CtaHuncnaB MuHuyeB ®Pununos
am

naseH acucmeHm KbM KaTteapa
,<AHaTomusi, Xuctonorus,, Oowa
N KIMTMHWYHA NaTosiorma u
CbpanebHa meanuunHa“
Codmunckm YHuBepcurter
,,CB. KnuMeHT OXpuackmn“
MeauuuHCKM pakynrteTt

Jlekap-npernodasamern
KbM OtaeneHue no O6LWwa un
KNWHNMYHa natonorus, CraebHa
MmeauuuHa u [leoHtonorus
YHuBepcuTeTcKa 6onHuuya
,Jlo3eHeU"



KoHKypcC 3a 3aemaHe Ha akageMn4yHaTa OJfTbXHOCT
»doueHT"
B oOnacT Ha BUCLUeTO obpa3oBaHue
7. «3QopaBeona3BaHe MU CropTy,
NMpodecnoHanHo HanpaBrneHune
7.1. MeguuunHa /MaToaHaTtomusa u untonaronoruvs/
- €AUH HOBO LLAaTHO MSICTO Ha
YHuBepcuteTcka
BbonHuua ,,JloseHeL"”
006sBeH B [1B, 6p 24 o1 16.03.2018 r.

Pe3lomeTa Ha npeactaBeHUTEe
3a yyacTue B KOHKypCca Hay4Hu
TpyAaoBe, HA ocHoBaHue 4n 110
ot [lpaBunHuKa 3a ycnoBuaTa
M peaa 3a npuaoobvBaHe Ha
Hay4YHU CTeneHUu N 3aemMaHe Ha
akageMU4YHU ANBXHOCTU B

Codmuckum YHuBepcurtert
,,CB. KnumeHT OXpunackun®



m. ac. CTaHucnas Oununoe amM

[lvcepraumoHeH TpyA

OGpa3osaTenHa 1 HayyHa cTeneH ‘AokTop”
MpodhecuoHanHo Hanpasnekue Meguuuxa 7.1
.110/1X0Q NPH XUPYPTHYHO NEYEHUe Ha NaUMeHTH C MbPBUYEH XenaToLenynapeH
KapUMHOM (eKCnepUMEHTaNHW U KNMHUKO-MOPGONOrHYHM acnekTu)”

E3ux Ha 06y 06em Ha
[flama Ha 3awuma OCHOBHUA meKcm Bubnuozpacpus ducepmayuoHHus mpyd
28.07.2016 Bunrapciu 461 216
(6p. 382naeus) (6p. cmpatuyu)

OpraHu3auUMA B KORTO € 3aLUNTEH IMCEPTALMOHHIR TPYA

Bucwe yunnuwe : Codwircku Yrmsepeuret ,Ca. KnumeHT Oxpuacsu”
@akynter : MeauuuHcku (axynrer




COOUACKWU YHUBEPCHUTET ,,CB.KITMMEHT OXPUOCKK“
MEOWUMHCKWU OAKYNTET

KATELPA M0 XUPYPTUHHW BONECTH , AKYILEPCTBO U
M'MHEKONOIMMA

O-p Cranucnae Munyee Pununos

Moaxoa NpuU XUPYPruYHoO fneYvyeHue Ha
NauueHTU ¢ NbPBUYEH XenaTouenynapeH
KapUuMHOM
lekcnepUMeHTanHU U KNUHUKO-
Mopc¢onorM4Hu acnekTu/

IucepTauwuasanpucexaaHe Ha obpasoBaTenHaTa ¥ Hay4Ha
creneH “OOKTOP”

Hayuna cneuwanHoct: “Meguumna®, wudep 03.01.37

Hay4Hu pbkoBoAUTENM:
Oou. ao-p 3apaeko UoppaHoe Jlazapos, am
Mpodh. a-p Cnupo Muxannoe KoHCTaHTHMHOE, AM

Codpmn, 2016

Mogxon NpKU XMPYRIMYHD NEYSHHE HA NALMEHTH ¢ MEPBMYEH XENATOLENYNAPEeH KapLXHOM
/EFCNEPHMEHTANHKA W ENMHUKO-MODGoN0ornaYHK acnesmial

Juceprauwn, o-p Cradwc nas Munyes Sunvnos



[ognHa CNHCaHue IF RG Impact
2003 Folia Biologica | Praha) 0,3 0.60
2004 Journal of Neuroimmunology 2,704
2007 Inflammation 1,292
2014 International Journal of Immunopathology and Pharmacology | 2,507 1,77
2014 Journal of biclogical regulators and homeostatic 2.04
agents
2016 Food and Chemical Toxicology 3,778 2.52
2017 TOXICOLOGY MECHANISMS AND METHODS 1,993 1,28
[OOWHa CNWCaHWe |F [TyGnUEaLIMW
2003 Folia Biologica | Praha) 0,3 1
2004 Journal of Neuroimmunology 2,704 1
2007 Inflammation 1,292 1
2014 International Journal of Immunopathology and Pharmacology | 2,907 3
2014 Journal of biological regulators and homeostatic 2.04 1
agents
2016 Food and Chemical Toxicology 3,078 1
2017 TOXICOLOGY MECHANISMS AND METHODS 1,593 1
O6wo 19,43




2003



Cellular Localization of NGF and NGF Receptors

in Aged Human Thymus

( human thymus / involution / NGF / p75™™® / TrkA / immunoreactivity / epithelial cells / microscopy )

T. MARINOVA!, K. VELIKOVAZ, S. PHILIPOVZ, I. STANKULOV?, G. CHALDAKOV?,

L. ALOE*

IDepartment of Biology and 2Department of General and Clinical Pathology. Medical University, Sofia.

Bulgaria

Division of Cell Biology. Department of Forensic Medicine, Medical University, Vama, Bulgaria
“Institute of Neurobiology and Molecular Medicine, CNR. Rome, Italy

Abstract. Recent evidence indicates that some thymic
cells of developing and adult laboratory animals
express the neurotrophin NGF and its low-affinity
p75VTR and high-affinity TrkA receptor. Less is known
as to whether the thymus of adult and aged humans
express these markers. We hypothesize that the pres-
ence and distribution of immunopositive cells for NGF
and NGF receptors undergo some alterations during
the involution of human thymus. Specimens from nor-
mal thymuses of old individuals were obtained from
autopsy and surgery cases, and examined immunocyto-
chemically at the light and transmission electron micro-
scopic level. The immunoreactivity of NGF, p7s¥TR,
TrkA and cytokeratin was found in the epithelial thy-
mocyte microenvironment, Our results provide the first
ultrastructural evidence for NG F/receptor immunocyto-
chemlul localization in human thymus. They suggest

a possible immunotrophic/immun role of
the NGF-p7TsNTR.TrkA system for T-cell development
in human thymus during senile involution.

Neurotrophins are a family of proteins including
nerve growth factor (NGF), brain-derived neurotrophic
factor, neurotrophin-3 (NT-3) and NT-4/5 (Sofronicw ct
al., 2001). NGF is the prototypic member of this fami-
Iy (Levi-Montalcini, 1987). Conceived originally as no
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Abbrevaations: IR - immunoreactivity, NGF - nerve growth fac-
tor, PBS — phosphate-buffered saline, p75™™ — p75 neu-
rotrophin receptor, TEC - thymic epithelial cell, TEM
~ transmission electron microscopy, TrkA — receptor tyrosine
kinase A,

more than a growth and survival factor for certain neu-
ronal cells, within the last 50 years increasing informa-
tion was accumulated showing that NGF also exerts
cffects on non-neuronal cells, particularly immune cells
(reviewed by Aloe et al.. 1997a; Aloe and Micem,
1999). The thymus is one recent example of this neu-
roimmune framework.

The thymus undergoes age-related (physiological,
chronic) involution during postnatal development (Von
Gaudecker. 1978: Bodey ct al. 1997; Turke. 1997;
Rodewald, 1998; Goya and Bolognani, 1999). Recent
evidence indicates that thymic epithelial cells (TEC),
a cellular component that plays an important role in the
development and differentiation of T cells, produce
NGF and express both low- and high-affinity NGF
receptors, p75 neurotrophin receptor (p75™1%) and
tyrosine kinase A (TrkA) receptor, respectively
(Pescarmona et al., 1993; Aloc et al., 1997h; Pamrens ¢t
al., 1998; Garcia-Suarez et al., 2000, 2001; Turrini et
al., 2001; Yoon ¢t al.. 2003). We hypothesize that the
presence and distribution of NGF- and NGF receptor-
immunopositive cells undergo some alterations during
the thymic involutionary process. As a first step in test-
ing this hypothesis we examined these biomarkers”
immunorcactivity (IR) in the thymocyte microcnviron-
ment of aged human thymus. Here we report structural
and ultrastructural data about the cellular localization of
NGF. p758™® and TrkA in human thymus during its
age-related involution.

Material and Methods

Specimens from thymuses of old (aged 70-82 years)
(N=9) and from young (aged 12-20 ycars) (N=4) indi-
viduals were obtained from autopsy and surgery cascs.
The thymuses collected have had no pathological disor-
ders. Four kinds of antibodies (Ab), namely anti-NGF
rabbit polyclonal Ab (NGF H-20, sc-548. Santa Cruz
Biotechnology. Santa Cruz. CA). anti-p75™'® mono-
clonal Ab (NGFR p75 ME 204, sc-13577, Santa Cruz

Folia Biologica (Praha) 49, 160-164 (2003)
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Short communication

Altered levels of nerve growth factor in the thymus of subjects with
myasthenia gravis
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Ivan S. Stankulov®, George N. Chaldakov®, Marco Fiore®, Luigi Aloe™*
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"qumraw of Bimlogy, Medica! University, Soffa, Bulgaria
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4 Dirision of Cell Biokogy, Department of Forensic Medicine. Medica! University, Varna, Bulgaria
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Abstract

We have peeviously reported that nerve growth factor (NGF), a polypeptide known for its nearotrophic activities, is also involved in the
differentiation and survival of immune cefls, 2nd that NGF and its high-affinaty receptor are present in the thymus. We here demonstrate that the
thymus of humans affected by myasthenia gravis (MG) contains significant concentrations of NGF. These observations support our hypothesis
of a rale for NGF in the thymus and suggest that the changes observed in the thymus of subject with MG may have functional significance.

© 2003 Elsevier B.V. All rights reserved.

Keywords: NGF: Thymus: Myasthenia graves; Mast cells: Epithelial cells

In spite of its name, nerve growth factor (NGF) is
increasingly reported to exert a biological function outside
its classical domain which is the nervous system (Lewi-
Montalcini 1987; Aloe et al, 2001). Thus, NGF can act on
cells of the immune system, including thymic cells (Aloc ot
al., 1994, 2001; Laurenzi ct al., 1994). Also, the thymus of
rodents produces NGF and its level changes duning phys:-
ological events, such as pregnancy and aging (Aloc et al,
1997: Hannestad ct al, 1997; Turmni et al., 1998) NGF
administration in rodents causes hypertrophy of thymic
cpithchial cells (Abramchik et al.. 1988), and the thymus
of TrkA (the main NGF receptor) gene knockout mice
undergoes accelerated regression (Garcia-Suarez et al,
2000). Using biochemical, molecular, immunohistochemical
and immunogold clectron microscope methodologics. we
report that resident thymic cells, such as epithehal cells and
mast cells of healthy subjects and of subjects affected by
myasthenia gravis (MG), are able to produce NGF,

* Comesponding authoc. Tel: +39.6.829.25.92; fax: +39-6.860-901.
0.
E-mur! addresy: aloefrinmm.curit (L. Aloe).

