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I'7.1. M Kitanova, H Popov, S Gancheva, M Zhelyazkova-Savova, B Galunska, P Ghenev.
Effects of vitamin K on liver steatosis and pancreatic lipomatosis in experimental model of
metabolic syndrome. Trakia Journal of Sciences, 2016; 14 (4): pp 351-355.

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 fructose (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.

HEJI: nanocienvk ce o0ckxkaar HOoBM (yHKUMM Ha BuTamMuH K, pasnuuHu oT Te3u B
KPBbBOCHCHPBAHETO, BKIIOYUTEIIHO NMPEBEHIUS Ha KapJuoMeTa0oauTHH 3abonsBanus. Llenra Ha
HacTosIara padbota 6ele a ce OLEeHH BIUSHUETO Ha JIeYeHUEeTo ¢ BUTaMMH K BbpXy npoMeHuTe
B YepHUs Apo0 M MaHKpeaca Ha ITbXOBE C EKCIIEPHUMEHTAIHO MPEIM3BUKAH MeTaboJIuTeH
CUHJPOM.

METO/IU: u3noj3BaHM ca YETUPHU TPYNHU IUTBXOBE, KaKTO CJEABA: €JHAa KOHTPOJIHA Tpyra,
XpaHeHa ¢ OOMKHOBEHA XpaHa 3a IUTbXOBE; €Ha rpyma, MpuemMaia XpaHa ¢ BUCOKO ChAbp)KaHHUE
Ha Ma3HMHU U (pykroza (BCM®) B mpoabikeHne Ha 12 ceiMuIM 3a NMpeIu3BUKBaHE Ha
metabonureHn curjpoM (MC) u ase rpynu ¢ MC, Tpetupanu cboTBeTHO ¢ Butamud K1 u K2. B
Kpasi Ha eKCIIepUMEHTa YEpHUSAT Apo0 U MaHKpeachT OsiXxa celpaHy U B3€TH 3a MOP(OIOrHUHO
U3CIIE/IBAHE.

PE3YJITATH: npu BcHYKH Tpymu IUTbXOBe, XpaHeHH ¢ auera ¢ BCM®, ce nabmromaBaxa
XHUCTOJOTMYHU MPOMEHH B YepHUS Jpo0, ChOTBETCTBAILM Ha cTeaTo3a. Te3u nmpomeHu Osixa mo-
CUJIHO M3pazeHu B rpynute, Tpetupanu c¢ ButaMuH K2 m Kl1. IlaHkpeatmynata ThKaH Ha



KUBOTHHUTE, XpaHeHH ¢ BCM®, mnoka3za cxopHa CTENEH Ha JMIIOMAaTo3a HE3aBUCUMO OT
JICUEHHETO.

3AKJ/IFOYEHMUE: npu murexose ¢ auernyHo unaynupad MC nedyenuero ¢ Buramus K1 u K2 ne
BOJIM JI0 OYaKBAaHUTE MOP(OIOTUYHM TOKA3ATENICTBA 3a MOA00pEHHE, TOPH UMa TCHICHIUI KbM
3abJI00YaBaHe Ha UEPHOAPOOHMTE mpoMeHU. Te3u pesyaTaru ce pasMHHAaBaT C JAPYIH
ycTaHoBeHU edekTu Ha BuTamuH K.

I'7.2. Deyan Anakievski, P. Ivanova, Martina Kitanova. Laparoscopic Management of
Congenital Mesoblastic Nephroma - Case Report. Urology case reports, 2019 July;
26:100979.

Congenital mesoblastic nephroma (CMN) also called leimyomatous harmartoma is a
mesenchymal renal tumor. CMN is the most common solid tumor in newborns and young infants
which is basically benign. Pathologically there are three variants of CMN - classic (conventional),
cellular (which is more aggressive) and mixed. In a complete surgical removal of the tumor
(nephrectomy), the literature results are excellent.

Konrenuranausar wme3obnmacter Heppom (KMH), wapuuan ome neliMuOMAaToO3eH
XxapMaToMm, € Me3eHxuMeH 0b0peueH Tymop. KMH e Haii-uecTo cpelanusT CouaeH TyMOp Ipu
HOBOPOJEHHU U MAJIKH JIella, KOWTO MO MPUHIUIN € JoO0pokauecTBeH. [1aToIoruuHo chliecTByBart
Tpu BapuanTa Ha KMH - kiacudecku (KOHBEHLMOHANEH), KJIEeThYeH (KOMTO € Mo-arpecuBeH) U
cMmeceH. [Ipy mbIHO XUPYpPru4HO OTCTpaHsBaHE Ha TyMopa (HEPPEKTOMHS) JUTEpaTypHHUTE
pe3ysTaTH ca OTINYHH.

I'7.3. Silvia Gancheva, Martina Kitanova, Peter Ghenev, Maria Zhelyazkova-Savova.
Experimental model of subclinical vitamin K deficiency. Folia Medica, 2020; 62(2):378-384.

Introduction: Vitamin K (VK) is a co-factor in the post-translational gamma glutamic
carboxylation of Gla-proteins. VK-dependent coagulation factors are carboxylated in the liver by
VK1. Osteocalcin and Matrix-Gla protein (MGP) are carboxylated in extrahepatic tissues by VK2.
A model of VK deficiency would be suitable for studying extrahepatic Gla-proteins provided that
severe bleeding is prevented.

Aim: The aim of this work was to adapt an established protocol of vascular calcification by
warfarin-induced inactivation of MGP as a calcification inhibitor, in an attempt to create a broader
state of subclinical VK deficiency and to verify its safety.

Materials and methods: Two consecutive experiments, each lasting 4 weeks, were required to
modify the dosing schedule of warfarin and VK1 and to adapt it to the Wistar rats used. The
original high doses of warfarin used initially had to be halved and the protective dose of VK1 to
be doubled, in order to avoid treatment-induced hemorrhagic deaths. The second experiment aimed
to confirm the efficacy and safety of the modified doses.

To verify the VK deficiency, blood vessels were examined histologically for calcium deposits and
serum osteocalcin levels were measured.



Results: The original dosing schedule induced VK deficiency, manifested by arterial calcifications
and dramatic changes in carboxylated and uncarboxylated osteocalcin. The modified dosing
regimen caused similar vascular calcification and no bleeding.

Conclusion: The modified protocol of carefully balanced warfarin and VK1 doses is an effective
and safe way to induce subclinical VK deficiency that can be implemented to investigate VK-
dependent proteins like osteocalcin.

BobBenenue: ButamuH K e KodakTop B TOCTTPAHCIAIMOHHOTO TaMa-TIyTaMHHOBO
kapOokcuupane Ha Gla-nporennute. 3aBucumute oT BUT. K (hakTOpu Ha KPHBOCHCHUPBAHETO CE
kapOokcunupat B uepHus 1pod ot BUT. K1. Ocreokanmuuabt 1 Matrix-Gla nporennstr (MGP) ce
KapOOKCHIIMPAT B M3BBHUCPHOPOOHUTE ThKaHU OT BUT. K2. Monenbt Ha nedunuT Ha BUT. K Ou
Oun MOAXOIAII 3a W3ydyaBaHe Ha ekcrpaxenarainaure Gla-mpoTewHH, TpU YCIOBHE Ye ce
MIPEeIOTBPATSABA TEKKO KbPBEHE.

Heux: nenta Ha Ta3u paboTa € 1a ce aanTupa yTBbPACH MPOTOKOJ 33 ChJJOBH KaJII[UEBU OTJIAraHUs
4ype3 UHAyIMpaHa ot Baphapun nHaktuBanms Ha MGP xato nHXHOUTOpP Ha KaTUpUKAIHITA, B
OITUT JIa C€ CH3/1a/Ie TO-IIHUPOKO CHCTOSTHUE Ha CyOKIMHMYeH AeuuuT Ha BUT. K 11 1a ce mpoBepu
Herosara 0€30MacHOCT.

Marepuanu U MeTOAU: [IBa IOCIECAOBATEIHU EKCIIEPUMEHTA, BCEKU C MPOIBIDKUTENHOCT 4
cenMuly, 0sxa HeoOXOJUMHU 3a IIPOMSHA Ha cxeMmaTa Ha Jjo3upaHe Ha BapdapuH u BuT. K1 u 3a
aJlanTHPAHETO M KbM H3MOJI3BAaHUTE TUIBXOBE OT rmopojara Wistar. [TbpBoHavaIHO H3MOI3BAHUTE
BHCOKH 103U BapdapuH TpsOBaiie J1a ObJlaT HaMaJeHH HaloJIOBHHA, a 3alluTHaTa j1o03a BUT. K1
na ObJe y/IBOCHA, 3a Jla ce U30erHaT MpeIu3BUKaHUTE OT JIEYEHUETO CMbPTOHOCHU KPbBOU3IIUBH.
Bropusit excnepuMeHT uMalie 3a Lel Ja NOTBbpAM e(pUKACHOCTTa MU Oe30IacHOCTTa Ha
Mo (UIIMPAHUTE TO3H.

3a na ce npoBepu AeUIUTHT Ha BUT. K, KpbBOHOCHHTE CHJIOBE 051Xa U3CIIEBAHH XUCTOJIOTUYHO
3a KaJIIMEBU OTJIaraHus U 0sxa U3MEpPEeHU CEpyMHUTE HUBA HA OCTEOKAJIIUH.

PesyaraTn: nmbpBoHauagHaTa cxema Ha J03MpaHe Npeau3BHKBa aeduuuT Ha BUT. K, KoliTo ce
MposBsIBA C apTepHaHM Kaluu(pUKaTH W JIpaMaTUYHH NIPOMEHU B KapOOKCHIMpaHUS H
HeKapOOKCUIIMpaHUsl ocTeoKaIuH. Moauduurpanara cxema Ha JIo3MpaHe peIu3BUKa 0J00HH
CHJIOBU KaJILMEBH OTJIAraHUs U HE BOAM 1O KbPBEHE.

3ak/royeHue: MOIUGUIIUPAHUAT MPOTOKOJ C BHUMATEIHO OalaHCHpaHU J03H BappapuH U BUT.
K1 e edextuBen u OezonaceH HauWH 3a NMpeAU3BUKBaHE HA CYOKIMHMYEH Aepuuut Ha BUT. K,
KOHTO MOKE J1a c€ ITpuJiara 3a U3ciie/JBaHe Ha BUT. K-3aBUCHUMM NIPOTENHU KAaTO OCTEOKAJIIUH.

I'7.4. Yankov Y, Yotsova R, Stoev L, Nikolaev N, Dimanov S, Stoeva M. A Case Report of
Mandibular Gingival Metastasis From Sigmoid Colon Adenocarcinoma With Phenotypical
Transformation Into Neuroendocrine Carcinoma. Cureus. 2024; 16(6): €62805.

