PEUEH3MUA

Ha OucepTauuMoHeH Tpya 3a npuaobusaHe Ha:

MpunoxeHue 12a

obpasoBaTeniHa U Hay4Ha cTeneH "aokrop"

Hay4Ha CTeneH "AOKTOp Ha HaykuTe"

BSIPHOTO Ce oTbens3Ba
CbC 3Haka "X"

ABTOp Ha AMCepTaUNOHHUA TPYA:

CupuH

CnenmaH

Dxabep

XTMY-Codpous

akag. an.

Hay4Ha cTeneH

nve

npesvme

camunus

MecTopaboTa

Tema Ha AucepTauMOHHUSA TPYA:

CwuHTEe3 1 BruonormyHa akTMBHOCT Ha aHanosau Ha (KLAKLAK):

Hay4yHa obnacr:

4 MpupogHu Hayk1, MaTemaTuka U nHpopmaTmkKa
wnbp HanmMeHoBaHue
MpodrecmoHanHoO HanpaBneHue:;
4.2. XMMUYECKN HayKK
wnbp HanmMeHoBaHue

Hay4Ha cneumnanHocrT:

5moopraquHa XMMna, XuMnUa Ha NnpupoaHnTe U (bI/I3I/IOJ'IOFI/NHO aKTUBHU BellecTBa

UsroTBun peueH3usTa:

npocpecop [OKTOp Metbp Topopos Topopos XTMY
akag. an. Hay4yHa cTeneH nme npesnme damunus MecTopaboTa
1. OKkoMnnNeKToBaHe Ha NPeAOCTaBEHUTE AOKYMEHTH:
A) OncepTaumoHHUAT TPYA U JOKYMEHTUTE MO KOHKypca 4 TOuKM X
CbOTBETCTBAT HanbfHO Ha [NpaBunHuka
B) lokymeHTUTe ca OKOMMMEKTOBaHW, HO HE CbOTBETCTBAT 2 TOuKM
Hanb/IHO Ha N3nMckBaHuATa Ha [NpaBunHuka
B) [lokymeHT1TEe He ca OKOMMIIEKTOBAHWN CbINacHO 0 To4KM
n3ncksaHusaTa Ha lNpaBunHuka
cbC 3Haka “X” ce
oTbens3sa eavH oT
NOCOYEeHUTE OTroBOpU

3agbmKMTENHO Ce ONMCBaT NUNcBaluTe AOKYMEeHTU N HapyLleHnTe CTaHgapTu, ako e oTbenasaH otr. B




MpencTtaBeHUTe 4OKYMEHTM M MaTepuanu No KOHKypca CbOTBEeTCTBaT HanbiHO Ha lMpaBunHuka.

2.YpoBneTBopsiBaHe HA MUMHUMANHUTE U3NCKBAHUA, cbrnacHo lNpaBunHuka:

A) KangngatsT ygosneTsopsisBa MUHUManHuTe nancksanus | 20 TOYKK X
B) KangnpatsT He yooBneTBopsiBa MUHUMaNHUTE 0 TOYKM
N3NCKBaHUS

CcbC 3Haka “X” ce oTbens3Ba
eMH OT NOCOYEHUTE OTrOBOPY

3aabIKUTENHO ce NonbIBa, ako e oTbensasaH oTr. b. AHanuanpa ce ny6nukaluMoHHaTa akTMBHOCT Ha kaHauaaTa. AHanusupa
Ce OT3BYKbT Ha NOCTUrHaTUTE pe3ynTaTtu (LMTupaHus)

MpenctaBeHnTe matepmany U pes3ynTtati HanbHO CbOTBETCTBAT Ha M3UCKBaHWATa Ha 3akoHa 3a
pa3BuTME Ha akageMuyHus cbeTaB B Penybnivka Benrapus u NpasBunHvka 3a HEroBOTO nNpunaraHe
Ha XTMY-Codwms.

