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PEINEH3 U

OTHOCHO KOHKYpC 3a 3aeMaHe Ha akaJeMHU4Ha JUTbXHOCT ,,JIoIeHT
O6nact Ha Buciie o6pa3oBaHue 7. ,,31paBeona3BaHe U cropt,
[Tpodecuonanno Hanpasnenue 7.3. ,,dapmauus’,
Hayuyna cneuuannoct ,,TexHonorus Ha jiekapcTBeHuTe GopmMu 1 Ouodapmarms’,
3a Hy>KIMTE Ha CEKTOp ,, I eXHONOrus Ha JekapcTBeHUTe GopmMu™,
Kareapa ,,@apmauesuimu HayKM U couuransa dapmauus® , pakynrer ,,Lapmanus,
Meauumncku ynusepcuret — [Inesen (/IB, 6p. 20/09.03.2021 r.)

Peuensent: nou Credxa Turesa, n¢ - dbakynrer ,,Lapmauus’ npu MeauumuHcku
yHuBepcuter [lneBeH, kateapa ,,dapMalieBUUHN HAyKU U colianHa (apmarusi.

EnuHcTBeH kanauaar gonycHar ot KoMucus rno npuem Ha HEOOXOAUMUTE JOKYMEHTH [0
yuyacTHe 1o koHkypca e ria.ac. CranuciaaB bopucnasos Ilankos, a¢. ot kareapara no
®dapmaueBUMYHU HAyKH U couuanHa papmauus, dakynrer ,,Lapmauuns’, MY — [1neseH.

Hacmosawama peyensus e 6v3nodcena no pewenue Ha IIvpsomo 3aceoanue na Hayunomo
acypu ymewvpoero cvc 3anoged Ha Pexmopa na MY Ilnesen (3anogeo Ne 878/30.03.2021 2.) u e
uzeomeena cvenacno usuckeanusma, onpeoenenu 6 3PACPE u IIP3PACPE u Ilpasunnuxa 3a
yenogusima u peoa 3a npudobusare HA HAYYHU CMeneHu U 3aeMane Ha aKadeMuyHu OJbIHCHOCIU 8
MY Ilneeen, Ipunooicenue 2.

I. KpaTku OnorpaguyHu 1aHHM U AaKTUBHOCTH HA KaHAMHIaTa

Cranucnae bopucnapoB LlankoB e ponmeH mpe3 1961r. [Ipe3 1986 r. 3aBppiuBa BucLuE
obpa3oBaHue, MmarucTbpcka crerneH “@apmauus” B MeauunHcku YHuepcuter — Codus,
Q®apmauestuueH dakynrer. B nepuoma  1988-1992 roa. e peaoBeH JOKTOpPAaHT B Karepara IO
TexHonorus Ha nekapcTBeHUTe cpeactsa ¢ Guodapmanms, @apmauesruyeH paxynrer, MY-Codusi.
[Ipe3 1991 r. 3ammMraBa AOKTOpCKa AucepTalMs MO HayyHaTa CeLMalHoCT ,,TexHoaorus Ha
nekapcTBeHuTe ¢opMu W Ouodapmanus Ha Tema ,, TeXHONOrHYHM U OuodapMaleBTUYHU
M3ClIeIBaHUS TIPU Ch3JlaBaHe Ha MOJIMMEPHU MHUKpocdepH 3a MpuaokeHue B cromarojoruara®. Ot
1991r. 1o 2000 r. paGoTH KaTo aCHCTEHT, a MO-KbCHO - TJ1. aCUCTEHT B Kareapata no TexHosorus
Ha nekapcTtBeHuTe Gopmu u Ouodapmaums. Ot 1997 rox. uma npuaobuTa CHELMATHOCT IO
TexHonorust Ha nekapcTBeHure dopmu U cpeacrtsa. B nepuoma 2001 - 2010 roa. pabotu karo
yNpaBHTEN Ha anTeka W YyrpaBuUTesl Ha pupMa 3a peryiauus U perucrpauus Ha nekapersa. Ot 2011
roji. ¥ jocera e Ha pabota B “Yaiikadapma - BUcokokauecTBeHuTe JiekapctBa AJ[* - Codus, KbIeTo
3aeMa pa3IM4HHU JUIBKHOCTHU: JUPEKTOp MPOM3BOACTBO, pbkoBoauTen R&D nabopatopus, R&D
texHounor. [Ipe3 2019 rox., ciea npoBeieH KOHKYpC, € Ha3HaveH 3a Ii. acucteHT B MVY-Ilnesen,
¢akynrer , DPapmauusa’, kareapa ,,PapmMalieBTUUHHA HayKM U couManHa (apmauus™. YUneH e Ha
Bwarapckara acouuanus 3a apMaueBTHYHH TEXHOJIOTMH U bbirapcku dapmalieBTHUEH ChIO3 (3aM.
npeacenaren Ha POK Codus-cronuuyna ot 2007 r. nocera).

Bnanee pycku v aHMIMIACKH €3MK.
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II. O6wo onucanue Ha NpeJCTABEHHTE MATEPHAIIH 110 KOHKYpCa
3a yyacTue B KOHKypca KaHAWAATHT € MpPeACTaBUII:

1. Tucepraunonen Tpy 3a npuabdsaHe na OHC ,,moktop* Ha Tema: ,, TeXHONOMMYHU U
OuoapMaueBTHUHY U3CIEABAHNS NPH Ch3JABaHE HA MOJMMEPHH MUKPOCHEPHU 3a MPUIIOKEHHE B
CTOMAaToJIOrusTa™.

