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ABTOpBT npeacTaBs B 0606lueHa ¢popMa CbBpeMEHHHTE pa3bupaHus 3a NMPOOHOTHLHTE,
npevyrneH npe3 npu3mara Ha JUYHUA cH onuT. OvepTaBa UCTOPHUATA, MPOYYBAHUATA, YCIIEXUTE H
Bb3MOXKHHUTE MPHUIIOXKEHHS Ha MpobuoTHLUTE — ,,106pUTE” MUKpPOOpraH13MH, obellaBaliy 3/paBe
U no-gobpo kavectBo Ha kHUBOT mnpe3 XXI B. OBOCHOBAaHO ce MpPEACTaBAT 3]PaBOCIIOBHUTE
e(eKTH, CBbP3aHH C PaLMOHANHOTO M3MOJI3BAHE HA TE€3M NPOJAYKTH H OCHOBHMTE MOKa3aHus 3a
npodunaktHka W Qapmaxorepanus c¢ Tax. [IpunoxeHuero um obXBawa WHUPOK CHEKTBD OT
3a00/19BaHUsl Ha XpaHOCMMJIaTesHaTa CHUCTEMA, TYMOpH (BKJI. MAalMTHOMH), METaboMTEH
CHHJPOM, aTepockiepo3a, YpPOreHWTalnHW HWHQEKUHH, HMMYHHU 3a00NABaHMs, MNCHXUYECKH
3abonsBaHust ¥ Op. HoBuTe nepecrnekTHBM B HayyHMTE H3CIEIBaHMA Ha MPOOHOTHUMTE ca
Cb3JaBaHETO Ha MOAEpHH (OPMH Ha XpaHH, A06aBKH U TEpaneBTHLIH, NOKPHBALIHW U3UCKBaHUATA
3a 6e30MacHOCT W MOJIE3HOCT, cbrnacHo EBponeiickurte perynatopHu pamKH, KakTo W ja ce
NpeaoCTaBAT 3HAHUS 32 FEHETHYHHUTE OCHOBM M MOJIEKYJIHM MEXAHM3MH HA IOJIE3HO NEHCTBHE,
KOWTO J]a OCHTYpsBAaT ONTHMAJHO 31paBe 32 BCEKH HHINBM/L.



B Monorpagusra ca orpaseHu 0600lieHH JaHHM OT MHOrOOpOHHM paHIOMH3UpaHH
NpoyuBaHUs y HAC M MO CBETa, KOMTO NMOTBbPXKAABAT 3IPaBOCIOBHUTE ePeKTH Ha NPOOUOTHLIUTE.
B cbBpeMeHHOTO riaofanHo o6ILECTBO, KbAETO XOpaTa ca MOAJIOKEHH Ha €XKEAHEBEH CTPEC, Ha
nosceMectHa ynorpe6a Ha aHTMOMOTHMLIM, HA HEMPaBUJIHO XpaHEHE M peaula BpedHH BBLHIUHH
takTopH, GamaHChT Ha CTOMalIHO-YpeBHaTa ¢uiopa TbpMH HENPEKBCHATH HapylleHud. A
reHManHarta gorajgka Ha XHIOKpaT, Y€ ,,BCHYKH OOJIECTH 3aroyBaT OT YPEBHUS TPaKT’, HAMUpa
CBOETO ChbBpeMeHHO MoTebpikaeHue. [IpobuotnuuTe ca ocobeHo edpHKacHU MpHU CbBPEMEHHUTE
3abonsBaHus, CBBP3aHH C (U3MUECKH M TMCUXMYECKH HAMpexeHHus, CbpAeYHO-CBIOBH
yBpexXJaHus, HapyLIeHHs HA UMYHHaTa cuctema, metabonusma u ap. Hail-HoBuTe u3cneasanus
coyaT, 4Ye XopaTa C TNMCHXOHEBPOJIOTHYHU 3abonsBaHUs (AenpecHH, XpOHWYHA yMOpa W Jpyru
MCUMXUYHU 3a00NABaHHUs) CTpajaT OT Texka AucbGaxrepuosa. Kopurupanero Ha aucbuosara c
npo6HOTHLHM NOBJIKABA 61aronpUsATHO OCHOBHOTO 3a00sBaHe.

B MoHorpadustTa ca npeACTaBeHM OpUIMHAIHKM pPE3yATaTH OT JAbJIFOTOAMILIHU
3aAbnI604YEHN aBTOPCKH H3C/eBaHUS BbPXY H3MOJN3BAHETO HAa MPOOHOTHULMTE KaTO XpaHu,
no6aeku M TepaneBTHUM. OOGXBaHAT € IIMPOKHS CMNEKTbP Ha MpPOTEKUMs Ha 3abonsBaHUs:
X€naToNpOTEKTHBEH, JIbYE3alIUTEH, aHTUMYTAareHeH, aHTHTYMOPEH, MMYHOMO/Y/IUpalll M APYTH.

Bb3MOXKHOCTTa Ja Ce KOHTpPOJNMpaT M MNpeaBwxJaT edexTure Ha MpobHOTHUMTE,
Gasupaiiky ce Ha CTPOTH HayYHH M3C/eiBaHUs, O1 NMO3BONMIA KAKTO Ha NMOTPeOUTENNTE TaKa U Ha
MpoMU3BOAUTENNTE 1a U3OUpAT W MpeAnaraT NpoAyKTH C AOKa3aHM JieuebHW KauecTBa U NO TO3M
HAYMH Ja ce YABKU MBJIHOLEHHO YOBELUKUS JKMBOT. 3aloTo ,,34PaBETO HE € BCHUUKO, HO Oe3
3apase Bcuuko e HUIo” (A. Llonenxayep).

Mouorpadusta e aapecdpana kbM paboTeliute B cepaTa Ha 3ApaBeonasBaHeTo. T
Moxe fa Objie U3ro3BaHa U Npu cneuranu3Mpatarta noaroToBKa Ha CTYEHTH, CIIELUMAIU3AHTH U
JNOKTOPaHTH.

II. IBJIHOTEKCTOBHU NNYBJIUKAIIMA B BBJI'APCKA HAYYHHU CIIMCAHHUA U
CBOPHHIIA

1. T'eopruesa, M. JIvuesawuTen edekt Ha npobuotuka Biomilk. — Boenna meduyuna, 59, 2007,
Ne 2, 30-33.

[Tpo6uotnksT Biomilk ce cbeton ot xuBM KieTku Lactobacillus Bulgaricus, maeunu
NPOTEMHH, MA3HUHHW M BbINIEXU]pPATH, €CTECTBEHM BMTaMHHM M MHUHepanu. M3sectHo e, ue
MJIEYHOKHCEUTE TMPOLYKTH, CbAbpXKallM >XMBU kNeTku Lactobacillus bulgaricus, okassat
6naronpusTed edexT npu yepHOAPOOHH U HUTbUHH 3a00ABAHHUSA, BbPXY UMYHHATA CHCTEMA U JIP.

Llenta Ha HacTosiuara pabora e M3c/leaBaHe BIAMAHWETO Ha mpobuotuka Biomilk Bbpxy
PE3UCTEHTHOCTTAa HA OpraHM3Ma KbM HeNleTajJHO paJMalHOHHO Bb3feiicTBHe. EdexTsT ce
OlleHsBa 4pe3 MpOMAHA B Hal-4yCTBMTENHaTa KbM pPaJUalMOHHO Bb3JEHCTBME CHUCTEMA -
kpbBoTBOpHaTa. [Ipo6uoTHksT Biomilk e BbBexmaH Ha MBXKKM MbxoBe nopoja Wistar upes
nepopaiHa coHaa B go3a 1600 mg/kg B npoxbikerre Ha 30 AHKM 10 rama o61bYBAHETO (C H30TOMN
®°Co c toranHa po3a 3 Gy). Ha 4-us u 10-us gen cnen paaudauyOHHOTO BBL3AEHCTBHE C€
onpeens GposAT Ha KPbBHUTE KJIETKH B nepvpepHaTa KpbB.



[MonyueHuTe pe3ynaTaTH MOKas3BaT, 4Ye TpeTHpaHeTo ¢ mpobuotuka Biomilk, ceabpixaty
Lactobacillus  bulgaricus, noBMLIABA PE3UCTEHTHOCTTA HAa KPbBOTBOPHATA CHCTEMA KbM
HeNeTalHo rama obbyBaHe.

2. Georgieva, M., G. Bekyarova, M. Gabrovska. Influences of probiotic “Biomilk” on
indomethacin-induced oxidative injuries of some tissues. — Acta morphologica et anthropologica,
2008, Ne 13, 144-148.

The effect of probiotics Biostim LBS (Biomilk) and LBB of pure culture on ulcerogenesis
in Indomethacin-induced oxidative stress by means of a model of Indomethacin-induced ulcer in
white male rats was studied. Indomethacin was subcutaneously injected in a dose of 20 mg/kg bw
4 hours prior to taking for examination the biopsy material such as blood, liver and brain. Both
probiotics Biostim LBS and LBB were introduced per sondam in a dose of 1600 mg/kg bw for 30
consecutive days prior to modelling the Indomethacin-induced ulcers. Malonyldialdehyde (MDA)
as a marker of lipid peroxidation was examined in plasma, liver and brain homogenate. The
results from the morphometric study of gastric lesions were presented as index of lesions.
Indomethacin caused the formation of numerous lesions and haemorrhages and enhanced MDA
level in plasma and tissues. Both probiotics Biostim LBS and LBB introduced for 30 days restrict
the lipid peroxidation and protect the gastric mucosa from Indomethacin ulcerogenic action.

3. Georgieva, M., E. Softova, M. Gabrovska. Role of the probiotic Biomilk on Induced
Ulserogenesis. — Acta morphologic et anthropologica, 2010, Ne 15, 108-111.

The effect of probiotic Biomilk in a dose of 1600 mg/kg b.w. for 30 consecutive days in
Indomethacin-induced gastric ulcer in white male rats was studied, Indomethacin was s.c. injected
in a dose of 20 mg/kg b.w. Malondialdehyde (MDA) was examined in plasma, liver and brain
homogenates. Indomethacin caused the information of numerous lesions and haemorrhages and
enhanced MDA level in plasma, liver and brain tissues. The probiotic Biomilk restricted the lipid
peroxidation and protected the gastric mucosa from Indomethacin ulcerogenic action. Thus it
could represent a non-pharmacological alternative for the prevention and treatment of gastric
ulcer in man.

4. Munes, E., M. T'eopruesa. UyxxaectpaHHO BOGHHOMEAHMUMHCKO yuyacTHe B bwiarapus no
Bpeme Ha bankaHckata BoiHa (1912-1913 r.). — Coyuanrna meouyuna,18, 2010, Ne 1, 39-41.

B cratusTa ce mpaBu kpaTbk nperneA Ha bankaHckaTa BoiiHa KaTo BOEHEH KOH(IHUKT
mexay OcmaHckata umnepus W cbrosHuuute bovarapus, Copbus, ['spumsa u YepHa ropa u Ha
nocjieMUUTe — NajgHanuTe Ha (pPOHTa KEPTBU M TexkKKaTa CbA0a Ha LMBUIIHOTO HACENlCHHE.
[TbpBaTa GankaHcka BOifHa HaHacs rofieMH MOPaXKEHUS Ha XKMUTEJUTE Ha pallOHHUTE, MPE3 KOWUTO
npeMmuHaBaT Boiickute. B Tpakus u Pononure ca onycrowenun peauua cena. JleceTku Xunsaau
OBirapu ca npuHyJeHW 1a TbPCAT 3aKpHJa B pallOHUTE, 3aB3€TH OT TEXHUTE CbHAPOJHHLH.

OcBeH yvyacTHETO Ha ObArapckMs BOEHHOMEAMLMHCKM TEpCOHan, BaXHa pons B
MeOULIMHCKOTO 0o6cyxBaHe Ha Gbarapckarta apMus M Ha Uenus ObJIrapcku Hapoj Mo BpeMme Ha

bankaHckaTta BoOiiHa Wrpae [OMOLUTa, OKa3BaHa OT 4YXAECTPAaHHUTE MEAULMHCKH U
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YepBEHOKPBCTKM OpraHu3allid Ha peauua €BpOMEWCKH CTpaHW. ABTOPUTE M3THKBAaT 3aJayvuTe,
MCTOpHUATA U NEeHHOCTTa Ha Bbarapckoto ApyxecTso ,,YUepBeH KpbCT' Mmpe3 TO3M Mepuol, KaTo
aKLUEHTMpaT Ha M3MpaTeHMTe CaHMTapHM MHUCHM OT jJeceT cTpaHu: Pycus, ABCTpo-YHrapus,
Anrnus, ®panuus, lepmanus, Xonanaus, Uranus, benrus, [lsefiuapus u Pymbausa. Haii-xapak-
TEPHUTE YepTH Ha MOMOLUTA, JaJieHa OT Te3W CAHUTapHH MHCHH, ca BUCOKATa KBanudukauus Ha
PbKOBOIMTENUTE - JieKapu XWUPYP3H, TNOBEHETO OT KOMTO ca npodecopd M OOLUECHTH OT
MeAHUMHCKH (aKkynTeTH, BB3MOXHOCTa 3a pa3KpuBaHe Ha 5e4yeOHM 3aBEJEHHs, KOETO ce
obycnass oT Aob6pata MaTtepHasHa 6a3a, ¢ KOATO 4y)KAECTPaHHMTE MHCUM MJBAT - MHBEHTap 3a
pasKpUBaHETO Ha MOXOAHH OOHULM, Na3apeTH, XUPYPruYe€CKH UHCTPYMEHTApUYM, MEJUKAMEHTH
M TpeBbp304YHM MaTepuanu. He ce nojueHsBa M OCHrypABaHETO Ha CpeleH MEAWLHHCKH
nepcoHan - peaepd U MEULMHCKHM CECTPH, KOETO 03BOJABA JOOPOTO M MPABUIIHO IJiefiaHe Ha
GoNHUTE U paHEHUTE B J1a3apeTuTe U GONIHHULIUTE.

5. TeoprueBa, M. [IpoOHOTHUM — MCTOPUYECKM Mperniel Ha H3cielBaHuATa B bwarapus. —
Hszeecmus na Cwvirosa Ha yuenume - Bapna. Cepus ,, Meduyuna u exonoaua ™, 15, 2010, Ne 2, 6-10.

CrarusaTa € nocBeTeHa Ha NPoOHOTHLMTE — OTKpUBaHeTO Ha Lactobacillus bulgaricus ot
n-p Cramen [puropos npe3 1905 r. B JKeneea, Herosute nocnefoBarend B bbarapus,
MHOXECTBOTO MM W3CIE[ABaHHA BbpXY JiedeOHUTE W MpoUNaKTHYHH CBOWCTBA HAa KHMCENOTO
MJISIKO M JIaKTOGALMIIMTE U HHIYCTPUANH3MPAHETO Ha MJIEYHATA NPOMHILIIEHOCT B CTpaHaTa.

6. Teopruesa, M., JI. Ctaspes. @apmaleBTHYHH NpenapaTy BKJIIOYEHU B 003aBEKIAHETO Ha
MeAuUMHCKUTE 3BeHa Ha BBC. — Asuayuonna, mopcka u xocmuvecka meduyuna, 2011, Ne 1, 50-
53.

IMpe3 1928 roauHa e cb3gaaeHa MbpBaTa Npod)eCHOHANHA BOAHOCHIACHTENHA KOMaHa KbM
obwuHara Ha rp. Bapua. Marpaxaa ce MeauunHckata ciyx6a ¢ nekapcku kabuhet, o6opynBaH ¢
HeoOXOJMMH CpeACTBa 3a mbpBa nomoll. Taka ollle ¢ Bb3HMKBAHETO Ha BOAHOTO CracsBaHe,
MeIOMUMHCKATa clnyx0a e HeoTMeHWMa uacT OT Hero. CbBPEMEHHOTO BOJHO CriacsiBaHe ce
pernamMentdpa ot Hapenba 3a BomHocnacuTenHata AeHHOCT M 0Ge30macsiBaHETO Ha BOJAHHTE
MowWM, npHeTa ¢ mnocrtaHoBleHne Ha MuHuctepckus CbBeT. MeNMUMHCKMTE 3BEHa ce
003aBex/aT CbrIacHO W3MCKBaHUATA, onpejaeneHu B [Tpunoxenne Ne 5 kbm uin. 18, an. 2. Kum
MEQMLMHCKOTO OCHMIYpsBaHE CE€ BKJIIOYBA M CMHUCBK CBC 3aJb/DKUTENHH MEOHKaMEHTH 32
BOJOCMACHTENHA AEHHOCT. BCcHukM MeaMKaMeHTH, KOHCyMaTWBM, anapaTypa u o0Opy/BaHe,
BKJIIOUEHH B HM3UCKBAHUATA KbM YCTPOWCTBOTO M 003aBEKAAHETO HAa MEAWLMHCKHTE 3BEHa ca
M3IJTIOUYMTETHO BaXKHH 33 CMacsiBAHETO HA YOBELLKHAT )KHUBOT W 3[paBe.

7. Georgieva, M., M. Gabrovska. Double Staining Technique for Rat Foetus Skeleton in
Teratological Studies. — Acta morphologic et anthropologica, 2011, Ne 17, 109-113.

The characteristic staining of the skeleton is an important part of the toxicological studies
on the individual development. The precise and full interpretation of the data regarding the
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skeletal toxicity is possible only if using the “double staining method” with alizarin red and alcian
blue. The Wilson section method, which is standard teratological method and still represents the
most utilized technique to examine the visceral organs, was used to explore the soft tissues.

The study of teratogenicity required application of the studied substances on pregnant female Wi-
star rats during the organogenesis. On day 21 after conception were extracted via caesarian
section and were explored for skeletal toxicity, using the method of “Double skeleton staining”.
The double staining method used in the current study is a fundamental part of the teratological
studies for assessment of the toxicity of the xenobiotics and non-chemical factors for the
individual development.

8. Georgieva, M., N. Alexandrov. Effect of the probiotic Biostim LBS in acute intoxication
after industrial accidents. — Scripta Scientifica Medica, 43,2011, Ne 1, 39-41.

A probiotic is a "live microbial food ingredient that, when ingested in sufficient quantities,
exerts health benefits on the consumer”. The profound research of a range of Bulgarian scientists
has allowed for the development in the last 15-20 years of original Bulgarian probiotic, milk-acid
low-lactose products, united in the Biosim LBS (Lactoflor, Biomilk) series. This survey gives an
overview of the effect of probiotic Biostim LBS in acute intoxications after industrial accidents.
The mean energy values in kcal of the nutritional therapy applied intravenously and via oral route
in 186 patients with intoxications with moderate severity are presented. The data show that
Biostim LBS covers a mean energy value of 45.36% of the food applied orally in the group with
moderate and 70.86% in the group of patients with severe intoxication. These results have been
achieved owing to the correct choice of therapy which have included mutually additive enteral
and parenteral medications. In none of the patients adverse events have been observed regarding
the parenteral medications and the enterally introduced Biostim LBS as well. They exerted
beneficial effect on the metabolism, improved body energy levels and contributed to the
absorption of energy and proteins. A special attention should be paid to the probiotic properties of
the viable cells of L. bulgaricus, which favorably influence on the organism of the patients by
improvement and regulation of the internal bacterial equilibrium.

9. Georgieva, M., M. Gabrovska. Morphological studies of rat foetus skeletons: test for
teratogenicity of nootropic drug pyramem. — Acta morphologica et anthropologica, 2012, Ne 19,
53-57.

The teratogenic effect of the nootropic drug Pyramem on the skeleton and internal organs
of rats was investigated. Pregnant Wistar rats were treated orally by 200 mg/kg b. m. Pyramem
and 200 mg/kg b. m. during the period of organogenesis since the 7th until 15th day of pregnancy.
The effect of Pyramem on the fetuses in terms of malformations, skeletal fragility and
abnormalities in the internal organs (lungs, liver, spleen and kidneys) close to delivery (day 20-
21) was analyzed. The nootropic Pyramem failed to prove to be embryotoxic agents at all.



10. Milev, E., M. Georgieva. The training of medical students in the field of Phytotherapy. —
Scripta Scientifica Medica, 44, 2012, Ne 1, 47-49.

Now in its eigth year at the Medical University - Vamna run elective course in the teaching
discipline of Phytotherapy. Together with the study of medicinal plants and essential
phytopreparations, during the course were monitored interests and attitudes of participants
towards phytotherapy as a whole, and to individual phytotherapeutic methods and fields. At the
end of each course in 2003 - 2011, a questionnaires were filled from the students-participants.
Questionnaires and collected data are processed. According to them, average 94% of participants
demonstrated considerable interest in the topics, and an average of 98% of the students wish to
use phytopreparations in their future practice. Despite still tentative attitude of the Bulgarian
phytotherapy for clinicians, medical students demonstrate a specific interest in the area of
phytotherapy and willing to update their knowledge on it in the future. Given the increasing use of
phytopharmaceuticals and phyto supplements in the world is glad, that the future doctors have a
very constructive attitude towards them. We believe it would be reasonable and practical to
include some phytotherapeutic topics in the regular training in pharmacology.

11. Georgieva, M., M. Gabrovska, N. Manolov. Andreas Vesalius (1514-1564) — the founder of
modern human anatomy. — Scripta Scientifica Medica, 45, 2013, Supplement 1, 13-18.