DI6S-5T28S - sec oat matter © 2003 Elsevier BY. All rights reserved.
doi-10. 1016 jmeursim. 2003 10.048

Thymus samples were taken from MG autopsy cases
(n=4), or from subjects (n=4) who died by car accident
(n=1) or strangulation (n~3), and were used as controls.
MG subjects suffered by MG for at least § years, received
corticosteroid treatments and showed anti-AchR positivity.
Histologically, MG thymuses displayed hyperplasia folli-
culans (n=3) and adiposus syndrome (n=1) character-
wstics. MG patients died by car crash (n=1), smicide
(n=2) or after 2 months of pncumonia (n=1). Control
thymuses were without any pathological changes with
structural and morphological features of their ages. MG
diagnostic cntena were camed out according to Stemberg
(1996),

The thymus was removed at the Department of General
and Clinical Pathology. Medical University, Sofia, and at the
Division of Cell Biology. Department of Forensic Medicine,
Mecdical University, Varna, Bulgana This study was ap-
proved by the Ethical Committees of the hospitals and
Informed consent was asked and obtained by the parents
i accordance with the Helsinki Declaration,

Thymic tissuc was homogenized in extraction buffer (see
Bracci-Laudiero et al., 1992). centnfuged at 8500 rpm at 4°C
and the supematant used for NGF and mRNA Trk-A analyses.
Levels of NGF were measured by a highly sensitive two-site
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Nerve Growth Factor Immunoreactivity of Mast Cells
in Acute Involuted Human Thymus

Tsvetana Marinova,' Stanislav Philipov,” and Luigi Aloe®

Absrocr—The scute imvolution of the gwmus i induced by either sxogenous of dihageEnaus
faors, including some infections (Wifection ype involution). The presem wudy wis focused on
both detection and immuece yachemecal analysis of NGF imnweeposilive mast cells in child
thymus with acule infection-lnduced imvolution, Ausopsy chymes specimens from chifdrsn with
imlection diseises (5epeis, Encephalowyelitis, Varloellah were examined oi light and electromn mi-
crascopc level and compared g nommal infaniile thymuses. We observed g redistribulion of NOF
Iminapeative mast cells in infection-affected child thymus, which Iesular architecbere was
collapsed. A pesitive cormelarion Borween the degree af the invalutive changes, increased distriby-
tion aad exhanced NGF inmiunorsactivity of mast crlls wes defimed. The possible mvalvement of
NGF immunapositive miaet cells in the process of seute thymus invelation is discussod.

KEY WORES: MOGF immmorracivity: mast oells; dysus,

INTRODUCTION

Brah mast cells and NGF have been reporied to be ine
valved in peusommavne interactions and tssue inflame
mlica [ 1. 2. The known actions of MGF on nerve and
immune cells suggest that mast cells-derived NGF may
contiol adaptivefreactive reapaide of the nervors md
nnmnure systems twand sious lksue perturbations
[5 4). NGF, a well-charsctesized neurotrophic factor
that acts on the esvous, endocring and immune syssern,
is alse produced aiwl stored i the thymus [5, 61 iz a
powerfisl endogenaus inediator which play a crucial role

IDI.'[-.'nllr.rrt af Bindogy. Nedical Faculy, Metical Univendiy, 2
Ldrava S, BO-1431 St Bulpenia

*Diegarimeat of General end Clinical Parhalogy. Madical Universiry,
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acling on a variety of pos-aievronal cells, tnchuding mast
cells, both mas cells growth and depranulation [7, 8).
NGF induces an crense in the nimber of mast celle in the
peripheral tissues of developing rats, as well as histasmine
releass in lully differentiated mast cells [1, 9). Mast eelis
Are amiss-sbaring cells wilh belerogensous hismlogicnl,
bioehemical and functional properties (10, 1], They o
sctrvely involved noc only in the phy selogizal bt also in
ibe pathological evems i the hymues [2, 7], Mast cclis
respond functionzlly (via specific receptors) to am
enmmous range of seurvactive componsnls including
MGE [, 4],

The acuee (age-independent, gpontaneous, iran-
sient, pathological, sceidental) involulion of tbe tiymus
15 incluced by eiber exogenous or endogenous Faclors,
incloding some infections (infection type invelulion)
[1Z, 13]. This type of invalution is associated with an
initial irigger aml relatively “zouse™ mechanism, ia.,

Abdvrerintiar: BIF, newve prowr Tacren; MO, mas eells,
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Epithelial Cells and Macrophages
of Aged Human Thymus Possess
IGF-I Immunoreactivity

Ts. Marinova, D. Petrov’, S. Philipov'®, D. N. Angelov***

Deparmunent of Biology. Medical University, Sofla

*Department of Surgery, Medical University, Sofia

“*Department of General and Clinical Pathology, Modical Univerzity, Sofia
“*Anatomical Instinwe, University of Colagne, Germany

The presence and distribution of insulin-like growth factor 1 (IGF-1) immunoreactivity in the aged hu-
man thymus were investigated both at light and electron microscopic levels. IGF-I immunoreactive cells
were observed in the structurally preserved regions of the chromic involuted thymus. Presenting novel
data for presence of IGF-I immunopaositive epithelial cells and macrophages, we conclude that the aged
human thymus is still capable to govern some "benelicial” microenvironment events, including IGF-1
signalling mechanisms. The latter might be involved in the local regulation of T cell development and
plasticity of thymocytes-¢pithelial cells interaclions during aging.

Key words: IGF-1 immunoreictivity, human thymus, chronic involution.

Introduction

Accumulating evidence shows that adult mammalian thymic cells express insulin-
like growth factor | (IGF-1) immunoreactivity [1, 2]. Astonishingly, despite the gen-
erally acknowledged roles of IGF-I in the ontogeny [1, 7, 8], generation and survival
of T-cells [3, 6, 10}, little is known sbout the exact time course of IGF-I occurrence dur-
ing the age-related thymic involution und the decline of immunoreactivity [4, 5, 9].
This is why, in the present study we concentrated our efforts to perform a de-
tailed temporo-spatial analysis of IGF-I expression in the aged human thymus,

Material and Methods

Specimens from thymuses of old (aged 66-82 years) (n=14) and young (aged 2-27
years) (n=10) individuals were obtained from autopsy and thoracic surgery cases,
and examined immunocytochemically ut light and transmission electron micro-
scopic level. The thymuses collected have had no pathological disorders. Three kinds
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Anatomy Teaching — Application
of Innovation Methods in Higher Education

E. Tsankova, Ch. Chouclkov, S. Philipov

Facwlyy of Medicine, St. Kliment Ohridski Universiry of Sofia

It is our duty ta do sowmerhing more 10 rouse the interen
‘o science in yorng people, not only 1o gimulate them
Jor professional scientific work but alse 1o make them
informed cirizens [1)

Dr Philippe Busquin

Ewropean Commistioner for Research

As a fundamental science, Human anatomy represents an important part of the scientific basis of medicine, It
is a fundamental medical subject that requires a prolonged study. and huge terminology kaowledge, which
consists of an essential knowledge perimeter; terminology trining: un inlerdesciplinanty, a suggestiveness:
sed specific inventory. The use of innovative didactical methods, such 25 discussion in small groups, didac-
tical and role-playing games, phantoms practical education, multimedia education eic. in Faculty of Medi-
e of Sofia University “St. Kliment Ohridski™ is presented. The innovative techniques, consisting of devel-
opment and application of new pedagogical methods include new teaching technologes for education opei-
mizatice, increase in effectiveness and motivation of the studenes. Creating a motivation for enhancing the
effectiveness ili the teaching process results in an increased scientific imterest and creates a novel view of the
medecal education,

Kry wonds: human anatomy teaching, innovation methods, mnquiry, medical edocation

Topical Issues

A globalization in medicine and a tendency of integration of fundamental and clinical
science and practice are observed Jately [2). A tendency of application of innovative
educational methods as problem based education, as well as an education in small
groups, distant education, continuing education through whole life etc., is recom-
mended [2-4].

As a fundamental science, human anatomy represents an important part of the sci-
entific basis of medicine, Topical issues regurding innovations in teaching medicine and
in anmnini knowledge depends on developing a system of effective teaching and edu-
- tation methods. That requires the learner 1o be placed in the middle of this process and
thange in teaching and education by introducing innovations to be made.
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ONCOGENIC BALANITIS

G. Tchernev', J. Ananiev’, J. C. Cardose’, 5. Philipov® and U. Wollina®
'Palycinic for Dermatology and Veneralogy, University Hospital Lozenetz,
“Saint Kliment Ohridska™ Ureversity, Sofia, Bulgaria
“‘Department of General and Clinical Pathology, Medical Faculty, Trakia University,
Siara Zagora, Bulgania

Demalology Department, University Hospital of Caimbra, Coimbra, Portugal
“Deparimant of General and Clinical Pathology, Medical Faculty, “Saint Kliment Chridski™

University, Sofia, Bulgana
*Department of Dermatology and Allergology, Academic Teaching Hospatal
Dresden-Friednchstadt, Dresden, Germany

Summary. The so-called ,oncogenic balanitis™ is a not so rare nosological
entity, whose pathogenesis is related in most cases to infection with oncogenic
strains of the human papilloma viruses (HPVs). In the early stages of the dissass
the clinical presentation of the infection with some oncogenic or high risk human
HPVs is often non-specific, contributing to its persistance for a long time, often mis-
diagnosed as a candidous or bactenal balanitis. Clinically the lesions may also be

confused with lichen planus or lichen sclerosus, as well as penile eczema or pso-
riasis. Local andfor systemic therapy with corbicosteroids can lead o unmasking of

the symptoms and rapid progression of the disease, with potential risk of malignant
transformation. Additionally, some patients decline a biopsy, further hampering the
confirmation of the diagnosis. In all these problematic cases a diagnostic PCR
examination of material taken from lesional skin could be of help for the diagnosis
of Bowen's disease, erythroplasia Queyrat, consequently preventing its progres-
sion fo invasive squamous cell carcinoma. We present a rare case of erosive and
partially verrucous balanitis, in which HPY 56 strains were identifed by PCR in
repeated samples from lesional skin. Additionaly, HPY 16 was also identified in the
second sample. The clinical findings were entirely consistent with erythroplasia of
Queyrat but histopathological examination was not possible. A local therapy with
imiquimod was started. After complete dinical recovery a vaccination with Gardasil
was additionaly planned with the hope that the patient would be protected from
possible recurrence due o the generation of cross-immunity against HPY 536. Due

18 Oncaganic balanis
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MApUUHOMET HE NUHGYHUA WMEXUP cABQ mMOoad Ha
RPOCMAMAMA @ BropUam Yacmo Coelas myMog Ha
OMYQEALUMEAHETE CUCIMans CRAG MukRarma U nied-
cmadsaba 2% om Bousmlr Heonaasey. Toau mun ano-

HasacmBana 3a00ARBEHE 8 Cbt ChOMHCASHUES MbwE

HEHU 411 U 08 CRELUA NO-WECMO NPU BuIpacmiu MuHe,
Hecmomama Ha NPEXOgHORMSMEHU KEPLLHOMY &

Hal-Bucosa = B0% am MaAs2HSHUME 2a00nABaHUA Ha

OMgEAUMBAHE cucmema, & 5-10% co cpalyam cxba-
MOI0RABITIEAHL | BOEHOKEPUUHOMU, & B ocmamaHa-
AUmS HCI-FI-E'QHU EWHELI = CEREORL U MR ImE a2,
Qs mpemu om myMopums c2 NnoBwprHOCMmHY W
NANUAAGHL, A 0CMaHaAUme ca MaHudasmuBam ¢ uH-
fhusmpayue 8 MycKyAHama cmeaxa U usbol Hea,
MEUBHLETO U MpoeHOIAMa 3aBucAm om gealoquHE-
ME HE MUMODHEAME UHBEIUA B SeHama Ha MEXURE, pe
SUOHEAHEME AUMEBAR UHBAZIA, HAAUMUSMS HA QRAEYHU
MEMABCITAIW U AUCmostausHUR Bapuanm sa mywsosa [14].
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Summary Anorectal malignant melanoma (ARMM) is
an extremely rare condition, often misdiagnosed and
mistreated until development of metastatic disease.
Clinical presentation mimicking hemorrhoids is a well-
known pitfall. We present @ male patient with hemor-
rhoidal nodules who was referred to the policlinic of

Univ. Doz, Dr. med. G. Tchemev (©-0)