2. XanuautauuoHeH Tpya noa Gopma Ha HayyHu myOnuKaumMu B M3aHus, pedepupaHu 1
MH/IEKCHpaHU B CBETOBHHM Oa3a naHHM (Scopus u Web of science) - 10 Gp.

3. Ilybnukaunu v aoknaau B pedepupaHu CIMCAHUS C HAYYHO PELIEH3MPAHE UK B pelaKTUPaHH
KOJIEKTUBHU TOMOBE (0T criucbka Ha HALIU]T) - 4 Op.

4. Ily6nvkauuy v 10K1aau B HepedeprpaHu CIIMCAaHUs C HAYYHO PELIEH3MPaHe UIH B
penakTUpaHu KOJEKTUBHU ToMOBE (0T cnucbka Ha HALIUT) - 9 6p.

5. Yyacrtue B poekTH - 4 6p. /2 MeKAYHApOAHH, |- HALMOHAIEH U | BETPELIHOYHBEPCHTETCKH /.
6. Llutupanus B ObArapcKu M 4y ASCTPaHHHM HAYYHU U3TOYHMLM B 6asa jaHHM Scopus — 40
LMTALUH.

7. Yyactus B Hay4HH GOPYMH — 4 HALIMOHAIIHK, OT KOUTO 2 C MEXAYHApOJHO yYacTHe.

Ot npencrasenute 23 ny6aukauuy, 13 nybnukauuu ca ¢ o6 ummnakt pakrop (cnopen JCR) 8.590 u
ca nyGaMKyBaHH B CrIeLMaIM3UPaHN MEXK/IYHApOAHM criucans kato: Die Pharmazie, Pharmaceuzetische
Industrie, Polymer Journal, Journal of Drug Delivery Science and Technology u ap.

B ocem ot my6aukauuuTe ri.ac. LlaHkos e mbpBu aBTop.

III. Y4eOHo-npenoaaBaTecKa AKTHBHOCT

YuebHo-npenojasarenckaTa A1€MHOCT Ha IJ1. ac. L[aHKOB BKIIIOYBA: BOJIEHE HA MPAKTHYECKH
YIpaXHEHHUs 0 AMCUMIUTMHATA TeXHonorus Ha iekapcTBeHuTe popmu u Guodapmarius Ha CTy A€HTH
no cnieguantoct ,,Papmanusa’ ot I u IV kype v Ha crynentu ot 111 kype cneunannoct ,,JToMOIHKUK-
bapmMaLeBT®, yyacTue B MpoBeX/aHe Ha CEMECTPUATHU U3ITUTH.
3a nocaeauute Tpu roauuu (2018 - 2021roa.) yueGuara HaroBapeHOCT Ha r1. ac. L{ankos e 0610
1000 yaca, ynpaxkHeHUs] U U3NUTH (CPEeIHO FOAMILHATA HATOBAPEHOCT OT 333 akaJeMHUYHHU yaca).
[Ton pbkoBoacTBOTO Ha riac. LlankoB uma 3amureHu 11 auruioMHu paboTd, y4acTBa B
paspaboTBaHe Ha [Ba MEXJIyHapOJHU W E€AWH HALMOHAIIeH HAyYHOM3CJIEJOBATE/ICKM IIPOEKT.
PbkoBoauTEN € Ha BBTPELIHOYHMBEpPCHTECKH MpoekT B MY-Ilneen. YuacTBa kato jieKTOp Mo
aKpeMTHPaHU MPOrpaMy 3a NpoAbKaBallo 00y4YeHHue Ha MarucTbp GpapMaleBTH OT MPaKTHKATA.

IV. Hay4yHou3c/ie10BaTeICKH NPUHOCH

OcHOBHMTE HayYHM MPUHOCHU HA IJ1.aCUCTEHT LIaHKOB Ca HACOUYEHU MJIAaBHO KbM pelllaBaHe
Ha pelrlia TEXHOJOTMYHU W OMOodapMalleBTUUHU MNpoOIeMH MPU TMPUTOTBSIHE HA JIEKAPCTBEHH
dopmu ¢ n3MeHEHO 0CBOOOK/AaBaHe C MOMOLITA HA ChbBPEMEHHH TEXHOJOTMYHH MOAXOAM Ha 6a3a
“multiple unit systems” 1 XHApOreJIHU CUCTEMH.




3HauMM € MpaKTUYeCKWs MPUHOC Ha KaHauJara 3a (apmaleBTMYHATa MpaKTHKaTa Mpu
pa3zpaboTBaHe U BHEAPsIBaHE B MPAKTHKATa Ha royisiM Opoii apMalieBTHUHH MPOLYKTH.

HaquO-le/lHO)KHI/ITe U TEOPETUYHH IMPUHOCH Ca NMPEACTABEHU B CJIICAHUTE HAIIPaBJICHUS .