This case report presents a 59-year-old female patient with mandibular gingival metastasis
from adenocarcinoma of the sigmoid part of the colon, who underwent radical colectomy with
simultaneous hysterectomy involving and left oophorectomy (due to tumor involvement) eight



years ago. Because of metastatic spread to the liver, a partial left lateral lobectomy was performed,
and because of a metastatic lesion in the left adrenal gland, the latter was excised and a partial
resection of the left kidney was performed. The patient was given a number of courses of
chemotherapy, target therapy, and immunotherapy. In 2024, because of a tumor mass in the oral
cavity that was growing and interfering with normal nutrition and speech, she was hospitalized
and a radical resection of the lesion was performed along with the involved underlying bone of the
lower jaw on the right. The morphological analysis revealed metastasis from large cell
neuroendocrine carcinoma and the immunohistochemical stains verified the gastrointestinal origin
of the lesion. The lesion was accepted as being a result of the phenotypical transformation of the
primary adenocarcinoma of the sigmoid colon. The patient had a normal postoperative period and
a smoothly healing wound and continued to be under the management of clinical oncologists
supporting chemo-, targeted, and immunotherapy. However, five months after the appearance of
the lesion and three months after its surgical removal, after a serious deterioration of her general
condition, she passed away at home.

To3u ciaydail mpencrtaBst 59-roauiHa NalMEeHTKa ¢ MeTacTa3a OT aJICHOKAPIMHOM Ha
curmMa BbB BEHElla Ha MaHAuOynaTra, KOSATO € HpeThpIsula pajuKalHa KOJEKTOMHUS C
€IHOBpPEMEHHA XUCTEPEKTOMMUSI, BKJIFOUBAIA U JIsiBa 00(hopeKToOMHUs (IIOpajiu 3acaraHe OT TyMopa)
npeau oceM roauHu. llpeaBu ycTaHOBEHO METACTAaTHUYHO Pa3NpOCTPaHEHUE B YEPHHS OO €
M3BbpLICHA YaCTUYHA JIIBA JIaTepaIHa JIOOEKTOMHUS, a METaCTaTUYHA JIe3Us B JIsiBaTa HaA0bOpeuHa
KJIe3a cTaBa IIPUYMHA 32 U3psA3BaHE Ha MOCJIEAHATa, KaTo € OCBIIECTBEHA U NapLaIHa Pe3eKIMs
Ha JjeBus OwOpek. IlpoBeneHum ca penuiia KypcoBe XUMHOTEpAmus, TapreTHa Tepamnus |
umyHotepanus. [Ipe3 2024 r. nopaau TyMOpHa Maca B yCTHaTa KyXHHa, KOSITO HapacTBa U Mpeun
Ha HOPMAaJHOTO XpaHEHE W TOoBOp, OOJHATa € XOCNMUTAJIM3UPaHa M € W3BbPIICHA pajuKaiHa
pe3eKMsl Ha JIe3HsTa 3a€JHO ChC 3acerHaTaTa MOAJIeXkalla KOCT Ha JIOJIHATa YEIHCT BJHSCHO.
MopdoaoruuHUAT aHAJIM3 MoKa3a METacTa3u OT €APOKIEThYEH HEBPOCHIOKPUHEH KapLUHOM U
MMYHOXHCTOXMMHMUYHUTE MapKepu MNOTBBPAMXA CTOMAIIHO-YPEBHMS MPOU3XO0J Ha (opMalusTa.
Jlesusita ce mpueMa KaTo pe3yaTrar oT (EeHOTHNHAaTa TpaHCPopMallus Ha [TbPBUYHUS
aJICHOKapIIMHOM Ha curmara. [lanneHnTkara nManie HOpMaJieH CIIEONEPaTUBEH NEPUOJ U TIaKO
3a3paBsABallla paHa U MPOIBIDKU JIEUEHUETO CH NPU KJIMHUYHU OHKOJIO3H, MOALBPIKAIIHA XUMHO-,
TapreTHa U UIMyHoOTepanus. 3a ChkaJleHHe, IIeT Mecela Cllel] osBaTa Ha JIe3UsATa U TpU Mecela
clle/l ONEPAaTUBHOTO I OTCTpaHsABaHE, CIEJl CEPUO3HO BIIOIIABAHE HAa OOIIOTO M CBHCTOSHHE, T
€K3UTHpA B I0Ma CH.

I'7.5. Yankov Y, Yotsova R, Nikolaev N, Stoev L, Plachkov L, Dimanov S, Stoeva M. A Rare
Case of a Plunging Ranula in a 42-Year-Old Male Patient: A Case Report. Cureus. 2024;
16(8): e68077.

Plunging ranulas are rare retention pseudocysts of the major salivary glands, most often of
the sublingual gland, and usually occur in individuals from the first to the sixth decade of life with
female predominance. Given their similar location and physical and imaging characteristics to
thyroglossal cysts, distinguishing the two lesions is often a differential diagnostic dilemma even



for the experienced physician. This case report presents a 42-year-old man for whom a preliminary
diagnosis of a thyroglossal duct cyst was made based on a physical examination. A neck ultrasound
was performed and the lesion was surgically excised. However, pathological analysis revealed a
plunging ranula of a salivary gland. A contrast-enhanced computed tomography (CT) of the neck
was performed. It showed close proximity of the lesion to the right sublingual salivary gland.
Because of this, it was assumed that the gland was associated with the occurrence of his condition,
and the patient was offered a complete sialoadenectomy. However, the patient refused this plan of
treatment. Approximately seven months later there was a recurrence for which he was operated on
again. Despite the warning of a high probability of recurrence, the patient categorically refused
sialadenectomy.

Panynute ca pelku peTeHIIMOHHU [ICEBJOKUCTH HA FOJIEMUTE CIIFOHUEHU XKJIE3H, HA-4eCTO
Ha I0JIe3UYHaTa JKJ1e3a, KaTo OOMKHOBEHO C€ Ccpeliar Mpu MHIUBUAX OT ITbPBA JI0 LIeCTa JeKaia
OT XUBOTa C IIpeoOisiajlaBaHe Ha >KEHCKHMs moj. Kato ce uma mnpeaBuj TSIXHOTO CXOJHO
MECTOTOJOKEHNE, (U3MKATHH W OOpa3HM XapaKTePUCTUKH C THUPEOTIOCATHUTE KHUCTH,
pasrpaHMyaBaHETO Ha JBETE JIE3UU 4YecTO € JU(epeHIHaTHO-IUarHOCTHUeH MpobiaeM J0pH 3a
ONUTHUA crienuanucT. To3u ciydaid npexacrass 42-TOAMIIEH MBX, 32 KOTOTO Bb3 OCHOBAa Ha
(du3uKaseH npersies € IOoCTaBeHa MpeiBapuTeIHa IarHo3a Tuporiaocaita kucra. Cies HalpaBeH
exorpadcku mperien Ha INuATa, Jie3usATa Oemie XUPYPruYHO OTCTpaHeHA. XHCTOJIOTHYHHST
aHanM3 0Oave yCTaHOBSBA PaHYJIa Ha CIIIOHYEHATa xkJie3a. HanpaBeHa e koMmoThpHa TOMOTpadus
Ha MIMATA ¢ KOHTPAacTHA MaTepus. Ts moka3Ba HEMOCPEACTBEHA OJIM30CT Ha JIe3UsTa JI0 JscHaTa
MOZIC3UYHA CJIIOHYeHa >okie3a. Jlokanusanusra mpenrnosnara, 4e »>Kjie3ara € CBbp3aHa C
BB3HMKBAHETO HA TOBA CHCTOSTHUE U HA ITALMEHTA € MIPEJIOKEHA IIbJIHA CHalloaZeHEKToMuA. Toi
obaue 0TKa3a TO3M IJIaH Ha JieueHue. [IpubnusnurentHo ceqem Mecera no-KbCHO UMallle pelunB,
1opajid KOMTO MalMeHTHT Oelle onepupaH OTHOBO. BbIpeku npenynpexIeHHeTo 3a BUCOKA
BEPOSITHOCT OT CJIE€ABAILl PELUIUB, TAIUEHTHT KATETOPUYHO OTKAa3a CUAIaJACHEKTOMUS.

I'7.6. George S Stoyanov, Deyan L Dzhenkov, Martina Kitanova, Ivan S Donev, Peter
Ghenev. Correlation Between Ki-67 Index, World Health Organization Grade and Patient
Survival in Glial Tumors With Astrocytic Differentiation. Cureus, 2017; 9:e1396.

Glioblastoma multiforme (GBM) is a class 1V 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, VVarna, 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.

Results: The histopathological groups, after the blind Ki-67 index automated calculation was
carried out, revealed no WHO grade I, two WHO grade Il samples, four WHO grade 11l samples
and 41 WHO grade IV cases, and these were included in the analysis. The two samples of WHO
grade Il astrocytic tumors had a mean Ki-67 index of 25%; however, they comprised tumors with
an individual index of 43% and 7%, both individual values with a highly unlikely index for this
group. The four samples of WHO grade 11l had a mean Ki-67 index of 4%, standard deviation
+2.16 (p>0.05), with the lowest index being 1% and the highest one being 6%. Both WHO grade
Il and 11l did not include enough samples to allow for a proper statistical analysis of patient
survival. The 41 GBM cases had a mean Ki-67 index of 17.34%, standard deviation +10.79
(p>0.05). Statistical analysis of the Ki-67 index divided dichotomously into two groups and patient
survival revealed that cases with a high Ki-67 index had no significant difference in survival when
compared to those with low expression.

Conclusions: Based on the reported results, the mean Ki-67 percentage of positive nuclei in GBM
tumor samples cannot be used to estimate the survival of patients. However, Ki-67 remains a
valuable IHC pathological tool.

Mynrudopmenust rimmobnactom (MI') e Hail-3T0KaueCTBEHUAT TYMOP C acTPOIMTHA
nudepenuranus, kiacupuuupan kato IV crenen cnopen CBeToBHaTa 37paBHA OpraHU3aLUs
(C30).

Ien: menrta Ha TOBa IpPOyYBAaHE € Ja YCTAHOBU Jald CHIIECTBYBA KOpENALUA MEXIY
nponudeparuBaus uuaekc Ki-67 Ha TYMOpUTE ¢ acTpolUTHA AudepeHIMaIKs CIope]] CTeNeHTa
Ha audepenmanys no C30 u npexxuBsieMOCTTa Ha MAallUEHTUTE.

Matrepuaau ¥ MeTOAM: U3IOJ3BaH € PETPOCHEKTUBEH MOAXO0J KbM Iojabopa Ha ciydyau. B
IIPOYYBAHETO Ca BKIIOUEHHU 00110 47 MalMeHTH, TUarHOCTUIMPAHU M JIEKYBaHU 32 TYMOPH Ha
HHC c actporutHa mudepeHnuanus B YHuBepcutrercka 6omuuna "Ceera Mapuna" - Bapha,
bearapus, ot centemBpu 2012 r. 1o ronu 2016 r. Cnyyaute ca TectBanu ¢ antuTsio Ki-67, kato
MIO3UTUBHOCTTA € OIpPENENICHA ClIe]l AUTUTAIN3AlMs Ha IPEIMETHUTE CThKJIA U U3YMCIIEHA Ype3
aBTOMaTH3MpaHo OpoeHe. MHauBuyanHusaT uajekc Ha Ki-67 1 mpeKuBsAeMOCTTa Ha MAl[UeHTUTe
3a BCEKH CITy4ail € CTaTUCTHYECKU CpaBHEHaA.

