased excretion of protoporphyrin in feces (549.1 nmol/g, with range 0-100 nmol/g) and
zinc-protoporphyrin in erythrocytes within normal range. The patient and her family underwent genetic testing for
mutations in the FECH gene, encoding ferrochelatase.

Results: Based on the clinical picture and laboratory test results, the diagnosis of erythropoietic protoporphyria
was confirmed and it was recommended to use strict photoprotection and avoid fluorescent lamps. The patient
undergoes regular checkups of laboratory tests and liver ultrasound.

Conclusion: EPP is a rare metabolic disorder. The first clinical manifestations of this disease occur most often in
childhood. EPP should be considered in patients with burning sensations and pain, as well as erythema and
swelling of the skin, which are disproportionately severe in relation to the exposure to ultraviolet radiation.
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Abstract N°: 3864

Warburg-Cinotti syndrome, a novel case and literature review

Javier Gimeno Castillol, Guiomar Pérez de Nanclares Lealz, Aida Menéndez Parrc')nl, Igor Gomez Garate3, Ricarco

Gonzalez Perez!

1HUA, Dermatology, Gasteiz, Spain,ZHUA, Genetics, Vitoria, Spain, 3HUA, Internal Medicine, Vitoria, Spain
Introduction & Objectives:

Warburg-Cinotti syndrome is a recently described entity characterized by the presence of acroosteolysis, digital
flexion contractures, corneal neovascularization, keloid formation, ulcerations, and atrophy of subcutaneous
cellular tissue as its main manifestations.

Clinical Case:

A 36-year-old woman was referred to our department back in 1999 for a “complex polymalformative syndrome”.
Among other clinical findings, she presented deforming fibromatosis of the feet and distal lower extremities with
ulcerations, cicatricial alopecia, blepharophimosis, conjunctival pseudoterigium, bluish sclerae, flexion contractures
of the fingers of both hands, winged ears, bulbous nose, recurrent pneumothorax and cholesteatoma.
Complementary tests (Including karyotype) performed during those first years of follow-up did not allow to
identify the syndrome. C-kit was positive on some cutaneous biopsies. In 2007, the progression of fibromatosis on
both feet led to impaired mobility. Thus, treatment with Imatinib 400 mg daily was started. The latter slowed down
the progression of the process, however, this treatment was discontinued after two years.

Recently, exome sequencing revealed a heterozygous mutation in DDR2 gene (¢.1829T>C (p.L610P)), which
allowed the confirmation of Warburg-Cinotti syndrome. Despite the reintroduction of imatinib, plantar
fibromatosis progresses.

Conclusion:

Herein we present the first case described in Spain of Warburg-Cinotti syndrome. Despite its exceptionality,
recognizing its clinical phenotype can be the main key to suspect and diagnose this entity. To date, two variants of
this syndrome have been described depending on DDR2 gene mutations. The latter encodes a tyrosine kinase;
therefore, it has been postulated that tyrosine kinase inhibitors may be useful for treating this condition.

32ND EADV Congress 2023
11 OCTOBER - 14 OCTOBER 2023
POWERED BY M-ANAGE.COM

AP



[=/\ CONGRESS
DV

BERLIN 11-14 OCTOBER 2023

Abstract N°: 3929

Hypohydrotic ectodermal dysplasia associated to immunodeficiency : About 4 cases.
Anass Abbour*l, Fatima Zahra El Fetoikil, Hayat Dahbi Skalil, Fouzia Halil, Soumiya Chiheb!

1Ibn Rochd University Hospital Center, Dermatology, Casablanca, Morocco
Introduction & Objectives:

Hypohidrotic ectodermal dysplasia (HED) is a rare inherited affection caused by impaired development of the
ectodermal appendages. It is characterized by a primary defect in at least one of the following tissues: nails, hair,
sweat glands, or teeth.

We report four original HED cases associated with immunodeficiency.
Materials & Methods:
Results:

Case 1: A 15-year-old boy, from a first-degree consanguineous marriage, who has since the age of 22 days,
multiples episodes of unexplained extended fever and repeated infections leading to several hospitalizations.
Clinical examination showed sparse hair, dry skin, a thick lower lip and facial dysmorphia made of broadening the
nose’s base, ears detachment and hypertelorism.

Case 2: A boy of 5 years from a non-consanguineous marriage who presents since the age of three months,
repeated diarrhea and two pneumonia episodes. HED diagnosis was underlined at the age of one year. Clinical
examination showed a pilar dystrophy, dry skin, a thick lower lip and conical teeth.

Case 3: A boy of 16 years, from a non-consanguineous marriage, HED diagnosis was underlined at the age of one
month and the disease’s development was typical with repeated Respiratory infection episodes. Clinical
examination showed a dry skin, a thick lower lip, conical teeth and hypertelorism.

Case 4: A 14-year-old boy has, since the age of 6 months, repeated respiratory infections treated as outpatient as
well as episodes of hyperthermia treated by self-medication. He also presents a pilar dystrophy, rare and conical
teeth and facial dysmorphia made of broadening of the nose base, a prominent forehead and hypertelorism. To
not that his uncle presents similar symptomatology.

The dosage of immunoglobulin and lymphocyte sub populations was normal for the four patients.
Conclusion:

Hypohidrotic ectodermal dysplasia (HED) is characterized by hypotrichosis (sparseness of scalp and body hair),
hypohidrosis (reduced ability to sweat), and hypodontia (congenital absence of teeth). The cardinal features of
classic HED become obvious during childhood. The scalp hair is thin, lightly pigmented, and slow growing.
Sweating, although present, is greatly deficient, leading to episodes of hyperthermia.

Classic HED can be diagnosed after infancy based on physical features in most affected individuals.

Our cases originality lies in the extreme HED rarity with an incidence of 1/100000 births. The occurrence of
repeated and unexplained febrile episodes in infants is an important semiological sign. The underlined
vulnerability to infection should suspect immunodeficiency often associated. Indeed, the HED-DI is a form which



combines HED cardinal signs manifestations of immune deficiency. It is due to mutation of genes especially NEMO
and rarely IKBa. The most frequently associated infections are respiratory tract, gastrointestinal, head and neck,
bone, skin and soft tissues. The immune deficiency type is dominated by hyperlgM syndrome. In our patients,
immune deficiency cannot be ruled out despite the normality of immunological tests.

The occurrence of repeated and unexplained febrile episodes in infants with sparse hair, dry skin and facial
dysmorphia is an important semiological element. A noted vulnerability to infection should suspect an associated
immunodeficiency.
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Abstract N°: 3978

Familial pityriasis rubra pilaris (Atypical juvenile type V): A report of three cases in a single family treated
with isotretinoin

Ikram El Modafarl 2, Maryem Aboudourib! 2, Said Amal'' 2, Ouafa Hocarl' 2

1University Hospital Mohamed the VI th, Dermatology Department, Marrakesh, Morocco2School of Medicine and
Pharmacy, Caddi Ayyad University, Biosciences and Health Laboratory, Marrakesh, Morocco

Introduction & Objectives:

Pityriasis rubra pilaris (PRP) is an uncommon dermatosis of unknown etiology. The familial subtype is rare and
usually presents as type V PRP. The use of oral retinoids in treating PRP is promising given reports of its success in
case reports.

Herein, we report three cases of PRP arising in 3 siblings and highlight a satisfactory response with oral
isotretinoin.

Materials & Methods:

We present the case of 3 siblings whose parents are first cousins. The oldest sister is aged 14 year old and the
middle sister is 9 year old. The diagnosis of PRP type V was based on the presence of characteristic clinical and
histopathological features. Both patients showed well-demarcated erythematous plaques coalescing into large
areas interspersed with islands of normal skin, follicular papules, oranged palmoplantar keratoderma, and a lack of
psoriasis-associated nail changes. They were both treated with acitretin and topical corticosteroids incontinuously
during 5 years. Given the unsatisfactory response with acitretin, a treatment with isotretinoin 0,5mg/kg per day
was started and both patients showed a marked improvement within 2 months.

Further inquiry into the family history brought out the interesting revelation that a similar type of affection
seemed to be plaguing the younger brother aged 10 months old who presented eczematous changes of the skin
and ichthyosiform scale on lower extremities. The patient was treated with emollients and topical corticosteroids.
The evolution of the disease was largely identical.

Results:

The familial form of PRP is rare and begins typically in early childhood and has a gradual onset. Most of the
familial cases are of type V (atypical juvenile type) as it is the case in our report. It is usually present at birth or
appears during the first years of life and runs a chronic course. The evolution of juvenile PRP remains
unpredictable. It is characterized by prominent follicular hyperkeratosis, diffuse orange palmoplantar keratoderma,
and erythema. Patients with the familial subtype can have atypical morphologic findings, such as ichthyosiform
features and potential sclerodermatous changes of the hands and feet. However, its occurrence among members
of a single family appear to be inherited as autosomal dominant with variable expression and reduced penetrance.
Recently, gain-of-function mutations in CARD14, which encodes the caspase recruitment domain family member
14, were identified as a cause of familial PRP.

Given the rarity of this subtype, the management of juvenile PRP is challenging. In the pediatric population, a
conservative treatment approach, including topical therapy, is frequently used, whereas systemic treatments are
reserved for patients with a severe disease that is refractory to therapy.

Systemic retinoids are considered first-line systemic agents in moderate-to-severe disease with recommended



dosages of 1 mg/kg daily isotretinoin or 0.5 mg/kg daily acitretin with marked improvement in 3 to 6 months.
Other therapies include methotrexate, cyclosporine, azathioprine phototherapy and biological
immunosuppressants as ustekinumab.

Conclusion:

The awareness of familial PRP is important for early and accurate diagnosis and administration of appropriate

therapy.
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Abstract N°: 4021

Nevoid Basal cell carcinoma syndrome with secondary osteoma cutis: a case report and literature review

Masahiro Amanol, Kei Nagatomo*2

1University of Miyazaki , Dermatology, Miyazaki, Japan,?University of Miyazaki, Dermatology, Miyazaki, Japan

Introduction & Objectives: Nevoid basal cell carcinoma syndrome (NBCCS) is a rare genetic disorder associated
with basal cell carcinomas (BCC), palmar pits, skeletal anomalies, jaw cysts, and central nervous system
involvement. Osteoma cutis is a benign condition defined as the eruption of an osseous structure in the skin.
Osteoma cutis may be divided into a primary and secondary type and the latter is most often associated with
chronic inflammatory diseases that lead to the degradation of collagen fibers, with other causes, including trauma
and neoplasms. There are only a small number of case reports and case series of BCC associated with secondary
osteoma cutis. We conducted a literature review targeting the secondary osteoma cutis of NBCCS that have not
been well characterized.

Materials & Methods: We conducted a literature search from 1960 to 2022 utilizing specific keywords and
criteria and excluded non-clinical articles. A total of 2 articles were ultimately used for the literature review.

Results: We describe a case of a 69-year-old Japanese female diagnosed with NBCCS found to have secondary
osteoma cutis within several BCCs. She was referred to our University Hospital with multiple tumor lesions of the
skin. The lesions started to develop when she was 60 years old and thereafter increased in number. Histology
revealed superficial and nodular basal cell carcinomas. Just beneath BCC nests in the lower dermis, several
basophilic oval-shaped membranous structures were positive with Kossa stain. A total of 4 basal cell carcinomas
were surgically removed and microscopically investigated. Further clinical and imaging examinations confirmed
palmar pits and calcification of falx cerebri. The spectrum of pathological findings met the diagnostic criteria of
NBCCS.

Conclusion: There are only two case reports of NBCCS associated with secondary osteoma cutis. A
hamartomatous process is suggested to explain these conditions. Although the pathogenesis of secondary
osteoma cutis in the setting of NBCCS remains to be determined, it has been speculated that growth factors and
bone morphogenetic proteins produced from myofibroblasts may be involved in the development of the
osteogenesis in primary osteoma cutis. When the histopathologic examination reveals bone formation in the skin,
Dermatologists should consider the possible presence of an adjacent malignancy, such as BCC and NBCCS.
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Abstract N°: 4134

Gastrointestinal neuroendocrine tumour as a cause of pruritus in a patient with Neurofibromatosis type 1

Dubravka Vukovicl, Ana Stipic'l, Marija Brnict, Bepa Pavli¢t, Josipa Micunovic¢l, Neira Puizina-Ivict, SnjeZana
Mardegic¢2

1University Hospital Centre Split, Dermatovenerology, Split, Croatia, 2University of Split Medical School,
Department of Histology and Embryology, Split, Croatia

Introduction:

Neurofibromatosis type 1 (NF1) is an autosomal dominant genetic disease that is caused by a mutated NF1
tumour suppressor gene. The incidence varies from 1:3,000 to 1:5,000. Patients are presented with multiple cafe-
au-lait macules on the skin, skinfold freckling, Lisch nodules in the eye, and cutaneous neurofibromas. Other
organs are also affected (scoliosis, gliomas of the optic nerve in 15% of patients, glioblastoma, tumours of the
peripheral nerves, endocrine disorders, and mental disabilities). Mast cells in the tumours can induce severe
pruritus in some patients with numerous neurofibromas. Pruritus is a common symptom of biliary obstruction.
There have been cases described where obstruction can be caused by tumours in NF1. In these patients, the
gastrointestinal tract is mostly affected by pancreatic neuroendocrine tumours, gastrointestinal stromal tumours
(GIST), carcinoids, pheochromocytomas, paragangliomas and hyperplasia of the mucosal and myenteric nerves.

Results:

Our patient, a 32-year-old woman, presented with severe pruritus that lasted 3 months. She also reported
vomiting after meals and a loss of weight. She was diagnosed with NF1 at the age of 2 years. At the same age, she
was treated with chemotherapy for an optic nerve glioma in the right eye. After the treatment, 100% loss of vision
in the right eye remained. She has undergone many cutaneous neurofibroma excisions, yet many of the tumours
are still visible on her skin. Her height is 140 cm. Her entire skin is pale olive green, with many typical cafe-au-lait
macules and axillary and inguinal freckling. When she was admitted to the Clinic of Dermatovenerology for
treatment of pruritus, laboratory testing showed that her liver enzymes (AST 147, ALT 201, GGT 1010, and ALP
751) were significantly increased. The serologic workup showed previous infection with the hepatitis B virus (anti-
HBc and anti-HBe positive, but HBV PCR negative). Because of the mass found on ultrasound of the abdomen, we
performed a CT scan. It revealed an abnormal mass sized 16x15 mm causing obstruction of the ductus
choledochus. The patient was referred to the Clinic of hepatology, where an ERCP was performed, a ductal stent
was implanted and a biopsy was done. Control liver enzymes after the procedure were normal and pruritus was
gone. Histological and immunohistochemical results of bioptic material showed a neuroendocrine tumour of the
small intestine grade 2 (NET 2). The patient will be presented to the oncologic team in order to determine further
treatment options.

Conclusion:

Pruritus, which can have numerous causes, negatively impacts life quality. In this case, it was one of the signs
leading to the diagnosis of a gastrointestinal neuroendocrine tumour. Patients with NF1 may develop tumours
with variable histopathological patterns. It is necessary to apply a multidisciplinary approach to their treatment.
The aim of this case report is to raise awareness about a variety of symptoms that may indicate complications of
NF1.
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Abstract N°: 4188
From cryotherapy to genetic testing - a case report of delayed diagnosis of Tuberous sclerosis

Kamelija Doneva Simonov*t 2, Nebojsha Peshikj1' 2, Rebeka Vukovskaz, Tomche Popovskiz, Viktor Simeonovskiz,

Elena Mirceska Arsovska?

1Skopje, North Macedonia, 2Ss Cyril and Methodius University, University clinic of dermatology, North Macedonia
Introduction & Objectives:

Tuberous sclerosis complex (TSC) is a rare genetic disease characterized by tumor development inthe brain, skin,
retina, kidney, heart and lungs. Its clinical manifestation is variable and cutaneous involvement is cardinal for
suspecting the diagnosis of TSC. Cutaneous findings develop in an age-dependent manner. In contrast to
hypopigmented macules which may serve as the first feature of TSC in early life, angiofibromas and periungual
fibromas emerge later in adolescence and adulthood, placing adults with undiagnosed TSC at increased risk for
life-threatening TSC- related pulmonary and renal disease. Nearly 20% of patients are diagnosed as adults. We
present a case of a woman with cutaneous manifestations who had a diagnostic delay of > 15 years of TS.

Case report

A 45-year-old housewife, presented to our dermatology department with periungual papillomatous and
subungual verrucous lesions, which had been progressive in size and number in the last decade. They had been
previously treated as refractory warts using cryotherapy without noticeable improvement. Her medical history
included surgical treatment of uterine leiomyomas. There was a positive family history of similar periungual lesions
of her grandfather. She reported that her 4-year-old son has epilepsy. The clinical examination has shown firm
papules with smooth surfaces, skin-colored, varied sizes in 6 fingers and 7 toes. Their implantation was in the
lateral and proximal fold. A subungual hyperkeratotic lesion on the thumb of the left hand was seen. Some nail
plates showed longitudinal lines and canalicular depressions of variable extension, with some thin whitish ridges.
We observed flat, normochromic, isolated, and coalescent papules on the face, suggesting angiofibroma. A biopsy
from a periungual papulomatous lesion revealed periungual fibroma. We suspected the case as TS based on the
above findings which fulfilled 3 major and 1 minor diagnostic criteria. Routine hematological and urine
investigations were within normal limits We recommended a CT scan of the abdomen and chest, and an MR of the
brain to evaluate disease manifestation. The patient chose to genetic testing, due to fear of genetic disease
involving her son. She genetically tested with TSC1 mutation and was lost to follow-up

Conclusion:

Diagnosis of TSC is based on the presence of at least 2 major or 1 major and 2 minor or more diagnostic features.
Delaying in the diagnosis may be because of insufficient criteria for diagnosis until adulthood. Our patient
reported minimal morbidity in childhood, cutaneous manifestation in her 30s, uterine leiomyomas at 42 years old,
and was diagnosed with TSC in her 45s. Patients with adult-onset disease are less likely to present with seizures,
and more likely to present with LAM or angiomyolipomas or TSC-associated skin lesions at the time of TSC
diagnosis than those with TSC diagnosed in childhood. The uterine leiomyoma in our patient is in association with
TSC. Possible explanations for delayed penetrance include mutations associated with a mild phenotype,
mosaicism, and effects of modifier genes.

Once TSC is diagnosed a management and surveillance plan should be implemented. It is recommended to have
periodic CT on the chest, brain, and kidneys, also evaluation of other organs indicated by symptoms.



We emphasize regularly monitoring for new organ involvement before meeting the clinical criteria for TSC,
because early intervention may reduce morbidity and mortality.
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Abstract N°: 4203

Long-term surgical outcomes of superficial radiofrequency ablation of recalcitrant Hailey-Hailey disease
affecting the groin

Rhea Ahujal, Ayush Jain!, Somesh Gupta!

LAl India Institute Of Medical Sciences, Dermatology and Venereology, New Delhi, India

Introduction & Objectives: Hailey-Hailey disease is a rare genodermatosis characterized by painful eroded
plaques with fissuring in the flexures. Although medical management, including newer drugs like naltrexone,
provides only modest improvement and frequent flares, superficial radiofrequency ablation has shown promise in
removing the affected epidermis, resulting in superficial scarring and preventing further disease flares. Therefore,
we aimed to evaluate the long-term outcomes of superficial radiofrequency ablation for recalcitrant Hailey-Hailey
disease affecting the groin area.

Materials & Methods: We retrospectively analysed ten cases of Hailey-Hailey disease who had undergone serial
sessions of superficial radiofrequency ablation for the lesions involving the groin. All of them had been refractory
to medical management. The assessment encompassed physician and patient-reported improvements at 6-month
follow-up, evaluation of post-operative downtime and discomfort using a Likert scale (ranging from 0 to 10), and
determination of the likelihood of patients recommending the procedure to acquaintances or family members.

Results: In total, 20 flexural areas (bilateral) were subjected to superficial radiofrequency ablation in the ten
patients. The mean physician-reported improvement at the 6-month follow-up was 75.2%, while the patient-
reported improvement reached 82.4%. Only one out of the ten patients experienced a mild flare-up, which was
effectively managed with topical steroids. The average duration of post-operative downtime was 10.4 days, and
60% of patients reported a discomfort score of 7 immediately after the procedure. Remarkably, all patients
expressed strong advocacy for the procedure, recommending it to others afflicted with the same condition.

Conclusion: Superficial radiofrequency ablation is a simple and effective treatment modality for a debilitating
disease like Hailey-Hailey with long-term clinical remission.
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Abstract N°: 4205

NLRP12 and IL36RN mutations in a Portuguese woman with autoinflammatory syndrome
Sofia Duarte*l, Ana Pintol, Lars E. Frenchz, Heinz Kutzner3, Luis Soares-Almeidat

IDermatology Department, Hospital de Santa Maria, Centro Hospitalar Universitario Lisboa Norte, E.P.E., Lisbon,
Portugal, 2Dr. Philip Frost, Department of Dermatology and Cutaneous Surgery, University of Miami Miller School
of Medicine, Miami, USA, 3Dermatopathologie Friedrichshafen, Friedrichshafen, Germany

Introduction & Objectives:

Autoinflammatory diseases (AID) are a genetically heterogeneous group of diseases driven by abnormal
activation of the innate immune system. Patients share recurrent flares of fever, elevation of acute phase reactants,
and variable clinical manifestations, including a wide range of cutaneous lesions.

Familial cold urticaria syndrome-2 (FCAS-2), caused by NLRP12 mutations, belongs to the group of cryopyrin-
associated periodic syndrome and is characterized by urticarial skin lesions, while patients with deficiency of IL-36-
receptor antagonist (DITRA) have mutations in IL36RN, and typically present with generalized pustular psoriasis
(GPP).

Materials & Methods:

We report the case of a woman with autoinflammatory syndrome who was found to harbor simultaneously
mutations in the NLRPI2and IL36RN genes.

Results:

A 35-year-old Portuguese woman with recurrent symmetrical inflammatory polyarthralgia since the age of 30, was
admitted to our Dermatology Department with a one-week dermatosis consisting of painful well-delimited
erythematous papules and plaques on the nose, ears, forearms, hands, legs, and feet, along with fever, worsening
of polyarthralgia, and malaise. A generalized sterile pustular eruption affecting 60% of the body surface developed
six days later after admission.

She reported a similar milder episode, characterized by erythema and desquamation predominantly on the
extremities, accompanied by fever, which was presumptively diagnosed as vasculitis and treated with oral steroids.

Laboratory tests showed leukocytosis with neutrophilia and elevated C-reactive, while serological markers for
systemic autoimmune, cryoglobulin, and complement levels were within normal limits. Skin biopsies revealed a
combination of a pustular psoriasis-pattern and a neutrophilic urticarial dermatosis-pattern. Genetic analysis for
AID identified two heterozygous missense mutations of the NLRP12 gene and one heterozygous variant of the
IL36RN gene.

The diagnosis of FCAS-2, with superimposed GPP in association withIL36RN heterozygous mutation, was
established. Treatment with prednisolone 20mg/day with gradual taper resulted in a good clinical response, and
the patient remained asymptomatic with a maintenance dose of 5 mg/day.

Conclusion:

In this patient, who presented with painful acral erythematous dermatitis, followed by a generalized pustular
eruption, we hypothesize that the full-blown phenotype derives from the coexistence of mutations of both



NLRP1Zand IL36RN genes, likely having an additive effect on neutrophilic inflammation.

This report highlights the importance of genetic screening for AID in patients with unexplained periodic fever
syndromes, to avoid misdiagnosis and improper treatment. Further research is required to clarify the genotype-
phenotype correlation in these diseases.
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Abstract N°: 4230

Early-onset recurrent panniculitis as a phenotype of NLRC4-associated autoinflammatory syndrome:
Characterization of pathogenicity of the p.Ser445Pro NLRC4 variant

Giuseppe Gariup*l, Javier Gil Lianesl, Pilar Iranzo Fernéndezl, Anna Mensa ViIarc')l, Alejandro Pefiin Franchz, Laura

Hurtado Navarro?, Pablo Pelegrin3, Juan I Arésteguil

1Hospita| Clinic de Barcelona, Barcelona, Spain, Imib Instituto Murciano De Investigacion Biosanitaria, El Palmar,

Spain, 3University of Murcia, Facultad de Medicina, Murcia, Spain
Introduction & Objectives:

Autoinflammatory diseases (AID) are inborn errors of immunity characterized by episodes of sterile inflammation
in the absence of infection or autoimmunity. The group of inflammasomopathies includes those AID caused by
variants in the constitutive proteins of the inflammasome (i.e. NLRP3, NLRC4) or in their regulatory proteins.
Dominantly inherited NLRC4 gain-of- function (GoF) variants cause an inflammasomopathy with diverse clinical
forms ranging from infantile enterocolitis (AIFEC) to familial-cold autoinflammatory syndrome (FCAS4). FCAS4
represents the milder phenotype and is characterized by recurrent episodes of fever, arthralgias and a cold-
induced urticarial-like rash from childhood. Characteristically, NLRC4 GoF variants lead to NLRC4-inflammasome
overactivation and increased IL-18 production.

The objective of this study was to describe the clinical and histological findings observed in a family with early-
onset, recurrent episodes of fever and panniculitis in which the diagnosis of the inflammasomopathy NLRC4-
associated AID (NLRC4-AID) was genetically confirmed. Secondary objectives included the pathogenic
characterization of the detected variant, and the review of early-onset panniculitis as a potential manifestation of
AID.

Materials & Methods:

A Spanish family with multiple affected individuals across six consecutive generations was identified. Five
individuals (3 affected; 2 unaffected) were enrolled. The patients’ clinical and laboratory data were collected from
their medical charts and during consultations. Genetic and functional studies were performed.

Results:

The p.Ser445Pro NLRC4 variant found in the 3 affected member was previously described only in a Dutch family.
Affected individuals displayed a clinical picture similar to those of the Dutch family, with certain differences:
absence of ocular or gastrointestinal symptoms; no relation with cold temperatures; and early-onset panniculitis.

Histopathological findings were similar to those previously described in the Dutch family, showing septal and
lobular panniculitis with lymphocytic-histiocytic infiltrates, without neutrophils or vasculitis.

Functional analyses performed revealed that the p.Ser445Pro NLRC4 variant led to a basal constitutive activation
of NLRC4-inflammasome and increased production of IL-18. These results are of particular interest regarding
therapeutic approaches.

Conclusion:

We identified a novel pedigree with the p.Ser445Pro NLRC4 variant resulting in recurrent fever and early-onset
panniculitis. Functional analyses supported the conclusion that the p-Ser445Pro NLRC4 variant induces a basal



constitutive activation of NLRC4-inflammasome and increased IL-18 production. Prompt recognition of early-
onset panniculitis, using disease biomarkers, pathological studies, and/or genetic analysis will allow its early
diagnosis, and the administration of targeted therapies.
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Acute pyelonephritis revealing an acral skin peeling syndrome(APSS)
Houda Tadilil, Fatim Ezzahra Afryadl, Maryem Aboudouribl, Quafa Hocarl, Said Amalt

1CHU Mohamed VI Marrakech, Dermatology, Marrakesh, Morocco
Introduction & Objectives:

Peeling skin syndrome (PSS) is a rare autosomal recessive cornification disorder that starts either at birth or later
in childhood.It is characterized by continuous shedding of stratum corneum. Two forms of PSS are recognized,
namely, Acral PSS (APSS) which is caused by mutations in the 7TGM5 gene, encoding transglutaminase 5, and
generalized PSS.

Acral skin peeling syndrome (APSS) is characterized by a superficial, painless peeling and blistering of the hands
and feets skin, without mucosal fragility, worsened by heat exposure, humidity and other forms of moisture, and
friction.

We report a case of APSS aggravated and discovered during an acute pyelonephritis attack
Case report:

A 9-year-old boy, with cosanguineous parents, presented to emergency with flank pain ,vomiting and high (40
degrees or higher) spiking fever . Laboratory and ultrasonography findings concluded to an acute pyelonephritis.
2 days later the daily clinical examination revealed a superficial painless flaking ,more severe and thicker on the
soles than palms, which quickly gave way to healthy skin. There was no keratotic papules,and no history of
aquagenic aggravation. General and systemic examination revealed no other abnormality. Routine hemogram and
urine analysis were tending to normalize . When questioning the patient, he reported since childhood episodes of
limited scaling on the palms and heels occuring in the hot periods of summer. Family history was present , two
brothers had the same symptomatology which had not been labelled until then.**

Skin biopsy showed separation of stratum corneum from stratum ganulosum .A diagnosis of APSS aggravated by
high fever and swealing episode was retained.

Treatment was symptomatic, with emollients, urea, and measures aimed at reducing maceration and trauma.
After 2 weeks, patient was relieved symptomatically. A genetic study was proposed to the patient and his family
members.

Discussion:

Peeling skin syndrome is an extremely rare inherited skin disorder characterized by continual, spontaneous skin
peeling (exfoliation). The generalized form of PSS is classified into 3 types, A, B, and C, according to the
classification system of Traupe and Mevorah. APSS is considered a subtype of peeling limited to the dorsa of the
hands and the feet.

Molecular studies among family members with APSS showed homozygous missense mutation in

Transglutaminase 5 ( TGM5) responsible of a split in a region between the granular layer and the stratum
corneum.

The symptoms of APSS are aggravated by hot temperatures, high swealing , humidity and friction.



No effective treatment is reported till date. However, some improvement is seen with keratolytic agents and urea.
Topical calcipotriol is also found to be little effective. Other treatment modalities such as topical tar, emollient,
topical steroid, methotrexate, and phototherapy had been used but were not effective.

Conclusion:

Despite the benign nature of this pathology , it can strongly alter the quality of life, hence the importance of
prevention by avoiding traumas and skin maceration in involved regions.
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Therapeutic dimensions of Hailey-Hailey disease
Dora Plazar*!, Marta Medvecz!, Andrés Bénvélgyil, Balazs Mayer:L

1Semmelweis University, Department of Dermatology, Venereology and Dermatooncology, Budapest, Hungary
Introduction & Objectives:

Hailey-Hailey disease (HHD or benign familial chronic pemphigus, OMIM 1696000) is a rare acantholytic
genodermatosis. HHD is characterized by autosomal dominant inheritance caused by mutations in the ATP2C1
gene resulting in loss of adhesion between epidermal keratinocytes. It typically manifests with painful blisters,
erosions, and scaly erythematous plaques, classically involving the skin folds or flexural areas such as the axillae,
submammalian area, groin, and the perineum, often in a symmetrical distribution. HHD is characterized by
remissions and multiple recurrences. Superinfection is frequent and HHD may have an immense impact on
patient’s quality of life. Therapy is often challenging due to the chronic relapsing course of the disease and the
lack of randomized controlled studies. Therapeutic options include topical antiseptics, corticosteroids, calcineurin
inhibitors, local botulinum toxin injections, systemic antimicrobials, retinoids, low-dose naltrexone,
immunosuppressive drugs, and biologic agent dupilumab. Interventional therapies such as CO2 or erbium/YAG
lasers dermabrasion may also have a good effect.

Here we present three cases of HHD effectively treated with different alternative therapeutic agents.
Materials & Methods:

We report the cases of 3 HHD patients (2 females and 1 male, mean age of 52 years) whose diagnoses were
verified by clinical, histological, and molecular genetic diagnostic methods. In all cases, the effectiveness of several
local and systemic therapies was limited and severe relapses were frequent. In case one, a C02 laser dermabrasion
technique has been applied. In case two, oral PDE4 inhibitor apremilast was combined with C02 laser treatment. In
case three, a systemic vitamin A derivative alitretinoin was administered.

Results:

In case one, after CO2 laser treatments in different sites, lesions markedly improved (1-year follow-up). In case
two, significant improvement was also observed (followed up for 6 months), and in case three, minimal relapses
were observed in a 1-year follow-up period.

