Kparko onucanue Ha Hali-BasKHUTE NOCTHKeHUSA HA Ipo¢. I'eopru Momekos, a¢dH,
KAHAUAAT 32 4. KopecnoHaeHT Ha BAH (koHkypc, 06siBen Ha 07.05.2024 r.)

I. HayuHa 1 Hay4YHO-TIPWIOKHA IeHHOCT

Hayunute uaTepecn Ha mpod. MomekoB ca (hOKyCHpaHH OCHOBHO B 00JacTTa Ha TyMOpHaTa OHMOJIOTHSA,
eKCIIepUMEHTAIHATa MPOTHBOTYMOpPHA XHMHOTEpANHsl, OHKO(PApMaKOJIOTHATA M [W3ailHa HAa aHTHHEOIUIACTHYHH
nekapctBa. [IpoBesenHn ca penuiia Ipoy4BaHUsA U B IpyTrH 00JacTH Ha €KCIIEPHMEHTAIHATa XUMUYHA OWONIOTHS 1
(apMakosorusi, TOKCHKOJOTHA U (apMameBTHUHATE HAyKu: (urodapMakonoruss © eTHO(PAPMAKOIOTHS,
pa3zpaboTBaHe W OIlEHKAa Ha aHTHAHTHOT€HHH CPEACTBa; (apMaKOIOTMYHO M TOKCHUKOIOTUYHO NPOYYBAaHE Ha
JUTIO30MH W JIPYTH JIEKApCTBO-JOCTABAIIN CHUCTEMH KaTO HOCHTENW Ha IUTOCTATHIIH; OMOCHBMECTHMOCT Ha
MONIMMEPHA MaTepualld; TpoydBaHe Ha e(eKTUTe Ha KOMOWHAIMM OT JieKapcTBa W Ha JIEKapCTBEHUTE
B3aMIMOJCHWCTBYSA; KIWHUYHA (HapMaKkoJOTHsl Ha aHTHHEOIUIACTUYHHUTE, AHTUMUKPOOHHUTE, CHPIAEUYHO-CHIOBUTE
MEIUKaMEHTH M CpeIcTBaTa 3a JieueHue Ha actMa 1 XOBb.

OnkogapMaKoJOrM4HM NPOYYBAHUA HA METAJHU KOMILIEKCH

NzyuaBanero Ha ¢apmakosorusaTa, OWOHEOpraHWMYHATA XWUMHUS, BPB3KUTE CTPYKTypa AKTUBHOCT W
MOJXOJUTE 32 JICKAPCTBEH JU3allH Ha METAJTHM KOMIUIGKCH C aHTHHEOIUIACTUYHA AKTUBHOCT, TMPEACTaBIIsIBA
OCHOBHOTO TCOPETHUYHO U CKCIICPUMEHTAIHO HAIMPABJICHUE HA MPEACTABCHUTE HAYYHU prJIOBe[l'%]. [Ipoyuenu ca
HOBOCUHTE3UPaHU KOMIUIEKCH Ha IJIaTHHA (Pt”, P!l Pt'V), rmanagui (Pd”, Pd" Pd'v), KakToO U Ha peauiia
PEAKO3EMHH EJIEMEHTH, C Pa3IMYHU OpPTraHWYHU JIMTaHau. [Ipu HIKOM OT TEPCICKTHBHUTE CHEIUHCHUS ca
MPOBEJICHH 3a7bI004YeHN (DapMaKOJAVHAMUYHU TPOYYBAHUS HA CIIOCOOHOCTTA UM Ja WHAYIMpAT aronros3a, Ja
MMPOHUKBAT U KyMyJIUpPaT B TYMOPHUTE KIIETKH, na B3aumoneicTBaTr ¢ JJHK u na pekpyrupar KitouoBU CUTHATHU
KacKaJIi CBbP3aHU C KJIEThYHATA )KU3HECHOCT, alloNTO3a U JICKAPCTBEHA PE3UCTCHTHOCT.

IInamunosu u nanaouesu Kommiekcu c opeanuyHu aueanou. OCHOBHO HalpaBlIeHHE € JETaiIHOTO
OHKO(apMaKoJOrHYHO OXapaKTepH3MpaHe Ha HOBU KJIaCOBE IJIATUHOBU KOMIUIEKCH C XUAAHTOWHOBH JIMTaHAH MIPH
BApHMpAHE HA: METANHUS [EHTHD (HAmp. 3aMsiHa Ha TiatiHa ¢ namaguil I gy prpexane Ha BrOpH
KOMITIEKCO0OpasyBaten)®’), KOH(HUIrypaumaTa Ha JHTaHANTE, CTENEHTA HA OKHMCICHHE M TeOMETPHATA Ha
KOMIUIEKCHTE (TUIaHApHH i okTaemprrany) 416181311361 37)
BBTpEINHATA KOOpAMHAIHOHHA cdepal?,
JIMTHOXHIAHTOMHOBH THramul’. JleMHUpaHN ca BPB3KHTE ,,CTPYKTypa-AeicTBHE” MPU OTACIHHTE TOATPYIIH
[Ipu HAKOM MEPCIEKTUBHYU aHAJIO3U Cca HANPABEHH 3a1bJIO0OYCHH (apMaKOJUHAMUYHHU MPOYYBAHUS MO OTHOLICHHUE
WHAYKOMA Ha anonTosa, miaruHupane Ha JHK, B3auMopeiicTBue ¢ pa3nuuHU CUTHAIHU KacKagd B TYMOPHHUTE
nerku> B,

, XapakTepa Ha HallyCKalluTe TPYyIu U 3apsaa Ha

B no wnHoBa CTyauss cCa IMpOYUCHU TIJIAaTUHOBHU KOMIUICKCU C
[12]

B mo-HOBa cTynus ca MpOyYeHH aHTHHEOIIAaCTHYHHUTE epeKTH W XHMHUYecKkaTta peakTuBHOCT Ha Pt (IV)
KOMIUTEKCH, 00pa3yBaHH 4pe3 CBbpP3BAHE Ha MHPEHMacieHa kuceuna c cisplatin®. Pesynrarure or ckpurmsra 3a
IIUTOTOKCUYHOCT Ha 10 THma TyMOpHU KJICTHYHU JIUHUU B eMOpuoHanHu 0h0peunu kietkun (HEK-293) moka3sat
HUCKW HaHOMoJapHH cTOWHOCTH Ha ICsy 3a MOHO3aMeCTEHHsI KOMIUIEKC, BKJI. NPH pe3uCTeHTHaTa JuHUsS HL-
60/CDDP. C momormnra Ha MPOTEOMEH aHAIW3 € OXapaKTepW3WpaH THITBT HAa TPOMEHUTE B EKCIIpPECHsITa Ha
KJIFOYOBH MTPOTEHHHU, CBHP3aHu ¢ anonTto3a, B HL-60 kieTky.

IIpoydyenu ca oHKO(apMaKOJOTHYHHTE CBOWCTBA Ha OKTaeapwdHu komiutekcd Ha Pt (IV) ¢ opramwusms
JIUTaHy CiS-TpuaMuHONMKIOXeKkcaH-1,3,5-tpron (taci). Pesynrarnre OT IpOBEACHUTE U3CIEABAHNS HACOYBAT KHM
anTepHaTUBeH (apMakoIoTHdeH MpodriI Ha HOBOCHHTE3NPAHUTE KOMIUIEKCH TTOPaIH MMPOSBEHA aKTUBHOCT M KbM
pesucTeHTHH KbM Cisplatin TymopHH MoenH, Mo-01aronpusTeH TOKCUKOJIOTHYeH NpodMI U JeMOHCTPHPaHEe Ha
3HaYMMO TO-TOJISIMAa CEJEeKTHBHOCT KbM TYMOpHAaTa ThKaH B CpaBHEHHE C KIMHWYHO W3MOJ3BaHUS pedepeHTeH

IOHUTO CTaTI/IK[Z] .