Policlinic for Dermatology and Venerology,

Saint Kliment Ohridski University, University Hospital Lozenetz,
Koziak Street |, 1407 Sofia, Bulgaria

e-mail: geoegi_tchemev@yahoo de

K. Semkova, MD

Department of Dermatology and Venerlogy,
Medical University Sofia, Georgi Softiski Street |,
1431 Softa, Bulgaria

e-mail: kristina_semkova@yahoo.com

5. Philipow, MD

Department of General and Clinical Pathology,
Medical Faculty Saint Kliment Ohridski University,
Koziak Street 1, 1807 Sofia, Bulgaria

e-mail: stanislav_philipovg@abv.bg

R. Gomev

Department of General and Abdominal Surgery,
University Hospital Lozenetz, Koziak Street 1,
1407 Saofia, Bulgaria

e-mail: dr_gomev@abv.bg

J. Ananiey, MD, #hD

Department of General and Clinical Pathology,
Medical Faculty, Trakia University,

Armeiska Street 11, 0000 Stara Zagora, Bulgaria
e-mail: operationgabv.bg

u. Wollina, MD

Department of Dermatology and Allergology,

Hospital Dresden-Friedrichstade, Academic Teaching Hospital of
the Technical University of Dresden,

Friedrichstrasse 41, 01067 Dresden, Germany

e-mail: wollina-uw@khdide

dermatology for management of anal pruritus. A dark
macule was detected over one of the hemorrhoidal nod-
ules histologically verified as melanoma. Subsequent CT
and PET/CT showed lymph nodes involvement and the
patient underwent wide local excision (WSE) followed by
abdominoperineal resection (APR). The rarity of ARMM
does not allow for establishment of a validated staging
system, placebo-controlled treatment trials and manage-
ment guidelines adoption. The current treatment for the
condition is surgical excision, using different techniques
according to the stage of the disease and depth of inva-
sion. The prognosis and overall survival are poor, but
recent genetic studies give promising results for molecu-
lar targeting. Awareness for this disease is indispensable,
as early recognition could result in improved survival
and quality of life.

Keywords Anorectal malignant melanoma - Wide local
excision - Abdominoperineal resection

Anorektales malignes Melanom in ginem
Hamorrhoidalknoten: ein diagnostisches und
therapeutisches Problem

Zusammenfassung Das anorektale maligne Melanom
(ARMM ) ist ein sehr seltener Tumor, der hiufig fehldiag-
nostiziert und -behandelt wird bis es zur Metastasierung
kommt. Das kiinische Mimikry von Himorrhoiden ist
eine solche recht gut bekannte Situation. Wir berichten
iiber einen mannlichen Patienten mit einem Hamor-
rhoidalknoten, der ab die Poliklinik fiir Dermatologie
mit der Diagnose eines Pruritus ani iiberwiesen wurde,
Bei der klinischen Untersuchung fand sich eine dunkle
Makel auf einem der Hamorrhoidalknoten, der sich
histologisch als Melanom herausstellte. Nachfolgende
CT- und PET/CT-Diagnostik zeigte einen Lymphkno-
tenbefall. Der Patient wurde mit einer ausgedehnten
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( CASE REPORTS )

EARLY ONSET BASAL CELL CARCINOMA: SURGICAL
APPROACH

M. Betekhtin', J. Ananiev’, G. Tchemev’, L. Zisova', S. Philipov® and R. Hristova*

"Moscow Medical Multidsciplinary Center, Moscow, Russia
‘Department of Ganeral and Clinical Pathology, Medical Faculty, Trakia University,
Stara Zagora, Bulgaria
*Polydinic for Dermatology and Venereclogy, “St. Kliment Ohndski™ University,
University Hospital Lozenetz, Sofia, Bulgaria
“Dermatology and Venereology Depariment, Medical Ureversity, Plovdiv, Bulgaria
*Departmeant of General and Ciinical Paum glediml Faculty, “St. Kliment Ohndski* University,
lgana

Summary. Basal cell carcinoma (BCC) is the most frequent non-melanoma
skin cancer. Only 5-15% of BCC cases can be found in patients aged 20-40 years
(so-called early onset). The early onset BCC is characterized by active and aggres-
sive tumour growth, clinically presenting in most of the cases as a morpheaform,
locally infiltrating or recurrent BCC. Despite the advances in the study of the patho-
genesis of this tumour, surgery remains the most used, most effective and most suit-
able treatment modality. We describe a case of a 39-year-old woman who developed
an early onset BCC of the nasolabial fold. After the subsequent surgical excision an
excellent cosmetic result was achieved.

Key words: Basal cell carcinoma, earfy onset, surgery, excision

INTRODUCTION

asal cell carcinoma (BCC) is the most frequent non-melanoma skin can-

cer [1, 2]. According to different authors the frequency of BCC accounts to

70-85% [1, 2]. BCC affects different kind of people with high prevalence in

individuals with type 1 or type 2 skin [1, 2]. Usually BCC occurs in patients after their
40's. Only 5-15% of BCC cases can be found in patients aged 2040 years [1].

The clinician should also remember that BCC is one of the main features of

Gorlin syndrome (Basal cell nevus syndrome) [3]. In this autosomal dominant inher-

ited syndrome the patients could develop hundreds of invasive tumours on the area

of the face, trunk and extremities [3]. Additional symptoms are mental retardation,

82 Early onset basal cell carcinoma: surgical approach
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M. Betekhtin’ and U. Wollina®

'Department of General and Clinical Pathology, Medical Faculty, Trakia University, Stara Zagora
*Polydinic for Dermatology and Venerology, University Hospital Lozenstz,
“Saint Kiment Ohnidski University”, Sofia
"Department of General and Clinical Pathology, Medical Faculty, "Saint Kliment Ohndski University”,
‘Assistant Professor of Dermatology and Venereology. Department of Social Temtonal Medicine,
Section of Dermatology, University of Messina, ltaly
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"Medical Center, Moscow, Russia
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Summary. HPV infection is involved in the etiology of 8 number of nonmalig-
nant, premalignant and malignant cutaneous lesions. One of them is the so-called
giant condyloma of Buschke-Lowenstein type (Buschke-Lowenstein tumor, BLT),
which sometimes can imitate clinically other tumors or tumor-like conditions. Clini-
cians face a particular challenge in cases of BLT where, clinically, the lesions dem-
onstrate a permanent brown hyperpigmentation in parallel with the dermatoscopic
lack of the characteristic melanocytic network, globules or regression zones. There
are uncommon clinical presentations with solitary, sharply demarcated pigmented le-
sions. In these cases the histopathological verification of the lesion is obligatory and
the most efficient treatment method in the early penod of the disease is the complete
surgical excision. We report a case of a 74-year-old man who was admitted to the
University Hospital “Lozenetz” in connection with profuse variceal bleading of the
esophagus associated with liver cirrhosis of unknown etiology. He underwent a con-
sultative examination at the department of dermatology because of suspected ad-
vanced stage melanoma of the prepuce. Computed tomographic analysis indicated
diffuse bone metastases located in the small pelvis and femur, as well as metastatic
disease in the left inguinal lymph nodes. However, the subsequent histopathologic

88 HPV-associated penile pigmented Jesion.
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Additional Possibilities for Evaluation of cell pathological alterations: Comparative
Study of reproduced elements of liver lobular segment In experimental (In vitro) model
and tissue specimens of hepatocellular carcinoma (HCC).

Philipov S.M.', Zaharieva M.M.%, Konstantinov S.M.’

'Faculty of Medicine, Chair “Anatomy,Histology,Pathology and Forensic Medicine”, Sofia
University ,.St. Kliment Ohridski”, | Kozyak Str, 1407 Sofia

Unit for pathogenic bacteria, The Stephan Angeloff Institute for Microbiology, Bulgarian
Academy of Sciences, 26 Akad. G. Bonchev str, 1113 Sofia

*Laboratory for Experimental Chemotherapy, Department of Pharmacology, Pharmacotherapy
and Toxicology, Faculty of Pharmacy, Medical University of Sofia, 2 Dunav str, 1000 Sofia,
Bulgana

Abstract

Hepatocellular carcinoma is the fifth most common cancer and the third leading cancer killer
in the world. Apoptosis occurs as part of tissue remodeling and avoids stimulation of
inflammatory pathways. Pathological apoptosis may actually amplify the inflammatory
process. Hepatocellular apoptosis is also a regular feature of the major inflammatory hepatic
diseases.

The acute myeloid (eosinophilic) leukemia cell line EOL-1 and the hepatocellular carcinoma
cell line HEP-G2 were used for the development of an in vitro model for hepatocyte stress.
Cell survival of hepatocytes after co-culturing with PMA differentiated EOL-1 cells was
estimated using the MTT assay. Patient samples were evaluated morphologically after
staining.

No influence on the vitality of HEP-G2 cells was registered after co-cultivation with both
differentiated and undifferentiated EOL-1 cells. Absence of such effect explains the low
degree of infiltration of stimulated eosinophils toward organized clusters of hepatoma cells.
Appearance of increased number of vacuoles in particular cells under treatment with activated
eosinophilic cells is the consequence of the cellular adaptation toward probable inflammatory
stress. This increases the capability of the hepatic cells to survive. The cell culture
experiments showed high degree of correlation with the histological findings in tissue samples
from the patients with primary hepatocellular carcinoma.

Key words: HEP G2 cell line, in vifro stress model, liver autophagy. hepatocellular
carcinoma (HCC)
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JIEPMATOQUBEPOMUKCOM HA UHIBUHAAHATA TbHKA UMUTUPALL
AKCECOPHA MAMUAA: XUPYPIMYHO AEYEHUE

Yepree ", Hoxoesa A., Qunuriog C., Axanuee 0.

Peaome:

DepmarodubpoMUKCOMBT € DAABK BeMUrHer TYMOp, KOWTC Ha#-4ecTo Ceé OTCTPaHRBa XWPYPIUHHO M
Hanara 0BCLXAAHETO HE PEANLE AUEepPEHUHANHK QUATHOIU C ueN NOTELPRAABAHE H3 XUCTONeHEeIaTa MYy,
NpeacTassme PAALK CNYHaR Ha NALUMENHTXA C TYMOPHE (DOPMALMA 8 NHIBMHANHAETE OBNACT, C KIMHUYHU
A8MHM W XAPAXTEPUCTUXA GNNIKa A0 Teaw 38 SKCECOPHa MaMWUNa. XWPYPrUYHO SKCUMIKDaHa W AoKasaHa

XWCTONOFMYHO KaTO AepMaro®nBpoOMUKCOoM.

Kniowonu gymu: JepMamobupbOMUKCOM, UH2SUNENHE OBNACM, XUPYPEUYHE BKCULIUS
DERMATOFIBROMYXOMA OF THE INGUINAL FOLD MIMICKING ACCESSORY MAMMILLA:

SURGICAL APPROACH

Tcherney G., Chokoeva A., Philipov S., Ananiev J.

Abstract: Dermatofibromyxoma is a rare benign tumor which most often surgically removed and requires
considaration of a number of differential diagnoses, in order to confirm s histogenesis.

We present a rare case of & female patient with tumour formation in the inguinal region, with clinical
manifestation and characteristics similar lo those of accossory mammilla, which was surgically excised and

histologically established as dermatofibromyxoma.

