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Abstract

First described in the 1800s, glioblastoma multiforme (GBM), a class IV neoplasm with astrocytic differentiation, as per
the revised‘ 2016 World Health Organization classification of tumors of the central nervous system (CNS) is the most com-
mon malignant tumor of the CNS. GBM has an extremely wide set of alterations, both genetic and epigenetic, which yield a
great number of mutation subgroups, some of which have an established role in independent patient survival and treatment
response. All of those components not only represent a closed cycle but are also relevant to the tumor biological behavior
and resistance to treatment as they form the pathobiological behavior and clinical course. The presence of different triggering
mutations on the background of the presence of key mutations in the GBM stem cells (GBMsc) further separates GBM as
primary arising de novo from neural stem cell precursors developing into GBMsc and secondary, by means of aggregated
mutations. Some of the change in cellular biology in GBM can be observed via light microscope as they form the cellular
and tissue hallmarks of the condition. Changes in genetic information, resulting in alteration, suppression and expression
of genes compared to their physiological levels in healthy astrocytes lead to not only cellular, but also extracellular matrix
reorganization. These changes result in a multiform number of micromorphological and purely immunological/biochemical
forms. Therefore, in the twenty-first century the term multiforme, previously outcast from nomenclatures, has gained new
popularity on the background of genotypic diversity in this neoplastic entry.
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To the Editor,

Glioh lastoma Multiforme ((GBM ) is a hot topic for rescarch
as the intimacics of this type of malignancy scem to be a
long way from being truly understood. Diagnostically
however, despite decades of rescarch and many attempts
at standardizing the histopathological diagnostic process,
GBM mmains an entry to be diagnosed by cxpericnced
nouropathologists,
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Summary The current study examined the serum levels of receptor-interacting protein kinase 3 (RIPK3)
in 51 patients with New York Heart Association (NYHA) class ITI-I'V heart failure, 53 patients
with myocardial infarction with ST elevation (STEMI), and 19 healthy subjects serving as a
control group. An enzyme-linked immunoadsorbent assay (ELISA) was used to measure the
levels of RIPKS3 expression in serum. The area under the receiver operating characteristic
curve (AUC) was then used to evaluate the predictive performance of RTPK3 and troponin
I in patients with STEMI. In patients with normal levels of troponin I prior to percutaneous
coronary intervention (PCI), serum levels of RIPK3 and troponin I after PCI were sufficient
to differentiate patients with a preserved left ventricular ejection fraction (LVEF) from those
with impaired left ventricular function after PCI (AUC = 0.780 (95% CI: 0.565-0.995, p =
0.043) with a sensitivity of 76.9% and a specificity of 71.4% vs. AUC = 0.735 (95% CI: 0.530-
0.941, p = 0.038) with a sensitivity of 88.2% and a specificity of 63.6% at the optimal cutoff
values, respectively). Moreover, elevated levels of troponin I after PCI were associated with an
increased risk of an LVEF < 50% prior to discharge (odds ratio, 1.014; 95 % CI, 1.001 to 1.027;
P = 0.03), while elevated levels of RIPK3 were not associated with such a risk. The current
findings suggest that in patients with normal levels of troponin I prior to PCI, serum levels of
RIPKS3 and troponin I can serve as a potential marker to identify patients with a decreased
LVEF, thus possibly allowing an early shift to more intensive therapy.

Keywords: Receptor-interacting protein kinase 3 (RIPK3). marker. percutaneous coronary
mtervention (PCI), left ventricular ejection fraction (LVEF)
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ABSTRACT

White adipose tissue (WAT) is a dynamic mjulticellular assembly composed of adipocytes and stromovascular cells, including fibroblasts, endothelial and
immune cells, nerve fibers, and stem cells. In humans, WAT is a responsive and secretory (endocrine and paracrine) tissue partitioned into two large
depots (subcutaneous and visceral) and many small depots associated with the heart, blood vessels, major lymph nodes, prostate gland, ovaries and
mammary glands. This short review conceptualizes evidence for the paracrine activity of adipose tissue in founding a new research field, designated
adipoparacrinology. Here we focus on (i) epicardial and periadventitial adipose tissue in atherogenesis, (i) mammary gland-associated adipose tissue in
breast cancer, and (iii) periprostatic adipose tissue in prostate cancer. Other examples include: (i) mesenteric adipose tissue in Crohn’s disease, (i) lymph
node-associated (perinodal) adipose tissue in Crohn’s disease and HIV-associated adipose redistribution syndrome, (iii) infrapatellar fat pad (Hoffa's fat
pad) in knee osteoarthritis, (iv) orbital adipose tissue in thyroid-associated (Graves’) ophthalmopathy, and (v) parasellar region-associated adipose tissue
in brain disorders. The therapy aspect of adipoparacrinology is also discussed.

Key Words: Adipokines, atherosclerosis, breast cancer, epicardial adipose tissue, NGF, periadventitial adipose tissue, periprostatic adipose tissue,
prostate cancer
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Abstract

In humans, adipose tissue is partitioned into 2 large depots (subcutaneous and visceral), and
many small depots associated with internal organs, e.g. heart, blood vessels, major lymph nodes,
pancreas, prostate gland, ovaries. Since the Adipose’s Big Bang was explored (Zhang et al.,
1994), adipose tissue has been recognized as not merely lipid storage, but a secretory - endocrine
and paracrine - organ, particularly in the pathogenesis of various diseases. Accordingly, 2 major
sub-fields of adipobiology have emerged, adipoendocrinology and adipoparacrinology

(Chaldakov et al., 2001), the latter is herein illustrated with the periadventitial adipose tissue
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Abstract

We report a 67-year-old man with metastatic papillary renal cell
carcinoma in whom bloody sputum developed after administration of sunitinib.
Chest computed tomography revealed diffuse ground-glass opacity lesions, and
bloody bronchoalveolar lavage fluid was obtained by flexible bronchoscopy. The
abnormal shadows promptly regressed after withdrawal of sunitinib. In four
cycles of sunitinib treatment, he suffered from controllable diffuse alveolar

hemorrhage. Finally, he died of respiratory failure eight months after onset.
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Abstract Edit

The prevailing response-to-injury hypothesis of Russell Ross states that
atherosclerosis is an inflammatory intimai disease. Accordingly, intima-media
thickness became an accepted measure of structural arterial remodeling and a strong
predictor of atherosclerosis. However, it is unlikely that such one-direction road may
solely travel the whole multiplex network like that of atherogenesis. A decade ago, we
have proposed an interactive hypothesis ofatherogenesis, involving all structural
components of the arterial wall including periadventitial adipose tissue (PAAT). As
already alluded to, the arterial wall consists of three concentric tissue coats (tunicae):
intima, media, and adventitia. In the present short review, we highlight accumulated
data about PAAT, and conceptualize PAAT as the fourth coat of arterial wall, that is,
tunica adiposa; in brief, adiposa, like intima, media, adventitia. Adiposa-derived
adipokines - via paracrine way - may contribute to various vascular functions such as
contraction-relaxation, smooth muscle cell growth, hemostasis, innervation, and
inflammation. Altogether, the concept of tunica adiposa may contribute to further
research in cardiovascular adipo-biclogy in health and disease.
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Summary

Purpose: To explore the efficacy of a radioisotopic (RI)
method in detecting sentinel lymph nodes (SLNs), known as
sites of harboring metastases, in localized high-risk prostate
cancer (HRPC).

Methods: The RI method was applied to 26 males with
clinically localized HRPC, subjected to radical prostatectomy
in 2006-2008. All had poor pathological characteristics: ini-
tial PSA > 15 ng/ml, Gleason score > 7, clinically suspected
extracapsular extension, seminal vesicle invasion, and/or
positive pelvic lvimph nodes (LNs). The radiopharmaceutical
(1e-99m) was injected preoperatively at 4 zones of the periph-
ery of the prostate. Tt-99m-nanocolloid particles were <80 nm
in size, with total activity of 3 mCi (111 MBgq), diluted in 2 mL.
One hour after 1Tc-99m administration, a planar scintigraphy
was performed on a gamma camera in anterior, posterior and
lateral projections. A high resolution collimator was used,
gathering imputlses up to 300 000 per frame. The precise loca-
tion of the SLNs was determined intraoperatively by a gamma
probe. The LNs removed by extended pelvic lymphadenectomy
were arranged on an anatomical template, examined ex vivo

9 F Chaldakov G, Stankulov I, Hristova M, Ghenev P. Adipobiology of

by the gamma probe and scanned again. The LNs were cleaned
Jfrom the adjacent fatty tissue, fixed in neutral formalin, and
then processed separately for histological and immunohis-
tochemical examination.
Results: The number of surgically removed L.Ns ranged
Jfrom 9to 38 (mean 13), and the SLNs from 1 to 7 (mean 3). The
SLNs were visualized on lyvmphoscintigraphy as strictly de-
[ined, round zones of high activity andwere easily recognized
intraoperatively by the gamma probe. The scintigraphic im-
ages of the scanmed anatomical templates correlatedwell with
those prior to surgery. Histology confirmed LN metastases in
11 cases. 94% of the metastatic LNs were SLNs, accurately de-
tected by the RI method. Only 2 metastatic LNs showed no ac-
tivity prior to, and during the operation. Most of the metastatic
LNs (62%) were SLNs, located out of the obturator fossa.
Conclusion: The radioisotopic detection of the SLNs
in HRPC is an objective and sensitive method that aids the
surgeon to take a proper decision regarding the scope of the
pelvic LN dissection in each particular case.

Key words: gamma probe. lymph node dissection, lympho-
scintigraphy. prostate cancer, sentinel lymph node

disease: Adipokines

and adipokine-targeted pharmacology. Curr Pharm Design 2003;1023-1031

Abstract: In recent years, the simple paradigm of adipose tissue as merely a fat store is rapidly
evolving into a complex paradigm of this tissue as multipotential secretory organ, partitioned
into a few large depots, including visceral and subcutancous location, and many small depots,
associated with a variety of organs in the human body. The major secretory compartment of
adipose tissue consists of adipocytes, fibroblasts, and mast cells. These cells, using endocrine,
paracrine and autocrine pathways, secrete multiple bioactive molecules, conceptualized as

adipokines or adipocytokines. This review examines current information in adipobiology of

various diseases besides obesity and related diseases such as type 2 diabetes, metabolic syndrome, and cardiovascalar
disease. Finally, we emphasize the possibilitics for adipokine-targeted pharmacology in adiponectin (Acrp30, apMI,
AdipaQ, GBP28), angiotensin Il, estrogens, nerve growth factor, tumor necrosis factor-a, and also adipose mast cells.
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Abstract

Nerve growth factor (NGF), in addition to its neurotrophic function. acts on a variety of non-neuronal cells including immune
cells and vascular smooth muscle cells. The aim of the present study was to determine the NGF levels and the distribution of NGF
and low-affinity NGF receptor (p75SNGFR) and mast cells (MC) in human atherosclerotic coronary arteries. Specimens of human
coronary arteries obtained from autopsy cases (17 = 12, subjects with atherosclerotic lesions; # = 9, subjects without atherosclerotic
lesions/controls) were used. The present study showed that in the atherosclerosis-lesioned arteries, the amount of NGF decreased,
whereas the expression of p75NGFR immunoreactivity and the number, both of MC and vasa vasorum, particularly in the
adventitia, significantly increased, compared with the control arteries. Cumulatively, our findings help to set the neurotrophic
theory and its currently extended neuroimmune framework into the context of pathobiology of atherosclerosis, suggesting that
altered presence of NGF, p75NGFR. and MC may play a role in neuroimmune mechanisms of human coronary atherosclerosis.

© 2001 Elsevier Science Ireland Ltd. All rights reserved.
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Periadventitial Adipose
Tissue (Tunica Adiposa):
Enemy or Friend Around?

To the Editor—Recently, studies on
the periadventitial adipose tissue
(PAAT), a subfield of adipobiology,
have attracted the attention of scien-
tists because PAAT may indeed be a
path to atherosclerosis.

In a recent issue of Archives of Pa-
thology & Laboratory Medicine, Debo-
rah Vela and colleagues! presented a
review on the role of PAAT in athero-
sclerosis.

12 L Ghenev P, Chaldakov G. Adventitial heat shock protein 60 in human coronary
atherosclerosis. Atherosclerosis 2004;172:189-190 (letter) molecules in health and disease.
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Adventitial heat shock protein 60 in human coronary
atherosclerosis

Two recent papers in drfieroscierosis [1.2] updated the
accumulating evidence for the atherogemnic potential of
heat shock proteins (HSP) in the molecular muimicry hy-
pothesis of atherosclerosis [1—4]. In their review. Lamb
et al. [1] also emphasized that ““imummisation with HSP
and HSP-containing vaccines exacerbates atherogenesis in
experimental models.”™

Here we provide finther information regarding HSP
significance in atherosclerosis. We studied the inununo-
localization of HSP60 in specimens of human postimorteimn
coronary arteries. using two primary monoclonal antibod-
ies: LK1 (Sigma) and ML30 (gift from Jurai Ivanyi. Ham-
mersmith Hospital. London. UK). and wvisualized them bw
streptavidin-biotin kit (DAKO) [5.6]. HSP6O was strongly
expressed in atherosclerotic plague area. while in normal
coronaries and in lesion-free coronary circumference. very

13 L Ghenev PI, Chaldakov GN. Neural-immune links in adventitial remodeling in human
coronary atherosclerosis (letter). Circulation 1997;96:2083-2084
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Neural-Immune Links in Adventitial Remodeling in
Human Coronary Atherosclerosis
To the Editor:

Shi et al'! and Andersen et al? have described adventitial
remodeling (neocadventitia) in coronary arterial injuries in pigs.
However, data of such changes in human coronary atheroscle-
rosis are few. We studied atherosclerotic coronary arteries
from 63 autopsy cases (23 women and 40 men, 30 to 85 years of
age), with the anterior descending branch of the left coronary
artery being fixed in 10% formalin and processed for routine
histochemistry. Corresponding to fibroatheroma, adwventitial
thickening, including ecither collagen fiber accumulation or
mononuclear cell infiltration or both, was found. In 18 cases
(28.609%), mononuclear infiltrations were established, half of
which closely associated with perivascular nerve bundles. These
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The Association of Mast Cells and
Atherosclerosis: New Insights into Mast Cells
in Atherogenesis

To the Editor:—Two recent papers'” provide further evi-
dences for involvement of adventitial' and intimal® mast cells
(MC) in atherogenesis. However, these authors’ viewpoint of
MC appears to be somehow “classical”’ thus missing some
new concepts about these ““master cells.”’*® In particular, we
suggest that special attention should be focused not only on
adventitial MC themselves,! but also on MCmnerve bidirec-
tional links,* also found in vascular adventitia,” and MC as
source of and target for a variety of cytokines, eg, tumor
necrosis factor-« (TNF-«x),*” nerve growth factor (NGF)*® and
leukemia inhibitory factor.' Note that a correlation between
TNF-« and NGF levels and MC hyperplasia was shown to be
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Zlatarov, A Tonchev. Expression of transcription factor Scratch2 in colorectal cancer. J Clin
Oncol 2013; 31, (suppl; abstr e14669)

Abstract:

Background: The Scrarch genes constitute an independent subgroup of

the Snail superfamily of transcription factors (TFs). Vertebrates contain 2 Snai/ and

2 Scratch genes (Scrt1 and Scri2). Members of the Snail/Scratch superfamilies are
characterized by a having both zinc finger domains, which mediate DNA-binding and a
SNAG domain that is necessary for the transcriptional repression. Under normal
conditions, the Scratch genes are expressed exclusively in the nervous system, where
they regulate cortical neurogenesis (Paul, JTongcheyv, et al. Cerebral Cortex 2012, Epub.
ahead of print; dgi: 10.1093/gercor/bhs356). However, expression of Scrt2 under
pathological conditions is poorly characterized, especially in humans. Methods: We
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Poeriadventitianal adi s¢ tissue in human COronary
atherosclerosis: A neurotrophin study
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Objective: Recent cvigdence demonstriates that epicardial
adipose tissuc. int:]udirmg coronary poeriadyventitial adiposc
tissuce (tunica aclipmsu)i. are paracrine sources of’ bioactive
mediators (adipokines. NO. H2S) which may be involved in
COrOMNary zuhurugcncsii Bocausce of the incrcasing interest
tor extra-ncuronal ellckts (inflammation. wound healing.
lipid and glucosc nact%oolisni} of the ncurotrophins ncerve
growth tactor (NGTIF) el d brain-derived neurotrophic factor
(BIDNEF) including in rr":urnarl coronary atherosclerosis in
autopsy samples. the ai‘ 1ol the present studw is to evaluate
the cxpression ol NG dand BIDNE and their receprors (IrkeA
and Trk 3. I‘Le_‘-;]":-u.-a;liv::l}-'L i cardiosurgery biopsy samples of
pericoronary adiposc ti?':-;ucv
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RADIOISOTOPE DETECTION OF SENTINEL LYMPH NODES IN
CLINICALLY LOCALIZED HIGH-RISK PROSTATE CANCER

