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|. Knunuunu cayuau:

[IpeacTtaBenu ca 8§ KIMHUYHYU CITydad OTpPa3sBAIlU JUATHOCTUIHUTE TPYITHOCTH
U TJAHOBETE 3a JICUCHWE Ha PAIKO CPElIaHU 3a00NIIBaHMUA M YCIOKHEHUS B
o0JiacTTa Ha BBTPEIIHATA MEIUIIMHA.

1.Psabk ciiydail Ha BTOpudeH yepHoapoOeH adcuec
2.PapK citydall Ha IICEBAOMHUKCOMA MIEPUTOHEH
3.Psnko cpemiaHo ycnoskHeHue npu 6eno1po0eH pak
4.Psanbk cayyail Ha MUIMapHa TyOepKyso3a

5.Psaabk cinydail Ha KOKHA TyOepKyio3a

6.Paapk cmyuait Ha ocThp MHOKapaAeH HHPApPKT cbe ST-eneBaius u JiaB OepeH
0J10K

7.0ctpa popma Ha AUCEeMUHUpaHA TyOEepKyJio3a Ha OenuTe IpodoBe mpu OoJHA
C MYJITHUIIJICH MUEIIOM

8.Panpk cnyvaidh Ha OosieH ¢ MHQEKIMO3€H EeHAOKapJWT Ha MUTpalHA U
TPUKYCIUJATHA KJlana

Il. Cmamuu, nyoaukyeanu ¢ 0va2apcKu HAVYHU CRUCAHUS:

[IpencraBeHuTe TPYJI0BE CE OTHACIT KbM D OCHOBHH MpPodJiema,
IPYIUPAHU IO TEMATUYHU Pa3/eu, KaKTo CJie/IBa:

A.TpynoBe OTHOCHO YecToTaTa M JMAarHOCTUKaTa Ha OenoJpOOHUS KapIMHOM,
ncOenoupeBHMsS  pak,KapupHOMa Ha manwiaa Vateri u  3a0onsgBaHus B
OWIIMonaHKpeacHaTa CUCTEMA.



1. Jones I.H., F. Bewues, M. Muxaiinosa, I Jumumposa, H.Hukonos, HU.
[lepes. 2000._Yecmoma u oOuacnocmuxka Ha 06e100poOHUSL KAPYUHOM 8
Jobpuuxus pecuon, Hayu.cvoow. na CYb kn. [{oopuu, m.2: 186-188

CratusitTa 0oTpassiBa MpPOyYBaHE,PETPOCIIEKTUBHO HAa UCTOPUUTE Ha 3a00JIsIBaHE
Ha BCUYKHU NpeMuHau npe3 [ITHeBMo-pTu3narpuuHoTo otnenenue Ha PaiioHHa
oonHuia-Joopuyd 3a nepuoaa 1995-1999. Jlmarnocturupanu ca 187 GomHU ¢
0enoipoOeH pak KaTo Hai-3acerHaTu ca Mbxere Mexay 50-59 roaunu.

2. J[ones II[.U., U. Illepes, H. berues. 2003. Enoockoncka ouacHoCmuxa Ha
oebenoupesnus pax 6 [loopuuxus peeuon, Hayu.cvoow. na CYB xn. [lobpuu,
m.5 (1):113-115.

ABTOpUTE CNOAETAT CBOS 2-TOAMILEH ONUT B €HJIOCKOICKAaTa JUarHOCTHKa Ha
nedenoupeBHUs pak. M3TbhKBa ce,ue TOM € Mo-4ecTo CpellaH NpU MBKETE BbB
Bb3pact 50-70 r. u B TpUTE JTOKAIM3AIMU- PEKTYM, CUTMa, KOJoH. [logquepraBa
ce, 4e paHHara ( Ha HHMBO JINTABUIIA) €HJOCKOIICKA JWarHo3a € TpyJIHa U 4e
aBTOpHUTE HAMAT TakbB ciydail. Camo puOPOKOIOHOCKOIHUATA € METOJ Ha U300p
npu te3u OosHu-camo 1,28% Heycnex cpell KOHTUHTEeHTa ¢ Je0eI0UpEeBEH pak B
peruona Ha Jlo6puy.

3ones, LU, HU. Illlepes, H.benues, J{Haxos. 2003. EPIII 8
ouazcHocmuxkama Ha xapyuroma Ha nanuna Vateri, Hayu.cvobw. na CYbB k.

Joobpuu, m.5 (1):116-118.

ABTOpUTE OMNKHCBAT CBOEBPEMEHHO JIMATHOCTULIMPAH PSIABK CIydail Ha
KapuuHoM Ha manmia Vateri. CiydasT e JuUarHOCTUIMpaH OJarojapeHue Ha
Bb3MOXHOCTUTE C  KOWTO  pasmojara €HAOCKOICKaTa  peTporpaaHa
XoJierucTonankpeaTorpadus, OCUTypsiBallld BU3yajHAa PEHTTEHKOHTpAcTHA H
OuorncuyHa AMArHOCTHKA HAa TyMOpa.

4. Jlonee Il[.H., b. benues, U. I[llepes, M. I'eopecues, U. Huxonos. 2004.
Bwzmoocnocmu na ERCP u EPT 6 oOuacnocmuxama u neuenuemo Ha
ounuonanxkpeachama  namonoeus;, . Juaenocmuyna  cmouiHocm — Ha

eHoocKonckama pempozpaona xonaeyucmonaunkpeamozpagus, Hayu.cvobwy. na
CVb kn. Jloopuu, m.6 (1): 119-122.

Enpockornckara peTporpajaHa XoJIeHCTONaHKpeaTorpadus Oerie IpriioKeHa
npu 21 manueHTa cbc 3a001BaHNs Ha OMJIMOTIaHKpEaHaTa CHCTeMa, JOBEIH 0
M3pa3eHa eKCcTpaxenaraiHa XojecTta3za. bsxa guarHoctunupanu 11 ciydas c
XOJIEZIOXO0JINTHA3a, 5 clydas ¢ KapIIMHOM Ha TJiaBaTa Ha MaHKpeaca, 2 ciydas C



XpOHUYCH TaHKpeaTHT,2 ¢ KapluHOM Ha mamwia Vateri, equH ¢ OCHHTHeHa
cTeHo3a Ha mnanuiarta. ABropute crnoaensaT,ue ERCP e nesamenum wu
He3aryOBall ¢ BPEMETO CBOSTa CTOMHOCT JIMATHOCTHYECH METOa 34
BepuuKanuaTa Ha 3a00isIBaHUATa B OWIMONAHKpeacHaTa oOJac, JaBall
BB3MOKHOCT 32 OTIPE/ICTITHE Ha TI0-HATATHIITHOTO TEPANIEBTUIHO TTOBEICHUE.

b.TpynoBe Ha TemMa OCTPM KPBBOM3JMBH OT XPAHOCMMJIATEJIHHMS TPAKT
cpea NOCTHIMJINTE MO CINENHOCT B 00JHUIIATA

1. /[ones, II[.U., U. lllepes, M. I'eopeues, b. benues. 2002. Kpveouziueu om
2opHus xpanocmunramenern mpaxkm, Hayu.cvoow. na CYb ka. [Joopuu, m.4:113-

118.

2. Homnes, II[U., U. lllepes, b. benues. 2002. Kpveouzmuseu om O00IHUSA
xparnocmunamener mpaxm, Hayu.cvoow. na CVb kn. /Joopuy, m.4:

ABTOpUTE U3THKBAT, Y€ Hail-uecTuTe npuunHu 3a KbpBeHe 1no JAXT u I'XT cpen
MalUeHTH NoCcThIMIM 1o cremHocT B MBAJI Jloopuu AJl, ca Tymopure o010
40%, xemopouaute, XYXK, s3BeHa OoJjiecT Ha JBaHA/IECETONPHCTHUKA B
OCTBp CTaAWN W APYTHA MO-PEAKH NMpUUUHU. CTOMAIIHUAT PaK BCE OIIE € Cpel
BojemMre npuunHA 3a KbpBeHe oT ['XT. ®ubporactpockonusTa, Karo
JUAarHOCTUYEH METOJI C YycrmeBaeMocT oT 98,2% HaAma ainrepHathBa NpH
JTUArHOCTHKATa Ha OCTpUTE KpbBon3iauBHu OT ['XT.

B.TpyaoBe Ha TeMa IMHAMUKA M CTPYKTypa Ha TyOepKyJ/o3ara Ha Oejurte
Apo0OBe, IMATHOCTUKA U JieYeHHe Ha Ty0OepKYyJI03eH eKCYyIaTHBEH IIeBPUT
U GuOPO3HO-KABEPHO3HA TY0epKYy.103a.

1. Jlones, II[.U., b. benues, H. Ilemposa, M. I'anesa, b. JKensazxoea, I'. HUnuesa,
U. llepes. Bvpxy ounamuxama u cmpykmypama Ha myoepKyio3ama Ha dbeaume
0pobose 8 Jloopuuku pecuor 3a nepuood om 14 2ooumu.

2. Jlones, II[.1., b. Benues, M. Hnoscuesa, C. Cmunusnosa, U. [llepes (2000)
Huacnocmuxa u neuenue Ha  MYOGEPKYIO3HUL — eKCYOAMUBEH — Nespum,
Hayu.cvobw. na CYB xn. [loopuu, 2: 173-176.

3. [ones, U, U Illepes, (2002). Dubpozno-xagepro3Ha mybepKy103a Ha
benume 0poboge & Jlobpuuxu pecuon npes nocieonume 10 2oounu, Hayu.cvoouy.
na CYb xn. Jloopuu, m.4: 103-105.