Key words: dermatofibromyxoma, inguinal foid, surgicsl excision

Bueenexue

Nepmarochubpommnkcoma npeagcrasnnsa
psaLk Genurnen TyMop pasnonoxeH no-4Yecro
NO XPaRHULWTE Ha HOBALKOTO TANO W CHCTOAW
Ce 0T YyMEpeHa KneTwuHa nponudepauna ¢
huwbpobnacT-nogobHy KNETKM U MUKCOMAEH Wunu
KONAreHeH MaTPHKC 8 ASpPMATa M B ChueTanwe ©
XunepKkepaTosa Wa Haanexawms enngepmuc (1)
OCHOBHA XBPaXTEPUCTHEE HE TYMOPa € Hanwywerto
Ha conuTapMa HonynapHa neaws u Gases pacrex 8
[EPMETE W NOQKOXHETA THKaM,

Hue npeacrassime Cnyvail Ha NaumeHTsa c He
ronsina TymopHa hopMaumn B MHrBnHanHara obnacr,
C MAKPOCKONCKa XapakTepucTuka Gnnaxa o Tasu
H3 SKCECOPHE MaMuNa, XMPYPIUMHO EKCLUINPpasHa 1
LBOKAIAHA XUCTONOTUHHO K3T0 AepMATODHBDOMUKCOM,

Case report

AHamHesa u Haxooka

Kucae ce 3a nauweHTxa Ha snapacr 62 roawHu
NOCTBLNBALY 8 NOANKITUHNKATA NO NOBOA HE HANWNHA
neaun 8 o6NAcTTa Ha AACHE WHMEMHANHATA MbMKa,
SaTvpalla or HAXONKo roavHu. Jlwncear gadHu 3a
npexkomMepHa ynotpeba Ha ankoxon W CHCTeMHa
MEAMKSLMA, KAKTO W CuTLTCTRALUM 3a50NABIHUS WNK
wHdekwu. He chobuyasa 3a apeaHocTi or BUTOB U
npohecuoHane XapaxTep.

VHIBUHENHO CC HAMEPW ME TONAMO KOXHO
obpaaysanne noa opmara Ha npomuHKpalya
Neawa C ENacCTWHHE KOHCUCTEHUMA U ceaed e LUaaT

W C AxameTLp oxono 15 um Ge3 3aNepERBaHUR Unu
nUrMeHTauuy okono wes (Durta) Moa nokanka
AHECTEIUA C& WIBLPLUM ENUNCOBNAHAE BKCUMIUR
C none Ha oneparuBHE CUTYPHOCT 0T 1 CM M
ANSNTUDEHE HA PaHEBNTE PLOOBE C MLPBUYEH KOXEH
wes (Dur. 1),

NeveHne U XUCTONOIMYNM QaHHM

Cnen v3abpuBane Ha exXcuUM3ns ce nposege
GuoncyHo Macneasase. B paTepnana ce paanuiasa
SNUACDMUC W AEPME CHC CHOTBETHATA HaxogQka:
8 ENWASPMNACA - XWNEPKEPaTo3a W aKaHTo3a,
PENapaTUBHAE ENUAEPMBNHA XUNEPNNAaIuR »
EnUHWE - conuTapha wHyHanbynapsa xeparusosa
KMCTa, 8 AepMaTa cpel OBNNEH MUKCOMASH MATPUKC
ca HabMOAABE HUCKOCTBNEHMA KONAreHnaIauna
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Mid-IR Laser Tissue Ablation with Little Collateral Damage
Using a Laser Tunable in the Water Absorption Peak

. Chuchumishev'*, E. Nagel'. A. Nierlich', 5. Philipov’, T. Genadiev®, T. Fiehig', . Bachvarov"*, C.-P.

Richter™**
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Absiract: A comprehensive expenmental study of mid-IR laser tissue ablation within the water
ghsorption peak 15 presented. A novel all-solid-state table-top sub-ns mid-IR laser designed for
efficient tissue ablabon have been used for observation of wavelength-dependent effects on the

ghlation of hard and soft tissue.

OIS codesz (1 T0. 10200 Ablation of tissue; | 1T0.3890) Medical optics instrumeniation

1. Imtroduction

Anultimate goal of minimally invasive laser surgery is to incise or remove a defined volume of tissue by laser ablation,
while leaving the adjacent tissue biologically viable. Besides, minimizing collateral damage to adjacent tissue
structures 15 vitally important when ablating in close proximity to nerve or other neural structures. The laser ablation
characteristics and collateral damage effects depend on the optical absorption properties of the tissue and subsequent
energy dissipation on distinct time scale. The optical absorption properties of tissue are governed by the electromc,
vibrational, and rotabional structures of the constituent biomolecules, thus they are dominated by the absorption of
water, lipids and proteins, all of which show absorption bands in the mid-1R range. Tunable mid-IR lasers have an
advantage over ultravielet and visible or near-IR lasers. Water has sharp absorption peak around 3,000 nm, while
lipids around. Changing the wavelengths of the laser would allow to fine-tune laser tissue interactions (penectration
depth and density of the absorbed energy). mimmizing the collateral heating effects in a bssue-specific manner.
Hence, intense laser radiation tuned to specific absorption bands in this spectral region has the potential for camrying
out selective ablation and 15 therefore of great relevance for advanced surgical procedures. In addition, tunable mid-
IR lasers can optimize the laser tissue interaction for ablation and/or coagulation, ie. the suppression of bleeding.

Here we demonstrate efficient tissue ablation using a novel all-solid-state table-top mid-1R laser tunable withm
the water absorption peak (3,000 to 3.500 nm) as a valuable alternative of mid-IR Free Electron Lasers (FEL)
Comparative studies of the ablation process in different types of tissues and at different wavelengths across this
biologically important spectral region have been carned out for the first time.

1. Experimental design

A sub-nanosecond, short cavity, singly resonant optical parametnc oscillator (OPO) was constructed and its radiation
was amplified m a highly efficient optical parametric amplifier (OPA ), which was based on large aperture penodically
poled stoichiometric lithium tantalate {PPSLT). The OPO uses a 20 mm long, 10 mm wide. and 3.2 mm thick PPSLT
crystal with three poled zones with different domain inversion periods (30.2, 303 and 304 pum). The OPA stage
emploved a similar 37 mm long erystal. The pump source for the two frequency conversion stages was a dicde-pumped
master oscillator power amplifier system, providing 35 mJ pulses with high beam quality (M,* = M,=1.3 = 1.1),
1.4 ns pulse duration at 0.5 kHz repetition rate. The maximum cutput idler energy from the system was 5.7 mJ with a
pulse duration of 1.4 ns and the idler conversion efficiency in the OPA stage was 19%. By tl'lﬂ.TIE]l'lg the temperature
of the two PPSLT crvstals from 40 °C up to 2635 °C and by emploving the three domain inversion penods, continuous
tunability of the laser from 3 to 3.5 pm was achieved.

The repetition rate of the laser pulses was 500 Hz and the selected radiant energy per pulse was 3.0, 2.9, and 2.3
mJ at 3. 3.32, and 347 pm radiation wavelength, respectively. The focused beam spot has and elliptic shape with
dimensions of 350 = 250 pm and had a near Gaussian beam profile. By advancing the stage by 2 mm's continuous
groves were created m the tissue. Dunng the iradiation, the sample surface was kept at the focal point of the laser
beam.
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LETTER TO THE EDITOR

ANGIOMYOLIPOMA OF THE HELIX WITHOUT SIGNS OF SYSTEMIC
INVOLVEMENT: SUCCESSFUL SURGICAL APPROACH

G. TCHERNEV", S. PHILIPOV=, J. ANANIEV’, M. GULUBOVA’, A A. CHOKOEVA*,
C. TANA*and U. WOLLINA®
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and Clinical Pathology, Medical Faculty, Trakia University, Stara Zagora, Bulgaria;
‘Onkoderma- Policlinic for Dermatology and Dermatologic Surgery, General Skobelev 26:80fa,
Bulgaria; ‘Department of Medicine and Science of Aging “G. D 'Annunzio” University, Chieti,
Italy; "Department of Dermatology and Allergology, Hospital Dresden-Friedrichstadt, Academic
Teaching Hospital of the Technical University of Dresden, Dresden; Germany

Received July 14, 2014 — Accepted August 8, 2104

Cutaneous angiomyolipoma (AMP) of the ear is an extremely rare benign mesenchymal tumour.
Angiomyolipomas are the most common benign tumour lﬂlllkkluyﬂ could be associated in 20% of
the cases with the tuberous sclerosis complex (TBC), in which condition, most of the patients have several
angiomyolipomas affecting both of the kidneys. We report the rare case of l“-)mld female who had
an asymptomatic, solitary, nodule on the helix of the right ear for several years, which was histologically
assessed as angiomyolipoma. There were uw signs of the tuberous sclerosis complex (TBC) or renal
AML. A surgical excision was performed with an excellent therapeutic result. In contrast to renal AMLs
or PEComas, which are often invasive and mavhv.lh mﬁolul nodes, cutaneous AMLs are solitary, non-

invasive, and not associated with tuberous sclerosis, and are curable by simple elliptical excision.

We present the case of & 66-year-old female
who had an asymptomatie, solitary. nodule on the
helix of the right car for soveral years (Fig. 1a). The
physical examination revealed an exophytic tumour
formation, ¢overcd with slightly lobulated skin (Fig.
1a). The paticnt was otherwisc in good health and had
no clinical signs of the tuberous sclerosis complex
(TSC) or renal AML. Instrumental and imaging
diagnostics did not shown evidence of involvement
of other organs or systems in the human body. All
laboratory investigations were within normal range.

The diagnosis of cutancous angiomyolipoma was
based on the histopathological examination of the
lesion (Fig. 2 a-d). Fragments from the cpidermis and
papillary derma were observed in the same. Low-
stage hyperkeratosis and acanthosis with pscudo
cpiteliomatous hyperplasia were also cstablished.
Mature adipocytes were represented in zones, with
peripheral demarcation from the fibrous capsule. A
presence of vascular network of capillanies was also
observed. Within the vanous parts of the obtained
matenials the presented vessel network vanes in size.

Key words: cutaneus angiomyolipoma, angiomyolipoma of the ear, tuberous sclerosis complex, renal AMP, PEComas
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LETTER TO THE EDITOR
WRONG MELANOMA THICKNESS MEASUREMENT: CHECK IT OR LEAVE IT?

AA. CHOKOEVA', G. TCHERNEV=, S. PHILIPOV", J.C. CARDOSO*
M. ZANARDELLF and T. LOTTI*

'Onkoderma- Policlinic for Dermatology and Dermatologic Surgery, General Skobelev 26
Sofia, Bulgaria; *Policlinic for Dermatology and Venereology, Saint Kliment Ohridski University,
Medical Faculty, University Hospital Lozenetz, Sofia, Bulgaria; *Department of General and
Clinical Pathology, Medical Faculty, “Saint Kliment Ohridski University” Sofia, Bulgaria;
‘Dermatology Department, University Hospital of Coimbra,Praceta Mota Pinto, Coimbra Portugal;
'‘Department of Neuroscience, Psychology, Drug Research and Child Health - Neurofarba -
Pharmacology and Toxicology Section, University of Florence, Italy; *Universitvof Rome
"G. Marconi”, Rome, haly; "Institute of Dermatology Life Cronos, Florence, lla_ly

Cutaneous malignant melanoma (CMM) is one of the most aggressive forms of skin cancer, accounting
for about 90% of deaths from cutaneous neoplasms, and its incidence has increased significantly in recent
years, According to the 2012 European criteria for diagnosis and treatment of malignant melasnoma,
diagnosis should be based on the combination of clinical features, dermoscopic data and Nstow
examination, preferably after excisional biopsy. Tumour thickness and other parameters for local staging
according to the AJCC classification should be included in the pathelogy report. Although many factors
influence the prognosis and course of the disease, it has been established in a number of studies that tumour
thickness is the most important parameter. Therapy of malignant melanoma in its initial stages mostly
consists of wide local excision with 1 to 2 em margins, and sentinel lymph node biopsy that is usually
performed in cases of tumours with a thickness greater than I mm. We present the case of a 58-year-
old Bulgarian male with cutaneous superficial spreading malignant melanoma, in which, after complete
excision, histological examination established an inaceurate tumour thickness (0.7 mm), with consequent
inadequate staging and further management. After reassessment of the results in another institution (as
well as their confirmation by two additional independent histopathology laboratories in our country —
192 mm), in the National Oncological Hospital where the patient was initially evaluated, sentinel lymph
node biopsy was not performed. contrary to the generally accepted European and World standards. With
the present case we raise some current issues regarding diagnosis and therapy of Bulgarian patients (not
only in the case presented) with malignant melanoma in the 21st century, and discuss the urgent need
for external quality control procedures and standardization of the histopathologic reporting, which is of
paramount importance in the staging and subsequent management of these patients.

