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MukpopubonyknenoHosute kucenuHu (miRNA) ca manku PHK-monekynu, usrpanenu ot
okono 21-25 Hykneoruaa (cpeaHo 22), KOUTO He KOAMPAT MPOTEHHH, HO UMAT BaykHa (PyHKLMA
3a peryinupaHe Ha reHHarta ekcnpecus. Crnopel KnacH4ecKHs MOZEN, 3a Aa C€ M3ABM AA[EH reH,
undopmauusta, koaupana B JIHK, ce npesanucBa B nHdomaumonna PHK, cnep ToBa ce
npeeexcia B pubO30MHUTE M ce CHHTE3Mpa CLOTBETHUAT npoTenH. CkopocTTa Ha oOpa3yBaHe Ha
HOBM OENTbUM MOAJIEXKH Ha peryiauus W obuuaiiHO peryiMpaHoO3BEHO € MPE3anuCBaHETO Ha
JIHK B PHK. MukpopubOHYKNEHHOBUTE KWCENUHW (YHKUMOHMpAT Ha MO-KbCEH €Tan KaTo
MOCTTPAHCKPHUIMLUMOHHHU perynaTopu Ha rexHara ekcrnpecus. miRNAs He Koaupar npoTeuH, HO
npu cBbp3BaHe C TAxHara TapretHa MPHK B cneuuduuHa nocnenoBaTeIHOCT HEraTUBHO
perynupar ekcrnpecusra Ha cBbp3aHata ¢ MPHK uen uan naxubupar tpancnaumsata Ha nPHK.
Bbnpeku ye Hai-uecTo HamansBaT reHHaTa eKCMpecus, Te CbLLO Taka MoraT ja AOBejaT A0
MOBMLUEHA TIEHHAa EKCMpecHs 4pe3 MOTHCKaHE Ha M3ABaTa Ha HMHXMOMTOPHWMTE TEHH.
AnTepHaTHBHO, cynpecusTa Ha MIRNA moxe Ja AoBeae N0 MOBWLIEHA EKCMPECHS Ha IeHM,

KOWTO ca 6unu npear ToBa NOTUCHATH.
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Purpose: Colorectal cancer is the second leading cause of cancer mortality in the United States.
According to the National Institute of Statistics in Bulgaria for 2012 there have been 2370 newly
diagnosed colon cancer and 1664 rectal cancer cases and the total number of registered patients
is 29995. Adding Bevacizumab to chemotherapy in patients with metastatic colorectal cancer im-
proves progression-free survival but yet no predictive markers for patient selection have been de-
scribed and proved in the clinical practice. In our study we examined two plasma biomarkers that
may correlate with response to first line Bevacizumab containing chemotherapy in patients with

metastatic colorectal cancer.

Patients and Methods: 54 patients with metastatic colorectal cancer were assigned to first line 5-
Fu-based chemotherapy with/without Bevacizumab. The primary end point was progression-free
survival, with additional determination of response and toxicity. Blood samples were collected at
base-line from all 54 patients prior to initiation of chemotherapy and Bevacizumab. Plasma
samples were stored at -80° C until analysis at the Immunology Laboratory at the University
Hospital “St. Ma-rina” (Varna, Bulgaria) by a multiple-step sandwich immunoassay Human
ELISA VEGF121 and VEGF165 kits.

Results: The median progression-free survival for the group treated with CT/Bev was 8.8
months, compared with 5.4 months for the group treated with chemotherapy alone (95% ClI, log-
rank test P =0.003). The corresponding overall response rates were 19.3% and 10.2%

respectively (P < 0.05 for CT/Bev vs CT).



Conclusion: The addition of Bevacizumab to 5-Fu based chemotherapy improves progression-
free survival duration for patients with metastatic colorectal cancer. We could not find any

association between pretreatment plasma levels of VEGF 121 and 165 and worse PFS.
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Oule B cpenara Ha XIX B. Pynond Bupxos onucBa HekposaTa kato ()opMa Ha KNETbYHA CMDBPT.
OtroraBa Tsi € uAEHTH(UUMpPAHA E€JHOBPEMEHHO KaTO MPUYMHAW CHEACTBHE HA pPa3fiMyHH
MaToforHuHK npouecH. EAMH Bek Mo-kbCHO ce nokassa Apyra (opma Ha KJAETbYHATA CMBPT —
anonTo3a. Cera e YCTaHOBEHO, Y€ TO3M MpOLEC Ce 3aABHXKBa C NOMoWTa Ha Habop oT
MONEKYNSPHH MEXaHW3MM, KOMTO MporpaMuMpaTr CMbpPTTa Ha KieTkara. Yecto ce TBbpAM, 4e
HeKpo3aTa ce pa3fiMiyaBa OT anonTo3aTa nopaau ybexAeHHETO, Y€ HEKPO3aTa He Ce PbKOBOAM OT
nporpaMMpaHd MONEKYNsPHU CBOMTHS, HO C TEYEHME Ha BPEMETO CTaBa SCHO. Y€ HEPAIKO
HEKPOTHUYHATa KJETbYHA CMBPT CE 3a[BHXKBA OT OMNpEAENEHHM MONEKYNAPHU MbTHWA. MMeHHO

TO3W BUA KNETHhYHA CMBPT CE€ HApHUYA HEKPONTO3a.

4. Serum levels of RIPK3 and troponin I as potential biomarkers for predicting impaired
left ventricular function in patients with myocardial infarction with ST segment elevation

and normal troponin I levels prior percutaneous coronary intervention
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The current study examined the serum levels of receptor-interacting protein kinase 3 (RIPK3) in
51 patients with New York Heart Association (NYHA) class 11I-1V heart failure, 53 patients with
myocardial infarction with ST elevation (STEMI), and 19 healthy subjects serving as a control
group. An enzyme-linked immunoadsorbent assay (ELISA) was used to measure the levels of
RIPK3 expression in serum. The area under the receiver operating characteristic curve (AUC)
was then used to evaluate the predictive performance of RIPK3 and troponin | in patients with
STEML. In patients with normal levels of troponin I prior to percutaneous coronary intervention
(PCI), serum levels of RIPK3 and troponin 1 after PCI were sufficient to differentiate patients
with a preserved left ventricular ejection fraction (LVEF) from those with impaired left
ventricular function after PCI (AUC = 0.780 (95% CI: 0.565-0.995, p = 0.043) with a sensitivity
of 76.9% and a specificity of 71.4% vs. AUC = 0.735 (95% Cl: 0.530-0.941, p = 0.038) with a
sensitivity of 88.2% and a specificity of 63.6% at the optimal cutoff values, respectively).
Moreover, elevated levels of troponin | after PCI were associated with an increased risk of an
LVEF < 50% prior to discharge (odds ratio, 1.014; 95 % Cl, 1.001 to 1.027; p = 0.03), while
elevated levels of RIPK3 were not associated with such a risk. The current findings suggest that
in patients with normal levels of troponin | prior to PCI, serum levels of RIPK3 and troponin |
can serve as a potential marker to identify patients with a decreased LVEF, thus possibly