ABTOpuTe omucBar HaOmogaBaHuTe OT TAX 3a 10 roxumien ormwut 13 GomHU C
¢ubpokasepro3sHa TBK na Oenmute apoOoBe,kaToO Hail 3acersara rpyma ca



Mexay 30 u 60 rom. Haii-uecto ycnmoskHeHHE cpen HaOMIOIaBaHUTE OT TIX
O0omaM € OemoapoOHaTa ChpACYHA HEAOCTATHUHOCT, BOJCHIO [0 TpaiiHa
WHBAIMIN3ANNSA. ABTOPUTE CBHINO CIOJCIAT W CBOS ONMHUT B TUATHOCTHKATA M
JICYCHWETO Ha TYOCpPKYJIO3HHsI CKCyNaTUBEH IIJICBPHUT,KaTO IIOCOYBAT, Ye
3a00JI1Ba€MOCTTa C€ yBenudaBa cpe miaaute nanueHTH 10 30 T. Bb3pacT |
noctura 42,8% ot nekyBanute B I[IHeBMO-(pTH3HOATPUYHO OTIEJICHHE Ha
Paitonna 6omauma- J{oopuy.

F.prsze B 00J1acTTa Ha MOJIERKYJIsIpHaATa OMO0JIOrHsl B OHKOJIOTHSTA:

1.U. Jiones, H. llones, A. Koncynosa, T. Yepsenxos, I1. I'enes, E. Jumumpoasa,
/. Kanes. @occhamuoun-unosumon 3-KuHasa: om MOJEeKYIAPHAMA NaAmoao2us
KbM KIUHUYHUS npuyer

CurHaiaHuaT mbT Ha Gochatuami-unosuton 3-kunazute(PI13K)/Akt nma BaxkHO
BIUSHUE BbPXY HEOIUTACTUYHHS PACTEX, OLEIIBAaHE, MOTHIIUTET, METa0OIN3bM
U € Hail-uecTo aKTWBHMpaHaTa Kackaja MpU YOBEUIKM Tymopu. CHHTE3HpaHu ca
MHOTO PI3K-MHXUOUTOPH,KOUTO HABIM3AT B KIMHUYHU U3MIUTBAHUA.

Ilen Ha TO3M 0030p € ma muckytupa poisiata Ha PI3KS B Tymoporenesata u
JTAHHUTE TOJKPEInM wu3mosBaHeTo Ha PI3K-maxuOutopn B KIWHWYHATA
MIpaKTHKA.

2.U. Jlones, H. IJones, A. Koncynosa, Y. Tones, T. Yepsenxos, E. /Jumumposa,
/. Kanes. Ocma HGF/MET: Mexanusmu wna mymopna npoepecus u
JIleKapCcmeena pe3ucmenmHoCcm.

MET e Tupo3uH-KMHA3CeH PEIenTop 3a XenmaronuTHus pactexxeH dpakrop (HGF).
Cuctemara HGF/MET ¢ HeoOxoauma 1mo BpeMe Ha eMOPHOHATHOTO pa3BUTHE, a
abepanTtHo akTuBUpaHusAT MET-curnanen mbT OnarompusTCTBA TYMOPHOTO
pa3BUTHE,METacTa3UpaHe U PAa3BUTUE Ha JIEKapCTBEHa pe3ucTteHTHocT. Llen Ha
TO31 0030p € Ja 0000IM MOJEKYIIPHUTE MEXaHU3MH, 4Ype3 KOUTO OCTa
HGF/MET wunaynupa pa3BuTHETO Ha  TIpoiudepaTUBHH  MH(AZUBHU
(¢eHoTUNIMBE M JONpHUHACA 32 pa3BUTHE Ha JIEKAPCTBEHA PE3UCTEHTHOCT.
[IpoOneMbT € BakeH 3a pazdupapaHe Ha MEXaHU3MUTE 32 TYMOpPHA MpOrpecus u
NPEI0CTaBsl MPUBJICKATEIHU TIPULICITH 32 aHTUTYMOPHA TEPAaIHs.

3.4.Koncynosa, H. Ilepes, H. Ilones, E. Humumposa, HU. Tones, JI.
Kanee.Mexanusmu 3a npudobuma pe3ucmenmHocm KoM MUPO3UH-KUHAZHU
UHXUOUMOPU HA enuoepmaned pacmedcer (Haxkmop npu HeopeOHOKIembYeH
benodpoben kapyunom: 0030p Ha npobdemMa cvbe cOOCMBEEH NPUHOC



Tuposun-kunazuure unxuoutopun (TKW) na penentopa Ha enuaepManIHUS
pactexxen ¢akrop (EGFR) —gefitinib u erlotinib - ca ehextuBHu TepaneBTHUYHM
BB3MOXKHOCTH TPU  HEIPEOHOKIEThYEH Oenoapo0eH  KapiuHOM, KONTO
exkcrpecupa comatuyau mytaruu B EGFR. Knuanunu npoyuBanus tpeta dasa
MOKa3BaT,4e MPUIOKEHUETO UM IMPEBB3XOXKAA CTaHJapTHATa MbpBa JIMHUS
IIUTOTOKCUYHA Tepamusi, o0ade B /aJeH MOMEHT BCHYKH TAIlMCHTH DPa3BUBAT
PE3UCTEHTHOCT KbM TaX. [Ipe3 mocnemnuTe TOAWHU ca WACHTU(GUIIMPAHU B
TUNA MEXaHU3MU Ha pe3ucTeHTHOCT kbM EGFR-TKU: BTOpmuHa MyTtanus B
EGFR (T790M) u ammuudunupane Ha MET-onkoren. Te3n gaHHM CTOST B
OCHOBaTa Ha KJIIMHUYHU MPOYYBAHUS, LIEJIAIIHN J1a IPEOI0JEAT PE3UCTEHTHOCTTA,
MeauupaHa oT Xemaromut-pacteskeH (akrop (HGF), npu EGFR-myTtupan
oemonpobeH azeHokapiuHoM. [Ipoabmkurenna in Vitro excrmosumus ¢ PI3K-
naxuoutop Pl-103 edextuBHO moTHcka npommdepanuara Ha EGFR-myTtupamm
KJIeTKU B ipucheTBre HA HGF.

4.H. l[ones, U. Jlones, T. Yepsenxos, A. Koucynosa, I1. I'enes, E. J[umumposa,
/l. Kanes. Bnusnue Ha MuKkpopyOOHYKIeUHO8UMeEe KUCEIUHU BbpPXY CUSHATHU
KIembYHU NbIMUWA NpU KOJOPEeKmaneH KapyuHoMm.

Mukpopy6onykiiennopure kucenunu (MuPHK) ca manku PHK-monekynu,
M3TPAJICHH OT OKOJIO 21-25 HyKkIIeoTH1a, KOUTO HE KOAUPAT MMPOTEUHU, HO NUMAT
Ba)KHA (YHKIMS 3a peryjiupaHe Ha TIE€HHA EKCIpPecHs 4Ype3 CBBP3BaHE C
KOMIUIeMeHTapHu 3’ HeTpaHciupand o0iactu(3’UTR) Ha wuHbopmalmoHHa
PHK. Jlo To3u momeHtr ca otkputd xuwmagn MuPHKu B paszmnunn
pacTeHMs,)KMBOTHA U MUKpoopraHu3mu. Harpynanu ca peauna aokas3aTesicTBa
3a yuactuerue Ha MUPHK B pa3HooOpa3Hu OHOJIOTMYHU MPOIECH,KATO
peryjatopu Ha Kierb4yHa npoiudepanus, gudepeHinuanus, UonTo3a u Ipyru
SBJICHMS, CBbP3aHU C OHKOI€He3aTa, B TOBAa YWUCIO W MpPU KOJOPEKTaJeH
kapiuHoM (KPK).

[en Ha To3u 0030p € ga auckytupa Bb3moxkHoctuTe Ha MUPHK 3a perynupane
Ha OHKOTEHHHM W TYMOOP-CYNPECOPHH CUTHAJIHM IIBTUINA, YYAaCTBAILUA €
naroreHe3arta Ha KPK.

5.K. bpamoesa, U. lllepes, M. [lanesa, I'. bexaposa. Oxcudamusen cmpec u
MeXauu3vM Ha XenamoyumHo oyensieane npu  GpPYKmo3o-uHoyYYupaua
yepHOOpobOHa cmeamosd.

Heankoxonmnata wmacTHa 4epHOJApoOHa 00JIECT € KIWHUKO-TIATOJIOTHYECH
CUHJIPOM C IIUPOK CIIEKTHP OT YBPEKITAHUS HA YEPHUS IPOO, KOUTO BapupaT OT



4epHOJpOoOHA cTearo3a J0 CTEeaTOXEemaTUT, HampeaHana (Gudpoza u 1uposa.
[Iporpecusita Ha yepHOApPOOHATA CTEATO3a € CBbP3aHa C BB3IMAICHUE, KIIEThUHA
CMBPT U (pubpo3a,3a KOUTO CHIIECTBEHA POJISI UIPAae U OKCAAATUBHMS CTpEC.
Criopen HIKOM W3CJIEAOBATEIN OKCUIATHBHHS CTPEC CTUMYJIMpa XenaTOLUTHa
anonTo3a (aKTMBUpPAaHE Ha BBTPEIIHMS MBT upe3 Bax mporenHa) u aBTodarus
(upe3 axtuBupane Ha Beclin 1). @aromutupaHeTo Ha amoONTOTHYHUTE TENIa
UHAyLIUpa CBOOOJHU paJuKaid, TMpOUH(IAMATOPHU U NPOoPUOPOTreHHH
[IUTOKUHH, KOUTO CTUMYJIMpAT YepHOIPOOHO Bh3naneHue u ¢puodposa. Llenra Ha
TOBa IPOYYBaHE € Jla C€ M3CIIE[BAa BpPb3KATa MEXKIY aronTo3a, OKCHJIATUBEH
CTpec W aBTO(arus B MACT€H YEpEeH Ip0o0 NpHU EKCHEPUMEHTAIEH MOJEN C
(pyKTO3HO HaTOBapBaHe.