Andreas Vesalius was a Belgian physician and anatomist, whose work revolutionised anatomy
and contrib-uted to enhancement of knowledge how the human body functioned. Vesalius was
born in Brussels in 1514. He studied medicine and anatomy in Paris (1533-1536). He obtained a
post of lecturer at the University of Padua and remained there as professor (1537-1542). His
important innovations were to perform postmortem dissections and to make use of illustrations in
the teaching of anatomy. In 1543 Vesalius published his revolutionary book De humani corporis
fabrica (on the structure of the human body). Vesalius helped es-tablish surgery as a separate
medical profession. Scientific findings of Vesalius are in field of: skeletal system, muscular
system, vascular and circulatory systems, nervous system, abdominal organs, heart, brain.
Andreas Vesalius, died June 1564, island of Zacynthus (now in Greece).

12. Vidinova, H., M. Georgieva, G. Aleksandrov. Effect of probiotic product Laktera Vision with
Lactobacillus bulgaricus and extract of bilberry on the syndrome of dry and tired eye. — Scripta
Scientifica Medica, 45, 2013, Supplement 1, 101-104.

Technology development and penetration of computers in life lead to refractive anomalies of
the eyes in more young people. Excessive congestion of eyes at a young age led to the occurrence
of new syndromes in ophthalmology - dry eye syndrome and tired eye syndrome.

Purpose of this study is to examine the effect of bilberry on the vision of young people.

Object of observation were 41 people aged between 21 and 44 years (men and women). All of
them wear glasses for vision correction and work in offices from 4 to 9 hours a day in front of
computers an average 5 hours a day. All wear anti-reflecting glasses while working on a
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computer. Most frequent syndromes that oc-cur in these people are the dry eye syndrome and the
tired eye syndrome.

The study was carried out within 8 weeks (56 days). 35 of people have taken 2 capsules
Laktera Vision every day before meal. 6 of the observed people have taken Laktera Vision
irregularly - on average 2.5 times a week. After administration of the product manifestations of
the syndromes are put under control for a period of 12 - 24 hours.

The probiotic product with bilberry extract controls successfully the syndromes of dry and
tired eye, occurring in young people wearing glasses for vision correction, who work on a
computer more than 4 hours a day.

13. Ctoesa, C., JI. Tanuesa, Ct. [Iparomanosa, T. [laiinanoBa, M. I'eopruesa. Hounuentun u
MANOTHU OIMUTH 3a OTKpHBaHe (papMakoNoOrMyHU e(exkTH Ha HErOBU KBbCOBEPHIKHHM AHANIO3H. —
Bapnencku meouyuncrku gpopys, 2, 2013, Ne 2, 9-13.

Houuuentun (opdaHuWH) € €HIOreHeH NMraHi, CBbp3Balll C€ C HOLUMLENTHHOB DPEUENTOP
(NOP, ORL-1). Toit nputexaea aHTUaHaNreTHYHH eeKTH. PeuenTopbT € LIMPOKO €KCTpecHpaH
B MO3bYHUTE CTPYKTYypH. [lenTHIOMHUMETHLMTE Ca MOJIEKY/NM C Kbca BEpHUra, HanogoOsBaLiu
NenTuaM, C XapakTepHu GhapMakoKMHETHYHU cBoiicTBa. LlenTta Ha u3cnensaHeTo € Ja ce npoy4ar
OCHOBHMTE (hapMaKOJIOTMYHH ¥ TOKCUKONOFHYHU e(eKTH Ha JBa HOBOCHHTe3upanu nentuaa (Pl
u P2) npu Muwku. AHanusupaHa Gewe aktuBHocTTa MM BbpXY LIHC, KakTo M BIMAHHETO UM
BbpPXY XeKco0apOMTaNoB ChH. AHANTeTHYHATa aKTMBHOCT Ha /IBeTe BeluecTBa Gele H3cie1Bata ¢
TECT ¢ oueTHa kucenuHa. [lo cbwms meron 6Ge MpoyuyeH M 1030-3aBUCUMMUAT €QEKT Ha
aHajreTHyHara akTHBHOCT Ha P2. YctaHoBHM ce, ue P2 npurexaBa aHTUHOLMUENTHBHU CBOMCTBA,
KOETO ro MpaBH MOAXOAsLL 3a NMO-HAaTaTbLUIHK MPOY4BaHHUs B Ta3W HACcOKa.

14. Dragomanova, St., M. Georgieva, S. Alexandrova. Alzheimer's disease — treatment research
trends. — Proceedings of V" Workshop on Experimental models and methods in biomedical
research. Sofia, Bulgaria, 7-9 April 2014. pp. 162-169.

Alzheimer's disease (AD) is a type of dementia causing problems with memory, thinking and
behavior. Scientists have identified factors that increase the risk of AD - the most important are
age, family history and heredity. Two abnormal structures have key role in damaging and nerve
cells apoptosis: beta-amyloid plaques and tau tangles (twisted fibers).

Two types of medications are approved - cholinesterase inhibitors and memantine. The available
treatments of AD are only symptomatic, cholinesterase inhibitors being the most widely used
drugs. Several natural compounds with anticholinesterase activity can be used as leader
compounds for the synthesis of new drugs.

Today, there is a worldwide effort (by WHO) to find better strategies of treating the AD, delay its
onset, and prevent it from developing. Researchers are developing medications aimed at in
amyloid processing. Recent studies have indicated the critical importance of tau in the
pathomechanisms of neurodegeneration in AD and related tauopathies. There is a theory of novel
anti-inflammatory treatments for AD. The results from several studies provide strong evidence in
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support of the hypothesis that AD represents a form of diabetes mellitus that selectively afflicts
the brain.

Researchers hope various brain imaging techniques studies will soon provide methods to diagnose
AD in its earliest stages — even before symptoms appear. Biomarkers may also offer better ways
to monitor response to treatment.

Despite of that many theories and experimental efforts there still is an enormous need for more
effective therapeutic strategies for the purposes of successful treatment of AD and other
dementias.

15. Georgieva, M., G. Aleksandrov, M. Peneva, N. Manolov. Lactobacillus Bulgaricus — the
contribution to modem healthy nutrition. — Scripta Scientifica Pharmaceutica, 1, 2014, Ne 1, 25-
27.

Lactobacillus bulgaricus is part of the traditional Bulgarian food. It was known to the
Thracians - the ancient population that lived on the territory of present Bulgaria.

At the beginning of 20th century, the Russian scientist and Nobel prize winner Ilya

Metchnikov, in his work ,,The Prolongation of Life: Optimistic Studies” relates the long and
healthy life of Bulgarians to the yoghurt consumption and in particular to the local bacterium in
yogurt.
In the 90s of the 20lh century Lactobacillus bulgaricus was used in the production of probiotic
functional food for astronauts. Using modern biotechnologies, certain Bulgarian companies
sheathe strains of Lactobacillus bulgaricus and other probiotic microorganisms with a natural
coating, consisting of components of the growing medium during fermentation. The isolation of
new probiotic strains from spring water, which normally survive under the changing climatic
conditions in nature, helps the production of probiotic products in which the strains of
Lactobacillus bulgaricus and other probiotic microorganisms retain their stability and vitality
when passing through the gastrointestinal tract.

Bulgaria becomes famous in the world for Lactobacillus bulgaricus and the Bulgarian territory
is still an important reservoir for the isolation of natural strains of lactic acid bacteria which after
an additional selection are used as starter cultures for the production of various fermented foods
and probiotic products.

Lactobacillus bulgaricus is the ancient contribution of mankind to the modern agricultural
science and the creation of the first healthy foods in the world.

16. Georgiev, K., M. Georgieva, P. Marinov, D. Radkova. Acute poisonings with neuroleptics in
clinic of toxicology of military medical academy Vama/Bulgaria registered for 20 year period. —
Scripta Scientifica Medica, 47, 2015, Ne 1, 70-72.

This retrospective study was conducted to follow out acute intoxications with neuroleptics in
Varna region, to assess the frequency and proportion depending on other drug and non-
pharmacological poisonings.



The objects of the study are 193 patients with acute neuroleptic intoxications treated in the
Clinic of toxicology of the Military Medical Academy - Varmna, Bulgaria. The study is
retrospective and covers a period of 20 years (1991-2010).

The incidence of acute poisonings with neuroleptics was 7.5% of all drug poisonings and
2.5% of general poisonings. Poisoning occurs more commonly in women and the majority of
poisonings were in people of working age.

In recent years, there is a trend for an increase in the absolute number and the proportion of
poisonings with neuroleptics. Lethality in these poisonings is not high - 0.4 percent.

17. Marinov, P., K. Georgiev, M. Georgieva. Some aspects of the modern antihypertensive drug
therapy and most common side effects. — Scripta Scientifica Pharmaceutica, 2, 2015, Ne 1, 7-14.

Hypertension or high blood pressure is one of the most common diseases worldwide affecting
people and is a major risk factor for stroke, myocardial infarction, vascular disease, and chronic
kidney disease. Health care professionals must not only identify and treat patients with
hypertension but also should have a good understanding of the side effects that accompany
antihypertensive therapy. The aim of this review is to represent the most common adverse drug
reactions (ADRs) of the most prescribed antihypertensive drugs.

18. Georgiev, K., M. Georgieva. New pharmacological approaches in the treatment of
oncological diseases. — Journal of IMAB, 21, 2015, Ne 3, 818-822.

Malignant diseases are significant and growing health problem in almost all countries of the
world. Besides the results achieved in reduction of morbidity and mortality in individual
countries, significant progress of science and practice of oncology medicine and the application of
new methods of diagnosis and treatment, cancer remains the second leading cause of death after
cardiovascular diseases. The past decade has seen breakthroughs in personalized cancer medicine,
where new targeted therapies are being developed which inhibit cellular proliferation and survival
in tumors with certain specific oncogenic mutations. These new treatment approaches have shown
progress in the understanding of the origin and pathogenesis of tumors, and offer hope for a good
outcome of neoplastic diseases. In this review the idea is to present up-to-date report on these new
molecular mechanisms and to identify their advantages and disadvantages from the
pharmacological point of view.

19. Dragomanova, S., K. Georgiev, M. Georgieva. Advanced pharmacy practice experiences for
pharmacy students in the field of cosmetology. — C6opuuk cratu ot FOOuneiiHu Hay4yHu
KoHdepeHuun no dapmakonorus u KIMHUYHA (apmakonorus 3a Maaau yuyeHu. Scientific papers
of Jubilee Conferences of Pharmacology and Clinical Pharmacology for young scientists. Liuros
Yapk, bwnrapus, 5-7 tonu 2015. ctp. 6-8.
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Counseling in dermatology and cosmetology at pharmacies is an usual practice. Therefore, to
provide competent intervention in advising patients with cosmetic disorders, pharmacists should
have considerable expertise in the field of dermatology and cosmetology. The pudose of this
investigation was to determine the need and benefits for conducting the training courses in the
field of cosmetology for pharmacy students and to improve the future training, based on the
student’s feedback. In this study, 58 participants (pharmacy students) took part. After conducting
training courses in cosmetic parlor, all participants completed questionnaire with 10 questions. 97
% of them are of the opinion that the course was very useful and will help them to practice
pharmacy. The majority of them 60 % feel capable and confident to serve patients with cosmetic
disorders. The main recommendation, which the participants have made, was to include in the
training courses pharmacists with experience in cosmetics.

20. Georgiev, K., M. Georgieva, P. Marinov. Increasing knowledge of pharmacists in substance
abuse prevention, education and assistance. — COopHuk cTatud oT lOGuneiiHu Hay4HH
koH(epeHuru no hapmakosorus U KIMHUYHA hapMakonorus 3a Maaau yueHu. Scientific papers
of Jubilee Conferences of Pharmacology and Clinical Pharmacology for young scientists. Lluros
Yapk, bwnrapus, 5-7 onu 2015. ctp. 15-17.

Pharmacists have unique knowledge, skills, and responsibilities for assuming an important
role in substance abuse prevention, education, and assistance. Pharmacists, as health care
providers, should be actively involved in reducing the negative effects that substance abuse has on
the society, health systems, and the pharmacy profession. Therefore, to increase their knowledge
we have organized second consecutive year free-elective discipline - Drug addiction, which is
held after completing the course in pharmacology. In this survey 30 participants, pharmacy
students have taken part (first year of the survey - 18, and the next year - 12). After the course of
lectures, they completed a questionnaire with 10 questions. The most of them, 90 % were satisfied
with the lecture course. During the course, the students visited the Clinic of Toxicology and
Clinic for addiction and all of them 100 % gave a positive assessment of the initiative.

21.Teopruesa, M., H. Manonos. Hukonait MeaHoBHY 1Hporos — BENMK PyCKH XHPYPr M aHATOM
(1810-1881). — Bapuencku neghponrozuyen gopym, 3, 2016, Ne 2, 34-39.

Hukonaii MBaHoBuu [luporo (1810-1881) e wu3TbKHAT pycKM XHpypr, OCHOBaTen Ha
KJIMHMYHATA aHATOMHUA, Y4eH nejaror U obuecTBeHUK. Tol BbBexk/1a 00yUEeHHETO MO MPUII0KHA
tonorpadcka aHaTOMHs, U € €OWH OT MbpBUTE BbBEJ erepHara Hapkosa B Espoma. Toii e
OCHOBOITONIOXKHUK Ha BoeHHomoseBaTta xupyprus. [To Bpeme Ha Kpumckara BoiiHa (1853-1855)
TOW NpbB pa3paboTBa rurncopara npeBpb3ka. TOH € MbPBUAT XUPYPr, MPUIIOKHUI AHECTE3Us Ha
6oitnoro mose (1847), u u306peTHN pa3IUuyYHH BUAOBE XUpypriudyHu onepaunu. [Tuporos cv3nasa
CBOSl 3HAMEHUT aHaTOMHUYeH aTnac ,,Tormorpadcka aHaTOMHs Ha YOBEIIKOTO TAn0” (1851-1854),
KOWTO MpeAacTaBisiBa MbpeaTta MmyOiMKaLKs Ha 3aMpa3eHH CPE30BE B aHATOMHUYHATA HIIOCTpPaLIMs.

11



22. XsbpuaHosa, H., M. I'eopruesa, b. Kanasupes. TeHaeHuuy B MEAHKAMEHTO3HOTO JIeUCHHE
MpH XOCMUTAIN3UpaHU GONTHU MO MOBOJ Ha XPOHHYHA 060CTpeHa ChpleuHa HEJOCTAThYHOCT ChC
3anaseHa ¥ peaylupaHa $pakuusHa U3TIackBaHe. — Baprencku meduyuncku gopym, 7, 2018, No
1, 53-58.

Llenta Ha HalieTo npoyuyBaHe Oelle Oa C€ YCTaHOBAT TEHAEHUMMTE B MpPUIIAraHOTO

MeIMKaMEHTO3HO JleueHHe MpU XOCMMTAIM3MPaHH N0 MOBOA Ha chpaeyHa HeaocTarbuHocT (CH)
MaLUMeHTH CbC 3anaseHa M MOTHCHAaTa ¢pakuus Ha M3TnackBaHe. Toa € MOCTUrHATO 4pe3
o6obuaBaHe W cpaBHsABaHe Ha HMHbopMauuATa 3a TNPEANUCBAHUTE MEAWKaMEHTH MU
MOTEHUMANTHUTE MPOTHBOMOKA3aHUA M MPHYMHM 3a HECMa3BaHe MpPENOpPbKUTE 32 JIeYECHHE Ha
CbpJieYHa HeJOCTATbYHOCT.
Matepuand u Mertoau: ToBa € PETPOCNEKTUBHO MNpoyusBaHe, oOXBawauo 535 nauueHTH,
xocnutanusupaud B YMBAJl ,.Ceeta Mapuna“ - Bapha 3a nepuoaa ot axyapu 2010 mo
nexkemBpy 2014 rofMHa ¢ AMarHosa XpoHuuHa o60CTpeHa CbpAEYHa HEAOCTAaThYHOCT. CpaBHeHu
ca MPOLEHTUTE Ha MPEAMMCBAHUTE KApAMOAKTHBHU MeAWKaMeHTH - Gnokepu Ha PAAC, Gera-
6I0OKEPH, aHTAarOHUCTH Ha MHHEPAJKOPTUKOMAHWTE PELENTOPH M KalUWEBH aHTaroOHUCTH MNpH
nauuenTH ¢ Xxponnuna CH u penyuupana v 3anaseda @H.

23. XsbpuaHoBa, H., M. I'eoprueBa. Mopcky TPONMYECKH OPraHM3MH — M3TOYHHLIM HA OMacHH
TOKCHHU. — Bapuencrku meduyuncku gpopym, 7, 2018, npunoxenue 1, 23-28.

CaKCUTOKCHH M TETPOAOTOKCHH Ca Cpej Hai-MOLUHMTE TMO3HATH MOPCKH HEBPOTTIOKCHHMU.
CrneundduuHn ca 3a HAKOM MOPCKH OpraHM3MM XapakTepHH 33 TPOMULMTE, HO MopajgH
rno6anHoTO 3aTOMIAHE M CMAHATA B TEMIlepaTypaTa T€ MUTPUPAT KbM HEOOMYaiHK 32 TAX BOIH.
Pubara ¢yry ce cpelna Beue u B XbpBaTcKa - B 0)KHATa YacT Ha a/IpHaTHIECKOTO KpainOpexue.
CaKCHTOKCMH M TETPOJOTOKCHH MoraT fa GbJaT M3MON3BaHH 3a YOMHACTBO WM CaMOyOUHCTBO.
CaKCHTOKCHH € BKJIIOYEH B CIHMCBHK | OT KOHBEHLMATA 32 XMMHYECKH OPBIKHSA, KOETO 3acuiiBa
MHTE-peca Ha NPaBUTENCTBEHUTE areHUMH KbM HEro, HO OTAPBIIBA YUEHUTE, MPOY4BALUd MOPCKH
TOKCHHM, @ CBILO Taka W MPOM3BOJMTENIMTE HA MOpCKAa XpaHa. TE€TPOJOTOKCHH € MO3HAT OT
pubata ¢yry (puba 6anoH) ¥ OT UCTOpHUATA HA XaHTH - KaTo I/laBeH ENeMEHT OT PUTYalluTe 3a
cb3flaBaHe Ha 30MOuTa OT ByAy wamaHuTte Tam. [IpegymuiinieHa HHTOKCHKALMA C T€3H TOKCHHH
ce HabmoaBa pAA-KO, KaTo MO-4YECTO Ce Kacae 3a 37e MPUTOTBEHM ACTHA ¢ pubarta ¢yry unu
MUJIH, ChAbpXKALLIM cakCH-TOKCHH. [IpeM3Ho nocTaBeHaTa AHarHo3a € OT ChILECTBEHO 3HaUCHHE.
Ha kneTb4HO HMBO CAKCMTOKCHH M TETPO-JOTOKCHH MMAT MAEHTHYEH MEXaHW3bM Ha JIeHCTBHE,
KaTo OCHOBHHMAT UM e(deKkT € MyckylHa ciabocT, KOATO MOXe [a MNporpecHpa 10 ToTajHa
napanuza, HaGiiofaBaT ce W CEH3OPHM CMyllUeHus. JlBaTa TOKCHHAa WMaT JWPEKTHO
napanu3upallo AeHCTBYE BbpXY HanpeuHo HabpasjeHaTa CKeleTHa MyCKynaTypa, KakTo H BbpXY
HEPBHMTE BJIaKHa.

24. Xsbpuanosa, H., M. I'eoprueBa, b. Kanasupes, B. Brskos. IlosioBu pasnuuus B neyeHHeTo
Ha MalMEeHTH C XPOHMYHA Chp/leYHa HEAOCTATHYHOCT M 3ana3eHa WM peAyuupaHa Gpakuus Ha
usTnacksade 3a nepuona 2010-2014. — Hayxka @apataronozus, 2018, Ne 1.
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IlenTa Ha MpPOBEJEHOTO MpPOYYBAaHE € Ja C€ YCTAHOBAT [IOJIOBMTE pas3fiMuki B
MeIUKAMEHTO3HOTO JICUeHHE Ha MalMeHTHTE CbC chpleuHa HexoctaThuHOCT (CH) che 3amasena
(CH3®U) u penyuupana (CHp®H) dpakuus Ha nstnacksane (PH) Ha nasata kamepa.
Matepuand u Mertoau: ToBa e peTpocneKTHBHO mpoy4yBaHe Ha 535 nauuenta cbc CH,
XocnuTanu3upaHd 3a nepuopa ot sHyapu 2010 mo aexemBpu 2014 romvHa. AHanu3upaHo €
npeanucBaHeto Ha ACE MHXUOMTOpH/aHrMOTEH3WH peLenTopHu 6nokepH, Gerta-OnoKepH,
MHMHEpANIKOPTUKOMAHN PELIENTOPHH aHTarOHUCTH, OGNIOKEPU Ha KajlLMEBUTE KaHalW, CTaTHHH,
Ivabradine, Trimetazidine, Acenocoumarol W auetuncanuuunoBa kucenuHa. ITauueHTuTe ca
pasjiesieHU Ha rpynu - cnopef TexHus non u OH.

Pesynratu: YCTaHOBEHH ca MHOTO pa3iMKH MEXAY NMPEANUCBAHETO HA NPOYUYEHUTE MEAUKAMEHTH
Ha rpynuTe NalMeHTH ¢ YCTAaHOBSBAHE HA CTATHCTHYECKO HUBO Ha 3HAYMMOCT 32 HAKOH OT TAX.
3akmouenue: Mma MHoro pasnuku mexnay nauuenture cbe CH3®H u CHp®@H, a cbio Taka u
mexay Mbxe u xeHu cbc CH. ToBa o6scHABa pa3nuyusaTa B MEAUKAMEHTO3HOTO UM JIeYEHHE.
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III. IBJIHOTEKCTOBU IIYBJIMKAIIUH B UYXXJIH HAYYHU CIINCAHUSA

1.

