FOzo3anaoen ynusepcumem ,,Heopum Puncku”

PEIIEH3USA

Ha MPEJCTAaBEHUTE TPYAOBE 3a yuacTue B KOHKypc, o0siBeH ot KO3V , Heodur
Puncku” B IppkaBen BectHUk Opoit 37 ot 07.05.2021 r. 3a 3aemaHe Ha
akajgemuuHata anwsxHocT JJOLEHT no Tlpodecnonanno HanpasieHue 4.2.
»XAMUYECKA HAYKU", Hay4YHa CIEUUATHOCT ,,OpraHnyHa XuMus*

Penensenr: gou. n-p Hapexna Bacunesa Mapkosa,
NHcTuTyT o oprannyHa XUMHusi ¢ HEHTHp no puroxumusi-bAH

EauncTBeH KaHauaar B oOsiBEHUsT KOHKypc € rJ.ac. A-p Mas I'eopruesa
Youxkosa ot FOrozanazaen ynusepcurer ,,Heodut Puncku’.

[IpencraBeHusAT 3a ydacTHe B KOHKypca KOMIUIEKT MaTE€pHald € B ITbJIHO
cproTBeTCTBUE C uU3UCKBaHusAtTa Ha 3PACPH u IlpaBunHuka 3a HEroBoTO
NPUJIOKEHUE W OTroBaps Ha Kpurepuute Ha IOrozamajgeH yHHBEPCHUTET
,Heodut Puickn” 3a 3aemaHe Ha akajeMu4HaTa JIBKHOCT (AJ]) “momeHT.
Bcuuku Matepuany 1o KOHKypca ca MOJATrOTBEHW MHOTO CTapaTeIHO, HAIrJIeAHO
U B JIETaliid, CbC CHOTBETHUTE JOKA3aTEJICTBEHW MATEpUAIM U HE OCTaBAT
HUKAaKBO CBbMHEHHE OTHOCHO TsXHata JocToBepHocT. CrnpaBkara 3a
U3MBJIHCHUETO Ha MUHUMAJHUTE HAIlMOHAIHU M3UCKBaHUA 3a [IpodecnonanHo
HanpasieHue 4.2. ,,XuMUYECKU HAyKu*, mpu 3aemaHe Ha AJl ,,I0LIEHT" oKa3a,
ye TI. ac. A-p Masg YoukoBa H3MBIHSABA, & MO HAKOM OT TMOKA3aTEIHUTE
CBIIIECTBEHO HAJIBUINIaBa, HEOOXOAWMHS MUHUMayieH Opoi Touku. [logpoben
aHaJiM3 Ha HAyKOMETPUYHUTE Moka3arenu e najaeH B Paznen Il.

l. Kpamku buoepaghuunu oannu 3a kanouoama

I'nn. ac. n1-p Mas YoukoBa 3aBbpIiliBa BUCIIETO cU oOpa3oBanue mpe3 2000 r. B
Orozamanen ynmBepcuter "Heodput Puicku"-bnaroesrpan, «baeTo ce
auruioMupa ¢ oopaszoBarenHo-kBanmpukanmonHa crenen (OKC) ,,Maructsp 1o
xuMus“‘. HermocpeacTBeHo ciiesn ToBa T NocThlBa B HCTUTYT O MOJEKYIsIpHA
ouonorus — BAH, kpnero paboTu KaTo Ja0OPAaHT M XUMHK-CHEIUATUCT MPe3
2000-2002 1. m 2005-2008 r. B mepuoma 2002-2006 r. xaHmumaTkara e
JOKTOpPaHT IO JOKTOpcKa mporpama ‘“buoopraHvuHa XuMus, XUMHUS Ha
OpUPOAHUTE U (PU3UOJOTUYHO aKTUBHHM BenlecTBa” B FOro3amnaneH yHUBEPCUTET
"Heodut Puncku"-bnaroesrpag mom pbpkoBoACTBOTO Ha mnpod. axH. Llenka
CasoBa MuuikoBa. B 2007 r., ciep ycnenHa 3amura Ha JUCEPTAIlMOHEH TPY1 Ha
tema: “TloslyyaBaHe Ha HOBM MPOU3BOJAHU HA 3aMECTEHU KAHEJIEHU KHCEJIHMHH C
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MOTEHIMAJIHA  OWoJIorMYHa  akTUBHOCT , Mas  YoukoBa  mpuaoOuBa
oOpa3oBaTeqHaTa U Hay4Ha cTereH ,,jokTop‘. IIpe3 2008 r. e uzbpana 3a ,,IJ1.
acucteHT B IOrozamagen ynHuBepcuter "Heodut Puncku"-bnaroesrpan,
KbJIETO MpoABDKaBa ja pabotu g0 MomeHta. Ot 2003 r. mo 2008 r., 1n-p
YoukoBa e mpoBena cnenuaiusanuu no llenTpanHoeBpormneiicka mporpama 3a
obmeH Ha yHuBepcuteTcku noszHanus (CEEPUS) B yHuBepcutetu B YHrapus,
PymbHug u ABcTpusi, KakTo U B YHuUBepcutera ,,Yapn3“, Ilpara, Uexus mno
nporpama Erasmus+.

Ts e wien Ha Cpbro3a Ha yyeHuTe B bbarapus, kakto u Ha EBpomneiickoro u
bbirapckoTo nentuiHu IpyKecTBa.

