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"THE RHYTHM OF CANCER" - UNEXPECTED AUTOPSY
FINDING IN A PATIENT WITH GASTRIC ULCERATION

J. Ananiev, M. Hadzhi, K. lvanova

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

Abstract. Malignant tumors of the heart are rare. Even rarer, however, are metastases to
the heart from cancers originating from the gastrointestinal tract. This case report involves
a 63-year-old patient who presented into the clinic with a gastric ulcer and subsequent
haemorrhage, and who died after sudden cardiac arrest. Autopsy revealed a metastatic
involvement of the heart muscle from low-grade carcinoma of the stomach, as well as many
other organ metastases.

Key words: autopsy, cardiac metastases, gastric cancer
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BIOFIBRE HAIR IMPLANT: WHAT IS NEW, WHAT IS TRUE?

G. TCHERNEV®. M. SHETA2. M. RAHOUF, A A. CHOKOEVA*®, U. WOLLINAS,
G.K. MAXIMOV’, JW. PATTERSON®, M. FIORANELLT, M.G. ROCCIA",
J.ANANIEV" and T. LOTTI®

!Clinica Dermatologica Tavizon y Torres, Coyoacan, Distrito Federal, Mexico; “Medical Institute of Ministry
‘Medical Institute of Ministry of Interior (MVR-Sofia), Department of Dermatology, Venereology and
Dermatologic Surgery, Sofia, Bulgaria; “Al Mansour Dermatologic Clinic, Kuwair City, Kuwait; *Clinique
Cheveux et Lifting, Tunis, Tunisia; *"Onkoderma - Policlinic for Dermatology and Dermatologic Surgery,
Sofia, Bulgaria; “Department of Dermatology and Venereology, Medical University of Plovdiv, Medical
faculty, Plovdiv, Bulgaria; “Department of Dermatology and Allergology, Academic Teaching Hospital
Dresden-Friedrichstadt, Dresden, Germany; "Department “Medicinal Information and Non-interventional
studies ", Bulgarian Drug Agency, Sofia, Bulgaria; *University of Virginia Health System, Department of
Pathology, Charlottesville, VA USA; *History Deparmment, G. Marconi University, Rome, Traly; "*University
BIS. Growp of Institutions, Punjab Technical University, Punjab, India; "' Department of General and
Clinical Pathology, Forensic Medicine and Deontology, Trakia University, Armeiska sir11, Stara Zagora,
Bulgaria; "’Department of Dermatology, University of Rome “G. Marconi " Rome, Italy

Ensuring the safety of hair implant fibers is essential. At the same time, good aesthetic quality and
durability should also be considered in order to maintain expected result over the vears. The main
features required are biocompatibility, resistance to traction, absence of capillarity, resistance to physical-
chemical stress, and low tissue frauma, in addition to good aesthetics. Biofibre® medical hair prosthetic
fibers meet all the biocompatibility and safety requirements established by international standards for
medical devices. They are available in 13 colors, with different lengths (15, 30 or 45 cm) and various
shapes (straight. wavy, curly and afro). Biofibre® hair unplants are indicated for diffuse hair loss or hair
thinning in cases where an immediate aesthetic result is requn'ed.. when patients request minor surgery
without hospitalization, both for male and female patients, in combination with other hair restoration
techmigues to improve the final aesthetic result, to correct scars or scalp burns and in cases of poor donor
areas. Biofibre® Hair Implant is in fact a minor surgery technique, performed under local anesthesia
by either a manual implanter or an automatic machine which enables an immediate aesthetic result
and the desired quantity of hair without pain or hospitalization. Clinical and histological studies have
demonstrated that Biofibre® hair Implants are safe and well tolerated by patients and can be totally
reversible if the need arises. This technique requires good after-care, periodical check-ups and yearly
implant re-touches to maintain the best cosmetic result.

Kgy words: biofibre, hair implants, alopecia, treatment
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BIOFIBRE HAIR IMPLANT - IMPACT ON THE QUALITY OF LIFE
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VA USA; SHistory Department, G. Marconi University, Rome, Italy; *University B.LS. Group of Institutions,
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Body image refers to how we feel about our bodies. It does not refer to what we actually look like, but
rather to our perceptions, opinions and ways of thinking about our appearance. How we feel about our
appearance is part of our body image and self-image. The hair is a significant part of this image. The
problem of alopecia affects both sexes and all ages with significant sequelae. Along with androgenetic
alopecia, there are forms of alopecia of various origins: fraumatic, surgical, pharmacological and others.
Polyamide artificial hair implant (Biofibre®) is one of the current techniques used to treat this problem.
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GHRELIN EXPRESSION IN MAST CELLS OF INFANT LUNG
WITH RESPIRATORY DISTRESS SYNDROME

K. Ivanova', |. Stefanov’, I. lvanova?, J. Ananiev', M. Gulubova’
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Abstract. This arficle sheds light on some features of ghrelin (GHR)- and tryptase (Try)-
positive mast cells (MCs) distribution in human lung of preterm newborns with respiratory
distress syndrome (RDS). GHR possessed anti-inflammatory activity and reliable thera-
peutic properties in some lung diseases. So far, GHR expression has been defined pre-
dominantly in neurcendocrine cells of bronchial mucosa in fetal and infant lungs. Lung
tissue from 8 dead newborns with RDS were investigated immunohistochemically with anti-
GHR and anti-Try antibodies. The number of GHR+ and Try+ MCs was determined in three
locations —bronchi, bronchiole and in alveolar septa. MCs were more numerous around
main bronchi with diminishing numbers around bronchiole and in alveolar septa. The num-
ber of MCs in the latfter was increased in newborns with pneumonia. The number of GHR+
MCs in alveolar septa was lower in newborns with RDS as compared to newborns with
RDS combined with pneumonia (2.83+1.13vs 4 .81+ 2.6, p < 0.001). The amount of Try+
MCs along bronchial wall was significantly more than GHR+ MCs in RDS newborns (6.97
+453vs 38512430 p=0.001). It could be supposed that pulmonary MCs increased in
newborn lungs in inflammatory process. MCs in human lung contained GHR peptide that
had immunomodulatory function and participated in hormone regulation of inflammation.