6. Beclin-/ xamo nomenyuanen npeouxmusen mapkep 3a 5-®@Y 6azupanama
Xumuomepanusi npu OOJIHU ¢ Memacmamuier KapyuHom Ha Koaona Eneonopa
TIeopeuesa Jlumumposa *, Hean Illepes Jlones *, Huxonaii Baaoumupos Llones

1, Cous Kupuesa [pazanosa *, Pocmucnaé Padociasoe Manes 1, Mapeapuma
Kpacenosa bBozoanosa*, Xpucmo bBoiiwes Ilonoe?, Hadexcoa Toodoposa
Cmegpanosa?, JJpazomup Ceemozapoe Cmosnos® , Asop Kocmaounos Kawinoé?,
Acen Heanoe Anues', Mapzapuma Hpazanoea I'eopeuesa 2017 Cnucanue na
bwaeapckomo onxonocuuno opyacecmeo

[IpencraBsa ce peTpocneKTHBEH aHann3 Ha 98 OonMHM ¢ KapIUHOM Ha Ae0erIoTo
YepBO B METAcCTaTHUEH CTaJuii, TpoBenu mbpBa JuHHUS S5-OY 0Gaszupana
xumuorepanus B YMBAJI | CB.Mapuna” Bapna. IlpoBeme ce
MMYHOXHCTOXMMHUYEH aHaJIn3 3a ekcrpecus Ha Beclin-1 — mapkep 3a aBTodarus
B IbpBUYHUS TyMop. Cpennara npexuBsemoct 6e3 nporpecusi (PFS) 3a rpynara
MAIMeHTH ¢ HUcKa excrpecust Ha Beclin-1 0e 7.7 mecena (95% Cl, 4,6-6,4),
cpemry 5.5 mecena (95% ClI, 5,6-9,9) 3a rpynata ¢ BucOka ekcrpecus (log rank
test p=0,04). Cox perpecHoHHHsS aHaIM3 IIOKa3a, 4e OOJHUTE C BHCOKa

excnpecust Ha Beclin-1 uMart TeHICHIMS 3a TOBHUIIEH PHUCK OT MPOTrpEecHs Ha
oonecra HR-1,44 (95% Cl, 0,9-2,2; p=0,09).

7. Asmoghacus npu coruonu mymopu, Eneonopa I'eopeuesa Humumposa, Hesan
Llepes Jlones, Huxonaii Braoumupos I[lones, Comns Kupuesa J[pacanosa,
Pocmucnas Paoocnasos Manes, Mapeapuma Kpacenosa Bozcoanosa, Xpucmo

botiues I[lonos, Haoeoxcoa Toooposa Cmeghanosa, Jlpacomup Ceemoszapos
Cmosnos, feop Kocmaounos Kauwinos, Acen Heanoe Anues, Mapeapuma
Jpacanosa I'eopeuesa Studia Oncologica 2016



ABTOdarusTa € XOMEOCTaTHYeH U EBOJIOLMOHHO 3aMa3eH Mpolec, KOWTO
pasrpaxk/ia KIEThYHUTE OpraHedM M MPOTEHHH, W TOJIIbpPKA KICTHUHUS
OMOCHUHTE3 MPU HAPYIIEHO XpaHEHE WJIM METa0OJUTEH cTpec. ABTodarusra €
BaXHA BBB BCHUYKM KJIETKH 3a OTCTpaHSBaHE Ha IMOBpEACHU WM ‘“‘crapu’
NpPOTEeUHH 1 opraHenu. Hapymienusra B mporecute Ha aBTo(arus ca CBbp3aHu C
YYBCTBUTEIHOCT KbM  META0OJUTEH CTPEC, TE€HOMHO VyBPEXIAaHE H
TymoporeHe3a. Berpeku, ye aBrodaruara ydactBa B TyMOpHaTa CyNpecus, Ts
CBILIO TAaKa OCUTYPSIBA U TOJICPAHTHOCT MPHU KIETHYEH CTPEC, MO3BOJISIBAMKH HA
TYMOpPHUTE KJIETKM Ja oOueisBaT npu HeOnaronpustHu ycnoBusa. Crpec-
UHAyLHUpaHaTta aBTodaruss B TYMOPHHTE KJIETKA MOXKE Ja JIoBele O
PE3UCTEHTHOCT MpH JIEYEHUE U TyMOpHA JIATEHTHOCT, C €BEHTyaJeH MOBTOPEH
TYMOPEH pacTex U mporpecus. M3dcHABaHETO Ha posiATa Ha aBTO(arusra B
JIEYEHUETO HAa paKa € OT PEeIlaBallo 3HAYeHHE, 3al[0TO MHOIO MPOTUBOPAKOBU
TEparnuu ca CBbP3aHU C aKTUBUPAHETO U.

8. FIRST LINE 5FU BASED CHEMOTHERAPY WITH/WITHOUT
BEVACIZUMAB FOR METASTATIC COLORECTAL CANCER: ONE CENTER
EXPERIENCE RESULTS, A.Konsoulova,l. Donev, , N. Conev, S. Draganova, T.
Chervenkov, N. Petrova, E.Dimitrova, P. Ghenev, Y.Kashlov, D. Kalev Scripta
Scientifica Medica, 2015

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

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 sur-vival, 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% 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).

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.

9. FIRST LINE 5FU BASED CHEMOTHERAPY WITH/WITHOUT
BEVACIZUMAB FOR METASTATIC COLORECTAL CANCER: ONE CENTER
EXPERIENCE RESULTS Tissue markers 1. Donev A.Konsoulova, , N. Conev,
S. Draganova, T. Chervenkov, N. Petrova, E.Dimitrova, P. Ghenev, Y.Kashlov,
Journal of IMAB ISSN: 1312-773X 2016

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% CI, log rank test p= 0.017). Patients with low NP-1 appeared to
experience a larger bevacizumab treatment effect in terms of PFS (p=0,049,HR
0.333, 95% CI, 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.

10. 2-year single center clinical experience in patients with colon cancer stage
Il and Il receiving adjuvant chemotherapy Nikolay Vladimirov Conev, Ivan
ShterevDonev, Eleonora Dimitrova, Miglena Kozhuharova, Margarita
Georgieva, Assia Konsoulova-Kirova, Dimitar Kalev Scripta Scientifica Medica,
vol. 47, No 2, 2015

Introduction: Colorectal cancer is the most commonly diagnosed
gastrointestinal cancer worldwide. For patients without metastatic disease,
surgery is the first option used with curative intention, for stage | disease the
adequate treatment consists only of surgical excision. In stage Ill additional
adjuvant chemotherapy post-surgery is recommended. In stage Il colon cancer,
adjuvant treatment remains controversial.

We aim to stratify patients according to different criteria, identify those with
recurrence within the first year post last cycle of adjuvant chemotherapy and
discuss those primary results.

Materials and methods: a total of 52 patients who were subject to curative
resection of stage Il and 11l colon adenocarcinoma and who were administrated
5 FU based adjuvant chemotherapy were included and were followed for a
period of two years. Data analysis was performed.



Result: After a mean of 2 years of follow-up, recurrence was identified in 16
patients. None of stage Il patients (n=6) and 3 patients in stage Il (n=6)
experienced recurrence. Patients with Nx cancer (n=30) were detached in
separate group. Thirteen of them experienced recurrence (9 patients had relapse
within 6 months after surgery — defined as synchronous metastatic disease).

Conclusion: Surgery remains the cornerstone of treatment for the majority of
colon patients. The selection of optimal chemotherapy for each patient is a
complex process and there is a practice evidence gap which remains a
significant problem. Our results for relapse are comparable with the reported
ones worldwide. The reports suggest that there is still lack of evidence in the
adjuvant colon cancer chemotherapy worldwide.

11. Ilpeooonssane pesucmenmumocmma xkwvm  mepanuama ¢ aumu-EGFR
MUPO3UHKUHA3HU UHXUOUmMopu- ¢oxkyc ewvpxy osimertinib npu T790M -
NO3UMUBHU OONIHU C Memacmamuyer HeopeOHOKIemvbueH KAPYUHOM HA Oenusl
0poo, Kacmuna Muxaiinosa u Usan Lllepes, 2017 Meoux APT

Hamnpagsen e 0630p Ha Tperara renepanust antu-EGFR TKU ot npeaknuHukaTa
110 Hall-HOBUTE JIAHHU OT KJIMHUYHUTE MIPOYYBAHHUS.

12. Hexponmosa M. K. Bozoanoea*, Ue. Illepes [Hones', H. Bn. Ijonee*, En. I
Humumposa', P.P. Manes', [p. Cs. Cmosmnos', Y. Xp. bvusapos®, I H.
Tooopoe®>, T. P. Paoeea?, H. T. Cmecpanosa®, K. II. Kanues®, M. Cm.
Taywanosa* Stidia Oncologica 2017

Hekponto3ata € Hackopo OTKpUTa, Kaclas3a-He3aBucuMma ¢opma Ha
MporpamMupana KJieTbyHa CMBPT, KOATO U3UCKBA B3aMMOJECTBAlA C pelenTopa
npotenH kuHaza 1 (RIPK1), RIPK3 u mporenHa ¢ kuHa30moq00eH JOMEHH OT
cmecen npomsxoa (MLKL). HarpynBar ce Bce moBede J0Ka3aTelICTBA, KOUTO
[IOKAa3BaT, Y€ HEKPOIITO3aTa y4yacTBa HE CAMO B PETYJIHMPAHETO HA HOPMAJIHOTO
pa3BUTHE U (PU3MOJOTUYHM TMPOLIECH, HO W TPU pa3iIMyHU 3a00JsBaHuS,
BKJIFOUUTEJIHO M 3JI0KayecTBeHH Tymopu. Hackopo Tasu HoBa ¢opma Ha
IporpaMupaHa KJIeTb4Ha CMbPT C€ MPOSBHU KAaTO MOTEHIMATHO HOBA CTpaTerus
3a aHTUTYMOPHO JIEYEHHUE, KOSITO MOXE Ja MPEeoJIoJiee PEe3UCTEHTHOCTTAa Ha
anonTo3ata. B Ta3u crtatus Hue 0600UMXMe J0cera Npoy4eHUTe MEXaHU3MHU Ha
HEKpONTO3aTa B HOPMAJIHU U PAKOBH KJIETKHU.