Pe3yaraTu: u3BbpIIEHO € ABTOMAaTUYHO U3YHCIISIBaHE HA MPOLIEHT KJIETKH C SpeHaTa eKCIpecus
Ha Ki67 npu pa3nuuHUTE XMCTONATOIOTMYHH IPYIH CIOpe] cTeneHTa Ha qudepennnanus. He ca
otkputu Tymopu ¢ I crenen no C30, Hamepuxme nBa ciayyas ot I crenen, yetnpu ciydas ot 111
crerned U 41 cioydas ot [V cTeneH, KOUTO ca BKIIFOYEHHU B aHAIM3a. /[BaTa acTpOIIUTHA TyMOpa OT
II crenen umaxa cpenen uaaekc Ki-67 ot 25%, kato ca npeAacTaBeHH OT TyMOPH C UHIWBHIYaJICH
unaekc ot 43% u 7%. Yerupute npodu ot Il crenen no C30 umart cpenen unaekc Ki-67 ot 4%,
CTaHJIapTHO OTKIIOHEeHue + 2,16 (p> 0,05), kato Hali-HUCKUAT UHIEKC € 1%, a Hali-BUCOKHUAT - 6%0.
N nBere rpymu II u III crenen nmo C30 He BKIIOYBAT IOCTAThYHO CIy4au, KOUTO J1a MO3BOJISAT
MpaBWJIEH CTaTUCTUYECKH aHalIM3 3a MpeleHKa Ha MPexXUBIEeMOCT Ha naruenTure. 41 ciydas Ha
MI' umar cpeaen unaekc Ki-67 ot 17,34%, cranmaptHo otkinoHenue + 10,79 (p>0,05).
CratuctuueckusT aHanu3 Ha uajekca Ki-67 ce pa3zaenu TMXOTOMHO Ha JBE IPYIU U Pe3yITaTUTe



OT M3CIIE/IBAHETO Ha MPEKUBAEMOCTTA HA MALMEHTUTE 110Ka3a, Y€ ciaydauTe ¢ BUCOK mHaekc Ki-
67 HAMAaT 3HAYMTEJIHA pa3jMKa B NPEKUBAEMOCTTa B CPaBHEHUE C TE€3M C HHUCBK IPOLEHT
EKCIIpECHS.

3akJ/l0ueHHe: Bb3 OCHOBA Ha JIOKJIAJABAHMUTE PE3YJITAaTH, CPEAHUAT IPOLEHT HAa EKCIpecus B
riauanaute Tymopu Ha Ki-67 He Moxe Ja ce WM3I0J3Ba 3a OLCHKAa Ha MPEKUBIEMOCTTa Ha
namuentute. Benpeku ToBa, Ki-67 ocTaBa 1ieHEeH MapKep B [1aTOJION0AaHATOMUYHATA [TPAKTHKA.

I'7.7. George S Stoyanov, Martina Kitanova, Deyan L Dzhenkov, Peter Ghenev. The
diagnostic dilemma of epithelial marker expression in glioblastoma. Pathology & Oncology
Research, 2019; 25(2):809-810.

Glioblastoma Multiforme (GBM) is a hot topic for research as the intimacies of this type
of malignancy seem to be a long way from being truly understood. Diagnostically however, despite
decades of research and many attempts at standardizing the histopathological diagnostic process,
GBM remains an entry to be diagnosed by experienced neuropathologists.

A key point in the pathological diagnostic process is the immunohistochemical (IHC)
phenotypisation of tumor samples. While some glial specific IHC markers such as glial fibrillary
acidic protein (GFAP) give a constant positive reaction, and are used as a diagnostic medium in
GBM, there is a wide panel of IHC markers that give positive IHC reactions with GBM tissue
samples. Some of these such as Vimentin are very unspecific and are mainly used as a positive
control for IHC reactions, but can also be used in some instances to distinguish between epithelial
and non-epithelial tumors.

Some IHC markers, such as cytokeratin (CK) AE1/AE3 and epithelial membrane antigen
(EMA) are highly specific to epithelial cells, but can very often give positive IHC reaction with
GBM tumor tissue, producing a diagnostic dilemma. Terada (2015) reported positive IHC
expression of several types of keratin antibodies, especially for the CK AE1/AE3 antibody,
confirming the findings reported by other similar studies. Terada also stated that this positivity is
due to the production of keratin proteins from GBM cells, but this statement is not supported by
anything more than IHC investigations.

However, IHC is not the most specific immunology based test and a phenotypically
positive tissue sample on IHC may not truly express the antigens tested due to conformational
mimicry between the antibody and a similar epitope in another antigen. Such is the case with
keratins and perhaps also with other epithelial markers, such as EMA, in GBM.

Whilst many authors and practicing pathologists believe that IHC is a full proof testing
method and that a high number of GBM cases express some type of keratin molecules, especially
the epitheloid and giant-cell GBM subtypes. This is not entirely true, as demonstrated by Kriho et
al. in 1997 in acomparative study of keratin expression in GBM. She concluded that the AE3
fraction of the CK AE1/AES3 antibody cocktail is the one that reacts with an antigen in GBM cells,
however in immunoblot and electrophoresis test a protein with the characteristics of keratin
filaments was not detected. Therefore, Kriho suggested that these IHC false positive results are



caused by a three-dimensional conformational mimicry with another intermediate cytoskeletal
protein such as the dysmorphic GFAP produced by the neoplastic astrocytes.

Although the result of Kriho et al. have not been recreated since, the specifics of a Western
immunoblot test highly outweigh those of IHC and are used in explaining the GBM-CK AE1/AE3
phenomena by a number of authors. Some authors such as Oh et al., who obtain similar IHC results
and base a discussion and support Kriho’s statements, without completely ruling out the possibility
of some GBM actually producing keratin molecules, but stating it as highly unlikely based on the
findings of IHC only.

Although not yet fully established and tested with means other than IHC, the positive
reactions with EMA are another novel candidate for such false positive results, based again on the
cellular specifics of the target antigen and the weak, mostly cytoplasmic IHC reaction with the
EMA antibody, compared to the physiological membrane placement of EMA.

Mynrtudopmenusar riaumobsnactom (MI) e akTyanHa TemMa Ha U3Cle[BaHe, Thi KaTo
HOBOCTUTE IPHU TOBA 3JIOKAYECTBEHO 3a00JIIBaHE 10 TOJIIMA CTENEH IPOMEHST JIOCETAIIHOTO
pa3bupane 3a Hero. OT AMarHOCTHYHA TJIegHA TOYKa o0ade, BBIPEKU ACCETHIICTHS Ha
U3CIEeABaHUs U MHOTO OIIMTH 3a CTaHJApTU3MpaHE HAa XUCTOIATOJOruyHus mnpouec, MI' ocraBa
TYMOp, KOWTO TpsiOBa a ObJie TMarHOCTULIMPAH OT OIMTHU HEBPOIATOJIO3H.

Kiiro4uoB MOMEHT B DIATOJIOTMYHHSI JUArHOCTMYEH IIPOLEC € MMYHOXHCTOXMMHYHATa
(UXX) penornnmsanus Ha Tymopa. JJokaro HIKOM crieU(PUYHY TIHATHI KMYHOXHCTOXUMHYHH
MapkepH, Kato rinaneH ¢uOpunapen kucenuneH nporenH (I'®KII), nmaBatr mocTosiHHA
MOJIOKUTENHA PEAKIMSA U C€ M3II0N3BaAT 3a AMarHocthuka Ha MI, mma mmpok nanen ot MXX
MapKepH, KOUTO JIaBaT IMOJIOKHUTEIHU peakuuu ¢ TbkaHHM mpodu ot MI'. Hskou ot TsaX Karto
Vimentin ca MHOro Hecnequ(UYHU U C€ M3MOJ3BAT IVIABHO KaTO IMOJIOXKHUTEIHA KOHTpOJa 3a
MMYHOXUCTOXMMUYHA PEaKIlys, HO MOHSAKOra Morar Jia Ob/1aT M3MOJI3BaHM 3a pa3rpaHUyaBaHe Ha
EIUTEIIHN U HEETIUTEITHU TYMOPH.

Hsxon uMyHOXHMCTOXMMUYHHN MapkepH, kato uutokepatud (CK) AE1/AE3 u enutenen
MeMOpaHeH antured (EMA) ca cnenuuyny 3a eNUTETHUTE KJIETKH, HO MHOTO Y€CTO MoraT Ja
JanaT TOJIOKUTENHA pPEeakluss Ha MMYHOXHCTOXHUMHMS C TIJIMOOJAacTOMHAa TYMOpHa TBKaH,
Mpenn3BUKBaliky fuarHoctuyHa nuiema. Terada (2015) cro0maBa 3a mosutuHa MXX excnpecus
Ha HSAKOJKO BUJa KepaTMHOBU aHTuTena, ocodeHo 3a CKAEI/AE3, nmoTBbpxkaaBaiiku u Jpyru
1oJJ00HU Tpoy4yBaHus. Terada chIno Taka mpeanosiara, 4e Ta3u MOoJI0KUTEIHA PEaKIHs Ce IbJKA
Ha MPOU3BOJCTBOTO HA KEPATUHOBU MPOTEUHU OT TIIMOOJIACTOMHHUTE KIETKH, HO TOBA TBBPJICHHUE
HE Ce MOJKPEIs OT IPYr'y BULOBE U3CIECABAHUA.

NmyHOoxucToxumusTa He € Hail-criennUYHUAT UMYHOJIOTMYEH TECT U MOXKE Jla JlaBa
MO3UTUBEH pe3yNTaT MOpaaud KOH(POpPMAIMOHHA MHUMUKpHUS MEXIYy aHTUTSUIOTO U IM0A00eH
eMUTOI B IPYT aHTUreH. TakbB € CIy4yasT C KepaTUHUTE, a MOXKe O U C IPYTU ENUTEITHH MapKepH,
kato EMA, B rimmo0iiacTomu.

Makap 4ye MHOrO aBTOpPH CMATAT, Y€ UMYHOXUCTOXHMHMSATA € JTIOKA3aTEJICTBEH METOJ 3a
TeCTBaHE U 4e rojsMm Opoit ciaydan Ha MIT cbbpikaT HAKaKbB TUIT MOJIEKYJIM KEPaTHH, 0COOEHO
ENUTEIONIHUTE U TUTraHTOKIeThbUHM noxarunoBe MI'. ToBa He € HambiIHO BSPHO, KaKTO
nemoHctpupat Kriho et al. mpe3 1997 r. B cpaBHHTENHO H3CleABaHE HA KCIPECHsITA HA KEPAaTHH



B MI" . Te nocturar no uzBoaa, ue ppakmnusta AE3 na kokreitna ¢ antutsuio CKAE1/AE3 e ta3m,
KOSITO pearupa ¢ aHTUreHH B KieTkute Ha MI', HO mpu UMYHOOJIOT U eneKTpodopesa MPOTEHH C
XapaKTePUCTHKHU Ha KEPATUHOBHU HUIIKH He € oTKpuT. CinenoBarenno Kriho nmpeamnonara, e te3u
UMYHOXHCTOXHUMHYHO (DANIIMBH TONOXKUTEIHA PE3YIATaTH Ca NPUYUHEHH OT TPUU3MEpHA
KOH(OpMAallMOHHA MHUMHKPHS C APYr MEXKIMHEH IHMTOCKEJIETeH MPOTEUH, KaTO HalpuMmep
mucmopden I'OKII, mpousBenaeH oT HeoracTHYHUTE acTpouuTh. Hsakou aBTopu karo Oh et al.,
KOHUTO MOJIy4aBat no00Hu pe3yinratu ot MXX, noakpensar TBbpacHusTa Ha Kriho, 6e3 HambjiHO
J1a U3KJII0YBAT Bb3MOXKHOCTTA HAKOM MI' BCBHIIHOCT J1a MPOU3BEXKIAT KEPATUHOBH MOJIEKYJIH, HO
ro OCOYBAT KaTO MHOTO MAJIKO BEPOSITHO.

