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Dear Colleagues,

It is our pleasure and privilege to invite you to the 7th INDERCOS Congress, which will be held between the
11th - 13rd of March 2022 in Wyndham Levent Istanbul Hotel.

Prominent national, and international speakers will participate in panel discussions and breakout sessions
on their areas of expertise and updates in clinical, surgical, and aesthetic dermatology.

A special focus will be given to drug development and modern therapies in dermatology, their clinical
applications, and research perspectives.

We hope to establish an outstanding interaction between the faculty and attendees in an unforgettable
atmosphere of friendship and scientific cooperation.

We are looking forward to welcoming you to the 7th INDERCOS!

Prof. Dr. Umit Tiirsen Prof. Dr. Kemal Ozyurt Prof. Dr. Ayse Serap Karadag Prof. Dr. Katlein Franca
Co-President Co-President Co-President Co-President
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11 MARCH 2022, Friday

08:30-09:30 ORAL PRESENTATION -1

Chairs: Deniz Demirseren, Habib Aktas

OP-01 A Rare Case of Reactive Angioendotheliomatosis
OP-02 Characteristics of hospitalized dermatomyositis 13 patients: retrospective study
OP-03 Immunohistochemical Evaluation of TNF-a, IL-1, IL-12, IL-17, and IL-23 Expression
in Patients with Discoid Lupus Erythematosus
OP-04 Serum zinc-alfa-2 glycoprotein (ZAG) and insulin levels in rosacea patients and
correlation with metabolic syndrome
OP-05 Lips smile between HA filler injection and LippLase
OP-06 Cutaneous complications associate with different aesthetic medicine procedures in
patients attendees
OP-07 Lieshmania cutis diffusa pseudolepromatous leprosa case report
OP-08 Accropustulosis in Yemeni infants and childrens
OP-09 Emotion regulation difficulties and executive functions in adolescents with Skin
Picking Disorder
OP-10 A case of cutaneous leishmaniasis and the role of CD1a staining
09:30-10:30 OPENING SPEECH & LECTURE
Patient-centered dermatological care and treatments: Delivering care
and improving outcomes
10:30-10:45 COFFEE BREAK
10:45-12:00 INVESTIGATIVE DERMATOLOGY (In Memory of Prof Cem Mat) *
Chairs: Server Serdaroglu, Kemal Ozyurt LAN
Genetics in epidermolizis bullosa
Medical Bioinformatics in skin cancers
Clinical applications of antimicrobial peptides: Where do we stand now?
Biology and biomarkers for wound healing
Low grade Inflammation in Dermatology
Skinomics, transcriptional profiling in Dermatology; Omics in psoriasis
gnd skin cancers
Inflammasomes and inflammopathy in dermatology
Generation Z, Technology addiction and dermatology
12:00-12:45 SATELLITE SYMPOSIUM-1
HAIR TREATMENTS AND ANTIAGING TREATMENTS WITH NEW
GENERATION MICROGRAFT AND FAT SUSPENSION TECHNOLOGY
Moderators: Zekai Kutlubay, Filiz Topaloglu Demir
Speaker: Ulas Gliveng
12:45-13:30 LUNCH
13:30-14:30 DERMATOSCOPY -1

Chairs: Mustafa Turhan Sahin, Omer Faruk Elmas
Nevi vs Melanoma

Facial pigmented lesions: Differential diagnosis and challenges
Pigmented and non-pigmented nail lesions

Non melanoma skin cancers

Non scarring alopecia

Scarring Alopecia

Hall-1

Ieim Kémdirciigil
Dua Cebeci
Selami Aykut Temiz

Rana Basara Sahin

Mohammed Abdul Qader Almalmi
Mohammed Abdul Qader Almalmi

Mohammed Abdul Qader Almalmi
Mohammed Abdul Qader Almalmi

Isil Kamberoglu Turan

Ayse Tiirkmen

Katlein Franca

Burhan Balta
Siimeyre Seda Ertekin
Arzu Kilig

Mahmut Can Koska
Birgiil Ozkesici Kurt
Esra Agaoglu

Miige Gore Karaali
Elif Comert

GLOBAL

BIYOMEDIKAL

Mustafa Turhan Sahin
Abdullah Demirbas
Mahmut Ciineyt Soyal
Tugba Kevser Uzungakmak
Haitham Donia

Haitham Donia
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COSMETICS-1
Chairs: Deniz Demirseren, Aslh Tatliparmak
Electrical muscle stimulation for skincare

Mitocondria boosters for skin health
Yoghurt/Keffir/Sesame/Coconut/Olive oil/Soy oil and skin health
Magnesium for skin: Update

Nokor needle and other needles for dermatology?

COFFEE BREAK

SESSION: ALLERGY AND PRURITUS-1
Chairs: Mustafa Tunca, Necmettin Akdeniz

Epinephrine uses and autoinjectors: Dermatology aspect
Effects of Daily food processing on allergenicity: What is new?
Glove and dental materials allergy: What is new?

IgE levels and association with various parameters in dermato-
allergy

IL-4 targeting treatments in dermatology

Hand sanitizers and hand washing: Science and rationale
BREAK

COSMETICS-2
Chairs: Ahu Birol, Berna Aksoy

Glucose and fructose-induced skin aging
Body image in aesthetic dermatology

Body piercing and tattoo: Complications

Adipose-derived mesenchymal stem cells in aesthetic dermatology

Minoxidil and Procapil and it uses in aesthetic dermatology
Safety of cosmetic procedures during pregnancy

Anesthesia in aesthetic dermatology: Tips and tricks

QUICK UPDATE FOR TREATMENT
Chairs: Burhan Engin, Ayse Serap Karadag

Psoriasis

Acne scar treatment

Laser treatments of rosacea
Mycosis fungoides

Pediatric dermatology
Vitiligo

TEN

Hall-1

Ufuk Kavuzlu
Secil Vural

Habib Aktas
Deniz Demirseren

Asli Tathparmak

Mustafa Tunca
Amr Abdelhamed
Emin Ozlii

Maryam Khoshkhui

Mahmut Sami Metin
Omer Kutlu

Pertevniyal Bodamyali
Ozge Askin
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Siikran Sarigiil Gldiik
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Zuhal Metin
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10:45-11:45

11:45-12:30

11-13 March 2022
Wyndham Grand Levent - istanbul

Drugs in Dermatology

12 MARCH 2022, Saturday

DIET AND VITAMINS IN DERMATOLOGY
Chairs: Isil inanir, Sule Giingér

The types of diets: Nordic diet, Mediterranean diet, Ketogenic diet,
Vegetarian diet

Use of oral vitamins in skin disease

Use of topical vitamins in skin diseases

Antioxidants in anti-aging cosmetics

Could the food we eat be medicine in dermatology?
Supplements for nail and hair diseases

GENERAL DERMATOLOGY SESSIONS
MISCALLENOUS -1
Chairs: Deniz Yiicelten, ilkin Zindanci

Pediatric drug monitorization in dermatology
Current treatment approach for resistant HPV cases

Current approach for retinoids in the treatment of cutaneous
lymphoma

Dietary supplements in dermatology beyond hair and nail diseases

Mercury/Lead/Arsenic/gold/silver and other heavy metals toxicities
in dermatology

Acupuncture and functional medicine for skin disease: Is there an
evidence?

COFFEE BREAK

DERMOSURGERY
Chairs: Necmettin Akdeniz, Gonca Elgin

Tricks in excisional biopsy

Tips in nail surgery

Tips for Mohs micrographic surgery
Tips for scar prevention and revision

When can lasers be used instead of surgery

LUNCH - SATELLITE SYMPOSIUM-2

SUSTAINABLE RELIEF FOR PSORIASIS PATIENTS WITH TREMFYA
Moderators: Serhat inaléz, Sibel Dogan, Didem Didar Balci
Speakers: Sinan Dogan, Giildehan Atis, Fatma Pelin Ozgen

Hall-1

Glilsen Tiikenmez Demirci

Isil inanir

Hilal Kaya Erdogan
Jelena Stojkovic-Filipovic
Sule Giingér

Isil Bulur

Deniz Yiicelten
Mihael Skerlev

ilkin Zindanci

Asude Kara Polat

Burcu Beksag

Semahat Alp Erdal

Necmettin Akdeniz
Eckart Haneke
Gonca Elgin

Amor Khachemoune

Atif Hussain Kazmi
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GENERAL DERMATOLOGY SESSIONS
WHAT IS NEW?
Chairs: Seray Kiilcii Cakmak, Sezgi Sarikaya Solak

BTK inhibitors for blistering diseases
Diagnostic techniques
Autoantibodies in skin disease

New uses of old drugs in skin disease
Aromatherapy and dermatology

Skin care products

BIOLOGICS IN DERMATOLOGY SESSION
Chairs: Serap Oztiirkcan, Didem Didar Balci

The history of monoclobal antibodies: Magic bullets
Paradoxical cutaneous side-effects of biologics

Efficacy of biologic agents according to HLA type
Monitorisation of biologics in dermatology

Anti-drug antibodies in dermatology

Are biologics really safety? Quick update with new studies

COSMETICS-3
Chairs: Zekai Kutlubay, Belma Tiirsen

Botulinum toxins for inflammatory skin disease
Botulinum toxins for hyperhidrosis
Botulinum toxins for anti-aging

Ocular (ptosis etc.) and asymmetry side-effects of botulinum toxin
injections

Device-based treatment for vaginal wellness

Aesthetic dermatology: What’s new? What’s true?