Key words: ghrelin, mast cells, respiratory distress syndrome
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The “different face” of esophageal cancer: cutaneous
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Summary Squamous cell carcinoma 1s the most com-
mon type of neoplasm of the esophagus with global incl-
dence. Its early symptoms are often nonspecific as the
disease could be detected only when metastases In varl-
ous organs are already presented. Esophageal metasta-
ses present an extremely small part from all cutaneous
metastases as the real Incidence of cutaneous metastases

IV 1s 4-6 months, while the survival-assoclated expec-
tations In cases of assoclated skin lesions mantfestation
1s 4 months. We present a rare case of esophagus carcl-
noma In advanced stage, presented with severe cutane-
ous metastasis In the face region, accompanied by heavy
blood coughing and hematemesis, which led to fatal out-
come in the reported patient. The incldence of cutaneous
metastases due to this visceral mallgnancy Is discussed,
as we highlight the frequency of metastases as a first clin-
ical sign In esophageal cancer. The mortality rate 1s high
due to the advanced stage of progression of the disease
or presented metastases spread at the time of diagnosts,
while treatment-related mortality accounts 10.3 %.

Keywords Esophagus - Cancer - Metastasls - Bleeding -
Death

due to cancer of the esophagus account for 0.5-9% and
only a small part of them are reported and rarely involve
the factal reglon. Despite this, cutaneous metastases may
be the first sign of malignancy of the esophagus, which
Immedtately determined the worst prognosis and fatal
outcome in these patlents. Average survival prognosls at
the time of dlagnosls of esophageal carcinoma In stage
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Abstract

Thirteen serogroups of bacterium Melsserla meningitidis (M. meningitidis) have been idertified, but 5 of thern = & B, C, We135% and Y « ane resporsible: for majority of the
Infections worldwide. Serogroup B meningococos ks uncomman in Bulgaria. In 201 4 two cases of meningococcal sepsis caused by K. meningitidis serogroup B were
diagnased and treated In the Chindc of Infectious Dissases of University Hospital of Stara Zagora, Bulgaria. They were 10-months old female and 1 -year old male. The
diagnosis was based on the clinical, epidermniclogical, aboratorial, microblalogical and molecular=genetic analysis. Bath cases preserted with a sudden ancet of fever,
marked asthenia, refusing feeds and hemomhagk-recotic skin rash. In the first case the disease evolved to meningococcal sepsls with meningitls with a favorable
outcome. The second case rapldly developed Ful ingococcal sepsls without meningitis with a lethal outcome. In both cases K. meningitidis serogroup B as

etialogical agent was confirmed.
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Association of IL-12Bpro polymorphism with tumor-infiltrating
dendritic cells in colorectal cancer

Elina Aleksandrova', Tatyana Vlaykova? Julian Ananiev', Maya Gulubova'’
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Summary

Purpose: Chronic inflammation is a key component in the
development and progression of colorectal cancer (CRC).
A notable hallmark of the inflammation process is the re-
lease of pro-inflammatory cytokines by infiltrating cells of
the immune system. Defects in dendritic cells (DCs) recruit-
ment, maturation and cytokine release are a hallmark of
the CRC strateqy to escape immune surveillance. The pur-
pose of our study was to evaluate the possible role of IL-12B
polymorphism in the promoter region of the IL-12B gene
(rs17860508) as a genetic factor contributing to the risk for
CRC development. Additionally, we aimed to evaluate the
influence of this polymorphism on DCs infiltration in tumor
microenvironment.

Methods: IL-12Bpro polymorphism was genotyped by Am-
plification Refractory Mutation System- Polymerase Chain
Reaction (ARMS-PCR). Immunohistochemistry was per-
formed for DCs infiltration.

Results: Statistically significant correlation between the
expression of S100 and CDla DCs and the 11- genotype of
the studied polymorphism was found. No statistically sig-
nificant difference in genotype distribution between cases
and controls was observed (p=0.163). Analysis of the over-
all survival (0S) of genotyped patients revealed a tendency
among the carriers of the 22-genotype to have shorter sur-
vival of 36 months versus the 11- and 12-cariers- 61 months
(log rank, p=0.117).

Conclusions: The IL-12Bpro polymorphism does not con-
stitute a risk factor for CRC development. However, geno-
type-11 might have a complex role in the recruitment and
maturation of DCs in tumor microenvironment.

Key words: colorectal cancer, dendritic cells, gene
polymorphism
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Received June 16, 2015 — Accepted July 17, 2015

IMP-3 is generally considered as an oncofetal protein, which plays a critical role in regulation of
cell proliferation via an IGF-II-dependent pathway in K562 leukemia cells. INIP-3 expression has been
detected in malignancies with various origins, while its appearance in adult tissue is generally considered
abnormal, with some exceptions. IMP3 is also considered a prognostic biomarker in patients with renal
cell carcinoma and clear-cell type ovarian carcinoma, hepatocellular carcinoma, pancreatic ductal
adenocarcinoma and in patients with poorly differentiated thyroid carcinoma and uterine cervical
carcinomas, testicular cancer and malignant melanoma. To our knowledge, no more than 4 PubMed-
indexed studies have investigated the expression of IMP-3 in melanocytic lesions, namely its role in
the differentiation between benign and malignant neoplasms. We investigated the expression of IMP-3
in a small series of benign melanocytic lesions, dysplastic nevi and melanomas, aiming to establish its
significance as a marker for their distinction, comparing the results with those from the literature. IMP-
3 immunostaining was performed in 30 melanocytic lesions: 10 malignant melanomas, 10 dysplastic nevi
and 10 benign melanocytic nevi. Our results revealed expression in 20% of dysplastic lesions and 40%
of melanoma cases, while none of the benign nevi showed positive expression. These data contradict
some of the results from other studies and raise some questions regarding the correlation between IMP-
3 and the degree of dysplasia of melanocytic nevi, as well as its potential relationship with prognestic
parameters in melanoma, including tumor thickness and mitotic rate. Our results suggest that IMP-3
expression could be only an auxiliary marker for differentiation between dysplastic nevi and benign
nevi, since although it is not expressed in all dysplastic lesions, staining correlates with the degree of
dysplasia/atypia. It seems that IMP-3 expression is not a useful discriminator between dysplastic nevi
and melanoma nor a good prognostic marker in melanoma.