13. EmnoosackynrapHo JeueHue Ha NbpPEUYHU 310KAYECMBEHU Je3UU 8 UYepeH
0po6, Y. bvusapos, . Tooopos, H. Kones,A. Tones, B. Uenamos, K. Hsanos,
U Jlones, Cm.Cupakos,l’.Bviues Penmeenonozus u Paouonocus 2016

HanpaBeH e eIHOIEHTPOB aHAIU3 U 0030p Ha €HIOBACKYJIApHOTO JICUYCHHE Ha
METACTaTUIHUTE YSPHOAPOOHH JIC3UH.

14. CKpUHHUHT 3a JUCTPEC NPH OHKOJIOTHYHO Oonnu, Mapmuna C. Meanoea*,

Huxonau B. HOHeel' 2 Usan Il Jloneg™ 2 Mapeapuma K.Bozoanosa® 2,

Eneonopa I JJumumposa® ?, Pocmucnae P. Manes" 2, [{pazomup C. Cmosnos*
2 Heop K. Kawnos®, Kamenus K. Bpamoeea®, Cmanucnaea I1. Ilenesa®, Stidia
Oncologica(rnoo newam)

NHTepechT KbM CKPUHUHT 3a JUCTPEC MPU OHKOJIOTUYHO OOJHU HapacTBa
3HAYUTEIIHO, HO Ha TO3U ()OH U3NIM3AT HAsIBE U CHOTBETHUTE OKA3aTEJICTBA 3a
npoOneMu mpu  pa3dUMpaHETO0 M MpPUJIAraHeTo Ha  [OporpaMH  3a
uaeHTUQUIMpaHeTo My. MenuimHCKaTa cecTpa, padoTelia B OHKOJIOTHS, ChIIO
uMa poJis B Ipolieca Ha CKpUHHMHTA 3a JUCTpec. B Hamm AHM MeXaHW3MHTE Ha
CKPUHUHT M POJIATA HA OTACIHUTE YUYaCTHUIM (3paBHU CIIECIUAIIMCTH) BCE OIIIEC
THPIH pa3BUTUE W TOMJICKH Ha AuCKycus. CKpPUHHHT'BT 32 KOHKPETHO
3a00JsIBAaHE WJIK 3APABOCIOBEH MPOOJIEM 3aBUCH OT HSKOJIKO OCHOBHHU (haKTopa:
CaMMST 37[paBeH MpooJieM (B KOHKPETHUS Clydail OHKOJIOTUYHOTO 3a00JisBaHe),
TUII'BT CKPUHUHTOB TECT W HAIlMOHAJIHATA CHCTEMA 3a 3/IpaBeoIa3BaHe.

15. Pecynupane na knemwvuHama cmMbpm nNpu paKou 3a001A6aHUSA-3HAYEHUe U
mepanesmuuen egpexm Kamenus JKeuxosa Bpamoesa®, Eneonopa I'eopeuesa

Jumumposa®, Huxonati Braoumupoe IJonee?, I'eopeu Huxonaes Tooopos®,

Kanun Ilempoe Kanues*, Mapus Amanacoea Padanosa®, HUsan Illepee Jlones®
Varna Medical Forum 2017

KommuiekcHara poisisi Ha pa3jIMYHUTE BHUJIOBE KIETBYHA CMBPT MPU PAKOBUTE
3a00JIIBaHUS € CJOKHA W TpoAb/kKaBa Ja ce paskpuBa. HaOmioneHusita
MoKa3BaT, Y€ W TPUTE Mpolleca- amnonTo3a, aBrodarus U HEKpo3a Morar Ja
CBIECTBYBAT B €OUH TYMOpP U TAXHOTO OTHOCHUTEIIHO Yy4YacTHE€, IUKTYyBa
TPaeKTOpUSITA HA TYMOPHHUSI PACTEX, pErpecusi U OTTOBOP KbM aHTU-TYMOpHA



Tepanus.AHaau3a Ha KJIEThYHATA CUTHAIM3ALNS MOXKE J1a pa3KpHe U 1a OCUTYPH
HOBU OMOMapKepH, OTpa3siBallld (PyHKIIMOHAIHATA aKTUBHOCT Ha TE3H IMPOIIECH,
KOWUTO II€ MOAINOMOTHAT WHIAWBHAyaJu3UpaHaTa Tepanus OpU KapUUHOMHO
Ooomaute. B TO3M mperiexn cMe ce chpeiad Ha HSKOM OCHOBHUITBTHINA U
peryjaaTopu CBBP3aHU C KJIEThYHATA CMBPT M OLEJISBAHE,KOUTO OCHIypsSBaT
ME€Ta0O0JINTHA YCTOMYMBOCT B TYMOPHTE, BOJELIM JO PE3UCTEHTHOCT KbM
XUMOTEpAIvs U HEyCHEIIHO JIEYEHHE Ha paKa.

16. Individualized Hormonal Therapy in Patients with Breast Cancer, Mariya
Levkova, Dimitrina Konstantinova, Tanya Kadiyska, Ivan Donev, Scripta
Scientifica Vox Studentium 2017

Introduction: Tamoxifen is a selective estrogen receptor modulator (SERM)
which is used in the treatment and prevention of breast cancer. It is a standard
therapy for breast cancer in women.

The CYP2D6 is one of the main enzymes responsible for converting tamoxifen
into its major active metabolite, endofixen. Variants in the CYP2D6 allele may
lead to reduced or absent enzyme activity. Individuals who carry these variant
alleles may have reduced plasma concentrations of endoxifen and be
intermediate or poor metabolizers. That is why it is recommended to study the
CYP2D6 genotypic heterogeneity before administering tamoxifen in order to
provide an individualized hormonal therapy of breast cancer.

Aromatase inhibitors are a class of drugs, which block the enzyme aromatase
and are used in the treatment of breast cancer in postmenopausal women.
Aromatase catalyzes the last steps of estrogen biosynthesis and it is a
cytochrome P450 enzyme complex that is encoded by CYP19. Variants in
CYP19A1 may be important, regarding both the efficacy and toxicity of
aromatase inhibitors.

Materials and Methods: We tested 4 women for CYP2D6 genotypic
heterogeneity and 2 for CYP19A1 genetic variations. All of them had beeen
diagnosed histologically with estrogen — and progesterone — receptor - positive
breast cancer.

We used PCR amplification method and Sanger sequencing.

Results: One of the patients was an intermediate tamoxifen metabolizer, one of
the patients was a heterozygous carrier for CYP19A1 genetic variations.



Conclusions: It is of great significance for the treatment of breast cancer to test
patients for their drug metabolism activity in order to provide a personalised
approach in treating breast cancer.

17. Beclin 1 - pecynamopen npomeun na aemogacusma, Kamenus Keuxosa
Bpamoesa®, Eneonopa Jumumpoea?, Acs Koncynosa?, Yasdap Bvusapos®,
Teopau Tooopoe®, Haoeacoa Cmegpanosa®, Uean [ones® Varna Medical Forum
2017

W3ydyaBaHeTro Ha Mpo-MaTOreHHUTe edekTh Ha aBTodarusTa €

CPaBHUTEIHO HOBA 00JIACT HA U3CIEABAHE, IOKA3BAIA, Y€ TS MOXKE J1a YIPAKHA
MHOTO(YHKIIMOHATHH MAaTOT€HETUYHH POJIM CBBP3aHU C KIETHYHOTO OLIETISIBAaHE
win  cMbpT. Hapymenusta B mnponecure Ha aBrodarvs MNpeIu3BUKBAT
YyBCTBUTEIHOCT  KbM  METaOOJMTEH  CTpeC, TE€HOMHO  YBpeXIaHe,
HEKOHTPOJIMpaHa KJIeThYHa Hponudepusi, pe3UCTEHTHOCT KbM XUMHUOTEpAIHsl
U olelsiBaHe Ha pakoBH KieTkd. Beclin 1 Oe mbpBHUAT OTKpPUT MHULMMpPAIL
MIPOTEHUH C JI0Ka3aHa poJjsl B PEryjJMpaHe Ha MPOLECUTE Ha aBTO(arus, KOsTo
obaue nmposiBABa (PYHKIIMOHAIHA JIBOWHCTBEHOCT TNPHU  CEJIEKTUBHOTO
B3aumozeiicteue Ha Beclin ¢ perymatopu Ha KieTbyHaTa XOMEOCTa3a, CMbPT,
pacTeX, UMYHEH OTIOBOp BKJI. BUpycu W Jap.ToBa mpaBu npoyyBaHUSTA Ha
Beclin 1 3HaunMu He camo kato crnenupuyeH MapKkep B UASHTU(PHUIMPAHETO Ha
pEeryjJaTOpHUTE MEXaHW3MHU y4acTBAIM B TE3W MPOLECH, HO U KaTO IMpHULETHA
MoJieKysa 3a (hapMaKoJIOTMYHO MOJYJIMpPaHE Ha KIMHUYHOTO MPOTHYAHE IPU
pa3JIMuHU 3a00JIIBAHUS.