Postlaser erythema: How can we treat and prevent

Topical treatment strategies to manipulate human skin pigmentation

DRUG ERUPTIONS
Chairs: Tamer irfan Kaya, Zafer Tiirkoglu

Algorithmic approach to drug eruptions
Vasculitis and urticarial

Eczematous, acneiform, pigmented
Granulomatous and lymphomatoid

Psoriatic and lichenoid

COFFEE BREAK

Hall-1

Dedee Murrell

Sezgi Sarikaya Solak
Asli Bilgi¢

Seray Kiilcii Cakmak
Emine Unal

Neslihan Fisek lzci

Lawrence C. Parish
Filiz Topaloglu Demir
Mehmet Ucar

Serap Oztiirkcan
Didem Didar Balci
Sule Ketenci Ertas

Filiz Canpolat
Filiz Kusak

Pelin Ustiiner
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Vildan Manav

Rafet Koca

Zafer Tiirkoglu
Ozlem Kaplan
Goéksen Ertugrul
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HOT TOPICS FOR PANDEMIC
Chairs: Emel Calikoglu, Kamer Giindiiz

How effective can teledermatology be?

How much has the pandemic affected dermatology?
COVID-19 vaccine-induced skin diseases

Vaccination and drug use

Maskne and mask-rosacea

Dermatology education in the pandemic: How effective has it been?

MISCALLENOUS-2
Chairs:Kenan Aydogan, Yasemin Oram

Artificial intelligance in dermatology: Where we now?
Comorbidities in inflammatory and autoimmune skin diseases

Microbiome killers and savers for skin health, Biome depletion
theory hygiene hypothesis

Surgical Scar Prophylaxis-What is new? (Mitomycin C, fibrostat,
tranilast etc.)

Treatment updates for sexual transmitted skin diseases

Spontaneous regressing skin tumors and inflammatory diseases in
dermatology

BREAK

SESSION: ALLERGY AND PRURITUS: 2. UCARE - ACARE
Chairs: Marcus Maurer, Emek Kocatiirk, Ragip Ertas

Chronic Urticaria: Where we are in solving the disease?
Symptomatc dermographism: What is new?
Chronic Urticaria & Skin tests: When? Which? Whom?

Social and Psychological Impacts of Chronic Urticaria & Angioedema

10
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ANTIBIOTICS IN DERMATOLOGY & RATIONAL DRUGS
Chairs: Isil inanir, Algiin Polat Ekinci

Antibiotic resistance in dermatology
Antibiotic therapy in acne

Old and still using antibiotics in dermatology
New developing antibiotics in dermatology

Rational uses of medicine session: How can we prevent antibiotic
overuses?

Probiotic supplements during antibiotic treatment in dermatology

SESSION: HAIR AND NAIL
Chair: Selda Pelin Kartal, Ayse Akman Karakas

Algorithmic approach for cicatricial alopecia

Treatment of severe forms of alopecia areata in children and
adolescents

New treatments for cicatricial alopecia
New treatments for non-cicatricial alopecia
Algorithmic approach for nail diseases

What nail problems can/cannot be cured?
COFFEE BREAK

DERMATOSCOPY-2
Chair: Sirin Yagsar, Aylin Tiirel Ermertcan

Dermatoscopic diagnosis and management of spitzoid lesions
Dermatoscopic diagnosis and management of Clark's nevi
Dermatoscopic diagnosis and management of Acral lesions

Digital dermatoscopic monitoring of melanocytic lesions: tips and
tricks

Dermatoscopy of mucosal surfaces

Dermatoscopic and pathological correlation in melanocytic
neoplasm

Inflammatory and infectious dermatoses

LUNCH

11
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Melek Aslan Kayiran
Goknur Kalkan
Algiin Polat Ekinci
Bengii Gergeker Tiirk
Esra Pancar Yiiksel

Zennure Takci

Mehmet Melikoglu
Milos M. Nikoli¢

Ayse Akman Karakas
Selda Pelin Kartal
Arzu Karatas
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COSMETICS-4
Chairs: Aysin Koktiirk, Pelin Kogyigit

Treatment of double chin

Cosmeceutical Peptides in dermatology

Tele-aesthetics and Al in aesthetic dermatology: What is new?

Employing an aesthetician in a dermatology practice: facts and

controversies

Sleep lines treatments in aesthetic dermatology
Botulinum toxin procedures for lower face

PRF in aesthetic dermatology

Tranexamic acid in dermatology

PSYCHODERMATOLOGY: AN OVERVIEW AND UPDATE
Chairs: ilknur Altunay, Ayse Serap Karadag

Stigmatizing in skin disease

Psychological side effects for isotretinoin

Skin care addiction

Adverse childhood experiences in dermatology
Body dysmorphic diseases in cosmetical procedures

Pharmacotherapy in psychogenic pruritus

COSMETICS-5
Chairs: Meltem Onder, Zehra Asiran Serdar

Hair dyes, sunscreens, and carcinogenesis

Histone modifiers for skin aging
Oxitocin/serotonin/dopamine for skin aging

Carbon footprint in aesthetic dermatology and dermatology
Tretinoin, lactic acid and salicylic acid peelings

TCA, glycolic and croton peelings in dermatology

Kligman, Jessner and the other important formulation in
dermatology

Dermatologic care of the transgender patient

COFFEE BREAK

12

Hall-1

Medhat Abdelmalek
Zahide Eris

Emel Biilbiil Baskan
Selami Aykut Temiz

Pelin Esme
Pelin Kogyigit
Aysin Koktiirk

Recep Dursun

Christina Schut

Ezgi Erdal Ozkur

Lucia Thomas Aragones
Efruz Pirdogan
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Mohammad Jafferany

Ozgiir Giindiiz
Fatma Pelin Ozgen
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TREATMENT UPDATE
Chairs:Nida Kagar, Ivana Binic

New developing biologics in psoriasis

Treatment approach to pediatric psoriasis
Autoimmune blistering diseases: An update

Are biologic agents’ studies promising in HS?
New developing biologics in atopic dermatitis
Biologic dressings, 3-D printing in dermatology
Computational drug development in dermatology
Rosacea treatment: What is new?

Acne and isotretinoin

Dexpanthenol, centella asiatica, arnica montana, allantoin for skin
and hair health

CLOSING SPEECH & LECTURE
Present and Future of Dermatology and Applied Cosmetology
Alopecia: What is new?