Key words: IMP-3 expression, immunohistochemistry, melanocytic lesions, melanoma, prognostic marker
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Expression of E-Cadherin/Beta-Catenin in Epithelial Carcinomas
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Abstract

BACKGROUND: The aberrant activation of Wnt signalling pathway may be a common denominator for the
development of thyroid tumorigenesis. it was announced that the loss of E-cadherin rather than B-catenin
mutation represents a crucial event in determining the degree of differentiation of thyroid carcinomas.

AIM: The aim of the study was to evaluate the expression of E-cadhernin and B-catenin in the thyroid cancer tissue
and to correlate these data with some histological and clinical parameters of the tumours.

MATERIAL AND METHODS: We investigated 112 patients, having thyroid tumours — papillary, follicular,
anaplastic and oncocytic carcinomas immunchistochemically with antibodies against E-cadherin and B-catenin.
Survival analyses were done.

RESULTS: E-cadherin expression was focally retained in the tumour cell membranes and the tumour cell
cytopiasm of the papillary, follicular and oncocytic thyroid cancers, weather in anaplastic cancers it was almost
lost (p = 0.0042, and p = 0.019, respectively, Fisher's Exact Test). The expression of B-catenin in tumour
cytoplasm and membrane in papillary cancers was higher as compared to that in the other tumours (p = 0.111,
and p = 0.0104, respectively).

CONCLUSION: Not surprisingly, the presence of aberrant expression of E-cadherin and B-catenin in thyroid
cancer has been associated with better patients' prognosis and better differentiated tumour histology.
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Ghrelin and gastric cancer
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Ghrelin 15 a recently discovered peptide, described predominantly in gastric endocrine cells. Gastric ghrelin —
positive cells were studied in chronic atrophic gastritis, H Pylori-related gastritis and gastric carcinoids mainly.
Presence of ghrelin- positive cells in gastric cancer was less mvestigated. The aim of the present study was to describe
ghrelin-positive cells in gastric cancer of diffuse and intestinal types and in surrounding mucosa from antral. fundic and
corpus regions. Endocrine cells were revealed immunchistochemically with antibodies against chromogranin (Cha),
gastrin (Gas), somatostatin (Som), serotomin (Ser) and ghrelin (Ghr). Ghrelin positive cells were found in all cancers
(diffuse type gastric cancer). (1.93+1.76 cells/mm?). In antral mucosa Ghr™ cells were between 42 3724 8 cells/ mm’
followed by corpus mucosa between 27.6+1.27 cells/ mm” and by fundus mucosa between 25.2+6_3 cells/ mm®. Co-
localization studies showed that some of the Chacells, Gas™ cells. and Som “cells were also Ghr *. In conclusion we
may state that in gastric cancer from the diffuse type there could be detected Ghr "ECs. Ghrelin could be secreted not
only by separate Ghr = ECs but also by ECs positive for gastrin and somatostatin,

Kevwords: ghrelin endocrine cells, gastric cancer
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Case Report

Paroxysmal Finger Hematoma—A Probable Vascular Disorder
in Post-COVID-19 Condition: Two Clinical Case Presentations
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Abstract: Background and Objectives: Achenbach's syndrome is usually a benign, self-limiting clin-
ical condition presented with inger discoloration, pain, and edema. Eticlogy, pathogenesis, and
madence femain unknown due to the vanety of chimical features and the diveraity of disease states
leading to digital schemia. COVID-19 primanly affects microcrculabon, causing endothelial damage
and disseminated microthrombosis. Materials amd Methads: We teviewed two cases of Caucasian
women with Achenbach’s syndrome after COVID-19 mfection recovery between Apnl and May 2021
Results: Here are presented two extremely cane cases of paroxysmal fnger hematoma m two female
patients after COVID-19 infiection mecovery. Conclusions The exact etivlogy and pathophysiology
of Achenbach’s syndrome remain unclear. It 1s assumed that SARS-CoV-2 infection could be the
triggering factor in the pathophysiological mechanism of paroxysmal finger hematoma. We highly
recommend the implication of the synthetic prostacyclin receptor agonist (lloprost) as a first-hine
conservative treatment in patients with Achenbach’s syndrome and COVID-19 infection recovery.

Disorder in Post TV D19
Conditsore Two Chnica Case

Keywords Achenbach’s syndrome; post-COVID-19; endothehial dysfunchion; paroxysmal finger
hematoma; vascular disorders
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Gastric antral vascular ectasia (GAVE) was described by
Ryder in 1953 [1]. Publications in the 1980s and 1990s
established GAVE as a distinct entity [2-4]. The main char-
acteristics are the pathognomonic endoscopic appearance,
the specific histology, the association with certain discases
und the treatment, including medications, surgical and endo-
scopic methods.

GAVE is more often encountered nowadays. It is due
to an increase in the incidence of the associated discases
because of the population aging. Another reason is the
increased awarcness of the endoscopists for the specific
antral changes. A lot of information is sccumulated, in about
500 publications. Nevertheless, the pathogenesis remains
unclear and treatment is not effective enough,

According to the mechanical theory, the pathologic
changes of the antrum (and subsequent blood loss) are sec-
ondary to chronic trauma. caused by vigorous peristalsis of
the antral mucosa and prolapse through the pylorus. The
long-lasting injury causes chronic, low-grade, intermit-
tent obstruction of the veins and capillaries, followed by
tissue ischemia and hy poxia. This induces oxidative stress,
endothelial dysfunction, and activates angiogenesis [2-4].