1. Ilpunocu, CcBBp3aHH ¢ TPUTrOTBSIHE, TEXHOJOrHYHO W OuodapmManeBTHYHO
oxapakTepuzupaHe Ha “multiple unit systems” mMaTpu4HM CHCTeMH M  NOJMMEPHH H
HEOPraHMYHH HAHOPA3MEePHH JIEKAPCTBO-10CTABSIIN CHCTEMHU

Hayuen u npakmuvecku unmepec npedcmagnigam pesyimamume — Om NpOGeOeHume
mexHon02uYHU U buogapmayeemuyHu U3C1e08aHUS, C8bP3AHU C NPULOMESHE U MOOUGUYUpaHe Ha
nonumepHu muxkpocghepu (1, 2, 3):
e Paspa0oreHa e TEXHOJOrUs 3a MoJjy4yaBaHe Ha MOJHMAKIMIATHU MUKpOC(hepH TeTPaLMKINH
xuapoxiopua. UscnenBanu ca OCHOBHUTE TEXHOJIOTHUHM (pakTOpH, MOBJIMSABALIM Mpolieca
Ha MPUrOTBsSHE Ha MOJMMEPHUTE MUKPOYACTHLM. M3BeJleHH ca 3aBUCHUMOCTH 3a BIUSHUETO
Ha BM/1a MU CbOTHOLIEHUETO Ha MeTakpuiaaTHuTe KomosuumepH - Eudragit RL, Eudragit RS n
Eudragit L BBpxy mnpouecute Ha ocBoOOXJaBaHe Ha TETPALMKIMH XHIPOXJIOPUI OT
MHKochepuTe B paznuuHu pH cpeau.
Jlo6pe o6ocHOBaH e U360pbT Ha pa3paboTeHa cmeceHa MaTpuua ot Eudragit RS u Eudragit L
ocurypsiBaiia pH He3aBUCHMa CKOPOCT Ha 0CBOOOKAaBaHe HA TETPALMKINH XUAPOXJIOPHUI B
CTOMAIIHO YpeBHUS TpakT. (1 uuTar)

e [IpoBeneHu ca 3aabJ0OYEHH TEXHOJIOIMYHM U OuodapMaleBTHUYHM H3CIEIBaHUS Ha
npurorBeHu nonumerakpunatiu Eudragit RL/Eudragit RS mukpocdepu ¢ tununazon. Ha
0a3a yCTaHOBEHM 3aBUCHUMOCTH MeEXIy MPOMYCKIUBOCTTa Ha MOJMMEpHaTa Marpuua U
HAaTOBAapBaHETO Ha MUKpOchepUTe ca M3BEJACHU MaTeMAaTUYHU 3aBUCUMOCTH, MO3BOJISBAILN
1300pa Ha MoAXoAslIa KOMOMHALIMS TOJMMep/HaTOBapBaHe, B 3aBUCMMOCT OT CKOpOCTTa U
CTereHTa Ha 0CBOOOK 1aBaHe.

e Bb3 ocHOBa Ha pe3ylTaTUTe OT MpPOBEJCHUTE TEXHOJOIMYHUM U OuodapMaleBTHUHU
U3cieBaHUs Ha npurotBeHuTe “multiple unit systems” MaTpUYHU CUCTEMH C TETPALMKIIMH
XUAPOXJIOPU U TUHUA30J1 € Ch3/aJieHa JieKapcTBeHa popMa OT THHMAA30I - ChAbpIKALIM U
TeTpaLMKIMH-ChABPKAL MHUKpocdepH, BKIOYEHM B MmaTpuua oT pasteopum PEG 3a
JleYeHre Ha MapoJOHTO3a, pu3Hara 3a u3odperenue (Ne 89757/05.02.1991) u narent (BG
49070). BB BpB3Ka ¢ OXapaKTepr3upaHe Ha MPUTOTBEHUTE MUKpPOChEpPH € Ch3JaeH METO/
3a onpejesiHe Ha MeXaHWYHaTa SKOCT Ha MMKpocdepu, rpaHyIu U MeEJeTH, NMPU3HAT 3a
pauuroHanuzauus (Ne 5826/24.04.1989).

Hayuen npunoc umam npogedenume u3cie08anus C6bp3anu ¢ paspabomearemo Ha NONUMEPHU U
HeOop2aHuyHu HaHopasmepHu rexapcmeo-oocmagauyu cucmemu (9, 10):

e [IpoBeneHu ca u3cieaBaHusl, HACOUEHH KbM M000psBaHe Ha MPOTUBOTYMOPHATAa aKTUBHOCT
Ha JOKcopyOMLMH U (peHeTHIIOB ecTep Ha KadeeHaTa KUCETHHa, Ype3 BKIIOUBAHE B JIBOMHO



HAaTOBAapPEHM CMECEHH MMLIEIHU CUCTeMH Ha 0a3aTa Ha Ba pa3IMyHU M0 CTPYKTYypa MoJuMepa
- PAA13-b-PCL35-b-PAA13 u PEO113-b-PCL35-b-PEO113.

