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I'7.1. Ina Kobakova, George Stoyanov, Hristo Popov, Snezhana Spasova-Nyagulova, Nadezhda
Stefanova, Lyuben Stoev, Nevena Yanulova. Anorectal melanoma - a histopathological case
report and a review of the literature. Folia Med (Plovdiv) 2019; 61(1):95-99

Abstract: Primary melanomas of the anus and rectum are rare neoplasms with aggressive
behavior, accounting for 0.1%-4.6% of anal canal tumors. Mucosal melanomas account for
approximately 1.2% of all melanomas, of which fewer than 25% are anorectal. Histological
evaluation with immunohistochemical stains like HMB-45, S-100, vimentin and Melan A is
required for definitive diagnosis. The 5-year survival rate for anorectal melanomas (AM) was
reported to be as low as < 20%, in contrast to the value of approximately 80% for cutaneous
melanomas. Furthermore, up to 67% of patients are found to have distant metastases at the time of
their initial diagnosis with AM. Since the chemotherapy treatment possibilities are limited, patients
usually undergo mutation detection tests giving the opportunity of targeted therapy. Herein we
report a case of a patient with anorectal melanoma, diagnosed in stage 11, the pathomorphological,
and mutation status finding, together with their correlation to tumor behavior and patient
prognosis.

Pe3tome: [IbpBUUHKTE METAHOMH Ha aHyca M PeKTyMa ca PeJIKU HOBOOOpa3yBaHHUS C arpeCHUBHO
noBeaeHue, kouto npencrasnssar 0,1%-4,6% ot Tymopute Ha aHaNHHS KaHal. JIMraBUYHUTE
MEJTaHOMU MPEACTaBIABAT MpUOIM3UTENHO 1,2% OT BCHYKM METaHOMH, KaTo MO-Majko oT 25%
ca aHOpEKTaJ HH. M3BbpIIBaHETO HA MMYHOXHCTOXMMHYHA OIIeHKa ¢ anTuTenata HMB-45, S-100,
vimentin and Melan A e HeoOXxorMa 3a MOCTaBIHETO Ha OKOHUYATeHaTa quarto3a. ChlecTByBaT
JTaHHY, Y€ S5-TOJUIIHATA TPEKHUBIEMOCT NPH TMAIMCHTUTE ¢ aHOpPEKaTaTHH MenaHoMu (AM) e
<20%, 3a pa3nuka OT MPEKUBSIEMOCTTa IIPU MALUEHTU C KOXKHHU MEJIaHOMH, KOSITO € 0KoJsio 80%.
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OcBeH TOBa € YCTAaHOBCHO, 4€ 67% ot MMallMCHTUTC UMaT OaJICYHHU ME€TacTasu B MOMCHTa Ha
IIOCTaBsAHEC Ha Juar”HosaTa AM. Tpii Kato BB3MOKXHOCTHUTE 3a JICUCHHE C XUMHOTCpaIiys ca
OrpaHU4YCHU, IIPpHU MAUCHTUTE OOMKHOBEHO C€ IIpoBEKAAT TECTOBC 3a OTKPUBAHC Ha MYyTallMH,
JaBallld Bb3MO>XHOCT 3a ueneHacoqua/TapreTHa TCpalius. C’bO6H_[aBaMe 3a cnyan?I Ha IManueHT C
AHOPCKTAJICH MCJIaHOM, KOHUTO ¢ AUAHOCTHUIMPAH BBB BTOPHU CTa,HHﬁ, JOoKJIaaBaME 3a
HaTOMop(i)OJIOFI/I‘lHI/ITe HaXOAKW W MYTAIUOHHHA CTATYC U TAXHATA BPBb3Ka C KIMHHUYHOTO
IMOBCACHHUEC HAa TyMOpa U IMPOTHO34aTa Ha ITallUCHTA.

I'7.2. Minka Hristova, Maria Tzaneva, Ganka Bekyarova, Dariya Chivchibashi, Nadezhda
Stefanova, Yoana Kiselova-Kaneva. Molecular Mechanisms of Melatonin Protection from
Gastric Mucosal Apoptotic Injury in Experimental Burns. Molecules 2018, 23(4), 749

Abstract: Melatonin, a basic secretory pineal gland product, is a non-toxic, multifunctional
molecule. It has antioxidant and anti-apoptotic activities and protects tissues from injury. The
objective of the present study was to determine the molecular mechanism of melatonin anti-
apoptotic effect on gastric injury in a rat burn model. We hypothesized that melatonin gastric
protection may be related to the activation of transcription erythroid 2-related factor 2 (Nrf2).
Using a 30% total body surface area (TBSA) rat burn model, melatonin (10 mg/kg, i.p.) was
injected immediately and 12 h after thermal skin injury. Via light immunohistochemistry, we
determined the tissue level of 4-hydroxy-2-nonenal (4-HNE) as a marker of lipid peroxidation,
Bcl-2 and Bax as apoptosis-related proteins, and Nrf2. Results are presented as medians
(interquartile range (IQR)). Thermal trauma in burned animals, compared with the controls,
increased the expression of pro-apoptotic Bax protein (1.37 (0.94-1.47)), decreased anti-apoptotic
Bcl-2 protein (1.16 (1.06-1.23), p < 0.001) in epithelial cells, and elevated Bax/Bcl-2 ratios (p <
0.05). Tissue 4-HNE and Nrf2 levels were increased following severe burns (1.55 (0.98-1.61) and
1.16 (1.01-1.25), p < 0.05, respectively). Melatonin significantly decreased 4-HNE (0.87 (0.74—
0.96), p <0.01) and upregulated Nrf2 (1.55 (1.52-1.65), p < 0.001) levels. It also augmented Bax
(1.68 (1.5-1.8), p < 0.001) and Bcl-2 expressions (1.96 (1.89-2.01), p < 0.0001), but reduced
Bax/Bcl-2 ratios (p < 0.05). Our results suggest that experimental thermal trauma induces oxidative
gastric mucosal injury. Melatonin manifests a gastroprotective effect through Nrf2 activation, lipid
peroxidation attenuation, and Bax/Bcl-2 ratio modification as well.

Pe3ome: MenaTOHUHBT € OCHOBEH CEKPETOPEH MPOJIYKT Ha enu(u3HaTa JKiIe3a U MpeICTaBIsiBa
HETOKCHYHA, MHOTO(YHKI[MOHAIHA MoJeKyia. Toil uMa aHTHOKCHJIAHTHU U aHTHAIONTOTHYHH
CBOMCTBAa M IpeANa3Ba TbKaHUTE OT HapaHsABaHe. LlenTa Ha HACTOAIMIOTO MpOYYBaHE € Ja ce
OIpeJieNId MOJIEKYJISIPHUSAT MEXaHU3bM Ha aHTHAMIONTOTUYHUS e()eKT Ha METaTOHWHA B MOJET Ha
CTOMallHa yBpeJa NpHU IUIBbXOBE, IpPEIW3BUKaH OT wusrapsHe. Hue mnpennonoxuxme, ue
CTOMAalIHaTa 3aIlMTa MOCTUTHATA 4Ype3 M3IMOJI3BAHETO HA MEJIATOHMH MOXE Ja € CBbp3aHa C
aKTUBUPAHETO Ha TPAHCKPUIIMOHHUS epuTpoujaeH 2-cBbp3aH (axrop 2 (Nrf2). M3nomn3paiiku
Mozen Ha m3rapsiHe ¢ 30% o6ma TenecHa noBbpxHOCT (TBSA) npu muiex, menatonus B 103al0
mg/kg, i.p. 66 MHXKEKTUPaH HEMOCPEICTBEHO U 12 Yaca ciie]] TSpMUYHO HapaHsSBaHE Ha KOXKaTa.
Upe3 UMYHOXMCTOXMMHYHO M3CIIE/IBAHE OIpEIeNUXMe THKaHHOTO HUBO Ha 4-XUIpOKCU-2-
HoHeHan (4-HNE) xato mapkep 3a iunuaHa nepokcupanus, Bel-2 u Bax kato mpoteunw,
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CBBbp3aHU ¢ aronTto3a, u Nrf2. Pesynarature ca mpencTaBeHH KaTo MeAWaHW (MHTEPKBAPTUIICH
muarnasoH (IQR)). [Ipu )KUBOTHUTE C TEpMUYHA TPaBMa ce HaOJI0/1aBa MOBHUILIEHA SKCIPECHs Ha
npoanonToruueH nporenn Bax (1,37 (0,94-1,47)), namaneHa eKCIpecHs Ha aHTHAIONTOTHYCH
nporenH Bcel-2 (1,16 (1,06-1,23), p <0,001) B enuTeaHH KIECTKH M MOBHMIICHO CHOTHOIICHHE
Bax/Bcl-2 (p <0.05) B cpaBHEHHE C )KHBOTHUTE OT KOHTpOJIHATA Ipyma. ThKaHHUTE HUBA Ha 4-
HNE u Nrf2 ca nosuirenu cien tesxku usrapsaus (1,55 (0,98-1,61) u 1,16 (1,01-1,25), p <0,05,
ChOTBETHO). MeIaTOHMHBT 3HAYUTEIHO HamasiBa excrpecusita Ha 4-HNE (0,87 (0,74-0,96), p
<0,01) u noumasa HuBata Ha Nrf2 (1,55 (1,52-1,65), p <0,001). Toii cbhiro Taka yBeauuMBa
excnpecusita Ha Bax (1,68 (1,5-1,8), p <0,001) u Bel-2 (1,96 (1,89-2,01), p <0,0001), Ho Boau /10
HamaiieHo choTHOolmeHne Bax/Bcl-2 (p <0,05). Hammre pesynratm mnokaspar, ue
eKCIIepUMEHTATHATa TEPMHUYHA TPaBMa MPEAU3BUKBA OKCUIATUBHO YBPEXKIAHE HA CTOMAIIIHATA
nuraBuia. MeNaTOHUHBT MPOsBSIBA TaCTPONPOTEKTUBEH e(eKT upe3 akTuBUpaHe Ha Nrf2,
oTciTabBaHe Ha JIUMHIHATA IEPOKCUAAIUS U MOIU(UKAIS HAa ChoTHOIIEeHHeTo Bax/Bcl-2.

I'7.3. Stoyanov GS, Yanulova N, Stoev L, Zgurova N, Mihaylova V, Dzhenkov DL, Stoeva M,
Stefanova N, Kalchev K, Petkova L. Temporal Patterns of COVID-19-Associated Pulmonary
Pathology: An Autopsy Study. Cureus. 2021 Dec 19;13(12):e20522. doi: 10.7759/cureus.20522.
PMID: 35103119; PMCID: PMC8769076.

Abstract: 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 asingle 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.

Pe3rome: YBoa: HoOBHAT KOpOHAaBHPYCEH BapHaHT — TEXKBK OCTbpP PECIUPATOPEH ITUCTPEC
cuaapom kopoHaBupyc 2 (SARS-CoV-2) u 3a0oisiBaHeTO, KOETO NMPUYMHSIBA KJIMHUYHO (HOBA
kopoHaBupycHa Oomect 2019 wmm COVID-19) o6e3nokonxa MeIUIIMHCKaTa Hay4HA
OOIIECTBEHOCT MOpaau 3HAUYMTETHATa 3a00JIeBa€MOCT M CMBPTHOCT, KakTo U Oe30poiiHuTe
KJIMHUYHU YCJIOKHEHUS, PA3BUBAIIH C€ KaTO MPSK pe3ynTaT oT nHpekuusta. Haii- 3a6enexumure
U eiHU OT Ha-Texkkute npomenu nmpu COVID-19 ce paszBuBar B Genurte apodoBe.

Matepuanu u meroau: Benuku cinyuanm Ha ayroncupanu namueHtu ¢ COVID-19, nokazanu c
IoJinMepa3Ha BeprkHa peakuus B peasHo Bpeme (rtPCR), ca wusBageHu oT UeHTpayiHus
xucronatojgoruueH apxuB Ha YMBAIJl ,,Ceta Mapuna“ — Bapna. MakpockoIlckutre Hu
XUCTOJIOTMYHUTE O€N0opOoOHU INPOMEHU (OLEHEHH ChC CBETJIMHHA MHUKPOCKOIUS, OLIBETEHU C
XEMaTOKCUJIMH U €03MH, KAKTO U C IPYI'M XUCTOXUMHUYHU U UMYHOXUCTOXUMUYHH OLIBETSBAHMS)
ca CpaBHEHHU C BPEMETO OT Ha4aJIOTO Ha CUMIITOMUTE, CbOOILIEHH OT MAlUEHTAa, 32 Ja CE€ CPABHST
CTENEHTa U BUJa Ha IPOMEHUTE CIIPSIMO MPOIBJDKUTEIHOCTTA Ha 3200 ISIBAHETO.