,Z]uﬂdpenu u nozm;lépeyu Komniaekcu ¢ noauamuiu u mexHu xumuwo-wwo6uﬂu3upanu npeéﬂempcmea uiau
nOJIUEJIEKMpPOoIUNMHU acoyuamu. I[eTaﬁJIHO € INpOYy4YCH NUAAPEH KOMIUIEKC C al€TaTHU JIUT'aHIu, KOWTO TOKa3Ba
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M3pa3eHa [UTOTOKCHYHOCT iN Vitro, TepanesTiden ed)eKT mpi MU Genoapoden kapuuuoM Ha Lewis in vivol®,

ChbenMHEHHETO TOKa3Ba W MOAU(PHUUUPAH MpOQHI Ha TOKCHMYHOCT 10 OTHOIIEHHE HA KYJATHBUPAHU KJIETKA OT
MpoKCUMajeH O0bOpedeH TyOy:n, uepeGelyMHH MHTEPHEBPOHH OT IUTBX, ABJITOTPAHHH KOCTHO-MO3BYHH KYITYPH,
KAKTO U MPH in vivo excriepumenturel,

[Ipoy4yenn ca HUTOTOKCHYHHTE €(PEKTH Ha CepHsl OT OUSAAPEHM KOMIUIEKCH C OMOTEHHHM MOJHMAMUHH
(ciepMUH M CHIEPMUAMH) KaTO MOCTOBHM JIMTaHAH, KaKTO M Ha TEXHH HHUCKOMOJICKYJIHH WJIM MaKpOMOJECKYJIHH
anano3n  (pro-drugs) Ha ocHOBata Ha aMHHOQOC(HOHATH WIM NOJIH-aMHHO(QOCPOHATH B T.4. M TEXHHU
TOJTHEIEKTPOTUTHH ACOLHMATH, KOMTO Ca OMHCAHM W B marteHT 3a m3obperermel’**d. Jleraiimno e mpoydena
KJIeThYHATA H  MOJIEKyJspHaTa (Qapmakonoruss Ha  JOUSAPEH KOMIUIEKC CBC  3-aMHHO-5-METHII-5-
(DCHUIIXHIAHTOMHOBH JTHTAHIAL ),

Inamunosu, naraduesu u 31amHU KOMWIEKCU € NOPHUPUHOSU aueanOu. 3a TPHB TBT ca MPOYYCHH
IMUTOTOKCUYHUTE CBOWCTBA M (hapMaKoJIMHAMUKATa HA CTAOWIHUA XeMaToNnop(GUPHHOBH KOMILICKCH C METAIN BHB
BUCOKA WINM MeXIMHHA cremeH Ha okucnenme — Pt'', Pd", Ay'PMISMITLZA043] JlaHHNTE 3a OHOJIOrMYHATA
aKTHBHOCT Ha crtaGmmnn, mMonomepuu kommrekcu ma Pd" u Pt"' ca ockbamm, a IOKONKOTO € M3BECTHO Ha
ABTOPCKHS KOJIGKTHB, TyOJUKAIMATa OINMCBAIla KJIeThbYHATA W MOJIEKYyJspHaTa (apMakoorusi Ha 3JIaTHHS
KOMIUIEKC € ITbPBOTO HAYYHO CHOOIICHHE 32 (hapMAKOJIOTHYHATE CBOMCTBA HA CTAOWMIHM CheIMHEHMs Ha Au' 131,
Te3un cheaWHEHHS ca OICHEHW II0 OTHONICHWE HAa IUTOTOKCHYHOCTTZ,  BBTPEKIETHYHOTO aKyMYyJIUpaHe,
MIPOANIONITOTHYHATA aKTUBHOCT, CIIOCOOHOCT n1a oOpa3yBaT TyaHWHOBH anyKTH (BBTPEBEPIDKHU CIIWBAHUS), U
TSXHOTO B3ammojeiicTBue ¢ HMG-nporenante n ¢ NER-cucremara 3a pemaparus va JIHK (B xomabopamms c

VIMB-BAH)PHHH]

Ilpoyusane na xomnnexcu na Opyeu memanu. Peannsupanu ca OHKO(APMAaKOJIOTHYHHM TPOYYBaHUS Ha
PYTEHHEBH KOOPIHAIMOHHH CheIMHEHHs! ), KAKTO W Ha KOMIUIGKCH Ha peakosemunte metamn (Eu, Ce, La, Nd,
Dy, Sm)@-2325290B2AB3ES - T1poyyena ¢ nuroTOKCHYHATA AKTHBHOCT HA mpuc-IMKETOHATOBH KOMILICKCH Ha
espormii (III) ¢ BrmroueH mHTEepKanmpar Jurann (GpeHaHTPONIMH Wi OUIMUPHUINH) BBPXY CHEKTHP OT YOBEIIKH
TymMopHH KieTbuHd jguauu (HL-60, BV-173, SKW-3, K-562, LAMA-84 u 5637). EBponueBUTE KOMILUIEKCH C
uHTepKanupail GpapMakodop mokasaxa u3paseHa MUTOTOKCHYHA aKTHBHOCT ¢ ICsy cpaBHMMHM ¢ Te3u Ha cisplatin.
[Ipu ToBa chenmuHeHUATa, ChabpKany 1,10-peHaTponmH ca 1Mo aKTUBHU OT CHOTBETHUTEC OMITUPHINHOBY aHAJIO3M.
[MTOTOKCHYHATA aKTHBHOCT HA TECTBAHMTE ChEIWHEHHS ¢ MEIMUPAHA OT HHAYKIHs Ha armonto3al’). ToBa e exHo
OT IIBPBUTE MPOYYBAHUS OTHOCHO aHTHHEOIJIACTHYHHS MOTCHIIUAT Ha KOOPIUHAIIMHHUTE KOMIUICKCH HA €BPOIIHS
n300110.

Memannu komnnexcu Ha nonuemepHus aHMUOUOMUK CATUHOMUYUH U MEXHU JUNO3OMHU (OpMU.
IpoBesieHo e hapMaKOIOrHUHO IPOyUBAHE HA KOMILIEKCH HA CATMHOMMIMH ¢ Hsikou MeTanHy #ouun (Na', K', Mn",
Co" u Ni"). ITpensua HuCKaTa BOAOPA3TBOPHMOCT Ca Pa3pabOTEHM U JTHIIO30MHH HOCHTETH HA CATMHOMHIMH H
KomIuiekcuTe. CBOOOAHUTE M JIMIIO30MHH CATMHOMHUIIMHATH Ca MPOYUYEHH 332 HUTOTOKCHYHOCT BBPXY CHEKTHP OT
YOBEWIKM TYMOPHHM KIEThYHM JMHMM M € YCTAaHOBEHa I[0-M3pa3eHa aKTHBHOCT Ha WHKOPIIOPHUPAHHUTE B
HaHOHOCHUTeNHUTe KoMIulekcH. [IpoBeneHnTe GpapMakogMHAMUYHH MPOYYBAHU ITOKA3BaT, Y€ HUTOTOKCUYHOCTTA Ha
CBOOOJHHTE M JIMTIO30MHU KOMIUIEKCH € OIIOCPEACTBEHa OT MHAYKIMsA Ha amonto3a u Gl apect Ha KiIeThbUHHA
nuKbiI. Te3u manHu mokassaT, ue paspadborenute DPPC:CHOL:DSPE-PEG-2000 nuno3omu ce mepcrneKTUBEH
HOCHTEI 32 [ATOTOKCHYHY CATHHOMHIMHOBH KOMILICKCHH ChEIHHCHHS" .