The main treatment is endoscopic. As GAVE is super-
ficial and affects the mucosa and submucosa, all the abla-
tive endoscopic techniques have been applicd. But the result
remains insufficient—the recurrence of the blood loss and
the need for repetitive procedures [3].

One of the features of GAVE is the associated discases
[4]. About a third of the cases (30%) have underlying liver
cirrhosis. 60% of cases ame associated with autoimmune and
connective tissue discases. In the remaining cases, GAVE
is combined with chronic kidney discases (CKD), heart
diseases, endocrine discases, bone marrow transplantation,
and more. Recent publications find different ratios of the
associated diseases, with a prevalence of obesity, metabolic
syndrome, and diabetes mellitus rather than autoimmune
discases [6].

We represent. to our knowledge, the first case of GAVE
associated with vitamin D deficiency, successfully treated
with supplementation.

Case Presentation

We present a 60-year-old male. Known to the clinic since
2014 when he had dyspeptic symptoms, mild anemia,
impaired liver function. Upper endoscopy was significant
for grade | esophageal varices and antral gastritis. The
procedure revealed pyloric spasm and forceful antral peri-
stalsis which pushed the antral mucosa toward the pylorus
(Fig. 1). On a stretched fold in the prepyloric region, there
were signs of mucosal trauma, looking like petechial hemor-
rhage (Fig. 2). (We did not diagnose GAVE then.) Comor-
bidities included obesity, arterial hypertension and diabetes
mellitus (at that time treated with gliclazide). Viral, auto-
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ARTICLE INFO ABSTRACT

Keywords: Ewvid has lated that the pathology of CoViD-19 iz strongly related to the renin-angiotensin system

C°V_“"9 . . (RAS). The blockage of the angxotcmm converting enzyme 2 (ACB’) b) the SARS-CoV-2 vu‘uz leads to down-

Renin-angiotensin system ctream q such as i ] vascular tone, and p reactionz.

msxtﬁ:r agogu: Different approaches to tackle the adverse viral effects by compensating the lost ACE2 function have been

Ca;xbinagom of modut suggested. Here, we use an unequal-arm lever model to describe a simplified version of the biased regulation
exercised by the angiotensin Il and angx in-(1-7) hormones, which are the substrate and the product of
ACE2, respectively. We reason upon the lever dy 1ce and itz disrupti 1 by the virus, and propoce that
a binati ofRASm fulatore will moct efficiently te the imbal ductot.hcexcecsofanemtmm
1l and the of angi in-(1-7). Specifically, we focu.. on the possible benefits of the )
application of two agents, a MAS-recep st and an ang: in-11 *vpe~ -receptor agonist. We conjecture

that thic combination has the potential to mh'oduc: a beneficial synergistic action that promotes anti-hypoxic,
anti-fibrotic and anti-proliferative effects, thereby improving the clinical management of acute and chronic
CoViD-19 pathologies.
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Fructose-induced metabolic disturbances in rats and its impact on stomach
endocrine cell number and smooth muscle contractility

Maya V. Gulubova®, Anna N. Tolekova®, Koni lvanova®, Sevinch Hamza®, Mehmed Hadzhi®, Dimitar Chonov®
and Julian Ananiev®

*Department of General and Clinical Pathology, Trakia University, Stara Zagora, Bulgaria; “Department of Physiology, Pathophysiology and
Pharmacology, Trakia University, Stara Zagora, Bulgarix, “Department of Anatomy, Trakia University, Stara Zagora, Bulgaria

ABSTRACT ARTICLE HISTORY
Context: Gastric ghrefin-postive endocrine cells (GHR + EQ were most dense in the oxyntic mucosa Receved 24 Septembier 2018
Objective: We evaluatad ECs and contractile activity in rat stomach with metabolic disorders. Revined 5 November 2018

Materials and methods: Male Wistar rats were divided into two groups: Control (n=9) received tap  /ccepied 30 Novenber 2018
water and Fructase {n="9) drank 15% fructose solution for 12 weels. Streptozotocin was applied ina  Jbhed onfne 1 Jnusy
dose of 20mg/ka b.w. two weeks after the beginning of the experiment on Fructose group. Smooth-

musde strips from the stomach were influenced by Angiotensin Il for analysis of parameters of con- KEY WORDS

tractions. Stomach samples were elaborated with iImmunchistochemistry for ghrelin, somatostatin, G3s-  Giredic Buctowe: stomadh:
trin antibodies and with double immunofiuorescence. agowEnsn i

Results: In treated animals, GHR + EC were significantly increased in the corpus where somatostatin-

positive cells were decreased. Contractile activity was decreased.

Conclusions: The inaease number of GHR +EC was discussed in the context of Somatostatin and

Gastrin-positive ECs variations and comelated with the decrease of smooth musde contraction.
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CDI11c- AND CD123-POSITIVE DENDRITIC CELLS
IN DEVELOPMENT OF ANTITUMOUR IMMUNITY IN NON-SMALL
CELL LUNG CANCER PATIENTS

PraMeN Minkov!, Mava Gurusova', Kont Ivanova', EVELIN OBRETENOV?, JULIAN ANANIEV!

"Department of General and Clinical Pathology, Medical Faculty, Trakia University, Stara Zagora, Bulgaria
“Department of Thoracic Surgery, Medical Faculty, Trakia University, Stara Zagora, Bulgaria

Our aim was to analyzed the significance of CD11c and CD123 positive DCs and
their relations with some clinical and pathologic parameters of patients with non-
small cell lung cancer (NSCLC).

The immunohistochemical expression of CD11lc and CD123, was evaluated in
40 patients with NSCLC.