allowing an early shift to more intensive therapy.
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B HacToAWOTO NpoyuBaHEe HWE MOTBbPAMXME JAaHHWTE OT MpEeAMLIHHM AOKaiH, Ye MaluHeHTH
cbec STEMI umar no-sucoku HuBa Ha HMGB1 B cpaBHeHue cbe 3apaBu uHAuBUAU. OCBEH TOBA,
HHMe NeMOHcTpupaMe , ue BHcOKWTe HMBa Ha HMGBI npu noctbnBaHe npu MauMeHTHTE CbC
STEMI ca cBbp3aHu ¢ NOBHLIEH PUCK OT cMBbPT npu Te3n naureHTH. HMGBI uma nortenumana

na 6bae HoB OroMapKep 3a Mnpele3rpaHe Ha NporHosaTa npu naureHTH cbe STEMI.
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In the recent years important biomarkers have emerged as tools for diagnosis and risk
stratification in cardiovascular diseases. Such markers are B- type natriuretic peptide ( BNP) and

N- terminal B- type natriuretic peptide (NT-proBNP).

Peripheral blood for the serum levels of NT-proBNP was taken from patients with STEMI
before PCI and 24-48hours after the onset of the symptoms of myocardial infarction. Three of
the samples from all 53 turned out to be positive to NT — proBNP concentration on Day 0. On
day | there was a significant elevation of the positive samples 11 from 53 patients ( 20,7%) ( p
= 0,01). All patients with STEMI and elevated serum levels of NT- proBNP have left
ventricular ejection fraction <50%. Our results imply that NT —proBNP level and its increase in

the serum may be used as a biomarker for the severity of the ischemic heart diseas

7. Serum expression levels of miR-17, miR-21, and miR-92 as potential biomarkers for

recurrence after adjuvant chemotherapy in colon cancer patients
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Advancement



The present study examined whether miR-17, miR-21, miR-29a, and miR-92 that are
dysregulated in colon cancer (CC) can serve as potential predictive markers for relapse of disease
after radical surgery and adjuvant chemotherapy. Real-time reverse transcription quantitative
polymerase chain reaction was used to measure the expression levels of the miRNAs in serum
samples from 37 patients with CC and 7 healthy individuals, tested as a control group. The area
under the receiver operating characteristic curve (AUC) was then used to evaluate the predictive
performance of the four miRNAs alone or in combination and compare it with carcinoembryonic
antigen. The expression of miR-17, miR-21 and miR-92 were significantly higher in serum of
patients with disease relapse. The AUCs for miR-17, miR-21, miR-92 for Nx patients were
0.844, 0.948, and 0.935, respectively (p < 0.05). Combining the four miRNAs for stage 1lI
patients increased the diagnostic performance, yielding an AUC of 0.881, with a sensitivity of
83.3% and a specificity of 85.7% (p < 0.05). Our study suggests that the expression levels of
serum miR-21, miR-17, and miR-92 in patients with CC who underwent radical surgery and
adjuvant chemotherapy may have diagnostic value for differentiating between recurred and non-

recurred patients.
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Purpose: Colorectal cancer is the second leading cause of cancer mortality in the USA.

According to Bulgarian National Statistics Institute, 2370 colon and 1664 rectal cancer cases



were diagnosed in 2012 with total number of patients 29995. Adding bevacizumab to
chemotherapy in patients with metastatic disease improves progression-free survival (PFS) but
no predictive markers have been proven in the clinical practice. In our study we examined two
tissue biomarkers that may correlate with response to bevacizumab-containing chemotherapy in

patients with metastatic colorectal cancer.

Patients and Methods: 54 patients with metastatic colorectal cancer were assigned to first line 5-
Fu-based chemotherapy with/without bevacizumab. The primary end point was PFS, with
additional determination of response and toxicity. Paraffin-embedded samples from primary
tumors were collected from all 54 patients. Expression levels of two tumor biomarkers VEGFR-2

and Neuropilin 1 (NP-1) were evaluated with immunohistochemistry.

Results: The median PFS for the group treated with CT/Bev was 8.8 months, compared with 5.4
months for the group with chemotherapy alone (95% CI, log-rank test P =0.003). The
corresponding overall response rates were 19.3% and 10.2% respectively (P < 0.05 for CT/Bev
vs CT). Patients with low NP-1 had statistically significant prolongation of PFS as compared to
those with high NP-1 (95% Cl, log rank test p= 0.017). Patients with low NP-I appeared to
experience a larger bevacizumab treatment effect in terms of PFS (p=0,049,HR 0.333, 95% ClI,
0.111 to 0.995) than patients with high NP-1.

Conclusion: The addition of bevacizumab to 5-Fu based chemotherapy improves PFS for
patients with metastatic colorectal cancer. Expression of tumor NP-1 is a potential biomarker
candidate for prediction of clinical outcome in patients with metastatic colorectal cancer. treated

with first line chemotherapy plus bevacizumab.
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AdvancementThe current study sought to evaluate the predictive and prognostic performance of
pretreatment values of maximum standardized uptake value (SUVmax) in 43 patients with colon
cancer and unresectable liver metastases. A retrospective analysis was conducted in the
population of patients with colon cancer who underwent 18F-FDG-PET/computed tomography
(CT) scans for staging before start of first line 5-Fluorouracil-based chemotherapy. Expression of
Beclin-1 in cancer cells was evaluated in primary tumors by immunohistochemical staining .
Pretreatment SUVmax for the liver metastases was not able to predict progression free survival.
but was significantly associated with poorer overall survival, hazard ratio 2.05; (95 % CI, 1.016-
4.155). Moreover, a negative correlation was found between SUVmax and expression of a
marker of autophagy — Beclin-1 (tho=-0.42, p = 0.006). This suggests that pretreatment
SUVmax on 18F-FDG PET/CT is a useful tool to help predicting survival outcome in colon
cancer patients with unresectable liver metastases and may significantly discriminate between
patients with low and high expression level of Beclin-1 (AUC = 0.809, 95% CI: 0.670-0.948, p
=0.001).