[IpoyyBaHusi Ha Pa3TUYHA CHHTETUYHHU ChEIUHEHUS

Hsikonko oHKO(apMaKkoJIOTHYHU MPOYYBAHUS Ca HACOYCHU KBbM NPOYYBAHHS HAa XHOPHUIHU ChEIMHEHUS,
MOJIyYeHU 4Ype3 KOHJCH3UPAHETO Ha (PEHONHHTE S/ipa B OCHOBHATA CTPYKTypa HA XAJIKOHU WIHA CTHIOCHU C 2-
OKCa30JIMHOHOB (pparMeHT. [IpoyueHu ca HAKOJIKO JECETKH ChEIUHEHUsI B IET CTPYKTYPHHU KJIaca OT XeTepoapuil-
XaJIKOHU (B T.4. TEXHM MAaHHUXOBH 0a3M), KaKTO M Ha cepusi OT 6 XETEpOapWIHM JICPUBATH Ha CTUIIOCHA
pecBepaTpo, ChABPKAIIN 2-0CH30KCA30IHHOHOB (parMeHt Y. VceTaHOBeHO, € 4e HSKOM OT CHHTCTHYHHTE
XaJIKOHU YBPEXKIAaT TYMOPHHUTE KIIETKHA MO0 MEXaHHW3Ma Ha WHAYIMpaHaTa KJIEThbYHA CMBPT WIM Ype3 AeIUIenns Ha

Crp. 201 12

Kparko onmcanue (crpaBka) Ha Haif-BayKHHTE ITOCTIDKEHHS Ha Ipo¢. ['eopru Momexos, adH, kaHauAT 3a Wi. KopecronaeHt Ha BAH



52
FJ'IYTaTI/IOH[ ]. ManuxoBuTe 0a3M IOKa3BaT MOBHUIIEHA OWOJOTMYHA AaKTUBHOCT CHpsIMO  MMPOTOTUITHUTC

xankoru HIE,

B MHOXeCTBO Mpoyd4BaHHs ca MPOCICACHH OHKO(PAPMaKOJOIMYHHUTE CBOWCTBA Ha HOBOCHHTE3UPAHH
OpTraHUYHH ChCAMHCHHS B T.4. TPUA3eHH ), aponi-xuapasonu u Texan aepusarur M B avmmopocdonarn® ™,
TPHA3HHOOCH3MMUIA30IH" 2,  pasHOOOpasHH  KOMIUIeKcH u  TexHm  mpomsBogau M7 meGenrpunn
aMUHOKHCETHHE! *'*) ¥ Ip. KATO NPU TOBEYETO TIPYIH CHCAMHCHHS HAPE ¢ LHTOTOKCHYHHS CKPHHHHI ca
U3CIIeIBaHK M (hapMaKOINHAMHYHHUTE 0COOCHOCTH Ha MPEICTABUTEIHN aHAIO3H.

B Hsakonako rmpoekra, ¢ oriex achuUHMpaHe Ha CENICKTMBHOCTTAa Ha JCUCTBHE, € MpOydYeHa
[UTOTOKCUYHOCTTA HA CEPUM OT HOBHU MEPCIEKTUBHH aHTHMHUKOOAKTEpUAIHH CPEACTBa - mpou3BoaHu Ha (R)-2-
amuHO-1-Oyranona, kamdaHoBH nepuBaTH, Merwikcantuny, xugpasond u ap. AN Tlonvyenure namHn
MO3BOJIABAT Jia Ce JepHUHHMPAa WHIEKCHT HA CEIICKTUBHOCT HA HOBUTE AHTHMHKOOAKTEPHAIHH CPEICTBA KATO
ChOTHOIIEHHE MeX Iy croiiHocTrTe Ha MIC (Mycobacterium tuberculosis H37Rv) u ICx.

durodapmarkosorus u eTHopapMaKoJorusi

[IpoBeneHo € oxapakTepH3WpaHe Ha AHTHHEOIUIACTHYHHS TIOTCHIMAI HA PACTUTEIHH EKCTPAKTH |
W30JIUPaHN YUCTU BEIIECTBA, CHAJMAIIA KbM DPa3IMYHH KIIACOBE BTOPUYHHM METAOONUTH NMpPU PACTECHHATA B T.4.
(dbnmaBoHoWIH, OeH30(DEHOHH, TIPCHIIUPAHHN (DIIOPOTITYIIMHOIN, KCAHTOHHU, apMITETPATMHOBA W apriTHA()TaJICHOBH
JUTHAHW, CAIIOHWHW, aMapHJIMCOBH aJKaOWAW W Jip.. Te3u NpOydYBaHHS ca IMPOBEICHH B CHTPYAHUYECTBO C
HSKOJIKO M3ciiefoBaTescku rpymu oT Karenpara mo gpapmakoraosus, @D, MY-Codus n BAHPATOMBHI8 p 9023
r. mpod. MomekoB e TiaBeH H3cienoBaresl Ha HaydHo-m3ciemoBarencka Tpyla 1O HAIMOHAIHUS TUTaH 3a
Bb3craHoBsiBaHe u ycTounBocT (HIIBY mpoexkt BG-RRP-2.004-0004-C01) kaTo mpoydYBaHuUsITa Ca HACOUECHU KbM
WICHTHQHUIMPaHe HA TPUPOJHHU MPOAYKTH KATO MYJITHMOJATHUA (HapMaKOJOTHYHH MOJAITHOCTH TPH He3apaszHH
BOJIECTH, KATO 110 TO3H MPOEKT Ca PeaTH3NPaHn HAKOIKO craTiul > 12,

Ilpoyusanusa na npenunupanu GropoenyyurHou u opyeu 6MmopuyHU Memadboiumu, U30IUpaHu om 8udose
HCLIM Kawmapuod. 3a TPHBB TBT € TPOBEACHO CHCTEMAaTHYHO NpPOy4YBaHE HAa IUTOTOKCHYHUTE €(PEeKTH |
PECIIEKTUBHO aHTHUNPOIM(EPATHBHUS TOTEHIMANI Ha BHaoBe Hypericum xapaktepuu 3a bwirapckara ¢uopa c
(dhokyc BBpXYy ITUMOGHIHUTE TPESHUIUpaHU (HIOPOTIYIHHONH, OCH30(EHOHH M keantorn > 1%, IIpoyuenu ca
edexTuTe Ha M30NMUpaHuTe oT H. elegans eneradeHOH 1 7-CHI/IKJIy31/IaHOH[106].

3a mpBpB BT € TMPOyYEH AaHTHHEOIUIaCTHYHUS TOTEHIHMAJd Ha XHIEpaTOMapuH — NpPEeHWIHpaH
¢oporaymmuon ot Hypericum annulatum Morris subsp. annulatum — ennemut 3a Bankanute u 0. Capnunus.
CernocraBgHeTo Ha nosyuyeHute ctoiHocTd Ha ICs mpu HL-60, ¢ HanuuHuTE B NMuTepaTypaTa AaHHU 3a JAPYyTH
MPCHUIUPAHU TIOJUIUKIUYHU (DIIOPOTIYIIUHOMIM, TOKa3BaT, Y€ TOBA CHEIUHCHHE € CIUH OT Hail-aKTUBHUTE
AHTHHEOIUIACTUYHU BTOPUYHHU META0OJUTH OT TO3M CTPYKTYPEH Kiac. ToBa ChbeJMHEHUE € JICTAMIIHO MPOYYCHO 10
OTHOIICHWE WHAYKIMS Ha aronTo3a, IOBJIHSIBAHC HAa aHTUOTeHe3aTa, CIEKThp Ha AaHTUHEOIUIAaCTUYHA
axtusrocTo A MY TTpoyuena e u cepust oT Ger3oheHOHN 1 GeH30()CHOHOBH TITHKO3MIH, H30THPAHH OT CHIIOTO
pacTeHue, KOUTO ¢a OXapaKTepPU3MPaHU KaTo MUTONMPOTEKTUBHM CPEICTBA MPHU MOJASTH Ha epirubicin-unmynupana
nurorokcnroct . TIpoydeHH ca i COGCTBEHHTE MM AHTHIPOITH(EPATHBHU ¢EKTH, KAKTO U CIIOCOOHOCTTA MM
Ja MOIyIHpaT (EHOMEHA HA MHOKECTBEHA JekapcTBeHa pesucrentocr npu HL-60/Dox™®! B mo-noeu
¢uTohapMaKoIOTHYHH CTYJUU Ca MPOYYCHU CBOMCTBATAa HA CEpUsS OT alI(QIOPOTITYIUHOIOBH IMPOWU3BOIHH,
M30JIUpaHl OT Haa3eMHaTa yact Ha H. annulatum Moris, H. aucheri, H. cerastioides (Spach) N. Robson u H.
olympicum L. Cepusta BKIIOYBA JBaHAIECET HOBH CHEIUHEHUS, YUSITO CTPYKTypa € OXapaKTepu3HupaHa, ¢IHO
W3BECTHO, HO HEOMKCAHO B TO3M TAKCOH BEILECTBO M YETUPU U3BECTHU MeTabonuTa. BemecTaTa ca U3cieiBaHH 3a
pPEeKpyTHpaHe Ha aMONTOTHYHUTE CUTHATHM ThTHma. IIpoBeacnusat in Silico Buptyanen ADME ckpuHHMHT Ha
M30JIMPAaHUTE BEIIECTBA IOKa3Ba, Y€ TEXHUTE JMMOPWIHOCT U XuiIpohoOHOCT ca OuaronpusTtHa 3a
LMTOTOKCHYHHTE eeKTH, HO HE U 33 TAXHATA CTOMANIHO-UpeBHa pe3opouse 199101