Hinev A.l.', Klissarova A.D.2, Ghenev P.13* Koley N.H.*, Chaushev B.G.?, Chankov P.K.",
Anakievski D.', Dyakav 8.7, Stratev 5.9, Deliisky T.5.*

'St, Marina University Hospital, Third Clinic of Surgery, Division of Urology, Varna, Bulgaria, “St.
Marina University Hospital, Dept. of Radiclogy, Varna, Bulgaria, *St. Marina University Hospital,
Dept. of Pathology, Wama, Bulgaria, “G. Stranski University Hospital, Clinic of Urclogy, Pleven,
Bulgaria, *G. Stranski University Hospital, Dept. of Oncosurgery, Pleven, Bulgaria

Introduction & Objectives: Although amenable to radical surgical excision, clinically localized
high-risk prostate cancer (HR PC) is associated with a higher incidence of pelvic lymph node
metastases. The aim of the present study was to explore the efficacy of the radicisotope method
to detect the sentinel lymph nodes, known as the potential metastases harboring sites, in localized

HR PC.
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Panayotov P, Kostov DD. Periadventitial adipose tissue (tunica adiposa): enemy or friend
around? Arch Pathol Lab Med. 2007 Dec;131(12):1766; author reply 1766-7. No abstract
available. PMID: 18081430



PERIADV ENTITIAL ADIPOSE TISSUE (TUNICA ADIPOSA):
A FRIEND-AND-FOE CONCEPT OF ATHEROGENES]S

A. Tonchev ', {" Rancic” ]"»I Fioret, N 15501&.. 1. 1. Kostov P

K. Vaich: am}m . P, ‘L:n**m:v . R. Pancheva'. P. Rumymfwl . 7. Georgieva'

V. Nikolova®. ‘v. Peneval. A. Petrovie”. 8. Stoev!. Y. Yamori-. L. Aloe

G, Chalduhm- A Medical Universimy, Varna, Bulgarias “Medical Faculr,

Mis, Kerbica: fn'-.i.-n;k aof Newrobiologogy and Molecular Medicine, UNR,

Hunw ftav: *Medical Facuiry, Exskisehin, Turkev: 7lmernational Center for
‘rirnciiy Preventiofn :j Ceardiovascular Diseases, Kvoto, Japan: S Papworth
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The iraditional thinking holds that (i) the vascilar wall consisis of tur.u(_LL
intima. L. media. and t. adventida, and (i) the mtima 15 an CALLONOMIC

tervitory  of atheresclorosis. resulting  rom cndothetial dysfuncuon and
related inflammation. However, it might be more than that, A paradigm
shift has emerged from recent studies in adipobiclogy. inchuding ) adipose
lissue has both mctabolic and scorctory phenoiype. and (1) adipokines exert
anti- and preinfldmmatory and vasculorelaxing and contracung cilects.
We focus here on adventiia and periadventitial adipose tissue (PAAT
ol human coronary arteries obtained Irom autopsics and during surgory.

19 R Ghenev P, Dandanov S, Dzhenkov D, Kolova P. Comparative study of the morphological
peculiarities of hormone-dependent breast cancer. Virchows Arch 2007;451:489, PP2-17
PP2-17
COMPARATIVE STUDY OF THE MORPHOLOGICAL
PECULIARITIES OF HORMONE-DEPENDENT BREAST
CANCER

Peter Ghenevl, Stanko Dandanovz, Deyan Dzhenkov!',
Penka Kolova'

! Department of Pathology, Medical University of Varna,
Varna, Bulgaria

2 Department of Pathology. Oncological Dispansery., Burgas,
Bulgaria

In defining the prognosis and the treatment strategies of breast
cancers a constantly increasing number of morphological criteria
are applied, such as more accurate gross characteristics,
histological features, hormonal status of cancers cells, and the
involvement of axillary lymph nodes. The aim of the present
study is to assess the morphological peculiarities and the
immunohistochemical profile of estrogen, progesterone and
HER?2 receptor positive tumors. These findings were correlated
with patient and tumor characteristics at the time of surgery. In

20 R Ghenev PI, Stankulov IS, Tonchev AB, Chaldakov GN. Imunohistochemical study of the

adipose tissue in a fatal case of arrhythmogenic right ventricular dysplasia. Virchows Arch
2007;451:489, PP3-320
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IMUNOHISTOCHEMICAL STUDY OF THE ADIPOSE
TISSUE IN A FATAL CASE OF ARRHYTHMOGENIC
RIGHT VENTRICULAR DYSPILASIA

Peter Ghenev!', Ivan Stankulov®, Anton Tonchev’,

George Chaldakov?

! Department of Pathology. MModical University of Warna.
“arna, Bulgaria

? Department of Forensic Medicine, Medical University of
Varna., Varna, Bulgaria

* Division of Cell Biology. Medical University of Varna,
Varna., Bulgaria

Arrhythmogenic right ventricular dysplasia (ARVID) is a heritable
disorder characterized by progressive degeneration and fibro-
fatty replacement of right ventricular myocardium., causing
ventricular tachyarrhythmias and resulting in sudden death at a
young age. We report a young man without prior complaints
dying suddenly during minor physical effort. The gross autopsy
findings in the heart were minimal. The histologic features in
both right and left wentricles were typical of ARWVD, and
consisted of fatty infiltrates with typical cardiomvocyte
degeneration of the right ventricle and subepicardial regions of
the left wentricle. Sewveral lines of evidence suggest that

21 R G.N.Chaldakov, 1.S.Stankulov, P.Atanassova, M.Fiore, P.l1.Ghenev, A.B.Tonchev, L.Aloe
Adipobiology of Atherosclerosis XIV International Symposium on Atherosclerosis, Rome, Italy,
June 18-22, 2006

Tu-P7:16 | ADIPOBIOLOGY OF ATHEROSCLEROSIS

G.N. Chaldakov'. LS. Stankulov'. P. Atanassova®. M. Fiore®, P.I. Ghenev'.
AB. Tonchev'. L. Aloe?. ! Medical University, Vama, Bulgaria; * Medical
University, Plovdiv, Bulgaria; ? [nstifute af Neurobiology and Molecular
Medicine, CNR, Rome, Italy

Objective: Adipose tissue is not solely a fat storage. but an active endocrine
and paracring organ secreting a variety of molecules conceptually dubbed
adipokines. The present study aimed at evaluating the role of epicardial
adipose tissue in the pathogenesis of human coronary atherosclerosis.
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22 R P. Ghenev, 1. Stankulov, A. Tonchev, G. Chaldakov. Atheroslerotic changes in human
coronary arteries: adventitia - the other side of the coin. Atherosclerosis Suppl 2004; 5(1):6,
Proc. 74th EAS Congress, 17-20 April 2004, Seville, Spain. WO1.25
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CORONARY ARTERIES: ADVENTITIA — THIZ OTHER
SIDE OF THE COIN

P. Ghenev, L. Stankulov, A. lTonchev, G. Chaldakov. Dept. of Pathology, .

Dept. of Forensic Medicine, Medical iniversity of Varna, Varna, Bulgaria

Russell Ross’ response-to-injury paradigm, considers alhel'osdﬁ:rosls as
“a protective, inflammatory-fibroproliferative response” to harmful srimul}._
resulting in intimal lesions. That is why most ol the regarc:h wnrl-;_ is
concentrated upon intima, while adventitia, i.e."the other side of the coin

is neglected. Several lines ol evidence (Booth et al 1989, N"Iarnn‘cl al
1990, Yong et al 1992, Wilcox, Scott 1996, Kwon et al 1998, Yutani et al
19993 clearly show that adventitiafadventitial cellular components are not
inmnocent bystanders in atherogenesis. On the other hand, dala aqcumu_laﬂ:
about the role of heat shock proteins 60 (HSP60) in atherosclerotic lesions
initiation (Xu et al 1992, Kol et al 1998, Wick 2000, Mayr et -ffl ;Z.ll[)ﬂq
Zhu et al 2001). The aim of the present study is to evaluate quantitatively
the adventitial changes and the imunnohistochemical fzxpressinn of (HSPGD)
in postmortem human athergsclerotic coronary arteries. Thﬂ cellular com-

23 R Chaldakov G, Fiore M, Stankulov I, Manni L, Hristova MG, Antonelli A, Ghenev P, Aloe
L. Metabotrophic deficit hypothesis: Reduced levels of the neutrophins NGF and BDNF in
atherosclerosis and metabolic syndrome. Atherosclerosis 2003;4:46,1P-0120

In addition to their stimulatory action on neuronal differentiation and survival,

the neurotrophins nerve growth factor (NGF) and brain-derived neurotrophic factor (BDNF) improve glucose and lipid
metabolism and control energy balance and feeding behavior. These latter activities are referred to here as

the metabotrophic potential of neurotrophins. We recently reported that circulating NGF and BDNF levels are reduced in
the metabolic syndrome and in acute coronary syndromes, and that the tissue content of NGF is reduced in
atherosclerotic coronary arteries. Thus we hypothesize that a metabotrophic deficit due to reduction of neurotrophin
availability may be implicated in the pathogenesis of obesity and related metabolic diseases, such as metabolic
syndrome, type 2 diabetes, and atherosclerosis. The metabotrophic deficit hypothesis also considers metabolism-related

beneficial effects exerted by other neurotrophic factors, particularly ciliary neurotrophic factor, leukemia inhibitory factor,

and bone morphogenetic proteins.

24 R Manevska B, Dokov V, Ghenev P, Dokov W. Nonsymptomatic nontumor cysts of the

pineal gland: frequency and morphological characteristics. Virch Arch 2003;443:P-230
P-230

Nonsyvimptomatic nonfumor cvsts of the pineal gland:
freguency and morphological characteristics

B MManevska. W Dokovwv., P Ghenew., "W Dokow

Medical Tniversity of Varna. Varna. Bulgaria

Introduction Nonsyu]h:rtonlatic nonnunor coysts (INMNC) of the

pineal gland (PG) are considered as nornmal sttuctures. The aimm of
the present study is to evaluate the firequency of NINC in randoin

postimortennn examinations and their influence wupon surrownding
parenchyma.



25 R Manevska B, Ghenev P, Stankulov I, Tonchev A, Chaldakov G. Morphometric analysis of
atheroslerotic changes in the adventitia of human coronary arteries. Virch Arch 2003;443:P-527

P-527

Morphometric analvsis of atheroslerotic changes in
human coronarv arteries adventitia

B Manevska. P Ghenev. I Stankulov. A Tonchev. G Chaldakowv
Mledical University of Varna. Varma. Bulgaria

Introduction Nowadays understanding of atherogenesis. Russell
Foss® response-to-injwry paradigm. considers atherosclerotfic
lesions as “‘a protective. inflamumatory-fibroproliferative response™
to harmful stimmli. Among these stimmuli are the major risk factors,
which contribute for atherosclerotic cardiovascular complications.
Arterial blood flow impairment is associated with the progression
of intimal atherosclerotic lesions. That is why most of the research
work is concentrated upon intima. while adventitia is neglected.
Several lines of evidence clearly show that adventitia is not an
innocent bystander in atherogenesis. The aim of the present study
iz to evaluate morphologically adventitial changes in atherosclerotic
arteries.

26 R Chaldakov G, Properzi F, Ghenev P, Fiore M, Stankulov 1, Aloe L. Artery-associated
adipose tissue and atherosclerosis: a correlative study of NGF, p75NGF receptor and mast cells
in human coronary atherosclerosis. Atherosclerosis 1999;146 Suppl 1:S33
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27 R Manevska B, Ghenev P. Mesenchymal (stromal) tumors of the gastrointestinal tract;
endoscopic biopsy diagnostic, morphological and immunohistochemical characteristics.

Virchows Archiv 1999:;35:352A
P-639

MESENCHYMAL (STROMAL) TUMORS OF THE GASTROINTES-
TINAL TRACT: ENDOSCOPIC BIOPSY DIAGNOSTIC, MORPHO-
LOGICAL AND IMMUNOHISTOCHEMICAL CHARACTERISTICS

Manevska, B., Ghenev, P.

Department of Pathology, Medical University, Varna, Bulgaria

Adms: To study the incidence and peculiaritics of gastrointestinal tract
(GIT) mesenchymal tumors in order to estimate the diagnostic obstacles

and their morphogenesis.
Methods: Fifteen|GIT mesenchymal tumors from endoscopic biopsies

and subsequent resection materials were analyzed. Paraffin sections were
stained after HE, Mallory and Gomori. Immunohistochemical procedures
were performed using primary antibodies against vimentin, cytokeratin,
desmin, S~-100 protein and LSADB kit (all from DAKO).

28 R Valchanov K, Tonchev A, Pancheva R, Andonov M, Ghenev P, Chaldakov G. Cardiac
mast cell proliferation: response to estradiol treatment of neonatal rats. XII Natl Congress
Bulgarian Anatomical Society, Eur J Morphol 1997;35:65 (abstract)

CARDIAC MAST CELL PROLIFERATION: RE.
SPONSE TO ESTRADIOL TREATMENT OF
NEONATAL RATS

K. VALCHANOV, A. TONCHEV, R. PANCHE-
VA, M. ANDONOV, P. GHENEYV and G. CHALDA-
KOV

Dept. Anatomy and Electron Microscopy, Medical Uni-
versity, Varna, Bulgaria

Mast cells arec supposcd to be regulated via estradiol
influence on testicular cells, especilally Leydig and
Scrtoli cells. Newborn male rats were examined for
the influence of estradiol on mast cells in both heart
and testis. For comparison, the already studied para-
digm of Gaytan et al. (1990) for the testicular inter-
stitium was used.
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1 FT Chaldakov GN, Fiore M, Ghenev PI, Stankulov IS, Angelucci F, Pavlov PS, Aloe L.
Conceptual novelties in atherogenesis: Smooth muscle cells, adventitia and adipose tissue.
Biomed Rev 2000;11:63-67
Here the questions we are dancing round include conceptu-
ally noew Iindings about the role of arterial smooth muscle cells
(SMOY adventitie and adipose tssue. particalarlyv, artery-
associated adiposc tissue (AAATY in the formation and Jdyv-
namics of atherosclerotic lesions.,

THE SMOOTH MUSCLE CELL: OCCLUSION VERSUS RUPTURF

2 FT Chaldakov GN, Stankulov IS, Fiore M, Hristova M, Rancic G, Ghenev PI, Pavlov P.
Adipoendocrinology and adipoparacrinology: emerging fields of study on the adipose tissue.
Biomed Rev 2001;12:31-40

ldipose tissue was conceived originally as merely passive, space-fitling, far storage tissue. However, in the last 10 vears
orvestigations dimed at studving the endocrine secretion hy adipose tissie have epjoyed explosive growth. The major secrerory
compartnent of adipose tissue consisis of adipocvtes and sironal fibroblasis tdelipofibroblastsi

e : o These cells secrete multiple
hioactive molecules. conceptualized as adipokines or adipocviokines. Overall. this {ntetlecral ¢

s SrOWH provess framed an energing
field of stuch. adipocndocrinology: “Adipoendocrinology ™ connotes the susdy of the Fellular aid molecnlar hiology of the wu/u("riulc
Junciion of adipose tissuc i normal and diseased conditions. In humens. swhite ydipose tissue is /.nl/‘uliu;zu;) ;‘/;m a few laree
depots, including visceral and sibeutancous location, and many small depots. asspciated vwith heart, large blood 1'(?.\‘.\(;/3. /1)1;,1:)!'