10.BECLIN-1 kaTo noTeHunaJjeH NpeiHKTHBeH Mapkep 3a 5-PY Ga3znpana xumuoTepanus

npu 60JIHH ¢ MeTacTaTHUEeH KapuHWHOM HA KOJIOH
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[lpencraBs ce perpocnexTHBeH aHanu3 Ha 98 6GONHM C KapuMHOM Ha [1e0enoTo 4epBO B
METacTaTHUeH CTaauii, NpoBenu nbpsa AuHus 5-PVY 6asupana xumuotepanus B YMBAIJL ,,Cs.
Mapuna” Bapna. Tposesie ce HUMyHOXHMCTOXHMMHYEH aHanu3 3a ekcrnpecus Ha Beclin-1 — mapkep
3a aBTo(arus B mbpBUuHus Tymop. CpeaHata npexussemoct 6e3 nporpecus (PFS) 3a rpynara
nauMeHTH ¢ HUcka ekcripecus Ha Beclin-1 6e 7.7 meceuna (95% Cl, 4,6-6,4), cpewy 5.5 meceua
(95% Cl, 5,6-9,9) 3a rpynara ¢ Bucoka ekcrnpecus (log rank test p=0,04). Cox perpecHoHHus
aHanM3 nokasa, ye 60aHKUTE C BUCOKa ekcnipecks Ha Beclin-1 uMaTt TeHAeHUMsA 3a MOBHLUEH PUCK

ot nporpecus Ha 6bonecta HR-1,44 (95% Cl, 0,9-2,2; p=0,09).
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ABTodarusTa € XoMeocTaTH4YeH 1 eBOJIIOLIMOHHO 3aMa3eH NPOLEC, KOHTO pa3rpaxia KIeTbUuHHTE
opraHend W NpPOTEMHH, W MOALbPKA KIAETbUHHS OMOCHHTE3 MpPM HAPYLWIEHO XpaHeHe WU
merabonnTen cTpec. ABTodarusaTa e BaXxKkHa BbB BCHUKH KIETKH 3a OTCTPaHABAaHE HA MOBPEAEHH
UnK “cTapn” NpoTeMHH W opraHenu. Hapywenusra B mpouecuTe Ha aBTo(arus ca CBbp3aHH ¢
YYBCTBHTENIHOCT KbM METaBONMTEH CTpec, reHOMHO YBpeXaaHe M TymoporeHesa. Bbnpeku, ue
apTo(harusiTa yyacTBa B TyMOpHaTa CyMNpecus, T CbLLO TaKa OCHIypsBa W TOJEPAHTHOCT MpH
KJIETbYEH CTPEC, MO3BOJIABAIKA Ha TYMOPHHTE KNETKM [Ja OLENABaT Mpu HeONaronpuaTHH

yCloBHUA. CTpec-anyunpaHaTa aBTO(i)aFMﬂ B TYMOPHHTE KNE€TKH MOXE Ja [QOBEAEC 10



PE3UCTEHTHOCT MPH N€YCHHE WU TYMOPHA JIATEHTHOCT, C €BEHTYalleH NMOBTOPEH TYMOPEH pPacTeX
W nporpecHs. M3acHaBaHeTO Ha ponasTa Ha aBTO(baFHHTa B JIEHEHUETO Ha pakKa € OT pellaBallio

3Ha4YeH#He, 3a0TO MHOIO NMPOTHBOPaKOBH TEpanMy ca CBbpP3aHH C aKTUBUPAHETO H.
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MHTepechbT KbM CKPUHMHT 3a OUCTPEC MPU OHKOJOTMYHO OONHW HApacTBa 3HAYMTENHO, HO Ha
To3u ()OH W3NM3aT HassBE M CHOTBETHMTE JOKa3aTejcTBa 3a npobiaemu npu pa3bupaHeTo M
MpUJIaraHeTo Ha nporpaMd 3a uiaeHTHduuupaHeTo My. MeauuuHckaTa cecTpa, paboTelna B
OHKOJIOTHA, CBILO MMa POJIs B Npolieca Ha CKPUHUHIa 3a AMcTpec. B Halu JHU MEXaHU3MHTE Ha
CKPUHUHT W pONsATa Ha OTAENHWTE yHacTHULM (3APaBHU CMELMANHUCTH) BCE OLLE ThPMNH pPasBUTHE
W nojnexH Ha auckycus. CKpUHMHIBT 32 KOHKPETHO 3abonsiBaHe MAM 3[paBOC/IOBEH npobnem
3a8BMCHM OT HAKOJKO OCHOBHM (hakropa: caMMAT 3[paBeH Mnpobnem (B KOHKPETHMA chnyuaid
OHKOJIOTHYHOTO 3abonsiBaHe), TUMBT CKPUHUHIOB TECT W HALMOHANHaTa CUCTeMa 3a

3apaBeolna3BaHe
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HespoTokcrHuHHTe ed)eKTH Ha XMMUOTepanusaTa ce NnosBsBaT OTHOCHTENHO YECTO M ca MpHYKMHA
3a mMoauduMKalMa Ha J03aTa HAa MeAMKAMEHTHTE — N030JMMHUTHPALIAa TOKCHYHOCT. PuUCKBT OT
pa3BUTHE Ha HEBPOTOKCHYHOCT C€ YBENlMUyaBa C MOBWILABAHE Ha MPHJIOKEHATA [103a U 3a pa3/iKa
OT MMENOTOKCHYHOCTTa (OCHOBHHAT OrpaHuuaBalll (akTop NpH NOBEUETO XUMHUOTEPANeBTHYHH
pexHMK), KOSATO MOXe Aa Obae NpeofoNisiHa C pacTeXXHU (AaKTOpW MM TPAaHCMIAHTaLMs Ha

KOCTEH MO3BK, HAMa CTaHAApPTHO NOBEICHUE, KOETO 1a A1 OrpaHHYH.

