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HAYYHUTE TPYJOBE CA OBLLIO 123 U BKITIOYBAT:
AsTopedpepat Ha gucepTaunoHeH Tpya — 1 6pon
Yyactua B MmoHorpacumn — 1 6pon
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MbnHoTekcToBM Nyonukauum — 36 6pos

Pe3ioMeTa OT y4acTus B Hay4Hu ropymu — 71 6pos
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OOw nmnakT paktop Ha Hay4yHuTe Tpyaose — IF 27.43

OO6w, uMnakT-paHr Ha HayyHuUTe Tpyaose — SJR 1.814

CtonHocT Ha h-index - 2
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SUMMARY

Background: Depressive disorders contribute to the most part of disability adjusted life years caused
by mental illness worldwide. Major depression tends to become the second factor for death and
disability from chronic diseases by 2020 (WHO). In Europe, about 1/4 of people may experience
depressive symptoms at some point in their lives. According to EPIBUL, 40.3% of Bulgarian depressive
patients have attempted suicide. Efforts have been focused on early diagnosis and timely treatment to
optimize clinical outcome (Health 2020). Different antidepressants (ADs) have been commonly
prescribed to treat moderate-to severe depression. Although the SSRI-class has proven to be equally
effective, safer and better tolerated, about 1/3 of patients may not respond adequately to treatment and
could experience ADRs causing non-adherence and non-compliance. There is sufficient evidence that
around 42% of variance in AD response is associated with common polymorphisms in genes regulating
the pharmacological determinants of clinically used drugs. Regardless of many positive studies on the
nature of functional variants in AD-related pharmacokinetic/ pharmacodynamic genes associated with
metabolism and central regulation of monoamines, evidence is still not enough to support the routine
clinical application of pharmacogenetic knowledge.




Objective: This study aimed to estimate the frequency of common genetic variants in antidepressant-
related candidate genes in Bulgarian patients with recurrent depressive disorder compared to healthy
subjects and to investigate the impact of the identified polymorphisms on clinical performance and
individual response to acute treatment with SSRIs.

Materials and Methods: The two-phase association study was performed in 2009-2016 at MU-Pleven
and MMC-Sofia, Bulgaria. The research was funded by MU-Pleven and approved by the institutional
Ethic Committee. All 242 participants were unrelated Bulgarian Caucasians, males and females aged
18-64. Of them, 99 were patients with recurrent depression (DSM-IV-TR) and 142 were mentally healthy
subjects. A written informed consent was obtained a priori. Clinical examinations were performed at first
visit, with follow-up conducted on 1st, 2nd, 4th, 6th and 18th week. The HAMD was applied to assess
presence and severity of depression. The Bulgarian translation of ASEC (© 2009 The Royal College of
Psychiatrists; Uher, R. et al. 2009) was done and used with permission for assessment of ADRs.
Genomic DNA was extracted from venous blood and molecular analysis was performed by standard
PCR, TagMan® and high-resolution melting on Rotor-Gene Q (Qiagen). Allele and genotype
distributions of selected polymorphisms were compared between patients and controls by using Fisher's
exact probability test. The test was also used for analysis of associations between genetic variants and
clinical characteristics under four genetic models. Single and multiple linear regression with step-wise
approach was applied to assess the influence of genetic and other factors on treatment response to the
SSRI paroxetine (20-40 mg/day) and dynamics of ASEC points.

Results: A total of 241 participants completed the study. Characteristics of patients: mean age 45.58,
SD=11.08; 31 males/69 females; number of previous episodes: mean 2.8 (2-6); years of disease: 6.35,
SD=3.9; HAMD on first visit: mean 30.97, SD=4.95; one male developed acute mania after 2nd week
and was excluded from the study. Characteristics of healthy subjects: mean age 47.54 SD=12.08; 49
males/69 females. We analyzed nine polymorphisms in candidate genes CYP2D6, CYP2C19, SLC6A4
and BDNF, namely CYP2D6*4, CYP2C19*2, CYP2C19*17, 5-HTTLPR, rs25531, rs57098334, rs6265,
rs12273363 and rs16917237. The frequency of CYP2C19*17 allele was significantly increased in the
healthy population (p=0.02824, OR=0.6082, protective allele). The allele 9 of rs57098334 was
presented in 5.1% of patients and its frequency was statistically higher in females (p<0.01). Twelve co-
variants were tested with two versions of regression (with or without interaction with the genetic factor)
and a total of 170 positive signals were found. The analysis was performed in two stages: with
phenotype of HAMD reduction and ASEC change, respectively. The co-factors “stressful life events” and
“suicidality” showed significant effect on the treatment response in one model with most genetic factors
in week 6 (p=0.01379 for 5-HTTLPR); the effect decreased by 18th week. The CYP2D6*4 allele
demonstrated 0.2 step improvement in HAMD on 2nd week and a borderline impact with 0.05-step
improvement by 4th week, but not later. Regarding the co-factors “antidepressants switch” and
“‘previous ADRs to antidepressants”, their interaction with the genetic factor influenced the reported side
effects (increased ASEC results) during the first 2 weeks of treatment.

Conclusion: This small naturalistic study may contribute to better understanding and further
comprehensive analysis of the complex pharmacogenetic nature of recurrent depression in our country.
Hopefully, it could accelerate the investigation of novel polymorphic genes and their interactions with
specific depression endophenotypes for the purpose of personalized treatment. At this early stage, our
positive findings need to be reproduced in larger groups of patients and to be replicated with newer
genomic technologies by multidisciplinary teams.
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BuocTtatucTnyHuTe nacnenBaHus nokaseat, ye Hag 92% OT xeHuTe ynoTpebsiBaT ABE UMM MOBeYe NekapcTBa Mpes
pasnnyHu Nepuogn Ha BPEeMEeHHOCTTa, a CblUO Taka, ye okono 2% A0 3% OT BCMYKM BPOLEHW Mandopmauum uvar
thapmakoreHeH npousxoa. BrnsHueTo Ha nekapcTeaTta BbpXy OpEMEHHOCTTA 3aBUCK OT Bb3pacTTa Ha Mnoga, KMHeTUkaTa 1
MexaHW3Ma Ha [eWCTBME Ha NekapcTeaTa, TAXHOTO A03upaHe, (PU3MONMOMMYHOTO CbCTOSHWUE Ha BpemeHHaTa, HenHus
XpaHUTENEH W ABWUraTeNieH PEeXWM, OKOMHATa cpeja W ApyrM HEu3sicHeHW aktopu. TepaToreHHWST moTeHuman Ha
nekapctgata cnopeg FDA Ha CALL ce onpegens oT OTHOLLEHNETO puck/nonaa, n3eecTHo kato Pregnancy Risk Factor (PRC)
— puckoB cakTop 3a 6pemeHHOCT, pecn. Pregnancy Risk Category (PRC — puckoBa kaTeropus 3a 6pemeHHocT).
lMpoyyBaHus B peauua ctpaHu nokassat, ve okono 90—99%, KOMTO KbpMAT, Ca NONyYaBani Hal-Manko efHO NekapcTBo
npes mbpeata cegmuula cnep paxaaHeTo. Kato Ham-4yeCTo M3non3eaHW NekapcTa Ce CouvaT aHanreTUUM, XUMHOTULM K
METUNEproMeTpuH. M3BecTHO e, Ye 3a MHOTO NEeKapCTBEHM CPEeAcTBa, (PapMalLeBTUYHUTE (PUPMM HAMAT CUCTEMHM
NpoyYBaHMs BbPXY KbpMmauku. ETO 3awo B CbOTBETHUTE WHGpOpMaLMu, akTUTe ca Marko, Ha MecTa [Opu JUncear.
ABTOPCKMAT KONEKTUB Ha Ta3n kHura cbbpa 1 aHanuaupa nybnukyBaHuTe B uTepaTtyparta U OKYMEHTUPaHW M3CneaBaHns
33 BCAKO €0HO OT OMWUCaHWTE B HES NeKapCTBa, OTHOCHO MPUMOXEHUE MPU KbpMaykn. Hue SCHO mocouBame CUrypHUTE
hakTi. 3a nekapcTeaTta, 3a KOMTO HAMa AaHHM CbLLO CMe MOCOYMIM NUncaTa Ha HacoueHu nacneasanus. Mo CbLums HauuH
CMe NOCTBNWAW 1 33 NEKapCTBa, 3a KOMTO HAMa gedmHupaHa puckosa kateropus 3a 6pemenHocT (PKC). MpuHUMAHO MambK
Opoit nekapcTBa Ce eKCKPeTMpaT B MO-3HAYMMM KOHLEHTpauuu C Mnskoto. 3a no-ronsm Opol OT nekapcTeata Tasu
eKCKkpeLus e Marka, a 3a [pYru HULLOXHA M C HEBBb3MOXHOCT fa Obe yCTaHOBEHa 4pe3 CbBPEMEHHW AMArHOCTUYHM
MeToau. XKenaem olje B NpearoBopa ha nogyeptaem, Ye npe3 mbpeuTe 72 Yaca Ched paxpaHeTo, peauua nekapcrea
YNECHEHO Ce EKCKPEeTUPAT C MIISIKOTO, T.e. KbPMEHETO Ha 6ebeTo oT Maiika Ha NieyeHne ¢ TSX Kpue puck. ToBa € KpUTUYEH
nepuog, npe3 KOWTO NeKapsaT pellaBa Janv a paspewwy KbpmeHe Ha 6e6eTo wnn He, B 3aBUCMMOCT OT NIEYEHMETO Ha
MankaTa. B kHurata cbabpka (PakTM KakTO 3a CTEMEHTa Ha EKCKPeuWsl Ha OTAENHW NekapcTBa C MMSKOTO, Taka W 3a
onpegeneHus 3a peguua oT TAX BaxeH uHaekc (M/M), KOATO NpeAcTaBnsBa CHOTHOLWIEHWE Ha KOHUEHTpauus Ha
NEKapcTBOTO B MaNYMHOTO MISIKO KbM KOHLEHTpALUMs Ha NEeKkapCTBOTO B MaiuyuHaTta nnasma. 3a mbpBM MbT Y Hac
nybnvkyBame TO31 MHAEKC 3@ MHOTO NEKapCTBa W npunaramMe Noaxog 3a Heroust aHanua. ToBa TEOPETUYHO W NPAKTUYECKM
[aBa Bb3MOXHOCT 3a OL|EHKA Ha PUCKA Ha MPUNOXEHWE Ha NekapCTBa BbpXY KbpMauku. OTumTaiikv TO3M puck, Tpsibea aa
nmame npensud, Ye pesopbunsTa Ha nekapcTBaTa, MPUETH NPe3 ycTaTta OT KbpMayeTaTta, € MHOro Mo-ynecHeHa. ETo 3awo
HAKOW NeKapCTBa, KaTo NCUXOTPONHMW, aHTUAMAOETUYHN U Ap. AOPW B MasKM KOHLIEHTPaLMK B KbpMaTa, MoraT JleCHO Aa ce
YCBOSIT M [a Npean3BuMKaT HeXenaHn edekT y KbpMayeTo. TasW KHWra € npefHasHayeHa 3a Nekapyu OT BCUYKM
cneumanHocTy, hapmaueBTW, CTOMaTonoaw, CTYAEHTU OT TOPHUTE KYpCOBE HA MELMLMHCKUTE YHUBEPCUTETW Y Hac,
NPEeLCTABUTENN Ha HaLLW U YyXOeCTpaHHW tupmu. Hue s Hanucaxme ¢ 0budy KbM feuata Ha Bbnrapus, TeXHUTe poguTeny,
nexkapu u 6nusku. BsipBame, Yye TPyObT HU Lie OOMPUHECE 3a eqEKTMBHOTO NeveHMe Ha OpeMeHHW W KbpMmauku C
MWHUManeH 4o NUNCBaLY puck 3a bebeTara.

CbpaeuHo bnarogapum Ha usnatens a-p K. Metpos.

Mpodh. H. bosmkuesa, gou. Vs. Jlambes
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MPEQrOBOP KbM NMETOTO U3OAHUE

Metoto napanve Ha ,CMPABOYHMK HA IEKAPCTBEHMUTE CPELCTBA" e ocHOBHO npepaboTeHo, NPecTpyKTypupaHo U
akTyanuaupaHo. CrnpaBoYHWKbLT 0OXBalla PervcTpupaHuTe y Hac NekapcTBEHM MPOJYKTW, KakTo M 52 Hepeructpupaxm
nekapctBa (03HayeHU CbC 3Besguuka), HO w3nonseaHn B Esponeiickus cbio3, Kanaga, CAL, Pycus wunu Anonus.
lMpropuUTETHO Ce ONMCBAT NekapcTBaTa, MpUaraHy Npu coLmanHosHauumn 3abonssaqus. CneuyanHa rnaea ce noceeLlasa
Ha XOMeomaTMYHUTE MpenapaTu. 3arnaBusiTa Ha CTaTWMTE Ca MOAPEAeHW Mo asbyyeH ped WM OTrOBAapsT HaW-4ecTo Ha
MexayHapoaHuTe HenateHTHU HaumeHoBaHus (Rec.INN, pecn. DSI) Ha nekapctBeHute cpeactsa. B cnyvait ye Takuea
HAMa, Ce M3non3eaT (hapMakoneiHu UMM THPrOBCKM HAWMEHOBAHWA HSKOM OT HaMMEHOBaHMATA Ha MekapcTga,
npeacTaenssallym conu, ce gasart no Phl. CTpykTypaTa Ha OTAeNHUTE CTaTW BKMoYBA CbBPeMeHHU AaHHu 3a ATC kopa u
CMHOHMMWTE Ha fekapcTBaTa, XMMUYHOTO HaWMEHOBAHWE WNW CbCTaB, TAXHaTa (DapMaKkoKMHETWKA W dapMakognHamMuKa,
noKasaHus, HeXeNnaHW peakLum, B3auMOAEHCTBMS, NPeLyNPeXAeHNs U NPeanasHn Mepku, MPOTMBOMOKA3aHNS, JO30B PEXUM
MpW Bb3pacTHW 1 fela, NekapcTBEHM NPOLYKTH (Pecn. NekapcTBeHN OPMM 1 ONaKOBKM) chapMaLeBTUYHI DUPMK, YCIIOBUS
Ha CbXpaHEeHWe, CPOK Ha rogHocCT 1 ap. CnpaBoYHUKBLT € pa3paboTeH OT pecrnekTUpaLy KONeKTUB, BKITOYBALY (hapMakomnoau
W KITMHULMCTY C ABNTOroAMILHA NPaKTUKA B MEAMULMHCKUTE BUCLLM Y4eOHN 3aBefeHus OT LisinaTa cTpaHa.

Tol e cbCTaBeH Mo MpuMepa Ha Hal-gobpuTte 0bpasuym Ha MHGOPMALMOHHA MeaMLMHCKa uTepaTypa Yy Hac u uYyxbuHa.
Manon3saHu ca ronsm Opoll CbBpEMEHHW (hapMakomnoryHu, apMakoTepaneBTUYHK, KITMHUYHU W MOHOrpacuyHu
W3TOYHULM, @ CbLO - AaHHW OT HayyHU KOHIPECM W CMUCaHWs. BHUMATENHO W C KOHCTPYKTWBHA KpuUTM4YHOCT Gsixa
npernejaHy, aHanuaupaHu ¥ 000OWeHN [aHHM OT MHOXECTBO peknamHM (UPMEHU MaTepuany, BageMekymu,
BMAEO(MIMY, CreLUanm3npaHn KOMMOTBPHIU MHPOPMALIMOHHM CUCTEMM U caliToBe, BKN. 6asaTa gaHHu Ha WA (www bda
bg) enekTpOHHMSI CMpaBOYHMK Ha paspelleHuTe 3a ynoTpeba nekapcTBeHu cpefcTea (stingpharma@mobikom.com),
www.perinatology.com v MHoro apyru. Mpes natuyallms 4eceTroAuWEH Nepuos OT W3NW3aHEeTO Ha MbPBOTO W3AaHWe OT
KHUraTa B Hest HAMepy OTPaxeHue CbLLO BoraTUAT NPENOAABATENCK, @ 33 MHOTO OT aBTOPUTE — W MHOTOTOAMLIEH KITMHUYEH
onut. CMPABOYHWK HA JIEKAPCTBEHWTE CPELACTBA e npepHasHaueH 3a nekapw, ¢hapmaleBTW, CTOMATonosu,
30PaBHN MEHWIKBPU CTYAEHTU 1 KONIEXaHU OT FOPHUTE KyPCOBE Ha CbLUMTE CMEeLManHocTy, MPeacTaBuTEN Ha Bbarapcku v
YyXKOECTPaHHM (hapMaLeBTUYHN (UPMK HaydHu paboTHMLM C WMHTepecu B obrmacTTa Ha NekapCTBO3HAHWETO W/Mnu
Cb3[aBaHETO Ha JleKapCTBEHW CPeLCTBa.
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Mpearosop

dapmakonorusita e eaHa oT Hal-gnHaMUYHUTE y4ebHM OUCUMNMNHK, KOSTO CBBbP3Ba (hyHAAMEHTamNHUTe Hayku C
knuHukata. OTTYK Mpou3TMYaT TPYAHOCTUTE B Cb3[4aBaHETO Ha CbBPEMEHEH Y4ebHWK no dhapmakonorus,
OCHOBHMTE OT KOMTO Ca HyxaaTa OT gblbOKO MO3HaBaHE Ha MOCTWMXKEHWSITA Ha Mopeauua OT TeOpeTUYHU
MEAWLMHCKN SUCUMNIAMHA U TAXHOTO NPUNOXeHWe B neveHneTo Ha Gonectute. ChBpeMeHHaTa apmakonorus
TpsibBa Aa CBbp3Ba 3HaHMSTA 3a MEXaHU3MWUTE Ha [OEeiCTBUATA Ha NekapcTBaTa C MpaKTUYecKuTe M3BOAM 3a
ney4eOHMs npouec.

YyeBHWKBT N0 (hapMakonoris 3a MEAULIMHCKATE KONEXM e NpeHasHayueH 3a 13yyaBaHe Ha Tasu AUCUMNAMHA OT
MEINLMHCKN CEeCTpM, aKyLepku, MOMOLLHWK-(hapMaLeBTH, pexabunutatopu W pPeHTreHoBM nabopaHTu B
CbOTBETCTBME C MNpUETUTE Yy4ebHM nporpamu. YuyebHuAT matepuan BKMo4YBa Heobxogumute no obem u
CbbpkaHue BbMpocK OT obLyata u cneynanHa apMakonorisi, KakTo W AaHHW 3a akTyanHWUTe KbM MOMEHTa
nekapcTBeHn npoayktu. B pasgena no oblwa dapmakonorus ca BKIOYEHW TEMU MO UCTOpUS U pas3BUTUE Ha
thapmakornormsaTa, 3a M3TOYHWLMTE M CBOMCTBATA Ha nekapcTBaTa, eTanuTe U (hasuTe B Cb3fgaBaHETo U
BbBEXOAHETO B KIMHWYHATA MpaKTMKa Ha HOBWM nekapcTBa. CneuuanHata apmakonorus pasrnexaga
nekapcTeata no hapMakonorvyHu rpynu C TsXHaTa (hapMakoKMHETMKA, (hapMakoaMHaMuKa, neKapcTBEeHU
B3aMMOLENCTBMS, HEXENAHN NEKAPCTBEHN PeaKLMM U TOKCUMHN edhekTy.

Y4eOHMKLT No (hapmakonorus 3a MeaMUMHCKUTE KOMEXW e CbCTaBeH OT aBTOpM, KOWTO y4yacTeaT Mpsiko B
y4ebHMsa npouec, 1 e cbobpaseH ¢ akTyanuanpaHuTe nporpamy no Tasu aucumniuHa. Kbm Hero ca paspaboteHu
BBMNPOCK 3a CaMOMOArOTOBKA, KOWTO LLE CriomaraT 3a No-MbIHOTO YCBOSIBaHE Ha y4ebHWs matepuan.
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HA MEOWLIMHCKATA Bpoit Ha cTpaHuuy : 356
®APMAKoONIOrns FoauHa Ha u3nasaHe: 2006

Mop pepakumsra
Ha

NPEArOBOP

MNPUHLUWMM HA MEOVLUWHCKATA ®APMAKOJIOIAA ce cbCTon OT YeTMpu OCHOBHM Moayna (YacTtw) - obwa
thapmakorniorus ¥ peuentypa, creuuanHa apMakornorusi, nekapcTBeHa TOKCUKOMOMUSt M KOMMKOTBHPHO
CbBMECTUMM TECTOBE (CEMMHApHW, MOLYMHU, hapmakoTepaneBTuyHy), obxBawawy 24 rnasu. KHurata He
NOAMEHS CblUecTByBalWMTE Yy4ebHULUM NO (hapMakonornst 3a CTYAEHTU MO MeauuyHa, CTOMaTonorus W
(hapmaums. HeHata rmaeHa Len e fa ynecHu v 3agbnboyn u3yyaBaHeTO Ha MeduunHCKaTa (hapMakororus,
npeacTaensBalla rpbbHaKkbT Ha MogepHaTa (papmakotepanus, M N0 TO3M HauWH [a AonpuHece 3a
npocunakTukaTa u fe4eHneTo 0CobeHo Ha coLmarnHo 3HaummuTe 3abonseanmns.

B MPUHUMMN HA MEOWUMHCKATA ®APMAKONIOTUA OCHOBHWTE aKUeHTM Cca MOCTaBeHW BbpXy
KnacudukaumsTa, apmMakoguHaMmukata, rmaBHUTE MOKa3aHUs U HEeXernaHuTe peakunw Ha nekapcrsata, HO B
peauua cryyan Ha BaXHW 33 KMUHWYHATA MpakTuka npenapati ce AaeaTt Ole TeXHUTE (PapMaKkoKUHETUYHM
0coBEHOCTH, B3aMMOLENCTBUS 1 NPOTMBOMOKa3aHus. [10COYEHO € A03MPaHETO Ha nekapcTBaTa camo Mpu YeCcTo
cpellaHn 3abonsaBaHns 1 CNELHN CbCTOSHUS B MeauumHaTa.

3amucneH katoa kato y4yebHO nomarano, kHurata € cbobpaseHa C nporpamute No hapMakonors y Hac
BOAELLMTE 3anafHOeBponenckn abpxasu. [lpyu HenmHoTo paspaboTBaHe Ca W3MONM3BaHUW CbBPEMEHHU
nutepatypHn n3TouHuuM. OTpaseH e Cbllo Hag 30-roguweH npenoaaBaTencku OnuT No hapmMakonorus, KakTo 1
onuT B paspaboTBaHe W pedakTUpaHe Ha Yy4ebHWuW, TecToBe, (hapMmakoTepaneBTUYHW PHbKOBOACTBA U
neKkapCTBEHN CIPaBOYHNLIN.

Bnarogaps Ha kornerute - acCUCTEHTW OT MeauumMHCkuTe dakyntetn Ha Cocous, CT. 3aropa u MneBeH, KoUTo Ha
OCHOBaTa NpeanMHO Ha Ta3u kHura 6sxa nobesHu ga paspabotar 5 7tecta ¢ 934 Bbnpoca 1 3726 Bb3MOXHU
oTroopa. [1eTTe MogymnHu TecTa ca NpeBeeHN Ha aHIMUACKN e3uK.

NPUHLUWMA HA MEOWUWHCKATA ®APMAKOJIOTWA e npegHasHayeHa 3a CTyAeHTUTE MO MeAvuMHa,
cromartosnorvs 1 dapmaums ot lll, IV n V (3a meguuute - n VI) kypc. Ta npeacraenssa onpegeneH UHTepec
CbLO 3a CreuuannsaHT, LOKTOPaHTW, mperofasarteny OT (PyHOAMEHTanHUTe U KIUHWYHWTE OUCLMNINHK,
Hay4HU paboTHWLM W NpeACTaBUTENN Ha hapMaLeBTUYH PUPMU.




6. YuyeOHuk no capmakonorus 3a GakanaBpu M npodecMoHanHu GakanaBpu no
3apaBHu rpuxiu. Bropo npepaboteHo U gonbnHeHo usganue. Pea. A. benuesa, P.
Mapes, P. Pages. U3n. CTEHO, BapHa, 2009 r.

6.1. Mapes, [. MeHgnyeBa. AHTUXMNEPTEH3NBHK NekapcTaa. cTp. 116-23.

6.2. P. Mapes, [I. MeHanuesa. Cbopasiumpssally nekapcrsa. ctp. 124-6.

6.3. P. Mapes, [I. NeHagunuesa. JlekapcTsa, BMSELM BbPXY YEPHUS P06 W XKITbYHUTE
MbTULLA M NaHkpeaca. cTp. 148-51.

6.4. P. Mapes, [I. MenpgnueBa. KoHTpacTHW nekapcTBa 3a obpasHa AuarHoCTuKa. CTp.
258-60.

ISBN : 978-954-449-434-6

OAPMAKONOMA Astop: AHHa benuyesa; Pycu Mapes;
. Papocnas Papes

Wapaten: UK ,CTEHO"

W3nanme: Btopo npepaboTeHo

LOMbIIHEHO

Bpon Ha cTpaHuum : 288

loguHa Ha u3nasae: 2009

B10po npepaboTeno uaaaN

Mpearosop

dapwmakonorusita € egHa OT Hal-guHaMUYHUTE y4ebHN ANCLMNAMHI, KOSTO CBbP3Ba PYHAAMEHTAMHUTE HaYKK C KNUHWKaTA.
OTTyk mpou3TyaT TPYBHOCTUTE B Cb3[aBaHETO Ha CbBPEMEHEH Y4ebHMK no papmakornorusi, OCHOBHUTE OT KOWTO ca
HyxaaTa OT AbnboKO NosHaBaHe Ha MOCTWXKEHWSTA Ha Mopeauua OT TEOPETUYHW MEAULMHCKM OWUCLMMIMHM W TAXHOTO
NPUNOXEHNe B NeYeHneTo Ha bonectuTe.