ITpoyyeHu ca Bb3MOKHOCTUTE 3a BKJIIOYBAHE HA MPOTUBOTYMOPHHs areHT OMKaTyTaMu/ B
ME30MOPECTH CHUJIMKATHM HAHOPAa3MEPHHU JIEKapCTBO-AOCTaBSILM CUCTEMHU OT MaTpUYEH
(MCM-41) u pesepBoapen (HMS) tun. YcraHoBeHH ca YCIOBHMsATAa 3a IOJydYaBaHe Ha
HAaHOCHCTEMH, XapaKTepU3Mpalld Ce C Ha BHUCOKA CTENEeH Ha HaroBapBaHe, (U3MYHATA
crabuiHOCT, GMOCHBMECTUMOCT U 3abaBeHO 0cBOOOXKAaBaHe, U MOA00peHa aHTH-TYMOpHA
AKTUBHOCT Ha aKTMBHOTO BEIIECTBO.

IL. IlpuHoCH, cCBLP3aHH ¢ pa3paboTBaHeTo Ha pagnauuoHHo ompexxkeHn PEO xuaporenu (4,5,6)

HayyeH W mnpakTHyeckd NPUHOC MMAT NPOBEACHUTE HW3CNIEABaHMs 3a [OJyYyaBaHe Ha
paauaunMonHo — ompexxeHu PEO xunporenu. Ilpoyuenu ca dakropurte, BIUSIClId BbPXY
TEXHOJIOTMYHUTE ¥ OMOodapMalleBTUUHU XapaKTepUCTUKU Ha CUHTe3upaHu Tpu Buaa PEO
OasvpaHu paAMaLMOHHO OMPEXEHH XHAporend - AbkuHa Ha PEO Bepura v Bua Ha
OMpEXBAlllMsl areHT BbpXy CBOMCTBaTa Ha HaObOBaHe, KanmauuMTeTa Ha HAaTOBapBaHe U
XapaKTepUCTHKaTa Ha OCBOOOXKIaBaHe Ha royisM Opodl ¢ pasinuyHd (U3UKO-XUMHUUHH
cBoicTBa nekapcTBeHM BeluectBa: Acetabutalol HCI, Diclofenac Na, Procaine HCI,
Phenobarbital Na, Propranolol wu ap. B pasnuunu pH cpeau. YcraHoBeHa € 3aBMCHMOCT
MEeX]y J103aTa Ha 00JbUBaHE U CKOpOCTTa Ha HaOBOBaHe.

JlokazaHo e, ye paJIMallMOHHO — OMPEXXEHUTE XUAPOTe/IN MOraT Ja HAMEPSAT MPUIIOKEHHE MPH
pa3paboTBaHe Ha JeKapCcTBeHU GOpMH C yIBIKEHO AEHCTBHE.

B pesynrar Ha npoBeneHH 3aaba004eHr GuodapmMaleBTUYHU U3CTIEABAHUS BbPXY TPOLIECHTE
Ha ocBoOoxxnaBaHe Ha Acetabutalol HCI, Diclofenac Na u Piroxicam ot xuaporeiHu ot
pagunanuonHo ompexxeH PEO marpuum ca ornpeneneHu yciaoBusATa Ha BkiIouBaHe Ha JIB B
MarpulaTa, OCUIypsiBally ocBoO0KaaBaHe 3a nepuo Haj 8 yaca. JokasaHo, € ye KHHETHKaTa
Ha Ipoleca Ha 0cBOOOXKJaBaHe NMpoTuya kato abHopmHa @ukosa audysus (n=0.53-0.86) u
CKOpOCTTa Ha OCBOOOXJaBaHEe 3aBUCH OT BMJA Ha Marpuuara, KOHUEHTpauusTa Ha JIB u
A03ata Ha 00JIbYBaHe, KOUTO OMNpEENAT U KHHETHKATa Ha npolieca Ha ocBoOoxkaapane ( t'/2
v 0 nopsiabk). (12 uurara)

II1. IlpuHocH, cBBp3aHH ¢ NPAKTHKATA

3Hauum [MPAaKTHUYECKHU INMPUHOC HMMAT HU3CJICABaHUATA, CBBP3aHU C ONTUMH3UPAHE HA CbhbCTaBa Ha

7eKapcTBeHUTe (GOPMU M  KPUTHUUHHUTE MapamMeTpd Ha MPOMU3BOJACTBEHMTE MPOLECH MpU
(apmalleBTUUHOTO pa3paboTBaHe Ha roJisiM Opoii reHepuYHHM JekapcTBeHu npoaykru. (7, 8,12,13,
1§ 13).

Ho6po BreuateHue NpaBu ONPOCTEHHs MOAXOA U3MOI3BaH 3a pellaBaHe Ha peaula TeXHOJIOTHYHU
npobyiemu upe3 M300p Ha MOAXOMMALL METOJ W/IM ONTHMHU3MpaHEe Ha HIKOM OT MapameTpuTe Ha