13
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Asja Prohic
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08:30-09:30 ORAL PRESENTATION - 2

oP-11
OP-12
oP-13
OP-14

OP-15
OP-16

OP-17

OP-18
OP-19
OP-20

Chairs: Erding Terzi, Géksen Ertugrul

Urticaria vasculitis case report
Risk Factors of Adult Female Acne: A Prospective, Cross Sectional, Case Controlled Study
Carcinoma en Cuirasse: A Rare Manifestation of Breast Cancer

The relation of cosmetic product usage, facial hair removal habits, and oral contraceptive
usage to acne formation among female medical students

Quality of life in acne vulgaris patients who are treated with systemic isotretinoin

Omalizumab therapy in patients with bullous pemphigoid: A retrospective study of 13
patients

Evaluation of the change in the interest in nose filling in Turkey in the last ten years
according to the years, via google trends

Acne Vulgaris Patients' Use of Skin Care Products and Their Impact on Disease Severity
Certolizumab-Induced Purpura Annularis Telangiectodes of Majocchi: A case report

A Comperative Evaluation of "Light-pull" Tests, Automated Digital Phototrichograms,and
Hb, Ferritin, Zinc Serum Levels in "Telogen Effluvium" Patients

09:30-10:30 ORAL PRESENTATION - 3

OP-21
OP-22
OP-23
OP-24
OP-25

OP-26
OP-27
OP-28
OP-29
OP-30

Chairs: Erding Terzi, Géksen Ertugrul

Variable Clinical and Trichoscopic Features of Temporal Triangular Alopecia
Trichoscopic and Clinical Features of Traction Alopecia: Preliminary Results of 9 Patients
A case of micromelanoma: Possible association with hormonal therapy

A rare case of granulomatous rosacea: from dermoscopic clues to succesful treatment

Primary Immunodeficiency Disease Caused By Mutation in CARMIL2 in Patient With
Disseminated and Persistent Warts

Gender related differences in Chronic Spontaneous Urticaria; analysis of 624 patients
Capillary leak syndrome induced by acitretin: A case series

Ichthyosiform Mycosis Fungoides: Rarely Reported Form of Mycosis Fungoides

as the cause of granuloma faciale; hydroxyurea

Skin Side Effects of Systemic Chemotheraputics

14
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Heba Atta Allah Hussein
Defne Ozkoca
Igim Kémdirctgil

Cemile Tugba Altunel

Cahit Yavuz

Zuleyha Ozgen
Nebahat Demet Akpolat

Fatmanur Hacinecipoglu
Ozge Sevil Karstarli Bakay

Ozgiir Giindiiz

Simge Stiel Eroglu
Simge Siiel Eroglu
Ece Gokyayla
Ece Gokyayla

Rabia Oztas Kara

Pelin Kuteyla Can
Zeynep Diri Er

Fadime Eda Gékalp Satici
Nur Gizem Aykiroglu

Sena Inal Aptoula
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10:30-11:30 ORAL PRESENTATION - 4

Chairs: Erding Terzi, Géksen Ertugrul

OP-31 Treatment of focal epithelial hyperplasia with topical imiquimod: report of five cases

OP-32 The Factors Affecting Quality of Life in Men and Women Diagnosed with Genital Warts

OP-33 Non-ablative skin revitalization of facial skin in vegan and omnivore patients

OP-34 Dermatomyositis Presenting Only With Isolated Bilateral Eyelid Involvement

OP-35 effects of guselkumab treatment in psoriasis patients

OP-36 experience of risankizumab treatment in dermatology department of mersin university

OP-37 Scalp Micropigmentation: An Innovative Solution For Hairloss

OP-38 Infections associated with eczema

OP-39 COVID-19 vaccine and subacute cutaneous lupus association

OP-40 Evaluating reading time in patch testing: a retrospective, cross-sectional study from
turkey covering an 8-year period

11:30-12:06 ORAL PRESENTATION - 5

Chairs: Erding Terzi, Goksen Ertugrul

OP-41 Paediatric lichen sclerosus et atrophicus: Clinic and demographic characteristics of 69
paediatric patients

OP-42 Factors Affecting the Compliance of Dermatology Patients to Phototherapy

OP-43  Evaluation of the Alexithymia, Depression and Anxiety Status in Acne Vulgaris Patients

OP-44 The Use of Combined Fractional Carbon Dioxide Laser and Fractional Microneedle
Radiofrequency in the Treatment of Facial Skin Aging

OP-45 Famililal Chilblain Lupus Spreading To Two Countries, Affecting Three Generations With
Variable Phenotypic Expressivity

OP-46 Clinicoepidemiologic profile of Discoid Lupus Erythematosus and Its Relationship with

Systemic Diseases

15
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PATIENT-CENTERED DERMATOLOGICAL CARE AND TREATMENTS: DELIVERING CARE AND
IMPROVING OUTCOMES

Katlein Franga, MD, PhD

Dr. Philip Frost Department of Dermatology and Cutaneous Surgery- Assistant Professor & Director of the
Psychoneurocutaneous Medicine Center

Department of Psychiatry & Behavioral Sciences- Assistant Professor
Institute for Bioethics & Health Policy- Faculty

University of Miami Miller School of Medicine, Miami, FL

The concept of “patient-centered care” has been more and more present in the medical literature in the past decade, with
exciting new studies and publications in Dermatology. This lecture will review some of these studies so we can consider
the “patient-centered” approach when delivering care.

Beginning with the Hippocratic tradition and lasting for the next 2,400 years, the physician-patient relationship remained
relatively unchanged under the beneficence model, a paternalistic framework characterized by the authoritative physician
being afforded maximum discretion by the trusting, obedient patient. (1)

Furthermore, this was reflected in the first two Fundamental Principles of Ethics that still guide our medical practice:
beneficence (do good) and non-maleficence (do not harm). Only in the 1800s the idea of considering the patient’s opinion
and perspective start to be discussed. And over time, two new principles, autonomy and justice joined beneficence and
non-maleficence and were finally accepted as essential principles of ethics. Autonomy is the principle that states that
one should be educated and make decisions regarding what happens to them without being influenced. Moreover, the
principle of autonomy guides the “patient-centered” concept. (2)

So there was a paradigm shift, and we moved into a much more enlightened era of care, and many physicians seek to
involve patients, help them understand treatment options, and work collaboratively to achieve wellness goals.

In patient-centered care, an individual’s specific health needs and desired health outcomes are the driving force behind
all health care decisions and quality measurements.

Patients are partners with their health care providers, and providers treat patients not only from a clinical perspective but
also from an emotional, mental, spiritual, social, and financial perspective. (3)

Dermatologists have two important roles: medicoscientific and medicosocial. The medico-scientific role of dermatologists
is to have an in-depth knowledge of physiology and the skin’s pathology and apply this knowledge to the care of patients,
including, where necessary, cosmetic advice and psychological support. At the same time, the medico-social role consists
in helping health insurance providers to define skin diseases, their somatic and psychological consequences, their impact
on quality of life, and the type of care needed to treat them. Both roles are essential for “patient-centered” care. (4)
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GENETICS OF EPIDERMOLYSIS BULLOSA
Burhan Balta, MD

Department of Medical Genetics, Kayseri State Hospital, Turkey.

Epidermolysis bullosa(EB) is a group of rare and inherited disorders characterized by skin fragility, with formation
of blisters, erosions, wound of skin and mucous membranes depending on mechanical trauma. EB include a broad
spectrum of phenotypes, from severe cutaneous and extra-cutaneous involvement due to deficiency of essential adhesion
proteins, to mild cutaneous fragility. More than 30 subtypes are recognized and grouped into 4 main categories, which
are predominantly based on the cleavage plane of the skin and reflecting molecular defect; EB simplex, Junctional EB,
Dystrophic EB and Kindler EB. To date, pathogenic mutations in 20 different genes that affect cellular integrity and
adhesion have been associated with EB (Has et al. 2019).

Epidermolysis bullosa simplex is characterized by fragility of the skin that results in non-scarring blisters and erosions
caused by minor mechanical trauma. The diagnosis of epidermolysis bullosa simplex is determined in a proband by
the identification of biallelic pathogenic variants in EXPHS or TGMS or heterozygous pathogenic variants in KRTS or
KRT14 by sanger or next generation sequencing (Bardhan et al. 2020)

Junctional EB is result from mutations in genes encoding structural proteins involved in anchoring basal keratinocytes
to basement membrane like type XVII collagen(COLI17A41),Jaminin 332(LAMA3, LAMB3 and LAMC?2), integrin
06B4(ITGA6 and /ITGB4) and integrin a3 subunit(IGTA3).

Dystrophic EB is characterized by cleavage in the upper dermis due to COL7A1 mutations that cause mutant type VII
collagen and impaired anchor fibrils in all cases. The disease may be inherited in an autosomal recessive or autosomal
dominant manner or may occur de novo. Generally, the dominant dystrophic EB has a milder phenotype than the
recessive form.

Kindler syndrome (KS), a rare subtype of hereditary epidermolysis bullosa, presents with birth-onset skin fragility and
acral bulla formation, diffuse cutaneous atrophy, photosensitivity, poikiloderma, diffuse palmoplantar hyperkeratosis,
and pseudosyndactyly. Mucosal manifestations are also common and include hemorrhagic mucositis and gingivitis,
periodontal disease, early tooth loss, and labial leukokeratosis. Kindler EB can be complicated epithelial cancer such
as SCC at acral or mucosal sites. The diagnosis of KS is established in a proband with suggestive clinical findings and
biallelic pathogenic variants in FERMT1 gene.