Conclusion:

Regarding the possibilities of treating HHD, several options are available. Patience and perseverance are the
cornerstones of treatment, different patients may have different outcomes and combining or switching therapy is
often necessary. In our cases, systemic alitretinoin, apremilast, and CO2 laser dermabrasion effectively controlled
relapses. Precision medicine is expected to be successfully applied in the near future as a treatment strategy for
patients with HHD.

32ND EADV Congress 2023
11 OCTOBER - 14 OCTOBER 2023
POWERED BY M-ANAGE.COM
a)



[=/\ CONGRESS
DV

BERLIN 11-14 OCTOBER 2023

Abstract N°: 4348

Employing Various Laser Modalities to Improve Aesthetics & Functionality in Genodermatoses’ Patients -
An Example of a Fruitful Collaboration Between a Genodermatoses Centre of Reference & a University
Laser Centre, and Review of the Literature

Alia Galadari*l, Luc Sulimovicl, Geoffrey Hickman!: 2, Jean David Bouazizl, Emmanuelle Bourratl 2

IHopital Saint-Louis, APHP, Dermatology, Paris, 2Centre MAGEC, Paris Nord, Saint Louis
Introduction & Objectives:

Patients with genodermatoses who face socio-professional repercussions & discomfort due to major functional
and/or aesthetic concerns are increasingly requesting laser treatment due to their effectiveness. Lasers are
considered a safe, more precise & minimally invasive procedure options for various genodermatoses that can be
physically disfiguring & psychologically distressing. Neverthless, as genodermatoses are rare, there is scarcity of
evidence found in the literature. Therefore, experts usually select lasers based on their clinical judgment &
knowledge.

Materials & Methods:

We have retrospectively reviewed & listed a myriad of genodermatoses that were clinically encountered at our
national centre of reference along with their respective cutaneous lesions. We then listed parallelly the various
laser modalities employed to treat these cutaneous manifestations at our university laser centre between 01/2020
and 04/2023.

Finally, we compared our choice of techniques with those suggested by the currently published case reports
and/or case series in the evidence-based literature.

Results: **

Lasers employed at our university centre included 10,600 nm CO?2 laser (scanned continuous wave & fractional
ablative), Q-switch, 595-585 nm Pulsed Dye, 2,940 nm Er-YAG laser (ablative & fractional ablative) in addition to
other laser platforms used either alone or in combination. Such treatment modalities have offered an effective
therapeutic option both cosmetically and symptomatically to a number of our patients with genodermatoses.

Preliminary results revealed thirty genodermatoses patients treated with multiple lasers mainly ablative CO2 and
an overall mean age of 37 years. Our techniques of choice corresponded with those found in the literature as listed
in the table below:



Genodermatosis Climical Manifestation Lasen(s) Employed
1 Eeeds Multiple cutaneous leiomyomas Multiple sessions of fractional CO2 laser with
monthly intervals
2 | Neurofibromatosis] | Newrofibromas Ablative COZ2 & Er-YAG depending on total amount,
subtype, sire. and localization
Dye lasers act on the vascular component of lunors
especially expressed at the beginning of their formation.
3 | Dowling-Degos Numerous asymptomatic, small, round Intense Pulse Light (TPT.)
hyperpismentad macules Q-Switch Nd :YAG 1064 nmm every 3 wecks followed
over axillae and groins. face, neck, arms by several sessions of fractional ablative COZ2 laser with
and frunk in a reticular pattem, scattered monthly mtervals
comedo-like lesions (dark dot follicles) 2040 Er 'Y AG ablative laser or Fractional Er-YAG
ancl pitted, acneifmn scars,
4 | Hailey-Hailey Blisters and crusted erosions with CO2 in pulse mode with multiple passes & energy
marked predilection for intertriginous depending on localization
areas, especially the axillae, sub
INAMITATY ATl groin Tegions
& | Darter Sealy orerusted brown keratoticpapules Five types of lasers including Er :YAG, CO2, pulse dye.
reftactory to treatment varving in size diode, erbiwm-doped fiber with ablative CO2 & PDT
from pinhead to millet seed being the most common
predominanily in “sebomheic areas™ such le““Plc sessions of fmmo‘“_al CO2 laser with gradually
as the face. chest, and do increasing energy & 6 weeks interval
6 | Tuberosis Sclerosis | Facial angiofibromas Solo or combined use of Q-switched Nd: YAG (1064 nm),
of Bowneville erbinm ‘YAG. fractional erbium: YAG (2940 nim), dye,
and ractional CO2 lasers
7 | Cowden Multiple oral hamartomas, cutaneous Fractional ablative CO2
papilloma & trichilemmoma
8 | CYLD mutation Trichoepitheliomas Er :YAG lascr for ablation followed by CO2 laser
9 | Dystrophic Telangicctasia IPL & PDL
Recessive
Epidenmuolysis
10 | Birt-Hopg- Fibrofolliculomas & trichodiscomas Surgical & CO2 lasers may be employed but
Dhihé predominantly located inthe Tecurrence rate 15 very high afler excision
retroavricular arca,
face. neck. and uppertorsa.
Conclusion:

Laser therapy should be considered as an important option for patients with such conditions to improve
cosmetics, psychological state, possible social repercussions faced, and overall quality of life. Depending on size,
number & location of lesion(s), several passes and multiple sessions might be required. Despite specialized lasers’
excellent safety record and clinical effectiveness, the presence of pain remains the main obstacle to tackle. Patients
with genodermatoses usually have recurring cutaneous lesions that are mostly multiple, evolving in nature and
commonly located on the face. Pain is therefore inevitable. Consequently, ideal laser treatment might require the
use of general anesthesia, locoregional anesthesia, as well as targeted intravenous sedation to improve on
patients’ experience.
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Abstract N°: 4376

Case Presentation of Melanoma in a Patient with von Recklinghausen’s (Neurofibromatosis Type 1)
Disease

Sarah O'mahony*l, Marta Costablascol 2, Anna Wolinskal, Lisa Murphyl, Madonna Andrawisl, Claire Doylel, Orla
Mcfeelyl, Paula Beatty!, Anne Marie Tobinl 2

ITallaght University Hospital, Ireland, 2Trinity College Dublin, Ireland
Introduction & Objectives:

We describe an unusual occurrence of two primary malignant melanomas in a gentleman with neurofibromatosis
(von Recklinghausen'’s disease; NF type 1). Neurofibromatosis, like malignant melanoma, is believed to be a
disorder of neural crest origin, and is associated with a number of different malignancies, but a definite
association between cutaneous malignant melanoma and neurofibromatosis has not been established. This case
presented as two de novo lesions on the patient’s back, distinct from neurofibromas. The malignant melanoma
was not related to a café-au-lait patch or congenital naevus.

Materials & Methods:

The Patient has two primary lesions; with Breslow thickness of 0.5mm and 0.6mm respectively, superficial
spreading, pTla primary tumour lesions treated with wide local excisions. Although these two conditions appear
to be unrelated, recent studies have suggested a link between neurofibromatosis and melanoma. There is a lack of
literature on the link between patients with neurofibromatosis associated with cutaneous malignant melanoma.

Results:

Although these two conditions appear to be unrelated, recent studies have suggested a link between
neurofibromatosis and melanoma.

Conclusion:

There is a lack of literature on the link between patients with neurofibromatosis associated with cutaneous
malignant melanoma.

32ND EADV Congress 2023
11 OCTOBER - 14 OCTOBER 2023
POWERED BY M-ANAGE.COM

AVA



[=/\ CONGRESS
DV

BERLIN 11-14 OCTOBER 2023

Abstract N°: 4533

Darier’s disease: distinctive clinical features in skin of color.

Maria Herrero-Moyano® 2, Raquel Sampedro Ruiz% 3, Cristina Collantes Rodriguez? 4, ifiigo Navarro Fernandez °,
Leonor Revelles Pefias? ©, Juan Torre Castro® 7, Lia Bejarano Antonio? 6, Cristina Bajo del Pozo? 8, Angel Santos-

Briz Terron? 9, Ménica Roncero Riesco? ©

IHospital universitario Nuestra Sefiora de la Candelaria, Dermatology, Santa Cruz de Tenerife, Spain,2DERMALAWI
(dermatological health cooperation in Malawi), 3Hospital Central de La Defensa Gomez Ulla, Madrid, Spain,
4Hospital Regional Universitario de Malaga, Malaga, Spain, °Centre Hospitalier Universitaire de La Réunion,
Dermatology, France, 6Complejo Asistencial Universitario de Salamanca, Dermatology, Salamanca, Spain, ’Hospital
Universitario Fundacién Jiménez Diaz, Dermatology, Madrid, Spain, 8Complejo Hospitalario De Palencia,

Dermatology, Palencia, Spain, °Complejo Asistencial Universitario de Salamanca, Pathology, Salamanca, Spain
Introduction:

Darier’s disease (DD) is an autosomal dominant genodermatosis, with complete penetrance and variable
expressivity. Insufficient function of the 2b isoform of the sarco/endoplasmic reticulum Ca2+ ATPase (SERCA2b)
leads to abnormal intracellular Ca2+ signaling. The result is a loss of suprabasilar cell adhesion and an induction
of apoptosis.

Its clinical spectrum is wide, and it has been poorly described in V-VI Fitzpatrick skin phototypes. We describe here
three cases of Darier’s disease in African patients seen during our dermatological campaign in Malawi in 2022 and
2023. Two of them presented a distinct clinical sign which is typical of darker skin types: guttate leukoderma.

Clinical cases:

Case 1. A 26-year-old woman with no relevant medical history, presented with few years evolution mildly pruritic
eruption on the head and trunk. On physical examination we found multiple flat-topped confluent papules, with
greasy appearance, on the front, cheeks, and temporal regions. She also had small keratotic papules disseminated
on the trunk and limbs. Her baby who came with her, also had similar lesions on the head.

Case 2: A 22-year-old woman with no relevant medical history, presented with few years evolution mildly pruritic
eruption on the head and trunk very similar to the previous patient. She also had multiple hypopigmented papules
on the trunk and dystrophic nails with subungual hyperkeratosis and V-shaped notches.

Case 3: A 58-year-old man with no relevant medical history presented with a long-lasting mildly pruritic eruption
that waxed and waned, on the head and trunk. We could observe similar flat-topped coalescent papules on the
temporal region with greasy appearance, keratotic papules that converged in the epigastric region in a Blaschkoid
distribution and other similar papules that were disseminated in the rest of the trunk and arms. He also had
multiple hypopigmented macules and papules on the upper trunk.

Biopsies of the keratotic papules were performed in all of them with similar findings: suprabasilar cleft formation
(acantholysis) and dyskeratotic cells; acantholytic enlarged keratinocytes with pyknotic nuclei surrounded by a
clear cytoplasm (“corps ronds”).

Discussion:

Guttate leukoderma was first described by Goodall and Richmond in 1965. It consists of confetti-like



hypopigmented macules associated with DD. Fewer than 30 cases of DD with GL have been reported in the
literature and mostly in patients with higher skin phototype.

Lesions of GL typically appear simultaneously or, more commonly, years before the development of papular
lesions. The pathogenesis of GL has not yet been fully elucidated. Several features support GL as a manifestation
of the disease itself, rather than secondary postinflammatory change. Histologically, decrease in the density of
basal epidermal melanocytes, with variable dyskeratosis and acantholysis can be found.

Conclusion:

Given the rarity of GL in DD, dermatologists might be unaware of this unique clinical feature. However, it is helpful
to recognize this manifestation: GL often precedes the onset of keratotic papules, thereby serving as an early
marker of DD. This finding might also be useful in dark-skinned patients without classic keratotic papules in a
seborrheic distribution.
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Abstract N°: 4620

A phase I/II trial on the use of losartan to treat children with recessive dystrophic epidermolysis bullosa

Dimitra Kiritsi*} 2, Franziska Schauerz, Stella Gewertz, Katja Reineker3, Antonia Reimer—Taschenbreckerz, Agnes
Schwieger—BrieI4, Hagen Ott, Claudia Schmoor®, Olga Grishina®, Dédée Murrell”, Brigitte Stille, Alexander

Nystrt')mz, Leena K. Bruckner-Tudermar?

LAristotle University of Thessaloniki, First Department of Dermatology, Thessaloniki, Greece,2Medical Center,

University of Freiburg, Faculty of Medicine, Department of Dermatology, Freiburg, 3University Heart Center
Freiburg - Bad Krozingen, Medical Centre - University of Freiburg, Faculty of Medicine, Department of Congenital

Heart Disease and Pediatric Cardiology, Freiburg, Germany, 4Division of Dermatology, University Children’s
Hospital Zurich, Zurich, Switzerland, >Children’s Hospital Auf der Bult, Department of Pediatric Dermatology and
Allergology, Hannover, Germany, ®Faculty of Medicine, and Medical Center, University of Freiburg, Clinical Trials

Unit, Freiburg, Germany, 7st, George Hospital, UNSW Faculty of Medicine, New South Wales, Department of
Dermatology, Sydney, Australia

Introduction & Objectives: Recessive dystrophic epidermolysis bullosa (RDEB) is an inherited skin fragility
disorder characterized by life-long mechanically induced skin blistering, fibrosis-driven pseudosyndactyly, and
multi-organ involvement. The fibrosis results in substantially reduced organ function and diminished quality of life.
Excessive inflammation and TGF[ activity are implicated in advanced fibrosis in RDEB. There has been significant
progress in developing potential treatments for RDEB. Although providing exciting progresses in how we can treat
RDEB patients, those studies have highlighted concerns about durability and/ or safety of the treatments, as well
as being rather expensive and laborious. Thus, there is a major need for safe, widely available, systemic treatment
options. Preclinical studies have suggested mitigated progression by angiotensin II blockade through losartan.
This pathway has already been shown to be involved in the pathogenesis of another genetic disorder, the Marfan
syndrome.

Materials & Methods: Following highly promising preclinical data in an RDEB mouse model, we initiated the
REFLECT open-label, phase I/1I trial. Specifically, we evaluated safety and the clinical response to systemic losartan
in RDEB. A total of 29 children with RDEB (median age 6 years; range 2 to 14 years) were enrolled, comprising the
largest trial with a systemically applied treatment for patients with RDEB. They received oral losartan once daily for
a total of 9 months, then tapered for 4 weeks, followed by 3 months follow-up without losartan. EB-specific scores
were evaluated and other clinical outcome parameters (pain, quality of life, itch, dysphagia, hand function) were
evaluated at five clinical visits. We also analyzed markers for inflammation and fibrosis in sera and skin biopsies.

Results: In total, 29 children were enrolled. Losartan was well tolerated and no treatment-related severe
complications leading to a serious safety concern occurred. The patients showed improvement in the RDEB clinical
scores EBDASI and BEBS, while the Children’s Dermatology Life Quality Index rose significantly. We also observed
a clinically meaningful improvement in weight and height, compared to a natural history control group, as well as
in the functional outcome of finger span.

Conclusion: Losartan was well tolerated by children with RDEB, and resulted in a lower disease burden. Our trial
data highlight that systemic losartan prevents disease progression, reduces inflammation, and improves the
clinical picture. Although it is not a curative treatment for RDEB, it promises substantial benefits as a disease-
modifying, systemic treatment, which has in combination the potential to enhance the efficacy of topical gene
therapies. Importantly, by showing efficacy of losartan in RDEB in a large cohort of children, we highlight that
repurposing of this worldwide available drug could be an efficient and cost-effective treatment for individuals with



the highly debilitating disease RDEB, even in low-income countries.
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Abstract N°: 4685

A child with LMNA-NTRK1 rearranged spindle cell neoplasm
Mirjana Gajic—Vteic*l, Martina Bosicz, Jovan Lansevicl, Branislav Lekicl, Milos Nikolict

1School of Medicine University of Belgrade, Clinic of Dermatovenereology, University Clinical Center of Serbia,
Belgrade, Serbia, ZInstitute of Patology, School of Medicine University of Belgrade, Belgrade, Serbia

Introduction & Objectives:

A subset of mesenchymal neoplasms with NTRK /Neurotrophic Tyrosine Receptor Kinase/ gene fusions represents
locally aggressive neoplasms, typically occurring in subcutaneous tissue, with a characteristic immunophenotype
(CD34+, S100+) and recurrent kinase gene fusions, most commonly the LMNA /LaMiN A/-NTRK1 fusion. The
differential diagnosis includes fibroblastic tumors such as lipofibromatosis and dermatofibrosarcoma protuberans.

Materials & Methods:

We present an 11-month-old girl with a slow-growing erythematous plaque with central atrophy, measuring 1x1.5
c¢m, on the scalp, which appeared a few months after birth. The parents denied the presence of any change at
birth, as well as previous trauma. Lymph nodes were not enlarged. There were no other skin lesions and the child
was otherwise completely healthy.

Results:

Routine laboratory analyses were normal. Scalp ultrasonography showed hypoechogenic subcutaneous plaque.
Punch biopsy showed neoplastic proliferation consisting of elongated spindle cells, strongly CD34+,
corresponding to plaque-like CD34+ dermal fibroma. A complete surgical excision was performed. Morphological,
immunohistochemical and molecular analyses excluded dermatofibrosarcoma protuberans; the sarcoma fusion
analysis by Next Generation Sequencing test, based on anchored multiplex PCR, demonstrated the presence of
LMNA-NTRK1 gene fusion.

Conclusion:

All the findings confirmed the diagnosis of LMNA-NTRK1 rearranged spindle cell neoplasm, a recently described
and rare molecularly-defined soft tissue tumor that may have a wide spectrum of morphologies and histological
grades, with frequent co-expression of CD34 and S100. Due to the highly infiltrative growth pattern, the tumor has
a propensity for local recurrence, if incompletely excised, but none has been shown to metastasize. In our patient,
there was no recurrence more than 3 years after the excision. LMNA-NTRK1 fusion serves both as a diagnostic and
therapeutic biomarker. Cases with advanced disease may be treated using tyrosine kinase inhibitors.
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Bier spots with unilateral mottling in an adolescent

Claudio Lelis Souzal, Guilherme Gongalves Nascimentoz, Lara Rezende Vieiral, Ana Clara Melo Barbosal, Enzo

Camposl, Jheovanna Silva Oliveira Ribeirc!

lUniversidade Prof. Edson Antdnio Velano - UNIFENAS, Dermatology, Alfenas - MG, Brazil?Centro Universitario
das Faculdades Associadas de Ensino - UNIFAE, Dermatology, Sdo Joao da Boa Vista - SP, Brazil

Introduction & Objectives: Elemental alterations of Bier spots are characterized by irregular, whitish spots on the
epidermis, surrounded by an erythematous halo, predominantly in the upper limbs, compared to the lower limbs
and trunk, asymptomatic, generally self-limited, not requiring specific treatment. Caused by a benign vascular
anomaly, it causes physiological vasoconstriction of small vessels, vascular congestion, especially when the limb is
lowered or compressed.

Results: A 14-year-old male patient presented white spots on the right upper limb, with an evolution of 8 months.
Dermatological examination reveals small hypochromic spots, approximately 1 cm in diameter, with central
petechiae affecting only the right upper limb, arm, forearm and back of the hand. When the upper limb is elevated
for a few minutes, the lesions disappear. As it can often be a compressive chest injury, a computed tomography
scan of the chest was performed to exclude it, which did not reveal any changes. Based on the clinical history and
test results, a diagnosis of Bier spots was made, spontaneous spots that in most cases do not have a specific
cause. The diagnosis is based on the clinical manifestations and the disappearance of hypochromic lesions in the
ascension of the affected limb and diascopy. It is also possible to observe that the lesions enhance when a
tourniquet is used around the affected limb and disappear after its removal, corroborating the diagnosis. It does
not require treatment and clients should be reassured about the benign and self-limited pathophysiology of the
clinical picture.

Conclusion: Small hypochromic spots that are difficult to diagnose due to the restricted clinical presentation in the
upper limbs and disappear when the arms are raised. The importance of correct diagnosis to rule out possible
malignant causes such as chest tumor.
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Progressive Symmetrical Erythrokeratoderma as a differential diagnosis to psoriasis

Arthur Macedo Goulart Silval, Marina Silvériol, Ana Clara Maia Pthanol, Fernanda Rytenbandl, Alexandre

Michalany?, Dimitri Luz Felipe Da Silvat

1University of Santo Amaro (UNISA) - Campus I, Dermatology, Sdo Paulo, Brazil
Introduction & Objectives:

Psoriasis has varied dermatological manifestations and challenging differential diagnoses. Among them,
Progressive Symmetrical Erythrokeratoderma (PSEK) stands out, which will be discussed subsequently.

Materials & Methods:

It is reported the case of a 23-year-old female patient who, since the age of 10, was diagnosed with psoriasis.
Upon arrival, the possibility of PSEK was suggested due to the set of clinical findings and unresponsiveness to
previous treatments.

A direct mycological examination was performed to rule out the presence of dermatophytosis, with a negative
result, and two biopsies were collected. Beyond that, a search in literature was made in order to distinguish the
diseases.

Results:

PSEK is a rare heterogeneous genodermatosis of autosomal dominant inheritance with incomplete penetrance
and variable expressivity.The pathophysiology is related to mutations in the genetic coding of the cornified cell
envelope (loricrin), in addition to the involvement of the KDSR gene, and has the component of exacerbated
proliferation of keratinocytes and dysfunctional differentiation. Lesions are symmetrically distributed, non-
migratory keratotic plaques on an erythematous orange or brownish base. It predominates on the extensor
surfaces of the knees, elbows, hands, feet, on the face, and 50% of patients have palmoplantar hyperkeratosis. It
progresses during childhood and tends to stabilize during adolescence.

Based on literature review, the main points that must be taken into account to differentiate these two entities are:

PSEK Psoriasis

Presence of palmoplantar
] 50% 12%
hyperkeratosis

. . Trunk and sites of trauma
Affected areas Extension areas and extremities
(Koebner phenomenon)
Begins in childhood, stabilizes in

Age
adolescence

30 to 50 years-old

|Histopathology]|
Orthokeratotic hyperkeratosis;

Focal parakeratosis;



Normal or prominent granular layer;
Mild or moderate acanthosis;

Perivascular lymphocytic infiltration in the papillary dermis

Acanthosis with downward elongation of rete ridges;
Thinned or absent granular layer;

Elongated and dilated capillaries;

Suprapapillary thinning;

Inflammatory infiltrate of T cells in the dermis and epidermis

Biopsies performed in this case showed laminar hyperkeratosis, acanthosis, papillomatosis, irregular granular layer
and perivascular lymphomononuclear infiltrate. This result, among clinical presentation and evolution of the
condition, confirmed the diagnosis of PSEK.

The reported treatments include topical corticosteroids or calcipotriol and systemic retinoids. An improvement of
the lesions is expected during the use of medications, with recurrence after interruption.

Conclusion:

Progressive Symmetrical Erythrokeratoderma is an important differential diagnosis in suspected cases of psoriasis,
and should be considered for patients with clinically suggestive lesions, onset during childhood or adolescence,
and poor response to the usual treatments for psoriasis.
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Abstract N°: 4850

Novel recessive loss-of-function mutations in Desmoplakin underlying skin blistering, keratoderma and
woolly hair

Tatevik Harutyunyanl, Inga Mkhitaryan, Nathalie Pironon?, Irene Kosseian - Bal, Barouyr Baroudjian3, Alain

Hovnanian?, Armine Adilkhanyan?

LArabkir Medical Center, Yerevan, Armenia,zlnstitute Imagine, Paris, France, 3Saint-Louis Hospital, Paris, France
Introduction & Objectives:

Desmoplakin is the main plaque protein of desmosomes, which is important in the attachment of the intermediate
filaments to the desmosomes and in intercellular adhesion. More than 120 dominant and recessive mutations in
the desmoplakin gene (DSP) have been reported. Associated clinical features are keratoderma, blisters, nail
dystrophy, woolly hair, cardiomyopathy. We report a case of desmoplakin deficiency with woolly hair,
palmoplantar keratoderma and skin fragility in a Caucasian boy.

Materials & Methods:

Physical examination, immunohistochemistry of a skin biopsy, blood sampling and targeted next- generation
sequencing (NGS) using a custom panel of genes involved in genodermatoses were performed for diagnostic
purpose.

Results:

A fifteen-year-old Caucasian boy presented with a history of skin fragility , blistering of palms and soles since
infancy. He was diagnosed with EBS . He was the second child of unrelated , healthy parents. No other relatives
were affected.

Physical examination revealed palmoplantar linear hyperkeratotic lesions, thickened and greyish fingernails, dry,
fragile, woolly hair which was not seen among his parents nor relatives.

Hematoxylin eosin staining of a skin biopsy of the sole showed enlarged intercellular spaces in basal and
suprabasal epidermal cells. NGS of genes involved in genodermatoses revealed a ¢.8193C>G (p.Tyr2731*) and a
€.8321delT (p.Leu2774Argfs*8) variant at the heterozygous state in exon 24 in DSP. These changes were not
reported in the HGMD pro database and are predicted to be damaging based on their nature: the first variant
leads to a nonsense mutation, the second causes a frameshift producing a premature stop codon. Both are
located in the very last exon of DSP and predict truncation of the tail domain of the protein, responsible for the
binding of intermediate filaments. Each mutation was inherited from one of the healthy parents. Consistent with
these results, immunohistochemistry of a skin section showed a drastic reduction of DSP membranous labelling in
basal and suprabasal epidermal layers.

Cardiovascular investigations (ECG, Holter monitoring, echocardiography) were normal. The parents and the
patient were informed on the importance of complete cardiac evaluation at least once a year.

Conclusion:

We report two new bi- allelic mutations in DSP which establish the diagnosis of desmosomal disease due to
desmoplakin deficiency in a teenager with skin blistering, woolly hair and mild palmoplantar keratoderma. No
variant in the genes causing EBS was identified. An arrhythmogenic right ventricular cardiomyopathy is usually



associated with bi-allelic desmoplakin mutations. Cardiac evaluation is recommended even in asymptomatic
patients to detect a cardiomyopathy.

This case highlights the importance of genetic testing in patients with PPK.
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Abstract N°: 5016

Transcutaneous Electrical Nerve Stimulation (TENS) for Managing Pain in Hereditary Palmoplantar
Keratoderma (PPK) - A Retrospective Case Series of 11 Patients

Alia Galadari*l, Emmanuelle Bourrat: 2, Geoffrey Hickman®: 2, Jean David Bouazizl, Anne Blazy3

IHopital Saint-Louis, APHP, Dermatology, Paris, France, ZMAGEC, Paris Nord, Saint Louis , Paris, France,>Hopital
Saint-Louis, APHP, Anesthesia, Paris, France

Introduction & Objectives:

Nonsyndromic hereditary palmoplantar keratodermas (nhPPK) is a collective term for a heterogeneous group of
keratinizing disorders characterized by persistent epidermal thickening of the palmoplantar skin. No curative
therapy exists, however, Acitretin can sometimes improve pain & thickness of PPK. Therefore, treatment aims at
alleviating pain and improving functioning, thus improving quality of life. Due to localized painful attacks and the
lack of efficacy of analgesics and topical treatments, we have proposed transcutaneous electrical nerve stimulation
(TENS) utilization as an effective non-pharmacological pain reduction modality. Therefore, we present a
retrospective case series of 11 nhPKK patients to assess the use of TENS in managing their pain.

Materials & Methods:

A descriptive retrospective case series was carried out at our reference center for genodermatoses of adult nhPKK
(clinical and/or molecular diagnosis) treated with TENS between 03/2020 and 04/2023. We opted to use TENS to
alleviate our patients’ neuropathic pain after treatment failure of appropriate conventional analgesics. The best
analgesic result was obtained with the ‘gate control’ program (80 Hz-150 s or 100 Hz-200 s) and the TENS Eco2
device. Data collected included patients’ demographics, genotype, phenotype, co-morbidities, other medications
consumed, as well as numeric pain scores (NPRS - Numeric Pain Rating Scale, DN4 - Douleur Neuropathique 4
Questionnaire, & NPSI - Neuropathic Pain Symptom Inventory) before and after TENS.

Results:

11 nhPPK patients have been treated (5 males and 6 females, with an overall mean age of 47 years). Common
complaints reported by our patients in order of frequency include superficial burning sensation, deep compressive
pain, paroxysmal stabbing pain, allodynia/hyperalgesia/somatization phenomenon due to rubbing or exertion of
pressure, and paraesthesia (tingling) or dysesthesias. Furthermore, pre-treatment pain was also assessed: NPRS:
varying between 6 and 8 out of 10, and DN4 with an average of > 5/10.

Of the 11 patients treated, 10 confirmed TENS effectiveness during the initial test. One month after TENS, three
patients opted out, of whom two found it non-practical (i.e. choice of clothes) while the third found it difficult to
wear. The seven remaining patients continue to use the TENS device (with a maximum duration of 24 months and
a minimum duration of 3 months). The percentage of overall improvement reported was > 65% with NPRS. The
pain improvement achieved by the device had a variable, lasting effect, allowing patients to become physically
active for an average duration of two hours.

Conclusion:

This is an original abstract although TENS has already been used in the treatment of several itchy or painful
dermatoses, there is no data in the literature to date linking TENS and nhPPK. Based on our case series, this non-
invasive use of a TENS device suggests a non-negligible improvement and a decrease in NPRS. Despite no



reported adverse effects, the main limitation was the device’s size and cables, which can be inconvenient to wear
for some individuals.

Nevertheless, more research is essential on a larger number of individuals in order to confirm the positive effect of
TENS in reducing pain associated with PPK and gather more conclusive evidence. More research is also required to
assess whether the use of TENS for several months or years would allow a long-term improvement in pain in this
chronic genetic disease.
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Multiple basal cell carcinomas and and a novel CYLD gene mutationin a family with Brooke-Spiegler
Syndrome

Heeyeon Kim?, Hyungrye Noht, Yeon Joo Jung!, Byeonghyun Jool, Joon Ho Shiml, Se Jin Ohl, Dongyoun Leel, Ji-
Hye Parkl, Jong Hee Leel

1Department of Dermatology, Samsung Medical Center
Introduction & Objectives:

Brooke-Spiegler syndrome (BSS) is an autosomal dominant disorder caused by CYLD gene mutations and
characterized by multiple adnexal cutaneous neoplasms. Malignant skin tumors arise in about 5-10% of cases, and
basal cell carcinoma (BCC) is the most common one. Understanding of the pathogenesis of the skin tumor arising
in BSS is limited.

Materials & Methods:

We studied four individuals from a two-generation family of Asia origin. In four family members, the diagnosis of
Brooke-spiegler syndrome was made by clinical features along with genetic testing, and the skin tumors were
diagnosed by histopathologic findings. Blood and tumor samples from affected individuals were collected after
obtaining informed consent. Whole exome sequencing (WES) was undergone with blood samples of four different
family members and two tissue samples of a single patient. Moreover, single-cell RNA sequencing (scRNA-seq)
was employed to construct detailed cellular maps of the tumor tissue and compared with three normal hair follicle
tissues and three typical BCC tumor samples.

Results:

WES sequencing of both the tumor and blood samples revealed a novel stop-gain mutation in exon 12, resulting
in a large deletion of chrl6: 50815236-50816377. Through single-cell RNA sequencing (scRNA-seq), we identified
that the CYLD-mutated tumor cell cluster overlapped with the hair bulge stem cell area as like typical BCCs, but
with different pattern.