TEXHOJIOTHYHMUTE NpouecH. B pesynrar Ha u3BeleHM ONTUMAIHM YCIOBUATA Ha rpaHyliMpaHe B
OBpp30000POTEH MUKCEp-TpaHyIaTop € pa3paboTeHa TabseTHa jekapcTBeHa popma Kanaecapra,
¢ npodua Ha ocBoOOKAaBaHe, Mo00eH Ha npoduia Ha 0cBOOOKIaBaHe Ha pedepeHTHHUS MPOILYKT
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Arakann. Ilpu paspaGoTBaHe Ha reHepU4YHHUS JIEKApPCTBEH MPOJYKT - TaONeTKH AMMCYNNpPUA ca
M3BE/IEHW ONTHMAJIHUTE TEXHOJOTMYHM MapaMeTpud Ha IMpoleca Ha TIpaHyIupaHe B MHKCEp-
rpaHysiaTop M  BJAMSAHMETO Ha BUJAa Ha TMOMOLIHMTE BEIECTBa, OcUrypsBauM 3a 15 min
ocBoOoknaBaHe Hal 85% OT BKJIIOYEHOTO JIEKApCTBEHO BELIECTBO. [IpakTHYecKn HHTEpecC
MPEACTaB/ABAT MOJyYEHUTE PE3YJITATH 3a BIIMSHUE Ha METOAUTE Ha TabJeTUpaHe MPU MPUTOTBSIHE
Ha Tabnetku ['numenupua- npobnemMHo 3a u3cieBaHe JekapcTBeHo BeecTBo ot Il kiac Ha BCS.
[Ipeuiaraiiky  TEXHOJIOFMs 3a MoslyyaBaHe Ha TabJeTKUTE cjel IpaHyjMpaHe B YCJOBHUsATa Ha
TCEBOKMIIALLL CJIOH M MOJTyY€HM 3aJ0BOJMTENIHH pe3y/ITaTh OT NpodHIuTe Ha 0cBOOOXKAaBaHe, ce
O4aKBa pa3pabOTBaHETO Ha reHepuyHaTa TableTHa JekapcTBeHa hopMa Ha HUBO MUJIOTHHU MapTUAH
na 6bie 10BE/IeHa 10 YCIEIIeH Kpaii.

ITpuHoOC 3a MpakTHKaTa ca U MPOBEJCHUTE TEXHOJIOTHYHU U OHodapMalleBTUUHU MPOYYBaHUs

3a ONTMMHU3UMpPaHE Ha MPOMU3BOJACTBEHMs MPOLIEC HA TMPUTOTBSIHE HA CTOMAIIHO - YCTOWYMBHU
TabneTku ¢ AMKIo(pEeHaK HAaTpUi ciel TrpaHy/MpaHe B YCIOBUSATA Ha MCEBAO-KUIISLL IO U
oOBMBaHe Ha AJpara ¢ ABYCIOWHO (HUIMOBO MOKPUTHE, BMECTO M3MOI3BAHUTE 10 MOMEHTA TPH
OTZEJHHU (PUIIMOBHU MOKPUTHS.

[TpoyueHn ca BB3MOXKHOCTMTE 3a ONTUMHM3MpPAaHE Ha CKOPOCTTa Ha OCBOOOXKJaBaHe Ha
NEeHTOKCU(UIUH OT TablIeTHU MOZENHU Ype3 MpoMsiHa Ha cBbp3Balus pa3reop Ha [TEI" 6000 ¢
pasnuunu konudecrBa XIIML] 4000, npucbscTBYyBalla B chCcTaBa Ha TabJIETKUTE.

Tabnerkure KanpecapraT umiexceTusn ¥ AMMCYINPHUI ca BHEAPEHH M C€ HAMMPAT B PEIOBHO
NPOU3BOJACTBO, TabneTku [MMenupua Ha HUBO MUJIOTHM MAapTHAH, TaOJETKU NMEHTOKCHQUIIMH C
YIbJKEHO OCBOOOXK/1aBaHe - Ha HUBO BAIMAALMOHHHU MapTH/IH.

B®B BpB3Ka ¢ pa3paboTBaHETO Ha reHEpUYHUTE TaOJIETHHU JIEKapCTBEHU MPOIYKTH, OUX Mpernopbyaia
HapeJl C pellaBaHe Ha MPAKTUYECKUTE BBIPOCH, TPU KOUTO U3C/I€BAHUATA Ca HACOUEHH INIaBHO KbM
nocTuraHe Ha (apmaueBTUYHO mMoaoOue ¢ KOHKpeTHHTe pedepeHTHH  Gopmu, ga Obaar
3a7bJI00YEHH U3CIIeIBAaHUATA NIPU OTpe/eNisiHe Ha BIMSHUETO Ha (DAKTOPUTE HA TEXHOJIOTUYHMTE
MPOLIECH, C LNl M3BEAEHUTE 3aBUCUMOCTH Ja ObIaT MpUIOoKeHU Npu pa3paboTBaHe Ha JApYru
JIEKapCTBEHU MPOJYKTH.

IV. IlyGnukauuu NeNe 11, 14, 15, 16, 17, 20, 22, 21, 23) oTHacsIIM ce JO MKOHOMHYecKaTa OLIEHKa
Ha JIEKapCTBEHH Teparnuu He ca CBbp3aHu TACHO ¢ TeMaTHKaTa Ha Hay4yHara CreLMaTIHOCT U HiMa Ja
Obaar peueH3UpaHW, BBIPEKH TOBA MPHEMaM [OCOYEHUTE MPUHOCH KaTO MOJIOKUTETHU B
TBOPYECKOTO pa3BUTHE HA KaHWATA.