Cutancous malignant melanoma (CMM)isoncof  all skin cancers, malignant melanoma represents
the most aggressive forms of skin cancer, accounting ~ a scrious public health problem as its frequency 1s
for about 90% of dcaths from cutancous ncoplasms  increasing more rapidly than any other cancer n
(1). Although it represents only about 3 to 5% of  the world (1. 2). 1f in 1930, the risk of developing

Key wonds: diagnosis, surgical excision, malignant melanoma, treatment, SLNB, tumour thickness
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THE “MYSTERY"” OF CUTANEOUS SARCOIDOSIS:
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Received July 15, 2014 — Accepted August 6, 2014

The reason why the cutaneous form of sarcoidosls Is well known In the literature Is because of
its spectrum of manifestations granting it the fame of a Great Imitator. The mystery shrouding the
pathogenesis of this rare cutaneous disease is still there (In spite of the fundamental progress of the
various diagnostic methods In current day medicine). The production of the morphological substrate
— the epitheliold cell granuloma — which Is considered to be characteristic of skin sarcoldosls, could,
however, also be the end result of a reaction to i) various specific infectious agents such as Leishmaniasis
cutls, coccldioidomycosis, etc., i) certain residual bacterial or other mycobacterial antigens which, at the
moment of setting the diagnosis are - by definition - non-infectious but still immunogenic, as well as iii)
different tumor antigens In leslonal tissue or other location. Often, differentiating between sarcodlosis
and a sarcold-like reaction, based on the updated criteria for cutaneous sarcoldosls, Is problematic to
downright impossible. A future characterization of the genetic signature of the two conditions, as well
as the implementation of additional mandatory panels for i) the identification of certain infectious or ii)
non-infectious but Immunogenic and iil) tumor antigens In the epithelloid cell granuloma (or In another
location In the organism), could be a considerable contribution to the process of differentiating between
the two above-mentioned conditions. This will create conditions for greater accuracy when setting the
subsequent therapeutic approaches.

Key words: sarcoidosis, sarcoid like reaction, genetic signature, bacterial antigens, tumor antigens
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LETTER TO THE EDITOR

MACROPHAGES AND DENDRITIC CELLS IN THE DEVELOPMENT OF LIVER
INJURY LEADING TO LIVER FAILURE
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Received August 25, 2014 — Accepted September 30, 2014

Liver failure (LF) continues to be a serious problem due to different underlying disorders. Not only
hepatocytes but Kupffer cells (KCs) and dendritic cells (DCs) are of importance in this Instance. We
wanted to investigate the possible role of KCs and liver DCs in the development of liver injury in patients
with liver failure. Liver specimens from 23 patients who died after liver failure were examined for the
presence and distribution of CD68-positive KCs and CD83-positive DCs by immunohistochemistry. The
distribution of the CD83-positive DC in the sinusoidal and the periportal spaces was not even. While
39.1% of patients had a high sinusoidal density of CD83-positive cells, 60.9% demonstrated a high
density of CD83-positive cells in the periportal tract. The number of CD83-positive DCs in periportal
tracts in patients with advanced liver fibrosis (n = 5) were high, while those with mild liver fibrosis (n
= 18) had low numbers of mature dendritic cells (32=4.107; p=0.043). In addition, all patients with
intensive fibrosis had low counts of CD68-positive KC’s in portal tracts vs patients with mild fibrosis of
which 67% had high counts (2=6.97; p=0.008), In seven of the patients with moderate steatosis (87.5%)
low numbers of CD68-positive KCs were found in sinusoids, in contrast to those with severe steatosis,
where 12 patients (80%) had high KC counts (32=13.4; p<0.001). The distribution and number of CD68-
positive KC and CD83-positive DC reflect the progression of liver fibrosis leading to liver failure.

Liver failure is defined by the American  Study ofthe Liver (EASL) as an “acute deterioration
Association for the Study of Liver Diseases  of pre-existing chronic liver disease usually
(AASLD) and the European Associgtion for the  related to a precipitating event and associated with

Key words: liver failure, Kupffer cells, dendritic cells
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Spindle cell tumor of the breast

Kr. Tzvetankov', lv. Plachkov' , G. Hadjidekov', St. Philipov?
'Depariment of Radiology, Universily Hospital "Lozaenels” - Sofia

*Department of Patoanatomy, Universily Hospital “Lozenels" - Sofia

Pesiome. BpementSugHe-KABMBMHUME MUMOPU €& PAGHK
NOGIMUN HA HAPUUHOME HE MASHHAMA MAS3A U CNagam Huat
IGMEICPURMA HA MEMANARCITIWHHUME HEONARIMU HA 2up-
gema.

MNpegcmatame  xausuved cay4al om npakmurkama. e
paazregans oSPasHUME U XUCMOACZUNKHUMEe Xapakmapuc-
mu wa Moy Bug mymMop U oBPaIHUMEe MEMogU 3a guae-
HOCMUKA,

CurmoBaro ce npegcmaBam kamo gofpe omepaHuuesHy
opmayuu ¢ o6pasyBans Ha BONSMU KUCMUMHU HOMNO-
wormy. Xucmonosu-Me goMunupawu ca caoeBe om Epe-
MERGAUGHU NO HOPME KABTIKL U NOMACHEHMU, KERMO Npu
CKBaMO3UA U UHBAUBHUA gUKMAAeH HapuuHoM. Bunpenu
CEPHOMBIMOIHUMS CU Xapasmepucmury Bpamea+oBugHume
HAOITU NPOUSXOMGAM OM BNUMSAR HA MASYHATIA H4AS33.
Memog wa usBop 32 gUAZHOCMUKA HE MO3IU MUN muKop
2 MUAMUMOGaAHUAM nogxeg, BraouBaly exomasospadun,
svamoepapun, MP manvoapadun, kop-Guoncus u KT 3a cma-
gupane,

KasowoBu gumu: BPETEHOBMAHO-KAETBHEH TYMOP, KAPL-
HOM. XMCTOAOTUA, EXOMAMOTPADUA. MAMOTPADHA. MP
MAMOTPADHA. KOP-EHONCHA. KT

Abstracl. Spindle cell breasl carcinoma & a rare sub-
type of breast cancer, that falis within the general category
of mataplastic breast carcinoma.

We present a case of spindle celd carcinoma of the breast and
review its radioleglcal appearance, pathophysiological charac-
teristics and radiological methods for dlagnocia.

Spindle cell carcinoma frequently forms a large and well-
circumnseribed tumoer with gross cyst formation, Histologically,
13 dominant component is of sheets of spindle shaped cells,
and It Includes such contiguous carcinoma components as
sguamous differentiation or invasive ductal carcinoma, Desplte
tha sarcomatoys features, spindle celis are likely to be derved
from epithelal cells of mammary glands.

The mathod of cholkee in the dagnosis of thess lumors is a
multimodal approach inchuding US, mammograms, MR, .cor*
biopsy and CT for staging.

Key words: SPINDLE CELL TUMOR. CARCRVOMA, HISTOLOGY,
US. MAMMOGRAM, MR, “COR™ BIOPSY. CT
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Efficient Tissue Ablation using a Laser Tunable in the Water

Absorption Band at 3 microns with little collateral damage
Alexandra Nierlich', Danail Chuchumnshev" Elizabeth Nagel' Kristiana Marinova’, Stanislav
Philipov’, Torsten Fiebig', Ivan Buchvarov'?, Claus-Peter Richter'**
'Deptartment of Otolaryngology. Northwestern University, 303 E. Chicago Ave, Searle 12-361.

Chicago, IL 60611, USA, "Department of Physics, Sofia University, 5 James Bourchier Blvd., Sofia,
1164, Bulgaria; *Department of Medicine, Sofia University, | Kozyak Str., Sofia, Bulgaria;
“Department of Biomedical Engineering, Northwestern University, 2145 Sheridan Road, Tech E310,
Evanston, IL 60208, USA: *The Hugh Knowles Center, Department of Communication Sciences
and Disorders, Northwestern University, Evanston, IL 60208, USA

ABSTRACT

Lasers can significantly advance medical diagnostics and treatment. At high power, they are typically used as cutting
tools during surgery. For lasers that arc used as knifes, radiation wavelengths in the far ultraviolet and in the near
infrared spectral regions are favored because tissue has high contents of collagen and water. Collagen has an absorption
peak around 190 nm, while water is in the near infrared around 3.000 nm. Changing the wavelength across the
absorption peak will result in significant differences in laser tissue interactions. Tunable lasers 1n the infrared that could
optimize the laser tissuc interaction for ablation and/or coagulation are not available until now besides the Free Electron
Laser (FEL). Here we demonstrate efficient tissuc ablation using a table-top mid-IR laser tunable between 3.000 to
3,500 nm. A detailed study of the ablation has been conducted in different tissucs. Little collateral thermal damage has
been found at a distance above 10-20 microns from the ablated surface. Furthermore, little mechanical damage could be
seen in conventional histology and by examination of birefringent activity of the samples using a pair of cross polanzing
filters.

Keywords: lascr-tissue interaction, near-infrared, laser, ablation, surgery

1. INTRODUCTION

Over the last decades the introduction of lasers has advanced several medical disciplines and opened completely novel
treatment opportunitics in medical arcas such as neurosurgery. cardiology, dentistry. urology, or dermatology [1-4]. The
procedures and the methods for medical treatment and rescarch take advantage of a wide vanety of laser-tissue
interaction mechanisms, including photothermal, photomechanical and photochemical interactions [4. 5]. Recently, there
has been increasing mterest in the use of lasers in the infrared (IR) region. For this range the penctration depth of the
radiation changes drastically [6]. Changing the wavelengths of the laser would allow one to fine tune laser tissue
interactions (penetration depth and radiant energy density), minimizing the collateral heating effects in a tissue specific
manner. Morcover, the latest solid-state laser technology ensures small and compact design and fiber optic delivery
options. Hence, these lasers are indispensable for minimally invasive surgery. Currently, there are several commercial IR
lasers available that have individual (fixed) single wavelength output and thus, their application range is strongly limited
to specific surgical tasks performed at those specific wavelengths. In other words, some lasers are ideal for tissue cutting
in fluid-filled spaces, while others for kidney stone fragmentation or coagulation of the tissue ctc. [4]. Instead of using
multiple separate laser units — which is practically impossible — it would be economically and practically efficient to
combine the many characteristic features cach laser system provides into a single compact table-top laser instrument.
Here we present the results obtained with such a novel laser.

*cri529{anorthwestern.edu; phone | 312 503 1603; fax 1312 503 1616
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Summary Atypical Mole Syndrome is the most import-
ant phenotypic risk factor for cutaneous melanoma, a
malignancy that accounts for about 80% of deaths from
skin cancer. Since early diagnosis of melanoma is of great
prognostic relevance, the identification of Atypical Mole
Syndrome carriers (sporadic and familial) is essential, as
well as the recommendation of preventative measures
that must be undertaken by these patients.

We report two rare cases concerning patients with
multiple primary skin melanomas in the setting of a
familial and a sporadic syndrome of dysplastic nevi:
the first patient is a 67-year-old patient with a history of
multiple superficial spreading melanomas localized on
his back. The second patient presented with multiple
primary melanomas in advanced stage in the context
of the so-called sporadic form of the syndrome of dys-
plastic nevi—AMS (atypical mole syndrome). In the first

Assoc. Prol. G. Tchemev (5-0)

Policlinic for Dermatology and Venerology, Saint Kliment Ohridski
University, Medical Faculty, University Hospital Lozenetz,

Koziak street |, 1407 Sofla, Bulgaria

e-mail: georgi_tchemev@yahoo.de

Asst. Prof . Ananiev, MD, PhD

Department General and Clinical Pathology, Medical Faculty,
Trakia University Stara Zagora,

Armeiska Str 11, 0000 Stara Zagora, Bulgaria

e-mail: operationg@abv.bg

J.-C. Cardoso, MD, PAD

Dermatology Department, University Hospital of Coambra,
Praceta Mota Pinto, 3000 075 Coimbra, Portugal

e-mail: z¢_carlos_cardoso@yzhoo.com.br

A. A. Chokoeva

Department of Dermatology and Venereology, Medical University
of Plovdiv, *vasil Aprilov”™ blv. 134,

Plovdiy, Bulgaria

e-mail: assia_chokoeva@abv.bg

case, excision of the melanomas was carried out with an
uneventful post-operative period. In the second case, dis-
seminated metastases were detected, involving the right
fibula, the abdominal cavity as well as multiple lesions in
the brain, The patient declined BRAF mutation tests as
well as chemotherapy or targeted therapies, and suffered
a rapid deterioration in his general condition leading to
death. We classified the second case as a sporadic form of
the atypical mole syndrome, associated with one nodular
and two superficial spreading melanomas.