B mo-HOBO mpoyuuyBaHEe ca OICHEHW (apMaKOJIOTMYHUTE CBOMCTBA Ha JBa HOBU (IOPOTIYLUHOJIA,
onumnupoprH A u B, KakTo ¥ Ha TPH U3BECTHU CHhEIUHCHUS, U30JIMPAHU OT Haa3eMHuTe yacTd Ha H. olympicum
L. CreauHeHusTa NMPOABABAT 3HAYMTENHA IN VILFO IMTOTOKCHYHOCT ¢he cToiHOCTH Ha ICsy, Bapupamu ot 1,2 10
249 UM mpu TyYMOpHHTE KJIEThUHM JWHWW. HampaBeHuTe (apMakoIWHAMHYHH TPOYIBAHHUS IT0KA3BaT, dUe
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aKTUBHPAHETO Ha BBTPEIIHUSA IBT HA arolnTo3aTra € HaW-BEpOATHUAT MEXaHW3bM Ha IIUTOTOKCHYHA aKTHBHOCT.
ChenuHeHUsATa ca M3CIEIBAaHU 3a aHTHOAaKTepHaiHa M aHTHOMO(pUIMOBa akTUBHOCT. [IpoBeneH e M BHUPTYyajieH
ckpuauHr 32 ADME u nexapctseHo nono6ue!®,

I[IpoyuyBaHe Ha MATOTOKCHYHUTE e(PeKTH W MPOANMONTOTHYHATA AKTUBHOCT CBOWCTBA HA JIUTHAHM,
W30JIMPaHu 0T buiarapcku BugoBe JieH.

B pamMkuTe Ha HSKOJIKO MPOEKTa Ca MPOYYEHH BBH3MOKHOCTHTE 3a pa3pabOTBaHE W ONTHMHU3UPAHE Ha
MOAXOMU 32 OMOTEXHOJOTUYHA MPOAYKIHMS HA JIMTHAHH OT PACTUTEIHH THKAHHU KYJITYpH M € IPOBEICHA
(hapMakoJIOrMYHa OIICHKA HA W30JIMPAHUTE SKCTPAKTH I YHCTH BEIIECTBA, U30JIMPAHH OT BUJIOBE JICH - HMHTAKTHH
PACTEHHS WU IIPOLYLIUPAHH GHOTEXHOIOrHaHOoPe 2 H92HE4-97]

3a mpbpB OBT € NPOBEACHA OHKO(APMAKOJOTHYHA OlEHKa Ha 4'-IeMeTHI-6-MEeTOKCHUION0(HIOTOKCHH,
UICHTUGHUIUPAH KAaTO €IWH OT OCHOBHHTE JIMTHAHU B CHACMHYHHUS 3a BajkaHCKusi mojayocTpoB Bum Linum
tauricum. CreIMHEHHETO MOKa3Ba 3HAYMTEIIHA IIUTOTOKCHYHOCT BHPXY YOBEHIKH TYMOPHH KJICTHYHU JTMHUH, KATO
WHAyIUpa amonToTudeH Tun (parmenrtamus Ha reHomHara JJHK. OcBen ToBa € ycTaHOBEHO, Y€ IWTHAHBT
naxuompa NFkB o7,

W3cnenBanu ca U cepusi OT apWITCTPATMHOBU JIMTHAHH, MMOJYYEHH OT uH eumpo Kyntypu Ha L. tauricum
ssp. linearifolium, L. tauricum ssp. tauricum u L. elegans. TecTBaHuTe IMTHAHU ITOKAa3BaT M3pa3eHa IMTOTOKCHYHA
AKTHBHOCT, KOSITO € CHIIOCTaBMMa C Ta3u Ha peepeHTHHUS ITUTOCTATHK etoposide[szl.

3a mpBB MBT € YCTAaHOBEHO, 4e apuiHA(TAJICHOBHS JUTHAH IOCTHUIHMIWH B WMHIymmpa mporpamupaHa
KJIETHYHA CMBPT IIPU TYMOPHH KIIETKH, C PA3IHUeH POM3XO/ M KIEThueH THIIL . B mocieBamio npoyusaHe ToBa
ChEeIMHEHHE € TECTBAHO 3a IUTOTOKCHYHA aKTHBHOCT W MHIYKIUS Ha arionTo3a B KJIETHYHU JTUHUH, TIOTYICHH OT
pak Ha rbpHaTa ¢ pasandeH mpodHI Ha eKCIpecus Ha ectporennu penenrtopu - MDA-MB-231 (ER’) u MCF-7
(ER+)[90]. YcranoBeHo €, 4e 24-9acOBOTO IpHWJIaraHe IPH JBETE KJICTHYHW JTUHUH IOBHUIIaBa HUBOTO HA XWUCTOH-
acouuupann J{HK-hparmenTn; mpoamontoTiyHaTa aKTHBHOCT 00aye € HABIIHO MHXHMOHMpaHa, ako KJIETKHUTE ca
TPETUPAHH ¢ HECEJIEKTUBEH MaHKacma3zeH uaxuburop. Tperupanero Ha MDA-MB-231 knetkure ¢ roctunuaus B
BOIM 10 HamalsBaHe Ha ekcrpecusta Ha NFkB, moxarto mpm xopmono-uyBcTBUTEeNHHS Momen MCF-7 ce
Ha0IIr0/1aBa WHAYKIUS HA TPaHCKPUNIHMOHHUS (akxTop. FOcTruimaun B moka3pa amontoreHHa M aHTHHEOIIACTHYHA
AKTHBHOCT W TIPH KJIETKH C IPOU3XOJ[ OT OCTPA IPOMHENOIMTHA JIEBKEMUAL ),

Apyru ¢purodapmakosornyiu U eTHOGAPMAKOJOTUYHU NPOYUYBAHUA

[Ipoyyenn ca UMTOTOKCHMYHMTE e(EeKTH JeTiauBH (GpakUuu OT BUAOBe Astragalus, XapakTepHH 3a
Bwarapckata ¢mopa. Te3n ¢pakuuu chbabpkKaT XajloreHHUpaHW BBITIEBOJOPOIH, KOUTO Ca M3KIIOUUTEITHO PEAKH
Kkato npupoxan BAB 1 pecriektiBHO ¢1a6o mpoyuennt ),

[IpoBeneHo € AeTaiiIHO OHKO(APMAKOJIOTHYHO OXapaKTEpPU3UPaHEe Ha CEepUs OT aMapHIUCOBH ANKaJIOWAH:
(beHAaHTPUAMHOBUS aJKAJIOU] JIMKOPHH, M30MpaH oT Leucojum aestivum, KpMHAHOBH aJKaJOWIHU, U30JIHPAHU OT
neyeOHOTO pactenne Crinum zeylanicum, kakTo ¥ CbheIUHEHHATA KIMBHUMHH W KIMBOHHMH, HM30JIUPAHU OT
1okHoadpukanckoro pacrenne Clivia miniata. Ankanouaute 6-xuapokcuOyhaHapuH U 6-eTOKCHOY(haHAPHH U
KJTMBOHHH 33 IIPBB BT €4 MOUIOKEHN Ha (hapMaKoIOrHaHa oerka o,

3a mpBB MBT € MPOYYEH AHTUHEOIUIACTHYHHMS MOTEHIMAN Ha LUKIOAPTAHOBH CAllOHWHH, MOTYYEHU OT
“hairy roots” kyatypu Ha Astragalus membranaceus, xyaTuBHpaHH BB Omopeaktopl). CarOHHHHTE
(astragaloside I, astragaloside II, u astragaloside III) mposBsSiBaT m3pa3eHa LUTOTOKCHYHA W IMPOANONTOTHYHA
AKTHUBHOCT IPU MPOYUYCHHUTE CUCTEMU UH BUMPO.