Pesynraru: OO6mo 27 ayTONCHOHHM Ciiy4as OTIOBAapsAT HA YCTaHOBEHUTE KpUTepuu. Bcuuku
cllyyau ca ¢ Texko u3siBeH knmuHuuyHo COVID-19. Ot uzbpanure 27 ciyuas n=14 ca Mbxe 1 n=13
ca xenu. Cpeanara BB3pacT B Koxoprata € 67,44 ronuuu (muamnason 18-91 romuwnwm), xaTto
cpenHaTa Bb3pacT 3a MbxkeTe € 68, 29 (nuanazon 38-80 roauHM), a cpeHaTa Bh3pacT 3a )KEHHUTE
e 66, 54 (mnanazoH 18-91 rogunm). MakpocKoIckuTe IpOMEHH NP NAIlMEHTUTE, TOYUHATH MPe3
nspBuTe 10 AHU crieq Ha4anoTo Ha 3a00JIIBaHETO, MOKA3BaT 3HAYUTEIIHO YBETUYEHO CPETHO TETIIO
— 1050 r, B cpaBHEHHE ¢ OTHOCUTEIHO MO-HUCKO TETJI0 MPU MallMeHTH, TOYUHAIN noBede oT 10
JTHU ciefl HadasioTo Ha cuMntoMute — 940 r. XHUCTOIOTUYHUTE MMPOMEHHU Ca OMpPENeNIeHn KaTo
MHTEPMUTEHTHHU - Pa3BUJIU C€ HE3aBUCHMO OT I105IBaTa U MEPCUCTUPAHE HA CUMIOTOMUTE (AU(y3HA
aliBeoJlapHa yBpela C XUAJIMHHU MeMOpaHH - CHHIPOM Ha OCTbpP PECHUPATOPEH AMUCTpEC,
€H/IOTEJIUT ChC ChJOBA JereHepanns u GUOPMHOBU TPOMOM); paHHU - pa3BWIN CE Ipe3 II'bpBaTa
CeIMHUIIa, HO MepcucTUpaIiy (MTHEBMOLMTHA Xunepraszusa Tun I, MHOrosapeHn ajBeosonuTd 1
OCKBJIHO MHTEPCTULIMATHO MOHOHYKJIEAPHO BB3IMAJICHHE); MEXKIWHHU - Pa3BUJIM c€ B Kpas Ha
II'bpBaTa ¥ BTOpaTa ceIMHUla (Xumnepruiazus Ha kieTkure Ha Kiapa) u KbCHU - pa3BUIIM ce clej
BTOpaTa CeIMHIIA OT HAYAJIOTO Ha CUMMITOMHTE (TJIOCKOKJIEThYHA MeTaruiasus u ¢udpo3a Ha
peCIMpaTOPHUS TPAKT U ATBEOJIUTE).



I'7.4. Zlatarov A, Stefanova N, Mihaylov S, Malinova D. Rare Finding of Inflammatory Fibroid
Polyp of the Duodenum: A Complete Diagnostic and Pathological Workup.. Cureus.
2021;13(7):e16745. Published 2021 Jul 30. doi:10.7759/cureus.16745

Abstract: Inflammatory fibroid polyps (IFP) are solitary benign tumors rarely found in the
gastrointestinal (GI) tract. Additionally, duodenal polyps are diagnosed incidentally. We present a
case of a 51-year-old female admitted to the department with an initial diagnosis of duodenal polyp
on gastroscopy, CT, and positron—emission tomography (PET). COVID-19 pandemics was the
reason for delayed treatment which allowed the lesion to progress and almost double its size in an
eight-month period. We performed conventional duodenotomy and excision of the polyp. Diseases
like gastrointestinal stromal tumor (GIST), inflammatory myofibroblastic tumor, and
inflammatory polyp of Crohn’s disease must be considered in the differential diagnosis of IFP
because they could be observed in the same location.

Pestome: Bu3nanurennure pudbpouanu nonumnu (BOII) ca enuanyHN 100pOKa4eCcTBEHU TYMOPH,
KOUTO pAako ce cpeumar B croMamHo-upeBHHMsT (CUT) tpakt. OcBeH TOBa NOJUIUTE Ha
JIBAHAJECETONPBCTHUKA C€ JUarHocTuuupar ciydaHo. [IpeacraBame ciaydaii Ha S1-rogumiHa
KEHa, IIpHUeTa B OTJIEJICHUETO C MbPBOHAYAJIHA IMarHO3a IOJIMII Ha JABaHaJIeCEeTONPbCTHUKA IIPU
ractpockonust, KT u nosurponHo-emucuonna tomorpadus (PET). Ilangemusita or COVID-19
Oeme mpuuyMHATa 3a 3a0aBEHO JIEYCHHE, KOSTO TIO3BOJIM HA JIE3UATa J]a MPOrpecupa U MOYTH Ja
YZIBOU pa3Mepa CH 3a epUo OT oceM Mecela. M3BbpplinxmMe KOHBEHIIMOHAIHA JTyOJJeHOTOMUS U
eKCIM3Usl Ha Tojuma. 3aboyisiBaHUS KaTO TacTpOMHTECTHHaneH crtpoManeH Tymop (GIST),
BB3MANNTENICH MUOPHOPOOIaCcCTeH TyMOp M BB3MAIUTENEH MoauN Ha Oosnectra Ha Crohn TpsiOBa
Ja ce MMaT mpeABUA npH AudepeHnuanHara auarfosa Ha BOII, Teii kaTo Te Morar nma ce
HaOJI0AaBaT HA €HO M CHILO MSCTO.

I'7.5. Dimaras P, Tasinov O, Ivanova D, Kiselova-Kaneva Y, Stefanova N, Tzaneva M, lvanova
D. Improving gene expression analysis efficacy from formalin-fixed paraffin embedded tissues.
Folia Med (Plovdiv). 2022 Aug 31;64(4):602-608. doi: 10.3897/folmed.64.63599. PMID:
36045457.

Abstract: Introduction: Improving RNA isolation and cDNA synthesis techniques has emerged
due to advancements in the knowledge of molecular basis of most diseases. This in turn increased
the need of higher quantity and quality of the extracted genetic material to be used for a variety of
diagnostic tests and experiments.

Aim: The aim of the study was to compare three modified methods for RNA extraction from
formalin-fixed paraffin embedded (FFPE) biopsied tissue and different cDNA synthesis strategies
to facilitate study of gene expression.

Materials and methods: Compared RNA extraction methods were: lysis buffer, phenol-based
extraction, and combination of both with concomitant use of silica-based spin columns. RNA
quantity and purity were estimated spectrophotometrically. Different priming strategies for cONA
synthesis were applied: oligo dT, combination of oligo dT and random hexamer, and gene specific



primer. Two-step RT-qPCR of ribosomal protein L37A on preamplified and non-preamplified
cDNA templates was performed.

Results: The combination of lysis buffer with phenol based extraction gave higher RNA vyield. By
doing cDNA preamplification, the confidence of detection by gPCR was raised, and efficiency
was improved. The preamplified template increased the sensitivity of analysis. Conclusions:
Together, the combination of approaches improved substantially the reproducibility and validity
of quantitative gene expression analyses from FFPE tissues.

Pe3iome: BoBenenue: Hyxxnara ot mogoOpsiBaneTo Ha TexHHKUTE 3a n3oiupane Ha PHK u k/IHK
CUHTE3 Ce IMOSBH ChC 3abJI00YABAIINTE CE MO3HAHUATA 32 MOJIEKY/IIpHATa OCHOBA HA TTOBEYETO
3a0osBaHusi. ToBa OT CBOSI CTpaHa YBEIWYM HEOOXOJUMOCTTA OT IMO-BHCOKO KOJIMYECTBO H
Ka4eCTBO Ha U3BJICUCHUS TCHETHYCH MaTepHall, KOMTO J1a Ce U3TOJI3Ba 32 PA3IMYHHA JUATHOCTUIHHI
TECTOBE U €KCIICPUMEHTH.

Hen: LenTa Ha u3cnenBanero Oelle Ja ce CpaBHIT TPU MOAU(PUIIMPAHU METO/A 3a EKCTPaKLUs Ha
PHK or Ouoncuyna thkaH, (ukcupana BB (opmanuH, BriaroueHa B mnapadun (FFPE) wu
obOpaboTeHa upe3 pasnudyam crpareruu 3a cuHte3 Ha kJ[HK, 3a ma ce ynmecHu u3cienBaHeTo Ha
TeHHATa eKCIIPECHSL.

Marepuanu u meroau: CpaBHeHUTe MeTo U 3a ekctpakius Ha PHK Osixa: nusucen 6ydep, henon

0a3upaHa eKCTpakIis 1 KOMOMHAIMA OT ABETE C €AHOBPEMEHHA yIoTpeOa Ha KOJIOHH 3a U30JIaIlHs
Ha PHK Ha ocnoBara Ha cunmunueB nuokcng. KonnuectBoro u uncrorara Ha PHK ce ounensiBat
crniekTpooToMeTpudHO. bsixa MpuiokeHu pa3IuuHU CTpATEeruy 3a MpaiiMupaHe 3a CHHTE3 Ha
kJIHK: omuro dT; xomOunanus ot omuro dT m mpom3BOJIEH XEKCaMepeH TeH crernupudcH
npaiimep. beme uspbpmiena asyctbnkoB RT-qPCR Ha pubosomanen mporenn L37A Bbpxy
npenBapuTesHo ammuuiupanu u Heammnpuuupanu kIHK marpumm.

Pesyntatu: KomOunanusta ot nusuced O0ydep c¢ ¢eHon 6a3upaHa eKCTpaklus J1aBa MO-BUCOK
noous Ha PHK. Upe3 wusBbpmBaHe Ha npeaBaputenHo ammiupukanus Ha kAHK,
KOH(HIEHTHOCTA Ha OTKpHUBaHe, upe3 PCR Oere noBuiieHa u eekTuBHOCTTA Oeliie mo00peHa.
[IpenBapuTenHo amuinpuIpaHe Ha MaTpHUIlaTa YBEIUYH YyBCTBUTEITHOCTTA HA aHAJIM3a.

3akmrouenus: KoMmOuHanusTa OT MOAXOAM MOAOOPH 3HAYUTEIHO BB3MPOU3BOAUMOCTTA M
BanmuaHocTTa Ha qPCR ananu3a na FFPE Thkanu.

I'7.6. Stefanova N, Enchev Y, Dzhenkov D, Hachmeryan A. Paraganglioma in the spinal cord
histologically mimicking ependymoma - a case report. Folia Med (Plovdiv). 2022;64(6):1007-
1011. doi:10.3897/folmed.64.e71407

Abstract: Paraganglioma is a tumor lesion of neuroectodermal origin that occurs at various places
in the human body, but is rarely observed in the spinal cord. Usually, it presents in the lumbar
region (cauda equine and filum terminal) as a slow-growing painless tumor mass that causes local
compression.



We present a 53-year-old man with chronic low back pain, difficulty in walking, and impotence.
The magnetic resonance study showed a tumor lesion suspicious for ependymoma. Surgical
excision was performed and the result from the intraoperative frozen section was ependymoma
due to the presence of pseudorosettes structures. After the surgery, a thorough histological
examination of the specimen revealed an encapsulated formation composed of ovoid and spindle-
shaped cells with eosinophilic to light cytoplasm, with rounded nuclei with finely dispersed
chromatin. An arrangement of cells in the form of pseudorosettes — ependymoma-like features was
found in a large area of the tumor. Immunohistochemically, it was proved that the tumor was
paraganglioma, not ependymoma.

Paraganglioma is a rare tumor in the spinal cord and it should be distinguished from other tumors
normally observed in this area like ependymomas by using immunohistochemical stains.

