PEIIEH3UA

Ha NpeJCTaBeHUTE TPYAOBE 3a yUacTHE B KOHKYPC 3a aKaJeMHYHaTa JUThKHOCT ,,JTOLIEHT, 110
npodecnonanHo HampasieHue 4.2. XUMUYECKU HaAyKH, HayyHa ClieluaiHocT ,,OpraHndHa
XUMUS, 00siBeH 3a Hyxkaute Ha Dakynrer @apmanus, MeauuuHcku yHuBepcureT-11iesex B
JIB 6p. 99 ot 22.11.2024 r.

Penensent: npo¢. Anrennna MurdeBa CTOSIHOBA, [1.X.
Karenpa ,,Xumus u buoxumus’”,
@axynret ,,Papmanus’, MeauuuHcku yHuBepcurer-Ilnesen

Kangunar: ac. Anekcanabp CBusieHoB [Ib1mes, 1.x.
Kareapa ,,Xumusi u buoxumusa”,
Qaxynrer ,,Oapmanusa’, Meauuuncku yauepcurer-Ilinesen

CBenenusi 3a nmpoueaypara

[IpencraBsaM HacTosmaTa pereH3ds B Ka4ecTBOTO CH Ha wieH Ha HaywyHo xypw,
cbriacHo 3anosen Ne 1771/17.12.2024 r. na Pexropa Ha Meauuuncku ynusepcuter-Ilnesen
W pelieHue Ha MHPBOTO 3acemanue Ha Haywnorto xypu ot 05.02.2025 r. B kKoHKypC 3a
3aeMaHe Ha akKaJeMUYHaTa JTbXKHOCT “NOLEHT’ MO0 HaydHaTa crenuanHocT ,,OpraHndHa
XUMHUS.

EnuHcTBeH KaHIUIAT B KOHKYpca € ac. Anekcanbp CBuieHos [Ib1es.

KanaunaTsT e npeacTaBuil BCUUKH HEOOXOAUMH JIOKYMEHTH, ChITIACHO M3MCKBaHUATA
Ha 3PACPD, neroBus npaBunHuk u [lpaBuiHMKa 3a pa3BUTHE HA aKaJeMHUYHHS ChCTaB Ha
MYV-IIneBeH 3a 3aeMaHe Ha akaJleMUYHATa JUIBKHOCT ,,JIOIICHT .

Kparku 6uorpadgmunu u npodecuoHaTHM JAHHU 32 KAaHAWAATA

Ac. Anekcauawp IlpmeB e pomen mpe3 1990 r. IIpe3 2014 r. npugobuBa GakamaBbpcka
CTENEH 10 ,JIHkeHepHa XuMus U CbBPEMEHHH MaTtepuanu, a or 2015 r. e maructsp no
,2MenuimHacka xumua Ha @akynrer no xumus U papmanus, Coduiicku yHuBepcurer ,,CB.
Kimument Oxpuacku®.

B nepuona 2015 — 2019 r. e penoBeH TOKTOpaHT B Karenapa ,,OpraHudHa XUMHUS U
dapmakorunozus’, ®X®d na CVY ,,C. Kiimment Oxpuacku’ ¢ Hay4eH pbKOBOJIUTEN JIOI. J-P
Enena CraHoeBa 1 HaydeH KOHCYATAHT aou. A-p Hukoma bypmxues.

[Tpe3 2024 r. A. [IpmeB 3ammraBa guceptarus 3a OHC ,,mokrop* B CVY ,,CB. Knmument
Oxpuacku Ha Tema: ,,Peakiiuy Ha MOHOLIMKJICHU aHXUAPUAMN C IUKIWMYHA UMUHHA — METO/]T 32
CHUHTE3 Ha TUACTEPEOMEPHU XETEPOIOIULUKICHN ChEANHEHNA .



YuyeOHoO-IpenoaaBarecKa 1eiHOCT

[IpenogaBatenckusar crax Ha ac. Anekcanasp [IpmeB 8 MY -IlieBen e o010 9 roguau
(4 rox. XoHOpPYBaH M 5 TOA. PEAOBEH ACHCTEHT) M BKIIOYBA MPOBEXJAHE HA YIPAKHEHUS U
ceMHHapHU 3aHATHA 10 OpraHuyHa XMMMs 3a CTyAEHTH crenuanHoct ,,Oapmanusa®, OKC
,»MarucTep®, 3aAbDKUTENIHA JUCUMIUIMHA B y4eOHHs 1wiaH, 2 kypc, III m IV cemectsp;
dapMaleBTUYEH aHallu3 3a CTYJAeHTH crnenuainHoct ,,Dapmanua”, OKC ,Maructep®,
3aIBJDKUTEIHA AUCHUIUIMHA B y4eOHms 1iaH, 4 kypc, VII u VIII cemectsp m Xumusa 3a
CTYZE€HTH CIIELIUAIHOCT ,,MeaunnHa“ - ObIrapoe3uKoBO U aHITIOE3UKOBO 00yUEHHE.

AxajeMUYHaTa HaTOBApEHOCT HAa KaHAMJATa 3a MOCIECAHUTE YeTHPU TFOJUHHU € 00110
1786 vaca.

Ac. IlpmeB yuyacTBa akTHBHO B pa3pabOTBaHETO Ha JIAOOPATOPHUTE YNPAXKHEHUS H
ceMHHapHuTe 3aHATUS no OpraHuyHa xumus 3a cryaeHture ot Paxynrer ,,Dapmanms’,
KakKTO ¥ B CH3JaBaHETO M OKOMIUICKTOBAaHETO Ha y4yeOHaTa M HaydyHa JIaOOpaTOpUHU IO
Oprann4Ha Xumus.