B enna erHoapMakonoruyHa CTyausl € HallpaBeH AETaiJieH aHanu3 Ha €THOOOTaHUKAaTa HA PAaCTEHUATA OT POI.
Arum ® ca TpPOYYeHH NPOTHBOBB3NAJIMTEIHUTE CBOWCTBA Ha ekcTpakTh oT Arum maculatum, BbB Bpb3Ka C
yroTpe6aTa My 3a JIeUeHHe Ha XeMOPOHIM B HapoaHata MegumuHal 18],

Pacturennure BTOpMuHM Merabonutn aptemm3uHuH (ART) m kanmabugmon (CBD) BBB Bpb3Ka C
W3pa3eHusi UM COOCTBEH aHTHHEOIUIaCTHUEH eQeKT ca TMOAJOKEHM Ha JCTAMIHO OXapaKTepu3UpaHe,
caMmocTosTennHo Wi B komOunaiuu ¢ epirubicin (EPI). TIpocnenena 0e mmrotokcumunocrta Ha ART u CBD,
NPUIIOKEHN CaMOCTOSTENHO W B KomOuHauus ¢ emupyounun (EPI), Bepxy neBkemuunn HL-60, HL-60/Dox-
pesuctenTHH W MCF-7 KJIeTKH ¢ MpOM3X0J OT XOPMOHO3aBHCHM paK Ha MJyedHara >kie3a. EdekTmBHOCTTAa Ha
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KOMOWHAMUTEe BBB BapHpallyd U A03a-QUKCUpaHU cxeMu Oele OleHeHa upe3 OMOMH()OPMALMOHHUS MOJEN Ha
Chou-Talalay. [EPI+ART] moka3a cCHHEpru3bM NpH BCHYKH TECTBAaHM KOHIEHTPAIMM BBPXY PE3UCTCHTHHUTE
kietkn  (CI<0.7) u mosa-momymupam epexr (DRI ART>1)M") Jlpyrara tectBama xomGumamms [EPI+CBD]
MoKa3Ba BUCOKaTa TyMOopHa MHXHOUIMS (~90%) mpu Hali-BUCKOKMTE TECTBaHM KOHUEHTpauuu. [IpeaBapurenHoro
Tpetupane cb¢ CBD He moka3a mpenumcTBa. B excnepumenTaneH monen 3a okcupgatuBeH ctpec [EPI+CBD]
HAMAJTH HUBOTO Ha OKCHIATHBHOTO MOJIEKY/IHO yBpexaame 2,

[IpoBenenu ca mpoyuyBaHMs Ha peaula APYTH PACTUTEIHU EKCTPAKTH M M30JIMPAHU OMOJIOTMYHO aKTUBHH
emrecrsal o1,

I[IpoyyBaHusi HAa HAHOPA3MEPHH JIEKAPCTBO-T0CTABSIIHN CHCTEMH, MOJTAMEPHA MULIEJH U XHUMHYIHO-
uMoOuIu3upanu pro-drugs

[Ipoyuenn ca HUTOTOKCHYHHWTE €PEKTH Ha Ppa3IMYHU JIEKapCTBa, BKJIIOYEHW B HOBH HAHOHOCHTEIH,
OCHTYpsIBaIlli 3a0aBEHO OCBOOOXK/TaBaHE Ha aKTHBHHUTE NMPUHIHMIH, OMOCHBMECTUMOCTTA HA PEIUIa TONUMEPHH
MaTepraiy, pa3paboTeHH KaTo MOTEHIWATHA HAHOHOCHTENN WM €KCIMIIMEHTH 332 CTEPUYHO CTaOWIN3HMpaHe Ha
nerorpkymupamy - (“Stealth’) nunozomutHH ST 19-130] [Ipoydenu ca pa3HOOOpa3HH JIEKAPCTBO-AOCTABSIIH
cucteMd (TIOJTUMEPHU MUIIENH, TOJIMMEPHH W CHJIMKATHH HAHOYACTHIWM, WHKIY3MOHHH KOMIUIEKCH, XUOPUIHH
CHUCTEMH), KaKTO IO OTHOIIeHWEe Ha OuodapMaleBTHYHNUTE WM CBOWCTBA, Taka W 1O OTHOLICHWE Ha
OMOCHBMECTUMOCT, TOKCHYHOCT M ONTHMH3HMpaHe Ha (HapMaKoIOTHYHHSA MOTEHIHAT Ha BKIIOYCHHUTE AKTHBHH
npuHIMIHY ((hIaBOHOUIN, TaMOKCH(EH, KYpKYMUH, CPeOBPHH COITH U ;:[p.)[34]'[119]'[128'144]. IIpoyuenu ca v meNTHIHA
MAaKpPOMOJICKYJTHH HOCHTENN Ha JiekapcTBal *),

[IpoBeneHo e neTaiTHO OHKO(APMAaKOJIOTHYHO OXapaKTepU3UpaHe Ha Ceprs OT CHCTEMH 3a JIOCTAaBIHE Ha
KYPKyMHUH — KaJMKCAPEHOBM KOMIUJIEKCH, JIMIIO30MH M XHOpHIHU pH-UyBCTBHTENHHM IJIMIIO30MH, 3apEICHH C
KaJIMKCApEHOBUTE HocuTeut 2 1241 1146-148] Hannute ot MTT-Tecta noka3par, 4e¢ HaHOPa3MEPHUTE HOCUTENIH Ha
HE caMO 3ama3BaT, HO JOPH ONTHMH3HMpAT AaHTHHEOIUTACTUYHHA e(peKT Ha KypkyMuHa. HHKIy3nOHHHTE M
JUTIO30MHUTE CUCTEMH TIPEBB3XO0KIAT CBOOOAHNA KYPKYMHUH IO OTHOIICHHE Ha OTHOCHTENIHATa aKTUBHOCT KaKTO
npu xumuodyscTBuTennn (HL-60), Taka u mpu pe3wcTeHTHH TymopHHu-tect cucremud (HL-60/CDDP; HL-
60/Dox). ®apMakoTHHAMUYHUTE HW3CJICIBAHMS COYAT, Y€ BKIIOUYCHHIT B HAHOPA3MEPHHUTE CHUCTEMHU KypPKYMUH €
m3pazeH HHAYKTOp Ha amorro3a mpu HL-60 u ocobeno nmpu HL-60/CDDP xnerkure. [Ipm pe3ucTeHTHHS MOIET
HL-60/CDDP e nanuie mo-u3pa3eHo akTHBHpaHe Ha Kacmasa 9 u kacmasza gl in24]

[IpoBeneHo e oHKO(apMaKOIOTHYHO MPOYYBaHE Ha IU-0J0KOBU OMOpa3rpavMu CHIIOIMMEPH Ha OCHOBATa
Ha monu (D,L-maktun) (PL) n momu (N,N-nuamuaomeTmnamuHoetmiMerakpmwiar) (PDMAEMA) 6i1okoBe, kato
HocuTenu Ha Kypkymua*¥. TIpoBemenoTo in vitro mpoyusaHe 3a GHOCHBMECTHMOCT Ha HEHATOBAPEHHTE GIIOKOBH
CBIIOIUMEPH TOKa3Ba OTCHCTBUE Ha COOCTBEHAa LHUTOTOKCHMYHOCT. IIpm m3cneaBane edekTuTe Ha CBOOOTHHS
KYpPKYMHH U Ha HaTOBapeHUTe MuLenu rnpu knerbunute Juaud HL-60, HL-60/ Dox u HL-60/CDDP e ycranoBen
KOHIIEHTPALIMOHHO-3aBUCUM IIUTOTOKCHYEH eekT. Ilpu TpuTe KIeThbUHH JTMHUN W3CIIEIBAHUTE MHULEIHN CUCTEMH
MPUTEkKABAT [IUTOTOKCUYHA aKTHBHOCT, MHOTOKPATHO MpPEBHUIIIABAINa Ta3W Ha CBOOOJIHUS KypkyMuH. OCBEH TOBa
3apeICHUTE C KYPKYMUH HOCHUTEIH NPEAW3BUKBAT IMO-U3pa3eHa WHAYKIMS HA MPOrpaMupaHa KIeTbYyHa CMBPT,
KaKTO ¥ T0-3HAYMMO WHXHOupaHe Ha sapeHus (akrop NF-kB mpu XUMHOYYBCTBUTEIIHU W TPU PE3UCTECHTHH
TYMOPHH MOJIENIH, B CPAaBHEHHE CHC CBOOOHUS KYPKYMHUH.