Ivmpl nodes and other organs. The possibility that the endocrine secretory activipg pf large adipose depots may directly contribute

ta the elevated plasma levels of discose-asso fated adipokines has recenily gained donsiderable attention. However, the paracrine
secretory activity of organ-ussociated adipose tissue (the small adipose depots) fras until novw attracted litle ationtion in the
adipobiology of disease. Here we atiempt 1o emphasize that studies aimed at eviduation of the paracrine secietion of oreun-
associated adipose tissue are becoming mandatory, since idemification of the seetered molecules, particutarly., adipokines .1‘111/\‘
vield cliees 1o a possible transmission of pathogenic and or protective stipndi, fivim the associated m/i/‘m.u“!_fs,\m; imw.rr;-i.v ihe
interior of the associating organ. In this review we summarize nmost of the curr
adipoparacrinology of various disedases.

Biomed Rev 2001; 12: 31-39,

il information about adipoendocrinology and
‘ !

3 FT Ignatov V, P. Ghenev, E. Kiryazov, N. Kolev. Morphological changes in the tissues under
the action of ND:YAG laser in peptic ulcer bleeding. Scripta Scientifica Medica, 2004; 36: 51-5

ABSTRACT

uthors carry out a morphological study of 60 endoscopic biopsies of stomach mucosa followed-up
uencently in time. The study describes the morphological changes in the tissues under the action of

laser beam in cases of acute bleeding from peptic ulcers. Study proves that Nd:YAG LFC has lasting
static and epithelising effect, i. e. it exerts a long-lasting therapeutic effect.

rds: bleeding, hacmostatic and epithelising effect, gastroduodenal ulcer, histomorphology



4 FT Tonchev AB, Stankulov IS, Ghenev PI, Pavlov PS, Chaldakov GN, Yamashima T.
Identification of putative progenitor cells in the anterior subventricular zone of the adult human
brain. C R Bulg Acad Sci 2006: 59; 683-686.

Abstract

The subventricular zone along the anterior horn (SVZa) of the lateral ventricle
in the brain contains progenitor cells which are capable of neuronal generation in
adulthood in a process referred to as adult neurogenesis. Despite the significant recent
progress in deciphering the molecular mechanisms controlling SVZa progenitors in
rodents, little is known of these mechanisms in primate’s brain. The early precursor
marker A2B5 has been useful in the in vitro isolation of progenitor cells from adult
human parenchyma. but whether this antigen is localized on cells in human SVZa
and what could be their phenotype remains elusive. We identified A2B5 in SVZa of
brain samples derived from adult humans. A2B5-positive cells co-localized with the
proliferation marker Ki67 and with the progenitor cell marker vimentin, and exhibited
mitotic figures. These results suggest that A2B5 is expressed by progenitor cells of
adult human SVZa.

Key words: A2B5, vimentin, cell proliferation, primate

5 FT Chaldakov G, Fiore M, Stankulov I, Manni L, Hristova MG, Antonelli A, Ghenev P, Aloe
L. Neurotrophin presence in human coronary atherosclerosis and metabolic syndrome: a role for
NGF and BDNF in cardiovascular disease? In: Aloe L, Calza L, editors. NGF and related
molecules in health and disease. Progress in Brain Research. Elsevier, 2004;146; Chapter 18,
279-289

Abstract: The development of atherosclerotic cardiovascular diseasc 1s a common comorbidity in patients with the
metabolic syndrome, a concurrence of cardiovascular risk factors in one individual. While multiple growth factors and
adipokines are identified in atherosclerotic lesions, as well as neurotrophins implicated in both cardiac ischemia and
lipid and glucose metabolism. the potential role of neurotrophins in human coronary atherosclerosis and in the
metabolic syndrome still remains to be elucidated. Here we describe and discuss our results that represent a novel
attempt to study the cardiovascular and metabolic biology of nerve growth factor (NGF), brain-derived neurotrophic
factor (BDNF) and mast cells (MC). The local amount of NGF, the immunolocalization of p75 neurotrophin receptor
(p75™T™®) and the number of MC were correlatively examined in coronary vascular wall and in the surrounding
subepicardial adipose tissue, obtained from autopsy cases in humans with advanced coronary atherosclerosis. We also
analyzed the plasma levels of NGF, BDNF and leptin and the number of MC in biopsies from abdominal subcutaneous
adipose tissue in patients with a severe form of the metabolic syndrome. The results demonstrate that NGF levels are
decreased in atherosclerotic coronary vascular tissue but increased in the subepicardial adipose tissue, whereas both
tissues express a greater number of MC and a stronger p75™ R immunoreactivity, compared to controls. Metabolic
syndrome patients display a significant hyponeurotrophinemia and an increased number of adipose MC; the later
correlates with elevated plasma leptin levels. In effect, we provide the first evidence for (i) an altered presence of
NGF, p75NT™ and MC in both coronary vascular and subepicardial adiposc tissue in human coronary atherosclerosis,
and (i1) a significant decrease in plasma NGF and BDNF levels and an elevated amount of plasma leptin and adipose
MC in metabolic syndrome patients. Together our findings suggest that neuroimmune mediators such as NGF, BDNF,
lIeptin and MC may be involved in the development of cardiovascular disease and related disorders.

6 FT Chaldakov GN, Tonchev AB, Georgieva G, Ghenev PI, Stankulov 1IS. Adipobiology of
inflammation. Biomed Rev 2005; 16: 83-88.



Besides its importance for gliucose, lipid and energy metabolism, the present paradigm defines adipose tissue as the body s largest
endocrine and paracrine organ. Accumulating evidence demonstrates that adipose tissue cells synthesize and release a large number
of signaling proteins collectively termed adipokines. Adipokines regulate a broad spectrum of biological processes, with inflammation
being a key example. This defines a new field of study: adipobiology of inflammation. Here we shall dance round it, supposing
that the pathogenesis of inflammation-related diseases such as atherosclerosis, thyroid-associated ophthalmopathy, inflammatory
bowel diseases, and breast cancer may be influenced by competing stimulatory and inhibitory effects mediated by adipokines. This
concept may reveal new tools for the development of adipopharmacology of inflammatory disease. Biomed Rev 2005; 16: 83-88.

Key words: adipokines. adipose tissue, atherosclerosis, breast cancer, Crohn’s disease, ophthalmopathy

7 FT N.Peev, S.K.Kalevski, D.G.Haritonov, P.1.Ghenev, I.J.Karasnaliev, Isolated Rosai-
Dorfman Disease of the Cerebellar Hemisphere as a Rare Diferential Diagnosis of Metastatic
Brain Disease. Case Report. Nepal Journal of Neuroscience, 2008
Sinus Histiocytosis with Massive Lymphadenopathy,
or Rosai-Dorfman disease (RDD), 1s a rare
histiocytic proliferative disorder. Generally patients
present with massive cervical lymphadenopathy.
Intracranial localization 1s a rare manifestation of
RDD. The majority of the cases with intracranial
involvement are reported to be with supratentorial,
dural-based localization. Only a few cases of the
posterior cranial fossa mmvolvement have been
reported in the literature. We report a case of 1solated
cerebellar hemisphere RDD which was initially
misdiagnosed as a metastatic brain disease.
Key words: cerebellar, brain, metastases, isolated,
Rosai-Dortman,

8 FT Dimitrov D, Pancheva R, Tonchev AB, Stoeva K, Kostov D, Georgieva Z, Ghenev PI,
Chaldakov GN. Nutrigenomics: DNA-based individualized nutrition. Biomed Rev 2006;17:119-
124

In the past decade, nutrition research has undergone an important shifi from epidemiology and physiology to molecular biology,
adipobiology and genetics, thus launching the science of nutrigenomics. To at molecular level study effects of nutrition on health
and disease. The completion of several large genome projects has markedly altered the research agenda by drawing attention to
the importance of genes in human nutrition. There has been a growing recognition that micronutrients and macronutrients can be
potent dietary signals that influence the metabolic pathways of cells and have an important role in the control of energy, vascular
and newronal homeostasis. Accordingly, nutrition researchers have increasingly started to recognize that gene-environment
interactions can be implicated in the pathogenesis of lifestyvle-related diseases, particularly cardiometabolic diseases, faity
liver diseases, cancers, and Alzheimer’disease. An adiponutrigenomic insight into life expectancy is also outlined. Overall, the
present Dance Round focuses on a mater of nationwide importance for Bulgaria, a country at the epicenter of today’s global
healthquake, the obesity and related diseases. Biomed Rev 2006; 17: 117-122.



9 FT Chaldakov GN, Fiore M, Ghenev PI, Sornelli F, Tonchev AB, Aloe L. Neural-immune-
endocrine (NIE) interactions in vascular biology: Neurotrophins, immune cells, and tunica
adiposa. In: Gianluca lacobellis, editor; J Endocardiol 2008;1 Issue 2: 73-84 Nova Science
Publishers, Inc

ABSTRACT

It was recently postulated that the periadventitial adipose tissue composes the vascular
wall’s fourth, outermost coat designated runica adiposa. An artery affected by atherosclerosis
displays mtimal thickening, medial atrophy and adventitial lesions associated with adipose
dysfunction. Although “many roads lead to atheroma”, the prevailing hypothesis at present is
the Russell Ross' response-to-injury hypothesis, which states that atherosclerosis i1s an
inflammatory disease that involves several aspects of wound healing. However, the role of the
neurotrophins nerve growth factor (NGF) and brain-derived neurotrophic factor (BDNF) and
their functional integration with immune cells and endocrine adipose tissue has been recently
emerged. Here we highlight the possibility that neural-immune-endocrine (NIE) interactions
operating at runica adventitia and runica adiposa may play an important role in the
pathogenesis of atherosclerosis. Accordingly, NIE-targeted pharmacology may provide a
novel preventive and therapeutic approach in vascular biology.

10 FT Chaldakov GN, Fiore M, Ranci¢ G, Tonchev AB, Hristova MG, Tungel N, Kostov DD,
Bojani¢ V, Atanassova P, Ghenev PI, Aloe L The adipose tissue: a new member of the diffuse
neuroendocrine system? Adipobiology 2009:1:87

Abstract

Adipose tissue is a sophisticated module, consisting of adipocytes and non-adipocyte
cellular elements including stromal, vascular, nerve and immune cells. There is at
present evidence that sharing of ligands and their receptors constitutes a molecular
language of the human’s body, which is also the case for adipose tissue and hypo-
thalamus-pituitary gland. Historically, Nikolai Kulchitsky’s identification of the entero-
chromaffin cell in 1897 formed the basis for the subsequent delineation of the diffuse
neuroendocrine system (DNES) by Friedrich Feyrter in 1938. In DNES paradigm, the
secretion of hormones, neuropeptides and neurotrophic factors is executed by cells
disseminated throughout the body, for example, Kulchitsky (enterochromaffin) cells,
testicular Leydig cells, and hepatic stellate cells. Here we propose that the adipose tis-
sue might be a new member of DNES. Today (dnes, in Bulgarian), adipose tissue is “get-
ting nervous” indeed: (i) synthesizes neuropeptides, neurotrophic factors, neurotrans-
mitters, hypothalamic hormones/releasing factors and their receptors, (ii) like brain
expresses endocannabinoids and amyloid precursor protein and, for steroidogenesis,
the enzyme aromatase (P450arom), (iii) adipocytes may originate from the neural crest
cells, and (iv) adipose-derived stem cells may differentiate into neuronal cells. Further
molecular profiling of adipose tissue may provide new biological insights on its neu-
roendocrine potential. Overall this may frame a novel field of study, neuroadipobiol-
ogy; its development and clinical application may contribute to the improvement of
human'’s health.

Adipobiology 2009; 1:87-93



11 FT Chaldakov GN, Fiore M, Ghenev PI, Tungel N, Ran¢i¢ G, Atanassova P, Aloe L. State-of-
the-artery: periadventitial adipose tissue (tunica adiposa). Biomed Rev 2009;20:41-45

INTRODUCTION

In 1983 at Departiment of Anatomy. University of Chicago
Medical School. Chicago. IL, USA. one of us (GNC)
delivered a lecture about fibroblast-like secretion by vascular
smooth muscle cells. a key cell type 1n atherogenesis. During
the discussion. a question whether adventitial fibroblasts may
migrate into the intima was raised. The answer of the lecturer
was I do not know. It seems mmpossible”. However. what
seemed “‘impossible” 1n 1983 was proven possible in 1996
by Shi et al (1).

12 FT Chaldakov GN, Aloe L, Hristova MG, Tonchev AB, Nikolova V, Panayotov P, Ghenev
Pl. NGF-ome: its metabotrophic expression. Homage to Rita Levi-Montalcini. Biomed Rev
2010; 21: 25-29.

Nowadays, in the postgenome time, many “-ome” studies have emerged including profeome, transcriptome, interactome, me-
tabolome, adipokinome, connectome. In this vein, the catchall term NGF-ome embodies all the actions of NGF in health and
disease. Accordingly, the present Festschrifi, also tabula gratulatoria, is fo honor and acknowledge the contributions of the
distinguished neuroscientist and magistra Rita Levi-Montalcini, the Nobel Prize winner-1986 for the discoverer of NGF. Today,
NGF and another neurotrophin, brain-derived neuroptrophic factor (BDNF), are well recognized to mediate multiple biologi-
cal phenomena, ranging from the neurotrophic through immunotrophic and epitheliotrophic to metabotrophic effects. These
latter effects are involved in the maintenance of cardiometabolic homeostasis (glucose and lipid metabolism as well as energy
balance, and cardioprotection). Circulating and/or tissue levels of NGF and BDNF are altered in cardiometabolic diseases
(atherosclerosis, obesity, type 2 diabetes, metabolic syndrome, and type 3 diabetes/Alzheimer’s disease). A hypothesis thus
emerged that a metabotrophic deficit due to the reduction of NGF/BDNF availability and/or utilization may be implicated in the
pathogenesis of cariometabolic and neurodegenerative diseases. The present challenge is therefore to cultivate a metabotrophic
thinking about how we can modulate NGF/BDNF secretion and signaling for the benefit of human cardiometabolic and mood
health. Biomed Rev 2010; 21: 25-29.

13 FT Tonchev AB, Aloe A, Beltowski J, Ranci¢ G, Bojani¢ V, Atanassova P, Ghenev PI,
Chaldakov GN. Adipose-derived stem cells as a remedy. Adipobiology 2010; 2:51-56
Abstract

Adipobiology of stem cells is reaching enthusiastic proportions in today’s regenerative
medicine. Current interest in the adipose-derived stem cells (ADSC) stems from their
multilineage differentiation potential, and ease of derivation in larger quantities using
less invasive methods, compared with other stem cell types. The possible benefits of
ADSC-based therapy may be mediated by both cell proliferation/differentiation and
paracrine secretion. Adipose tissue’s secretome includes adipokines (growth factors,
cytokines, chemokines, neuropeptides, hypothalamic hormones/releasing factors),
steroid hormones, free fatty acids, prostaglandins, and endocannabinoinds. The pres-
ent review, focusing on adipose tissue secretory activity, also highlights the possible
implication of ADSC in the therapy of various disorders, particularly neurodegenerative
diseases, myocardial infarction and stroke as well as gut, liver and skin diseases.

Adipobiology 2010; 2:51-56



14 FT Ghenev P, Stankulov I, Dokov V, Dokow W. Arrythmogenic right ventricular dysplasia —
analysis of three fatal cases. Acta morphol anthropol 2010;15:150-154

Introduction

Arthythmogenic right ventricular dysplasia (ARVD). or cardiomyopathy (ARV(C) is =
underrecognized clinical entity, with unknown cause and prevaldnee and with a freques
familial occurrence (1, 2). Morphologically, it is characterized by progressive degenere
tion of cardiomyocytes and fibro-fatty replacement of right ventricular myocardium
causing electrical instability, ventricular tachyarrhythmias with 1eft bundle branch bloc
and sudden death at a young age (3, 4. 5). ARVD is a rare disorder. but for a short periog
of time, three cases were proven by forensic pathology autopsies in a relatively sme
region in the northeastern part of Bulgaria. ‘
The aim of the present study is to analyze the autopsy fi ndings in these cases.