Brbrpeku ye Bce olile He ca Hall'bJIHO YCTaHOBEHH U TECTBAHU C METOIH, pa3iuyHu oT XX,
nosoxureaHute peakuuu ¢ EMA ca apyr HOB KaHIMJAT 32 TaKuBa (PAJIIIMBO TMOJIOKUTEITHU
pesynratu. Te ce qbpKaT OTHOBO HA KJICTHYHHUTE CIEIU(PUKA Ha IEICBHUS aHTHIEH U ciiabaTta,
MpeIrMHO [uTorazMena peakius Ha XX ¢ antutsnoro EMA, B cpaBHeHHE ¢ PU3MOTOTHYHOTO
MEMOpaHHO Pa3IoJIOKEHHE Ha MapKepa.

I'7.8. George S Stoyanov, Jonathan S Sarraf, Boyko K Matev, Deyan L. Dzhenkov, Martina
Kitanova, Bogomil lliev, Peter Ghenev, Anton B Tonchev, Yavor Enchev, Fernando Adami,
Luis Eduardo W De Carvalho. A comparative review of demographics, incidence, and
epidemiology of histologically confirmed intracranial tumors in Brazil and Bulgaria. Cureus,
2018; 10(2): e2203.

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.

WnTpakpanunanaure tymopu (MKT) npusinyatr MHOrOOpOHHU HAyYHU €KUIIA U OTPOMHU
(uHAHCOBH pecypcH B CBeTOBEeH mamiabd. Te3u ne3un Ha mneHTpainHata HepBHa cuctema (ILTHC)
Moratr na ObJaT KakTo JO0OpPOKAueCTBEHHW, Taka W 3J0KAYECTBEHU IO CBOETO OHOJIOTHYHO
MOBEJICHUE U J]a UMAT MbPBUYCH WU MeTacTaTudeH mpousxoi. CpaBHHXME JaHHHUTE OT JIBE



npoyuBanus Ha nbpBUYHU W Metactatmunu WMKT ot bpaswnus um bwarapus, G6asupanu Ha
xucronarojgoruyHo notBbpAeHun WUKT oT tpernunu 3apaBHM ueHTpoBe. [IbpBuunute UKT
3Ha4YMTENHO HaaBuIIaBaT yectorara Ha MmeractatuuuTe UKT. IIspBuunure MKT npencrasissar
86,45% ot Bcuuku KT B bpasunus u 69,17% B bbarapusi, kato okono 60 % ot obuust um O6poit
ca 31mokadecTBeHU. CTaTUCTUYECKH ITpeobiaaBaT TYMOPUTE OT HEBPOSHMUTENIEH MIPOU3X0/, KaTo
Hal-4eCTHAT BHJ € MyATH(OpMeHUAT riarmobaacToM. Bropara mo gecrora rpyna nspBuuau UKT
BKJIFOYBA TYMOPH OT MEHUHTHaJIeH npousxoa. Meractarnunute UKT nmokas3Bar rojnemu pa3innius;
13.55% B bpasunus u 31,38% B bbearapus or Bcuuku cinydan Ha MKT ce apmxar Ha TiX.
Mertacratnunute KT oGaue ca nopu mo-pasHooOpasHa rpyna OT HEBPOCHHUTEITHUTE TyMOPH,
KaTo IMO-TOJsIMara 4acT OT Ta3W rpylla BKIOYBA METACTATUYEH KOJIOPEKTAJIEH aJeHOKapLIMHOM
(OYTH MBKITIOYUTEIHO TPH MBKE), METACTATUYEH KapIMHOM Ha MJICUHA KJe3a IMpPHU KCHH,
METacTaTUYHU OenoapoOHM KapuMHOMHU (NIPEAMMHO OT TpynaTa Ha HEIPEOHOKJIEThYHHUTE, C
npeoOyiajaBaHe HA MBXKETE) U METAaCTaTUYCH MEJIaHOM C PAaBHOMEPHO CHOTHOIICHUE MEXKIY
MIOJIOBETE.

I'7.9. George S Stoyanov, Deyan L Dzhenkov, Martina Kitanova, Peter Ghenev, Anton B
Tonchev. Demographics and Incidence of Histologically Confirmed Intracranial Tumors: A
Five-year, Two-center Prospective Study. Cureus, 2017; 9(7):e1476.

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-tumor volume-occupying
lesions (NVVOL)), their respective subtypes, and incidence in a descriptive manner.

Materials and Methods: For a period of five full calendar years (January 1st, 2012 — December
31st, 2016), all histologically confirmed cases of intracranial tumors were prospectively collected
from two individual tertiary healthcare institutions. The cases were then statistically analyzed in a
descriptive manner, and incidences of primary, metastatic, and NVOL were compared with regards
to their specific origins, types, and subtypes. Metastatic tumors were further segregated relative to
their intracranial metastatic location.

Results: The total number of individual ICTs registered in the set timeframe was 822. Primary
ICTs represented a total of 66.12% of the histologically confirmed cases, with the most common
entries being tumors from a glial and meningeal origin, 30.90% were histologically confirmed as
metastatic ICTs, from which the most common entries were of pulmonary origin, and the other
2.94% were NVOL. On behalf of their intracranial metastatic location, metastatic tumors were
located predominantly in the supratentorial region, represented as a total of 87.80%, while the
other 12.20% were located in the subtentorial region. Based on the descriptive analysis, the annual
incidence per 100,000 capita of all ICTs is 9.12, comprised of 6.03 per 100,000 for primary ICTs,



2.82 per 100,000 for metastatic ICTs, and 0.27 per 100,000 for NVOL. The annual incidence of
the most commonly diagnosed primary ICTs per 100,000 is 2.36 for meningioma, 2.03 for
glioblastoma, and 0.48 for pituitary adenoma. The annual incidence of the most commonly
diagnosed metastatic ICTs per 100,000 is 1.32 for lung cancer metastases, 0.28 for gastrointestinal
tract (GIT) metastases, 0.22 for melanoma, and 0.17 for breast cancer metastases.

Conclusion: Based on our results, primary ICTs are operated and biopsied more than two times
as much as metastatic ICTs and only a small fraction of neurosurgical interventions are undertaken
due to NVOL. Metastatic ICTs are predominantly supratentorial with no evidence of a tumor
predominantly metastasizing in the subtentorial region. The demographics reported in the study
establish some aspects of age and gender preferences, as well as the annual incidence per 100,000
for the most commonly diagnosed types of ICTs in our population.

BbBeaenue: unrpakpanuannute Tymopu (MKT) ca pasHoponna rpyna ot 3aboisiBaHUs, KOUTO
IPEJCTaBIsABAT HEMOCPEJCTBEHA 3aljaxa 3a >KMBOTA, HE3aBHCHMO OT TOBa Jald ca ¢
MeTacTaTH4YeH MPOU3X0JI, C T0OpOKadecTBEHA MM 3JI0KaueCTBeHA mpupoa. Te TpsOBa na Obaar
JIMAarHOCTUIIMPAaHA W JICKYBaHU BB3MOXKHO Hai-paHO, KaTo MopdosiornyHata aMarHoza muma
OCHOBOIIOJIAraIia poJis B Ipolieca Ha ONpeiesiHe Ha TePareBTUYHOTO ITOBE/ICHUE.

IleJs: nenta Ha TOBa IPOYyYBaHE € J1a Ce CPABHU YECTOTaTa U BUJA HA XUCTOJIOIMYHO NOTBBPIECHH
BBTPEMO3bYHH TyMOpH B M3TouHa bbirapus, Bb3 OCHOBa Ha TEXHHsA CyOTHUN (ITBPBUYHH,
METacCTaTUYHU U HETYMOPHHU 00eM3aeMallly JIe3Un).

Marepuaau M MeTOAM: BKJIIOYEHHM cCa XUCTOJOTMYHO TMOTBbpAeHM ciydau Ha MUKT,
JIUAarHOCTHULIMPaHU MOP(OJIOrMYHO B JBE 3/paBHM 3aBEACHUS 3a MEPHOA OT NeT IIbIHU
kanenaapHu ronunu (1 suyapu 2012 1. —31.12.2016 r.). Ha Bcuuku Te3u citydau Oelie npuiioxeH
CTaTUCTHUYECKH JECKPUITUBEH aHalM3, KaTO YecToTara Ha ITbPBHUYHUTE, METACTATHUYHUTE H
HETYMOpHHMTE oOeM3aeMalll mpolecu Oelle U34YHCIeHa B 3aBUCUMOCT OT TEXHHUs crenuduyeH
MIPOU3XOJ, BUJOBE U MOABHI0BE. MeTacTaTUUHUTE TyMOPH OsXa JOMBIHUTEIHO pa3/iesieHH I10
OTHOIIIEHHE HAa UHTPAKPAHUAJTHOTO UM MECTOIOJIOXKEHHE.

PesyaraTn: obmust Opoii Ha otaennute UKT, perucrpupanu B 3amaneHus nepuon e 822.
ITepBuunnte UKT mpencrasissar 66,12% 0T XMCTONOIMYHO MOTBBPAEHUTE ClIy4yau, KaTO Hai-
YeCTO CpEeLIaHy ca TYMOPHTE OT IIMajieH U MeHUHruaeH npousxon, 30,90% ca MmeracraTH4HUTE
TYMOpH, OT KOWTO HaW-4eCcTH ca Te3W ¢ OenoapoOeH mpousxoa, a ocrtaHamurte 2,94% ca
oOem3aeMany mnpouecu. Criopen JIoKaau3anusiTa Cu, METaCTATUYHUTE TyMOPH ca IMpPEINMHO B
cynparenTopuanHara odnact (87,80% or cinywyamre ¢ meracrasu), a octaHaiute 12,20% ca
Pa3noI0kKeH! CYyOTeHTOPUATHO. JIeCKpUIITUBHUAT aHAJIN3 TT0Ka3a, ye rofumHara yecrora Ha UKT
€ 9,12 ma 100 000 nymm, koero BkiarouBa 6,03 Ha 100 000 3a mepBUYHUTE TyMOpH, 2,82 Ha 100
000 3a meracrarnunute UKT u 0,27 na 100 000 3a obemsaemamute nporuecu. Hail-uecto
muarnoctunupanute mbpBuaHu UKT ca Menunrunomu 2,36/100000, rmro6mactom 2,03/100000 u
xunoduzapen agerom 0,48/100000. Cpen Hail-uecTuTe MHTPAKpaHUAIHU METACTa3u € Ta3u OT
KapiuHOM Ha Oenus 1po6 1,32/100000, ot cromammHo-upesaust Tpakt 0,28/100000, ot Menanom
0,22/100000 u ot mamapen kapiuaom 0,17/100000.