Il.  Xapaxmepucmuxa ma nayunama u Hay4HO-NPUNIONCHAMA NPOOYKYUS
Ha Kanouoama
1. MyoaukanmuoHHA KeHHOCT U HMTUPYEMOCT
-p M. YoukoBa e chaBTOp Ha 47 HAy4YHU TPYJa, KaTto 4 OT TAX ca BKIIOUYEHU
B JMCEPTALIMOHHUSA TPY/l HA KaHJIMJaTKaTa 3a npuaoOruBaHe Ha oOpa3oBaTeIHaTa
M Hay4Ha CTereH ,,TokTop®. OT Te3u nmyosukamnuu 28 (60%) ca B pedepupanu B
Scopus u Web of science penomupanu crnimcanus, nomagamu B kBaptuim Q1-Q4,
9 ca B criucanus ¢ SJR, HO 6e3 umnakT dakrop, 1 € B Obarapcko crnucanue 0e3
umnakt dakrop u 18 ca B cOopHunu ¢ matepuanu Ha KoHpepeHuu. OomusT
uMMakT (akTop Ha crucaHusTa € 25. B 13 or HaydyHuTe CTaTHM C KBApPTUIU B
pedepupanu cnimcanust A-p YoukoBa € KopeclnoHaupall aBTop, a B 14 ¢ nbpBu
aBrop. ToBa e moBeue OoT JOOBP MOKa3aTed 3a MEH, J0Ka3Ball Y€ JTUYHUAT U
MIPUHOC B MPEJICTABEHUTE HAYyYHU M3ceABaHus € OezcrnopeH. Pasnpenenenuero
Ha 28-Te cTaThuy 1Mo KBapTUJIM Ha CIIMCAHUATA, B KOMTO Ca MyOJIMKYBaHHU € KaKTO
cienBa: B cnucaHusi oT kareropusita Ql — 4 6p., B cniucanus Q2 — 4 Op., B
cnucaaust Q3 — 10 6p., B ciucanust Q4 — 9 Op. bpost Ha 3abens3anuTe HUTATH
BbpXy myonukaruure ¢ 280 cwrimacHo Google scholar (h-unmexc = 8) u 175
ceriacHo Scopus (h-ungekc = 7). Ta3u CTOMHOCT € IMOKa3aTejaHa 3a BHCOKa
Hay4Ha NPOJYKTUBHOCT, ChU€TaHa C IIMPOK OT3BYK B JIUTEpaTypara.
3a ydactre B KOHKypca 3a ,,JoieHT", A-p YoukoBa e u3bpana 38 HayuyHU
Tpy/Zla, BCHUKUTE MO TeMaTa Ha HACTOSIIMS KOHKYpC. IleT oT TsAX, paBHOCTOWHU
Ha XaOWJINTalMOHEH TPY/, ca BKiIroYeHH B ['pyna mokazarenu ,,B“. B uetupu ot
Te3W CTAaTUH, KaHJWJaTKaTa € IMbPBU aBTOP, a B JIBE € aBTOP 3a KOPECIOH ICHIIHS
U OCHOBEH W3MBJIHUTEN Ha wu3cienBanuara. CraTtuure, TPUPABHEHU Ha
XaOWIUTAalIMOHEH TPy ca MYyOJMKYBaHM B PEHOMHPAHU MEXKIyHAPOIHU
CIMCaHus, KaTo ABe oT TAX ca B QI crimcanus, enHa € B Q2 cnyMcaHue U JIBE ca B
Q3 cnucanusa. C Te3u nyOauMKalUM KaHAWAATKAaTa HAIMBIHO YAOBJIETBOpSBA
u3nckBanusiTa Ha ui. 20 or 3PACPbB u npaBunnuka na O3V ,,Heodut Puncku”
3a HEroBoTo npuioxenue. Ocrananure 33 MyOJUKALMK, C KOUTO Ca U3IIbIHEHH
n3MCKBaHuATa Ha ['pyna nmokazaremu ,,I™, cpI10 ca MO Temara Ha KOHKypca H
NpPEACTAaBIT  W3CJEIBaHUSA, CBBbP3aHU CbC  CHUHTE3a,  HU30JHUPAHETO,
0XapaKTEPU3UPAHETO U OMOJOTMYHATA AKTUBHOCT HA MPUPOJHU ChEAUHEHUS U



JEKApCTBEHU CPEACTBA, KAKTO W U3BEXKJAHE HA 3aBUCUMOCT CTPYKTypa-
OWonoruyHa akTUBHOCT. Te3u wu3cineBaHus ca OT OCOOEHO 3HAaYEHUE 3a
MEIUIMHCKATa XUMHUSI U OuoJiorusiTa. PasnpeseneHneTo Ha CTaTUUTE BKIIIOUEHU
B ['pyma mnoxkaszarenu ,[* Mo KBapTWIM Ha CHOUCAHUATA, B KOUTO ca
nyOJUMKyBaHM, € KaKTO clie[Ba: eaHa nyOnukauus e B crnucanue Ql, 3
nyonukanuu ca B Q2 crimcanus, 5 - ca B Q3 crnmcanus u 7 6pos myOJauKaIuy ca
B Q4 cnucanus. C Te3n mNyOIMKallMM ca YIOBJIETBOPEHW M HAAXBBPJICHU
n3uckBanmsaTa 3a MuUHUMyM oT 200 Ttoukm (mocturatu ca 230 T.). B
MaTepuanute 1mo konkypca (I'pyma mokaszarenu ,,J1°) e mpegcraBeH crmuchbk oT 57
Op. muTaTH MO SCOPUS Ha paboTUTE 3a ydacThe B KOHKYypcCa, C KOETO ca
nocturHaty 114 Toykm W Taka, MOBEYE OT JBYKPAaTHO Ca HAJBUILIEHU
M3UCKBaHUSTAa 3a MUHUMYM OT 950 TOUKM MO Ta3u rpymna MoKa3arenu. 3a
pelieH3upane mpueMaM BCUYKuTe 38 HayYHH MyOJUKallMU, MPEACTaBeHH OT TJI.
ac. 1-p Mas HoukoBa 3a y4acTue B HACTOAIINS KOHKYPC.

J-p YoukoBa € mpeacTaBWiIa JOCTaThbUYHO JIAHHU U YOeAUTETHH
JoKazarescTBa 3a 48 yyacTusi B HaydHH POpyMH U 3 y4acTus B JIETHU YUUITUIIIA.

2. Y4yacTue B IPOEKTH U MPENoJaBaTe/JCKa 1eHHOCT.

EnnoBpeMeHHO ¢ HaydyHaTa CU U MPENnojaBaTesicka JerHocT a-p Youkosa e
aKTUBEH YYaCTHHMK B pa3paOOTBAaHETO M M3IIBIHEHUETO HAa HAYYHH MPOEKTU U B
00Oy4eHHETO Ha JUIUIOMAHTHU U JOKTOPaHTU. Ts € ppKOBOIUTEN HA JIBa MPOEKTA
— B KOHKYpC Mnaou yuenu 2011 xvm ®oun ,,Hayunu Uscnenpanus’ (OHU) Ha
MOH wu B 03V ,Heodput Puncku”. YyacTtHuk e B uetupu npoekra kbM OHU
(nBa OoT KOMTO B JByCTpaHHO cbTpynHuuectBo ¢ OPI' u Pycus), B TpuHagecer
BBTpEIIHO puHaHcupanu npoekTu Ha FO3Y ,Heodut Puncku” u equn 1oroBop
¢ Janssen Pharmaceutica, benrus. Ot 2013 mo 2014 r. 1. ac. Mas YouxkoBa €
ydacTBasia kaTo ekcrepT B mpoekT Ha MOH 3a akryanusupane Ha ydyeOHUTE
nporpamu B [Ipupono-matematudecku (axynrer va O3V ,,Heodput Puncku®, B
CBOTBETCTBUE C M3UCKBAHUATA HA Na3apa Ha Tpynaa. Jl-p HoukoBa uMa U MHOTO
YCIIEIIHO y4YacTUEe KaTO aKaJeMUYeH HAaCTaBHUK B TpuUTe (a3u Ha MNPOEKT
,»CTyaeHTcku mpaktuku Ha MOH. B pesynrar Ha ToBa, KaHaujaaTKaTa
HaJIXBbpPJsl MHOTOKPAaTHO M3UCKBaHUATAa 3a IMpoekTHa aeiHoct (I'pyna
nokasaren ,,E*), cerimacuo [IpaBuiHuKa 3a pa3BUTHE HA aKaJeMUYHHS ChCTaB B
O3V ,Heodut Puncku* — npu MunumanHu uzuckBanus 30 T. TS € TOCTUTHAIA
285 T.