[1pOTHBOTYMOpPHHUTE MpEnapaty BOAST [0 ABa THIMA TOKCUYHOCT - nepud)epHa HEBPOTOKCHUYHOCT,
CbCTOsILlA Ce OCHOBHO OT nepudiepHa HeBponaTHs M LEHTpalHa HEBPOTOKCHYHOCT, KOATO
BK/IIOYBA OT HE3HAUMTENHM KOTHHTMBHM YBpexAaHus W aeduuutd [0 eHuedanonatus c

AEMEHLIUA UK IOPH KOMaA.

He CblUIECTBYBA YTBBPACHH aNlrOpUTMH 3a MNOBEAEHHA U ﬂpOd)l/IJ'laKTl/lKa Ha HEBPOTOKCHYHOCTTA
NpHYUHEHA OT NPOTUBOTYMOPHUTE NpErnapartu. IloBeneHHEeTO OCHOBHO CE CBEXAa A0 peEAYKLUA
Ha Jo3aTa WKW OTnaraHe BbB BPEMETO Ha MPUIIOKEHUETO, ocobeHo Nnpyu nNauueHTH, KOUTO Ca C
MNo-BUCOK pHUCK OT pasBUTHE Ha HEBPOTOKCHYHHU CTPpaHHYHHU eq)eKTM. Ha To3u ertan He
CbUIECTBYBAT HEBPONPOTEKTHBHM areHTH, KOUTO CE€ NpEnopbyBaT 3a CTaHAApPTHA yn0Tpe6a NpH

pa3BUTHE Ha HEBPOTOKCHUHYHOCT.
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”HTCpeC’bT KbM CKPHWHWHI 38 JUCTPEC NPH OHKOJOrMYHO 6onHun HapacTBa 3Ha4YUTEIIHO, HO Ha
TO3H d)OH WU3NIU3aT HafABE M CHLOTBETHUTEC J0OKa3aTeJiICTBA 3a ﬂpO6J’leMl/l MpH pa36upaHeTo H
npunaraHeTo Ha nporpamMi 3a HD,CHTM(])HU,MpaHGTO MYy. MenvunHCcKaTa cecTpa, pa60Teu1a B
OHKOJOTMA, CbLIO WUMa pOJia B nNpoLeca Ha CKpUHHWHra 3a JUCTpeEC. B Haly OHW MEXaHU3MHTE Ha
CKpHHHUHI W pOJiATa HA OTACIIHUTE YHaCTHHLH (BJIlpaBHl/I cneunanncm) BCE OLUE TBPIIH pa3BUTHE
N NMoAJIEXKH Ha NHUCKYCHA. CKpHHHHF'bT 3a KOHKpPETHO 3aboisiBaHe WNIH 34paBOCNOBEH npo6neM
3aBUCH OT HAKOJIKO OCHOBHH (])aKTopa: CaMUAT 3JpaBEH np06neM (B KOHKPETHHUA cnyqaﬁ
OHKOJNIOrHYHOTO 386OJIHB8HC), TUIBT CKPHUHHUHIOB TECT W HalMOHajlHaTa CHUCTEMA 34

3apaB€ora3BaHe.

15 .Pons Ha apTodarusita 3a pa3sBHTHETO HA MHOKapAeH HHPAPKT H cbpleyHa
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PU3HONOTHYHHTE NMpOLECH KaTo Bb3naj€eHHUE, arionTos3a, KJI€TbYHa nponn(bepauuﬂ,
nmbepeuunaunﬂ U KneTbyeH MeTaboiuM3bM MOraT Aa MMaT OTHOLUEHWE KbM MAaToOreHesaTa Ha

pasanyHU 4YO0BEUIKH 3abonspanus. KneTbyHute U MOJICKYJIHHUTE OCHOBH Ha TE3HW MPOLECH Ca OT



pe€iuaBailo 3Ha4e€HHUE 34 H}leHTHd)HLlMpaHeTO Ha HOBH JNHArHOCTHYHU W TEPaAnEBTHYHH NOAXOAH.
ﬂpe3 nocnegHoTo AECETUIETUE CE€ YBEIHMYHU HHTEPECHT KbM ONPEACAIHETO Ha MOJEKYJIHHUTE
MEXAHHU3MH Ha aBTOQ)arm]Ta M Ha HeilHaTa pojisi B KN€TbYHATA XOMEOCTasa U naroreHesara Ha

pasivi4yHHu 3abonaBaHus.

16.MuoxapaeH nndapkr 1 abiaru Hekoaupamu PHK
Authors: Mopnanka Jlonesa, SAop Kaiunos,Becenun Buikos,Becena 3naresa,n-p Mapus
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Octpuat muokapaeH uHpapkr (OMH) e noTeHuManHO >KMBOTO3acTpallaBallo 3abonsABaHus C
MOTEHUMANHH TEXKW TNOCNEACTBHA 3a nauveHTUTe. BakHa cTbNka 3a MHMHUMM3HpaHe Ha
HCXEMUUYHHUTE YBpeXJaHWs W NMOCAEACTBUA € Obp30TO M CUIYPHO HEHHBA3WBHO OTKpMBAHE Ha
MHOKapAHUs WHapKT ¢ HagexaHU Ouomapkepu. KnuHuuHO BanuaupaHn OGHOMapkepu KaTo
kpeaTurkniHazata MB (CKMB) u cbpaeunust tpononun 1 (cTnl), kouto monacrosiiem ce
CUMTAT 3a ,,.31aTeH cTaHaapT" 3a AuarHocTuuMpane Ha OMW, umaTt u3BecteH OpoOi HELOCTATBUM.
Tobpceneto Ha HoBu Ouomapkepu 3a OMM, ocobeHo Ha TakuBa 3a paHHa JMarHOCTHKa, €

cnenoBaTesIHO HEOTOXKHA 3a4ayda.