V. OO0mma onenka

OcHoBaBaiiki ce Ha MpUJI0)KeHaTa aBTOPCKa CripaBKa 3a ChOTBETCTBUE U M3ITbJIHEHHWE HA MUHUMAJIHUTE
HalMOHaIHUTE M3UCcKBaHMs Mo u4n.64 ot IIPAC na MVY- Ilnesen u 3PACPDB, cuuram 4ye ri. ac.
Cranucinas L|aHKOB HambJIHO OTroOBaps Ha YCJIOBUATA 3a 3a€MaHe Ha aKaJeMUYHA JIThKHOCT ,, JIOLUEHT .



Tab6auna 1.

BpOﬁ TOYKH I10 NMoKa3aTeJId - MMHHMAJIHK HAMOHAJ/IHU U3UCKBAaHHUA 3a

3jaeMaHe Ha aKaJeMHYHA JJIbKHOCT ,,JJ0LeHT

I'pyna IToxka3aTen Bpoii Toukn 3a Bpoii Touku 3a
noKa3aTeju nokazareJis KAaHAMJATa
A 1.JucepraunoHeH Tpya 3a 50 50
npuchxkAaHe Ha oOpa3zoBaresiHa
Y Hay4yHa CcTeneH ,,J0KTop*
B 4. XabunuTauMoHeH TpyA: MOA 100 154.2
¢dbopma Ha Hay4yHU MyOIMKaLMK
(10 B u3panus, pepepupanu B
Scopus Web of Science)
Iig [Tokazarenu 5 - 9 200 230
(160 3a ITH 7.6)
Ji| [Tokazarenu 10 -12 50 195
*13 uMTUpaHus B
Yy XKI€CTPaHHU U
pedepupanu
CrMcCaHusl
E [Tokazarenu 13 -22 155
O6mo ['pyna nokazarenu A - E 300 784.2

3AKJIIOYEHUE

M3x0K1aiiku OT MOCOUYEHUTE [10-rope nokKasareju, KOUTO NMOKpUBAT U3LAJI0 UBUCKBAHUATA HA

3PACPB u [lpaBuiHuKa 3a HEroBOTO IpHJIAaraHe,

[pernopbyYBaM Ha YyBaXa€MHUTE HYJICHOBC Ha

HAy4HOTO KYpH Jia IJIacyBaT MOJIOKUTENHO 3a M3bupaHeTo Ha ri. ac. CranuciaB bopucnaos
LlankoB, 1 3a 3aeMaHe Ha akaJeMH4HaTa JUIBXKHOCT ,, JOLEHT B NPO(EeCHOHAIIHO HanpaBieHne

7.3. ®apmauus” , MO HayyHara CMEUHUATHOCT ,,Te€XHOIOrus Ha JIeKapCTBEHUTE
Ha CEKTOp ,,Ie€XHOJOrus Ha jeKapcTBeHuTe GopMu™, Kareapa
npy MeauuuHCKU

ouodapmanus

,dapMaleBUYHK HayKu M couuanHa dapmauusa™, daxynter ,Papmauns‘

99

32 HYXIUTe

yHuBepcuTeT — [1eBeH.

24.06.2021 ron.

bopmu

Jlou. Crexa Turesa, nd

/(/M




ACADEMIC REVIEW

RE: Competition for the academic position “Associate Professor”
Field of higher education: 7. Health and sports

Professional field: 7.3. Pharmacy and scientific specialty: "Pharmaceutical Technology with
Biopharmacy"

For the needs of “Technology of medicinal products” sector,

Department “Pharmaceutical Sciences and Social Pharmacy", Faculty of Pharmacy, Medical
University — Pleven (State Gazette No. 20/09.03.2021)

Reviewer: Assoc. Prof. Stefka Titeva, PhD, Department “Pharmaceutical Sciences and Social
Pharmacy", Faculty of Pharmacy, Medical University — Pleven

The only candidate admitted by the Commission for acceptance of the necessary documents to
participate in the competition is Senior Assistant Professor Stanislav Borislavov Tzankov, PhD
from the Department “Pharmaceutical Sciences and Social Pharmacy", Faculty of Pharmacy,
Medical University - Pleven.

The current academic review was assigned by decision of the Scientific Jury approved by order
of the Rector of MU Pleven (Ne 878 / 30.03.2021) and it was appointed based on the provisions of
the Act for the Development of the Academic Staff in the Republic of Bulgaria, the Rules for the
Implementation of the Act for the Development of the Academic Staff of the Republic Bulgaria and
Article 2.

L Brief biographical data and practical activities of the candidate

Stanislav Borislavov Tzankov is born in 1961. In 1986 he graduated with a Master’s degree in
Pharmacy from Medical University — Sofia, Faculty of Pharmacy. In the period 1988-1992 he had
been a full-time doctoral student in the Department of Technology of Dosage Forms with
Biopharmacy, Faculty of Pharmacy, MU-Sofia. In 1991, he defends his dissertation in “Technology
of dosage forms and biopharmacy” with the following subject "Technological and
biopharmaceutical research in the development of polymer microspheres for use in dentistry".
From 1991 to 2000 he worked as an Assistant Professor and later as Senior Assistant Professor in
the Department of Technology of Dosage Forms with Biopharmacy. Since 1997 he has acquired a
specialization in Technology of Dosage Forms. From 2001 to 2010 the candidate works as an
administrative manager of a community pharmacy and later as a manager of drug regulation and
registration (2005 - 2011). Since 2011 till now Dr. Tzankov takes different positions in the
pharmaceutical company “Tchaikapharma High Quality Medicines Inc.” as follows: Director
Production, Manager R&D laboratory, R&D technologist. In 2019, after a competition, he was
appointed as Senior Assistant Professor at MU-Pleven, Faculty of Pharmacy, Department of
Pharmaceutical Sciences and Social Pharmacy.