MpeacraBeHnTe pesdyntat ca nybGnvkyBaHM B 2 HaydHuM cTaTtum B cnucaHue Molecules ¢ BUCOK
nmnakt gaktop (IF=4.412) n Q1 /Q1=25 Toukwu/, kaTto e 3abenasaH n eanH umtat. [JokrtopaHT CUpUH
Ixabep e B3ena akTMBHO ydactve B 10 Hay4yHM popymMu C MOCTEPHM CbHOOLLEHMS U JoKkNnagu no
TemaTa Ha gucepTaLnoHHUS cn TpyA.

Mokazaten I (ny6nukauuun B cnucanus, pedepupanm B Scopus unu Web of Science) e nsnbnHeH
cbC 50 ToYkM /2 HayyHM nybnukauumu B Q1/, npu nanckyem MuHnMmMym ot 30 TouKM.

3. AKTyanHoOCT Ha TemMarta Ha AUcepTaLuOHHUA TPYA:

A) TemaTa e akTyarnHa 1 HOBa (He ca U3BECTHM pe3ynTaTu no 8 TouKK
Temara oT Apyru aBTopu)

B) TemaTa e akTyanHa 1 ca U3BECTHW pe3ynTaTi no TemaTta oT 6 TOYKK X
Apyrv asTopu

B) Temata He e akTyarnHa, HO ca U3BECTHM pe3ynTaTu Ha Apymm 2 TOYKM
aBTopw

") TemaTa He e akTyarnHa u He ca U3BECTHU pe3ynTaTn Ha apyru 1 Touka
aBTOpPW MO TemaTta

[1) Temata He OTroBaps Ha HUBOTO Ha AMCEPTALMOHEH TPYA 0 TOo4KM

CcbC 3Haka “X” ce
oT6ensa3sa eauH oT
NOCOYEHUTE OTFOBOPU

OueHkaTa 3a AKTyalnnHOCTTa Ha AucepTaunoHHUA Tpya ce apryMmeHTupa 3aabJDKUTENHO

[uncepTaunoHHMAT Tpyn ce OoTHacs OO edHa akTyarnHa 3a OuMoopraHMyHaTa XMMus U XMMUsTa Ha
npupoaHNTE U U3NOMNOINMYHO aKTUBHM BeLLECTBA TeMaTuKa, a MMEHHO Cb3aBaHETO Ha HOBU U
YCBHbBBPLUEHCTBAHETO Ha BEYE U3BECTHM BMOAKTMBHU NENTUAHM MOSEKYX, KAKTO U N3CreABaHEeTo Ha
TAXHaTa OMOMorMyHa aKTUBHOCT, B 4aCTHOCT OTKPMBaHE Ha HOBM aHTMMWKPOOHM nentuam c
NPOTMBOTYMOpPHA aKTUBHOCT. TemaTa 3a aHTUMUKPOOHUTE NeENTUAM C NPOTUBOTYMOPHA akTUBHOCT €
0CcOOeHO akTyanHa B HaluM OHW, TbA KaTo MMa MpPsSIKO OTHOLLEHWE KbM T.Hap. TapretHa Tepanus,
KOSITO € efHa OT Har-HadeXaHuTe Tepanuu Npy oHkozabonaeaHuaTa.




4. No3HaBaHe Ha npobnemuTte, 06EKT Ha U3cneaBaHe B AUCEPTALMOHHUSA TPyA:

A) [JokTopaHTbLT No3HaBa AeTanrnnHo NOCTUrHATOTO OT Apyrn 8 TouKK X
aBTOPM MO TemMaTa Ha gncepTaumsita

B) [JokTopaHTLT No3HaBa YaCTUYHO MOCTUrHATUTE pesynTaTu no 4 TOYKM
Temarta Ha guceprauusaTa

B) [lokTOpaHTBLT HAMa nNpegBapuUTeNHU 3HaHMS 38 CbCTOSTHUETO 0 TOYKM
Ha npobnemuTe B gMcepraumaTa

CcbC 3Haka “X” ce
oT6ensa3sa eauH oT
NOCOYEHUTE OTFOBOPU

3agbmKMTEsHO ce apryMmeHTupa oueHkaTa, ako e oTbensisaH otr. B

OT UANOCTHOTO N3NOXEHME CTaBa SICHO, Ye fokTopaHT CupuH [xabep ce e 3ano3Hana AetannHo ¢
nuTepaTypHUTE CBeAEHNSA NO TeMaTa u cBobogHo 6opasu € TaX.