Targeted next generation sequencing panels or whole exome sequencing can be used for molecular diagnosis of EB.
Currently, there is no curative treatment in EB. The main treatment strategy is to improve symptoms and prevent
complications (Fine et al. 2009).

Gene therapy is an important and promising area in the treatment of EB. Gene-corrected autologous keratinocyte grafts
transformed using the retroviral vector have been used in recessive dystrophic EB. Improved wound healing with
associated reduction in pain and itching in the treated areas were observed. On the other hand, type VII collagen levels
were not measured and fixative fibril formation was not consistently detected (Eichstadt et al. 2019). CRISPR-Cas9
technology also revealed some promising results in EB.

Genetic counseling is very important in explaining the disease and the risk of recurrence to the family. Therefore, EB
patients and their families should be referred to a medical geneticist to explain the possibilities of molecular diagnosis,
genetic counseling, prenatal diagnosis and preimplantation genetic diagnosis.

References

Has C, Fischer J. Inherited epidermolysis bullosa: New diagnostics and new clinical phenotypes. Exp Dermatol. 2019 Oct;28(10):1146-1152.

2. Bardhan A, Bruckner-Tuderman L, Chapple ILC, Fine JD, Harper N, Has C, Magin TM, Marinkovich MP, Marshall JF, McGrath JA,
Mellerio JE, Polson R, Heagerty AH. Epidermolysis bullosa. Nat Rev Dis Primers. 2020 Sep 24;6(1):78.

3. Fine, J.-D. & Mellerio, J. E. Extracutaneous manifestations and complications of inherited epidermolysis bullosa: part I. Epithelial
associated tissues. J. Am. Acad. Dermatol. 61, 367-386 (2009).

4. Eichstadt, S. et al. Phase 1/2a clinical trial of gene corrected autologous cell therapy for recessive dystrophic epidermolysis bullosa. JCI
Insight 2019

18



11-13 March 2022 - Wyndham Grand Levent - istanbul

Drugs in Dermatology

MEDICAL BIOINFORMATICS IN SKIN CANCER

Dr. Siimeyre Seda Ertekin
Kog Universitesi Hastanesi

Bioinformatics is a rapidly developing interdisciplinary scientific branch that integrates medicine, biology, biochem-
istry, mathematics, statistics, and computer science. It uses informatics and computer-aided methods to obtain, store,
analyze and manage the biological data, most often DNA, RNA and protein sequences to help biologic events to be
explained at a molecular level.'

As the completion of the Human Genomic Project being an acceleration point, the volume of biological data collected
during the course of biomedical research has exploded in the past decades. The voluminous mass of obtained data has
created a need for bioinformatics science to be able to analyze and organize properly the biological information with the
help of computer sciences and artificial intelligence tools.

The application areas for bioinformatics have extended widely in the past decade; with cancer research being one of
most popular and important areas of interest of bioinformatics.? With the help of bioinformatics tools, scientists are able
to properly analyze the big data sets of genomic, transcriptomic and proteomic information to increase our understand-
ing of the molecular basis of cancer progress which eventually has revolutionized cancer research. Provided data con-
tributes to the new inhibitory drug discoveries which target specific molecular pathways and to new potential biomarkers
to predict the prognosis, and effectively monitor the disease progression.® All these discoveries finally have opened the
door to the pursued dream of personalized medicine.

Bioinformatics and machine learning analyses are growing rapidly in the field of skin cancer, especially melanoma.** It
is a highly heterogeneous disease with the highest known mutational load among all human cancers. The introduction
of next-generation sequencing has revealed distinct underlying genetic drivers for different clinical subtypes of mela-
noma and has redefined the molecular classification of the tumor.5 Acral and mucosal subtypes of melanomas present a
different genetic landscape compared with cutaneous melanoma, and they are characterized by a lower mutation burden
and high structural variants.

Whole-exome sequencing (WES) studies have identified mutations in several distinct genes in different signaling path-
ways that play a role in melanoma carcinogenesis and that are related to different clinical outcomes. Recently a gene
expression profile (31-GEP) test has been developed to provide a binary classification of “low risk™ or “high risk” of
metastasis for the early-stage primary melanomas by evaluating the expression status of 31 gene targets in the primary
tumor.” Furthermore, there are a growing number of machine learning studies that aim to create nomograms to risk
stratify and predict prognosis in melanoma by using molecular, clinical and histopathological variables of the tumor.*

The concept of individualized vaccines to enhance immunity against a spectrum of cancer mutations was recently intro-
duced and the first-in-human application was realized on patients with melanoma.® Those vaccines are produced unique-
ly for each patient, and they contain RNA fragments, encoding neoantigens expressed by the tumor tissue. The aim of
these vaccines is to increase individual T cell responses against tumor tissue. Bioinformatic analysis is essential in this
personalized medicine setting, as it decreases sequencing costs and creates better algorithms to predict neoantigen bind-
ings thus will be making it possible to many patients to receive a personalized vaccine for their tumor in the near future.
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CLINICAL APPLICATIONS OF ANTIMICROBIAL PEPTIDES: WHERE DO WE STAND NOW?
Arzu Kilig
Balikesir University School of Medicine, Dermatology Department, Balikesir, TURKEY

Antimicrobial peptides (AMPs) are biological molecules that exist in nature. These are the host defense peptides and
these molecules constitute an important part of the innate immune system of different organisms. These small cationic
peptides are multifunctional and have direct antimicrobial activity against various bacteria, viruses, fungi, and parasi-
tes.

AMPs are classified based on their source, activity, structural characteristics and amino acid-rich species. According
to their source, they can be derived from mammalians, amphibians, microorgansims, and insects. The AMPsmay also
be found in oceans.

Mammalian AMPs are found in human, sheep, cattle, and other vertebrates. Human host defense peptides account for
a large proportion. They can be identified in many parts of the body such as skin, eyes, ears, mouth, respiratory tract,
lung, intestine, and urethra. They are found within granules of neutrophils and in epithelial cells covering skin and
mucosal surfaces. Cathelicidins and defensins are the main families of AMPs. AMPs in human breast milk also play
an important role, because it can decrease the morbidity and mortality of breast-feeding infants.

As it is mentioned previously; AMPs primarily have antimicrobial effect. AMPs are being tried to be used in infections
since they have broad antimicrobial spectrum, rapid action, anti-biofilm properties and lower risk of resistance. They
are also highly selective, and low toxic.

Besides antimicrobial properties, they also have anti-tumor activities. They have also recently captured attention as
innovative drug candidates for therapeutic indications other than antimicrobials and antifungals. Several AMPs are
currently under clinical development for therapeutic indications other than antimicrobials agents.

Below, the indications of AMPs are being listed:

1. Anti- infective agents: The broad-spectrum, concomittant antiinflammatory activity and rapid bactericidal action
of AMPs, combined with a postulated low risk for resistance development, makes AMPs promising candidates for
antimicrobial drugs.

2. Anticancer agents: Some AMPs specifically target tumor or cancer cells. They selectively recognize cancer cells via
electrostatic interactions. Factors that contribute to elevated negative charge on cancer cells include phosphatidy-
Iserine, heparin sulfates and O-glycosylated mucins on the surface of tumor cells.

3. Anti- biofilm agents: Many bacterial species form biofilms to become significantly more resistant to conventional
antibiotics. Recently, biofilm inhibitory property of AMPs has been reported.

4. Wound car/wound healing: Especially in wounds, AMPs not only prevent pathogen proliferation and biofilm de-
velopment in lesional skin but also promote wound healing through modulating the cell migration, chemotaxis,
cytokine release and angiogenesis

5. New cosmetics ingredients: Some beneficial features of AMPs for cosmetic application include (i) clearance of skin
pathogens which is important for many skin problems, for examples, acne management due to inhibition of Propi-
onibacterium acnes and inflammation control; (ii) wound healing.

6. Medical devices such as contact lens, catheter, nanotubes, titanium surface: The medical devices are becoming a
hall-mark in modern health care systems. Applications of antimicrobial peptides on medical devices development
inhibits pathogens and distrupt biofilm formation.

7. Food preservatives: Bacterocins such as nisin, polylysine, Pedocine have a good inhibitory effect on common
bacteria and fungi in food. Moreover, active packaging by adding AMPs has a great potential in the food industry.