Anekcanabp [IbpIeB mojamomara ¥ pbKOBOAM HaydyHaTa paboTa Ha CTYACHTUTE B
Hayunara na6oparopus no Oprannyna xumus kbM ®Pakynter ,,Papmanusa’. C Heropa nomori
CTY/IGHTUTE Ca y4yacTBaJM B 5 paznuuHu HayuyHu (opymu B bearapus. Toil Bnara eneprus u
EHTyCHa3bM IIpU paboTara CU ChC CTYJIEHTHTE B M3CIEI0BATEICKUTE NMPOEKTU. B pesyunrar,
KbM MOMEHTA ca peajlu3upaHy ABE MyOIMKAUU C YYaCTHETO Ha CTYACHTU B MEXAYHApPOJIHU
cnucanus ¢ ummnakt ¢akrop (International Journal of Molecular Sciences u MolBank).

Bucokara ouenka Ha cryaeHture 3a ac. IIbpiieB Hamupa u3pa3 B JABYKPATHOTO MY
HarpaxnaasaHe — npe3 2021 u 2022 rox. ¢ Harpamara ,Haii-uzsBeH mnpenopaBaTten’ B
Kareropusita ,,Hexabunutupanu npenojaBaTeild MO MPEAKIMHUYHU TUCUMIUIMHU® B MYVY-
IIneseH.

Hayuyno-u3ciaenoBareincka AeiHOCT

Ac. Anexcanawsp IIbiieB mpencraBs 3a ydacTue B KOHKypca 3a ,,JOLEHT ciexHaTa
Hay4Ha IPOLYKIIU:

ABTtopedepaT Ha AUCepTallMOHEH TPy 3a npuckxaane Ha OHC ,,noxtop*

Mouorpadus

13 nbIHOTEKCTOBH MYyOJMKAIlMM, KOMTO HE ca M3IMOJI3BaHM 3a mpujaoduBane Ha OHC

»»JOKTOp**

VY4acTre B 8§ Hay4yHO-U3CIIE0BATENICKU POSKTH

VYyactue B 14 Hay4uHu ¢popyMH B cTpaHaTa U 4yKOMHA

[IpencraBenuTe 3a pereH3usl HAyYHU TPYJOBE OTTOBAPSAT HA TEMAaTHUKAaTa Ha KOHKYypCa.

Momnorpadusra “Cunmes u 6uonrocuuna akmusnocm rHa noeu DPP-IV unxubumopu na
ocHosama Ha ben3ofalxunonusuounosama cucmema’ € cCaMOCTOSTEIHA, HamucaHa ¢ Ha 104
cTpaHuuM M BKiIouBa 138 swureparypHu wusrouHuka. [IpencraBenata MoHorpadus e
0e3CcnopHO TO HaydHara CIEHUATHOCT Ha KOHKypca, TMpOAbKaBa M JOpa3BHUBa
nmpo0yieMaTukaTa OT IMCEpTAllMOHHUS TPY/ Ha KaHAMUJATa U € TlocBeTeHa Ha: LleneBu cuHTe3
Ha O€H30[a]XWHOMM3UINHOBY MPOU3BOJAHN MHXHOUTOpU Ha eH3uma DPP-1V, nomyuenu upes



peakuus MeXAy MOHOIMKIMYHU aHXMIPUAW U 3aMecTeHH 3,4-TuXHUIPOU30XHHOIUHH;
[Ipunoxxenne Ha noaxojduia rpyna oT MHcTpyMeHTanHu meroau (MY, SIMP, enemenrten
aHaM3) 3a CTPYKTYPHO OXapaKTEpU3UpaHE Ha IEJICBO IOJIYYECHHTE HOBU ChEJAWHCHUS,
MIPOEKTUPAHH 3a Bh3MOXKHA Tepanus Ha quabet 2; M3cienBaHe u oleHKa Ha MHXUOHMpaIaTa
AKTUBHOCT Ha HOBOIIOJIYYCHUTE ChCTUHEHUS.

Ac. A. TIpmeB mpeacTaBs 3a HACTOSIIMSA KOHKypc 13 myOnmukamuu - oT TAX S5 ca B
cnircanus ¢ ummnakT Qakrop (cymapen IF=8), ocranamure ca pedepupanu U HHICKCHPAHH B
Scopus u/umm Web of Science. O0musaT uMnakT ¢GakTop Ha BCHYKU cTatud Ha A. IIbImes,
BKJIFOUMTEIHO TE€3W BKJIIOUCHM B JucepTanusTa, € 12.883.

Bcuuku HaydHU cTaTHM ca MO TeMara Ha KOHKypca M ca B ChaBTOPCTBO C y4acTHE HA
CHELUAINUCTH OT Pa3HOOOpa3HU OO0JIACTH, KOETO € J0Ka3aTeJCTBO 3a CIIOCOOHOCTTa Ha
KaHIUJaTa Ja  W3BBPIIBA U CHHXPOHHM3UPA  CTOMHOCTHM  H3CJIECIBaHUS B
MYJITHAUCIUILUTAHAPHA SKHITH.