There are no data in the literature to allow us to under-
stand if, in patients with multiple primary melanomas,
there is any difference in terms of prognosis between
those with and without a family history of a similar phe-
notype. To answer this and other questions related to
these rare cases, further studies with a significant num-
ber of patients should be carried out.
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Summary Metatypical basal cell carcinoma (MTBCC)
represents a high-risk type of cutaneous tumour. We
report about three different patients with relapsing
advanced large MTBCC: one of the scalp and two of the
cheek region. Such patients required in most of the cases
a complex surgical approach to achieve a stable and
complete remission.
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In the first presented patient a combination of flaps
and grafts has been performed. We describe tailored
surgical approaches. By this contrivance it is possible to
treat even elderly patients with exposed bone after com-
plete excision effectively and safe. Interdisciplinary team
work is for the benefit of these patients.
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Pe3some

Bueegenne

Crenoante Ha naBara NpeaHa AecUOHIBeHTHA KO-
ponapHa aprepua (NAL) ca ofeKT KaKTo Ha uHTep-
BEHUMOHANHKW, TAKa W HE XMDYPrMYHW HAMECH.
HacToAWOTO NPOyYBaMe nMa 33 UeN Ba NPOBEPH NPu-
FORHOCTTA M KAYECTBOTO Ha AWCTANHWA Xpan Ha nAsa-
1a a. mammaria interna (AMW) npu ynotpebara v 3a
KOHUOMT, KOTaTo Ca HANWUE OUCTanHKW WNK KacKanH»
crexo3un Ha JTAJl u TapreTHaTa 30Ha 38 pesacKynapu-
33UNA & NMEHHO OUCTANHUAT B KPaR,

Hanomenune

Masvpwearero va Gainac ¢ AMM xem NAL e
0OTAaBHa yTBbpAeH 3narteH CTaH[apt B ChpAevHara
XHPYPrua, Hanuumero Ha KackagHu WAn JUCTanim
creHosn Ha JIAQl wanara nocrasske Ha nopobed
Ga»'mac B SNWUKO-AMCTANHNTE YBCTH Ha Chbaa — Tam,
KbGETO NYMEHWLT HE & TONKOBA rONAM, KONKOTO 8
npoxcuManHute cermentd, Ot ceoA CcTpaHa 1083
Hauckea u nobpa gunmmHa Ha AMW 3a peannanpane-
10 Ha raxvs Gaiinac, Ge3 pa ce noanara rpadruT Ha
M3NULWHE TPAKUMA,

Marepuanu u meToan

B HacToAWEeTo npoyyeane ca exmovexn 17 Gon-
MY {13 MbXE 1 4 Kenn), ONePUPaNK B KNKHKUKATa No
kapauwoxupyprua xem YB Noseney” no noson wexe-
MuyHa BONECT Ha CLPUBTO W C QaHHW 3a TapreTHa 3o-
Ha 32 Gainac B CPBANNTE KbM QHCTANHATE CErMEHTH
Ha NAL. Quctanuute otpenn Ha AMW ce peseunpar
(1-3 caMtMMeTpa) W ce Noanarar Ha XWCTONOruyHo
nacnensane.

3akmouenne

MNpexoabt Ha NUMA (nRea sbxTperpboHa apre-
pua — left internal mammary artery) or enacruyna o
MYCKYNHa SPTEPUA CTaBa OWWEe B HERHWA aucTanes

Abstract

Introduction

Left anterior descendent artery (LAD) stenosis
is managed either percutaneously or surgically, Qur
study aims to confirm whether the distal part of the
left internal mammary artery (LIMA) is appropriate to
be used as a conduit for revascularization of distal
LAD stenoses.

Objectives

LIMA to LAD anastomosis Is the most com-
monly used bypass graft in coronary surgery, How-
ever mulliple or distal LAD slenoses require
revascularization to be performed using the distal
parts of the LIMA, where the vessel lumen is not as
wide as in the proximal segment. Further to that, op-
timal distal grafting requires sufficient length of the ar-
tery to avoid unwanted traction of the graft.

Materials and methods

The current study includes 17 patients (13 men
and 4 women) who have been diagnosed with Coro-
nary artery disease (CAD) and a targeted zone for
anastomosis in the middle to distal LAD, and have
undergone surgery In the department of Cardio-tho-
racic surgery at UH Lozenetz. Distal LIMA segments
were resected (1-3 ¢cm) and sent for histological ex-
amination,

Conclusions

LIMA transition from elastic type of artery to
muscular type of artery occurs In its distal segment
before its bifurcation. Thus it is recommended to
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Pesome:

Knionoen gymm:

Adpec 3a xopecnoHdesyun:

BazanuoknereuHnAT xapunHoM (BKK) & Hai+ecTara 3NoKavecTBeHa Xomwa
KAHUEpPOo38. MHOKECTBEHM Ca NPUMMHWTE, BOOEWUM 40 BLIHWKBAHETO MY, KaTO
HAW-BAKHUTE C3 CELPIBHM C MHTEHIMBHOTO YNTPABMONETOBO NEMEHWE U CBET-
NHA TWN KOXA NPW 3BCENHaTHMTE NaumeHTw. ToR cheTaenmsa npubnuaurenso
80% OT BCHNIM HEMENAHOMHW KOKHA KapuwoMn. MeTaTmmsmmnaT BKK e praxa
NOAMOPMA, B XORTO CE CHBMETSEAT KW M XMCTONSTONOMMMHA NPUIHELN
AH0BPEMEHHO HE BKK W CKBEMOIHOKNETEMHMR K3DUWHOM, KBTO DUCKBT OT Me-
TACTAIMPEHE HE NEIMATAE 08 oueHRBa o00wo Ha #e noeevwe oT 5%. KnuHnesata
KApTHHE € NO-CKOPO HETUNMMHA, KOSTO BOOM 0 MPELUHS MHTePNPETALUMA, 8 He-
PAAKO ¥ QO MPeWeH AMArHOCTINEH W TEPENEETHYEH NoAX0R. HeTunuuHaTa k-
HWNHE KAPTHHAE KA 38CETHATMTE NAUMEHTH YECTO CF OKA3B3 W OCHOBEH Npob-
neM, BORELY NPU HAKOW NEUMEHTH W A0 neTanes waxon. Npeactaeame cnywad
Ha MeTaTuMues Ba3ouenynapeH KapuUWHOM Ha HOCAE, NEKYBaH MbPEOHANANHO C
KPUOTEPANUA, ENEKTPOKAYTED W NOKANHE ABCTPYKTHEHA Tepanus, Ges na Guge
g3eTa xucTonormA. MNocnensanata NPOrpecHs Ha TYMOPS W NPOBBJEHATA XW-
PYPIMHHE ENCLIMINA A0KA33XA HAMMYMETO HA METATWNUYeH GalokneTeved kap-
wmoM. MocTursaT Ge oTNEs: BCTETUMEH PEIYNTAT.

METaTUNHWeH Ba3anHOKNETENEH KSPLAHOM, SNMNCOBMOHE SXCLMIKA, XWCTONO-
MHHE BEPUWKALNRA
Lou. Meopau Yepres, MonuxnuxuKa No GepMamoncaus U eeHepONoaUs,

YHusepcumemcka Gonnuya JSlosewey”, yn. Kosax™ Ne 1, 1407 Coghus,
men. (0 885 588 424, e-mail: georgi_tchemevi@yahoo.de

Summary:

Basal-cell carcinoma (BCC) is the most common malignant cutaneus cancer.
The causes leading to its occurrence are vanous, as the most important of them
are associated with the intense ultraviolet Bght and the bright skin type in the af-
fected patients. It accounts for approximately 80% of all non-melanoma skin
cancers. Metatypical BCC is a rare subform of BCC which combines the clinical
and histopathological features of BCC and squamous cell carcinoma, simulta-
neously, while the risk of metastasis in these lesions is assessed in approxi-
mately 5%. The clinical manifestation is rather atypical, leading to misinterpreta-
Bon, not infrequently with an inadequate diagnostic and subsequent therapeutic
approach. The atypical clinical features, manifested in the affected patients are
often a major problem, leading to fetal outcome in some of the cases. We pre-
sent a case of metatypical basal-cell carcinoma of the nose, initially treated with
aryotherapy, electrocauterization. as well as local destructive therapy. without
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Abstract

The liposarcoma are not rare in the thigh area. Two patients
both men, 56 and 39 years of age were operated within a few
maonths because of giant liposarcoma in the left thigh region.
The liposarcoma of these patients was strikingly similar. Upon
suspicion of malignancy, resection of the tumor without prior
diagnostic biopsy is recommmended. The early postoperative
pericd of both patients passed smoothly. The full range of
maovement was achieved in left hip and knee joints. Operative
wounds healed per primam intentionem. Up till now, several
months after tumors removal, both patients have no data of
lzcal or distant metastases.

Adipobiology 2016, 8 14

Key words: Excisio en bloc, liposarcoma, malignant tumor,
limk sparing surgery
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Introduction

The liposarcoma involves heterogenic group of sarcomas
in which cells differentiate in lipoblasts and lipocytes and
according to many authors it is the most frequent sarcoma
of the soft tissues. The tumor prevails in males when it is
localized in the limbs and it is very rare prior to 20 years of

age. Histological varieties of adipose tumors are presented
in Table 1.

Table 1. Adipocytic tumors according to WHO 2013

Intermediate [locally aggressive)

Atypical lipomatous tumour / well differentiated
liposarcoma

Malignant adipocytic tumors

Dedifferentiated liposarcoma

Myxoid liposarcoma

Pleomorphic liposarcoma

Liposarcoma, not otherwise specified

Well differentiated and purely myxoid liposarcomas
are low-grade, while pleomorphic and deditferentiated
types arc high-grade malignant tumors. Metastases
are exceptional in well differentiated liposarcoma, and
frequent and early in pleomorphic and dediferentiated
type (1). The dedifferentiated types, metastasize to more
than 50% of the cases and predominantly in the left lung.
Into deep tissues of extremities, the tumor can remain
undiagnosed for long time and highly ditferentiated
forms can underge dedifferentiation (). Differential
diagnosis between liposarcoma, lipoma, spindle and
pleomorphic lipoma should be done (3). Limb sparing
surgery is the recommended treatment for liposarcomas.
The postoperative radio- and chemotherapy and adjwvant
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ARTICLE INFO ABSTRACT

Articke history. Polymeric micelles have attracted significant attention because of their potential application as prom-
Received 23 February 2016 ising drug-delivery systems. In the present study cationic micelles. based on triblock copolymer polyl-
Received in revised form dimethylaminoethyl methacrylate) - poly(e-caprolactane) - paly{dimethylaminosthyl methacrylate)
zl”""l m' Il;Augut 2018 were prepared amd Joaded with curcumin. i vitro cytotoxicity of empty and carcumin loaded polymer
Availsble caline 24 A 2016 micelles was investigated on two cell culture models, human hepatoma cell line HEP G2 and freshly
isolated rat hepatocytes, following their viability and lactate dehydrogenase (LDH) leakage. MTT dye
reduction assay and LDH release study showed that empty cationic micelles did not cause significant
m micelles changes in cell viability and membrane integrity at the concentration range from 10.0 to 80.0 yg/ml. Our
Curcmmin special attention was focused an the effects of empty and curcumin loaded micelles on oxidative stress
Pramary rat hepatocytes markers malondialdebyde (MDA) and reduced glutathione {GSH). The increase in the micelles concen-
Nano toscity tration to 100 pg/ml was accompanied by CSH depletion and increased levels of MDA production in
isolated rat hepatocytes. The in wio taxicity of polymeric micelles was examined in male Wistar rats The
results showed that neither single (73 mg/kg, Lp.), noc repeated (33 mg/kg, Lp.. 14 days) expasure to
empty or curcumin Joaded polymeric micelles induced any taxicity changes, e.g. hematopedetic and liver

tissue damages.
© 2010 Elsevier Ltd. All rights reserved.
1. Introduction can result in high cytotoxicity, whereas the presence of poly(-