Jpyro HampaBieHHE € TMOCBETEHO Ha OHKO(papMakKOJOIMYHHTE CBOWCTBA HA OpPWUTHMHAIHHM aHTpAaleH-
0a3upaHy TUIATHHOBH W TANaJHeBH METaJOKalcCyilH, KaTo € AeuHupaH NpourbT Ha XUMHOYYBCTBUTEIHOCT,
BJIMSHUETO HA METAIHUS LEHTHP MO OTHOUIEHHWE HA KMHETHYHATa CTAOMIHOCT, B3aMMOJICHCTBUATA C TIIyTaTHOH H
dapmaxoguuamuarmte otHacsupsl MO Terajinno ca mpoydueHu Ha amoONTOreHHHTE MEXAHH3MH Ha
TECTBAaHUTE METAJIOKAIICYJU TPU XUMHOYYBCTBUTEIHN U PE3UCTCHTHY KJICTHYHU JTUHHUH. 33 MPHB BT Ca MPOyUECHU
BB3MOXHOCTUTE 33 IMOCTUTAaHE HA CHHEPTU3bM MEX]y HOBUTE IUIATHHOBU M MalaJIMCBU METAJOKANCYId U
MPUPOAHUS MPOAYKT KYpPKYMHUH, ¢ moMoinTta Ha Merona Ha Chou-Talalay u nporpamuus npoaykr CompuSyn™, c
M3BEK/IaHE 32 ONTHMATHH MOJIHU ChbOTHOIICHHUS IPU TUIATHHOBUTE U MMaJIaIUCBUTE CUCTEMU.

Kannuuna gpapmaxosiorust u papMaxorepanus
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OOekT Ha akaJieMUYCH HMHTEpeCc OT cTpaHa Ha mpod. MomekoB ca u Oa3upaHara Ha J0Ka3aTeicTBa
(hapmakoTepamnus, KakTo M 3aJbJIOOYCHHUTE MPOYYBAHUS HA JICKAPCTBECHUTE B3aUMOJCHCTBHUS, OT METOJAUYHHUTE
MOAXOJU 32 KOJIMYECTBEHATa MM OIICHKA JI0 M3CICABAHETO HA KIMHUYHO-3HAYUMHTE WHTEP(EPCHIIMU MEXKIY
KOHKYPEHTHO TpujaraHu tepanud. [lyOiMKyBan € JeceTKu ChBpPEMEHHU 0030pu B 0o0OjacTTa Ha OasupaHara Ha
JoKa3aTencTBa (hapMakoTeparnus, JeKapCcTBeHaTa O€30MacHOCT U JICKAPCTBEHUTE B3aWMOJCUCTBUS, B T.4. C
XPaHUTEIHU JI0OABKU U MTPUPOJIHU MPOTYKTH.

Karo unen va Meaununckus chBeT KbM MC mipod. MOMEKOB € yyacTBasl aKTUBHO H B IMPOCICASIBAHETO HA
KIIMHUYHATA OIGHKAa W e(EeKTHMBHOCTTa HA NPOTHUBOBHPYCHUTE, MPOTUBOBB3MAIUTEIIHUTE U  0OOJecT-
Momuduuupamure cpeacrsa 3a neaeHne Ha COVID-19, karo B pe3ynrtaT Ha Te3u OnbIMOrpacku NpoyuBaHUs ca
(hopMyIUpaHU HSKOJKO TEPANeBTUYHH IMPOTOKOJIA W ca MyONHMKYBaHW HSAKOJKO 0030pa Ha ChIIECTBYBAIIUTE
MoJIX0/IM 3a (hapMakoTeparnus, TEOPETHYHUTE OCHOBH, KPUTUYCH aHAIIM3 HA MPOTOKOJHUTE y HAC U B UyXOWHA U
pucka ot ctpannunu edektu. Ilyonukysanust mpe3 2020 r. B Biotechnology and Biotechnology Equipment
0630p[152], TTOCBETEH Ha KPUTHYCH aHAJN3 Ha (DapMaKOKHMHETHYHUTE aCTIEKTH Ha MPIIOKEHUETO Ha ivermectin mpu
COVID-19 ¢ obexkr Ha ocobeH HHTEpeC OT CTpaHa Ha akKaJeMH4YHAaTa OOIIHOCT, EKCIIEPTHHUTE MaHEeId H
peryIaTOpHUTE OpPTaHM, KaTo KbM MOMEHTA Ha HAIMCBAaHE Ha HACTOAIIUSA NOKYMEHT ¢ pasrimexzaad Ham 70 000
5T U € IuTHpaHn MHOrokpatHo (Ham 100 meszaBucumu nutupanus mo SCOPUS, Web of Science, CrossRef,
Google Scholar).

[Ipe3 2023 e myOnukyBaHO MpoydBaHe, HOKYCUPAHO BEPXY KOXOPTH OT MAIlMEHTH B bharapus, KonTto mMat
€IHO JIOKYMEHTHPAaHO XPOHUYHO ChHIIBTCTBAINO 3a00JsiBaHE - CBPJACYHO-CHJIOBA IATOJOTHS, OHKOJIOTHYHO
3a0onsgBaHe WIH XpOHWYHH OenonapoOHu 3abonsBanus (XbJ/13), cpaBHsBaiiku pe3yaTaTUTE TPH HAIBIIHO
BaKCHHHPAHH W HEBAKCHHHWPAHW TOMYJAlWH, KIacH(QUIMpaHU MO MOJ W BBH3PACTOBU TPYNH B aMOyIaTOPHH,
Ooomamyan w wHTeH3WBHU otneneHus (MTH) Ha mammonamao HuBo. OOmo 1 126 946 manueHTH ¢ TOTBBPIACH
COVID-19 Ha HanMoOHAITHO HUBO Ca aHAM3UPAHU PETPOCTIEKTHBHO Mexy MapT 2020 r. u ampuin 2022 r., Kato ca
W3MON3BaHK JaHHu oT ExuHHMsS MHQOpMAIMOHEeH mopTal Ha MUHHCTEPCTBOTO Ha 3/IpaBeONa3BaHETO, CTapTHPA
npe3 mapT 2020 r. To3n peTpocleKTUBEH aHaiW3 TOKa3Ba, 4e MalieHTuTe, BakcuHupanu cpenly COVID-19,
MOKa3BaT TEHJCHIIMMA HAa HAMAJCHU XOCIHUTAIM3AINK U TPEXKJICBPEMEHHA CMBPTHOCT Tpu manueHTn cbe CC3,
COJIMIHO 3JI0KaYeCTBEeHO 3a00msaBane win XI1/] xaTo oTAEIHO CHITETCTBAIIO sabonssane™,

MeToAU4YHU NPUHOCH

[Tox pwkoBoacTBOTO Ha mpod. MomekoB € paspaboreH cisplatin-pesucTeHTeH TymopeH Mmojmen HL-
60/CDDP, mocpenctBoM KynTwBHpaHe Ha wu3xonHata jwHus HL-60, ¢ mpou3xom OT OCTpa MPOMHUEIOIUTHA
JneBkeMus, B XxpaHuTenHa cpena RPMI-1640, cwpappkamia NOCTENEHHO HapacTBallld KOHLEHTpPALMM Ha
muroctatuka ™, Muxubupamure ICsy koHuenTpammu Ha cisplatin mpu HL-60/CDDP ca oxomo 20 mbTH mo-
BHUCOKH, OT Ta3W TpPU H3XOJHATa XuMuodyBcTBUTenHa ymHUA. HL-60/CDDP e ananm3upaHa 1o OTHOIIEHHUE
npopUIuTe Ha XUMHOUYBCTBUTEIHOCT, HUBaTa HA KJIETHhUEH INIyTaTHOH, aKTUBHOCTTa HAa CH3MMHHU CHCTEMH, C
OTHOIIIEHUE KbM IJIyTaTHOHOBAaTa XOMEOCTa3a U eKcIpecusaTa Ha kceHoOnotuunus tpancnoprep MRP1 (ABCCI)
C M3BEXKJaHe Ha TEOPETHUYEH MOJIEN 32 MEXaHH3Ma Ha J0Ka3aHaTa HaMaJleHa XMMHOYYBCTBUTEIHOCT KbM METaIHU
komiekcH U As;O3. JlebuHnpann ca ONTUMaTHUTE YCJIOBUS 3a MOANBp)KaHE Ha (PEHOTHIIA HA PE3UCTEHTHOCT.
MonenbT € U3N0a3BaH 3a 0XapaKTepU3UpaHe Ha PEUlla HOBOCHHTE3UPAHU IUIATUHOBH U NaJlaJUEBH KOMIIJIEKCH,
KAKTO M HA TeXHH MaKPOMOJIEKYIHH npejexapcraal 814011241 [150]