HayunuTe ¥ Hay4HO-IPUIIOKHUTE NMPUHOCH HA MPEACTaBeHUTE TpyAoBe Ha ac. [Ibies
ca B 00JlacTTa Ha OpraHMYHATa XUMHUS U MOTaT J1a c€ OOCIUHAT B CICTHUTE HAMPABJICHHUS:

e OpraHWyeH CHHTE3 Ha XCTCPOLUKIICHU ChEeINHEHUS.

e U3crnenBane Ha Bpb3KaTa CTPYKTypa-OMOIOTMYHA AaKTUBHOCT Ha OpPraHUYHU

ChCIIMHEHUSI.

e CnekTpalieH 1 xpoMaTorpadcki aHaIu3 Ha OPraHUYHH ChEAMHECHUS.

[IspBOTO HampaBieHHE € MPOABDKEHHE | JIOpa3BUBAaHE Ha TeMaTHKara Ha
JUCEepTAalMOHHUA TPy Ha KaHaujaTa. A. [IbiieB peanusupa euH yCHeleH n3ciae0BaTelICKu
IIPEX0/ — OT MHOT'O 100p0 NO3HaBaHE Ha Pa3HOOOpPA3HUTE METO/U 3a CUHTE3 HA ChEAUHEHUS,
ChAbpKaIM OeH30[a]XMHOMM3UINHOB TPHCTEH, KbM pa3pabOTBaHE HA HOB METOJ 3a
MoJy4aBaHe Ha JHacTepeoMepHH OeH30[a]XMHOMM3UINHOBU MPOU3BOIHM M TexHH O- u S-
aHaJo3d M JI0 HOBa 3ajaya — HacodyeH cuHTe3 Ha [1,4]tmasuno[3,4-a]u30XHUHOIUHKA C
MPOTHO3HHU CBO¥CTBA Ha MHXHOUTOpH Ha eH3uma DPP-IV. C nomorira Ha in vitro anamus e
uzcneaBana DPP-1V wunxuOupamara akTUBHOCT M IIUTOTOKCHYHOCT Ha CHHTE3UPAHUTE
Mouekynu. Upe3 onTuMu3aiis Ha TeOMETPHITa U MOJIEKYJIEH TOKUHT € YCTaHOBEHa Bpb3KaTa
MEXIy CTPYKTypara W OWOJIOTMYHATa aKTUBHOCT Ha IIEJICBO TOJYyYCHUTE CHEIUHCHUS.
HampaBena e olleHka Ha €HEpPrusATa Ha CBHP3BAHE W OYAKBAHUTE B3aUMOJCUCTBUS MEKIY
n30paHuTe CheAUMHEHUs] M akTUBHUSA LeHTbp Ha DPP-IV. M3uncnenusta ¢ nmomomra Ha
kommoTepaust DFT  wmerox 3a oTHocuTenHaTa CTAaOMJIHOCT HA yuc- W MPAHC-
IUacTepeoMepuTe Cca B CHOTBETCTBHE C TONYyYEHUTE EKCIIEPUMEHTAHU  JIaHHHU.
[ToTBBbpxk/aBaT Cce€ MPEANONOKEHHUSITAa 3a BB3MOXKHO UWHXHUOMpAI[o JeiicTBHE Ha
CUHTE3UPAHUTE CBHEAMHEHUS, KaTO €JHO OT TAX I[OKa3Ba HWHXHOWpamia akTHBHOCT B
MUKpPOMOJIApHHUS JHAama3oH. 3a JOCTUTaHEeTO 0 TMpaBUIHATA JIeKapcTBeHa ¢GopMyna e
HE00X0MMa ONTUMH3ANUATa Ha MHOTO (DaKTOpH M MOJydeHuTe oT ac. [IbimneB pesynraru ca
OCHOBA 3a MO-HATATBINHUS CHHTE3 HAa HOBH WHXuMOMTOpH Ha DPP-IV ¢ [1,4]tnasuno[3,4-
a]M30XMHOJIMHOB MPBCTEH. B MpoabkeHUe Ha YCHIIMATA 3a MOJy4YaBaHE HAa ChEIUHEHUS C
MOTEHIIMaJHa OWOJIOTMYHA aKTUBHOCT € CHUHTE3MpPAaHO HEONMHMCAaHO JI0 MOMEHTa B
nuteparypata 1eieBo cbhenuHenne — - 9,10-mumerokcu-4-okco-1-dpennn-1,3,4,6,7,11b-
xekcaxuapo-|1,4]tnazuno|3,4-alu30XuHOIMH-1-KapOOKCHIIHA KHCEJIMHA TPU peakuusaTa Ha
3,4-MUXUIPOU3OXUHONNH ¢ (PEeHHI-3aMeCTeH THOAMOLETeH aHxuApui. llpeanoxen e
JOCTBIIEH U YJIECHEH, CIPSMO JIOCera M3BECTHHS B JIMTEpaTypara METO] 3a MoJydyaBaHE Ha
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HeoO0XxoanMus u3xoaeH anxuapua. CTpyKTypaTa Ha IOJYy4eHOTO ChEJMHEHUE € MMOTBBP/AEHA C
KoMOuHanwms ot cnekrpainnu Meroau (MY u SIMP criekTpockonus) v eIeMEeHTEeH aHaIu3.