I'n. ac. Mas YoukoBa B3eMa MHOIO aKTUBHO y4yacTue B OOydyeHHUE Ha
CTyleHTU U AokTopaHTu. IIpe3 2012 r. T4 e Ouia KOHCYATAaHT Ha JOKTOPAHT
JIto6omup Huxonos I'eoprues ot O3V ,,Heodut Puncku” (H. p-1 npod. aAxH.
Ilenka MwuiikoBa), a BIOCIEJACTBHE, KAaTO TJIABEH AaCHUCTEHT TS € Hay4deH
PBKOBOIMTENI Ha JAOKTOpaHT boiika MwunagnHoBa CrTolKoBa, C TeMa Ha
JUCEPTAIIMOHHUS TPYA: ,,HOBM MpOM3BOIHM HA aHTUMUKPOOMAITHU areHTU 10
Hay4yHa crneuuanHoct , OpraHnyHa XuMmus , 3amureHa npe3 2017 r.
PBKOBOACTBOTO Ha AOKTOPAHT JI0Ka3Ba Mo OE3CHOpeH HauMH, ue I-p YoukoBa



MpPUTEKaBa BUCOKA KOMIETECHTHOCT, OPTaHW3aTOPCKH KAadeCTBA M CIIOCOOHOCT
J1a IPOBEXkJAa CAMOCTOSITETTHO M J1a PHKOBOJIU CTOMHOCTHU W3CIIEIBAaHUS J10CEra
u B Opaemie. Ot 2008 1. 10 2020 r. T € Hay4YeH PHKOBOJMUTEI Ha BIIeUAT/ISBAII
Opoit numimomanTd — 35 Ha Opoif, karo 19 OT TAX ca 3alUTWIM JUIJIOMHA
paboTa 3a mpuaoOuBaHe Ha oOpa3oBaTeldHa CTENeH ,,0aKkbiaBbp™, a 16 — 3a
,Maructep®. IIpe3 2005 u 2006 r. ri1. ac. Mas YoukoBa € Ouia KOHCYJITAHT MpU
U3pabOTBaHETO Ha JAWILUIOMHA paboTa 3a nIpuaoOMBaHe Ha oOpa3oBaTeiIHa
CTEIIEH ,,0aKbJIaBBP‘ HA ABAMA IUIUIOMAHTH OT CHELUATHOCT ,, XUMUA .

Karo rn. ac. mo oprannmuna xumus B O3V ,Heodpur Puncku” n-p Mas
YoukoBa BOAM JIGKIIMOHHU KYpPCOBE Ha CTYJACHTH C OOpa3oBaTeliHa CTENEH
,0aKalaBbp“ W ,,MarucThp* MO AUCHUIUIMHUTE: ,,bUOOpPraHNMYHA XUMHS",
,»Creponau®, ,,.ChbBpEMEHHM METOAM B OpPraHWYHMUS CUHTE3", ,, XUMHS Ha
XETEPOLMKIICHUTE ChEAUHEHUA, ,,XUMHS Ha IPUPOJHUTE CBHEAUHEHUA U
,-KoMmOuHaTtopna xumusa“. Kanaumarkara e B3ena JeHHO ydacTUE B
pa3pabOTBaHETO Ha MHOXKECTBO y4e€OHHU MPOrpamMu 3a CTYJEHTH - OakajlaBpu U
MarucTpu, kato: “OCHOBM Ha KO3METHYHATa XUMHsS ,“BTOpUYHH MEeTaOOIUTH
Ha jedeOHuTe pacteHus’, ,,Crepounn’, ,,XuMUs Ha MPUPOJHUTE ChEIUHEHUS ",
“BropuuHu MeTabOIMTH Ha JiedyeOHHUTE pacTeHus“ u ,buomnomumepu” 3a
cnennanHocture "Xumua' wu  ‘‘MeaunumHcka xumusa‘‘. Karo dact ot
IpernojjaBaTeyckara i JIeWHOCT € U HEHHOTO y4acThe B KOJEKTHBA, pa3paboTuil
o011 ydyeOeH IJIaH Ha JOKTOpaHTcKaTa mporpama mno OpranudHa xumud. J-p
YoukoBa € Hay4YeH PBKOBOJUTEN IO MAarucTbpcka mporpama - ’buonorn4Ho
AKTUBHU BEIIECTBA U JIEKAPCTBEHU CPEICTBA'.

I1l.  Ocnosénu  npunocu 6  Hayunama,  HAYYHO-NPUNLOJCHAMA U
npenoodasameicka 0eUHoCcm Ha KaHouoama
Hayuynure tpynoBe Ha rin. ac. a-p Mas YoukoBa ca Ha BHCOKO HAay4dHO
HUBO,0TTOBApsT Ha TEeMAaTHKaTa Ha KOHKypca M ca B 00JacTTa Ha OpraHUYHaTa
xuMmus. B moBeueTro OoT HaydHHWTE MyOJIMKAIMKA Ca W3MOJ3BaHM KOMOMHUpPAHU
EKCIIEpUMEHTATHU  (CIIEKTPOMETPUYHM W OWOJOTHYHH)  METOAM  3a
oXapakTepu3upaHe W M3MUTBAHE Ha M3CIeABaHUTE chenuHeHus. [IpoBegeHuTe
MPOYYBAHUS MOTAT J1a C€ OTHECAT KbM KaTErOPUUTE HOBOCT 3a HAayKaTa, KaKTO U
oborarsiBaHe Ha HAyYHOTO TIO3HAHUE, KAaTO W3ACHSIBAT CTPYKTypara W
OMOJIOTMYHOTO JEHCTBHE HA MHOKECTBO OPTaHMYHU MOJIEKYJIH W JICKAPCTBEHU
Cpe/CTBa.
Hayunurte npunocu Ha A-p YoukoBa MoraT Ja ce Tpynupar B CICIHUTE JBE
HaTpaBICHUS:
A. Cunme3 na opeanuuHu CbeOUHEHUA C NOMEHUUATHA OUONOCUYHA
aKmueHoCm
B. Cnexmpogpomomempuunu u3cnedsanus na HOGOCUHmMEIUPAHUME
CbeOUHEHUS 6DPXY eH3UMU