5. Tun Ha uscnepgBaHuATA:

A) TeopeTnyHu 4 TOuKM
B) MpunoxHun 4 TOuKM
B) TeopeTnyHu C eNeMeHTV Ha NPUIIOXKEHNS 4 TOuKM X

) He oTroBapsaT Ha HMBOTO Ha guceptaumoHeH Tpya | 0 Touku

CcbC 3Haka “X” ce oTbenssBa eauH oT
NOCOYEHUTE OTFOBOPMU

3agbmKuTesnHo ce apryMmeHTupa HMBOTO Ha uU3cnegBaHuaTa, ako e otbensasaH otr. [

OunceptaunoHHMaT Tpya obxBallia Ou3ailH, CMHTE3 W OXapaKTepusupaHe Ha HOBM aHanosu Ha
(KLAKLAK)2, kaTo noTteHumanHu OMOMOrMyHO aKTUBHW CbeaunHeHusi. M3BegeHn ca v BaxHU
3aBUCMMOCTU OTHOCHO Bpb3KaTa CTpyKTypa-OuonormyHa aktMBHocT. ETO 3awo Tuna Ha
n3crneaBaHuaTa morat Aa 6baat kateropusnpaHm Kato TEOPETUYHU C ENEMEHTU Ha MPUIOXEHUS.

6.Llenn Ha nacnegBaHusaTa:

A) PeanucTtnynum n npeacraengasaTt HaydeH W/nnv NpunoxeH 8 ToukM X
NHTEpEeC

B) PeannctnyHu, Ho He npeacTaBnsasBaTt HaydeH U/vnu NPUNnoXeH 3 TOYKM

NHTEpEeC

B) HegocTtuxmmmn (HepeanmcTnyHm) 0 TOYKM

cbC 3Haka “X” ce
oTbensi3Ba eavH oT
Nnoco4YeHuTe oTroBopu

3agbxnTenHo ce oTbensasear uenure. ApryMeHTvpa ce Tvna Ha noctaBeHuTe Lesnu




Ot nutepatypHusaT 0630p cTaBa sicHO, Ye goktopaHT CupuH [xabep ce e 3ano3Hana MHoro gobpe
C nuTepaTypHUTE CBEAEHMSA MO TemaTa U cBoboaHO 6opasu ¢ TaX. Bb3 ocHoBa Ha TOBa TOYHO M SACHO
e copmynupaHa uenTa Ha AUcepTauMOHHUS TPYA M ca onpefenieHn CbOTBETHWUTE 7 3ajauv 3a
n3nbnHeHne. [locTtaBeHuTe uenn Ha npoBeaeHnTe Hay4dHu uscnegBaHua Ca peannucTtuydHu, a
NOCTUTHATUTE Bb3 OCHOBA Ha TAX pe3ynTtat uMaTt 3Ha4ynTeneH Hay4yeH U NnpunoxXeH NHTepec.

7.MeToau Ha uscnegBaHuATAa:

A) AgekBaTHM Ha U3cnegBaHMaTa U NOCTaBeHUTe Luenm 8 TouKM X

B) YacTtnyHo noaxogsawm, AaBalm Bb3MOXHOCT 3a NOCTUraHe Ha 4 TOYKM
4acT OT Hay4YHUTE Lenu u/mnu NpunoxeHs

B) Henogoxoasium metoam 0 TouKM

CcbC 3Haka “X” ce
otbensassa eauH oT
NOCOYEHUTE OTFOBOPU

3agbmxuTenHo ce otbensssat MeToguTe. AprMeHTI/Ipa Cce Tuna Ha n3non3eaHuTe metTogu