17. Exnpecus Ha yepHoapooHute HMGBI1 HuBa npn ¢gpykTo30-HHAylLIHPAH MAacCTeH epeH
apo6

Authors: Kamenus Bpatoesa, Eneonopa Iumurtposa, Hukonaii Llones, AAsop Kawnos,Enena
Manaiiotosa. 'eopru CtosHoB, Mapus Pananosa, Mean Jlones.
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[poyuBaHeTOo Ha npouecHTe, BOJELIM [0 XEnaToueiyjapHa KJIeTb4YHa CMBPT, € BaXKHO 3a
KIMMYHATa TMpaKTHKa 3a OLEHKa Ha TeXeCcTTa Ha 4YepHOAPOOHOTO YBpEXIAHE. KaKTO M
NpUIaraHeTo Ha e)eKTHBHU MHTEPBEHLMM 3a npenoTspaTiasaHeTo . Habnmonenuata nokassar,
ye W [BaTa MpoLeca - anonTo3a U HeKpo3a, ce aKTUBMPAT B OTHOCUTEJIHA CTENEH Ha ONpPEAENEHH
eTanu OT NpOrpecusTa Ha HeaJKOXOJIHaTa MacTHa uepHoapobHa GosecT - OT uepHOApOOHa
cTearo3a, CTEaTOXenaTHT W UWpo3a. B MomeHTa Hali-obeliaBaliuaT HEWHBa3WBEH cneuuduueH
METOJl 33 YCTAaHOBSBaHE Ha HEKPOTHYHA KleTbuyHa CMBPT € HexucToHoBHAT JIHK-csbp3Balil
npoTenH ¢ BMcoka noasuxHocT rpyna b1 (HMGBI). Lienta Ha HacToAwoTO M3cnenBaHe be na
ce npoyu4ar HUBaTa Ha ekcripecusta Ha HMGB1 u Bpb3karta um ¢ uepHOAPOOHHTE yBpEXKAaHUA U
aKTMBHOCTTA Ha anonrto3a B 4YepHHUs ApoO Ha MiabxoBe ¢ QpYKTO30-MHAYLUMPAH MACTEH YEPEH
npo6. Usnon3saxme Mbxku nabxose Wistar, pa3geneHy Ha ABe rpynu (n = 7): KOHTpoJiHa (Ha
CTaHJapTHa XpaHa) ¥ eKCrepHMEeHTallHa, KOATO NMpHemalle pa3TBOP C BUCOKO CbAbp)KaHWE Ha
dpykroza (DPPY) (35% dpykrozeH uapeBuueH cupon 3a 16 ceamuumn). MeTtabonutHute
HapylleHHs M YBPEXAaHETO Ha 4epHWs Apob ca u3cneaBaHu upe3 Xxuctoxumuuuu (H&E),
MMYHOXMCTOXMMHYHH, HMYHONOTHYHU OMOXMMHUUYHK TecToBe. Pesyntatute nokasaxa JaHHH 3a
meTabonnTeH CUHAPOM, ApebHOKanyecTa cTeaTo3a, CTaTUCTHYeckH HamaneHu HuBa Ha HMGBI,
yBeJIMUYEHO CbOTHOLLIEHHE Ha anonToTUYHUTE npoTeMHy Bax/Bcl2 npu nabxoeTe Ha GpykTo3Ha

JUETAa.

18. Association between serum CK-18 levels and the degree of liver damage in fructose-
induced metabolic syndrome



Authors: Kameliya Bratoeva, Silviya Nikolova, Albena Merdzhanova, George St. Stoyanov.
Eleonora Dimitrova, Javor Kashlov, Nikolay Conev, Mariya Radanova.

Publication date: 2018
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The pathogenesis of nonalcoholic fatty liver disease as a component of metabolic syndrome
(MetS) involves the activation of apoptosis in steatotic hepatocytes. Caspase-generated
fragments such as cytokeratin-18 (CK-18) in patients with various hepatic impairments are
investigated as markers for diagnosis and assessment of disease severity. The goal of the study
was to capture early biomarkers of apoptosis and elucidate their role in assessing the presence

and extent of hepatic damage in a MetS model.

Materials and Methods: We used male Wistar rats, divided into two groups (n=7): control and
high-fructose drinking (HFD) (35% fructose corn syrup for 16 weeks).Metabolic disorders and
liver damage were studied by histochemistry (hematoxylin and eosin),immunohistochemical,

immunological, and biochemical testing.

Results: Our results showed significant increase in liver and serum

19. JIbyesieueHHe H KileTh4HA CMBPT. 3HayeHHe HA BUOBETE KJeThYHA CMBPT NpPH
JbYyejedyeHne Ha OHKOJIOTHYHHU 32001 BaHHA.

Authors: Temenyxka Panesa-lletkosa, Ennua Exnuesa, Msan [lones, Ssop Kaiunos
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JIbueneueHUeTo € eIMH OT TPUTE OCHOBHH METOJIa 3a JIEeYEHUE Ha OHKONOTMYHUTE 3ab0asaBaHus
3aeIH0 C XWpypruaTa u xumuotepanusaTa. [lpunara ce npu 50-60% oT BcHUKM OHKODOONHHW Ha
onpejiefieH eTan OT TAXHOTO KOMIUIEKCHO JIEYEHHE, KaTO MPH NMOBEYE OT NOJOBHUHATA MALUEHTH
NBYENEeUEHHUETO Ce Npunara ¢ pagMkanta uei. OCHOBHA LiEN € peau3MpaHe Ha MakCHMMallHa 103a
B TyMOpa M MHMHMManHa [03a B OKOJIHUTE 3ApaBW TbKaHW. Pa3BUTHETO Ha CbBpPEMEHHMUTE
TEXHUKM Ha nbuenedeHue - 3] koHPOpPManHO nbuejeueHHEe, MOLYJMPAHO MO HHTEH3UTET
nbueneyeHue, o6pasHO pPBKOBOJEHO NbUENEHEHHE - BOAAT [0 3HAUMTENEH HanpeibK B
TepaneBTHYHWTE pe3yaTaTH. Bbrnpeku ToBa ocTaBa HEM3ACHEH BbIIPOCHT 3aLL0 HAKOW TYMOpPH ca
YYBCTBUTENIHH, @ APYrH Ca PE3UCTEHTHH KbM MNPUIOKEHOTO nedyeHue. OCHOBHA MMUIEHA Ha
HoHunsupawoto nbueHre e [JHK. Upe3 AMpeKTHOTO CH W WHAMPEKTHO AEHCTBUE HOHW3UpALIUTE
NbYEHUS NPEeIM3BUKBAT CTPYKTYpHHU npomenu B JIHK u knetbuna cmbpT. KneTbuHata cMbpT ce
MpUpaBHsIBa Ha BCEKM NpoLeC, KOHTO BOAW A0 3aryba Ha MMTOTMYHA aKTUBHOCT. MeEXaHH3MDBT
Ha JbYEBO WHAYLMpaHaTa KieTb4YHAa CMBPT BCE OLUE HE € HamblHO M3acHeH. CbluecTByBaT
MHOFO TMpOYYBaHWA, KOWTO pa3KpWBaT peaulla CHUrHaAHM NbTHILA M TAXHATa pons B
MHAYLWPAaHETO HAa N'bYeBa PE3UCTEHTHOCT M CBHOTBETHO UYBCTBMTENHOCT. PaskpuBaHeTO Ha
TOUHMTE MEXaHW3MH Ha KJeTbYHa CMBPT L€ JaAaT Bb3MOXKHOCT 33 OTKPWMBAHETO Ha HOBH