Conclusion:

We report multiple BCCs occurring in a two-generation family with BSS, and revealed a previously unidentified
mutation in the CYLD gene. These multi-omics analyses allowed us to gain a mored detailed understanding of the
pathogenesis of the CYLD-mutated tumors.
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Abstract N°: 5071

Familial benign chronic pemphigus (Hailey-Hailey disease) with peculiar condylomata acuminata-like
genital involvement

Tsvetina Peeval 1, Dimitrina Seraﬁmoval, Martin Shahidl, Vali Mateeval, Snejina Vassileval, Lyubka Stoyanova-

Miteval, Kossara Drenovskal

Isofia University of Medicine, Department of Dermatology, Sofia, Bulgaria
Introduction & Objectives:

Familial benign chronic pemphigus (FBCP), also known as Hailey-Hailey disease, is a rare genodermatosis with
autosomal dominant inheritance and positive family history in 70% of the cases. The disease affects equally man
and women and usually starts soon after puberty or in the third or fourth decade showing a chronic relapsing
course. FBCP is caused by mutations in the ATP2C1 gene which encodes the human secretory pathway Calcium-
ATPase (hSPCAL). This results in loss of keratinocyte adhesion and subsequent acantholysis. FBCP presents
clinically with vesicles, crusted erosions, and rhagades in the flexural areas and rarely with genital verucous
papules that may be easily misdiagnosed as genital warts. We report FBCP with peculiar condylomata acuminata-
like genital involvement.

Materials & Methods:

A 43-year-old woman complained from pruritic, erythematous papules, plaques and vesicles in the genital area of
more than 10 years duration. She was ineffectively treated with antivirals, antimycotics and cryotherapy for a
presumptive diagnosis of condylomata acuminata. In 2021, new multiple erythematous papules, plaques, and
maceration zones appeared in the flexural areas on the neckline, axillag, groin and popliteal fossae. The patient’s
brother and father suffered from similar skin lesions. The diagnostic workup included clinical recognition,
histopathology of a skin lesion, direct immunofluorescence (DIF) microscopy and immunoserology for excluding
pemphigus, as well as PCR for detecting human papillomavirus (HPV) DNA.

Results:

Routine laboratory tests were within the normal ranges. Histopathological examination revealed suprabasal
clefting with acantholysis in the epidermis. DIF and immunoserological tests, including ELISAs for desmogleins 1
and 3 were negative. Moreover, HPV DNA testing was negative. Based on the clinical and laboratory findings, the
patient was diagnosed with Hailey-Hailey disease. Treatment with systemic antibiotics, potent topical
corticosteroids, and emollients resulted in a good therapeutic response.

Conclusion:

FBCP typically presents with vesicles, painful erosions, and rhagades in friction-prone skin folds. Annular,
segmental, or generalized forms of the disease with lichenoid, psoriasiform or verrucous lesions have also been
observed. Rare cases of isolated genital involvement are reported, mainly in women, where the wart-like
appearance of the lesions may be clinically indistinguishable from condylomata acuminata as initially described in
our patient. The theoretical possibility of FBCP coexisting with HPV infection, eczema herpeticum, or bullous
pemphigoid requires histological verification and DIF to exclude other diseases and facilitate adequate treatment
options.
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Abstract N°: 5077

High Intensity Focused Ultrasound (HIFU) treatment of Cutaneous Neurofibromas (cNF): Preliminary
results from a prospective dual-center clinical investigation.

Katrine Karmisholtl, Jorgen Serupl, Mimmi Tangz, Martin GiIIstedtz, Jaishri Blakeley3, Karli Rosner3, Joshua
Roberts3, Torsten Bove?, Sirkku Peltonen?

1Bispebjerg Hospital, Dermatology, copenhagen, Denmark, 2Sahlgrenska Univeristy Hospital, Dermatology,

Goetenburg, Sweden, 3Johns Hopkins, Neurology, Baltimore, United States, *Toosonix A/S, Toosonix, Horsholm,
Denmark

Introduction & Objectives:

Neurofibromatosis Type I (NF1) is among the most common single-gene inherited conditions worldwide and
predisposes to multiple forms of benign and malignant neoplasms. The most common tumor in NF1 patients is
cutaneous neurofibroma (cNF). The benign cNF can appear in numbers up to several hundred on the skin of NF1
patients. cNF may cause pain, social and functional limitations. Treatment options include surgical removal or the
use of various devices that cause tissue destruction showing limited efficacy and often leave cutaneous scarring.
High intensity focused ultrasound (HIFU) is capable of controlled and targeted thermo-mechanical treatment to
small intradermal volumes containing neoplastic cells, without inflicting damage to the surrounding tissue. The
objectives of this study were to investigate safety, local tolerability, and efficacy of high intensity focused
ultrasound (HIFU) for treatment of NF1 associated cNFs.

Materials & Methods:

Twenty adult patients having at least 8 eligible cNFs were recruited in two centers. Focused ultrasound treatment
utilizing a 20 MHz HIFU-device with integrated dermoscopic guidance was performed using a handpiece with a
focus depth of 2.3 mm below the skin surface. Single dose acoustic energy of 0.7 J/dose of pulse duration 250
ms/dose was manually positioned with distance of 1-2 mm between each applied dose, at repetition frequency of
1-2 seconds until the full cNF including a 1 mm perilesional margin was covered. No anesthetic was applied.
Primary endpoint was evaluation of safety and tolerance of the HIFU-treatment. Post-treatment effects were
assessed immediately after treatment and at follow-up visits including on-site clinical evaluation, patients’
evaluation and clinical photography for 9 months. Further evaluation of the included cNFs was performed by
ultrasound scanning (US) in one center and histopathology in the other center.

Results:

A total of 147 cNFs (mean 7.35/patient; diameter 2-9 mm) were treated. Mild wheal-and-flare reaction was
observed immediately after treatment. Occasionally, erosions/crusts were observed and rarely dyspigmentation
after 1 week and 3, 6 and 9 months post-treatment respectively. Regarding the primary endpoint, no serious
adverse events occurred, and no significant scarring was observed. The median reduction in cNF thickness
measured by ultrasound scanning was 0.53 mm with a range of -100% to +19%. Visual rating of treated cNFs by
the clinical investigator at 9 months showed that 45 out of 92 cNFs (49%) had full or substantial reduction;
biopsied lesions excluded. During treatment the patient-reported pain-score was median 3.5 (range 1-7) on a 0-
10 point scale. No pain was reported post-treatment.

Conclusion:

HIFU treatment is a new non-invasive, rapid, and tolerable treatment modality. This study demonstrates the safety,



local tolerability, efficacy, and feasibility of HIFU for the treatment of cNFs. The variation in cNF reduction after
HIFU-treatment and the occasional erosions and crusts in the treatment area indicate that dosing needs to be
further adjusted. Follow-up clinical studies to optimize the dose response in adults with NF1 are underway with a
goal of applying this therapy to both established and developing cNFs in the future.
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Acrokeratoelastoidosis of Oswaldo Costa: a case report
Nicole De Souza Aranhal, Caique Diasl, Vitor Manoel Silva Dos Reis?

LUniversity of So Paulo, Department of Dermatology , Brazil, 2University of S3o Paulo, Brazil
Introduction & Objectives:

Acrokeratoelastoidosis (AKE) of Oswaldo Costa is a rare autosomal-dominant genodermatosis with unknown
cause first described in 1952 by Oswaldo Costa.

It's a subtype of palmoplantar keratoderma which requires histopathology differentiation from other marginal and
focal acral keratodermas and distinct disorders such as acrokeratosis verruciformis of Hopf. We present here a
case report in which clinical and histopathological diagnosis can contribute to further medical education.

Materials & Methods:

A 34-year-old woman, presented with asymptomatic yellowish keratotic papules located symmetrically on the
lateral areas of the palms, soles and dorsum of hands, since adolescence, with progressive worsening. Her
daughter had similar lesions.

Our first hypothesis was of AKE and we have considered other marginal and focal acral keratodermas. A punch
biopsy specimen was obtained from one of the papules on the palm.

Results:

Histopathological examination revealed orthokeratotic hyperkeratosis with epidermal acanthosis and
hypergranulosis. In the dermis, there was discreet thickening of collagen fibers and elastic tissue stains
demonstrated scant elastic fibers. These findings were consistent with acrokeratoelastoidosis.

Conclusion:

There are several entities that can develop palmoplantar keratoderma. Acrokeratoelastoidosis is a rare
genodermatosis that is clinically characterized by asymptomatic multiple yellowish papules, sometimes glossy and
keratotic or umbilicated, located symmetrically on the lateral areas of the palms, soles and dorsum of hands.

This disease typically begins during childhood and there is no racial or sex predilection. Both familiar and sporadic
forms have been reported. Both autosomal dominant and recessive forms have been reported as well. Its cause is
unknown, but it appears to have a relation to chromosome 2.

The clinical manifestations may result from an overproduction of filaggrin, which accumulates above the granular
layer before being incorporated into the protein matrix of mature epidermal keratin.

Differential diagnoses include focal acral hyperkeratosis, degenerative collagenous plaques of the hands,
keratoelastoidosis marginalis of the hands, acrokeratosis verruciformis of Hopf, and palmoplantar keratoderma of
the punctate type.

The definitive diagnosis relies on histopathological examination which reveals orthokeratotic hyperkeratosis with
epidermal acanthosis and hypergranulosis. Elastic tissue stains demonstrates a decreased number of elastic fibers
which are fragmented (elastorrhexis).



The prognosis of AKE is good, apart from cosmetic concerns of some patients. Topical corticosteroids, salicylic
acid, tretinoin, systemic prednisone or methotrexate, antibiotic therapy, and cryosurgery can be used with

unsatisfactory results. However, patients must be informed about the nature of the condition and the limited
treatment modalities.

32ND EADV Congress 2023
11 OCTOBER - 14 OCTOBER 2023
POWERED BY M-ANAGE.COM
A\“’m



[=/\ CONGRESS
DV

BERLIN 11-14 OCTOBER 2023

Abstract N°: 5169

Advances in treatment for Urbach-Wiethe disease: A systematic review

Rocio Bueno—MoIinal, Raquel Cabrera Fuentesl, Juan-Carlos Hernéndez-Rodrl'guezl, Carmen Cruz—CataIénl,

Mercedes Morillo-Anddjarl, Julian Conejo-Mirt

lvirgen del Rocio University Hospital, Dermatology
Introduction & Objectives:

Urbach-Wiethe disease or lipoid proteinosis (LP) is a rare autosomal recessive genodermatosis caused by
mutations in the ECM1 gene. This results in the deposition of hyaline-like material on the skin, mucosae, and
internal organs. It is characterised by hoarseness and mucocutaneous lesions that develop in early childhood, such
as acneiform scarring and verrucous hyperkeratosis.

We report a case of LP in a 48-year-old man with a good response to oral acitretin therapy.

Due to its rarity, there are no large clinical trials. Therefore, we have conducted a systematic review to summarize
the available evidence on its therapy and help make better clinical decisions.

Materials & Methods:

We carried out a systematic review on PubMed, Web of Science, Cochrane, and Scopus databases using the
PRISMA guidelines. The following search terms were used: (“lipoid proteinosis” OR Urbach-Wiethe) AND
(treatment OR acitretin OR etretinate OR dimethylsulfoxide OR penicillamine).

Results:

Initially, 215 articles were found. After checking for duplicates and applying the inclusion/exclusion criteria, 26
studies were incorporated. Due to the lack of clinical trials, other designs of study, such as case reports, editorials,
and case series, were included.

Oral retinoids: Acitretin administration showed variable clinical improvement. In our case, after six months of
treatment, skin improvement was especially remarkable, with almost complete disappearance of verrucous
plaques on the elbows and knuckles.

The literature included 24 patients treated with acitretin with a dose of 0.5 mg/kg for a median of 12 months. Of
these, 16 (67%) showed improvements in skin and 18 patients (75%) in hoarseness. In one case, treatment was
discontinued due to painful pyogenic granulomas.

Five patients were treated with etretinate 1 mg/kg/day for 2 months followed by 0.5 mg/kg/day for 4 months.
Treatment was stopped in two cases due to gastric discomfort. Of the remaining 3 patients, 2 showed notable
improvement, while one did not.

Dimethyl sulfoxide (DMSO): Four patients were treated with oral DMSO 60 mg/kg/day for 3 years. Only in one
patient (25%) was a minor overall improvement. Bad breath was observed in all patients.

Corticosteroids: They were used in one patient for 3 years with notable results. No side effects or analytical
changes analytic abnormalities were observed.

D-penicillamine: One patient was treated with 600 mg/day for 2 years with modest improvement in skin texture



and hoarseness. No side effects were observed.

Human placental extract: Two patients received intramuscular injections of human placental extract every two
days. After two months, there was a significant improvement in skin and voice quality.

Conclusion:

Although further studies are necessary to provide more compelling evidence, we propose that low-dose acitretin
may be an effective treatment for LP, showing fewer side effects than the other agents commonly reported in the
literature.
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Abstract N°: 5221

Natural gene therapy by punch grafting of revertant skin in a recessive dystrophic epidermolysis bullosa
patient with intractable ulcers.

Ahreum Song*L' 2, Jae Yeon Kiml' 2, MI Ryung Roh! 2, Sang Eun Lee! 2

1Gangnam Severance Hospital, Department of Dermatology, Seoul, Korea, Rep. of South, 2Cutaneous Biology
Research Institute, Yonsei University College of Medicine, Seoul, Korea, Rep. of South

Introduction & Objectives:

Recessive dystrophic epidermolysis bullosa (RDEB) is a severe inherited blistering disorder caused by COL7A1
mutations, leading to lack of functional type VII collagen. People with RDEB suffer from chronic open wounds,
significantly impairing their quality of life. Although numerous attempts have been made, the treatment for RDEB
still primarily centers on wound care and managing symptoms. Revertant mosaicism (RM) is a phenomenon
where cells carrying a germline mutation coexist with cells that have spontaneously corrected the mutation
through a somatic reverse mutation. RM has been observed in various RDEB patients, and efforts have been made
to transplant naturally corrected keratinocytes into unhealing wounds. Herein, we report the successful healing
and sustenance of chronic open wounds by autologous punch grafting of revertant skin in a generalized severe
RDEB patient.

Materials & Methods:

A 30-year-old female RDEB patient carrying compound heterozygous COL7A1 mutations (c.2922+2T>G,
€.3139+12G>A) had a persistent 20 x 14 cm2 ulcer on her upper back that remained unhealed for the past three
years. We found a patch of revertant skin that did not exhibit blistering on the left forearm, which was confirmed
by immunofluorescence and targeted deep sequencing. A total of eight sequential transplantations of revertant
skin patches, obtained through 2 mm punch grafting, were carried out. For each session, 40 to 50 grafts were
harvested, and the donor site healed within two weeks after each harvesting. The grafts were positioned in
designated sections of the large chronic wound. The patient was hospitalized during transplantations and daily
dressings were done. Afterwards, she received regular outpatient visits to a dermatologist with a one-week
interval.

Results:

The transplanted punch biopsy specimens were successfully accepted in the grafted area without any major
complications, and complete re-epithelialization of the lesion occurred within a period of two to six weeks.
Epithelialization occurred not only in the grafted area but also in the surrounding region. The areas of re-
epithelialization accounted for up to 360% of the grafted area. Immunofluorescence staining for collagen VII on
sections from the donor and acceptor sites after 12 weeks demonstrated levels of collagen VII expression
comparable to that of control skin. In contrast, the specimen from the mutant skin showed nearly no expression of
collagen VIL During the 15-month course following the initial grafting, the grafted area remained intact, and her
chronic ulcer progressively healed up. The patient experienced notable pain relief within the treated areas and
reported an improvement in performing her daily activities.

Conclusion:

Our case clearly demonstrates that punch grafting of revertant mosaicism-occurring skin is an effective strategy
for treating chronic RDEB wounds without the need for ex vivo genetic manipulation.
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Abstract N°: 5373

IgE levels in epidermolysis bullosa patients

Alina Suru*l 2, Ali AI-Zirejl' 2, Adelina-Maria Sendreal” 2, Carmen Maria Salavastrul' 2

L“Carol Davila” University of Medicine and Pharmacy, Pediatric Dermatology, Colentina Clinical Hospital,

Bucharest, Romania, 2Colentina Clinical Hospital, Pediatric Dermatology, Bucharest, Romania

Introduction & Objectives: Pain and pruritus severely affect the quality of life in all dystrophic epidermolysis
bullosa subtypes. Treatment of recessive dystrophic epidermolysis bullosa (RDEB) remains challenging, and new
therapeutic targets are searched for in order to alleviate the pruritus and the chronic wounds. Elevated IgE levels
have previously been reported in several RDEB patients and marked skewing of circulating Th2 helper cells can be
linked to the increased itch (especially for DEB pruriginosa).

There are reports that suggest that anti-IgE therapy, and also therapy with monoclonal Ab that block the Th2
cytokines could help the inflammation associated with RDEB.

The objective of this study was to determine the proportion of subjects with increased serum levels of IgE in our
EB cohort of patients.

Materials & Methods: a retrospective study was conducted and our cohort of 38 EB patients was rewied
regarding the type of EB, clinical presentation, diagnosis, immunohistopathological findings and biological
characteristics (including the presence of elevated serum IgE).

Results: For the** 38 patients that were included in the study the average age was of 17.7 [range 1-67], with 25
children and 13 adults, 21 patients with RDEB, 16 patients with simplex EB and 1 patient with EB aquisita. Eight
patients (21%) had increased serum levels of IgE (1 patient with Simplex EB, 7 patients with RDEB). One RDEB
patient also had been diagnosed with atopic dermatitis and multiple allergies.

Conclusion: The subjects with elevated serum level of IgE had also higher clinical severity scores and accentuated
pruritus compared to the patients with the EB subjects with normal IgE level.
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Abstract N°: 5513

Identification of 15 Novel Mutations in the COL7A1 gene through Genetic Screening of 50 Epidermolysis
Bullosa-Affected Indian Patients

Anoop Kumar*l, Rahul Mahajanl, Manu Jamwall, Reena Dasl, Vinod Kumarl, Dipankar Del, Sanjeev Handal, Uma
Saikial, Debajyoti Chatterjeel

1post Graduate Institute of Medical Education & Research, Chandigarh, Dermatology, Chandigarh, India

Introduction & Objectives: Epidermolysis bullosa (EB) is a rare and heterogeneous hereditary condition affecting
the skin and mucous membranes. EB is characterized by skin fragility, leading to blistering and tearing with
minimal friction. This study aimed to collect EB patients across India, perform targeted gene panel sequencing,
and assess the correlation between genotypic and phenotypic expressions.

Materials & Methods: A single-centre, retrospective study in the Department of Dermatology at the
Postgraduate Institute of Medical Education and Research (PGIMER) in Chandigarh was conducted. The whole
study was conducted after obtaining ethical clearance from the Institutional Review Board and informed consent
from the patients before initiation. A total of 50 patients with a clinical diagnosis of EB were seen between 2019 to
2022, from the Outpatient Department of Dermatology. Baseline demographic data, birth history, family history,
skin manifestation at birth, past medical history, current cutaneous manifestations, and the evolution of the
disease were assessed. Genomic DNA was screened for mutations using targeted gene panel sequencing of 23
genes related to EB, and genetic analysis was performed.

Results: In the current study, a total of 50 patients were subjected to targeted gene panel sequencing. Genetic
analysis of 50 patients revealed 16 individuals with recessive form of DEB (32%), 12 individuals with junction
epidermolysis bullosa (24%), and 10 individuals with epidermolysis bullosa simplex. Eight patients out of all
sequenced patients were observed with the condition of dominant dystrophic epidermolysis bullosa (DDEB: 16%),
while two were with Kindler EB (4%). The remaining two patients’ DNA samples failed to be sequenced. 7 new and
3 previously known mutations were observed in DDEB patients, while RDEB patients revealed 12 new and 4
previously known mutations. Out of 12 RDEB patients, 7 patients (58.33%) revealed compound heterozygous
mutations, while 5 patients (41.66%) revealed homozygous alterations in the COL7A1 gene. The patients with JEB
were observed with mutations in the LAMB3, LAMCZ, and COL17A1 genes. EBS patients were observed with
missense heterozygous mutations in the KR75 gene. The patients with Kindler EB revealed heterozygous mutations
(one is a splice-site mutation and the other is an insertion mutation) in the FERTMI gene.

Conclusion: This study represents the largest investigation focusing on the clinical and molecular aspects of an
epidermolysis bullosa (EB) cohort in India. Our observations indicate a relationship between genotype and
phenotype, consistent with earlier studies, revealing the wide range of clinical manifestations and identifying new
disease-causing genetic variations. Interestingly, our study yielded different results regarding genotype prevalence
compared to existing literature. However, given the rarity of EB and our limited sample size, additional case
collections are necessary to establish a robust genotype-phenotype association. In conclusion, our findings
provide valuable insights for future clinical assessments and the potential implementation of stratified
management approaches.
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Abstract N°: 5572

VDR polymorphism Cdx-2 and Fok-1 follow distinct inflammatory pathways in CI patients.
Hitaishi Kaushik*l, Rahul Mahajanl, Vinod Kumarl, Dipankar Del, Sanjeev Handal

Ipostgraduate Institute of Medical Education and Research (PGIMER), Dermatology, Chandigarh, India
VDR polymorphism Cdx-2 and Fok-1 follow distinct inflammatory pathways in CI patients.

Introduction & Objectives: Congenital ichthyosis (CI) is a group of monogenic disorders characterised by
cornification due to mutations in genes involved in keratinocyte differentiation and epidermal barrier function. In
last few years, studies have linked pathophysiology of these ichthyosi form disorders with Th1/17 inflammatory
pathways. Besides, development of vitamin D deficiency and rickets in patients with congenital ichthyosis have
recently been observed, yet exact cause of such association is not properly understood. Since in our previous
studies, only Cdx-2 and fok-1 were found to be associated with CI, the objective of this study was to identify if
Cdx-2 and fok-1 polymorphism in CI patients follow similar or distinct inflammatory pathways that might
subsequently be associated with inflammation and rickets in these patients, respectively.

Materials & Methods: Congenital Ichthyosis patients (age and gender matched) were screened for four types of
polymorphism commonly associated with Vitamin D Receptor (VDR) i.e. Bsm-1, Cdx-2, Fok-1 and Tag-1a (in 56 CI
patients and 40 controls). The technique used was Restriction fragment length polymorphism (RFLP) where
sequence of these polymorphisms was first amplified using PCR with gene specific primers, and this was followed
by digestion of amplified products with specific restriction enzymes. The restricted fragments were then analysed
for their molecular weight to identify the type of mutation (wild type, heterozygous type or homozygous type).
Amongst these, only Cdx-2 and Fok-1 were found to be associated with CIL In another set of experiments,
comparison between different cytokines of various inflammatory pathways (Th-17, Th1/2, etc) in Cdx-2
polymorphism (hetero type and wild type) and Fok-1 polymorphism (hetero type and wild type) CI patients were
studied using RT-PCR.

Results: Results of RFLP and RT-PCR revealed that Cdx-2 and Fok-1 polymorphism patients had distinct
inflammatory pathway cytokines involved. Cytokines associated with Th-17 pathway were found to be associated
with Cdx-2 polymorphism, whereas, IL-4 and IL-6 were significantly associated with Fokl polymorphism. On the
other hand, no association between Bsm-1 and Tag-1a was observed.

Conclusion: Based on our results, following could be concluded:

® In CI patients, Th-1/Th-17 (cell mediated immunity) pathway was found to be associated with Cdx-2
polymorphism, whereas Th-2 (humoral mediated) with Fokl polymorphism.

® Since immune modulation of ichthyosis is mainly IL-17 predominant, our results indicate that probably it is
due to overlapping of Cdx-2 and Fok-1 polymorphisms in most of the CI patients.

® Few studies also show that IL-4, IL-6 interferes with bone mineralization and that Fok-1 polymorphism affects
bone mineralization, hence Fok-1 polymorphism might be one of reasons why rickets is observed in few CI
patients.
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Acrokeratoelastoidosis: about two exclusively plantar cases
Hajar Boumehdil, Oumayma Handil, Maryem Aboudouribl, Quafa Hocarl, Said Amalt

Imohamed VI university hospital, dermatology and venereology, marrakech, Morocco
Introduction & Objectives:

Acrokeratoelastoidosis (AKE) is a rare and benign dermatitis described by the dermatologist Costa. It is an
autosomal dominant genodermatosis, although it can occur sporadically. Characterized by papules or plaques on
the lateral part of the hands and feet. We report 2 cases of exclusively plantar AKE.

Case reports:
Case 1l

A 28-year-old female patient presented with painless and non pruritic plantar lesions that had been evolving for 2
years. The physical examination found three patches of different sizes, rough and translucent, the largest
measuring 4 cm in length, located on the lateral and medial sides of the feet. The palmar examination did not find
any lesion.

Biopsy was performed, showing hyperorthokeratosis, hypergranulosis and elastorrhexis in favor of AKE. Treatment
was based on salicylic acid and tretinoin with medium improvement.

Case 2

Patient aged 20 years, who presented with skin lesions evolving for 1 month, located on the lateral and medial
sides of the feet.

The dermatological examination revealed three well limited, translucent, round and oval plaques, centimetric in
size, the largest one measured 2 cm ,located on the lateral and medial sides of the feet.

Histological study of a plaque showed hyperkeratosis, hypergranulosis, acanthosis and fine and fragmented elastic
fibers confirming the diagnosis of AKE. Our patient was treated with urea and tretinoin without any improvement.

Discussion:

AKE is a type of marginal keratoderma that primarily affects the lateral aspect of the palmoplantar regions.
Because of the rarity of the disease, the exact incidence of the disease remains unknown. Although sporadic cases
exist as in our two patients, AKE is an autosomal dominant genodermatosis.

Triggering factors have been described as repeated trauma, excessive sun exposure.

Clinically, it presents as multiple firm papules, small, round to oval, flesh-colored or yellowish with rough and
keratotic surface located on the lateral and medial sides of the hands and feet. The lesions are usually bilaterally
and symmetrically distributed, although unilateral involvement has been reported.

Histological findings are hyperkeratosis, hypergranulosis, mild acanthosis, homogenization of collagen, and
alterations in the elastic fibers of the dermis, which are fewer, thin, and fragmented.

The different treatment modalities tried:



Topical by emollients and keratolytic agents including salicylic acid, urea, sulfur, tretinoin and dermocorticoids.

Oral by corticosteroids, antibiotics, dapsone, methotrexate, isotretinoin, acitretin and physical by cryotherapy, laser
or surgery.

Conclusion:

AKE is a rare condition characterized by clustered, small, firm papules distributed on the margins of the hands and
feet. The most common histopathologic findings of AKE are hyperkeratosis and degeneration of elastic fibers.
Different treatments have been used to treat AKE without much success.
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Case report: rare type II segmental piloleiomyomas
Alexandra Denisa Oprea*l, Denis Salomonz, Chloe Alberto?

1Cliniques Du Seujet - Cidge, Quai Du Seujet, Dermatology, Genéve, Switzerland,2Cliniques Du Seuijet - Cidge,
Quai Du Seujet, Genéve, Switzerland

Introduction & Objectives: Leiomyoma was first described by Virchow in 1854 as a benign growth of smooth
muscle tissue. Cutaneous leiomyomas are categorized based on 3 sites of origin: blood vessel walls
(angioleiomyomas), muscle genitalia and erectile tissue of the nipple (genital/dartoic leiomyomas) and the
arrector pili of the skin (piloleiomyomas/pilar leiomyomas).

The piloleiomyomas are the most common subtype. They can appear as solitary, multiple disseminated, segmental
or zosteriform and blaschkoid patterns. Segmental or zosteriform leiomyoma can occur either alone (Type I), or
with scattered non segmental lesions elsewhere (Type II); the latter subtype occurring rarely.

A loss of function mutation in the gene encoding fumarate hydratase on chromosome 1q has been found to
predispose individuals to Type Il segmental leiomyoma. Reed’s syndrome or MCUL (multiple cutaneous and
uterine leiomyomas)/HLRCC (hereditary leiomyomatosis and renal cell carcinoma) has been found to be caused
by germline mutations in fumarate hydratase (FH) in the majority of screened cases.

Materials & Methods: A young 32 years old man consults in our clinic for pinkish-red nodules on his back, very
sensitive to cold water and pressure. The lesions appeared at the age of twenty, but their appearance and
symptoms have worsened recently since starting a new sport activity.

He has no medical personal or family history to report.

The skin examination reveals unilateral, firm, skin coloured papulo-nodular lesions with a zosteriform distribution
on the right scapular and thoracic area and two recent solitary nodules on the right shoulder with a positive
pseudo-Darier sign.

Results: A punch biopsy was performed, revealing a normal epidermis, mesenchymal spindle-cell nodules located
in the dermis, composed of elongated cells of eosinophilic cytoplasm and ill-defined boundaries, spindle-shaped
nucleus and blunt edges, forming multiple cell bundles with well-defined boundaries, minimal lymphocytic
infiltrate and one mitosis noted. The immunohistochemistry concludes diffuse staining of alpha-actin and desmin.
The Ki67 is low.

Due to the rare zosteriform distribution and the appearance of new nodules, further investigations were
performed to rule out a Reed Syndrome or other several associations described in the literature (dermatite
herpetiforme, MEN type [, polypose intestinale, leucemie lymphoide chronique, VIH).

The complete blood count, thyroid panel, HIV testing, urinalysis and renal ultrasound were completely normal. The
genetic consultation concluded no familial leiomyomatosis and no need for a gene mutation testing for fumarate-
dehydrogenase, but he was advised regular follow-up to detect any sign of renal cell carcinoma early.

Conclusion: The patient was counseled regarding the treatment options and he refused the oral treatments,
accepting a topical anesthetic cream before sport activities. The cause of pain is unclear and it is thought to be a
result of either smooth muscle contractions or dense nerve fibers bundled within the tumor. Genetic and
environmental modifying factors play a role in predisposition to renal cancer in MCUL, therefore a genetic



counseling and a regular follow-up is mandatory for this type of condition.
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Multiple familial trichoepithelioma - a case report
Miguel Costal, André Coelhoz, Rita Guedes!

1Centro Hospitalar Vila Nova de Gaia/Espinho, Dermatology, Portugal,2Unilabs, Laboratério de Anatomia
Patoldgica, Portugal

Introduction:

Multiple familial trichoepithelioma is a rare autosomal dominant inherited disease characterized by the presence
of multiple cutaneous neoplasms of follicular origin known as trichoepitheliomas, commonly found on the face,
cervical region, and scalp. This disease is caused by mutations in the CYLD gene, which is responsible for
regulating cell growth and division.

Case report:

We describe the case of a 39-year-old woman with no significant medical history, referred to our dermatology
department for cutaneous lesions on her face that had been present for 10 years, progressively increasing in
number and occasionally pruritic. She reported a family history of similar lesions in her mother, as well as in one
brother and one sister.

On physical examination, numerous yellowish-white, round papules with smooth surface and well-defined borders
were evident, measuring approximately 3-4 mm in diameter, located around the nose and on the upper lip. A skin
biopsy was performed on one of the lesions, and the histopathological result revealed characteristics consistent
with a trichoepithelioma. Given the clinical suspicion of a genodermatosis, a genetic study targeting the CYLD
gene was requested, which revealed a frameshift mutation (p.Ser366fs) in heterozygosity, classified as probably
pathogenic and not previously described in the literature. Thus, the diagnosis of familial multiple trichoepithelioma
was established.

Destructive treatment of the lesions using electrosurgery was proposed to the patient and periodic sessions have
been maintained since then.

Discussion:

This case illustrates a diagnosis to consider in the presence of multiple cutaneous lesions, particularly on the face,
especially in patients with a positive family history. The diagnosis of this disease is based on clinical presentation,
family history and complementary diagnostic examination, such as genetic testing, in which we found a new
mutation, and histopathological analysis of the cutaneous lesions. Treatment is symptomatic and primarily
surgical. The occurrence of malignant lesions is rare. However, given the possibility of malignancy, as well as the
continuous growth of multiple lesions in cosmetically sensitive areas, regular follow-up of these patients is
advised.
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Encephalocraniocutaneous lipomatosis - case report of a rare congenital condition
Miguel Costal, Catarina Cunha Ferreiraz, Joana Bragaz, Rita Guedes!