Georgiev, K., M. Georgieva, P. Marinov. Acute intoxications with neuroleptics
antidepressants. — World Journal of Pharmaceutical Research, 4, 2015, Ne 4, 1943-1950.
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ABSTRACT
Objective: This retrospective study was conducted to foliow out acute
intoxications with neuroleptics and antidepressants in Northeastern

Bulgana (Varna region), to assess the frequency and proportion

depending  on  total non-pharmacological  and pharmacological
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poisaning. Methods: The objects of the study are 445 with acute
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Vama/Bulgaria. The study is retraspective and covers a period of 20
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years (1991-2010) Results: Incudence of acute poisoning with

neuroleptics is 7.5% of all drug poisoning and 2.5% of general

University ~Prof. Paraskes poisoning, while in poisoning with aniidepressants, these values are
Stgiartoy"- Varna, Marin 2.5% and 0,9% respectively. Intoxications oceur more commonly in
D""“"‘b"'“’wu b women and the majority of poisonings are n people of working age
“ulk_‘min Conclusion: In recent years, there is a trend of an increase i the
absolute number and the proportion of poisonings with neuroleptics and antidepressants The

lethality in these poisonings does not exceed 0.4-0, 7 percent
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tricychic antidepressants

INTRODUCTION

Drug overdose 1s the most common cause of acute poisoning according to the data from
Poison Control Centers throughout the world!"' In the USA, 25% of all routine hospital

adinissions and about 5% of all medical intensive care unit adimissions involve some kind of
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2. Georgiev, K, M. Georgieva, L. Iliev, M. Peneva, G. Alexandrov. Antiproliferative effects of
Bulgarian spring water probiotics (Laktera Nature Probiotic™) against human colon carcinoma
cell line. — World Journal of Pharmacy and Pharmaceutical Sciences, 4, 2015, Ne 6, 130-136.
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Volume 4, Issue 06, 130-136. Research Article ISSN 2278 — 4357
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ABSTRACT

Article Received on 1
Colorectal carcinoma is a malignant disease, from which more than 1

07 April 2015,
Revised on 28 April 2015 | miltion people worldwide suffer. Over the past two decades, its social
Accepted on 19 May 2015 | gignificance attracts more attention Colorectal cancer is the second

leading cause of death from malignancy and the third most frequently
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dingnosed malignancy. It has been estimated that nutrition is the mam
reason for the high incidence of cancer. Probiotics are live
microorganisms with proven health benefits i a variety of
gastrointestinal discases, and disorders outside the gastrointestinal
tract. The mm of the present study is to explore cytotoxic and anti-
proliferative effects of the new Laktera Nature Probiotic® on non-
cancerous cell lines (BALB/3T3 and Bl) and colon adenocarcinoma
cell line — HT-29. Laktera Nature Probiotic® has weak direct
cvtotoxicity against BALBAT3 and BJ cells, but mhbits their
proliferation in a dose-dependent munner. On carcinoma celf line —

1T-29, in fow concentration range (2-125 pg/ml) Laktera Nature

Probiotic® stimulates proliferation;, at high concentrations (250-1000 pg/ml) we detected

concentration-dependent inhibition of profiferation. Laktera Nature Probiotic” has shown
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3. Hvarchanova, N., M. Georgieva, B. Kanazirev. Changing trends in heart failure patient’s
hospitalization and treatment in 2010-2014. — Internation Journal of Medical and Health
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Changing trends in heart failure patient’s hospitalization and trentment in 2010-2014

*! Nadezhda Hvarchanova, * Marieta Georgieva, * Brunimir Kanazirey
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Abstract
Introduction/Aim: The aim of this study was to look for trends sn demography and treatment of patients with both heart failure
(HF) with preserved and reduced ejection fraction (EF) and to establish the extent of adherence to ESC guidefines for heant failure

treatinent

Materials snd Methods: This is a retrospective study involving 535 heart failure patients hospitalized for the period from January

2010 to December 2014, 1t insolves age, gender, left ventricular EF, drug prohibi bidities and medical
with renin-angi in system blockers, beta- blockers and locorticoid receptor

Results: Patients in gencral tended to become older, and females and HFGEF to be prevalent over lime in the investigated period
Patients with HF with preserved FF (HFpEF) were alder than those with reduced EF. Male gender prevailed in the group of
paticnts with HF with reduced EF (HFrLF) and female — among these with HFpEF. When cstitmating the annual percentage of
non-adherence to therspy recommendations far heart firlure, taking into account contraindications ns well, a trend to betier

dl 5

therapy recommendations for both HFpEF and HF(EF

1o T over lunc was found. Still, there was a high percentage of non-adherence 10 heart failure

Cunclusion: There was increasing predominance of HFpEF, older age and female gender in heart failure hospitalizations over

for heart failure in 2010-2014.

time with a tendency to imp: 1o ESC

Keywords: heart failure, research, RAS blockers, beta-blockers, minernfocoricaid receptor antagonists, calcium antagonists

fatroduction
Heart failure (HF) is charactenzed by high morbidity and
mortality rates. It is often a consequence of other disarders of
the cardi lar system, including coronary artery disease.
hypertension or valve disease HF has usually being
considered as insufficiency of contractile function of the left
ventricle and left ventricular ejection fraction (EF) is used to
define cardiac pump function In the last two decades, it has
been established that HF can also occur with normal or
borderline EF — named IIF with preserved EF (HFpEF) or
heart failure with mid-range EF (HFmrEF), which now
characterizes the majority of the 1F cases !l The dif

Materials and Methods

In this retrospective study, 535 patients hospitalized as from
January 2010 to December 2014 with a diagnosis of chronic
decompensated heart failure are included. The patients were
diagnosed upon admission with HF based on signs and
symptoms typical for hean failure and were classified in
NYHA Il IV functional class. Ejection fraction was
determined by cchocardiography and those with HF symploms
and signs and ejection fraction > 50% were considered 1IFpEF
patients. HETEF patients were defined as having symptoms
and signs of heart fatlure and EF<50%. Demographic, clinical
and lat y data including gender, age, echocardiographic

between the patients with HF with reduced EF (HF['F) and
those with HFpEF arc numerous The latier group arc older
and more frequently women There are comorbidities that
ofien accompany heant fuilure hike diabetes, chronic kidney
disease, anemia, iron defictency, chronic  obstructive
pulmonary discase and obesity 1. Compared to patients with
HFrEF, hospitalizations and poor prognosis in patients with
UFpEF are more frequently related to iovascul

causes ™, For HFrEF there are approved therapies that
improve survival, if there arc no contraindications or
intoferance, while for HFpEF there are stilt controversies in
treatent approaches ™ These approved therapics include
ACE inhibitors (ACEi) and angiotensin receptor blockers
(ARB), aldosterone antagonists (MRA). and beta-blockers

lefl ventncular ejection fraction, blood pressure, heart rate,
creatimine and ©GFR, potsssium and presence of COPD,
Medication at hospital discharge was also collected collected
from medical files.

Statistics

Descriptive analysis was used for the interpretation of the
main characteristics of the sample and of the wdicators
included in the study. The basis of the analysis 1s composed of
nonparametric tests, such as cross tabulation and chi-square
(Chiy when searching for significant differcnces in the
frequency sepresentation of category values The statistical
significance in nonparametric fests was considered when
ps0.05.

(BB). They are frequently used in t with diuretics,
prescribed for relief of symptoms and signs of congestion.

Correlation analysis was used to analyse dependences hetween
the variables. The estimation of the degree of dependence

54
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4. Hvarchanova, N, M. Georgieva, B. Kanazirev. Gender Differences in Comorbidities of Heart
Failure Patients with Preserved or Reduced Left Ventricular Ejection Fraction. —
WebmedCentral, 2018, 1-7. WMC005439
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Gender Differences in Comorbidities of Heart Failure
Patients with Preserved or Reduced Left Ventricular

Ejection Fraction

Author(s): Hvarchanova N, Georgieva M, Kanazirev B

Abstract

Introduction

Introduction/Alm

Heart failure (HF) is among the most widely spread

The alm of this study was te ish gender

gies with millions of patients

differences in the comorbidities of heart failure (HF)
patients both with preserved (HFpEF) or reduced
(HFrEF) left ventricular ejection fraction A

Materials and Methods

This is a retrospective study including 535 heart failure
patienis hospitalized in the period January, 2010 -
December, 2014 with the rate of comorbidities in both

worldwide (1) Its morbidity and mortality rates,
hospitalization and reh ization rates and

costs are constantly escalating (2). Several
epldemiological studles have shown an Increasing
incidence of HF with preserved ejaction fraction {EF),
increased percentage of female patients, and
increasing age of hospitalized HF patients (3,4) There
are multiple comorbidities associated with HF

groups - HFpEF and HF(EF being i including
diabetes, hypertension, chronic obstruclive pulmonary
disease {COPD), atrial fibrillation, anemia and
impaired kidney function based on the estimated
glomerular filtration rate (eGFR).

Results

In this study females with HF tended to be older, more
numerous and more likely than men to have comorbid
impaired renal function and both genders had similar
occurrence of ail other comorbidities. Patients with
HFpEF had hypertension more often and atrial
fibrillation less often, compared to those with HFrEF.
Females with HFpEF had hyperiension more often
and atrial fibrillation less often, compared to their
counterparts with HFrEF. Males with HFpEF and
HFrEF exhibited no differences in comorbidities
whatsoever. Females with HFpEF and HFrEF had
mare impalred renat function than males and more
frequently atrial fibrillation, if with HFrEF.

Conclusion
There was an increasing predominance of HFpEF,

ially in the group of patients with HF with
preserved EF (HFpEF) Both groups have frequent
haspitalizations and short-term rehospitalizations,
while in the group of patients with HFpEF the lethal
outcomes are more frequently related to
nan-cardl lar factors D to patients with
HF with reduced EF (HFrEF} (3, 4} There are many
differences between HF with reduced and with
preserved EF, The latler group presents at a more
advanced age, patients are mare frequently female,
more rarely with ischemic heart disease (IHD) and
more often with hypertension (7, 8, 9). This study
examines comorbidities assoclated with chronic HF -
diabetes, hypertension, chronic obstructive pulmonary
disease (COPD), impaired kidney function based on
the estimated glomerular filtration rate (eGFR), atrial
and thelr distribution among the patlents

with preserved and reduced EF

Materials and Methods

This is a retrospective study including 535 patients
i in the period 2010-2014 and diagnosed

older age and female gender in HF h
over time Registries and a€oereal-lifed€-
investigations generally report higher prevalence of
comorbidities compared to chnical trials but the impact
on mortality seems to be different as mortality rates
and causes of death are comparable between both
sexes with slightly better survival in women, in contrast
to their higher burden of comarbidities

with HF class HIiV NYHA and feft ventricular EF
verified by 2D echocardiography Patients with
symptoms and signs of HF with EF a%¥50% were
considered HFpEF and those with EF < 50% were
classified as HFrEF. Demographic dala and
prescribed medications at discharge were obtained
from medical records and included gender, age, EF,
comorbidities, such as diabetes, hypertension, COPD,
impaired kidney function based on eGFR, atrial
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5. Kehayova, G., M. Georgieva, K. Georgiev. Hepatoprotective effect of probiotic, containing
lactobacillicus bulgaricus DWT]I, in acute paracetamol-induced liver damage in rats. — World
Journal of Pharmaceutical Research, 4, 2018, 35-42.

HEPATOPROTECTIVE EFFECT OF PROBIOTIC, CONTAINING
LACTOBACILLUS BULGARICUS DWT1, IN ACUTE
PARACETAMOL-INDUCED LIVER DAMAGE IN RATS

Gabriela Kehayova'', Marieta Georgieva', Kaloyan Georgiev?

IDepal'nnem of Pharmacology, Toxicology and Pharmacotherapy, Faculty of Pharmacy,
Medical University, Varna, Bulgaria,

2Department of Pharmaceutical Technologies, Faculty of Pharmacy, Medical Universiry,
Varna, Bulgaria.
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Dr. Gabriela Kehayova

Department of Pharmacology. Toxicology and Pharmacotherapy,
Faculty of Pharmacy, Medical University, Varna, Bulgaria

84 Tsar Osvoboditel Bivd.,

9000 Varna. Bulgaria

E-mail: gabi stier@yahoo.com

ABSTRACT

Hepatic impairment is one of the most common organ damage and occurs asymptomatically
until damage affects a significant part of the organ. The aim of the present study was to
investigate a hepatoprotective activity of a new strain of Lactobacillus bulgaricus DWTI
against paracetamol-induced hepatic damage in Wistar rats. Laktera Nature, containing
Lactobacillus bulgaricus DWT]1, Lactobacillus helveticus DWT2. Lactobacillus lactis DWT3
and Streptococcus thermophilus DWT 4,5, 6, 7, 8 administered at oral doses of 800 mg/kg
and 1600 mg/kg, showed significant hepatoprotective effects by decreasing the levels of
serum marker enzymes such as alanine aminotransferase (ALAT), aspartate aminotransferase
(ASAT), alkaline phosphatase (ALP), gama-glutamiltransferase (GGT), as compared to
standard drug (silymarin) and negative control. Histopathological analysis showed that
administration of the probiotic minimized liver damage. by reducing the level of
morphological changes and necrosis. Our findings demonstrate the possible use of Laktera
Nature, containing Lactobacillus bulgaricus DWTI1, Lactobacilius helveticus DWT2,
Lactobaciltus lactis DWT3 and Streptococcus thermophilus DWT4,5, 6, 7, 8 for prevention of
liver injury.

KLY WORDS: probiotic, paracetamol. liver damage. hepatoprotective effect
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IV. PE3IOMETA HA JOKJAIU OT HAYYHH ®OPYMM, IIYBJIHMKYBAHU B
BBJTAPCKHA HAYYHMU CIINMCAHUSA 1 CBOPHUIIA

1.

90 Abstracls PHARMACIA, Volume LVIII, 2011, Supp!

PHS-P3. PHYTOTHERAPY IN THE TREATMENT OF IMMUNE
DEFFICIENCY

Emil Milev, Marieta Georgieva

Department of Pharmacology and Toxicology, Facutty of Pharmacy, Medical University ~ Varna,
55 M. Drinov Str., Vama, Bulgaria, e-mail: e_milev_pharm@yahoo.com

The present review is an attempt to summarize the vast information, related to
the problem of phytotherapy and phytoprophylaxy in the treatment of immune
deficiency, due to variant reasons. The review contains data about plants and
promising substances of plant origin with immunostimulant and immunomodu-
lating effects. At present, little is known about the precise molecular mecha-
nism of action for most of them. As basic data a large number of papers and
publications from scientific centers and groups are used. There is a vide vari-
ety of newly discovered potential immunostimulant substances, isolated dur-
ing the last years from medicinal plants, such as Withania, Muira puama,
Euphorbia pallasi, Curcuma, Helleborus, species Terminalia, Rhus, some spe-
cies of fungi, and others. Much of these sources are in their early stages of
investigation. A small group of plants and substances are chosen to be pre-
sented here. The immunotropic plants and agents are selected so as to fit the
following general criteria: Available data about immunotropic activity (in vitro and in
experimental models); Available data (incomplete in many cases) about molecular
mechanism of action; Relatively low toxicity; Promising use as drug clinically in
near future; Participation in clinical trials (in some cases). The presented plants
and the substances, isolated from them, are showing efficiency in animal mod-
els and tissue cultures. Some of them exhibit activity in clinical trails.

Milev, E., M. Georgieva. Phytotherapy in the treatment of immune deficiency. — ®apmauus,
58, 2011, Supplement, 90.
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PHS-PB. EXPERIMENTAL STUDY OF LEARNING AND MEMORY
OF RATS AFTER 45-DAY TREATMENT WITH ATORVASTATIN
AND ROSUVASTATIN

Maria Georgleva, vanka Kostadinove
Cepanmenl of Prameoogy and Ctinical Pharmacology, b - Plavidw

Statins are widely used for the treatment of hyperipidemia. They have t?oen
shown 1o passess pleiotropic effects apart from their lipid-lowering activity —
i Yy, immur Y. p i Opposed to these
effects, serious adverse drug reactions are reported. cognitive impairment,
i P i isocial i Aim: The aim of the present study
was lo investigate the effact af 45-day trentment with atorvastatin and rosu-
vastatin on leaming and memory procasses of rats withoul brain damage
Matherials and methods: Wistar rals were treated orally for 45 days with
atorvastatin and rosuvastatin In two different doses (10 mg/g bw and 20
mg/kg bw). in paraliet with vehicle-treated group After that period fearning
ability and mamory ion were luated using tic reflox condk
tioner (shutila box) and two types of passive avoldance tasis {step through
and step down}. The ioral were igated Mlh the
aclive avoidance ftest: conditioned responses {aveldance), unconditioned
p { pes) and Intertrial i The passive avoidanca tests
wero used to observe the latency of reaction Results: The resulls from the
passive avoidance lests suggested that rosuvastatin In diffarent doses en-
hances lhe formation of short-term memory The tested drugs didn'l improve
tho preservation of long-term memory on the passive avoldance last;. The
results trom the active avoldance test also suggested that rosuvastatin pre
vents the preservation of long-term memary

PHS-P9. EFFECT OF BIOSTIM LBS AND CARBONTETRACHLORIDE
ON CYP1A2 ACTIVITY IN RATS

Marieta Geomlsva'. Dimitar Terdiivanov®, Kristina Bozhinova®

1Depariment of FracEnical and Cincai Pharmacoogy and Tascology, Medical University - Vama,
53 hasrin Drinoy Syel, 2002 Vama, Bulgaris, E-makt mariets_md @yohoo.com,
Tel. 052677050 ext. 2653, Fax €52 650018
Clinic for Ciinical Phanmacology and Pharmacokinel ts, Universty Hospital Sv. ven REsk®,
Madkal Universiy - Sofia
Tiie possible role of CYP1A2 in mediating the inducing or inhibitory effects of
Biostim LBS and carbontetrachloride (CCLs) applied separataly of in combina-
tion was evaluated in 8n 1| model of ity in Wistar male
rats. Comp of structural p ion models pi from
the three populalion pharmacokinelic {PK} modets of caffeine {CA}, NPEM2-

2. Georgieva, M., D. Terziivanov, K. Bozhinova. Effect of Biostim LBS and carbontetrachloride
on CYP1A?2 activity in rats. — @apmayus, 58, 2011, Supplement, 94.
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BIOST. NPEM2-CCL4 and NPEMZ-BIOST-CCLs bult-up on data from rats
treated with Blostim LBS ar CCL, alone and in combination, with the parame-
ter values of the population PK mode! of rats treated wilh CA only, NPEM2-
CAF, revealed statistically significant ralse in CYP1AZ2 aclivity after Biostim
LBS treatmant, whereas CCLu treatment significantly inhibited enzyme activ-
lty. 30-days prelreatment with Blostim LBS prevented CCL inhibltory effect on
CYP1A2 activity The results of the present study unambliguousty revealed the
ability of the population PK analysis to be used in the so-calied evolutionary
PK (eflometric scalling) for relevant forecasting of drugs PK behaviour in hu-
mans based on data derived [rom animals

PHS-P10. DENTAL OINTMENT WITH THIOTRIAZOLIN AND
CHLORAMPHENICOL (LEVOMICETIN) FOR TREATMENT
OF INFLAMMATORY DISEASES OF THE PERIODONTAL TISSUES

Marta Holeyko, Danya Holeyko

Departent of Therapeube Dentisky. Danylo Haytsky Lvi Nationat Mod cal Unnarsity
62 Pekarsia s Lvv 79010 Ukraine. e-mel. martaholeykod7 @holmalt com

T with of new, more efficient remedies
for of Y of the periodontal issues belang to the
most urgent In contemporary dentistry. An appfication of lecal dental oint-

ments with anti and antl-k y ing isap

frend in modem dentistry T and i

occupy an imp place in the of infl Y of the
riodontal tissues. Ti has high i y and

healing effects Ci icoi is anth of bread-sp aclivity. It is

active against gram-positive and gram-negative bacleria. The microbiological

investigations have shown that i of and henl

cof In one dosage form increase the phammacological effect of each other. For
the devetopment of the olntment we have studied a number of carriers pos-
sessing properties of adhesion to oral mucosa. it has been detarmined that
the most optimum carrier is 3% solution of methyl ceflulose with 10% concen-
tration of glycerine as plasticizer The afficacy of dental ointment with thiotria-
zolin and has been in clinical conditions. In the
case of different p forms, the was i after 2.3
vislts after its complex treatment. There was a rapid removal of inflammation
in generalized periodontiis of mild and medium severity
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3. Milev, E., M. Georgieva. Phytotherapy for master of pharmacy students in the Medical
University - Vama. — @apmayus, 58, 2011, Supplement, 115-116.
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PPS-P7. EXSPOSURE TO STRESS PHARMAGYSTS IN PUBLIC
PHARMACIES AND BURNDUY SYNDROME
Dragana Jockc!, Dusaitka Krajnovic

"Prarmacy Komodsaz I, Kuanaaska SE° 1 r.ak, Saibay
Dopartment of Sacka! Phamacy o Py Loyt on. ; ¢t Prarmazy,
Universty of Belgrada Vehvio Stcpe 450, Belgadc, Suibt bea karac B hemecy 59 3¢ 13

Studies have shown that the burnout syndrome 1ejimsonted the highest per-

centago among hoatth caro worksrs. Thero arit aumy ¢ ases that laad to this:
an role of p heavy warkicad, thy ity of

ously perfanming a number of diverse activilics, te: jowing need of health
services  Also, constant exp of digsalista e 1 e 1 and
business environment. Chronic strass can lead ta buniont syncmme. The aim
of this study was to examine the otfect of stress phimmaclas employed in a

public pharmacy in the appearance of "burnout sydiome”. Thi sample con-

sisted of 369 phamacists emplayed n public phannaios, 57 mates and 302
temslas, 38 A% fmm Beigrade ond 60 2% in smaller cties. Woax 15ad twa in-
strumonts propasad Gleding, Everty, and Dusek. Tha first g diornsisire is o seff-
aasessment (st for the vl of stress basad on the existenua of low Lasic tactors
overtoad ichronic lack of ime, over-msponsibiily, lack of suppor, iux! high axpac-
tations from himse!f and his environment) and consists of 10 e vall lour-level
Likert scale. The second questionnakm is 2 test 1o measure knies of bumotd syn-
drome and consists of 15 questions with Likert scale of five deqre: Results and
discussion: The results show that 53.1% of pharmacists urer stress 30, 4%
of phannacisis Is engagod in the third degree of bumout syndiome  and
11.4% fourth degree of burnout syndrome, 45% of pharmachits is not attecled
burnoul syndrome. Tt can be conciuded that more than half vl gharminists
undor stress, manifested by consequant hurnout.