Mo Bpeme Ha pa3paboTBaHeTO Ha AucepTaumoHHaTa cu paboTa, JOKTOpaHTa e U3nonasan eauH ot
CbBpPEMEHHUTE METoAM 3a CUHTE3 Ha BMONMOrMYyHO akTUBHM NENTUAW, a UMEHHO TBbPAOMAa3HMA
nentuaeH cuHtes. OT nony4yeHuTe pesynTaTi ctaBa sicHo, Ye CupuH [hxabep e ycsouna 1031 MeTOA
3a nony4aBaHe, KakTo M MOOXOOsLOTO oxapakTepuanpaHe Ha HOBOCUMHTE3VWpPaHWUTE CbeaUHEHUS
/XxngponutuyHa cTabunHocT; onpedensHe Ha brbfla Ha ONTUYHO BbPTEHE; ONpeaernsHe Ha TOYKUTe
Ha ToneHe u Ap./. 3a onpegensHe Ha yacToTaTa Ha MenTuauMTe € u3nonssaHa obpaTHo-hbasoBa
BucokoedekTMBHa TeyHa xpomaTtorpacdpua (RP-HPLC), a 3a pgokasBaHe Ha CTpPyKTypuTe Ha
CbedWHeHUsATa € U3Mnons3BaHa enekTpocnpen noHnsaumoHHa maccnekrpomeTtpus (ESI-MS). Cbwo
Taka ca u3BbplleHu in vitro nacnegeaHns 3a umtoTokcmyHocT (3T3 NRU test), onpepenenun ca u
aHTuUnponudepaTuBHaTa U aHTUMUKPOOHaA akTMBHOCTM Ha NenTuaHuTe aHanosn Ha (KLAKLAK)..

8. MprHOCU Ha AnCepTaLUNOHHUA TPYA;:

A) C TpaeH Hay4eH u/unun npunoxeH OT3BYK, NpeacTasnsiBaT 20 To4YKM X
OCHOBA 3a HOBW HanpaBfieHUs Ha u3cnenBaHns U NPUNOXeHUs

B) MpegcrasnaBaT 3HA4YMM Hay4eH W/ NPUNOXeH MHTEPEC, 16 TO4YKM
3aBbpuiBaT u/mnun obobliaeaTt npeaxoaHn nscnegBaHus

B) MNMpeacTaBnsiBaT Hay4YeH W/unu NpUNoXeH NHTepec 12 TOYKM
M) Jlunca Ha CbLECTBEHU NPUHOCU 8 To4KM
) Jlunca Ha npuHocm 0 TOo4KM

CcbC 3Haka “X” ce
oT6ensa3sa eauH oT
rnocoyeHuTe
OTroBOPMU

3adbIKUTENHO ce oTensa3BaT NpuHocuTe. ApryMeHTpa ce Tuna Ha NoCTUrHaTuTe pesynraTtu

MpuHoCcKUTE B ANCEPTALMOHHMSA TPYA Ca TOYHO U ICHO hopMyrnunpaHu, n morat ga 6baaT o6006LeHn
KakTo cnepnBa:

1. HanpaBeH e Ou3aiH M ca CUHTE3NpaHU U OXapakTepU3MpaHW aHanosn Ha eAuMHUMYHaTa U
yABOeHaTa MOCNeAoBaTENHOCT Ha aHTUMMKPOOHMSA nenTug C AOMbIHUMTENHA NPOTUBOTYMOPHA
aktmBHocT (KLAKLAK)2-NH2 4pes BbBexgaHe Ha HenpupogHute amuHokucenuHu Nle u B-Ala B
NbpBUYHATA MY CTPYKTYPa;




2. HanpaBeH e an3aiH, CMHTe3MpaHn 1 oxapakTepuavpaHn ca BUOKOHIOraTh Ha CKbCEHUTE U YABOEHU
aHanosn Ha eguMHUYHaTa nocregoBaTenHocT Ha aHTUMUKpobHus nentua (KLAKLAK)2-NH2 ¢ BTopu
drapmakopop ¢ AoKasaHa aHTUTYMOpPHa akTMBHOCT 1,8-HadbTanoB aHxuapua u kadeeHa KNCEeNnHa;
3. UscnegeaHu ca aHTMbakTepmanHi CBOMCTBa, aHTUNponudepaTnBeH edekT, LMTOTOKCUYHOCT Ha
BCUYKA HOBOCWUHTE3WpaHW aHano3n un koHworatm Ha (KLAKLAK)2-NHz n ca wnsBegeHu BaxHu
3aBMCUMOCTU CTPYKTYpa-bronornyHa akTMBHOCT;