With the growing application of polymeric materials as drug
carriers the concerns of their safety are increasing, but the current
understanding on the taxicity of these carriers, especally the newdy
synthesized is very limited Among various polymers, cationic
polymers are attractive nanocarriers mainly because of their po-
tential in gene delivery (Lin et al. 2008; Layman et al,, 2009; Qiao
et al. 2010). In addition, cationic polymers could lead to
improved interactions between nanoparticulate systems and cell
membranes. However, various studies have reported the toxicity of
some cationic potymers (Fischer ot al. 2003; Ly et al, 2006). Ac-
cording to some studies, the high concentration of amino groups

* Corvesponding author,
E-mad oddress: virgnia_tzankova®aby bg (V. Teankova)

herp: o dotong) 10.1016]) fct 2010.08 020
0275-0913/0 2016 Elsewier Ltd. All rights reserved.

ethylene glycol) (PEG) reduces the relative concentration of amino
groups and cytotoxicity of polycationic carriers (Van de Wetering
et al, 1997; Van de Wetering et al, 1998). Zhang et al. evaluated
cytotoxicity of branched polyethylenimine and linear poly{ethylene
glycol  monomethyl  ether)-block-poly{e-caprolactone -block-
poly(2-{dimethylamino jethyl methacrylate)  (mPEG-PCL-
PDMAEMA) copolymer on two cell lines (Zhang et al, 2010). The
study reported less toxicity of mPEG-PCL-PDMAEMA copolymer
compared to branched PEI, probably due to the presence of mPEG
and PCL. In another study, copolymerization of PDMAEMA with
methacrylated chondroitin sulphate led to significantly improved
cell viability compared to POMAEMA (Lo ot al, 2013)

Poly(2- (dimethylaminojethyl methacrylate) is an example for
cationic polymer widely studied as carrier of gene and drug de-
livery systems (Verbaan et al, 2005; Karanikolopoulos et al,, 2010).
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Nevus flammeus or port-wine stain is a congenital cuta-
neous venulocapillary malformation of unknown patho-
genesis, in which the presence of dilated blood vessels
leads to a reddish-purplish patches or plaques, sometimes
evolving later into nodular lesions [10]. Lichen sclerosus
et atrophicus is a chronic, inflammatory skin disease of
unknown etiology, characterized by hardened, discrete or
confluent pruritic strophic papules with ivory-porcelain-
white discoloration and keratotic plugs, microscopically
showing epidermal hyperkeratosis, atrophy, superficial
dermal edema, homogenization of collagen and mid-dermal
inflammation [11]. Dysplastic nevus is perhaps one of the
most controversial concepts in dermatology and dermatopa-
thology, usually defined as a junctional or compound benign
melanocytic proliferation with various degrees of architec-
tural disorder and cytological atypia. It is often clinically
manifested by such atypical features as heterogenous color
and irregular borders. Although there is a poor correlation
between the degree of clinical and histopathological atypia
[11]. Variaety of theories of diverse origin raise the question
of a potential genetic background for these three entities.
Higher rates of lichen sclerosus have been reported among
twins and within the same family [11]. Port-wine stains
were shown to be caused by mutations in the GNAQ gene
and to be associated with RASA! or as a part of such syn-
dromes as Sturge-Weber or Klippel-Trénaunay-Weber [2].
Furthermore, the genetic background of dysplastic nevi in

the context of the dysplastic nevus syndrome (also known
us Atypical Mole Syndrome (AMS), Familial Atypical
Multiple Mole-Melanoma (FAMMM) syndrome and “B-K
mole syndrome™) has been also well investigated [12].

To the best of our knowledge, despite being reported in
different contexts and with different associations and mani-
festations, co-existence of these three diseases has never
reported until now. Thus, the purpose of this report is to
present a rare case of such association, discussing the pos-
sible pathogenic link between the three entities. Although
this combination could be only a fortuitous occurrence, we
cannot exclude that it could result from common pathogenic
mechanisms thus corresponding to a defined entity,

Material and methods. Case report. A 28 year-old white
male patient presented to our clinic complaining of pruritus
and increased sensitivity in the area of the penile prepuce.
Examination of the genital area revealed the presence of
erythema and confluent ill-defined papules on the prepuce
and coronal sulcus (Fig. 1d). Whole body dermatological
examination discovered a unilateral form of nevus flam-
meus (NF) along almost the whole length of the right lower
limb (Fig. la.b,ce) and two nevi with atypical clinical
features, one located on the mid back and the other on the
medial aspect of the fifth toe, the latter coinciding with an
area involved by the nevus flammeus (Fig. le). Because
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Dear editors,
Malignant melanoma is an extremely aggressive tu-
mor, which is responsible for approximately 80% of
the mortality caused by cutaneous tumors in general
{1]. The lowest invasive variant of melanoma is the so-
called melanoma in situ (MIS), accounting for approx-
imately 27 % of all melanomas |2]. This noninvasive
lesion is in fact a precursor to invasive disease, which
highlights the obligation for their careful and regular
follow-up [2].

We present a case of a 52-year-old white male pa-
tient, presenting to the dermatologic unit for surgical
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removal of a pigmented lesion with a long-lasting his-
tory, which recently became more pronounced, caus-
ing moderate discomfort and itching. Arterial hyper-
tonia was reported as an accompanied disease, well-
controlled with medicines. Family history was nega-
tive for dermatologic diseases.

The patient was second to third phenotype. Mul-
tiple pigmented lesions (>50) were clinically estab-
lished all over his body, most of them clinically atyp-
ical. The attention was focused on 2 lesions, located
on the left upper part of the back—one of them was
brownish to black colored tumor with elliptic shape
and irregular borders, slightly elevated above the skin
surface, rounded by erythematous ring, measuring
2.5/1L.5 cm in diameter, highly suspicious for malig-
nant melanoma, while the other located more proxi-
mately was reddish to brown colored oval-shaped ne-
vus with sighs of dysplasia (Fig. la). Elevation of
the lymphocytes count was established from the con-
ducted laboratory blood tests (30.2), while no patho-
logic abnormalities were revealed on the imaging di-
agnostic procedures. An elliptic surgical excision was
performed under local anesthesia; the pigmented tu-
mor was removed with 1 cm field of surgical safety
in all directions and depth to the underlying muscle's
fascia {Fig. 1b, c and d).

Histological examination of the removed suspicious
lesion revealed the diagnosis of melanoma in situ, in
confirmation to our clinical observations. The other
removed lesion was verified as junctional nevus.

Both genetics and environment factors are im-
plicated in the malignant transformation of the
melanocytes, as the presence of multiple melanocytic
nevi, dysplastic nevi and atypical mole syndrome
(AMS), are among the most important |1]. According
a study by Bataille et al., atypical naevi consist the
highest relative risk for development of cutaneous
melanoma, with an odds ratio of 28.7 (P < 0.0001) for

@ Springer
Published onfine: (16 September 2016

Melanoma in situ (MIS] in a patient with atypical mole syndrome (AMS): with aggressiveness to success?
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Introduction include constant irritation of the bone, previous trauma
and longstanding infection [1). Two inherited
conditions could be manifested as subungual

Subungual exostosis (SE) is a relatively exostosis, namely multiple exostoses syndrome and

uncommon, benign osteocartilaginous tumor of the mMultiple exostoses-mental retardation syndromes [3].

distal phalanx of the toes or fingers, considered as a Although completely benign, SE must be differentiated

rare variant of osteochondroma [1][2]. between a number of other subungual tumors, both
benign and malignant [4]. There are increasing
First described by Dupuytren in 1847, SE is  gyidences of histological  differences  between

the most common nai tumor of young adults, g hungual exostosis and subungual
representing a benign bony proliferation of the distal  5gta0chrondroma. Histologically, subungual exostosis
phalanx with unknown etiology [2][3]. has a fibrocartilaginous cap whereas osteochondroma

The proposed possible triggering factors has distinctive hyaline cartilage [5]. When the
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Introduction

Subungual squamous cell carcinoma (SSCC)
is a rare malignancy, with few reported cases affecting
the toe reported in the medical literature [1]. The
aetiology of these lesions is poorly understood, and
although this location is associated with low risk for
metastasis, cases with inguinal lymph node
metastasis after amputation of the affected toe have
also been described [1). The diagnosis is often
delayed because of the variety of cdlinical
manifestations, often resembling benign or common
infectious processes [2]. For that reason, the real
incidence of this tumour is difficult to determine [2, 3].
Although a standardised therapeutic approach does

BACKGROUND: Tumours of e nall bed are rare. Squamous cel carcimoma s the most frequent among hem,
Chronic infection, chemical or physical raumamicolrauma, genetic dsorders such as congenial eclodermal
dysplasia radiation, tar, arsenic or expasure (o minerals, sun exposure, Immunosuppression, and previous HPV
fection have all been dscussed as eliologic factors. The diagnosis s ofen delayed because of the vamety of
dinical manifestaions, oflen resembling benign or common Infeciious processes. Rapidy growng ulcerative
lesions should akso be considersd as poteniial malignancy. Futhermore, 2 ack of antfungal or antbaciona
treatment response is the most indicative symplom, always requiring sutungual blopsy. Early diagnosis Is of great
mportance for therapeutic effecivensss.

CASE PRESENTATION: We present a case of subungual squamous cell carcinoma, associated with long-lasting
onychamycosis in a T0-year-old female patient, trealed with amputation of the distal phalanx and the distal part of

CONCLUSION: Although there are no avalable data In the IRerature %0 confirm or reject the contribuion of the
chvaric rall infection 1o e malgnant process, we emphasise he importance of this co-existence regarang he
possibie disguising of the malignant process. An aarly blopsy of a chronic persistent nadl lesion may be preventive
and benefdal regarding avolang more agpressive Fextments and achieving a favourable prognosis.

not currently exist, early diagnosis is essential for
treatment effectiveness [3].

Case report

We present a 76-year-old Caucasian female
patient who presented to the dermatology unit with a
3-year history of chronic, persistent ulceration on the
left great toenail (Figure 1a). The diagnosis of
onychomycosis was made three years ago, based on
the clinical manifestation of yellowish discoloration of
the nail, dystrophy of the nail, confirmed by direct
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induced lipid peroxidation (LPO) in vitro, hemolytic activity and morphological changes in some organs
after repeated intraperitoneal administration in vivo were studied. To induce LPO, rat liver microsomes
were incubated with a solution of iron sulfate and ascorbinic acid (Fe’" /AA). The effect of empty PM
(40 and 100 pg/ml), PM-Curc and free curcumin (both at 3.48 and 8.7 ug curcumin/ml) was assessed at
20 min incubation time. In the induced LPO model, the investigated substances at all con-
centrations significantly decreased the formation of malondialdehyde (MDA}, compared to the Fe’"/AA
induced LPO group. According to the results it can be concluded that curcumin alone and loaded in
PM, exert significant antioxidant activity. In the biocompatibility safety studies, the mean hemolytic
index for polymeric carrier was less than 2%, indicating it was non-hemolytic. The general appearance
of the organ tissues from Wistar rats, treated in wivo with curcumin loaded PM was similar to that of
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controls, thus showing no apparent toxicity after repeated 14-days treatment.