15 FT Evtimov N, Hinev Al, Anakievski D, Zhelezov M, Ghenev PI, Chaldakov GN.
Adipoparacrinology: periprostatic adipose tissue as an example. Adipobiology 2011;3:61-65

Abstract

The global epidemic of obesity (globesity) and related cardiometabolic and cancer
diseases has focused attention on adipose tissue biology and the role played by adi-
pose-secreted bioactive molecules (adipokines, neurotrophic factors, fatty acids, pros-
taglandins, steroid hormones, vitamin D3, NO, H2S) in the regulation of a wide array of
physiological and pathological processes. Until recently, physicians have looked upon
obesity as an accumulation of external adipose tissue (subcutaneous and abdominal).
This was routinely evaluated by anthropometric measurements including body mass
index and waist, hip and, recently, neck circumference. However, recent data using
non-invasive imaging methods (echography, computed tomography, magnetic reso-
nance imaging, and positron emission tomography), reveal a novel picture of adipo-
topography (fat mapping). Together with secretory functions, such a topography has
been conceptualized as two major subfields of adipobiology, adipoendocrinology and
adipoparacrinology. Here we introduce periprostatic adipose tissue as an example of
adipoparacrinology of prostate cancer; its implication in the therapy is also outlined.

Adipobiology 2011; 3: 61-65
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PE3HOME

CuzHanHuam nem Ha pochamugun-uHosumon 3-kunazume (PISK)/
Akt uma BarkHo BruaHue Bopxy HeonAacmuuHUua pacmer, oussaaba-
He, MOomuAlmem, Memaboslsbi U e Had-yecmo akmuBupadama
kackaga npu uwoBewku mymopu. CuHdmesupaHu ca mMHoz2o PISK-un-
*xUBumopu, koumo HaBauzam B kauHuuHU uznumBBaHus.

Llesn Ha mozu obzop e ga guckymupa posagama Ha PI3Ks B mymopo-
2eHez3ama u gaHHume, nogkpenauwu uznonzBaHemo Ha PISK-uHxu-
Sumopu B kauHuuHama npakmuka.

KAHOHOBU AYMN

PIBK/ Akt cuzHareH Nnem, PI3K-uHxubumopu

17 FT Popov. H, Ghenev P. Comparative analysis of relapsing bladder urothelial cancer. Acta
morphologica et anthropologica. 2012; 192-195.

Introduction

frequency is 12,4:100 000 people (1).

Bladder cancer represents a problem in the clinical practice with the high percentage
of relapsing, even in high-grade cancer. At microscopic level, there are no convincing
objective criteria for evaluation of the tendency for local relapsing, invasion in the wall
and/or metastases. In this regard, possible signs could be derived from the peculiarities:
of the stroma, such as presence of eosinophil leukocytes, mast cells, lymphocytes,
plasmocytes, fibroblast and myoepithelial cells. Increased numbers of eosinophil leu-
kocytes is described in many malignant tumors and their presence is considered either:
with good or poor prognosis in the different cancer locations. The exact role of these
cells in the anti-tumor immunity is not clear. Their activity is connected with: secretion
of cytotoxic proteins (2); and basal membrane damage by eosinophil-derived cation
proteins and peroxidase (3). Thus, products released by eosinophils interfere in the ma-
jority of processes of tissue remodeling, including the biological behaviour of tumors

@.

Tumors of bladder consist of 90-95% of all neoplasms in the urogenital system. Thejé

18 FT I''Yangekos, [1.I'ereB, K.KocToB bpoHxuaiiHo 1 BacKyIapHO Bb3MAJICHUE: JBE
JIOKAITM3aluK — eIMH MeXaHu3bM. In Spiro 6p.2 roru 2012

I'138ecmnuo e, uve xponuuHa oObcmpykmuBhna OeaogpoOhna
boanecm (XOBB), Oponxuaana acmma u amepockaepo3za ca
xXpornuuHu Buznasumeanu (low grade inflammmatory) Goaecmu'®.
Hue npegcmaBsame konuenmyaana xunomes3a, napeuena , gbe
pokasuzauuu-egun mexanuszeu”. Tagu xunome3za nocmyaupa, ve
nepubponxuasnsno (B agBenmuuusma) u nepuBackyaapno (8
agBenmuuuama u nepuagBenmuuuasnama MacmHa muoukan/
tunica adiposa) geucmBa npuHnuunHo eguH u cobuw, kaemvuHO-
MoaekyaeHn Mexanuzom: Be3raleHie-pestogesupare-gpubpoza. ToBa
Bogu go okay3ust Ha OpoHXUOAU U apmepuu, npuuauHaBatku
coomBemmno 3agyx (XOBB u acmmma), aneura nekrmopuc (kopo-
HapHna amepockaepo3a) u kuaygukauuo unmepuurneqHc (nepu-
Pepna amepockaepo3za).



19 FT U. bakspmxues, T. paruesa, I'. [lexnusanos, I'. Yepue, M. I'onescku, I1. ['enes.
bazonenynapeH kapLuHOM C akCUJIapHa JOKAIU3alMs - pAIbK ClIydaid OT KIMHUYHATA PAKTHKA.
Hepmaronornuen npernex 2012; 1 (1): 22-25

Pesiome

basoyeayaaprusm xapyunomn (BCC) e eOna om naii- yecmume Heonaasmil 8 YOGewIKAMa HAMON02UA,
KOSINO BPeOCMASIssa OkoA0 75 % Om 6CUYKY HEMEIAHOMHY WIYMOPH HA KOJCAmd. Akcuaapuama oonacm
€ JoGpe 3aiumena om CIreH4e6d eKCRO3UYHSA U IOKAAUSAYUAME HA O30y eyIaPIUA KOPYUHOM 6 masu
otaacm e omnocumenno paoxa. Camo 34 cayyas na akcunapen BCC ca onucanu 6 ceéemosnama numepa-
mypa. [Ipedcmasa ce 72 200uHa Heend, NPt KOAMO ORAAKBARUAMA OGIMUPAM O OKOAO 5 200UHU, KO2A-
MO 8 OACHAMA ARCUTAPHA O..ccocirs v crsvsinrnr wrprunapmarssin, rrvrsins serwrsnn s €HHO YBETUYNIO PAZMEPUME
cu. Damunno neovopemenena. Munanu 3abonasanus ompuva. B pamrume na 0epmamonoeuynus npeaieo
Ge YCIMAaHOBE HA Yl ePUPAHE ACUMEMPUYHA RAGKA C Npubuisumern pazviept okono 13 via u dobpe uspa-
3eHU NEPAOOOPA3HL ZPanyy, 1eKo O01e3Hena P RANayiisl. AKCHAGPHO TOKWIMSUPAHUME AUMPHU 6b-
- neyeenuueni. Usewpuena e enunmmuyna ekyusist ¢ HOCIe06ca0 XUCIMONAMOTO2UNA epugurais,
KOSIMO HORA3A: KONCA C U3HTD: L depMama 1 cOAUOn 2He30a
O MOHOMOPHU MYMOPHI KACMKH C RANUCAOHO NoOpexcoane 6 hepugepuama. Peyuoue na mymopa e
beule OMEPUN 6 X0Od HA 24 Meceunomo ©niHuHo anncneoscmie

Kniwouosn AyYMH: 6&30HCJ'IYJ'IﬂpeH KapOouHOM, aKCHJIapHa 06JlaCT, CIIUIITHYHA CKCLIU3HA

20 FT I. Dimitrov, T. Avramov, A. Kaprelyan, R. Georgiev, Y. Entchev, B. Ivanov, P. Genev, .
Krasnaliev, N. Deleva A rare case of hypertrophic spinal luetic meningitis presenting as a
transverse lesion of the spinal cord. Bulg Neurol 2013. 12/2013; 14(3):162- 167.

SUMMARY

Menrozyphiliz has varions clinical presentations. It iz relati-
vely rare in nenrological practice, but remain: a zignificant di-
agnestic and therapeutic challemge. In the prezent article we
present @ clinical caze of hypertrophic spinal ayphilitic meningi-
tiz, prezenting & a tranzverse lezion of the spinal cord at the the-
racic level, with zpastic paraparezis, zemsery losa, and wrinary
retention, az a resmlt of snbacote cord comprezzion in 2 patient
with previonzly neidentified zyphilis. We dizcvaz the dizgnostic
difficultizs in zimilar cazes, canzed by the broad spectrum of poz-
sible differential diagmoses, az well 3z by the insufficient infor-
mative value of standard azzeszments. Images from magnetic
rezonince tomography and from the histological azce=ment of
biopzy material are included. We underline the importasce of
early diagnoziz which determines to a large extent the therapen-
tic resnliz and the ontcome of the dizcaze. We emphasize the im-
partapce of newrosurgery, not only in the therapentic but alzo in
the dizgnostic process. This clinical case suggests the nsefulnes
of 1 wider application of Treponema pallidum infection sereening
in menrological practice.

EEYWORDS: Meurosyphilia, nevroinfection, hypertrophic
meningitiz, zpinal cord comprezsion

21 FT GN Chaldakov, M Fiore, PI Ghenev, J Beltowski, G Rancic, N Tuncel, L Aloe.
Triactome: neuro—immune-adipose interactions. Implication in vascular biology. Frontiers in
Immunology | Inflammation 2014;5:130 Article130 doi: 10.3389/fimmu.2014.00130 PMCID:
PMC3986561
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IUnderstanding how the precise interactions of nerves, immune cells, and adipose tissue
account for cardiovascular and metabolic biclogy is a central aim of biomedical research at
prasent. & long standing paradigm holds that the vascular wall is composed of three con-
cantric tissua coats (funicaa): intima, media, and adventitia. However, large- and medium-
sized arteries, where usually atherosclerctic lesions develop, are consistently surrounded
by periadwentitial adipose tissue (PAAT), we recently designated munics sdjpass (in brief,
adiposa like intima, media, and adventitia). Today, atheroscleresis is considered an immunse-
mediated inflammatory disease featurad by endothelial dysfunctionfintimal thickening,
madial atrophy, and adventitial lesions associated with adiposa dysfunction, whereas hyper-
tension is characterized by hypernnnarvation-associated medial thickening due to smooth
muscle call hypertrophy/hypenplasia. PAAT expansion is associzted with increased infiltra-
tion of immune cells, both adipocytes and immunocytes secreting pro-nflammatory and
anti-inflammatory (metabotrophic) signaling proteins collectively dubbed adipokines. How-
ever, the role of vascular nerves and their interactions with immune cells and paracrine
adipose tissue is not yet evaluated in such an integrated way. The presant review attempts
to briefly highlight the findings in basic and translational sciences in this area focusing on
neuro—immune—adipose interactions. herein refered to as tiacfome. Triactome-targeted
pharmacology may provide a novel therapeutic approach in cardiovascular disease.

Keywords: adipose tissue, adipokines, stherosclercsis, lymphocytes, mast cells, NGE BDNF, perivasoular nerees

22 FT Ranci¢ G, Fiore M, Pancheva R, Tungel N, Beltowski J, Zhelezov M, Ghenev P, Hinev A,
Panayotov P, Evtimov N, Yanev S, TonchevA, Aloe A, Chaldakov GN. Adipose tissue: The
renaissance marked by four paradigm shifts. Adipobiology 2014;6:48-53

One of the biggest recent achievements in the study of cardio-
metabolic diseases (atherosclerosis, hypertension, obesity, type 2
diabetes mellitus, metabolic syndrome, and Alzheimer’s disease,
which is recently viewed as type 3 diabetes, see below) is associat-
ed with the "rediscovery” of a neglected tissue, the adipose tissue.

Here we will Dance Round four paradigm shifts in the study
of adipose tissue.

In 1962, Thomas S. Kuhn published his book The Structure of
Scientific Revolutions (1st edition, University of Chicago Press,
Chicago, USA). Its publication was a landmark event in the his-
tory and philosophy of scientific knowledge (epistemology).
Kuhn challenged the prevailing view of “normal science” which

was viewed as “development-by-accumulation” of accepted facts
and concepts leading - most often - to epistemological paralysis,
we dubbed it neophobia (the term also used for children above
the age of 1 year). Kuhn argued for a model in which a period of
such conceptual continuity in normal science were interrupted
by a period of revolutionary science leading to a new paradigm,
an event he designated paradigm shift.

At epistemological level, the adipose tissue has undergone
four major paradigm shifts in last 20 years, which “upregulated”
it above the horizon. Consequently, adipose tissue takes center
stage in so many diseases that it leaves most scientists and medi-
cal doctors astonished.

23 FT PI Ghenev. Correlation is not causation: Probable role of immunization with bacillus
Calmette Guerin vaccine in atherogenesis. Adipobiology 2014;6:45-47

In spite of the enormous volume of research in atherosclerosis,

the etiological understanding of atherogenesis is still bevond
compare. The Framingham Heart Study (started 1948) (1) iden-
tified the major risk factors and this concept has become an im-

portant part of the modern medical knowledge and has led to
effective preventive strategies in clinical practice. But correlation

is not causation. In an attempt to identify etiological factors and

the immune mechanisms in atherogenesis, Georg Wick and his

co-workers in a series of experiments obtained intriguing re-

sults, which confirm that atherosclerosis may be induced in rab-

bits by treatment with a variety of agents containing heat-shock
protein of molecular weight 60 kKID (HSP6e0O) (2-7).
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24 FT Spasova S, N. Petrova, P. Ghenev. HER2 expression in renal cell carcinoma. Trakia J Sci,

2015; 13 Suppl. 2: 141-143 d0i:10.15547/1js.2015.5.02.029
ABSTRACT
Renal cell carcinoma (RCC) is the most common malignancy of the adult kidney. A variety of proteins
have been investigated for their use as prognostic tumor markers. At present, there are conflicting reports
concerning HER?2 expression in RCC.
PURPOSE: The aim of this study is to evaluate the expression of HER2 protein in patients with renal cell
carcinoma (RCC) and to determine the relationship between the tumor grading, staging and the type of
the tumor.
METHODS: The expression of HER2 in renal cell carcinoma was studied using immunohistochemical
methods in paraffin-embedded specimens from 34 patients. Of these cases, 19 patients had clear cell
carcinoma, 6 had chromophobe, 5 had papillary, and 4 had urothelial renal carcinoma. Nine of the
patients had metastases (in regional lymph nodes and distants), 25 patients were without metastases. The
membranous staining of HER2 was assessed as positive when the score was higher than 2 (0, 1 —
negative, 2, 3 — positive), according to the well accepted scoring system for breast cancer.
RESULTS: The results showed that there were varying degrees of HER2 expression in different RCC’s
histological types. The same changes in HER2 expression can be seen in the tumors with and without
metastases. There was no significant association between HER2 overexpression and tumor stage, grade
and the type of tumor. The results of the present study point out the necessity to discuss eventual
beneficial effect of Herceptin therapy.

Key words: renal cell carcinoma, HER2, immunohistochemistry

25 FT Kitanova M, Ghenev P. Chronic cold exposure: a white adipose tissue browning factors.

Adipobiology 2015;7:43-45
In the human body, there are two major subtypes of adipose
tissue, white adipose tissue (WAT) and brown adipose tissue
(BAT). Using "F-fluorodeoxyglucose (FIDG), an intravenously
administered radioactive glucose analog, it was demonstrated
with positron emission tomography and computed tomogra-
phy that the main BAT depots were disseminated throughout
the human body (around the thoracic aorta, common carotid
artery, brachiocephalic brachiocephalic artery, kidney, adrenal
glands, liver, pancreas; in anterior mediastinum, supraclavicular
fossa, axilla and thoracic paravertebral loci, also between neck
muscles). The magnitude of FDG uptake by BAT was reported
to increase with exposure to low temperature (1-4), hence cold
exposure being considered one of the major browning factors
(the myokine and adipokine irisin as well as other browning fac-
tors are not in the scope of present Darice Round).

26 FT Konsoulova A, Donev I, Conev N, Draganova S, Chervenkov T, Petrova N, Dimitrova E,
Ghenev P, Kashlov Y, Kalev D. First line 5-fu-based chemotherapy with/without bevacizumab
for metastatic colorectal cancer: one center experience results. Scr Sci Medica 2015; 47(Suppl
1): 20-25



ABSTRACT

Purpose: Colorectal cancer is the second leading cause of cancer mortality in the United States. Ac-
cording to the National Institute of Statistics in Bulgaria for 2012 there have been 2370 newly di-
agnosed colon cancer and 1664 rectal cancer cases and the total number of registered patients is
29995, Adding Bevacizumab to chemotherapy in patients with metastatic colorectal cancer im-
proves progression-free survival but yet no predictive markers for patient selection have been de-
scribed and proved in the clinical practice. In our study we examined two plasma biomarkers that
may correlate with response to first line Bevacizumab containing chemotherapy in patients with
metastatic colorectal cancer.