3akJIl0ueHHe: Bb3 OCHOBA Ha HamuTe pe3yiaratu mbpBuunute KT ce onepupar n 6uoncupar
7IBa IIbTU MTOBEYE OT METACTATUYHUTE M CaMO MaJIKa 4acT OT HEBPOXUPYPTUUYHUTE UHTEPBEHIIUH



C€ M3BBPIIBAT MOPAJIM HETYMOPHHU oOeM3aeMaI Mo3b4YHH nporiecu. Criope JJoKaau3amnusTa CH,
MertactatnuauTe MKT ca nmpeaguMHO CynpaTeHTOPHAITHO Pa3IoIoKeHH, 0e3 1a ce OTKpUBa TYMOD,
KOWTO JOMHHUPAIIO MeTacTasupa B WHppareHTopuaaHara oonact. [Jlemorpadckust aHamm3 ot
MPOYYBAHETO MOKA3Ba HIKOU ACTIEKTH HA BH3PACTOBOTO M IMOJIOBO pa3Npe/ieiiCHUE Ha TYMOPHUTE,
KakTo ¥ roaumHaTa yectora Ha 100000 nymum HaceneHue Ha Hail-uecto auarnoctuniupanure KT
B HaIllaTa MOMyJIaIusl.

I'7.10. George S Stoyanov, Martina Kitanova, Deyan L Dzhenkov, Peter Ghenev, Nikolay
Sapundzhiev. Demographics of Head and Neck Cancer Patients: A Single Institution
Experience. Cureus, 2017; 9(7):e1418.

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 3.24:1. 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,
neuroendocrine and vascular malignancies diagnosed in a minority of cases.

Conclusion: Considered to be relatively rare, HNC represents a diverse group of oncological
entities with individual and specific demographic characteristics. The reported single institution
results appear representative of the national incidence and characteristics of HNC.

BbBenenue: KapIMHOMUTE Ha TJIaBa W IIMs BKJIIOYBAT pazHOOOpa3Ha rpyna HOBOOOpa3yBaHMS,
MPOU3XOXKJIAIM OT Pa3IMYHU BHUJOBE THKAaHM B OpPraHHUTE, PA3IMOJIOKEHH B TOMOrpadCKUTE
o0JiacTH Ha rylaBaTa M musATa. ToBa e peTpoCcreKTHBHO IPOYyYBaHe, UMAIIIOo 3a I1eJT Ch3JaBaHeTo Ha
nemMorpacku XxapakTepUCTHUKY Ha MalMEeHTUTE U KaTeropusnpaHe Ha WHAMBHIyallHATa YECTOTa
Ha 3JI0KaueCTBEHUTE 3a00JIsIBaHUS HA IJaBaTa W IIHUATA CHOpE] TEXHHUS OpraHeH MpPOM3X0J U
XUCTONATOJOTUYEH BUI.

MaTepuajau U MeTOAM: BCUYKU CIy4ad Ha TYMOPH Ha IJIaBa W IIWs, JUATHOCTUIMPAHU B €1HA
YHHUBEpPCUTETCKa OOJIHMIA, OsfXa MperiefaHd pPeTPOCIEKTHBHO 3a NepuoabT oT 47 Mecena.
Pe3yaraTn: CbOTHOIIEHUETO MBXKE KbM KEHH B PETUCTPUPAHUTE Cllydad Ha TYMOPH Ha TjaBa U
s € 3,24:1. Cpennara Bb3pact Ha nanueHTuTe € 65 rogunu (63,84 + 12,65 ronunn). Haii-uecto
cpeuianute Tymopu ca Ha Japuskc 30,37% (n = 188), yctHu u yctHa kyxuHa 29,08% (n = 180),



dapunkc 20,03% (n = 124) u cmonyenu xiesn 10,94% (n = 68). [lo-peaxu nokanuzanuu ca
BBHIIHUS HOC, HOCHATa KyXHWHA U CHHYCHTE, YIITHATA MH/Ia ¥ BRHIIIHUSAT yIlIeH KaHail. OCHOBHUTE
XUCTONATOJOTMYHU TPYNU BKIKOYBAT IUIOCKOKJIEThUEH KapuuHoM 76.74% (n = 475) n
ageHokaprHoM 6.14% (n = 38). [Ipyru 37m0KauecTBEHW HOBOOOpa3yBaHUs KaTO CMUTEIHU
TYMOpPU Ha TOH3WJIHTE, JTUM(OMH, HEOIUIa3UM Ha ME3CHXMMHATa THhKaH M HEBPOCHIOKPHHHU
TYMOPH TIPECTABIISIBAT MIO0-MaJIKA YacT OT CIy4auTe.

3akiIl0yeHHe: CUUTAHU 32 CPABHHUTEIHO PEAKH, TYMOPHTE Ha IJIaBa M IIMA IPEICTABISBAT
pasHoOoOpa3Ha Tpyma OT OHKOJOTHYHM O0Opa3yBaHUS C WHAWBUIYAIHH W CHEHUPUIHH
neMorpadcku xapakTepucTHKH. OTUETCHHUTE pe3yiITaTd ca MPEACTABUTEIIHU 3a HaIlMOHAITHATA
YeCTOTa M XapaKTEPUCTUKUTE Ha 3JI0KAYECTBEHUTE TYMOPH Ha TJIaBa U IIH.

I'8.1. Stoeva M. Updates in the classification of prostate tumors: changes in content and
terminology, molecular genetics. Varna Medical Forum, 2023; Vol. 12 (1): 83-88.

The 5th edition of the WHO Classification of Urinary and Male Genital Tumors was
published in 2022, six years after the previous classification was introduced. It presents a detailed
update of the classification of tumors of the genitourinary system. The focus of this review article
IS on prostate carcinoma, highlighting the changes in the prostate gland chapter but also discussing
changes in various chapters of the book related to the prostate tumor nomenclature. Although
significant changes have not been made in the section on prostate gland neoplasms, some of the
essential updates cover content reorganization, standardization of the approach to mitotic count
assessment, genomic nomenclature, and units for reporting tumor measurements. The terms
“variant,” “subtype,” and “histological pattern” are clearly defined. A new designation for basal
cell carcinoma of the prostate has also been introduced. In addition, the review article will explore
and examine the molecular pathology of prostate carcinoma.

[TeroTo u3nanue Ha knacudukanusta Ha C30 3a TyMOpPUTE HA OTJIETUTETHATA U MBXKKATa
Mo JoBa cuctema Oemie myOnukyBaHo mpe3 2022 r., ImIeCT TOAWHU CIIe]] MPEACTABIHETO Ha
nocneaHara kiaacu ¢ukamnusa. To BKIOYBa MOApPOOHA aKTyanu3alus Ha KiacHu(HUKanusiTa Ha
TYMOPHTE Ha ITMKOYHO-TIO JIoBaTa cuctemMa. DoKychT Ha Ta3u 0030pHA CTa THS € BbPXY KapIInHOMA
Ha MpOCTaTHATa JKJe3a, HAOJAraiiki Ha MPOMEHUTE B IJIaBaTa 3a MPOCTa TaTa, HO CHINO Taka
00CHK/1a MPOMEHHUTE B pa3 JIMYHU TJIaBU OT KHUTaTa, KOMTO ca CBbP3aHU ¢ HO MEHKIIaTypaTa Ha
MPOCTAaTHUTE TyMOpH. BhIipe ku QakTa, 4ye He ca HalpaBEeHH TOJIEMU MPOMEHH B pa3zelia 3a
HEOIUIa3MHUTE Ha IPOCTaTHATAa JKJIE 33, HAKOW OT CHIIECTBEHUTE aKTyallu3alud 00 XBamar
peopraHmu3anys Ha ChIbPKAHUETO, CTAaH JAapTH3UPaHE Ha T0JX0Ja 33 OICHKAa Ha MHUTOTHY HHS
Opoii, TeHOMHUTE HOMEHKJIATYPH U €AMHULIUTE 32 OTYUTAHE HAa TYMOPHHUTE pa3Mepu. TepMuHu Te
,»BapHaHT", ,IOABUA" H , XUCTOIOTHYEH MOJAEN ca sACHO JeduHUpaHH. BBBEIEHO € W HOBO
HAaUMEHOBaHHWE 3a 0a3aTHOKJIECTHYHHMS KApPIIMHOM Ha MPOCTaTHATa d>kje3a. MoJleKyssipHaTa
MaTOJIOTHSI HA TIPOC TATHUS KapIIMHOM CBITO I1ie Ob/1e 00ChIeHa B HACTOSIIIaTa 0030pHA CTATHS.



I'8.2. Stoeva M. Recent updates in the evaluation of histopathological characteristics of
prostate cancer. Varna Medical Forum, 2023; Vol. 12 (1): 89-94.

Adenocarcinoma of the prostate is the second-most common malignant tumor in the male
population. The fifth edition of the WHO Classification of the Uri nary and Male Genital Systems
focuses on recent data regarding various prognostic factors in the context of histopathology.

Some of the most significant updates include:

(1) Clear differentiation between ductal carcinoma and PIN-like prostate adenocarcinoma,
with the latter now defined as a subtype of acinar adenocarcinoma;

(2) Using the “AIP” terminology in biopsies that are inconclusive of IDC-P versus HGPIN;

(3) Discussion of the histopathological features of the treatment-related neuroendocrine
carcinoma of the prostate gland in its own separate section in the prostate cancer chapter;

(4) Accent is put on the cribriform morphological pattern as it is related to much worse
prognosis than the other Gleason pattern 4’s;

(5) The newest recommendations for the forming of the Gleason score are presented and a
detailed com parison between the ISUP’s and GUPS’s approach is made to in order to define
tertiary Gleason pattern. Some of the data is inconclusive and requires fur ther extensive research.

AJNIeHOKapLUMHOMBT Ha MPOCTaTHAaTa jkKJie3a € BTOPUSAT II0 YECTOTa 3JI0KAYECTBEH TYMOP
cpen Mbkkata nomyanus. [leroro nznanue Ha Kia cupukanusara aa C30 3a TyMOpHTE Ha OT/ICTH
TeJIHATa U MBXKaTa [0JI0Ba chcTeMa ce GOKycHpa BbpXY HaTPyIMaHUTE Mpe3 MOCIEAHUTE TOIUHH
JIaH HYU 32 MHOKECTBO MPOTHOCTUYHU (haKTOPH B KOH TEKCTa HAa XUCTOMATOIOTUATA.