Jpyr cbLieCTBEH MOMEHT B IpUHOCUTE Ha ac. A. IIblieB € XapakTepu3upaHETO Ha
pa3aMYHA OpPraHUYHU BELIECTBA C INPHUPOAECH WIM CHUHTETUYEH IIPOU3XOJ C IOMOUITa Ha
ChbBPEMEHHU MHCTPYMEHTAJIHM MeToJu. Upe3 CHeKTpaaHu U MHCTpyMeHTanHu meroau (MY
CIEKTpocKonus,  (ayopeclieHTHa  CHEKTpPOCKONHWs,  razoBa  xpomarorpadus ¢
MaccleKTpOMETpHus, Olpe/ieNIIHE Ha €JIEeMEHTeH CbCTaB M Jp.) ca M3CIEeABAHU
(U3MKOXMMHUYHHUTE XapaKTePUCTUKU Ha Maclia, MOJy4eHH OT ceMeHaTa Ha Sambucus ebulus,
Coriandrum sativum L. u Silypum marianum L. Ilopaau mone3HuTe UM OHOJOTHYHU
CBOMCTBA T€3M Macia C€ U3IO0JI3BAaT OT F'OJUHU B TPAJUMLMOHHATA MEAUIMHA. Y CTAHOBEHO €
I00pO CHOTBETCTBHE MEXIY JaHHUTE 33 MACTHO KHCEIMHHHUS TPO(QHUI HAa HU3CICIBAHHUTE
npobu nonydenu ot MUY criekTpaimHus aHaIn3 U XpoMaTorpagCKus aHaims.

C  nnaMbuHO-MOHM3ALMOHHA  aTOMHO-a0copOLMOHHA  cnekTpomerpus, MY
CIEKTPOCKONUS U MHAYKTUBHO-CBbp3aHa IJIa3Ma ¢ MacCIEKTPOMETpUs ca XapaKTepU3UpaHu
CBOWCTBaTa Ha OTHAJbYHU HPOAYKTH OT IPOU3BOACTBOTO Ha MacIMHOBO Macio. ToBa
u3cieBaHe JJOKa3Ba BB3MOXKHOCTTA TE3M OTHAABLM Ja ObJAT OMOJ30TBOPEHH B PA3IUYHU
KOMIIO3UTHHU MaTepUalld MM KaTo 100aBKa KbM (Yypa’KUTe B CEJICKOTO CTOMAHCTBO.

JIMNUAHUAT ChCTaB U (PU3UKOXUMMUYHHUTE CBOWMCTBA HA Macila OT IPO3JOBU CEMKH OT
penku copTtoBe rposae ca ompeneneHu ype3 MY u dayopecueHTHa CIEKTPOCKOINHUS, KOETO
MO3BOJIsIBA OBP30 M YAOOHO MACHTU(UIIMPAHE HA HAali-BA)KHUTE KOMIIOHEHTH B M3CIICIBAHUTE
Macina, 0e3 Ja ce Hy)KJIasiT OT TpyAOeMKa IpoOooAroToBka. MacTHO KUCETMHHUS ChCTaB Ha
U3CIEeABAaHUTE Macia € JONBbIHUTENHO u3cieaBaH upe3 MY cnekrpockonus, kaTo ca
PETUCTPUPAHU XAPAKTEPUCTUYHU CUTHAIM 32 OYAKBAHUTE MOHO M IOJIMHEHACUTEHU MAaCTHU
kucenuHu. llomydyeHuTe CHeKTpaaHM pE3yATaTH NOTBBPXKAABAT PE3YJNTATUTE OT Tras-
xpomarorpadckus aHanu3. OTChCTBUETO HA TOKCHYHU €JIEMEHTU B H3CJEIBAHUTE Npodu e
noka3zano upe3 ICP-OES.

[TocpencrBom MY criekTpockomust € u3ciaeBaH ChCTaBa U GPU3HKOXUMHUYHUTE CBONCTBA
Ha MacJia, rmoyrydeHu ot kopuauasp Coriandrum Sativum L u yepen kumuon Nigella Sativa.
[lonydyenn ca JaHHM 3a OCHOBHHUTE KOMIIOHEHTHM Ha M30paHMTE Macjia W HaJIMYUeTO Ha
MUTMEHTH W TPOAYKTH OT OKHCIEHHETO Ha Macjata. JlombjIHUTENHa OLEHKa U
NOTBBPKAABaHE HA U3MEPEHOTO KUCEITMHHO YHMCIIO Ha MPOOUTE OT Maciara € MojlydyeHa upes3
u3cie/BaHe Ha CIEKTpajHaTa UBHUIlA 3a XUAPOKCHUIIHATA Ipyla MpU pa3iIMyHHU pa3pexaaHus
Ha U3CJIEIBAaHNUTE Maca.