After analysis we found that 35.3% of the patients in the T3-4 tumour stage had
a high CD1lc infiltration in the tumour stroma, while 100% of the patients in
the T1-2 tumour stage had low infiltration (p = 0.03). We also found that 71.4%
of patients in the M1 stage had a high infilcration with CD123 in the tumour
stroma, whereas only 15.6% of patients without metastases had high infiltration,
analogous data are also found in comparing the distribution of CD123 in the tu-
mour border (p = 0.002 or p = 0.002). Comparing the density of CD123 in the
border of lymph node involvement, we found that only 7.14% of patients without
metastases had low infiltration with dendritic cells, whereas in patients with meta-
static lymph nodes that percentage was 41.7% (p = 0.008).

In conclusion results suggest that CD11lc- and CD123-positive DCs play an im-
portant role in antitumour immunity and can be predictive factor for tumour de-
velopment in patients with NSCLC.

Key words: NSCLC, dendritic cells, CD11¢c, CD123.
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B In ovo hepatacarcinogenicity of N-nitrosodimethylamine and

N-nitrosodimethylamine in White Leghorn chickens

A. Kril, A. Georgieval, B. Nikolov?, R. Pepovich?,
K. Hristov’, G. Stoimenov?’, E. Nikolova®, R. Petrova?,
J. Ananiev?, Vassil Manoy?

! Institute of Expevimental Morphology, Pathology and Anthropology with Museum,
Bulgarian Academy of Sciences, Safia, Bulgaria

2 Umiversity of Forestry, Faculty of Vaterinary Medicine, Sofia, Bulgaria
* National Diagnostic Veterinary Research Instituts, Sofia, Bulgaria

* Trakia University, Faculty of Medicine, Stara Zagora, Bulgaria

ABSTRACT. Avian embryos have been zaining an increasing scientific inferest s a valuable model system for the
experimental cancer research that could contribute to a sigmuficant reduction of the number of lzboratory amimals. In the
present study, the liver lesions induced by N-nitrosodimethylamme and N-nitrosodiethylanune m 151 line, White Leghom
embryos were idenfified and studied by routine histopathological methods. Foc: of altered hepatocytes with basophilic
and eosmophilic phenotype, well known as prensoplastic alterations were 1denhfied in the avian embryonal hivers after in
ovo exposure to both N-mitroso compounds. These studies were further extended by hastopathological, haematological and
biochenucal examunations on the effects of N-mitrosodimethylamme mn chickens hatched from caremogen-inoculated egzs.
In addition to the preneoplastic lesions observed m the avian livers. proliferations of oval and hepatocellular carcinoma
cells. with clearly expressed signs of mahgnancy were found The in ovo application of the chemical carcmogen was
found to affect both hematological and blood brochemustry parameters measured in expenmental birds. The established
conditions such as thrombocytopenia and increased levels of hiver enzymes. as an essential part of the paraneoplastic
syndrome, were associzted with the process of hepatocarcinogenesis. The results of this study confim the prensoplastic
nature of the focal lesions m embryonal avian hiver and thewr progression to liver neoplastic zlterations after a single in
ovo application of known hepatocarcinogens. Moreover. the results mdicate that 151 line. White Leghom embryos are 2
new, valuable in ove model for studies on hepatocarcinogenicity of chemical compounds and underlme the importance of
research on the development of different avian models of carcinogencity.

Keywords: in ovo modals. avian embryos, nitrosamunes, hepatocarcinogenesis
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Distribution of ghrelin-positive mast cells in rat stomach

Ivaylo Stefanov Stefanov (57, Julian Rumenov Ananiev®, Koni Vancho vanova®, Anna Naidenova Tolekova®,
Angel Petrov Vodenicharov® and Maya Vladova Gulubova®

*Department of Anatomy, Medical Faasity, Trakda University, Stara Zagora, Bulgaria "[kpatrnmtof General and Clinical Pathology, Medical
Facuity, Trakia University, Stara Zagora, Bulgaria; “Department of Physiology, Pathophysiology and Pharmacalogy, Medical Faculty, Trakda
University, Stam Zagora, Bulgaria; “Department of Veterinary Anatomy, Histdlogy and Embryology, Faculty of Vaterinaty Medicine, Stara
Zagora, Bdgaria.

ABSTRACY ARTICLE MISTORY
It is known that the gastraintastinal peptide harmone ghrelin s expressed in human and rodent B Receved 12 October 2016
lymphocytes, T lymphocytes monocytes and natural killer cells. However, there are no data about ~ Acepted 22 Apsi 2017
ghrelin expression by mast cells. These facts, as well as the common progenitor cells of mast cells XEY WORDS
and the above-mentioned immune cells, motivated us to undertake the current work in Ofder 10 Ghralin mast el stomadt
prove that like other granulocytss, rat gastric mast cells are capable of immunohistochemical at
expression of ghrelin. Gastric wall ssctions of Wistar rats were studied immunohistochemically for
detection of ghrdlin and tryptase and histochemically for toluidine blue in order to identify ghrelin-
pasitive mast celis as well as to establish their localization and distribution. Results showed that
mast cell granules expressed ghrelin. The ghrelin-positive mast cels were the least numerous as
compared to tryptase-positive mast cells and toluldine blue-positive mast celis Based on the
observed expression of ghrelin in granules of mast cells localized in the rat gastric wall we
suggested that this type of cell can be regarded as an important source of ghrelin and suggested
that ghrelin may exert different physiological functions, such as regulation of muscular, epithelial
and glandular functions
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SEBACEOUS CARCINOMA - UNEXPECTED TUMOR
OF THE NASAL ALA DORSUM

At. Vlaykov, At. Stefanov!, V. Velevz, M. Gulubova?, J. Ananiev?
Department of Otorhinolaryngology, Trakia University, Medical Faculty — Stara Zagora, Bulgaria
“Department of Clinical Pathology, Trakia University, Medical Faculty — Stara Zagora, Bulgaria

Abstract. Today, the extraocular variant of sebaceous carcinoma is still being poorly rec-
ognized. This type of carcinoma is rarely diagnosed correctly, which, fogether with its ag-
gressive behavior, confributes fo its poor prognasis. We present a case of an 84-year-old
man with a history of left nasal ala tumor formation, diagnosed morphologically and immu-
nohistochemically as sebaceous carcinoma.