HsAxou oT Hali-3HAYMMHTE aKTyaJu3alMK BKIIFOYBAT:

(1) ScHo pasrpanuuenue mexnay aykrtaieH kapuu HoMm u [IMH-momoben npocrateH
aJIeHOKapIIMHOM, KOETO Ce MTOCTUTa upe3 AehuHUpaHe Ha TOCIEeIHHS KaTo MMO/IBU/] Ha allUHApHUS
aJICHOKapIIMHOM;

(2) Usnon3BaHe Ha TEPMHUHOJOTHATA ,,aTUIIWY HA HMHTpaAyKTalHa Mpoiudepanus B
OlIEHKaTa Ha OMOTICHM, IPU KOUTO € TpyaHa IudepeHIaiia Ta JUarHo3a Mex1y UHTpaIyKTaleH
KapLMHOM Ha IIPOCTAaTHATA »kJie3a U BucokocreneHex [11MH;

(3) ObchxaaHe Ha XUCTOMATOJIOTUYHUTE XapaK TEPUCTHUKU HA CBBP3AHUS C JIEUECHHETO
HEBPOEH/I0 KPMHEH KapLIMHOM Ha IIPOCTaTHATA *JIie3a B OTJIE JIEH pa3/iell B [JIaBaTa 3a IpocTaTHaTa
KIIe3a;

(4) OOGbpHaTO € crenualHo BHUMaHUe Ha Kpu OpupopMeHHs MOJIEN Ha PAaCTeX, Thid KaTo
TOM ce acoLMUpPa ¢ MHOTO IO-JI0IIa POTHO3a B CpaBHEHME ¢ IpyruTe BapuaHTH Ha Gleason pattern
4;

(5) TlpencraBenu ca Hail-HOBHUTE IIPEMIOPBHKH 3a olleHKa Ha (Gleason score u € HampaBeHO
noJipobHo cpaBHeHHEe Mexay noaxonaa Ha ISUP u GUPS 3a onpexnensne Ha Tepruepuus Gleason
pattern. Hsixou oT naHHMTE ca HeyOeAMTEIHM M MOJUIek,aT Ha 3aabJI00YEHHU JOMBIHUTEITHH
u3cleABaHus.



I'8.3. M Kitanova, P Ghenev. Chronic cold exposure: A white adipose tissue browning factor.
Adipobiology, 2015; 7:43-45. ISSN 1313-3705.

In the human body, there are two major subtypes of adipose tissue, white adipose tissue
(WAT) and brown adipose tissue (BAT). Using 18F-fluorodeoxyglucose (FDG), an intravenously
administered radioactive glucose analog, it was demonstrated with positron emission tomography
and computed tomography 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, hence cold exposure being considered
one of the major browning factors (the myokine and adipokine irisin as well as other browning
factors are not in the scope of present Dance Round).

While WAT stores lipids, BAT has the ability to increase energy expenditure realized by
uncoupling respiration from ATP synthesis realized by uncoupling protein 1. The knowledge about
WAT and BAT were enriched with their two phenotypic expressions, namely brite (brown in
white) and bruscle (brown in skeletal muscle) adipocytes. Brite (also known as beige) adipocytes
sporadically reside within white WAT and emerge in response to certain environmental cues, such
as chronic cold exposure, exercise, long-term treatment with PPARy agonists (e.g., rosiglitazone).
This process is known as “browning” of WAT. Beige adipocytes are disseminated throughout the
human body (in the cervical, supraclavicular, axillary, paravertebral regions, around epicardial
coronary artery). Taken together, brown adipobiology became a challenge in the current
biomedical research.

We report an autopsy case of a 66-year-old man who died during the winter from chronic
heart failure exacerbated by bilateral pneumonia. He had been homeless for the last years so he
had been chronically exposed to cold weather, especially during the last months of his life.

Intriguingly, histological examination of routinely processed sections of organs, revealed
some unusual findings of the adipose tissue. First, substantial amount of multilocular, that is,
brown/brite, adipocytes were present in greater amount in their usual location, including around
adrenal glands. Next, besides their typical localization they were also found scattered in the
subepicardial adipose tissue and intramyocardially.

The described appearance of periadrenal, epicardial and intramyocardial adipose tissue
inevitably elicited subsequent question: What is the reason for these uncommon findings in this
case? All we knew for the patient was that he had been homeless and he died in the middle of the
winter. Similar findings occur in mice subjected to intermittent cold exposure. These facts are
tempting to suggest that in our case, it was the chronic cold exposure that triggered both expansion
of BAT and browning of WAT.

B yoBemkoTo Ts10 MMa 1Ba OCHOBHM MOATHIIA MAaCTHA ThKaH - 0s1a MacTHa ThKaH (BMT)
n xadssa mactHa ThkaH (KMT). C nomomra Ha 18®-hayoponesokcurmokosza (FDQG),
MHTPABEHO3HO TPHJIOKEH paJMOAKTHBEH AaHAJOr Ha TJIOK03aTa, C IMO3UTPOHHO-EMHUCHOHHA
ToMorpadus M KOMIIOTbpHa ToMmorpadus Oemie noka3zaHo, ye OCHOBHHUTE jaena Ha BMT ca



pasnpbCHATU MO ISUIOTO YOBEIIKO TsUI0 (OKOJNO TphAHATA aopTa, oOIlara ChbHHA apTepws,
OpaxuornedanHata apTepus, 0bOpenrTe, HANOBOPEUHUTE JKIIE3HW, YEpHUS APOO, MaHKpeaca; B
NpeIHUs MEUACTUHYM, HAIKIIOUAYHATA SMKA, TOAMULIHULINTE U TPBIAHUATE MapaBepTeOpaIHu
JIOKYCH, CBILO M MEXKIY MYCKYJINUTE Ha musTa). Hikonm nmpoyuBaHus MOKa3BaT, Ye CTEIEHTA Ha
norrbinaneTo Ha FDG ot KMT ce yBennuaBa npu u3jiaraie Ha HUCKa TeMIepaTypa, Hopajid KOeTo
M3JIaraHeTo Ha CTYJ Ce CYHMTa 32 €MH OT OCHOBHUTE (akTopu 3a nokadeHsBaHe (MUOKUHBT U
aJIMTIOKMHBT UPU3UH, KaKTO U IpyTru (hakTopu 3a mokadeHsBaHe HE ca B 00XBaTa Ha HACTOSIIATA
JUCKYCHSA).

Hokato BMT cknagupa nmunuan, KMT nMa cmocoOHOCTTa 1a yBenn4YaBa eHepropasxojaa
ype3 pasaensaHe Ha AuiaHeTo oT cuHTe3a Ha AT®d, koeTo ce moctura upes OTAeNsHe Ha IPOTeHH
1. IToznanusta 3a BMT u KMT ce oboraruxa ¢ aBete UM ()eHOTHITHH MTPOSIBICHUS, 8 UMEHHO brite
(brown in white, kadsiBa B Os1a) u bruscle (brown in muscle, kadsBa B CkeIeTHUTE MYCKYJIH)
amunonuTy. Brite (u3BecTHH o1l KaTo O€KOBH) aIUTOIMTH CLIOPaAMyYHO ce Hamupat B BMT u ce
MOSIBSBAT B OTTOBOP HA OMPE/EIICHNW CUTHAJIM OT OKOJHATa Cpella, KaTo XPOHWYHO H3JaraHe Ha
CTy, (pU3MUECKH yIpakKHEHHs, NPOIBIDKUTENHO JiedeHne ¢ aroHuctu Ha PPARy (mamp.
po3uriuTa3oH). To3u mpoiiec € u3BecTeH Kato ,,iokadensBane Ha BMT. bexxoBute agumnonuT
ca pa3mpbCHATH IO I[UIOTO YOBEHIKO TsUIO (B MIMHHUTE, HAAKIIOUWYHHUTE, AKCHIIAPHHTE,
napaBepTeOpaiHUTe O0O0JACTH, OKOJO KOpPOHapHHTE apTepuud B enukapaa). Kadssara
aauNnoOHOJIOTUsl CE€ TMpeBbpHA B MPEAU3BUKATEICTBO B HACTOSIIUTE OMOMEIULIMHCKU
u3cIeABaHUs.

IIpencraBsiMe ayTONCHOHEH ciy4ail Ha O6-rOOUIIEH MBX, IMOYMHAI NIpPE3 3uMaTa OT
XPOHMYHA ChpJIeYHA HENOCTAThYHOCT, M30CTPEHA OT ABYCTpaHHA MHeBMoHUs. [Ipe3 nocienuure
TOJUHHU TOM € Omi Oe3JOMHHUK, Taka 4e € OMJI XPOHHYHO MU3JI0KEH Ha CTYJEHO BpeMe, 0COOEHO
IIpe3 MOCJIEeITHUTE MECELIH OT KUBOTA CH.

WHTpurysaiuo e, 4e XMCTOJIOTHYHOTO U3CJIEIBaHE HA MaTEPUAIIUTE OT OPraHUTE pa3KpUBa
HSKOW HeoOMYallHM HAaXOJKHM B MacTHata TbkaH. I[IbpBO, 3HAYUTENTHO KOJIHYECTBO
MYJITWIOKYJIMpaHH, T.e. Kadseu/brite, amumonuti ce OTKpuUXa B MO-TOJSIMO KOJMYECTBO Ha
00MYalHOTO CH MSCTO, BKJIIOYUTEIHO OKOJIO HanObOpeunute xiie3u. ChIIo Taka, OCBEH B
TUMIMYHATA UM JIOKaJIU3aIus, Te 051Xa OTKPUTH U pa3NpbCHATH B cyOemuKapHaTa MacTHa ThKaH
Y UHTPaAMHUOKAPJTHO.

Onucanara mosiBa Ha NepUagpeHaHa, €MUKApAHA W MHTPAMUOKap/HAa MacTHa TbKaH
HEMUHYEMO IpeIn3BUKa MocieBail Bblpoc: KakBa e mpuunHaTa 3a Te31 HEOOMYaltHU HaXOKU
B TO3U ciydail? EAMHCTBEHOTO, KOETO 3HaeXMe 3a MalueHTa, Oeie, ye € Ouin Oe3TOMHUK U €
noyuHan mnocpes 3uma. [10100HN HaXOAKHM ce Cpemar Npu MUILIKH, TOAJI0KEHN Ha IEPUOTUIHO
u3narane Ha cryl. [lopanu Te3u axkT e u3KylaBamo Aa ce MPeArnoiokH, Y€ B Halllus ciiydai
MMEHHO XPOHMYHOTO M3JIaraHe Ha CTYJl € MPeIn3BUKAIO KakTo pazmmupsBaHeTo Ha KMT, Taka n
nokadensBaneto Ha BMT.



I'8.4. Stoev L., Stoeva M. Practical algorithms for the diagnosis of some salivary gland
tumors. Varna Medical Forum, 2023; Vol. 12 (1): 75-82.

Salivary glands represent one of the most complex organ localizations in terms of routine
diagnostic practice in pathoanatomy. This is due to the fact that the tumors originating from them
show enormous morphological diversity and a number of overlapping histological features.
Despite the WHO’s attempt to simplify the tumor classification in its latest edition, more than 30
types of neoplasias still require precise study for a successful diagnostic process.

Determining the malignant potential of basaloid and biphasic tumors is sometimes a
particularly complex task.