Pe3tome: [laparanrnmmomMbT € TyMOpHa JIe3Usi ¢ HEBPOCKTOASPMAJICH IPOU3XO0/1, KOSTO Ce cpela
Ha Pa3NMYHM MeECTa B YOBEHIKOTO TsUIO, HO PS/AKO ce HabOironaBa B TPBOHAYHUS MO3BK.
OOWKHOBEHO ce OTKpHBA B TyMOaTHaTa 00JIacT (Kay/aa eKBHHA U (PHITyM TEpMUHAIIKC) KaTo OaBHO
pactsmia, 0e300Je3HeHa TYMOpPHa Maca, KOSATO MPUYMHSBA JIOKamHa Kommpecus. [IpencraBsime
ciydail Ha 53 roauIeH MbX ¢ XpOHHYHA 0OJIKa B KPBCTA, 3aTPYAHEHO XO/IEHE M MMITIOTEHTHOCT.
W3cnenBaHeTro ¢ MarHUTEH pPE30HAHC II0Ka3a HAIMYMETO TYMOPHa Ha JIe3HsA, KOESITO €
MOJIO3pUTENIHA 32 eNeHIUMOM. l3BbpmieHa Oe XHWpYprudHa eKCIU3US U PE3yNTaTbT OT
re)pupHOTO U3ciieBaHe O€ EMEeHIMMOM M0PAIU HATMYMETO HA IICEBOPO3ETHH CTPYKTypu. Cren
orepanusATa MpH MATEIHO XUCTOJOTHYHO M3CIIEBAHE Ha Iperapara ce yCTAaHOBU KalCylInpaHa
¢dopmanus, chCTaBeHAa OT OBOMJHUM W BPETCHOBHIHHU KIETKH C €O3MHO(QWIHA JI0 CBETIA
[UTOIUIa3Ma, C OKPBIJICHH siApa U ¢ (PUHO AMCTIEprUpaH XpoMaTrH. B roisiMa miomr oT Tymopa ce
YCTaHOBsABA MOAPCIKIAHEC HA KIJIICTKU IO Q)opMaTa Ha MCCBAOPO3CTKU — GHCHILI/IMOMOHOIIO6HPI
XapakTepuCTUKH. MMyHOXMCTOXUMHUYHO O€ [0Ka3aHO, 4e TYMOpPBT € IMaparaHriioM, a He
eneHauMoM. [laparaHramoMbT € psAAbK TyMOp B IpbOHAuHUS MO3bBK, KOWTO TpsiOBa na ce
pasrpaHMy¥, 4pe3 HU3I0J3BaHE HA MMYHOXUCTOXMMHYHU MapKepU OT APYTrd TYMOpPH, KOMTO
OOMKHOBEHO ce HaOIr0/1aBaT B Ta3u 00JIACT KAKBUTO Ca HAIpUMEP EMEeHIUMOMHUTE.

I'7.7. Stefanova N, Kalinov T, Kolev N, Kalchev E. Frantz Tumor: A Case Report of Solid
Pseudopapillary Tumor of Pancreas. Cureus. 2023;15(7):e41698. Published 2023 Jul 11.
doi:10.7759/cureus.41698

Abstract: The solid pseudopapillary tumor (SPT) is a rare pancreatic lesion that usually affects
young and middle-aged patients and has a female predominance and low malignant potential. The
exact histogenesis of this tumor is still unclear.

We present the case of a 60-year-old female patient with occasional abdominal pain. Positron
emission tomography/computed tomography (PET/CT) and magnetic resonance imaging (MRI)
revealed a tumor mass in the pancreatic tail. Distal pancreatectomy and splenectomy were
performed. The result from the pathology report was solid pseudopapillary neoplasm (SPN). The
patient underwent four cycles of adjuvant chemotherapy with gemcitabine, which she tolerated
well without complaints. A control computed tomography (CT) scan and PET/CT of the abdomen



(five months after the operation) showed a cystic lesion suspicious for local recurrence in the
pancreatic tail during the follow-up period. The patient underwent a second surgery operation.
Subsequent histological examination showed chronic indurative pancreatitis, areas with
steatonecrosis, lipogranulomas, and fibrosis without evidence of relapse.

SPT is a rare pancreatic tumor that most commonly affects young women. Although the tumor has
locally aggressive characteristics, the prognosis is excellent after surgical excision. Our case
emphasizes that this tumor can occur not only in young women but also in older patients. Chronic
granulomatous inflammation and indurative pancreatitis can sometimes mimic a relapse on CT
and PET/CT image tests.

Pe3tome: Comumuusar ncesponanwiapen Tymop (CIIT) e psaka ne3us Ha maHKpeaca, KOSTO
OOMKHOBEHO 3acsira MaleHTH B MJIaJia U CpeHa Bb3pacT C mnpeoliasaBaHe Ha JKEHCKHS MOJ U
KOSATO UMa HUCHK 3710KA4E€CTBEH NOTeHIMaN. ToyHaTa XMCTOreHe3a Ha TO3U TyMOp BCE OIlIE HE €
uzsicuena. IlpencraBsme ciydail Ha 60-roAuiTHa MAalMEHTKA C MEPUOAMYHU OOJNKH B KOopema.
[To3urponHo-emucuonna ToMmorpadus/kommtorbpHa Tomorpadus (PET/CT) u sapeHo-MarHuTeH
pe3zonanc (MRI) paskpuBar TymOpHa Maca B Olaiikara Ha maHkpeaca. M3BbpiieHu ca guctaiHa
MIAHKPEATEeKTOMHUSI U CIJICHEKTOMHUSA. Pe3ynTaThbT OT XUCTOMATONIOIMYHOT U3CJIE/IBAHE € COJUICH
ncepnonanunaped Tymop (CIIT). Ilanuentkata npeTbpris YETUPH IUKBIA aJIOBAaHTHA
XUMHUOTEpAINHs ¢ TeMIUTA0UH, KOATO moHece no0pe 6e3 omiakBanusa. KoHTposiHa KOMITIOThpHA
tomorpadust (CT) u PET/CT na kopema (TIeT Mecelria ciie/1 onepanusTa) mokazaxa KUCTo3Ha Je3us,
[IOJIO3pUTENIHA 3a JIOKAJIEH pelyJMB B OINalllKaTa Ha IaHKpeaca II0 BpEME Ha Iepuoja Ha
npocienasane. IlanmenTkata mnperbpnst BTopa omepauus. I[locnenBamoro XHCTOJIOTHYHO
u3cie/BaHe II0Ka3a XPOHUYEH MHAYPAaTUBEH [IaHKPEaTUT, oO0JacTH CbC CTEaTOHEKPO3a,
nunorpanyinomu u ¢uoposa 6e3 gannu 3a peruaus. CIIT e psabk Tymop Ha maHKpeaca, KOUTO
Hal-4ecTo 3acsira MJIaJId )KeHU. BbIpeku ye TyMOpbT UMa JIOKAJTHO arpECUBHH XapaKTEPUCTUKH,
IIPOrHO3aTa € OTIWYHA CJIe]l XUPYPrUYHO OTCTpaHsBaHe. HammaAr ciydail moaueprasa, 4e TO3U
TyMOpP MOXKE Ja C€ IOSIBMU HE camMO IPHU MJAaaW >KEHHM, HO W TNPU MO-Bb3PACTHHU IALUEHTH.
XPOHUYHOTO I'PAHYIOMATO3HO BB3MAJIEHUE M WHAYPATUBHUAT MAaHKPEATUT MOHSKOra MOTar Jaa
umutupar peunaus npu CT u PET/CT o6pa3nu u3ckenBaHus.

I'7. 8. Hristozov K, Dimitrova R, Shishkov S, Stefanova N, Gercheva S. Primary Intrathyroidal
Non-Hodgkin Lymphoma: A Case Report. Cureus. 2023;15(10):e47096. Published 2023 Oct 16.
doi:10.7759/cureus.47096

Abstract: Primary thyroid lymphoma (PTL) is a rare disease characterized by the appearance of
a rapidly growing solid mass in the cervical region. A major risk factor is chronic autoimmune
thyroiditis with lymphocytes infiltrating the thyroid gland. The lymphoproliferative disease is seen
more frequently in the females. PTL usually develops in the sixth and seventh decades of life. We
present a case of a 66-year-old woman with diffuse primary B-cell thyroid lymphoma with no prior
evidence of underlying autoimmune thyroid pathology. The initial localization of the
lymphoproliferative disease was in the thyroid gland, but the involvement of regional cervical
lymph nodes was also found at the time of diagnosis. After histological verification with



immunohistochemistry and staging by imaging, chemotherapy was initiated according to the R-
CHOP (rituximab, cyclophosphamide, hydroxydaunorubicin hydrochloride, Oncovin®
(vincristine), prednisone) protocol. An excellent therapeutic response was achieved with
lymphoma remission after six cycles under the mentioned protocol. Thyroid autoantibodies
became positive 18 months after rituximab treatment, possibly reflecting the transient suppressive
effects of the immunotherapy. The patient was subsequently kept followed up by a
multidisciplinary team in the light of possible lymphoma recurrence and/or development of thyroid
dysfunction. This case report demonstrates possible challenges for the diagnosis, treatment, and
follow-up of this rare thyroid lesion. At the time of diagnosis, the clinical presentation of the
disease, the ultrasound image, and the cytological result may be similar to other low-grade thyroid
carcinomas or secondary metastatic involvement of the gland. The initial lack of underlying
thyroid autoimmunity makes this distinction even more challenging. Furthermore, despite the rapid
resolution, regular long-term monitoring for recurrence is required.

Pe3tome: IlvpBuunusar nmumdpom Ha muroBuaHara skieza (IIJII) e psnko 3aboinsBane,
XapaKTepU3Mpalllo Ce C osgBaTa Ha OBP30 HapacTBallla CoJIMIHA Maca B uitHaTa obnact. OCHOBEH
PUCKOB (aKTOp € XPOHUYHHUAT ABTOMMYHEH THUPCOMIUT C JHUMQOIMTH, WHPUITPUPALIH
mUTOBHAHATA Jkie3a. JlumdonponudpepaTiBHOTO 3a0oisiBaHe ce HAONIOJIaBa IMO-YECTO IPH
xenute. [1JII] oOMKHOBEHO ce pa3BHMBa Mpe3 MIECTOTO U CEAMOTO JCCETHIIETHE OT JKUBOTA.
[IpencraBsame cinydaii Ha 66-roaMIIHA XEeHa ¢ Audy3eH MbpBHYCH B-kieThyeH JmMpoMm Ha
[IMTOBUIHATA JKJIe3a O3 NPEOUIIHU JaHHK 3a TOJJIe)Kallla aBTOMMYHHA IATOJOTHS Ha
IMTOBHUIHATA JkJe3a. [[bpBOoHavaIHaTa JOKaIM3aus Ha JIUMPONpoIrn(epaTuBHOTO 3a00JsIBaHe
€ B IIIUTOBUTHATA KJIe3a, HO TIPH JIMATHOCTUITUPAHETO € YCTAHOBEHO 3aCsTaHe M HAa PETHOHATHUTE
mvitHE TuMQEE BB3TH. Clie XUCTOJIOTHYHA BeprU(UKAHS ¢ UMYHOXUCTOXUMHYHO U3CIIC/IBAHE
W CTaJiipaHe upe3 o0pa3Ha AMarHOCTHKA, Oellle 3amovyHaTa XMMHUOTEparus ChIIacHO MPOTOKOIIA
R-CHOP (putykcumad, nuxinodochamua, XuIpokCcuaayHOpyOuliuH xuapoxiaopua, Oncovin®
(BMHKPHUCTHH), TIPEIHU30H). belle MOCTUTHAT OTIWYCH TEparieBTHYECH OTTOBOP C PEMHCHsS Ha
mumdpoMa clie]] TPOBEkKIaHE Ha IIECT I[HKBJIA 10 CIOMEHATHS MPOTOKOJN. THPOUTHUTE
aBTOAHTHTENA CTaHAXa MOJIOKUTEHU 18 Mecena ciest JISYeHHEeTO C PUTYKCHMa0, KOETO BEPOSTHO
OTpa3siBa MPEXOIAHHUTE CYNMPECUBHU ePEKTH HAa UMYHOTEpamusTa. BrociieCTBUE MalMeHTKATa
Oeme mpocieeHa OT MYJITHAWCIHMIIIMHAPEH CKUI B CBETJIIMHATA Ha BB3MOXEH PEIUIWB Ha
nmumboMa W/HIU pa3BUTHE HAa TupeouaHa nuchyHkius. To3u Jokiang Moka3Ba BB3MOXKHU
MpeIM3BUKATENICTBA 33 JAMATHOCTULIMPAHETO, JICYEHHWETO W TMPOCIEIIBaHETO Ha Ta3u psIKa
TUpeouaHa Je3us. B mepuona Ha OUArHOCTHIMpaHE HA 3a00NIIBAHETO KJIMHUYHATA WU3sIBa,
yATPa3BYKOBOTO 00Opa3HO M3CIEABAHE U ITUTOJOTUYHHAT PE3yNITaT MOraT Ja Harmoao0sBaT Ipyru
HUCKOCTETICHHH KapIIMHOMHU Ha MIMTOBUHATA *Jie3a WIM BTOPUYHO METACTaTUYHO 3acsAraHe Ha
xie3ara. [IspBoHavYaHaTa JHUIICA HA TIOJIe)kKAI aBTOMMYHHO 3a00JIIBaHe HA IIMTOBUIHATA KJIe3a
MpaBd TOBa pasTpaHUUYEHUE OIle Mo-npean3BUKarenTHo. OCBEH TOBa, BBIPEKH OBP30TO
MOBJIHUSIBaHE, € HEOOXOMMO PEOBHO JBITOCPOUHO MPOCIEISIBAHE 32 PEIUINB.