18. Aemoghazus — monexynnu mexanuzmu u porama il 8 HeONIACMUYHUS npoyec,
Haoeoscoa Cmegpanosa, Mapus llanesa, Aumonus Xaumepusin, Usan /lones,
Varna Medical Forum 2017

ABTodarusara € o0no0OHOJOTUYEH MPOIEC HA pasTpakJaHe U PEUUKIUpaHe Ha
KJICTPYHUTE KOMIIOHEHTH C IIeJl 3ara3BaHe Ha JKU3HEHO HEOOXOAMMHUTE
TPaJBHA €JEMEHTH. Ts (QYHKIWOHMpA TPHU CPABHUTEITHO HUCKH HHBA
MIOCTOSIHHO B KJIETKUTE Ha Oo3aitHuiu. UHayupa ce mpu riiaagyBaHe U CTpec Ha
KJIETKUTE, KaTO OCUTYpsiBa €HEprus 3a OelThUeH CHUHTE3 C IIeJl 3alma3BaHe Ha
kieTkata. biokupanero Ha aBTodarusTa MHUIMUPA TYMOPHH TPOIECH 4pe3
HATPYIIBaHE B KJIETKUTEC HAa HEPYHKIMOHATHU OCATHUHM arperaTd W/WIIA 4pe3
NpeIU3BUKBAHE HA XPOHWYHO BB3MAJICHWE. B pa3BWins ce HEOIIacTHYCH
nporec aBTodarusATa ce sBSIBA MEXaHU3bM 3a KJICTBYHO OICNsIBaHE Ha
MaJMTHCHUTE KJICTKU. [l03HaBaHETO Ha TOYHHTE MEXaHM3MHU Ha aBTO(darwmsTa



MOJKC J1a JOBCAC N0 IIPpUIaraHne Ha HOBU TCPAINICBTUYHU CTPATCIUU IIPU JICHCHUC
Ha 3JIOKQYCCTBCHUTC TYMOPH.

19. Hexponmosa - monekyiapHu MexaHuzmu u poisima i npu 310Ka4yecmeerume
mymopu, Haoesxcoa Cmeganosa, Mapusa llanesa, Kanun Kanues, Mapeapuma

bozoanosa, Usan [ones Varna Medical Forum 2017

Hekponto3a e BUI anTepHaTHBHA KJIEThYHA CMBPT, KOATO C€ HAOII0AaBa MpH
eKcTpaleiayjJapHa anonTOTHYHA CTUMYJIANMS B KJIETKHA C NOTHCHATa aronTos3a.
Ts e BakeH U cnenu@uyUeH 3a rpbOHAYHUTE KUBOTHU MEXAaHW3bM, Bb3HUKHAI,
Hal-BEPOSITHO KAaTO AOITBIHUTEIHA 3alUTa CPElly MMYHHH KJIETKU U ITaTOI'€HH,
yCTOWYMBHU Ha amomnrto3a. J[Bere GopmMu Ha KJIEThYHA CMBPT: HEKPONTO3a U
anomnTo3a, c€ KOHTPOJMPAT OT PAa3IMYHM CUTHAJIHA IBTHUINA, HO UMAT OOIIH
MHULMAATOPH KATO pEaKTUBHU Kuciaopoanu paaukanu (ROS), mzuepnBane Ha
AT® u IHK-yBpexnanm arentd. UHaylMpaHeTo Ha HEKPONTo3a MOXKe Ja ObJie
epuKacHa TepamneBTHMYHA CTpAaTeTusi MpH JIEYEHUETO Ha 3JI0KaueCTBEHU
3a0ossiBanud. [lo-meraillHOTO mNpoyyBaHE HA CUTHAJHUTE NbTHUIA Ha
HEKpOIITo3aTa € OT BaXXHO 3HAYEHUE IPU OINpPEIEIsHE Ha TapreTuTe Ha
HEKpOIITO3aTa U 3a Ch3/1aBaHETO HA HOBU IIPOTUBOTYMOPHHU CPEICTBA.

A Jdpyru

1. Memoou na uzbop 3a onepamueno nedenue Ha oepmoudarnume xucmu. b
benues, I1]. /lones, H. benues, H. Hatioenos, B. Bvies, U. Illepes.

3a mepwojga OT e€aHAa TOAMHA ca pasmienanu 57 OO0JHHU, ONEpPUpaHH 32
JIepMouJaTHa KUCTa Ha cakpainHa oOmact. [lpunoxkenute 1Ba Meroma 3a
XUPYPrUYHO JICUEHHE — ,,3aKPUT U ,,0TKPUT , JABAT CbOTBTHU PE3YITATH OIIIE
o0  mbpBUTE 6  Mecela  CIENONEPaTUBHO:  03/IpaBsIBaHE,pPELIU]IUB,
ombBaHe,TUCKOMMOPT, Keloud. AKIEHTyUpa C€ BbPXY MNPEANOYUTAHHUETO Ha
aBTOPUTE KBbM OTKPUTHS METOJ,KOWTO JaBa MO-CUTYPHU M (DYHKIIMOHATHO
M3IBPKIUBH pe3ynTaTu. [lo-paHHOTO wu3cneABaHE ciej olepanusira He ce
rpueMa OT aBTOPUTE KaTo PakTop 3a MO-JIOMIHN KIMHUYHU PE3YITaTH.

2. Dynamic change of nt-probnp in patients with st-elevation myocardial
infarction treated with primary coronary intervention,_Javor Kostadinov
Kashlov, Veselin Dobrev Valkov, Yordanka Georgieva Doneva, Ivan Donev
Arpine Kirkorova, Galina Arabadzhieva, Lilia Ivanova, Nikolay Conev, Borislav
Ivanov, Temenuzhka Radeva, Zhaneta Georgieva, Scripta Scientifica Medica,
vol. 48, No. 4, 2016




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 1 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 disease.

3. Pons na HMGBI1 6 namoeenezama Ha muoxaponus ungapkm. JuacHocmuynu
u npoeHocmuynu acnekmu * J[-p Heop Kawnosl, 2, *0-p Becenun Bvikos2, 4,
npog. Kanema Ieopeuesal, 2, 0-p Hopoanxa [Homesal, 2, 0-p Apnume
Kuproposal, 2, 0-p Huxonaii IJoneg2, 3, ooy. Ilemwvp ['eness, o-p Temernyoucka
Paoesab, , Usan /lones2, Hayxka Kapouonoeus 2016

B HacrosAmoTo npoy4saHe HuE NOTBBPAUXME JAaHHUTE OT IIPEAUIIHU JOKIAIH,
ye naneHTu ¢b¢ STEMI umar no-Bucoku HuBa Ha HMGBI1 B cpaBHEHHE ChC
3npaBu nHAUMBHIUA. OCBEH TOBa, HUE JEMOHCTpUpAME , Y€ BUCOKHTE HHMBA Ha
HMGBI1 npu nocrenBane npu nanpeHtute cb¢ STEMI ca cBbp3aHu ¢ MOBHILIEH
puck oT cMbpT npu Te3u naureHtn. HMGBI1 uma norenumana ga 0bae HOB
Omomapkep 3a npele3rpane Ha MporyHo3ara rnpu nauueHT cb¢c STEMIL

1. Adcmpakmu u cmamuu, RYOIUKYEAHU 6 YUYHCOCCHPAHHU HAVYHU
CRUCAHUA C UMRAKM (DaKmop:

1. Dual inhibition of Met kinase and angiogenesis to overcome HGF-induced
EGFR-TKI resistance in EGFR mutant lung cancer. Takeuchi S, Wang W, Li
Q,Yamada T,Kita K, Donev IS, Nakamura T, Matsumoto K, Shimizu



http://www.ncbi.nlm.nih.gov/pubmed?term=Takeuchi%20S%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Wang%20W%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Li%20Q%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Li%20Q%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Yamada%20T%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Kita%20K%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Donev%20IS%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Nakamura%20T%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Matsumoto%20K%5BAuthor%5D&cauthor=true&cauthor_uid=22789825
http://www.ncbi.nlm.nih.gov/pubmed?term=Shimizu%20E%5BAuthor%5D&cauthor=true&cauthor_uid=22789825

E, Nishioka Y, Sone S, Nakagawa T,Uenaka T, Yano S. (2012).The American
Journal of Pathology

Acquired resistance to epidermal growth factor receptor (EGFR) tyrosine kinase
inhibitors (TKISs) is a serious problem in the management of EGFR mutant lung
cancer. We recently reported that hepatocyte growth factor (HGF) induces
resistance to EGFR-TKIs by activating the Met/PI3K pathway. HGF is also
known to induce angiogenesis in cooperation with vascular endothelial growth
factor (VEGF), which is an important therapeutic target in lung cancer.
Therefore, we hypothesized that dual inhibition of HGF and VEGF may be
therapeutically useful for controlling HGF-induced EGFR-TKI-resistant lung
cancer. We found that a dual Met/VEGF receptor 2 kinase inhibitor, E7050,
circumvented HGF-induced EGFR-TKI resistance in EGFR mutant lung cancer
cell lines by inhibiting the Met/Gabl/PI3K/Akt pathway in vitro. HGF
stimulated VEGF production by activation of the Met/Gabl signaling pathway
in EGFR mutant lung cancer cell lines, and E7050 showed an inhibitory effect.
In a xenograft model, tumors produced by HGF-transfected Ma-1 (Ma-1/HGF)
cells were more angiogenic than vector control tumors and showed resistance to
gefitinib. E7050 alone inhibited angiogenesis and retarded growth of Ma-1/HGF
tumors. E7050 combined with gefitinib induced marked regression of tumor
growth. Moreover, dual inhibition of HGF and VEGF by neutralizing antibodies
combined with gefitinib also markedly regressed tumor growth. These results
indicate the therapeutic rationale of dual targeting of HGF-Met and VEGF-
VEGF receptor 2 for overcoming HGF-induced EGFR-TKI resistance in EGFR
mutant lung cancer.