CoBpemeHHaTta chapmakonorus TpsbBa Aa CBbp3Ba 3HaHWATA 3a MeXaHU3MUTE Ha AENCTBMATA Ha nekapcTBata ¢
npakTUJeckuTe 13eoan 3a nedvebHns npouec. Tosn yyebHUK NO hapmakonorus e npegHasHayeH 3a M3yvaBaHe Ha Tasw
AUCLMNAMHA OT MEOMLMHCKA CECTPW, aKyLiepku, MOMOLUHWK-(papMaleBTy, pexabunutatopu, peHTreHoBW nabopaHTn w
KNWUHWYHKM nabopaHTh B CbOTBETCTBUE C npueTuTe yyebHu nporpamu. MpemuHaBaHeTo Ha 0BYYEHMETO Ha MeaMLMHCKUTE
CECTpM 1 aKyllepku Ha obpasoBa Ten Ho-kBamMWKaLUWOH Ha cTeneH ,Oakanasbp" € CBbp3aHO C HeobxogumocTTa OT
noBWLLABaHe HMBOTO Ha NpernofaBaHe 1 CbOTBETHO C NPOMSIHA B y4ebHWs MaTepumar, kouto 06cTosTencTea ca chbobpaseHu
B HaCTOALWS y4eBHUK.

YyebHuAT mMaTepuan BkItoyBa Heobxogumute no obem 1 chabpxaHue BbApocK oT obluaTa 1 cneynanHa dapmakonorus,
KaKTO M OaHHM 3a aKkTyanHuTE KbM MOMEHTa flekapcTBeHu npogyktu. B pasgena no obla capmakonorus ca BKIOYEHH
TEMU MO WUCTOPUA W pasBUTME Ha (hapmakonoruaTa, 3a M3TOMHULMTE W [O3WTe Ha nekapcTBaTa, eTanute U dasure B
Cb30aBaHETO W BbBEXAAHETO B KMMHWYHATA MPaKTUKa Ha HOBM nekapcTBa, obliuTe BbNPOCK Ha (hapMakokuMHETWKaTa W
(hapmMakoguMHamukata, Kakto W hakTopuTe, BNWSIELLM BbLPXY JIEKApPCTBEHOTO [AEWCTBUE U JIEKApPCTBEHUS eqekT.
CneunanHata apmakonorus pasriexga nekapcTata no  (hapMakonoryHu rpynu € TaxHaTa (apMaKkoKMHETMKa,
(hapmakofmHamuka, NekapCTBEHN B3aNMOAENCTBUS, HEXenaHu NTeKapCTBEHN peakLui 1 TOKCUYHU edekTu. JlekapcTaara ca
[afeHN C TeXHWTe MexayHapogHu HenaTeHTHM HaumeHoBaHws (INN), Hai-4ecTo CbBMajaly C T. Hap. FeHepuyHu
HaumeHoBaHus. Mpn HAKOM NeKapCTBEHW MPOAYKTM Ca MOCOYEHM MO eJHO WK NoBeye ThProBCKM WMeHa, Ges pa ce
oTbenssea cdmpmarta Npou3BoOAMTEN 3a Aa ce u3berHe vpmeHata peknama. Y4ebHUKbT Mo hhapMakonionis € CbeTaBeH oT
aBTOPW, KOWTO y4acTBaT NpsiKO B y4ebHMS MpoLec, 1 € CbobpaseH C akTyanuavupaHuTe Nporpamu no Tasv UCLMNIMHA.

Kbm Hero ca paspaboTeHs BbMPOCK 3a CaMOMOATOTOBKA, KOWTO LUE CriomaraT 3a MO-MbIHOTO YCBOSIBaHE Ha y4ebHus
MaTepuan. ABTOPCKMST KOMekTMB e ObAe 3aabikeH Ha BCEKW, KOWTO HamMepu HauvH Aa Hanpasu cBowTe Genexku u
NpenopbKu.

Cenmemspu, 2009 2.Asmopume




7. ®apmakonorus. Y4eOHUK 3a CTYAEHTU NO XymaHHa meauuumHa. MbpBO U3paHue.
Pen. UB. lNamGes, H. Bosimxuesa. U3a. Apco, Codms, 2009 r. (3 umTrpaHus)
7.1. E. PapeBa, [. MNeHpguuesa, . Ctaspesa, VIB. JlambeB. JlekapcTBa 3a NOKanHO
NPUOXeHWe B eHTanHaTa meauumHa. ctp. 324-35.
7.2. 0. NMengnyeBa, V8. [lambes. AHTUMUKOBaKTepuanHym nekapctea. ctp. 415-20.
7.3. . MenpuyeBa, P. Mapes. [poTuBorpunHu nekapcrtea. ctp. 421-3.
7.4. 0. NMengnyeBa, . CtaBpeBa. AHTUXepnecHN nekapcraa. cTp. 423-5.

e ISBN 978-954-9301-42-8

: Pen. MB. lTambes, H. Bosioxuesa
®APMAKOJIOTH S Mbpeo nsnaxne
VYEBHHK 3A CTYJIEHTH MO MEJIMITHHA Vl3'£|'a'|'ej'| APCO

Bpon cTpaHuuu: 566
loguHa Ha usnasaHe: 2009

MPEArOBOP

Yuebrukbt "OAPMAKOJIOINA" ce cvetom ot 10 paspena, (mogyna), obxeawalm 58 rnaeu. B pasgen | ce
QVMCKYTWpaT 06LMTE NMPUHUMIM Ha MeauumHckata thapmakonorvs. Pasgenute ot Il go VIl ca noceeTeHu Ha
cneuuanHata apmakonorus. B Tax cuctemHo u 0boblieHo Ce pasrnexgaTt nekapcTBaTta, MOBMUSBALLM
TbKaHHUTE MeauaTopy, HepBHaTa, Cbp- AEYHO-CbAOBATa, OTAENUTENHATA, AUXaTenHaTa, XpaHocMunaTtenHara,
penpomyKTUBHaTa, KPbBOTBOPHATa M eHOOKpUHHAaTa cuctema. OTOEnHO ce OnMUCBaT aHTUMHAEKLMO3HUTE,
NPOTUBOTYMOPHUTE M UMYHOAKTUBHWUTE nekapcTBa. lMpropuTeTHO MACTO Ce OTAENs Ha nekapcTea, npunaraHu
npu 3HauMmmn 3a 06LLecTBOTO 3abonsiBaHMa - aTtepockrneposa, xuneptoHnuyHa 6onect, MBC, XOAB, MCE,
uHpekym  (Bkn. CMUAH), Heonnasmu, ncuxo3n, AEnpecun, HapkoMaHwW, HeBposu, konareHosw, XOBB,
0CTEOnopo3a, 3aTibCTABaHe, nogarpa, 3axapeH anabet, TMPEOTOKCM Ko3a, NenTU4Ha $3Ba, Mne- PUOROHTUTH,
eK3emM1, NCOpUa3nC, rnaykoma, epekTunHa aucdyHkums u ap. OtaenHuTe rmaem 3anoyeat ¢ obLia vacT, B KOATO
ce npasu (hapmakonornyHa uimnm apmakotepa-neBTUYHA XapakTEPUCTUKa Ha CbOTBETHATA rpyna nekapcTaa 1
Ce NpesCcTaBsaT CbBPEMEHHM TepaneBTUYHM NOAXO0AM 3a TAXHOTO ONTUMATIHO W3MOM3BaHe.

WHbopmaumsTa, oTHacsWa ce 3a OTAENHNUTE hapMakoTepaneBTUYHK rpynK, 0Tpa3sBa CbBPEMEHHUTE JaHH! 3a
TAXHATa KMHETWKA, (hapMako4MHAMMKA, NOKa3aHUsi, B3aUMOLENCTBIS U HEXenaHn peakuun. B Hakou criyyaw,
MpW BaXKHM 3a KNWMHUYHATA NpaKTMKa npenapaTu, e AaBaT OCHOBHU NEKapCTBEHN HOPMU C LO3UPAHETO UM, HO
MHOrO no-roriem nogpo6HOCTM B TOBA OTHOLUEHWE MoraT Aa Ce HaMepsT B fekapCTBeHuTe, pecn.
(hapmakoTepaneBTMYHNTE  CnpaBoYHMUM. YUYeBHUKBT No (hapmakonorns e cbobpaseH C akTyanusupaHuTte
y4ebHW nporpamu NO papmakonorus 3a CTyAEeHTU He camo MO XyMaHHa MeAMLUMHa, HO CbLLO MO AeHaTanHa
veauumHa u dapmaums. Mpyn HeroBoTo pas3paboTBaHe Ca WM3MON3BaHW €4HW OT Han-[obpuTe ChHBPEMEHHM
nMTEPaTyPHU M3TOYHWULM U KOMMIOTbPHU UHOPMALIMOHHI CUCTEMM NO (hapMakonorus 1 hapMakoTepnus, Kakto
1 y4ebHuLm 1 nporpamm Ha Bogelum yHuBepeuteTn B EC. OTpaseH e 6oratusT MHOroroguLLeH onuT Ha Tpugecet
W TpumaTa aBTOpW OT L4nata CTpaHa B NpenodaBaHeTo No MeduuuHcka (hapmakonorus, a Cbllyo W B
paspabotBaHe Ha y4ebHMUM, TecToBe, (HApPMAKOTEPANEBTUYHWM  CMPABOMHMLUM W MOHorpacuu. B
NPOABIKUTENHNS, TPyAeH W OTFOBOPEH MpOLEC Ha pedakTupaHe Ha yyebHMKa € 3ana3eH AyxbT W
WHAMBMAYAINHUAT CTUM Ha BCEKW aBTOp, OTpaseH B paspaboTeHWTe OT Hero Temu, MOAYMHEH Ha MpuuMna 3a
aKTyanHoCT.




8. ®apmakonorus. Y4eOHUK 3a CTYAEHTU NO XyMaHHa MeAMLMHA — BTOPO OCHOBHO
npepaboTeHo u3a. Moa pea. Ha pou. A-p U.. JlamGes n npod. a-p H. Bosaxuesa.
Mega. n3a. ,,Apco”, Cocpus, 2010 r. (3 umMTUpaHms)

8.1. . llambes, [i. MenanyeBa. CbHOTBOPHM U cegaTveHmM cpeacTaa. cTp. 170-173.
8.2. E. Papesa, [I. MenauyeBa, I'. CtaBpeBa, /B. JlambeB. [lekapcTBa 3a NokanHo
NPUOXeHWe B eHTanHaTa meauumHa. ctp. 345-355.

8.3. . MenanyeBa, V8. [lambes. AHTUMMKODAKTEpUanHm nekapcrea. ctp. 439-444,
8.4. 1. MenpnyeBa, P. Mapes. [poTuBorpunHu nexkapcrea. cTp. 445-446.

8.5. [I. MenanyeBa, . CtaBpeBa. AHTUXepnecHN nekapcTtea. cTp. 447-449,

ISBN 978-954-9301-62-5.

Pen. MB. Ilambes, H. bosigxunesa
BTopo akTyanuampaHo nsgaxve
WN3pnaten: APCO

Bpoit cTpanuuu: 604

[ognHa Ha u3pasaxe: 2010

MPEQrOBOP

BropoTo n3ganue Ha “OAPMAKOJIOTA” ce cvetom ot 10 pasgena, obxsawaww 60 rnasu. B pasgen | ce guckytupat
obwute NpuHUMIM Ha MeauuuHckaTa cpapmakonorus. Pasgenute ot Il go VIl ca noceeTeHn Ha crneunanHata
thapmakonorusi. B Tax cuctemHo 1 0006LLEHO ce pasrnexaar nekapcTeara, NoBNMSABALLY ThkaHHATE MEAMATOPU, HEPBHATA,
CbpfeyHo-cbaoBaTa, OTAENUTEnNHaTa, AuxaTenHata, XpaHOCMWUNaTenHata, PenpojyKTWBHaTa, KpbBOTBOpHaTa U
eHIoKpuHHaTa cuctema. OTOenHO ce OnueBaT aHTUMHEKLUMO3HUTE, NPOTUBOTYMOPHUTE U UMYHOAKTUBHUTE NeKapcTBa.
lMpropuUTETHO MACTO CE OTAENS Ha NekapcTBa, NpuUnaraHy npu 3HauMmm 3a o6LLECTBOTO 3a00NsBaHWs — aTepocKIeposa,
xunepToHnyHa Gonect, MBC, XOAB, MCB, uHdekumm (Bkn. CIWH), Heonnaamu, ncuxosn, AENPecuu, HapkoMaHuw,
konareHo3u, XOBB, octeonoposa, 3aTnmbCTsiBaHe, noparpa, 3axapeH AvabeT, TUPEOTOKCMKO3a, MEnTWYHa $3Ba,
NepUOLOHTUTM, eK3eMU, NCOPUA3NC, rmaykoma, epekTunHa QucdyHkumsa 1 ap. WHdopmaumsaTa, oTHacswa ce 3a oTaenHuTe
(hapmakoTepaneBTUYHU TPyNK, OTpassBa CbBPEMHHUTE AaHHW 33 TAXHATa KWHETUKa, hapMakoguHamuka, nokasaHus,
B3aUMOAENCTBMA M HexenaHu peakumu. B pasgen VIII ce guckytupat xoMeonaTuyHUTe NpOLYKTH U XpaHUTenHuTe fobasky,
a B pa3sgen IX ce obcbxpar obLmTe NPUHLUMNKM Ha NekapcTBEHHaTa Tokcukonorus. B pasgen X ce pasrnexga obuiata
peLenTypa, OHarnefeHa ¢ NoAXoasLLM NPeCKpUNLmMM, a ChLLO Ce Npeanarat U3bpaHu MoZYHW TECTOBE 3@ CAMOKOHTPOTT.
YyebHMKbT No chapmakonorus e cbobpaseH C akTyanuaupaHute y4ebHu nporpamm no dapmakonorus 3a CTyLEeHTU He Camo
Mo XyMaHHa MEeAULMHA, HO CbLLO MO JeHaTanHa MeauuuHa u dapmauus. Tol e TACHO CBbp3aH ¢ y4ebHOTO nomararno ¢
TectoBe M obwa peuentypa MlpuHUMNKM Ha MmeduumHckata apmakonorms” (2010), a cbwo € nporpamuTe Ha
NPELKTMHUYHATE W KIMHWYHWTE AucumuninHu. Tpn HeroBoTO paspaboTBaHe ca W3NONM3BaHW efHu OT Hai-gobpute
CbBPEMEHHW NUTEPATYPHU U3TOYHULM U KOMMKOTBPHU UHCOPMALMOHHM cUCTEMU MO hapmakonorus U apmakoTepanis,
KakTo M y4ebHWUM W nporpamMu Ha Bogelwm yHuepcutetn B EC. OTpaseH e Cblio 60raTvsiT MHOTOroguleH OnuT Ha
TpUOEeceT M TpuMaTa aBTOPWM OT LfAnaTa CTpaHa B MpenofaBaHETO MO MeduuMHCKa papmakonors, a Cblio U B
pa3paboTBaHETO Ha y4eOHWLM, TecToBe, (hapMakoTepaneBTUYHW CMPaBOYHMLM U MOHOrpadmn. HactoswmsaT y4ebHuk e
npefHasHayeH 3a CTyZeHTU MO XyMaHHa MeguumHa. Tol obaye Cbabpka Heobxoguma MHGopmaums no dapmakonorus
CbLUO 3a CTYAEHTU N0 ieHTarnHa MeauLmnHa, hapMaLms 1 KonexaHu oT MeQuLMHCKUTE (pakynTeTu y Hac, a CbLLo 3a nekapu,
3bbonekapu 1 1 hapmauesTu. Jou. 0-p Us. flambes, npo. d-p H. bosidxuesa




9. MNpuHUMnM Ha meauuuHcKaTta chapmakonorms (C obwa peuentypa M TecToBe).
Btopo gonbnHeHo u3ganue. lMop pepakumata Ha gou. A-p Mean Jlambes, a.m.
W3g. “MeamnumHa u guskyntypa”, Cocoms, 2010 r. (1 uutupaHe)

9.1. /8. llamGes, [1. MNenguyeBa. AHTUNPOTO30MHM NeKapcTBa. CTp. 221-5.

9.2. [1. Nenpunuesa. TectoBe. TupeoakTVBHN 1 aHTUAMAOETNYHI nekapcTaa. ¢.307.
9.3. A. NenpunyeBa. TectoBe. AOPEHOKOPTUKOAKTUBHY NekapcTsa. cTp. 308.

9.4. 0. Nenpunuesa. Tectose. 1poTMBONapasnTHU nekapcrea. cTp. 314.

9.5. 1. NenpunyeBa. Tectose. imyHomogynatopu. cTp. 316.

9.6. . NMenpgnyeBa. dapmakoTepaneBTUYHM TeCTOBE. bakTepuanHym uHd. ctp. 331.

ISBN : 954-420-245-5

nPNHUNNN AgTop: UB. JlambeB 1 KonexkTus

| W3patencteo: MeauumHa n uskyntypa
HA MEAWLNHCKATA Bpoit Ha cTpaHuuy : 386
dAPMAKONOrna loguHa Ha n3pasaHe: 2010

Mop pepakuusta
Ha

MEAULIHA 1 DUIKYATYPA

MPEQrOBOP

MPUHLUMNN HA MEOWUMHCKATA ®APMAKOIIOTMA ce cbCToM OT 4YeTupn OCHOBHM Moayna (4actu) — obuwa
chapmakonorus u peuentypa, cneumanHa apMakonorusl, nekapcTBeHa TOKCUKONOrMs 1 TecToBe, obxBalyalum 24 rnasw.
HeilHaTa OCHOBHa Lien € [a ynecHW u 3aabnboun M3yyaBaHeToO Ha MepuuMHCcKaTa hapmakonorvisi, npefcraBnsealya
rpbOHaKLT Ha MogepHaTa hapmakoTepanus, 1 No TO3M HauWH 4a JONPUHeCe 3a NPoduMnakTukaTa 1 nevyeHeTo ocobeHo Ha
coupanHo 3Haummute 3abonsBaHus. OCHOBHWUTE aKLEHTU Ca NMOCTABEHW BbpXY Knacudukaumsta, apmakognHamukara,
[MaBHWUTE MOKA3aHUSI U HEXENaHUTE peakuuu Ha NekapcTBaTa, HO B peauua Cnyyau Ha BaHW 3@ KMMHWYHATA MpakTuka
npenapatu ce AaBar Olle TexHUTE papMakoOKMHETUYHN 0COBEHOCTY, B3aUMOAENCTBUS M NPOTUBONOKa3aHus. MocoyeHo e
[03VPaHETo Ha NlekapcTBaTa camo NpW YECTO CPeLLaHn 3abonsBaHNs W CNeWHU CbCTOSHUS B MeMuMHaTa, 3aLioTo To e
npeameT Ha 3a4bN6boYeHO ONnCaHWe B NIEKApPCTBEHUTE CMIPABOYHWLM U KIIMHUYHWTE PHKOBOACTBA.

KhuraTa e cbobpaseHa ¢ nporpamute no apMakonorus y Hac U BOAELWMTe 3anagHOEBPONeckyu gbpxasu. Mpu HEtHOTO
pa3paboTBaHe Ca U3M0N3BaHN CbBPEMEHHM IUTEPATYPHM M3TOUHULW. OTpaseH e cblyo Hag 30-roaunwHMs npenogaBaTencku
OMNUT Ha HEWHWS PeaakTop, KakTo U MHOrOrOAULIHWAT My ONUT B pa3paboTBaHe W pefakTupaHe Ha y4ebHWLM 1 TeCToBE Mo
thapmakonorus, Ha (hapmakoTepaneBTU4HU PbKOBOACTBA M JIEKAPCTBEHU CMIPABOYHULM (HSIKOM OT KOUTO Ca MPeTbprnenu Mo
5-6 w3paHus). OwnarnensBaHeto obxsawa 122 curypu, 89 akTyanmaupaHu knacudukaumm Ha  OCHOBHM
thapmakoTepanesTuyHM rpynu, 40 Tabmuum, 20 dopmynu n 42 n3bpaHu npeckpunuuv. B peamua crnyyan BaxHOCTTa Ha
LVUCKYTUPaHUTE TEMW € NOAYEPTaHa C NPUBEXAAHE Ha NOAXOAALLM MUCIIM Ha CBETOBHO U3BECTHM YYEHH, NIeKapy, nucaTen,
o0LecTBEHNLM.

KHurata cbabpxa 57 KOMMIOTbPHO CbBMECTUMW TECTa (CEMUHApHW, MOAYNHYW, hapMakoTepanesTuyHK) ¢ 934 Bbnpoca U
3726 Bb3MOXHW OTroBopa. Te ca pas3paboTeHW OT acuUCTEHTW NO (hapMaKonorus NpU MEeLULMHCKUTE YHUBEPCUTETW B
Codpus, Ct. 3aropa u MneseH. MogynHuTe TECTOBE Ca NPEBEEHN Ha aHTTIMIACKUA €3UK.

MPUHUMMA HA MEOULUMHCKATA ®APMAKOJIOMMA e npeaHasHayeHa 3a CTyaeHTUTE NO MeduLyHa, CTOMATonorus u
capmaums ot lll, IV u V (3a meguunte — u VI) kypc. T npeacrasnsiza onpefeneH MHTEPeC CbLUO 3a CrneLuanu3aHTy,
LOKTOPaHTK, Mpenogasateny oOT (hyHOAMEHTANHUTE U KIMHWUYHUTE BUCLMMINHY, Hay4YHW paboTHWLM W NpeLcTaBuTENN Ha
chapmaLeBTUYHI prpmu.
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NPEOrOBOP KbM CEAMOTO U3OAHUE

CbBpemeHHaTa (hapmakoTepanusi NpeaocTaBs M3KIMIOYMTENHO TONEMU Bb3MOXHOCTM 3a M3BOp Ha pasnnyHu
nekapcTea, HO Te Tpsbea MHoro fobpe ga ce nosHaBaT. CbLUEBPEMEHHO NaBuHaTa OT (papMaueBTUYHa,
KIMHWYHO-hapMaKonorMyHa 1 hapmakoTepaneBTiHa WHdopmauwms (ocobeHo no Internet) noctosHHO HapacTsa.
3a pasnuka OT NEPUOAMYHWA MEOULMHCKW NevaT, YHUBEPCUTETCKUTE y4ebHWLM U MOHOrpaduyHUTe TPYaoBE,
OCbBPEMEHEHUTE CMpaBOYHM WM3OaHWS NPEACTaBAT TasW TONkoea Heobxoguma wHgopmaums 0606LwLeHo,
CWHTE3MpaHO M necHo pasbupaemo. OT mbpBoTO M3paHue Ha "®APMAKOTEPAMEBTWYEH CMPABOYHUK"
(MapT 1983) pocera MuHaxa 27 roguHW. CnpaBOYHWKBLT CbAbPXKa MHOMO OT efieMeHTUTE Ha Y4ebHWK HO
thapmakororus, a B ronsama cteneH — 1 no gapmakotepanus. Cpeg MeauUMHCKaTa M LUMpoKaTa 34paBHa
00LLECTBEHOCT TOW Ce YTBBbPAM KaTo CEPUO3HO KMMHWUYHO PBKOBOACTBO 3a NleKapcTBEHa MHGOpMauns y Hac,
M3MON3BaHO B €XedHeBHaTa npakTuka. CeamoTo msganve Ha "®APMAKOTEPAMEBTUYEH CMPABOYHKK"
cbabpxa Hag 5200 nexkapcTBeHM npogykra. To € OCHOBHO NpepaboTeHo M JOMbIHEHO Bb3 OCHOBa Na Basata
naHHK Ha VIAJT u Ha 3agbnboyeHa nutepaTypHa CrpaBka OT HalmM W Yyxaun n3TouHnum. Cbetom ce oT 28 rnasu,
BCAKA OT KOWTO € aKTyanuaupaHa C HOBOPErcTpUpaHu NekapCTBeHN npoaykTi. ChLLecTBEHN NPOMEHM UMa B
nekapcTBara, npunaraHu 3a fevyeHne Ha coumanHo 3Hauumnte 3abonssaHus. HanpaseH e kputudeH 0630p Ha
XOMeonaTWyHUTe npenapaTtn 1 xpaHutenHute Aobasku. CnpaBoOYHUKLT e oHarnedeH cbe 114 curypu, 86
Tabnuum n 74 npeckpunumn. OBHOBEH U pa3WMPEH € aBTOPCKWAT KONEKTWUB C BKIMIOYBAHE HA KIMHULMCTY 1
KNMWHUYHK  papmakonosn. "GAPMAKOTEPAMEBTUYEH CIMPABOYHUK" e npegHasHaveH 3a  o6uwo
NPaKTUKyBALLW NeKkapy U CneuynanmeTi, AeHTanHn Meauum u hapMaLeBTy; AUNNOMaHTW U AOKTOPAHTY; CTYAEHTU
W KONEXaHW OT MEeOUUWMHCKUTE YHUBEPCUTETU; Xumuuy, 6uonosm, Guoxumuuyn, 6uodusnum, usnonosm,
naTouanonosu, MUKpobronosn, Gapmakonosn, KOMMIOTbPHU CMELManuMCTh NO  MEAUUMHCKN  coqTyep;
MEHWDKbPU Ha anTeku, OOMHWLM, 30paBHOOCUTYPUTENHW KacW W LEHTPOBE 3a NleKkapCTBEHa WH(opmauus;
NPEACTaBUTENN Ha HALLM W YyXAeCTpaHHU (hapmMaLeBTUYHU rupMm 1 ap.
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PREFACE

There ure many books dealing with the pharmacology, This book is designed to provide a comn-
plete, current and readable pharmacalogy textbook for medical, pharmacy, dental medicine, and
other health science students and specialists.