He is a member and Vice chair of the Bulgarian pharmaceutical association (Sofia city), and
Bulgarian pharmaceutical technologists association.

Speaks two languages — Russian and English.

IL General description of the submitted documentation
To participate in the competition, the candidate has submitted:

1. Dissertation for the acquisition of the science degree "Doctor" on the topic: "Technological
and biopharmaceutical research in the development of polymer microspheres for use in
dentistry".

2. Habilitation work in the form of scientific publications in journals, referenced and indexed
in world databases (Scopus and Web of science) - 10.

3. Publications and reports in peer-reviewed journals with scientific review or in edited
collective volumes (from the NACID list) - 4.

4. Publications and reports in unreferenced journals with scientific evaluation or in edited
collective volumes (from the NACID list) - 9.

5. Participation in projects - 4 /2 international, 1- national and 1 intra-university /.

6. Citation in Bulgarian and foreign scientific sources in the Scopus database - 40 citations.

7. Participation in scientific forums - 4 national, 2 of which with international participation.

From the 23 publications presented, 13 publications have a total impact factor (according to
JCR) of 8,590 and have been published in specialized international journals such as: Die
Pharmazie, Pharmaceuzetische Industrie, Polymer Journal, Journal of Drug Delivery Science and
Technology and others.

Dr. S. Tzankov is first author in 8 of his publications.

III.  Teaching activity

The teaching activity of the Dr. Tzankov includes: conducting of practical exercises in the
discipline Technology of Dosage Forms and Biopharmacy of students majoring in "Pharmacy"
from III and IV year and students from III year in "Bachelor of Pharmacist", participation in
semester exams.

For the last three years (2018 - 2021) the study workload of Dr. Tzankov has a total of 1000
hours, practicals, and exams (average annual workload of 333 academic hours). Under the
supervision of Dr. Tzankov there are 11 defended diploma works, he takes part of two international
and one national scientifically research project. He is the head of an internal university project at
MU-Pleven. Participates as a lecturer in accredited programs for continuing education of
pharmacists in practice.



IV.

Scientific-applied contributions

The main scientific contributions of Senior Assistant Professor Tzankov are aimed mainly at
solving of technological and biopharmaceutical problems in the preparation of modified-release
dosage forms using modern technological approaches based on "multiple unit systems" and
hydrogel systems. The practical contribution of the candidate to the pharmaceutical practice in the
development and implementation of a large number of pharmaceutical products is significant.

Scientific-applied and theoretical contributions are presented in the following areas:

1. Contributions have been made to the preparation, technological and
biopharmaceutical characterization of “multiple unit systems” matrix systems and
polymer and inorganic nanoscale drug delivery systems.

Of scientific and practical interest are the results of technological and biopharmaceutical
research related to the preparation and modification of polymer microspheres (1, 2, 3):

Technology for production of polyacrylate microspheres tetracycline hydrochloride has
been developed. The main technological factors influencing the process of preparation
of polymer microparticles have been studied. The dependences on the influence of the
type and ratio of methacrylate copolymers - Eudragit RL, Eudragit RS and Eudragit L
on the processes of release of tetracycline hydrochloride from the microspheres in
different pH media are derived.

The choice of a matrix developed by Eudragit RS and Eudragit L provides a pH-
independent rate of release of tetracycline hydrochloride in the gastrointestinal tract. (1
quote)

In-depth technological and biopharmaceutical studies of prepared polymethacrylate
Eudragit RL / Eudragit RS microspheres with tinidazole were performed. Based on the
established dependences between the permeability of the polymer matrix and the load
of the microspheres, mathematical dependences are derived, allowing the selection of a
suitable polymer / load combination, depending on the rate and degree of release.

Based on the results of technological and biopharmaceutical studies of the prepared
"multiple unit systems" matrix systems with tetracycline hydrochloride and tinidazole,
a dosage form of tinidazole - containing and tetracycline-containing microspheres
included in a soluble PEG matrix for the treatment of periodontitis was developed. It is
recognized as an invention (Ne 89757 / 05.02.1991) and a patent (BG 49070). While
characterizing the microspheres, a method for determining the mechanical strength of
microspheres, granules and pellets has been developed, recognized for rationalization
(Ne 5826 /24.04.1989).

The research conducted in connection with the development of polymeric and inorganic
nanoscale drug delivery systems has a scientific contribution (9, 10):



e Studies have been conducted to improve the antitumor activity of doxorubicin and
phenethyl ester of caffeic acid by inclusion in double-loaded mixed micellar systems
based on two different polymer structures - PAA13-b-PCL35-b-PAAI13 and
PEO113-b-PCL35 -b-PEO113.

e Possibilities for inclusion of the antitumor agent bicalutamide in mesoporous silicate
nanoparticles drug delivery systems of matrix (MCM-41) and reservoir (HMS) type
have been investigated. The conditions for obtaining nanosystems characterized by
a high degree of loading, physical stability, biocompatibility and delayed release,
and improved anti-tumor activity of the active substance have been established.