It is important to know the basic cytoarchitectural features of each type of tumor, in
particular whether the tumor shows double luminal-abluminal cell differentiation, so that the
diagnosis can be made logically by analyzing the cellular components, cellular arrangement, and
extracellular components. Therefore, when formulating a diagnosis, one should not rely on isolated
fields of the tumor but take into account the overall characteristics, the most important of which
are the tumor borders, the cellular composition and arrangement in the tumor tissue, the
characteristics of individual cells, and the presence and characterization of myoepithelial stroma.

In this review article, we discuss current recommendations and algorithms for
distinguishing some salivary gland tumors that pose more frequent diagnostic problems.

CnroHYeHHTE KIIE3U NPEJCTAaBIIABAT €4HA OT HAN-CI0XKHUTE OPraHHHU JIOKAJIU3aLUU I10
OTHOILICHHE Ha pyTUHHATa IMarHOCTUYHA MPaKTHKa B MaToaHaToMusTa. ToBa ce 1b/kM Ha dakTa,
4e MPOU3X0KIALIUTE OT TAX TYMOPH [TOKa3BaT OTPOMHO MOP(OJIOTHYHO MHOT000pas3ue u peauia
MIPUIIOKPUBAIIM CE€ XUCTOJIOTMYHU 4epTu. Bwmnpeku omurta Ha C30 ga ompocTd TyMopHara
KJacudukanus B HOCIeTHOTO i u3ganue, Bce ome Haa 30 BUa HEOIUIa3uK M3UCKBAT MPELU3HO
M3Yy4aBaHE 3a OCBILIECTBSABAHE HA YCIEIIEH JUarHOCTUYEH TPOLIEC.

OrmpenensHeTO Ha MAJIUTHEHHS TOTCHIMAN Ha Oa3ajouJHUTEe W Ouda3sHUTE TyMOPH €
MOHSIKOTa 0COOEHO CIIOKHA 3a/1a4a.

BaxkHo € 1a ce mo3HaBaT OCHOBHUTE LIMTOAPXUTEKTYPHHU XapaKTEPUCTHUKU HA BCEKH THII
TYMOp, MO-CHEIMAIHO Jajli TyMOpPHT IOKa3Ba [BOWHA JyMHUHATHO-aOlyMHUHAJIHA KJIEThYHA
nudepeHnranus, Taka 4ye JuartHosara Jia Moke Ja ObjJe HamnpaBeHa JIOTUYHO Ype3 aHaIW3 Ha
KJIETHbUYHUTE KOMIIOHEHTH, KIJIEThUHOTO pa3MOJ0KEHHE W M3BBHKIETHUYHUTE KOMIIOHEHTH.
CrenoBarenHo mpu GpopMyiIHpaHe Ha AMarHo3a He TPpsOBa /1a ce pa3ynTa Ha U30JUPAHH MOJIeTa
Ha TyMOpa, a Tpsi0Ba /1a ce B3eMar M0J] BHUMaHHUE LSJIOCTHUTE XapaKTePUCTUKU, HA-BaXKHUTE OT
KOUTO Cca TYMOpPHHUTE TPaHUIIM, KIETHUYHUAT CHCTaB U MOJPEXKIaHE B TyMOpHaTa TbKaH,
XapaKTepUCTHKATa Ha OTACIIHUTE KJIETKH, HAIUYHETO M XapaKTepUCTHKaTa Ha MHOEMUTEIIHA
cTpoMma.

B Ta3u o030pHa craTHs HHE pasriiexkaaMe ChbBPEMEHHH MPENOPbKH M AJITOPUTMHU 3a
pasrpaHryaBaHe Ha HAKOU TYMOPH Ha CIIOHYEHMTE KJIE3U, Ch3/1aBallll M0-YeCTH JUarHOCTUYHU
po0OsIeMHu.



I'8.5. Stoev L., Stoeva M., Tzaneva M. Tetraspanin 151 and its role in carcinogenesis. Varna
Medical Forum, 2021; Vol. 10 (2): 111-117.

CD151, a member of the tetraspanin protein family, is a transmembrane protein involved
in a number of physiological processes such as maintaining cell integrity, intercellular transport,
wound healing, and more. It is not the main participant in these functions, but rather acts as a
mediator molecule, interacting with other tetraspanins, integrins, adhesion receptors, signaling
receptors and matrix metalloproteases. It is commonly expressed in endothelial cells and platelets,
and its overexpression is associated with processes of progression and metastasis in neoplastic
diseases. CD151, associated with laminin and laminin-binding integrins, is involved in the
regulation of carcinogenesis. CD151 has been shown to play a significant role in the de novo
carcinogenesis and progression of squamous cell carcinoma of the skin, influencing transcription
factors related to the processes of cell proliferation and apoptosis. There are reports in the scientific
literature of the association of impaired regulation of various tetraspanins with malignancies in
humans. A number of authors have also reported that CD151 overexpression has been associated
with a poor prognosis in cancers of the lung, colon, esophagus, pancre as and endometrium.

In prostate cancer, overall survival rates were found to be significantly higher with low
CD151 expression than with high expression. This tendency is particularly pronounced in highly
and moderately differentiated tumors.

Significant heterogeneity of CD151 expression in different tumor tissues was observed.
The intensity of staining is noticeably lower in well-differentiated squamous cell carcinoma of the
oral cavity. The expression gradient of CD151 is particularly noticeable at the front of tumor
growth.

Large-scale prospective and retrospective studies on various types of malignant tumors
have established CD151 as a prognostic marker for tumor therapy with minimal side effects on
normal cells.

CD151, npencraBurtesn Ha OEATHYHOTO CEMENHCTBO HA TETPACTIAHUHUTE, € TPAaHCMEMOpaHeH
IPOTEHH, B3UMAIll Y4acTHe B peauia (pU3HOIOTUYHU MPOLECH KaTO MOJAbpKaHe Ha KJIeThUHaTa
LSJIOCT, MEKAYKIIEThUEH TPAHCIIOPT, 3apacTBAaHE HA paHU U JIp. Tol HE € IIIaBeH Y4acTHHK B TE3U
GyHKIIMM, a T0-CKOpO JeWCTBa KaTo MOJICKYJa-MIOCPEIHUK, B3aWMMOJIEHCTBAIlA C JIPYTH
TETpacllaHWHU, WHTETPUHM, PELENTOpPH Ha aJxe3usi, CUTHAJHH pEeUenTopd U MaTPUKCHU
MeTtasnornporeasd. OOMKHOBEHO ce€ eKCIpecupa B CHIOTEIHHUTE KIETKHM U TPOMOOIMTHUTE, a
CBPBXEKCIIPECHSITA MYy CE CBBP3Ba C MPOLIECH HA MPOTPECHS U METACTa3UPAHE ITPHU HEOIIACTUYHU
3abonaBanus. CD151, aconuupan ¢ JaMHUHUH U JJAMUHUH-CBBpP3BAIlM MHTETPUHHU, y4yacTBa B
perynupaHeTo Ha KaHIeporenesara. YcraHoBeHo e, ue CD151 uma cobiiectBeHa poss B de novo
KaHIIEpOoreHe3aTa U MpOrpecuara Ha IUIOCKOKJIEThYEH KapIMHOM Ha KOXKaTa, MOBIMSIBANKU
TPAHCKPHUIILIMOHHHU (PaKTOPH, UMAIIK OTHOILIEHHE KbM IMPOIECUTE Ha KJIEThYHA NMpoaudeparus u
arioriro3a. B HaydHarta nuTeparypa umMa chOOLIEHUS 3a acOIMUpaHe Ha HapylleHaTa peryaanus
Ha pa3JInYHU TETPACIIAHUHU ChC 3JI0KaYECTBEHH 3a00JIIBaHMsI IPH XOPa.

Peauna aBTOpM chOOIIABAT ChINO, Ye cBpbXxekcnpecusTa Ha CD151 ce cBbp3Ba ¢ joma
IPOTrHO3a TMPH KapIUHOM Ha Oenmust 1pod, ae0enoTo 4YepBO, XpaHONPOBOJA, MaHKpeaca WU



ennpomeTpuyma. [Ipu kaprmHoMa Ha MpocTaTHATA XKJie3a € YCTAaHOBEHO, Ue MPH HUCKA eKCIpecust
Ha CD151 o6GmiaTta npeKuBsEMOCT € 3HAYUTEIIHO MTO-BUCOKA B CPAaBHEHHE ChC CIIy4anuTe ¢ BUCOKA
exkcripecust. Ta3u  TeHAeHIMS € 0coOeHO  JoOpe  mW3pa3eHa TMPH  BHCOKO- H
yMepeHoau(epeHIupPaHUuTe TyMOPH.

VYcraHoBeHa € 3HaAUYMTEIHA XETEPOreHHOCT Ha ekcrhpecusita Ha CDI151 B pasnuunu
TYMOPHM ThKaHU. VIHTEH3UTETHT Ha OLBETABaHE € 3al0elexuMo TMo-ciad mnpu  J1oope
T epeHIUpaHus TUIOCKOKJIEThYCH KapIIMHOM Ha YCTHATa KyXuHa. [ paIueHThT Ha eKCIpecusTa
Ha CD151 e ocobGeHo 3abenexuM BbB ()pOHTA HA TYMOPHUS PACTEK.

MaiabHuTe MPOCHEKTUBHU M PETPOCHEKTUBHU MPOYYBAHUS BHPXY PA3IMUYHU BHJIOBE
MaJMrHeHu TyMopu ycranoBsiBaT CD151 karo mporHoctuueH mMapkep 3a Teparus Ha TYMOPHU C
MUHUMAJTHA CTPAHUYHU €(DEKTH BHPXY HOPMAITHUTE KIICTKH.

I'8.6. 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: pp 55-58. ISSN 1313-3705.

Arrhythmogenic right ventricular dysplasia (ARVD) is an inherited disorder of
cardiomyocyte-to-cardiomyocyte adhesion proteins associated with ventricular arrhythmias and
sudden cardiac death. It is a characterized by progressive fibrofatty replacement 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 cardiomyocytes, 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 histological
finding in ARVD, (ii) nerve growth factor (NGF) exerts an arrhythmogenic effect related to sudden
cardiac death, and (iii) adipose tissue produces NGF and brain-derived neurotrophic factor
(BDNF), the aim of the present study is to analyze immunohistochemically 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.