Qur text bridges the gap between fundamental pharmacelogy and clinical application of drugs.
Morcover, the present book is for teaching of students on basic pharmacology, clinical pharma-
cology and toxicolegy, Itis crucial for students to study pharmacokineties, pharmacodynamics,
toxiccology and clinical use of drugs. Bach chapter contains strong and basic information. In
cach chapter, we emphasize the integrative nature of pharmacology. Each chapter on drugs in-
cludes knowledge on classification/chemical characteristies of drugs in Lhe certain pharmacologi-
cal group, their pharmacokinctics, pharmacodynamics, clinical use, side effects (adverse reac-
tions) and taxicity. In addition, each chapter has guestions for students and gencral conelusions.
References documented the literatures were used during the preparation of each chapler, Clinical
Pharmacology is a part of the book. According to the impertance of toxicology for medical and
pharmacy students as well as for various specialists, the final parts of baok are {ocused on toxi-
cology {(general principles, embryotoxicity, lerratogenceity, carcinngenesis, mulagenesis, drug
interactions in toxicology, ete). According te the interest of students in the human homeopathy,
Bulgarian team of doctors-specialists and 1eachers an homeopathy in Furope wrote a chapter,

The text offers a blueprint to future professionals. On the other hand, readers will develop an
appreciation for the combination of basic pharmacology with clinical pharmacology and toxicol-
ooy in one book, Alsa, the pharmacology development progression is often applicd 1o new medi-
cation programs and we pregent various news as epigenetics, pharmacogenetics with pharmacog-
enomics in different chapters,

We encourage you, our students and colleagues, to take the information and knowledge we
present here and cure your future patiets using the best drugs and correel drugs combinations.
Drug interactions are well illustraled in the book. The application of the knowledge [roin the
present book will have impacts on theory as well as clinical practice. ILis a first cdition of the
present bouk, Authors analyze, that it is possible the reader may find some te chnical mistakes and
we like 1o excuse ns. However, we believe that the information on pharmaeology ol drugs is cor-
rect arganized according to the sequence used in many pharmacology courscs,

We wish all students and readers suceess in preparing of their examinations/specializations by
the present book

GOOD LUCK.
May, 2012
Sufia
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DRUGS & DOSAGE FORMS

Dr G. Stavreva, Dr D. Pendicheva

« THE ORIGIN OF DRUGS

* GALENIC PREPARATIONS (PHYTOMEDICINALS)
« FORMULATION OF DRUG SUBSTANCES

« SOLID DOSAGE FORMS

« LIQUID DOSAGE FORMS

« SEMISOLID DOSAGE FORMS

« AEROSOLS

Abstract

Modern drugs, available for use today, are obtained from many sources. New drugs traditionally have come from
natural products, usually followed by improved growing techniques or chemical synthesis. Approximately 50% of
total prescriptions are composed of synthetic or semisynthetic (based on natural active ingredients) chemical
agents, 25% contain higher plant principles, nearly 12% are microbial-derived products, 7% are mineral in
character and about 6% are animal-derived.

Classification of drug dosage forms

Drug substances and crude drugs are developed into drug dosage forms in order to optimize stability, safety and
effectiveness of drug substances and to make them suitable for administration. According to the consistence,
they are classified as:

1. Solid dosage forms

2. Liquid dosage forms

3. Semisolid dosage forms

4. Aerosols

Solid dosage forms, such as tablets, have many advantages over other types: greater stability, less risk of
chemical interaction between different medicaments, smaller bulk, accurate dosage, and ease of production.
Liquid dosage forms are prepared by dissolving the active ingredient(s) in an aqueous or nonaqueous solvent,
by suspending the drug in appropriate medium or by incorporating the drug substance into one or two phases of
an oil and water system. These forms can be formulated for different routes of administration: oral use,
introduction into body cavities, or applied externally. The oral liquid forms can be readily administered to children
or people unable to swallow tablets or capsules.

Semisolid dosage forms include ointments, liniments, gels, suppositories, plasters, and plaques. The types of
ointment bases used as vehicles (vehiculum, basis unguenti) are selected for optimum delivery of the drug.
Ointment properties vary, since they are designed for specific use, ease of application, or extent of application.
Oleaginous bases are described as ointments, emulsion bases may be termed creams, and the forms containing
large amounts of solids are termed pastes.

Aerosols: These dosage forms are designed to carry the drug into the respiratory tree of the patient or on the
skin and mucous (nasal, etc.). According to the chemical characteristics, they are categorized in three groups:
gases (nitrous oxide, oxygen), vapors of volatile liquids (ether, halothane, chloroform), and aerosols (sprays).
Prescription writing examples for all dosage forms are designed to present current rules for prescribing in
Bulgaria.
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MPEArOBOP (u3Bapka)

YBaxxaemu CTyAEHTU 1 Konerw,

C Han-xy6aBo 4yBCTBO M MOXENaHue 3a 3gpaBe W TBOPYECKM YCNEXM BU NPEeAOCTaBAME Hal-HOBUS 1
CbBpeMeHeH Yy4yebHuK no ®Papmakonorust ¢ TOKCMKOMOrWSt y Hac. ABTOPCKMAT KOMEKTWB, KOWTO
obeauHsBa BogeL Nekapu u apMaleBTh OT BCuukM MeanumHCK YHUBEPCHUTETW Y Hac, ce obeamnHu
OKONMO WMpesTa [da Ce Hanpasy NpPONeAeBTMYEH Y4ebHMK C Hali-akTyanHa MHpopmauus no
(hapmaKosnors 1 TOKCUKONOTUS.

CbabpxaHneTo Ha yyebHMKa CbOTBETCTBA Ha y4ebHWTe nporpamn B MeanumHCKUTE YHUBEPCUTETH Y
Hac. Pegaktopute nokaHuxa BCUYKM XabunuTupaHu npenogaBaTen 3a HacToswms yyebHuk. OnutsT
Ha Haluu BOAELLM aKkaAeMUYHN NpenoaaBaTeny € BnneTeH B Toau y4ebHuMK, HOBW akTyarnHu pasgenu ca
BbBEAEHM, KOWTO HacTosLaTa AMHaMMKa B MeAMLIMHCKATa Hayka U3KCKBa.

WoesTa Ha CTYAEHTM OT pasnuyHN YHUBEPCUTETU fa Ce AaaaT noBeve akageMnyHu 3HaHus B obnacTTa
Ha ToKkcukonorusTa 6e BbanpueTa OT Hac, NOKaHUXMe BOLELUMTE TOKCUKONO3W. PearnHo To3n yuebHuk e
MbPBUSAT HOB CbBpPEMEHEH 0beanHeH y4ebHMK Ha 3HaHUATa No hapMaKororms ¢ TOKCUKOSOTUS.

Ha pobbp yac. Ycnex u 3HaHus, 3a fa CMe nonesHn Ha 6bnrapute v 3a Han-CBATOTO HELLO — 3APaBeTo
W KMBOTa Ha xopaTa.

OT pegakTopute
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JUKOBEH

DBAPMAKOTEPAIIEBTUYEH '
ABOHIE SR loaunHa Ha n3nasane: 2015

bpoit Ha cTpaHuum: 1185

Ha paboTewmte B PoauHata HU nekapwu, chapmaneBT U CTOMaTONO3M.

NPEArOBOP

B okono 95% ot cnyyante gnarHocTukata, npodunakTukaTa u Tepanusta Ha 3abonsBaHusTa, a CbLlo
nnaHupaHaTa penpoayKLuus ca CBbp3aHu C U3ron3BaHe Ha nekapcTea. TOYHO 3aTOBa 3a MeauMUMHCKaTa
TEOPMS U NPaKTUKa e U3KITIOYUTENTHO BaXHO NaBMHOOOpa3HO HapacTBalyMTe Hay4Hu hakTi B obnacTTa

Ha hapmakonoruaTa u capmakotepanusata ga 6baaT NepuoanyHO akTyanuaupaHu, aHanmampaHu u
CUCTEMaTU3NpaHH.

MpegnaraHMaT CnpaBOYHUK Cbabpxa Hag 5500 nekapCTBeHM NpoOgyKTM, 3HauuTeneH 6poi
XOMEeOonaTU4HM NPOAYKTY, (PUTONPOAYKTU, XPAHWUTENHM 1 ApYr BMONOTMYHO akTUBHM Ao6aBkn. CbeTom
ce ot 20 pasgena, coabpxaiy 180 rnasu. JlekapcTBaTta ca CMCTEMATM3MPaHK paLMoHanHoO CbobpasHo
aHaTOMO-TepaneBTUYHO-XUMIUYHATa Knacudukaums Ha C30 N OCHOBHUTE MEQULMHCKM CMELMAnHOCTL.
3HaunTenHO BHUMaHWe e OTAENEHO Ha MPOAYKTY 3a NEYeHNe Ha CoUManHo 3HaummmuTe 3abonsBaHms.
Mopaay orpaHu4eHus 0beM Ha KHUraTa ce akLeHTUpa rmaBHO BbPXY MoKasaHWsTa, 4O30BUTE PEXMMM
(Bkn. npu geua w MHB) n npoTuBONOKasaHMATa (MM HEXenaHWUTe peakuuu) Ha nekapcreara.
W3nonssaHu ca nogxopswm abpesnatypu, ¢ KoUTo YntatensT Tpsbea gobpe aa ce 3anosHae. 3a no-
ronsiMa siCHoTa Ha HSKOM MeCTa Ca HanpaBeHW OTAENHU MOBTOPEHWSt M mpenpaTks (0cOBEHO ako
AafeHo NekapCTBOTO MMa NoBEYe OT eNH MeXaHU3bM Ha LeicTBre W/unu nokasaxue).

CnpaBoYHMKBLT € pa3paboTeH OT hapMakono3n M KAMHULMCTM C FoNsM NpenogaBaTenckn U KNUHUYEH
ONWT B3 OCHOBA Ha 6a3sata aaHHu Ha VAT, EMA, FDA n 3agbnboyeHa nutepaTtypHa cnpaBka OT Halu
W uyXOu nuTepatypHu u3TouHuuM. HactoswmaT cnpasouHuk e [PEOHASHAYEH 3a nekapw,
(hapmaLeBTH, CTOMATOMNO3n, HayyHuM pabOTHMLM, AOKTOpaHTW, NPeACcTaBUTENM Ha (apMaLEeBTUYHM
(UpMK, CTYAEHTM W KONexaH! OT MeauUMHCKUTE yHuBepcuTeTH W ap. MNpukaHeBame npefctaBuTennTe
Ha (hapmaLeBTUYHK koMnaHuK, paboTewwm B Pebynnuka Bbarapus. aa noaabpkart KOHTaKT € Hac, 3a Aa
MOXe MH(opMaLusTa B HACTOSALMSA CNPaBOYHWK Aa Obhe Bb3MOXHO NO-MbiHa M npeuumsHa. C
BnarogapHOCT 04YakBaMe KOHCTPYKTUBHU KPUTUKW 1 MPEMOPBKA.

Hou. g-p UB. T. llambes (itlambev@mail.bg)
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NPEOrOBOP KbM BTOPOTO U3OAHUE

ABTOPCKMAT KONEKTUB, KOTO 06eanHsABa BOAELM Nekapy 1 hapmaLeBTH OT Beuuku MeanumHekn YHuBepenuTeTn
y Hac ce obeauHM OKONMO waesTa Aa Ce Hanmpasu NpornedeBTMYEH y4ebHUK C Hail-akTyanHa MHGopMaums no
thapmakomnorus u TOKCUKonorms. B Hactoawms y4eOHWK HAMa ObArn 1 MOHSKOra TPYAHO 3anoMHSWM ce
00sicHeHust No oTAenHmM Bbrnpocy. CTapaxme ce BCUYKM (hakTu da 6baat npeacTaBeHmn SiCHO U pasbupaemo.
CbabpkaHueTo Ha ydyebHuka CbOTBETCTBA Ha Yy4yebHWTe nporpamu B MeguumHckute YHMBEPCUTETM Y Hac.
PepakTopute nokaHuxa BCUYKW xabunuTtiupaHu npenogasaTeny 3a HacToswwms y4ebHuk, brnarogapum Ha Tesn ot
BaC, KOMTO ce oT3o0BaxTe. ONMTBLT Ha HalM BOAELM akageMUYHW NpenodaBaTteny e BrfeTeH B TO3U y4ebHuK,
HOBW aKTyasnHu pasgeni ca BbBELEHM, KOUTO HacToslaTa AMHaMuKa B MeAULMHCKaTa Hayka 1 obpasoBaHue rm
nanckaa.

dapmakonorusita € AMHaMU4Ha Hayka 1 yyebHa aucumnnmuHa, exerogHo ce nybnukyBaT MHOMO HOBW (hakTw,
e(heKTUBHM NeKapcTBa HaBMM3aT B IIEYEHMETO Ha NALMEHTUTE W TOBA ONpEdeNns HaleTo 3agbiikeHue Aa
akTyanuaupame yqebHuunTe, Taka ye CTyLeHTM, Nekapy 1 CNeLmanucT aa nonyyar Ham-CbBpeMeHHN 3HaHus. C
0014 1 OTTOBOPHOCT HamMUCaxme HacToswums y4ebHuK. iaesta Ha CTy4eHTM OT pasnuyHN YHUBEPCUTETU Aa ce
[afaT noBeye akaAeMuyHU 3HaHWs B obnactta Ha Tokcukonorust e Bb3npueTa OT Hac, MOKaHWXMe BOAELLMTE
TOKCUKOSIO3M, Taka Ye YnTaTensT ,nue BOAA OT M3BOPUTE Ha 3HAHUS MO TOKCUKOMOrus. PeanHo To3u yuebHuk e 1
MbPBMSAT HOB CbBpEMeHeH 06enHeH YebHIK Ha 3HaHMsATa No hapMakonorus ¢ TOKCUKOMOrus.

Voesta hapmakonorvsita C TOKCWKOMOTMSATA [a € 4YacT OT ObpkaBeH W3NUT He € HoBa. Hackopo BCWYKM
PLKOBOAMTENM HA aKaAeMUYHUTE KaTeapu B YHUBEPCUTETUTE Yy Hac, npenogasaw dhapmakonorus W
TOKCUKOSOrvs MOAKpenumxa Tasv naes v Bspeame, Ye CKOpo ToBa Le e akT. HacToawmsaT yuebHuk e

Obae nonesex, KakTo B XoAa Ha Lenus Kypc Ha oby4eHne Ha meauuy, dhapMaLeBTV U JeHTamnHu Meauum, Taka 1
3a NOAroTOBKATa Ha ObpXaBHUTE M3NWUTW. HawwuTe yuutenu, Te3n Ha kouto obefuHeHuTe papmMakonosn Ha
Bbnrapus nogHacsT HacToAwWMs y4eOHWK B 3HAK Ha MPU3HATENHOCT M MOKIOH, HU y4Yexa Ye HsiMa nporpec 6es
3HaHus W Tpya. MHOro Tpya BNOXW BCEKU OT aBTOpUTE, 3@ 4a MMaTe Cera Hai-CbBPEMEHHW NO3HAHUS B HOB
yyebHuk. Cera obave e Baw pef, Aa yuute u TBOpUTE. Bie, HalumTe obuyaHn CTyAEeHTW Aa nocnegsarte 3aBeTa
Ha y4YdTenuTe HW - Aa YeTeTe U M3yuyuTe PapmakonorusiTta u TOKCWUKOMOrusATa, KaTo MOMHWTE, Ye Tesn ABe
AVCLMNIHK ca rpbOHaKbT Ha (hapmakoTepanusTa B MeauuyHaTa u ghapMaumsta.

Ot pepakTopute

GAPMAKOJOIud AsTtop: MNMog pegakumsTa Ha H. bosmpkuesa n
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ABSTRACT

Introduction: Treatment response to antidepressants 15 delayed in time and climical
alteration is generally seen after 4-6 weeks of therapy. Recent studies reevaluate the role
of early response and emphasize 1ts importance in prediction of later outcome. Variations
i bram-denved neurctrophic factor gene (BDNF) have been suggested to influence the
time course for treatment response in patients with major depression (MDD, but data are
still inconsistent.

Aim: Our study aimed to test the association between BDNF polymorphisms and 2-week
improvement with paroxetine in Bulganan outpatients with MDD,

Methods: We recruited 50 unrelated patients with MDD (18 males and 32 females, mean
age 46.5 £11.09) who signed informed consent. The study was approved by the Ethics
committee of Medical Umiversity-Pleven (grant Nol8/2012). Whole blood DNA was
tested for BDNF 136265, 15812273363 and 1516917237 SNPs using the Taghlan method.
The HAMD-21 scale was applied for clinical assessment. Initial response (IE) was defined
as =25% reduction in HAMD.

Results: A total of 22 patients met IR critenia after 2-week treatment with 20 mg/day
paroxetine. Of them, 82% were homozygous or heterozygous carriers of at least one minor
variant (T/C/T) and 18% were homozygous for all major alleles (C/T/G). Two- and three-
marker haplotypes were found m 55.6% of IRs. Imitial responders with minor allele
presented 60% of all carriers versus 20% of major allele carriers (t=3.17; p=0.05).

Conclusion: Despite the limitations, our study supports the role of BDONF polymorphisms

i mutial improvement of depressive symptoms. Further mvestigations will clanfy our
findings.

Keywords: BDNF polymorphisms, early response, paroxetine, recurrent MDD




HecBbp3aHu ¢ guceptaumara

18. Dilova P, Dimitrova E, Staneva H, Pendicheva D. Kabuki syndrome — problems and
solutions: a case report. In: Ed. Prof. A. Y. Kaptanoglu. A current perspective on health
sciences. Bucuresti: Trakia University. 2014; 200-5.

Ed.: Prof. Aysegul Yildirim KAPTANOGLU

4}
o
4
=]
a
i
:
fiof
Z
o
2
3]
=
B
A
é:
o
<

ISBN: 978-606-8552-14-9 TRAKYA UNIVERSITY

A Current Perspective On Health Sciences

KABUKI SYNDROME - PROBLEMS AND SOLUTIONS: A CASE REPORT

P.Diloval, E. Dimitrova®, Hr. Staneva®, D. Pendicheva'
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ABSTRACT
Introduction: Kabula syndrome (K.3) 1s 2 congenital condition with numercus anomalies.
It often remains wnrecognized at birth and may take vears to be accurately diagnosed.

Objective: The studv aimed to momtor a female child with KS, identify specific care
needed, and the family’s zocial problems.

Material and Methods: The study was conducted using medical records, ohjective
monitering and interviews with the mother.

Discussion: The child was born in the 38% gestational week, weighing 2220 g, after a
fourth complicated pregnancy. The mother had had three miscamriages, and was with a

1 Asst. Prof, Medical University - Pleven
? Aszoc. Prof., Medical University - Plaven
* RM, Medical University — Pleven, University Hospital — Pleven, Neonatolosy Ward

* Chief Asst. Prof., Medical University — Pleven, Department t of Experimental and Clinical
Pharmmacology
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Abstract We conducted a case—control study to determine the contribution of poly-
morphisms in CYP2CE (CYP2C8%*3) and CYP2J2 (CYP2J2%7) to increased risk of
coronary artery disease and essential hypertension in Bulgarians. The current analysis
included 192 unrelated hypertensive patients, 261 patients with angiographically doc-
umented CAD (153 with myocardial infarction and 108 without myocardial infarction),
and 496 population controls. The CYP2C8*3 and CYP2J2*7 polymorphisms were
genotyped by TagMan SNP Genotyping Assay. PLINK version 1.07 was used for the
statistical analysis. No overall association was observed for the studied polymorphisms
with coronary artery disease and essential hypertension. The frequency of -50T mutant
allele of CYP2J2%7 was significantly higher in male with coronary artery disease
without history of myocardial infarction (OR 2.16 95% CI 1.04-4.48 p = 0.035)
compared to population control group, but this association did not survive after Bon-
ferroni correction (p,q; = 0.07). A significant association of CYP2C8#3 allele with
increased risk of essential hypertension has found in men (OR 2.12 95% CI 1.18-3.81

320 Biochem Genet (2015) 53:319-333

p = 0.015) and this relationship remained significant after adjustment for multiple
comparisons (p,q; = 0.03). This is the first study showing significant gene-sex inter-
action for CYP2C8#3 with twofold increase in the relative risk of essential hypertension
and a similar tendency for CYP2J2%7 associated with coronary artery disease without
myocardial infarction in Bulgarian males. The association is not seen in females and in
the whole group of patients. This result could be partly explained by the effect of
estrogens on the vascular tone of coronary arteries and CYP2C8 gene expression.

Keywords CYP2C8 - CYP2J2 - Coronary artery disease - Essential hypertension
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VARIANTS IN METABOLIC GENES AND THEIR INFLUENCE ON THE
TREATMENT WITH SELECTIVE SEROTONIN REUPTAKE INHIBITORS

D. Pendicheva'’, R. Tzveova?, A. Pandurska'

"Department of Experimental and Clinical Pharmacology, Faculty of Medicine, Medical University,
Pleven, Bulgaria
*Molecular Medicine Center and Department of Medical Chemistry and Biochemistry, Medical
University, Sofia, Bulgaria

ABSTRACT

Depression is the third most common cause of moderate to severe disability, predicted to become the
leading one worldwide by 2030. Despite the continuous efforts in optimizing antidepressant drug
design and selection, still 30-40% of depressive patients do not show significant treatment response,
60-70 % of them do not experience complete remission and 50% are at higher risk of relapse or
worsening conditions with up to four treatment trials needed to achieve clinical improvement. No
strong pharmacological predictor is available and drug choice is still based on a trial and crror
principle. Over the last decade, many pharmacogenctic studies on sequence variations in metabolic
genes provided information about inter-individual differences in psychotropic drug response and
focused the personalized approach in pharmacotherapy of depression. Candidate-genes with impact on
psychotropic drug metabolism have been identified and some pharmacogenetic tests were clinically
introduced. Dysfunctional alleles of several polymorphic cytochrome P450 (CYP) genes have been
suspected of affecting pharmacokinetics and treatment response to antidepressants.

This article reviews the current psychopharmacogenetic knowledge of CYP2D6, CYP2C19 and
CYP2C9 variants, their influence on antidepressant response and contribution to the treatment with
selective serolonin reuptake inhibitors in patients with major depression.

Key words: pharmacogenetics of SSRIs, cytochrome P450 polymorphisms, CYP2D6, CYP2CI9,
CYP2C9, pharmacogenomics of major depression,
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. . . gal prophylaxis in the population of high-risk paticnts
ANTIFUNGAL PROPHYLAXIS IN NEUTROPENIC at a dosc of 50 mg/day p.o.

PATIENTS WITH HEMATOLOGICAL MALIGNAN-
CIES - FUNGOLON VERSUS DIFLUCAN Key words: antifungal prophylaxis, ncutropenia,
fluconazole, cost.

. Pendicheva, V. Slavcheva*, 6. Stavreva, A. Pandur-
ska

Department of Experimental and Clinic Pharmacology,
Medical University, Pleven

* Clinic of Hematology,

MHAT - Pleven

ABSTRACT

The triarzole antifungal agent fluconazole has been
shown Lo signilicantly reduce the rate of superficial and
systemic Mungal infeclions in immunocompromised pa-
Licnls.

This siudy comparcs Dillucan (Plizer) and Fun-
zolon (Balkanpharma) — two bioequivalent oral dosage
lorms of fluconazele, 1o delermine an oplimal cosl-min-
imization stralegy ol the antifungal prophylaxis in cld-
crly paticnis with hematological malignancies during the
high-risk period ol neulropenia.

Dala were gathered through a literalure survey
and a retrospective review ol hospital documentation.
Various anlilungal prophylactic regimens were analyzed
and the expected costs of the prophylactic courses with
Dillucan and Fungolon were determined. Dircel costs of
Dillucan (50 mgfday p.o.) lor mean course of prophy-
laxis (14 days) were calculated. Direel prevention-relal-
ed costs of Difllucan (50 mgfday p.o.) and Fungolon (50
mgfday p.o.) were compared.

The dircel cost ol the prophylactic treatment re-
sulted in 86,12 (£9.2) Iv lor Dillucan, and 11,96 (£1,21)
Iv lor Fungolon.

In view ol the published dalta for a bioequivalence
ol the oral formulations of Diflucan and Fungolon, the
usc of Fungolon as a low-price allernative Lo prevent
fungal inflections in neutropenic patients lollows Lo be
recommended. The cost-saving preventive trealment with
Fungolon could refllect in reduced price ol the antilun-
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Abstract. The aim of y was to follow-up the dynamics of metabolic markers in the course of treatment with
atypical antipsychotics routinely used in the treatment of outpatients with schizophrenia. Records with documented
metabolic markers (glucose, cholesterol, HDL-cholesterol, triglycerides) and measurements of height, bodym
BMI and blood pressure for one-year period (Jan 2006-Jan 2007) were obtained from a psychiatric office in
Diagnostic Consult Center II-Pleven. Patients (N=50) on amisulpride, clozapine, olanzapine, quetiapine iﬂl
risperidone were followed-up. Metabolic changes were detected in the groups, receiving olanza '\;leq clo p-.‘we
amisulpride, with insignificant variations within normal range in the groups of risperidone and upt' e H
Key words: metabolic markers, metabolic syndrome, atypical antipsychotics. e -
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DETECTION OF ADVERSE DRUG REACTIONS TO ANTIMICROBIAL DRUGS
IN HOSPITALIZED PATIENTS

G. Stavreva, D. Pendicheva, A. Pandurska, R. Marev

Department of Experimental and Clinical Pharmacology, Faculty of Medicine, Medical University,
Pleven, Bulgaria

ABSTRACT

PURPOSE of this study was to detect and analyze adverse drug reactions (ADR) to antimicrobial
drugs in hospitalized patients. METHODS: An observational prospective study was carried out in
two departments of University hospital, Pleven. Patients were included in order to their
hospitalization in Gastroenterology and Nephrology Departments. Demographic data, diagnosis,
drug treatment, co-morbidity and ADR to antibiotics were registered in a patient chart. Type,
causality, severity and incidence of ADR were assessed according to accepted criteria. RESULTS:
Of all 485 inpatients evaluated (58,7% male and 41,3% female), 133 received an antibiotic. In 22
patients (4,54%) antibiotics were responsible for ADR (63,64% determined as type A; 31,82% as
type B). CONCLUSIONS: ADR to antibiotics in inpatients are frequent, often predictable and with
a moderate severity. Surveillance and risk factor considered treatment could improve the outcomes
and reduce the incidence of ADR in hospitalized patients.