W3nom3BaHn ca MHCTPYMEHTAJIHM M CIEKTpaJHU MeToau  ((ryopecleHTHa
cnekTpockonust 1 MY cniekTpockonusi) 3a U3cjae/iBaHe Ha ChCTaBa Ha CIBHUOTIJIEOBU Macia,
ChIbPXKAIIM pa3jIMYHUd JI00ABKM OT TPUPOJEH TMPOM3XOA, UENSIIM TMOTUCKaHE Ha
OKHUCJIUTEITHUTE Mpolecu (Macio oT OOCHJIeK, Macjio OT PO3MapuH U Maciio OT PHUTaH).
OCHOBHHMTE KOMIIOHEHTH Ha U3CJEIBAaHUTE CMECU ca XapakTepusupanHu nocpeactsoM UY u
'H gaMmPp cnexkrpockonus. CHumaneTo Ha SIMP cnektpute € u3BbpmeHo Ha HactosieH SIMP
CIIEKTPOMETBp, KOETO € yno0eH M HaJeKIeH MEeTOJ, KOWTO He H3UCKBA CIeIHaiHa
npobonoaroroska. Criopes mojsydyeHUTE pe3yiaTaTd U3MOJI3BAHETO Ha TaKMBa JO0OABKU BOJAU
710 TIOBHUINIABaHE HA OKHUCIUTENHATa CTa0MJIHOCT Ha MacjaTra, W3IMOJ3BaHU B XPaHUTEIHO-
BKycoBara npomunuieHocT. Jlanuute or MY cnektpure Ha m3cieaBaHUTe MpoOM MOKa3BaT
KOpeJanusi MeX,1y HaOJIt01aBaHUTe XapaKTePUCTUYHU UBUIM U TEOPETUYHO OYaKBAaHUTE.
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C momomra Ha MY criekTpocKomnus € W3BBPIICHA OlIleHKa Ha (YHKITMOHAHHS ChCTAaB Ha
npobu ot Spirulina or pasznuyHuM abpkaBu. Pa3zpaOoOTEHUSAT MeETON IO3BOJISIBA JIECHO
orpesensaHe Ha (QYHKIIMOHATTHUTE KOMIIOHEHTH B U3CJEIBaHUTE MPoOH, 6e3 HeoOX0auMOoCTTa
OT MPOIBJDKUTEIIHA XUMHUECKHA MeToIu 3a ananu3. B MU criekTpuTe Ha U3CieIBaHUTE IPOOH
ca YCTAaHOBEHM XapaKTEPUCTUUHU CIEKTPAJHU MBUIM 33 OYAKBAHUTE OCHOBHU KOMIIOHEHTH.
VYcTaHOBEeHM ca MalKM pa3IMyYHUs B KOHLEHTPALMUTE Ha NPOTEMHH M BBIVIEXHJPATH B
pasIUYHUTE U3CIIEABAHU IPOOH.

W3cnensan e chcraBa Ha erepudyHo Macio ot Satureja Kitaibelii Wierzb. ex Heuff.,
IIOJTy4eHO B paiioHa okouio rp. Ilnesen. Macnoro e ekcrpaxupaHo ¢ anapart Ha KieBuHIKbp U
aHAJM3UPAHO MTOCPEICTBOM I'a30Ba XpoMaTorpadusi B KOMOMHAIUS C MACCTIEKTPOMETPHSI.

B chTpynHUYECTBO C APYrH CIEHUAIUCTH € pa3paboTeH yaoOeH MEeTo] 3a OIeHKa Ha
cpabppkanneTo Ha Capsaicin u Dihydrocapsaicin B ueTupu Buaa ObArapckd COPTOBE YYLIKU
Capsicum annuum L. mocpenctBom BHcOKoe(eKTHBHa TedHa Xpomarorpaduss ¢ YB
nerekuus. M3cnenBaneTo e HayajaHa CTHIIKA KbM ITBJIHOTO OXapaKTepU3upaHe Ha U30paHHUTe
COpPTOBE M OILIGHKA Ha IMOTEHLUHMAJIHOTO M3IMOJI3BAaHE Ha TE3UW pACTeHUs 3a HYXKIUTE Ha
(bapmarieBTUYHATA TPOMUIILIEHOCT.

Paspaboren e HOB MeTo 3a ompezeisHe Ha Biperiden B TBbpau sekapcTBeHH GopmH,
Yype3 M3MOJI3BaHEe Ha BHCOKOe(EeKTHBHA TeuHa Xpomatorpadus ¢ YB nerexkuus. Metonast
M03BOJIsIBA OBP30, TOYHO U HAJICKIHO ONpEACIITHE Ha JIEKapCTBOTO B TabieTHa (opma, Kato e
MO-1A/SI 3a M3I0JI3BaHaTa Xpomarorpacka KOJOHA B CPABHEHHME ChC ChIIECTBYBAILUTE
METOJIU B IUTEpaTypara.

Hayuynure nmpunocu Ha ac. Anekcanabp I[IpmieB mMat ¢yHIaMEHTalIeH W HAyYHO-
INPUIIOKEH XapakTep M MOraT Jia ce OTHecaT KbM KaTeropuMTe HOBOCT 3a HaykaTa MU
oboratsiBaHe Ha HAyYHOTO MO3HAHUE.

B nombnHeHue KbM HayuyHaTa akTMBHOCT Ha ac. IIbmieB TpsOBa ga ce oTOenexu u
y4JacTue B 8 W3cie0oBaTeICKH MPOEeKTH - €auH MexxayHapoieH npoekT BG-RRP-2.004-0003-
CO01 ,,VU3cnenoBarencko Bucuie yuunuuie: Menuunacku ynusepcurer-Ilnesen, punancupan
oT EBpornenckus cpr03 U 7 yHUBEPCUTETCKM NpoekTh Ha MVY-Ilnesen m MY-Bapna. Kem
MaTepuaianTe 3a KoHkypca A. IIbpiieB npeacrtass u yuactue B 4 HaydHU (JOpyMH B UyKOUHA U
10 — B bearapusi.