8. Agriculture: The plant pathogenic infection of bacteria and fungi cause great harm to the growth of agricultural
products.
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As a conclusion, several AMPs are currently under clinical development for therapeutic indications. New advances in
finding solutions that improve AMPs design as well as peptide production technologies will provide a strong impact to
the medical practices.
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BIOLOGY AND BIOMARKERS FOR WOUND HEALING
Mahmut Can Koska
Artvin State Hospital, Dermatology Clinic, Turkey

Because barrier function is one the most important duty of skin and skin integrity is essential for this purpose, living
organisms must have effective wound healing ability to stay alive. Wounds can be categorized according to several ways
like time of ulcer, etiology, surface and border properties. Most utilized category is according to tissue repair. Primary
healing and delayed primary healing consist of fully repairing of surgical defect. If wound edges aren’t approximated
this would call secondary healing which is characterized by more abundant inflammation, granulation and higher
wound contraction. Re-closure of wound after dehiscence is tertiary closure. Wound healing is highly dynamic process
and involves many cells and molecules.' Traditionally it has three phases inflammation, proliferation and remodeling.
Several resources pointed one additional initial phase homeostasis; others include this phase into inflammation phase.
Homeostasis is important not just for ceasing bleeding and creating mechanical barrier but also, cytokine and growth
factor retention, epidermal proliferation, cell migration. Regarding certain borders between these phases isn’t possible
and they are always associated and intertwined in individuals. Nevertheless, each phase begins and end in different
days during wound healing process and they were defined for their specific features and components. If a wound cannot
complete and pass these phases, it can’t heal.* Chronic wounds are usually caused by underlying chronic disorders
such as diabetes mellitus (DM), chronic venous deficiency, peripheral arterial disorders. Clinical findings are variable
depending on underlying disorder and complications such as deformities and limb amputations may occur. Thus, wounds
should be investigated and managed appropriately. Understanding and exploring wound healing physiology is essential
to manage wounds.'?

Homeostasis begins with disruption of vessels and vasoconstriction is the first event. Activation of platelet and
endothelial cells is initial and important events which provide thrombosis, coagulation and clot formation. Fibronectin
(FN), both soluble (sFN) and insoluble or cellular (cFN) forms, play act in this process. sFN secreted from hepatocytes
to blood and cFN is secreted from many tissue resident cells and platelets and it is important substance of extracellular
matrix (ECM) which may induce cell proliferation, migration and differentiation. sEN plays important role in formation
of proper clot after injury by forming fibrinogen-FN complexes.* Subsequent coagulative cascade activation assures
homeostasis and clot in concurrent with inducing anti-coagulative and fibrinolytic process. Homeostasis begins and end
in hours, but their effects are very important to induce subsequent phases, cells, secretion and releasing of cytokines
and growth factors. Clot is not just a plug to prevent bleeding but also, a barrier and temporary matrix for migrating
cells. Platelet derived growth factor (PDGF) is secreted by platelets and one of the most important growth factors and
essential inducer of proliferation phase at early stages. PDGF strongly induces proliferation and differentiation, collagen
synthesis, chemokine secretion and attract monocytes and other cells.'

Inflammation begins in concurrent with homeostasis. Secretion of histamine, serotonin, heparin by mast cells and
neuropeptides such as substance P, neuropeptide Y, calcitonin related peptide occurs from concerning cells and
these substances induce vasodilatation and endothelial activation."> These latter neurokinins are very important in
wound healing which can also induce cells, promote angiogenesis, epithelization and formation of granulation
tissue.> ¢ Predominant cells are neutrophils at first day and subsequently monocytes at second day which is organized
by cytokines. As process continue, by exosomes of mesenchymal stem cells and T helper 2 cytokines, macrophage
type change from pro-inflammatory macrophages (M1) to anti-inflammatory macrophages (M2) occurs which aids
conversion of inflammatory phase to proliferation phase and impaired in diabetic ulcers.* ¢ These monocytes affect
milieu after transforming to macrophages by secretion of proinflammatory cytokines such as interleukine-1, 6, tumor
necrosis factor-a (TNF-a), interleukine-8, interleukine-12 and anti-inflammatory cytokines like interluekine-4, 10, 13.
Inflammatory infiltrate provides protective tissue against infections and naturally debride previous damaged tissue. In
addition, monocytes/macrophages are also important source of growth factors for example epidermal growth factor
(EGF), fibroblast growth factor (FGF), bone morphogenetic protein (BMP), vascular endothelial growth factor (VEGF),
transforming growth factor-alpha and beta (TGF-a, b) thus, they also promote granulation tissue formation, epithelization
and angiogenesis.'?°

Proliferation phase begins in several days after wound opening. Correct homeostasis and inflammation are mandatory
for beginning and processing of this phase. Proliferation phase includes epidermal proliferation, epithelization, dermo-
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epidermal junction formation, fibroblast proliferation, transformation, collagen and ECM synthesis, angiogenesis,
angiogenesis, granulation tissue formation and wound contraction. Growth factors such as Keratinocyte growth factor
(KGF), PDGF, EGF, FGF, BMP, TGF, VEGEF. Tissue and cells around the wound are very important because they support
wound healing by providing physical support, neuropeptides, maintaining tissue contraction, stem cells, remodeling. In
DM, one of the most frequent reasons of chronic wounds, these cells are impaired and cannot support proliferating
phase in traumatic site thus, skin integrity become broken and lead to unhealing skin ulcer.® Stem cells are unique and
important cells for wound healing. They have capacity to transform forward cells according to their types. Epidermal
stem cells are resident at basal layer, bulge area and mesenchymal niche in papilla of hair follicles. Another source of
stem cells is bone marrow. Bone marrow derived mesenchymal stem cells have capacity to transform keratinocytes,
fibroblasts, adipocytes and endothelial progenitor cells. Stem cells have high proliferating capacity, able to secrete
growth factors and induce anti-apoptotic and anti-fibrotic mechanisms by paracrine secrotome.®*

Epithelization began just after wound formation. Keratinocytes at the wound edge are induced by growth factors such
as EGF, KGF, TGF-a. Keratinocytes migrate along clot and granulation tissue.">® After injury adhesion molecules and
cytoskeleton of keratinocytes at the wound edge alter to proliferate and migrate. Connection between keratinocytes also
becomes weaker which gets stronger after completion of epithelization. Keratinocytes are also important of inducing
peripheral cells through secretion of cytokines and growth factors.'®

Granulation tissue is pink colored, soft tissue consists of fibroblasts, inflammatory cells, keratinocytes, ECM (hyaluronic
acid, proteoglycans, glycoproteins, collagen, elastin), endothelia and young vessels.? Initially dominant collagen is
type 3 which is replaced type 1 subsequently.’ cFN is important to provide integrity of granulation tissue.* Granulation
tissue is formed by mainly secreted fibroblasts located around wound. It appears and begins to replace clot at fourth day,
becomes most abundant and begins to regress at the end of first week, and fades away at the end of second week. For
proper wound healing granulation tissue must form, become mature and resolve appropriately. Arrest any time of this
process would lead to persistence of granulation tissue and fail of healing.!* Mandatory for epithelization, connective
tissue and angiogenesis, it also provides wound contraction by transformation of fibroblasts to myofibroblasts in which
TGF-bl, extra domain A of FN (EDA-FN) and hyaluronic acid derived thick pericellular coat around fibroblasts play
essential role.*° The latter is primarily secreted by macrophages, platelets and keratinocytes and crucial for fibroblast
proliferation and transformation, collagen secretion and formation and fibrosis. Myofibroblast activation is important for
fibrosis and over-activation may lead to keloids and hypertrophic scars. Myofibroblasts are characterized by producing
a-smooth muscle actin and at the end of the healing process these cells should be resolved otherwise excessive fibrosis
would be the result. Wound contraction is formed several days after wound formation, and it provides physical strength
for healing tissues. It keeps continue during remodeling phase even after epithelization process and regression of
granulation tissue.’

Angiogenesis is primarily stemmed from blood vessels located around wound, hematopoietic mesenchymal stem cells
and maintained by endothelial cells and pericytes. Induced by VEGF, angiogenin and other growth factors, endothelia
from around of ulcer proliferate, budge, invade adjacent ECM, migrate, form small vessels.'* Concurrently pericytes
also induce this process by secreting concerning growth factors, basal membrane, perivascular ECM and supporting
mechanical strength and stability by contractile forces like smooth muscles. Pericytes are contractible cells and, they
have capability to transform other cells like adipocytes thus, they are considered as pluripotent stem cells and cell
reserve. In normal tissues they resident around endothelia.’