AputMoreHHata aecHokamepHa aucruiazus (ARVD) e HacnmenacTBeHO HapylieHHe Ha
a/IXe3MBHUTE NMPOTEUHU MEXKAY KapAHMOMHUOIMTHUTE, CBHP3aHO C KaMEPHHU apUTMHUHM U BHE3aIlHa
cbpaeyHa cMbpT. To ce xapakrepusupa ¢ IPOrpecHMBHO (GUOpPOMACTHO 3aMECTBaHE Ha
JleCHOKaMepHHUsl MHoKapa. Hamuumero Ha MacTHa ThbKaH cbCc WM 0Oe3 (GuOpo3Ha THKaH,
pasnpbcHaTa cpell KapJMOMHOILUTUTE, € XUCTOJOTUYHUST OTINYUTENIeH Oeser Ha 3a00JIsIBaHEeTo.
Hamupaiixu ce B MHOKap/a, aAMIIONUTUTE MTPEIN3BUKBAT YBpEXKIaHE HA KAPAUOMHUOIIUTUTE, KATO
[0 TO3M HAaYMH NPUYMHABAT eJIEKTpUYecKa HECTAaOMIIHOCT Ha JSCHOKAMEpPHHMS MHOKapiA, HO
MOJICKYJIsIpHATa MaTOreHe3a Ha TakaBa elleKkTpuuyecka HectaOmwiHocT nmpu ARVD Bce ome He e



uzsicieHa. Tt kaTo (1) 3aMeCTBAaHETO Ha KapIMOMHOLIUTUTE C MAaCTHA ThKAH € Hal-ChIlleCTBEHATA
xucrosiornyHa Haxoaka npu ARVD, (ii) mepBHuAT pactexxeH ¢daktop (NGF) ympaxnassa
apuTMOTeHEH e()eKT, CBbP3aH C BHE3alHaTa Chp/IeYHa CMBPT, U (iil) MacTHaTa ThKaH MPOU3BEKAA
NGF u mo3puen HeBporpoduueH ¢akrop (BDNF), nenra Ha HacTOAIIOTO MpOydYBaHE € Ja ce
aHAJIM3UPAT UMYHOXUCTOXUMHUYHO aIUNIOLUTUTE, CBhp3aHu ¢ ARVD, kato ce 00bpHE crienuaiHo
BHMMaHue Ha ekcripecusita Ha NGF u cBbp3anuTe ¢ Hero HeBporpoduuu, BDNF u HeBpoTpoduH-
3 (NT-3) u cwrorBetnute um perentopu TrkA, TrkB u TrkC. Ocem ciyuas ¢ ARVD 0sxa
JI0Ka3aHu MpH ayrorcus. Hactosmmre pe3ynraTu noka3Bar, Y€ MHTPAMUOKApAHUTE aUOUTH 1
kapauomuonuti ipu ARVD ekcnipecupat NGF/TrkA u NT-3/TrkC, xoeto mpenmnosara, 4e Te
MOTaT /1a UTpasiT ChIIECTBEHA POJIA B KUBOTO3aCTpalllaBallaTa eJIeKTpuyecka HeCTaOMIHOCT Ha
MHUOKapa.

IIbaHoTEKCTOBA l'lyﬁJ'll/IKaIII/IH B HAYYHO ClIMCaHHE€, UI3BbH MUHUMAJIHUTEC HAYKOMCTPUYIHHN
U3NCKBaHMs 32 3aemaHe Ha A/l ,,omeHT*

George S Stoyanov, Nevena Yanulova, Lyuben Stoev, Nedyalka Zgurova, Viktoriya
Mihaylova, Deyan L Dzhenkov, Martina Stoeva, Nadezhda Stefanova, Kalin Kalchev,
Lilyana Petkova. Temporal Patterns of COVID-19-Associated Pulmonary Pathology: An
Autopsy Study. Cureus, 2021; 13(12): e20522.

Introduction: The novel coronavirus variant - severe acute respiratory distress syndrome
coronavirus 2 (SARS-CoV-2) and the disease it causes clinically (novel coronavirus disease 2019
or COVID-19) have placed medical science into a frenzy due to the significant morbidity and
mortality, as well as the myriad of clinical complications developing as a direct result of infection.
The most notable and one of the most severe changes in COVID-19 develops in the lungs.
Materials and methods: All cases of real-time polymerase chain reaction (rtPCR)-proved
COVID-19 subjected to autopsy were withdrawn from the central histopathology archive of a
single tertiary medical institution - St. Marina University Hospital - Varna, Varna, Bulgaria.
Pulmonary gross and histopathology changes observed on light microscopy with hematoxylin and
eosin as well with other histochemical and immunohistochemical stains were compared with the
time from patient-reported symptom onset to expiration, to compare the extent and type of changes
based on disease duration.

Results: A total of 27 autopsy cases fit the established criteria. All cases clinically manifested with
severe COVID-19. From the selected 27 cases, n=14 were male and n=13 were female. The mean
age in the cohort was 67.44 years (range 18-91 years), with the mean age for males being 68.29
(range 38-80 years) and the mean age for females being 66.54 (range 18-91 years). Gross changes
in patients who expired in the first 10 days after disease onset showed a significantly increased
mean weight - 1050g, compared to a relatively lower weight in patients expiring more than 10
days after symptom onset - 940g. Histopathology changes were identified as intermittent
(developing independent from symptom onset and persisting) - diffuse alveolar damage with
hyaline membranes - acute respiratory distress syndrome, endothelitis with vascular degeneration



and fibrin thrombi; early (developing within the first week, but persisting) - type 1l pneumocyte
hyperplasia, alveolar cell multinucleation and scant interstitial mononuclear inflammation;
intermediate (developing within the late first and second weeks) - Clara cell hyperplasia and late
(developing after the second week of symptom onset) - respiratory tract and alveolar squamous
cell metaplasia and fibrosis.

Conclusion: COVID-19-associated pulmonary pathology, both gross and histopathology, show a
time-related dynamic with persistent early and a myriad of later developing dynamic changes in
patients with severe disease. These changes underline both the severity of the condition, as well as
the mechanisms and the probability of long-lasting severe complications in patients with post-
COVID syndrome.

BbBenenune: HOBHUAT BapMaHT HAa KOPOHABUPYCA - KOPOHABUPYC 2 C TEXKBK OCTHP PECIUPATOPEH
muctpec cuaapoM (SARS-CoV-2) u 3abossBaHETO, KOETO TOW MPUYMHSABA KIMHHUYHO (HOBO
KopoHaBupycHo 3abomnsBane 2019 unu COVID-19), noBenoxa menuuuHcKaTa Hayka J0 JTyJOCT
Mopajay 3HAYMTEITHATa 3a00JIEBAEMOCT W CMBPTHOCT, KaKTO M MHOXKECTBOTO KIWHUYHU
YCIIO)KHEHHSI, Pa3BUBAIIH CE KaTO MPSK pe3ynTar oT nHpekmusaTa. Hali-3a0eiexxuTeTHuTe ¥ eTHU
ot Haii-Texxkute mpomenu pu COVID-19 ce pa3Busar B 6enute apoOoBe.

Marepuanu u meroam: Bcuuku cinydan Ha COVID-19, nokazanu ¢ mnoiammepasHa BEpHKHA
peakuus B peasino Bpeme (rtPCR) u monmokenu Ha ayTorcusi, 0sixa U3CJIeIBaHU OT LIEHTPATHUS
XUCTOMATOJIOTUYEH apXHB Ha €THO JieueOHO 3aBeieHue oT TpeTo HuBO - YMBAJL,,Ceeta Mapuna“
- Bapna, Bapna, bbrarapus. MakpocKONCKUTE ¥ XHUCTOJOTHYHHU O€noApoOHU TMPOMEHH,
HaO0II0/IaBaHU Ype3 CBETIMHHA MUKPOCKOIHMSI, OLIBETEHU C XEMATOKCUIIUH U €03HH, KaKTO U C
JIPYTH XUCTOXUMHUYHA U UMYHOXUCTOXMMHUYHUA METO/H, OsiXa CPAaBHEHU C BPEMETO OT HAYaJIOTO
Ha CUMIITOMHTE, CHOOIIEHU OT MAIMEHTA, 10 CMBPTHHS U3XOJ OT OOJIECTTa, 3a Ja C€ ONPEICIISIT
CTETeHTa U BUABT HA MPOMEHHUTE B 3aBUCUMOCT OT MPOABIKUTETHOCTTA Ha 3a00JISIBAHETO.
Pesyararu: o610 27 ayTONICHOHHY Cllydasi OTTOBapsT Ha YCTaHOBEHUTE KpuTepuu. [Ipu Bcnuku
cllydau ce HaOmo/aBaiie Texka kiamHu4Ha u3sisa Ha COVID-19. Ot uszbpanure 27 ciyuas n=14
ca Mbxke u n=13 ca xenu. CpenHara BB3pacT B KoxopTara € 67,44 romunu (amanazon 18-91
TOJUHM), KaTo cpelHaTa Bb3pacT mpu Mbxkere € 68,29 roaunu (amamazon 38-80 romuuum), a
cpeaHaTa BB3pacT mpu keHute e 66,54 roguau (auamasoH 18-91 rogunu). MakpocKOIICKHUTE
MPOMEHU TIPU TAIMEHTUTE, KOUTO Ca TMOYMHAIM Tipe3 mbpBuTe 10 AHM cien HAdaaoTo Ha
3a00J151BaHETO, TTOKA3BaT 3HAUYMUTEITHO TIOBUIICHO CPEAHO Teryio Ha Oemute npobdose - 1050 T, B
CpaBHEHHUE C OTHOCUTEIIHO MO-HUCKOTO TETJIO IPU MAUEHTUTE, TOUYMHAIK noseue ot 10 1Hu cien
Hayanoto Ha cumnromMuTe - 940 1. XUCTOJNOTMYHHUTE TPOMEHH Osxa ONpeAeNeHH KaTo
WHTEPMUTEHTHHU (pa3BUBAIA CE€ HE3aBHUCHMO OT I0SBaTa HA CHMIITOMHUTE M MEPCUCTUPAIIH) -
mu(dy3HO aBEOJIAPHO YBPEXKIAHE C XUAJTMHHU MEMOpPaHHM - OCTBP PECIHUPATOPEH TUCTPEC
CUH/IPOM, €HJIOTEIIUT ChC ChA0BA JIereHepaus u GuOpuHOBH TPOMOU; paHHU (pa3BUBAIIH CE MPE3
mbpBaTa CEIMHIIA, HO TPOIBIKABAIIM CIICA TOBA) - XUIepIuia3us Ha Tun Il mHeBMouUTHTE,
HaJu4he HAa MHOTOSIPEHU aJBEOJIAPHU KJIETKU M OCKBJIHO MHTEPCTUIIMATHO MOHOHYKJICAPHO
BB3NAJICHUE; MEXIWHHH (pa3BHBAIIM C€ B Kpas Ha IbpBaTa W Tpe3 BTOpaTa CEIMHUIIA) -
xunepruiazus Ha Knapa kineTkure u KbCHU (pa3BUBAILM CE CIIe]] BTOpaTa ceMUIa OT MOsBaTa Ha
CUMITOMUTE) — TUIOCKOKJIEThYHA METaIlIa3us Ha TUXATeITHUTE IMTUIIA U aJIBeoInTe U (rubpo3a.



3ak/l04eHHe: KakTO MAaKpOCKOIICKaTa, Taka M XHUCTOJIOTMYHATa OelnoApoOHa MaTosorus,
cebp3ana ¢ COVID-19 undexnus, mokazpa BpemMeBa TMHAMHUKA, C YCTOMYMBU PaHHU K MHOYKECTBO
MO-KbCHO Pa3BUBAIIM CE TMPOMEHH MPHU MAIMEHTH C TEKKO 3a0omsBaHe. Te3u MPOMEHU CTOST B
OCHOBaTa KAaKTO Ha TEXECTTa Ha ChCTOSHUETO, Taka U HA MEXaHU3MUTE M BEPOSITHOCTTA 3a
JTBJITOTPAMHM TEKKH YCI0KHEHHS Tpu manueHTH ¢ moct-COVID cunnpom.