PPS.P8. PHYTOTHERAPY FOR MASTER OF PHARMACY
STUDENTS IN THE MEDICAL UNIVERSITY - VARNA

Emil Milev, Mariala Geomgleva

Oepanmont of Pharmacology and Toxcotogy, Focutty of Phamacy, Maical Unfvers?
55 1, Dricov Sir Vama, Buggans, a-mak & miey, phame:ahoa com
The discipli y * da d in the Faculty of Phammacy of
Madical University - Voma In the acadamic year 201072011, [t is includad in
tha teaching plan for Ihe master of pharmacy students in the Fazulty of Phar
macy. The prmary alm of tha course is 10 provide sutficient knowladge about
the main groups of medicinal plants, their most important medicinal featuras
and their correct and avi based medical icati Thu coursa con-
tains up to date inlormation on the mosl widely used medicinal plants and

116 Asairects PHARMACIA, Volume LVII, 2011, Supal.

phyloproducts, mostly labeled in Buigaria The products are discussed in
groups according fo Lhelr therapeutic usa Speclat attsntion 1s pad to the use of
phytoproducts in the l!mgynnd prevention of diseases of major sodizl impact —

i i and disaases. Still a problem
M&Msmmdwmﬂn,mﬂmﬂlmmmlmmhmmunl
phylotherapy. There are no specific student-oriented lext sources for feoming
Related to this, an educational CD-ROM is created, Incluting multimedia presen
tatons of oach lecture and lopic, and a variaty of addiiona! loxt and graphic mate-
rials, enabling the learmning process of students Al the end of the course, a
questionnaire will be made and the obtained results will be taken into ccnsid—
eration for the next 2011/2012 year course updates

PPS-P9. MATERIQVIGILANCE - BASIC CONCEPTS AND
LEGISLATIVE FRAMEWORK

Hristina Lebanava', Evgen: Gigorov’, ilke Gstov®

Phaimacy “Novie” ~ Soba, Buigaria 1818 Scfia, Dvchm hupet, £1. 804, ent. A, 0 3,
Tet +255029712285, erothesin om
*Faculty of Phamacy Meckoad Unkversty - Soka

Medical devices {MD} saiety fcr patients and medical specialists in ha
dling am{ use of medical devices Is a serious problem |n93$ Eumpe&mcUn;n
{EU), which takes more end mare attention. Recent studies indicale the gmow-
ing nurpbar of incldents associated with MD, which are repurtod by heaith
prulesmn‘als and manufacturers and which resultad in differont types of cor-
rective actions. Safely is defined as an act o avoid unnecessary or potential
hanp to pationls and medical professionals associated with health i the use
of diffarent classes of medwcal devices. EU/ European Economic Area coop-
eration Is necessary from legistative point of view 1o improve Lhe unified sys-
tem of vigilance and stimutate greater aciivity by medical professionals. Efforts
o !mpmve patlent safety depend on establishing effective and consistant
policies, 2 1 and across Europe. The alm of the
pres.enl sluc_iy s to assess the importance of ma:eﬁoviqiancé for the sale use of
medical devices and its implementing into practice and education. Patient safety is
an important part of the EU palicy agenda. That Is why In many documents thy
wuspelludou“}m blgations of all particip inthe of i
distribution and use of medical devices. European Commission aims to faciltate
nr‘|d support the work and activities of Member Stales through pro-active work
with different stakeholders: the World Heailh Organization, Councll of Europe
::Il: of patiants, nurses, den-
and h as aclive :

ensuring the safe use of medical devices s cverailprocess of
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4. Georgieva, M., D. Stavrev, T. Stoyanova. Contributions of Boris Abramovich Oks for
promotion of pharmaceutical products in Bulgaria. — @apmayus, 58, 2011, Supplement, 125.
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PPS-P19. ADVERSE DRUG INTERACT M) PPS-P20. CONTRIBUTIONS OF BOR!S ABRAMOVICH OKS FOR
PATIENTS e PROMOTION OF PHARMACEUTICAL PRODUCTS IN BULGARIA
o
Maria Ganeva', Tanya Gancheva®, ivar B & Mariata Georgleva, Dimilar Slaviev', Todorka Stoyanova®
Evgania Hristakleva 8 ,. ” .

+Sackon o Phatmacology and Clicst
Cigic of Dermatology ard Vensroology, Universy
Theocian Universsty, 11 Ameicka SL 6000 Siara Zey
Fax 42500705, E-mal masiaganavs

Purpose. To assess tha frequency, nature
adverse drug interactions (ADIs) in patients ho.
malology and Venereclogy at the University He
tents and All aunwusu 0 e Lhnic for the
period March 2008-December 2010 wera included in the study informalion on
systemic medication was racorded and screened for potential ADIs using an
eloctronic drug interactions checker. ADIs were classified inlo the fofiowing
calegories: “caution advised”, ity thorapy”, 3
to the clinical o, plive statistics
and logistic regression wora used in the analyses. Resuits. A lotal of 508
patiants, 361 of them with estabiished comorbidilles were Included in the
sludy ADIs {341 In number) were detected in 150 patients (20 8% of the
patent pepulation} AD!s fram the catogory “monitor/modify” were the preva-
lent type. The potential clinical outcome of ADIs was ovaluated as increased
risk of adverse offects or toxicity in 274 ADIs (80 3%) and nsk of decroased
effectivenass in 67 ADIs {19 7%} Hypotension was the most common ex-
pectad clinical presentaion of ADIs. In 8 cases, ADIs caused manifest ad
varse drug P melena, i and d2-
ziness The strongest predictor for the dovelopmant ol ADIs was the increas-
ing numbor of drugs (OR 2.15; 95% Cl: 1.84-2.50). Discussion Potential
ADts were detected in 8 i part of patients
Drugs involved In ADIs have been mainly for iditles. The
present study confiams ihe primary role of polypharmacy for ADIs In tha Inves
tigatad cohort of patients

Toxoslogy, Meachcal Iniversity - Vama
8002 Vama, 55 Warn Ornov Syeel, Buigerta E-mei mariets_md @yahoo.com,
Tol 052677050 et 2853 Fex 0528500/
Deparienl of Aratomy, Hisiclogy and Embrysogy. Meztical Uriversy - Varms
Ahuzaum of Histary of Medicne of Varma

Bons Abramovich Oks was bom on July 10, 1851 in the village of Grigoriopol
mogion of Ukraine Ha studied med-
cing In Wil g, Zlrich, and Hei In 1878, ho a ion an
ihe topic of ‘Slesp and dreams’ at the University of Heideiberg and was awarded
the doctor title. Later on he worked in the Town Hospital of Odessa. In 1880, he
published fogather with Dr. O 0. Machutkovskly their paper dealing with the
medical applications of hypnosis. Ho cstablished the first instiute for the produc-
tian of anti-smalpox vaceine in the town of Razprad and was active in its distibu-
tion and application. This institute was the s2cond one in Europe. Half a milion
acults and chidren got vaccinaled by using its products in 1883 Dr Boris A Oks
initiated the creation of a medicat sociely In the fown of Vema as the first one in
Buigana In 1884, he started the pubBcaticn of the first medical oumnal in Bulgara
entitied Zdravie' (1. e. health) in Vama. tn 1887, he relumed to Russia whera ha
estabished a spocializad private institule for the treatmant of smalipox Beskdes
he was involved in research and publishing activity Up-to-now the town of
Razgrad B centre of the industry in Bulgaria. Ther is
the beginning and vestige of Dr. Boris A. Oks in our Ea.

PPS-P21. JAMES W, BLACK (1924-2010) - DISCOVERER
OF BETA-BLOCKERS AND CIMETIDINE

Marlota Georglava, Slela Dregomanava, Dimitar Dimifrov
Clrica! P 2nd Toxicology, Medicsl Universey - Vama,

02 Vama, 55 Marin Drinov Strost, Bulgaria, E-maf: mansta_md @yehoo com,
Tel 02677050 o1t 265, Fax 052-650018

James W. Black was born on June 14, 1824 in Uddingston, Lanarkshire, UK
as the fourth of five sons of a Baplist family He samed a medical degree from
St. Andrews Universly in Scolland in 1948. in 1950, he was appointed a lec
turar ot the University of Glasgow Veterinary School and established the Do-
partment of Physiology there. tn 1958, J. W. Black joined tha pharmaceutical

y ICl as a sonior He became head of biological re-
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Georgieva, M., S. Dragomanova, D. Dimitrov. James W. Black (1924-2010) — discoverer of
Beta-Blockers and Cimetidine. - @apmayus, 58, 2011, Supplement, 125-126.

w53

csz/ 8B 112

V HATONA PMuascrU. cas CONGRLSS Airacs 125

PHS-P20 CONTRIBUTIONS OF BORIS ABRAMOVIGH OKS FOR
PROMOTION OF PHARMACEUTICAL PRODUCTS IN BULGARIA

Marieta Goorgleva, Dimitas Stavrev', Todorka Stoyanova'

Departnent vl Prciricd mi Cvical Pramacskgy ar:l Todcdiogy. Nedieal Jreversdy - Voma,
902 Varna, 53 Masn Denav Sreet, Guigard E-mak marista mdid ysheo o,
el 05267TR50 eat 2653 Fax (62 ES512
Deporiontof Ansiamy, Hisology and Enbrrzbgy Wedeal Unsessry - Vame

“Musaum of Hictory of Mezona 3 Vams
Bona Abramovich Oks was bom on July 10, 1851 in tha vitage of Grigoriopol
reglon ¢t Ukraing Noldova} Ho studiod medi-

cine i Wirzburg. Zlrich, and Heidelberg. In 1878, he defended a dissestation on
the lopic of ‘Slecp and dreams' 3f the Liniversity of Haidelberg and was awarded
the docior lite Later an he worked in the Town Hospitol of Odessa. In 1880, he
published together with Or O O Machulkovskly Iheir papor dazfing with tha
medical applications of hypnosts. He established the first institute for the produc-
bion of ant-smaipox vaccing in Lhe town of Razgrad and was active in its distribu-
tion ot apphcation. This nstitutn was the second one in Eurnpe. Half a million
adults and chiidien got vacainated by using its products. In 1833 Dr. Borts A Cks
initiated the creation of a medical society In the town of Vama as the first ona in
Bulgada In 1884, he stardad the publication of he frst medical journal in Buigaris
entilied Zdraie® {i. & health) in Varna In 1887, he retumed tc Russia where ho
estabiished » specisized private mstite for the treatment cf amalipnx. Besides
he was Involved b reseach Bnd publishing activity Up-lo-now the town of
Razgrad repmsents a centre of the pharmaceubeal industry in Buigariz. There 15
the beginning and vestige of Dr Bais A. Oks in our o

PPS-P21. JAMES W, BLACK (1924-2010) - DISCOVERER
OF BETA-BLOCKERS AND CIMETIDINE
Marieta Georgleva, Stela Dragomanova. Dinvtar Dimétrov

eical oy a1 Tonicology, Maceal Uncversity - Vama,
9002 Varma, 55 Marin Denov Sweet Bulgra, E: el yaho
Tel. 052677050 exl. 2853, Faa 052850019

James W Dlack wus born an June 14, 1924 in Uddingston, Lanackshire, UK
as the fourth of five aons of a Baplist family He eamed a modical degrae from
St Andrews University in Scolland In 1846 in 1050, he was appeiniad o lec
turer al the University of Glasgow Veterinary School and sstablished the De-
partment of Physiology there In 1958, J W Black joined tho phamaceutical
company IC as a senior phanmacologist. He became head of biclogical re-
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search at Smith Kling & French Laboraiories in 1984 In 1978, he joined the
Wallcoma Resaarch Laboratories as director of therapautlc research Since
1684 onwards ha was protassor of analytical pharmacology ol King's College,
Cambridge, becoming emeritus 'n 1983, Sinca 1982 anwards ha was chancet
lor af tho University of Dundee In Scoland. Ho was knighled in 1981, Sir
James Black is 2 British pharmacologist who was awardaed tha Nobet Prize for
Physlology ard Medkine in 1888 for his developmant of two impertant drugs.
proprarciol and clmatidine. First slr James Black discovered two cignificant
drugs which wera “first-in-class® agents. Sacond, he first approved drugs
possassing a naval mechanism of acton. Ha is considored one of the most
impartant coruibulois to clinical medicing and pharmacology of tha 20th cen-
tury Propranofol has been described as ihe graalest bieakthrough in heart
disease treatment since the 18th century discavery of digitafis, Cimelidine is
tha first H2-biocher used for the management of cepiic ulcer disease James
W Black has baan called the father of angiylical pharmacology. He contrib-
uled mote than lhousands of doctors for the refief of the pallents

PPS-P22, ASSESSMENT OF THE DIRECT COSTS OF RHEUMATOID
ARTHRITIS RELATED PHARMACOTHERAPY IN UKRAINE
Natalila Khanyk, Lyudmyla Borushevska

Naralis Knanyk, Dogon macy. Dumylo Hatytsky Lvv Hasonsl
Moot Univarsity €3 Pokarusa st Lvw, Ulraine 79113, 9. 4300579089203,
&mal Feroikad yahoo com

Most patients with theurmatoid arthitis {RA} require confinuous trestment to
retard of stop progression and to conlroi disoase flares in addition lo these
direct costs, work disabikty loads to reduced productivily and oarly relicamant,
and as a result, 1o subsiantial indirect costs  Objactive. To describe the fro-
quency ond direct coats of main Lroatmont strategias for patients with RA in
Ukrana AMethods. Patients admitted to rheumatology department in the hoa-
pital wern included and followed dudng Ihe haspital stay (medium 1012
days), whh particuiar attontion lo medication of the main disease Campro-
hensive daia were collected over a T-year period in Fehruary, May, August
and November (medium ago: 55 yesrs and range 1790 years, B6% females)
Raosuits. The patlents were prescribed a medium of six drugs (mnge 3-18).
Only ane-third of them were relsted to RA treatment. Dissase-modifying antir.
heumatic drugs (DMARDS), giucocorticokis (GCs) and non-sterokdal anii-
inflammalory drugs (NSAIDs} wera usad for traatmont of RA In the hospilal
50% of the petients secelved combination of afl of these drugs (the averago
individual cost was 13,80 € and range 0 52-129.38 €) 18% of tho pationts

=
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diabetes in spontaneously hypertensive rats
(SHR). Twenty four male and female SHRs,
strain  Okamoto-Acki of uniform age were
randomly divided into four groups (n=6). Group
1and 2 are non - diabetic control male and female
SHR; Groups 3 and 4 arc challenged with
Streptozotocin (40 mg/kg i.p) rats. Blood
pressure and fasting glucose levels were
monitored once a day for two weeks. The animals
with highest blood pressure and blood glucose
levels were chosen for the experiment. Livers
were collected for assessment of reduced
glutathione (GSH), thiobarbituric acid reactive
substances (TBARS), mecasurcd as
malonedialdehide (MDA), and aniline
hydroxylase (AH) activity, a marker enzyme for
cytochrome P450 (CYP2ElL). There was an
increasc in the MDA production and the activity
of AH, and decrease in the concentration of GSH
in diabetic SHR livers, compared with non-
diabetic SHR livers. These results are more
pronounced in male diabetic rats, compared to
female. On the basis of these data we can
conclude that the two pathological conditions —
diabetes and hypertension, part of the metabolic
syndrome interfere not only with the endogenous
protective mechanisms but also with the
metabolic activity of the liver.

Key words: SHR, diabetes, streptozotocin,
metabolism, rats
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Summary

Xanthates (alkyl derivatives of dithiocarbonic
acid, ROCS2K) are well known metal ions
chelating agents with varicty of biological
properties as antitumor and antiviral effects. Our

previous studies have shown that xanthates were
powerful and selective mechanism-based
inactivators of some cytochrome P450 isozymes
(2B6 and 2E1).0Other P450's werc cither inhibited
(1A, 2D6, 2C9, 4Al1l) or not affected (3A2,
3A4). The primary side of P450 attack on
xanthaie molecule is the carbon atom. There are
data that some reactive oxygen spccies arc
playing major role in the cytochrome P450
xanthates metabolism.

In this study, we are following the metabolism of
xanthates (spectroscopically and by HPLC) by
some other reactive oxygen dependent enzymatic
and non-enzymatic systems like flavine
monooxygenase (FMO3), horseradish
peroxidase (HRP), hydroxyl ridicals
(Fe*/ascorbate/H, 0 /with or without ED IA) and
superoxide radicals (UV-degradation of
riboflavine/methionine) producing systems.
FMO3 oxidized one of the sulfur atoms giving
perxanthate (the same metabolite is producing by
incubation of xanthates with H,0,). On the other
hand, HRP-compound 1 (when the ratio
enzyme/H,0, is 1:1) oxidizes xanthate mainly (o
bisxanthatc. Xanthates inhibited deoxyribosce
degradation in Haber Weis rcaction mainly by
scavenging the hydroxyl radicals concentration.
Superoxide generated by the photooxidation of
ribofluvin, metabolized xanthates to unknown
metabolites without oxidation of the sulfur
atoms. The same was done by purified CYP 2B6.
The readiness of xanthate niolecule to interact
with diffcrent reactive oxygen species reflect in
their potent antioxidant and scavenger activity,
which could be on the background of their
antiviral and anticancer activity.

Key words: xanthates, cytochrome p430,
metabolism, reactive oxygen species
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Summary

Taking into account the increasing use of
antidepressants in the world, as well as the vital
use of neuroleptics in patients with schizophre-
nia, we have examined and summarized the data
obtained for intoxications with these drugs.

The data available related to intoxications with
neuroleptics and antidepressants have been
obtained from the Department of Toxicology at
the Military Medical Academy - Vama, as well as
from additional literature sources, mentioncd
below in the exposition. On the basis of these data
we did our summaries concerning the frequency
of the acute intoxications with the indicated
medications.

Upon performing a retrospective analysis of the
acutc poisonings in the Varna region for a 5 year
period (2006-2010), based on the adopted for
treatment in the Department of Toxicology at the
Military Medical Academy - Varna 4960 patients
with acute intoxications and acute allergic
reactions, was found that the drug intoxications
are with a relative share of 18.3% and rank third
as a cause of hospitalization.

According to the retrospective analysis, we
concluded that is observed a decrease in the drug
poisonings, particularly with neuroleptics and
antidepressants, compared to data from the recent
past, when they have occupied a leading position
among the intoxications. 1t is belicved that the
reduction of the frequency of the drug poisonings
1s due to the regular allocation of medicines in the
pharmacy network.

Key words: neuroleptics, antidepressunts,
intoxications, analysis
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Summary
Ligand-dependent activation of hepatic PPARy

Seventh National Congress of Pharmacology, 17-19 QOctober 2014

has been proposed as a molecular initiating event
(MIE)in a prosteatotic mode-of-action (MoA). In
this study we aimed at (i) in silico study of the
PPARy-ligand interactions as important for
clucidation of the MIE; (ii) evaluation of the
quantitative cvidence supporting key
intermediate events within the MoA.
PPARy-ligand complexes were extracted from
Protein Data Bank, For the molecular modelling
purposes MOE 2012.10 software was used. The
following tools were applied: Protonate 3D,
Ligand Interactions, Site Finder and
Pharmacophore Analysis. MoA assessment was
based on a literature search and followed the
AQP/OECD principles.

118 PPARy-ligand complexes were analyzed
The study outlined important features of the
PPARYy ligand-binding pocket, as well as the main
interactions with some of the most potent
agonists. A pharmacophore model for the PPARy
full agonists was developed and the
pharmacophoric features were discussed in
relation to their role for the ligand binding to
PPARy. The performed assessment of the
developed toxicily pathways outlined PPARy
target proteins relevant to the studied MoA.

The results can be used for: (i) safety evaluation
of new compounds targeting PPARYy; (ii) rational
design of compounds with controlled activity
towards the PPARy receptor.

Key words: PPARy; fiver stcatosis; molecular
initiating event (MIE); molecular modelling;
pharmacophore
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e

The aim of our experiments was to study the
effects of benzodiazepinc and cthanot
administration on reproduction and fetal
development of pregnant Wistar rats.

The experimental animals were treated
separately or in combination with cthanol,
diazepam and medazepam. The number of early
feta} deaths and reproductive parameters in male
and female rats-generation of the treated anirnals
were obscrved. We used a reproduction method
published by BoyadjievaN, 1988.

Our results show that cthanol potentiated the
toxic cffects of diazepam and medazepam on
fetal development. We observed high frequency
of fetal lethality and decreased sexual perception
in the generations of rats treated with the
combination of ethanol and benzodiazepines.
Diazepam and medazepam administrations
decreased reproductive abilities in male
generations and ethanol potentiated the adverse
effects of benzodiazepines.

Our toxicological studies suggest that combined
consumption of benzodiazepines and ethanol
may cause both early- (fetal lethality) and late-
onset (decreased reproductive abilities) adverse
reactions on generations of pregnant rats treated
with the substances.