1Centro Hospitalar Vila Nova de Gaia/Espinho, Dermatology, Portugal,2Centro Hospitalar Vila Nova de
Gaia/Espinho, Ophtalmology, Portugal

Introduction & Objectives:

Encephalocraniocutaneous lipomatosis (ECCL), also known as Fishman syndrome, is a rare congenital
neurocutaneous disorder characterized by intracranial, facial, and/or cervical lipomas, ocular lesions, and brain
abnormalities. We report a case of this condition.

Materials & Methods:
Retrospective review of medical records from a newborn diagnosed with ECCL.
Results:

We describe the case of a full-term male newborn with no history of complications during the mother’s
pregnancy. The baby was delivered by cesarean section and referred to our service due to congenital scalp lesions.

On the initial physical examination, five days after the delivery, pseudo-vesicles were observed bilaterally in the
parietal region, measuring between 2 and 5 mm, with a yellow-orange color. During follow-up, these pseudo-
vesicles evolved into hairless, erythematous and oval-shaped areas of variable sizes, some of which were covered
with a pseudomembrane in the temporo-parietal regions. Ocular examination revealed bilateral perilimbal and
temporal conjunctival light-red lesions suggestive of conjunctival choristoma, as well as an indentation of the right
upper eyelid. Fundoscopy demonstrated bilateral, irregular, hypopigmented, creamy-white peripapillary and
peripheral chorioretinal lesions

A skin biopsy was performed on one of the hairless areas, which revealed findings consistent with psiloliparus
nevus. A neuro-axis magnetic resonance imaging (MRI) was also requested, showing lipomas adjacent to the right
trigeminal nerve and left cortico-subcortical temporal region, as well as leptomeningeal enhancement in some
areas and enlargement of the extra-axial space in the fronto-temporo-parietal region. The definite diagnosis of
ECCL was established based on the clinical and imaging findings, which met the diagnostic criteria established in
literature.

The patient is currently under clinical surveillance, and thus far, his development is considered within the normal
range.

Conclusion:

Our case is illustrative of ECCL. Patients with this syndrome, which occurs due to sporadic mutations in the FGFR1
gene, typically exhibit marked developmental delay, along with epilepsy, limb spasticity, and characteristic
cutaneous and ocular changes. Diagnosis is predominantly clinical, supported by imaging and histopathological
examinations. Treatment is primarily conservative, as there is no established cure. Early clinical suspicion and a
multidisciplinary approach are needed for accurate diagnosis, management, and follow-up.

32ND EADV Congress 2023



11 OCTOBER - 14 OCTOBER 2023
POWERED BY M-ANAGE.COM
A



[=/\ CONGRESS
DV

BERLIN 11-14 OCTOBER 2023

Abstract N°: 5768

Epidemiological and clinical features of Bloom’s syndrome in 9 tunisian cases

Kouki Chaimal, Emna Bahloulz, Khadija SeIIami3, Hammami Fatma3, Abderrahmen Masmoudi3, Turki Hamida3
IHedi chaker hospital, dermatology, Sfax, Tunisia,2?Hedi chaker hospital, dermatology, 3Hedi chaker hospital,
dermatology, sfax

Epidemiological and clinical features of Bloom’s syndrome in 9 tunisian cases
Introduction:

Bloom’s syndrome (BS) is a rare autosomal recessive genodermatosis caused by germline mutation of the BLM
gene. BS is characterized by short stature, sun-sensitive, red rash, mild immune deficiency with increased
susceptibility to infections and, most importantly, to many types of cancer.

Materials & Methods:

We conducted a retrospective cohort study from 1990 to 2021, in which we collected nine BS at the department of
dermatology of the university hospital of Sfax (TUNISIA) .The diagnosis was confirmed by genetic tests in all cases.

Results:

We collected 9 patients with a mean age of 19 years (6-41 years). The sex ratio F/M was 1.25. For all patients, the
parents were consanguineous. The telangiectatic erythema was developed in all the patients between 6 months
and 2 years old on the cheeks, on the nose, on the lips and the lower eyebrows. The photosensitivity was constant
and was complicated by vesiculas and bullae for 5 patients who had extensive lesions. The growth deficiency
observed for all patients. It was marked, between -2 and -4 DS (standard deviation). The number of sister
chromatid exchange was increased to twelve-fold comparatively to normal subjects. Two patients developed a
breast cancer; the evolution was fatal in one. One patient developed a leukaemia, the evolution was also fatal. And
another patient developed a colon cancer.

Discussion:

The main clinical features of the BS are prenatal onset proportionate dwarfism, telangiectatic erythema and
photosensitivity. All these cardinal clinical aspects were found in our patients.

Neurological disorders are frequent, mainly major microcephaly described in most of the reported cases. In our
series, two patients suffered from a mild mental retardation. Duplication of ureter and renal ectopy were also
reported.

The risk of occurrence of neoplasia is a major concern for BS patients (44% of our patients). Solid tumors are the
most common cancers involving the breast, uterus, larynx, colon, followed by leukemia.

Conclusion:

BS is an inherited disorder that can be fatal. The high rate of consanguineous marriages in our country would
favor the occurrence of the disease.
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Bushy Baby- A rare case of Cornelia De Lange Syndrome
Mitali Sethi*l, Syed Suhail Aminl, Kritika Guptal, Sana Ansari?

1jawaharlal Nehru Medical College , Department of Dermatology,Venereology and Leprosy, Aligarh , India,
2Jawaharlal Nehru Medical College , Department of Oto-Rhino-Laryngology, Aligarh, India

Introduction

Cornelia de Lange syndrome (CDLS) is a rare genetic condition with developmental disorder and malformation
affecting multiple systems. The incidence varies from 1:10,000 to 1:50,000 live births with no racial predilection. It
is associated with congenital anomalies, growth retardation, neurodevelopmental delay, dysmorphic facial
appearance, hypertrichosis, and skeletal anomalies. Most of the cases are sporadic while few of them have
autosomal dominant inheritance (26-56%) involving NIBPL gene (chromosome 5) and SMC1A gene (X
chromosome). There is no definitive biochemical or chromosomal marker for the prenatal diagnosis. The disorder
is present from birth, but it is not always diagnosed at birth. The diagnosis is made clinically through signs and
symptoms observed by the clinician with detailed history, physical examination, and laboratory tests.

Case Report

A 7-year-old girl, term, non-consanguineous parents, was referred from pediatric OPD for excessive hair growth
over her body since birth. The child demonstrated low anterior and posterior hair line, hypertrichosis over face,
back & extremities. On further examination, facial features revealed bushy eyebrow, synophrys, long curled
eyelashes, depressed nasal bridge, long philtrum, thin upper lip, micrognathia along with clinodactyly of fifth
finger. Anthropometry showed stunting (-2 SD), microcephaly (-2 SD) and low weight (-1 SD). History revealed
low birth weight, delayed milestones, autistic behavior, decreased response along with history of recurrent
generalized tonic clonic seizure for last 4 months. The child underwent further investigation guided by the
complaints. Baseline investigation were within normal limit while EEG demonstrated abnormal pattern. MRI (brain)
showed ischemic insult in bilateral periventricular white matter. Otoacoustic Emission demonstrated loss of outer
hair cell function suggestive of cochlear deafness. X ray (Hand & wrist) showed short left 5th metacarpal and
phalynx and non-visualization of distal epiphysis of both Ulna whereas Orthopantomogram revealed oligodontia.
The diagnosis of Cornelia de Lange Syndrome was made based on clinical diagnostic criteria formulated by CDLS
Foundation.

Discussion:

CDLS is a rare syndrome but have well defined clinical features. The diagnosis is primarily clinical based on signs &
symptoms including growth retardation, facial dysmorphism, short stature, hypertrichosis, phalangeal
abnormalities, and psychomotor delay. Life expectancy is normal if no major systemic malformation occurs. A
multidisciplinary team is required to diagnose & treat CDLS patients to improve the prognosis and quality of life.
This case highlights the importance of thorough clinical examination in cases with any altered dermatological
finding associated with systemic complaint.
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Abstract N°: 5841

Corpus Callosum Abnormalities in Incontinentia Pigmenti - the Impact of the IKBKG Gene

Snezana Minic*l 2, Marija Malini¢Z, Ivana Savic?, Margita Mijuskovic?, Semaja Birdjozlic?, Tijana Orlic, Igor
Kapetanovicz, Vladimir Perid

lUniversity of Belgrade Faculty of Medicine, Belgrade, Serbia,2Clinic of Dermatology and Venereology University

Clinical Center of Serbia, Belgrade, Serbia, 2University Clinical Hospital Centre “Dr. Dragisa Misovic”, Department
of Gynecology and Obstetrics, Belgrade, Serbia

Introduction & Objectives: Incontinentia pigmenti (IP) is a rare X-linked genodermatosis with an estimated
prevalence of 1.2/100.000. Primarily it affects females and is usually lethal in males. Mutation of the IKBKG gene
localized on the X chromosome causes IP.

Materials & Methods: The most prominent clinical manifestations of IP are skin changes, representing major IP
diagnostic criteria. Dental, ocular, and central nervous system (CNS) anomalies are considered minor criteria. CNS
anomalies usually occur from the neonatal period and represent the most crucial threat to the everyday life of
patients with IP. One of IP’s most frequent CNS abnormalities was corpus callosum (CC).

Results: Knowing the frequency of CC anomalies in IP and that the most frequent causes of ACC are gene
mutations, the connection between their occurrence and gene mutations in IP patients should be investigated.
This study aimed to determine the presence of CNS abnormalities, especially CC anomalies in IP patients, and their
relationship with the IKBKG gene mutations, the possible presence of other gene mutations, and the X-
chromosome inactivation pattern. For this purpose, genetic analyses of the IKBKG gene and the X-chromosome
inactivation, as well as Magnetic Resonance Imaging (MRI), Next Genome Sequencing (NGS), and Whole Exome
Sequencing (WES) analyses were performed on a group of seven patients with a clinically confirmed diagnosis of
IP, according to the updated IP diagnostic criteria.

Conclusion: The simultaneous presence of IKBKG mutation and CC abnormalities and the absence of other
mutations indicates that IKBKG may cause CC abnormalities and should be included in the list of genes
responsible for CC abnormalities.
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Abstract N°: 5854

Late-onset Papillon-Lefévre syndrome
Busra Solak Esenl, Melike Guven*z, Merve Hatun Erkaymanz, Rumeysa Calpz, Erdal Pala?

1The Bagcilar Training and Research Hospital of the Health Sciences University, Dermatology and Venereology,

Istanbul, Tiirkiye, 2Ataturk University Research Hospital, Dermatology and Venereology, Erzurum

Introduction & Objectives: Early** childhood is when Papillon-Lefévre Syndrome (PLS) first appears, and it
progresses to palmoplantar hyperkeratosis, an aggressive periodontal disease that affects both primary and
permanent teeth. The initial clinical signs are periodontitis and primary tooth loss between the ages of 2 and 4,
which are subsequently followed by palmoplantar hyperkeratosis and the loss of permanent teeth during
adolescence. The CTSC gene, which produces the lysosomal protease cathepsin C, has been shown to have loss-
of-function mutations in PLS. In this case, clinical PLS symptoms appeared at age 20, and we identified a
heterozygous mutation in the CTSC gene. Despite the heterozygous mutation, this case was considered unusual
because it had a late start and clinical symptoms. Here, we present an unusual case of late-onset PLS associated
with a heterozygous mutation of codon 1047delA in the CTSC gene.

CASE: A 31-year-old female patient born to distant relative parents was admitted to the dermatology outpatient
clinic with calluses on the soles of her feet and ankles but no known systemic illnesses. Dermatologic examination
revealed yellow-hyperpigmented and erythematous hyperkeratotic plaques on the patient’s knees, elbows, feet,
and ankles. There was zirconium coating where the upper incisors and upper canines were gone, along with
erythematous and edematous gums. According to the patient’s anamnesis, a punch biopsy was done a year
before, showing a layer of lamellar orthokeratosis, basal pigmentation, minor perivascular inflammation,
psoriasiform hyperplasia in the epidermis,and a thin granular layer. She has been experiencing gum problems
since she was 20 years old. There was no history of early primary tooth loss or periodontal disease in the patient.
The clinical symptoms of the patient suggested Papillon-Lefévre syndrome. A heterozygous mutation of codon
1047delA in the CTSC gene was found following a thorough gene sequence analysis. Based on genetic and clinical
information, the patient was diagnosed with late-onset Papillon-Lefévre syndrome. There was no family member
with a similar history. Since the disorder is frequently autosomal recessive and the c.1047delA heterozygous
mutation in the CTSC gene was found, the patient should have been a carrier and not shown clinical signs, yet
late-onset clinical symptoms were seen.

Conclusion: Late-onset PLS, a very rare manifestation, may be associated with heterozygous CTSC mutations. In
order to prevent the loss of permanent teeth, it is critical to identify the disease’s clinical indicators and make an
early diagnosis.
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Abstract N°: 5866
Skin-Heart Connection
Mihoub Bourakba*!

1Setif

Introduction & Objectives:

Cardiocutaneous genodermatosis associate Palmoplantar keratoderma ,Woolly hair and Dilated cardiomyopathy
especially on the left ventricle side, and early morbidity.

Materials & Methods:
We describe three cases with atypical skin presentation .
Neither parent nor any other family member had any skin or ectodermal abnormalities

Case 1:A 2-year-old girl present Prominent focal hyperkeratosis of the palms and soles . As neonate she also had
perioral fissuring and cheilitis and sparse scalp hair

Cases 2-3 : Two siblings present hyperkeratosis, woolly hair with ectodermal fragility.Clinical examination show
transient pruritic blistering on trunk and extremities , multiples erosions, spotaneous bullae and bisters were
present

Results:

Genetic study revealed different new autosomal recessive mutations of desmoplakin gene associated with
intermediate filament binding site of cells

ECG and Echocardiography were without abnormalities

Naxos disease/ carvajal syndrome: is a Cardiocutaneous genodermatosis associate Palmoplantar keratoderma
Woolly hair and Dilated cardiomyopathy especially on the left ventricle side,

Conclusion:

Clinicians should be aware, if any child present with keratoderma of palm and soles with woolly hair since birth
should evaluate for cardiomyopathy

Molecular genetic studies will continue to be important in identifying the mechanism underlying the phenotypes
in these conditions
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Abstract N°: 5960

Multiple familial trichoepithelioma - case report of a newly discovered mutation
Miguel Costal, André Coelhoz, Rita Guedes!

1Centro Hospitalar Vila Nova de Gaia/Espinho, Dermatology, Portugal,2Unilabs, Laboratério de Anatomia
Patoldgica, Portugal

Introduction & Objectives:

Multiple familial trichoepithelioma is a rare autosomal dominant inherited disease characterized by the presence
of multiple cutaneous neoplasms of follicular origin known as trichoepitheliomas, commonly found on the face,
cervical region, and scalp. This disease is caused by mutations in the CYLD gene, which is responsible for
regulating cell growth and division. We report a case of a patient with this condition and the discovery of a new
associated mutation.

Materials & Methods:
Retrospective review of medical records from a patient diagnosed with multiple familial trichoepithelioma.
Results:

We describe the case of a 39-year-old woman with no significant medical history, referred to our dermatology
department for cutaneous lesions on her face that had been present for 10 years, progressively increasing in
number and occasionally pruritic. She reported a family history of similar lesions in her mother, as well as in one
brother and one sister.

On physical examination, numerous yellowish-white, round papules with smooth surface and well-defined borders
were evident, measuring approximately 3-4 mm in diameter, located around the nose and on the upper lip. A skin
biopsy was performed on one of the lesions, and the histopathological result revealed characteristics consistent
with a trichoepithelioma. Given the clinical suspicion of a genodermatosis, a genetic study targeting the CYLD
gene was requested, which revealed a frameshift mutation (p.Ser366fs) in heterozygosity, classified as probably
pathogenic and not previously described in the literature. Thus, the diagnosis of familial multiple trichoepithelioma
was established.

Destructive treatment of the lesions using electrosurgery was proposed to the patient and periodic sessions have
been maintained since then.

Conclusion:

This case illustrates a diagnosis to consider in the presence of multiple cutaneous lesions, particularly on the face,
especially in patients with a positive family history. The diagnosis of this disease is based on clinical presentation,
family history and complementary diagnostic examination, such as genetic testing, in which we found a new
mutation, and histopathological analysis of the cutaneous lesions. Treatment is symptomatic and primarily
surgical. The occurrence of malignant lesions is rare. However, given the possibility of malignancy, as well as the
continuous growth of multiple lesions in cosmetically sensitive areas, regular follow-up of these patients is
advised.
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Abstract N°: 5969

Microsatellite instability in unselected cutaneous sebaceous tumours from a single centre over a nine year
period: An interim analysis.

Waleed Alfailakawi*l, Georgie Holtl, Sam Cookl, Michael Jacksonl, Mauro Santibanez-Korefl, Akhtar Husainl,
Richard Gallon?, Neil Rajant

INewcastle University, Newcastle upon Tyne, United Kingdom
Introduction & Objectives:

Lynch syndrome (LS) is a hereditary condition that increases risk of a variety of cancer types, including colorectal,
ovarian, and endometrial cancers, as well as benign sebaceous tumours and skin cancers. LS usually arises due to
germline pathogenic variants in mismatch repair (MMR) genes MSH2, MHS6, MLH1 and PMSZ2 The presence of
sebaceous skin tumours has been linked with LS (and labelled phenotypically as Muir-Torre syndrome), and
sebaceous tumours have the strongest association of all LS linked tumours with an underlying genetic diagnosis
of LS. LS linked sebaceous tumours demonstrate microsatellite instability (MSI-high), a genetic signature of MMR.
A limitation of existing work is that some prior studies have been ascribed from cohorts that may be enriched for
LS families or utilised screening techniques that relied on loss of immunohistochemical (IHC) expression of
mismatch repair proteins, which has been shown to be less sensitive in sebaceous tumours compared to colorectal
cancer.

Our objective was to investigate the utility of two next generation sequencing assays that target microsatellites to
determine the MSI status of an unselected series of sebaceous skin tumours. **

Materials & Methods:

We obtained 119 unselected serial retrospective archive cases of sebaceous tumours (99 benign, 20 malignant)
over a nine-year period from 2012 to 2021 from our institute pathology archive under ethical approval. 110
tumour samples had accessible FFPE tissue specimens and were included in the study. The samples were collected
from a total of 45 female and 65 male patients, with a median age of 77 years and an interquartile range of 66 to
83 years. To interrogate the MSI status of the samples, we employed a recently published, molecular inversion
probe (MIP) and amplicon sequencing-based assay targeting 62 microsatellites. For low input DNA samples
(<50ng) we used a related multiplex polymerase chain reaction (PCR) and amplicon sequencing-based assay
targeting 14 microsatellites.

Results:

We present interim results from 49 samples. 12 samples were successfully analysed using the MIP based assay and
37 with low input DNA were studied using the PCR based assay. 37% (18/49) of these sebaceous tumour samples
were MSI-high; 10/18 samples were obtained from male patients and the average age at time of tumour excision
was 75.7 years.

Conclusion:

The frequency of MSI-high sebaceous tumours detected using amplicon sequencing technologies is in keeping
with prior estimates in cutaneous sebaceous tumours. We aim to investigate our MSI-high cases using somatic
sequencing of MMR genes, and to correlate this with IHC expression of MMR proteins. Taken together, our work
will inform the utility of sensitive MSI screening assays for the detection of sebaceous skin tumours that are



associated with LS.
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Abstract N°: 5986

Familial Lichen Planus: A Report of three Cases and Review of the Literature
Kaoutar EImachichil, Laila-Zineb Chbihi-Moukitz, Maryem Aboudouribl, Oufae Hocarz, Said Amal?

1Chu Mohamed Vi Marrakesh , DERMATOLOGY, 2Chu Mohamed Vi Marrakesh
Introduction & Objectives:

Occurrence of familial lichen planus (FLP) is not common. characterized by an early onset, prolonged course,
involvement of oral mucosa and atypical clinical forms. Different enviromental or genetic factors have been
investigated in its pathogenesis.

Here we reported a case of three members of a family affected with different form of lichen planus, the father and
2 sons.

Materials & Methods:

Case 1: A 55-year-old man suffered from an intense pruritic eruption since over 10 years, consisting of multiple
violaceous confluent papules, about 1cm, extending bilaterally and symmetrically in the pretibial region with an
hypertrophic appearance. and the dermatoscopy evidenced fine scales on an erythematous background and
Wickham's striae.

The clinical diagnosis of hypertrophic Lichen Planus was confirmed by histology, which revealed hyper
orthokeratosis, acanthosis and papillomatosis, irregular epidermal hyperplasia and a band-like lymphocytic
infiltrate in the superficial dermis.

Case 2: The patient’s 13 years old son began to suffer from a similar pruritic eruption since the age of 6 in the
pretibial region but less extensive and not hypertrophic. The dermoscopy and the pathological examination
showed features typical lichen planus.

Case 3: The second 9 years old son was admitted with an intense pruritic eruption since the age of 7, consisting of
polygonal, violaceous papules, atrophic in some area, initially appeared on the pretibial area, gradually spread to
the trunk and upper limb. The diagnosis of lichen planus was confirmed by dermoscopy and pathological
examination.

Results:

The incidence of LP in the general population is between 0.1 and 1.27 %. It typically affects middle-aged adults of
both genders with no evident sexual predilection. However, it can be observed at any age and some reports
indicate a slight predominance in women up to a ratio of 2: 1.

LP is usually sporadic, Although, there is a familial form of LP, reported in 1 to 4.3% of childhood LP series and the
existence of familial cases of LP may suggest a possible genetic predisposition.

A study reported cases of familial lichen planus (FLP), developed within a period of 3 years, in 2 sisters as well as
in the son of one of the women. Furthermore, Nanda et al reported the case of one girl with classic LP whose
father had also similar complaints.

Previous reports of FLP cases as well as the long interval between onset of the disease in the affected members of
the family speak in favor of a genetic predisposition. HLA typing revealed HLA DR in all 3 patients. There was no



increased incidence of HLA B7, HLA A3 or HLA A28.
The diagnosis of LP is based on the clinical presentation and should be confirmed by biopsy, if suspected.

FLP differs from the classical form clinically, with earlier age at onset, more generalized involvement, and more
common mucosal involvement. There is an increased tendency for erosive, ulcerative and linear forms, with
prolonged course and frequent relapses.

Conclusion:

FLP is a rare entity that seems to be related to genetic prédisposition. The reported cases of patients with LP from
the same family supports the genetic etiopathogenetic factor.

Therefore, the majority of previous studies could not effectively demonstrate the association of LP with genetics.

Genetic inheritance of LP is a matter that must be confirmed by further studies.
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Abstract N°: 6068

Treatment of Hailey-Hailey Disease (Benign Familial Pemphigus) in a female patient using once-daily
roflumilast cream 0.3%

F. Georges Hougeir*!

1Southeast Dermatology Specialists, Douglasville, United States
Introduction & Objectives:

Hailey-Hailey disease (HHD), also known as Benign Familial Pemphigus, is a rare genodermatosis with autosomal
dominant inheritance and no current approved treatments. HHD is caused by mutations within the ATP2C1 gene
leading to defective keratinocyte activity and barrier defect. The ATP2C1 gene codes for hSPCA1 (human
secretory-pathway Ca2+/Mn2+-ATPase isoform 1) and regulates intracellular Ca2+ and Mn2+ concentrations.
HHD presents as eroded erythematous plaques with rhagades (fissures in the skin usually in flexural areas) that
develop from the rupture of vesicles or bullae, causing chronic pain. Lesions tend to occur in intertriginous
locations, such as the neck, axillag, inframammary area, and genitals. Roflumilast cream 0.3% is a potent topical
phosphodiesterase 4 (PDE4) inhibitor approved in 2022 by the FDA for the treatment of psoriasis, including
intertriginous disease. The structural and mechanistic underpinnings for roflumilast’s higher affinity binding to
PDE4, relative to other approved PDE4 inhibitors, has been elucidated by applying structural and computational
biology techniques.1 Here we report a case of HHD treated with roflumilast cream 0.3% once daily (QD) for 5
weeks.

Materials & Methods:

A 46-year-old female with biopsy proven disease with clinical presentation on approximately 10-15% of her body
with erosions on the trunk, inframammary, lower back and arms. Disease was uncontrolled with exquisitely painful
presentation and minimal disease response or improvement with decades of prior treatments. Chronic pain,
weeping, and bleeding had a negative impact on QoL which escalated during menses. Past treatments included
systemic and topical agents; antibiotics, corticosteroids, calcineurin inhibitors, antifungals, retinoids, and benzoyl
peroxide. While completing workup and mandatory 30 day hold prior to starting oral isotretinoin, treatment with
roflumilast cream 0.3% QD as monotherapy was started.

Results:

Following 5 weeks of treatment, areas of raw skin had resolved with no weeping erosive plaques, including
inframammary erosions. The assessment of overall disease severity improved to 2/10 (mild), which the patient
reported to occur after 1 week. Affected skin had re-epithelialized with some post-inflammatory
hyperpigmentation. The patient reported improvement in pain associated with HHD symptoms within 1-2 weeks
of application, achieving 0/10 (no pain) for the first time since diagnosis.

Conclusion:

We report the case of a 46-year-old patient with HHD successfully treated with roflumilast cream 0.3% QD
monotherapy after prior treatment failure. Improvement in the symptoms of HHD were observed by the patient
within 1 week and documented clinically after 5 weeks. This report suggests reduction of inflammation treatment
with a potent topical PDE4 could offer a treatment option for patients with HHD.

1Wang J, Bunick CG. J Investig Dermatol. 2023.143;S194. #1130
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Abstract N°: 6116

Dermoscopy of muco-cutaneous signs of Fabry disease: 2 observations
Meriem Jonesl, Karama Sbouil 1, Ichraf Kraouaz, Soumaya Garal, Ines Chabchoubl, Faten Zeglaoui1

1Charles Nicolle hospital, dermatology, Tunis, Tunisia, 2faculté de médecine de Tunis, neurology, TUNIS, Tunisia
Introduction & Objectives:

Fabry disease is a lipid storage disorder caused by a deficient a-galactosidase A leading to systemic of non-
metabolized substrates in multiple organs and tissues. Early symptoms are often non-specific including
acroparaesthesia, hypohidrosis, and gastrointestinal disturbances. Although present in other metabolic and non-
metabolic conditions, angiokeratomas are considered the cutaneous hallmark of Fabry disease.

Materials & Methods:

We describe herein the dermoscopic patterns of cutaneous lesions associated with Fabry disease in two brothers
highlighting the specific aspects of acral angiokeratomas that help distinguish them them from acral petechia.

Results:

Two brothers, aged 25 and 31 years, previously diagnosed with Fabry disease respectively at ages 12 and 18, were
referred to our department for clinical evaluation as part of their multidisciplinary assessment. On physical
examination, both patients presented with multiple angiokeratomas on the umbilicus and genitalia. They
appeared as small, dark red to blue-black macules and papules ranging from 1-3 mm in diameter. They formed
clusters on the surface of the scrotal skin and were rather scarce and slightly hyperkeratotic on the penis. On the
rest of the body, the lesions were sparsely distributed, isolated, and relatively few in number. Numerous pinpoint,
red-purple, non-blanching macules on the palms and soles were also observed. The inner surface of the lower lip
showed small, shiny, red, and moderately elevated papules that were consistent with angiokeratomas of the oral
mucosa. No other abnormalities of the tongue, the palate, or the gingiva were observed. Dermoscopic
examination of the scrotum and penis revealed multiple well-defined red and purple lacunae, sometimes
separated by white septae. On the lips, dermoscopy showed multiple well-defined red lacunae regularly
distributed along the lower lip vermilion. These lacunae were connected to vascular dilation along the vermilion
border that weren’t readily discernible to the naked eye. These lesions appeared to be connected to upper dermal
vessel tortuosities located on the cutaneous side of the lower lip. No dilations were noted on the upper lip.
Dermoscopy of the acral petechia-like macules showed well-demarcated red to pinkish ovoid lacunae, 1-2 mm in
size causing an enlargement of dermatoglyphic ridges. The lacunae did not fade when pressure was applied
pressure.

Conclusion:

Although the dermoscopic diagnosis of cutaneous angiokeratoma is well-documented and can aid in early
intervention, the dermoscopic characteristics of acral angiokeratomas have not been previously reported.
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Abstract N°: 6211

Genetic disorders of cholesterol biosynthesis: Porokeratosis and beyond.
Lachlan Byth*!

IChurchill Hospital, Department of Dermatology, Oxford, United Kingdom
Introduction & Objectives:

Genetic disorders of cholesterol biosynthesis result in a wide range of cutaneous phenotypes and can present at
any age. Disseminated superficial actinic porokeratosis (DSAP), a dominantly inherited genodermatosis associated
with cosmetically disfiguring lesions and a possible increased risk of skin cancer, is a prototype of this group of
disorders. The genetic basis and pathogenesis of this and related genodermatoses are reviewed, and recent
studies supporting a role for therapies that target cholesterol biosynthesis are presented. The pharmacology of
topical statins and the treatment pipeline are examined, with implications for the therapy of rarer genodermatoses
including congenital hemidysplasia with ichthyosiform erythroderma and limb defects (CHILD) syndrome, X-linked
ichthyosis and SC4AMOL deficiency.

Materials & Methods:

An open label, split-body clinical trial was conducted comparing topical simvastatin-cholesterol with bland
emollients for treatment of adults with DSAP when used twice daily for 6 weeks. Approval was obtained from the
UnitingCare Health human research ethics committee.

Results:

Eight patients with thirteen limb pairs were recruited, with a median dermatology life quality index of five.
Bayesian ordinal logistic regression revealed significant improvement in lesion number, erythema, scale, and
patient-reported disease activity in treated limbs.

Conclusion:

Topical simvastatin-cholesterol appears to be a safe and effective treatment for DSAP. Further studies are required
to determine the optimal choice of statin, concentration and vehicle as well as the required frequency and
duration of therapy to maintain remission. Emerging evidence supports the use of topical statins for related
genetic disorders of cholesterol biosynthesis.
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Abstract N°: 6275

Identification of novel variants among Indian patients with Xeroderma Pigmentosum using next
generation sequencing.

Diksha Rajputl, Rahul Mahajan?, Sheetal Sharma?, Sanjeev Handal, Dipankar Del, Chintan Malhotra®, Debajyoti

Chatterjee®, Anoop Kumar!

1pGI HOSPITAL CHANDIGARH, Dermatology, Chandigarh, India,zPGI HOSPITAL CHANDIGARH, Experimental
medicine and biotechnology, Chandigarh, India, 3PGI HOSPITAL CHANDIGARH, Ophthalmology, Chandigarh,
India, PGI HOSPITAL CHANDIGARH, Histopathology, Chandigarh, India

Introduction & Objectives: Xeroderma pigmentosum commonly known as XP, defined by excessive sunlight
sensitivity that causes symptoms such as sunburn, irritability, dry skin, spots,
hyperpigmentation/hypopigmentation and ocular symptoms like photo-sensitivity, blurred vision, cataract and
photophobia. Some affected patients experience neurological disorders. This disorder has the potential to be more
than 1000 times the risk of developing basal and squamous cell carcinoma and malignant melanoma skin cancer
type in the sun-exposed region compared to the worldwide population. The study aimed to collect XP patients
across India, perform targeted next generation sequencing and evaluate the genotype-phenotype correlation and
mutational spectrum of XP in a north Indian population.

Materials & Methods: A retrospective investigation study was carried out in the Department of Dermatology,
Venereology and Leprology at the Postgraduate Institute of Medical Education and Research (PGIMER) in
Chandigarh. After receiving ethical approval from the Institutional Review Board and patients’ prior informed
consent, the entire study was carried out. Between 2020 and 2022, the Outpatient Department of Dermatology,
Venereology, and Leprology examined a total of 4 patients with a clinical diagnosis of XP. Initial demographic
data, family and birth history, skin manifestation at birth, prior medical history, photosensitivity, skin malignancies
(basal and squamous cell carcinoma), and disease evolution were all evaluated. Genomic DNA was screened for
mutations using targeted next generation sequencing of four genes related to XP, followed by genetic analysis.