2. Transient PI3K inhibition induces apoptosis and overcomes HGF-mediated
resistance to EGFR-TKIs in EGFR mutant lung cancer.  Donev IS, Wang
W, Yamada T, Li Q, Takeuchi S, Matsumoto K, Yamori T, Nishioka Y, Sone
S, Yano S.(2011) Clinical Cancer Research

Epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors (TKI), such
as gefitinib and erlotinib, show favorable response to EGFR mutant lung cancer.
However, the responders acquire resistance almost without exception. We
recently reported that hepatocyte growth factor (HGF) induces EGFR-TKI
resistance by activating MET that restores downstream mitogen activated
protein kinase (MAPK)/extracellular signal regulated kinase (ERK)1/2 and
phosphoinositide 3-kinase (PI13K)/Akt signaling. The purpose of this study was
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to determine whether inhibition of PI3K, a downstream molecule of both EGFR
and MET, could overcome HGF-mediated EGFR-TKI resistance in EGFR
mutant lung cancer cells PC-9 and HCC827.

3. The EGFR ligands amphiregulin and heparin-binding egf-like growth factor
promote peritoneal carcinomatosis in CXCR4-expressing gastric cancer.
Yasumoto K, Yamada T, Kawashima A, Wang W, Li Q, Donev 1S, Tacheuchi
S, Mouri H, Yamashita K, Ohtsubo K, Yano S (2011) Clinical Cancer Research

Peritoneal carcinomatosis, often associated with malignant ascites, is the most
frequent cause of death in patients with advanced gastric cancer. We previously
showed that the CXCR4/CXCL12 axis is involved in the development of
peritoneal carcinomatosis from gastric cancer. Here, we investigated whether
epidermal growth factor receptor (EGFR) ligands are also involved in the
development of peritoneal carcinomatosis from gastric cancer.

4. Angiogenesis in cancer and inflammation — role, evaluation and clinical
significance. Konsulova A., Donev I., Dimitrova E. 5" Southest European
Conference on Chemotherapy and Infection, 2014 Bled Slovenia

The discovery of the molecular mechanisms involved and guiding the tumor
angiogenesis proved its significance for tumor survival,progression and
metastasis development.That led to synthesis and incorporation of many
angiogenic drugs into the cancer treatment which predominantly block the
VEGF/VEGFR signaling pathway.The discovery of the family of VEGF and
VEGF-receptors,as well as their mechanism of action revealed their role for the
angiogensis which is crucial process in inflammation as well as a surrogate for
survival and progress of tumors.

5.Advances in immunotherapy in solid tumors Konsulova A., Donev 1.,
Dimitrova E. 5" Southest European Conference on Chemotherapy and Infection,
2014 Bled Slovenia

Immunotherapy has become an increasingly appealing therapeutic strategy for
patients with cancer, with many late-stage clinical trials demonstrating overall
survival (OS) advantages in melanoma and castrationresistant prostate cancer.
More recently, non-small cell lung cancer (NSCLC) has become a focus for the
next generation of immune-based therapeutic strategies. Immunotherapy, in
particular the use of monoclonal antibodies that block inhibitory immune
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checkpoint molecules and therefore enhance the immune response to tumors,
has shown clinical promise in advanced solid tumors. The clinical rationale for
targeting the PD-1/PD-L1 pathways will be reviewed in this supplement,
including a comprehensive review of selected ongoing clinical trials to evaluate
the potential of targeting immunotherapy in cancer drug development. Emerging
clinical data discussed in this supplement suggest that targeting immunotherapy
in cancer will become an integral part of the clinical management strategy for
solid tumors.

6. Serum Expression Levels of miR-17, miR-21 and miR-92 as Potential
Biomarkers for Recurrence after Adjuvant Chemotherapy in Colon Cancer
Patients, Donev |, Conev N, Konsoulova-Kirova A, Chervenkov T, Kashlov J,
Ivanov K, BioScience Trends. 2016; 9(6):393-401.

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 I1l 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.

7. The Role of Pretreatment 18F-fluorodeoxyglucose Positron Emission
Tomography maximal Standardized Uptake Value in Predicting Outcome of
Colon Liver Metastases and its Connection with Beclin-1 Expression, Dimitrova
E, Chausev B, Conev N, Kashlov J, Zlatarov A, Petrov D, Popov H, Stefanova
N, Klisarosa A, Bratoeva K, Donev | BioScience Trends. 2017



The 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 (rho=-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).

8. Serum levels of RIPK3 and troponin | as potential biomarkers for predicting
impaired left ventricular function in patients with myocardial infarction with ST
segment elevation and normal troponin | levels prior percutaneous coronary
intervention Ivan S Donev, Javor K Kashlov Jordanka G Doneva, Veselin D
Valkov, Arpine D Kirkorova, Peter | Ghenev, Nikolay V Conev, Temenuzhka R
Radeva,Borislav D Ivanov, Zhaneta T Georgieva BioScience Trends. 2016

The current study examined the serum levels of receptor-interacting protein
kinase 3 (RIPK3) in 51 patients with New York Heart Association (NYHA)
class Il-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 STEMI. In patients with normal levels
of troponin | prior to percutaneous coronary intervention (PCI), serum levels of
RIPK3 and troponin | 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 % CI, 1.001 to 1.027; p = 0.03), while
elevated levels of RIPK3 were not associated with such a risk. The current
findings suggest that in patients with normal levels of troponin | 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.

9. Adjuvant Treatment in Colon Cancer Ivan Shterev Donev?, Nikola Kolev?,
Valentin Ignatov?, Anton Tonev?~, Aleksandar Zlatarov?, Assia Konsoulova?,
Elitza Entcheva®, Plamena Drenakova® and Krasimir Ivanov? 2016
http://dx.doi.org/10.5772/64101

Worldwide, more than 1 million people develop colorectal cancer (CRC)
annually. CRC is a major health problem in the Western world and the second
most common cause of cancer mortality. To improve performance, the role of
chemotherapy for CRC has increased dramatically over the last decade. The vast
majority of CRC patients now receive chemotherapy with multiple agents that
are currently approved for the treatment in the appropriate setting. However, it is
a complex process to select the optimal chemotherapy for each patient and
practice evidence gap is still a problem. Some guidelines for the treatment of
CRC have been developed to promote the standardization of CRC treatment.
Postoperative, or “adjuvant,” systemic therapy has become standard for stage III
colon cancer. Adjuvant therapy should also be strongly considered in stage Il
patients. It is generally recommended for any medically fit patient with stage |1
cancer with unfavorable factors. The hypothesis that the antitumor activity of the
combination agent, including oxaliplatin, irinotecan, bevacizumab, cetuximab in
metastatic cure rates, would result in increased adjuvant proved to be often
wrong. Although new drug development takes years, targeted drug use can
occur more quickly with advanced tests and will be a focus of future work. In
addition, efforts will focus on identifying biomarkers that predict response to
systemic therapy so that tailored therapy can be initiated. The future of oncology
will come with the better understanding of the biology and genetics of the tumor
and its host. This will help to develop tailored approach to the patients,
including more specific systemic therapy, aimed at molecular targets of the
malignant tumor, thus reducing the negative effects. At that time, the treatment



of oncological diseases will experience a new era, comparable to the
introduction of antibiotics.

10. 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 N.V.
Conev,A. Konsoulova-Kirova, J. Kashlov, I. Tonev,l. Donev Ann Oncol (2016)
27 (suppl_6): 125P. DOI:https://doi.org/10.1093/annonc/mdw363.73

The benefit of adjuvant chemotherapy in Il and Il 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.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. 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.

11. Transient PI3K inhibition induces apoptosis and overcomes HGF-mediated
resistance to EGFR-TKIs in EGFR mutant lung cancer S Yano, IS Donev, W
Wang, Q Li, S Takeuchi, T Yamada Cancer Research 71 (8 Supplement), 1730-
1730

Purpose: Epidermal growth factor receptor (EGFR) tyrosine kinase inhibitors
(TKIs), such as gefitinib and erlotinib, show favorable response to EGFR mutant
lung cancer. However, the responders acquire resistance almost without
exception. We recently reported that hepatocyte growth factor (HGF) induces
EGFR-TKI resistance by activating MET which restores downstream MAPK-
ERK1/2 and PI3K-Akt signaling. The purpose of this study was to determine
whether inhibition of PI3K, a downstream molecule of both EGFR and MET,
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could overcome HGF-mediated EGFR-TKI resistance in EGFR mutant lung
cancer cells, PC-9 and HCC827. Experimental Design: We explored therapeutic
effect of a class | PI3K inhibitor PI-103 on HGF-induced EGFR-TKI resistance
in vitro and in vivo. Results: Unlike gefitinib or erlotinib, continuous exposure
with PI1-103 inhibited proliferation of PC-9 and HCC827 cells, even in the
presence of HGF. On the other hand, in gefitinib-resistant xenograft model using
PC-9 cells mixed with HGF high producing fibroblasts, PI-103 monotherapy did
not inhibit tumor growth. However, P1-103 combined with gefitinib successfully
regressed gefitinib-resistant tumor. In vitro experiments considering short half
life of PI1-103 reveal that transient exposure of PI-103 combined with gefitinib
caused sustained inhibition of Akt phosphorylation, but not ERK1/2
phosphorylation, resulting in induction of tumor cell apoptosis even in the
presence of HGF. Conclusions: These results indicate that transient blockade of
PI3K-Akt pathway by PI-103 and gefitinib could overcome HGF-mediated
resistance to EGFR-TKIs by inducing apoptosis, further suggesting usefulness
of double blockade of PI3K-Akt signaling at upstream (EGFR) and downstream
(PI3K) for more successful treatment of EGFR mutant lung cancer.