27 FT Popov H, P. Ghenev. Expression of CD10 as a prognostic and predictive factor in
urothelial carcinomas. Trakia J Sci, 2015; 13 Suppl. 2: 144-146 doi:10.15547/tjs.2015.5.02.030

ABSTRACT

Purpose: The aim of the study is to compare the expression of CDI10 in invasive and non-invasive
urothelial carcinomas.

Methods: Primary sites of 40 cases of urothelial carcinomas were studied on H&E stained sections from
the original biopsy paraffin block, out of them, 20 - with and another 20 — without smooth muscle
invasion. For CD 10 expression routine immunohistochemical procedure was applied, using DAKO
FLEX monoclonal mouse antihuman clon 56C6.

Results: Two groups - invasive and non-invasive urothelial cancers were compared in regard to CD10
expression. The results definitely reveal that most of the cells in all invasive cancers express CD10, while
in non-invasive cancers CD10 expresion was absent.

Conclusion: The results provide convinsing evidense for CD10 role in urothelial cancer invasiveness in
underlying smooth muscle.

Key words: CD10, urothelial carcinoma, invasive

28 FT Pavlov S, Ivanova I, Popov H, Tzaneva M, Ghenev P. A rare comorbidity: dermatitis
herpetiformis and sarcoidosis - a case report. Serbian J Dermatol Venerol 2016; 8 (3): 171-176.
Abstract

Sarcoidosis is an enigmatic, multisystem granulomatous disease of unknown etiology and wide range of clinical presentations.
Case report: A 54-year-old female presented with facial rash: polymorphic, round, infiltrated erythematous plaques, 1 -3 cm
in size, disseminated on several areas of the face. The medical history was consistent with dermatitis herpetiformis and
persistent intrahepatic cholestasis. The laboratory test results suggested celiac disease (strong positivity of IgA anti-tissue
transglutaminase antibodies) but upper endoscopy was not performed to confirm it. The skin biopsy revealed noncaseating
epithelioid-cell granulomas, and negative direct immunofluorescence showed IgA deposits in the dermis. Sarcoidosis with
cutaneous and hepatic involvement was established based on compatible clinical findings and supportive histology. The
period between manifestations of Duhring disease and skin manifestations of sarcoidosis was 20 years. Conclusion: Our
clinical case supports the hypothesis for common immune pathogenic factors in gluten-sensitive diseases and sarcoidosis.
The simultaneous occurrence of celiac disease and sarcoidosis is rare, but should not be under recognized.

Key words

Sarcoidosis; Dermatitis Herpetiformis; Comorbidity; Wheat Hypersensitivity; Diet, Gluten-Free; Epithelioid Cells; Granuloma;

29 FT Kamunos S, B. Beaxos, U. Illepes, 1. onesa, A. Kupxoposa, H.I{ones, JI. iBaHoBa,
[1.I'enes, T.PaneBa, XK.I'eopruesa. Pons nra HMGBI1B narorene3ara Ha MUOKapJHUsI HH(PAPKT.
JImarHOCTHYHY U IPOTHOCTUYHU actiekTu. Hayka Kapawonorus 2016 (4):175-178



ABSTRACT

PURPOSE: Recently new roles for vitamin K, different from that in coagulation, have been proposed,
including prevention of cardiometabolic diseases. It was the aim of the present work to evaluate the

impact of vitamin K treatment on the changes in liver and pancreas of rats with experimentally induced
metabolic syndrome.

METHODS: Four groups of rats were used, as follows: one control group fed regular rat chow; one
group fed high fat, high fiuctose (HFHF) diet for 12 weeks to induce a metabolic syndrome (MS) and
two groups with MS treated with vitamin K1 and K2 respectively. At the end of the experiment, liver
tissue and pancreatic were dissected out for morphological examination.

RESULTS: All groups of rats fed HFHF diet expressed liver histological changes consistent with
steatosis. These alterations were more pronounced in the groups treated with vitamin K2 and K1. The

pancreatic tissue of the HFHF fed animals showed similar degree of lipomatosis irrespective of
treatment.

CONCLUSIONS: In rats with diet-induced MS, treatment with vitamin K1 and K2 did not produce the

expected morphological evidence of improvement, even tended to aggravate the liver changes. These
results disagreed with other effects of vitamin K that were established.

Key words: Vitamin K, liver steatosis, pancreatic lipomatosis, rats, high-fathigh-fructosediet

30 FT Kitanova M, Popov H, Gancheva S, Zhelyazkova-Savova M, Galunska B, Ghenev P.
Effects of vitamin K on liver steatosis and pancreatic lipomatosis in experimental model of
metabolic syndrome. Trakia J Sci, 2016; No4, pp 351-355.

BslBegernue

PasnpocmpaHeHuemo Ha ucxemudHama boaecm Ha
copuemo U copgedYHama HegocmambpbyHoom gocmuza 8%
8 3anagHuMme cMmpaHu u e Nnpu4uHa 3a noBevye om 30% 3a
cvvpmHocmma’. [lokasa ce, ye Hat-epekmuBrHama cmpa-
mezus 3a AedYeHue Ha egHa om dopmMume Ha ucxemuui-
Hama 6onecm — ocmbp uHdapkm Ha muokapga, e He3a-
6aBHa penepdysusa ¢ nopBuuHa nepkymanHa kopoHapHa
aHzuonnacmuka (PCl)* %, Bonpeku moBa, nauyuenmume,
npekuBeau ocmovp mMuokapgeH uHdpapkm, umam 10%
no-Bucok puck om cvbpm u 25% no-8ucok puck ga pas-
Buam cobpgeuHa HegocmamobyHocom B8 pamkume Ha egHa
zoguHa om uHuugeHma®. NMauuernmume c muokapgeH
uHdapkm coc ST-eaeBauusa (STEMI), aekyBaHu ¢ nopBuu-
Ha aHzuonaacmMuka uAau ¢ mpomBoAumuuHUu cpegcmBa,
ca usnoXkeHu Ha puck caneg penepdy3us Ha ucxemMmudHama
30Ha ga pa3Busm muokapgHa penepdysuoHHa yBpega
(I/R injury)>'°. NMapagokcanHo, I/R yBpegama moxke ga
ozpaHuyvu 6Haazonpusmyus edekm om anzuozpadcku
uszBvpweHama ycnewHa penepdysus Ha muokapga. Co-

31 FT Konsoulova A, Donev I, Conev N, Draganova S, Petrova N, Dimitrova E, Popov H,
Bratoeva K, Ghenev P. First line 5-fu-based chemotherapy with/without bevacizumab for



metastatic colorectal cancer: tissue biomarker candidates. J IMAB. 2016 Jan-Mar;22(1):1039-
1044.
DOI: http://dx.doi.org/10.5272/jimab.2016221.1039

ABSTRACT

Purpose: Colorectal cancer is the second leading
cause of cancer mortality in the USA. According to Bul-
garian National Statistics Institute, 2370 colon and 1664 rec-
tal cancer cases were diagnosed in 2012 with total number
of patients 29995. Adding bevacizumab to chemotherapy in
patients with metastatic disease improves progression-{ree
survival (PFS) but no predictive markers have been proven
in the clinical practice. In our study we examined two tis-
sue biomarkers that may correlate with response to
bevacizumab-containing chemotherapy in patients with
metastatic colorectal cancer.

32 FT S.Yanev, M.Fiore, A.Hinev, P.Ghenev, M.Hristova, P.Panayotov, A.B.Tonchev,
N.Evtimov, L.Aloe, G.Chaldakov From Antitubulins to trackins Biomedical Reviews 2016 ISSN
1314-1929

Microtubules (MT) are dynamically instable, assembling and disassembling structures of the cell. Tubulin, the major building
protein of MT, is a heterodimer consisting of o and 13 subunits. Agents that bind to tubulin and inhibit its assembly lead to
the inhibition of MT formation. Such tubulin-binding agents are usually termed MT-disassembling agents or antitubulins.
Endocytosis, matrix protein secretion, cell division, cell migration and inflammation are examples of MT-dependent processes.
Their dysfunction, in particular in arterial smooth muscle cells (ASMC), is critically involved in atherogenesis. Here we Dance
round (i) MT-based secretory patinvay in ASMC and, in turn, antitubulins for atherosclerosis therapy, and (ii) the neurotrophins,
particularly nerve growth factor (NGF) and brain-derived neurotrophic factor (BDNF) and their receptors Trk (tyrosine receptor
kinase; pronounced “track”), introducing the term trackins — Trk-targeting agents (TTA) that influence positively (agonistically)
or negatively (antagonistically) the activity of TrkA receptor for NGF and/or TrkB receptor for BDNF. We propose that some
trackins and their native ligands may have therapeutic potentials for cardiometabolic, neuropsychiatric, oncologic and other
diseases. Finally the interaction of MT-tubulin and neurotrophin Trk receptors is outlined.

Biomed Rev 2016, 27: 59-67

Key words: microtubules, tubulin, colchicine, NGF, TrkA, BDNF, TikB, disease

33 FT Ghenev P, Kitanova M, Popov H, Evtimov N, Stoev S, Tonchev A, Chaldakov G.
Neuroadipobiology of arrhythmogenic right ventricular dysplasia. An immunohistochemical
study of neurotrophins. Adipobiology 2016; 8: 55-58.


http://dx.doi.org/10.5272/jimab.2016221.1039

Abstract

Arrhythmogenic right ventricular dysplasia (ARVD) is an inherited disorder of cardiomyocyte-to-cardiomyocyte adhesion pro-
teins associated with ventricular arrhythmias and sudden cardiac death. It is a characterized by progressive fibrofatty replace-
ment of right ventricular myocardium. The presence of adipose tissue either with or without fibrous tissue, scattered among
cardiomyocytes is the histological hallmark of the disease. Being in the myocardium, adipocytes trigger damage to cardio-
myocytes, thus causing electrical instability of the right ventricular myocardium, but the molecular pathogenesis of such an
electrical instability in ARVD is still unclear. Since (i) adipose tissue replacement of cardiomyocytes is the most essential histo-
logical finding in ARVD, (ii) nerve growth factor (NGF) exerts an arrhythmogenic effect related to sudden cardiac death, and (i)
adipose tissue produces NGF and brain-derived neurotrophic factor (BDNF), the aim of the present study is to analyze immu-
nohistochemically ARVD-related adipocytes with special attention to the expression of NGF and related neurotrophins, BDNF
and neurotrophin-3 (NT-3) and their respective TrkA, TrkB and TrkC receptors. Eight cases with ARVD were autopsy proven. The
present results demonstrate that the intramyocardial adipocytes and cardiomyocytes in ARVD express NGF/TrkA and NT-3/TrkC,
suggesting that they may play a substantial part in life-threatening myocardial electrical instability.

Adipobiology 2016, 8: 55-58

Key words: arrhythmogenic right ventricular dysplasia, adipose tissue, NGF, BDNF, NT-3, Trk receptors

34 FT Stoyanov GS, Dzhenkov D, Ghenev P. Cytokeratin AE1/AE3 mimicry in glioblastoma.
Scripta Sci Med 2017;49 (Suppl 1):47-52 10.14748/ssm.v49i1.2055
ABSTRACT

INTRODUCTION: The diagnosis and treatment of intracranial tumors requires a multidisciplinary ap-
proach. A key moment in this process is the pathological verification of the tumor type. This process, al-
though aided by immunohistochemistry (IHC), can often be difficult and misleading.

MATERIALS AND METHODS: Ten histologically confirmed cases of glioblastoma multiforme (GBM) were
reviewed for their IHC reaction with the anti-glial fibrillary acidic protein (GFAP) glial marker and the CK
AE1/AE3 antibody cocktail, whose main use in neuropathology is to either prove or rule out metastatic can-
cer of epithelial origin, the primary location of which may not be known or even suspected.

RESULTS: All ten pathologically verified cases of GBM were diagnostically positive for GFAP, with eight of
them also revealing CK AEI/AE3 expression with variable intensity. Out of the CK AEI/AE3 positive cas-
es, five (50% in total) gave a low to intermediate non-diagnostic positive reaction, while the other three cas-
es (30% in total) gave a strong positive reaction with possible diagnostic value. Cells, across all GBM cases,
that tested positive for CK AE1/AE3, regardless of the strength of the reaction, were also positive for GFAP
on neighboring IHC serial slides.

CONCLUSION: The presented results reveal CK AE1/AE3 expression in a great portion of GBM cases, which
may be caused by three-dimensional mimicry between the CK AE1/AE3 and GFAP target molecules. This
therefore necessitates the need for a careful interpretation of the results. CK AE1/AE3, however, remains a
useful tool in neuropathology, regardless of the possibility of false positivity in GBM cells.

Keywords: glioblastoma, IHC, CNS tumor, antigene mimicry

35 FT Stoyanov GS, Kitanova M, Dzhenkov DL, Ghenev P, Sapundzhiev N. Demographics of
head and neck cancer patients: A single institution experience. Cureus. 2017 Jul 2;9(7):e1418.
doi:10.7759/cureus.1418. PMID:28875091



Abstract
Introduction

Head and neck cancer (HNC) comprises a diverse group of oncological entities, originating from
various tissue types and organ localizations, situated in the topographical regions of the head
and neck (H&N). This single institution retrospective study was aimed at establishing the HNC
patient demographics and categorizing the individual incidence of H&N malignancies,
regarding their organ of origin and main histopathological type.

Materials and methods

All histologically verified cases of HNC from a single tertiary referral center were reviewed in a
descriptive retrospective manner. Data sampling period was 47 months.

Results

Male to female ratio of the registered HNC cases was 53.24:1. The mean age of diagnosis was
63.84 £ 12.65 years, median 65 years. The most common HNC locations include the larynx
30.37% (n = 188), lips and oral cavity 29.08% (n = 180), pharynx 20.03% (n = 124) and salivary
glands 10.94% (n = 68), with other locations such as the external nose, nasal cavity and sinuses
and auricle and external ear canal harboring a minority of the cases. The main histopathological
groups include squamous cell carcinoma 76.74% (n = 475) and adenocarcinoma 6.14% (n = 38),
with other malignant entries such as other epithelial malignancies, primary tonsillar, mucosa-
associated lymphoid tissue or parenchymal lymphomas, connective tissue neoplasias,
neurocendocrine and vascular malignancies diagnosed in a minority of cases.

36 FT Stoyanov GS, Dzhenkov DL, Kitanova M, Ghenev P, Tonchev AB. Demographics and

incidence of histologically confirmed intracranial tumors: A five-year, two-center prospective

study. Cureus 2017; 9(7): e1476. doi: 10.7759/cureus.1476. PMID:28944115
Abstract

Introduction

Intracranial tumors (ICTs) are a diverse group of malignancies that pose an immediate threat to
patients’ lives, no matter their local or metastatic origin, benign or malignant nature. These
lesions have severe clinical courses and need to be diagnosed and treated as soon as possible,
with pathological verification being the pivotal moment in the process of determining curative
modalities.

Aim

The aim of this study was to compare the incidence of histologically confirmed ICTs in Eastern
Bulgaria, based on their type (primary, metastatic, and non-volume occupving lesions (NVOL)),
their respective subtypes, and incidence in a descriptive manner.

37 FT Stoyanov GS, Dzhenkov D, Kitanowa M, Donev IS, Ghenev P. Correlation between Ki67
grade and World Health Organization grade and patient survival in glial tumors with astrocytic
differentiation. Cureus 2016; 9(6): 1-9 €1396. DOI: 10.7759/cureus.1396



Abstract
Background

Glioblastoma multiforme (GBM) is a class IV astrocytic tumor, the most malignant of the four
groups of World Health Organization (WHO) tumors with astrocytic differentiation.

Aim
The aim of this study was to establish whether a correlation exists between the Ki-67 index of
tumors with astrocytic differentiation, WHO grade, and patient survival.