Results: In the current study, a total of 4 patients were subjected to targeted next generation sequencing. Genetic
analysis of 4 patients revealed an individual with a nonsense homozygous mutation in exon 3 of the ERCC6 gene
(c.526C>T) in a patient with Cockayne syndrome type B (CSB), and one individual with Xeroderma pigmentosum
group C (XPC) has a new frameshift homozygous mutation (c.1292_1293dupAA) in exon 9 of the XPC gene.
Another individual with a novel splice region mutation (c.555+8A>G) on intron 4 of the XPA gene has been
discovered in a patient with Xeroderma pigmentosum group A (XPA). One individual with a double heterozygous
mutation was identified in a patient’s genome: a splice acceptor mutation in one allele of the ERCC6 gene, intron
20 (c.4063-1G>C), which causes Cockyane syndrome type B (CSB), and a missense mutation in the other allele of
the ERCC2 gene, exon 19 (c.1774C>T), which causes Xeroderma pigmentosum, group D (XPD).

Conclusion: This research focuses on the clinical and molecular characteristics of a Xeroderma pigmentosum (XP)
cohort in India. Our observations are consistent with earlier studies, revealing the wide range of clinical
manifestations and identifying new diseases causing genetic variations. Interestingly, our study yielded different
results regarding genotype prevalence compared to the existing literature. Double heterozygosity in Xeroderma
pigmentosum has not been reported in the literature. Nevertheless, extensive case collections are required in
order to demonstrate an adequate genotype-phenotype relationship, considering the rarity of XP and our small
sample size. In conclusion, our findings offer valuable data for further clinical evaluations and the potential
application of stratified approaches to management.
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Abstract N°: 6331

History of two siblings with Peutz Jeghers lentigine

Sokaina Chhitil, Rasha Moumnal, Hanane Baybayl, Zakia Douhil, Meryem Soughil, Sara EIIoudil, Fatimazahra

Mernissil

1CHU Hassan II, dermatology, Fez, Morocco
Introduction & Objectives:

Peutz-Jeghers syndrome (PJS) is an autosomal dominant disorder characterised by polyposis of the
gastrointestinal tract, pigmentation of the skin and mucous membranes and a predisposition to oncological
diseases. The association with epidermodysplasia verrucciformis (EV) has not been reported in the literature.
Generally, EV is an autosomal recessive genodermatosis characterised by the persistent presence of beta group
papillomavirus (HPV) in the skin. Recently a new classification of EV has been proposed to distinguish a classical
genetic form, a non-classical genetic form and an acquired form. The association between these two diseases has
not been reported in the literature.

We report the first description of epidermodysplasia verruciformis associated with Peutz Jeghers syndrome in 2
siblings.

Materials & Methods:

This is a clinical case of two sibilings with comfirmed Peutz-Jeghers syndrome (PJS) whose diagnosis was based
on clinical examination and histological confirmation.

Results:

A 16-year-old patient, without any notion of consanguinity, followed in pediatrics with his sister for Peutz Jeghers
syndrome with digestive polyposis, admitted to our training for dyschromic lesions on the face, neck, trunk and
upper limbs present since the age of 10 years and whose evolution was marked by the appearance of other
asymptomatic lesions on the back of the hands and perioral for which he was referred. The clinical examination
revealed multiple lentigines on the back of the nose, the lips, and on the palms, hyperpigmented macules on the
lips and face, and millimetre-sized papules with keratotic surfaces on the back of the hands associated with a
poorly defined pityriasis versicolor-like patch on the back, which was negative on Wood’s light. We thought of the
cutaneous manifestations of his pathology or epidermodysplasia verruciformis given the dyschromic patch on the
back. A skin biopsy was performed on the dorsal aspect of the hand and confirmed the diagnosis of
epidermodysplasia verruciformis. Examination of his sister revealed the same clinical finding. Unfortunately. no
genetic studies were performed in our patients.

Conclusion:

This case is also interesting because of the association between two rare entities as well as the interest of skin
biopsy in confirming epidermodysplasia verruciformis in front of the appearance of pityriasis versicolor-like and
keratotic papules in a patient with Peutz Jeghers lentigines.
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Ungual porokeratosis: a case series of four patients
Hashas Fatima Zahral, Douhi Zakial, Hanane Baybayl, Elloudi Saral, Soughi Meryeml, Fatima Zahra Mernissit
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Introduction & Objectives:

Porokeratosis is a specific keratinization disorder that manifests clinically as well-demarcated annular or linear
keratotic plaques of various sizes and forms and with distinguished histology showing cornoid lamella, which is a
column of closely packed parakeratotic cells extending through the stratum corneum. Nail changes secondary to
porokeratotic lesions involving digits are quite uncommon and rarely reported. The aim of this study was to
describe and characterize clinical and dermoscopic features in ungual PK.

Materials & Methods:

We performed a descriptive prospective observational study that included all patients diagnosed with PK who
besides their cutaneous lesions also presented PK affecting the nail unit, at our dermatology department over one
year from 2020 to 2021. In all patients histopathological confirmation was obtained and dermoscopy of the nail
fold images were provided using a digital microscopy system .

Results:

Four patients were included in this study. The mean age was 29 years, with a clear predominance of men 3 versus
1

All patients had typical lesions of PK that were not limited to extremities, histopathological confirmation was
obtained showing parakeratotic cornoid lamella .

Types of PK involved included : porokeratosis of Mibelli, linear porokeratosis and Porokeratosis plantaris, palmaris
et disseminata (PPPD).

An exclusive acral presentation were founded in one patient .

Clinical nail compromise included increasing forms of increased severity of nail scarring and destruction: ridging,
longitudinal splitting, pterygium, other finding included paronychia.

No patient presented with anonychia (complete loss of nail).

Dermoscopic features included: Ungual dystrophy, splinter hemorrhages, Irregular and erythematous lunula,
pachyonychia.

Conclusion:

Porokeratotic nail compromise is very rare, progressively destructive and tends to cause irreversible nail changes
that must be known and directly evaluated in patients with porokeratosis lesions involving digits. Our case series
provide the first dermoscopical description of ungual PK, showing features that can help to detect nail changes so
that early measures against PK can halt the disease process and any resulting permanent damage.
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Clinician perspectives on genetic testing for familial melanoma
Clare Primiero*l: 2, Anna Finnanea, Hans Peter Soyerl, Aideen Mcinerney—Leo1

1The University of Queensland, Frazer Institute, Brisbane, Australia, 2Hospital Clinic de Barcelona, IDIBAPS,

Dermatology Department, Barcelona, Spain, 3The University of Queensland, Brisbane, Australia
Clare Primiero EADV 2023 Abstract

Introduction & Objectives: Genetic testing for hereditary melanoma is associated with improved sun-protective
and screening behaviours with no evidence of test-related distress. Dermatologists and skin cancer clinicians are
optimally placed to offer testing. We developed and evaluated a training program to upskill dermatologically-
trained clinicians to offer hereditary melanoma testing. The objective was to capture clinician perceptions of the
training program and the perceived utility and feasibility of integrating melanoma genetic testing into practice.

Materials & Methods: Clinicians were interviewed using a semi-structured guide, and transcripts were analysed
thematically.

Results: Seven of the eight trained clinicians agreed to be interviewed. The training format was well received, and
minimal feedback for improvements on content was suggested. Specifically, clinicians reported using newly
acquired knowledge outside the clinical research study, secondary to greater confidence and comfort ordering
and discussing genetic testing. The perceived benefits to their offering testing included positive impacts on
patients’ melanoma risk awareness, and continuation of care. Clinicians expressed concern regarding potential for
psychological distress or genetic discrimination and had practical concerns regarding their availability to offer
testing in a busy clinic. Suggested solutions for integration into practice included video decision aids, involving
nurses in consultations, and embedded genetic counsellors. There was a perceived need for clear guidelines
outlining eligibility criteria, relevant costs, and Medicare rebates, and recommended follow up care for mutation
carriers.

Conclusion: The training program was well received by clinicians who reported increased genomic confidence.
Interventions which address clinicians’ limited availability in clinics are likely to accelerate wider implementation.
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Alopecia areata with renal dysgenesis
Varsha Gowda V M*!

Ikanachur Institute of Medical sciences, Dermatology, Mangaluru , India
Introduction:

Alopecia areata (AA) is a common cause of non-cicatricial alopecia characterized by focal areas of hair loss usually
on the scalp, eyebrows, beard and moustache areas. In some, it can progress leading to complete loss of scalp
hair. We are reporting one such case of alopecia areata with renal dysgenesis.

Case report:

A 15-year-old boy presented to the dermatology OPD with complaints of patchy loss of hair involving the entire
scalp for the past 6 months. Except for antidiabetics for gestational diabetes, there was no history of any other
drug intake in the antenatal period. Patient denied hair pulling. Dermoscopy of scalp showed black dots, yellow
dots and broken hairs. Diagnosis of multifocal alopecia areata was considered. Patient was treated with multiple
intralesional corticosteroid injections, minoxidil and short contact dithranol with no improvement. Hence, oral
cyclosporin was considered and further investigations were done. Complete blood count was normal. Urine
routine examination showed 30-40 /hpf of RBCs, 5-10/hpf of pus cells, few granular casts and amorphous urate
crystals with 2+ albuminuria. Wet mount preparation of urine showed 4-5 pus cells without any bacteria.
Ultrasound abdomen showed left sided dysplastic kidney with bulky right kidney showing grade 2 renal
parenchymal disease. He was referred to the nephrologist for further management. Oral mini pulse
betamethasone therapy was commenced and was advised regular follow up.

Discussion:

Alopecia areata (AA) is a type of non-scarring alopecia involving the scalp and/or body. It is one of the most
common forms of hair loss seen by dermatologists and accounts for 25% of all the alopecia cases.

AA frequently occurs in association with other autoimmune disorders such as vitiligo, lichen planus, morphea,
lichen sclerosus, atopic dermatitis, Hashimoto’s thyroiditis, hypothyroidism etc. AA is an autoimmune disease with
interplay of genetic and environmental factors in the development and progression of the disease.

The genetic role for AA is based on positive family history, twin concordance, HLA associations and studies on
animal models.3 In a study of 513 patients with AA, family history was seen in 32.9 % of patients, majority being in
first degree relatives. A 42% concordance rate of AA in monozygotic twins and 10% in dizygotic twins has been
reported in a cohort study. Various studies have demonstrated susceptibility genes and HLA associations with
conflicting and heterogenous results in AA. Reduced expression of KRT82 gene has been recently found in AA.
This gene is specifically expressed in the hair follicle in the anagen phase and when defective leads to perifollicular
CD8 cell infiltration. HLA alleles such as DR alleles and some DQB alleles have been implicated.

AA in females has been associated with Mayer-Rokitansky-Klster-Hauser (MRKH) syndrome. This syndrome is
characterized by Mullerian duct agenesis with congenital aplasia of the uterus and vagina. All four cases reported
till date had AA with mullerian duct anomalies but only one case was reported with right renal agenesis as an
associated finding of MRKH syndrome along with alopecia.

Renal dysgenesis is improper development of kidneys. The exact cause is unknown although genetic mutations



and drugs taken by the mother such as anticonvulsants and ACE inhibitors have been implicated.

In our case of AA, renal dysgenesis might have been a coincidental finding but further studies are needed to rule
out a genetic basis.
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A severe case of generalized RDEB caused by nonsense mutations in COL7A1 with favorable response to
early topical gentamicin treatment
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Introduction & Objectives:

Recessive dystrophic epidermolysis bullosa (RDEB) is an incurable, inherited skin disease characterized by skin
fragility, blisters, erosions and scarring. RDEB is caused by mutations in the COL7AI gene encoding type VII
collagen, the major component of anchoring fibrils which bind the epidermis to the dermis. More than 1000
distinct mutations have been identified in RDEB patients, of which 30% are nonsense mutations. Nonsense
mutations result in premature termination codons (PTCs) that cause a truncated or unstable type VII collagen.
Recent studies have shown that gentamicin can induce PTC read-through and result in the production of full-
length type VII collagen in RDEB patients with nonsense mutations. It has been successfully used topically,
intradermally and intravenously to treat patients with RDEB or junctional EB.

Materials & Methods:

Physical examination, skin biopsy for immunostaining and blood sampling for next generation sequencing analysis
(NGS) were taken from the patient and/or her parents (NGS only).

Results:

We report a case of female newborn presenting with extensive skin blisters and erosions since birth. The blisters
were widespread on the trunk and extremities, were of variable size, often hemorrhagic and associated with a
large erosion of the inner aspect of her left leg. The oral mucosa was also affected. Her finger- and toe-nails were
absent or dystrophic. Numerous milia were noted on post-erosive areas. There was no pseudosyndactyly. She was
the first child born from healthy, non-related parents.

Skin biopsy with immunostaining from non-blistered area showed dermal-epidermal separation and complete
absence of type VII collagen staining.

Next generation sequencing analysis of the patient revealed the presence of the c.4894C>T (p.Arg1632*) variant
in exon 51 in COL7AI inherited from the mother and the c.6994C>T (p.Arg2332*) variant in exon 90/n COL7A1
inherited from the father.

Both variants are reported in the HGMD pro database and are predicted to be damaging because they lead to a
premature stop codon. These results confirm the diagnosis of RDEB at the molecular level and predict a
generalized and severe form of RDEB.



Topical treatment with gentamicin 0.1% ointment was started from the first month of life once a day to all open
wounds until wound closure. Soft silicone dressings were also used. After several months of treatment, clinical
improvement in wound closure was noticed in treated areas which were less prone to blister formation compared
to non-treated areas.

Gentamicin treatment was continued for 16 months and had no effect on hearing or renal function. To improve
healing of all skin lesions and mucous membranes, intravenous gentamicin treatment at 7.5mg/kg for 14 days was
recently started in hospital. The efficacy and tolerance of this treatment will be evaluated and presented in the
future.

Conclusion: We present a case of severe generalized RDEB, caused by compound heterozygosity for two nonsense
mutations in COL7A1. Molecular diagnosis allowed to provide genetic counselling to the parents, informing them
of a 25% risk of recurrence at each pregnancy and that early DNA-based prenatal diagnosis was possible.

This is the first time that topical gentamicin treatment is applied so early in a newborn with generalized RDEB. Our
experience shows a favorable evolution of treated areas with no side effects. This encouraged us to evaluate
intravenous gentamicin to treat multiple skin areas as well as mucous membranes.
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Developing CRISP/Cas-treatment for keratoderma due to keratin 9 mutation
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Manuel Rhiel3, Geoffroy Andrieuxd, Tatajna Cornu3, Toni Cathomen3, Andreas Janeckel 1, Julia Reichelt?, Christine
Heufler!, Matthias Schmuth*!
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Introduction & Objectives:

Keratin 9 mutations are known to cause debilitating palmoplantar hyperkeratosis, e.g. in patients with the
dominant-negative keratin 9 mutation p.N161S (c.482A>G). In contrast, we report a previously unrecognized
mono-allelic mutation of keratin 9p.E283X (c.847G>T), generating a STOP codon without symptoms or with
blisters only developing after physical stress. Therefore, monoallelic expression of wild type keratin 9should be a
feasible gene-editing goal for the severe form.

Materials & Methods:

We therefore tested, whether a STOP codon can be introduced into p.N161S by using a ribonucleoprotein based
double-nickase approach in patient-derived keratinocytes. After harvesting clones with an intact wild type allele
and a frameshift-induced STOP codon on the mutated strand we demonstrate improved keratin 9 integrity
comparable to p.E283X or wild type cells as assessed by immunofluorescence staining.

Results:

Upon heat stress 90% of p.N161S keratinocytes exhibited abnormal keratin aggregates, whereas in p.E283X
keratinocytes and in gene edited p.N161S keratinocytes the frequency of keratin aggregates was low. To evaluate
the risk of unintended small insertions/deletions, we employed comprehensive CAST-Seq and NGS analyses,
which did not reveal any off-target translocations or mismatches.

Conclusion:

Our results obtained in primary patient-derived cells transfected by carrier-free electroporation of double-nickase
allele-specific ribonucleoptroteins demonstrate restoration of keratin 9 intermediate filament integrity with an
excellent safety profile and major therapeutic potential.
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Oleogel-S10 reduces dressing changes burden in patients with epidermolysis bullosa
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Introduction & Objectives:

Epidermolysis bullosa (EB) is a devastating genetic disease characterised by skin fragility, and blister formation in
response to minimal trauma. Management is focused on demanding wound care with frequent and painful
dressing changes commonly required. EASE (NCT03068780) was a randomised, double-blind, vehicle-controlled
clinical trial of Oleogel-S10 (birch triterpenes, also known as birch bark extract) conducted globally in patients with
EB, and was the first trial to demonstrate clinical benefit of any agent in the disease. The objective of this analysis
was to determine if Oleogel-S10 had an impact on dressing change frequency as well as time spent on dressing
changes in EASE for patients with the highest burden, i.e. those with daily dressing changes at baseline.

Materials & Methods:

EASE enrolled 223 patients with dystrophic EB or junctional EB and =1 partial-thickness wound 10-50cm2 present
=21 days and <9 months. Patients were randomized to receive topical Oleogel-S10 (n=109) or control gel
(n=114), both with standard-of-care wound dressings. Frequency of dressing changes over time was considered
important and was captured in EASE. A post hoc analysis was conducted to determine the change from baseline in
frequency of dressing changes for the subset of patients who had daily dressing changes at baseline. As the time
needed for dressing changes was not captured in EASE, published evidence on the time required for whole body
wound care (Bruckner AL, et al. Orphanet J Rare Dis 2020;15:1) was used to calculate the time saved for the subset
of subjects with daily dressing changes at baseline. An additional 66.7% of time spent by caregivers (defined by
Bruckner et al) was added to the patient time to provide overall time spent on daily dressing changes and time
saved at Day 90.

Results:

Forty-seven patients receiving Oleogel-S10 and 53 patients receiving control gel were undergoing daily dressing
changes at baseline. For this cohort, 35.6% of those treated with Oleogel-S10 had a reduced requirement for daily
dressing changes by Day 90 of the EASE trial (versus 10.6% for control gel). There was a mean reduction of
1.36+0.24 weekly dressing changes undertaken for Oleogel-S10 versus 0.41+0.23 fewer for control gel (difference
-0.95+0.33; p=0.005). This equates to almost three fewer dressing changes every two weeks for patients treated
with Oleogel-S10, versus almost one change for control gel. Using the Bruckner data to determine appropriate
ratios, the estimated time saved on dressing changes per week for patients receiving daily dressing changes at
baseline was 10.9 h for Oleogel-S10 (6.6 h for each patient and 4.4h for their caregiver/assistant) versus 4.0h for
control gel (2.4h for each patient and 1.6h for their caregiver/assistant) (Figure).



Conclusion:

Oleogel-S10 significantly reduced the frequency of daily dressing changes versus control gel in EB patients with
the highest burden, and this translated into a relative reduction in the calculated time spent on this procedure.
The time saved with Oleogel-S10 has the potential to considerably reduce the negative impact of laborious and
painful dressing changes in patients with EB.

Figure. Change from baseline in time required for dressing changes in the subgroup of patients with daily
dressing changes at baseline in the EASE trial

I[A graph with numbers and a line

Description automatically generated]
(data:iimage/png;base64,iVBORWOKGgoAAAANSUREUgAAAIOAAAFPCAYAAACVqGBfAAAABHNCSVQICAgIfAhkIAAA
AAIWSFIzZAAAOXAAADsQBD6fLggAAIABJREFUe)zs3Xd4VGXa+PHvmMT6ZTCa9EXoHEQgCKiIAgsMCCBRUXRVZEXcu7i
qirYgN81VfArrig/iyLCrgilFIsKKBIR60YSiBOMpM2k+nInN8f2TILJICAgkelLzuS4vw5wyZ805c5+n3LekKIqCIAiCIAiICcLrdq
DnTRyAlgiAIgnC+EoGWIAICIAhCIXGBViIOLRgM88MADS50Tk80yzzx61fNeuXVx22WX06NGD9evX/+r+vMEwJc5KSp
1VuP2hxjhkQRAEQRBOE92ZPoDzmSzLPPnkk7hcLpYuXcrkyZNpOaIFN954IwDBYJB//OMfTJo0iXA4z023386XX35)dn
b2UfuKyjKljgg8bheSoiBJ4K6qoNpqoOImGjqNiJkFQRAE4WwjfpObkdfrZeXKIYwbN47u3bszZMgQFilahCzLAOzfvx+A
UaNGMWrUKGw2G6WIpQ3uq6bWh89dg4abIAtAI0Gg1loW9sgYxpOEQBEEQzj4i0GpEkUgEt9tNcnlyADabDa/XSzQaB
cDtdmMwGADQ6/UkJCTg9Xob3FdVTQOOEEtJEvhr3cgiOBIEQRCEs441tBqRVqvFbDbjdrsB8PI8JCQkoNVgAYiLiyMUgh
tnFYIECAQCWCyWhvelRNWWrEAgwOHDh/FAPCiKggahCEwQBEEQhDNOBFqNyGw206FDB9auXQvAunXrGDlyJHa7
nXXr1tGiRQsqKyupqKhg37591JaWkpWV1fDOICZijVaSIKHX66mpgaGkpARFo/2dXpEgCligCCdDBFgNSK/XM3XqVLZ
u3cro0aNplqwZ1157LRs2bGDhwoVYLBb+9re/MW7cOB599FGMTJIICZMZmg/tKTO6E/7SE6fV6JEMISZMmMWK1Wigs
0YS8ru8d+CYIgCP8VjUYb7foYiUQazZb/C+UMSmeHPHTVePyUlpeiUKGVIpfVmJ7rdboLBIL1790anESNJBUH4Y9q3bx
+rV6+mW7du90zZEOmSePXVVzGZTPztb3877c83dOhQlixZgslkUh+LRCKsXr2a4ulirrjiClJSUoC66/TWrVsZOHAgUBc
Abt26I1fz8flYPH47NZjvtxyeccSlz/LkkOWKmXeuWvPjyK6z49jsWIRnw142r)zU1IVatWrFz5072799/0ndvkUiEXbt2sW/fP
nWw/pGqqqrYtGkTVVVVemM+n48tW7ZQVFTOm16XIAjCLymKgtOTZpczgNMX/tWZ1V6viltvwZVIkybh9/uZOXMm1
1xzDTU1dbOyG6tFS1GU047tiSee4F//+hcVFRXMmDGDQCDABx98wJ///GemTJImibjdlyhRef/118vLy6NOnDwcPHmMYy
UYXTOLNHOcY7RazWUFBWg08BIWTY20iu5LFUmFAgh1+vplqObBQUFfP/993Tp0oXEXESk2Cj6Y/B4PIwePZqysjICg
QB33XUX9957r7rd4cOHGTVgFHFxcTidThYtWkTz5s25/vrrgaqqory8nBkzZnDdddf96nMJgiD8GIIR+Gy/m3d3VQOg0
8CtFyYzrJUVzTGuMdu2bWPdunWsW7eOlJQUbrvtNvr378+2bdv+ul9ZZvPmzfzzn/9EkiTuvfdeLrjgAhYuXMinn36K0
WhkOgRJdOVWjWXLIVHhhx/i9/v)yclh5syZrF271rlz5210Grn//vvp3LIzg8eyb98 +x04dy8iRIOWZ5V27duXtt99mOgRJADI
dThYvXsxnn31GTk4069at4+uvv6Z7169an860Uzgli0(DpHOZ10eqdrebXMwo81HnITFbxelL1VVVbRoOYKMjAwWOH,;zlo
UOHuUOCCCISTVSEbN26kqgKildevWYbfbueWWWxg/fiw2mw1ZInn44YcZP348f//735k0aRIvvwwkmnTt3JjUllaVLI7Jw4U
JmzpzJ8OHDIY +P/x3fBUEQzmXzfqpmtzN41ONRReFg9IX8rXORkeGIXNWuLvGh/EW]jptXBIBxsFBQXk5uaq6XQsFgs9
evSgpKREXbeoqlgxY8bw7rvwwEgwGefihh3nwwQd59tIneffddyktLeWBBx7ggw8+YOrUqgbz22mssWbIEt9uNx+NhxowZ
VPTSS +zbt4/HHNUMTZz75pMHXdfPNNzNhwgQGDRrEjBkzaN680OV26dKnXYuV2uwkEAIitVvRE6PTk50fV6DITzhwiOzIF
Op5NoOM/wNgm8uS1AjjIMhgmui89gMJCQkMAFF1yA3W5n27Zt50TkYLVale21Wq0aFBUUFNCnTx9sNpvaDF5dX
Y3NZsPn87F9+3b+9re/odVq6dWrF59++ik1INTV06tQJrVbLhRdeSFVVFX6/XwRagiCckOLaMJ/ucxOKntgw4WBUYW/
IOUEZgKxAR62WQCCAoihIkoSiKPj9fsxms7peYWEhbreb+fPnI8sykUiEH3/8kVGjRtGjRw86derE888/T1VVFV6vI7y8PIx
OJxdccAFFRUU4NU7efvttAoEAOP10O7Y4MhUI8//zz50XIceGFF/LQQw +xa9cuHn/8cYYMGcKaNWuOmIEuSRKyLKv7U
BRFjK89T4IP9RXVXVINTUONF7VJ44d0CwuKPfytZQSTFioqKjCbzejlejlzMOINTaWkpITCwkJ1e6PRSLt27QAIh8Po9Xo
ANBgNegGAugb2UCIE5j8IfkwmE9FoFK/Xqz6mO0+nQaDRilgMgCCcs3ayla5q)zXb/b9gPQQMDm1kw6VqwdetWioul
adasGcXFxWzcuJEHH3xQbdUymUyYzWYeeughEhMTOWgOfPbZZ6xatQpFUQiFQoTDYbRaLYmJiTidTgYPHsyVV15JU
VERzZo1Y+rUqUiShE6ng5dw+t577yUSiaDX65FImaysL)566in69ulLVVXVUYGWzWbDZDJRVVVFfHw8e/fuZeTlkb/pv
RDOTILQOkfFAI29VsP1IHRN5ZHWAZz8sURjWJQIRCSUkJOTk56HQ69H09LVq0O0a+kpOTycvLIXKJAPP50Gg0JCYmAN
UBWVpaGg6HAOVR2L9/P5mZmSQIJWG32wEoKSkhLi6u3p2jIAjC8RhOGh7vk9HgskpfhKnryilOhOXHWtoMTOMTTpK
5478tX1pXRo0axZgxY+jcuTN5eXmMHTuW9u3b8+233yJJEh06dODiiy/m8ccfp2nTplgsFsaNG8crr7zCLbfcgtPp5Morr
yQUQWHWGMTZvYunUrhw8f5v7778dkMjFp0iTS09PJzs5m4sSISIKEJENqEFZIhk7dizx8fHY7XYuueQSm;jZtyvz581m
6dCl79uzh7rvw5v7772fs2LH19nf55Zef/jdaOONEeodzOMiRI9IM8e TMLFiygX79+SBoNb26v5Iv8WKZIR+mdLCNJdXd
M6enpvzpAff/+/XTt2pXp06ezc+dOLBYLU6ZMYeDAgcydO5ctW7bw9ttv849//INHHNmME119/nezsbK655hpmz)jBa6+
9Rr9+/XjiiSFEYHhBEE6LKN+EOTIWsb86yIXpZm7pkojNIOttAIFoFKfTSVpamlqFlzaTWqvVoigkHo8HNn89HWIqa2jJfu
INDfHW80p20zZs3M336dD744ANCoRAjRoxglapVGAWGPB4PWWCQS50RKIEMmqlyMQI8syTqeT+Pj4Y1b7iAkEAOR
ClaxWq7h+np9uFIHWOWjkyJFs376duXPn0qdPHwWwWGA+5gIMIr7JR7QtzULEKnhLgPNSUIRbOgHIssy/z4449s2bKF50