Key word: cthanol, diazcpam, medazepam
reproduction, fetal development
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Summary

Classification of drugs used during lactation is a
poorly explored field in present day
pharmacology.

The purpose of this study is Lo provide practicing
health care specialists with a stable and broad
qualificalions system as the base for making the
right choice when administering drugs to beast-
feeding patients.

The development of the present qualification
scheme 15 based on logical and staustical

Seventh National Congress of Pharmacolagy, 17-19 October 2014

methodological approaches keeping in mind the

purpose of this study - to classify drugs registered

in Bulgaria.

Initially obtained results lead to interesting

conclusions, which should be used for further

therapy refinement in patients of this high-risk

therapeutic group.

Drugs are divided into 4 categories:

1. Considered safe for the infant.

2. Reclatively safe for the infant.

3. Safe for the infant atter the elimination of
the drug out of the mother’s body.

4. Considered safe for the mother, but toxic for
the infant.

Key words: drugs, lactation,

pharmacotherapy
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Summary

Studics on vitamin D and its prohormoncs are
increasingly extending beyond the focus and
functions rclatcd to calcium and bone
metabolism. The discovery of the nuclear vitamin
D receptor (VDR) in 1974 and its localization in
promyelocytes, monocytes, lymphocytes,
ovarian, and placental endothelial cells. dermal
fibroblasts allow the study of the noncalcemic
vitamin D-mediated cffects, such as cell
proliferation and differentistion and immuno-
modulation. VDR is expressed in many cells of
the immune system, including monocytes,
macrophages, dendritic cells, NK lymphocytes, T
and B lymphocytes. Its concentration is high,
however, in immature thymocytes and CD8
lymphocytes, regardless of the activation status
Other experimental models, demonstrate the
cffects of vitamin D on the immunc system, some
of which are regulated to the differentiation and
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Summary

The pharmacokinetics of zinc was investigated in
broiler chickens afier singlc crop intubation of
50 mg/kg 5% zinc aspartate suspension in 2%
carboxymethyl ccllulosc solution.

Blood serum zinc concentrations were assaycd
on a biochemical analyzer. The pharmaco-
kinetics of zinc was done using two pharmaco-
kinetic approaches — compartmental method and
non-compartmental analysis using pharmaco-
kinctic software (TopFit, v.2.0.).

Afer the intraingluvial application, zinc was
rapidly absorbed (1,,,,=0.104£0.02 h) by the
alimentary system of birds attaining C,,, of
63.60+3.94 mal/ml by hour 0.77 (compartmental
method) and C_,=69.27+4.35 mol/mi by hour
0.92h (non-compartmental method). It is
characterized with a long biological half-life (¢, ,)
of 13.82+1.63h (compartmental analysis) and
15.96+1.73h (non-compartmental analysis) and
long mean residence times (MRT) 20.1212.35h
and 23.00+2.50h, respectively. The distribution
in blood and extraccllular fluid was good as scen
from Vd,,values — 0.77+0.05 Vkg (compart-
mental analysis) and 0.65+0.05 I/kg (non-com-
partmental analysis).

Key words: pharmacokinetics, chickens, zinc
aspartate
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Summary

The free market and the quickly changing social
and economic circumstances lead to poor control
of the foodstuffs' quality and safety. HACCPis a
part of the systems for foodstuff's safety
management.

The main task of the HACCP system in the food
industry is to implement requirements for the
manufacture of a safe product meeting the
specified qualitative indexes — organoleptic,
physicochemical and microbiological. This
system follows up, controls and prevents the
probabilities during the manufacture various
biological, chemical and physical risks to appear.
Ever heavier problem in the present day is the
production and consumption of genetically
manipulated foods and organisms. Over 50
countries, including all EU member-states, as
well as most of the countrics in Asia require
labeling of the genetically engineered foods.
Important part of the HACCP system is the
prescntation of objective and full information
about the foodstuff on the label, which is
improving the consumers' awareness. Thus, the
consumers are able to make a conscious and free
choice of toods and to lead healthy way of life.
Time and the world experience prove the
efficiency of HACCP system and, therefore, it is
internationally recognized as the most reliable
system of guaraniceing the safety of the
foodstufls.

Key words: Hazard analysis and critical
control point (HACCP system), safety
foodstuff, genctically manipufated foods and
organisms
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feet of 1/100 AICCL, and gastroprotective effect of 2/100 AICCL and EICCW in support of the scarce reports about
internal usage of decoctions from C. caggygria. The most probable mechanism of these beneficial effects is the sig-
nificant decreasc of lipid peroxidation, due to the antioxidant praperties of the plant investigated. Phytochemical
analyses showed that the major components of the AICCL are gallotannins and gallic acid. Fustin and sulfuretin
were the major bioflavonoid constituents of the EICCW.

IMMUNOFAN - CHARACTERIZATION AND SIGNIFICANCE
AS IMMUNOMODULATOR IN MALIGNANT DISEASES

Bisera Yustiniyanova, Marieta Georgieva, Blagovesta Nanova

Faculty of Pharmacy, Department of Preclinical and Clinical Sciences,
Medical University of Varna

Address for correspondence: 55 Marin Drinov str, 9002 Varna, Bulgaria
e-muail: bisera_23@abv.bg

Immunofan is a modern cffective immunomodulator as a product of the newest tendency in world medicine - the
molecular nanotechnology. The author and discoverer of the unigue patent medicine is Prof. Dr. Vasilii Lebedey.
‘The product is manifectured in three forms: sterile ampullac, spray doses and suppasitorics in Scientific-manufac-
ture complex “Bionox” in Moscow. Pharmaccutical effect of Immunofan is manifested in threc basic directions:
¢ Restoration the balance of the oxidation and restoralion processes in the organism;
< Correct the immune system in cases, when the immune system is destroyed in appearance of malignant
formation, discase respectively;
¢ Remove the possibility for multiple drug resistance (MDR), and by this way the effect of the treatment with
other drugs is increased in patients with malignant disease.

For the first time in the world a new medicine is created that give the chance to be used 1o abolish the multiple drug re-
sistance. In the treatment of malignant discases it is concerned that during the period of chemotherapy should not be
taken immunomodulators, because they increase cellular mitotic activity. Just the apposite is the idea that Immuno-
fan should be taken exactly during the time of chemotherapy, because the multiple drug resistance is avoided, return
ing the cellular sensitiveness to therapeutic effect of chemotherapy. Overcoming multiple drug resistance, the most
powerful cfféct of medicines is achicved in treatment. The effect of Immunofan is developed and keeps for 2.3 hours
(rapid phase) andis continued to 4 months (maderate and prolonged phases). In patients with cancer two ways of ther-
apy is recommiended. First: by inclusion in general scheme of multipurpose treatment (chemotherapy and operation),
and at that moment start the application of limmunafan just before chemotherapy or operation, and second followed
by continuing of application the medicine during the whole therapeutic period. Itis accepted that Immunofan isa pat-
ent medicine that has no analog gi fulators manufactured to this moment in different countriesin
the world. In patients with cancer Immunofan is with proved effectiveness and is received permission and license for
application in medicine. Immunofan is recommended not only for cancer prevenlion, but for appropriate therapeu-
tic patent medicine with proved effectiveness in secondary and tertiary prevention of cancer. That gives the possibili
ty for prolongation and improvement of life property of paticnts with cancer.

Keywords: invnunofan, immunomodulator, malignant diseases, prevention, thernpy
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Medical services and care for patients today arc increasingly liberalized and relying on awareness and active
participation of the patienl. But problems with the spelling and the correct allocation of prescription drugs
remain. Many countries have introduced electronic prescriplions, which reduces the possibility of error toa
minimum. In Bulgaria such a project is currently in progress.

Will focus primarily on the problems at discharge and dispensing of medicines prescribed on regular
(“white”) form - Ordinance M 4, Official Gazetle No. 3, year LV, Annex 2 1o Article 6, paragraph 1.

The recipe is an official document with medical, legal and financial burden. We put emphasis on the respon-
sibility that the pharmacist is often forced to take, performing incorrectly or illegibly written forms for hu-
mane rcasons and not for financial reasons, as suspecled.

Training of medical professionals about the rules of prescription and dispensing of prescription drugs is
subject to improvement. In this regard, the project “Updating the curricula of the Faculty of Pharmacy at
the Medical University Varna in accordance with the needs of the pharmaceutical business and the require-
ments of the labor market” is absolutely necessary.

Paying attention to this aspect of the work will improve the performance of pharmaceutical care in pharma-
cies and reduce the possibility of the occurrence of errors.

Keywords: recipe, prescribing, reading and dispensing of drugs, improving curricula
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THE ROLE OF PHARMACISTS IN THE IDENTIFICATION,
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DISORDERS AND STRESS-RELATED PATHOLOGY
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Bulgaria is a country with high rates of suicide attempts and realized suicides, morbidity from unipelar de-
pression, neurotic and eating disorders. Social instability, low income, and bullying at school and home cre-
ate a high-stress medium. Chronic stress leads to intellectual and behavioral deficiencies which significant
Iy worsen quality of life and productivity. The exact morbidity and prevalence are unknown because of per-
sistent fcar of stigmatization and misunderstanding. Attempts for sclf-medication with tobacco, alcohol and
marijuana worsen the condition and create bigger problems with alcoholism and addictions.

As the most accessible healthcare professionals, pharmacists can play an important role in the treatment
and prevention of such disorders. A significant part of the patients prefer visiting the pharmacy for advice
or recommendation before a visit to their GP, if such follows.

Review of the tolerability, cost/effectiveness and risk/benefits ratios of the sccond gencration of antidepres-
sants, and especially SSRI's class, shows that they have favorable profile and some meta-analysis show sig
nificant decline in suicide rates in countries with traditionally high baseline suicide rates.

Giving pharmacy professionals prescription capabilities for the safest drugs can reduce the burden of the
national healthcare and social systems, primarily by preventing serious healthcare issues by an carly ensct

of proper treatment for mild cases and by more cfficicntly directing moderate-to-severe cases for psychiat-
ric consultation.

Keywords: Depresstan, SSRI's, Prevention, Health benefits, Pharmacists
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Cancer is a scrious global public health problem and incidence and mortality have been steadily rising
throughout the past century in most places of the world.

There are several epidemiological evidences that suppert a protective role of probiolics againsl cancer. Pro-
biotics are live bacteria that could exert health beneficial effects upon consumption. At icast one-half of all
cancers arc suggested to have a dictary component. Thercfore many of the dietary agents and natural health
products have attracted the attention of scientists. In addition to regulation of intestinal epithelial homeo-
stasis and immune responses, certain probiotics have been reported to activale anticancer mechanisms.
In-vivo and molecular studics have demonstrated encouraging outcomes, mainly attributed to its antimi-
crobial effects against carcinogen-producing microorganisms, antimutagenic propertics, and alteration of
the tumor differentiation processes.

The use of probiotics to prevent colon cancer has gained much attention due to positive outcomes. The in-
creascd interest in these areas demonstrated the need for further evaluation to betler understand the exact
mechanisms involved, and to gencrate uncontroversial experimental evidence.

Keywords: probiotic, dictary component, cancer prevetion, mechanisms, antimutagenic properties.
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Aim: The purposc of the present rescarch is to investigate what Hernia Meshes (“HM") are used within Var-
na region during hernia surgery and to make estimation of the factors that influences the choice of HM.

Materials and methods: During the survey has been collccted information en the number and the type of
hernias that have underwent surgery in Multiprofile Hospital For Active Treatment - Dobrich, Multipro

file Hospital For Active Treatment - Silistra and Multiprofile Hospital For Active Treatment "St. Marina”
- Varna within the period 2012 - June, 2014, as well as on the mesh amount being used in hospitals for ac-
tive treatment in Sofia, Dobrich, Silistra, Razgrad and Varna. The said survey has involved 55 surgeons from
main clinical centers. On the basis of the questions in the survey card there have been clarified with what
HM brands the surgeon operate with, which factors influence on the decision to be put a mesh. Therc has

Scripta Scientifica Pharmaccuties, vl |, 2001, suppl |
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Introduction: Alzheimer’s discase (AD) is the most common form of d tia causing problems with mem-
ory, thinking and behavior. So far there is no unificd theory for AD pathogenesis and effective treatment.
Scicentific reports indicate many natural substances possessing neuroprotective propertics. New studies
demonstrated that natural monolerpen myrtenal combines antioxidant and anti-acetylcholinesterase activ

ity. Our unpublished data reveal significant improving effect of myrtenal on cognitive function of rodents.

Aim: Goa!l of this study is to cxamine the effect of myrtenal on AD progression using animal model.

Materials and methods: Experimental model of dementia from AD type was producced on male Albino
mice via scopolamine treatment (1 mg/kg i.p., 11 days) and was verified with cognitive test (Step through)
and biochemical markers: lipid peroxidation and glutathione content in brain. Dement animals were treat-
ed simultaneously with myrtenal (20 mg/kg i.p., 11 days). Its preventive effect was evaluated when compared
with the effect of lipoic acid (30mg/kgi.p., 11 days) and galantamine (1 mg/kgi.p., 11 days) as referents. Data
were analyzed using t-lest of Student-Fisher.

Resulls: Myrtenal produced a significant restoration of cognitive function (with 33%) in dement mice in
comparison to scopolamine coutrols. In healthy rodents, myrtenal had antioxidant activity and decreased
significantly brain lipid peroxidation, but in dement animals showed pro-oxidant activity, Administered to-
gether myrtenal and Jipoic acid demonstrated even better preveation on memory and also decreascd estab
lished pro-oxidant activity of myrtenal in dement mice,

Conclusion: Analyzed changed paramelers (cognitive and biochemical) suggest antioxidant mechanism in
myrienal preventive effect on AD progression.

Keywords: mnyrtenal, Alzheimer’s disease, lipoic acid, antioxidants, prevention
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Aim: Object of present study are two newly synthesized neuropeptides with short chains: analogues of Tyr-
MIF - 1 with code P1 and of Nociceptine with code P2.

Materials and methods: On male albino mice we studied the changes in the cognitive functions of animals
after 3, 7 and 14-days pretreatment with both compeunds (5 mg/kg intraperitoneally- i.p.) via: step through
test (for learning and memory), Rot-a-rod test (for muscular coordination) and Hole board test (for explor-
atory activity). Their potential analgesic effect was evaluated by Acetic acid test and their activity on the cen-
tral nervous system (CNS) was cvaluated via interaction with hexobarbital (HB- 100 mg/kg i.p). Statistics
were performed with Student - Fisher test.

Results: On the 3" day after treatment daily both compounds had no effect on cognitive functions of an-
imals, but on the 7" day the analogue of Tyr- MIF -1 (peptide P1) significantly improved the memory (by
60%) and decreased also the exploratory activity of treated animals. The analogue of Nociceptine-P2 dem-
onstrated significant dose-dependent analgesic effect. On the 14™ day both compounds improved neuro-
muscular coordination of animals. In single doses two compounds shorten significantly duration of hexo-
barbital narcosis (P1 by 40% and P2 by 50%) via unknown mechanism, probably related to functional antag-
onism between the neuropeptides and hexobarbital on CNS level.

Conclusion: Newly synthesized neuropeptides are promising biolegical active substances with effect on
CNS. The analogue of Tyr-MTF-1 improves cognitive function of animals and the analogue of Nociceptine
has significant dose-dependent analgesic effect.

Keywards: neuropeptides, cognition, analogues
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BIOLOGICAL TOXINS AND BIOTERRORISM

Nadezhda Hvarchanova, Marieta Georgieva

Faculty of Pharmacy, Department of Pharmacology, Toxicology and Pharmacotherapy,
Medical University of Varna

Addpress for correspondence: 55 Marin Drinov str., 9002 Varna, Bulgaria
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Biological loxins are one of the most serious public health threats. They are cheap, easy to disperse and can
cause illness and death even in very small doses. The onset of clinical signs may be delayed - from a few hours
to a couple of days. Thus, to evaluate the exposure as a cause for complains is sometimes difficult and indis-
tinguishable from a common illness,

Taxins and other biological threat agents are a perfect alert for those, who are trying to cause panic and to
weaken the social and economic stabilily. The health care community at all levels, mainly those in hospital
emergency departments and in private practice, needs to identify the occurrence of an intentional toxin re-
lease.

The threat of bioterrorism requires economic, political and medical awareness. It is of importance, that gov-
ernments (federal, state and local) ensure one efficient infrastructure for managing toxic attacks and spend
the necessary funds to support the protection of the public’s health, in such a manner as to achieve the best
possible results.

Keywords: bioterrorism, biological toxins, toxic attacks, governments
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" MARINE TOXINS - SAXITOXIN (STX)
AND TETRODOTOXIN (TTX)

Nadezhda Hvarchanova, Marieta Georgieva
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Address for correspondence: 55 Marin Drinov str., 9002 Varna, Bulgaria
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Saxitoxin (STX) and tetrodotoxin (TTX) are two of the most poisonous marine biotoxins known. They have
avery interesting history, both used as a means for suicide and murder STX has been announced publicly by
the world’s governments as a chemical weapon, which made it attractive for many government agencies and
no longer interesting for toxicologists and seafood producers. TTX is known as the toxin of “fugu” and also
as the main agent in the zombification rituals in some Caribbean cultures. However, intentional intoxica-
tions by STX and TTX are not often as much as badly prepared fugu meals or saxitoxin-infested shellfish.

A precise diagnosis can determine whether a victim has been intentionally intoxicated. The treatment of in-
toxication by STX and TTX is based on gastric evacuation, symptomatic relicf and the body’s natural recov-
ery mechanisms. There are some potential treatment options, but they need more examination and financ-
ing to advance,

Keywards: suxitoxin, tetrodotoxin, marine biotoxins, chemical weapon, treatment

. Scripta Scienlifica Pharmaceutica, vol. 2, 2015, suppl. 1
36 Medical University of Varna

35



17. Kehayova, G., M. Georgieva. Homeopathic remedies that every home should have. — Scripta
Scientifica Pharmaceutica, 2, 2015, Supplement 1, 37.
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Homeopathy is a therapeutical method using substances of different origin, thus stimulating the natural
potentiality of the human organism to cope with the disease.

Homeopathy is a sector of medicine, which cures the patient with such substances, which may cause in a
healthy person symptoms similar to those observed in a sick one. For the purpose of homeopathy these sub-
stances are being diluted and made dynamic, and aflerwards prescribed in infinitesimal doses. Homeopa-
thy is a completely harmless and applicable also to pregnant women and babies, where the traditional med-
icine commands few drugs.

Homeopathy is the perfect addition to every home “First aid kit”. Acute conditions as traumas, are cured
most often with Arnica Montana, virus diseases cured effectively with Influcid, Oscillococcinum, Pyroge-
nium i Ferrum phosphoricum. In case of fever Belladonna is applied, while in case of nausca and vomil-
ing Ipeca u China rubra arc efficacious. Allergic conditions like insect bite, urticarial and heat apoplexy are
well influenced by Apis mellifica. Babies’ colic are influenced by Magnesia phosphorica 11 Colocyntis, while
painful teething most often by Chamomilla i Dentokind. The relevant dilutions and the frequency of in-
take range from 9CH po 15-30CH, depending on the similarity degree and the strength of complaint on be-
hall of the patient.
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Migraine is the most common kind of headache. It is three times more frequently met in women than in
men. Migraine affects 10% of the adult population.

The serious and frequent migraines, accompanied by neurological symptoms are being cured cither with
prophylactic medicines, or surgically, once the main trigger factors, like pressed peripheral nerve, abnor-
malities in the neuro-transmitting levels have been established.

The migraine attacks should be cured in the very beginning with one or more of the following types of pain-
killers: triptans, non-steroid anti-inflammatory agents, anti-emelics and sometimes opioids, or steroids.
‘The triptans are the newest class among these drugs.

Homeopathy is completely harmless and efficient method of treatment, based on the principle of “like cures
like” created in 19th century by Samuel Hahnemann. In most cases the headache can be cured successful-
ly. Prophylactic treatment of migraine is aimed at reducing the frequency, heaviness and the duration of the
migraine paroxysms, even o their complete extinction.

Homeopathy can soften up and make the paroxysms less frequent. In most of the cases it comes to serious
control and even to cure of the disorder (disease).

A wide range of medicines are being used, the choice being on the basis of accompanying complaints of the
patient, like vomiting, photophobia, gluttony, in connection with premenstrual syndrome, upcoming stress-
ful siluations, “stage-fright”, strong emotions, menopause, ctc. Belladonna, Glonoinum, Gelsemium, Igna

tia, Nux vomica, Iris versicolor, and Sepia are widely used in appropriate dilutions from 9CH to 30CH pre

scribed by a doctor-homeopath.
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Obesity is a global epidemic with serious health and economic consequences. In Bulgaria, 62 % of men, 51 %
of women, and 30 % of children of school age are overweight and obese. The pharmacological treatment of
obesity should be only a part of an overall strategy of treating the discase. Currently, drug therapy is recom-
mendcd only in patients with a BMI of 2 30 kg/m?, or with overweight and BMI 2 27 kg/m* when associated
with concomitant di (c.g., hyperiension, type 2 diabetes mellitus).

Despite the availability of a large number of preparations, due to scrious adverse effects, only a small part
have shown sufficiently good results, and have been approved for long-term use.