Keywords: antibiotics, adverse drug reactions, hospitalized patients.
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LnTtupaxe:

P. LiseoBa, T. Axesa, I. Qumutpos, [. NMenanuesa-lyxneHcka, C. BbHaesa, n.
MaTtpo3osa, K. HaitgeHos, O. benuesa, A. MutkoBa, C. 3axapuesa, P. TbpHoBCKa-
Kbapesa, I'. Haues, B. MuteB 1 P. KbHeBa. [eHOMHUTE acoLMaTMBHU NPOYYBaHMS KaTo
CbBPEMEHEH MOAXO[ 3a U3SCHSBAHE Ha FEHETUYHUTE OCHOBMW Ha apTepuanHaTta
XWUNepTOHUSt — YacT BTopa - CbpaeyHO-Ch0BM 3abonsiBanus, 45, 2014, Ne 3, 30-38.

Pesiome:

Pestome. ApTepuanHata xvnepToHus (AX) npeacraBnsiBa OCHOBEH CbpAEYHO-Cba0B
puCKOB hakTop, OTroBOpeH 3a Hag 50% OT CbpaeyHO-CbAoBaTa 3abonseMocT v
CMBPTHOCT MO LieNns CBAT, 0COBEHO B pa3BuTUTe CTpaHW. EnngemMmnonornyHnte gaHHu
OT ronsim Bpoii NPoy4BaHNs NoKasBeart, Ye Bb3HMKBAHETO Ha AX ce Abmku Ha
€[JHOBPEMEHHOTO 11 KOMOUHMPAHO BRMSHUE Ha reHETUYHI hakTopu 1 hakTopu Ha
NPOMEHsILLaTa Ce OKonHa cpeaa. IMeHHO nopaam Tasu NpuinHa XunepToHusTa e
onpeneneHa kato KOMNMEKCHO, MynTuakTopHO 3abonsBaHe, Npu KOETO AeMbT Ha
reHeTUYHMS KOMNOHEHT e Mexay 30 1 50%. MbpBuAT onuT 3a NpoBexgaHe Ha
LUMpoKomaLLabHo, FreHOMHO M3cneaBaHe, MMaLLOo 3a Lien fa WaeHTUduLmpa redn u
FeHHW nokycu, acoummpanm ¢ AX, e HanpaeeH npe3 2007 rog. ot Welcome Trust Case
Control Consortium, HO BLNPOCHOTO NPOYyYBaHE He ycnsiBa Aa naeHTuduumpa
FeHETUYHI BapUaHTW, NOBMLLIABALLM YYBCTBUTENHOCTTA KbM BUCOKM CTOMHOCTM Ha AX
npu esponeiuy. OT TO3M MOMEHT HaTaTbK Ca NPOBEAEHM HAKOMKO rofieMy NpoyYBaHus,
MOKPMBALLM Lienns YOBELLKWU FeHOM, KaTo ca uaeHTudmumpann Hag 50 Ha 6poit puckosm
BapuaHTa B pa3nnyHM XPOMO3OMHM FIOKYCH, CBBP3aHu C MPOMEHH B CTOMHOCTUTE Ha
CMCTOMHOTO M AnacTonHoTo apTepuanto HansraHe (CAH u JAH) nnn AX kato
yano.****Summary. Arterial hypertension (AH) is a major quantitative cardiovascular
risk factor, responsible for over 50% of cardiovascular morbidity and mortality
worldwide, especially in developed countries. Epidemiological data from a large number
of studies have shown that the occurrence of hypertension is due to simultaneous and
combined infl uence of genetic factors and the evolving environment. Arterial
hypertension is defi ned as a complex, multifactorial disease, in which the proportion of
the genetic component is between 30% and 50%. The fi rst attempt to conduct a large-
scale genomic study, aimed to identify genes and gene loci associated with arterial
hypertension was carried out in 2007 by the Welcome Trust Case Control Consortium.
The purpose of this study was to detect genetic variants that increase susceptibility to
high levels of blood pressure in Europeans. Later, different research groups conducted
several large studies covering the entire human genome and identifi ed over 50 risk
variants in various chromosomal loci associated with changes in systolic and diastolic
blood pressure (SBP and DBP) or arterial hypertension in general.
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26. Liseosa P, BvHpesa C, Matpososa N, HanpeHosa T, Mengnuesa-flyxnencka [,
MutkoBa A, 3axapuesa C, Haues I, MuteB B, KbHeBa P. [onumopdHM BapuaHTi BbB
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Ha pucka OT pa3BUTME Ha MCXeMWYHa BonecT Ha CbpLETo — BTOpa YacT.

CbpaeyHo-cbaosw 3abonssaHus. 2014;2:48-58. (1 umtupaxe)
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Lntupane:

P. LiseoBa, C. BvHaesa, n. Martpo3sosa, . HaingeHosa, [1. MNenanyesa-LlyxneHcka, A.
MwurkoBa, C. 3axapuesa, I'. Haues, B. Mutes 1 P. KbHeBa. [MonumopdHy BapnaHTm
BbB BOAELLM KaHAMOAT-reHN OT FeHOMHIM acoLMaTBHU NPOyYBaHNSA U TAXHaTa pons
Npu onpegensiHe Ha pucka OT pasBuUTHe Ha NCxeMUyHa 6onecT Ha cbpueTo — Il vacr -
CbpoeyHo-cbaoBu 3abonseanns, 45, 2014, Ne 2, 48-57.

Pestome:

Pestome. McxemmnyHata 6onect Ha cbpueTo (MBC) npeactaBnsiea CRoxHo,
MynTUaKTOpHO 3a60- NsiBaHe, B OCHOBATa Ha KOETO CTOST KaKTO PUCKOBUTE (PaKTopu
Ha cpepdara, Taka W reHeTYHaTa npeapasnonoXeHOCT Ha BCEKM OTAENEH UHAMBMA.
3abonsBaHeTo Ce AbMKM Ha aTepoCckepo3a Ha KOPOHAPHUTE apTepuu, BoaeLla Ao
HaMmareHue Ha KpbBOCHabAABAHETO Ha CbpAeYHUS MOKapA. KbM knacudyeckute
pUCKOBM (hakTopm 3a pa3suTie Ha VIBC ce OTHACAT: NOBULLEHOTO ChAbPXaHMe Ha
XONeCTepon U IMNONPOTENHI C HIUCKa NITBTHOCT B KPbBTA, apTepuanHara XunepToHus
(AX), TIOTHOHOMYLLEHETO, HAAHOPMEHOTO Terno, 06e3nBMKBaHETO, 3axapHUAT anabeT n
apyrv. Brnpeky ronemus 6poi npoyyBaHus B Tasn Hacoka reHetukata Ha MBC Bce
oule ocTaBa Heobpe u3yyeHa. Haim-HoBKUTe NOCTMXEHWSI B 06NacTTa Ha
MonekynspHaTa reHeTuka, bruonorus n BrouHpopmaTika No3BONABAT 4a ce NPoyy
B3aMMOLENCTBMETO HA EK30MEHHUTE U HAOTEHHUTE (haKToOpy, MOBAWSBALLM pUCKa OT
pa3BuTHE Ha ToBa 3abonssaHe. [TbpBOTO rEHOMHO acoLMAaTUBHO NPOyYBaHE, CBbP3aHO
¢ MIBC, e nposeaeHo npe3 2007 r. ot Samani 1 cbasT. Bnocneacteue Tpu Apyru
acouuaTvBHK NpoyyBaHmMs oT nofobeH mallab ycnewwHo onpeaensT BapuaHTy,
pa3nonoxeHn BbpXy Xpomo3oma 9p21.3, KaTo CUIHO CBBP3aHN C pucka OT pasBuUTUe
Ha VBC nnm muokapgeH nHdapkt (MA). Mo-KbCHO MHOXECTBO FEHOMHW, acoLMaTUBHM
NpOyYBaHMS 3a Pa3nNUYHM ETHOCHM rpynu, paskpuBaT acoumaunsTa Ha Hag 50
reHeTUYHW BapuaHTa ¢ pucka ot pa3sutie Ha BC n M. ***** Summary. The coronary
artery disease (CAD) is a complex, multifactorial disease caused by environmental risk
factors and genetic predisposition of each subject. The atherosclerosis of coronary
arteries results in reduction of blood supply to the heart myocardium. The classic risk
factors for CAD include: total cholesterol and LDL levels, arterial hypertension (AH),
smoking, obesity, diabetes and others. Despite the large number of studies in this area,
the genetics of CAD remains unexplained. Recent advances in molecular genetics,
biology and bioinformatics allow studying the interaction of exogenous and endogenous
factors that affect the risk of developing the disease. The fi rst genomic analysis
associated with CAD was conducted in 2007 by Samani et al. Subsequently, three
other association studies successfully identifi ed polymorphic variants located on
chromosome 9p21.3 as strongly linked to the risk of CAD and myocardial infarction.
Later, many genetic studies in various populations revealed associations of 50 genetic
variants with higher risk of CAD and MI.
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I, Mutes B, KvHeBa P. Jlokyc 9p21 u pesontounsta B reHeTMkata Ha CbpAeyHO-
cbaoBute 3abonsBaHWs — pons B CbaoBaTa NaTonorMs W pucka OT pasBuTME Ha
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Liutupane: Mutes W P. KbHesa. JTokyc 9P21 v peBonioLusTa B reHeTUKaTa Ha CbpAe4YHO-CbA0BUTE
3abonsBaHus — pons B CboBaTa MaToNOMs W pucka OT pasBuTie Ha UCXeMinyHa Bonect Ha
cbpueTo - CbpaeyHo-cbaoByM 3abonseanus, 46, 2015, Ne 1, 31-39.

Pestome. cxemuunara 6onect Ha cbpLeTo (MBC) e MHorodhaktopHo 3abonsiBaHe, Bb3HUKBALLO
B pe3ynTar Ha CMOXHOTO B3aUMOAENCTBUE Ha FTEHETUYHI M EKONTOTMYHM PUCKOBM hakTopu. Kbm
TPaAMLMOHHUTE PUCKOBW (haKTOPK CE OTHACAT TIOTIOHOMYLLEHETO, AUCIUMMAEMUSTA,
apTepuanHaTa xunepToHus (AX), HagHOPMEHOTO Terno v anabeTsT. Pesyntatute ot ronsm 6poit
€NMAEMUONOTMYHI NPOYYBAHUS ONPENENsT HAaCNEACTBEHOCTTa KaTo HE3aBMCUM PUCKOB (haKTop
3a passuTue Ha 3abonssaHeTo. Mpe3 2007 r. Tpu ronemu acounaTmBHU M3CNEABaHNS Ha Lenus
reHom (GWASS), eJHOBPEMEHHO W HE33BMCUMO paskpuBaT yoeauTENHM [OKa3aTencTBa 3a
Bpb3KaTa Ha nonuMopdHu BapuaHTyi B npubnuantenHo 100 kb pervoH Ha feBeTa XpoMo3oma,
nokyc 9p21 1 pucka ot paseutie Ha MBC. Helwo noeeye, pasninyHu M3CneaoBaTeNCKU KONEKTUBM
nokaseaT Bpb3kaTa Ha Bapuauuute B Nokyc 9p21 ¢ peanua AOMbAHUTENHU XapakTepPUCTUKK Ha
CbpAeYHO-CboBUTE 3ab0nsBaHMS kKaTo (hopMMpaHe Ha nnaka B obracTra Ha CbHHaTa apTepus,
WHCYNT, aHeBpU3Ma, nepudepHa apTepuanHa 6onect, CbpaeyHa HeJOCTaTbYHOCT U CbpAEyYHO-
Cbf0Ba CMbPTHOCT, KOETO Npeanonara eaHa no-obLua pons B CbAaoBaTa naTonorus.
lMoHacTosLLeM, acoLmaLmsTa Ha TO3M TEHOMEH Y4acTbK C pucka oT pa3suTie Ha VIBC e
NOTBbPAEHA NPY Pa3nUYH1 NOMYNaUMOHHK rpynu. Tol By MOrbn Aa ce onpeaeny kato ,Haii-
CUMNHWS" reHeTuyeH Mapkep 3a bonectTa. BaxHo e ga ce otbenexu, ye nokyc 9p21 He nokasea
acoupaums ¢ TpaguLMOHHNTE CbPAEYHO-CAOBM PUCKOBM (PAKTOPK, KaTO HMBA Ha nunnam u AX|
KOETO MoKa3Ba, Ye reHbT(1UTe) U reHETUYHUTE BapyaHTX B HEro OkasBaT CBOS eheKT Ypes3
HaMbIIHO HOB MexaHW3bM. ***** Summary. The coronary artery disease (CAD) is a multifactorial
disorder which arises as a result of complex interaction of genetic and environmental risk factors.
The traditional risk factors are smoking, dislipidemia, arterial hypertension (AH), obesity and
diabetes. Furthermore, the results of a large number of epidemiological studies defi ned heredity
as an independent risk factor for development of this disease. In 2007, three major studies
demonstrated conclusive evidence of the association between common variations in
approximately 100 kb region on 9p21 chromosome and CAD risk. Several studies have also
demonstrated relationship of variations in the 9p21 locus with a number of additional features of
cardiovascular diseases, such as formation of carotid artery plaques, ischemic stroke, aortic
aneurysm, peripheral arterial disease, heart failure and cardiovascular death. All of this suggests
a more general role of this locus in the vascular pathology. At present, the association between
9p21 polymorphisms and the risk of cardiovascular complications has been confi rmed in different
population groups and are considered the “strongest” genetic marker for coronary artery disease.
Importantly, the locus 9p21 show no associations with traditional cardiovascular risk factors such
as lipid levels and arterial hypertension, which demonstrates that this region exert its effect by
completely novel mechanism
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CEPYMHMW HABA HA TNF-a W IL-1p NPH Mb#E W EHW C PASNWYHA CTENEH
HA JATITbCTABAHE W NPEAWABET
K. KamaHoea', . Nazapoe’, I Bostanos”, T. At . [ Cmaspaes’. J. MeHori8ea’,
4. Jusmsmposat, P Memoouesa, I Jodpsecka u H. Boadsussar
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THE TNF-a WIL-1g SERUM LEVELS IN MEN AND WOMEN WITH DIFFERENT-
DEGREE OBESITY AND PREDIABETES

K. Kamenova, L. Lazarowv, G. Bogoanav', T. Hano'zhlava-Damenska, G. Savrava’, O. Pendichavad, O. iMIDova?,
R . G. *and M. Bo 3t
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Paziome. JSMNECTAESHEMO & BdNS O TOUSIKIME 23 PSISUTILE HE LHC)TUNDSS DESUCTISHMKEICT 1t
ZaEpEH OUSTEM MU 2 (302). B MERSHUAAIME U B JEEME NETaR0ZLHY CoETORRIR (S3MTEamess-
W u Quafem) c8 EXNINES POFATE W8 Seananshue. JOMPMEAMUDSHD & Y8 gumosakne ThF-g o IL-iF
UMET PONR KEMO NPOSLINENUMETHY UWTONIKY & MESSHIEIY KE SbaNaneHUEmo. M Oay2u LIMOHUHY &
Pa2NERDaT MY S2MTLETASEHE U Mpeduatan, Ho Had R 3 23MNECmA-
E3HE LMAT TWF-r o #-T5. B Somensesws e dowyWermupand, ve ukmegnserus 1 fiL-1) dedcmas vamo
FOVEREH MEOUSMOp K2 SLANARSKUENIO, 00U 00 OTOH, MOWIELREIRE HE FEEHOULNTIME NEM OSRULIEMO,
& nonaldan & aTeecolfpawerraa, eody 00 NOSUWEHS MPOJYNULA H8 HEVTSODIUNHY FEEKDULITL am
¥OCMKUR MOTRY, POSTIRES OMOSTANEMO Ka OOy2! SEaRanimanky JenTeul [ompibasnay NpomErHY
O YEPHUR S000), NDSUWES3 P3220aR0aReTo K2 CRNRTELL & MPTKITILNTE, MOSLUSES MENEcHama meamna-
PamypE (MP2GHS) NP23 D200MEYE SNy WEKTEDS, SE2IMUpSN] MEMNEPSMYTanS, & MNOManaucs.
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i 15 wel documeniad WSt e cytokinas TNF-T and IL-18 play 2 role 35 3 pro-nfammatoyy crioking W
mechanlsms of Infsmmalan. Other cylokines are also considarsd i obesity and prediabeles, but THF-o
snd [L-15 have Most SYNEGEN? PaHEpation 1 mechanisms of chesty. n 3000, If i5 cosumented that
infarawiin 1 (-1} 5t a5 a iocal mealslor of fsmmalion, feadieg fo edema, movement of iha lewcocyies
o focus, and entarg e NoodsraIm [ feas I meessed prOOUCHOn of REUTOPAING Eukacytes from
the bone marow, STECES Ihe seCrENon of obher Infammatory profaing (acutz phass prataing fam Bver,
increases e decay of profeing in muscie, Mcreasss body fempersiure (fever) throwgh an action on the
CEANE! iEMperare FEQUIEtan K the Rypathaiamus.
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MMAZMEHHW HUBA HA NEMTWH, TPFENMH W AAWNOHEKTHH NMPA MEHRE WM A EHA
ChEC 3ATIBCTABAHE W NPEOWABET
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PLASMA LEVEL S OF LEPTIN, GHRELIN, AND ADIPONECTIN IN MALE AND FEMAL
PATIENTS WITH OBESITY AND PREDIABET S
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FPaamMe. SamuTs: =X 0 HEMSIINNTIAD FE . KOSTO L € -
SEMBAZH NOIUTNHSSY EMEnIey SENSHT I HA MED MESCMHA MEan &
[ AT 8 & ANSTUATY £ OTGAEH, CIAUHGEERIIAN MEGUeT. DHosmyme
FOSHOHU, AN USASAT KWHOSA DOTS & SEIyNAYLAME /S AMSTUNNS, S TENMUH, SSanUH & aunsHas-
., Iy hm o adi whm oA Ao e T DT MDLTAH I a3
WEIFSAM ANaTUTA. FEaTUHDT & NGEHGH, Koo o2 o & EREUCUMGET
VT AELEHA HA KGAHA I AOGses Ansmoms [ewms v =R LT MTATAEA -
TS WONILSTTROSGA HE DETNTINY, SANOMSNTIIUN & SRS MDY TOS ChE JaAmn u duadt a
HOCKOVANCOUOHA GUema & KOWASIMaLIS © NPOIUATL O MG SEanuusy SENaome & Eunasps. Hauawme
PESFTMAMU SEMOHOTUDST? MOMUFERS BUST HE METNTL o oK HUGa Ha o SSEIUN &

AOZAMA & SASICUHGLT O SWOSATS HE MENE0RS WAL &8 MOTEOSAHUME NUYA. TEry OSWHI 0O MOSGCm g
NTIOEEHCNS M8 AN AHCS MamiSy TANMUH, SANTGHERTUW I 20808 AN AUYA C GALTUUNE CTansy He Jam-
MEOLMASAHE, Foanustsms ey 0o [ - Bunca MODTU S LRCHETTT MEXERERMINTIE
& QUTSETNAYLAMA HA ANsTUNma o O Ha a
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Kovacheva K, et 2l Preliminary data from a study on polymerphism...

Original Ariicle

PRELIMINARY DATA FROM A STUDY ON POLYMORPHISM RS4z244285
OF PasozCig CYTOUHEOME GENE IN PATIENTS WITH ACUTE
CORONARY SYNDROME, UNDERGOING TREATMENT WITH DUAL
ANTIPLATELET THERAPY WITH CLOPIDOGEREL AND ASPIRTN

Summary

Adrministration of ambplatelst therapy Aspinin and
Clopidosrel {CLE} iz 2 comer stone in patients with Aouta
Coronary Sindrems (45} underspine Parortamesns
Coronary Imtervention {PCI) withdthout stent
implamtation. The CYF2C19%2 allele iz the most
irmportant genstic varsnt dstapnirine response to CLE
We zim to imestigste frequency of CYPRC1O*Z
pebymorphizm in patiants with ACE a.udﬂ_e:m.ﬁcm:e ﬁJI
the indivichesl respenze to CLEP therspy: The
data of a sy inchuding a total of 120 pabents with ACS
umdergeing DCT with stent placarnent and treated with
dusl artiplatelet therspn: { CLE and A=pirin) are preserted.
So far 1B patients {41-B1 wear =ac) are tested for
CYPZC19#1/*2 polvmmorphizmszs. The senotyps
CYRRC10%1*]; CYP2C10%* 10+ and CYPRC] 3% 2042 ig
demicmestratad im0 50%, 353%, 17% rezpectnwaly, of the
patients. The established frequency of CYP2C19%1 allela
{33%) is sianificanth- kisher (=5 220; p=0.022) than in
healthy Bulzsrisn mdividoals {14%). In-stent throrebozs
hane dErE[-:-pa:l: (17%0) ef patient=: 3 ara CYPLO19% 1042
carriers, and 1 — homomygoms CYPAC1942042. The

preliminary datz demonsirate hish prevalsnce of
C?PE-C 10%1 polymorphizm in patients with ACS and
point to sianificance of the variant for CLP therape:
Firther extanzion of the stwdy with larzer saroplaz and
monitoring of the patients are required to defenmine tha
affects of the polymerphizm on the prosnozis for major
adverse cardionyazcular evants.

Key words: CYP2C10 pohaerphian, Clopidogre],
Aqrte Coronary Syndroma, in-stent thrombozis
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2017,2:722-26.
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NYBIUKALMKA (MBNHOTEKCTOBU) B CBOPHULM OT HAYYHU
®OPYMU B BBIITAPUA N HYXKBUHA

CBbp3aHu ¢ aucepTauumaTa
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npegn HaykaTa BbB Bpb3Ka C YneHcTBOTO Ha bwnrapus B EC”, 7-8 tonn 2007 rog., rp.
Crapa 3aropa, bbnrapus. M3a. kbwa “CYb-Crapa 3aropa”, 2007; 7:184-90.

TEHOTHITH3IUPAHE HA ITHTOXPOM P450 2D6 ITPH ITAITHEHTH C TEITPECHBHH
PA3CTPOMCTBA, IIPOBEXJAIIN JIEYEHHE C AHTHIEIPECAHTH
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GENOTYPING OF CYP450 2D6 IN DEPRESSIVE PATIENTS ON ANTIDEPRESSANT
DRUG THERAPY

Diana Pendicheva®, Ivo Duhlenski**, Antoaneta Pandurska*

*Department of Experimental and Clinical Pharmacology
Faculty of Medicine, Medical University — Pleven, 1 Kliment Ohridski str., 5800 Pleven;
**Psychiatric office, Medical Diagnostic Centre II, 5800 Pleven, Bulgaria
E-mail: pendicheva@gmail.com

ABSTRACT

Genotyping of cytochrome P 450 (CYP) 2D6 is a valid alternative to therapeutic drug monitoring (TDM)
and conventional phenotyping in drug metabolism analysis.

Methods of genotyping are informative about the individual metabolic capacity and allow differentiation
of genetically based metabolic changes from noncompliance in potential non-responders.

CYP2D6 1s involved in metabolism of tricyclic antidepressants, some selective serotonin uptake inhibitors
and antipsychotics.

Analysis of CYP2D6 polymorphisms could be applied for optimization of antidepressant drug therapy in
depressive patients and for prediction of response to potential co-medication.

Key words: genotyping, CYP2D6, antidepressants.
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ABSTRACT\\

Cytochrome P 450 (CYP) 2C19 is a polymorphic lnnér enzyme involved in phase I biotransformation of 4-
10% of clinically useful drugs, including some antldcprqésants

Genetic polymorphisms in CYP 2C19 are combnh’on and could affect therapeutic response to psychotropic
drugs. Detecting genetic variations in metabohc\:apamtance is useful for identifying individuals with poor
tolerance and compromised drug response 0 conventional doses of certain antidepressants. Methods of
genotyping are informative about the indiv 1dgl’ﬁ metabolic capacity and allow differentiation of genetically based
metabolic changes from noncompliance i otential non-responders.

Analysis of CYP 2C19 polymc(‘pmsms could be applied for optimization of antidepressant drug therapy
and prediction of drug-drug interactiohs in depressive patients.

Key words: genotyping, C;’P)?I 9, antidepressants.
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EnektpoHeH pecypc. 2011:1-5.

AHAJIN3 HA 5-HTTLPR U CYP 2D6*4 TEHETUYHHU BAPUAHTHU ITPU TAIIMEHT C PEHUJIUBUPAIIIO
JENPECUBHO PA3CTPOMCTBO N AHTUJAENPECAHT-ACOIIUUPAHA MAHUSA — KJIMHAYEH CIIYYAW

Juana IlenauueBa*®, UBo dyxiencku**, Pagka KnneBa*** Antoanera Ilanaypcka*
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IIpencraBen e kiumHH4YeH ciydaih Ha 40-roguimeH aMOynTaTOpeH IIAIMEHT C YMEPEHO TEeXBK eMH301 Ha
penuIuBHpano genpecuBHo pascrpoiictBo no MKB-10 u antunenpecant-uanynupana mManus (AAM) cren IBymMecedHO
neuenne ¢ nmapokcetuH (JIJI=20 mr). Ot ucropusra Ha 3a00JIBAaHETO HAMA JAHHM 32 MAHUIHH, CMECEHH WIIH XHUITOMAHUHHHI
CHMIITOMH TIPU ONHCAHUTE JETPECHBHH €MM301U U Ha (oHa Ha mpeaxofHa Tepamus. OT JUarHOCTUYHOTO MHTEPBIO HE ca
YCTAaHOBEHM IICHXHATPUYHA KOMOPOMIHOCT, 3/I0yHmoTpeba ¢ ICHXOAKTHBHH BEIIECTBA M HAIMYHE HAa TEMIIEPAMEHTOBH
npeaukTopu Ha AAM.