Materials and methods

A retrospective non-clinical approach to patient selection was chosen for the aim of the study.
A total of 47 patients diagnosed and treated for CNS tumors with astrocytic differentiation in
the St. Marina University Hospital, Varna, Bulgaria, from September 2012 to July 2016 were
retrospectively included into the study cohort. The cases were tested for their
immunohistochemistry (IHC) reaction with Ki-67 after their original Hematoxylin and Eosin
and IHC slides were reviewed by a single author and blind coded. The Ki-67 positivity index of
the nuclei was estimated after digitalization of the slides and calculated by the ImmunoRatio
automated counting tool. The individual Ki-67 index and patient survival of each case were
statistically compared.

38 FT Stoyanov GS, Dzhenkov D, Ghenev P. The great imitator — EMA positive glioblastoma
multiforme. Scripta Sci Med 2017;49(1):21-25

ABSTRACT

INTRODUCTION: Glioblastoma multiforme (GBM) has always been a diagnostic challenge for pathologists.
As arare oncological entry with astrocytic differentiation, it can manifest itself in a variety of histomorpho-
logical forms, mimic other tumors and it often has varying immunohistochemical (THC) profiles, further
challenging the process of its verification.

MATERIALS AND METHODS: Four pathologically verified cases of GBM, registered at the St. Marina Uni-
versity Hospital, Varna, Bulgaria were retrieved from the central pathological archive. The cases were test-
ed and reviewed based on their hematoxylin and eosin (H&E) profiles and THC reactions with GFAP used as
a glial ditferentiation marker, Vimentin - as a positive IHC control and EMA, an epithelial marker, non-re-
active in healthy brain tissue.

RESULTS: As expected all GBM cases had the histomorphological hallmarks of the tumor on the H&E stain.
They were diagnostically positive for GFAP and had a strong positive IHC reaction with Vimentin. Three out
of the four cases also revealed a varying in intensity reaction with EMA, with one case having a weak reac-
tion in individual cells that could not be considered diagnostic and the other two cases having a diffuse pos-
itive reaction in most of the tumor cells.

39 FT Rancic G, Petrovic A, Sekulovic-Stefanovic L, Boyanic V, Ghenev PIl. Adipotopography:
TOFI versus TOTI, or a hidden Homo obesus. Proc | International Symp Adipobiology and
Adipopharmacology, 2007;13-14



Abstract

The white adipose tissue is located in (i) two large depots -
subcutaneocusly and abdominally -, which are well-visible,
and (ii) multiple small depots, which are invisible without us-
ing imaging technologies (echography, computed tomogra-
Prhy and alike). Small adipose depots are located around the
heart, blood wvessels, pancreas, ovaries, prostate gland, and
Ivmmph nodes, also in the breast. Recent imaging studies dem-
onstrated the presence of four major subphenotypes in inter-
nal adipose tissue distribution: TOTI (thin outside, thin inside),
FOFI (fat outside, fat inside), FOTI (fat outside, thin inside) and
TOFI (thin outside, fat inside), the latter may be considered
an “invisible” or hidden expression of Homo obesus. Current
thinking indicates that body mass index over 20—25 kg/m?
should be considered as a “classical” anthropometric crite-
rion for overweight and/or obesity. Briefly, being lean outside
does not mean you are not obese inside.

Adipobiology 2017, 9: 57—60

Keywords: adipose tissue, adiopobioclogy, obesity,
body mass index

40 FT Stoyanov GS, Kobakova I, Stoyanov D, Zhelezov M, AngelovaM, Dzhenkov D,
Georgieva R, Ayetola L, Kovachev E, Ghenev P, Tonchev AB. Early second trimester
spontaneous miscarriage due to fourth ventricle choroid plexus papilloma. J Fetal Med.
http://doi.org/10.1007/s40556-018-0175-1

Abstract Miscarriage due to fetal tumors is an extremely

rare finding, with a varying incidence from 1.7 to 13.5 per

100,000 live births, with central nervous system tumors

occupying a minority of these cases. Herein, we report the
gross morphological and histological findings of a
17-gestational week spontaneous miscarriage in a 27 year
old multi-gravida due to a fourth ventricle choroid plexus
papilloma (CPP). The CPP was composed of a pronoun
fibro-vascular stroma covered with a dense lining of tall
cuboid sparsely ciliated single cell layer with rich in
chromatin nuclei. The cytoplasm of the CPP covering cells
was intensely colored when compared to the pale cyto-
plasm of the covering cells of the choroid plexus collected
from the lateral ventricle, which also lacked in such pro-
noun fibrovascular stroma. The fourth ventricle was sig-
nificantly dilated with parenchymal compression of
nervous tissue towards the chondral fetal cranium.


http://doi.org/10.1007/s40556-018-0175-1

41 FT P.1.Ghenev, G.Rancic, P.Panayotov, M.Fiore, A.B.Tonchev, N.Tu_ncel, _I\I.thlrtrrl]gvr,]ew
S Yanev' L.Aloe, G.N.Chaldakov Quo vadis, atherogenesis? Part 2. Tunica adiposa —
piayer in, the process of atherogenesis Adipobiology 2017; 28: 134-138.

Abstract

Today, atherosclerosis is considered an

inflammatory disease featured by endothelial

immune-mediated
dysfunction
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tant vascular area involved in atherogene

sis, our views on this

i ce
multiplex phenomenon are indeed changing. Here we D-an
i i e
round an emerging role played by perivascular adipose tissu

(tunica adiposa) in the process of ather_c}g
integrate the traditional “inside-out” (int
an “outside-in” (adventitial and adipose)
genesis.

Adipobiology 2017, 9: 61—64

enesis. We intend to
imal and medial) to
pathway of athero-

i i i f iposa
Keywords: atherosclerosis, adipose tissue, tunica adip ,

integrative approach

42 FT Chaldakov GN, Ghenev PI. Colchicine, inflammation and

fibrosis in cardiovascular

disease: merging three classical tales. Biomed Rev 2017; 28: 105-110

ABSTRACT

Colchicine, isolated from Colchicum autumnale, is a diug for acute gouty arthriti
has survived to modeznity. Over the past decades, the use Jor this very old drug ext
the advance in knowledge of (i) association of hyperuricemia and gout with cardi
bules (MT), and (iii) anti-inflammatory and antifibrotic effects of colchicine, a class
Here, we present the Bulgarian contribution to colchicine polential in the therapy g
in the early 1970's in the Laboratory of Electron Micros

brogenic) function of vascular smooth muscle cells. From

this time onward, low-dose
was incre

asingly administered orally for therapy of cardiovascular disease such
postoperative atrial fibrillation, pericarditis, cardiac hypertrophy-
Thus colchicine might be a new tool in the present therapeutic ar
MT-disassembling drugs. Further studies will defin
therapy. This may lead to deve
2017; 28: 110-115.

s a
associated heart f

‘mamentarium for

loping new and more specific antitubulins for therap

Keywords: microtubules, tubulin, colchicine, anlitubulins, cardiovascular diseases, i1

copy, Medical Institute, Vi

fnown from thousands of years whose use
ded beyond gout therapy. This was due to
ascular disease, (ii) cytoskeletal microty-
cal MI*disassembling agent (antitubulin).
(cardiovascular disease that has emerged
rna, Bulgaria, studying the secretory (fi-
colchicine (LoDoCo, 0.5 — 1.0 mg/daily)
cute coronary syndromes, cardiac surgery
ilure, and systemic necrolizing vasculitis.
hese diseases. It is simply an example of

itely be required byfore gaining feal confidence in this kind of antitubulin

of cardiovascular disease. Biomed Rev

iflammation, fibrosis



43 FT Ghenev PI, Aloe L, Kisheva AR, Singh M, Panayotov P, Fiore M, Chaldakov GN. Quo
vadis, atherogenesis? Part 1. Smooth muscle cell secretion — how foe becomes friend in the fight
against the atherosclerotic plaque. Biomed Rev 2017; 28: 134-138.

ABSTRACT

Atherosclerosis is a chronic inflammatory disease in which exacerbation leads to myocardial infarction, stroke and/or lower limb
ischemia. Phenotvpic plasticity of arterv smooth muscle cells (SMC) that can adapt to changes in the injured arterial microen-
vironment is a major determinant of atherosclerotic plaque vulnerability. Plaqgue instability has been associated with the ulecera-
tion or rupture of the fibrous cap composed primarily of SMC and collagen and elastin fibers, that covers the lipid core of the
plaque. In this scenario, we, together with SMC, Dance round recent advances that have shed light on the relationship between
inflammation, fibrosis and plaque vulnerability and stability. Specifically, we have addressed the question of how the secretory
(fibrogenic) activity of SMC occurring within the plague may become a plague stabilizer (a friend). We describe a new paradigm
shift in the cell biology of atherosclerosis that relates the inhibition of SMC matrix secretion and proliferation (the classical way
Jor reducing plaque size) to the stimulation of these processes (the new way aimed art the plaque stabilization by increasing the
thickness of its fibrous cap). Briefly, an increased secretion of matrix molecules, particularly collagen and elastin, by SMC could
“shift” them from foe to friend in the fight against the vulnerable atherosclerotic plagque. Biomed Rev 2017; 28:134-138.

Keywords: atherosclerotic plaque, fibrous cap, smooth muscle cells, macrophages, phenotypic modulation, matrix proteins,
inflammation, fibrosis, colchicine

44 FT Cnacosa C, I'enes I1. Kopenamus mexy TyMopHaTa KoaryjaaliOHHa HEKPO3a U KIIMHUKO-
MATOJIOTUYHH [TapaMeTPH TPU CBETIIOKJIEThUCH KapIIMHOM Ha 0hOpeka. BapHEeHCKU METUITMHCKA
dbopym, 2018; 7 (1): 29-34

PE3HFOME

Boeeoernue: Tymoprarma Hexkposa (TH) mHozo-
KpParmHoO € C6vpP3aHd ¢ NO-20/eMUsT pasmep Ha YMOo-
purie, no-HuUcka oudepeHuUauusd U Ho-6UCOKA HpPOo-
nupepartueHaA AKMUEHOCH U 6BHNPEKU HeE NArOceHe-
3arma i ocrmasa 00 2O/AAMA CHHEeNeH HEeU3I6EeCHHdA, Ce
CMAMA, He A NPeodcidénAaA6d UHOUPEeKIeH MapKep
3a MOo-azpecueHO OUOMO2UUHO Ho6edeHe HA MYMopda.

Ilen: I]enma Ha npoyueaHernto € da ce uU3iciaedsa
HATUHUENO HA HEKPOMUUHU YVHACINBULU 6 MeMAchia-
MutueH U HeMermacmarniuuieH C6ermIOK/IernbueH Kap -
UUHOM HA OBOperxa u 0d ce AHAIUIUPA Kopeaauuara
UM € KAUHUKO-NAMMO0CUUHIU NAPAMEPLL.

45 FT Stoyanov G S, Sarraf J S, Matev B K, Dzhenkov D, Kitanova M, lliev B, Ghenev P,
Tonchev AB, Enchev Y, Adami F, De Carvalho LEW. A comparative review of demographics,
incidence, and epidemiology of histologically confirmed intracranial tumors in Brazil and
Bulgaria. Cureus 2018;10(2): e2203. DOI 10.7759/cureus.2203



Abstract

Intracranial tumors (ICTs) attract numerous scientific teams and tremendous financial
resources worldwide. These lesions of the central nervous system (CNS) can be both benign and
malignant in biological behavior as well as local or metastatic in origin. We compared data from
two studies on primary and metastatic ICTs from Brazil and Bulgaria, based on
histopathologically confirmed ICTs from tertiary health centers. Primary ICTs significantly
outweigh the frequency of metastatic ICTs. Primary ICTs represent 86.45% in Brazil and 69.17%
in Bulgaria, with around 60% of their totals being malignant. There is a statistical dominance
of tumors from the neuroepithelial origin, with the most common entry being glioblastoma
multiforme. The second-most common primary ICT group comprises tumors of meningeal
origin. Metastatic ICTs show great variance; 13.55% in Brazil and 31.38% in Bulgaria of all ICT
cases being attributed to them. However, metastatic ICTs are even a more diverse group than
neuroepithelial tumors, with the majority of this group comprising metastatic colorectal
adenocarcinoma (almost exclusively in males), metastatic breast adenocarcinoma in females,
metastatic pulmonary carcinomas (primarily from the non-small cell group with a male
predominance), and metastatic melanoma with an even gender ratio.

46 FT H Lones, U [ones, T Uepenkos, A Koncynosa, II I'enes, E Jlumutposa, /1 Kanes.
Brusinue Ha MUKpOpHOOHYKIICHHOBH KHCEITUHU BbPXY CUTHATHH KJICTHYHH ITHTHUINA TTPH

KojopekTaneH kapuuHoMm Crucanue Ha bparapckoto Onkonoruuno [pyxectso 2012;1: 44-48
ISSN 1312-6601

PESHOME

MukpopuboHykreuHoBume kucesaurHu (rmMuPHEK) ca manku PHRK-rmone-
kynau, uszpageHu om okono 21-25 Hykneomuga, koumo He kogupam
npomeuHu, HO uraamm Basxkra dyvHkuua za peaynwpaHe Ha 2eHHa ekoe-
npecua dJypes cBopzBadHe © komnasemeHdmapHu 3'HempadcaAaupaHu
obracmmu (3'UTR) Ha undopmauuoHHa PHK. OJo mosu mMomeHrm
ca omkpurmu xusAagud rmMuPHEKO B paszsasauddHu pacmedHuAa, X2uBormAu
U rMmMukpoopzaHusmu. Hampynadu ca peguua gokazamenscmBa za
yyacmue Ha MuPHK B pazHoobpazHu BbuonsaozudHu npousecu, kamo
peayrnamopu Ha kaemouHa nposaudepauun, gudepeHuuauusa, ano-
Nnmos3a u gpya2u aBaeHuAa, cBoopszaHu ¢ oHkozeHezama, B mobBa vwucnao
u npu kornopekmaned kapuuHom (KPRK)D.

Llea Ha mozu obzop e guckymupa BosmorxkHocmume Ha muPHK za
peayrupaHe Ha oHkozernHu u MmMyMop-cynpecopHU cuzHaAHU Normiu-
LE, yuacmBawu B namozeHezama Ha KPP

Pe3omera:

1 A Hinev A, Fukuda M, Ghenev P, Mizokami A, Miwa S, Konaka H, Koshida K, Namiki M.
Clinical utility of prostate specific antigen and cytokeratin immunohistochemical expression in
male pelvic malignancies. World Congress of Surgery, Praga, Czech Republic, 7-10 September,
2005



AIM

To evaluate the clinical utility of prostate specific
antigen (PSA) and eytokeratin (CK)
immunohistochemical (1HC) expression in prostate
cancer and other male pelvic malignancies.

MATERIAL & METHODS

72 male patientswho underwent surgery for prostate cancer, bladder
cancer, or colorectal cancer, entered the study. Beside the primary
tumors, metastatic lesions (lymph nodes and bone) were analyred, as
well.

145 archive paraffin blocks and 21 fixed in formalin biopsy specimens
were initially used.

A standard THC protocol, including the primary antibodies ER-PRE
(anti-PSA), AEI/AE3Z and HMW 340 E12 (anti-CK), and the reagents of
the DAKO Envision + visualization system, was used.

2 A Tonchev AB, Stankulov IS, Ghenev PI, Pavlov PS, Chaldakov GN, Yamashima T.
Identification of putative progenitor cells in the anterior subventricular zone of the adult human
brain. C R Bulg Acad Sci 2006: 59; 683-686.