RkBg8ejMIkYuHChQwbNoykpCRWrlzJoUOHYM3N5eKLLOaSINavX8+WLVtolaoV{/rTn4474FAQBOFcUVFRw{3334/f
70ej0TBW4AEDuUvPPOM31YwrlJBFrnopEjR7J7927ef/99evXqpXbZfX24lInbKkk1yPytRQSboW7MVXZ2NnFxcWf4qAVBE
AThDOckLD2XJSUIEQQE1H9fnB1H8WQ9jqCGuYU6fIG61iq73U4w2PBsHUEQBEEQGO8ItM5hVqulXgAVb9Byb49U4v
UaCvwS31VgkZW6rO80h6PBjO +CIAICIDQeEWidwbxWKEFQQN5LRMN9GsaB0h869Cw3183eNTv9+NOOn +1jIUgCl
IgCKePCLTOYSaT6ahAS5IkRrROWKKXiCLxhV1H4D9ZPNxuNzULINWfiUAVBEAThDOKEWuewhgltgKYJBsZ1TkICirOyBy
MJ6hTmyspKQqGQaNkSBEEQhN +BCLTOYZIKEYIEGIw20Hk8LW16FOCTAZ58xroEpLIsU1JSQjgcbnA7QRAEQRBOHXF
oncNigVZDpWIMWomr29nQSuAJy3xVKmNLTALgSu5UVFSIkjmCIAICOMhEoHUOkyQJjUbTYOUUJEIC2sRC7 +y6/Fm
b7H4qpXilsLTH46GiokJOIQqCLyir7/+mp9++umkt3M4HKxataoRjkg4G4lAg5EpisLmzZv5+0O0P2blzZ4PL8/Ly2LBhw
yntX/ufivUNOWSsIrm1vw2rQEIgozNIRhd6apJalcLiceDyeU3peQRCExqQoCpFIhnGAWSDQa/dWbQImW +eabb7j66qsZ
OHAgV199NQcOHDjh54tGo3z22WeUI5ef8Dbz589ny5Yt)7x+TFFREQsWLDjp7YRzkwiOGtmiRYu49dZbyc/PZ/ToOeze
vbve8nfffZfu3bvzzDPPnNL+jUYjPp/vmMtb2gz0aVJXa+uwK8wGedisrCw0Gg2KomC32/H7/af03IIgCI3F4/Fw6NAhCg
SLOXz4MF6v97jrExYWMm7cOCZMmMDy5cuZOXOmelNZVVXFjh071LyDtbW1VFZWUIRURGFhIYqiUFNTW5NPPsn3
33+Py+WitLSUiooKtm/frgZ6hw8fZt+ +fcfNSejz+di+fTuFhYVUV1cDdfUMd +3aJa61f1C/XqFTOGWBQIDZs2fzZ2GOP8
Ze//AWXy8Wbb77JK6+80tYezM705ssvv+TVV1896f1LkkR8fDzV1dVkZWULuISWI/GXjjZ20P2UeSIsP+imfoMsUIIS1
LxaTgeTnJwcdWailAjC7yEcDjc49CGWZDnWihWNRrHb7WRkZKiFomMkScJoNLJz505atWrFsGHDMBgMtG3binA4zN
SpU/n+++/pOKEDuU3btYv78+SxZsoTp06fTv39/9u/fzZ20PPUYoFMJutzNv3jzC4TAzZ87EaDTSpUsXHn/8cR555BEURU
Gj0eB2u3n//fePOubff/6Z22+/ndzcXN58802efvpphg8fzqRIk7jwwgtZtWoVL7740jqEQ/hjEIHWaaYoinrh8PI8FBYWOq
FDBwBatmzJZ599RjQaRaere+uHDRtGXI|7er+43Go1SVIZGJBKp14JIsVgoKSIBUZRjFo50Nuv4Swcbr26ppMQT4cOfarj
twiTCATALNTUEAgHKy8vlyMgQwZYgCL+LSCRCYWHhCVeskGWZsrKyBpclJCTgdDpp2rRpvel2IZWVLF68mMWLF9
OiRQseeeQRPvnkE/R6Pd27d +ett95i0alFLFu2jldeeonmzZszce)EevTowfTp03nsscf485//zNglalm3bh07duxAkiT69 +/
f4HCPgwcP0q5d05544gm+/vprevTowdy5c+nZsydXX301gUCAIStXMnrO6FN704RzkgiOTrOioilmTJiAoihcddVVAPU
uJL+8GztRTgeTvn37UIBQAEDz5s0BMBgMhMNhOZFk+7r4vyoqjVVItB6pDrCnOMLC5hdblyQSDQfx+P7W1tRiNRpKTk
0/p+ARBEE6G0iinbTKOoihkZWWxZ88eamtrlRajSCSCXq/HYgkbPhEfH4/f70ev12MymdBoNJjN5SmPWgk1PT0eS)Lxe
LwkJCejlehRFWWKxNJjDOGKxsG7dOqg655hq6d+90165dmT9/PhgNhgMHDtCnTx86deokOuv8wYhA6zRrOqQJH3/8
MVDXpL1w4UL2799Pbm4uBw4coEOHDKQIEWpraOIMTDxmK9Qv2Ww2nn/+eTweDy+99BIulwtAHYPwaxcsqOHLnd
1Se017076Iwmf73dx3URqZmZkUFxcTDoepqqrCZDJhNptP+LgEQRBOhV6Vp2nTpglO5pFImergbnp5AnU6HUIISUe
1ukuShMVIiITc3FOVReOazZ7j22mvZsGEDrVu3xmg08sEHHICvXz/Wrl3LjBkzGmyNOmqg1lxMXFsW3bNjlyMuota90m
DU6Nk6+ + +gpJknC5XHTt2pWIS5fWW8/hcNCuXTuuuOIKsrKyiEQi9OvXj+XLI9OpUyeCwSAJCQIUVIb+IrdOOMdop0
6dOVWMH8T5JHaHZDabMZIMGAwWG/vd//5cdO3awfv16XnjhBT7//HPeeOMNRo4cyZw5c3jrrbfYsmULhw4dokePHur
d15H0ej2dOnWiW7duLFu2DIfDwX333YckSdjtdtLTO9XuyGNJNmIxeCMcrAIRUhsmJ8FAq6S6Y6ytrUVRFLxelxal5V{3)
QiC8FvpdDpMJIOD/5nNZKKhENFoFLPZTGZmJvHXx8UetZzQaOWgOWCwWrrzySn7++WeWL190kyZNuPLKKxkyZAhr
1gxh/fr1jBs3jr59++Lz+UhISCA3INS5dgMIJZKJ79+506tSJzz//nNTUVBITE+nTpw+JiYkkJSUxcOBAFi5cSGIpKdOmTaN9
+/a4XC7atm1LO6ZNAfjhhx/w+XxcfvnlfPzxx2zbto3/+Z//wePxsHDhQg4ePEj37t1JSEhAURS6du16hj8B4XewUFJEIqVG
pSgK69ev)z8/n379+tG8eXOKiooolS21Z8+ebN26I1ZKSEqBuUBUFII13WYKB1pJEjR7J79240Hz4AMwNG69e2nevDIxcXG/ej
wFrhAPfVtGIKrQ0gZnWr9MEgwaqqqqgllusulgdsrKyTrmbUxAE4Y/oxRdfZO/evQwePJilS5eSm5vL/ffff6YPSzizbhSB1j
nol4FWYWEhCQkJJCYmntD2nx9w8faOumnHE7okc2W7BADsdjtutxuoG8uQIZUIuhAFQRBOkCzL7Ny5k8 OHD50bm
O0uzZs309CEJZ96NYorZecBoNDY4AMPNYLmsaT8tEAwrwcV4ANBa66bVNSUjAajQB4vVA16BIEQRB+nUajoVu3bIx99dU
iyBJUItA6D5hMpmNmMh2+I1aDhitZWJKA2JLMw778D670ystDpdCiKQnl5+XGToQqCIAjCuSoSiRzzt INRFILBILW1tYT
DYUKhEAcPHjzhdCRHEoHWeUCn051UQCRJEN1yLPTKNgOw2e5XW7X0ej2pqgalql6HT6TyIL5YgClIgnKOcDgf33HMPkK
yZNanD5t99+y7Bhw7jiiiuYPHkyBQUFjBkzhtra2pN+LhFonQd0Ot1Jf/hGnYbR7ROJ12vwhWVe3OTEE40iSRIWq1XNp
xUMBtVEQYIgClwLIg5cqWa8DYQCDBIyhRga2vZv3//UetWV1fz5)NP8txzz7FqlSoef/xxJEICURTY8/PZsmXLSTVUiEDr
PKDVagmHwyfd8tQqO0UDfnLgZiofdYTaUln1xJEkiKSIJncXo8/nUmI2CIAICcK5Zs2YNdrsdqBvX/OKLLz) +/PgGJ3xt2LC
BXMREXC4X33//vZoA98CBAOYYMIF7772X0+6444R/cOWgdRELUFA7TMQHXEKUDMEIT +LqcWYv3ufGGZHWfmZmZ6u
D4mpoa3G73acvkLAICIAINbfPmzUycOJEvv/yS6dOn8 +ijj+Lxel6bmLudulhdu3bx5Zdf8tJLL3HFFVcQCATIyspi8elLFzJo
li+++++6EJ4yJrJTNnAUMS1FYts918Utsmm3Vc3dbGrB8rkaoNM3dPNX/rloxGktDpdKSIpVFcXlyiKDgcDoxGoxp8CYlg
CMLZrFu3brRt25Zp06YxatQounbtSnx8/HG3MZIMXHzxxTz33HMUFBTQtWtX3G438fHxJCYmqj1IokXrDOSSJBISEKSp
kB7AxU3iyP5Pq9bali8Hqg//bMmY2m8nlyECSIGRZpry8XIzZXEgRBEM4Jer2exMRETCYTVqsVm82GoigUFxdTVFSEL+vIO
KFDyLLMkiVLWLt2LT169GD//v3s2bOHFStWOLp1618Nzo5HBFrniYSEBHw+3yl17SUYtUzskYpJK+ENyyza5ylil+1HkiR
sNhs2mw20G0TocDiQZfmOHr8gClIgNJblkyfTpUsXoG6S1+OPP87LL7 + Mz+fjrrvulhnQKsXnzZvbv30+nTp245ZZbuO
mmmZlixYgVLIiwhKSmJdu3aodVgMRgNdOrU6YRL1YnM8OegX2aGh7oxVMXFxXTu3PmUsrkrisJLmytYU+RFK8F9Pd
O4rOl/SwFFolHKysrUmRapganqzERBEARBONfJsowkSeoMw3A4jE6NQ6PRoCgKiqKove +xv0/g91Zkhj9fmM3m39Sl)
OkSV7ZNwKyTiCqwMK8Gb/i/rVZarZaMjAz0ejOAFRUVpIxVKQICIAhnG41GowZOkiRhMBjUyWaSJKnLj/z7hPbbaEcs/
K70ej3RaPQ3zQpsIWjg2vY2JKDQHea7lk+95TqdjvTOdJHMVBBOUSQSYfbs2QwePJh77rkHI8tVb/n+/fsZM2YM/frlY/
ny5QDk5 +czduxYLrnkEj744IMzcdiCIPWGItA6T2g0GvR6/W8KtDSSXNCWVprb9MgKzNIbQ2ItWFOuSRIxcXGkpKQAd



T8aJSUIYnC8llygFStW8NFHHzFx4kTKy8t55ZVX1GWKovDFF18wePBgbrzxRv7xj39QUVHBxo0bGTIkCA8++CAzZsyg
qqrqDL4CQRBOIkjvcB7RarXIsoxWqz3IfVgNGka2TmDWtkqgqAzKL97m4KzelXnNgYmligUAAj8dDIBCgqqqgKtLSOUxob)
gh/JN988w2TJk3iiiuuoE2bNjzyyCPqMkmS+Pvf/w6A2 +1mzpw5+Hw+xowZQzgcpqqqCpPJ9JvOb+HEKIrSYA9BLI2O
wWA46653igLgcrmw2Wxn3bGdyOKhEHq9/je9p6JF6zxiNBpPOmMNpLOMSRPIM/62D +EOpjwIXuN46Go2GjIlwMNWe
Xy+WipqZGJDMVhAZUVFRQUIKCy+WiurqapKQkAGw2W4PnqyzLvPXWW3TpOoUmTZrgdru5/fbb6dmz52 +eZibcm
GAwyB133MHw4cPV/6666irWrl3LmDFjjuryPRv4fD6uu+46wuHwr68snBBZIrn99ttPODHpsYgWrfOIXq/H7/djsVh+fe
XjMGg1jG5vY0d5gNgQzMtbnPxf/yzM+v/G5VqtVk1lmKssylZWVmEymk06YKgjnu7///e/s3r2b0aNHYzKZ8Hq9QN2ds
slkqreuoih89dVXvPbaayxfvhytVovNZuP999+nvLycYcOG8eWXXzJ8+PAz8VL+MIxGI7Nnz6ayspKLLrqIBQsWcNFFFy
HLMIONTsVqte)OOjEYDGqLfjAYxO12k5WVhclkQIEUNE4nHo+HtLQOtYwL1H3OZWVIBINBsrKyOOv1VFRU4PFA1FxPF
RUVZGZmotFosNvtaoBut9sxGAxkZGSg1Wrx+Xw4HA40Gs0fNu200ih4PB4gKiowmUykp6dTXV2Ny+UiLi6 OjiwMIpE
IFRUVYLKMXg8nNTWV8vJyQqEQGRkZmMEwWmMQqEQdrsdRVHQ6XRkZmbyyCOPEBcXR3I5uTpGuaKigoSEBMLhsPo9y
MzMBOpurMLhMHQ9nvTOdEAEWT +L4ulitm/fTs+ePcnlyKi3zOVysW7dOtLTO+nRo8dvap40Gol4vV5SUIN/6yHTMt
FIréw41hZ70eQK800Jj0Et6t9)G41GsrKyKCOtVZOZNmMnSRI2ZKAgCzJ07FOVROGgOvPbaa3z++ecMHTqUhQsX0rpla
7xeL7t27aJXr15s3LiRp556iqVLI9KxYOdkWSYvL482bdgQmppKWIraSRWzFU6NJEno9Xqli9BgMGAOG;)I8 +DAPP/wwC
XYs4l477sButbvrovVewuEwPXv2ZMaMGaxZs4Znn32WIlilbUlpayocffkhCQgJQV3dvxowZNG/enGuuuYbU1FQmT55
MZmYm27Zt44UXXuDJJ59kwYIFXMfHM2TIEGbPns1zzz1HcnlydrudiRMnOrdvX2644QaCwSAINTUEAoEz/M6dGQ6H
gxtuuAGrlUplJSQITpkxh+vTpdOzYkT179vDGG29gNBoZOXIkGRkZDBwAkOTkZFauXElaWhrlycm88sorTJ06lby8PEpL
SOIMTGT +/Pk89dRTvP7664wbN465c+eSkpLC3XffzYsvvsjkyZPRarUUFBQwduxYRo8ezahRo/B6vVx33XU8/vjjgAiOGp
WiKKxZs4YHHNniAjh07Mm3aNObNmMOebNm3U5XfddRder5effvgm2++Wf3gToXRaMThclyWY9dplP7alZG91QGc/ih
LD7i5uEkcliNatSRIwmKxYLPZgKmpIRQK4XA4yMrKUqfECsIf3ZE3HIdddRV33nknI0eOxOv1iMnv2bAoKCnjuued47733
eOutt/D7/TzwwAMA3HXXXWzbto3vv/8evV5PWIgqaaM06gyKRCIWVIep4qGeeeYamTZtyySWXsGTJEmw2GzfffDNOp
5P77ruP8ePHO07dvXyZNmsR3333HiBEjANixYwfNmjXj8ccflysriOgkwty5c6murua2227D4/GQk5PDIilbyMjlID4 +nkOH
DnHw4EGeeOlDhw4wD//+U/i4+M5ePAgGzZsoLSOIFtuueUMvONnxvfff4/NZuPjjz/G7/cjyzK9e/fG7XYza9Ystm7dSq
9evaioqGDJkiVkZmYyaNAgnnjiCVg3bs0999xDWVkZW7ZsYcbcOaxZs4bVqldjtVqprq7GYDBgMBhYsWIFnTt3pgamh
pKSEhwOB9ONT2fTpk288847/PnPf8br9bJkyRKaN2+uHp8ItBpRMBjkmWee4aGHHuL666/n0Ucf5YUXXuCNN95QW6
7effddDAauY18zAAAgAEIEQVQD77//Pm+++SaTJk065a4/09F4WscOpMXpuaKNIXd21XDIFWLu7v/WQTxSamog4X
AYr9elLl+ulsrkKStLS003YcgnC+aNmyJcuWLSMSiaDT6dDpdCiKwoIlFCzAYDMyePbte9490p + PKK68kFAghKApGolEM
hj9LMM1mOnfujCzLJCcnk52drSa8rk2tpbSOIE2bNIFUVERubi4tWrRQt73rrrt48sknyc3N5b333iM705srr7ySiy66CLvd;ji
zL3HzzzcybN4+OHTsycelEqqqqCIfDfPzxxyiKwrBhw6iqqqgJFixYkJiZiMBjqdU/ +kdjtdi688EK1ZbGkpIRBgwbRrl07Kisrlc
aNQUcnJy8Hg8+P1+vwnmG9avX0///v2xWCwYjUYGDBhAMBjkueeeUxsMtFot1157LfPnzyc7O5vLLruMsrlyHAGH2
mJ93XXXodPpyMrKghdkgQiOGIUwGKSkpIR27dohSRLNmzdn9+7dRKNRdDodkiSpBZg3b990bm7ubyrYrNPpiEQiav
/wedC/WTwr8j2UeSOsLfLy51ZWmtkM9dbRaDSkp6dTUIJCKBSiuroao9GoNpMLgIDnyG6mIx+LnfcGg6HB7cTYXx3ND
7AY6Pj6e7t2707VrV2699VYKCgpolqyZutbmTZu46667SEh4lcffqBVqlb07t2bZ555hrFjxwLQo0cPnnjiCfLy8lixYgXbt2
9HKITGjx9PUIISXg+Xmpoa9u7dy8aNGImzZw8VFRVn5HWfaS1btuSDDz7g2muv)T8/n6KiliwWCy+88ALPPvvsUevHx
8eTmppK3759+dOf/kRxcTEmkwmXy8VVV11F06ZN6du3b71thg8fznPPPcfu3btZsWIFZrOZ1NRU7rzzToxGIzU1Nccsy
SP6d06z0tJSbrjhBsaMGcMnn3xCJBJRT77Y3euRFEVh+/btrF69mmnTph3zg7Lb7bRo0QJJkli2bFmD62i1WiRJOq15rR)
NOu7vlYpBUlcHcckBN3IDswv1ler06cBPqkplGINEXEIEQhHNWINZr7Lgs1WpJSEhAkiSsVisajQaNRkNCQoL6t9VaxW
Qy8cEHH7B48WJat27NhAKT6IXS2LBhg9qadf31190vXz927tz)5ZdfTkZGBgaDgdTUVLp3707Tpk1)SkpiwIABjB8/nssv
v5xu3bgxZsOacnNz+ctf/sKIESP4/PPPadWq1R8ytcOAAQPoOKEDI112GU899RTI+vVDr9dz8cUXU1xcTFxcHDqdTk19Y
bPZmDFjBIOMTKF169ZMmzYNQK1juGvXLnWsVexzzszMZOTIkVx00UV07tyZNm3a0L9/f3r16kX37t357LPPkCSpwVn
Botbhaeb3+9m+fTtQ10w5YcIEHNjgAUaNGsVjjz1GMBhk5syZ6smwZs0alkyYwNtvw83AgQOPud/q6moefvhhHA4HG
zZswGQylatlCHVB24YNG+jYsSOJiYmn7TXJisL.zG52sK/Gh18A/eqfRKyvugqBNaURTcbjcOhwNFUTAYDGJwvCAISyxF
UZBIWS23cuS/j6x7F3ss9neseleWZfx+f4P5zwKBgNp9DHXjv2RZVns7JEICIMUURVG3VRSIXjdy7PljuZ5iky7 + gAKBgF
02JxqNE01G6/3+HPIZQION30AgQFxcHA6Hgyuvv)Jp06ZRXV3Nab +9xpdffklcXFy9zxao9x4f+XnE9vmLz/pGEWg1IkV
RMDNnDvPmzePaab6/13//+N++99x5btmxh2bllvPbaalx66aW0adOG3NxcrFYrEyZM+NUgqaGiOjH79+/HYrGQnZ19
WI/Lweogj66xE4gqtE82MqVvRr2B8TGxKcO1INTUAJCQkkJ6e/oc++QVBEISzmyzLLF26IM8//xybzcaNN9519+7dT0cLo
QiOGIskEiEvLw+HwOHbtm3JycnB6XRSXV1Ny5YtycvLU7v6dDodbdu2/dVxWscLtOx20z6fjlatWp3W1yErCgt/dvHhTz
VoJLi9WzLDWzU8BkuWZUpLS9Vp6MnlyaSkpPwhm7QFQRCEP7QbxWD4RqbT6ejcuTOdO3dWHOtLSINN5VIwwQ
Wn9fksFkujZC3WSBLDWIn5ptBDgSfCgr01XJhmponl6G5BjUZDamoqgpaWIRCIRampgMJIMIgO1IDQgGo3i9/vVSTKi
zI4gnF9Ef855xmQyNVqR53iDhital7ViVQdkVhysPeabsWSmsWzFsQy8giD8VygUoqCggNLSUsrLyykpKVGrLQjnr3A4f
MoThWRZxuv1iolG5xARaJ1n9Ho90WiOUfYtSRKDWsZzYVpdl+aalg9F7obrakmShMIkUstGRKNRHAG6H+AERhPIQFA
WHw3HUjVEWGKSOtLTRzmPhzPL5fHTrlo21a9ee0vaFhYX06tWrOestFhYWsm/fPvW/WOmoX6qurubVV189JyoWxCY
XxEpdLV269HcJWEWGJZwUo1lbDmI6JmLQS7pDMC5ucBCINBO+S)IGenKzmO/L5fDidTnEnJgjUtWb5/f4Gl/n9ftECtBa
RZZmqqip1VnUwGATqguXgémocDocb+8ztduN2u7Hb7fWC6EFitvZqaGvUaGKuVF9s+EAjgcrnU2YOLNTXHvDI1u91q



Gp3GcPfddzN48GAGDx5Mt27d+0Oabbxpcr7q6mjfeeO0sD7RkWeaOO+7go48+QpZlgsGgWoA7Go0iy7L6GcbyUcY
+JOVRCIfDp5yySIzROg9pNBo183RjaJdsond2HGuKvBxyhdhi99M3p +Fs9plkkZqaWu8iYjQaT2v6CUE41yiKQIAQOOZ
FOzaNXyQqPTs4nU6GDBICVIYWWq2W1NRUZs+ezaeffsq///1vbDYbNpuNmTNNn8sADD7Bnzx7i4ul4++231Yzws2b
NYtGiReh00oqgKigB4/fXX2bRpE36/n+zsbK655hgmT5/0okWLgKio4L777uODDz44anyrw+Fg/PjxKIrCxRdfzNNPP33
K4/0URWH16tVEo1EGDRrEN998Q6tWrVi8eDGyLFNcXMzo0aPp3rl17ve3y8/P55JNPSExMVFuKdu7cyblly7BYLNx000
2sW7e0Sy65hNTUVA4fPkxRUREpKSksWrSItm3bcu211/5u4xG//fZbVaxYwcaNGIm3bx+tW7fG7/dTW1vLUO89RWV
[JcXFxdx0000sX74cv9/PSy +9RKtWrfjiiy94+eWXMRqNPPHEE1x00UUN9dyiRes8pNVqlTuuxqDXSoy71k0c90JsnifC1/
42F2COp20jIwMNfCrrkw870+MUyvotEoPp+PkpISysvLj7tueXm50ns3Go2K8+UMikajlJSUSPTTT/Puu+/yww8/sHrla
h555BFuvvim7r//ftatW8e+ffuoqKhg4MCBfP3112qQVVtby7x583j33Xd566231JnlEyZM40OWXX2bixII89dVXZGRksGfP
Hvbt28fatWtp3759g50I4uLimD17NjNmzGDBggW/qRsxNhv8gQceYPPmMzTz99NMkJSWpOb7ee+89LrjgAjlyMtRt7H
Y7V 1xxBcXFxcyfPx+3243H4+GZZ55Brofzww8/8NJLL/HAd9/x/vwviBsy//d//8emTZu49dZbiYuLo6CgoNFadxpybaWX0
q9fP +644wdmTpxIQUEBeXIShMNhFi9eTP/+/Rk8eDATJ05k7NixdOvWjenTp3P48GFuvfVWnnnmGW699VYeeuihky7
eLQKt85DBYGj0Ku5pcTpG/Gdg/IHQEEV2N5wx/shjSkINBeouWgWIpWqzrSCc7xRFoaamhsLCQoqLi0+4m8Xj8agD5
GtraOWwdQbpdDqys7OxWCykpqZSWFhIdXU1K1eu5P333 +eiiy5Saw3+svXH5XKh1WpJSkoilyNDDVrmz5/P9ddfz1t
wWYXP5yMUJYUxY8awatUqFixYwBVXXNHgscTHx50eno7NZIO7tH6Lyy67jKuvvpgRIOcyevRotcfB4/GwePFibr/99n09)Js
3byYpKYInn32WWbNmMkZCQQHXx8PHPmMzKFVqlbk50Swb98+hg0bxv/7f/+Pffv28fnnnzNgwACOWi35+fmMHTv2m
CWnGoPZbMZisZCcnExycnK9Ze3bt+fmm29mwIABtGjRgkGDBtGrVy8KCwvly8vD6XQybtw4HnzwQfLz8485XulYRN
fhechkMIFdXU1KSkqjPk//ZhZW5NdS7ouwMtIN35w4miYOfOLESIYEAgFgamgIRCJUVIaSkZFRLSmpoijs3buXn3/+mf
TOdHr3710vs29ZWRmbNmM1CURT690mjpslwuVysX7 +eSy65BJvN1qivWxBORGYsR21tLW63u96YK61WS1xcHFarFbfb
raZ30Gq1lWCwWrFYrLpdLfTwYDGK326muriYxXMZG4uDhRceF3Fg6HWb9+Pc2aNaOiooluXbqQIZXFiBEjGDBgAHa7v
V6rz5FsNhuKorB792697joWiUT417/+xWOPPYbZbGb9+vVIiksRtt93GDTfcgE6no0OHDgxdu5bc3NyGS7ucptyEkiShO
+nUMm4x69ato3XrlvTu3bve436/H510h0ajUbepgKjguuuuY +TIkZjNZhRFoXv370TDYV555RXatWtH586dWbBgAbN
mzeK6665j2bJI60Sp34NGo2lw7GMsW3zs/7G/FUXBarWSIZXF119/TXJyMrIsExcXd1LPKwKt85DJZKKOtLTRnyfZrOMfv
dN4ZEOZNUGZxfvc3HNR6GjHXIySJ9PROIpEIHo+H2tpatFotaWlp6km8efNmhg4dyt///ncWLVrE448/zpgxYAC6H66bbr
gJ3NxcDh8+zAsvwMCqVavwerlcfvnl50XIsX79erp27drorl0QjkeWZRwOB263u97jsQkiSUII6g3GsfLLWSwWotEoVVV
VVFdXA3UzEmNdjomJiaSmpoqqC78TRVF46KGHKCOt5aWXXqJPnz58+umnDB8+nNLSUvrO6¢cPSpUVVH +kjWalWJk
2axJAhQ+jUgRMtWrRAp9Mxfvx4Ro0apRacliSINm3akJiYSK9evUhOTubl)5/knXfeqfc9ieO/FhT8Vt9//z3//ve/WblyJX/
961/561//ilarZdq0aUybNu200L5Hjx7k5eWxcOFClilbRkINDTU1NeTn53PppZcyf/58QqEQSUIIZHXXXTz44IMsX76cq
gogPvzwQ8aMGcPglat/916Nbt26MXnyZHbu3InFOvC44l/q0aMHbdu2ZeTIkTRr1gyXy8W33357Us8rMsOfg46XGR7
A6/WydetW+vbt2+gXYVIRePYHB5vtfvQaeKh30j2zzMc9+UOhEKWIpYRCITQaDRkZGWqT +5QpUS5AkiSefflIvvviCN9
54gyVLIgivw+Vv1EhcXp/blrl+/ntraWg4ePMjDDz/MP//5TxFoCWekEoij4fD7cbjder7febDGjOUNCQgJWq/WoVoMTEQ6
H8Xg8uN3ueuMvYylgCQkJmM3HP++EUldaWkr37t3ZvHkzaWlpmEwm9b20ORCL4/X4sFotaY +/lenoxiqlQDAbVoCV
2TYVV54s95vP5GDpOKG+ ++SaHDh3io48+4v3331e77hRFqVdPL/b3gX72siyzatUq9Ho9/fv357PPPqNjx46kp6fz4Ycf
Mm7cOHXm+JGv5fvwwldbvFwuF2PGjGHNmMjXs2LGDIilbkpCQwIgRI/j555+56aablHQWH374IWVIZfTs2ZOhQ4f+rjc
KwWCQzZs3k5qaisVIiIRKJOLRpU/bv30/Hjh3xeDwcOHCALI264Ha7KSsro10nTgSDQbZu3UooFKJDhw5kZmaezNOKz
PDnI4PBgCzL6gnfmDSSxLXtbfzo08BOW4dM8F13STJj1xz7pDQYDWVIZFBcXE4IEKCkpoUmTJpjNZkpKSrj22mvRaDQO
adIEp9INJKBTCZDIBAWMGXn31VebNm8dtt91GfHW8VquVIPRO8SMj/O5i0XmCwSBOp7Pe2MhYd0xqaqp6I3Gg9Ho
9SUNJCYm4na7qaqgIhKJEI1G1IXQCcXFxpKWIlodfrRSvXaWYymbj88suxWCxHzQTVEXT1Pt9jzaKL5Rb8pV/uz+I0Mmj
QIDp271jZbOaNN960Nz4q9r068vI/C41Gw5AhQIR/X3XVVerf//M//9PgNplk0a9fP/r161fv8REjRjBixAj134qisGzZMvr0
6aN2t91+++2/6Xh/C6PRSN ++fY96vGPHjkBd63K3btOASEpKUrs1jUYjl1566Sk/rwi0zkOxu5tfViSvLO2SjVzdJoGF +9zs
rwbyvsTL5S20/8NiMBhISUkhPz9frZY +YMAAgHoDO395Z2gymejZsyfRalSPPvql6667jpycnEZ5XYIwPLIsgOFOMBIsN
1DAYrGQmJII2Ww+rUGPJEngwGO/309NTY06sN7n81FYWKimT7FareLm4zRJTk5m3rx5v8tztWjRgmnTpgHQsmXL3 +
U5GIPgwYMbfbzw2U4EWuchjUaD1WolHA43eAd1umk1EsNbJ/BdsY9yX4R/7a7hgnQz6XHH/npJkoTNZiM705spU6
YQIiURITU3IrbfeYuPGjYwYMYL8/HyaNWuGRgOhvLyclJQUFEVhOKBBAONnShVdffZWCggIRaAm/m9gAd6/Xq7YqxWil
WsxmMOIJSfW6Ik43SZLQarXEx8cTHx+Pz+ejqqqKYDBINBoIEAhgt9upqqoikKSkJi8Xym7qWBOFUSZIkhnlgAq3zVmli4
u+aWTrFrOWa9gn888cqqoNRVhx0c30X50Nul0kSaWlpajLTSCRC//79GTduHHV27GHv3r288847bNu2jb/85598 +e
WX3HjjjTRrlgyn00nbtm258MILOXjwII8 + +ig///wzDz74I0PHj+fGG28UPyzCaRXL703xel7K1p2amkpCQsIZCWijidulw
M81EIhG1WzGWS8LS8vFy98UpNTRXFqgXhDBCD4c9BvzYYHIBrqGVnZ/9uxxWlyDz9Qzm7nEESjVqe7Z9JE+uvd12GQi
FKSkoIh8NoNBpga2s5fPgw7du3p0OHDtTW1r)582b69+9PWVkZmzdvxmw2079/fywWCy6XiwObNghdNylbtqRdu3
YiODrLKYpCVVUVTqeT5s2bHzVWxefzcfijwYaxWK02aNFG74GLZquPi4tTcbI15jLHsObW1tUcNcLdarSQkJDRaFYaTFWt
xc7vd1INbW1rvZigVcCQkJjdrilpBoNEpBQQFarZacnlyjAj6n00IZWRNNmjWrVzUidm1o2rTpWfMenyhFUaitrSUcDpO
QkHDUMAG6fz4fX61XzO8U +j1iXtMIk+I16JE6U0ih4PB4CgQAJCQIq0tVirhObTR4AXF4fdbkevlzf6eXqqKioqqKqgqliOt7a
gOEXUVFTidTgwGAzk50dTW1vLjjz/Su3fvoyYH/AoxGP58ZTabgaqqOu46eXI5bNy4kYEDBIKOadN6yyKRCOvXr8fhcD
BixAhMJhOyLLNIyxby8/MZPnz4UfmgTDoNf+mYRF5I0TXBKLO2VjC1IXwYG7fHHqBgMBtLTOykpKUGWZaxWKyNG;jF