Crnen momyyeno uHpopmupano ceriacue 3a JJHK anamus, B xomga Ha omoOpeHo ot Komucus mo ernka Ha HaydHO-
n3cnenoBaresickara qeiHoct B MY-IlneBen npoyuBaHe, Ha marpieHTa 0sXa U3BBPIICHN (hapMaKOreHETHYHN M3CIeABaHHs Ha
5-HTTLPR n CYP2D6*4, ¢ nen ycraHOBsiBaHE Ha 3HAYMMH FCHETHYHH MOJIUMOPGHU3MH U TSIXHATA MPEATIoNaraeMa Bpb3Ka ¢
Ha0JlfolaBaHaTa peakius. Y CTaHOBEHO € XOMO3UTOTHO HOCHTENCTBO Ha moiuMmop¢Hus 5-HTTLPR S anen u orcbcTBHe Ha
HocuTescTBO Ha nmoauMopdHus CYP2D6*4 BapraHT, KOETO KOPECIIOHIMPA C TaHHUTE OT JINTEPaTypHHS 0030p.

Kniouosu oymu: anmudenpecanm-acoyuupana manus, 5S-HTTLPR, CYP2D6*4, napoxcemun.

AHAJIN3 HA 5-HTTLPR 1 CYP 2D6*4 TEHETUYHU BAPUAHTH ITPU TAIIUEHT C
PEINNUINBUPAIIIO AEITPECUBHO PASCTPOUCTBO U AHTUJAEITIPECAHT-ACOIITUNPAHA
MAHUS — KJIMHUYEH CJOYYAR

BBbBEJEHUE

KakBo e u3BecTHO 10 MOMeHTa?

B xozma Ha aHTUAENPECHBHO JieUueHHE, CYCIEKTHH 3a Bpb3Ka C TepanusiTa XWUIOMAaHHUONOJZOOHW W/HIIH
MaHHOTIOAOOHN eNHM307M ca AOKYMEHTHPAHW IPH MOYTH BCHYKHM OCHOBHHU KiacoBe aHTHienpecantu (Al) —
MAOI, TCA, SSRIs, SNRIs u ap.; [lo nuteparypHu AaHHH, YecTOTaTa Ha MEIUKAMEHTO3HO-WHIYIIUPAHUTE
enmzonu Bapupa: ot 20-40% mpu namuenT ¢ 6unoispHo pascrpoiicTBo (Goldberg et al., 2003) mo 6-7% npu
TAIMEHTH C pEeIUINBUpPANIO aenpecuBHO  pascrpoiictBo (Meyler’s Side Effects of Psychiatric Drugs, 2009);

B perpocnextuBHO mpoyuyBaHe Ha 533 MCHXMAaTPUYHM XOCHHUTanM3alMu 3a nepuonx ot 14 mec., 8,1% or
ciydauTe ca OWIH BBB BpBb3ka ¢ AJl-mHayupaHa MmaHus w/unu ncuxosa (Preda et al., 2003); Knmmanaau cirygan
Ha AVIM ca onucaHu IIpH penlia aHTHACTIPECAHTH:

Tputuknnuan anrugenpecantu (Young et al., 2003);
Onyokcerun (Ruiz et al., 2002);

®iryBokcamue (Won et al., 2003);

IMapokcetun (Morishita et al., 2003);

Ceptpanun (Mendhekar et al., 2003);

Huramonpam, ecuuranonpam (Sharma, 2009);
Bennagaxcun (Jagadheesan et al. 2001, Leverish et al., 2006);
Hecsennadakcun (Kalia et al., 2009);

Hynokcetnn n munHanunpad (Peritogiannis et al., 2008);
Muprazanus (Liu et al., 2008);

Bynponuon (Goren et al., 2000) u n1p.;

YcTaHOBEHA € M0-BUCOKA YECTOTA M Mo-TexkKo npotuuane Ha AVM npu nedenue ¢ TCA u MAOI, B cpaBHeHue
cbe SSRIs (Nolen et al., 2000), kakro 1 Bpb3ka Ha AUM ¢ yecra cMsHa M MpHUIIOKEHHE Ha BHCOKH 11031 SSRIs
(Ramasubbi, 2001).
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COMPLEX CADMIUM AND EDTA EFFECT
ON HAEMATOPQIETIC FUNCTION OF RATS

R. Marev!, L. Gercheva?, A. Pandurska!, G. Stavreva!, P. Salovsky?,
A. Ruskova?, D. Pendicheva!
lDefarIment of Pharmacology, MU, Pleven

Clinic of Haematalogy, MU, Pleven
3Deparfmenr of Disaster Medicine, MU, Pleven

ABSTRACT. An experiment was carried out to estimate the effect of combined cadmium chloride and

ethylene-diamine-tetraacetic acid (EDTA) application on the haematopoietic function of bone marrow in

rats. It was established that triple application of EDTA-calcium dinatrium (200 mg/kg b.w.) almost

completely neutralizes the toxic effect of cadmium chloride on neutrophilic granulocytopoiesis and

erythrocytopoiesis at a dose of Y4, of LDsy. It is assumed that this action of EDTA is due to its property

to form a chelating complex with cadmium.
KEY WORDS: haematopoiesis, cadmium, EDTA
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THE REPRODUCTIVE BEHAVIOUR OF THE WOMEN
FROM THE ROMANY MINORITY
P. Chrlstova G.Stavreva®, D.Pendicheva?,
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ABSTRACT. The aim of the study was to analyze the reproductive behaviour
and to realize the planned parenthood among the Romany community. Standard
interview with 820 women of Romany origin was held. The age is between 15 and
40, living in the citics ol Sofia. Pleven, and Sliven. Up to the moment of the study
71,2% of the women have up to 4 kids: 13,4% - more than 4, and 7,4% still don't
have any children. The coincidence between the desired and the real number of
children from the three regions exist (F=12,4; P=0,01). 2/3 of the women made
their first delivery up to 17 years of age. That's why educational and health
activities regarding the reproductive behaviour of women are instant. These
activities have to commence from the age of 11 and to continue in the next age
group.

Key words: reproductive behaviour, Roman community, planned parenthood,
first delivery age.
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ABSTRACT. The aim of the study was to analyze the reproductive behaviour
and to realize the planned parenthood among the Romany community. Standard
interview with 820 women of Romany origin was held. The age is between 15 and
40, living in the citics of Sofia. Pleven, and Sliven. Up to the moment of the study
71,2% of the women have up to 4 kids: 13,4% - more than 4, and 7.4% still don't
have any children. The coincidence between the desired and the real number of
children from the three regions exist (F=12,4; P=0,01). 2/3 of the women made
their first delivery up to 17 years of age. That's why educational and health
activities regarding the reproductive bchaviour of women are instant, These
activities have to commence from the age of 11 and to continue in the next age
group.

Key words: reproductive behaviour, Roman cemmunity, planned parenthood,
first delivery age.




39. CtaspeBa I, MenguueBa [, Xpuctoea [1. Anpobauusi Ha W3NUTHW TECTOBE MO
(hapmakonorus. CéopHuk ¢ goknaan ot KobunenHa HayyHa cecus 2002 r., MeguumHcku

takyntet, Ctapa 3aropa. 2002;1:295-9.

MEJIUINMHCKI DAKYATET

{ ”Q 7 TPAKIIICKY VHUBEPCUTET
?l | CTAPA BATOPA

FOBMAEVIHA
HAYUYHA KOHQEPEHIINSA

TOM 1
ME/VKO-BUOJOTAYHU HAVKU
MPO®UIAKTUYIHA MEAULIAHA U
OBLECTBEHO 3/IPABE

CTAPA 3AT'OPA
18-20 okmom6pu 2002

Frevenlive Muedicine and Healih Care b5

ANMPOBALS HA H3MATHH TECTORE
IO DAPMAKQJIOHA
['Cranpena’, JUIenawneea', M. Xpucrosa®
) 'Kateapa no eken. u kamnmung drapsakonoris;
“Kateapa mo couprania Meduaums i AUPADEH MEHHRMEBIT
BMH - ITiesen,
APROBATION OF DIDACTIC TESTS
IN PHARMACOLOGY
G. Stavreva" D, Pendicheva', P. Christova®
» 'Dept of Experimental and Clinical pharmacology;
*Dept of Sovial medicine and health management
High Medical Institut — Pleven

ABSTRACT. The aim of this sjudy was o analyze didactic tosiy applied 10
cvaluate knowledge of IV"yzar students at the end of their course of
pharmacology. 113 questivns were analyzed aceording to ihe criteria: difficuliy,
discrimination and distiactors. 78.8% of the questions covered the docimoloaic
requiraments; | 8% were assessed as “difficult™; and the rest were “easy™, The
scores were divided in two groups: “good™ M0-61 points/ and “had” /19-39
pointsf, with a level af significance F=111.0; P=0,0001. A correlation was found
Between the test seores and the final marks. 50 questions need to be corrected
according 1w the criterien-tefercnced measurement. Combined use of didaclic
lests, @ practical and theory exams resulls in a maore precise summative cvaluation
uf students” knowledge and skills.

Key words: 1est, ducimologic eriteria, apprabation of test

Kayectsora na yiebuun npousc n MeamusbcKHTE BHCIH yuelim
JABSACHUR L€ ONPEUENT OT NPEIIIHMA KOHTPO HE JHAHHATA U YSEHHATA
Ha eryuedtiTe, oT WI00PA KA  KOHTPONHO-OURIEMHM  NpouesypH,
[OJBCAARAUIH ALCKOATIA NPELICHKA Ha NOCTHIHATHA eekT B 0ByYeHHCTO
B ChOTEETCTBHE C opMyTipaltiTe yueSHu uean 3]

Cpea CuApeMEHHHTE OBCKTHBIM MOTOMM %2 KOHTPOD M OUEHKA Ha
cheRTHBINOCTT Ha oTy4eiiHe ca AWAAKTHUECKHTE TECToRE, NPHILAraHK 33
NpoBepKA H3 UAAOCTNHATA TCOPCTHYHA MOATDTONKA HA CTYACHTHTE W
TexInre yMUHHA 33 PCLIABIHE HA PAIamyHi BHAOBE yucOHK 3adavn [2, 3]
KopekTHOTO HINeassaHe Ha HPOrpaMupani TEcTORE MIMCKRA Te A3 GLIaT
AMAMTHPAIH KeM chOTBETIATA yuebna o8CTaHOBKA, 44 CLOTASTCTRAT MA
YUCOHOTO CHILPHOMHE W UGAHTE 1A O0YYeNHE HL  CHOTBCTHHA
vhsepeuret [1, 3],

Juhilee Schentific Conforence 18-20 11 2002




40. Craepesa I, Menanyesa [, Xpuctosa 1. Anpobauus Ha NMCMEHO NPEeACTaBEHM Kasycu
no KnuHu4Ha papmakonorms. COOpHUK C JoknagM oT HayyHa KoHepeHumus ¢

MexayHapogHo yyactue ,Ctapa 3aropa — 2004”. Wspatencteo ,Cbto3 Ha yyeHuTe —
Crapa 3aropa”. 2004;1:236-41.

AMNPOBALUSA HA MUCMEHO NPEACTABEHW KA3YCU MO
KINUHUYHA ®APMAKONOIA

lans CtaBpeBa, [uaHa MNenaunyesa, lNeTkaxa XpucrtoBa’
Kamedpa “ExcnepumeHmarnHa u KnuHu4Ha gpapmakonozus’”; *Ka-
medpa “CoyuanHa meduyuHa”

BMMU — IMneseH, yn “Kn. Oxpudcku” 1, 5800 lneseH, bbrzapus

APPROBATION OF PAPER-CASES IN CLINICAL
PHARMACOLOGY

Galya Stavreva, Diana Pendicheva, Petkana Hristova*
Department of Experimental and Clinical Pharmacology;
*Department of Social Medicine

Higher Medical Institute — Pleven, 1 Kliment Ohridski str., 5800
Pleven, Bulgaria




41. NMenpunyesa 1, Craspesa I, Xpuctosa I1. 36op Ha P-nekapcTBo OT CTyAeHTU-MeanLM
B V-1 kypc. COOpHMK ¢ MaTepuaniu oT Hay4Ha KOHgepeHUMs C MeXOyHapoaHO yyacTme
,Ctapa 3aropa — 2004". WspatenctBo ,Cbto3 Ha yyeHute - Crtapa 3aropa’.

2004;1V(2):242-45.

7

U3BOP HA P-NEKAPCTBO OT CTYAEHTW - MEOWLW B V™ Kypc

Ouana MNenguuesa, Mans Ctaepeea, NeTkaHa Xpucrosa*
Kamedpa “ExcriepumeHmarnHa u KruHu4Ha ¢papmakorioausn”; *Ka-

medpa “CoyuanHa meduyuHa”
BMW — lNneseH, yn “Kn. Oxpudcku” 1, 5800 NneseH, bvnzapus

P-DRUG SELECTION BY V™-YEAR MEDICAL STUDENTS

Diana Pendicheva, Galya Stavreva, Petkana Hristova*
Department of Experimental and Clinical Pharmacology;
*Department of Social Medicine

Higher Medical Institute — Pleven, 1 Kliment Ohridski str., 5800

Pleven, Bulgaria

ABSTRACT:
The aim of study was to assess accuracy of P-drug selection by V"-year medical

students according to WHO model for rational drug therapy.
115 students at the end of problem -based course of clinical pharmacology

in 93 ﬁ%vfor definition of problem




42. MenpgnueBa [1, Craspesa [, MaHgypcka A. ®opmupa nu npobrnemHo-6asmpaHoTo
0ByyeHne KOMyHUKATUBHW YMEHUS Y CTyAeHTU-Meamum V-TW Kypc Npu Ha3HavyaBaHe Ha
paumoHanHa nekapcrteeHa Tepanua? COopHuk goknagm (Yact mbpea) ot KO6unenHa
Hay4yHa KoHepeHuns ,20 roguHu [leparormyeckn akyntet ,06pa3oBaHMETO B
rnobanuaunpaims ce ceat’, Benuko TopHoBo. 2004;1:476-78.

IOBUNEVHA HAYYHA KOHOEPEHLINA
20 FTOAVHU NEQATOTUYECKU QAKYATET

CBOPHUK AOKNAQN
YACT NbPBA

OBPA30BAHUETO
B INOBAN3UPALLIAA CE CBAT

Bennko TopHOBO
15-17 okTomepu, 2004 rop.

®OPMUPA I ﬂPOBﬂEMHO-EABMPﬁHOTO OBYYEHME KOMYHUKATUBHW
YMEHWA Y CTYAEHTU-MEQWL V KYPC NP HASHAYABAHE HA P-JIEKAPCTBO

4-p Ouana NeHpgnyesa, a-p Mana Craspesa, g-p AHToaHeTa [MaHgypexa
Kateppa ,ExcnepumentanHa n KnnHn4Ha papmakonorua u MBC",
MeguuuHckm Yunsepcurer, rp. [neseH

Pessome: ljenma Ha npoyyackemo e da ce OyeHsm koMyHy-
KOMMUBHIME YMeHLA Ha cmydenmu-Meduyy V kype, opmupant &
Apoyeca #a npabRiemuo-6a3uparc 0fyHente 10 KAURLYHG Hapma-
Kkoa02uA, Co00pazeno ¢ ymespdenama konyenyun #a (30 3a u3biop
U HasHauasae Ha P-mekapcmsao

Ha 115 amydenmu om V xypc, MY — 2p. [Tneaen e npunomed
MEGT, B3UPaH HARUCMEH KIUREYEH CRYYAL BBPXY IECT OCHOBHY
COUUAMHO-3HAYUMU 3060NAGAHIA U CUHOPOMU, KomMyHUKGmUBHUME
YMEHUR HO CMYGeHMUITE (@ QYEHASGHI OM NPenodasamen 8 pona-
Ma KA CMyALPOH NOLUENTT,

Kniovosu Gymir: oerxa, kOMyHUKAMUBHY YMEHUA, (mydenmu-
Meduyy, P-nexapemeo.

CnocofiHocTra Aa ce 0BuIyBA € HEOTAENUM ENEMEHT OF
UANQCTHOTO OpMMpaHE HA OTHOLIEHWATA Nekap-MaLnent. Ju-
ArHOCTUYHO-TEPANEBTHYHYAT MPOLEC € CNDKEH W HEERHO3HAUEH.
OcBeH TeopeTHyHM NDIHAHMA M NPOdECHOHANEH ONUT, TOM H3NCKBA
¥ YTBBPACHH YMEHHA 34 Pa3bNpaHe Ha YOBEWKOTO NOBENEHMe,

33 Pea/HO OKA3BaHE HA NOMOLY NO Bh3MOKHO Hail-edexTueer
HaumH [5,8].

Kak 113 Ce roBopu ¢ NaLMenTa, KaK f1a Gbae ICnyWBaH; KaK
A2 te pa3fupar nocnanvATa My; KaK fa (e Pasno3HaBa OHOBA,
KOTO € N0/ NOBBPXHOCTTA HA BMAMMOTO ROBEAEHNE; KaK 43 Obae
u30paH Hafi-pauMoHaNHAAT BT 32 pa3pellasane Ha npabnemute
= Te3u NpodecACHANHI YMEHUA J3NeY HAAXEBPAAT ObuuaiinTe
pamki Ha yueGHUA Npouec. Te ce U3rPaMAAT NOCNELoBATRAHD, ¢
0BEAMHEHI YCHANA H3 MHTEPAMCUMNNAHAPHO HUBO, YCROPELHD ¢
NPenoaBaHeTo Ha OCHOBHMTE 3HaHuA [3,4,6,8].

Bpb3KaTa nekap-naunenT, DEAHa MM CMYNMPaHa, NPOTHYa
B TpW OCHOBHY (a3, B mbpeata daza excnept e naumenTw. Toi
Hait-fofpe NozHaea (BOMTE ONNAKBAHNA, TPEBOTM, CTPAXOBE MK
noTpeGHOCT. JleKapAT BHAMATENHO M3CMYILBR, NPOCNSAsBa W
NpHema OHOBA, KOETO NALMEHT BT CbobWaEa,

B cnegeawara dasa excnepr e nexapar. Toi npernexpna
NaLMeHTa 1, NPUNArafiki 3HAHKATA M ONKTA C1, NOCTARA JMari03a
W Ha3Ha4aea TepanuA, ECTeCTBOTO Ha BLNPOCUTE, TOWLT WNoBEge-




43. CtaBpeBa [, MenguyeBa [I. OueHka Ha ymeHusTa Ha CTygeHTUTe 3a n3bop Ha
paLMOHarnHa nekapcTBeHa Tepanus ypes TecT, 6asnpaH Ha MUCMEH KMUHWYEH Cryyail.
C6opHuk poknagn (Yact mbpea) oT KO6unenHa HayyHa koHdepeHuus ,20 roguHu
Meparornyeckn cpakyntet ,O6pasoBaHMeTo B rnobanusnpawms ce csat’, Benuko
TwbpHOBO. 2004;1:479-80.

IOBUNEVHA HAYYHA KOHOEPEHLINA
20 FTOAVHU NEQATOTUYECKU QAKYATET

CBOPHUK AOKNAAN
YACT NbPBA

OBPA30BAHUETO
B INOBAN3UPALLIAA CE CBAT

Bennko TopHOBO
15-17 okTomepu, 2004 rop.

OLIEHKA HA YMEHWATA HA CTYEHTUTE 3A U3bOP HA PALINOHAJTHA
JNEKAPCTBEHA TEPANWA YPE3 TECT, BA3WPAH HA MUCMEH KNTUHWYEH CITYHAW

p-p lana Craspesa, A4-p Auana Menauyesa,
Kareppa,EkcnepumenTanta u knuHuyHa ¢apmakonorna n MBC',
MepuuuHckn Yausepcuter, rp. [nesex

Peziome: lenma Ha npoyyaarema e 0 ce OUeHAM yMeHUAMma
Ha cmyBesmuime-meduyu om nemu Kypc 3a U36op Ha payuokania
JIexapCmaena mepanua ype3 mecm, Oa3upan Ha NUCMEH KAUHUYEH
cyyail,

Ha 115 anydenmu, 3aspinist npobinemuo-Gasuparo obyvenue
10 KRUHLYHA hapmaronoeus, Grxa npunoeru 19 onpobupatu nuc-
MEHU KTUHUYHI CAYNOU BBPXY LECT OCHOGHU COUUMIHO-3HAUMY
3abonasanud U cusdpomy. Yenuama o cmydenmume Gaxa oye-
HABAHL YPE3 CMADapmU3LPaH mecm, a3UpaK Ha NUCHER Gy au.
Pesynmamune nokaseam, 4e 75% om y4acmHuyLme ce cnpagsm
MHO20 dofipe t OMmmHO € u300pA H epUKTEHd, CieypHa, Ydana
(UHAHCOBO CBOBPA3HA MeXapCmBeHa mepant,

Kniouoet Sy Otexa, yMeHus Ha Cmygermume, paytioHanKa
JIexapamaent mepanus, mecm.

LIENTA Ha npoywEaHeTo € A3 (e OLEHHAT YMEHHAT Ha CTY/eH-
TUTe-MELUM OT IETH KyPC3a u300p Ha paUNGHaNHA nekapcTaeHa
Tepanka upe3 TecT, Ga3upaH Ha MMCMEH KIVHIIEH CTyYai.

MATEPUANY W METOAM: Ha 115 crypenta ot ¥ kypc-AED,
npemiHany npobinemHo-6aznpaH Kypc ha oByueHne no KNMHMUH
dapmaronorys, e NPoBEeH CTRHAPTM3NPAH TeCT Bhpxy 19anpo-
GUpaHK NMCMEHD NpeCTABEHI KIMHIMHM CNy<ak, 0bXBaLiaLLIA
LECT OCHOBHM COLMANHO-3HAUMMM 3300NABAHNA M CMHIPOMA
(MoxemuyHa GOMECT HA CHPLETO, XMNENTOHWA, CbABYHA HeAoC-
TATBuHOCT, GpoHxManta acTMa, 6okos cuHapan, GakTepuantn
HHOeKunu). Ha BCexw OT yacTHHUMTE @ NpenocTaBeH eauH Chyuad
33 (AMOCTOATENEH 2HANW3 B PAMKATE Ha 45 M1RYTI,

YMeHUATA Ha CTYAEHTHTE (& OLBHABAHW YPE3 CTAHJAPTHO
WHTEpBI0, CboBpa3Ho yTebpaeuTe kputepuy Ha (30 3a m3bop
Ha PalMOHANHA NeKAPCTREHE TepaniA — EQMKACHOCT, CUTYPHOLT,




44. Craspesa I, Nexgunuesa [, MaHgypcka A. CyporaT-kpanHu Lenv KaTo NpeaukTopy Ha
KNUHWYHUS u3xog COOpHMK Joknagu oT HayyHa KOH(epeHuus € MexayHapoaHo
yyactue Ha CYB — Crapa 3aropa. W3gartencteo ,Cbto3 Ha yyeHute — Ctapa 3aropa”.
2005;1V:110-6.

CYPOI'AT-KPANHA EJH KATO IIPEAHKTOPH HA
KJMUHWYHUA U3XO0 A

[Caas Craspesa, Anana [Menandesa, Auroanera IHauaypeka
Kameopa ,, Excnepusenmaina u KAunusna hapmaxonrozusn”,
Meduyuncxu graxyamem, Meduyuncku Ynusepcumem, ya. ,, K.
Oxpuocku” 1, 3800 zp. ITresen, Bureapus

SURROGATE ENDPOINTS AS PREDICTORS OF CLINICAL
OUTCOME

Galya Stavreva, Diana Pendicheva, Antoancta Pandurska
Department of Experimental and Clinical Pharmacology, Medical
University, Medical University — Pleven, 1 Kliment Ohridski str.. 5800
Pleven, Bulgaria :

ABSTRACT

The terms “surrogates”, “surrogate-endpoints” and “endpoints™ were
considered. Their clinical role and their influence on the new drug development
were discussed.

Surrogate-endpoints are laboratory or physical signs that are used in
therapeutic trials as

substitutes for a clinically meaningful endpoint that is a direct measure of
how a patient feels, functions, or survives. Surrogate-cndpoints replace a distant
endpoint with a more proximal one, can be measured more easily or frequently;
can be measured with higher precision; are less invasive; reduce sample size
requirements and decrease the cost of the clinical trials. They arc expected ta
predict the effect of the therapy.

Key words; surrogates, surrogate-endpoints, endpoints.




45. Nenpgunuesa [, Odyxnexckn U, Ctaspesa I, Mangypcka A. Ampisulpride — edpexkTuBHoCT
W Ka4YecTBO Ha XWBOT MpU NeYeHne Ha NauneHTU C He3aLoBONUTENEH TepaneBTUYeH
OTrOBOP Ha Apyrn aHtuncuxotuum. COopHMK goknagu oT HayyHa KoHepeHumus ¢
MexgyHapoaHo yyactue Ha CYb - Crapa 3aropa. Usgatenctso ,Cblo3 Ha yyeHuTe —
Crapa 3aropa”. 2005;IV:391-7.

AMISULPRIDE - EOEKTHBHOCT U KAYECTBO HA KHBOT
JIPH JIEMEHHE HA ITAIMEHTH C HE3ATOBOJUTEJIEH
TEPATIEBTHYEH OTTOBOP HA JIPYTI'H AHTHIICUXOTHIIH

Auana Ienanycsa, Uno dyxaencku*, Maus Craspesa, AnToanera
Ianpypera

Kamedpa , Excnepusenmaina  u  xrunusna  gapmaxonozus”,
Meowyguncxu — haxyamem,  Medwypmexu  Yuusepcumem,  ya. K.
Oxpuocku” 1, 5800 ep. lnesen, boreapus;
*luaznocmuuno-xoncyamamugen yewmuvp I EOOJ], 5800 zp. Ilresen,
bureapus

AMISULPRIDE - EFFECTIVENESS AND QUALITY OF LIFE IN
OUTPATIENTS WITH LOW THERAPEUTIC RESPONSE
TO OTHER ANTIPSYCHOTICS

Diana Pendicheva, Ivo Duhlenski*, Galya Stavreva, Antoaneta
Pandurska

Department of Experimental and Clinical Pharmacology

Faculty of Medicine, Medical University — Pleven, 1 Kliment Ohridski
sir., 3800 Pleven;

Medical Diagnostic Centre II, 5800 Pleven, Bulgaria

ABSTRACT

The aim of our study was 1o evaluate Amisulpride (Solian) effectiveness
and quality of life in long-term treatment of outpatients with low therapeutic
response 1o conventional and other atypical neuroleptics.