B ceBmectHH npoektn ¢ ®XD-CY u UMB-BAH e pa3paboTeH MHTErpajieH CUCTEMEH JITOPUTBM 3a UH
6UMpo NPOy4BaHE HA OHKO(APMAKOIOTHYHUTE CBOMCTBA HA TJIATHHOBH KOMIUIEKCH M APYTH METaTHH KOMIUIEKCH,
KaTo MOTEHIMaTHW LuTocTaTuld. PaspaboTeHara mporpamMa BKIIOYBA OLGHKA HAa LUTOTOKCHUYHUTE e(eKTH,
CIOCOOHOCTTa 3a BBTPEKICTBYHO aKyMYJIHMpaHe, IPOANONTOTHYHATA AKTHBHOCT, W/WIM CIIOCOOHOCTTAa 3a
obpazyBane Ha JIHK-amyktu, pasnosnaBanero Ha anyktute oT HMG-mportennute, edextuBHOcTTa Ha NER-
penapanusta Ha yBpeaeHara JJHK. MoaenHusT cucteMeH alropursM € NpUIIOKeH NpY IIaTHHOBH, MalaJueBH, U
371aTHY KOMIUIEKCH HA PHPOIHHS MOTHACHTATEH THraH Xematornopdupuu 7S]

PazpaboreHn e u e BamumupaH HOAXON 3a uH 6umpo OLeHKa Ha mpodwmia Ha OezomacHocT (safety
pharmacology) Ha mNJIaTWHHOBM KOMIUIGKCH M JpPYrd IIMTOTOKCHMYHHM BELIECTBA MpPU TECT-CUCTEMH Ha
He(PpOTOKCUYHOCT (ITBPBUYHHU KYJITYpH OT OBOpedeH TyOyir), MHEIOCYIIPECHBHA AKTUBHOCT (IBJITOTpAiHU
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KOCTHO-MO3BYHU KYJATYPU OT MHIIKA) U HEBPOTOKCHYHOCT (ITBPBUYHHU KYNTYpPH OT IepeOCIyMHH HHTEPHEBPOHU
Ha HOBOPOJICHH TLTbXoBe) 3138401

W3BesieH ¢ cucTeMaTHYeH MOAX0/ 32 UACHTH(UIMpaHe Ha MOTCHIMAIHN MOIYIaTOPH HA MHOKECTBEHATA
JICKApCTBEHA PE3UCTEHTHOCT. [IOAXOIBT € M3rPaJeH BbPXY CICAHUTE OCHOBHHM TPUHIUIHU: M300p HA MOJACITH C
XapakTepHu OMOMapKepH Ha PE3UCTEHTHOCT WM MPEIeHEHa YyBCTBUTEIHOCT KbM IIMTOCTATHUIIUTE; M3MOJI3BAHE HA
pedeperren MTT-TecT 3a OleHKAa Ha KJIEThYHATA BUTATHOCT W MPOCICASBAHE HA 3aBUCUMOCTHTE MEXTY
KOHIICHTpAIst U e(eKT; onpesesHe Ha 3aBUCHMOCTH MEXIY JUMOPWIHOCT U e(EeKT; KOJMYECTBEHA OICHKA C
neuHUpaHe Ha crenupUYHN KPaHN TOYKH KaTO WHJEKC HA PE3MCTEHTHOCT, HHAEKC HA MOIYJAlUsi U MHICKC Ha
BB3CTAHOBSIBAHE HA XUMHOUyBCTBHTENHOCTTAl 154,

AnpobupaH e MeToanyeH 1oaxox 3a BuptyaiueH in silico ADMET (Adsorption-Distribution-Metabolism-
Elimination-Toxicity) cKpHHHHT ¥ OIleHKAa Ha JIEKAPCTBEHOTO MOAO0ME Ha MPHUPOAHH MPOMYKTH W CHHTETHYHU
CHhEIMHEHHsI C TIEPCIEKTHBHA OWOJIOTMYHA aKTUBHOCT. AHaJIM3UTe OsXa OCBHIIECTBEHH C IOMOINTa Ha web-
Oasupanarta miatdopma SwissADME, pa3pabdorena ot LlIBeiimapckuss HHCTHTYT 10 OHOMH(pOpPMATHKAa U CBOOOIHO
nocThHA onTaitH (http://www.swissadme.ch)2%%,

I1. YuacTue B peJaKkiIMOHHU KOJIETUH, HAYYHH OPTraHU3ALMH H OPraHU3AMOHHU KOMUTETH

[NonacrosimeM KaHIUAATHT € WICH Ha penkoneruute Ha 8§ cnucanus: Biomolecules (IF 4,082; ot 2020 r.);
Biotechnology & Biotechnological Equipment (IF 1,186); Pharmacia (IF 1,1); American Journal of
Pharmacology, Hayka Kapauonorus, Hayka Onkoxemaronorust (ot 2021 r.); I'ogumnnk no 6oaHndHa hapMarus;
GP Medic (ot 2019 r.). bun e rnaBen pemakrop Ha TopPharma u unen Ha penkonerusta Ha ISRN Medicinal
Chemistry.

KanaunatsT € npencenaren e Ha ynpaBUTEIHUS CbBET U ChbydpeanTen Ha bpiarapckoro HayyHO ApYKECTBO
no Qapmanus. Unenysa B Hayunnoro apyxkecTBo mo ¢apmaxoiorus, KIMHHYHA (HApMaKOJIOTHs M Tepamus, B
Bwarapckoro npyxectBo mo Tokcukoiorus, IUTOX, u EUROTOX, kakto u B bearapckust ¢papMarieBTH4eH CHIO3.
[Ipod. MomekoB e ujieH Ha KOHCYJITATHBHUS ChBET Ha ENeKTpoHHaTa akajeMusl 3a MPOABIDKABALI0 METUIIMHCKO
ooydyenue (EAIIMO). [Ipod. MomekoB e 61 nipeaceaaTes Ha OpraHu3alMOHHIS KOMUTET Ha TPH MEXKIYHAPOIHH
KOHIpeca, ChIpeaceaaTe]] Ha HayYHHS KOMHUTET Ha celeM KOH(EpeHLWH, U WIeH Ha Hay4yHUs KOMHUTET Ha 14
¢dopyma.

KanmunateT ¢ Oun perier3eHt Ha 176 pbrommca (80 3a mocjaeqHUTe MeT TOAMHH), TONAIACHHU 3a
nyOJIMKyBaHE B CIIEUUATU3UpAaHU HAYYHHU CHHCaHUs W Ap. Karto 4ieH Ha HayyHO KYpH € M3TOTBSUI PELEH3UH U
CTaHOBHIIA B peAUIA MIPOLEAYPH IO XaOMIUTALUS U 3alUTa Ha TUCepTalMOHHH TpyAoBe (12 3a mocJieHUTE MeT
TO/TMHH).

I11. lloaroroBKa Ha Kagpu

[Ipod. MomekoB e Owi PHKOBOAUTEN HA JEBET YCIENIHO 3alUTeHH NOKTOPCKH Iuceprarmu (Ha 8
nokTopanTtH, 3adncieHd B MY-Codus u 1 B MY-Ilnoaus). Uetnpuma OT JOKTOpPAHTUTE My HMMaT yCHeEITHA
akajgeMudHa Kapuepa — npod. Anbena 3marapeBa (MY-Bapna), ri. ac. Pocuria MuxaiinoBa (MVY-Codwus), ac.
Sna Ummea (MuctuTyT o MumkpooOmonorus-bAH) u n-p Cedennn bunmsimm  (YHuBepcuTeTcka KIMHHUYHA
nmaboparopus B Ckorue u YHuUBepcuteTa B TetoBo, PCM).