I'7.9. Antonio Antonov, Liana Gercheva, Nadezhda Stefanova, Maria Tzaneva, Trifon
Chervenkov. Evaluation of the correlation between JAK2V617F, leukocytosis and thrombogenic
risk in patients with Polycythemia Vera and Essential thrombocythaemia. J of IMAB. 2018 Jul-
Sep;24(3):2085-2090

Abstract: Thrombotic events (TE) are the most common, debilitating and fatal complications in
Polycythemia Vera (PV) and Essential Thrombocythemia (ET). Approximately 20% of patients
have experienced TE at the time of diagnosis. The subsequent cumulative incidence of non-fatal
thrombosis is 3.8 incidents/100 patients / year [1, 2]. The risk stratification divides patients by age
and a history of thrombosis. There is controversy in the literature about the impact of JAK2 V617F
allel  burden and changes in peripheral blood counts on the TE frequency.
Aim: The aim of this study is to evaluate the influence of JAK2 VV617F allel burden and changes
in leukocyte count on the development of thrombotic events in patients with PV and ET.
Methods: We performed a retrospective analysis of the data of 96 patients with PV and 43 patients
with ET diagnosed according to the WHO criteria. JAK2 mutational burden was determined by
RealTime-PCR. The statistical analysis was performed with SPSS 19.0 software.
Results: In the group of PV patients, thrombotic events were recorded in 46 patients. We did not
find a correlation between higher levels of JAK2 V617F allel burden and frequency of TE.
Clinically, patients with a higher mutational burden had more pronounced splenomegaly. There
was no correlation between leukocytosis at the diagnosis and the number of TE, but there was a
significant correlation between leukocytosis and the presence of splenomegaly.
In the group of ET patients (43) we established TE in 13 of them, and 54% were carriers of
JAK2 V617F. There was no relationship between the frequency of TE and the increased leukocyte
count. Unlike PV patients, the presence of JAK2 V617F> 50% was associated with pronounced
leukocytosis in the group with ET patients.
Conclusions: The JAK2 V617F allel burden and leukocytosis level are prothrombogenic, but are
not a predetermining factor for thrombosis. The current risk stratification criteria for PV and ET,
although common, reflect the complexity of thrombotic complications. Clotting mechanisms are
different not only in both diseases but also in different parts of the vascular system. More studies
are needed involving the functional state of the vascular system to help differentiate individual
arterial and venous thrombotic index for each disease.

Pe3tome: Tpomboruunure cnbutus (TC) ca Haii-yecTuTe, WHBAMMIW3UpAIIM U (aTaaHU
yciaoxHeHuss mnpu  nonunuremuss Bepa (IIB) u  ecenumannata tpomOouutemus (ET).
[Tpubnusurenno 20% ot nauueHTuTe ca uManu ucropus 3a TC npu MocTaBsHETO Ha JUArHO3aTa.
[locnenBamara KymyjJaTHBHAa uecToTa Ha HedaranHa TtpombOo3a e 3,8 wunHumaenra/100
nanueHTu/ronuHa. PuckoBara cTpaTuduKanys pa3aeis MalueHTuTe 1Mo Bb3pacT U aHaMHe3a 3a
Tpombo3a. B nureparypata MMa NpoTUBOPEYMBU JaHHU OTHOCHO BB3JIEHCTBHETO HA aJIeIHOTO
HatoBapsane Ha JAK2 V617F u npomenure B nepudepHaTa KpbB BbpxXy yecrtorata Ha TC. Len:
[lenta Ha TOBa mpoyuBaHe € Aa ce oneHu BausgHueTo Ha JAK2 V617F anennoto HaroBapBaHe U
IIPOMEHUTE B OpOsi Ha JIEBKOLUTUTE BbPXY PA3BUTHETO HA TPOMOOTUYHU CHOUTHS MPU NMALUEHTH
c [IB u ET. Meroau: HanpaBuxmMe peTpOCIIEKTUBEH aHaIu3 Ha JaHHUTE Ha 96 nanueHTu ¢ [1B u
43 mnanmentd ¢ ET, auarnoctunupanu mno kputepuute Ha C30. JAK2 MyTanmoHHOTO
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HatoBapBaHe ce onpeaenu upe3 RealTime-PCR. CratuctuueckusT aHanu3 Oelie U3BBPIICH ChC
copryep SPSS 19.0. Pesynraru: B rpynara na I[IB manweHTH, TpOMOOTHYHH CHLOUTHS ca
peructpupanu npu 46 nauuentu. He oTkpuxme kopenanusi Mexay o-BUCOKUTE HUBA Ha aJIeJIHO
HaroBapBane JAK2 V617F u yectorata Ha TC. KNMHMYHO MaIMEHTUTE C MO-BUCOKO MYTallMOHHO
HAaTOBapBaHE MMAaT IMO-U3pa3eHa cruieHoMeranus. He Oe ycraHoBeHa Kopenauus MEXIy
JIEBKOIIMTO3aTa YCTAaHOBEHA B MOMEHTa Ha JAMarHoctuuupanero u 6pos Ha TC, HO ce ycTaHOBU
3HauMMa Kopejanus MeXAy JIEBKOLMTO3aTa M HAJMYMETO Ha cIuleHoMeranus. B rpymara Ha
nanueHTute ¢ ET (43) ycranoBuxme TC npu 13 ot 14X, kato 54% ca Hocutenu Ha JAK2 V617F.
He ce oTkpu Bpb3ka Mexay yectotara Ha TC 1 noBuieHus Opoii Ha JIEBKOIUTUTE. 3a Pa3uKa OT
nauuenture ¢ [1B, nanmuuuero Ha JAK2 V617F>50% ce cBbp3Ba ¢ M3pa3eHa JEBKOLUTO3a B
rpynara ¢ nanueHT ¢ ET. 3axntouenue: AnenHoro HatoBapsaHe Ha JAK2 V617F u HuBoTO Ha
JIEBKOILIMTO3a ca MPOTPOMOOTeHHH, HO HE ca Ipeaonpeaensm Gakrop 3a pom603a. Hacrosimure
KpuTepuu 3a crpaTudukanus Ha pucka 3a [IB u ET, makap u o0y, orpassBar ClI0XKHOCTTa Ha
TPOMOOTUYHUTE YCIIOKHEHUA. MeXaHU3MHUTE Ha ChCHUPBAHE Ca PA3JIMYHU HE CaMO IpHU JIBETE
3a00JsiBaHMs, HO M B DPA3IMYHUTE YacTH HA ChIoBaTra cucrema. HeoOxomumu ca moBede
u3cieABaHMsl, BKIIOUBALIY (PYHKIIMOHATHOTO ChCTOSIHUE Ha ChJ0BATa CUCTEMA, 32 1a C€ [IOMOTHE
3a nudepeHIMpaHeTO Ha HHINBUAYAIHUS apTepruajeH U BEHO3eH TPOMOOTHYEH UHACKC 3a BCAKO
3a0o0IsBaHe.

I'7.10. M Eftimov, A Georgieva, D Pavlov, M Todorova, M Reyzov, M Nikolova, N Stefanova,
M Tsaneva, M Novakovic, V Tesevic and S Valcheva-Kuzmanova. (2024, February).
Ameliorative effects of the flavonoid fustin in a rat model of trinitrobenzensulfonic acid-induced
colitis. In IOP Conference Series: Earth and Environmental Science (Vol. 1305, No. 1, p. 012018).
IOP Publishing.

Abstract: Trinitrobenzene sulfonic acid (TNBS)-induced colitis is a widely used animal model
that mimics the signs and symptoms of inflammatory bowel disease. Fustin is a flavonoid found
in Cotinus coggygria.

The aim of the present study was to investigate the effect of fustin isolated from Cotinus coggygria
heartwood in a rat model of TNBS-induced colitis.

In this experiment, 30 male Wistar rats were used, allocated to three groups: Control, TNBS and
TNBS+F10. Colitis was induced by rectal application of TNBS. After the induction of colitis,
fustin at a dose of 10 mg/kg was administered orally to TNBS+F10 group in the course of 8 days.
Severity of colitis, oxidative stress and inflammation were assessed by macroscopic,
histopathological, immunohistochemical and biochemical analyses.

Rats from TNBS group demonstrated severe colonic damage. Fustin treatment ameliorated most
of the macroscopic and some of the histopathological indices of colonic damage, and restored the
activity of the endogenous antioxidant superoxide dismutase in tissue homogenate but did not
affect the signs of inflammation measured by the activity of alkaline phosphatase in serum and
tissue homogenate, as well as the expression of NF-kB in the colon. In conclusion, the ameliorative
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effects of fustin in the experimental TNBS-induced colitis might be the result of its antioxidant
properties.

Pe3tome: Unnynupanust ot TpuHUTpoOeH3eH cyndonoBa kucenuHa (TNBS) xomur e mupoko
W3MOI3BaH KUBOTUHCKH MOJEI, KOUTO MMUTHPA MPU3HALMTE U CUMITOMUTE Ha BH3MATHTEIHO
3aboJsiBaHe Ha yepBata. @ycTUHBT ¢ praBoHOM I, OTKPUT B pacTeruero Cotinus coggygria.

Ilenra Ha HaACTOSIIOTO M3CieIBaHE € Ja ce u3cienBa epekThbT Ha (YCTUH, U30JUPAaH OT
nbppBecuHaTa Ha Cotinus coggygria B Mmojaen Ha TNBS-unayniupan KoauT Opu mIbXoBe.

B T03u exciepumenT 0saxa n3nomsBanu 30 MBKKH TuTbxa Wistar, pasnpenesneHu B TpU TPYIH:
kontposiHa, TNBS u TNBS+F10. KonutbT ce mpeau3BUKBa 4Ype3 pPEKTAIHO MPUIOKEHUE HA
TNBS. Cnen unaynupanero Ha Koaut, GyctuH B qo03a oT 10 mg/kg ce mpuiara mepopaiHo Ha
rpynara TNBS+F10 B npoabmxkenue Ha 8 auu. TexxecTra Ha KOJIMTA, OKCUJIATUBHUS CTPEC U
BB3MAJIEHUETO CE OLIEHSBAT YPE3 MAKPOCKOICKHU, XUCTONATOJOTUYHH, UMYHOXUCTOXUMUYHHU U
OMOXVMHUYHU aHAJIA3H.

[TpxoBe ot rpynata TNBS nemoHcTpHupaT TeXKO yBpexkaaHe Ha ne6enoto yepBo. JleueHueTo ¢
Fustin mogo0psiBa MOBEYETO OT MAKPOCKOIICKMTE M HAKOM OT XMCTOIATOJOTHYHUTE MOKa3aTeIIH
Ha yBpeXJlaHe Ha Je0eI0TO YepPBO M Bh3CTAHOBSBA AKTMBHOCTTA HA CHJIOTCHHUS aHTUOKCHIAHT
CYNEPOKCH]I TUCMYyTa3a B ThKaHHHS XOMOTEHAT, HO HE MOBJIMSBA MPU3HAIMTE HA Bh3MAJICHHE,
M3MEPEHU Ype3 aKTUBHOCTTA Ha ajKaiHaTa ¢ocdarasa B cepymMa U ThKaHHHS XOMOTCHAT , KAKTO
u excrpecusara Ha NF-kB B nebenoro uepBo. B 3akmtouenue, nogodpspamute ehekt Ha GyCcTUH
MpU eKCHEPUMEHTATHUS KONMUT, uHIynupaH ot TNBS, moxe na ca pe3yntaT OT HEroBHUTE
AHTHOKCHJIAHTHHU CBOWCTBA.

I'7.11. M Salbashian, N Stefanova, M Tzaneva, D Pavlov, M Novakovic, V Tesevic, A Georgieva,
M Eftimov, M Reyzov, M Nikolova and S Valcheva-Kuzmanova (2024, February).
Hepatoprotective effect of the flavonoid fustin in a rat model of paracetamol-induced acute liver
damage. In I0P Conference Series: Earth and Environmental Science (Vol. 1305, No. 1, p.
012017). IOP Publishing.

Abstract: Paracetamol (PCM)-induced toxicity is a well-established pharmacological model.
Cotinus coggygria is a medicinal plant rich in polyphenols, including the flavonoid fustin. The aim
of the present study was to evaluate the effects of the flavonoid fustin isolated from Cotinus
coggygria heartwood in a model of PCM-induced liver damage. Male Wistar rats (n=48) were
allocated to four groups: Control, PCM, F5+PCM, F10+PCM. The rodents were treated daily
orally for nine consecutive days as follows: groups F5+PCM and F10+PCM - with fustin
(suspended in a vehicle) at doses of 5 and 10 mg/kg, respectively; groups Control and PCM — with
the vehicle. PCM was injected intraperitoneally (1.0 g/kg) on day 7. At the end of the experiment,
serum and liver samples were prepared. PCM caused a severe liver damage confirmed by
histopathological, immunohistochemical and biochemical indices. Compared to PCM group, in
F5+PCM and F10+PCM groups, the hepatic necrosis, steatosis, ballooning degeneration,
inflammation and expression of NF-kB were significantly reduced. Fustin treatment resulted in a
significant reduction of serum activities of alanine aminotransferase and gamma-glutamyl
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transferase to levels that did not differ from the control values. The present study demonstrated a
hepatoprotective effect of the flavonoid fustin in a rat model of acute paracetamol-induced toxicity.