4. N3cnegBaHa e xuaponuTuyHata cTabunHOCT Ha HOBOCMHTE3MpPaHUTE aHanosn Ha eguHu4YHaTta u
yaBoeHa nocnegosatenHocT Ha (KLAKLAK)2-NHz B npogbmkeHune Ha 72 yaca npv Tpy pasnmynm pH
CTOMHOCTM MMUTUPALUM YCNOBUATA B YOBELUKUA OPraHM3bM U € YCTaHOBEHO, 4Ye BCUYKU
HOBOCUHTE3UPaHN CbeAMHEHUS UMaT NbiHa CTabUNHOCT NpU TeCTBaHUTE YCNOBUS.

9.0ueHKa Ha CLOTBETCTBUETO Ha aBTopedyepaTa c AUCEepTaLMOHHUSA TPyA:

A) MNbnHo cboTBETCTBUE 4 TOuKM X
B) CvoTBETCTBME B OCHOBHUTE YacTu 2 TOuKM
B) Jlunca Ha cbOTBETCTBME B OCHOBHUTE YacTu 0 TOoYKM

CcbC 3Haka “X” ce oTbensnsBa
eQ\H OT NocoYeHUTe
OTroBOpMU

3agbmxuTenHo ce o6ocHoOBaBa oLeHkaTa, ako e otbensasaH otr. B

ABTOpedepaTbT OTroBaps Ha nsnckeaHusaTa Ha lNMpasunHuka Ha XTMY-Codusa 1 oTpassiBa HanmbHO
pesyntatuTe OT NPOBEAEHUTE U3cnenBaHus.

10. YyacTue Ha JOKTOpaHTa NPy NOCTUraHe Ha pe3ynTaTute B AUCEPTALMOHHUSA TPYA:

A) [JOKTOpPaHTBLT MMa NOHE PaBHOCTOMHO yvacTune 8 ToYkM X
B) [JJoKTOpaHTBLT MMa BTOPOCTENEHHO y4acTune 5 ToYKM
B) YyactTneTo Ha AOKTOpaHTa € He3abenexmmo 0 TOo4KM

CbC 3Haka “X” ce oTbensn3Ba
eQ\H OT NocCoYeHUTe
OTroBOpMU

3agbmKMTEsNHO ce npeactaBAT KPUTUHHUTE BGenexku, ako e otbenssaH eauH ot otr. b unu otr. B

MpenctaBeHUAT gucepTauMoHeH TPy € HambllHO AncepTabuneH, ¢ opurMHaneH NPMHOC 3a Haykata
B eQHa MHOro MHTepecHa 1 nepcnekTuBHa 3a NpunoxeHne obnact, KakBaTo € nenTuaHaTa XMMUs.
MonyyennTe pesynTatM ca akTyanHn W wMmaT CbLEeCTBeH HaydyeH npuHoc. [lo Bpeme Ha
pa3paboTBaHeTO Ha gucepTtaumoHHata paborta CupuH [xabep e ycsouna pasHoobpasHM MeToam m
TEXHUKM 3a CUHTE3, aHanu3 n nscnegsaHe, KOUTO Ca TbIKyBaHW MHOro gobpe ¢ pasbupaHe n Ha
[o6bp HaydeH e3nk. Pesyntatute ca npefcraBeHn B 2 HaydHu nybnukaumm B Molecules ¢ Bucok IF
(IF=4.412) n Q1, kaTo e 3abensasaH n eguH untat. Tpabea ga ce otbenexu, Ye 4OKTOpaHTa U B ABETE
nyénukauumn e Ha nbpeo MAcTo. CupuH [xabep e B3ena yyactus B 10 Hay4HV hOpyMU C NOCTEPHU
CcbobLLEeHNs 1 JOKNaamM No TemaTa Ha gnucepTauuoHHUs cun TpyAa.