[lo nvpeomo nanpaenenue W3CieABaHUATA CAa CBBP3aHU C XUMHYHUTE
TpaHchOopMalMK, CTPYKTYPHO OXapaKTepU3UpaHE W MOTEHIHUATHA OUOJIOTHYHA
AKTUBHOCT Ha MPUPOJHU CHEIUHEHUS, IPOU3BOIHUA HA KaHEJeHATa KUCEIHA U
MOJTU(HUIIMPAHH JIEKapCTBEHU cpezcTBa. [let Hayynu myOnukaruu (nyoar. 1, 9,
13, 16 u 20) ca mMoCBEeTEHH Ha CHHTE3a, AHTHOKCHJAHTHATa W aHTHBHPYCHA
aKTUBHOCT HA 3aMECTEHM KAHEJICHU U XUJIPOKCUKAHEIICHU KUCEIMHU C aHaJI03U
Ha ankaiouja rinaynuH. CHHTE3MpaHM ca HOBH I[IMHAMOWJIAMUIU 4Ype3
CBBbp3BaHe Ha JBa (papmakodopa - MMHAMOWICH (pparMeHT U rinaynuH. Jlumncara
B TJIaylHa Ha (yHKIMOHATHA Tpyla, ydacTBamla B o0pa3yBaHETO Ha aMHIHA
Bpb3Ka € JOBeNa J0 HEOOXOAMMOCT OT Moaudukamus — MojlyyaBaHe Ha 3-
AMUHOTJIAYIIMH W TO-PEaKTaHTHUS 3-aMUHOMETWITJAyllMH, OT KOWTO ca
MOJYYEeHH aMUU HA 3aMECTEeHU KaHellieHU (KaHeseHa, (hepysioBa, CHHAIIOBA, 0- U
p-KYMapoOBHU) KHCEIWHU. BCHYKHM TECTBaHM ChEIWHEHHUS IOKa3BaT MO-BUCOKA
AHTUOKCUJAHTHA  AKTUBHOCT, B  CpaBHEHME C [JayuMuHa ©  3-
aMUHOMETWITJIAYIIMHA, HO TMO0-CJIa0 aHTUPAJAUKAIOB €(PEKT B CPaBHEHHE ChC
CbOTBETHUTE XHUJAPOKCHUKAHEIEHH KHceluHU. OT IpPOBEACHHUTE TECTOBE 3a
AHTUBHUPYCHA aKTUBHOCT CTaBa YCHO, Y€ BCHUYKHU XHJIPOKCUIIMHAMOMWIAMUAN Ha
rJlayluHa Moka3BaT 00ellaBallo aHTUBUPYCHO JIEUCTBHE CPEILy peITUKAIMITa
Ha puHoBupyca HRV-14.

Jpyra rpyna nyonukamuu (nyon. 10, 13, 20 u 36) ca mocBeTeHH Ha
MOJIy4aBaHETO U AaHTUOKCUJAHTHATA AKTUBHOCT HA aMMHOKHCEIIMHHU aMUJU Ha
rJIayouH. 3a MbPBU BT Ca MOJYYEHH CEpUsi OT aMUHOKUCEIMHHU aMUIU Ha 3-
AMUHOMETWITJAyIMH W Ha JIB€ HOBM TIJIAYUMHOBU MPOU3BOAHU YpE3 TpPH
CBbP3aHU KOMIIOHEHTAa. TAXHOTO TMOJIy4aBaHE € CBBP3aHO C JOM'BIHUTEIHO
Moauduirpane Ha QeHUIATAHUI-3-aMUHOMETHITIIAYIIMH C XUIPOKCUKAHEIIEH!
KHCeIUHU ((epynoBa WIM CHUHAIOBA), KAaTO pE3yJATaTUTE OT TECTOBETE 3a
aHTHpAJNKATOBa aKTUBHOCT TOKa3BaT, ue N-cuHanoun-QeHmIaTanmnI-3-
AMUHOMETWITJIAYIIMH €  T0-aKTMBEH OT  M3MO0JI3BAaHUTE  PePEpPeHTHH
AHTHOKCHUIAHTH (C M3KJTFOUCHUE Ha CHHAIIOBA KMCEIMHA U KBEPLICTHH).

[TomyyeHn ca amMuIM Ha 3aMECTEHU KaHEJICHH KHUCEIMHU C apoOMaTHU
(TMpaMHH, TPUNITAMHUH, AONAMHUH U 2-peHuaeTrIaMuH) u anupaTHu (N-XenTaH,
N-xexkcaH W n-OytaH) MoHoamMuHU. Pa3zpaboTeHu ca 1aBa HOBH MeETonIa 3a
MoJlydyaBaHe Ha Te3W aMUAU - 4Ype3 NpWwiaraHe Ha YITPa3ByKOBO- WU
MHUKPOBBJIHOBO-aKTHBHpaHa peakiuss Ha Wittig. M3crnenBana ¢ w TsaxHaTa
aHTUpPAIUKAIOBa, AHTUMUKpPOOHA M  AaHTHUBUPYCHa akTuBHOCT. IlouTH
MOJIOBUHATA OT CUHTETUYHUTE aMHJIA Ca MO-aKTUBHU OT CBOOOJHUTE KUCEITUHU
cpemty ['pam-nionoxuTennu 6akrepuannu mamone, a N-OyTUinHaMOMIaMu] €
aKTUBEH U Cpelly JBa eHTepoBupyca - nonuoBupyc tum | (LSc-2ab) wu
kokcakuBupyc Bl (CV-B1). Te3u uscnenBanusi ca ONMCAaHU B OCEM OT CIIHCHKA
¢ myOnukaryu Ha 1-p Youkosa (nyoa. 4, 9, 11, 16, 18-20 u 22).

HoBocunresupanu ca cepudn oT: 1. AMHAM Ha KaHEJEHATa,
XUJIpOKCHKAHENeHaTa, (epyaoBaTa M CHUHANoOBaTa KHUCEIMHH C TMPUPOAHH U
CUHTETUYHH  amuHOKucenuHu; 2. N-XuapokcuruHamMown amMuad  Ha



bayopupann amuHOKapOOKcWiIHU KucenwHw; 3. Tpu aMumaHM TPOW3BOIHU Ha
XUJPOKCUKAHEICHH KHCEIIMHU C DIIMIMH-ChIbPKAIl OKCa30JI0B NPBCTEH (2-
aMUHOMETHI-OKCa3oi-4-MeTikapookcunar); 4. AMuUIu Ha  CHHaIoBa/
depynoBa KucenuHa ¢ HEMPUPOAHATa AMUHOKApOOKCUITHA KUCETUHA 2-aMUHO-3-
(6enzo[b]troden-3-ui) npomnaHoBa KUcennHa; 5. bpoMupanu mpow3BOIHU Ha
(E)-N-1iuHaMOMIIaMUHOKHUCEIMHHU aMHIU C TIOMOIITa KakTO Ha ,,3€JIeHU"
COHOXUMUYHO MOAM(PUIMPAHU METOJU, Taka M Ype3 KOHBEHIIMOHAJIHO
Opomupane; 6. XuapOKCUIIMTHAMOWI aMHUINA C OJIUTOTIETITUIA Ype3 TBhPI0ha3eH
CHUHTE3, KaTo € MW3CJIEABAHO TIXHOTO aAHAITETHYHO, AHTUMHUKPOOHO,
AHTUBUPYCHO, AHTHOKCHUJIAHTHO W aHTUTBOWMYHO JeiicTBue. CHHTE3BT W
M3MHUTBAHUATA 32 OWOJOTWYHA AKTUBHOCT HA IOJYYCHUTE IPOU3BOJTHU Ca
pasrienanu B myonmkanuu 3, 7-9, 11, 12, 14-17, 21, 24 u 30.