From 2010 Sibutramine is no longer licensed for clinical use, due to concerns about its cardiovascular safe-
ty. Results of the SCOUT study demonstrated that long-term administration of the drug resulted in a signif-
icant increase in the incidence of non-fatal myocardial infarction and stroke. Headache is the only adverse
effect of Lorcaserin, witch frequency is more than 5% according to placebo. Depression and anxicty appear
with less frequency. In 2012 is recorded a new combination of Topiramate/Phentermin, and 2014 combina-
tion of Naltrexone / Bupropione. European Commission for the controf of drugs nsed in humans (CHMP)
gave a positive opinion for the combination Topiramate / Phentermin, due to mental and cardiovascular risk
over time, Regarding another combination (naltrexone/bupropion SR), there is a warning about rare but se-
vere psychological side effects.
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Introduction: Myrtenal is a monoterpene with a variety of biological effects.

Aim: To investigate the anxiolytic and sedative properties of Myrtenal (M) in experimental rodents.

Materials and methods: Influence of M in single dose (30 mg/kg b.wt. i.p.) on the narcotic effect of
two barbiturates (hexobarbital - metabolized by hepatic monooxygenases and barbital excreted by
Kidney unchanged) was studics on male Wistar rats. In ICR mice acute effects of M on scdation dura-
tion of Diazepam also were studied. Flumazenil was used to stop this sedation. Anxiolytic property
of M was evaluated after single and repeated treatment (7- and 14- days) of mice using Marble bury-
ing test- MBT (Kung’u Njung'e, Sheila . Handley, 1991) in compare to diazepam as referent. Statisti-
cal processing of the resulls was performed with ANOVA and GraphPad Prism.

Results: M significantly influenced slecping time of barbital und did not change hexobarbital sleep
duration. Probably this mechanism is central rather than metabolic. M applied in combination with
diazepam produced narcosis (for average 16 minutes), whercas diazepam alone produced only seda-
tion. Administration of Flumazenil led Lo a rapid recovery of the animals which confirms our conclu-
sion for a central mechanism of action of M. According MBT test M demonstrate significant short-
term anxiolytic effect (p<0.01) after acute treatment which decreased after 7- and 14-days applica-
tion.

Conclusion: Myrtenal has promising sedative and anxiolytic cffect as a potential pharmacological
agent,

Keywords: anxiolytic effect, sedation, Myrtenal, rodents
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Introduction: Myrthenal (M) is a moneterpene of natural origin with multiple activities, but scanty
studied in cxperimental pharmacology. In recent years an increased interest to M and its biological
activity was documented.

Aim of study: To test the anti-nociceptive properties of Myrtenal on two pain models in mice after
acute and repeated treatment.

Materials and methods: Male ICR Albino mice were treated with M in acute and repeated treatment
(7 and 14 days, 30 mg/kg b, wt. i.p.). Anti-nociceptive activity of M was examined on two established
experimental pain madels - Acetic acid writhing test (antipyretic type analgesia) and Hot plate test
(narcolic type analgesia). Piracetam was used as a referent (Suclen A, Navarro et al,, 2013). Statisti-
cal processing of the results was performed with ANOVA.

Results: In acute trials Myrtenal significantly decreased the number of abdominal writhing (Acetic
acid test) at 15th and 20th minute. The effect was better than this of Piracetam. After repeated treat-
ment the anti-nociceptive effect of M decreased and lost its significance (as well as the effect of the
referent).

According Hot plate test, M demonstrated again significant anti-nociceptive cffect occurred after 7
and 14 days treatment. The number of jumps of animals decreased significantly (by 40 %) in com-
pare to controls. Established stable anti-nociceptive effect of M is better than this of the referent Pi-
racetam,

Conclusion: At present, the mechanism of observed significant anti-nociceptive cffect of M is not
clear. Obviously it is complex and descrves further experimental studics.

Keywords: antr-nociceptive effect. pain models, Myrtenal, mice
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Introduction: Hyperkalemia is a serious medical condition that can cause muscle weakness, paraly-
sis and cardiac archythmias. This condition occurs especially frequently in patients with heart failure
(HF), in part duc to existing comorbiditics, such as chronic kidncy discase (CKD) and in part because
of medications, used lo treat HF - inhibiters of the renin-angiotensin-aldosteronc system (RAASH)
and mineralcorticoid receptor inhibitors (MRTs),

Materials and Methods: This retrospective study reveals the risk factors, the stratification of the risk
of hyperkalemia and its significance among the patients with HF. Paticnts hospitalized for HF at the
St. Marina University Hospital in Varna in the period January 2010 - December 2014 were included
in the study. The objective was to review the demand of the patients with HF for medications reduc-
ing potassium levels in the blood serum,

Results: Significant part of the patients with HF have CKD as a comorbidity and are taking medica-
tions that increase the serum potassium level, leading to a risk of hyperkalemia. The same situation is
observed with the patients, who are recciving a combination of RAASi and MRIs, which leads to the
aforementioned risk as well. There are also a few patients per year who have hyperkalemia as a comor-
bidity, They must be treated with the same medications, despite the possible risk of hyperkalemia.

Conclusion: Two new potassium binders - patiromer and sodium zirconium cyclosilicate, are includ-
ed in the current guidelines as medicalions under consideration for regulatory upproval. They are
new therapeutic options for managing hyperkalemia in patients with HF and a risk of hyperkalemia.
The current study reveals the importance of minimizing this adverse cffect in order for the patients
with I1F to be able receive their optimal pharmacological treatment.

Keywords: hyperhalemi, heart failure, treatment
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Probiotics are live microorganisms, which have a beneficial cffect on human health and contribute
to the intestinal balunce. In 1905the Bulgarian Dr. Stamen Grigorov discovered the microorganism
Lactobacillus bulgaricus in yogurt. Later Russian physiologist IlyaMcchnikov concluded that the se-
cret of longevily of Bulgarians lies in caling yogurt,

Lactobacillus bulgaricus is the only micreorganism, named after a particular geographic territory. It
reproduces only in the territory of Bulgaria.Nowadays probiotics are subject of increasing interest be-
cause of their proven hepatoprotective, immunestimulating, antioxidant and anti-tumor effect. For
the first time in the world, Professor Nikola Aleksandrov managed to isolate natural probiotic bacte-
ria from water source in StaraPlanina. The probiotic association contains wild strains of lactic bac-
teria.

In the present experiment, we first investigated a hepatoprotective cffect of a new strain of Lactoba-
cillus bulgaricus DWTL. We used 30 male Wistar albino rats. ‘The rats were treated within 14 days
with Laktera Nature probiatic, and on the 12thday an acute liver damage was induced with a high
dose of ethanol. After laboratory and histological analysis of rat blood and liver, we found that an

imals receiving only ethanol had extensive necrosis zones and clevated liver enzymes. In the Lac-
tera Nature pretreated and then subjected to ethanol groups, ALT and alkaline phosphatase levels
were significantly lower than thosc in the cthanol group. Ilistologically, a preserved liver structure
wasestablished. The present experiment demonstrates the hepatoprotective effect of Lactera Nature

It can improve significantly the treatment of the patients suffering from liver diseasc.

Keywords: probiotics, ethanol, Liver damage, hepatoprotective effect
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XENATOIIPOTEKTUBEH EQGEKT HA ITIPOBUOTUYHA
XPAHA, CBABPKAITA LACTOBACILLUS BULGARICUS DWTI1
ITPY1 OCTPA UHTOKCUKAUIUSA C TAPALIETAMO/I IIPU
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TTpoBuomunme ca Judr MUKPOOPANILIMU, AOUING, NPURUNENN 8 DOCHIAM NI KOTUMECINSA, OCHZYPABAIM
30pagHd NORIA 30 20CIHONPUEMHIKG 1t QONPUHACAM 30 HAMANABAHE HA PUCKH oM uf. Ynomp a
Ha npoBLOMIaL Ce CHuMa 3a eekmuBHO 1 GE30NACHD ANMEPHAMIENIO ACHCHIE HA Xenamomarcuunocm, Jhec
npobuonuumne ca 06eKM HA HAPACINBANY UHINEPEC NOPAGN DOKAIAHR CLL XENAMONPOMEXINUBEN, UMYNOCINN-
MYAUPALY, AHNIUOKCUDAHINER & AHMUMYMOPEH efiekm,

Tlpea 1905 2. a Keneaa Gvnzapunsm Crsen [puzopos usonupa Lactobacillus bulgaricus om xuceno sun-
A0, JoHeceno om Bonzapus. TTo-kecho pyccusin dieaonoe by Meunikoa 3akannasa, He matinama Ha ounzo-
Aemuemo Ha Berapume ce Kpue 8 Koucymayusma na kuceao manxo. Lactobacillus bulguricus ¢ eduncingenuam
MUKDOOP2AHIIDAL, HOCER] UMENIO ra onpedenena ecozpadicka mepumopua. Toil ce svanpoussexda camo va e-
pumopusnia na Bvpzapus,

3u nepant nem 8 cema npopecop Hunona Anexcandpos yena 0a sw3onupa ecmecimaeiy nposuommnt oax-
mepuv ont dodousmormix ¢ Crapa naanuna, ITpoGuomuunama acouuanun codapic OUSH WIMOEE MACUHN
Baxmepuu.

B HACmOAMUA EXCACPUMEIIM USCACOBAXME 30 NBPSU NN XENANIONPOINERMUBHUR eferin HA HOB L{aM
Lactobacillus bulgaricus DWTL. Ipemupaxme 8 npodvirentie na 14 duu nnsxose Albino Wistar ¢ nomowgma
na cacmpamia conda ¢ npoduaniuka Jlaxmepa 1lefiusp 1 npunoxuxse napayemanon na 12-us den, 3a 0a nped
HIBUAQME OCINPO HePHOOPOOHO yspexdare. Cned nadopaniopen u XUCHIOAVZUHER QHAUI HA KPBBMA 1 MEPHUR
Opo6 Ha NABXOBE OMKPUNAME, Y HUBOMNIURIE, HOAYHABAUL CAMO HAPALEIMAMON, UMM PASUIUPERN J0HY 1A He-
KPn3d u noauwent weprodpodinu ensuau, B epynume, npedaapumenno mpemupanu ¢ Hakniepa Hefinup u cned
OB NOOROKCHI HA NAPAEMAMON, H Hil HEPHODPOGHLINE EHIUMM £ IHAUUNIEAHD NO-HUCKIL O INEIU B
epynama ¢ napayemamon. XucmongnonozuHusm anaau3 noKaiean, 4e APUNAZIHENIo Ha NPoBuonIKa MuHL-
MllJllpll 'lepmlapub'no yﬂpu.wbmw ‘lpl.’J HaMaaasane nuaama na MDPIﬁDﬂ(JZH‘lHUIH? npn.ucuu u Hexposa,

Hawwme omxpumus npu Albing Wistar nnvxose dexsoncimpupam sssmoxuama ynompe6a na Jlaxmepa
Hetiap 30 npedonepamneane wa uepuodpoluo yspexoane. fipoduomuicent mowe ou 6vde eexinuioen xena-
IONPONIEKMOP & ALUEHULIID U NPpoiunarmukama ua Heprodpediu napywietnis,

K dyme ny (1, RAPALENNAGA, YBPLHOANE 1T MePHUR OPOB, XCINTMONPOMEKNIHBEH fiexnt
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ChC 3aMa3eHa U penyuupasa dpakiuus Ha U3TNackBaHe. — Bapuencku meduyuncku gopym, 6,
2017, npunoxenue 1, 129-130.
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'Kamedpa Papmaxonozusn, mokcuxonozun u fapsaxomepanusn”, O, MY-Bapna
*Kamedpn ,[Tponedesimura na ssmpewnume 6onecwu™, M®, MY-Bapna

Beaedenue/Lean: Lieama na nawenio npoyusane Getue o ce yo mend 8 np A~
QUKAAMCHMOING AEHEHUE NP XGCHUMAAUIUPANY 110 NOB0Y Ha cypdeunn nedoc aurioc (CH) nay (23
sanasena u nomuckama dipaxyna va uamaacksane, Tosd e nocmuznamo upes 0606LaSaHE U EPABKABANE HA

fiopaay 3a nped MeQUKAMEHMU 1 HOME mme v A3ANUA 1 1P a ne-
CHAIAAHE NPENOPBRUING 3 ALUCHIE HAX CBPILHHA HEDOCIMAMBIHOCI

Mamepunm u semodu: Toaa e pempocnexnigna npoysaane, 06x: 535 nag L XoC nu3U-
parue 8 YMBAJT ,Coema Mapuna® - Bapua 3a nepuoda om smiyapu 2010 do dewesopu 2014 eoduna ¢ duaznosa
xponusiia odocmpena cupdewia nedocmamzitocm, Cp ca npouy ua nped Kapd
musHi meduxasenntu - 6noxepu Ha PAAC, Gema- Ji i Ha paAKOp d peyen-
mopu u niu npu cap CH u pedyuuy u aanasena GH,

Pesvimamu; 3a nocaednama 2014 wduna nayuenmume cvc CH ca 6uau npedusino svapacmu (cpedna ava-
paci 72 q00unu) menn (54.5%), no-uecino cec CHabI (37.6%). Hpu nayuentnunte cvc sanasena G (cpasuenu
€ meau ¢ pedyyupana) nf Gema-bnoxepu, Gnoxepy Ha PAAC u i Ha PARKOPIIURO-
uduume peyenniopu ca Guatt IRAUMY 1o Manxo (82.3%, 58.1% u 25.8% cnpaso 84.6%, 64.1% u 64.14), doxanto
HPOUEHNIND 1Y 1P Kunyuesn i~ no-conam (40.3% cupamo 38.5%) 8 cpasnenue ¢ epyna-
ma coc ClipH. Tipouenmsmt na necnaisane ta npenopekinie 3a nevemie na CHpI ¢ ozned na npommaono-

kasanusma e 25.6%, 12.8% u 17.9% ¢ 3a pu na PAAC, e SROKEPH 1 AT I 1 At
s

DAUAK

& Cd ¥ L

Jaxmouenue: Haa cowgecmaenu paanxu 6 aenenuenio wa CHpOH u CHadIH, Mayuennnnne coc CHalld
npueMam no-Manxo Gema-6aokepu, Grokepu wa PAAC 1 anmuzoniemu na MUNEpaskopmuxoudume peyen-
nIOPU, i NOBEHE K f mut. Bucok ¢ np BN HA HECANIBAKE HT NPENOPEKUME 30 ACHEHNE Hil
CHp®I cupamo ocmananama sacm omn Eapona, coobpasen ¢ np a Tend Ha xochi-
maaugaunu 1o nosod na CH e da ca no-ssspacmun nauenniu, ¢ npeobaadaaauy sencxy non u CHabH,

{4

Kmouosu dvs: copdevna nedac CIH, Hpoysae, O/ na PAAC, 6e p nuine Ha
{UHCpanKop d p pU, K anmazontcmu

MEDICAMENT THERAPY TENDENCIES IN HOSPITALIZED
PATIENTS WITH CHRONIC ACUTE HEART FAILURE WITH
PRESERVED AND REDUCED EJECTION FRACTION
Nadezhda Hvarchanova', Marieta Georgieva', Branimir Kanazirev?
!Department of Pharmacology, toxicolugy and pharmacotherapy,

Faculty of Pharmacy, Medical University of Varna
*Department of Propaedeutics of Internal Diseases, Faculty of Medicine,
Medical University of Varna

Introduction/Aim: The aim of our research was to establish the trends in the applied medicament therapy in
hospitalized patients with heart failure (HF} and preserved and reduced ejection fraction (EF). The results were
achieved by summarizing and comparing the information about the prescribed medicaments and the potential
contraindications and reasons for not adltering to the recomenduations for heart fmlure treatment
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26. Xewpuanosa, H., M. I'eopruesa, b. Kanasupes. bera-6nokep u MsabpanuH npu XpoHHYHa
ChbpaevHa HeAoCcTaTh4HOCT. — HauuoHanHa KoHdepeHUMs Mo KIMHKMYHA TOKCHKOJOTHS. K.K.
Cnbuues 6psr, brarapus, 29 centempu — 1 oktomspu 2017. cTp. 34.

HAL[HOHA/THA KOH®EPEHIIHA 110 KTHHHYHA TOKCHKOJ/IOTHA’ 2017

BETA-BJIOKEP 1 HBABPAJIUH IIPH
XPOHUYHA CHPAEYHA HEAOCTATBYHOCT

Hanexna Xsspuasosa', Mapnera Ceopritesa’, Bpanumip Kanasnpes®

! Meduyuncru Yuusepcumen ,, [Ipogh.0-p IT.Cmosnoe”, ®apyaresmuven haxymen,
Kamedpa ,, Gapaaronozun, Toxcuronoaua v Papyaxvomepanus ”,
oya. ., Jap Oceobodumen” Ne 84, Bupna, Bvnzapun
2Meduyuncru Yuuaepcumen , [podh.0-p 1.Cosnoe ', Meduyuncku haxyamen,
Kameopa ,, [Tponedeemura na evmpewnume borecmu*,
1., [pohecop Mapun Jpunos™ Ne 53, Bapna, bvazapus
‘e-mail: plvarchanova@yahoo.com

Bera 6nokepiite, 3aeno ¢ ACE-nHxnGiiropiite (aHrioTensiH peuentopriite 6nokepy)
11 MHHEPAIKOPTHKOHINITE PELENTOPHI ONOKEPH €A OCHOBHIITE MEAHKAMEHTII 32 MOBMTIABAHE
H2 XPOHIHATA ChpAEYHiA HEROCTATLYIIOCT, COPE AKTYanHITe raiianaitui. Feabpanu cbwo
11Ma CBOETO MACTO B HACOKHTE, KaTo TOil € cpef IeKapcTBaTa [PeropbYBarit camo Ipit nibpauu
CHMMTOMHH MNAIMIEHTH ChC cbphedHa HepoctathutocT (CH) ¢ nonivkena dpakums Ha
isTnacksane. Msabpaauit ce npinara B koMOUHALHA CbC CTAHAAPTHATA TEPaMitd, BKIIOYBANA
neyeniie ¢ 6eta-6nokep unu Korato neuenieTo ¢ 6eta-610Kep € NPOTHBONOKA3AHO I He ce
nioHacs.

Topa e peTPOCNEKTHBHO MNpoOy4€BaHe, TMPOBEAEHO cpeA 335  naumeHTH,
xocnyranusipants 8 YMBAJI Ceera Mapuua® - BapHa 3a nepnioga ot suyapu 2010 no
nexemspil 2014 rognua ¢ AuarHosa XpoHH4HA 060CTpeHa ChpHEYHA HEQOCTATLMHOCT C
penyuilpana ¢ 3analeda Qpakuus Ha i3TRackeane. B wero ca H3nokeHn NpoUEHTHTE Ha
npeaniceaniTe Geta-6rokepn 1t HBaGPaAMH 32 MEPHOAA I 10 KOAKO Te ca Bl BL3NPHETI B
KIHHIMHATA npakTika. JlaHHITe 3a NpUIOXKEHUE HA JIeKapcTBATA NI H3INCBAHE Ha
NawieHTIITe Ca 0T MEANLINHCKATA JOKYMEHTALHA.

VcTaHoBABA ce HapacTsailla TeHAEMUMA B npegnicsaneto Ha Gera-6mokepn nph
naunentirre cue CH —kato o1 2010 1o 2014 romiiHa, NPOUEHTIITE HA NPEAMIICAHIITE JIEKAPCTBA
OT FpynaTa ca cLOTBETHO 79%, 85,6%, 77,9%, 81,6% n 83,2%. Heabpaniu e n3nonssa B
cwoTBeTHO 9%, 0%, 7,1%, 3,9%, 9.9% oT nauleHTHTE 33 TOAHHITE.

TMpoueHTsT Ha npeariBaHuTe GeTa-Gr10KepH B FORHIHTE Ce IOBHILABA, KOETO COUIL, Ye
neyestiero na CH 8 Buarapiis ce noGniiasa Bee NoBeye A0 Tosa OT eBponeiickirre raiignaiitn.
IBaBpaany, kaTo efHo CPaBHUTENHO HOBO AekapcTso (0T 25 okTomeph 2005 r.) Bee owe He e
106pe BL3APHETO B KIHHIYHATA NPAKTIKA NP nedeHieTo Ha xporitnia CH, Ho 3a nocneayne
FOOHHM CA JIOCTBIHN BCE MNOBEYe AaHHII 33 MOJNIOKNTEIHO TIOBANNBAHE HA NAUHEHTHTE,
NOAXOAALIM 33 Teparnis ¢ Hero.
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27. Dragomanova, S., L. Tancheva, M. Georgieva, R. Klisurov, M. Eftimov, R. Kalfin. Study on
the mechanism of neuroprotective effect of Myrtenal on rats with experimental dementia. —
AAIC. Satellite Symposia. Abstarct booklet. Varna, Bulgaria, 19-20 October 2017. Poster
Location: 1B

ABSTRACT DAY 1: THURSDAY, OCTOBER 19, 2017

Study on the mechanism of neuroprotective effect of Myrtenal on rats with experimental dementia
Stela T Dragomanova, Assist Profesor, PhD student, Medical University of Varna, Varna , Bulgaria

Lyubka P. Tancheva Assoc Prof PhD Institute of neuroblology, BAS, Sofia; Marieta Georgleva Assoc Prof
MD PhD Medical University of Varna; Radoslav Klisurov Assist Profesor PhD Medical university - Sofia;
Miroslav Eftimov Assist Profesor PhD, Medical Unliversity of Varna; Reni E. Kalfin Prof PhO Institute of
neurchiology, BAS, Sofia

Among the leading hypothesis of Alzheimer's disease (AD) pathogenesis are oxidative stress and
neuroinflammation. New researches focus on exploring natural substances that affect these processes
Our previous studies found positive effects of the monotherpen Myrtenal (M) on the memory of
rodents. Aim of this study is to investigate the role of anti-inflammatory and antioxidant mechanisms in
the neuroprotective action of Myrthenal in rodents with experimental dementia. Materials and
Methods' On Wistar male rats was induced chemically dementia via administration of scopolamine (1
mg/kg, b.w. l.p., 11 days). Experimental groups received M (30 mg/kg b.w. I.p , 5 days), Ketoprofen (2.5
mg/kg b. w. i.p. 5 days) as a referent for anti-inflammatory effect and Lipoic acid (LA- 30 mg/kgb. w. 5
days) as a referent for antioxidant activity. On the 24th hour after the last treatment next parameters
were evaluated: the changes in learning and memory according Step-through test; lipid peroxidation
levels in brain supernatants {malandialdehyde content} and anti-inflammatory activity via carrageenan-
induced inflammation test. Results: Myrtenal significantly improves the memory of animals compared to
demented controls. This effect of M is accompanied by antioxidant activity comparable ta thase of LA,
Co-administration of the two antioxidants although does nat Improve their effect on the memory and on
brain lipid peroxidation. On experimental model of inflammation M shows significant anti-Inflammatory
activity comparable to the referent ketoprafen (on the 15th hour). On the 24th hour M demonstrates
even better effect than ketoprofen. Some changes in the cellular composition of the exudate also are
established. Our data shows the complex mechanisms of neuraprotective effect of Myrtenal. At least
both activities- antioxidant and anti-inflammatory, are invalved in the preventive effect of M an
scopolamine-induced dementia. We assume that M can effectively delay the progression of
experimental neurodegeneration.