Introduction

Curcumin is a natural polyphenol with numerous beneficial
effects for human health, which include antioxidant, anti-
inflammatory, neuroprotective, chemopreventive and chemo-
therapeutic properties (Chuengsamarn et al, 2012; Huang
et al, 2013; Kusuma et al, 2014; O'Sullivan-Coyne et al., 2009;
Thakare et al, 2013). Several mechanisms have been pro-
posed for curcumin antioxidant effects, including inhibition
of superoxide anion production and lipid peroxidation (LPO)
(Dutta et al, 2005). Curcumin prevented mitochondrial react-
ive oxygen species (ROS) generation, reduction of membrane
fluidity and the reduction of antioxidant enzyme levels
(superoxide dismutase, catalase) and reduced glutathione in
hepatic tissues, indicating hepatoprotective effect in a model
of diethylnitrosamine induced hepatocellular carcinoma in rat
{Ghosh et al, 2012). Despite its favorable pharmacological
properties, there are some limitations for the development of
curcumin as @ potential therapeutic drug formulation.
Curcumin is unstable in aqueous solution at physiological pH
and undergoes rapid biotransformation (Lin et al, 2000). A
fast metabolic elimination by reduction and low bioavailabil-
ity in vivo were also reported (Anand et al, 2007; Pan et al,
1999). The curcumin plasma or tissue concentrations were

reported to be either negligible or only low after its oral
administration (Cheng et al, 2001; Dhillon et al, 2008
Sharma et al, 2004).

Considering the important health effects of curcumin, dif-
ferent approaches have been evaluated in order to overcome
the limitations described above. Oral administration of curcu-
min loaded in nanoemulsion showed enhanced absorption in
mice compared with curcumin suspension in methylcellulose
{Zhongfa et al, 2012). Another study reported an improved
stability of encapsulated curcumin against hydrolysis and bio-
transformation in phosphate buffer saline (Mohanty & Sahoo,
2010). Polymeric micelles are appropniate system for improv-
ing the problems in drug delivery. They are composed of
amphiphilic block copolymers which spontaneously form
micelles having hydrophobic core and hydrophilic shell. Thus,
highly hydrophobic drugs could be loaded in the hydropho-
bic core, therefore polymenic micelles have been extensively
used for solubilization and targeted delivery of drugs.
Different curcumin loaded polymeric micelles were described,
including amphiphilic methoxy polylethylene glycol)-b-poly
(e-caprolactoneco-p-dioxanone) (Song et al, 2011),
poly{ns-lactide-coglycolide)-b-poly{ethylene glycol)-b-polylo,:-
lactideco-glycolide) (PLGAePEGePLGA) (Zhao et al, 2012)
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Introduction malignant transformation in both-melanoma and mon-
melanoma cancers, although the pattern of exposure
that gives rise to different types of tumours appears io

Keratinocyle skin cancers, including basal cell vary [2]. Other risk factors, playing role in the cancer

— a (BCC) and s om call carc a genesis of these kinds of ftumors include: patient's

(SCC), are the most common cancer occurting im phanciyps {ight-.mla.urad Ehh'_ oyss and i),

people with fair skin, worldwide [1l. The highest Persenal and family history of skin cancer, Suponie

imcidence has been reported in Ausiralia, because of :’ “:i:g mj&.m:' E;j:': aﬂr:duzap;tan: :nr:
the hi lative LIV . with high _“:"':"-' previou ., xerode
higher cumu = Pt it Mg higher pigmentosum, Basal cell nevus syndrome,
immunosuppression and vanety of precancerous skin
conditions [3]. Most of the cases are the result of the
simultaneous contribution of many risk factors [3].

prevalence among man after 60 years of age, with the
higher domination of BCC, than SCC [1][2]. Exposure
to U radiation is the primary triggering factor for
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INOKAYECTBEHM TYMOPH HA BY/IBATA 43

BA3A/THOKJIETBYEH
KAPIIMHOM HA BYJ/IBATA

Anacmacus HYoxoesa,
Teopzu Yepres,
Enena Ilopsizosa
Cmanucnas Pununos
Yse Boauna

Haii-4ecTo CpeiaHaHMAT KOXKeH TYMOP ~ 6a3anHOKACTHHHNAT
kapuuuosm (BKK) - ce noxkanmsnpa no-pagko B obnactra Ha
HKEHCKMTC PEHMTANIMM, KaTO Tasu NMOKAAM3AUMA [PeCTaBnABa
oxono 1% or sewuku crydam wa BKK. [loasara my B rasu obnacr
cucrasnasa okono 1-4 % ot Bouyxn Heonnasmu. Knunmunara my
M3ABA ¢ XapaKTepHa 3a NO-HANPeAHaNaTa Bh3pact, Mexgy 40-90
rofmey (CpeiHo 68), KaTo MHOIO NO-4eCTO Ce 3ACATAT KCHUTE OT
Gsnara paca.

Enugemnonorus

3a pasnuka OT KOXKHara My Qopma, YITpaBHONETOBaTa
PAfMALMA M CIBHYEBATA eKCHOSHMINMA HE €& NMPAKO CEBPIANM
puckou Qaxtops npi Tasu noxkanmsauma Ha BKK
Xpounuun vananenna win lichen sclerosus et atrophicans ca
npegpasnonaranyrre GakTopH ¢ MO-TOMAMO IHAYCHHE 3a NOABATA
My 8 obnactra Ha synsara. Syphilis, xponuasy Bp3nNANCHMA U
pasfpaHeHus, KaKTO M TNPeIXOKAAUA PAMOTEPANINA, ChINO
OKa3BaT BAMAHME BLPXY Kanleporexesara. [IpepmecTsaiy
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HEBPOEHJJOKPMHHU TYMOPU
HA BYJ/IBATA

Anacmacus Yoxoesa,
Teopeu Yepres,
Cmanucnas Puaunos
Enena Ilopasosa
Yse Boauna

HeBpOCHIOKPHHHMTE TYMOPM Ca  PeakM  MaIMIHCHM
TYMOPH, KOHTO C€ TOKAMM3MPAT B NCHHTA/IHNA TPAKT B OKO/IO
2% OT cay4amre, Karo 3acATAT UEPBMKC, AMYHMUM, BarMHa o
BynBa, CBbpaany Ca ¢ 10wWa NPOrHosa, nopagu arpecHBHOTO
CH MOBEJeHMe, BHCOK METACTATHYCH MNOTEHIMAT W YeCTH
PeLMIMEN.

Bynsapen kapuuHoM Ha Mepken
(Merkel Cell Carcinoma)

Kapuunomsr Ha Mepken (nbpsuden  HeBPOeHNO-
KPMHHOK/IETBYEH KapUWHOM), HapuuaH ouwe Tpabexynapen
KapUMHOM, € PAXBK TYMOP, C HEBPOCHAOKPHHCH MpoO-
M3XO/I, MOKamM3upan B 60% or cayvauTe MO KOKATA Ha
OTOEKCNOHMPAHNTE YHACT DI HA TANIOTO ~ I71aBa, WM, TOPC.
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AJTEHOKAPIITHOMM HA
BY/IBATA

Teopzu Yepnes,
Anacmacus Yoxoesa,
Enena Ilopasosa
Cmanucnas Quaunos
Yee Bonuna

[TbpBUYHMTE ANEHOKAPIIMHOMY C€ CPEUIAT MIKTIYHTENTHO
PAAKO B 06/1aCTTa HA BYNBATA, KATO CHCTABAABAT OKONO 2% OT
BCHYKH HEOMMA3MM € TAKABA NOKANM3ALMA. 3aCATaT NPEANMHEO
ACHM CNEJL MEHOTIAY3a/IHA BB3PACT, CPEAHO OKOMO0 50 roguinHy.

Knacuduxkanuara uM € pasHopofHa M BKIOWBA MIMPOK
CIIEKTBP HEOTIa3MM KaTo excTpamamapua bonecr na IMefpxer,
KapUMHOM Ha TOTHHMTe X7ie3u, breast-like azenoxapum=HOM,
A/ICHOKAPUMHOM HA ANOKPHHHKTE AJIe3M, aJeHOKaAPIHHOM
Ha BaproamHOBMTE K/E3M, KAKTO M HAKOM peaku dopmu,
KOMTO TOKA3BAT CXOAHM KIMHHMHM W XHCTONATONOTHYHM
XapaKTePUCTHKH.

AJICHOKAPLHHOMMNTE HA BY/IBATA MMAT arPeCHBHO NPOTHYAHE
C BHCOKAa CKOHHOCT K'bM PEUMAMBMPAHE M METacrasupane.
[IporHosara e HeOMATONPHATHA NPH ABAHCHPANH NPOLECH
M HaAWYHM MeTacTasu B Oenmre ApoboBe MM KOCTHTE.
CMBPTHOCTTa € CPaBHMTEIHO BMCOKA, KaTo S5-roguinHara
NPeAXHBAEMOCT Ce M3UMC/IABA CPEAHO Ha 0Kono 60%.
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PEJKM BAPMAHTHU HA
AJJEHOKAPIIMHOM HA
BYJIBATA

Anacmacus Yoxoesa,
leopeu Yepnes,
Enena Ilopsaszosa
Cmanucnas Puaunos
Vae Boauna

ANICHOMIHMAT KHCTO3€H KAPIMHOM Ha ByIBapHHTE
noTHm xnesn, Hapuyaw oue hydradenoid carcinoma, ¢
M3KMIOYMTETHO PAAKO 3abonsaBaHe, € ATPECHBHO NMPOTHYAHE
BHCOKA CKTOHHOCT KbM Pel{MIHBHPAHE.

»IPEBHHAT THH® MYUMHO3EH AJEHOKAPUMHOM € HIKII-
YUTENHO PAJIBK BAPMANT HA AIEHOKAPLMHOM, € 101 IPOIHO34,
BMCOK METACTATHHCH MNOTCHIMAN M BHCOKA CMBPTHOCT.
HaspanmneTo Ha TO3M BH TYMOP NPOM3NTH3A OT TACHATA BPb3Ka
M YCTAHOBEHA BHCOKA acCOUMALMA MEAKLY KOMOpPOMaHATa MY
M3ABA, MAPAJIE/IHO C TYMOPH HA FACTPOMHTECTHHAMTHMA TPAKT.

Ocsen  pajmkanHa synsextoMMa ¢ AnMpageHEKTOMMI,
MPOBEAKJAHETO Ha TACTPOCKONMA M KOMOHOCKONMA € 3a/Ibj-
AMTENNA, C OI/IE]| BHCOKATA AacOUMAlMA HA TO3IM BMJ| pakK ¢
KapPUMHOMM Ha TACTPOMHTECTHHANHMA TPAKT, Haji-Beve Ha
febenoTo Yepso.

H'bpmmen AJICHOKAPLUMHOM Ha MJIEYHH AJI€3IH, NPOUIIAIDI
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PENJKM MEKOTBbKAHHMU
CAPKOMM HA BYJ/IBATA

Teopeu HYepres,
Anacmacus Yoxoesa,
Enena Ilopsszosa
Cmanucnas Puaunos
Yee Bonuna

ManurieH ¢pubposeH XuCTHOUUTOM
Ha By/IBaTa
Malignant fibrous histiocytoma (MFH)

MFH e arpecuBes TYMOP € eKCTPEMHO PAJIKA NOKAM3ALMA
B oGnacrra Ha Bynsara, Onucan ¢ 3a mupsy nuT o1 O'Brien
1 Stout npes 1964, xaro HaN-YECTO CPEUIAHMAT MEKOTHKAHEH
CApKOM B 3PANATa BLIPACT, KOHTO ChCTaBasBa okono 20-24%
or Bemyky capxomi. [loHacrodumem, ca ONMCaHH MO-MANKO
ot 10 cnryyas npy KEHW B MIAJIa M CPEiiHA BBIPACT, CPeIHO
30-40-rogminHm,

OOGMKHOBEHO C¢ NOKaIM3Mpa NO roneMure nabum u ce
NpeACTassA KTMHHYHO KaTo 6aBHO pacTAma 6o/eaHeHa TyMOPHa
Maca ¢ pasmepy OKono 3-6 CM B IMaMeTbp.

Kanucporcnema HA TO3M BMJ HCONAiMH He ¢ CbBCEM