53 outpatients (29 males u 24 females) of the psychiatric service in MDC
11~ Pleven with schizophrenia according to DSM IV criteria, who were switched
on Solian, were followed up from June 2003 to June 2004. Effectiveness of

ong-term treatment with Solian and quality of lifc were cvaluated with PANSS
4 SQLS (Wilkinson et al.).

Clinical improvement was documented in 88,4% of patients. Significant
reduction of the total PANSS score and carly improvement in the affective-

motional domain were registered.

Key words: Solian, schizophrenia, effectivencss, quality of life.

Haywia ey € MERTYHA I Y = Crapa Zaropa - 2005 39]
T4 Meanuwna, Kaersuna Guanorus, Snoxmvea, iaucaoris, npwioxna $apmaxatorns, Byrpeame n
Dpedecnona e CoACCT, YHPYPIMS, Chachia senimis, Moo 1001, BONGEET PUE, COURAANA MRS




46. Manpypcka A, NMenguyesa [, Ctaspesa I, Muxannosa M, [umutposa A, Xpucrtosa [1.
Hawwuat onut OT BbBEAEHOTO (PakynTaTuBHO 0OyYeHUe No XOMeonaTtus Ha CTYAeHTU-
meanum. C6opHUK oT goknaam ot KobunenHa HayyHa cecus 130 rogmHM oT ANpunckoTo

BbCTaHue", JonHa Mutpononus. 2006;378-81.

“130 roaunu ot ANPUACKOTO
BLCTAHUE”

cBOpHUK oT oKnam Ha I0Gwelia HAYYHA CeCHs

20 21 anpun 2006 1.

Tom 2

]
AM 2006 1oA.

OonuT o
OB‘VHE""En HT O

A M.

BBBEAEHOTO PAKYITATHBIO
O XOMEOnATHS HA CTYARNTU-ME 1y

ARAYDCk: :

AYPexka, 11, A, Xpuerona, M, Hewpuena, T,
Xaiitnosa, A, A. Humitrposa
aKyarer, Meanuuncien yYuusepenrer-Iieneyy

Ll Cranpena, M. 1.
Mcanunucxu b

XoMeonaryg:
T e S e s e s
npouB)\'on\-;m OT IPLUKY e3m: lu;x;cr())a".l_m l\nulh\mu pt'lipcll'(ﬂm:ug. Hh??m i
: S = nojgoben - pathos — Doacer. Towy ¢
> IPH KosiTo g Gomtus ce HA3HAYABAT Manku, wau Gezkpaiiio Manki
C BO, KOcTO npHeTto npn 3APAB YORCK B ll'iMB}’MMH KOJimyeceTna On
3H, ¥ Bontims [1,7,9.10,1 1,121
allY 110 CBeTa (®panuns, BenukoSpuranus, Besrns, Cepmanis u
ApP.) TS Hapnusa KaTo rtepanesruuen metony u ME/UILMHCKA  KOHLemms |
KIIMHHYHaTa NpaKTuka [2,3,4,5], karo XOMEOTIATHYHUTE  IIckapeTh  ce
PeuMGypcupar ot 3/IPaBHOOCUTYpHTETHITe Kacu H dongose,
. Upes 1994 ron. ua Tlerng Mexaynapogcr koHrpec Ha CreTosiata
Meaununcka Xomeonatnuna Oprarusauns, cuerosn ce g Mapwk, opmumanen
Mpencarasnren Ha C30, onpegenu XOMEONaTHATA, KaTo NIpH3Ralla Ja 1ane Croy
ASIl 33 MOCTHraHe Ha MHHLHATHBATA Ha C30 «3jpase 2a Berukun, C30)
NIPETIOPBYBA HA BGMYKM CTpalM B cpera /i@ YCBOST M M3non3ear Tom
TCPaNEBTHYCH MCTOR, KOMTO HMa 1 HKOHOMIYECKY upeyuimersa [6).
~ Jluec MPENOJABAHCTO M0 XOMEOMATHS € BKAIOYEHO B nporpamure 3a
. CucamMIIOMHA KBR/LDHKALNS HA TeKapH, (apManesTH i CTOMATOJIO3H, KAKTO 1
 xato DaKyITaTHRHA AWCUMMIMHA B pesna HPCCTHKHE  YHHBEPCHTCTH 1
* MCITHIIMHCKH 00pa3oBaTeNHH 1eHTpoRe |8].

B Boarapus or 1995 r. ce ocwmectnana CIEAANIIOMHO  MEAHUNHCKO
00y4deHHe Ha MCIHIA Ype3 Kypcose, opraunsupany ot Llentsp 3a obyucine u
pasBuTye Ha xomeornatusita (LIOPX) 8 Codus, Hnosaus u Bapna.

XoMeonaTHYHHTE JIEKapCTBa ca PaspellicHy 3a ynorpeba u perncrpupany or
WA npe3 sHyapu 1996 ron [1]. I

HapacTBauuaT HHTEPEC KLM xomconarlislel B C’[‘p{lli.anl' jl I\-OHI:\vlr)ﬁllﬁx;lj;:
CTYACHTHUTE OT ITnesen ¢ eana ot npn-mmnls.‘lu. n;zomf.\t.llml I)I;l\‘“ \;;:I :c kun
VuupepeureT Ja . ObAe  BKIOYeH  BakyNTaTHBen ackunonie ¥i 2

XoMeonarus.

UTE Ha npoy4BaHero ca: n
HEJ(I)HeHKa Ha Pe3YTATHTE OT MBLPBHS B CTPANATA (PaKyITATHBCH KYPC 110

onaTys, 1poBe/cH B Meauumnucki yunsepenrer - rp, [Tnenen P 3MMINN
x:;‘:cnp ua’2004-2005 yueOHa rojuna,
c




47. CtaBpeBa [, MNengnueBa [, Xpucrtosa [1, lMaHgypcka A, Mapes P, Kpwcresa .
HexenaHn nexkapcTBEHW peakuww, OOBENU [0 XOcnuTanu3auus — MpOCMeKTUBEH
(hapmakoenuaemuonoryeH aHanus Ha 485 naunentn. COopHuk goknagm oT HaydyHa
KOH(hepeHUms ¢ MexayHapoaHo yyactue Ha CYB-Crapa 3aropa. 2006; 1V:218-22.

' XAPAKTEPUCTUKA HA HEXENAHWU NEKAPCTBEHW PEAKUWW, BOAELLN
10 XOCMUTANUIAUNA UNY NPOABEHWN B XO1A HA BONTHWYHO NEYE-
HVE NPU NALIMEHTY B KITMHUKA MO HE@PONOMMA U XEMOIUATIU3A,
YMBAS-NNEBEH

. Cmaapeasa*, []. MNenduiesa®, 1. Xpucmoea*®, A. Nandypexa®

*Kamedpa Lxcnepumaimanid \ Knaamii ghapraaronozun’, Gokynmerm Moouunin®
M Komedpa , Yopaanosiue 1o 10DACHUING EPUANL, MODNLUHCKS GIMUKN U UNODMOLUCHNHY INOX G-
nozuy”, ®anyrmem Oluiecmeonc 3opase’, MY - (Ineaew

Abstract

The aim of this pharmacovigilance study was to identify the admissions to Dept. of
Gastroenterology and Nephrology due to Adverse Drug Reactions (ADRS) over three-month
period. Therefore, we undertook a prospective analysis to evaluate the prevalence of
admissions related to an ADR, types, causality, and severity of ADRs, length of stay,
avoidability, and outcome. Among 485 admissions, we found 2,68% to be ADR-related; 2/3
of hospitalizations were caused by GIT haemorrhages, few cases of toxic hepatitis,
hypoglycaemia, and acute renal failure. 92,31% were determined to be Type A according to
Edwards&Aronson. Most ADRs were predictable and either definitely or possibly avoidable,
considering patients’ risk factors assessment and limitation of polypragmacy.

Key words: adverse drug reaction, hospital admission
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SOCIO-EMPIRICAL INVESTIGATION OF THE IDEA THE
BULGARIAN MEDICAL STUDENTS HAVE OF HOMEOPATHY
Peychev LY, Boyadjicva N?, Zhelyazkova-Savove M?, Valcheva-Kuzmanova st
: Radev R, Pandurska A%, Pendicheva D°, Stavreva G*
MU Plovdiv', MU Sofia’, MU Yarna®, TU St.Zagors’, MU Pleven®,

Abstraci ‘

Material and wmethods, A socio-empirical iovestigation was beld on ameng 1078
students of medicine, phartincy and dettistry by inquiry. 1t included 15 questions of adminisirarive
and cognibive character about botacopathy, quistions oo the intayelation botwern bomeopathy and
fmdun medicine, as well a3 on risk/ienet of homeopathy. Thealm of this sudy is 1o iuvestigiie the
ldm,n.mt!crstmdmgamllhemyﬁ:cmcdimjsmdmhmmﬂwitukubmmihyasnwn
Resalls: Students willing 1o study bumeopathy were as follows: 94,6% plurmacists, 94,3%
doctors, 70,17 dentlsts, About 35% of them hiad chosen hormeopathy as a non compulsory subject
before. All the smdents suggested that Homeopathy should be included in the curdeulum of
clinical pharmacelogy or clipical phanmiacy. Many of the inguired students 861 {84,6%} define
homcupa‘l.hy o5 a methed of iremiment with very low doses, 163 (162%) consider 1 a
nontraditional method and 224 (22%6) idemify it with phytotherapy, Very few 29 (2,8%) studenls
don’t Jmow what bomeapathy is, Boys knew less about Homeopithy than girts. Students from
upper cowses had beiter idea of the means of homeopathy. There wass't significant dilference in
the idea of bomcupatliy Letweat o stidents of medicine, phwrmsey and dentlsy. As of te clfect
of ﬂllﬂ treatment with bBomeopathy - 414 (30,7%) girls and  }70 (16.7%) boys cowsider it
significant. Negative naswer gave oaly  (0,9%]). The question “Is Homeopathy safe?” was given o
positive angwer by 711 (69,8%), 225 {31,7%) of ibem were boys, 486 (68,3%) gids, 322 {51,3%;)
of shem had passed the homcopathy cournse, Conclusipn: The studesb from the medical
umiversiites in Bulgarin are kighly motivated ic study howmsopathy, Their knewledge of the means
of homicopathy is rising.

Key words: bomeopathy, education.
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INTRACELLULAR RENIN-ANGIOTENSIN SYSTEM IN THE HEART — A NEW
CHALLENGE FOR PHARMACOTHERAPY

G. Krasteva, E. Lakova*, D. Pendicheva, G. Stavreva
Diwvision of Experimental and Clinical Pharmacology, *Division of Pathophysiology, Medical
Faculty, Medical University, 5800 Pleven, 1 Kl. Ohridski str., Bulgaria, krusteva_med@abv.bg

ABSTRACT

The physiological implications of the renin-angiotensin system (RAS) continue to expand
with the identification of intracellular RAS (1RAS). The functional iRAS is described in cardiac
and vascular cells. The iRAS may play an important role in cardiac remodeling under
pathologic conditions that iz not completely blocked by ACE inhibitors and AT1-receptor
blockers. The clearest example of “intracrine™ pharmacology in the RAS is provided by renin
inhibitor aliskiren with its ability to block both extracellular and intracellular generation of AT-
II. The knowledge of the iRAS may assist in the understanding and effective treatment of the
cardiovascular disorders.

Key words: intracellular RAS, intracellular AT-II, chymase, hyperglycemia, renin inhibitors
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P.2.007| The safety of selective serotonin
reuptake inhibitors in pregnancy -
a preclinical and clinical data review

D.I. Pendicheva', I.B. DuhlenskiZ, A.M. Pandurskal.
" Medical University, Department of Physiology,
Experimental and Clinical Pharmacology, Pleven,
Bulgaria; *Diagnostic Consult Center II, Psychiatric
Office, Pleven, Bulgaria

Affective disorders are common in women of reproductive
age with a reported prevalence of depression 10-16%
during pregnancy. Preconception treatment planning is
often unfeasible as nearly 50% of all pregnancies are
unplanned, making early detection and adequate treatment
of primary significance to mother and fetus® wellbeing.

The purpose of the present review was to provide
available preclinical and clinical data of existing risks of
prenatal SSRI exposure during pregnancy.

Methods: Current published data from toxicological
animal studies on the maternal-fetal unit pharmacokinetics
of SSRIs, their embryotoxicity, teratogenic risk and
perinatal mother and fetus toxicity were reviewed together
with the existing information from epidemiological studies
on short-term neonatal adaptation and neurobehavioural
development of the newborn. Reports of prospective
controlled trials, bibliographies of review articles and
expert opinion discussions were searched from MED-
LINEplus, PubMed, BioMedNet, Medscape, HealthStar
and SafeFetus medical databases by using the search terms

S158 Post

SSRIs, citalopram, escitalopram, fluoxetine, fluvoxamine,
paroxetine, sertraline in depression and pregnancy.

Results: No published preclinical data were found
for any teratogenic potential of SSRIs, but there were
few reports attributable to isolated fetal toxicity in
animal reproductive studies (reduced fetus ossification
with sertraline, affected duration of pregnancy and low
birth weight with fluoxetine). There have been no
reported neonatal deaths associated with SSRI exposure
during pregnancy. However, some human studies report a
shorter mean gestational age, irritability, mild respiratory
distress, weak cry, poor muscle tone, and neurobehavioral
changes, especially with chronic use and near the
term exposure. Neonatal cardiac dysrhythmias, intestinal
motility disorders and urinary retention were found to be
rare events. The older SSRIs, as fluoxetine, sertraline and
citalopram, having FDA Pregnancy Risk Category B/C,
seemed to be considered agents of choice for the treatment
of depression during pregnancy. Fluoxetine was found to
be the only extensively studied SSRI in pregnancy. Recent
data on the use of paroxetine in early pregnancy have raised
discussions about the increased risk of congenital heart
malformations and persistent pulmonary hypertension in
the newborn, leading to its PRC labeling D. If appropriate,
the dose of the antidepressant should be tapered three
to four weeks before the expected date of delivery to
minimize the neonatal withdrawal risk.

Conclusions: There is sufficient evidence to show that
failure to adequately treat depression in pregnancy can
compromise maternal-fetal health and pregnancy outcome.
Moreover, abrupt discontinuation of antidepressants during
pregnancy can lead to serious maternal morbidity. A
careful weighing of the risks and benefits for each
individual pregnant patient is needed. SSRIs (with the
exception of paroxetine) are an adequate treatment choice
during pregnancy due to their favourable safety profile.
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Distribution of Cytochrome P450 2D6 In the human brain: potential role in

psychotrople drug response
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BACKGROUND:

The cytochromas P450 (CYP450) 1-3 are involved in 70-80% of all phase-] dependent |
metabolism of drugs. Highly polymorphle CYP450 2D6 gens is coding biotransformation

of about 255 of clinically used medications, including opioid analgesics, antipsychatics

and antidepressants, It liver tissus expression is well investigated, but still controversial ‘
information is available regarding the presence in the human brain, &s well as the con-

tribution to psychotropic drug actions and adverse drug reactions. This review followed-

up the published data according to the localization, ragional distribution and protein

expression of CYP 208 in CNS and anatyzed the current information about its role in

lo¢al drug phamacokinetics and drug responsa. |

MATERIALS AND METHODS: :
WMEDLINEplus, PubMed, Entrez and Madscape databases and electronic joumnals wers
acarchad for studies an CYP 2D6 in tha human brain. Published research articles and |
reviews on pharmacogenetics of oxidative metabalism and psychotropic drug response
ware observed for the potential rale of CYP 206 brain expression.

RESLLTS:

Raviewad studies demonstrated CYP2D6 distribution, CYP2DE mRNA and protsin con-
stitutive expression in neuronal and glial cells in certain CNS regions. [1,2,3] Some data
supported differences in brain GYP2 induction, depending on the region, cell type and
inducor. CYP2D6 was found to be involved in the brain endogencus substances metab-
alism and its enzyme activity could be under various regulatery mechanisms with poten-
B tial influence on drug response. [4]]

CONCLUSIONS:

Constitutive expression of CYR2D6 in CM3 may create a logal environment of drug
metabolism, which, along with the potential neurotransmitter modulation, may contribute
1o altered sensitivity and inter-individual variability in psychotropic drug responsa.
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their Jewel i reduced in smokers; calcium charmel blockers: 1AZ,

JA34; antiarrythmice 2046, JAX), endnaine (HMGCoA modic-

s inhibirs: 34457, ol hypoghcemic agents: 20Y; insulinc

1AT; gluoocoricoeds: 3A) and gasiminbestinal [proton puomp

inhibitnrs: 142, 70, 2019, 3A34; H2 bliockers: 142, 709, 2019,

D4, IA34).

Psychiamic dreg cairgories admimisternd wern

— Mood stabilivers — valproate (209, 204, 2019, 3A3 and
inarases alanzaqine, dizzepam, lorxrepam kevels), Hihium (its
el ix deareased by caffeine and ix increased by noo-sberidal
anb-inflammabtory drugs) and crbamaepme (1AZ, 218, 209,
19, 204, IA3S and doarrased betablockers and quetiapine
lewrlx). Carbanorenine and valproate increases ghipicde ewel
and enhanca the therapeutic cffoct of lithium, but alm the risk
of Hhim scurntaricity and coafirion. Co-administation of
paracciamal and @rbamazepine ncreases hepalptanicity risk.

— Antipsychatic — the moxt fequend wore quetianins (214,
IAMY, risperidooe (106, 3ASY] and oliceanins [1AZ, 24,
N9, 2019, 3AM and impartant weight gain and sedaticn 2=
an additive effect when co-adminisicred with mood stabilio-
ers) and rarcly haloperidal {IAZ, 204, 3A34), sertindid {20,
3AM, cmebidine with sertindol s contraindicated de b 344
mhibiticn].

- Anxinlytics and hypmotics — thesa wem presond in the Ereatmond
of almost all patients, wually dimaoepam, kwasepam, alprarn-
bam, nitrareparm (benondiaaepines ae mainly metabolord by
CYP2C and 3A54). Amang antidepersants the most Freguomt
weres mirtaping (1AL 206, 3454}, venlafazine (204, 3454)
and escitalopram (2C19, M, 3A34 and increases metnpmlol
kevel). Trzeodone (ML 3AJd and increases carbamasenine
level} was pmed mastly ax a hypaotic agent.

T5% of patients received 3-4 dmgs in the Herapeutic: scheme.

Conclmsions: Drug-dmg intcractions are underestimated and
imderrvaluated. The mom dnegs a pationt is aking the grealer is
the rick of undesimbla drug—dneg meactions and advorse evenks.
5a, nat sering i nat pquivalent o nat ooomTmg.
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Depressiva is the furth major cuse of marbidity and associ-
aied martality, prodicied 0 become the Ieading ane wordwide.
Despite standard antide pressmt medscation, % of adullx with
depression d nat respond adequately ta it beatment. Genetic
influrnce an antidepresand respaonss i investigated For opimiing
theray and oulcome prognoss CY PG, the mast Frequont
variam allele accoamting: for OV P2IM substrats krw inderance in

Caucasianes, and the 43 bp imsertion/dele Son polymoophizm within
S HTTLPMR afthe serotanin tansparier gene (SLCAA] have been
propased as pharmamgenetic markers for antidepressant cicacy
and talerabdlity [1-3]

Porposer To analyns the frequoncy of CYP2D4*4 and 5-
HTTLPFR polymarphisms and genatype-reladed influences om an-
Bdepressant beatment in a sample of Bulgarian outpatiens with

deprossian.

Meabods: A pilct siedy, approsed by the Ethics Commities
of Medical University-Fleven, was performed at Medical Dhag-
nstic Cenbre 11 — Fleven, Bulgaria Owe hundred outpabienis
with depressiom [FCT-10) were recruited in ander of attendancoe,
with wrilen infiwmed consent chixined a prioi Presence and
sewerity af depwesson were axseesed by Hammilion Rating Smabs for
Depression [HAM-IF. Adapied mlting aut procedure was applicd
Tor DMA ixalation fram. peripheral Blood. CYP2ZIE* allls was
deterind by PR amplification acconfing in adapied Heim and
Meyer protocol. S-HTTLER polymocphizsm of the SLCSAY gene
was amplified by PCR following optimimed Wendland, ct al.
protocal. The amplifi@bon products were tested oo 1 5% agarmsa
gel with cthidium bromida vismliaton. Satistal analysis was
performed by Stagraphics plus and MS Dffice Excel 2HI3.

Rerubiz: Study popubibon: Wulgarian Cascasion  pabienis
o= 100 (31 mabex and % females, averago age 45 554 15.64) with

1CO-10 diagneasis af depressive cpisoda (n=30) and recurrent
depressive disarder {n= Tl Anbdepreesant inbalerance and often
medication sadich n=14. HAM-I¥ 21 scars 32932795 oo day
first. Ant medicbon: oa sclodtive mtoain reuptaks
imhibitors (S3R1) n=%1; oo ricyrhic amtidepressants o=4; an
pthor antidepres=ant n=13.

CYP2D6%4 allele was dentified in 1% of individualx, with
penoiype frequency of §% and extimated allele froquency af 02435,
O all individunls, 5% % were bomaorygous for the “wild™ allela
CYP2D4* 1 and 33% wore hetermcypgous. (Hien medication swilch
was documenied i 25% of CYTP2ID6% h v BEATH of
CYP2D4* 1 hamooygous individualx, with K7.3% aof them being,
treaied with psychotropic CYP20Hi*4 substates. Antidepressant
imederance and noacoomqliance was docemented for 37.5% of
CY PZDH*4 carcers.

For 5-HTTLFR shart (3) and Joag (L) alkcle distribution,
5556% of pationtx were genotyped as 88, 3I194% ax 871, and
125% 2= L. (Hien medication switch was reparied by 12% of
58, v= 7% of L'L careers. [mderance and sxmeamplianee with
S5R1 treatment was docmmented for T5.5% af 35 e No
significant sex- and agp-mlated diffeences were foomd.

Conclusions: CYP2Mi*4 disiribution in the study simple was
ol sigmificandly difcrend fram estimated for Bulgarian populabion
[Sarama B HHKE). For 3-HTTLMR, S-genndype and allele frequen-
ciex wemn higher and L-allcle frequency was Iower from estimated
for heabthy Caucasians and for Dulgarian papulation. Assciation
was supposed between O P2IM* and S-HTTLPR /5 gewatype.
and ]umry af afien swdtch or nononmpliance with proceding
antideprexsant treatment. Further mare complets shdies with
rI-eI:.l'lad pharmacngrnetic amlbysis would permil generalivation of
tha results.
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their lovel & reduced im smokers; clcium channc] blockers: 142,

3A34; antiarrythmics: 206, IAMY, endoarine (HMGCoA mduc-

s inhibitors 3A457; ol ypoglycemic agmits: 20Y9; insulinc

1AL, glucncorticoids: and gastmintestinal [prtan pump

inhibitors: 142, D%, 20149, 3A34; H2 blockers: 142, W%, 2014,

DG, 34340

Pxychiatric drneg caiegories admimigered were

— Mood smbiliers - valprmare (209, 204, 2015, JA3 and
marases alanzapine, diaxepam, lerzeepam kevels), Hithium (it
levrl ix dearased by caffeine and ix increased by noo-sberoidal
anb-inflammatary drugsh and crbamaopme (LAZ, ZI8, 209,
OIS, Mk, 3434 and decrased betablockers and quetiapine
levrls). Carbamaxepine and valpmate increase ghipivide lowel
and enhance the therapeutic effect of lithium, but als the risk
of Lthium neurstaxicity and coafieion. Co-admimismton of
paracclarmal and @rbamaxepine increases hepalotaxicity risk.

— Antipspchatic — the most Fequend wese quetiapins (21,
3ASY, risperidona (2046, 3A%4) and olanreanine [IAZ, 20,
w2019, 3AM and impartant weight gain and sedatica as
an additive effect when co-adminisiered with mond stabdliz-
crs) and rarely h.n.li:qmdn'l (IAZ, 204, 3A34), sertindod (204,
IAT] cimebidine with sertinda] = comtraindicated doe o 344
imhibiticm}.

— Anxiefytics and lypmotics — these were presend in the Ereatmend
of almeest all patientx, waually chmxeepam, kwraxepam, alpraen-
bm, mitrzrepam [bennodiaxepines ame mainky metabolied by
CYP2C and TATY). Amang antidepaesants the most
werec mirtaapine {1AZ, 206, 3434}, venlafaxine (204, JA54)
and escitakipam (20149, HK, 3A34 and increases: metapmiod
kovel). Traeodane (K, 3434 and increases carbamaxenine
level} was wsed mastly ax a hypootic agent.