TapreTHW Tepanuu, a CbYeTaBaHEeTO UM C JIbUENIeUEHHE LE NoAo0pH e4ebHUTE pe3yNTaTH.

20. Exnpecus nHa yepuoapoounte HMGB1 HHBa npn ¢pyKTO030-HHAYUHPAH MACTEH YepeH
apob
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[lpoyuBaHETO Ha TNpOLIECHTE, BOJELIM [JO XEnaTouenynapHa KJIETbYHA CMbPT, € BaXKHO 3a
KJIWHUYHATA NpaKTHKa 3a OLEHKa Ha TEXECTTa Ha YepHOAPOOHOTO YBpPEXKIAAaHE, KaKTO W
npunaraHeTo Ha eeKTMBHW UHTEPBEHLMHM 3a NnpenoTBpaTaBaHeTo H. HabmopenusaTta nokassar,
ye M 1BaTa Npoleca - anornTo3a U HeKpo3a. Ce aKTUBMPAT B OTHOCHTE/HA CTENEH Ha OMpeAeSeHH
eTand OT MNpOrpecusTa Ha HeankoXoJHaTa macTHa 4epHoapobHa GonecT - OT uyepHOApOOHa
CTeaTo3a. CTeaTOXenaTHT W LWpo3a. B MoMeHTa Haii-o0eluaBallaT HeMHBa3UBEH cneuuduyeH
METOJ 3a YCTAHOBSIBAHE HAa HEKPOTHYHa KjeTbuHa cMbpPT € HexuToHOBUAT JIHK-cebp3Ball
NpoTeHH ¢ BMcoka noasuxHocT rpyna b1 (HMGB1). Llenta Ha HacToAwWOTO U3cnenBaHe Oe aa
ce Mpoyu4aT HuBaTa Ha ekcripecusta Ha HMGB1 u Bpb3kata UM ¢ 4epHOAPOOHHTE yBpEXIaHUs U
AKTMBHOCTTA Ha anornTo3a B YepHHs Apob Ha MabXxoBe € (PPYKTO30-HMHAYLMPAH MACTEH YepeH
npob. Msnon3saxme Mbxku nabxose Wistar, pazfeneHy Ha ABe rpynu (n = 7): KOHTpoJiHa (Ha
CTaHAapTHa XpaHa) U eKCNEepPUMEHTaNHa, KOATO NMpUEMALLle pa3TBOpP € BHCOKO CbAbpXKAHWE Ha
¢pykroza (PPY) (35% dpykrozeH uapeBuueH cupon 3a 16 ceamuuun). MetabonuTHuTE
HapyLIeHHs W YBpEXIAaHeTO Ha uepHus Apob ca u3cnenpaHu upe3 Xuctoxumuunum (H&E),
MMYHOXMCTOXHMHYHH, UMYHOJIOTHYHA OMOXUMHUUYHU TecToBe. PesynTtature nokasaxa AaHHW 3a
MeTaboNnTeH CMHAPOM, ApeGHOKanyYecTa cTeaTo3a, CTaTUCTHYECKH HamaneHu Huea Ha HMGBI,
yBEJIHYEHO CbOTHOLLIEHHE Ha anonToTH4YHKTE npoTenHn Bax/Bcel2 npu nnbxoseTte Ha GpyKTO3HA

JUETA.
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CKPUHHMHIBT 3@ QMCTPEC NPH OHKONOTMYHO GONHM NAaLMEHTH CE MpenopbyBa OT MHOXECTBO
opranuzaumu Bkmountendo ot The National Comprehensive Cancer Network (NCCN).
Huctpecht ce peduuupa Kato: ,,MyATU(DaAKTOPHO HEMPUATHO EMOLIMOHANHO NpPEeXHBABAHE,
KOETO HapyllaBa CMOCOOHOCTTAa Ha nauueHTHTe eeKTUBHO fAa Ce CMpaBAT CbC 3a00NABaHETO
cu’.

LienTa Ha HalleTO NPOy4YBaHE € Aa U3MEPUM HUBOTO Ha AMCTPEC MpPEAH HAYANOTO Ha JIeYeHHETO
Ha naumentn ot Knnuuka no MeanunHcka Onkonorust kbm YMBAJL ,,Ceeta Mapuna® — Bapha

W Bpb3KaTa My C HAKOH NnapamMeTpu OT NOCOYEHUTE B CMTHCDHKA C ﬂpO6J’leMH OT NaLueHTHUTE.

B pamkuTe Ha eaHa roarHa obwwo 225 oHKOOONIHY B3eMaT yYacTHe B POYYBAHETO.

22. RIPK3 expression as a potential predictive and prognostic marker in metastatic colon
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Background: Colorectal cancer is one of the primary causes of cancer-related deaths and 5-

fluorouracil (5-FU) therapy remains the cornerstone of treatment in these patients. Resistance to



5-FU represents a major obstacle; therefore. finding new predictive and prognostic markers is

crucial for improvement of patient outcomes. Recently a new type of programmed cell death was

discovered—necroptosis, which depends on receptor interacting protein 3 (RIPK3). Preclinical
data showed that necroptotic cell death is an important effector mechanism of 5-FU-mediated

anticancer activity.

Purpose: To investigate the predictive and prognostic performance of RIPK3 expression in

primary tumors.