Pe3rome: Uunynupanara ot mapameramon TokcuuHoct (PCM) e moOpe wu3BecTeH
dapmakonorndern mozen. Cotinus coggygria € nedeOHO pacTeHue, OoraTto Ha MOIU(EHOIH,
BKIIIOYUTETHO M (praBoHomna ¢yctuH. Llenta Ha HACTOSIIOTO HM3CIEABaHE € Ja CE OLCHST
edexTuTe Ha (haBoHOMIA YCTHH, U30JIMPaH OT AbpBecuHaTa Ha Cotinus coggygria B MOJieN Ha
PCM-ungynupano yBpexaaHe Ha 4YepHHS JApo0. Mbxkku 1urbxoBe Wistar (n=48) Osxa
pasnpeeneHu B uetupu rpynu: koutpoia, PCM, F5+PCM, F10+PCM. I'puzauute ca TpeTupanu
©KEIHEBHO MEPOPATHO B MPOJBIDKEHUE Ha JEBET MOCIEAOBATEIHU JHU, KaKTO CJEIBAa: IPyNU
F5+PCM u F10+PCM — ¢ ¢ycTuH (pa3TBOpeH B HOCHUTEN) B 1031 cChOTBETHO 5 1 10 mg/kg; rpynu
Control u PCM — ¢ Hocuten. PCM ce umxektupa uarpaneputoneanto (1.0 g/’kg) na 7-mu nes. B
Kpasi Ha €KCIIEPUMEHTa c€ MPUTOTBIT CEPYMHH U 4epHOApoOHU npodu. PCM npuynHsIBa TEXKKO
yBpEXKIaHE Ha YEpHHUS Jpo0, MOTBBPACHO OT XHCTONATOJIOTHYHU, UMYHOXHCTOXHMUYHHU U
ouoxumuuHu mokasarenu. B cpaBuenue ¢ PCM rpymara, B8 F5+PCM u F10+PCM rpynure,
yepHoApoOHAaTa HEKPO3a, CTearo3ara, OalloHHATa JereHepaltsl, Bb3MAIIEHUETO U eKCIIpecusiTa Ha
NF-xB ca 3HaunTenHo HamaneHu. JledeHHeTo ¢ ycTUH BOJIM 10 3HAYUTEIHO HAMalsIBaHE Ha
CEepyMHHUTE aKTUBHOCTHM Ha aJlaHWH aMUHOTpaHcdepazaTa U rama-riiryTaMun TpaHcdepaszaTta 10
HUBa, KOMTO HE C€ pa3judaBaT OT KOHTPOJHHUTE CcTOoWHOCTH. HacTrosimoTro mnpoyuBaHe
JEMOHCTPHpA XEMaTONMPOTeKTUBEH edeKT Ha ¢aBoHOHAa (QYCTHMH B MOJEN Ha IUTbX C OCTpa
WHyIUpaHa OT MapareTaMmosi TOKCUIHOCT.

I'8. Ilybauxkayuu u 0ok1aou, nyodauKyeanu ¢ Hepegepupanu CRUCAHUA ¢ HAYYHO PEeUEeH3UpPane
unu nyOIUKY8anu ¢ peOaKmupanu KoaeKmueHu nomoee

I'8.1. Yuzeir, S., Stefanova, N., & Micheva, I. (2022). VASCULAR ENDOTHELIAL GROWTH
FACTOR EXPRESSION IN ADULT NEWLY DIAGNOSED NON-HODGKINS‘S
LYMPHOMA PATIENTS. KNOWLEDGE - International Journal, 50(4), 533-537. Retrieved
from https://ikm.mk/ojs/index.php/kij/article/view/4963

Abstract: Non-Hodgkin's lymphoma (NHL) is a highly heterogeneous group of
lymphoproliferative malignancies characterized by clonal abnormal proliferation and/or
accumulation of B- or T-lymphocytes. Angiogenesis is a crucial process in the growth,
development, and metastasis of many tumor types, including NHL VEGF is an important
proangiogenic factor in many malignancies. The prognostic role of angiogenic factors in
lymphomas is still debatable because of the heterogeneity of the nosological unit, the presence of
different classification systems and methods of analysis. Aims: We aimed to investigate vascular
endothelial growth factor expression in newly diagnosed non-Hodgkin's lymphoma (NHL)
patients and their relationship with clinicopathological characteristics and prognostic parameters.
Methods: VEGF expression was detected by immunohistochemistry in 60 patients with
pathologically verified NHL before chemotherapy, and in 20 healthy controls. Results: A total of
60 patients with NHL, 32 men and 28 women. 24 were with Diffuse large B-cell lymphoma
(DLBCL), 8 with Mantel cell lymphoma( MCL), 2 with Peripheral T-cell lymphoma (PTCL), 9
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with Marginal zone lymphoma (MZL), 10 with Follicular lymphoma( FL), 1 patient with
Plasmoblastic lymphoma(PBL) and 6 with Small-cell lymphoma( SCL).There was significant
differences in the expression of VEGF between NHL patients and controls ( p<0.001 ). VEGF
expression were significantly different in the group of patients with indolent NHL compared with
the group of patients with aggressive NHL (respectively p= 0.016). Also, VEGF expression was
elevated in the group of patients with high level LDH (p= 0.015) compared with the group of
patients with a normal level. No correlation was found with hemoglobin, leukocyte count, platelet
count, B symptoms and 2- microglobulin. Multivariate analysis showed a significant difference
between the two study groups in terms of IPI (p = 0.005), with a moderate correlation between the
type of lymphoma and the risk profile of patients (r = 0.399; p = 0.002). In the group of patients
with intermediate and high IPI risk and high VEGF expression have an unfavorable prognosis and
short overall survival. Conclusion: Vascular endothelial growth factor (VEGF) plays a vital role
in the development and progression of Non-Hodgkin's lymphoma (NHL). Our data suggest that
overexpression of VEGF in lymphoma tissue represents a promising potential prognostic factor in
NHL.

Pestiome: HexomxkuuoBusatr mumdpom (HXJ) e cunHO  XeTeporeHHa rpyma  OT
muMdonponnpepaTUBHU  3JI0KaUeCTBEHU 3a00JIABaHUS, XapaKTepU3Mpalll ce ¢ KJIOHAJIHA
aOHopMasiHa mpoaudepanus u/uid HatpynBaHe Ha B- wmm T- nmumdouutu. AHruorenesara e
pelmasaiy Mpolec B pacTeXka, PasBUTUETO U METAacTa3MpaHETO HAa MHOIO BHJIOBE TYMOPH,
BiurounTenHo U Ha HXJI. VEGF e BaxkeHn mpoanruoreHeH (akTop Mpu MHOTO 3JI0KAY€CTBEHU
3abomnsBanus. [IporHocTndHaTa pojsi Ha aHTHOTEHHHUTE (AKTOPH MpU JTUM(POMHTE BCE OIIE €
CIIOpHA I10PaJIi XETEPOreHHOCTTa Ha HO30JI0TUYHATA €/IMHULIA, HATMYUETO HA PA3IMYHU CUCTEMU
3a Kiacuukanus u Mmetoau 3a aHanu3. Llen: Lenra e na u3cneaBame ekcripecusTa Ha BacKyJIapeH
EHJI0TEJIEH pacTexkeH (hakTop Mpu HOBOAMArHoctuipanu namueHTn ¢ HXJI u TaxHarta Bpb3Ka ¢
KJIMHUKO-TIATOJIOTMYHUTE  XapaKTePUCTUKM M  MPOTHOCTMYHUTE TMapameTpu. Metoau:
Excnpecusita Ha VEGF e ycTanoBeHa upe3 IMyHOXUCTOXMMHUYHO M3clieIBaHe TIpu 60 marueHTH
C MaToJIOTMYHO NoTBbpAeHa auarHo3a HXJI mpeau 3amouBanero Ha xumuoTepanus u npu 20
3npaBu KoHTpodu. Pesynraru: [lanmenture ¢ HXJI ca o6mio 60, 32 mbxe u 28 xeHu. 24 oT TIX
ca Owm c guar"Ho3a paudyseH enpokieTbueH B-knerpuen mmmdpom (DLBCL), 8 ¢
MaHTesnHokIeTbueH aumpom (MCL), 2 ¢ nepudepen T-knerpuen snmmpom (PTCL), 9 ¢
MapruHaigHo3oHoB juMpom (MZL), 10 c¢ domukynapen numdpom (FL), 1 mnammeHt c
mwazmobnacren mumdom (PBL) u 6 ¢ npebnoknerpuen nmumdpom (SCL). YcraHoBsiBaT ce
3HAUUTENIHN pa3nuku B ekcnpecuara Ha VEGF mexny namuenture ¢ HXJI m koHTpomute
(p<0.001). Ekcmpecusita Ha VEGF e 3HauntenHo pasiauyHa B TIpynaTa Ha MalMEHTUTE C
nnponenred HXJI B cpaBHeHue ¢ rpynara Ha nanueHTture ¢ arpecuseH HXJI (cpoTBeTHO p=
0.016). Cpio Taka, ekcripecusita Ha VEGF e noBuieHa B rpynara naiyeHTH ¢ BUCOKO HUBO Ha
LDH (p= 0.015) B cpaBHeHHe ¢ TpynaTa NalMeHTH ¢ HopMaliHO HUBO. He e oTkpHTa Kopenanus ¢
XeMorjobuHa, Opost Ha JeBKoUMTUTE, Opos Ha TpomOouutuTe, B-cumnromure u [2-
MUKpOrno0yiauHa. MynTHBapHaHTHUAT aHATU3 II0Ka3a 3HAYMTENHA pa3jiiKa MEXIy JBETe
npoyuyBaHu rpynu no otHomenue Ha IPI (p = 0,005), ¢ ymepena kopenamus MEXIy BHAA Ha
muMmdoma 1 puckoBus npodun Ha namuentute (r = 0,399; p = 0,002). B rpynara nanueHTH c
MmexanHeH u Bucok IPI puck u Bucoka excnpecust Ha VEGF nmat HeGnaronpusiTHa Mporuosa u
KpaTka o0111a npexuBsieMocT. 3akiatoueHue: Backynapuusr enorenet pacrexet daxkrop (VEGF)
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Urpae >KU3HCHOBaKHA POJI B Pa3BUTUETO M MPOrpecusTa Ha HeXomkkuHOBHS umbom (HXIT).
Hamure nanau npenmnonarar, ye cBpbxekcnpecusara Ha VEGF B num@omHa ThkaH npecTapiisBa
oOemaBail moTeHIMaNIeH mporaoctuyeH daxrop npu HXJI.

I'8.2. HACHMERIYAN, Antoniya; PASHALIEVA, Irina; STEFANOVA, Nadezhda. Influence
of the thymus and pineal gland on immunity and aging. Scripta Scientifica Medica, [S.l.], may.
2022. ISSN 1314-6408

Abstract: The thymus and pineal gland (epiphysis) are endocrine glands with pivotal role in the
maintenance of normal physiological processes. Their hormonal activity has been the subject of
many studies, but on most occasions, each gland has been considered separately. Surveys that
identify the link between these two glands, as well as the connection between their hormones,
appeared only recently. The growing body of data about the morphology and the functions of the
thymus and epiphysis reveals not only the bi-directional links between these glands but also
common involutionary mechanisms. The immune activity of the thymus is well-known, and the
results indicate that melatonin has significant immunomodulatory potential as well. The hormones
of both glands play a role in the antioxidant and antitumor defense of the organism, as well as in
the hemostasis processes. Some studies confirm the existence of a functional relationship between
the endocrine, immune, and nervous systems and the contribution of thymic and pineal hormones
to its establishment. The association between thymus and epiphysis is important not only for the
normal immune response but also for the regulation of aging and the occurrence of age-related
conditions and diseases.