Bn4thsNgYPHgxAs2bN1KnQMTabjaFDh57Q+yKcPbZs2cKf/vQn9YZg3bpl6gXZ4XBw2WWXUVISgsfjYdGiRVx99dVA
XbHb7t27c9NNN/Haa6812vEFgOHKysqOahnW6eXSkp6fX+3E8WOiShF6v)yUlhZSUFGpra7Hb7WrtPJfLhcviwmQykZ6
e/rv8kldCle644w7mz5+Poii8 + OKL3H333eryvLw8LrnkEmRZJiIEhgU2bNpGZmYmiKEyfPp3nn3+ebdu20bp160Y/1tNF
URT279/Ptm3b0Gg0pKSkqMk6oS7IWrFihTppacCAAepMNqfTyerVg+nUgRNdunQ5bcfj9/tPOv/TkfLzZ89mOaRNQN2
h86NChRyUc9fI8aob7Sy+9FKfTidFoPK2BIt/vPy2lqUKhED/88ANer5cuXbrUC7Rgamr45ptviMku+fn5d0jQQcOBebLE
1TzINFOPGZ2eFmWee2117jzzjuprkxkzlgxauOtqDspJO+ezlcffsiWLVu48MILKS4u5pinnuH1118nLy +PPn36cPDgwaP
23T7ZQM+supMgryrINnvDRXN/6¢jWCVmW<cTqdRKPRk33ZwjkiGoOyY8YM3nnnHcrKysjlyWHhwoXq8vj4eBYuXEhV
VRUPPfSQOjU8G0o0ya9Ys+vfv32jH5XK5KCoqoqCgoF6QFR8fT3Z2NilatCA+Pv6sC7laYrVaad26NVIZWfXyBgUCAY(q
KiiguLsbtdjdgxvINmzbxww8/kJ+fz44d05g3b169zNqpqals3bqV4ulicn)yWLNmDQC7d +/mo48+om3bto12bI3F5/0
xY8cO+vfvz1VXXaV248bo9XqGDBNnCqFGjSE9PV4PhQCDAIilbTjjH04mSZZm8vDy2bdtGaWnpKQULgampaub4WILS
IOUiEbW34UjBYJB9+/Zx6NCh01Jyp6ioiE2bNIFYWHhCebhcLheHDx9W/7Pb7ciyz)49e4hGow2m4cjPzZ8doNHLVVVIR
vn17qqurCQQCyYLLMrI27WLVgFdu3bz/h3yjRonUMPp+PL774gilbtqgX20GDBjFO6NCTvsAGgOE8Hg9Wq/WoO4BLI
LL5UKv15/WWUIajeaYX8JAIMCCBQuUYOXMmI1xyCT6fj48+ +0iHH34YgMtavGrVKlatWoXJZGLZsmUsX76cuXPnsnLIS
nJycli3bh1ff/31UXeZBq2G27ul8FNIkOpAII9/dtE13YxZf/yYPpbIMRWO43K58Hq90J100tPTxVT181BtbS1FRUVCcANFF
xMfHM2zYMPLz89XIsUHImzZt4rPPPmPy5MkoisLXX3/Nzp07ueqqq9i7d+9pOZYjB7hXVIbWu3jGBrjHOiaci2)JdhvHx8
QQCAaqqqvD7/ciyjiM/nw+fzUVFRQUpKSqMMnD9w4AB9 +vQhKyuLpKQktFotFRUVajCRkpKC2+3mm2++wevlkpu
bSzQaZc6cOcyePZvnn3/+tB3L78Xv96MoComlieql3e12q0M59Hq9Guy63W7at2+PJEnk5 +er79HXhEIhCgoKTjhAjuV
4C4fDuN1uCgsLadOmDTab7ajvdTQaZcOGDfWS7bZs2VI9xnA4jKIoRwVUBQUFBINBmMjRpQm1trfp4Xl4eTZoOoby8H
EmS1PgPMfn5+ScVgMVm2ubn51NQUEDLIi1LJTO9Hr9¢3+L110p38/PPP6r+Tkplwm83g8JRYtv4j3yuPx4PJZEKv120x
WFAUhXA4jCzLBAIB9H09e/fupXnz5ieU2VAEWsewePFiZs6cyeTIk9X+2FatWp30thwOB7fccgsOh4N27drx5ptvlrtbm
ThxIhs3bkRRFJ5++mmGDRt2Wi5yGo0Gt9td78crlyMDi8VCKBQiGo2gJ31mZiYbN25U14vNpjlYDJhMJpo2bUpBQQG
1tbVYrVb0ejo50TnH7)JpMMmkZ2jKe +Xtd5NeE +HSfixs6Jal5gdeVkp) CIBAGGAXSW1uL2WwWIXXOEzU1NcyZM4dg
MEjfvn2JRCLqdz0+Pp6ysr)66+/cuZMvwviCoupgKisr8Xq9vPzyyOydOpWffvrptBxTOBymsrISn8931AzCWIQEY13AzzW
SJGE2m8n0OzIZ/cGPncCQSoby8XMOJFQsQToWiKKxbt45VqlapZV1iN5ixrOm//GGNre/z+SguliYvL4+Kigr69et3zgRa
TqdTHTeblJRUL2t7r)zLkSorK3E4HMiyjMfjUeta9uvXj127dh33ualRKHa7/ZRb/QOBAD/99BPt2rU7KvmmRqOhe/fudc
Yjxr4LkUiEjRs3gnUWYyKRCIcOHaJ3795HVSVp3749Xbp0Yfv27Q3WCHQ4HKdcmzcajXLw4EGIOShNmzZt8DxNTU2IQ
4c06vsfFxFHgQMHKCQJWZZRFIXg6mpCoVCOhpDY +rH/x80N9ejRg1AchMPhOOHM9ILQO0ZQKMSAAQO45pprTn
kQZjQa5bHHHIM3N5epU6cyZswY3nvvPeb+ +24kSUJRFEaNGsWrr77K90NTmTVrFpdffnmDgwxPliRJtGvXrt4XO/YIjH
3BYiepoijlnjN2UTjywmAwGNRxHrFtjve+ DGIhZdVhDO05/IC8P1dK/mYUc668XENXpdGRmMZIJSUkIkEsHhcKDT6US57U/
rZJhgN4nA40GqlR5VVURQFtItNdXU1laWlp6nsRK1TscrnUTMdncOAQK7cUCoVISUIBrIfj8XhQFIW8vLx6delkSWLYs
GEMGzaMG264gfvuu49hwabhcDh444030HDgAFVVVXz11V{lki2eCFmWCQaDag6sX37PrVYrNpvtnBt8falkSVKLvCc
[JVFdXY3H4yEUChGJRKiursblcmGz2bBarRiNxpP+XlksFtLTO9HpdEiSxJola4hEImgrwCOvnm666SZuuOEG7rnnHUbM
mYNer6esrlybb76Zbdu2MWXKFF588UXS09INP51txWhkMBnUgflxcHJFIhFAopLZexcXF1fuuNW/enObNm7Njxw6Kio
gQJIlgMMiGDRuoqgalBp9ORIZXV4PgmvV5fL3j4NbIsU1BQgN/vV3MYtmjR4pgD2nft2IWvVap58-+a0bt2an376CbfbzY
ABA9RrIKIouFwufD4f27dvx+PxEA6H1YAr9v2)/Yb8Ups2bY6axXs8ZWVIVFAXo9PpSExMpFmzZscdnF5VVVVvmEvsJs)
oNFJQUIAsy+rNItlux2azYbFYqKysxO12q59F7laroaz//5+9+46PqsweP/650zMzqaTSktAFQZrSQWISFRFRUfAriii6YAF
dy4KCBRX8LasCugjsLolCioogloqCSJEmXQgIQEJCeple7u+P7MwSSBAOMMI5vIU1ISZQAACAASURBVF55pczk5t7Inb
InznOe8/yWmvIK8gd88803rFixgoKCAlauXEIGRkYwNdivXz8GDx58yQ+y3W5n+/btzJkzB61WS9euXVm/fj2PPPJI8N1
079698fv9pKSkOLBhwwobnlAUhejo6HKfpAaDgV9//ZUGDRpw5MiRUh1+06Ki0GgOwQVt9+/fz/33309YWBIi5ublYrV
YOHjzIoEGDyv37tUK0jGkdxRtbsoLrID7W7tIKIgMXgUDdQIZWVoU3fqxK/H4/06ZNY8GCBWilWI599dXg+04ABwA4cY
Pjw4djtdkJCQIizZg316tVjyZIIPPvss5jNZvr168eMGTOqIPTIONBQR0o8eDZS80Ldv354333yTIUOGsHjxYlasWMGXX37
J8ePH6dU3L8UWLaNPnz7MnTuX+vXr07hxY9asWYOqqixevJh9+/bRpUuXS/77gRqY70xsnE5nqRfIQIBVNBqroGNYO
bRalLbVq1SlyMjl4dBolhvLy8sjPz8doNF5WA4byiKLRp04Y2bdoAsH//fiZOnMjixYs5duwY9erVw2q18sgjjzB48GAyMzNx
uVyOatWKLVu2cPvtt/Poo48GSzbuvfdeHn/88Srf9DI8PDwYQLrdbiwWCwcOHCAIiIgKbzUZ0dDRbt24IMjlymMGN;jY3iz
JkzREZGkpycTP369VFVId27d2MymcoditLpdMTExFzyvvI8Ps6cOUNUVBT16tW7aPCsKApt27YtFfxotVoOHz5MSkoKzZ
011z09nbCwMFRV5eDBg3Tu3Jm+ffsCcPjwYfLz84mLi/VNCVNAZRIKFxQUoNPpSEpKuqTrQlSUgk/VOfO7nQ6nXz11
VckJyejo+nYtmObjRolonHjxqSmpvLtt9/i8/lo3rz5H504loHWeSIliloJDhIEXioBLGYstLi4OFu7GxMRQXFwenOlhsViw2 +
2lIsZZvX01s2fP5uDBg7z440v4/f4yT5zc3FyeeOLIMjMz2bFjxx/K8JhMJu677z4mT57MihUrSE9P54UXXmD16tVMmzaN
tWvXcuuttz)69GgsFgvXX389ffv25cSJEzzxxBPExsZSu3ZtevbsWe7fUBSFNNEhXBdrYkemk+9PFnNjfQston97WrmiKISG
huJ2u8nNzcXtdnP8+PHgml6hoaFERUXVmIzD7t27WbZsGRs3buTEIRM8+0CD907d0/gCVKtWLT7//HOio6054YYb
2LRpEZzfffDNz5871k08+0V27djidzmoViCqKkwgsvwMDcuXNZu3YtCxYsoFOnTvz000/UrVs3mA2ZN28eCQkJPPTQQ6U
uLp06dalu3bgXNIvK5/Nhs9koLCwMdIEP7IPZbCYsLCy4Tt3VKNAANABXxPtDKwm63B4PTU6dOBR8rs9I8WcHoNddc
wOcffcTqlas/Dw/n1VdfRaPROLhxY2JiYmjcuDHz5s1j586djBkzhv/7v/8rV{8zbNgwkpKSqlUAbDAY6NmMzJ0eOHMFmMs9
GxY0dCQkKIiorCarUSGRIJdnZ2sKVF4E22Xq9HVVVq166NXqg+vsGPWaDS0aNHighrhsgRmrp5LVVVMIhOJiYk4HA4c



DgdarZblyEhiY2NLDQ8Hsu46nS6YuYaSN/AVMekiKSnpshISGo2mzOe2VqtFo9HQtWtXQkNDMZvNdONSJfh60KdPH
3JycrBYLERHR+N2u+nSpQuhoaFYLBa6detWghXJxUgfrQqWIZXFOOnT8fv9dOvWijalTp/L222/TrVs33nrrLbZv386HH3
54QbCxceNGRowYwdatW8vsfZWZmUmfPn04eflkNpuNONnXgXLSP1gXwer3Y7fZg2tXn8+H1eoPp5EBG69xV4510)2
63+5IL9wW9kO3IhQwY +FVrFmJjc)Q699tlygoF + SWWN34eEhJTqrVSdLViwgK+ + +orFixeTI5SfHddddx9dffx2c2g2qKjabj
X379tG/f3/Wrl2L0+Ik7ty5DBO6FIA +ffrikivnCAX9FXYWkpWVVeoFPhBgBQpoRdk8Hg+ZmZnBwub6AwBBwIDIVc06Ii5]
+WhUtJiaGmTNnAiIWBzJo1ali0aBGxsbF89dVXPP744+zYsYNffvmFW2+9IVWrVtGlale2b98eXButLHFxcezZswf4X8P
SPOqn05Ua29ZqtaXeQZW1L5fbRKIpLSNDGofx6eFCDuY42XbGTpebl5aNCwR+ZQkEfFWpod/I+OWXX9i0aRNQOhg
vMP4feGfocrmC93W73fzzn/9kw4dYNREZGBhtSHjhwgF69erFrly6WLFnCkiVLrvrAIdARPTBZz9dxiValWW6ruSFycXq+n
Tp06wYkphYWF+Hy+YCG2wWDAYrEQHhI5+SZkSIa5W1T8d8CdQVZXs7Gzy8/MvK/Wp0+148803ycvLY%iwYfTt25eB
Awdy8uRJ9u3bh16vZ80GDdxyyy188cUXzJ8//5KGJ6sTralwoGEYsRYdHj/M3ZVDIv3SpvKeW7B/PIVVSU9PIzMzk6Kill
wuV7C2pDokaVOuF7m5ueTm5hlaGkpeXh5erxeHw4HH4yl1HhiNRp544gk++eQTevfuzelFizGZTLRu3ZrRoOfz1FNPB
VcCuFgpqorL5elLs2bOkpgaSn58fDLICDTyTk50Jjo6WIOsyKIgCyWQiJiYmOJUIMGTvdrvly8sjNTWVs2fP4na7q8VzT4
g/mwwdXgKXy8WIESM4eflkr776Kr17976sdLnf78fr9QazFoFhjcDsPpfLhcFguORhsEtZgqcq8asqK48UMn9vHgDDmo
UzssVvB5Rut5uTJ09e00yUQDZIq9Wil+sJCQkJZt+q+tDGoUOH6NuU3L+ + + +y4HDx7ku + + +Y8WKFUyfPpl+/frhdDo
5e/YsDRs2Z0zYsQwfPpyRIOcycOBAZsyYwbpl60hJSWHIkiUlpm7tcgQWeHa5XKXOFYPBQFRUVLCmMaKgfBOWBqqr
4fD4cDgfZ2dmIMoYajSZYh1QdnndC/EIk6LA8BX3/9INWVWrGHwWAMGOatWKf/3rX+zbt4/58+dz/fXXX3IRHJS8AJ2bWj
+3vOrgHWNNpIEUbm4QyqY0G7/muvn2RDF9k6zEWS4 +zKXT6TCZTKUKmMIPb/O9j6vV68fl8waaTXq832CA2cD +j0Rg
MugIFpoFp51VBO6ZNmMTVrFvPmzSMulLo758+ej1+ux2+34/X5iY20ZN28eubm590vX]7FjxxIWFsZf/vIXZs6cSe3atXnjj
TeqVbHWH+Xz+bDb7eTn5+Nw/G/1gcDzKdADS1QsRVGCvbYsFktwSDHQNdtms2Gz2bBYLERERGAYmMa6q81KIskhG
gxxOp5P169fz2muvsXfvXu666y6efvppEhMTSwVKIaG6ZbQCfk6389gWs/hUuDbGyJQuF18HMdC3KyOtrVRBvKIOLKIT
h5CQkOB9AsGVzWb7zSGOQC+UwGKugRkylSmQ5Tz33A08Nc/Ngp5/+/k/q+kC6/XISORckOkMDQONznK6Wh6Pyh
Y4Rz0eD1IZWRcOpAzMPAsLC5P/ibhajZBA6y)JUVeXQoUO8++67zJ8/n8TERBISEpgxYwZt27attP2qroGWO0+vnzalZb
M9woNPApBti6Vjn0gfnezwetFotFoul3KLvwNCG2+2+40NiAZhOp8NgMFzwUdkB2NUkMIweWB7GaDRiNpvRaDTB
guyiogILCtzDws)+d2NNUXECrSAC/6dz6ysDjWADNfYDM2ndbjcajQaz2Vzja+cCy7gEWvwEIneRjF+NJOOH5dm7dy8T
Jkxg+/bt90jRg507d9K0aVMOH]jxYISUHX41MOg2Ptq3FhHXpFLrOLPs1n3bxJvQXyWrB/y6mlylwtKHT6Ur1WDp3PTu
73R68mAfeZwSGHc8fptTpdFitVsxmMyEhIRcM +4gKEWjFcO7CulAy81Wvl15dadw3 +tzZmVW9ieTUJLPETEhJCdHQO
ubm550fn4/f7cbvd50TkkJOTQ3h40G63+41h39g1la2M2m2vk8yqwlmB6enqpCQNGo5E6derlG7oaTjla5di5cyeHDh
2iU6d0OJCUIVaknf3XNaAUs2pfLsI8LUYD7WkZya+OwS1oHsSIFJigElgUJrk94sTW3Ao038AssxmEwmjEbjZU1kEGVzuVy
cPn36N9duMS5IMwSUy50JUtQXe3BQXFINQUBDs9F4erVZL3bpla2Rmy+PxcOrUgqTKzé6mFhYcTFxVWpadyoUJLRKk/
9+vX58MMPWbRoUfAFY9SoUdx7773yhPiD+jUIY92JYv)cftYcK6JbXQVR5j/3VAWUOWcmMKQSWzggMf9jt9uBCwAE2E
4EeTYELRKFBAfC/AuxAliuwkO7V2szx3MVYz/81/DzQly3wOTCcUh6j0UhkZKQ0ZalGAMIMIIM]iYiIICK7XWV7AS5fP5SE
1IN/ZP3svIVFRWV6qAuah4JtMagxYsUKCgsLadu2LVarlWPHjpVaZFP8frVCtixtU4sZ27LItHN55HABY 1tXjSGgcdc/AktG +
Hy+YMG9w+HAbreXghNSVTWA4LEVgG4FAy2g0YrFYgkNgNUHgjUcgSDr/a6/Xe9Eg6/ckOQNLkojgSVGUYCYyNTX1
NzOXV5PAhB5RcOmgVQ632811111HXFwcGzZsoH379hw8eDA4y0v8foqicH2CmVYxJInZmOII30pjOtclcG1O1euBE6r
ECw4JGozG4kKrP5wsON7pcruAQ5LmtJgDkPAOEGIF2FYHhxsAwZFk9nrxeLOVFRTidzmDwZ7VaK6RwNvDCHvgc+Dj3
+0AH8HO/DgRUFXVRCGT8ApP/Ly3QYDAYpGK4hNBoNer2+3EDLbDbXyCHhwISesgRgSkXNJf/dcnTt2pWJEycyf/58X
nzxRT744AM+/vjjKhUIVGdapaRx6S9nnbh9Kst/LeCaaBO6avDwBgrurVYrVqulVJYmMAwWKLo/N3sTqFcJ9PgKnEs6n
Q6LxYLVag32VEtPTy9VL1ZYWEhxcTG1a9%f+zXMwEBR5PJ5SdWg+ny/4GSilbxVdqgnRallXkHPr2gl/Oz+4VFWV06dP
I1p6CEoelblfqTkCma2yailENBgMJICQk1Mqj2+/2kp6eX2ROwWVqlaUuNZwOkx/CUIXDijo6OrxAt+dS+GD/CrKnN35fD1
8WIMWoUn2kfT+RLXQawO/H4/Ho+nzFYT5T3tAsOO5bWiCA8PR6PRBDNLgYZT+ZmpP+rc4U+NRIPul2Xd9nu7sLt
cLrKzsOu1d4iliAjWz4maQVVVCgoKyM/PD7Z3sFgsREdH1+jhYY/HQO50DjabLdjelTw8nIiICAMOajYphj/f/PnzeeWVV4
JdjgN9fOx20xMnTuSpp56qEsFWTaBRFIYODmMfbGQd5Th9zd +fQtJaRWiE147QM1GidP4sq0C8qkPUKBF6BIOIi/b4CBf
iX4tw2FOd/HVigKIBhCmSZApmnyjjHA1PdRc2mKAORERGXtbpGTaDX64mPj6/s3RCVoGZc0SrQ4MGDadeuHZs2bel
9999n9uzZGI1GXnrplelidip792qceKuOgQ1DWbQ/nwKXn9VHCxI5bVRI79YVFZilaDKZgFWrVagn6J5fLVWbX8/N/P5B
FCgRIgY/zZzyeWwN17s/kzYIQQvw5JNAGTOXMDDEXMW?zYsIH +/ftzww030NFou0222/jll11+455575CIVgTSKwuBGYf
x8x16yDmKqjZsbhBJrrrIDCOCLBEIQOgAZOF27LHFxcTKUJoQQ1YgEWuUXo0qUL/fv35+effyYkJISff/6Z2bNnS5B1BZh0G
m5VEs7rW7PIc/pYsCePJ66Pvug6iDWVoihEROfjdDpLtZCAkmadsICyEEJULxJoncPv97N7924aNWpE27Zt+fnnn1lm7di0
2m43JkyfTrl07CbSukFaxIbSMMbH7rIMdGQ405bhoFXt1LnWk1+upXbs2ubm5uN3u4FBjVFSUFMOKIUQ1I7MOz+Hz
+Rg4cCDfffcd48eP529/+1uVHKapKbMOz5fvIPLYN +kUuflcU8vItG7x6LUS2A0hhKi2Rsjb43NotVq+/PJLtm7dSnx8P
HfccQf9+/dn+vTpHDlypMJ7DYnSIkw6+iWXDIOdynGx+mghfnnMhRBCVGMSal1Hp9PRpkObJk6cyNdff81bb73FkSN
H6N69000GDGHZz552X1Rm7qKilcePGObx5¢5577rkyul/n5+fTo0cPFilaVJGHUIONaBhKuFGDCqw+VkSeU5bgEEIIUX
1JoFWOQE+ja665hnnz5rF9+3bGjBnDmjVryuxgXBafz8fkyZMxmUysXLmSgwcP8p///KfUfVwuF +PGjePO6dNkZGRciU
OpViJNWkZdG4I0A5k2LytTCit714QQQojfTQKtcixcu)BZs2YFv1+9ej)WbNm1liypQpmM3mS9qG3W7n+++/Z+jQoTRs
2JDu3bvz1Vdflcqlff/99xw5coRBgwZV+DFUR4qiOKWuUhUYRRIRg1dEiDMRfWmArhBBCVDUy67AMzzzzDAsXLsTv9zN



nzhxUVSU705vnnnvuN2cdejweUINTUVUVIVZLUVFRsKA+LCwsuPyCRqPB6/Uyd+5cli5dygcffHDR7dpsNj7 ++GMKC
ws5duxYhR1rVWTSKoxoHsFLmzJx+1SWHsrnxa7SUVKIIUT1I4FWGUaOHINBYMDhcNC7d2+gJEi6IPYOOTk5vPHGGw
DceOONWCwW8vLygJKFgSMjI4PNKVetWsXBgwdZuHAhP/zwAlarlSFDhtCoUaMLtIitUVMTUQVNJTUOFIDExscKOt6p
RFIVrY0z0SrTyzYli9me72JVpp03cpWUShRBCiKpCAgqOyXHvttVx77bUcOHCAH374AZfLBZQEABO7drxosBUfH8/7778P
INRorVqliu+++47u3buzYcMG7r33Xk6fPs2RI0fo0aMHS5cuBSA9PZ3w8HASENhLK3W6EgnUOgvUNNptUoDGkSxpZ0
04VuP29ty2Z AwzASw/Rcn2CWtg9CCCGgBanRKsdnn33GbbfdRmMZmJIm63G7fbfUGn7t+i1Wp5+eWXSU9PZBSIEXTs
2DEYJP3www9YLBZatWpFqglat6Ny5M506dclisVyhl6p +4il6eidZASh0+/noYD6vb81i/Lo0tp+xS7sNIYQQVZ40LC3H3
LIzycjIYPLkyVWuUG3dNbVh6PpfPz2s/nWXX2QuL4ePMOmMb2SiDUoK2EPRNCCCEuyQgZOizHNddcw7Rp08jLyyMilgK
A7t2707NnT1mG50+SbfeRkn9h3zGAbleXo3luWsddncvOCCGEqB4k0CqHOW,|kzjvwBEOKOYFgrZb4c3j8KI6/CapKpFp
MuOrghDYWAJ8KNs+IN44VQgghKoMEWuUXo2LEjLVu2ZNOmMTbRv3x6TyYTBYJBs1p/latAQotMQ6cqmjprPbm394G
1GrUKCRUSfIYQQVZtcqcgxa9cuRo0ahalovPTSS6SkpKA0Ck899ZQEW3 +SML1CTOsOh2x2tmuTUZX/1cq5fSofHczn4
TaliAgRO1gIUTVVLWqvKuQH374geeff5577rkHVVXp1lKkTx48fI5Iuf6ID+/bSpX4YHduOKhVkaRRQgalnHMzclo3PL/8
TIYQQVZOkAsrRoEEDZs2aRb169XC5X0zYsYNevXpJNutP4HQ62bNNnD3XrliU+Pp5kRaF7PSv5Lh8huplLH/1978/gxzc
6+bCdPrU9ndvUx1A0zVPKeCyGEEKVJRgsc/frlo0+fPmzfvpOPP/yQ+Ph4Ro8eLYHWFeZ2u9m6dSuNGzemdu3aaDQ
aFEUh3KQIMdxArEVPrEXPI21r0TLGhAIcz/fw5rYszhR7JOMohBCiSpE+WhehqioOhwOfz4fFYgky/bRqch8tn8+Hy+ Uil
CTkN4Nau8fP+7tzWH/SBkAdq46/doylfrhktoQQQIQJOkfrflcOHeKFF17g3nvvDS6IE3DNnXcGC+TFlaHVajGbL21NQ7
New5jWUaiqysbTdtKKvUzfksVTNOTTIEJmiAohhKh8ktE6j8/nw+FwoNPpcLlcwSyW3+/HYDBgMpkq/QJekzNav4dfVin
33IxXWHCnpdxZh1DK1WxyJktkSQghRuUZUjbGwKkSr1WK1WIm8eDEffPABoaGhWCwW/vOf/zB58mSpAagqCNIrC3c0
jueuacPQayHf5mLwxk61ptsreNSGEEFc5CbTK8MgjjzBu3Diee+45wsLCCA8P5+mnnyY50bnSslklgaggbN++nW7du
tG9e3d27959QQCrqipff/01rVu35vDhw3i9Xp544gkSEXMZMWIEeX|5pe5v1Gm4850IhjYJR6OUBFuztmdzNeX4JIYQ
QIUSGDstw6tQpPv30UxwOB/369QMgJCSEBg0aoNfrk3nvqv/Q4fHjx+nRowdvv/02DoeDt956i7Vr1lwbXIATIzMxk6N
Ch7N+/n/Xr150UIMS6detITEzkmWeeoVOnTrzyyisXBL5ev8rqo4X8e18eHn9JB/m/tlumWz3Ln32YQgghhBTDI6VevX
08/PDD7Nu3j6NHj+Lz+QDweDy0aNFCslp/0K5du4iLi6Nv377YbDaef/55Tp06FQy0fD4fb731Fu3btwImriljI7njjjvwer3
Url+/3HUndRqFQY3CUFBYtD8Pp0/I3Z3Z+FSVbnUtaDXyvxNCCPHnkUCrHF988QVTp04l0TmZONBQfvnIF1544QVat
GhR2btWLdIsNjlyMgDlysoililCg8GA2+0mJCSEwsLCAH1TUII4dOgQc+bM4dtvvy21nePHj7Njxw6WL19ebsCrURQGN
QolKkTDm1uzcXhVZu/MwebxM7Bh2JU7SCGEEOI8EmIVIyOtjSeffBKAnJwcbr/9drZu3crw4dcMlo/U7bN261ffeew+Alql
bU1BQgMfjwev14vF4CA8PD9I73jTfewGAwsGDBArKzs/n8889p06YNKSkpjB49mqgeffppmzZpd908pikLnOhb+2IFh7q
5c8lw+5u30xe7xcluTcHSS2RJICCPENKECrHIOaNWLu3LIMmzaNvn37otFoePLlJyXI+pluuukmbrzxRgD27dvHIONTS
ULINJT8/n9DQUIKSkvjxxx+Ji4tjogRIZGdnY7PZMIVNNG3aFI/Hw5gxYxg+fDj33HPPJFINRVHOUNUMVOE3tmbh9sPiA
/nYPX5GtohEI8GWEEKIKOWCrXLO6dOHpKQkmjVrxpdffklaWhp9+/a97EDL7 /fzzTffsH//fq6//nq6detW6vY1a9Zw8uR)
AB0o2bMhNN91UZTrQVyRFUYKP3TXXXMMrr7zCc889h8lk4q233sJkMrFs2TK6devGsGHDgJLhxq5du9K+fXuOHTuGX
g9nw4YNbNy4keTkZKZNm4bBcPFeWYqi0D7BzOQucfx9ezbZDh+fHi7E61cZ1TIKVQRbQgghriCZdVgOt9vNokWLWL
hwlagqMnr0aO65557fvLCfSIVVPvzwQ2bMmMHYsWN56623WLIkCe3btw/eZ/DgwTRt2hS9Xk+bNmMOYNmzYbwZa
1IX3WYWVIyXMxbdNZ8I0lkxtuTg7lgesiMWprXmArhBCiSpBZh+X55JNP+0Oc//8mLL761Tqdj5syZFBYWMn78+EvOajk
cDv75z3/y0Oksvceutt5KZmcl7771Hu3btgtsIDQ1I2rRphISEXMNnDEUC]SCMvdo3j9S1nOWPzsvZ4EQ6vn8falsKok2BLC
CFEXZNAgxxFRUX07t2b3r1709FoOHToEKmpgaiqetFAy+/343A4gJJAKyMjg6SkJADq1KnDzz//jNfrDfbjOoulODBgwAIVF
wqOPPkrfvn3RarUXbNftdrNz506c¢Tic50TkV{8BXieQIAy93j+fVzZkczfewdZQNt8/PuLbRhBsvfNyFEEKIPOICrXI0a9aMy
ZMnc+bMGcxmMOuXLqVr164888wzjBw5klatWpX5eydOnGDgwlGoqgsrikSPRaDR4vV6gJAT6/WIhgZnzZgFx+Nhy5Y
tjB8/no0bNxIfH3/BdnNzc7nrrrtITUOFIDEX8Qoc9dUh2qzj6Q6xvLbILCcKPGXNd +DwZPHXTrGY9ZLZEKIIUXEKOCqHXW
Jh7Nixwe/P/bqsjFNAUIISW7ZsCX7/3XffsX//ftqla8fBgwdp3bolDoeDoqliYmJiCAKJITlyknrl6qGqarlrKUZERPD + + +9j
t9t5+eWXyc70roCjvHrFW/X8rXMcf9+exd4sF79kOXn5p0ye6RBLUEKYWOIISqGFMOfw+v1Mn36dEaMGEGDBg3 +8P
ZUVeXzzz/nscceo23btpwbodYpvwwmGZcuWsWbNGmbMmMGwYcNo3rw5P/30E/fccw/Tpk27aCAHUgxfUVRVpd)j55
WHfznIwp6TTfL1QPVO6xhFjlvegQggh/rAREmidw+/3s3z5cpYuXUpOTg7t27dnyJAhdOzY8TeDn/KoqsqhQ4flyMigRYs
WxMbGkpWVRWS5uLo0aNeLXX38ILS2NhIQEmjdvfkmtHSTQqlgFLh//3)3LxtM2AJpGGZnQPpo60ZW/rqUQQohgTQK
t8pw9e5bZs2ezaNEiwsPDmTRpEjfddBNRUVGVvrCOBFoVz+tX+cf2bDacsqECYUYNL3elLJzH80tt5CCGEEOeRQOtiVF
WIsLCQ/fv38+WXX7J+/XoaNGjA+++/j8VigbTIkkDryrB5fPzzI1zZWp5ZktmpbdYxvH801tUyVvGdCCCGgKemjVR5VV
TIz5gzp6em0aNGChg0b8uSTT7J3795Kz2iJK80i1/KXttFYdBpWHSO0ivdjL61uyeKFzLAOjDLL8khBCiMsmgVY5du/ezeD
BgzGbzbz55pukpqbi8/I4/PHH5YJbg2k1CqOujSTSpGXxgXzynD7 +tjGDITfEODYURP73QgghLosODSrH5s2bmTRpEQN
Hj8bn89GiRQuUOHZz9ebvsFUXMYdRgGNg3nruYR6DRgka7e9AAAIABJREFU96i8syOblel2/PL/FOIIcRkkOCpHZGQk333
3HS6XC6/Xy6JFi4iNjZWMxIVCoygMbxbBhHbRaBXIdfp5fUsWWILtIb1rQgghghEZOizHoEGDSENYfXq1Xz55Zd06NC
Bhx56SAKtq0znuhaKPX7+vS8Ph1fInRO5FLN89E6YotXIUSCEEOLIZNZhOfx+PwUFBcF1CwGsViuhoaGVHmMzJrMM/37¢
ninhvdy4un4oGeLRdLXomWtFI4AC2EEKJ8MuuwPD/++CP/93//R2JiImazGYA777yTkSNHVvKeicpwY30rUSFa/v5zNvk
uP+/tyiXT5mX4NRHoJbMIhBCiHBJolWPPnjOMGTKEGTNmMXFK3dIGzaTUKbeLMPNq2Fu/szKHA5efTwwUYtQqDGoVh
0sk5I0QQ4kJydShH7969WbVgFStXrmTrlqls3bqVtLQOmXV4lbs+wexLXeMIM2jw+uHDA/ks3JuHzy/nhRBCiAtJRgsc