[Tomy4yeHn ca cepuu OT HEMPHUPOIHH W MPUPOTHO CPEIIAHH €CTEpU Ha
3aMECTCHM  KaHEJICHW  KHUCETWHW  4Ype3  XeTeporeHHa  TEYHO-TBBpIa
Moudunrpana peakius Ha Wittig, KakTo 1 MEKPOBBIHOBO aKTUBUPAHE MEXKTY
(kapboankokcuMeTi1)-Tpu@eHwIPocPOoHNEBU  XaNOTeHUIM U (HEHOIHH
annexuan (nyon. 6). [To mogudumpana MeToIMKa, ONKMCAHa B JIMTEpaTypaTa €
OCBILECTBEHO TMPEBPBIIAHETO HA JIBE 0-aMUHOKAPOOKCHJIIHM KHUCEITUHU B
CHOTBETHUTE  AMHUHOAJIKOXOJIM W  TOCJENBAIIO  eCTepUPHUIUpPAHE  C
XHJIPOKCUKaHEIeH! (CHMHAIoBa U (epysioBa) kuceauHu. [IpoBeaeHusar in vitro
CKPUHUHT TOKa3Ba, Y€ XUAPOKCUIIMHAMOWJ aMHIWTE JEMOHCTPUpAT IO-HUCKA
AHTUPAIUKATOBA AKTUBHOCT OT CHOTBETHHUTE CBOOOIHU XHIAPOKCUKAHEICHH
KHCEJIMHA (M3M0JI3BaHM KaTo pedepeHTu), HO TMO0-BUCOKAa OT Ta3u Ha
Xuapokcunuaamarute (nyo.. 33).

Jpyr cpiiecTBEH MOMEHT B PUHOCHTE Ha IJl. ac. Mas YoukoBa e cBbp3aH
ChC CHHTE3WpPAHETO W Momudukanuara Ha JIEKApCTBEHH  CPEICTBA
(IpOTUBOTPUIIHA U cpelnry OoJjiecTTa Ha AJxaiiMep) ¢ pa3iMyHd TPUPOJHH
KUCEIIMHN ¥ aMUHOKUCEIIMHU, MMOCPEACTBOM XUOPHUEH TMOXOJ] 32 KOBAJICHTHO
cebp3Bane (nyon. 5, 27, 29, 32, 35 37 u 38). Te3n wuscmeaBaHus ca
peIu3BUKaHU OT HapacTBalllaTa PE3UCTEHTHOCT HA ITUPKYJIHUPAIIUTE YOBEIIKH
IIIaMOBE KbM MPOTHUBOTPUITHUTE JIEKAPCTBA, B PE3YJITAT HA KOETO e(PUKACHOCTTA
Ha MOHOTEpamuaTa ¢ TIX CTaBa CWIHO orpaHudeHa. [lomyuenu ca: 1.
[IpousBognn Ha N-XHIPOKCHUIIMHAMOWIAMHUAN C TMPOTHBOTPUITHUTE areHTH
aMaHTaJuH,  pHUMAHTaJUH W  OCCITAMHBHUpP,  IIOKa3Balld  BHCOKA
aHTUpPAJUKAIOBaTa aKTUBHOCT; 2. [Ipon3BOMHM Ha aMUHOKHCEIMHHH aHAJIO3H
(TMpO3WH, XWUCTHUIWH, AaclapariHoBa W TJIyTaMHHOBA  KHCEIMHH) C
IPOTUBOTPHUITHUTE JICKAPCTBA OCEITAMHUBHP, aMaHTAJMH M pPUMaHTAAWH, 3.
ITpousBoanu Ha N-amamantan-l-kapObokcamuau c 1,6-TMaMUHOXEKCAaH, KOUTO
IPOSIBSABAT CHJIHA aHTHOAKTEpPHAHA W TMPOTHBOTBOMYHA AKTHBHOCT (OCOOCHO
N,N’-Ouc-anamanTtan-1-kapOokcaMuabT Ha 1,6-1MaMHUHOXEKCaH). 4,
[Ipow3BogHM Ha KOJKHEBAa KHUCEIWHA C MPOTUBOTPUITHUTE JIEKapCTBa
aMaHTaJH, PUMAHTAJMH W OCEJITAMUBHP, OT KOWTO KOJDKWIKApOaMaThT Ha
pUMaHTaJHA TPOSBSIBA HAW-BUCOKA aKTUBHOCT cpelry [ pam-TIOoIOKUTEITHU U



['pam-oTpunarenHu OaKTepHaIHM IIAMOBE, KaKTO W CpEIly MAaTOT€HHU I'bOU
(Candida albicans). 5. MeMaHTUHOBH XHOPHIU CHhC 3aMECTCHH KaHEIHH
KucenuHu, karo N-cumHanmowyiamMuIbT HA MEMaHTHHA MOXE Ja Ce pasriexia
€IHOBPEMEHHO KaTO pajJMKaji-yjaBsll W oOellaBail HeBPONPOTEKTUBEH areHT
npu OosiecTTa Ha AJxaiimep.

[lo emopomo mnayuno mnanpaenenue TPUHOCUTE HA KaHIUJATKATA
BKJIIOYBAT  CIEKTPO(DOTOMETPUYHU  U3CIEABAHHWA HA  HOBOCHHTE3UPAHU
ChEIMHEHUS] BBHPXY CH3UMH, y4yacTBalllM B Tpolleca HAa MeJTaHOreHe3aTa H
SH3UMHOTO mokadeHsBaHe. M3cnenqBaHo € WHXHOUTOPHOTO JneiicTBue iN Vitro
BBPXY €H3MMa THPO3WHA3a HA TOJIUXHIPOKCH CIS—CTHIIOCHHU, KaTO aHaJO3HW Ha
KaHeneHata kucenuHa. OT  HampaBeHUst OHWOJOTHMYEH CKPUHUHT  Ha
CUHTETUYHHUTE TPOU3BOJHH CTaBa SICHO, Y€ T€ MPHUTEKABAT TPOUHO OMOIOTHYHO
JCCTBHE, BKJIIOYBAIIO ATHOKCHIAHTHA, NPOTHBOIBOMYHA M THPO3WHA3ZHO
MHXHOUWpaIa akTUBHOCT, KaTO ChUETaBaHETO Ha JiBa papmakoopHU PpparMeHTa
BOJM 10 3HAYUTEJHO MOBMIIEHHE HAa AKTUBHOCTTA B CPAaBHEHHME C Ta3M Ha
UHIUBUAYATHUTe KoMmMmnoHeHTH (ny6n. 2). TlpoBemeHH ca H3MNUTBaHHUS 3a
TUPO3WHA3HATa MHXUOMpAIlla aKTUBHOCT IN VItr0 Ha aMUHOKUCEITUHHUTE aMUIH
Ha TJIayIUH U XUJIPOKCUIIMHAMOWII-(DeHWIATaHWI-3-aMUHOMETHIITJIAYIIUH 4pe3
MoupuLupan fonaxpom Meros (¢ n3nonsBane Ha L-DOPA karo cyGcTpar) u e
HaMEpeHo, 4e Hail-oOelaBalsaT TUpPO3MHa3eH MHXUOUTOp € N-depynou-
GernnananmI-3-aMuHOMEeTHITIayH (ny6a. 36). HampaBeHo e mpoydyBaHe U
BbPXY  THUPO3WHA3HO  HMHXHOHWpamara  akTUBHOCT  IN Vitro  Ha
XUIPOKCUIIMHAMOWJIAMUIM C apOMAaTHA aMUHU H  CHOTBETHHTE UM
AMUHOKHCEIIMHHYU TpeamecTBeHUIM (nyon. 24) v XUAPOKCUIIMHAMOMIAMHUIH C
MPOTUBOTPHUIIHKU areHTH (ny6.. 5). 3a M3BekIaHe HA 3aBUCHMOCTTA CTPYKTypa-
OHMOJIOTUYHO JEHCTBHE, € W3CIeaBaHO IN VItr0 MHXMOMpANIoOTO ACHCTBUE HA
cepus OT cuHTeTHYHHU trans-N-1mHaMonI ¥ XHIPOKCHUIIMHAMOWII aMHIU BHPXY
€H3MMa @-TJIIOKO3HW/a3a, BbB BPB3KA C PA3IMYHMU 3a00JIABaHUS, BKIIOYBAIIH
3axapeH auaber Tun 2, pak, XMB wu Bupycen xematutr ot tun B u C.
VY CcTaHOBEHO €, Ue XUJIPOKCUIIMHAMOWIAMUIUTE, ChAbpIKAIld aMUHOKHCEJINHATA
MPOJIMH 3HAYUTEITHO HHXUOMPAT IITIOKO3KIa3HaTa aKTUBHOCT (ny6s. 26 u 34).