T5% of patients recoived -4 drugs in the therapeutic schame.
Conclmsions: Drug-drug inlcactions ame umderestimated and
underrvaluated. The mare dnegs a pationt is kaking the grealer is
the risk af undesirabla drug—dneg imeractions and advorsa svenks.
54, pat seeing s ot cquivalent o ot ooaETing.
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Depressiva is the furth major cause of marbidity and associ-
aed martality, predicied & become the leading ane wordwide.
Despite standand antidepressnt medication, $04 of adulix with
depressicn do nat respond  adequalcly to frsl bratment. Genetic
influrnee am anbidepresxand respinss i investipated For optimidng
and auicome prognosis. CYP2IMY, the mast freguoent
variant allelz accoamting far OV PR substabe hrw tderance in

5141

Cancasiane, amd the 43 bp insertion/deletion polymoecphism within
S HTTLPE afbe serotanin tansparior gene (SLCAA L) have been
propased as pharmacogenctc markers For antidepressant ¢ Mooy
and takerability [1-3}

Porpese: To analyre the frequency of CYP2ZD6*4 and 5
HTTLPR palymarphismes and genatypa-related mfluences on an-
tdenressant boatmend in a ampde of Bulgarian outpatients with

Mebods: A pilct stedy, approsed by the Ethics Commities
of Medical University-Pleven, was porformed ab Medical Diag-
mstic Centre 11 — Fleven, Dulgania Owe hunded outpabionis
with deprossion (CT-10) were recruited in ander of attendance,
with writimn infismed comsent obdained a prioci Presenoe and
zaverity af deprescion wore axsexsed by Hammilion Rating Scabs for
Depression (HAMIY). Adapiad salting out procedure was applicd
for DMA ixalation fam peripheral Blood. CYP2IM*4 alleds was
detecied by MCR amplification acconding Ao adapied Heim and
Meyer protoced. S-HTTLFR polymorphism of the SLOSAY genes
was amplified by PCR fallowing optimired  Wendland, ct al.
protocal. The amplificbtion products were bested oo 1 5% agarmss
gel with ethidium bromide vismabiation. Statstal analysis was
p-u-ﬁnmclhqsulgn;ﬁl.::phsarﬂ ME Dlﬁz Excel 20H3.

hx: Stdy popubabon: 1§ Cancasion  patiemis
o= [Il] [31males and £% fomales, average age 49531 15.64) with
ICO-10 diagneasis of depressive cpisoda (n=30) and recurrent
depressive disarder {n =T Antidepressant inkalerance and often
medicatica swiltch n=14. HAM-I} 21 =cares 3293L7.95 oo day
first. Antidepresant medicbon: va scloctive semtomin reuptake
mhibiloes (S3R1) a=%1; oo migrlc anidepressants o=4; an
othor antideprescm n=13.

CYP204* allede was identificd in 41% of individualx, with
genctype frequency af 3% and extimated allele frequency af 0245,
4 all individialx, 5% % weme homarygous for the “wild™ allels
CYP2D6* [ and 23% wore heteruerygows. Cfien medicatioa switch
was doammenied i 28% af CY P2D6%4 homorygeus ve BATYS of
CYP204* | hamooygous individuals, with K735% af them being
bealed with psychotrapic CYP206*4 substates. Antidepressant
impderance and noocoopliance was docsmented foe 37.5% of
CYP2DH*4 carcors.

Far 5.HTTLFR shart [8) and long (L) allele distribution,
55.56% of pationx were genotyped as &35, 31.94% ax S0, and
125% 2= L. (Hien medicativn switch was reparied by [2% of
2, v= 54 of 'L careers. [moderance and nemoampliance with
S5R1 treatmont was doaemented For T5.5% of 85 creers. No
significant sex- and age-elated differences were foend

Condusions: CY P2+ distribation in the study sample wax
ool Sgnificandly diffcrend from estimated for Bubgarian popubabon
[Sarama B NHE). For S HTTLPME, S-genctype and allele frequeen-
cies were higher and L-allcle frequency wax lower from pstimated
fior healthy Caucasians and fir Qulgarian papulabon. Asseciation
was suppesed between O M2IE* and S-HTTLFR S8 genalype,
and history af ofien swiich or nonoompliance with preceding
antidepreszant teatment. Fusther more complets studics with
detailed pharmacegenetic analysis would permit generalization of
tha results.
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Influence of the serotonin ransporter gene promoter polymaorphism 5-HTTLPR on
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Dearession is the third most comman cause of moderate (o severe disabilty worldwida. One
in five paople may receive an antidgpressant treatment and ealy 112 of treated patisnts.
axhibit a bereficial response. Mewer classas of antideprassants are ralativaly safe and wel|
tolerated Mevertheless ihay can cause adverse drug reactions (ADRs) with significant
influanca on freatmant compliance, The serctonin ransporler gene prormaler palymarphism
S-HTTLPR has been extensively studied as a pharmaccgenstic marke: for ertideprassant
efficacy and tolerability. The short (5) allelz of the S-HTTLPR polymorphism has been
associated with 3 wide rangs of ADR3 of selective seratonin reuptake sahibilors (S5Rs).
Aims: To investigata the frequency of 5-HTTLPR pelymerphism and ganciype-ralatad
azaociafian with AORs of antideprassant freatment in a samplz of Bulgarian outpatients wih
deprassion.

Methada: A pilat phammacogenatic study on cutpatients with depreaaion (ICO-10), enrelled in
arder of psychiatric ofice stendanca, with writtzn informed corsent ebtained a priod. The
sludy was approved by the local Ethics Committee. Hamilton Rating Scale for Depressian
{HAM-O) was used for depression assassment. Self-raporied ACRs ware repetifively
dazurnented by Antidepressant Side-Effect Checklist. Whale blacd gencmic DNA was
Isalated via salting out procadure. The S-HTTLPR pelymomphism was amglified by standard
PCR, according toadapted protocsl (Wendland, et al.).

Resulis: Caugasian outpatients n=100 (31 males and 39 females; at average age of

49 53215 B4). Diagnosis (IC0-10): Dapressive epizode n=30" Recument deprassive disonder
n=r0. HAM-O 21 scores 32.93+7 .55 on day first, Of all patients, 433 were hamazygaus for
the & aflale, 26% were homazygous for e L allsle and 31% wara heterozygous. ADRs were
detactad in 45% of patenls, S0 of whom wera homazygaus for the S allzle, OF all patients
with S5 genotype, 39% reportad multiple neurplogical, autanamic and gastralrtastinal
adverse reactions. History of cften medication switch was decumented in 93% of 3 allela
carriars.

Canclusions: Tha 5 allela of the 5-HTTLPR palymamphism is likehy to predict ADRs
probahiiity, lowear folerabilicy and ofien medication switch in Caucasian outoatisnis with
depression treated predeminantly with 55RIs. Furihar mors complata pharmacagensatic
studies wauld permit genaralizaticn of the results.
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A PILOT STUDY ON GENETIC VARIANTS OF 5-HTTLPR AND ADVERSE DRUG REACTIONS TO ANTIDEPRESSANTS
IN A SAMPLE OF OUTPATIENTS WITH DEPRESSION

Pendicheva D. 1.1, Kaneva . P.2, Duhlenskil. B2, Pandurska A. M1, Marev R. G.1, lzmaylov A. V4, Tsvyathovska Ts. M.1
"Dept. of P logy, Medical University, 1 Kliment Ohridshi str., 5800 Pleven, Bulgaria
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WMolecular Medicine Centre, Medical University, 2 Zdrave str., 1431 Sofia, Bulgaria
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Depression is the third most common cause of moderate to severe disability, predicted to become the leading one worldwide
by 2030. One in five people at some point in their lives may receive an antidep t treatment for a depressive episode
severe enough to warrant medication. Mewer classes of antidepressants are relatively safe and many of them are well
tolerated. However, drugs differ in their side-effect profile and individual tolerability. They may elicit significant adverse
reactions to initial treatment and may increase the rate of treatment dropouts followed by switching to another antidepressant
as a result of insufficient patient compliance. Genetic variants of the serotonin transporter gene SLCGA4 have been
extensively studied to determine the relationship between the genotype and individual antidepressant drug response. The
most common polymorphism 5-HTTLPR has been reported as a pharmacogenetic marker for antidepressant efficacy and
tolerability [1]. The short () allele reduces transcription efficiency of the gene, with reduced expression of the transporter
protein. An association was supposed between 5 allele and greater sensitivity to unavoidable side effect of selective
serotonin reuptake inhibitors {SSRIs) [2, 3]. The long (L) allele has been reported to confer better response to 3SRIs.
Purpose: To follow up the frequency of S-HTTLPR polymorphism and genotype-related association with adverse reactions to
antidepressants in a sample of Bulgarian outpatients with depression.

Methods: A total of 100 Caucasian Bulgarian outpatients with depression {ICD-10) were enrolled in the study in order of their
attendance, with written informed consent obtained a priori. The study was approved by the local Ethics Committes.
Presence and severity of depression were assessed by Hamilton Rating Scale for Depression (HAM-D). Patients were
freated with various antidepressants according to local clinical practice experience. Self-reported adverse drug reactions
(ADRs) were registerad on second visit with adapted UKU (Udvalg for Kliniske Undersogelser) scale. Genomic DNA was
isolated from whole blood specimens via adapted standard salting out procedure. The 5-HTTLPR polymorphism of the
SLCEA4 gene was amplified by standard PCR using primers flanking the SLC6A4 gene-linked polymorphic region. PCR
amplification was performed according to adapted Wendland, et al. protocol.

Results: Bulgarian Caucasian outpatients n=100 {31 males and 69 females; at average age of 49.53+15.64). Diagnosis of
depression according to ICD-10: depressive episode n=30; recurrent depressive disorder n=70. HAM-D 21 scores
32.93:7.95 on day first. History of antidepressant intolerance and often medication switch n=15. Antidepressant medication:
55RIs n=91; on fricyclic antidepressants n=6; on other antidepressant n=3. Of all patients, 43% were homozygous for 5
allele, 26% were homozygous for L allele and 31% were heterozygous. Adverse reactions were detected in 46% of patients,
50% of whom were homozygous for the L allele. OF all patients with 5/S genotype, 39% have experienced multiple
neurological, autonomic and gastrointestinal adverse reactions. Minety three percents of patients with often medication
switch were homozygous S/5 and heterozygous SiL.

Conclusions: Homozygous carriage of the 5-HTTLPR short allele may have a predictive role for anfidepressant ADRs
probability, lower tolerability and often switching to another drug in Caucasian oufpatients with depression treated
predominantly with SSRIs.

[1] Bondy, B., 2009 Genomics and depression. In: Willard, H., Ginsburg, G., Genomics and personalized medicine. Elsevier,
Vol 1, 1289-1296

[2] Serretti A, 2007 Pharmacogenetics of antidepressants. Salud Mental 30{6), 1-12

[3] Thomas, K., Ellingrod, V., 2008 Pharmacogenetics of Selective Serotonin Reuptake Inhibitors and Associated Adverse
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PIEXT Reveals Azsociation te Aksholism and Comerbid
Psrchintric Diserders in o Papulation-based Sample

Tiiza Paumin', Crrti Mamtere®, Piz Somesa’, Timo Partonee’, Eddd
Lomaz¥, Siddheshwar Thge*

“Xatianal fertituts for Health and Felfare, ‘Departmant of Fryekiate,
Javeii Hepaital, Helinki University Cantral Hegsial, \Puitlic Healtk
Gerarmies Ui, Fotional faariue for Haaln and Felfzns, SDcparimest
af Mansz! Haalth and Subpianee Abuse Samides, Nasional featine far
Hezltk and Balfare

Backproond: Esveral linkags amd association studiss have fomnd

a susceptbility locas oa chremosoma 11524 far meod disarders
ralated persomality traits {2armett and Mandall, 2005} The genes

in 12324 inchude P2RXT (purizerzic recaptor PIR, Hgand-gated

inm ckamncl, T), whick codes for am ATP-gaied non-selective @ton
chaxmel. Previoushy, we foand asscciation of two men-synoermons
allalic vasiants of PXRAT gune, 203294 (Fis]55Tr) and 2230912
{Glo4S0Arg), consistently with meod disorders in s clinical
coharts (CX~1.5), iz paiticular in cases with famdial rick [OE~1.4)
znd camoriid amcaty and alcohelism (OR~1.5). Fusthormare, th
risk vamamts alio predicied clizical coarse, the proportios of time that
indfridazls with mond disordars spszd ill is prospective follme-up
(“tims A1), (Soremen ot al, 20117, which was found to be madiated
throush nowraticism amd avxisty in cor suheaqusat shedy [Aanters et
al, im prass). Hors, ws bvpoticsized that allslic varizwts of PIRXT
could inereaca risk for depressinm amwdety disorder ar zleahnkiam, 2
wall as their comerkdd states, 2lso at populztine level

Alpthods: In a Finnih populaton-baed Health 2000 datacat,

5733 peopls [males K=1551, fumales H=3137) were torviswed

for diagnosis of MOD, amciety and alcohelism during ths last 12
momths hesed an the Diagnnstic and Btrtistical Mawazl of Mamta]
Disorders. (DEM-TV) criteria. Wa sxzmined assacixtion of cases

with MDD (males K=127, famales N=172), emxisty discrder (maks
K=186, fumales N=371] ar loohol nse disorder (meles K=487,
famzles NM=115) to forr single rmcleatids palymorphizms {ENP:) &
PIRNT. ENTPs varm genotvped woith Magsdwrony 3 iPLEY technology
{Zequancen ¥, San Diago, AL The semetic sscociation mnalyses mera
parforened neing a logistc-mmeression model vith max (T} parmemtaticn
procedams as implemented i the PLINE sofnars packzgs, wek-
‘based warsicn 1.07 (Purcell stal, 2007). The ramu'ts wars amlyzed
suparabely i= male: znd fumalgs inchuding age = covariate:.

Eesulo: Cr results show zssociaton of an allshic verizat of P2EAT
eone in =zl with alcohokicm (P=0.0005, parmeriaticn-based
corracted empirical P=000025; OR=1.42) The minar 2llals frequency
af PIREXT variznt weas hicher in mples wvith comorkid dapression,
enwigty disondsr, 2nd alcaholiss (OR=1.650 Howwer, o praminent
associxtions wers found among femalas nith deprassion, amwicty or
alecholizm (P=.5).

Diiscussion: These rasults provide evidence that geme nvolved in
gluizmaturgic nouratransmission, FIRXT, & oze of the suscepbbility
Eactors behind paychiatric disondars. The roulis may =diczte sex-
dupsndent differences in the gezetic backsround of alcciolism. Thas,
the resulis have to be replicated.
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Backgroond: A positive assomiztios with major dspeassive disorder
(BTT) kas bean raported for somae ELCSA4 gunetic tariants zmoag
difmre=t sthaic jons. The VHIR polymarphism within tes
sqcand iotrom of SLCEAS geze (2Tinl) has bean demanstrated 1o act 2:
atrzmscriptional regnlabor of SLCGA4 sxprassion in an allsls-depandant
‘ma=ngs, with hi subancar-like proparties supposed for the 1212
allals tham for thell'10 allals. The aim of cur study wes to dnvoskicats
ganotype znd allals Fequencies of ETind VNTER polymorphism ina
samplo of Bulgarizn cutpatisnts with recusrent deprossion campared to
healter comirols.

Adethods: A total of 237 moreleted sthnic Sulgeria=s (100 paticrts and
137 comtrals) oha sizned an informsed comsant for genetic amalvais,
wers recnrted i tha smdy. Tha rescarch protosal was approved b the
Etnica] Committea of Medical Tniversity-Pleven. Eamiton Ratng
Szals for Depression (HAR-D2 1) nas applisd br 2 experisacad
psvehizrist on st pasent wisit for severity assessmant of the crrmest
BT spisods. A semi-stroctured istordew azd guipztisnt protocals
Tevision were wed for depressica history decuseotrtion. The matched
cantrols were seresmed for prychiatnc, nemological a=d othsr somatic
lngss a=d formulated inchusion and sxclasion oz werm applied

far tia group selection. Gomamis DNA pas isclzted from whels

blood and PCR. amplificatine nas performed acoording to adaptsd
protoce]l (Wendla=d, et 21, 2006) for ETénd genntpizs. The VHTR
‘polymerphis was detarmined by 3.5% zzerese sels clecraphorasis
and virualizad ko sthidnm bromide stain The sizes for tha §, 10 2nd
11 varia=t 2llales wars 250, 267 and 300-bp, mspactively.

Ersales: OF all participants, 100 avere mutyationts with DEA-TV-TR
diagmosis of recurremt MDD {male famals = 31069, meas ags =ED

= 45532015} and 157 ware healthy subjects (mealo fomals = 4335,
mean age £30 = 47.91+11.9). Distributicas of gunotype Eegueacics
were in accordance with Hardy-Wednharg equilibrium. Ganotvpe
distrikection rabes in the patiant axd comtral groups, mspectvely, wea:
32% and 37.23% for the 12712 geootype; 43% axd 49.64% for the
10V12 ganetyps; 10% 2nd 13.14% for the 1010 genorypa. The 210
(5%) 2md 9/12 (2%) gemotvpes wers found only in the patiant eroup
[P=0.036). Allals 1T wes determined in 61.04% of the comrals, and is
54.5% af the paticets. The 10 allals fregaemoy wes 43% (paticnts) and.
37.95% (comtrols) Mo simmiSicewt difurenca was found in the 12 and
10 alele distrbution betwesn pationts a=d comtro ks, The fegoezcy of
toe ¥ allole in the patient eroup caly was 25%.

Dizcussion: Chr preliminary data did oot show sigeificant assomizticn
of 2Tin2 VNTR polymorphisma with the kistory af recument AT,
Elight, but not signifcast increass m 12/12 ganctype distribatios

was fouzd in the comtrol group, as wall 2= a slight inoreaca in 10710
ganotype in the patisnt group. The 9 zllole, whick wes detecied

oaly i= the patiex=t group a=d predominantiy in famalqs, may ke
asscciated with highar risk of recurrent MDD in 2 gendar-iepsadont
mammgr Farther detxiled stetistica] and complats ganstic analrses af
ELCEAY gens pohymorpiisms and variant interactines would permit
ganeraliczting of the resmles.
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Analysis of common pharmacokinetic and pharmacodynamic gene polymorphisms in a
sample of Bulgarian outpatients with recurrent depression

Diana Pendicheva', Gyulnas Dzhebir', Reni Tzveova®. 'Medical University, Pleven, Bulgaria,
*2Molecular Medicine Center, Sofia, Bulgaria

Major depression (MDD) is a multi-gene multifactorial complex disorder and after years of
exlensive genetic research, no reliable single-gene predictor of clinical course is yet
generated. Interaction of genes encoding metabolic proteins and confrolling drug targeis iz
supposed to play a role im both pathogenesis of depression and treatment response, but
genomic data are sfill controversial. Recent studies have reassessed the hypothesis of
genetic-based differences in transcriptional regulation of neurctrophins and their influence on
neuronal plasticity and behavioral pattern, but the exact mechanisms of gene-gene and gene-
environment interplay with MDD are largely unidentified.

This study aimed to investigate the genotype and allele frequencies of common polymorphic
pharmacokinetic and pharmacodynamic genes and their association with MDD in a sample of
Bulgarian outpatients with recurrent depression compared to healthy controls.

A total of 100 white Bulgarian unrelated patients with recurrent depression (31% males and
69% females; mean age 4558 £11.09) and 142 psychiatrically healthy controls (35% males
and 63% females;, mean age 47.54 z12.09) were genotyped for 9 varianis in 5 genes:
inzertion/deletion wvariant (5-HTTLPR) anmd funclional SMP (rs25531) within =serotonin
transporter promofer, and intron 2 VYNTR (3tin2 YNTR) in SLCE6A4 gene, CYP2DG6*4,
CYP2C19%2 and CYP2C19*1T variants in cylochrome P 450 genes; Val66Met, rs12273363
and rg169172375MPz in EDMNF gene. The study was supported by a grant of Medical
University-Pleven (No1&2012) and approved by the Ethics commitiee. A written informed
consent was obtained a priory. Genomic DMA was isolated from whole blood via salting out
procedure. The CYP2D6*4 allele was detected by PCR amplification (adapted by Heim and
Mevyer). The CYP2C19*2 and *7 variants were genoiyped by high-resolufion melting curve
analyziz (Qiagen Rotor Gene Q). The SLCG6A4 variants were amplified by PCR (optimized
Wendland, et al. Protocol). & TagMan method was used for genotyping of EDNF SNPs.

Distributions of all tested genotype and allele frequencies were in accordance with Hardy-
Weinberg equilibrium. The genotype distributions were: for 5-HTTLPR long (L) and shori(S)
variant — 39% L/L, 41% S/L, 20% 5/5 (pafienis), and 28% L/L, 50% S/, 22% 5/2 (conirols)
(p=0.52); for rs25531 - 34% LAJLA, 34% LAMSA 18% SASA; 4% LG/ISA and 7% LG/LA
{patients), and 29.6% LAJLA, 44.4% LASSA, 19.7% SAMSA; 3.5% LGMISA, 2.3% LGMLA
{confrols) (p=024, for LG/LA p=0.05) for STin2 — 32% 1212, 43%10M2, 13.14% 1010
{patients), and 37.23% 12/12, 49.64% 10/12, 20% 10/10 {controls). The 910 (3%) and 9/12
{2%) genotypes were found only in the patient group (p=0.03c). CYP2D&*4 allele was
identified in 41% of patientzs. CY'P2D6*4 distribution in the study sample was not significantly
different from estimated for Bulgarian population {Saraeva R. 2008). No significant difference
was found for the genotyped BDMNF varianiz in both groups.

In summary, our study found am association of rs25531 LGLA genotype with MDD in the
sample of Bulgarian oufpatients with recurrent depression. A tendency was found for higher
distribution of SHTTLPR L/L and STin2 9110 and 912 in patients. Further larger studies would
clarify our research suggestions.
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No evidence of association between rs7865618 in locus 9p21 and corouary artery disease in
Bulgarian population
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Coronary artery disease (CAD) has become a major health problem in development countries. Recent
genome-wide association studies have identified the association between polymarphisms in 9p21
locus and susceptibility to CAD in different populations.

The aim of this study was to investigate a possible association of 157865618 in 9p21 locus with CAD
in Bulgarian population.

A total of 496 consecutive patients were studied including 168 cases with coronary stenosis =50%
or previous myocardial infarction and 328 controls without documented coronary artery disease.
Genomic DNA was extracted from leucocytes following standard procedures. Participants were
genotyped for rs7865618 in 9p21 locus. previously associated with CAD in white populations.
Genotypes were determined by use of High Resolution Melting genotyping assay. Reactions were
performed with the Corbett 6000, Qiagen. Genotype frequencies were tested for Hardy-Weinberg
equilibrium and allele and genotype frequencies between control and CAD subjects were compared
by chi-square test.

The distribution frequencies of the healthy control and CAD groups conformed to the Hardy-Weinberg
genctic balance rule (p=0.05). In the CAD subjects, the AA, AG. and GG genotype frequencies
were 39.0%, 44.0% and 17.0% respectively, compared to 39.0%, 47.0% and 15.0% respectively for
the control group. There was also no significant difference between cases and controls in the allele
frequency. The A and G allele frequencies were 61.0% and 39.0% in the CAD group respectively
and 62.0% and 38.0% respectively in control group. There was no statistical significant different in
distribution in allele and genotype frequencies between cases and controls in this study.

In our study we found no difference in the frequencies of genotypes and alleles of rs 7865618 between
cases and controls in Bulgarian population. Further investigations with a large number of cases and
controls will need to evaluate a possible association between 157865618 and CAD in Bulgarians,
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SINGLE MTUCLEOTIDE POLYAORPHISAMS IN THE CYPLI2 ANT CYP2CE GENES
AND THE RISK OF HYFERTENSION IN BULGARIAN POPULATION
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The cytochrome PA50 (CYF) epoxywgenase pathway produces arachidonic acid metabolites
that are vasoactive, that affect renal sodiom handling, and that have been propased to play a
mechamistiz role in hvpertension, Muluple smale nueleotide polymorplusms (SNP) m
CYTP2CE and CYP2I2 have been identificd, many of which have aliered functional activicy in
vitre, We perfomued a ease-gontal study to detemune the prevalence of epoxyveenase-related
SNP CYPICE*3 and CYP212#7 in Bulganan individuals and to evaluate whether these SNP
are assaciated with inereased risk of hyperension. Normatensive Bulzarian indivaduals (N =
388) and Bulgarian patients with hypertension (N = 233} were recruited. Genome DNA was
extracted from venous blood samples and genoyped for CYP2CE* S and CYP2I2#7 variant
alleles by allelic discrunmnation wsmz real-time polvmerase cham reaction, Genotvpe and
allele frequencizs were caleulated and associations with hypertension were estimated nsing
¥2, The allelic frequencies of CYPICT*T and CY2C8%3 vaitants in the control mronp were 6%
and 10%0 and £% and 12% m the attected group. respectively. No sigmiticant genotype and
allele associations have been found 10 our study for Bulgarian population. Interestingly. in the
subgronp analysis the allele frequency of CY2CH*3 15 more often in gronp of men with
hypertension than control group of healthy individuals { 14% vs. %4 ). but the difference does
not reach stanistical sipnificance. In conclusion. comparison of zenonype and allele
frequensies between patients and controls in this study of CYPICEYS and CYP2ITIT
polymorphizms did not provide a stabistically significant association with hypertension. These
results suzgest that these epoxyzenase-related SNF are not associated with nerensed risk of
hypertension in the Bulgarian population.

Eeviwords: Hypertension CYP212 CYP2CE nisk facior single nuclesiide polymomphivuns
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ASSOCIATION STUDY OF rs7865618 POLYMORPHISM AT 9p21.3 LOCUS IN
BULGARIAN PATIENTS WITH CORONARY DISEASE
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Using a genome wide association study (GWAS), the
Ottawa Heart Genomic Study and the de-CODE
group simultaneously identified the first genetic risk
variant, at chromosome 9p21. Later studies estab-
lished that 9p21 is a risk locus for coronary artery
disease (CAD). The participation of rs7865618 at
9p21 locus in the pathogenesis of CAD has been
proven in many populations of European descent,
but not yet in populations in the Balkan region.

We conducted a study to determine whether the
57865618 is assoclated with CAD in Bulgarian pa-
tients.

We studied 760 subjects aged 22-85 years, divided
into two groups: (1) patients with angiographically
proven CAD (n=276), and (2) blood donors as a
population control group (n=484). The rs 7865618
was genotyped by High resolution melting analysis

on Rotor-Gene Q using control DNA for each geno-
type.