Remodeling phase is characterized with apoptosis and degradation of old cells and ECM which will be replaced by
newly synthesized cells and ECM with several modifications such as replacement of type 3 collagen by mature type 1
collagen. New collagen reaches most abundant at the end of third week and wound contraction is important part of this
phase to maintain integrity and strength. Remodeling phase may take several years and ECM is not static rather it is a
self-renewing structure. In this stage ECM became not only maturated, but also vessels decrease, collagen fibers become
thicker and scar tissue forms.?

Biomarkers of wound healing may be beneficial in assessing wound healing status, predicting outcomes, finding
etiology. Most effort were given to cytokines and growth factors, but no certain biomarker could be described. These
were generally proteomics and genomic studies performed with wound swabs, tissue samples and serum. Lindley et
al. summarized the potentially beneficial biomarkers in their review which is shown in table 1.!° These can be variable
according to responsible disease such as diabetic ulcers. Table 2 shows biomarkers for assessing treatment outcomes
in diabetic foot ulcers.!! Matrix metalloproteinases (MMPs) and their inhibitors TIMPs have important roles in
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inflammation and wound remodeling. Aberrant and prolonged activation of MMPs in tissues may lead to damage and
degrade growth factors. They are secreted in activated fibroblasts and keratinocytes and increased in many chronic
wounds and down-regulation of MMP-2 and pro-MMP-9 in tissues may reflect better outcomes. Ratio of MMP-9 and
TIMP-1 is biomarker of treatment respond in pressure ulcers.' >3 Plasminogen activator (uPA) and its inhibitor (PAI-
1) were shown to be increased in chronic wounds and decreasing levels observed with improvement. Cellular FNs were
found higher in chronic wounds but in acute wounds. On the other hand, FN receptor was expressed in acute wound but
in chronic ones which suggests cFN and receptors may show disturbed healing. Nitric oxide detection in wound tissue
may also reflect treatment response.'> Wound Ph may be another biomarker for wound healing. If Ph value is above 7,
wound healing impairs. Lower Ph levels were found significantly correlated with wound improvement and proliferation
of cells.!* Although appropriate reactive oxygen species are necessary for anti-microbial defense and induction of
growth factor signaling and angiogenesis, aberrant activation were seen in chronic wounds and may show underlying
disease activity."”” Increasing albumin and total protein levels may be reflect healing status.'? Increased serum levels
of MMP 2, with procalcitonin, have also been found in combat wounds.'” '* Other serum biomarkers are C-reactive
protein (CRP), decreased levels of stem cells, hypoxia induced factor, miRNA.'"'> miRNA levels which may also be
associated with DFU forming and prognosis. Chronic wounds contain polymicrobial flora that may form biofilm upon
ulcer. Polymicrobial infection may delay healing through continues induction of proinflammatory cytokines.'> Although
TNF-a has been used as biomarker for assessing healing process in diabetic foot ulcer, its activity in chronic wound
doesn’t change according to healing in other chronic wounds.'!?

In conclusion, biology of wound healing is very complex and emerging issue. It includes many cells and substances and
their complicated communication. Biomarkers for predicting wound healing, diagnosing underlying disease, monitoring
treatment are being investigated. Most research focus on ECM structures, stem cells and their contents, growth factors,
cytokines and MMPs are seemed to reflect wound healing process.

Table 1: Biomarkers predicting poor wound healing.

Wound fluid and tissue
Pro-inflammation, fibroblast migration, ECM remodeling.
MMPs elevated in chronic wounds (especially MMP 2, 9).
MMP-9/TIMP-1 ratio is predictor in pressure ulcers.

MMPs and TIMP-1

IL-1, IL-6 Pro inflammatory cytokines. Found to be higher in non-healing wounds.
Albumin May be helpful to assess prognosis and infection.

Total protein May be helpful to assess prognosis and infection.

Surface Ph Lower levels are associated with improvement.

Levels above 7 means disruption of healing.

Beta-catenin/c-myc

Signal pathway of many growth factors.

Fibronectin and receptor

Cellular FN increased but receptor diminished in chronic wound.

uPA, PAI-1

Plasmin activator and its inhibitor are higher in chronic wounds and decrease along
improvement.

Serum

Procalcitonin

Levels below 220 pg/ml may be predictive for successful healing.

miRNA-200b miRNA-191

Involved in proliferation and differentiation.

CRP

Increased in patients with chronic wounds and complications.
Decrease in improving ulcers.
Also indicative for infections.
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Table 2: Biomarkers for assessing healing status in diabetic foot ulcers.

IGF-1 Proliferation and migration.
PDGF Proliferation and migration.
TGF-B Fibroblast proliferation and transformation, ECM maturation, collagen production, anti-
inflammation.
VEGF Angiogenesis and epithelization.
CXCL-8 Pro-Inflammation, epithelization, angiogenesis, fibroblast movement.
IL-6 Angiogenesis, both pro and anti-inflammation, granulation.
TNF-o Pro-inflammation, ECM production.
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LOW-GRADE INFLAMMATION IN DERMATOLOGY
Birgiil OZKESICI KURT

Clinic of Dermatology, University of Health Sciences Sisgli Hamidiye Etfal Training and Research Hospital; Istanbul,
Turkey

The term ‘low-grade inflammation’ is defined as slightly (approximately twofold to threefold) increase in the concentra-
tions of circulating inflammatory mediators, including cytokines and acute phase proteins. It’s a chronic and systemic
inflammation. It has been referred to as meta-inflammation or metabolic inflammation. Several risk factors such as obe-
sity, increasing age promote the low-grade inflammation. It has a significant impact on human health and longevity (1,2).

The links between psoriasis and systemic inflammation have been thoroughly documented by association studies. In
addition, active ongoing inflammation in psoriasis has been confirmed in positron emission tomography/computed to-
mography imaging studies that show increased uptake of (18F)-fluorodeoxyglucose in the vasculature (3). Inflammatory
cytokines involved in development of insulin resistance, such as TNF- a, IL-6 together with leptin and adiponectin,
were found in psoriasis. Insulin resistance contributes to the pathogenesis of the metabolic syndrome by generating hy-
perglycemia and compensatory hyperinsulinemia. This favors development of obesity, hepatic steatosis, dyslipidemia,
atherosclerotic disease, and, eventually, diabetes mellitus type 2 (4-6). The studies have shown that treatment with meth-
otrexate and anti-TNF would reduce the risk of these comorbidities (7). The new insights about the low-grade systemic
inflammation has been changed our therapeutic approach on psoriasis and comorbidities.

Another dermatological disease for which data on this subject is increasing is atopic dermatitis. (8,9). These emerging
data also suggest that psoriasis management strategies should be adopted for the treatment of moderate-to-severe atopic
dermatitis. I will summarize this topic in the light of current dermatological advances.
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SKINOMICS, TRANSCRIPTIONAL PROFILING IN DERMATOLOGY;
OMICS IN PSORIASIS AND SKIN CANCERS

Esra Agaoglu

Kars Harakani State Hospital Clinic of Dermatology, Kars, Turkey

Omics represents the study of the physiological functions and structures of various molecules, biological processes, or
systems. The omics technology mainly includes genomics, transcriptomics, proteomics, metabolomics, lipidomics, res-
pectively. Transcriptomics is a subject that studies the function and structure of genes and reveals the rules of transcrip-
tion, regulation of transcription and the molecular mechanism of disease. The common purpose of transcriptomic studies
is to compare gene expression profiles between disorders to detect differentially expressed genes (1-3).

Omics-driven biomarkers have been established at the genome, transcriptome, proteome and metabolome levels in pso-
riasis. The discovery of biomarkers in psoriasis starts with microarray and RNA-sequencing and potential biomarkers
generally validated through enzyme-linked immunosorbent assay (ELISA), immunohistochemistry (IHC), lectin array,
Western blot (WB), and quantitative reverse transcription PCR (qQRT-PCR). Transcriptional studies in psoriasis and skin
cancers may provide additional insights into the molecular mechanisms and signaling pathways involved in disease
pathogenesis (1,3-5).
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INFLAMMASOMES AND INFLAMMOPATHY IN DERMATOLOGY
Muge Gore Karaali

Irmet International Hospital, Tekirdag, Turkey

Inflammasomes are intracellular multiprotein complexes that serve an important role in the innate immune response.
They include the nucleotide-binding oligomerisation domain (NOD)-like receptor NLR) P3 inflammasome, the absent
in melanoma 2 (AIM2) inflammasome, the NLRC4 inflammasome and the pyrin inflammasome. Inflammasomes detect
exogen factors (e.g pathogenic microorganisms, stress factors) and endogen factors (e.g neplasia) and protect the host
against these factors, perform repair processes, and activate the innate immune system. The inflammation is activated
via NF-kB and NLRP3 and caspase 1 is activated, and it follows the activation of proinflammatory cytokines of IL-1b
and IL-18.