C.  Kpumuunu benedxcku u npenopvku
Hsmam xputnunu Oenexku. EIMHCTBEHO OMX OKypaxwia Objaemiara Joil.
YoukoBa 3a IMOBEYE CaMOUYyCTBHE INpU H300pa HA CIHCAHHs, B KOWTO Ja
nyOJIMKYBa CBOMTE HAYYHH M3CJICBAHUSI.

D. 3axmouumenno cmanosuwe.

B konkypca 3a 3aemane Ha A/l ,mouent®, ra. ac. A-p Mas YouxkoBa e
IpeicTaBuiia TOCTaTbueH Opoi HayYHU TPYAOBE, MyOJIMKyBaHU B pedepupaHu
MEXIYHApOJAHHU CIUCAHUS C UMIAKT ()aKTOp M MMIIAKT PAHT, KOUTO HAITBIHO
CbOTBETCTBAT Ha Temara Ha koHkypca, Ha 3PACPb u nHa cneunduunute
m3uckBaauss Ha FO3Y | Heodbutr Puwicku” 3a HEroBoTo MNPHIIOKEHHUE.



[IpeacraBeHata HayyHa MpPOAYKLUMS JIOKazBa MO OE€3CIOpeH  HauMH
KOMIIETEHTHOCTTa Ha KaHJIWJATKAaTa Ja IPOBEXKAA CAaMOCTOATEIHO M 1A
PBKOBOJIM CTOMHOCTHM H3ciieABaHus B Obaemie. IlocturHature pesynrata B
Hay4yHO-U3CIEeA0BaTelICKaTa W IpernojaBaTelCKaTa W JEHHOCT, KakTO H
ydacTusiTa ¥ B pelula HayyHU NMPOEKTH U (opyMmu, odepTaBaT npoduia Ha
TAJIAaHTIMB MJaJ U 3a1bJI00YEH YYEH, C SICHO O(POpPMEHH H3CIEAOBATEICKU
MHTEPECU U MOCTHKEHUS B 00JIaCTTa HA CUHTETUYHATa U MEAUIMHCKATa XUMUSL.
Cnen ananu3a Ha TpEICTaBEHUWTE B KOHKypca MaTepuann U Ha Oa3ara Ha
OTJINYHUTE MU JIMYHU BIEYATIICHUSA, HAMUPAM 3a OCHOBATEIHO Ja J1aM CBOSTA
MOJIOKUTENHA OLEHKAa U yOEeIEeHO Ja riacyBam c ,,J1a 3a u300pa Ha TIJl. ac. J1-p
Mas I'eoprueBa YouxkoBa Ha A/l ,moueHt* no [IpodecronanHo HampaBiieHUE
4.2. ,, XUMUYECKHU HAYKHU ', HAyYHA CIIEHHAIHOCT ,,OpraHn4Ha XUMHS .

16.09.2021 2. Peyenzenm:
/mont. 1-p Hanexxna MapkoBa/
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Reviewer: Assoc. Prof. Dr. Nadezhda Markova,
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Academy of Sciences

The only candidate in the announced competition is Senior Assistant Professor
Dr. Maya Georgieva Chochkova (South-West University "Neofit Rilski).

The set of materials submitted for participation in the competition is in
full accordance with the requirements of the Law for the development of the
academic staff in Republic of Bulgaria and the Regulations for its
implementation, the Rules for the conditions and the order for acquiring
scientific degrees and for occupying academic positions and meets the specific
criteria of South-West University "Neofit Rilski" for taking the academic
position of “Associate Professor”. All competition materials have been prepared
very carefully, clearly and in detail, with relevant supporting materials and leave
no doubt as to their authenticity. The report on the implementation of the
minimum national requirements under Art. 2b of the Law for the development
of the academic staff in Republic of Bulgaria for Professional field 4.2.
"Chemical Sciences”, when taking the academic position of “Associate
Professor”, shows that the candidate fulfills and by some of the indicators
significantly exceeds the required minimum points. Detailed analysis is given
below, Section II.

l. Brief biographical data of the candidate

Senior Assistant Professor Dr. Maya Chochkova has completed her higher
education in 2000 at the South-West University "Neofit Rilski"- Blagoevgrad,
where she graduated with a Master's Degree in Chemistry. Immediately after
that she joined the Institute of Molecular Biology - BAS, where she worked as a
laboratory assistant and chemist-specialist in 2000-2002 and 2005-2008. In the
period 2002-2006 the candidate was a PhD student in the PhD program
"Bioorganic Chemistry, Chemistry of Natural and Physiologically Active
Substances" at South-West University "Neofit Rilski"-Blagoevgrad under the
supervision of Prof. DSc. Tsenka Savova Milkova. In 2007, after successful



defense of her PhD thesis on the topic: "Preparation of new derivatives of
substituted cinnamic acids with potential biological activity”, Maya Chochkova
obtained the educational and scientific degree "Doctor". In 2008, she was
elected as "Senior Assistant Professor” at South-West University "Neofit
Rilski"-Blagoevgrad, where she continues to work until now. From 2003 to
2008, Dr. Chockova has conducted specializations under the Central European
Exchange of University Knowledge (CEEPUS) program at universities in
Hungary, Romania and Austria, as well as at Charles University, Prague, Czech
Republic under the Erasmus+ program. She is a member of the Union of
Scientists in Bulgaria as well as the European and Bulgarian Peptide Societies.

I1.  Scientific and applied production characteristics of the candidate
1. Publication activity and citation

Dr. Chochkova is a co-author of 47 scientific works, 4 of them are included
in the PhD thesis of the candidate for obtaining of the educational and scientific
degree "Doctor". 28 (60%) of these publications are refereed in Scopus and Web
of science reputable journals falling into quartiles Q1-Q4, 9 are in journals with
SJR but without impact factor, 1 is in a Bulgarian journal without impact factor
and 18 are in conference proceedings. The total impact factor of the journals is
25. In 13 of the articles with quartiles in refereed journals, Dr. Chochkova is a
corresponding author, and in 14 she is the first author. This is more than a good
indicator for me, proving that her personal contribution to the research presented
Is indisputable. The distribution of the 28 articles by quartiles of the journals in
which they were published is as follows: in Q1 journals - 4 items, in Q2 journals
- 4 items, in Q3 journals - 10 items, in Q4 journals - 9 items. The number of
citations noted on the publications is 280 according to Google scholar (h-index
= 8) and 175 according to Scopus (h-index = 7). This value is indicative of a
high scientific productivity combined with a wide response in the literature.