CLoTBeTCcTBHE ¢ MUHHMAJIHATE HAITHOHAJIHY H3NCKBAaHHUA 32 3aeMaHe HA
aKaJeMHUYHATA JJIbKHOCT ,,JOIEeHT*

Cnopen mnpencraBeHata OT KaHaujaatra ac. Asekcanabp [IblieB crpaBka, HaydyHaTa
NPOAYKIUSI HATBJIHO ChOTBETCTBA HA M3MCKBAHMATA 32 3a€MaHE Ha aKaJIeMUYHATa JUIbKHOCT
,,JJOITEHT",

» Tlokazaren A: JlucepraloHeH TPy 3a MPUCHKIAHE HAa 00pa3oBaTelIHAa M Hay4Ha
CTeneH ,,JOKTop*
,»PE€aKIIMM Ha MOHOLMKIECHHM aHXUAPUJIA C I[HUKIWYHU HMUHU — METOJ 3a CHHTE3 Ha
JTIMACTEPEOMEPHU XETEPOIOIUIMKICHU CheIMHEHU“ - 50 TouKu



» Tlokazarenu B: XaOunuranuoneH Tpy1 — MOHOTpadust
,Cunmez u ouonoeuuna axkmusnocm Ha Hoeu DPP-IV unxubumopu ua ochoéama Ha
benzofal] xunonusuounosama cucmema’ - 100 ToUkH

» ITlokazarenmm [': Hayynu mnyOnukanmm B H3JaHUS, KOWTO ca pedepupaHd u
WHJCKCUPAHW B CBETOBHOM3BECTHH 0a3W NaHHU C HayyHa uHMopmanus (camo
Scopus 1 Web of Science)
13 6pos cTaTuu, OT KOUTO:
16p.cQ1
2 6p.c Q2
6 6p. c Q3
4 6p. c Q4
OO6musT 6poit Touku no nokazatenu I' e 203 npu MuHuManHu usuckBanus ot 200 TOUKH.

» Tlokazarenu [I: [lutupanus B Hay4YHU H3AaHUS, MOHOTpa(UH U KOJICKTHBHA TOMOBE U
NaTeHTH, peepupaHy U UHICKCUPAHU B CBETOBHOM3BECTHH 0a3M JaHHU C HayYyHa
uHpopmanus (camo Scopus u Web of Science)

[IpencraBenu ca 25 nurupanus — 50 Touku

3AK/IIOYEHUE

Anekcanabsp I[IpmeB e qoOpe MOATOTBEH, ChC COOCTBEHM WJICH y4Y€H B O0JIacTTa Ha
OopraHu4yHaTa XUMHsI, KAKTO U U3TPAJICH MPerogaBaTel.

[IpernensbT 1 aHAU3BT HA TIpEACTaBEHUTE OT ac. A. [IblIeB JOKYyMEHTH U MaTepUaH 1Mo
0o0siBEHUsI KOHKYpC TIOKa3Ba, 4Y€ T€ OTroBapsAT Ha BCHUYKH 3aKOHOBM W3HCKBAHHUS 3a
npua0O0UBaHe HA aKaJeMHYHATA ITBXKHOCT ,,JOLIEHT .

Bb3 0cHOBa Ha U3NI0KEHOTO MO-TOpPE, AaBaM CBOSITA MOJIOKUTENIHA OILIEHKA W Mpeajiaram
Ha HayuyHoTto xypu na npuchau Ha ac. Anekcanabp IIbiieB, A.X. akageMHUHaTa IIBXKHOCT
,»JOIEHT 0 ,,Oprann4Ha Xumus’™’ B mpodecHoHaTHO HampaBieHue 4.2 XuMHUUECKH HAyKH, 3a
Hyxaute Ha Pakynrer @apmanus, MenuuuHcKk yHUBepcuTeT-11neBen.

25.03.2025 1.

Ha ocHoBaHume un. 59 or 33N4

npod. Aurenuna CTOSHOBA, 1.X.
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Information about the procedure

| present this review as a member of the Scientific Jury, according to the Order No.
1771/17.12.2024. of the Rector of the Medical University-Pleven and the decision of the
Scientific Jury from 05.02.2025 in a competition for the academic position of “Associate
Professor” in specialty “Organic Chemistry”. The only candidate in this competition is
Assistant professor Alexander Svilenov Pashev.

The candidate has submitted all necessary documents arranged in compliance with the
requirements of the Act on the Development of the Acadernic Staff of the Republic of
Bulgaria (ADASRB) and the Rules for the Development of the Academic Staff of MU-Pleven
for attaining the academic position of “Associate Professor”.

Brief information about the candidate

Assist. Alexander Pashev was born in 1990. In 2014 he received a bachelor's degree in
“Engineering Chemistry and Advanced Materials” and in 2015 he acquired master's degree in
“Medicinal Chemistry” from the Faculty of Chemistry and Pharmacy, Sofia University “St.
Kliment Ohridski”.



In the period 2015-2019 he was a doctoral student at the Department of Organic
Chemistry and Pharmacognosy, Faculty of Chemistry and Pharmacology of Sofia University
“St. Kliment Ohridski” with scientific supervisors Assoc. prof. Elena Stanoeva and Assoc.
prof. Nikola Burdzhiev.

In 2024, A. Pashev defended his PhD thesis at Sofia University “St. Kliment Ohridski”
entitled "Reactions of monocyclic anhydrides with cyclic imines - a method for the synthesis
of diastereomeric heteropolycyclic compounds™ and was awarded the PhD degree in Organic
Chemistry.