Poster Location: 1B

AAIC Satellite Symposium: Varna, Bulgaria 2017
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V. PEBIOMETA HA JOKJIAAHA OT HAYYHH $OPYMH, IIYBJIMKYBAHHU B
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1. Dragomanova, S., L. Tancheva, M. Georgieva, A. Georgieva, C. Dishovsky, R. Kalfin, J.
Hodjev, D. Atanassova, N. Lazarov, 1. Pehlivanov. Preventive effects of the monoterpene
Myrtenal on Alzheimer’s disease progression on experimental mouse model. — Amino Acids,
47,2015, Ne 8, 1652. IF = 3,196

Dragomanova S., L. Tancheva, M. Georgieva, A. Georgieva, Ch.
Dishovsky, R. Kalfin, J. Hodjev, D. Atanassova, N. Lazarov, |.
Pehlivanov. Preventive effects of the monoterpene Myrtenal on
Alzheimer's disease progression on experimental mouse model. 14th
International Congress on Amino Acids, Peptides and Proteins,
Vienna, Austria, August 3-7, 2015, Amino Acids, Springer, Vol. 47,
Num. 8, August 2015, p.1652, DOI: 10 1007/s 00726-015-2016-z

Abstract

Preventive effects of the monoterpene Myrtenal on Alzheimer’s disease progression on
experimental mouse model Stela Dragomanovat, 2, Lyubka Tancheval, Marieta Georgieva2,
Almira Georgieval, Christophor Dishovsky3, Reni Kalfin1, Jordan Hodjev1, Dimitrina
Atanassoval, Nikolai Lazarovl, Ivajlo Pehlivanov 1 - Institute of Neurobiology, Bulgarian
Academy of Sciences 2 - Medical University, Varna, Bulgaria 3 —Military Medical Academy,
Bulgaria Abstract Background: Alzheimer's disease (AD} is tipe of dementia causing problems
with memory, thinking and behavior. At the moment AD pathogenesis is unclear and treatment
is symptomatic. Recent studies of some natural products (like terpenes), revealed
neuroprotective potential and ability to decrease the risk of AD. The natural monoterpene
myrtenal derived from many plant essential oils, combines in its effects both AO and anti-AChE
activity. Our previous unpublished data show significant improving effect of myrtenal on
cognitive function of rodents. Objectives: To study the effect of Myrtenal on progression of
cognitive disorders in dement mice. Materials and Methods:Experimental model of dementia
from AD type was produced on male Albino mice via scopolamine treatment (1mg/kgi.p. 11
days). Animals were treated simultaneously with myrtenal (20 mg/kg i.p. 5 and 11 days) or with
saline for the controls. Changes in their cognitive functions, after initial training on the 1stday,
were described after last treatment with myrtenal, using Step through test (learning and
memory) and Holeboard test (exploratory activity), accompanied with AchE-activity and AO
status changes in the brain, Relationships among the results were analyzed together with
parallel of histological changes in the brain. The preventive effect of myrtenal was compared
with two referent compounds: Galanthamine - anti-AChE agent (1mg/kg i.p.), and Lipoic acid
(antioxidant) (30mg/kg i.p.). Data were analyzed using t-test of Student-Fisher. Resulits:
Scopolamine - treated animals demonstrated severe memory-loss, accompanied by significant
biochemical (increased AchE- activity and lipid peroxidation) and degenerative changes in brain.
Co-treatment with Myrtenal of dement mice produced a significant restoration of cognitive
function (with 33% - comparable with the effects of both referent compounds) in comparison to
mice treated only with scopolamine. The correlations among changed parameters (cognitive,
biochemical and histological) discover some new details in preventive mechanisms of Myrtenal
on AD progression. Conclusion:Myrtenal can be promising pharmacological agent for AD
prevention with complex mechanism. Keywords: myrtenal, Alzheimer’s disease, dementia,
prevention, lipoic acid
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probiotics — experimental and clinical studies. — 6™ Southeast European Conference on
Chemoterapy and Infection. Scientific program. Solun, Greece, 13-15 November 2015. pp. 23.

Anticancer activity of probiotics - experimental and clinical
studies

Georgi Alexandrov1, Kaloyan Georgievz, Marieta Georgiean, Ivan Ilievg, Maria
Peneval

Abstract

Introduction: Many scientists have been working on the anticancer effect of
probiotics for the past decades. In the middle of the last century |. Bopdanov
proved experimentally that Lactobacillus subsp. bulgaricus inhibits the growth
and proliferation of tumor cells of Sarcoma 180, implanted in rats, Kitadzava
{Japan) ascertained good anticancer effect of fermented milk on rats with
implanted tumor cells. A. Hosono (Japan) found out that anticancer effect of
fermented milk is due to the lactic acid bacteria and polysaccharides
contained in it. Qur preliminary studies showed that problotic Laktera Nature@
has an anti-proliferative effect against ageressive colen carcinoma cell line
HT-29, The probiotic Laktera Nature® contains original strains of Lactobacillus
bulearicus DWT1 and Streptacoccus thermophilus DWT4, isolated from spring
water in Bulgaria and 21 natural essential and non-essential lactic amino acids.
The aim of this study is to determine the anticancer activity of the different
ingredients of probiotic Laktera Nature® and to study the effect of the
prabiotic formula as a nutritional therapy in patients with colorectal cancer.

Materials and Methods. Four types of cell lines have been used: 373, BJ, HT-29?
MDA-MB-231, Cytotoxicity was datermined by MTT-dye reduction assay. The
direct cytatoxicity of the tested cell lines, measured at the 24th hour and the
antiproliferative activity, measured at the 72nd hour have been studied. Four
different samples of Laktera Nature® were used: sample 1 (original prabiotic
formula containing live cells of Lactobacillus bulgaricus DWT1 and
Streptococcus thermophilus DWT4 and 21 lactic amino acids), sample 2 {only
the probiatic strains without the amino acids), sample 3 (only the 21 lactic
amino acids withaut the probiotic strains) and sample 4 (the original probiotic
formula that has passed ?.sterilization 10 Gy, whereby the prabiotic strains are
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several different choice points, ensbling passible right or left exits,
Food deprived rats (75% of free feeding rate) were released from
starling position and the time 1o reach the goal compartment,
containing a food reward, was measured as well as the number of
crror catries

Twenly-four houts after the last traning, the rats were ran-
domly divided wmto 5 groups per 8 rats. Cholinergic an-
tagonist QNB (20mgkg ') was administered 60min be-
fore the test. Rals in groups Icested with cholinesteruse
inhibitors received either ane dose of compound 1 (7-
methoxy-N-(2- {4—[(3 m:lh)Iphcnyl)mclhyl]pxpcmzm- -yl}ethyh)-

models of AD We used primary neuronal celi culture from
rat cortex (CT) and hippecampus (HP), Swiss mice (3 months-
old) injected icv. with Amyloid-{i-oligomers (A(JO) and aiso
transgenic SXFAD mouse mode) of AD. Cells and animals were
trealed with TRPA1 antagonist (HC030031) in different concen-
trations and schedules according 1o the protacol (UFSC Ethics
PP00625) Cells were treated with TRPA 1 antagonist (HC030031)
0.03 uM and AR oligomers |40 {AROs) 10 uM, and respective
vehicles, for further assessment of ROS and neuronal death. Also,
Swiss mice were injected i.c.v. with AlOs (400 pmol) and brains
were collected after 6h, 24h, 7 days and (4 days to analyze
TR.PAI by i hi istry and western blot

1,2.3.:4- Y ide; 25.6 mpkg™")
or compound 2 (N-(2-{ {12-bromophenylmethyl piperazin-1- i
y}ethyl)-T-methoxy - 1.2,3,4-1etrahydsoacridin-9-amine trifrydro-

chloride, 12.3mg kg") or standard donepezil (2.65mgkg™) at
30min after QNB administration. Positive controls were admini:

ly, animals were pre-trcated i.c.v with HC03003¢ {10
uLlsue]. 30 min prior to A{IOs injections or transgenic mice treated
orally, once a day, dunng 60 days with HC03003] (20mg/kg).

After fyses were performed using the

tered with QNB and saline (1 mLkg™") instead of choli
mhibitor Blank controls received saline at 30 min and 1 hr before
the test All pounds were admini d via intra-p ]

object (OR) task to assess spatial memory and braing
were collected for molecular assays. Results showed that TRPAS

injection. The rats were repealedly subjected to the multiple
T-maze test at several time points following QNB administration
(1,24, 48 and 72 hrs). Th: pns.lgc umc and number of errors were
fed. N istical 1est was used for evaluation off
the therapeutic cﬂ':cts (Kruskai-Wallis test with post hoc compar-
isons) Ditferences were considered at sigmificance level p <0.05
There was a significant difference between groups within
48hrs (p <0 001). QNB significantly impaired spatial ori

blockage with HCA30031 prevented AO-induced ROS formation
(F3, 14 = 8048, P <0.0001) and neuronal death (F3, Il =
58.83: P <0 0001) in cclls. Notably, when we cvaluated TRPAI
expression in Swiss mice CT and [P by immunaohistochemistry
we observed higher expression afier 24h and 7 days of A[lO-
treatment 1 the microglia and surrounding the neuronal body.
while blot resuits confirmed quantifications (F4, 80 = 3009,
P =0.0229). To unswer robustly if TRPAL zctivation 1s required for

in rats — non-treated QNB-administered rats showed prolonged
passage times through the maze (p <0.05) as well as increased
incidence of error entries. Choli inhibitors d the
eflect of QONB at | hr, 24 hrs and 48 hrs test intervals. Compound
2 significantly reduced passage time of rats in L br test {(p <0.05)
whereas compound | and donepezil reduced passage time of rats
in | hr 1est markedly but non-significantly 1f compared with non-
treated QNB graup. Number of crrors was reduced sigmficantly
(p <0.05) throughout all treated groups in | hr test. The cffect of
both navel P ds was equivalent to that o dard donepezil

ARO-toxicuy. as we have seen in vitro, we tested the cfficacy of
HC030031 in vive Of note, HC030031 pre-treatment prevented
ARO-induced memory deficits in A0 injected Swiss mice (F
4, 23 = 5968; P=0.0019) while oral wreatment during 60 days
ameliorated memory deficits in the SXFAD mice when compared
to vehicle-treated mice (F2, 20 = 4.388, P=00263) Besides.
5XFAD anmals treated with HC030031 presented low levels of
burden amyloid plaques and aligomers, Summarizing, we are
reporting for the first time the significant role of TRPAL n
AD n:lmcd expenmental models, Qur data suggest TRPAD a5 a

and there was nol any statistical difTerence between them

Novel 7-methoxytacrine-donepezil like hybrids, especially com-
pound 2, showed their potential n the treatment of QNB-induced
cognitive deficst, Further comparable experiments are pmpnscd
for the ion of novel ds derived from d 1 as

f ctive target for the AD therapeutics

Disclasure statement: Authors thank CNPg, CAPES and FAPESC from
Brazil for the financial support

P.5.a.005] Preventive effect of the natural monoterpene

polential drugs for the treatment of Alzheimer’s discase.

P.5.a.004} Trasi t ial ankyrin 1 (TRPA1)
a novel rel targul in Alzhei
disease?

M. Assungdo Bicca'*, K.L. ViolaZ, G. Loch-Neckel',

WL Klein. ) Batista Calixto! ! Universidude Federal de Santa
Cutaring, Farmacologia, Floriandpolis, Brazil; * Novthwestern
University, Nenrobiology, Evanston, USA

Alzheimer's discase (AD) is a il and p

disease for which there is no current cure or efficient ln:almenl
The scarch for new targets that could be useful models for drug
development is indispensable. TRPAL arises as a new approach.
first considered by our rescarch group to be reluted ta AD due to
the fact cndogenous molecules that activate this receptor: Reactive
Oxygen Spectes (ROS), Ca2+ and products of inflammation are
also up-regufated during the initiation and progression of AD. We
aimed 1o investigate the possible rale of TRPAL in experi |

myrtanal on cognitive disorders in dement
mice

S Dragomanava' *, L Tancheva®, M. Georgieva®, A Georgicva®,
C. Dishovsky?, R. Kalfin’, D. Atanasova®, N. Lazarov®,
i Pehlwvanov’ !Medical University, Pharmacy. Varna, Bulgaria
institute of Neumhinlng_\- ~ BAS, Cognitive nenrubiolngy,
Sofu, Bulpuria, ‘Medical University — Varna, Phormacy,
Varna, Bulguria, Miitary ,\/ﬂllml Acadeny, Taxlculoy' Sujm

Bulgaria, ' Institute of Neurobi - B4S, Ne
.\n/lu Bulgaria. *Instinye of Nuumbmlng) BAS, Swulplu:
iy amd Co ications, Sofia, Bulgaria

Background: Alzhicimer’s disease (AD) is mast common form of
dementia causing prablems with memory, thinking and behavior,
which vicims are increasing dramatically At the moment there
is no unificd theory for AD pathogenesis and medical treatment
1s predominately symptomatic — mainly with acetylchohnesterase
(AChE) inhibitors with co-treatment with some antioxsdants (AO).
Recently it was reported that some natural products. polyphenols
terpences, alkalawds. etc, possess strong neuroprotective cffect and
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can decrease the risk of AD. Our previous unpublished dats reveal
significant improving effect of natural monoterpene myrtenal on
cognitive function of rodents with unclear mechanism.

Purpose: To study the effect of Myrienal on progression of
cognitive disorders in dement mice

Materials and Methods: Expenmental modet of dementia
from AD type was produced on male Albino mice via scopo-
lamine treatment (1 mg/kg 1p., 11 days) and was verified with
the cognitive test (Step through test) and histological evidences
in the brain. Groups of animals were treated with myrtenal in
cffective doses for 5 days Control animals received the same
volume satine. Changes in their cognitive functions were described
ofter the lost treatment with compounds, using Step through test
(for learning and memory) and Hole board test (for expioratory
activity). Changes in AchE activity and lipid peroxidation in the
brains of animals also were studied using classic methods. The
preventive cffect of myrtenal was evaluated when compared with
referent compounds - galanthamine (a well-known pnti-AChE
inhibitor), and antioxidams in effective doses — ascorbic acid
(AA) — water soluble, and lipoic acid (LA) — water and lipo-
soluble, respectively. Experimental data were anatyzed using t-test
of Student-Fisher and ANOVA.

Results: Animals treated with scopolamine dcmonslmlcd
severe memory-loss, ac panicd by signifi bioch 1
changes in the brain (increased AchE ncnvuy by 15%, increased
lipid peroxidation by 83% and decreased glutathione content
by 15%), confirmed by histologicol chanbcs in brain cells. Co-
treatment with Myrtenal of dement mice produced o SIgmﬁcnnl
restoration of cognitive function In comparison to Scoy

is occurntely reflected in the animal model of AD evoked by
intracerebroventricular (icv) injection of streptozotocin (STZ) {2]
Dimcthyl fumarmte (DMF) is an oral anti-inflammatory, anti-
oxidative and neuroprotective drup= whnch was rcccmly tested
linically on pati with relap ltiple sclero-
sis. DMF significantly reduced the pmportlun of patients who
had a relapse, the annualized relapse rate, the rate of disability
progression, and the number of lesions on MRI [3]. Although
both multiple sclerosis and AD are neurodegenerative disorders
in which inflammatory processes in the brain contribute to the
pathology, there is no study on DMF application in AD or animal
models of AD.

The present study aims 1o determine whether DMF can alleviate
spatial reference memory impairment in the STZ-induced rat
model of sporadic AD.

Male Wistar rats (n=20) were randomly divided into four
groups: STZ DMF (n=5) with STZ icv injection (total dose of
3 mg/kg was split into two doses: 2 x 1 5 mg/kg, dissolved in 0.05
mol/LL citrate buffer, pH 4.5) and fed with experimental fodder
containing 0 4% (by weight) dimethyl fumarate (DMF), STZ CTR
(n=5) with STZ icv injection and fed with standard fodder (CTR),
VEH DMF (n=5) with icv injection of vehicle {VEH. 0.05M
citrate buffer, pH 4.5) and fed with DMF fodder, VEH CTR
{n=5) with icv injection of vehicle and fed with CTR fodder. Twvo
weeks after surgery all rats were subjected 1o behavioural 1esting
n the water maze of Morris (MWNM) for four days. Animals were
tested in four trials per session, during one session daily for three
consecutive days. The platform location changed from session to

treated controls the emotional memory was restored with 35%
{Step through test). Ornientation was improved with over 50%
according Hole board test. Preventive activity of Myrtenal is
comparable with the effect of Galanthamine as referent (40%). The
cffect on memory of Myrienal in dement mice also was similar
and comparable to the effect of antioxidants used (Myrtenal by
35%, LA by 40% and AA by 33%). Compured to controls and
the referent compound Galanthamine, Myrtenal has no signif-
icant effect on AchE brain activity but it decreased the lipid
peraxidation in brain (with 20%) Analyzing relationships between
changed parameters (cognitive, biochemical and histological) we
discovered some correlations suggesting new details in preventive
mgchdmsms of Myrtenal on AD progression

C with pene Myrtenal can be
promising effective agent for AD prevention At present its com-

session ( memory), but will remain unchanged during
cach individual session {working memory). During each trial, rats
had to swim until they found and climbed onto the platform
(latency measurement), or until 120s have clapsed. EthoVision
XT video tracking sysicm was used in this experiment.

STZ DMT rats needed less time to reach the platform in first and
second session as compared to STZ CTR rats (F=6.88, p <0 03).
There were no differences in latency to reach the platform between
STZ DMF rats and contro} groups not subjected to icv STZ (VEH
CTR and VEH DMF). Morcover, STZ CTR rats showed longer
latency to enlter the platform in each trial as compared 10 both
control groups and in fourth trial as compared to STZ DMF rats
(F=3.19, p <0.05).