aWIpFBcX88EHH2AYIXQGHzJkCHfffXcl75moTIqikBSu55mOsfxjezaZdi/fnChCAe5tEYNFIO9dhBBC/ISEWuUXYt28fjz/+0O
JMmTarsXRFVjKIoXBtj4qVucTz7wxnynH5WHyvCr8IjbWtV9u4JIYSoQiTQKsd1113H/fffj8fjITw8HIB27drRoUOHSp91K
KqGeluOqgd3ieXdHNody3Xx9vIhcp5fH2kUTbtRW9u4JIYSoAmScoxx+v580HTqwZ88eNm7cyMaNG6WdgihFURTghx!
44voYksLOgMC2Mw7e3ZFNgdMrIXxCCCEko3U+p9PJ8ePHuf766010Ti51W2RkZCXtlajK4iw6XuwWx8xt2ezNcrL1jAP
b1liwm3hBDZIg8xYQQ4momV4HzHD16l0eff5477riDt99+u9RtI0eOZNy4cZW0OZ6KqUhSFSIOO8e2imbU9m/3ZTvZIu
3htSxZP3hBNvVEVf2bsohBCikkhn+PP4fD6cTid6vR632x3s0eX3+9Hr9RgMhsuu0Tp+/Dhbtmyhe/fulKIT54Lb09PT2bR
pE4mlJibRv3/43+32JZ/iqq9jt540tZ/klywlAoc0gDU7vG/+ZsxJ07dzllyhSsViszZsy44Dw5fvw4U6ZMA4dChQzz99NMMG
DCAxx57j0OzsbAAMTIhAr169rsxBCSGE+L1GSI3WebRaLRaLhUWLFvH + + +9jNpsxmUwsXLiQF1544bLgbIRVZfny5Yw
ePZrU1FSGDRvGr|27Stln/vz53H777aSkpPD9999jt8uixdWZ1aDh6Y4x9EmOoFEg)c/NpPVnSMIzIfs7x48fZ9SoUYwaN
YoOHTowfPhwioulLg7dnZGQwYsQIunbtyuzZs2nRogUul4u0tDTGjRvHUHHjaN68+Z9xeElIS6TDB2W4ZFHHmMHBggU
AvPjiibigis/nY8aMGZeVzXI6nbzzzjs8/vjjDBkyBLvdzjvwwMO8efNQFAW/38/ixYtZvnw5MTEx6HQ66UJfA1gNWsalOroX
Hr/LDKTtpxR5e++ksr92YQIxZe8E5tHnzZhITE7nllIvizc3ltddelyOtjaZNmwll2a7mzZsHe7iZzZWYKCwuliligc + fO6PX6YK8
3IYQQVYSEWmMV47rnnaNasGQ6Hg379+gEQEhJCgwYNLivQcrlcZGRkkJSUBECAONXYuXMnPp8PnU5HdANY2gampjBs
3DqfTSceOHfnrX/9KSEhImdvatmObDoeDrKysCjlOceUYdRoeaRuN2ZDL6gPFZDt9PPfDGSa0j6ZIbAh2u528vDwAsrKy
ilyMRKfTYTQaMZIMFBUVBbeVkZHBxo0beeqppzh48CBDhgzh4YcflioqivHjx3PoOCH + +te/cuuttOrrESGEqGIKkOCpDvXr
1mDBhwu/63TNnzjBx4kRUVaVPnz6oqorf7wdAo9GUyli53W7Cw80ZN28elpelLXrl6MWzYMFq2bHnBdvPy8hg5ciSp
gakAJCYm/q79E38ek07D6JalQFVYe6bKILIePN7dm8ddOsWz54mPeemsmAAMGDMBut+P3+/H5fPh8vuBC51AynD18
+HBefvll9u3bx6RJk3jgqaeYM2cOqqry97//nX//+98MGjQInU6e0kIIUZXIOFUFi460Zvr06bz+ +usMGDCAhIQEDh8+D
MDhw4dplaoVWm1JM8uoqCgMBgMWi4VatWoRFhYWDMrOFxkZyccff8yGDRvo1lKnTn3Y840/RaxUevC6Ke5pHAF
Dg9jN9y1mubzecXbt2sWvXLm677Tb27dtHTk4Ohw4dljo6mrpl67)lyxbOnDIDYmlimzdvxulOcujQIUIDQykoKMDhcO
D3+zl16hQRERGSzRICiCpI3v5eRH5 +PhkZGcHglzo6mpiYmIteOPR6PFXq1QNKiuEfeugh3nnnHfbs2cMvv/zCBx98wEc
ffcSqVatYsGABHTpOYMSIEURERFC/fv3gMOPS5jEYjHTpOAEoCtPTO9I09WHHFaDUKtzYOR6tRWHIgnwKXnze2ZfNwm
1rclGilbdu23HbbbTzwwANoNBpmzJhBSEgIf//737nvvvwo0qUL9evXZ+jQobjdbqZMmcK+fft4 +eWXCQkJwe/389prrw
UDeCGEEFWHtHcox549e+jVaxc2my0403DixIIMnTrlsjIHfr+f/Px8cnNzqV27NmazGYfDgdPp)CliAo/HQ2ZmJhgNhpiY
GPR6/W9uX907VE9 +VeXbE8W8uzMHFTBqFR5tW4se9a34fL5gOxGDwQCUDCOHIJkgEbtfpdOj1JX25XC4Xfr8fg8EgQ
47ZCCFELjZBX53L8+0O0PDBkyhBkzZgTrZTQazWUPz2g0GqgKiooiKigr+LCQkJFjwbjAYghkwUbNpFIVeSVZUYMGeXOx
elb9vz6bY7ad/w9ALIKEYjcbglzqd7o0JgSmYaCiFE1Sc1WuVo2rQpu3fvxul04na7cbvd +Hw+Wb90/CEaRaFPkpVxbWt
h0ir4V{jnL718kVKIzy/nlhBC1DSSOSqHO+mksLCQW265JThUM2rUKMaMGVPJeyaqOOVR6FbPikWv5bUtZ3H7VBbty6
PI5eeu5hHoNVLULoQQNYXUaFVDUqNVcxzLd/Pa5rOctXtRgFsbh3F38whMOkk2CyFEDSA1Wuc7eflk77//PjfffDNffPF
Fqdt69uxJv379ZBgq9gDANIgxM6hDDyz91UuDyszKIkEK3n0falMKglfNMCCGqOwm0zgMoClarFZ10V6pp)BAcQhSI]j
WIMjKISxwzt2WRVuzIu9RINECFZCuZNi9ajuJiml660b89I1UNIUTVIKOH1ZAMHdY8qqqSafMydVMmacVeAHQa8PpBA
QwahftaRjKgYagEWOIIUX2MKEIQIaoARVGIt+p5tIMsdUNLEs3e/y4SoAluv8gHB/14UeCuv)OUQghx2STQugi3201hYW
Hww +10SnsHcUXVCtGhLSdjZfOorDpalOegEEJUILKjVY5jx44xbtw4zpw5ELyC58EHH2T8+PGVvGeilvP6VYrcZa93CbA
5zY5Vr6FrPQsNIgxoZBhRCCGgNAmMOyvH1119jNpv55ptvCAsLA0q6c0t9jLiSjFqFeKuOXKevzNuLPXSWHCIkxZFCGoQ
buCnRQqvYEOLMOkw6RCc5PIYSoYiTQKkfI+vWx2WxYrVZZ6kT8aQxahRHNISm2KROXr/QQoUGjoKLi+W/C61iBm2N
73Jh1+USbdVwfb6ZPspUEq8yOFUKIgkICrXLo9XoOHTpENz59gm0e7r77bu6//37)GogrRIEUWsaYmNA+mmWHS)IV
S5EGrKDSINDD8mggaRxnZc9bB3iwnx/PdpOS5sXtVThZ60OFIYWGdHCmgYYeT6hBBaRJtoFGNAWEWbN2ZkZDBnzhxO
nz5N27ZtGT16dHCIxxMnTjBjxgxcLhcA4eHhTJ48mfXr17Ny5Ur8fj/33XcfPXrOgMxDEEKI3yTtHaohae8gAuweHytTiliV
UkhBGbVdZp3CoIZh9E6YEIfFMI1PPvkk4eHhjBkzhk6dOjFrliyGDBkCgM/no7CwEFVVSUIPZ +2YsXzzzTcsWrSIO+64g
+XLI7NkyRK+ ++67Sj4KIYS4KOkMXx6n08mcOXNYv349qqrSqlcvHn74YRIGFFWKWa/lzmsiGNI4jKP5bg5kO9mR4eB
wrguvCnavytJfC1j6awF1Q/UQjzbSNi6EVJEmLAZtpe233W5n69atLFy4kISEBO6880527doVDLSOWi2RkZHAfDAmTpzIw
IEDMZvNPPTQQ/h8Prxeb7B2UgghqgjlJtMgxZs0a3nnnHebOnUtoaCjjx48nNDSUOaNHy9ChqHKMOg3No000jzZxe9N
wMm1eVh8rYnOajQKXH5dP5XSRhINFHtYelL8akU7ipvpU+SVbirXpCdMoVn8Ho8/nly8tDVVWcTiculwuz2YyiKCQIX
HkyJELfufEIRMsWbKE7du3A7B27drgbOB58+ahqqo8H4UQVZoEWuU4eflk48ePp0+fPgA8/fTT/Pjjj/LCLqq8QPPT+1t
GMqJ5BJk2L4dyXKxLLeJwbknDU6dX5atjRaw9XkSMWUdASuJ6b6ltpEx+CUXtlarry8/N56aWXcDgd3HHHHSiIKgtdbOg
W/oKDggiWvAD7//HOGDx9006ZNAejRowcbN27k119/5YknnmDAgAGEh4dfkfOVQoiKIFWOZo3b86TTz5)/frIMZv
NzJkzh+HDh192kKWqKvv37+f06dM0aNCAJk2aBG9z0Opls3749eLHR6XS0adMGi8VSoccirk6KomDSKSSGGOgMN9A
n2cqpQg8bT9ItlyXVxsshDjsNHhs1Lhs3LINQHEUYNXepauCHBTPOWPVEhFfcSUatWLd5++22g)Lsle/ZsNm7ciKlofP75
5zzxxBOkpaVRXFxM06ZNKS4uZsWKFSxcuBCdTofH4+HQoUMkKICQQFRWFRIM1i/yFEOJcEmiV48Ybb+Qf//gHs2bNo
gioiHvwwZe77777sgOtL7/8kilTpnDrrbcyadIkli5dyjXXXAOAw+Hgk08 +wWaz4XA4WL9+PevWraNZs2ZX4pDEVUG6;/C/
08vpVbB4/R3JdrDhSwP4sFyqQ7/Kz6mgRad44VYTVoaBxppG+ylbZxZvTaisvkarVann/+eUaOHEIxcTFDhw5I8ODBLFq0
iIJSUFN544w1Wrly)JxWKhQYMGAHg8HqZPn8769evx+/08//zzUqclhKjyZNbhefl.z89m6dStNm ThwlEDpW5r1KgRTZo
OueRgy+I0MmTIEEaNGsWIESN45pIncLvdvPXWWxds460PPmLu3LI8 +eWXWK3Wi25XZh2Kinam2MPODAd7shz8m
usm77yGqWa9Qru4ENreEhdCslokEq65Carp8Ph9utxuTyYSIKMFVGDQaDX6/H7/fj073v/eDqqpSXFyMyWRCr69asyiFE



KIMMuvwfCdPnuS1115jzJgxzJw5s9Rto0ePLjX091tcLhepqak0b94cglYNG/LFF1/g8/IKXTwAFi9ezIQJE34zyBLiSkiwbhn
YSM/ARmMF4/Sqb02wsPVTAyUIPAHaPysbTdjaetgPQMMLAXcOjaBcXglbz+wMurVYb7JOFIBoO1GgOFwwPKopCaGjo7
/57QgjxZ5NA6zytWrXi+++/58SJE3To0IFGjRoBcPToOWAt1cWkpaXx2GOPoaoq/fv3R1XVUosAl1VXsn//fogLi+nfv3+
5283JyeGBBx4gPT2dw4cPEXER8TUOTojfptModKtnpXMdC512L0dyXezMcLDtjB27t+RcPprv5pWfzhJp1NIg0sB1MSZu
gGOm3iLLVAkhxLkkOCpDYWEhK1asID8/n3HjxqGgKI999RUpKSIIDvudKz4+vtS08//85z28cPXqUNmM3acOLECRo3bozf7
6e0gAirlYrX6+XZZ5+If//+F+3RpaoqDocDh8MRHF4R4krSahRqW/XUturpUd+K3ePnp9M2tqTbOVHgJs/I18/1Y0eGgx
0ZDv61L49r0030bxhKo0gjEUZthdZ1CSFEASQIWmMWYNGkSCxcuxO/3Ex4eHsx1zZo1i8GDB1/yO3ZVVVm4cCGzZs2iZ
8+ebNq0iY8++0jNmzezfv163n33Xfbu3UuPHj3Yvn37RYvgVVXF5yupm7nllis4cOCA1GiJSqGqKgUuP2eKPfx42saGUz
YKz+IKrwARRi11QnXckGCmbXwI9cIMIbfDQghReUZIoFWOL774gpSUFCZMmICIKGRkZBAdHY3BcHkXDFVV2bBhA7/
++iu9e/emQYMGNDhxglOnTtGISxdSUIM5cOAA/frlQ6u9tE7dUgwvghKX18/OTAc/nbZxNNI9Nhs3LuethKOCTKAM9
6lIpVstInVA9piq6/glQQIQwCbTKs3rlav7f//t/fPHFF+j1eh566CF690jBqFGjKrOGRQItURX5VRW7x09akYc1x4rYIGbH5
Sv98mLSKoQZNdxY30r/hgFEmUpXL7i8fnZkOCj2 +GkdayLWjMLhRDVmsw6LM/Ro0fplatXcNr5jTfeyK5duxg5cmSIB
1pCVEUaRcFqONKOIpYmUUZGX+fnQLaTvWed7D7r5FSRB6dPXWn3sfRQASsSOF9A40kjLWBPXxYZwptjDv/flueD6b4s
HBXonWhnbphabPzCzUQghKpMEWuUVo2bllw4cPx2g0EhYWxquvvsozzzwjQZYQIOBRFEINW rUttChtgW/qpJa4GbNs
SJ+SrNj9/rx+OFAjosDOS4+PlhwwTb8Kqw9UUy8Vc/QJmHy3BNCVIpzB/8u97VICIXKObVrV5YvX05xcTHHjh1j5syZV
WLYUIjgSKMoJEcYeaRtNPP61 +XV7vGMujaCJIEGfusZ9cWRA00IMINWCFGxPB4PO3bsICcnp8zbnU4ne/bswel2k5
WVxeTJk3E4HJf9dyTQKkdRURFRUVHcdttt3H333TRq1liCggKkpE2IP8ao09C0lonbmObw5k21ebtPbZLDy6/FKnT5cfvk
eSeE+P0cDkdw5n7AmjVr6NKIC8uXL7/g/16vlyITptC9e3dSULMpLCxkzZoluN3uy/7bMnRYjl27dvHee +8BJR3eN23ax
DvvwwMPw4cMrec+EgFnghRnomWjlgz15Zd4eGaLFJP24hBB/wHvvvcfNN98cXGu4sLCQ9957j44d0525/507d7Ju3Tpa
t24d/JnP52PFihWcPn2aMWPGEB8ff0l/WzJa5ejZsycff/wxH3/8MZ9+ +injxo0jNTW1sndLiBqpV2IoDSPKbp2S4/Dx0cF
8HF4ZPhRCXB6n00IMZibHjh0jLS2NrKws3G43r7/+0qlbtyYhleGC33G73bz33nvMmjWLMJiYAMITU1PZvHkzmZmZ
DBs2DKfTeUn7IIFWOQK1WceOHePgwYPs3buX/Pz8yt4tIWokiOHDpA4x1A39X5JdpwHDf2cbrkwp4pVNmRS5feVtQg
ghLvDJJ5/QtGIT5s6dyy233MINN9zAtm3b+O0Omnn5g4cWKZy +ItW7YMt9t9QbYrOTmZ6dOn8+ijj5KamorNZrukfZCh
w3Js2bKFuXPnAiXrEyYn)/PwwwILMbwQV0iCVc+sXnU4WeTG7VOpY9Vz1u7179uzOVnoYV+2i9e3ZDG2dRR1Q/XyX
BRC/Ka77rqlL22+/nb/97W/cfuwittG7dmnXrlqGgKuPGjWPTpk0cO3aMvn37kpycjNfr5aeffuLMmTOMGjWKLVu28Mw
zzzBpO0iQURUGj0aDTIYROI1gzLYHWeXw+H16vI27dutGtW7dSt2m12uAahkKIigfTKjSIMAa/DzVgmdmzNpM3ZnAwx
8XeLCcv/pjJ1G5x1LZKsCWEUDIitVotWq8VatWI2mzGZTAwaNIhBgwYBcM8999C9e3fq16/PUOSIRWIilu+ ++27w9++
44w5effXVP/Ral53hz/Of//yHMTNNXvBzRVEYO3YsY8eOrfQXd+kML642 +U4vHx8sYM3xIvwgRBq1PNg6iq51LZ\W9a0
KlasDtdqPT6S4YKty2bRvROdEkJyfz888/Ex4eTtOMTYO3b968mZYtWwIlI13du3fH7Xbz/fff06dPH4XGI79BluA5N9vtxuF
w80OOPP/L888+zfPlyrFYrDz/8MA8++CADBwW6UQEUISUD1q3y4P49VR4tw+VRMWoWH20TRpa4Vg8xKFEJUTSOKGP
48BoOB8PBwjh8/Tr9+/WjYsCHXSfEMGTKE9evXSx8tISq)TqNwT4tIHm4dhV4DTp/K2ztyWHJAJgkllaougdEqR+fOnRk
1ahQnT57EYrGwceNGXn/99UrPZgIxNdNpFG5MtKLTKvxrbx7ZDh8rDheQ7/Jyf8sowozayt5FIYQoRYYOy6GgKjabjSN
HjIBUVMS1115LREREmMVNB/2wydCiudqqqcjTPzQsbM3B4S17CWsYYea5THGZ95TI9HhRDiv2TosDw2m42ZM2cyeflk
TCYT69atY8uWLTJOKEQVoCgKjaKMvNONDmM3iTADszXLx3A9nOJrnquS9EzWZz +erktcBn8/Htm3b8PulsW9F+vnnn/F
6vX90GxJolWPlypX88MMPJCYmcvrOaQwGA5999ImVIILIcbWKNuuYeEMMHWuUHoAGOF3h490cMdmc65LkgfijeHw8
GoUaPo2rUrrVu3pnPnzvTqlYula9fSuXNn8vLKXi6qMjmdTp599tk/HBSI//H5fEydOpXCwsl/tB2p0SpHXI4ew4YNob6io
CCg5ieWdghBVj9Wg5fHrY1i8P58vUgpx+VRmbsvidmsj6Z1loRauRukpxeYxGILOMTCEzM50hQ4cya9YsWrZsSUJCA]
NnziQONJSCggKsViunT5+mbt260J10zp49S/369dFqS20Fi4qKgj/T60svnl6dnU1hYSGJiYlotVpsNhunTpOK3jc/P59at
WaghKAq5ublYrVb0ej2nT58mMNDSUIIGIFEXB7/eTIpaG1WqtjleqSIBVIX379rF69Wrqlg3LbbfdxsaNGImM8e TNNmjQJXst
XrVqF2+0mKigKfv36sWzZMrKyshg2bBiliYmcOXOGjz/+GK/XS2RkJHfddRcjRA5Er9ezbNkyhg4dilarZe3atbRp04a8vD
w+//xz4uLiuPPOOWH4+uuvyc3NJSIigiFDhgCS0SpXp06dmD17Np9+ +ikLFixg2rRp90zZ87KLATMyMrj//vvp1KkTf/nL
XyguLi51+8KFC7nxxhvplKkTs2bNwuPxVORhCHFVCNFpulL91JPddG4FRq1Do9jNnZw4rDhfg8ckbJHFSNBoNDRs2pF
mzZujlehoOaEDz5s3JycnhiSeewGazcccdd9CnTx/69u3LzT{fzK233sqgQYOYPHkyfr+fzZs306dPH+677z7uuOO0UIm
RrVu30rdvXx588EG+ ++47Dh48yM0338z00a059tpr+fbbb+ncuTONTpO0iNzeXNm3asGHDBkaMGMHw4cPp2bMna9
eupbCwkKFDhIK/f3969uxJVIZWIT5qlefgwYPceuut50fns2zZMr755hvee+890g0OjmT17Nt9//z3p6emMGTOGVatWk
Z6eztixY1Im7dilOp5NHHNKEpIPJhAKTSEtL4/vvv2flkiWoqsr8+fPxeDy88cYbHD58mKKIll555RVsNhtjxowBYMWKFUy
aNIni4mImTJjAkiVLKCgoCO6fZLTKcd111/HVV1+xc+dO7HY7LVq0IDo6+rK24fP5mDJICvXrl+eNN95gwoQJLFiwgL/
85S9ASc+uBQsWsHjxYs6cOcM999zD8OHDy1zkUghxcRqNwi2NwekTqufv270xe1SWHMjnTLGHB1vXIkQn7ytFxZo6
dSpRUVHO7NmMTTz75BIvFwpgxY5gwYQKPPvooTz31FDfddBMPPvggGzduZODAgQBs2rSJVqlaMWfOHLRaLX6/n5Ur
V2KxWBg6dCh2u502bdqwY8cO4uPjiYuLlzMzk+PHj7N8+XJ +/fVX/VGPf2AymUhJSeHbb78IKyuLhx56qJifkcqxfft2Bg
0axCuwvILf70dVVVq3bs3GjRuJi4vj6NGjJCQKEBMTw5w5cwCYPXs2AwcORKPRkJaWRIpaGtnZ2bz44ots2rSJrVu3Yjab
gZK2TylbtmTpOqVcd911REdHCc/ToUWW2Gx6Ph4SEBH788UccDgdJSUI8ItINhISEBPAPXNnO4/V6mTNNDj1690D555
8nPDyc7du3M2LECL788svL2pbNZmPLIi3069ePmJgYOnTowPr16/H5ShbG1levl11K5dm9mzZ7N06VI6dOhAeHj4ITgs]
a4K001Ch9oWnuQYS5xZh1leFb1NtzPo5m7N2qVORFcdgMNCkSROioglIDw+nTp06wdfv4uliOtPT+fTTT3nlIVdITk6m



du3awd996KGHII2NpXfv3vzwww+kpKQwYsQIxo4dy+HDh1FVIZEjR/LZZ5 +xbt06x08fT3FXMZmZmbz22musWLGCH
j16kJeXR1xcHLGxsSQnJ5e6uFINXCAXiqKgKAparZY9e/YwYMAACgoKCAONDZbIGAWGTCZT8PtmzZrRokUL3njjDelLi
499JCeG5557ju+++4+GHHW52GdBoNNx1112sWrWKt99+m0GDBuHz+YiMjKRFixbcfPPNzJo1i5CQEEwmOwX/B8lo
nefs2bM8//zzrFqlijVr1tC7d2/Gjx/Ptm3bgtHtxbjdbo4ePYqqghgMBmw2G6GhoQBYrVbsdjt+vx+tVouiKDzwwAPQO7ds
Xs9INMhx9+WO4T5ezZs/Tp04fU1FSKi4upW7duhR63EDVIq9gQ3ulbh6fXp308wMPmMdDsnC9280j2ByBDptSWulLKvV
SIUSEgMGDOCBBx7A5XKVag2Um5vLg6++yhdffMG6detITkbmadOmTJ8+nd69ewNw/fXX8+yzz7)161a2bNIDUHRC
AAAgAEIEQVTCTz/9hEajYerU/8/efUdHVWOPHP/eaemT3gihSYBQBaSEFKRAISLtgYhAIIcCNfQ8QQX+IIA9RFBFRpD6Vq
oIgKEVQpCpIEQJEINSEkJ5Meqbf+/sjMhoBBV+Sgcn5rJW14E7bZ9rdc+65e/+HWMBAJEYjCQkJnD59moyMDBISEsjKy
nLWkJ2gRYsWVPLKK7Rr146d03cSFBSEzWajadOmLF26IHvuuafC9f39/QkPD+f48eM8+ +yzHDhwAK1IWS3Z2Nm5ub
tx1113k5eVVuE23bt0oKyvjoqVL9ONTB3d3dzlyMtBqtY4i502bNrlufCLR+00ysjKiogJo3bol/v7+pKenM2fOnJtem1V
UVMS6detQFIW2bdvi4+NDbm4uUL7APjg42NH50y0tjZkzZ3L69Gny8/MZPX0o0TZo0qdBn6SqlWk3jxo3x8/MjMTGx
89YsCC5Kp5b4v5gQPjpudFCGkbQSG1P2ZvDU3YHcHVozf/kLtOarldK1lalfHTJWnpyft27dHo9HQuNVrdDodiqLQqV
MnPDw8UBSF9u3b4+npyapVq3j77bfZu3cvbm5uvP7664SEhACWY8cOdu3ahVqtZvz48Xh6er)7926effZZWrVqRUIC
IGBgQwaNIiSkhJ8fHzo0aMHY8eOZfz48WilWh588EH69u3LM888w/jx46lduza9evWagkUW1277ty8cff8yxY8foOqULc
XFXREdHc+jQIV588UWaNm1KeHg4//d//4eHhwcbnY7ly5fz9ddf89Inn9GiRQtKSkolCgpi8uTIIISUSMorrxATESMTTzyB
TqdDo9Ewb948DAYDoaGhSJLEkiVL2Lt3L1CeiHI5eTFmzIhrdhMFS//gwoULdOnSBblej9VqpayszPEhe/rppxk/fvxNv5
HtdjvPPPMMPj4+TJoOiTFjxjB27FgaNGjAqVONIl60ZsyYMaxbt47i4mKGDBNC559/TnR09J/eryhYKgg3z2STmXckl5/Sy
5AV8NZKTIkJoUmguzgjURAEoHYWsU +fPsTFxZGXI8fZs2fZuHHjzTSN/iuiqfQfWSWWEhMTHeuofi88PJylilhb +s\WQm
ZnJ3LIzyczMpFu3bowaNYp9+/Zx5MgRxo0bx6effsru3bvRaDTO6NGDIUOGoNPp/vQ+RallCLfGbJPZeK6QtacLsSngoZ
EY2cyfulZ6Z4cmCMJtQFEUkpOTSU50dqy/CwoKqowZQpFo3YIEoiUIt84uK3yfUsKgxHwKLTIgoH+UniHRvnhpxbotQR
CghGjBIwhCzaBWSfSq580LHYLRqUAGVjpfxLwjuZhsotaWIAhVQyRagiDUGJIkOTLEg7furUUDXy2yAgfTjbz+YzbZpalY
SFD1ZFnm2LFjf7uti8lk4ueff75tWu0oinLdpTa300VRqq3bi0i0BEGocRr46ZjeNZQGfuVtUU7mmnhhZwZXikSyJVQtk8n
EiBEjOHbs2N+6fWZmJgNGjbgmyOhl+/HHHIM8eTObN29my5YtNew6n5ycTPPmza8ph3A7stlsjoKmU6ZM4V// +lel
JFsiORIEoUbyddPwny5h9KpX3iOu0CLz6g+Z7L9Sil0sXRV +R5ZI8vLyKCOtJSUIpcIMTn5 +PgmpqY4deGFhIcXFxZw7d6
7CrJOIKGRMZIJQUFBhWO0ZGBsnlydjtdkwmk60/rizL50fn3zARMIIMpKWIVVNnz9PTOdFJSUrh48SITJkzg90nT172e0iiO
vOuZxWLh8ccf560PPqKOtJSRIOfy1FNPAeVIMcxmM+np6SiKQISeHIIZWY4xXX2dcnNz/9Y4RROtQRBqLB83NWNbB +L
vrmJOUhG5RjtzDufwlDWQ+0RDauFXmZmZtG7dmjp16mAwGOjUgRNLIizhu+++Y8qUKQDO7NmMTN998k8ceedyLFy
9SVIbGlilbaNSoEYqisGDBAubMmYOHhwfp6ekALFqOiAULFMAymXjggQfo0aMHr7/+0nv37iUrkK4tHH32ULVu2EBA
QUCGe3NxcevXqRVFREY8//jjTpk2rUBD1ViiKwurVqOILS2PChAnMmzePvn37MmTIEBRF4ciRI6xatY pWrVo5bmO329
m8eTPLIi0jLCWMi8WCzWZj+fLIbNgOCY1GwISpUIMyZQvI+vWjadOm7N69m5SUFDwW8PFi7di3ROdFMmzbtmmbbV
WX79uls2rSInTt3kpCQQFBQEMXFxbz88sv07dsXsOIMVIYWffr04dixY +Tn57N06VK6d +/Ozlkz+eKLLIAUhcmTIXMfH
39LZyOKGS1BEGoO0IUpiSBM/xrYOXEOtYZNh6XEDN5wwYLXf3r/Shepjtot577332LIzJwcPHmMTXrl0899xzz)s3j02bNnHg
WAEUXLgAQP/+/Tly5AgNGjQAoLi4mM8++4zNmzfz5Zdf4u7uDsCgQYP46aef2LBhA99+ +yONGzYkOzubM2fO8MM
PPxAbG4u/v/81sVztILI69WpWrIxZYZbsVkmSRLdu3Vi7diOffPABP/zwAL1FRUY4xz5s3)/vww9/R4QTg1KITTJo0iXHjxtGk
SRMsFguyLBMaGsrMmTO57777WLBgATqdjvfeew+Lxclbb7yBzWbj3XffZdKkSYwYMelvJ4d/RI++fRkwYABvWPEGc+f
OdRQOI/KC4F9++SUffvghu3fvZt26dUybNo0IS5Zw8uRJPvnkE9avX8+iRYtYuHChY9bxZokZLUEQajydWkXP+j64qS
WWnjBQaJbZcrEYGRgW7YfeTZR/qOnUajX16tXD19cXf39/LI++jMFg4M0338Td3Z2wsDDHzrtly5YV+tYWFxcjyzK1at
VCp9IMREBCA0ih8//33rFixAqPRSGFhIUFBQQwePJgdO3bwww8/MHNy50vOnHh6elKnThlycnlcsOn/izp16jBmzBieffZ
Z1gxZ46jlmJ2dzfHjx3nttdcq)EVnzpyhTp06d0OjQgTpl16rBw4UJUKhWSILFy5UpSUIIwGo08 +eSTvPvuu +2zZs4dTp05x3
333kZCQWLRpOxgzZgwNGzb8n+K+FWqlGolGg06nu6ZWZWBgIAOaNCAvLWIfX1/Cw8MICwujqKilrkwsDAYDEyZ
MQK1WO07Rp01uurSUSLUEQhF91jvSirp+OGTIMkV1ImZ+uFYtKLrbwUE4K7RhwAgMmsViunT5+mYcOGZGVI0axZM
wIDAS5kyZQrdu3fHZDKhVI8/Iff19cVatZKVIYXFYiEJQWrlcr8+fN566238PT05B//+AdQ30FkwIAB6HQ6mMjZtyt69e2nbt
i1eXI5VOrbvv/+etm3bsnfvXoYMGQLAI19+Sa9evRwzcle5ublRWFilzWbDaDRit9tJSUIhxIgRbNu2jby8PJYtWO0aTJk20
U6cO//nPf+jRowd16tRhzpw5XL58mccffSyOHTsSGRIZZeP6I510d8tne9aqVQutVsvixYupXbs2RqPxII8LkWglgiD8SiV)
RPpomdY5ICUJBk7kmDiWbelLF3Zk81yaQqgID/uR2HcAf74IMPAJg0aRIXMTF88sknLF2610XLI6PX65kxYwbROJEEBwWAX
uJ23tzcTJO5k0qRIhIeHO7dvX4KDgxk9ejTz553Dz8+P1gqlb4+bmRv369QkKCqlLly54eXkxdepUVqgla5diSu7u706ZNGz
QaDR4eHrRv3/5/WuckyzJLly7FZrPx9ddfM3z4cBISEqhVgxbz589n9erV18zgdO7cmcDAQB5//HHMZjNmsxkfHx8iliJ4
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