Inflammasomes have an important role in the pathophysiology of many infectious and non-infectious inflammatory
diseases. However, with exaggerated activaton of inflammasomes and chronic activation of inflammasomes, inflamma-
tory diseases, autoinflammatory syndromes, autoimmune diseases and cancer formation can be triggered. Exposure to
environmental stressors induces reactive oxygen radicals and lipid peroxidation and the activate inflammasomes.

In recent years, studies have focused on inflammasomes in many diseases in dermatology. Autoinflammatory diseases,
Pyoderma gangrenosum and acne syndromes, neutrophilic dermatoses, Hidradenitis suppurativa, acne, rocacea, psoria-
sis, Behcet disease, vitiligo, lupus erythematosus, systemic sclerosis, contact dermatitis, atopic dermatitis, photoaging,
skin cancers, bullous pemphigoid, wound healing, androgenetic alopecia were the diseases in dermatology associated
with inflammasomes mostly.

Autoinflammatory diseases: Unprovoked inflammation without high-titer antibodies and antigen-specific T-cell
responses. Inflammasomes upregulate the signaling of various cytokines (e.g IL-1 ). Neutrophil mediated inflammation
is the major factor in autoinflammatory syndromes. It results skin spesific symptomes (pustules, ulceration, rush) and
systemic symptomes (fever and malase). Cryopyrin associated periodic syndromes (CAPS), Familial Mediterranean
Fever (FMF), hyper IgD syndrome, Schnitzler syndrome, Deficiency of the IL-1 receptor antagonist (DIRA) are the
major autoinflammatory diseases.

Pyoderma gangrenosum and acne syndromes: PSTPIP1 mutation induce activation of inflammasomes through, ex-
cessive pro-IL-1b production, caspase 1 mediated active IL-1b leaching. Autoinflammation is triggered by the produc-
tion of IL-1b and the release of proinflammatory cytokines.

Neutrophilic dermatoses: Sweet’s syndrome and pyoderma gangrenosum are the prototip of neutrophlic dermatoses.
The relationship with inflammasomes is unclear. The possible effect is on IL-1b. The similarity of the cutaneous fin-
dings of autoinflammatory diseases with the skin findings of neutrophilic dermatoses, good response to Anakinra in
treatment-resistant sweet syndrome, presence of pyoderma gangrenosum in PAPA syndrome, and abundant presence of
inflammatory cytokines such as IL-1 in pyoderma gangrenosum support it.

Hidradenitis suppurativa: The increase in Il-1b hase been observed in lesions of hidradenitis suppurativa. Greater
expression of NLRP3 and caspase 1 on the sick skin supported the hypotesis.

Acne and rosacea: NLRP3 inflammasome pathway is stimulated by C. acnes in sebaceous cells, resulting in IL-1b
release. There is activation of caspase 1 and NLRP-3 in the pilosebaceous unit. Induction of the NLRP-3 inflammasome
by C. acnes causes inflammation in acne and produces II-1b. A greater expression of NLRP3 nflammasome, IL-1b and
caspase 1 genes was found in patients wth rosacea.

Psoriasis: It is suggested that early psoriasis begins as an autoinflammatory disease, and IL-1b produced by neutrophils
plays a central role. An increase in IL-1b is seen at a very early stage, and it is suggested that other cytokines responsible
for psoriasis (TNF, IL-12, IL-23, IL-17) begin to increase after IL-1b. There is also an increase in caspase 1 and caspa-
se 5 in psoriatic skin. Systemic inflammation and cardiometabolic comorbidity are stimulated by IL-1b production in
moderate and severe psoriasis. Anti-TNF agents also reduce cardiometabolic comorbidity by reducing circulating IL-1b
levels.
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Behcet disease: The relatonship between the inflammasome and the disease is not clearly revealed. AIM2 inflammaso-
me pathway and NLRP3 mutations may be associated with the disease.

Vitiligo: NLRP1 inflammasome activity was demonstrated in Langerhans cells. NLRP1 inflammasomes are thought to
play a role in comorbid diseases accompanying vitiligo.

Lupus Erythematosus: NLRP1 single nucleotide polymorphism in SLE is associated with the development of neph-
ritis, skin lesions, and arthritis. There is a relationship between the IL-1b polymorphism in childhood and adolescen-
ce-onset SLE.

Systemic sclerosis: Cutaneous and pulmonary fibrosis play a role in the development of the disease. NLRP 3 and AIM2
genes, which play a role in caspase 1 activity, increase IL-1b and IL-18 synthesis and fibrosis is stimulated.

Contact dermatitis: Allergic contact dermatitis due to nickel was shown to be associated with inflammasomes. NLRP3
in the epidermis and activation of IL-1b during contact hypersensitivity suggested this relationship.

Atopic dermatitis: In atopic dermatitis, there is a defect in the clearance of bacterial pathogens in the innate immune
system. Deficiency in the inflammatory signal cascade and NLRP1, NLRP 3 and NOD1 and 2 are responsible for this
defect.

Photoaging: NLRP1 is involved in UVB-induced photoaging. With UVB exposure, IL-1b and IL-18 are secreted from
keratinocytes. In addition, the main inflammasome NLRP1 is induced and activated by UVB in sunburns.

Skin cancers: NLRP expression was detected in basal cell carcinoma tumor samples and it was observed that there was
more IL-1b and caspase 1 activation than the healthy individuals. In addition, chronic NLRP1-dependent inflammation
with UVB causes an increase in autocrine and paracrine signaling and eventually an increase in skin cancers such as
squamous cell carcinoma. CARDS, IL-1b and IL-18 gene polymorphs were found in late stage melanoma cells. IL-1b
secretion in melanoma may play a role in the aggressive course of melanoma.

Bullous pemphigoid: NLRP3 inflammasome components IL-1b, IL-18 and HMGBI levels are high in BP patients. It
has been shown that IL-1b is increased in erythema and urticarial plaques in early BP. It is thought that treatments tar-
geting these molecules before the development of bullae may reduce the need for steroids.

Wound healing: There are onflicting results. NLRP3 inflammasome plays a positive role in wound healing. However,
heparan sulfate reduced NLRP3 inflammation and improved wound healing in diabetic rats. Metformin increases wound
healing by inhibiting NLRP3 inflammasome activation via the AMPK/mTOR pathway.

Androgenetic alopecia: Caspase 1 expression is shown to be higher in the epidermis of patients with androgenetic alo-
pecia. In patients who response well to finasteride treatment the reducton of caspase 1 expression has been shown. Tha
caspase 1 activty is assocated with anrogenetic alopecia and shows a possible interacton between the steroid hormones
and the innate immunity.

There are some unanswered questions about inflammasome activation. There are still mechanisms independent of the
inflammasome in pro- Inflammation. There are many types of inflammasomes, and their functions are unknown. The
elucidation of these molecules may open doors for new treatment options in the future.
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GENERATION Z, TECHNOLOGY ADDICTION AND DERMATOLOGY
Elif COMERT OZER

Marmara Universitesi Pendik Egitim ve Arastirma Hastanesi

Today, communication technologies such as the smart phone and the internet have started to seriously impact the daily
lives of individuals. Independent of time and location, it is possible to obtain information from databases and libraries
worldwide, communicate with other people, receive education through smart phones and the internet. Currently, techno-
logies are frequently used by people to meet day to day needs. While technology makes life easier and positively cont-
ributes to social development and modernization, it also has led to the emergence of new behavioral problems, such as
smart phone and internet addiction, which are characterized by excessive use to the point of preoccupation and neglect
of obligations. Use of technology is essential to make the tasks of life easier; however it’s abnormal, excessive, unne-
cessary use leads to addiction and makes life more difficult. Technology addiction is labeled, when the use is beyond the
control and causing harm or impairment. Mobile phones and internet help in facilitating communication among people.
Social networking through mobile phones and internet are common in today’s world, young population being the most
commonly affected ones. The groups under the highest risk for smart phone and internet addiction are children and
young people from the new generation who have grown up with technology and are more comfortable with it.

Generation Z

Social generations are cohorts of people born in the same date range and who share similar cultural experiences. The
idea of a social generation, in the sense that it is used today, gained currency in the 19th century. Each generation grew
up with different economic and cultural conditions and has different styles and expectations.