Key words: sebaceous carcinoma, nasal dorsum, immunohistochemistry

Corresponding author: Atanas Viaykov, MD, e-mail: at. viaykow@gmail.com
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Impact of HER2 codon 655 polymorphism and
expression of HER2 and HERS3 in non small cell lung

cancer patients

Julian Ananiev - Elina Aleksandrova - Desislava Skerleva - Maya Gulubova - Anastasiya Chokoeva -
Torello Lotti - Uwe Wollina - Georgi Tchernev - Milica Kontic - Jelena Stojsi¢

Received: 10 April 2015 / Accepted: 12 June 2015
© Springer-Verlag Wien 2015

Summary The aim of the study was to assess the expres-
sion and significance of HER2 and HER3, and Ile/Val
single nucleotide polymorphism (SNP) of HER2 in lung
cancer patients. Thirty seven cases of lung cancer were
investigated immunohistochemically for HER2 and
HER3 expression. PCR followed by restriction fragment
length polymorphism (RFLP) was used to analyze the
presence of HER-2 SNP at codon 655 in 20 samples. The
results were compared with clinical and pathological
parameters of investigated patients.

19

We found that 100% of the cases were negative for
HERZ2, 29.7 % were with moderate or strong HER3 expres-
sion and 70.3% of the tumors—without or with low
expression for HER3. Lymph node metastasis were found
in 40 % of HER3 positive cases (1*=4.752; p=0.029). Mod-
erately-differentiated tumors do not express neither of
investigated markers (3*=6.719; p=0.035). HER2 RFLP—
PCR analysis showed genotype AG in five patients (25%)
and the rest of 15 cases (75 %) had AA (Ile/Ile) genotype.
Patients with metastasis had genotype AA (Ile/Ile) in 80 %
and genotype AG (Ile/Val) in 20 % (3*=2.857; p=0.091).
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ImpacT OF TGF-B1 EXPRESSION AND -509C>T
POLYMORPHISM IN THE TGF-B] GENE ON THE PROGRESSION
AND SURVIVAL OF GASTRIC CANCER

JuLian AnaniEv!, TRENA ManoLOVA?, ELINA ALEKSANDROVA', Maya GULUBOYA'

'Department of General and Clinical Pachology, Medical Faculry, Trakiz University Stara Zagora, Bulgaria
Department of Biology, Immunoclogy 2nd Generics, Medical Faculry, Trakiz University, Stara Zagora, Bulgaria

The aim of this scudy was to examine the expression of TGF-B1 and TGF-B recep-
tor type 11 (RII) and the impact of the -309C>T single nucleotide polymorphism
(SNP) in the gene in relation to clinicopathological factors in gastric cancer (GC).
Using immunchistochemistry we investigated 43 patients with GC for expression
of TGF-B1 and TGF-B-RIL Consequently, RFLP-PCR was performed to analyze
the presence of -309C>T polymorphism in the TGF-81 gene.

We found thar 72.1% of GCs had cytoplasmic TGF-B1 expression and 27.9% were
negative. The TGF-81 recepror type I was expressed on tumor cell membranes in
58.1%. TGF-B1 positivity in cumor cytoplasm correlated positively with TGF-§1-
RII expression in tumor cytoplasm in 67.4% of cases (¥ = 8.02; p = 0.003). Also,
the results showed thar patients with low and moderate cumar differentiacion had
TGF-B1-RII positivity in 33.3% and 81.8% resp. (3* = 6.38; p = 0,037). The
analysis of genotype distribution of the -509C=T SNP in the promoter region of
TGF-81 gene and clinical stage distribution revealed thar among the 32 pacients
in -1V clinical stage 53.1% were heterozygous (TC), 34.4% were homozygous
for the C-allele and 12.5% were homozygous for the varanr T-allele (* = 3.31;
p = 0.069).

In conclusion the expression of TGP-B1 was related o shorter survival rime and
rapid progression for the GC parients. Additionally, the variant T-allele of the scud-
ied polymorphism was associated with worse prognosis for GC parients.

Key words: gastric cancer, TGF-81, -5090C>T SNP.
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The Position of Neutrophils-To-Lymphocytes and Lymphocytes-
To-Platelets Ratio as Predictive Markers of Progression and
Prognosis in Patients with Non-Small Cell Lung Cancer

Plamen Minkov'’, Maya Gulubova®, Petar Chilingirov’, Julian Ananiev’

'Trdtlal.lmvelwtyShraZagora,&dgaria 2DepartmentofGeneralandChwalewlogy Forensic Medicine and
Deonfology, Trakia University, Stara Zagora, Bulgana

Abstract
Ciatioe: Minkow P, Gulstors M, Cingron I Amsev  BACKGROUND: Non-smai umgmmsacmmmmmammgsm
:“'W"WW"‘ presenting no symotoms at the onset. Defining markers for quick detemmination of progneels 15 essentia for

Progemdon wad Progross s Paterts W Mnsee  DUBANG UP 3 Treatment stategy.

g = sminm  AIMC The am of ths suoy ' fo 0=fne the role of the Neutropis-to-Lymphocytes raio (NLR) and Pratelets-io-
Lm\oqnassanom) Dlomarkers In patenis with NSCLC, accordng 1o the stage and prognosis of the

*Cormmapondence: .
ki Do, Sidgeris. G-amit ML At 2y METHODS: We Investigated 20 patents with NSCLC. NLR and PLR are cacuiatad and are evaluated accordng
Pecerd:  3nZ0i5 Reviesd: SA00I0 g ihe precence O absence of MEt3stasis, stage of Me disease, histaloglcal type and survival rate.