For participation in the competition for "Associate Professor”, Dr.
Chochkova has selected 38 scientific papers, all on the topic of this competition.
Five of them, equivalent to a Habilitation thesis, are included in Group
indicators "B". In four of these papers, the candidate is the first author, and in
two she is the corresponding author and main performer of the research. The
Habilitation-equivalent articles have been published in reputable international
journals, two of them are in Q1 journals, one is in Q2 journal and two are in Q3
journals. With these publications, the candidate fully satisfies the requirements
of Art. 2b of the Law for the development of the academic staff in Republic of
Bulgaria and the Regulations of South-West University "Neofit Rilski" for its
implementation. The remaining 33 publications, which fulfilled the requirements
of Group indicators "G(I')", are also on the topic of the competition and present
research related to the synthesis, isolation, characterization and biological
activity of natural compounds and drugs, as well as the evaluation of structure-
biological activity relationships. This research is of particular relevance to



medicinal chemistry and biology. The distribution of articles included in Group
indicators “G(I") by quartiles of the journals in which they are published, is as
follows: one publication is in a Q1 journal, 3 publications are in Q2 journals, 5
are in Q3 journals and 7 publications are in Q4 journals. With these
publications, the minimum requirement of 200 points is met and exceeded (230
points achieved). A list of 57 citations according Scopus was submitted in the
competition materials of the competition papers (Indicator Group “D”), which
achieved 114 points and thus the minimum requirement of 50 points for this
indicator group is more than twice exceeded. | accept for review all 38 scientific
publications, submitted by Assist. Prof. Dr. Maya Chochkova for participation in
this competition.

Dr. Chochkova has included in the materials enough data and sufficient
evidences for 48 participations in scientific forums and 3 participations in
summer schools.

2. Participation in projects and teaching.

Along with her scientific and teaching activities, Dr. Chochkova is an active
participant in the development and implementation of scientific projects and in
the training of graduate and PhD students.

She is the leader of two projects - in the competition Young Scientists 2011
at the Scientific Research Fund (SRF) of the Ministry of Education and Science
of Bulgaria and at the South-West University “Neofit Rilski”. She has
participated in four projects at the National Research Fund (two of them in
bilateral cooperation with Germany and Russia), thirteen internally funded
projects at the South-West University “Neofit Rilski” and one contract with
Janssen Pharmaceutica, Belgium. From 2013 to 2014 Maya Chochkova
participated as an expert in the project of the Ministry of Education and Science
of Bulgaria for updating the curricula at the Faculty of Science and Mathematics
of the South-Westn University "Neofit Rilski”, in accordance with the
requirements of the labor market. Dr. Chochkova has also very successfully
participated as an academic mentor in the three phases of the "Student Practices"
project of the Ministry of Education and Science of Bulgaria. As a result, the
candidate exceeds many times the requirements for project activity (Group of
indicators "E"), according to the Regulations for the Development of Academic
Staff at South-Westn University "Neofit Rilski"- with minimum requirements of
30 points she has reached 285 points.

Assist. Prof. Maya Chochkova takes a very active part in the training of
students and PhD students. In 2012, she was a consultant of PhD student
Lyubomir Nikolov Georgiev from the South-West University “Neofit Rilski”
(Supervisor Prof. DSc. Tsenka Milkova), and subsequently, as a senior assistant
professor, she was a scientific supervisor of PhD student Boyka Miladinova
Stoykova, with the topic of the PhD thesis: "New derivatives of antimicrobial
agents". The supervision of a PhD student proves in an indisputable way that Dr.



Chochkova possesses high competence, organizational skills and ability to
independently conduct and supervise valuable research so far and in the future.
From 2008 to 2020, she has supervised an impressive number of graduate
students - 35, 19 of whom have defended their "Bachelor” theses and 16 —
“Master” theses. In 2005 and 2006 Assist. Prof. Maya Chochkova was a
consultant in the elaboration of theses of two students from the specialty
"Chemistry",

As a Senior Assist. Prof. in Organic chemistry at the South-West University
“Neofit Rilski”, Dr. Maya Chochkova teaches lecture courses to students with
Bachelor's and Master's degrees in the following disciplines: bioorganic
chemistry, steroids, modern methods in organic synthesis, chemistry of
heterocyclic compounds, chemistry of natural compounds and combinatorial
chemistry. The candidate has actively participated in the development of
numerous curricula for undergraduate and graduate students, such as:
'Fundamentals of Cosmetic Chemistry', ‘Secondary Metabolites of Medicinal
Plants', 'Steroids’, ‘Chemistry of Natural Compounds', ‘Secondary Metabolites of
Medicinal Plants' and 'Biopolymers' for the '‘Chemistry’ and 'Medicinal
Chemistry' specialties. As part of her teaching activity, she also participated in
the team developing the general curriculum of the PhD program in Organic
Chemistry. Dr. Chochkova is the scientific supervisor of the Master's program -
"Biologically Active Substances and Medicinal Products".

[1l.  Main scientific, applied and teaching contributions in the activities
of the candidate
The scientific works of Asist. Prof. Dr. Maya Chochkova are of high scientific
level, correspond to the theme of the competition and are in the field of Organic
chemistry. In most of the scientific publications combined experimental
(spectrometric and biological) methods are used for characterization and testing
of the studied compounds. The studies performed can be attributed to the
categories of novelty for science as well as enrichment of scientific knowledge
by elucidating the structure and biological effect of numerous organic molecules
and pharmaceuticals.
The scientific contributions of Senior Assistant Dr. Maya Chochkova can
be grouped in the following two areas:

A.  Synthesis of organic compounds with potential biological activity
B.  Spectrophotometric studies of newly synthesized compounds on
enzymes

In the first area, the research is related to the chemical transformations,
structural characterization and potential biological activity of natural
compounds, cinnamic acid derivatives and modified drugs. Five scientific
publications (Refs. 1, 9, 13, 16 and 20) are devoted to the synthesis, antioxidant
and antiviral activity of substituted cinnamic and hydroxycinnamic acids with



analogues of the alkaloid glaucine. Novel cinnamoylamides were synthesized by
bonding two pharmacophores, a cinnamoyl fragment and glaucine. The absence
in glaucine of an amide bond formation functional group led to the necessity of
modification - preparation of 3-aminoglaucine and the more reactant 3-
aminomethylglaucine, from which amides of substituted cinnamic (cinnamic,
ferulic, sinapic, o- and p-coumaric) acids were obtained. All tested compounds
showed higher antioxidant activity compared to glaucine and 3-
aminomethylglaucine, but weaker antiradical effect compared to the
corresponding hydroxycinnamic acids. From the antiviral activity assays
performed, it is clear that all the hydroxycinnamoylamides of glaucine show
promising antiviral activity against HRV-14 rhinovirus replication.