The terms Generation Z and the iGeneration are used to describe individuals born roughly between 1995 and 2012. They
are the first generation to have always had the internet and social networking. At the same time, Generation Z is the most
diverse generation in history in terms of race, gender, and sexual orientation.

Some research has shown that the brains of Generation Z (Digital Natives) are structurally different than those of earlier
generations. This has nothing to do with genetics and everything to do with how we use our brains to respond to things in
our environment. The brains of Generation Zs have become wired to sophisticated, complex visual imagery. As a result,
the part of the brain responsible for visual ability is far more developed, making visual forms of learning more effective.
Auditory learning (lecture and discussion) is very strongly disliked by this age group. Interactive games, collaborative
projects, advance organizers, challenges, and anything that they can try and see are appreciated. Generation Z has spent
more time with electronics and on the internet than any previous generation. Stillman and Stillman noted that Generation
Z has a strong fear of missing out. As a result, members of Generation Z have difficulty disconnecting from technology.

Dermatology and Generation Z

While the new generation is very addicted to technology especially social media, medical practise in dermatology
on social media and on the internet is starting to gain importance because of the increasing young individuals who is
seeking medical information from this platforms. Social media comprises a variety of online forums that allow group
communication via text, audio, images, and videos. Over 3 billion people worldwide are active users of social media,
with relatively higher penetration in industrialized countries and rapidly increasing use in developing countries. Social
media has a wide-ranging role with many current applications in the health care sector, and general guidelines for usage
among stakeholders have recently been described. With regards to dermatology, attention has been devoted to the role of
social media for both practitioners and patients, as well as identifying patterns on specific platforms. A carefully curated
social media account may be considered an individual’s public face to the digital world. Similarly, one’s skin is a major
interpersonal focus in the real world. Given the rise of dermatology content on social media, it is relevant to consider
how social media has been used with respect to cutaneous concerns and practices. With a high volume of patients who
may be sharing their experiences on social media, dermatologists who fail to maintain an online presence are missing
an opportunity to engage with their patients and potentially influence conversations about their practice. With the vast
network that social media provides, the opportunity to develop new communicative pathways between physicians and
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patients is tremendous.

Social media can be a way to guide new generation in awareness in dermatologic diseases and even skin cancers. But
these platforms have also emerged as a means of popularizing a number of questionable practices that can produce skin
harm as well. One of the reasons of this harm is trending social media phenomena, often referred to as so-called social
media “challenges.” The more popular among these include those centered around pencil erasers, salt and ice, spray
deodorant, and fire. Each of these share features of intentional self-injury with the possibility of permanent skin changes,
although generally without the intent to cause harm. For the clinician, adept recognition of the characteristic skin signs
of these behaviors affords the opportunity to discuss them in the open and to educate patients and their parents about
how to avoid potential for more serious harm. Additionally, increasing use of modern technology and technological
devices are increasingly involved in several dermatological conditions. Both chemical and physical injuries related to
the constant and repetitive use in everyday life of electronic devices may be responsible for skin disorders in adults and
especially new generation.

More than 86% of people in the US use social media at least once per day with the average person spending over 5 years
of their life on social media. This trend is not likely to slow down and demonstrates the need for an intersection between
social media and healthcare. Skin manifestations that occur because of modern technology or social media challenges
will probably increase over time with the use and pervasive popularity of electronic devices and the internet. It is im-
portant for clinicians to recognize related skin manifestations and be capable and ready to distinguish them. Although
there are many risks associated with using social media and technology, the opportunity to promote public health, patient
education, and professional interactions is impactful and should not be missed.
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NEVUS VERSUS MELANOMA
Prof. Dr. Mustafa Turhan Sahin
Celal Bayar University, Medical Faculty, Department of Dermatology, Manisa, TURKEY

INTRODUCTION

The majority of melanomas arise de novo. The risk of malignant transformation of any specific melanocytic nevus is
low. Some authors, believe that melanomas frequently develop in so called “dysplastic nevi”, on the other hand, some
others proposed that small, superficial congenital nevi might play an important role as precursor lesions of melanomas.
The classification of the type of associated nevus is difficult because of the lack of a generally accepted classification
of nevi. It has also been reported that patients with a melanoma in association with a preexisting nevus are significantly
younger than patients with de novo mela- nomas. Some authors try to determine the frequency of melanoma in associ-
ation with a preexist- ing nevus and to characterize the clinical, histopathologic and dermatoscopic appearance of nevi
that are associated with melanoma'®.

The results of a study support the view that most melanomas arise de novo. The proportion of nevus-associated mela-
nomas was smaller than 10% and thus lower than in most other studies on this topic. The reason for this might be that
the authors were very strict with regard to the applied histopathologic criteria to differentiate between melanocytes of
a nevus and a melanoma, which resulted in a considerable proportion of cases in which they could not decide if there
was an associated nevus or not'*.

DISCUSSION

The stepwise tumor progression consept from a common nevus over a “dysplastic nevus” to melanoma, as set forth by
Clark and others, is not supported by Alendar et al’s data'. It is found that if melanomas develop in an associated nevus,
it is most often a “superficial” or a “superficial and deep” congenital nevus. A Clark nevus is less often associated with
a melanoma. Alendar et al’s findings do not support the concept that “melanocytic dysplasia,” if it exists, has any pre-
dictive value with regard to the chance that a melanoma may arise in a specific nevus. Given the original description by
Clark and coworkers, it has been proposed that the “dysplastic nevus” is a risk marker and a precursor of melanoma’.
The subject of the “dysplastic nevus” and its role as a precursor of melanoma is difficult to comprehend because what
is usually termed “dysplastic nevus” is a heterogeneous group of melanocytic prolifera- tions. According to Ackerman,
“dysplastic nevi” consist of three different types of nevi: (1) Clark nevi, (2) “superficial”’congenital nevi, and (3) “super-
ficial and deep” congenital nevi. Clark nevi are clinically flat and mainly junctional, although a few nests of melanocytes
may be present in the papillary dermis. Dermatoscopically they usually show a reticular pattern. “Superficial” and “su-
perficial and deep” congenital nevi usually have a junctional part but a more prominent dermal part. While melanocytes
in a “superficial” congenital nevus are confined to the papillary dermis and the upper part of the reticular dermis they
extend to the deep reticular dermis in a “superficial and deep” congenital nevus. Both nevi are usually raised clinically.
Dermatoscopically they may show a pattern of clods, a reticular pattern, or a combination of both!~?.

If clinical and dermatoscopic images of these nevi were available in Alendar et al’s series, they looked rather incons-
picuous and not atypical or “dysplastic.” Although their study shows that small congenital nevi are most commonly
associated with melanoma, they do not think that this supports the view that they should be excised prophylactically
to prevent melanoma. The risk of malignant transformation of a single nevus is so low that a general recommendation
for prophylactic excision cannot be given. It is important to note, however, that Alendar used the term “congenital” in
a histopathologic sense. It does not mean that those nevi are present at birth. “Superficial” and “superficial and deep”
congenital nevi usually appear in childhood or adolescence but share histomorphologic features with large congenital
nevi. To answer the question as to whether prophylactic excisions of small congenital nevi are worthwhile, Alendar et al
would need a prospective interventional study, but the low incidence of melanoma in comparison to the high number of
nevi make it highly unlikely that such a prospective interventional trial will ever be conducted'”.
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FACIAL PIGMENTED LESIONS: DIFFERENTIAL DIAGNOSIS AND CHALLENGES
Assistant Professor Abdullah Demirbasg

Department of Dermatology, Kocaeli University Faculty of Medicine, Kocaeli, Turkey

Dermatoscopy

Dermatoscopy improved the diagnostic accuracy of pigmented and non-pigmented skin lesions. However, dermatoscopic
diagnosis of lesions located on the face may be challenging due to unique anatomical and histologic features.

Dermoscopic patterns

Facial skin has a unique histological pattern with relatively thin epidermis and a thin stratum corneum. The dermo-
epidermal junction is nearly flat with the absence of rete pegs. The high density of large pilosebaceous units is also typical
of facial skin. The pigment network and the facial pseudo-network have dermatoscopic-histopathologic correlates. A
true pigment network is defined by continuous pigmentation along elongated rete ridges, whereas a pseudo network is
defined by structureless brown pigmentation interrupted by non-pigmented follicular openings. True pigment networks
in the face are uncommon due to the absence of rete pegs.

Common flat pigmented lesions located on facial skin
* Solar lentigo
* Pigmented actinic keratosis (pAK)
* Lichen planus like keratosis (LPLK)

* Lentigo maligna/lentigo maligna melanoma

Clinical clues to the differential di