MoaekeT Ha Oo3aliHHIIMTE, JOPH H CIIE MOIOBA 3PSIOCT, 3AMa3ea, MAaKap H OFPaHHYeHa, PereHepaTopHa CrocoOHOCT,
OCBIECTBABIHA OT MPOFEHHTOPHH KISTKH, JTOKATH3HPAHH B noHe ase obocobenn 306M: CyOBEHTPHKYIAPHA 30HA MO
MPOTEHEHNE HA NPEIHHA POT HA JATEPATHHA MOIBUEH BEHTPHKYIL H cyOrpaHynapHa 3062 HA XHIOKAMITATHHA SVFus
dentatus. Tpes Nocne HOTO JeCeTIUIETHE, TE3H KISTKH CTaHaXa 00eKT Ha HHTCH3HBHH (DYHIaMEHTATHH MPOY-BAHHA C
OCHOBHA L&/ TIXHOTO Npucnocotasate KaTo eheKTHBHA KISTHEYHA TEPAIHA Ha MHOPOOGPa3HETO OT MOSBUHH 3abosdsa-
HIS, POTHHALM ¢ HEBPOHATHA 3aryta. 3a 1a H3cHeIBaMe MIOBEICHHETO HA SHOOMCHHNTE MPOTCHHTOPHH KICTKH B MaK-
CHMAMTHO OITH3KH YCIOBHA 10 TE3H HA YOBSHIKHA MOSBK, HHE H3MOI3BAXME MPHMATEH MOIEN 32 MOIBTHH HACIEIBAHHA
NpH MAMYHH, CPABHABAIKH HOPMAIHH C HCXEMHYHH yenosua. Hature pesy/iram noxassar, 4e B MO3BEA Ha MpmMa-
THTE Ce ChIBPAAT SHIOMSHHH IPEKYPCOPH, KOHTO Peardpar Ha HCXeMHs, yeeniaeaiiky ceosTa npomsdepais. Hue
CH3NANOXME MOIEHMHA “KapTa’ Ha PErHOHHTE, B KOHTO MPEKYPOOpHATA Npommbepatis ce YBeIHYMAaBa OT HCXEMHHATA
YBpEaa, KakTo H Ha (heHOTHNA HA 3PEIHTE KIISTKH, NEHEPHpaHH oT nporenrTopure. Hise onpenenmxme MQIekyim, KoM-
TO MOTEHLIMATHO Y4ACTEAT B NPeKypeopHaTa perynamst. HamaHuTe pesynmarH NOKA3BAT, Ue MPHMATHHAT MOIBK NPH-
Te#@ABa CHIONCHHA PerapaTHBHA CMOCOGHOCT, TEPANEBTHYMHOTO MOTEHIHPaHe Ha KOATO OH MO0 Oa JOBSOE M0 KITH-
HHYHO NPHIOAHMH PE3YATATH B JICUCHHETO HA MO3BUHH PascTPOHCTsa, NPOTHYALIH ¢ KISThYHA CMBPT.

Kawaosu AVMH: MO3BYUHH MPOrcHHTOPH, NMPpHMAaTH, uepcﬁpauua HCXCMHA

3 A Kornovski I, Genev P. Surgical treatment of fallopian tube carcinoma with metastases in the
pelvic peritoneum, cervix uteri (septum rectovaginale), and the colon transversum. Akusherstvo i
ginekologiia 2007; 46 (8), pp. 27-31



XHPYPIW9HO AEYEHWE HA KAPLMHOM HA MATOYHATA TPbbBA C METACTA3HN
110 TA30BHA NEPHUTOHEYM, MATOYHATA LUMWAKA (SEPTUM RECTOVAGINALE)
¥ COLON TRANSVERSUM

5. Koproecku, lNenee I.

MBAJI “Caera Anma”AJl, rp. Bapsna, ['unexosornusa xaIHHEKa
MY Bapua, Kareapa no naroasaromns

Pesrome. Npedcmasen € cnyval Ha 66 200. nauuernmxka C KapyuHoOM Ha nsiea mamoyHa mpnba,
UMMRSHIMAYUOHHU MEMacmasy No NEPpUmOoHEYM, Colon ransversum, masosu numMdHU Eb3NiU, OMEHMYM
u septum rectovaginale. OnNUCaHO € XUDYDSUNHOMO NEYSHUe U XUCIMONo2UYHUME Oa8HHU, CbUWO maxka e
npedcmaeeH xpambx 0030p Ha8 NuUMEepamypama NO OMHOWEeHUE Ha OopMU, Oua2H03a8 U NPOo2HO38 Ha
KSPUUHOMSE Ha Mamoyrama mpbba (KMT)

Kniouwoeu OymMu: MEMaECMaEsy, Masoea NePUIMOHEKIMOMUS, PaduKanHa XUCMEPeKMOMUS, KaPUUHOM Ha
mps»bama.

4 A Hinev A, Klissarova A, Ghenev P, Paunov S, Chaushev B, Chankov P, Anakievski D,
Dyakov S, Kolev N, Deliiski T. Impact of pelvic lymph node dissection in high-risk prostate
cancer. Urology 2008;72 (Suppl 5A): MP-3.06
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Impact of Pelvic Lymph Node
Dissection in High-Risk Prostate
Cancer

Hinev A', Klissarova A, Ghenev P~,
Paunov 8! Chaushev B2, Chankov P!,
Anakievski D', Dyakov §', Kolev N7,
Deliiski T*

!Division of Urology, 3rd Clinic of St
gery, ~Department of Radiology, * Depari-
ment of Patbology, St Marinag University
Hospital, Varna, Bulgaria; *Department
of Surgery, Dv. Stranski University Hospi-
tal, Pleven, Bulgaria

Introduction and Objectives: The role
of pelvic lymph node dissection (PLIND)
in high-risk prostate cancer (HR PC) still
remains controversial. The aim of the
present study was to examine the Iymph
nodes (LIN), collected during extended
PLIND in patients with HR PC, and to as-

5 A P. Panayotov, P.Ghenev, M. Fiore, L. Manni, V. Nikolova, A. Tonchev, L. Aloe, G.
Chaldakov. Neurotrophins in vascular wall and perivascular adipose tissue of human coronary
and internal thoracic arteries. 18th World Congress, World Society of Cardio-Thoracic Surgeons,
Kos Island, Greece, April 30 — May 3, 2008



INTRODUCTION

« Neurotrophins, such as nerve growth factor (NGF)
and brain-derived neurotrophic factor (BDNF),
may act not only on neuronal cells but alsoon a
variety of nonneuronal cells including vascular
smooth muscle cells and immune cells.

- We have previously reported that serum levels of
NGF and BDNF are reduced in patients with acute
coronary syndrome (ACS) as compared to control
subjects (Manni et al, 2005).

- We aimed to determine the neurotrophin
vascular wall levels in coronary arteries (CA;
atherosclerosis-prone vessels) or internal
thoracic arteries (ITA; atherosclerosis-resistant
vessels) obtained from autopsy cases with or
without advanced atherosclerotic lesions.

6 A T'enes I1., [I.JI>xenkoB, A.Tonues, I'.HanabpkoB. Pois Ha agBeHTHIMATA U
nepuapTepuagHaTa MacTHa ThKaH B areporenes3ara. JleceTu HalmoHaJIeH KOHTPeC 10
narosorusi, Xucap, 30 maii, 2009

I 43
POJIA HA AABEHTHIIUATA U IIEPUAPTEPUHAJIHATA
MACTHA THKAH B ATEPOTEHE3ATA

II. I'enes, /1. oicenxos, A. Tonues, I Yandvkoe

Karenpa no o6ma u kimHErYHa naronorus, Cekrop no KieTsysa 0HoNorug,
MemiuuHCcKy yHUBepcUTeT Bapua

Kiacuyeckure Teopuw 3a BB3HUKBAHE. M IPOrpecUpaHe Ha

aTepOCKJIEPOTUYHUTE JIE3UM Ca KOHIEHTPUpaHU BBPXY

3HAYEHWETO Ha apTepuanHaTta WHTUMa. B 1ocnexHuTe

OCCECTUIICTHA C€ TOABUXA JHUTEPATYPHU AAHHH 32 POJIATA Ha

apTepuaHaTa aiBeHTHLHA ¥ NepHapTepHaanaTa MacTHa ThKaH

7 A IxxenkoB [, H Canynmxkues, I1. 'eneB. XucTonaToaoruaHy mpoMeHU MPY CUHAPOM Ha
npasaust Hoc. D. Dzhenkov, N. Sapundzhiev, P. Genev. Histopathological changes in empty nose
syndrome. X111 Belinov's Symposium, Golden Sands, September 2012;37



XHCTOHNATOJIOTrHYHH MPOMEHH ITPH CHH/IPOM HA HPA3HUS
HOC

A. Txwenxos, H. Canynmxxues, I1. Fenen

1) Kaunuka no obwa u knununa namonocus, MEAJ "Ce. Mapuna" - Bapua
2) Kaunuka no omopunorapunzoaozus, MEAJ "Ca. Mapuna” - Baprna

Hen: Cuuapomst Ha npasuua woc (CITH). onwcan 3a nepeH 11T 1994 ot E.B.
Kern, ce nposssisa ¢ mapanokcanta o6CTPYKIMA U HA3aTHA cyxora. Haii-yecro e
OCICIMIA  OT arpecHBHA eHjOHa3anHa Xupyprus. Llenta Ha  HACTOSAIIOTO
MpOyHBate ¢ Jia Ce OMHIIAT XHCTONONHYHHTE NPOMEHH DU TO3H CHHAPOM.
Marepuan u meroau: Buoncuunu matepuanu ot nauveHtTh cwve CIIH ca
00paloTeHH criopet pyTHHHATA PAKTHKA 32 XHCTOIOTHYHO H3CJICABaNE.

™

8 A Popov H, P Ghenev. Intraglomerular kidney metastases from chromophobe renal cell
carcinoma. J Bulg Apheresis Assoc (BAA) 2013; 2: 40-41.

NHTPA-TJIOMEPYJIHHU METACTAZU B
PBEBPEK OT XPOMO®OBEH
ERERPEYUMEH KAPIIMEHOM
ifonoe X., . { eneq
Karenpa nmo ofiua ¥ XNHHHYHA NaToioris,
MeamumnHekm yHuBepenter — Bapua

Hanu=1eTO Ha METACTaTHYHM TYMOPHM KICTKH B
cerMeHTH Ha Onlpeuny moMepynl € DHAKO SBJICHHE.
JIOKaIRaHE Ca eNWHUYHE CIOy4Yan ¢ UHTpa-rnoMepyii-
HY MCTacrasi 0T NIOCKOKISTBUYCH KapilliHoM HA Osn
APod ¥ XPanonpoOROJ, ANCHOKAPIIHOM Ha naHkpeac,
XEMATOJIOTHUIHM MaNnurHeHn 3a00JisBaHKi, ME30TeIIMOM
Ha nnespara, ¥ memapom. Onucany ¢a aBa MOoaesia Ha
HHTpa-TJioMepysiny metacrtasu ( Wuketich, 1960): audyz-
HO “intracapillary”, npyu KOHTO TYMODHMTE KJICTKH pac-
rar Audy3no BEB BCHUKY rmoMepyiiiy Tydu u andysuo
“extracapillary” THin, npu xolivo uapHeTanHMs eIMTe
HA TIPOCTPAHCTROTO Ha HayMaH Ce 3aMEeHst OT TYMODHUTC
KIAETK.

9 A Ghenev P, H Popov. Morphological analysis of malignant renal tumors. J Bulg Apheresis
Assoc (BAA) in cooperation with the Institute for Applied Nephrology, Aachen, Germany. 2013;
Il; 23



MOPOOJIOTTTYEH AHAJIM3 HA
MAJIMTHEHMW PEHAJTTHMM TYMOPHM
T eneeg Il., X. ITornoe
Karenpa nmo oOima ¥ KJIMHHUYHA [MIaTOJIOTUs,
MenuummHCKH YHHUBEpPCHUTET — BapHa

YHecroTara Ha MaAJIMTHEHHUTE PEHaAJIHU TYMOPH Hapa-
CTBa B CBETOBEH Maiiad. TonxsmMa gacTt OT TyMOpHTE ce
OTKpHMBaT B HaAlpeaHall cTaauil H BB3MOXXHOCTHTE 3a Te-
PalneBTH4YHO IIOBJIHsIBAHE Ca CPAaBHHUTEJIIHO OIrpaHHYEHH.
IlenTa Ha HACTOAIIIOTO H3CJICABaAHE € Ja C€ aHaJIu3upar
MOopOTOrTYHUTE OCO0eHOCTH HA PeHANHHUTE KapLiH-
HOMHM C oOIjien no-3aablIoodYeHOo crparudunmpaHe. HM3-

10 A Kobakova I, Popov H, Dzhenkov D, Ghenev P. Large lipoma of the colon — a case report

and a review of literature. Adipobiology 2012;4: 32.
Lipomas are frequently found benign tumors,
originating from the white adipose tissue. They
may be with variable size and located at any site
in_most organs and tissues. In the gastrointesti-
nal tract, large lipomas are rare lesions, most fre-
quently located in the colon and usually reported
as incidental findings in 0.3-0.5% of cases in large
autopsy series (1,2). A variety of dinical symp-
toms may be associated with lipomas, depending
on their size and location in the gastrointestinal
tract (3-5). The most common site for sympto-
matic solitary lipoma is the ascending colon,
including the caecum, followed by the trans-
verse colon, including both hepatic and splenic
flexures, the descending colon, sigmoid colon
and rectum. In the wall of the intestine., most
lipomas are located in the submucosal space,

11 A Konosa I1, I I'eneB, T Konpaes. [laparanrnuom B o6mactra Ha filum terminale. XI
Harmonanen xonrpec mo marosiorus, [llymen, 2013; 55-56.
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MAPATAHIJIMIOM B OBJIAC TTA

HA FILUM TERMINALE
Konosa I1., Il Ilenen. T. Koazes™
Kamedpa no o6upa i KIURUYHA Namoiozsus, cuOebHA
MEOUUIA B deomono2UsL, o
AMeduyuncru ¢payamem, MeOuyuHcKu yiusepcument, 2'5“44} 1544
Krnunuxa no nespoxupypeus™ MBAJL ,, Ceema Mapuria
Baprna ‘

|
Tlaparagrivo Ma & HEBPOSCHIAOKPHHEH Tx MO
OBUKHOBEHO KACYIMpaH ¥ JOOpoKaileCIBeH, BL3IHUKBA:
CISIHANIH3IMPpanyl HEPBHH KICTKH caBp3aHn ¢ a‘azvhat :
raarmou. B IIHC, naparautigpoMa NOWTH H3i1a0 Ce HOnBPa

B cauda cquina.