Another group of publications (refs. 10, 13, 20 and 36) describe the
preparation and antioxidant activity of amino acid amides of glaucine. For the
first time, a series of amino acid amides of 3-aminomethylglaucine and of two
new glaucine derivatives were obtained via three related components. Their
synthesis involved further modification of phenylalanyl-3-aminomethylglaucine
with hydroxycinnamic acids (ferulic or sinapic), and the results of antiradical
activity assays showed that N-synapoyl-phenylalanyl-3-aminomethylglaucine
was more active than the reference antioxidants used (with the exception of
sinapic acid and quercetin).

Amides of substituted cinnamic acids with aromatic (tyramine, tryptamine,
dopamine and 2-phenylethylamine) and aliphatic (n-heptane, n-hexane and n-
butane) monoamines were obtained. Two new methods have been developed for
the preparation of these amides, either by applying an ultrasound- or microwave-
activated Wittig reaction. Their anti-radical, antimicrobial and antiviral activities
were also investigated. Almost half of the synthetic amides were more active
than free acids against Gram-positive Dbacterial strains, and N-
butylcinnamoylamide was also active against two enteroviruses, poliovirus type
1 (LSc-2ab) and coxsackievirus B1 (CV-B1). These studies are described in
eight of Dr. Chockova's list of publications (refs. 4, 9, 11, 16, 18-20, and 22).

Newly synthesized series of: 1. Amides of cinnamic, hydroxycinnamic,
ferulic and sinapic acids with natural and synthetic amino acids; 2. N-
Hydroxycinnamoyl amides of fluorinated aminocarboxylic acids; 3. Three
amide derivatives of hydroxycinnamic acids with glycine-containing oxazole
ring (2-aminomethyl-oxazole-4-methylcarboxylate); 4. Amides of sinapic
[ferulic acid with the unnatural aminocarboxylic acid 2-amino-3-
(benzo[b]thiophen-3-yl)propanoic acid; 5. Brominated derivatives of (E)-N-
cinnamoyl amino acid amides using both "green" sonochemically modified
methods and by conventional bromination; 6. Hydroxycinnamoyl amides with
oligopeptides by solid-phase synthesis and their analgesic, antimicrobial,
antiviral, antioxidant and antifungal activities were investigated. The synthesis
and bioactivity tests of the derivatives received are described in publications 3,
7-9, 11,12, 14-17, 21, 24 and 30.



A series of unnatural and naturally occurring esters of substituted
cinnamic acids were prepared via a heterogeneous liquid-solid modified Wittig
reaction as well as microwave activation between (carboalkoxymethyl)-
triphenylphosphonium halides and phenolic aldehydes (ref. 6). The conversion
of two a-aminocarboxylic acids to the corresponding aminoalcohols and
subsequent esterification with hydroxycinnamic (sinapic and ferulic) acids was
carried out according to a modified methodology described in the literature. In
vitro screening showed that the hydroxycinnamoyl amides exhibited lower
antiradical activity than the corresponding free hydroxycinnamic acids (used as
references), but higher than that of the hydroxycinnamates (ref. 33).

Another significant point in the contributions of Assist. Prof. Maya
Chochkova is the synthesis and modification of drugs (anti-influenza and anti-
Alzheimer's disease) with different natural acids and amino acids by means of a
hybrid approach for covalent bonding (publications 5, 27, 29, 32, 35, 37 and
38). These studies have been prompted by the increasing resistance of
circulating human strains to anti-influenza drugs, with the result that the efficacy
of monotherapy with them is becoming severely limited. Have been synthesized:
1. N-hydroxycinnamoylamide derivatives with the anti-influenza agents
amantadine, rimantadine and oseltamivir showing high anti-radical activity; 2.
Amino acid analogue derivatives (tyrosine, histidine, aspartic and glutamic
acids) with the anti-influenza agents oseltamivir, amantadine and rimantadine; 3.
Derivatives of N-adamantane-1-carboxamides with 1,6-diaminohexane, which
exhibit strong antibacterial and antifungal activity (especially N,N'-bis-
adamantane-1-carboxamide of 1,6-diaminohexane); 4. Kojic acid derivatives
with the anti-influenza drugs amantadine, rimantadine and oseltamivir, of which
the kojiumcarbamate of rimantadine exhibits the highest activity against Gram-
positive and Gram-negative bacterial strains, as well as against pathogenic fungi
(Candida albicans). 5. Memantine hybrids with substituted cinnamic acids, such
as memantine's N-sinapoylamide, can be considered both as a radical-scavenger
and a promising neuroprotective agent in Alzheimer's disease.

In the second scientific area, the candidate's contributions include
spectrophotometric studies of newly synthesized compounds on enzymes
involved in the process of melanogenesis and enzymatic browning. The in vitro
inhibitory effect on the tyrosinase enzyme of polyhydroxy cis-stilbenes, as
analogues of cinnamic acid, was investigated. From the biological screening
performed on the synthetic derivatives, it is clear that they possess a triple
biological action including antioxidant, antifungal and tyrosinase inhibitory
activity, and the combination of two pharmacophoric fragments results in a
significant increase in activity compared to that of the individual components
(ref. 2). In vitro tyrosinase inhibitory activity assays of the amino acid amides of
glaucine and hydroxycinnamoyl-phenylalanyl-3-aminomethylglaucin  were
performed by a modified dopachrome method (using L-DOPA as substrate) and
the most promising tyrosinase inhibitor was found to be N-feruloyl-



phenylalanyl-3-aminomethylglaucin (ref. 36). A study was also performed on
the in vitro tyrosinase inhibitory activity of hydroxycinnamoyl amides with
aromatic amines and their corresponding amino acid precursors (ref. 24) and
hydroxycinnamoyl amides with anti-influenza agents (ref. 5). To establish the
structure-bioactivity relationship, the in vitro inhibitory effect of a series of
synthetic trans-N-cinnamoyl and hydroxycinnamoyl amides on the o-
glucosidase enzyme was investigated in relation to various diseases including
type 2 diabetes mellitus, cancer, HIV and viral hepatitis B and C.
Hydroxycinnamoyl amides containing the amino acid proline have been found
to inhibit significantly glucosidase activity (refs. 26 and 34)

IV.  Critical comments and recommendations
| have no critical remarks. | would only encourage the future Assoc. Chochkova
for more self-confidence in choosing journals to publish her research in.

V.  Final Opinion

In the competition for the academic position “Associate Professor”, Chief
Assistant Professor Dr. Maya Chochkova has presented a sufficient number of
scientific papers published in refereed international journals with impact factor
and impact rank, which fully correspond to the topic of the competition, the Law
for the development of the academic staff in the Republic of Bulgaria and the
specific requirements of South-West University “Neofit Rilski” for its
application. The scientific output presented, undoubtedly proves the applicant's
competence to perform and to conduct valuable theoretical studies in the future.
The results achieved in her research and teaching activities, as well as her
participation in a number of scientific projects and forums, outline the profile of
a talented young and thorough scientist, with clearly formed research interests
and achievements in the field of synthetic and medicinal chemistry. After
analyzing the materials presented and based on my excellent personal
impressions, | find it justified to give my positive assessment and vote "yes" for
the selection of Assistant Professor Dr. Maya Georgieva Chochkova in the
academic position "Associate Professor” in the professional field 4.2. "Chemical
Sciences", specialty "Organic Chemistry".

16.09.2021 Reviewer:
(Nadezhda Markova, Assoc. Prof. Dr. IOCCP-BAS)