Omi medication with dimethyl fumarate improves both Ion|,-
term reference and short-term wnrkm], spatial memory im-
pairments in the rat otocin-induced medel of di

plex mechanism is not elear and deserves further devel and
future studies

Dimethyl fumarate Improves spatial memory
impairments in the rat streptozotocin-induced
model of sporadic Alzheimer disease - a pilot
study

E Kurowska' *, I Majkutewicz', M. Podlacha', D. Myslinska',
B Grembecka', M. Grzybowska', J Rucinski® ! Unicersin of
Gdansk. Depariment of Animal and Human Physiolngy, Gdansk,
Polund

Alzheimer's discase (AD) is a common ncurodegencrative dis-
order. Prevailing, late-onset, sporadic-form AD (sAD) 1s related
to progressive chalinergic deficus, glucose hypometabolism,

Alzhei discase. Those effects were manifested in lower latency
to reach the platform in MWM as compared to STZ CTR rats
and m deeper latency red in

memory) and in the consccutive trials (\\orku||, mcmory)
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ysis showed that animals injected with miR-B present a strong
reduction in the number ol AR plagues in the subiculum and
inppocompus, as well as a significant reduction in human APP
and mouse BACE] mRNA and proitcin levels, compared 10 control
groups

Overall, our study demonstrates that imRNA modulation is a
promising stralegy (o decrease APP and BACL{ expression, lead-

ical disorders = D it (huvic)

Materials and Methods: Experimental model of dementia from
AD type was produced on male Albino mice via scopelamine
treatment (I mghkg hw. ip, 11 days) and was verified with
the cognitive test (Siep through test) and biochemical markers
for oxidative siress — lipid peroxidation and glutathiene content
in brain supemnatants Changes in brain weight for the period
of treatment also were studied. Animals were treated simulta-

ing to a reduction of AP deposilion and (o the lioration af cog- ncuusly wuh myrlenal (20mg/hkg bw 1p, 1 days) alone and
nitive function in 3xTg-AD animals. Given the bigh conservation i ion with lhc joxidant LA (30 mg/kg baw, ip)or
ol the selected miRNASs across species, new ifi insights ~a ible choli inhibitor (1 mg/kg b,
lnlo the apeing process may arise Irom this study, supporting new  ip) The preventive effect of M (alone and in combinations) on

ic and th ic avenues for Alzl 's discase and  declined cognitive functions of dement animals was evaluated.

ather ageing-related disorders
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Preventive effect of myrtenal and lipoic acid

b | changes v the brain (Achf- aml AO-uctivity) as
well as decreased brain weight in companson to the controls
treated with salime Co-treatment with Myrtenal of dement mice
produced o signifi of cognitive fi (with 33%)
n comparison 1o scopolamine trzated controls. Effect of M is
comparable with the cffects of bath references ~ Galanthamine (an
AChE inhibitor) and of Lipoic acid (an antioxidant) Admmlsu:rcd
m;,elhcr Myrtenal and LA d d better y n

in combination on progression of Afzhel s
disease

S. Dragomanova® *. L. Tancheva?. M. Georgicva®, A. Georgieva®,
C. Dishovsky®, S, Stoeva®. . Paviov’, R. Kalfin® ! Medical
Universite, Pharmacy, Varna, Bulgaria: Institite of
Neurobiology- Bulgarian Academy of Sviences- Bulgaria-
Weston Visiting Professor of Beizmann Institute of Seiences-
Isruel, Behaviour newrobiology, Sofia, Bulgaria; Medical
University- Varna- Bulgaria, Phormacolngy wmd txocology,
Varna, Bulgaria; ¥ Instinnte of Newmbiology- Bulgarian Acadeny
nf Sciences- Rulgaria, Biological Effects of Nutural and
Symthetic Substances, Sofia, Bulgaria; *Military Medical
Academy- Bulgaria, Toxicology, Sofia, Bulgavia; ® Instiute

of Neurnbiology- Bulgurian Avudemy of Sciences- Bulgaria,
Behavionr Newrvbiology, Sofia, Bulgariu; 7 Medical University-
Tarna- Bulguria, Anaiomy- Histology and Embryology, larng,
Bulgaria: *nstitute of Newrvbiology- Bulgarian Amzlzmy v’
Sviences- Bulgaria, Synapiic Signalisation and Ci

Sofi, Bulguria

Background: The most form of d 15 Alzt s
discase (AD) which victims inc ly At the
thicre is no unified theory for AD pathogenesis and the available
treatment is mainly wub acetylchol (ACIE) mlub
NMDA receptor blockers and antioxidants (AOQ). Some natural
praducts {polyphenals, terpencs, alkaloids, vitamins ete ) possess
neuroprolective activity and van decrease the risk of AD {1] New
studies demonstrated that Myrtenal, a natural compound of well-
knawn plant essential oils, combines both AO und in vitro anti-
ACNIE activity [2]. Our previous data reveal significant improving
cffect of Myrtenal (M) on cognitive function of healthy rodents
Objecti To i gate the bmed effect of Myrtenal
with well-known strong antioxidant Lipoic Acid (LA) on the
progression ol cognitive impairment in AD mice

than when adi d alone. Myrlenal adminis-
tered alone does not reduce the AchE acuvity in viva, but its
combination with LA reduces sigmficantly the ensyme sctivity
in vive (with 25%) Combination of M with LA also preserves
brain mass of ammals and values reach conirol fevels. Analyzing
hanged ymitive and biocl 1) gave new insight
about the pi 1 of the bination Myrtenal
and LA on AD progression.
Conclusivn: The cumbmnlmn of Myrtenal and LIpOIC acid
has ifi effect on declined cogmitive
paramelers in demenl mlu:
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P5.2.003 Ethlcal legal, and therapeuﬂc aspects in
with i

d to an acute

psychiatric department

P fient' -, A Teodorescu! / Trunviluania Uniwersity. Faculty of
Medicine, Brasor, Romaniu

Background: People with dementia have complex medical, social,
and psychological nceds and can be exacerbated by physical
tllness and the complex relationships between health care systems,
paticnts and their families or caregivers: They are a vulnerable and
fragile population that dilfers f ly from the pog
without dementia [1-3} World-wide studics have concluded that
there 1s signifi number of hospital amaong patients with
dementia. However, cthic, legal, morul and therapeutic aspects are
sl under-explored [4]
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EFFECT OF MONOTERPENE MYRTENAL ON EXPERIMENTAL DEMENT!A IN MICE
Stela T. Dragamanova' %, L. Tancheva', M. Georgieva’, A Georgieva', C. Dishovsky’, S. Stoava', R. Kalfin'

'Institute of Neurobology . Bulganan Academy of Sciences. BULGARIA
2Medical Unlvers ty. Varna. BULGARIA
*Miitary Medical Academy BULGARIA

Abstract:

Background: Alzheimer's disease (AD) is most common {orm of dementia causing problems with memory
thinking and behavior. Unt| now there is no unified theory for AD pathogenesis Treatment is mainly with
acetylcholinesierase {AChE) inhibitors, NMDA receptor blockers. antioxidants (AO) etc. Some natural products
have a strong neuroprotective effect and can decreasa the nsk of AD (1). New studies demonstrated that
Myrtenal (M), a compound of many plant essential oils. combinas both AQ and anti-AChE activity (2)
Objectives To evaluate Ihe preventive elfect of Myrlenal on cognitive impalrment of mice with experimentat
dementia

Materials and Methods: Chemically induced expenimental model of dementia from AD type was produced on
male Albino mice (scopolamine 1 mg/kg Ip. 11 days). The radents were treated simultaneously for 11 days withM
(20 mglkg, ip). and two referent compounds - galantamine (1 mgrkg. ip) and lipoic acid (30 mg/kg. ip) Changes
in their cognilive functions were evaiuated using behavioural tests (for learning and memory), determination of
AchE-activity and lipid peroxidation in brain. Dala were analyzed using t-test of Student-Fisher and ANOVA

Results: Scopolaming treated animals demonstrated severe memory-loss, Increased both AchE-activity (by 15%4)
and lipid poroxidation (by 83 %) in brain. Co-treatment with M praduced a sigmificant restoration of cognitive
function (with 33% - comparable with the effects of both referenis) of dement mice. Apphed together M and Lipoc
acid (L.A) demonstrated better prevention on memory than when administered alone (by 50%). k alone has no
eflect on AchE brain activily in vivo but combination with LA reduced AChE-activity with 25%. 4 decreased the
ligid perox'dation in brain (with 20%) of healthy ammals. Eslablished correlations between parameters (cagnilive
and biochemical) discover new details in preventive mechanism of M on AD progression

Conclusion: Myrtenal can be promising eftective agent for AD prevention

Referents:

'Essa at al., Meurochem Res 2012, 37 1829-1842

?Kaulmann et al , 4 Pharm Pharmacol 2011, 63(10) 1368-71

Keywords: Alzheimer's disease antowidants Myrienal
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Effect of Myrtenal on Social Behavior and
Memory of Rats

Stela Dragomanova'?, Radoslav Kiisurov'?,

Marieta Georgieva?, Maria Lazarova',

Christophor Dishovsky', Reni Kalfin',

Lyubka Tancheva*’

"Institute of Neurobiology, Bulgarion Academy of
Sciences, Acad, Georgi Bonchev Str, Block 23, Sofia 1113,
Bulgaria;

Medical University of Varna, 55 Marin Drinov Str,, Varna
9002, Bulgaria;

IMedical University of Sofia, 2 Zdrave str, Sofia 1000,
Bulgaria;

*Weston Visiting Professor of Weizmann Institute of
Science, Israel

Plant monotherpen Myrtenal (M) presents in
many essential oils and has rich specter of pharma
cological activities. Our previous studies established
significant etfects of M on behavior of mice.

Aim of this study was to investigate effect of M on
the cognition and social behavior ol rats.

Male Wistar rats were daily injected Myrtenal (40
mg/kg, i. p.) for 9 days. 24 hours afier the last treat-
ment the changes in behavior and cognition were
lested via Open field test, Step-through test and
Mouse-killing test. Brain levels of some neurotrans-
mitters (dopamine - DA, serotonin - 5-HT, acetylcho-
line - ACh, adrenaline - Adr and noradrenaline - NA)
were also measured. Significant improved cognitive
performance in M-treated group was established.
Learning and memory in this group was better than
in the control group at the end of the experiment. El-
evated brain ncurotransmitter levels of DA, 5-HT and
Ach confirmed behavioral data. Interesting changes in
social behavior of M-treated animals were recorded,
as well. Afier 3% day of M-administration increased
incidences of dominant and aggressive behavior were
established accompanied by vocalization and fighting
in the group. We assume that it is due to interaction
of M odor with rats pheromones related to anunal hi-
erarchy in the group. Brain levels o’ Adr and NA in
M-group were not significantly elevated. At the same
time incidences of inter-species aggression were ob-
served according to Mouse-killing test,

CTDC10 and 12 SCT - BOOK OF ABSTRACTS

Present study indicates significant effects of M on
CNS accompanied by changes in brain mediation sys-
tems and deserve further studies.

Keywords: cognition, aggression, mediators,
monolcrpcnc

Correspondence: stela_dragomanova@abv.bg
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Gentiana Lutea Radix Extract Exerts In Vitro
Dose- and Time-dependent Response in
Peripheral Blood Mononuclear Cells

Ana Valenta Sobot, Jelena Filipovié Trickovi¢,

Dunja Drakuli¢

Vinéa Institute of Nuclear Sciences, University of Belgrade,
Mike Petrovica Alasa 12-14, 11001 Belgrade, Serbla

Although Gentiana lutea radix extract (GRE) is
believed to strengthen organism by stimulating circu-
lation and the activity of many organs, it has certain
active components that can cause oxidative and geno-
toxic stress. The aim of the current study was to esti-
male which concentration {0.5, 1 and 2 mg/ml) of GRE
initiates DNA damage and lipid peroxidation, disrupts
oxidative balance following 48h lasting treatment, and
whether those parameters modulate survival of human
peripheral blood mononuclear cells in vitro after 48 and
72h. DNA damage was assessed using alkaline Comet
assay, oxidative status by PAB assay, lipid peroxidation
by determining MDA levels and cell count by tripan
blue dye exclusion test. Obtained results indicate that the
lowest tested concentration increases lipid peroxidation
along with DNA dumage and has a mild cytotoxic effect.
Higher concentrations provoke only significant DNA
damage, probably due to the other mechanisms involved
in initiation of cell death rather than elevated oxidative
stress. Albeit cell death after 48h of treatment at the high-
est tested concentration is not significant, DNA fragmen-
tation is more than doubled compared to control. The
impact of detected fragmentation is seen as reduction
of cellular survival observed after 72 hours of treatment.
According to presented findings DNA fragmentation
could be a predictive tool for the cytotoxic effects esti-
mation of GRE treatment since increased fragmentation
is observed 24h prior to significant increase in cell death
Parallel monitoring of oxidative status and DNA damage
might be valuable parameter in determining sublethal
concentrations of GRE in other experimental setups.

Keywords: DNA damage, Comel assay, lipid per-
oxidation, viability

Correspondence: anavalenta@vinca.rs
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216.

Chapter 9

Probiotics and Immunity

Marieta Georgieva, Kaloyan Georgiev and Peter Dobromirov

Addiional information is avadable at the end of the chapter

htep //dx doi org/ 10 5772/61337

Abstract

Probintics are “living micraorganisms” which exert a praphylactic and therapeutic ¢t-
fucl by improving the infernal microbial balance: Probiotics play a rolv in defining and
maintaining the deliate balance between necessary and excessive defence medhar
nisms including innate and adaptive impune responses The beneticial effects of pre-
biolics have been demonstrated In many diseases

New therapeutic approaches toward several inflammatory diseases are being devele
oped by atfecting the microbial composition of the gut system, They are
based on the fact that this part of immune system is influenced by many factors, i
cluding dietary components and commensal bacteria- An understanding of the molec:
ular mechanisms behind the direct and indirect etfedts on the gut immune response
will racilitate better and possibly mare efficient therapy tor discases, although probi-
utics (live microorganisms) have already shiown promise as treatments for se veral dis-
cases in both dintcal and animal studies

Further, the concept ot probintics and the direct and indirert mechanisms by which
they can influence gut immunity are described Fmpliasis will be placed on the rela-
tinship of microliinta and the gut fnmune system

A review ol the history of Lactobai llus hudgaricns, probintics, and probistic tundtional
tonds ix made and legislation and modern challenges are discussed

Keywords: Probiotics, immunity, probiotic genomic, histury. legislation

1. Introduction

Probiotics are detined by the World Health Organization as "hive microorganisms, which when
administered in adequate amounts, confer a health benefit upon the host * The main benefit
of probiotics 1s that they help restore balance in the intestinal microbiota. Probiotics play a role
in defining and maintaining the delicate balancy between necessary and excesstve defence

uled urdes the ferm: 6l 1he Creatve Tomman
by 30 v Getr 15 ests (fed Liw distribulion
sk s prsonly oted

I N"I"ECH 015 The Authiors LizersrzinTech Thsohape sdul
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Chapter 12

Pharmacological Properties of Monoclonal Antibodies
Directed Against Interleukins

Kaloyan Georgiev and Marieta Georgieva

Addional information is available at the end of the chapter
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Abstract

Thir ruad to individualized therapy goes through detecting specfic targets (e g, anti
guns). suitatle for influence, and their seleclive targeting by using spedially deslgned
malevules (0 g, antibodies) A signiticant adyance in this ares is the developirent of thes
apeutic munactonal antibodies This approach enables mavmizing the theraprutic etect
on one hand, and reducing systemic toxicity on tie other hand In recent years, signifi-
(ant progress was made in improving their pharmacologival performance - pharmacohi-
neties (longer half lite) and pharmacodsnamics properties tbetter efticacy berause of
stronger aftinity to human receptor). and safety profile {less antigenic and immunogenic
reactions) Interlenking are a dwerse, multifunctional group ot proteins that carry out
communication belveen various immune tells and wnteol their gene expression. They
manage the intensity and de ot an infl tary resy and contral dsiteren
uation, proliteraton, and seerction of antiboilies: Therefore, interleukin network repre-
sents an interesting pharmaclogical target, modulation of which using either hiological
o snall chemival agents tobld contibute b suppressiun ot excessive actiy ated immune
syslem and successfully treat the discases that they are involved n

Keywonds: Monoclunal anlibodies, pharmacological properties. pharmacokinetics, phar
manndynamics, cvtokines, interfeuhins

1. Introduction

An elfective timmune response is possible unly through the interaction of several cell types, To
courdinate this process, there are a number of mechanisms for communication behween
immune cells, including a plurality of immunomadulating signaling molecules, such ax
cytokines. An olficially recognized defimition of the cytokines does not exist. Cytokines are
group of regulatory mulecules with protein or glycoprotein structure (relatively smalh

'NTECH thoels, Icet saeinTack 0 Faprecs 4 strbyted codes il e tem2 of the (rean.e Lorm
Atzebut e AL ‘O raterar e e crglh ar tealtyy 13 0wl ongenmits unrests thod ute daabtibraty
Pl durtienin ary med im provdertrecignal wen pripalsoted
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VII. YYACTHSI B CIIPABOYHUK, YYEBHUIIU 1 YYEBHHU IIOMAT'AJIA

> JlekapctBeH cnpaBounuk Lekarta. Bapna, MY-Bapsna, 2011. on line
www.lekarta.org

YAOCTOBEPEHHE

HA

JIoW. A-P MAPHETA [IETPOBA FEOPTHEBA

[0 NPOEKT BBLIMOKEH HA MY-BAPHA OT PhKOBOACTBOTO HA
MBAJ ,CB. MAPHHA* EAJl, E H3INOTBEH ,ON LINE* JIEKAPCTBEH
CIIPABOYHHK “LEKARTA" 20112012 T

HACTOSIHOTO YAOCTOBEPEHHE CE H3XABA HA 1011 A-P MAPHETA
NETPOBA I'EOPTHERA B YBEPEHHE HA TOBA, UL TA E PAIPABOTHIIA,
BHEAPILIA H [IONYJIAPH3HPAJIA CIPABOYIIHKA.

MOATHC:
fpog. a-p HKasnera Feopruesa, n.mg;_

-
Winnauntenen anpexrop na MBAJl ,,Cs.
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» COGopHHK ¢ TeCTOBHM BbIpocH no ¢apmaxosorus. Ilox pex. na pou. a-p Credka
BbvaueBa-Ky3manoBa, gou. a-p Mapus XKeaaskoa-Casosa. Bapna, MY-BapHna,
2013.
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CFOPHHK
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| 10 ®APMAKOAOTHA

i e B ey Dt W

ITod pedaxyusma Ha
doy. 0-p Cmegpra Bunuesa-Kyamarosa, 0.M.
doy. 0-p Mapus MXennskosa-Caeosa, 0.m.

e P —————
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» COOpHHK ¢ TECTOBH BBNpoOCcH Mo (apmakojorusi 3a NOMOUIHMK ¢apmaueBTH.
Ioxa pexn. na gou. 1-p Mapuera Ceopruesa, n.mM. Bapna, MY-Bapna, 2013.
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Bapna
2013

60



» COOpHHK C TeCTOBH BBNPOCH MO TOKCHKOJOIHS 3a CTyA€HTH no ¢apmaunus.
ITon pea. na Mapuera I'eopruesa. Bapua, MY-Bapna, 2014.

MEAMLIMHCKIA YHUBEPCUTET
Jpodb. A-p Napackes CiosHoB" - BapHa

CBOPHMK

C TECTOBM BbIMNPOCKU
MO TOKCUKOAOT I

3Q CTYAGHTM No dhapmaumg

BapHa, 2014
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> YuyeGHa TeTpaaKa IO TOKCHKOJIOTHS 3a cTyAeHTH mo ¢apmanus. Honx pea. na
Mapuerta I'eopruesa. Bapua, MY-Bapna, 2014.

.."*?ﬂr

YYEBHA TETPAIIKA
[10 TOKCUKOAOTUMA

e T N

3A CTYIEHTH I10 ®APMALIUA
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» VueGHa TeTpaaka nmo ¢apmakoJorus 3a cTyaeHTH no dapmanus. Ilox pex. Ha
aou. a-p Mapuerta I'eopruesa, a.m., gou. a-p Mapus Keasskosa-Casosa, a.M.,
aou. a-p Credka BoaueBa-Kyzmanosa, 1.mM. Bapna, MY-Bapna, 2014.

PO P TTAPACKES CTORHOE

MEAUUUHCKU YHUBEPCUTET
& B ,MIPO®. [-P NAPACKEB CTOAHOB"

YuyebHa TeTpagKa
no ¢papmakonorua

3a CTYAEHTU

no ¢papmauus

Mop pepakumaATa Ha:
aou.n-p Mapuerta leoprueea, A.m.
pou.A-p Mapua Henaskosa-Casosa, 4.M.
pou.a-p Credpra Boauesa-KyamaHoBa, 4.M.

BapHa
2014
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» YyebOHa TeTpagka no ¢gapmakosiorns 3a cryaeHTH no Meauuuna. Ilox pea. Ha
pou. a-p Mapunsa XKensskosa-CasoBa, a.M., goun. a-p Credka Broiauesa-

Ky3manoBa, a.M., 1ou. a-p Mapuera I'eopruesa, a.m. Bapua. Bapna, MY-Bapna,
2014.
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O, AL P {IAPACKES CTOH03°

MEOWLAHCKN YHUBEPCUTET
,MIPO®. A1-P MNAPACKEB CTOAHOB"

YuyebHa TeTpagKa

no dapmakonorua

3a CTYAEHTU

no meAuuuHa

MNog pepakumnATa Ha:
Aou,. a-p Mapus enaskosa-Casosa, 4.M.
pou,. a-p Credka Bvauesa-KysmaHosa, 4.M.
pou. g-p Mapwuera leopruesa, A.m.

BapHa
2014
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» Yyebua TeTpaaka mo ¢papmakoJiorusi 3a CTyAeHTH MO JeHTajlHa MeauuuHa. Ilox
per. Ha gou. a-p Crepka BbaueBa-KysmanoBa, a.mM., gou. aA-p Mapus
Kensaskopa-CaBoBa, A.M., aou. a-p Mapuera I'eopruesa, a.m. Bapna, MY-
Bapna, 2014.

o ——
A0 J1-P TIAPACKES CTORHO#'

MEAULIMHCKUA YHUBEPCUTET
,IPO®. A-P NAPACKEB CTOAHOB"

ol YyebHa TeTpagKa

no ¢apmaxkonorusa
3a CTYAEeHTH

|
E no AeHTanHa meguuUUHa
|

Mop pepaKuMATa Ha:
aou. a-p Crepka Bonuesa-KysmaHosa, A.M.
pou. a-p Mapus Wennaskosa-Casosa, A.M.
aou,. o-p Mapuera feopruesa, A.m.

BapHa
2014
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> PbKOBOACTBO 32 ynpakHeHHs 10 (apMaKoJOrHA 3a CTydeHTH no dapmanus.
ITon pea. Ha gou. a-p Mapuera Ilerposa I'eopruesa, a.M. u gou. aA-p Kajosn
HJo6punos I'eoprues, a.x. Bapua, MY-Bapua, 2017.

MEANLUNHCKIA YHUBEPCUATET
,NPO®. A-P NAPACKEB CTOAHOB" — BAPHA

PbROBOLIC TBO

3A VNIPAXKHEHUA
No ®APMAKOJIOInA

3a CTyAeHTY o Gpapmaums

floa pegakuusTa Ha: gou. 4-p Mapuera [lerposa [eopruesa, g.m.
fou. a-p KanosiH [lobprnHos leoprues, f4.x.

BapHa 2017
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» Mopcka MequuuHa. Y4eOHUK 32 cTydeHTH oT Meauuuna. Iloa pea. na JlumMuTnp

CraBpeB, Bapua, MY-Bapua, 2018. cTp. 207-231.

MOPCKA
MEAUIINHA

VAETCEM L R G CENVACH T e N ST RO S e e e
I

HOA PUARRIINSETN 1A .\_ll\llll b ( II.HKPL'H
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MOPCKA MEAMLIITHA
YucOuIK 32 CTYACHTH 0T MCAHIITHCKH FIIUBCPCHTCT
Mo, peaaruuaTa Ha ANMITLP Craspen
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