12 A Tlomnos X, II I'eneB. CpaBHUTEIHO MOP(HOMETPUYHO IPOYUYBAHE HA TYMOP-aCOLUUPAHUTE
ThKaHHH MACTOIUTH NIPU PEIUANBUPAIIH YPOTEITHH KapIIMHOMH Ha MMTUKOYEeH Mexyp. XI
HalMOHaJIeH KoHrpec 1o naronorus, Lllymen, 2013; 43-44
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CPABHMTEJIHO MOPROMETPUYHO IIPOYUYBAHE

HA TYMOP ACOIE,HI/IPAHI/IT ETHBKAHHMI
MACTOIIMATY IIPM PEIIMIUBUPAIIHN YPOTEJIHHA
KAPHIMHOMM HA [IMKOYEH MEXVYP

Ilonon X, Ti. T'eumesn

Kameodpa no obuya u krunuvuna namonozus, Meowuyuncru

YVruUugepcumem — Bapra |

Onucaanre ot Epmux npez 1878 roj. MacToudTH ca
MMYHHH KIISTKM, KOWTO pearupar Ha CTHMYVIH,
oceoboxxaasaiixy  OHOJIOrHYHO aKTHUBHU Menuaropu. OT
WHMPOKUSl CIICKTEP MENUATOPH, KOMTO OTACHAT HAKOM MMAT
CTUMYHpauy, a  JOpyru UHXFOUpam  SPexT  BHBPXY
3n0KavecTBeHNTe 3a0onapanus. [locTaBuXMeE CcU 33 Lea na
H3CeABaMe  pasnpeAeNeHHETO |Ha  MAacTOHUTUTE  IipH
YPOTEIHN XKapumuHoMu. Jla cpOo¢raByuM TexHuar Opol B
OBPBUYHHTS TYMOPH HA HEPCLMAUBUPAILIN M DELMAUBHUPALLN
KapuuaoMmu., Mi3caeaBaHu ca peTPOCHEKTHUBHO OUHOMCHYHY

13 ATenes I1, M. I'eoprueBa. Mop(}oiorudHr OCHOBH Ha IEPCOHATNU3NPAHA TEPAITHS Ha
6enmonpoOen kapuuHoM. XI HarmoHaneH KoHrpec no maronorus, Hlymen, 2013; 17



a2 |

MOPPROJAOTI TYHMU ()tHOBH HA
HNEPCOHAJIMZMPAHA TEPAIIUS 1IPHU
BEJOIPOBREH KAPIIHHOM
1. I'enesn, M. I'eopruesa |

[UMEOpAa ne 0dWA U KAUKHUYHA namonozts, Meouyuncxu
rrusepcumem-Bapna L

|
benoapoSHHAT KapuuHOM OpPOIbIDKaBa na onae cpexn
HAli-yecTUTe B  HAH-TEXKO mpoTuYaluure MaTUrHeHU
3300 IABAHS, BBIPEKH  OrPOMHHMSAT H2CHE I0RATENICKYH
suTepec. llpeipueToTO Npenn roAMHU rpynupaHe ApeGHO -
HSApeSHOKIETHYLH KAPLUHOM BEYE HE € AOCTATLYHO 32
HYWKOAUTE HA MEeAUIUHCKATA oaxo:ftorym. Muoro ycunus,

2~

BEIOYMTCAHO HA XUCTONOTHYHC HHMBO €3 HACOYEHU KbBM
crpatiduiupase HAa KapuuHOMKATE ic orjiea HaMupaHe Ha
SBSHA B HeolacrudHara Tpamucd ‘,pmaxmﬂ H nOporpecus,
HOAXOMAIIM 33 TaprerHa Tepaxmx.f I'onemu =mHanexnu ce
"B37arat ¥ Ha TEeHETHYWHHUTES U3CheBaHusN. Ilenta na
HACTOMINESTO IpOoyuBale € Ja C¢ QnmuuIaT MOpQOIOTHHHU
SGCODCHOCTH, YCTAHOBEHW npu 96 Ecﬂyqag ¢ SBenoppoben
=apuunoM. Oraerend ca XUCTONOTUYHHTE BapHaHTH M

¢

=

14 A Tlomnos X, I1 'eneB. MukpocKorcku 0COOEHOCTH Ha PEIKU BapUAHTH HA YPOTEIHUTE
kapuuHoMH. XI HanmonaneH koHrpec no naronorus, [ymen, 2013; 46.
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MUKPOCKOIICKH ()COBEHOC’I:E'I HA PEAKM
BAPUAHTU HA YPOTEJIHHATE KAPFJ!’EHONIH

Ilomos X., IL T'enes |
; 4 ' cust, Meouyuncerku
Kamedpa no obuya ¥ KIUHUSHA namono UL, |

yruueepcumen — Baphu |
’ N
TyMopHTe HA MHUKOUHMA MEXYP 3acsraT 113(,)12—;&1(2:8
Bp3pacTra Haz 05 ronxHu. 3aboneBaeMOCTT | e 100 kit
MBIKe ¥ 3,3 JKEeHH. Habmogasa ¢ TEHACHUMS 33 nosmnandni
12 3260 IBAHETO, KAKTO H IO-BUCOKA 4ecToTa Ha cq_n'r'aﬂuit
38 PeAKHA BApUAHTH Ha YPOTCIHHA KAPLAHOMY. Iip@m'raaﬁr:;:
3 cnyuas Ha TAWCHTH C PAAKO cpema}giu Bz‘a;{;gaﬁ"m; oo
ypoTEIeH KapUUHOM € TIOX 5% uecToTa CHopen C30 ot '
rojuna. 1Ibper cnydai: JKeHa Ha BE2pACT 62 TOIMHH

e v ey eTYXABACENTTIAG Y



15 A Zhelyazkova-Savova M, Galunska B, Gancheva S, Popov H, Kitanova M, Genev P. Effects

of vitamin K on rats fed high-fat high-fructose diet. J Biomed Clin Res 2014, 7(1); Suppl. 1, p.
62

Summary

This study was undertaken 1o test the hypothesis
that osteocalcin — a bone derived vitamin K
dependent protein. plavs an smportant role in
carbohvdrate metabolizm and disorders.

in rats fed high-fat hgh-fructose (HFHF) diet 1o
produce 8 metabolic syndrome, vitamin Ki and
K2 were adoministered orally throughout the 12
weeks perntod | of diet manipulation.  Insulin
tiolerance fest was performed at the end of the
study. Behaviogal tests for locomotion, anxiety,
depression and memory were also carried out,

16 A Chaldakov GN, Aloe L, Tonchev A, Fiore M, Panayotov P, Rancic G, Nese T, Beltovsky J,
Stoev S, Zhelezov M, Ghenev P, Hinev A, Evtimov N, Yanev S. Adipobiology: A research field
marked by five paradigm shifts. Rom J Diabetes Nutr Metabol Dis 2015;22 Suppl 2: 13
+Adipobiology 2015;7:56

Ses candl chipht leztene we wnll sten wath 8 bt
e arvey  Adesnedly, the accomslines  of
showse e (AT wa lmbnl 0 ooesity. The was
e Hhpoocrates, Who cived St “apdder cocrh s

B0 16 Tacd who are saraelly Tl than is $e
somee Shart ¢ foodke A M Nsconrar Conoerang e
o SV tx of Gorpwony (17275 W e fint
S mgie munngrh an whoeey  The asdipocyw

17 A Ghenev P, Kitanova M, Stoev S, Popov H. Arrhythmogenic right ventricular dysplasia:
another example of adipose tissue related diseases — involvement of neurotrophins. Rom J
Diabetes Nutr Metabol Dis 2015;22 Suppl 2: 20 +Adipobiology 2015;7:61

Arrhythmogenic right ventricular dysplasia (ARVD), also
known as fatty degeneration of right heart, is a heritable
disorder characterized by progressive degencration and
fibro-fatty replacement of right ventricular myocargiium,
causing clectrical instability of the right wventricular
myocardium, ventricular tachyarrhythmia and s.udden
death at a young age [1]. Several lines of evidence
suggest that impairment of cardiomyocyte adhcsior}s
(desmosomal proteins) may be the underlying pathogenic
mechanism via accelerating apoptosis of these cells [2.]3



18 A T'enes I, IToroB X, IlepeB 1. Mopdomoruuna XeTeporeHHOCT MPU HeAPEOHOKIEThUEH

oenoapobeH kapruHoM. Harmonanna koHgepeHus no naroiorus, Tpssaa, 2015; 22.

Bunpokn  Muorobpoisre  micieasanm Mo BeNe
HOCTHIHATHTE YenexH, GeroapobHUST XEDUMHOM IPOUBIKENS
Orae Hali-MeCTMAT M TEXKO NPOTHYIAIL INOKAMCCTECH TYMOP
TepaneBTHUHITE  BAACKTHM,  BLIIACAHM (1@ reNeTHIHMTe
MICHCABANMR M HA NEKAPCTBCHHTC CPOICTRL OT Ipynia  ha
THPOIHH-KHHEIHITTE BHXNIOITOPH HA PEUSITOPA HA CIIMACPMATHIA
pacTexes GAKTOP €2 AOHAKERAC DOMPEHCHIN OT DHCOKHN 1POLEIT
HE OITOEAPALIM  Ma JevenMeTo # Gbp30  pazBMBMuITA O
pesicrenmuoct.  Leara wa HUCTORIETO wcneasaie ¢ na Gnoa
MICACABAHN  PASAMYME  MOphONOrIHN  nokasyiean opn 124
DHONCHYME PEICKUMONNN N HEKPONCHHHE CIYMAs © Ol
HHTCPHONMPAHE HA JAININTE  CHPEMO  XIHNMYHOTO  DPOTHYAHC.

19 A Slnynosa H, [TomoB X, I'enes I1. Ciyyaii Ha cKJIepoAepMHEsl ChUeTaHa ¢ BTOpHYHA
xemoxpomaTosa. Hanmonanna kondepennus mo natonorus, Tpssaa, 2015; 52-53.

CHeTesHa  Cxneposh ¢ sadamisaiie  © HENhecTHa
CTHOBOTHR, XAPAXTEPHIHPAILO C¢ ¢ rescpamnipane Gubposupane
HA  CHOUIHHMTESOHATE THEKRH HAa SepMaTa B DHTCPCTHUHATHATA
CRAANHNTCNNA THRAH KA seTpewmare opram.  [pencrangme
BYTONCHOHEH CAyHai Bi S4-rONMINCH MEX C PAIrBPHATA KIHMHYI
H MOMO.'IDI'I!‘IIIB KUPTIHHR B3 CHCTEMIE CRIZPOLCPMIA, CupicTaHa
¢ KTOPHMHA XesoxpoMmarosa, B sONKPETHMN CRywaR npiemise
XEMOXPOMITOSITS 3 ¥TOPINHA, NOPATN JHMNCATA HA OTHAFANE Ha
XEMOCHACPIH B XOAKITI M AHBMUECTINIITE L3N 33 MHOTOXPATHH
xemorpancdym. CrucTanieTo Hn ZReTe WOMINKINML BOIH 0

20 A TlomoB X, Munkosa B, I'enes I1. Ciryuaii ¢ light chain deposition disease — Bb3MOXHOCTH
Ha Mop¢ostornyHa auarsoctuka. Hannonanna kondepenus no narosiorus, TpssHa, 2015;49-
50

Zabonusanero ¢ oraarasc wa nckn sepuri (Light chai
deposition disease - LCDD) ¢ cpasunmenso HOBO N ONMCAHO 3
mupsi 06T npes 1976 ron. npy jsama NAUMeHTi C XpacH craan
Ha Onbpeuno 3aGonssane. Yecrorara wa LCDD e menssecri
Cpeanira suipact npi NOCTABSISTO HAa anarnozara ¢ 58 roannn

21 A Teonoposa U, benkoa M, banes b, [Tonos X, ['enes I1, Ukonomo B. brOpeuno 3acsrane
[P peAKH 3a00JIsIBaHUs B I€pMaTOJIOTUsATa — KIIMHUYEH citydail. [leTHanecera HanoHanHa
KOH(_I)epeHLu/_Ig ,',I[I/Ian'ma B 21 Bek™. 2015.

fonAMa 4acT OT cOMaTNHUTE 2a00NABAHMA €8 CBNBTCTBAT OT KONoM

NPOMEHK, KOUTO MIKCKBAT HamecaTa Ha aepmatonor. B Espona oxono 30 man.

AYWH CTPAAAT OT PeatA reHeTwHN Kowxm 3abonasamms ~ 6%-8% or obwara

nonynauws. bBynoasare enugepmonusa (BE) e paako macneacTsewo

reHeTvaM0 3a00nRBaHE, KOETO Ce xapakrepuiupa ¢ abHopMHa peakyns wa

KOXATE ¥ NWrasnlMTe KoM MexassvHa Tpasma. B Bunrapus xopara cue

aabonnsaneTo ca okono 100 ayww. Npubnuamrenso 500 000 ayw# 8 UAN C8RT

crpanar or BE. Mo ceeta wapwyar xopara ¢ Oynoasa enupepMonuaa

Jenepynenn xopa”, a abonseasero .nenepypexa Sonect.” [MmuTHpam



22 A Spasova S, P. Ghenev. Xp 11.2 translocation renal cell carcinoma: a case report and a
review of literature. Hanimonanna kondepennus, [Tnesen 2015
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23 ATenes I1, Jlone . Mopdosorndan OCHOBH Ha TapreTHa Teparusl U JIEKapCTBEHA
pe3ucTeHTHOCT mpu 6enoapoden kapruHoM. X1 Hanmonanen konrpec no naronorusi, Benuko
TwvpHOBO, 11 Mait 2017

JHIICA HA OTTOBROP. MeXaHH3MHTe 3a JIHIICa Ha OTTOBOP HIH Bh3HHKBAHE HA
PE3NUCTEHTHOCT Cca H3KIIOYHTETHO pa3HooOpa3HH. [{enTa Ha HaCTOAMIETO
MIpOyUBaHe € JIa e OIMHIIAT MOP(oNoruuHN 0cO0eHOCTH. YCTAHOBEHH IPH 46
cayuas ¢ 6emoapodeH kapruaoM. OTUeTEeHH ca XHCTOJIOTHIHHTE BapHAHTH H
MIOJIBAPHAHTH Ha TYMOpPa, HMYHOXHCTOXUMHYHA €KCIIPECHS Ha MapKepH, KaTo

24 A Chaldakov GN, Aloe L, Tonchev AB, Ghenev P, Maucher A, Fiore M, Zhelezov M.
Adipobiology of the brain: from brain diabetes to adipose Alzheimer‘s disease. Scripta Sci Med
2017



Abstract

Recent studies suggest that diabetes mellitus affects multiple cognitive functions
including expression of amyloid precursor protein (APP), amyloid-p (AB) peptide and
hyperphosphorylated Tau - molecular signatures of Alzheimer’s disease (AD).
Further, the administration of streptozotocin (STZ), a well known experimental
model for diabetes, induces brain insulin resistance and cognitive alterations
resembling those in AD patients. Thus the STZ treatment became a new
experimental tool in studying AD, which is increasingly evaluated as type 3 diabetes.
Accordingly, the concept of brain diabetes was introduced. We have reported that
STZ-induced diabetes is associated with changes in nerve growth factor (NGF) levels
in both pancreas and brain (Arch Ital Biol 2007; 145:87-97). Intriguingly, data of an
extraneuronal production of both APP and AR peptides including in the adipose tissue
were reported. In the last 20 years, adipose tissue and its endocrine secretory
proteins (adipokines) take center stage in studying cardiometabolic (including
diabetes) and neurodegenerative (including AD) diseases, both associated with
adipose-derived neurometabotrophic factors (e.g. NGF, BDNF, leptin, adiponectin,
betatrophin, neudesin, progranulin, irisin) (World J Pharmacol 2013; 2: 92-99).
Altogether, our hypothesis of adipose tissue as a third brain (Obesity Metab 2009; 5:
94-96; Cell Biol Int 2010; 34:1051-1053), herein referred to as adipose AD, may
sound more plausible at present. However, the major questions which remain to be
answered are: (i) may AD pathology spread from the adipose tissue to the brain, and
(ii) may AD be considered a neurometabolic disease.

25 A Ghenev PI, Hinev Al Evtimov NT, Tungel N, Panayotov P, Anakievski D, Ranci¢ G,
Beltowski J. Multiple faces of adipose tissue. BMR volume 23, p.69 2012

Today, three main types of adipose tissue are recognized: the
“classical” brown adipose tissue (BAT) and white adipose
tissue (WAT), and the so-called brite adipose tissue (brown-in-
white adipose tissue). All these are dynamic multifunctional

assemblies composed of adipocytes, fibroblasts, immune
cells, nerve bundles, blood vessels, and extracellular ma-
trix. Unlike white adipocytes, which function primarily
to store up lipid/energy, brown adipocytes burn lipids to

generate heat in a process known as thermogenesis. Recent

26 A Kobakova I, Popov H, Dzhenkov D, Ghenev P. Large lipoma of the colon — a case report
and a review of literature. BMR p.78 volume 23, 2012



Lipomas are frequently found benign tumors, originating
from the white adipose tissue. They may be with variable
size and located at any site in most organs and tissues. In the
gastrointestinal tract, large lipomas are rare lesions, most fre-
quently located in the colon and usually reported as incidental
findings in 0.3-0.5% of cases in large a

l‘iﬁ"t}' Of clinical symptoms may be assuciatcu wiun L ULLLad, We-
pending on their size and location in the gastrointestinal tract
(3-5). The most common site for symptomatic solitary lipoma
is the ascending colon, including the

transverse colon, including both hepatic ana splenic nexures,
the descending colon, sigmoid colon and rectum. In the wall
of the intestine, most lipomas are located in the submucosal
space, less frequently they develop beneath the visceral peri-

toneal surface. We present here a case of a 60-year-old man

27 A Evtimov NT, Hinev Al, Anakievski D, Zhelezov M, Tonchev AB, Ghenev PI.
Adipoparacrinology of prostate cancer. BMR volume 23, 2012; p.96

The global epidemics of obesity and related cardiometabolic,
malignant and neurodegenerative diseases has focused atten-
tion on adipose tissue biology and the role played by adipose-
secreted biocactive molecules (adipokines, neurotrophic fac-
tors, fatty acids, prostaglandins, steroid hormones, vitamin
D3, NO, I1,S) in the regulation of a wide array of physiologi-
cal and pathological processes. Until recently, physicians have
looked upon obesity as an accumulation of external adipose
tissue (subcutaneous and abdominal). This was routinely
evaluated by anthropometric measurements including body
mass index and waist, hip and, recently, neck circumference.
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