Pe3ome: TumychT 1 nHHEa HATA *Jie3a (enudu3ara) ca CHIOKPUHHH JKJIEC3U C OCHOBHA POJIS B
HO)I]IBp)KaHeTO Ha HOpMaJ'IHI/ITe (1)I/I3I/IOJ'IOFI/I‘-IHI/I npouecn. TS[XHaTa XOpMOHaJ'IHa AKTUBHOCT €
00eKT Ha MHOTO H3CJICJIBAHUS, HO B MOBEYETO CIIyYaHW BCSIKA JKJe3a C€ Pasriexkaa MOOTACITHO.
CbBceM HAcKOpO ce TMOsIBUXa MPOYUYBAHUS, KOUTO MACHTU(UIIMPAT Bpb3KaTa MEXAY TE3H JBE
KJIe3H, KaKTO U Bpb3KaTa MEXAy MPOAYIHPAHUTE OT TAX XOpMOHU. HapacTBamoTo KOIUYECTBO
JTaHHY 32 MopdosorusaTa U QyHKIUUTE HA TUMYCa U enuur3ara pasKprBa He CaMo JIBYTOCOYHHUTE
BPB3KH MEXKAY TE3U KJIE€3U, HO U OOIIM MHBOJIOUMOHHN MeXaHU3MHU. MIMyHHaTa akTUBHOCT Ha
TUMyca € Jo0pe W3BeCTHa W pe3yATaTHTE MOKa3BaT, Y€ MENATOHMHBT MMa U 3HAYUTENICH
MMYHOMOJIYJIHpAIll MOTeHIHal. XOPMOHHUTE Ha JIBETE JKJIE3U UTPAAT POJIS B aHTHOKCUAHTHATA U
MPOTUBOTYMOpHATa 3allliTa Ha OpraHW3Ma, KakTO M B MpOILeCUTe Ha XemocTa3a. Hskou
W3CIeIBaHMS IOTBBPIK/IaBaT CHIECTBYBAHETO HAa (PYHKIIMOHAIHA BpBh3Ka MEX]y €HIOKPHUHHATA,
MMyHHaTa ¥ HEpBHATa CUCTEMa U MPHUHOCAa HA TUMYCHUTE U eMU(PU3HUTE XOPMOHH 32 HEWHOTO
yCcTaHOBsIBaHE. Bpb3kaTa Mexay TUMyca U enuduszaTa € BaKHA HE CaMO 32 HOPMATHHSI UMYHEH
OTrOBOP, HO ¥ 3a PETyJUPAHETO HA CTAPECHETO M MOSBaTa Ha CBBP3aHU C Bh3PACcTTa ChCTOSHUS U
3a00JIsIBaHUs.

15



I'8.3. E.JlumutpoBa, U./lones, H.l{lones, C.[Iparanosa, P.ManeB, M.bornanoBa, Xp.llomnos,
H.Ctedanona, /[.CtosHoB, f.Kammos, A.flnue. BECLIN-1 kaTto moTreHnuaieH npeauKkTUBeH
Mapkep 3a 5-OV 06asupaHa XUMHOTEpanus Mpu OOJTHU C METACTATHYCH KapIIMHOM Ha KOJIOH.
boearapcko onkosornyno npysxkecto / Bulgarian Cancer Society,2017;12-16

Pe3tome: [IpencraBs ce peTpOCHEKTHUBEH aHAIN3 HAa 98 OOJIHU ¢ KapLUHOM Ha J1e0eI0TO YePBO B
MeTacTaTH4YeH CTaaui, mpoBeiu mbpBa JuHusA 5-OY Gaszupana xumuotepanus B YMBAJI
,CB.Mapuna” Bapna. [IpoBene ce MMyHOXHCTOXMMHYEH aHANU3 3a ekcrpecus Ha Beclin-1 —
Mapkep 3a aBTodarus B mbpBuuHHs Tymop. Cpennata npexxusemoct 6e3 nporpecus (PFS) 3a
rpynara manueHTy ¢ HUCKa ekcrpecus Ha Beclin-1 6e 7.7 mecena (95% Cl, 4,6-6,4), cpemry 5.5
mecena (95% CI, 5,6-9,9) 3a rpymara c Bucoka ekcrnpecusi (log rank test p=0,04). Cox
pEerpecroHHUs aHaIu3 MoKa3a, ue 0oJHUTE ¢ BUCOKa ekcrpecus Ha Beclin-1 umar Tennenuus 3a
MOBMIIICH PUCK OT mporpecus Ha 6omecra HR-1,44 (95% Cl, 0,9-2,2; p=0,09).

Abstract: We present a retrospective study which includes 98 patients diagnosed with colon
cancer — metastatic stage, who underwent first line of 5-FU based chemotherapy in UMHAT “St.
Marina”, Varna. An immunohistochemistry staining for Beclin-1 expression, marker for
autophagy in the primary tumor, was made. The progression free survival (PFS) for the low
expression group of Beclin-1 was 7.7 months (95% ClI, 4,6-6,4) vs 5.5 months (95% ClI, 5,6-9,9)
of the group with high expression (log rank test p=0,04). The Cox regression analysis showed that
the patients with high expression of Beclin-1 have a trend for higher risk of disease progression
HR-1,44 (95% Cl, 0,9-2,2; p=0,09).

I'8.4. Nadezhda Stefanova, Maria Tzaneva, Antonio Antonov, Trifon Chervenkov, Antoniya
Hachmeryan, Snezhana Spasova, Doroteya Malinova and Ina Kobakova. Analysis of the incidence
and the prevalence of JAK2 mutation in Philadelphia negative myeloproliferative neoplasms.
Collection of articles from the National Scientific Conference “15 Years of Pharmacy in Medical
University — Plovdiv”.2018; 139-143

Abstract: Myeloproliferative neoplasm (MPN) are heterogeneous group of hematological tumors,
which affect the pluripotent hematopoietic stem cell leading to proliferation of myeloid lineages.
Philadelphia negative MPNs (PN MPNs) include polycythemia vera (PV), essential
thrombocythemia (ET), and primary myelofibrosis (PMF). The discovery of Janus kinase
2(JAK2)V617F mutation in 2005 provides the first evidence that a fraction of patients with PN-
MPNSs have a common molecular pathogenesis. Aim: The aim of the present study is to examine
the frequency and distribution of JAK2 mutation in PN-MPN patients among the Bulgarian
population. Material and methods: The data of 318 PN-PMN patients, diagnosed according to the
World Health Organization criteria(2008 and revised in 2016) for 10-year period (2008-2017) have
been studied. JAK2 mutation was evaluated by Real-time PCR. Results: From the total 318 PN-
MPN patients 111were with ET, 104 with PV and 103 with PMF. The distribution of PN-MPN
patients by gender showed that there is a male predominance - male 54%(n=172) and female
46%(n=146). Forty-six percent of the tested patients were positive for JAK2 mutation. The
estimated prevalence of JAK2 mutation in PV was 61%, in PMF was 45%, and in ET - 32%.
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Conclusion: The data from our study may provide better information for the frequency of JAK2
mutation in patients with PN-MPNs among the Bulgarian population.

Pe3ome: Muenonponudeparusaute Heorutazuu (MITH) e xereporenna rpyra oT XeMaTOJIOTHYHH
TYMOpH, KOUTO 3acsiraT IUTYPUIIOTEHTHUTE XEMaTONMOECTUYHU CTBOJIOBU KJIETKH, KOETO BOAH O
nponudepanus Ha Mmuenouanute kiaetku. Dunanendus orpunarenaure MITH (PN-MPN)
BkimoyBar  momuuutemus Bepa (IIB), ecennmanna tpombGormuremuss (ET) u mbepBuuHa
muenodudposa (IIM®D). OtkpuBanero Ha mytanus Janus kinase 2(JAK2)V617F mpe3 2005 r.
JlaBa MMBPBOTO JOKA3aTEJICTBO, Y€ dacT oT manueHtute ¢ PN-MPN ummar oOmia mosiexynspHa
narorere3a. llem: Ilenta Ha HACTOSIIOTO WU3CHEABaHE € Ja C€ MPOY4YH YecToTara Hu
pasnpoctpaneHueTo Ha JAK2 mytarus npu manuenta ¢ PN-MPN cpen Obiarapckara nomysarusi.
Marepuan u metoau: [Ipoyuenu ca nanaute Ha 318 marmentu ¢ PN-PMN, nuarsoctunigpanu mno
kputepunte Ha CBeToBHaTa 3apaBHa opranuzanus (ot 2008 r. u pesusupanure npe3 2016 r.) 3a
10-romumen mepuoxa (2008-2017). JAK2 wmyranusta Oerre oreneHa upe3 Real-time PCR.
Pesynratu: Ot o6mo 318 maumentu ¢ PN-MPN 111 ca ¢ ET, 104 ¢ IIB u 103 ¢ I[IM®.
Pasnpenenenuero Ha narpienture ¢ PN-MPN no nmos nmoka3Ba, ue nMa npeo0iaiaBaHe Ha MbXKKHS
ol - mbxke 54% (n=172) u xxenu 46% (n=146). YetupuaeceT u mECT MPOILEHTA OT TECTBAHUTE
nauveHTu ca nonoxutenHu 3a JAK2 wmyramms. M3uucnenoro pasnpocrpanenue Ha JAK?2
Mytaus cpen rpynara ¢ I1B e 61%, B IIM® e 45%, a B ET - 32%. 3akmtouenue: [JanHute ot
HaIIeTO MPOyYBaHE MOTraT Ja MpenocTaBsT mo-AoOpa uHopmamus 3a yecrorara Ha JAK2
Mytanug rnpu nauuentu ¢ PN-MPNs cpen Obiarapckoto HaceneHHe.

I'8.5. Doroteya Malinova, Maria Tzaneva, Dariya Chivchibashi, Nadezhda Stefanova, Snezhana
Spasova and Mira Siderova. Angiogenesis and CK19 expession in follicular thyroid adenoma.
Collection of articles from the National Scientific Conference “15 Years of Pharmacy in Medical
University — Plovdiv”.2018; 119-123

Abstract: Aim of the present study is to evaluate immunohistochemically the diagnostic value of
CK19 in follicular thyroid adenoma and to determine the microvascular density (MDV) in tumor
tissue by CD34. Methods: We compared expression of CK19 in both: tumor tissue and adjacent
non-tumor tissue of ten patients that had undergone surgical resection for follicular adenoma. We
evaluated the MVD by CD34 in the same zones. Results: Six follicular adenomas were negative
for CK19, three had a focal and moderate expression and only one shows a diffuse and strong
cytoplasmic content. In most cases, the adjacent non-tumor tissue was negative for CK19 or focal
and moderate staining occurred in oncocytic cells and in areas of inflammation. The MVD in tumor
tissue was 31.95+4.43, and it was no different from MVD in non-tumor tissue (32.01£3.70).
Conclusions: Negative or focal and moderate cytoplasmic expression of CK19 combined with the
lack of changes in microvascular density are found in follicular thyroid adenoma.

Pe3rome: Ilenra Ha HacTOSIMIOTO W3CHEABAHE € Ja CE€ OLUEHM HMMYHOXHCTOXMMHUYHO
nuarHoctuyHara croiHocT Ha CK19 npu ponukynapeH aaeHoM Ha MIMTOBHIHATA JKJIe3a U Jia ce
ompenea MHKpoBacKymapHata mrbTHOCT (MDV) B Tymopnata Thkan upe3 CD34. Meroau:
CpaBuuxme excrnpecusita Ha CK19 kakTo B TyMOpHa ThKaH, Taka U B CbCeJHA HETYMOpPHA ThKaH
Ha JIeceT MAIlMEHTH, KOUTO Ca MPETHPIENIH XUPYpPrudHa pe3eKius 3a (POIUKyJapeH ajeHOM.
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Ouenuxme MVD upe3 wusnomBaneto Ha CD34 B cbmure 30HHM. Pesynratu: Ilect ot
¢donukynapuute ageHoMa ca orpunarensu 3a CK19, tpu umar ¢okanna u ymepeHa m3paszeHa
eKcIIpecHst ¥ caMo €IUH Moka3Ba qudy3HO M H3pa3eHa IUTOIUIa3MeHa ekcipecus. B moseueTo
cllydad cbhbCeqHaTa HETYMOpHa ThKaH € orpunatenHa 3a CK19 wnu ce nabmiogasa ¢okanHo u
YMEpPEHO U3Pa3eHO OLIBETSABAHE B OHKOIUTH U B y4acTbhlU ¢ Bh3najeHue. MVD B TymopHa ThkaH
e 31,95+4,43 u ne ce paznuyaBa or MVD B HerymopHa ThkaH (32,01+3,70). 3axmrouenue: [Ipu
(donMKynapeH aJleHOM Ha IUTOBH IHATA XKJIe3a Ce HAOJF0/1aBa JIMTICBAIA WU (OKaTTHA U YMEPEHO
u3pazeHa nuroruiazmeHa ekcrnpecus Ha CKI19, cpuerana ¢ naumncata Ha TPOMEHH B
MHUKPOBACKYyJIapHaTa IUTbTHOCT.