12. Therapeutic effect of HGF inhibitors against HGF-induced EGFR-TKI
resistance in lung cancer harboring EGFR mutations S Yano, W Wang, Q Li, IS
Donev, S Takeuchi, T Yamada, K Matsumoto, Cancer Research 70 (8
Supplement), 626-626

Introduction: Non-small cell lung cancer (NSCLC) with epidermal growth factor
receptor (EGFR)-activating mutations (EGFRmu) responds favorably to the
EGFR tyrosine kinase inhibitors (EGFR-TKISs), gefitinib or erlotinib. However,
the responders invariably acquire resistance to EGFR-TKIs. Two mechanisms,
second-site point mutation that substitutes methionine for threonine at position
790 (T790M) in EGFR and amplification of MET proto-oncogene, which
contribute to acquired resistance to EGFR-TKIs have been reported. As the third
mechanism, we recently demonstrated that hepatocyte growth factor (HGF),
specific ligand for MET, induced resistance to EGFR-TKIs. The purpose of this
study was to examine whether inhibitor of HGF could overcome resistance to
EGFR-TKIs induced by HGF in NSCLC cells with EGFRmu.

Results: HGF induced the resistance to gefitinib and erlotinib in lung cancer
cells (PC-9 and HCC827) with EGFRmu, by restoring Akt phosphorylation
through MET but not EGFR or ErbB3. These NSCLC cells also became
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resistant to EGFR-TKIs when co-cultured in vitro with HGF-producing
fibroblasts and co-injected into SCID mice. Importantly, combined use of
gefitinib plus anti-HGF antibody or the HGF antagonist, NK4 successfully
overcame the fibroblast-induced EGFR-TKI resistance both in vitro and in vivo.

13. Hepatocyte growth factor induces resistance to an irreversible epidermal
growth factor receptor inhibitor in EGFR-T790M mutant lung cancer T
Yamada, K Matsumoto, 1S Donev, Y Sekido, Y Nishioka, S Sone, Cancer
Research 70 (8 Supplement), 629-629

Epidermal growth factor receptor (EGFR)-activating mutations, such as deletion
in exon 19 and L858R point mutation in exon 21,were found in non-small cell
lung cancer and associated with favorable response to the reversible EGFR
tyrosine kinase inhibitors (EGFR-TKI), gefitinib and erlotinib. However, almost
all NSCLC patients with EGFR mutations who show response to reversible
EGFR-TKI ultimately develop resistance to these agents.

Recently, several mechanisms were reported to induce acquired resistance to
reversible EGFR-TKI for non-small cell lung cancer with EGFR-activating
mutations. Of these, the secondary T790M mutation in EGFR is the most
frequent cause of acquired resistance to the reversible EGFR-TKI.

Irreversible EGFR-TKIs are expected to overcome the reversible EGFR-TKI
resistance of lung cancer harboring T790M mutation in EGFR. However, it is
clear that resistance may also develop to this class of inhibitors. We showed
previously that hepatocyte growth factor (HGF) induced gefitinib resistance of
lung cancer harboring EGFR-activating mutations.

Here, we investigated whether HGF induced resistance to the irreversible
EGFR-TKI, CL-387,785, in lung cancer cells (H1975) harboring both L858R
activating mutation and T790M secondary mutation in EGFR.

Conclusions: These findings indicate that HGF inhibitor, such as anti-HGF
antibody and NK4, may be useful for controlling HGF-induced EGFR-TKI
resistance in NSCLC harboring EGFRmu in humans

14. International scientific communications in the field of colorectal tumour
markers, WJGS 2017, Krasimir lvanov, lvan Donev
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AIM: To analyze scientometrically the dynamic science internationalization on
colorectal tumour markers as reflected in five information portals and to outline
the significant journals, scientists and institutions.

METHODS: A retrospective problem-oriented search was performed in Web of
Science Core Collection (WoS), MEDLINE, BIOSIS Citation Index (BIOSIS)
and Scopus for 1986-2015 as well as in Dervent Innovations Index (Derwent) for
1995-2015. Several specific scientometric parameters of the publication output
and citation activity were comparatively analyzed. The following scientometric
parameters were analyzed: i) annual dynamics of publications; ii) scientific
Institutions; iii) journals; iv) authors; v) scientific forums; vi) patents - number
of patents, names and countries of inventors, and vii) citations (number of
citations to publications by single authors received in WoS, BIOSIS Citation
Index and Scopus).

RESULTS: There is a trend towards increasing publication output on colorectal
tumour markers worldwide along with high citation rates. Authors from 70
countries have published their research results in journals and conference
proceedings in 21 languages. There is considerable country stratification similar
to that in most systematic investigations. The information provided to end users
and scientometricians varies between these data-bases in terms of most
parameters due to different journal coverage, indexing systems and editorial
policy. The lists of the so-called ‘core’ journals and most productive authors in
WoS, BIOSIS, MEDLINE and Scopus along with the list of the most productive
authors - inventors in Derwent present a particular interest to the beginners in
the field, the institutional and national science managers and the journal editorial
board members. The role of the purposeful assessment of scientific forums and
patents is emphasized.

CONCLUSION: Our results along with this problem-oriented collection
containing the researchers’ names, addresses and publications could contribute
to a more effective international collaboration of the coloproctologists from
smaller countries and thus improve their visibility on the world information
market.



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

Materials and methods

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

the nuclei was estimated after digitalization of the slides and calculated by the
ImmunoRatio automated counting tool. The individual Ki-67 index and patient
survival of each case werestatistically compared.

Results

The histopathological groups, after the blind Ki-67 index automated calculation
was carried out, revealed no WHO grade I, two WHO grade 1l samples, four
WHO grade 11l samples and 41 WHO grade 1V cases, and these were included
in the analysis. The two samples of WHO grade 11 astrocytic tumors had a mean
Ki-67 index of 25%; however, they comprised tumors with an individual index
of 43% and 7%, both individual values with a highly unlikely index for

this group. The four samples of WHO grade 11l had a mean Ki-67 index of 4%,
standard deviation +2.16 (p>0.05), with the lowest index being 1% and the
highest one being 6%. Both WHO grade Il and Il did not include enough
samples to allow for a proper statistical analysis of patient survival. The 41
GBM cases had a mean Ki-67 index of 17.34%, standard deviation +10.79
(p>0.05).

Conclusions

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

16. Rare Case of Ameloblastoma with Pulmonary Metastases, Ivan Valkadinov
Nikolay Conev, Dian Dzhenkov, Ivan Donev 2017 Intractable & Rare Diseases
Research
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Ameloblastoma is a rare low-grade odontogenic tumor of epithelial origin. The
World Health Organization (WHO) has defined malignant ameloblastoma (MA)
as a histologically benign-appearing ameloblastoma that has metastasized.
Treatment of the primary ameloblastoma usually consists of radical excision of
the tumor and adjuvant radiotherapy. Chemotherapy should be initiated in
metastatic disease due to its indolent clinical course.

We present a 43-year-old woman who in 2006 was admitted to a hospital with a
large, neglected for years formation, involving the neck and left mandible. She
was diagnosed with a primary ameloblastoma of the mandible. Surgical
resection was then performed, followed by adjuvant radiotherapy. In 09.2016
she was admitted again, the findings were consistent of a metastatic disease
from the previously known ameloblastoma in the lungs. The patient was
evaluated for further chemotherapy treatment with 6 cycles of Cisplatin 100
mg/m2, day 1, 5-FU 1000 mg/m2/day, day 1-4 (3w) and Pegylated filgrastim.

Our case represents the classical course of a rare disease, which revolve around
the common presentation of malignant ameloblastoma. We consider this case a
valid MA incidence, relying on the typical histology, observed from the lung
biopsy, immunohistochemical profile of the tumor, typical clinical features and
history of a previous primary disease.

17. RIPK3 Expression as a Potential Predictive and Prognostic Marker for 5-
fluorouracil based Chemotherapy in Metastatic Colon Cancer Patients lvan
Donev,M.Bogdanova et al. 2017

Objective:

Colorectal cancer (CRC) is one of the primary causes of cancer related

deaths. 5-fluorouracil (5-FU) therapy remains the cornerstone of treatment in
these patients and resistance to it 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.

In-vitro and in-vivo data showed that necroptotic cell death is an important
effector mechanism of 5-FU-mediated anticancer activity.

Methods:

Immunohistochemical staining for RIPK3 in primary tumors expression

was performed.

Patients:



Colon cancer patients (n=74) with metastatic stage were included in this

study and all were treated with first9line 59FU based chemotherapy.

Results:

The progression free survival (PFS) for the low expression group of RIPK3 was
5.6 months (95% CI, 4.496.8) vs 8.4 months (95%Cl, 6.4910.3) of the group
with high expression (log rank test p=0.02). Moreover, patients with high
expression of RIPK3 were associated with lower risk of disease progression HR
0.61 (95% CI, 0.3890.97; p=0.044). Patients with high expression levels of
RIPK3 also had significantly longer mean overall survival (OS) 29.3 months
(95% CI, 20.8937.8) as compared to those with low expression - 18.5 months
(95% ClI, 15.06921.9) (log rank test p= 0.036). In addition, in the univariate
analysis high level of RIPK3 expression was associated with a longer OS HR
0.59 (95% CI, 0.3590.98; p=0.044).

Conclusion:

The current study suggests that RIPK3 is a novel promising marker,

whose predictive and prognostic value can be evaluated by future studies.