WOE‘FM.MM RESULTS: mmmmammmwummm7mmmmmusyay
s andysing PLR we furd tha 11 patients have low and & nawe feved of PLR (mean 1
oty el B R Ay Mo mmnemnmeuummmnmmumgg&mmManmm
Uit (00 -0 498 were getected, whie In S0% of the patints with high PLR lymph metasiasises were observed (32 = 393, P =
Funding: The masach 32 ot memhe ey Ssecs 0.046). We 3so discovered that In 54.6% of e palients Wil low NLR iymph metastases were Josent, whie In
T Save Svatan £2.2% with high NLR lymph metasiasises were present (y 2 = 1.83; P = D176}

2556 G Tt CONCLUSION: In conclusion, NLR and PLR were discovered 3s prominent biomarkers which prowios relatively
1351 O=terminaton for prognosis in patients with NSCLC.

21



g Fall 3165 Auflosung

10-j8hriger junge mit brunkich-zchwarzon
Hautverinderungen

mzmwmmmwmmmw@)

©  Befunde
1. braunlich-schwarze Pigmentie-
rung an Rumpf Armen und Beinen

©  Diagnose
- Terra-firma-forme Dermatose

©  Differcnzialdiagnosen
S i o
 Pirveiass gt “hfm

©  Erautcrung

Die Terra-firma-forme Dermatose
nigne Hauterkrankung Das klinische
Bild ist charakteristisch mit Hyperpig-
mentierung, Hyperkeratose und einer
schmutzig anmutenden Haut.

Die Erstbeschreibung erfolgte 1987
durch Duncan, Tschen und Knox [2, 3]
Die Eatnnlmng ist durch eine um-

ne, Achselhdhlen, Leisten und Nabel
betroffen sein. Der Vedauf ist ge-

wohalich asymptomatisch [2. 3].

Im Gegensatz zur Seltenheit medizinischer
Publikationen scheint die Erkrankung in
der Praxis eher haufiger 2u sein. Es konnen
Fatienten einer groflen Altersspanne be-
troffen sein. In der Literatur finden sich Al-
tersangaben zwischen 4 und 70 Jahren. Am
haufigsten sind Kinder und Jugendliche be-

penabnahme fiir Mikroskopie oder Kultur
sind nicht hilfreich und ergeben haufig nur
eine saprophytare Flora. In der Histologie
findet man eine uncharakteristische lamel-
1dre Hyperkeratose mit fokaler Orthokera-
[L2L

In diagnostischer und therapeutischer Hin-
sicht ist die Reinigung mit lsopropylalko-
hol-getrankten Tupfern zielféhcend Es
wurde auch die Verwendung von 70%igem
Erhylalkohol und 2%iger Salicylsaure-1o-

22

sung beschrieben. Diese Behandlung ist ein-
fach, schmerzlos, effektiv und preiswest. Sie
tanz im Gegensatz zu den frustranen Versu-
chen, die Pigmentierungen durch Seife oder
andere Reiniger abzureiben.

Bei diesem Patienten ist der Vedauf aller-
dings chronisch rezidivierend, sodass er-
neut lokale therapeutische Mafnahmen in
S Abstand

werden soliten.
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MOAEKYAHO BA3UPAHU TAPTETU
W EHOMETPUAAEH KAPLIIHOM

CmosHos Cm., tOn. AHaHues, K. MsaHoea, B. Benee M, Todoposa, M. Mbnbbosa

KaTegpa no akywepcTtso u ruHekonoms, Kategpa no O6wa v knuHuuHa natonorua, MeguunHeiu dakynTer,
Tpaimickn yHneepcuTeT, Crapa 3aropa, Benrapug

KnuHuia no OBLa v knuHuYHa natonorms, KnuHuia no akywepctso u ruHexonorvns, YMBA  Ct Kuprosny®,
Crapa 3aropa, Bwnrapws

Pestome:

Mpe3s nocnedHume 200UHU 8Ce MO-2aiMAMO 8HUMaHUE ce 06pbLuya Ha YeEcmomama Ha PasnpocmpaHeHue Ha
eHdoMempuaneH kapyuHom, ocobeHo 8 NocmMeHonaysanHus nepuod. Haped ¢ pymuHHUME duazHoCMUYHU
mMemoou, dasaluju UHhopMauus 3a pasnonoxesuemo U npoepecusma Ha 3abanssaHemo, cblyecmsysam u
makuea MophanoauYHU Memoou, onNPeCenALLU MHO20 MOYHO KOPenayuume 8 passumuemo Ha moau mun pak
U npoeHosama My. Helwo nogeye — npes nocnedHume 200UHU, HampynaHama UHGopMa UUs 38 MONEKYHUSA
npogbun Ha mo3u mun kapyuHoM, dade ex3amMoxHocm Ga Gbdam npunoXeHu pedulya Hosu MedukameHmu
Om MoneKynHama mepanus cpeldy m.Hap. mapsemu’ 8 HeoNNasMeHUs Npouec. 3HayumenHa yacm om
cnywaume GeMoHempupam nosnussaKe, kamo mosa € JombiHUMeEnHa Hadexoa 6 paspabomeaHemo Ha
8ce no-ycnewHu ghopmynu u 6azupara mapaemda mepanus.

B Hacmosawus o63op Hue npedcmasame U o6ChxdaMe ponama Ha HAKOU MOMEKYTHU MapKepu, Kamo
nomeHyuanHu UHOUKamopu 3a npoaHozama U pazeumuemo, Kakmo U npu onpedensHe mapaemHomo
NEYEHUEMO Ha EHOOMEeMpPUanHUa KapuuHOM.

Kntouosm pymn: eHdomempuaner kapyuHom, PTEN, EGFR, p53, VEGF, mapsemu

MOLECULAR BASED TARGETS AND ENDOMETRIAL CANCER
Stoyanov St., J. Ananiev, K. lvanova, V. Velev, M. Todorova, M. Gulubova

Department of Obstetrics and Gynecology, Department of General and Clinical Pathology, Faculty
of Medicine, Trakia University, Stara Zagora, Bulgaria

Clinic in Obstetrics and Gynecology, Clinic in General and Clinical Pathology, University Hospital
" St.Kirkovich “, Stara Zagora, Bulgaria

Abstract

In recent years, increasing attention has been paid to the rate of spread of endometrial carcinoma,
especially in the postmenopausal period. Along with routine diagnostic methods, giving information on the
location and progression of the disease, there are some morphological methods determining very accurately
the correlations in the development of this type of cancer and his prognosis. Moreover - in recent years, the
accumulated information about the molecular profile of this type of cancer, made it possible to implement a
number of new drugs against the so-called molecular therapy - targets' in the neoplastic process. Significant
proportion of cases show response rates, it is more hope in the development of more successful formulas
and target -based therapy.