I'8.6. Snezhana Spasova, Peter Ghenev, Ivan Donev, Assia Konsoulova, Nadezhda Stefanova,
Doroteya Malinova, Ina Kobakova and Liliya Stoyanova. Expression of Neuropilin-1 in renal cell
carcinoma. Collection of articles from the National Scientific Conference “15 Years of Pharmacy
in Medical University — Plovdiv”.2018; 149-153.

Abstract: Introduction and objectives: Approximately 30% of patients affected by RCC have
metastatic disease at diagnosis. The recent development of drugs that target vascular endothelial
growth factor (VEGF) signaling pathways has revolutionized the management of metastatic RCC.
Neutropilins are transmembrane glycoproteins that acts as a co-receptor for a number of
extracellular ligands including certain isoforms of VEGF. The aim of the present study is to
evaluate the expression and the predictive value of Neutropilin-1 in patients with metastatic renal
cell carcinomas (mMRCC). Material and methods: we analyzed the FFPE(formalin fixed paraffin
embedded) samples of fifty patients with nephrectomy. Expression levels of Neutropilin-1 (NP-1)
were evaluated by immunohistochemistry testing. The correlation between NP-1 expression and
clinical-pathological parameters was analyzed. The Kaplan-Meier analysis and Cox proportional
hazard model were used to analyze the survival rate. Results: the median overall survival (OS) for
the whole cohort was 24 months. Patients with high expression of NP-1 demonstrated shorter OS
than those of low expression (log rank test p<0,05). Our results suggested that high expression of
NP-1 was considered an independent factor for the prediction of unfavorable prognosis in MRCC
patients. Conclusions: Our findings provide evidence that overexpression of NP-1 in RCC may be
important according with the correlation with the aggressive phenotype, and it is an independent
marker for poor prognosis of patients with mRCC.

Pe3iome: Broeenenune u nenu: [lpubnusurenno 30% oT mnamueHTUTe, 3acerHaTH  OT
o0n0peunokierbueH kapimaoM (RCC), umar wertactaTu4HO 3a00/ssBaHE B MOMEHTa Ha
nuarHoctunupaneto. CKOpOIIHO pa3paboTBaHe Ha JIEKapcTBa, KOUTO Ca HACOYEHH KbM
CUTHAJHUTE ITBTHINA Ha BacKynaapeH enaoTeneH pactexeH gakrop (VEGF), nanpaBu peBomonus
B jeueHueTo Ha MeractatndeH RCC. HeyrponumnuHuTte ca TpaHCMEMOpAaHHH TIUKOMPOTEHHH,
KOUTO JIEHCTBAT KaTo KOPEHENTOp 3a peauila W3BBHKIETHYHU JIMTAHAH, BKIFOYUTEITHO
ornpenenenu nzopopmu Ha VEGF. LlenTta Ha HACTOSIIOTO U3CIIEIBAHE € J1a CE OLEHH EKCIPECcHsITa
Y MIPOTHO3HATa CTOMHOCT Ha HEYTPOMNMWIKH-1 MpHU NAIlMeHTH ¢ MeTacTaTHueH ObOpPEeUHOKIEThYEH
kapuuHoM (mRCC). Marepuanu u meroau: Ananuzupaxme FFPE (pukcupanu BB hopManns u
BKJIIOYEHU B MapaduHOBH 0JI0KYETa) MpOOM HA METACCET MalueHTu ¢ Heppekromusi. HuBata Ha
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excrpecust Ha HeyTpormuianH-1 (NP-1) Gsixa oneHeHHM 4pe3 MMYHOXHCTOXMMHYHO H3CJICIBaHE.
Ananusupana Oe KopenamusaTa Mexay ekcrnpecusita Ha NP-1 U KIMHUKO-IATOJIOTMYHUTE
napametpu. Kaplan-Meier-ananu3bsT ¥ MOAETBT Ha TMporopuuoHanHus puck Ha Cox 0Osixa
W3MOJI3BaHU 3a aHallM3MpaHe Ha NIpoleHTa Ha mnpexuBseMocT. Pesynratu: Cpennata oOuia
npexuBsemoct (OS) 3a msaTta koxopta e 24 mecerna. [laruenture ¢ Bucoka excripecust Ha NP-1
neMoHCcTpupatr mo-kpatka OS ot Te3um ¢ Hucka ekcmpecus (logrank tect p<0,05). Hammre
pe3yaTatu ImpenmnojaraT, 4e BHCOKaTa excnpecus Ha NP-1 ce cuura 3a He3aBucuM (pakTop 3a
MPOrHO3MpaHe Ha HeOyaronpusTHa nporHo3a npu manueHTH ¢ MRCC. 3akmouenue: Hammre
pe3yNITaT! MPEeOCTaBIT I0KA3aTeICTBO, Ye cBphXxekcnpecusta Ha NP-1 mpu RCC moxe na 6b1e
BaKHA MPU KOpETaIusaTa ¢ arpeCuBHUS ()EHOTHIT U € HE3aBUCUM MapKep 3a JIOoIa MPOrHo3a Ha
naruenTr ¢ MRCC.

I'8.7. M. bornanosa, U. Jlones, E.Jlumutposa, P.Manes, [{.CrosinoB, U.bvuBapos, I".Tonopos,
T.PaneBa, H.Ctedanoa, K.Kamues, M.Taymanosa - Hekponoto3sa. Studia Oncologica, rox VII,
6p.1,2017,cTp. 60-66

Pe3rome: Hekponro3ara € HaCKOpo OTKpHTa, Kacrasza-HezaBucuMa (opMa Ha MporpamupaHa
KJIEThYHA CMBPT, KOSTO U3UCKBA HAIMYUE HA B3aMMOJCHCTBAILM C PELENTOpa NPOTEHH KHHA3a
1(RIP1), RIP3 u nporenna ¢ kuHa3omnomo0eH aomeiiH ot cMmeceH npousxon (MLKL). Harpynsat
ce Bce IOBEYE JI0KA3aTEJICTBA, KOMTO IIOKa3BaT, 4e HEKPONTO3aTa ydacTBa HE CaMo B
pEryJIMpaHeTo Ha HOPMAJHOTO pa3BUTHE M (PU3HOJIOTHMYHM TPOILECH, HO WM TMPH Pa3IUIHU
3a00JsIBaHMs, BKJIIOYMTENHO 3JIOKAYEeCTBEHH TyMopH. Hackopo Tasm HoBa ¢Qopma Ha
nporpaMupana KieTb4Ha CMBPT CE MPOSBU KAaTO MOTSHIIMAIHO HOBA CTPATErHs 32 aHTUTYMOPHO
Je4eHne, KOSATO MOXKe Jia IIPeo IojIee Pe3NCTEHTHOCTTA Ha anonro3ara. B Ta3u cratus 0600mmxme
J0cera Mpoy4YeHUTe MEXaHU3MH Ha HEKPOITO3aTa B HOPMAJIHU ¥ PAKOBH KIICTKH.

Abstract: Necroptosis is a newly discovered caspase-independent regulated form of cell death that
requires the receptor-interacting protein kinase 1(RIP1), RIP3 and mixed lineage kinase domain-
like protein (MLKL). Accumulating evidence has shown that necroptosis has been implicated in
the regulation not only of a variety of normal development and physiological processes but also in
a various human diseases including cancer. This new programmed form of a cell death has recently
emerged as a potential novel strategy for antitumor treatment that could overcome apoptosis
resistance. In this article, we summarized the known mechanism of necroptosis in normal and
cancer cells.

I'8.8. K.bparoeBa, E.[dumurpoBa, A.Koncymnosa, Y.bbuBapos, I'.Tomopo, H.Ctedanona,
W.[lones. Beclin-1 — perymnaropen nporenH Ha aBrodarusta. BapHeHCKH METUIIMHCKH (OPYM.
2017;6(2):114-123

Pe3tome: V3yuaBaneTo Ha mponaToreHHUTE e)eKTH Ha aBTO(darusaTa € CpaBHUTEITHO HOBA 00JIaCT
Ha U3CIIeJIBaHE, TOKa3Ballla, 4e TS MOXKe J1a YIIPaKHU MHOTO(PYHKIIMOHATHHI TAaTOT€HETUYHU POJIH,
CBBpP3aHH C KIETHUHOTO OLIETsBaHE WM CMBPT. HapymieHusra B mporecuTe Ha aBTodarus
MPEAN3BUKBAT YyBCTBUTEITHOCT KbM META0OJIUTEH CTPEC, TEHOMHO YBpEXIaHe, HEKOHTPOIUPaHa
KJIeThYHA Tpoudeparus, pe3uCTEHTHOCT KbM XHMHOTEPAIHs U OIEIsIBaHEe Ha PAKOBU KIJICTKH.
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Beclin 1 Ge mbpBUAT OTKPUT UHULUUPALL TPOTEUH C JOKa3aHa POJIsl B peryjrpaHe Ha MPOIECUTe
Ha aBTo(arusi, KOSATO o0aue MposBsIBa (PYHKIMOHATHA JBOMCTBEHOCT MPU CEIIEKTUBHOTO
B3aumo/eiicteue Ha Beclin 1 ¢ perynaropu Ha kiieTbuHaTa XOMEOCTa3a, CMbPT, PACTEk, UMYHEH
OTrOBOp, BKJI. BUpycu U jap. ToBa mpaBu mpoyuBanusita Ha Beclin 1 3Haunmu He camo Karo
crenupuieH Mapkep B UACHTHU(PUIIMPAHETO Ha PEryJaTOPHUTE MEXaHU3MH, y4acTBaIlU B TE3U
MPOLIECH, HO ¥ KaTO MpHIIeSIHA MOJIEKyJia 3a (hapMaKOJIOTMYHO MOAYJIMpPAHe Ha KIMHUYHOTO MPO-
TUYaHE TIPU Pa3JInYHU 3a00ISIBAHUSA.

Abstract: The study of the pro-pathogenic effects of autophagy is relatively new era of study,
demonstrating that it can exert multifunctional pathogenic roles associated with cell survival or
death. Disturbances in autophagy processes cause sensitivity to metabolic stress, genome damage,
uncontrolled cell proliferation, chemotherapy resistance, and survival of cancer cells. Beclin 1 was
the first discovered initiating protein with a proven role in regulating autophagy processes,
however, demonstrating functional duality in the selective interaction of Beclin 1 with cell
homeostasis regulators, death, growth, immune response, viruses, etc. This makes studies of Beclin
1 not only as a specific marker in identifying the regulatory mechanisms involved in these
processes, but also as a target molecule for the pharmacological modulation of the clinical course
of various disease.

I'8.9. Mapus IlaneBa, Hane:xxna CredanoBa. J[MarHOCTUYHM KpUTEPUU U MOPQOJIOTHYHA
XapaKTEePUCTHKA Ha KOCTHUS MO3bK Ipu Kiacudeckute Ph(-) muenonposudepaTiBHA HEOITa3MU

cbriacHo nocinennata pesusus Ha C30 ot 2016 r. Bapuencku menuuuncku ¢popym.2017;6(1):52-
62

Pe3rome: Muenonponudeparupaute meorazmu (MPN) mpezacraBisBar XeTeporeHHa rpyma oT
XEMaTOJIOTHYHU MOHOKJIOHAJTHH 3200JIIBaHUs, XapaKTePU3UPAIIH C€ C IBPBUYHO HAPYIICHHE Ha
KPBHBOTBOPHUTE CTBOJIOBU KJIETKH C TOCJEBAIla €KCIECHBHA TPOMYKIMS HA 3pENd KIETKH OT
EpUTPOUTIHUS, TPAHYJIOLUTHUS U MerakapuouutHus pen. Yecrorara Ha MPN e cpaBHuTETHO
HHUCKa, CPEIHO Ha roauHa 3abonsBaT okojo mect yoeka Ha 100 000 nacenenue.3acsrar ce
MPEIUMHO TI0-BB3PACTHH WHAMBH/IM, KAaTO CPEIHATa BH3pacT Ha MAlMEHTHTE € Mexay 65 u 70
roquau. CerimacHo mnocinenHata peBusus Ha C30 Ha kinacu@ukanusta Ha TYMOpPU OT
xemornoetruuHu 1 tuMpun Thkanu (2016) MPN ce pa3aenstT Ha XpOHUYHA MUETIOTeHHA JICBKEMHSI,
Hocemra Philadelphia(Ph+) xpomo3oma, kosiTo e pe3yarat ot Tpancmokanus 1(9;22) ¢ obpaszysane
Ha BCR-ABL1 ¢y3uoHeH ren, XxpoHMuHa HeyTpo(HUIHA JIEBKEMUS, XPOHUYHA €03MHO(DUIHA
JIEBKEMHUsI OT HEeCTIe[IHalIeH TUII, MUEJIONPOoI(epaTUBHN HEOIIA3UU OT HEeKIacCU(PUIIUPYEM THII U
kinacuueck Ph(-) MPN: monuuutemuss Bepa, eCCHIMaTHa TPOMOOIMTEMHUS M IMIbPBHYHA
Muenohudposa B mpehudpoTudeH/paneH ctaauii u pudpoTudeH craauii. B mocnennara peBusus
Ha C30 o1 2016 1. ca akTyalIM3upaHu HIKOU OT TuarHocTudHTe kpurepuu Ha Ph(-)MPN, a npyru
ca nerainusupanu. KoHKpeTusupaHu ca ciydauTe, MPU KOUTO CE€ H3UCKBA KOCTHOMO3BYHA
ouorncus.