18. Protective Role of S-Adenosylmethionine Against Fructose-Induced
Oxidative Damage in Obesity Kameliya Zh Bratoeva, Mariya A Radanova,

Albena V Merdzhanova, Ivan S Donev 2017 Journal of Mind and Medical

Sciences

Abstract: It has been shown that S-adenosylmethionine (S-AMe) stimulates
glutathione synthesis and increases cell resistance to the cytotoxic action of free
radicals and proinflammatory cytokines The aim of this study was to determine
the effect of S-adenosylmethionine on the oxidative stress in adipose tissue in a
model of fructose-induced obesity. Methods: The study was performed on male
Wistar rats divided into 3 groups: control, fructose fed (HFD) (35%, 16 weeks)
and HFD + SAM-e (20 mg/kg). We examined the changes in the ratio of
retroperitoneal adipose tissue weight / body weight; levels of reduced
glutathione (GSH) and malondialdehyde (MDA) in the retroperitoneal adipose
tissue as well as serum levels of GSH and TNF-a. Results: Significant increases
in the retroperitoneal adipose tissue, MDA and serum TNF-a were identified as

well as decreased tissue and serum levels of GSH in rats fed with a high-fructose



diet as compared with the control group. In the group fed with HFD and S-AMe,
we found significant reduction in the retroperitoneal adipose tissue, decreased
levels of MDA and serum TNF-a as well as increased tissue and serum levels of
GSH as compared with the group only on HFD. In conclusion, our results show
that fructose-induced obesity causes oxidative stress in hypertrophic visceral
adipose tissue. The administration of S-AMe improves the antioxidative
protection of adipocytes, reduces oxidative damage, excessive accumulation of

lipids and inflammation.

Il Monozpaghuu

1. TapretTHa u cucTeMHa Tepanus Npu 0eJ0AP0OeH KAPIHUHOM- OT
MOJIEKYJISIPHATA OHUOJIOTHS 10 KINHUYHHUTE NMPOYYBAHUS

B mMoHorpadusiTa n3KIIIOUUTETHO TOPOOHO ca pas3riielaHd OCHOBHUTE YepPTH Ha
TapreTHata Tepamus- HOBa oOOellaBalla rpyna JieKapcTBa OT MOJEKYJIspHa
rienHa Touyka. OOCHXKAAT ce MEXaHM3MHUTE 3a BbH3HUKBAHE Ha JIEKapCTBEHA
PE3UCTEHTHOCT M BB3MOXKHOCTUTE 3a MPEOJO0JIIBaHETO WM. Pasriemanu ca u
HOBUTE TPYNH JIEKAPCTBA, KOUTO Ca OOCEKT HA KIWHUYHUTE HW3MUTAHUS B
MOMEHTA U CKOpO III€ HaBJA3aT B KJIMHUYHATA MPAKTUKA, KOETO JOMBJIHUTEIHO
npaBu Ta3uw MoHorpadus akrtyanHa. He Ha mociiemHo MACTO ce pasriexiaa
MOJAPOOHO W KJIacHMYecKaTa IMTOTOKCUYHA XHUMHOTEpAanusi C BCHUUKUTE H
MPEIUMCTBA U HEAOCTATHIIN.

Monorpadusara € 3agpJI00YCH aHAJIUW3 HAa HAIMYHUTE JO MOMEHTA
JI0KA3aTeJICTBA 32 MSICTOTO HA TApTeTHATA U CUCTEMHA TE€paIus B OCHOBHATA I1€7T
Ha MEIWIIMHCKATa OHKOJIOTHS - Ja CE€ YBENIMYM oOIaTa MPEXUBIEMOCT Ha
0oJIHUTE C HampeaHaT KapliuHOM Ha Oenus npod. ToBa € 3aabjI004YeH HayuyeH



TPy, OTpa3siBalll KAaKTO MCTOPUUYECKUTE ACIEKTH HA PAa3BUTHETO HA JICUEHUETO
Ha O6oJHUTE ¢ OeoapPOOeH KapIIMHOM, TaKa M OINKCBAIll Hali-HOBUTE TEHICHIINH
B HayYHUTE pa3pabOTKH MO Temara.

2.Adjuvant Treatment in Colorectal Cancer

Over the past decade, the prevention and treatment of colorectal cancer has
rapidly evolved. To implement evidence-based care a multidisciplinary team is
required including surgeons, radiation and medical oncologists, as well as
gastroenterologists, radiologists, pathologists, and primary care physicians.
Unfortunately, despite improvements in surgical techniques and systemic
therapy CRC still remains the number two cause of cancer mortality in North
America. This study evaluated the usefulness of oncology assess the
standardization of CRC chemotherapy and the results at the rate of recurrence
and survival. The methodology has enabled the understanding of patterns used
for CRC chemotherapy around the world. The results showed significant
differences in patterns between countries, regions and institutions. In addition,
the actual use of CRC chemotherapy may depend on the health policies of the
respective governments. Schemes used are in line with the recommendations of
the new guidelines, with the exception of hospital characteristics depended
specialization. In first-line chemotherapy for stage IV CRC, general hospitals
still favored the use of oral fluoropyrimidines, such as UFT / LV and S-1.
However, the differences between general hospitals, cancer centers and
university hospitals has decreased after the revision of the guidelines. In
adjuvant chemotherapy for stage |11 CRC, cancer centers and general hospitals
used similar patterns, but those that are used in different hospitals. Measures and
indicators are greatly needed to evaluate and improve the quality of cancer
treatment. Using market research to develop indicators for the standardization of
care against cancer is a new methodology. Data not only showed evidence
practice gap, but also the growing standardization of CRC affected by
chemotherapy treatment guidelines. Methodology indicates a lack of
standardization in the care of CRC. Oncology market research also has the
potential for cost-effectiveness analyzes, such as sales data for each agent can be
evaluated using the analysis system of oncology. Efforts to improve screening
utilization by the general population are required to improve mortality and
morbidity from CRC. Research advances in medical oncology will result in
better understanding of tumor genetics and biology of the host. This will allow
systemic therapy to be tailored to specific tumor molecular targets, while sparing



toxicity to normal tissue. With these improvements in CRC care, the disease will
be treatable with tailored medical treatments that are effective with low toxicity.

3.0HKOJIOT'UA KiuHUYHH NPOYyYBAHMS W HA-NMOMYJISIPHATA TapreTHa
Tepanusi, MY Bapna 2015 ISBN 978-619-7137-66-8

C pa3BuTHETO Ha HayKaTa Npe3 TOAWHUTE ca MPUAOOMTH MHOTO JaHHH,
MIOCBETCHU Ha KIMHUYHUTE MPOYYBAHUS, KOUTO CE€ KOHIICHTPUPAT IJIaBHO
BBpXYy panzoMusupanu ¢aza Il npoyusanus. B tasu monorpadus (282
CTapHMIIM) C€ TMpeaocTaBs OalaHCHpaH TIOTJie]] BBPXY KIMHUYHUTE
NpOoy4BaHUs, KaTo C€ CTPEeMH Ja ce€ MoJo0pu KIMHUYHOTO MHUCIEHE U
pa3bupane cpen mo-mupoka NpodecHoHaTHa ayauTopus. 3a pasziuka OT
IpYyrd KHUTH, KOUTO ce€ (DOKycHpaT €IUHCTBEHO M CaMO BBPXY
pangoMu3upaHu KIMHUYHU (aza Il nmpoyuBanus, B Ta3u MoHOrpadus ca
BKJIFOYEHU TEMH, KOUTO C€ MOSIBABAT MO-PAHO B TPAJULMOHHATA Mapagurma,
HampUMep TPEIKIMHUYEH aHaJIU3 Ha JIEKapCTBa, MpoekTupaHe Ha ¢aza [ u
daza Il xkmuanyan npoyuBanus. M3munanu ca camo 150 roguHu, OTKaKTO
paKbT € Ipu3HAT 3a 00JIeCT HA KIETKUTE U CaMO IIECT JECETUJIETHS OT
BBBEXKJIAHETO HA pPaHAOMHU3MPAHUTE KIMHUYHU mpoyuBaHus. JlHec,
CTaHAAPTHOTO JIEYEHHE 332 MHOTO 3JI0KAYeCTBEHU 3a00JIsIBaHUSI € BeYe
MYJITUMOJATHO M YECTO BKJIKOYBA MOJIEKYJSIPHH MapKepu WA TapreTHa
tepanusi. B MoHorpagusara e HaOJerHaro Ha Hy)KJaTa Jia ce pa3BUAIT HOBU
METOJIOJIOTUH 32 KIMHUYHUTE MPOYYBAHMSI, MMO3BOJISBAIIN Hal-e(HUKACHOTO
U3CJIEIBAHE HA HOBHU JIEKAPCTBEHU cpeacTBa. OCBEH TeMara 3a KIMHUYHU
IpOy4YBaHUs, TYK MOAPOOHO CE pasriex/ia Bh3MOXHOCTHUTE Ha Pa3IMYHUTE
MOJIEpHU MOJICKYJIIPHA METOJM HEOOXOIuMHU 3a M300pa Ha ChBpEeMEHHATa
TapretHa Tepanus. B Tasm MoHorpadus ca pasriieland MOApPOOHO
npoOJjeMuTe U OBACIIMTE HACOKM B HAW-TIONMYJIIpHATa TapreTHa Tepanus B
OHKOJIOTHsITa. Pasrineaanu ca 1 HOBUTE IPYIH JIEKApCTBa, KOUTO ca OOEKT Ha
KJIMHUYHU W3MUTaHWS B MOMEHTAa M CKOpO III€ HaBisSI3aT B KIWHUYHATA
MIPAKTUKA, KOETO JOMBIHUTEIIHO TIPABH Ta3u MOHOTpadus akTyalHa