In this review, we present and discuss the role of certain molecular markers as potential indicators of
prognosis and development, as weil as determining the larget freatment of endometrial carcinoma.

Keywords: endometrial cancer , PTEN, EGFR, p53, VEGF targets
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ROLE OF THE HISTOLOGICAL VARIANT FOR THE
PROGNOSIS AND COURSE OF THE FOCAL SEGMENTAL
GLOMERULOSCLEROSIS

M. Yordanov', J. Ananiev’, R. Robeva'

'Clinic of Nephrology, Department of Urclogy and Nephrology, Military Medical Academy — Sofia, Bulgaria
‘Department of General and Cinical Pathology, Forensic Medicine and Deontology, Faculty of Medicine,
Thracian University — Stara Zagora, Bulgaria

Abstract. The focal segmental glomeruloscierosis is charactenzed by a morphological het-
erogeneity, most likely reflecting different pathogenetic mechanisms. The Colombian clas-
sification distinguishes five morphological types — non-specific (not otherwise specified or
classical), perihilar, cellular, a tubular pole (tip) one and a collapsing one. Eighty-one (81)
patients were studied. Their distnibution according to the histological vanant showed the
highest frequency of the non-specific (classical} variant — 70.4%, followed by the perihilar
vanant — 27.20%, the cellular vaniant — 1.2% and the collapsing varniant— 1.2%. No patients
with tip lesions were identified. There were significant differences in the creatinine levels
and the glomerular filtration rate (GFR) at the beginning and at the end of the follow-up
between patients with the penhilar and the non-specific variants. Patients with the perhilar
vanant had a better freatment response with a high percentage of patients achieving com-
plete remission — 59.1%. Patients with the non-specific vanant had a high chance of treat-
ment failure — 26.3% had no effect from treatment. The results of the study give grounds
to assume that the histological variant affects the clinical picture, course and therapeutic
response in patients with focal segmental glomeruloscierosis. It couid be used as a prog-
nostic marker of disease behavior and guide the clinician in treatment decisions.

Key words: focal and segmental glomerular sclerosis, histological vanants, treatment outcome
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The Azadirachta indica (Neem) Seed Oil Reduced Chronic

Redox-Homeostasis Imbalance in a Mice Experimental Model
on Ochratoxine A-Induced Hepatotoxicity

Galina Nikolova **7, Julian Ananiev 2, Veselin Ivanov !, Kamelia Petkova-Parlapanska !, Ekaterina Georgieva '

and Yanka Karamalakova’

check for
updates
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Azabrackt s indics (Neem) Seed Ol
Feduced Chaenic Fedos-
Hoawostais nbolaovs i a Mice
Expuericental Mode] oe Ochratonioe
A-lnduced Hepatotosicity
Anticridonts 2022 11, 1678 Mps//
doi oty 103240/ antiex 11091678

T Dep t of Ch v and Bioch
6000 Stara Zagora, Bulgaria
2 Department of General and Clinical Pathology Forensic Medicine and Deontology, Faculty of Medicine,
Trakia University, 11 Armeiska Str, 6000 Stara Zagora, Bulgaria
o : galina nikolova@trakiz-unibg; Tel: +359-897771301

Medical Faculty, Trakia University, 11 Armeiska Str,

ormesp

Abstract: Liver damage seventy depends on both the dose and the exposue: duration. Oxadative stoess
may mncrease the Ochratexine- A (OTA) hepatotoxiaity and many antioxadants may counteract toxic liver
function. The present study aims to mvestigate the hepatoprotective potential of Azadirachta indica A
(A mdica; neem ) seed oil to eeduce acute oxadabive disorders and residual OTA tosacity m a 28-day
experimental model. The aclivity of antioxidant and hepatic enzymes, cytokines and the levels of
oxidative staess biomarkers -MDA, GSPx, Hydroxiproline, GST, PCC, AGEs, PGC-1, and STIR-1 were
analyzed by ELISA. The free radicals ROS and RNS levels were measured by EPR. The protective
effects were studied in BALB/C mice treated with A. indicr seed il (170 mg/kg), alone and in
combmation with OTA (125 mg/kg), by gavage daily for 28 days. At the end of the expenment, mice
treated with OTA showed changes in liver and antioxidant enzy mes, and oxidative stress parameters
m the liver and blood. A. indica ol significantly reduced oxidative stress and Iipnd peroxidation
compared to the OTA group. In addition, the hepatic histological evaluation showed significant
adipose Hssue accumulation in OTA-treated tissues, while treatment with 170 mg /kg A indica sl
showed moderate adipose tissue accumulation.

Keywords A indiar oil; OTA; GSPx; Hyd; GST; PGC-1; STIR-1; cytokines
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Abstract

In the 21" cemtury beginning, the evidence of a new type of programmed cell death, different from apoptosis, began to accumulate.
In 2012, the ferroptosis concept was officially imtroduced. It refers to a kind of cell death that is associated with iron accurmulation
in the cell, impaired redox potential, and ROS increrment with concomitant lipid perced dation. Ferroptosis plays an important role
in the pathophysiology of several organ damages such as tumors, neurodege nerative, ischernia- reperfusion, inflammatory diseases,
and others. In ferroptosis, the leading mechanism is the glutathione (GSH) depletion and inactivation of Glutathione percgdase-4
(GPXA), which strongly shifts the coddative balance in the cell, leading to the activation of certain signalling pathways to induce
oxidative death. The article aims to focus sttention on the modulation of the GSH/GPX axis as a key factor in the treatment of
these diseases.
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