KaamumatrsT € 6un pproBomuTen Ha 21 qumiioManTy U Ha 46 cnennanu3aHTy 1o ,,KinnamaHa dapmarus u
,,Papmakonorus u ¢papmakoTepanus, mo auHusITa HA CJO.

[Ipod. MomMekoB e IeKTOp B peOBHATE KypCOBe MO papmMakoorus, papMakoTepanus, MpoOIeMHH CITydan
BBB (hapMaKoTepanusATa, KakTo ¥ Ha CBOOOJHO-M30UpaeMuTe KypCcOBe 10 KIeThYHA U MOJIEKYyIsipHa (hapMaKOIOTHs
Y TI0 XMMHOTepaIus Ha CTyIeHTH 1o ¢apmanus BbB PapmanieBtiaeH paxynter Ha MY-Codust (Ha Obarapcku u
AHTJIMACKH €3HK).

KanaunareT € akTUBHO aHTakupaH W B OOY4YEHHETO Ha crhenuaiu3antd no Knmuuuna dapmarus;
dapmakonorus u papmakorepanus; ['actpoenteponoruss mpu 6a3a Knuamka mo ractpoenteponorus, Y MBAJI
,apura Moana - UCYJI“ EAJI (4 uaca rogumiso); MHbeximosnn Gonectn 1 KITMHUYHA OHKOIOTHSL.

[Ipodecop MoMeKoB ChIO Taka PEJOBHO M3HACS JIEKLUH, B OOyYUTEIHN MOIYJIH, CEMHHApU U GOpyMH
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opranmupanu ot Chro3a Ha (papMaIeBTUTE, PA3THYHUTE MEIUIIMHCKY JIpy)KecTBa, HallmoHamHOTO clpyKeHue Ha
OOIIOMPaKTUKYBAIUTE Jekapu B brirapus, ®onmanus Kapauomorus u MH. f1p.

[Mpodecop MomekoB e aBTop/chaBTOp Ha 57 rnaBu OT yuyeOHUIM (2 3a MOCIEAHUTE TIET TOAMHH),
myOJIMKyBaHU B OOIIO 5 yuyeOHMKaA, B T.4. JBa HA KOUTO € ChPEIAKTOp, KAKTO U Ha €JHO PHKOBOJCTBO 3a
CTYJIEHTH 110 (papMartusi.

IV. Hay4yHo-oprann3anMoHHa, HAy4YHO-aAMMHUCTPATHBHA M eKCIIePTHA IeifHOCT

Ot 2021 1. mpod. MomekoB e pbkoBoauTen Ha Katenpara mo Qapmakosorus, ¢apmakoTepanus H
Tokcukonoruss Ha ®@apmaneBtuyeH ¢akyntetr npu MY — Codus. [lonacTosimem e 4ieH Ha JbpP:KaBHUTE M3IUTHH
KOMHCHH TI0 ,,Papmaxonocus u papmaxomepanus™ m ,,Knunuuna papmayus®.

N36pan e 3a unen ma PakynreTHus cbBeT Ha PapmareBTHYeH (akynreT, MeIuIMHCKH yYHHUBEPCHUTET-
Codus — (manmar 2021 - 2025 r.), Ha AkajeMu4Hus chBeT Ha Meaunuucku yHuBepcureT-Codus (2020 - 2024
r.) u llenTpasHaTta KoMHCH 32 pa3NpeiesieHNe Ha CPEACTBA 3a 3aKyIlyBaHe Ha MEAMLUHCKA U Apyra anaparypa u
nocobus 3a yueOHo-npenoaaBarenckara aeitnoct (ot 2020 r.).

bun e umeH Ha KOMHCHATAa IO MPO3PavyHOCT KbM MUHHCTEPCTBO Ha 30paBEONa3BaHETO U Ha
Wsnenanrenans cpBeT Ha QoA "Hayunn nzcnenannsa” kpMm MOH.

KanaunarsT € Bozell yd4eH Ha Hay4yHO H3CJIEOBaTelCKa Ipyna Ha enuH IpoekT, ¢uHaHcupan ot EC B
pamkure Ha HanuoHanHus 1uiaH 3a BB3CTAHOBSIBAHE M YCTOWYMBOCT, OMJI € 3aMECTHHK KOOPAMHATOP Ha
JIeHHOCTUTE 10 eHa HaroHanHa mporpama Ha MOH 3a MY-Codwust, pproBoauTen Ha equH npoekT kpm OHU-
MOH, nHa ceaem Hay4yHH mpoekTa, ¢uHaHcupanun oT CMH-MVY-Codusa. YdacTBan € B M3CIeT0BATEIICKATE SKUTTH
Ha 58 mpoekTa, ¢uHaHcupanu oT: CMH mpu MY-Codust (44), DHU mpu MOH (13). U3cnemoBatenckuTe eKUIN
Ha 1mBa oT mpoekTute KbM CMH ca ymocroenu cbe “Signum Laudis pro Scientiae Meritis” na MeauiuHCKH
yauBepcuteT-Codusi.

ITpod. MomekoB e TiIaBeH KoopauHATOp Ha HanmoHamHMS eKCIepTeH ChBET MO KIMHUYHA (apMarus,
aHaJIM3 Ha JIeKapcTBaTa, (papMaKoJIOTusA, TOKCUKOJIOTH M puTodapMalleBTUUHI IPOLYKTH KbM MHUHHUCTEPCTBO Ha
3npaBeonazBadeTo (oT 2021 r.), KaKTO M Ha HAITMOHAJTHUS €KCIEPTEH chBeT No mMyHu3anuute (ot 2023 1.). [Ipe3
2020 r. e BKIIOYEH B chcTaBa Ha MeauuuHCKUs cbBeT KbM MC, chopMmupaH 3a M3roTBAHE Ha anropuTMH,
NPenopbKM 3a AMarHosa u neveHue Ha Covid-19 u HerosuTte opraHHM MHPeKUUn. bun e ynen Ha ExcneprHus
KOHCYJITAaTUBEH CBBET KbM MunucTtepcTBo Ha 3/IpaBeO0Ia3BaHeTo, chopmupan it}
[IPOYYBAa U aHAIMU3MPA AOCTHKEHUATA HAa MEAMIMHCKATa HayKa M IPaKTHKa B JICYCHMETO Ha KOPOHABHPYCHA
MHGEKIUA U 1 aKTyaIu3upa MPenopbKUTE 3a JEUCHHUE.

IIpod. MomekoB € uieH Ha KOHCYJITAaTHBHHS CbBET Ha €JIEKTPOHHATa akajemus 3a lIpombioxaBaino
meanmuHcko oO0ydenne (EAIIMO). YuactBan e B paboTHHTE TPYIH 3a pa3paboTBaHe W CHIIIACyBaHE C BUCIINTE
yunnnma 1 bearapcku dapmMarieBTHYEH ChIO3 Ha JecTBamIuTe KbM MoMeHTa YueOHu mporpamu 3a CHO mo
,Knnanana ¢apmanus npes 2013 r. u ,,dapmakonorus u papmakorepanus* mpes 2015 .

IluTupaHu B cmpaBKaTa MyQJIMKAIMU, OT BKJIIOYEHUTE B CIUCHKA 32 yYyacTHe B KOHKypca (MOApeaeHu 1o
pel Ha HUTHPaHe B HACTOSIIIMS JIOKYMEHT):
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Elincheva V, Momekov G, Momekova D. Pyrenebutyrate Pt(IV) Complexes with
Nanomolar Anticancer Activity. Pharmaceutics 2023; 15(9).

2] Velcheva V, Hegetschweiler K, Momekov G, Ivanova S, Ugrinov A,
Morgenstern B, Gencheva G. Platinum(lV) Complexes of the 1,3,5-Triamino
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and in vitro cytotoxic activity of zinc(ll), cobalt(ll) and nickel(ll) complexes with
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Bulgarian Chemical Communications 2019; 49: 83-8.
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