Methods: Colon cancer patients (n=74) with metastatic stage were included in this retrospective
study and all were treated with first-line 5-FU based chemotherapy. Immunohistochemical

staining was performed.

Conclusions: This study suggests that expression of RIPK3 in primary tumors of metastatic
colon cancer patients should be further investigated for its potential as a promising predictive and

prognostic marker.

23. YecToTa, 1HArHO3a U Je'ueHHe Ha MyJIMOHA/HA XHIIEPTOHHS NPH
ChpPNOBHIHOKJ/JEThYHa aHemus-noa neuar- Mapus JInmosa, Banepnsa Kanesa, JInans
CrosinoBa, SIBop Kauwios, Mapusa KocrypkoBa- Xemartoaorus

CovpnosuaHoknerbyHata aHemus (CKA) e psaako cpewaHo BpPOAECHO CBCTOSHHE, MPU KOETO
CbPAEYHO-CHAOBHTE YCIOXHEHHS Ca YECTH W OMpelensalliyd KayeCTBOTO M MPONbIXKHUTENHOCTTA
Ha XKMBOT Ha nauueHTHTe. YecToTata Ha mynmoHanHa xuneptoHus (I1X) npu nauMeHTH cbe
CKA, oueHena exokapauorpad)cku CbC CKOpOCT Ha KpbBOTOKA MNpe3 TPUKyCMuWajaaHaTa Kiana
>2.5m/c e okono 20-30% (4,5) W ce acouuMupa C TNOBMLIEH PUCK OT CMBpPTHOCT (6. 7).
MaxaHusmuTte Ha passuTHe W dopmute Ha [1X npu naumentutre cbec CKA ca cnoxHu u
MHOroro6pasHy M cnaga KbM S5-Ta rpyna B noapobHaTa KNMHMYHA Kiacudukauusa Ha [1X B
[Mpenopbkute Ha EBponeiickoTo kapauonoruuHo apyxectBo/EsponeiickoTo pecnupaTtopHo
apyxectBo( ESC/ERS) ot 2015 3a auarHoctrka u neueHue Ha [1X.

24. InacronaHa aucPyHKLUHMS H KAaPAHOMHONATHS NPH CbPNOBHAHOK/IETbYHA AHEMHS-NIO]

neuyat- Mapus Jumosa, Banepus Kanepa, Kpacumipa Henosa, fiBop Kawnos.
XemaToaorus



HacnencteeHuTe HapylueHus B CMHTe3aTa Ha XeMornoOuHa, HapuyaHW xemornobuHonaTuu, ca
Hall-4eCTHTE MOHOTEHHHW 3abonsaBaHUs, BOAELIM 10 XEMOJIUTHUHH aHeMHH. CbpAEUHO-CbAOBUTE
YCNOHEHHMs ca rnaBHa fnpuiKHa 3a 60J1eCTHOCT U JeTepPMHMHAHTH Ha MPOrHO3aTa NMpH NalMeEHTH
CbC CBHPMOBWAHO-KIETbYHA aHeMus. ToBa ca NauUWEHTH, KOMTO C€ HYXKIAAT OT MENMLHMHCKa
rpuxa, 3anoypallia ¢ paxaHeTo W NMpOLbJXKaBalla Mpe3 LUEIUs UM JKWBOT, W3CHCKBALL, rOJIAM
MEAMLMHCKHU U colManeH pecypc. HapylieHue B nuactonHara nesokamepHa GyHKLMsA ce cpela
MHOTO MO-4eCTO OT CUCTONHA AUCPYHKUMA NPH NALKEHTH CHC ChPMOBUAHOKIETbYHA aHEMHUA U
€ OLEHEHO KaTo He3aBMCHM pHCKOB (hakTop 3a CMBPT npu Te3u naumeHTH. KapavomuonatusaTta
Mpy CbPMOBUIHOKIETbYHATA aHEMHs € PECTPUKTHBHA KapAWOMHUONaTHs, XapaKTepusupalua ce ¢
avactonHa AUchYHKUMS W NeBOMpeAChpHA [MaTalMs B ChYETaHWE C XHUNEPAMHAMUYHO

CbCTOAHUE W AMNaTallua Ha JisBaTa KaMepa C'bC 3arna3eHa CUCTOJIHA Q)yHKuMﬂ.
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The modern treatment of heart failure (HF) in patients with thalassemia is based on the
prevention of cardiac impairment. Iron overload cardiomyopathy is the most serious and life-
threatening complication of transfusion-dependent thalassemia, but due to its association with
iron deposition it is reversible. Treatment includes chelation therapy and conventional

medication for HF. Severely decompensated cases are treated in specialized centers.

26. Ferroptosis and its potential role in cardiovascular diseases

Authors: Yavor Kashlov, Maria Dimova
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Iron (Fe) is the fourth most common element in the earth's crust, and plays a significant role in
the human body.lt is important for cell survival due toits involvement in the transport of oxygen.
in DNA biosynthesis, adenosine triphosphate (ATP) synthesis, as well as an auxiliary factor of
various proteins in the tricarboxylic acid cycle (TCA). It has also been found that iron is closely
related to the onset and progression of various cancers and disturbances in its metabolism can
stimulate the growth of tumor cells. In addition, divalent iron significantly accelerates the lipid

peroxidation of saturated fatty acids.
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KapanoTokcHuHocT € TepMHH, 0603HauaBalll YBpeXJaHe Ha KapAWOMHOLMTHUTE B Pe3yNTaT Ha
usfnaraHe Ha TOKCHUYHM BELIECTBA M 3aMbpCHTENM OT okonHaTta cpepa. Jlo HeoTnaBHa He Oe
npeanpMeMaHo noapoGHO MpoyyBaHe Ha TOKCHMYHMTE €(EeKTH W MEXaHM3IMHWTE Ha
KapAMOTOKCMUHOCTTa. JIBe 3HauMTENHW MNOCTHXEHWss B obnactta Ha OWOMENMLMHCKHUTE

nicneaBaHKa 1 npaKkTUKa HajlaratT HEOTJIOXHaTa HEOOXOAUMOCT OT KapAHWOTOKCHUKOJIOTHYHH



uscnenpanus. [1bpBo. pa3zpaboTBaHeTo M BbBEXAAHETO Ha BCE MMOBEYE HOBM JEKapcTBa M
YCTpOMCTBa 3a jleueHHe Ha CchpleuyHUTE 3abonaBaHus. BeposTHO HAKOM OT Te3M jeKapcTBa U
Mpoueaypu LI NpOsSBAT KapAMOTOKCHMYHU edekTH. [lo Ta3su npuuyuHa 3a BBBEXKJAHE B
MpaKTHKaTa Ha BCSKO HOBO Jle4eHHME e Obe OT ChblLIECTBEHO 3HaYEHHE OLIEHKATa Ha TOKCHY-
HUTe edexTH BBPXY cbpueTo. BrTopo. npunaraHeTo Ha Hal-MOAEPHMTE MOAXOAHW Ha
MoNleKynsipHaTa OWONOrMs € OCHUIYpWIIO 3HAYWTENHW W HOBM MO3HAHWA 33 CbpAeYHaTa