2. Contributions related to the development of radiation-crosslinked PEO hydrogels

(4,5,6)

e The conducted research for the production of radiation-crosslinked PEO hydrogels has
a scientific and practical input. The factors influencing the technological and
biopharmaceutical characteristics of synthesized three types of PEO based radiation-
crosslinked hydrogels have been studied. They are as follows: PEO chain length and
type of crosslinking agent influencing the swelling properties, load capacity and release
characteristics of a large number of drugs with different physicochemical properties:
Acetabutalol HCI, Diclofenac Na, Procaine HCI, Phenobarbital Na, Propranolol, in
different pH media. A relationship was found between the radiation dose and the rate of
swelling.

It has been shown that radiation cross-linked hydrogels can be used in the development
of long-acting formulations.

e As a result of in-depth biopharmaceutical studies on the release processes of
Acetabutalol HCI, Diclofenac Na and Piroxicam from hydrogels from radiation cross-
linked PEO matrices, the conditions of inclusion of the active substance in the matrix
were determined, providing release for a period of more than 8 h. It has been shown that
the kinetics of the release process proceeds asan abnormal Fic diffusion (n = 0.53-0.86)
and the release rate depends on the type of matrix, the active substance concentration
and the radiation dose, which also determine the kinetics of the release process (t'”? or 0
order). (12 quotes)

3. Contributions, related to the pharmaceutical practice

The researches related to the optimization of the composition of the dosage forms and the critical
parameters of the production processes in the pharmaceutical development of a large number of
generic medicinal products have a significant practical contribution. (7, 8,12,13, 18, 19).



A good impression is made by the simplified approach used to solve a technological problems
by choosing an appropriate method or optimizing some of the parameters of technological
processes. As a result of the derived optimal granulation conditions in a high-speed mixer-
granulator, a tablet dosage form of Candesartan was developed, with a release profile similar to the
release profile of the reference product Atakand. During the development of the generic drug
product - Amisulpride tablets, the optimal technological parameters of the granulation process in a
mixer-granulator and the influence of the type of excipients, providing for 15 min release of over
85% of the included drug substance, are derived. Of practical interest are the results obtained for
the influence of tableting methods in the preparation of tablets Glimepiride - a problematic drug of
class I BCS. Offering technology for the preparation of tablets after granulation under fluidized
bed conditions and obtaining satisfactory results from the release profiles, it is expected that the
development of the generic tablet dosage form at the level of pilot batches will be brought to a
successful conclusion.

Contributed to the practice are the conducted technological and biopharmaceutical studies to
optimize the production process of preparation of gastro-resistant tablets with Diclofenac sodium
after granulation in the conditions of fluidized bed and coating the cores with a two-layer film
coating, instead of the three separate film coatings.

The possibilities for optimizing the release rate of pentoxifylline from tablet models by changing
the binding solution of PEG 6000 with different amounts of HPMC 4000 present in the composition
of the tablets were studied.

Candesartate cilexetil and Amisulpride tablets have been introduced and are in regular
production, glimepiride tablets at the level of pilot batches, Pentoxifylline prolonged-release tablets
at the level of validation batches.

In connection with the development of generic tablets drug product, I would recommend while
solving some practical problems, which studies are dedicated to reach a pharmaceutical similarity
with the reference product, to deepen the research in determining the influence of the factors of the
technological processes, in order to be derived dependencies and to be applied in the development
of other medicinal products.

4. Other publications

Publications (Ne 11, 14, 15, 16, 17, 20, 22, 21, 23) related to the economic evaluation of drug
therapies are not closely related to the subject of the scientific specialty and will not be reviewed,
however 1 accept the mentioned contributions as positive in the creative development of the
candidate.

V. Overall assessment

Based on the attached author's reference for compliance and implementation of the minimum
national requirements under Article 64 of the PRAS of MU-Pleven and ZRASRB, I consider that

5



Senior Assist. Prof. Stanislav Tzankov fully meets the conditions for holding the academic position
of "Associate Professor".

Table 1. Number of points by indicators - minimum national requirements for holding the
academic position of '"Associate Professor"

Group | Indicators Number of points | Number of points
by indicators of the applicant
A 1.Dissertation for the acquisition of the | 50 50
science degree "Doctor"
B 4.1. Habilitation work in the form of | 100 154.2
scientific publications (10 pcs. in journals,
referenced in Scopus and Web of science)
S Indicators 5 - 9 200 230
D Indicators 10 - 12 50 195
*13 citations in
international and
referenced
journals
E Indicators 13 - 22 155
Total Group indicators A-E 300 784.2
Conclusion

Based on the above indicated assets, which fully cover the requirements of ZRASRB and the
Rules for its implementation, I recommend to the honorable Scientific Jury to vote positively on a
proposal to the Faculty Council of the Faculty of Pharmacy, Medical University - Pleven, Senior
Assistant Professor Stanislav Borislavov Tzankov to be elected to the academic position of
"Associate Professor" in the professional field 7.3. "Pharmacy", in the scientific specialty
"Technology of Dosage Forms and Biopharmacy" for the needs of the sector "Technology of
Dosage Forms", Department of Pharmaceutical Sciences and Social Pharmacy, Faculty of
Pharmacy at the Medical University - Pleven.
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