Teaching activities

Alexander Pashev has teaching experience at MU-Pleven for a total of 9 years (4
years part-time and 5 years full-time assistant) which includes the following: exercises and
seminars in Organic Chemistry for students majoring in Pharmacy - a mandatory subject in
the curriculum for 2" year students, 11l and IV semesters; Pharmaceutical Analysis for
students majoring in Pharmacy - a mandatory discipline in the curriculum for 4™ year
students, VII and VIII semesters; and Chemistry for students in specialty Medicine -
Bulgarian and English language training.

The candidate's academic work-load at MU-Pleven for the last four years is a total of 1786
hours.

A. Pashev has been actively involved in the development of laboratory exercises and
seminars in Organic Chemistry for students from the Faculty of Pharmacy, as well as in the
creation and equipment of the teaching and research laboratories in Organic Chemistry.

Assist. Pashev supports and supervises the students research work in the Scientific
Laboratory of Organic Chemistry at the Faculty of Pharmacy. With his help, students have
participated in 5 different scientific events in Bulgaria. He invests energy and enthusiasm to
motivate students to get involved and to join in research projects. As a result, two articles with
students authorship have been published in international journals with IF (International
Journal of Molecular Sciences and MolBank).

The teaching work of A. Pashev was highly evaluated by the students vote and he was
awarded twice - in 2021 and 2022 with the award “Most Outstanding Teacher” at MU-Pleven.

Scientific research activity

The relevant materials submitted by Alexander Pashev for participation in the
competition for “Associate professor” include:

PhD thesis abstract

Monograph

13 research publications, not used in PhD thesis

Participation in 8 research projects

Participation in 14 scientific forums

All presented materials correspond to the topic of the competition.



The monograph “Synthesis and biological activity of new DPP-IV inhibitors based on
the benzo[a]quinolizidine system” is written on 104 pages and includes 138 references. The
presented monograph is undoubtedly in the field of present competition, continues and further
develops the findings of the candidate's dissertation work and is dedicated to: Targeted
synthesis of benzo[a]quinolizidine inhibitors of the enzyme DPP-IV, obtained by reaction
between monocyclic anhydrides and substituted 3,4-dihydroisoquinolines; Application of an
appropriate group of instrumental methods (IR, NMR, elemental analysis) for structural
characterization of the target-derived new compounds, designed for possible therapy of
diabetes 2; Study and evaluation of the inhibitory activity of the newly obtained compounds.

Alexander Pashev presents 13 publications for this competition - 5 of them are in
journals with an impact factor (total IF=8), the rest are referred and indexed in Scopus and/or
Web of Science. The total impact factor of all articles by A. Pashev, including those in the
dissertation, is 12.883.

All scientific articles are on the topic of the competition and are co-authored with
specialists from various research areas, which is evidence of the candidate's ability to conduct
and synchronize valuable research in multidisciplinary teams.

The scientific and applied research achievements of A. Pashev are in the field of
Organic chemistry and can be summarized as :

* Organic synthesis of heterocyclic compounds.

« Study of the relationship between structure and biological activity of organic
compounds.

* Spectral and chromatographic analysis of organic compounds.

The first of these is a continuation and further development of the topic of the
candidate's dissertation work. Alexander Pashev realized a successful research transition -
from a very good knowledge of the various methods for the synthesis of
benzo[a]quinolizidine ring containing compounds, to the development of a new method for
the preparation of diastereomeric benzo[a]quinolizidine derivatives and their O- and S-
analogues and to a new task - directed synthesis of [1,4]thiazino[3,4-a]isoquinolines with
potent inhibitory properties toward the enzyme DPP-IV.

Using in vitro analysis, the DPP-IV inhibitory activity and cytotoxicity of the
synthesized molecules were studied. Through geometry optimization and molecular docking,
the relationship between the structure and biological activity of the targeted compounds was
established. An assessment of the binding energy and the expected interactions between the
selected compounds and the active center of DPP-IV was made. Calculations using the
computer DFT method for the relative stability of the cis- and trans- diastereomers are in
accordance with the obtained experimental data.

The assumptions about the possible inhibitory effect of the synthesized compounds are
confirmed, with one of them showing inhibitory activity in the micromolar range. Achieving
the correct drug formula needs the optimization of many factors, and the results obtained by
A. Pashev are the basis for the further synthesis of new DPP-1V inhibitors with a
[1,4]thiazino[3,4-a]isoquinoline ring.

The efforts of obtaining compounds with potential biological activity led to synthesis
of a target compound not described in the literature so far — 9,10-dimethoxy-4-oxo-1-phenyl-



1,3,4,6,7,11b-hexahydro-[1,4]thiazino[3,4-a] isoquinoline-1-carboxylic acid using the
reaction of 6,7-dimethoxy-3,4-dihydroisoquinoline with phenyl-substituted thiodiacetic
anhydride. A convenient and simplified method for obtaining the required starting anhydride,
compared to the one reported in the literature, has been proposed. The structure of the
synthesized compound has been confirmed by a combination of spectral methods (IR and
NMR spectroscopy) and elemental analysis.

Another significant point in the achievements of assistant A. Pashev is the
characterization of various organic substances of natural or synthetic origin using modern
instrumental methods. The physicochemical characteristics of oils obtained from the seeds of
Sambucus ebulus, Coriandrum sativum L. and Silybum marianum L. have been studied using
spectral and instrumental methods (IR spectroscopy, fluorescence spectroscopy, gas
chromatography with mass spectrometry, elemental analysis, etc.). Due to their beneficial
biological properties, these oils have been used for years in traditional medicine. The data
regarding fatty acid content from IR spectral analysis correspond to those of chromatographic
analysis.