11. KpuTnyHmM 6enexku:

A) Jlunca Ha KpUTUYHWM Benexku 8 ToYkM

B) KpntnyHm Benexkm, KOMTo MMaT TEXHUYECKM XapaKTep 7 TOYKU X




B) KputnyHmn 6enexkn, Konto 4actu4Ho bruxa nogobpunum 4 TOuKM
NoCcTUrHaTuTe pesynTtaTu

") CblUeCTBEHU KPUTUYHM BENEXKN 0 TOYKM

CcbC 3Haka “X” ce oTbenssBa
eQ\H OT NocCoYeHUTe
OTroBOpMU

3agbmKuTesnHo ce npeacrtaBAT KPUTUHHUTE Genexku, ako e otbensisaH eaunH ot otr. B unu otr. I

IncepTaunoHHUAT Tpya € HanncaH pa3bupaemo c normyecka NocrnenoBaTenHoOCT Npy U3NOXEHNETO
n ob6o6LaBaHeTo Ha pesynTtatute. KbM fOKTOpaHTa MaM cnegHuTe BbNpoCcKu 1 3abenexku:

- 6u 6uno pobpe fa ce npeacTaBsaT XxpoMaTorpammTe U Mac-CnekTpUTE Ha BCUYKM HOBOCUHTE3MPAHU
CbeaNHEHNS;

- HE e Noco4eH ,EI.O6I/IB'bT Ha nonyyeHnTe CbedNHEHUA,

- KaK Cce n3vyuncndaBa TeopeTnyHmnaA ,q06VIB Ha nentua nony4yeH no TB'bp,lJ.O(ba3HVIF| MeTO,El?

- ynctota (%) Ha ronama 4acT OT KpanHUTe NenTuan € fagaeHa, Ye ce gobnuxkasa oo 100%. Kak no-
TOYHO € U3YNCNeHa Tasm YucToTa?

- C KakBu ,q06VIBVI Ca nonyvyeHn nenTmgHUTe CbeAUHEeHNA CbObpXKalln Ka(beeHa KncernnHa, N Kak e
06sicHNTE BMCOKaTa MM YMCTOTA, KaTo Ce MMa B NPeABua, Ye CTe N3non3sann HesawmTeHa kadeeHa
KMCEenuHa Npu peakummnTe Ha KoHOeH3aums?

12. 3aKkno4veHue

A) OueHkaTa 3a gncepTaunoHHNs Tpy4 OueHkaTa ce nocTass Npu o6LL, TOUKOB X
e MONOXWUTENHA aKTUB OT Han-marnko 65 Touku

(97 TOuKM)

5) OueHkaTa 3a OncepTaumoHHNs Tpya OueHkaTa ce nocTass Npu 06LL, TOYKOB
e OTPMLI,ATEH HA aKTuB nog 65 Toukm

CcbC 3Haka “X” ce oTbens3Ba
eMH OT nocoyeHuTe
OTroBOpMU

[MonbnBa ce Npu XenaHne Ha peueH3eHTa

Bb3 ocHOBa Ha W3NOXeHOTO no-rope c YybedeHOCT [aBaM MNONOXMUTENHa OueHka Ha
aucepTtaunoHHusa Tpya Ha CupuH [xabep v npenopbyBam Ha yBaXKaeMUTE YNeHOBE Ha Hay4yHOTO
Xypu oa nogkpenaT NpUCbXOaHeTo 11 Ha obpasoBaTenHaTa 1 HaydHa CTeneH “goKTop” No HayvyHaTa
cneynanHocT 4.2. XuMnyeckn Hayku (BuoopraHnyHa XumMusi, XMMus Ha NPUPOaHNTE 1 (PU3NONOrMYHO
aKTMBHM BeLLecTBa).

18.05.2022r. M3roteun peueHsnara:

Aata npod. a-p MNetbp TopgopoB noanuc