Abstract: Myeloproliferative neoplasms (MPN) are a heterogeneous group of hematologic
monoclonal diseases, characterized by a primary disorder of the pluripotent hematopoietic stem
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cell leading to overproduction of mature cells from erythroid, myeloid and megakaryocytic
lineages. The incidence of MPN is relatively low, every sixth per 100 000 people gets ill annually.
Affected patients are usually older individuals, with an average age between 65 and 70 years.
According to the last revision of WHO Classification of Tumors of Hematopoietic and Lymphoid
Tissues (2016), MPN are divided into chronic myeloid leukemia, carrying Philadelphia (Ph+)
chromosome, which is a result from translocation t(9,22) with formation of BCR-ABLL1 fusion
gene, chronic neutrophilic leukemia, chronic eosinophilic leukemia not-otherwise specified,
chronic myeloproliferative neoplasms unclassifiable, classical type Ph (-) MPN: polycythemia
vera, essential trombocytemia, prefibrotic/early primary myelofibrosis, overt primary
myelofibrosis. In the last revision of WHO (2016) some of the diagnostic criteria for MPN are
revised and others are slightly modified. There is a stress on the cases that require bone marrow
biopsy.

I'8.10. Antoaneta Georgieva, Danail Pavlov, Maria Tzaneva, Miroslav Novakovic, Vele Tesevic,
Mehmed Reyzov, Miroslav Eftimov, Milena Todorova, Miglena Nikolova, Nadezhda Stefanova,
Stefka Valcheva-Kuzmanov (2023). Gastroprotective effect of the flavonoid fustin isolated from
heartwood in a rat model of indomethacin-induced gastric ulceration. Acta Scientifica Naturalis,
10(2), 25-38

Abstract: Gastric ulcer is a common health issue. Cotinus coggygria heartwood extracts rich in
the flavonoids fustin and sulfuretin have shown protective effects in a rat model of indomethacin-
induced gastric ulceration. Fustin itself has been protective in a rat model of ethanol-induced
gastric ulcer. In the present study, we aimed to reveal the effect of the flavonoid fustin isolated
from Cotinus coggygria heartwood in a rat model of indomethacin-induced gastric ulceration.

Fustin was isolated from Cotinus coggygria heartwood and purified. The experiment was
performed on 30 male Wistar rats allocated to three groups — Control, Indo and F10. F10 group
was pretreated with fustin (10 mg/kg b.w. for 7 days). Rats were sacrificed and macroscopic,
histopathological and immunohistochemical investigations of the stomachs were performed.

Indomethacin caused severe mucosal damage, proven by the macroscopic, microscopic and
immunohistochemical gastric mucosa investigation. Fustin pretreatment slightly reduced the
macroscopic indices for gastric damage (ulcer number, area, score and index), and significantly
alleviated the severity of the microscopic indices (mucosal erosions, necrosis, hemorrhages and
inflammation). In fustin-pretreated rats, the expression of NF-kB was reduced in comparison with
indomethacin-treated animals.

In conclusion, fustin exerted a gastroprotective action in an indomethacin-induced gastric
ulceration model, probably due to its anti-inflammatory activity.

Pe3rome: CtomariHaTa si3Ba € 4eCTO CpelllaH 37jpaBeH mpobieM. ExcTpakTute oT 1bpBecHHATa Ha
Cotinus coggygria, 6oratu Ha ¢uaBoHOUIUTEe (PYCTHH U CYIPypeTHH, ca MOKa3adu 3alUTHU
ereKTI/I B MOJACII HAa MHAOMCTALIlUH-UHAYIIHPAaHAa CTOMAIIHAa A3Ba IPH IMIIbXOBEC. Camusr (1)YCTI/IH ce
sBABA KaTO 3alllUTCH CbaKTOp B MOJICJI HA MHAYHOHWpPaHa OT €TaHOJI CTOMAIllHa sA3Ba IIPHU IJIBXO0BE. B
HACTOAIIOTO U3CIIeABaHEe UMaxMe 3a 11eJl ja ucieasame edexra Ha GuiaBoHoH1a PyCTHH, U30JIUPaH
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oT abppBecuHaTta Ha Cotinus coggygria B MOJIesl Ha MHIOMETAllMH-UHYIIMpaHa CTOMAIllHA SI3Ba.
OycTuHbT Oelle u30aupaH oT AbpBecuHara Ha Cotinus coggygria u npeuucTed. EkcriepumMeHThT
e mpoBezieH BbpXy 30 MbxxkH TuTbxa Wistar, pa3npeneseHd B TPU IPyIu — KOHTposIHa, uH0 1 F10.
I'pyna F10 Geme npenaputentno tperupana ¢ ¢ycrud (10 mg/kg TenecHo tersio 3a 7 aHM).
[Inbx0oBeTe ce yMBPTBABAT W C€ U3BBPIIBAT MAKPOCKOIICKH, XHUCTOMATOJIOTMYHU U
MMYHOXHCTOXMMHMYHU H3CJIEIBAaHUS Ha cTOMacute UM. MHAOMETalMHBT MPUYUHSBA TEXKKO
YBpEXKJaHE Ha  JIMFaBUIaTa, JIOKa3aHO  4Ype3  MAKPOCKOICKO,  MHKPOCKOICKO H
MMYHOXMCTOXMMHMYHO M3CJIE/IBAaHE Ha CTOMallHaTa JuraBuua. [IpenBapuTesHOTO JieUeHHE ¢
(bycTHH JIeKO0 HamalsiBa MaKpOCKOIICKUTE TOKa3aTelld 32 CTOMAIIHO yBpekaane (Opoit Ha s13Ba,
IO, OLEHKA M MHJIEKC) U 3HAUUTEIHO O0JEeKYaBa TEKECTTAa HA XUCTOJIOTMYHUTE I1OKA3ATEIH
(MyKO3HHM €po3uH, HEKpO3a, KpPbBOU3IMBU M Bb3najneHue). [Ipu 1urbxoBe, NpeaBapUTEIHO
TpeTupanu ¢ GpycruH, excrnpecusta Ha NF-kB e HamaneHna B cpaBHEHUE C KUBOTHH, TPETUPAHU C
uHAOMeTaluH. B 3akimrouenue, pycTUHBT yIpa)XHsBa raCTPONPOTEKTUBHO JIEHCTBHE B MOJIET HA
MHJOMETallMH-UHIyLIUpaHa CTOMAIlIHA 513Ba, BEPOSATHO MOPaJy HEroBaTta MPOTHBOBb3MAIUTEIHA
aKTUBHOCT.

I'8.11. Hanexxna CredanoBa. CurHannu mbTUINA B MATOreHe3aTa Ha MUEIONPOIUudEepaTUBHUTE
Heoruta3uu. BapHeHcku meautuacku popym. 2024;13(1), 23-29

Pesrome: MuenonpoiudepatuBHuTe 3a00JIBaHMs, WM MUEIONPOIU(PEPATUBHUTE HEOIUIa3UU
(MIIH), npencraBisBaT XeTeporeHHa rpyna OT XEMaTOJOIMYHU MOHOKJIOHAJIHM 3a0oJisiBaHMS,
XapakTepu3upalid ce C IIbPBUYHO HApPYLIIEHUWE Ha KPbBOTBOPHUTE CTBOJOBH KIETKU C
IocJie/Ballla €KCLECUBHA MPOJYKIMS HA 3pEiad KJIETKH OT E€pUTPOUIHMS, I'PAaHYJIOLUTHUS U
MerakapuouuTHus pel. Llentpaina pons B nmarorenezara Ha MIIH umat aktuBupammre, uiy ome
HapWyYaHU JApaldBEepHH MYyTallMH, KOWUTO Ca OCHOBEH ,jBuraren’, akrtmBupan] JAK-STAT
curHasiHus 1bT. OcBeH ToBa hocaruaun-uHo3uTon 3-kuHazHuAT (PI3K) u curHanHusT mbT Ha
MUTOT€H-aKTHUBUpaHa npoTtenH kuHaza (MAPK) cbiio urpast pons B matorenezara Ha MITH.
W3sicHsIBaHETO Ha CIOYKHATa PEryjanus Ha BTPEKIEThYHOTO CUTHAIM3UPAHE NPU NALUEHTH C
MIIH moxe na moMmorHe ja ce paszbepaT mo-7o0pe marogus3uojioruira Ha 3aboJiIBaHETO U
BB3MOXXHOCTUTE 32 JICUCHHE.

Abstract: Myeloproliferative diseases, or myeloproliferative neoplasms (MPNs), represent a
heterogeneous group of hematological monoclonal diseases characterized by a primary disorder
of hematopoietic stem cells, leading to excessive production of mature cells of the erythroid,
granulocytic, and megakaryocytic lineages. A central role in the pathogenesis of MPNs is played
by activating or driver mutations, which act as the main “motor” activating the JAK-STAT
signaling pathway. Additionally, the phosphatidylinositol 3-kinase (PI3K) and mitogen-activated
protein kinase (MAPK) signaling pathways also contribute to the pathogenesis of MPNs. Studying
the complex regulation of intracellular signaling in MPN patients may provide insights into the
pathophysiology of the disease and potential treatment options.
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Ivanomexcmoeu nyoaukayuu 6 May4yHu CRUCAHUA U COOPHUUU, U36BH MUHUMATHUME
HayKomempuyHu u3uckeanus 3za zaemane na A/l ,,0ouenm*

E.lumutpoBa, W.nmones, H.llomes, C.[lparanoBa, P. MauneB, M. borganosa, X.Ilomos,
H.Credanona, /l.crosiHoB, f. Kamos, A. SlnueB, M. I'eoprueBa. ABrodarusi mpu COJUIHH
tymopu. Studia oncologica(2016).48-56

Pe3ome: ABTodaruara € XOMEOCTaTUUYECH M €BOJIIOLIMOHHO 3ama3eH IMpolec, KOWTO pa3rpaxkia
KJIETHUHUTE OpraHesid U IPOTEeHHH U MOAIbpPKa KIEThUYHUS OMOCUHTE3 MPH HAPYIICHO XpaHEHE
Wi MmetabonuteH crpec. ABTo(darusTa € BakHA BbB BCHUKHM KJIETKH 3a OTCTpaHABaHE Ha
MOBPEJICHU WM ,,CTapU‘ IPOTEUHH U opraHenu. Hapymenusita B mpolecuTe Ha aBTodarus ca
CBBpP3aHHU C YYBCTBUTEIHOCT KbM META0OJIUTEH CTPEC, FTEHOMHO YBpEXJaHE U TYMOpOTeHe3a.
Borpekn ue aBTodaruara ydacTBa B TyMOpHATa CyNpecus, TS CBIIO Taka OCUTYpsiBa U
TOJICPAHTHOCT MPH KJIEThUYEH CTPEC, MO3BOJSABAWKH Ha TYMOPHHUTE KJIETKH Ja OLEJSBAT IPH
HeOnaronpusaTHH yciaoBus. Cpec-uHaylupanara apTodars B TYMOPHUTE KJIETKU MOXKE J1a TOBEIe
710 PE3UCTEHTHOCT IIPH JICUEHUE U TYMOPHA JIATEHTHOCT, C €BEHTYaJIEH [IOBTOPEH TYMOPEH PacTex
u nporpecusi. M3dcHaBaHeTo Ha posiAta Ha aBTO(arusara B JEUEHUETO Ha pakKa € OT pellaBalio
3HAYEHUE, 3all0TO MHOT'O IPOTUBOPAKOBH TE€PANMHU Ca CBbP3aHU aKTUBUPAHETO H.

Abstract: Autophagy is a homeostatic and evolutionary saved process, which clears cell
organelles and proteins and maintains the cell biosynthesis in case of nutrition disorders or
metabolic stress. Autophagy is important in all cells to remove the damaged “old” proteins and
organelles. Dysregulations in the processes of autophagy are related to sensitivity to metabolic
stress, genomic damage and tumorogenesis. Although autophagy plays a role in the tumor
suppression, it also ensures tolerance in case of cellular stress, allowing the tumor cell to survive
under unfavorable conditions. Stress-induced autophagy in the tumor cells can lead to resistance
in case of treatment and tumor latency, with possible repeated tumor growth and progression.
Clarification of the role of autophagy in cancer treatment is crucial, because many anticancer
therapies are related to its activation.
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