TOKCHUUYHOCT U HEWHUTE MEXaHU3MM.

Jokaan B MexkayHaponeH ¢gopym:

1. HMGBI1 and RIPK3 as Markers for Necrosis and Necroptosis in Myocardial
Infarction with ST Elevation- BIT's 10th Annual International Congress of Cardiology-
2018

Authors: Yavor Kashlov , Veselin Valkov, Atanas Angelov, Jordanka Doneva, and lvan Donev
Publication date: 2018 Dec

Background: The aim of our study was to investigate and compare blood levels of receptor
interacting protein 3 (RIPK3)and High mobility group box 1 protein (HMGB1) in myocardial
infarction .

Methods: Peripherial blood for serum levels of RIPK3 and HMGBI1 was taken from 53 patients
with myocardial infarction with ST elevation (STEMI) 12 hours after the onset of symptoms
(Day0) and between 24-48 hours after percutaneous coronary intervention (PCI) treatment
(Dayl). In the current study 19 healthy subjects were serving as a control group.

Conclusion: Early elevation of HMGB1 may indicate a burst of cell death during acute ischemic
injury whereas delayed elevation of RIPK3 may be due to involvement of necroptosis in second

wave of cell death observed after reperfusion of the ischemic myocardium

AOGCTpaKTH, NpeAcTaBeHH HA MeKAYHAPOAHH HayYHH KoHdepeHIHH U NyOJHKYBaHH B
pedepipaHi H HHAEKCHPAHH CBBETOBHH H3JaHHA.



1. Changing trends in heart failure hospitalizations 2010-2015 for patients with HFpEF and
HFrEF-European Congress of Heart Failure.

Authors: B. Kanazirev, Dimova M, Zlateva V, Kirkorova A, Kashlov
Publication date: 2016/5/1

Journal: European Journal of Heart Failure

Volume: 18

Pages: 2046

European Journal of Heart Failure

2.Levels of miR-17, miR-21, miR-29a and miR-92 as recurrence markers after adjuvant

chemotherapy in Nx lymph node status colon cancer patients
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Background: The benefit of adjuvant chemotherapy in Il and 111 stage patients with colon cancer
(CC) is determined in large-scale trials. Despite the surprisingly large number of Nx cases (less
than 12 lymph nodes examined), the potential benefit of adjuvant chemotherapy is not known
and there are only a few biomarkers that could predict recurrence of the disease. Recent evidence
suggests that microRNAs are important cancer markers. Methods: CC patients (n = 18) with Nx
lymph node status, who have undergone radical surgery and have completed 5-FU based
adjuvant chemotherapy were included. Serum after last cycle of adjuvant chemotherapy was
obtained and patients were followed-up regularly for 1 year of follow-up. Real-time reverse
transcription quantitative polymerase chain reaction was used to measure the expression levels of
miRNAs (miR-17, miR-21, miR-29a and miR-92), in the patients' samples and in 7 healthy

individuals, as a control group. Results: Seven patients from the tested group experienced



recurrence after 1 year of follow-up. Within the Nx patients all miRNAs except miR-29a had
significant differences in expression levels between the recurred patients vs non recurred patients
groups. The area under the receiver operating characteristic curve (AUCs) used to evaluate the
predictive performance of the miR-17, miR-21, miR-92 for Nx patients were 0.844, 0.948, and
0.935. respectively (p < 0.05). In patients with Nx disease only expression levels of miR-29a
were not good enough to discriminate between patients with recurrence and no recurrence of the
disease. Conclusions: This study suggests that the expression levels of the tested serum miR-21,
miR-17 and miR-92 in Nx patients with CC who underwent radical surgery and adjuvant
chemotherapy may have diagnostic value for differentiating between recurred and non-recurred
patients.
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TAVl is a relatively new interventional procedure designed for management of aortic stenosis in
patients with high surgical risk. Performing it on someone with a prosthetic mitral valve is a
challenge, made much easier by the new delivery systems and valves. We present one such
procedure and try to put some light on the difficulties that await along the way to successful

implantation
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Even though TAVI is a relatively new procedure it managed to become the default method for
treatment of aortic stenosis in patients with high surgical risk. It is minimally invasive but not
entirely free of complications. One of those is a paravalvular leak following a low implantation.
In this article we present the different courses of action in this situation and share our experience

on one such occasion.

3. Durability of biological prostheses used for management of degenerative aortic stenosis —
TAVR vs. SAVR.
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The only known treatment for high grade degenerative aortic stenosis until the beginning of this
century was surgical replacement with a biological or mechanical valve. For the high risk or
inoperable patients this treatment was unacceptable, with a high mortality rate in both operated

and non-operated cases. The new concept of transcatheter valve implantation was developed



especially for this group of patients, which number continues to increase. It is a really attractive
idea, being able to offer a non-invasive and low risk procedure for a patient who is not
considered a good candidate for conventional operation. The increase in the operators experience
reduces the rate of mortality in TAVI even more. Both TAVI and surgical valves are biological.
The technology used for production of the balloon expandable and self-expandable valves is
much more advanced. The biological tissue used in both types of valve is prone to degeneration
due to different factors and can lead to valvular dysfunction. The surgical valves are made from
porcine or bovine tissue and have a lifespan between 10 and 15 years. In some cases, the
dysfunction occurs much sooner. If that happens the patient needs a re-replacement valve

surgery. Since such a procedure is risky the patient is usually referred for valve-in-valve TAVI.