Flame ionization atomic absorption spectrometry, IR spectroscopy and inductively
coupled plasma with mass spectrometry have been used for characterization of olive meals.
This study shows the potential of utilizing such waste product as an additive to livestock
fodder and compost materials.

The lipid composition and physicochemical properties of grape seed oils from rarely
grown varieties of grapes were determined by IR and fluorescence spectroscopy, which
allows for quick and convenient identification of the most important components in the
studied oils, without the need for laborious sample preparation. The fatty acid composition of
the studied oils was additionally studied by IR spectroscopy, and characteristic signals for the
expected mono- and polyunsaturated fatty acids were recorded. The obtained spectral results
confirm the results of the gas chromatography analysis. The absence of toxic elements in the
studied samples was proven by ICP-OES.

The composition and physicochemical properties of oils derived from coriander
Coriandrum Sativum L and black cumin Nigella Sativa were studied by IR spectroscopy. The
main components, pigments and oxidation products of the selected oils were investigated.
Additional assessment and confirmation of the measured acid value of the oil samples was
obtained by studying the characteristic peak for the hydroxyl group at different dilutions of
the studied oils.

Instrumental and spectral methods (fluorescence spectroscopy and IR spectroscopy)
were used to study the composition of sunflower oils containing various additives of natural
origin (basil oil, rosemary oil and oregano oil) aimed at suppressing oxidative processes. The
main components of the studied mixtures were characterized using IR and ‘H NMR
spectroscopy. The recording of the NMR spectra was performed on a benchtop NMR
spectrometer, which is a convenient and reliable method that does not require special sample
preparation. According to the results obtained, the use of such additives leads to an increase in
the oxidative stability of oils used in the food industry. The data from the IR spectra of the
studied samples show a correlation between the observed characteristic peaks and the
theoretically expected ones.



Using IR spectroscopy, the functional composition of Spirulina samples originated
from different countries was evaluated. This method allows for easy determination of the
functional groups in the studied samples and short time for chemical analysis. Characteristic
spectral peaks for the expected main components were established in the IR spectra of the
studied samples. Small differences in the concentrations of proteins and carbohydrates were
estimated in the different studied samples.

The composition of essential oil from Satureja kitaibelii Wierzb. ex Heuff., obtained
in the area around the city of Pleven, was studied. The oil was extracted with a Clevinger
apparatus and analyzed by GC/MS.

In collaboration with other specialists, a convenient method for assessing the content
of Capsaicin and Dihydrocapsaicin in four Bulgarian Capsicum annuum L. varieties of
peppers using high-performance liquid chromatography with UV detection has been
developed. The study is a preliminary step for the characterization and assessment of the
potential utilization of these plants inthe pharmaceutical or foodindustries.

A new method for the determination of Biperiden in solid dosage forms has been
developed using high-performance liquid chromatography with UV detection. The method
allows for quick, reliable and simple fast, accurate and reliable determination of the drug in
tablet form, while being safer for the chromatographic column used compared to other
reported methods.

The scientific contributions of Alexander Pashev have a fundamental and applied
nature and can be characterized as new findings and research with potential application.

A. Pashev demonstrates project activity: he is a participant in 8 research projects - one
international project BG-RRP-2.004-0003-C01 "Research University: Medical University-
Pleven”, funded by the European Union and 7 university projects of MU-Pleven and MU-
Varna. In addition to the materials for the competition, A. Pashev also presents participation
in 14 scientific forums, of which 4 abroad and 10 - in Bulgaria.

Fulfilment of the minimal criteria national requirements for the academic
position “Associate Professor"*

According to the documents and materials submitted by the candidate, Assist.
Alexander Pashev, the scientific production meets the requirements for the academic position
“Associate Professor”.

» Indicator A: Doctoral thesis Dissertation for PhD degree
“Reactions of monocyclic anhydrides with cyclic imines - a method for the synthesis of
diastereomeric heteropolycyclic compounds™ - 50 points

» Indicators B: Habilitation work - Monograph
“Synthesis and biological activity of new DPP-IV inhibitors based on the
benzo[a]quinolizidine system” - 100 points



» Indicators (I'): Scientific publications in journals that are referenced and indexed in
world-famous databases of scientific information (Scopus and Web of Science)
13 articles, of which:
1 paper with Q1
2 papers with Q2
6 papers with Q3
4 papers with Q4
The total number of points for indicators (I') is 203 with a minimum requirement of 200
points.

» Indicators (J1): Citations in scientific journals, monographs and collective volumes
and patents, referenced and indexed in world-renowned databases of scientific
information (Scopus and Web of Science)

25 citations are presented — 50 points

CONCLUSION

Alexander Pashev is a well-prepared scientist in the field of organic chemistry, with
his own ideas, as well as an accomplished teacher.

The review and analysis of the documents and materials submitted by Assist. A.
Pashev on the announced competition shows that they meet all requirements for taking up the
academic position of “Associate Professor”.

Based on the above, | give my positive assessment and propose to the Scientific Jury,
Assistant Professor Alexander Pashev, Ph.D. to be elected for the academic position
“Associate Professor” in “Organic Chemistry”, professional field 4.2 Chemical Sciences, for
the needs of the Faculty of Pharmacy, Medical University-Pleven.

25.03.2025

Ha ocHoBaHue un. 59 ot 33N14

Prof. Angelina Stoyanova, Ph.D.