Both the frequencies of the A allele and the AA ho-
mozygotes were higher in patients than in controls
(41.3% vs. 34.1%, p=0.05, and 63.8% vs. 58.8%,
p=0.055, respectively). Both the AA homozygosity
(OR=1.36, 95% Cl: 1.00-1.84) as well as the A allele
{OR=1.23, 5% ClI: 0.99-1.53) show a weak associa-
tion with CAD in our population, which is expected
for this polymorphism in the light of previous stu-
dies.

The polymorphic variant rs 7865618 at locus 9p21
may be considered as risk factor in the Bulgarian
population. A better estimation of the risk for CAD
associated with the investigated SNP in the Bulga-
rian population could be achieved by further ana-
tyses in increased sample of patients and controls.
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Assoclation study of ApoE polymorphisms with
essential hypertension in Bulgarian patients
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Apolipoprotein E (ApoE) polymorphism influences lipid metabolism, but its
association with essential hypertension (EH) is controversial.

The objective of this study was 1o examine the association between ApoE
polymorphisms and EH in Bulganan population.

Wae camed out a case-control association study mvoiving 490 healthy Bulganan
mndividuals and 211 Bulganan pabents wath EH (average of three measurements
2140 mmHg in systolic and/or 290 mmHg in diastolic blood pressure). Genomic
DNA was extracted from venous blood using Chemagic Magnetic Separation
Module | according to manufacturer's protocol. DNA samples were then amplffied
by real ime polymerase chain reaction (real-time PCR), followed by High
Resolution Melting Analysis (HRMA) on RotorGene 6000 Hardy-Weinberg
equilibium expectation was tested by using a chi-square (x2) goodness-of-fit test
Non-adjusted analysis of the association between ApoE genotypes and alleles
with essential hypertension was based on Fisher Exact Probability Test by using
the Vassarstat calculator.

As found in most European populations, the £3¢3 genotype was the most
common (72 04%), followed by £3¢4 (14 69%), £2¢3 (9.80%), €264 (2 24%), £2¢2
(0.82%), and e4¢4 (0.41%) in control group. The genotype frequencies in
hypertensive patients were: £3¢3 (72.99%), £3¢4 (16.11%), €263 (7.11%), £2¢4
(2.37%), eded (1.42%), e2¢2 (0.00%). Allele frequencies were within the Hardy-
Weinberg equilibrium expectations (P > 0.05) in both patients and controls.
Neither the £2 nor the £4 camer status was associated with hypertension (OR =
068, 05%CI =041-1.13, p=0.14 and 1 23, 0.84-1.79, p=0.29 respectively)

This study provides epidemiologic evidence that the ApoE genotype is not
associated with EH in Bulganan population.
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Introduction: Tre eIpanas o antideprazzants is delayed in tirme and clinical
alteration is generally sean after 44§ weeks of therapy. Fecent studies reevahuate
the role of early response and emphasize its importance in prediction ef latsr
oartoome. Varistiens in brain-darived nsurctrophic factar gene (EDHTE) have baen
smzgested o influence the time courze for trestment responza in patients with
major deprassion (DD, it dats are atill inconsistent

Aim- Jrur study aimed to test the azsodation between BDWF pohtorphizns and
2-weak improvement with paremetine in Bulgatian outpatients with DD,
Methada: W recited Shmrelated patients with MDD {18 males and 32 farmales,

mean aze 455 1 L09) whe signed informed consent. The study was approved
bry the Ethics committes of hladical University-Pleven (grant Mol8:2012). Whale
blood DHA was tested for BDIE 26263, 1512273363 and rs16917237 SHPsuzing
the Taqhlan method The HARD-21 zcale was applisd for clinical assesameant.
Initial respansa {TR) was defined az >25% reduction in HAWT.

Feslts: A total ef 23 patients met TR criteria affer 2-wesk treatment with 20
mz'day paremetine. Of tham 2% ware homozvgous or heterozmygous camiars of
at laast one miner variant (T4C/T} and 18% wera homozyeons for ll major alleles
{CYTV ). Tovo- and three-rnarier haplotypes ware found in 55.6% of IFs. Initial
responders with minar aflele presented &0% of all carmiers versus 20% of major
allele carmiers (=3.17; p<0,03)

Conchusion: Despite the hmitafions, our stody supportz the rola of BDNF
polymerphizms in initisl improvement of depressive symptoms. Further
imvestigations will clarify eur finding=.

Kevorrds BUN‘FEI}WI}'EPE, paroxatins, TeCUTTent MDD
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ancrnalies. Tt often remains unrecognized at birth and may take years to he
acourately diasnosed.

Ohjectiver The study aimead to monitor a female child with ES, identifiy spacific
care needed, and the farmily's social problarms.

Materisl and Mathods: The study was conductad wzins medical records,
objective monitaring and interviens with the rmother,

Discussion: The child was bom in the 38* gestational week, weighing 2220 g,
after a fourth cornplicated pregnancy. The mather had had three miscarmiages,
and mwas with a severs vasinal infection and olisohydramnion. Cardicrespiratory
adaptation was normal Examination revealed mmall waight for the gestational
aze, hypotonia and malformation siens nen-atributable o & specific syndorms.
At gne the child could not talk or =it and had had recurrent respiratory and urinary
infertion=. At three, after consulting at 8 Genman dinic and tests, K5 was
diamneaad Follewing comtimous phosical and speach rehahilitation, she waloed
at five and, at zeven, can produce simpls senfences and dress.

Conclnsen: Children with K.E need sparial care regarding feeding and physical
and spaech rehsbilitation Parents need counsslling, reseurces, fith and patience.

HKevwonds Kabuli svadraree, problams, special cara
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Resules Attiudes Eoward cost comscousmes o studonts was scored
lower {mean [SD], 1556 |3.25]) than physicians (1781 |225)
scaled, 0-24; I = 0.001). There was no statistically sigmificant d&f-
ference botwren bachebormasicr studeniy [F = 0.2 3] or physiciana’
registrars (P = 0320 {4 11 commandy proscribed CVD druga, spe-
cialints scored bow {15001 1 estimations within 25% rangel; bach-
elor studenty (- 26/11], master students (D.74/11), and regiatran
{03371 1) scared aven lower.

Condusions: Foth studenty and phyrsiciana consider cost comscious-
nea important; howeyer, this importance i pot reflaoied o their
ahility toestimair costy of frequontly prescribed OV drsga Inthin
era of increasing, bealth care budget constraint, we think cost aware-
ness han hecome importamt i therapoutic reasoning and cost-ffective
jproscribing. Redh should be taught in medical (pharmacotherapyh
curricula and po tgraduabe odecation.

I¥isdiasure of Inicrest: BNane declared.

EACPFT-DDA5—GEMETIC POLYMORPHISMS

IN CLOMDOG REL AMD ACEMOCOUMAROL-
RELATED GENES AND THEIR FREQUENCIES [N
SOUTH-EASTERMN EFROPEAN POPLULATION

1. Pendidsera™; B Toveova®s A 1Ximitrova-Karamfbova®

C. Waydenmova®; P Atanasor'; A. Mitkova; . Nachev’s V. Mitev';
and B. Kancva®
'Experimertal ared Climical Marrmacodngy, Medical Lncersity,
Pleven, MmrMmmfm Medicm! Darrersity,
Safiz, Bulgaria; *Nepariment of {Jnical Laboratary, Uniersity
Matinmal Muelti-prrofiie Active Treatmarer Hospeital "5t Ekaterims,®
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Cardiovasoular Pharmocology: Other

Meatcal (Bemistry ard Diochemistry, Medrcal Urnersty, Sofia,
Inelgaria; amd Tihportavent of Cordice Surgery, Umiversity
Wational Mubti-profile Actie Tremtonent Haspetal "5 Fhatering, ™

Sofia, Melgaria

Introdection: Yariants in different genes may signibcamly mflucnce
repome io acencooamarcd and dopidagre] in patiemts with 2 high
risk of thrombosis. Polymosphisms in CYF2OS and VEORC] gemes
«change acenoccumaral’ plarmacokinetios and pharmaccdynam-
i, Polymocphisnm im CYPIAS and CYP2C19 penes are sup poscd.
b affect clopidegrel pharmacokinetion. Chur study aimed o deter-
mine the alkclic and gemoty pic frequencizs of irl_pnltml wariamts
CYPIAS, CYPIMD, CYPRC1R, and WKORC] genes in a Rulgarian
pnpt.lzhnu;ndlnnurqmrﬁmlnihﬁncpmtu:muﬂu’an;nm
populationa.

Faticntx [or Materialk) and Methods: We examined 147 enrelsted
healthy subjects far selected polymerphiso by eeing high-reschution
mefting an Botor-Cene O [Qlizgen]. AR participanbs wene Bul

The disribatiom of CYPIO9Z, CYF20ER*3, CYPZO19°Z
CYPZOIRE, CYPRCIRIF, CYPIASI, VEKORCT 11730>-T,
and VEORCH -18392>A polymorphism were compared betwern
Rulgarizm and other Furcpean population by using Fisherh oxact
probability tost.

Results: A total of 14X hoalthy Bulgarianms were genctyped for
CYPIO9'2, CYP208°T, CYP2CT9E, CYPRCIF®A, CYPZCTRHIT,
CYPIAS'L, VEOQRCH H73CT, and YECORCH -163%0-4 polymos
phisros hy HRM A INo deviation from Handy-Weinherg equilibrium wa
obaerved. ien of CYPRCR"2, CYP209°T, CYFROTS*2,
CYP2C19°T, and CYPRCIS*TT alledon wore 11.9%, 393, 16.32%,
DA%, and 25.0%; no subjects were carrying, CYPICI9 "3, Scventy-
oo ndividuah (5000%) were Beterery poos far VEORCT TaT90-A,
and 15 (108%) were CYFPIAS'T heteroaygoun. Twenty-cight sub-
jocts (19.3%) were bomoeygous for VEORCT T6T90A. Six b
jocty (4.23%) were CYPHOI942 bomorygom and 9 (63%) wee
CYP2ETP*I7 homazygoan. The alkle frequencies of VE(JRECT
PEBCwA and CYPIAT"T were 447X and 53, rospactively.
Condmxione Mo signifiant difference in the frequency of sindicd
polymocphisms was found compared wilh 2 white population.
Further stsdics on anditheombotic rmaponse with a foom on ol
practice ame noosary.

Disclosure of Interes: Mone declaned.

EACPT-0008—NICORANMDIL AN
GASTROINTESTIMAL SIDE EFFECTS:

A SYSTEMATIC REVIEW
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¢ emeral Surgery, Raigmmore Hoapital, Imvermess, Deited Kimpdom;
amal *Highlana {enical Research Farility, Highlard {Habetes
Crmire, Imermess, Urifed Kimpdom

Introductizn: Micarandil & an antiamgimal dreg with vasodilator
effects amd a double mechanism: of actikon, featuring 2 nicotimamide:
partion, whids acis.on K channels, and a mitric oxide group, which
relaxes vascular smoath celle. Apart the common gastroimicrtnal
adwerse effocts docommented in brials and clmical praction, the safoly
and ickrability of nikorandil are comidened sEisfactory. Mo wloora-
Bon imvol ving, the gastrointestinal tract was o fficially assecizted with
it hefoer 1997 The asodation of gatroimicstinal ulceration and
Bwinley with the e of micoramdil had been suggested by several
reporty in the Lt year. The sindy, in compliance with the FREEMA
stairment, examine the pharmacavigilance databases and identifias
all refevamt literatr attesting adyone drug readions of néoscmdi] on
the gastrointestinal syxicm divided according to anatoarcl kecation.
A yurmmative report wan produced after extraction of daia from the

ef
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Association study of six polymorphic variants in locus 9p21 with myocardial infarction in Bulgarian
population
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* National Sport Academy - Sofia, Bulgaria
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* Natinnal Heart Hospital = Sofia, Bulgaria

Purpose: The first repart of GWASs about CAD and its maost commaon complication, myocardial infarction (M),
were obtained in 2007. The aim of our study was to investigate the possible association of six polymorphic variants
(rs7865618, rs1537378, rs7B57345, rs10757274, rs2383206 and rs10757278) in locus 9p21 with M1 in Bulgarian
population,

Materials and methods: Genomic DNA was extracted from leucocytes following standard procedures. A total of 199
conseculive patients with history of previous myocardial infarction and 496 population controls were genotyped
for six polymorphisms in 9p21 locus by High Resolution Melting genotyping assay. Reactions were performed with
the RotorCene 6000, Giagen. Genotype frequencies were tested for Hardy-\Weinberg equilibrium and allele and
genotype frequencies between control and MI subjects were compared by chi-square test.

Results: The distribution frequencies of the healthy control and Ml groups conformed to the Hardy-\Weinberg genetic
balance rule {p=0.05) for all polymorphic variants. In the Ml subjects, the AA, AG, and GG genotype frequencies
for rs7865618 were 42.21%, 45.73% and 12.06% respectively, compared to 33.54%, 49.49% and 16.97%
respectively for the control group (genotypic model p=0.06). There was significant difference between cases and
controls in the allele frequency (for A allele p=0.019, OR 140 Cl 1.04-1.70). The A and G allele frequencies were
65.08% and 34.92% in the M group respectively and 58.28% and 41.72% respectively in control group. There was
no statistical significant different in distribution in allele and genotype frequencies between cases and controls for
another five polymorphic variants.

Conclusion: In our study we found a difference in the allele frequencies of rs7865618 between cases with Ml and
controls in Bulgarian population. Further investigations with a large number of cases and controls will need to
evaluate a possible association between studied polymorphisms and Ml in Bulgarians.
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Association study of polymorphic variants in leading candidate-genes
from genome-wide association study in Bulgarian coronary artery
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The polymorphic variants in or near NRP3, ATPZE1 and CDH13 genes have
been found to be assaciated with blood pressure measurements in some Eu-
ropean populations. Hypertension is a major cause for coronary atheroscle-
rosis, therefore the aim of this study was to investigate the possible associa-
tion of three markers, rs1173771 (NPR3-C5orf23), rs2681472 (ATPZE1),
and rs11646213 (CDH13), with the risk of coronary artery disease (CAD)
and myocardial infarction (MI] in Bulgarians.

The study included both 324 CAD patients {199 with MI and 125 without
MI) and 496 population controls. The studied variants were genotyped by
using TagMan genctyping assays. Genotype and allele frequencies were cal-
culated and associations with disease were estimated using y2.

The polymorphic variant rs1173771 did not show association with corona-
ry atherosclerosis in the studied group [Aallele 0R1.03;C10.78-1.37;p=0.38).
The Gallele of rs2681472 showed a link to higher risk of both CAD without
MI{OR1.40;CI1.09-1.82;p=0.01) and with MI {OR1.45;CI0.10-1.99;p=0.009].
In the subgroup analysis, this dependence was recorded only in men with
CAD without MI[ORL.60;CI1.14-2.24;p=0.01). Furthermore, the same al-
lele was associated with an increased risk of MI in men (OR1.87:CI1.29-
2.72;p=0.001). Finally, allele A of rs11646213 showed an association with
lower risk of MI{OR0.56;CI 95:0.38-0.85;p=0.003).

In this study we found for the first time association between investigated
polymorphisms and CAD with fwithout MI in Bulgarians. Further studies in
larger cohorts are needed to confirm the obtained results.
ACKNOWLEDGEMENTS: This work swas supported by Project
Ne78/07.01.2015, Grant N91/29.06.2015 by the Science Fund, MU-Sofia and
DUNK01,/2/28.12.2009 funded by Mational Science Fund, Ministry of Edu-
cation and Science, Bulgaria.
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obese prediabetic adults
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Introduction: Obesity is characterized by a low inflammation and a high
risk of canceropenesis. Cytokines play a crucial role in both inflammation
and cancer developement. In addition, cytokines are responsible for com-
plication of diabetes type 2 and obesily. Thereafter, the aim of our study
was lo examine three pro-inflammatory cytokines in individuals with
obesity and prediabetes.

Methods: Males and females were enrolled in a mullicenter study for
prevention of type 2 diabetes (NIRDIABO) in a Bulgarian cohort from
three big cities. They received a low calorie diet {1200 kcal) with a pro-
biotic (15 p, ELBI) every day for a 2-mounth dietary period. Before and
after the intervention all subjects had medical examination with several
anthropometric and biochemical measurements. OGTT was performed
to evaluate the prediabetic status. HOMA index was measured based on
a fasting blood ghicose and insulin {ELISA method). Three pro-inflam-

matory cytokines (TNF alfa, IL1 beta, IL6) were measured in plasma by
ELISA methods.

Results: Data demonstrated a sipnificant decrease in plasma levels of TNF
alfa, IL1 beta, and IL6 after a 2-month dietary intervention. The parame-
ters of obeseity and prediabetes also decreased sipnificantly.

Conclusion: Our data sugpgest a possible inhibitory role of probiotics on
inflammation in obesity and prediabetes. Further study is needed to elu-
cidate this novel mechanism of probiotics that could be used in the pre-
vention of type 2 diabetes. Funding: NIRDIABO project is supporled by a
Grant from the Ministry of education and science
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Effect of a low calorle diet combined with a probiotic
on carbohydrate metabolism In adults with obesity and
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Introduction: Epidemiological study showed that 6% of the adult popu-
lation in Bulgaria was with prediabetes. Obesity and prediabetes are risk
factors for the development of type 2 diabetes in adults. Thus, the purpose
of our study was to evaluate the effect of a low calorie diet plus a probiotic
on parameters of carbohydrate metabolism in obese prediabetic subjects.
Methods: Males and females were screened for obesity and prediabe-
tes and enrolled in a multicenter study for prevention of type 2 diabeles
(NIRDIABO) in a Bulgarian cohort from three big cities. They received
a low calorie diet (1200 kcal) with a probiotic (15 g, ELBI) every day for
a 2-mounth dietary period. Before and afier the intervention all subjects
had medical examination with several anthropometric and biochemical
measurements. OGTT was performed to evaluate the prediabetic status.
HOMA index was measured based on a fasting blood glucose and insulin
(ELISA method).

Results: At the beginning of the intervention the fasting blood glucose
was between the range of 5.6-6.9 mmol/L. After 2-month dietary interven-
tion the blood sugar decreases to the physiological rates (< 5.6). HOMA
index decreased from 2.8 to 1.8, and the BMI decreased significantly. Glu-
COose in urine was not present.

Conclusion: Low calorie diet in combination with probiotic exerts a
strong beneficial effect on the carbohydrate metabolism. Furthermore,
this combination decreases significantly the risk for development of type
2 diabetes in obsess prediabetes adults. Funding: NIRDIABO project is
supported by a Grant from the Ministry of education and science




23. Lazarov L, Handjieva Darlenska T, Bogdanov G, Stavreva G, Pendicheva D, Getova D;
Boyadjieva N. Effect of low calorie diet plus probiotic on obesity parameters. European
Obesity Summit, 1-4 June 2016, Gothenburg, Sweden. Programme book. P02.229:255.

EASO @ rso

European Obesity Summit

1-4June 2016
Gothenburg, Sweden

ey
L L

i n’”f’:‘v.lm T "
. 4y &aij' F“(

PROGRAMME BOOK

PO2.225

Effect of a low calorle dlet combined with a probiotic
on carbohydrate metabolism In adults with cbesity and
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Introduction: Epidemiological study showed that 6% of the adult popu-
lation in Bulgaria was with prediabetes. Obesity and prediabetes are risk
factors for the development of type 2 diabetes in adults. Thus, the purpose
of our study was to evaluate the effect of a low calorie diet plus a probiotic
on parameters of carbohydrate metabolism in obese prediabetic subjects.
Methods: Males and females were screened for obesity and prediabe-
tes and enrolled in a multicenter study for prevention of type 2 diabeles
(NIRDIABO) in a Bulgarian cohort from three big cities. They received
a low calorie diet (1200 kcal) with a probiotic (15 g, ELEI) every day for
a 2-mounth dietary period. Before and afier the intervention all subjects
had medical examination with several anthropometric and biochemical
measurements. OGTT was performed to evaluate the prediabetic status.
HOMA index was measured based on a fasting blood glucose and insulin
(ELISA method).

Results: At the beginning of the intervention the fasting blood glucose
was between the range of 5.6-6.9 mmaol/L. Afier 2-month dietary interven-
tion the blood sugar decreases to the physiological rates (< 5.6). HOMA
index decreased from 2.8 to 1.8, and the BMI decreased significantly. Glu-
cose in urine was not present.

Conclusion: Low calorie diet in combination with probiotic exerts a
strong beneficial effect on the carbohydrate metabolism. Furthermore,
this combination decreases significantly the risk for development of Lype
2 diabetes in obsess prediabetes adults. Funding: NIRDIABO project is
supported by a Grant from the Ministry of education and science
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Title: E-P05.22 - PHACTRY gene is assaciated with susceptibility to caronany arary disease and myocardial infarction in
Bulgarian population

Heywords:  PHACTRI; caronary ateny diseass; Bulgaran population

Autheors: R Tzveowa!, G. Maydenava?, T Yanava®, 5. Vandeva®, D. Pendicheva®, P Atanasav, 1. Papov?, C. Naydanov!, D.
Vassiler, V. Mite, R. Kaneva";
'Dapariment of Medical Chemistry and Biochamistry, Medical Univarsity - Sofia, Scfia, Bulgaria, 23acond
Depanment of Cardiolagy, UMHAT "D, Georgs Siranski®, Pleven, Bulgaria, E‘EJna|:|:elrtm|er1t of Internal Medicing,
UMHAT "#lexandrovska”, Cardialagy elinie, Medical Univarsity - Sofia, Sofia, Bulgaria, 4Chnical Center of
Endocrnology and Gerontelogy, Medical Univarsity - Sofia, Scfia, Bulgaria, *Departmant of Pharmacology and
Toxicology, Medical Univarsity — Pleven, Pleven, Bulgaria, 8hatinal Spor Acadenvy - Sofiz, Sofia, Bulgana.

Abstract: A meta-analysis of replication casa-cortrol studies hag shown signilicar evidence far assaciation of Lhe
pofymorphic varant rs834%379 in PHACTRT gene with aterial stenosis. The aim of this study was to investigate the
possible assaciation between the polymomghism rs8349379 (FHACTRA) and the risk of coranary artery disease
(CAD) and myetardial infarction (V1) in Bulganans. Atatal of 320 subjects ware included in the analysis. QF them,
324 wore patiente with angiographically documeardad CAD (19% with Ml and 125 without MI) and 438 were
population-based controls. The rs8349379 in PHACTRY was genolyped by TagMan SNP Genotyping Assay. Non-
adjusted w2-based anzhysis was epplied for evaluation of PHACTRY gznalype and allele assacialion with CAD and
M1 by PLIME 1,07, The 59343373 allele C showed association with an increased nsk of both CaAD
(OR1.33,C195:1.01-1.74,p=0.04a) and MI[OR1.28,C196:1.01-1.63, p=0.03T) and this trand vias higher in the men's
group (OR1.45 Cl19%:1.07-1.97 p=0.017). As regzrds 1ha risk of Ml in the background of cardiac ischamia, the
incidence of rs9343379 2liele G was higher amang patients with CAD withaut M compared 10 patiants with CAD
whio have axpenenced Mi44.59%vs36.58 %) These findings determine tha protective mla of allela & in stressful
comglications of 2lrzady established CAD[ARD. T, C9E:0.5240.99 p=0.048). The contribution of PHACTRA 1o the
risk af deweloping carfiovascular complications still rernaing unclzar and it has yel to be claified by futther genetic
and functional anzhysas. Acknowladgemants: This work was supporlad by Grand{[unable to display character:
Ba24T0;])26527 052018 and DUNKO12723.12. 2002 *Mational Unwerstdy Complex in Biomadical and Translational
Resezrch’, Rinded By Maticnal Science Fund, Ministry of Education, Yaouth and Science, Bulgana.
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Clinical Therapeutics

Inwroduction: Imarinil is a ryrosine kinase inhibitor approved in
Franee for several malignam Blood discases and swomal gasteoin-
testinal mmors. Many adverse drug reactions (ADR) are known and
mentioned in the summary of product of imatinih, However, skin
porphyria is notmentioned despite irs descriprion in the literature,
Method: We repore a case of psendoporphyria induced by imarinil
and review cases of pseudoporphyria and skin porphyria induced by
imatinily reported in the licerarure,

Results: Orur cuse mvolved an 11-yearold girl, treated with imatinib
for chronic myclogenous leukemia. Afer 44 monrhs of weatment,
she presented with crusty vesiculo-bullous lesions with wrinary and
Mood balance neganve for the porphy ria. The diagnosis of cutancous
peeudopor pliyria was made, Tiatinib was stopped and dasarinib was
introduced. Cutancous lesions disappeared and did not recur during
dasatinib rrearment,

The lierarure review found 7 cases of pseudo-porphyria, and 3

cases of late skin porplyeia induced by imarinib, Cutincous disor-
ders appeared from 3 months ro 3 yearsafter imatinib introduction.
Trearment was discontnued in 4 paricnts and symproms resolved in
the following months for 3 of them, One of than subsequently starred
rrearment with niletinil and anoter wirh dasad nily withour recur-
rence of skin disorders, Imatinib dosage was reduced for 2 patients,
leading o symproms resolution in six wecks for one parient, and a
partial regression for the second patient. For 4 patients, imatinib
rearment was continued wich the same dese according o the
patients’ choices and symptoms decreassd for one case, The mecha-
nism involved is nor known.
Conclusion: This ADR of imatimb appears to be rare. According
o our case and the literarure review, symptoms decreased for some
patients with dose pedustion and for others when imatinil was
stopped. It doesn't szem to be a class effect. This ADR can have
consequences on the patient’s compliance, and ir should be known
by clinicians in erder to optimize therapeutc management.

1S PHARMACOGEMETICS OF ANTIDEPRESSANT-
RELATED METABOLIC GEMES APPUCABLE TO
CUMNICAL REALITY OF RECURRENT DEPRESSION?
D. Pendicheva'; R, Tzveova™; R, Kaneva™ and L Duhlenski®

"M edical University-Pleven, Pleven, ﬂ.rrfg:i ria: tMalecridar Medicine
Center, Soffa, Brdparia; "Medical University-Sofia, Sofia, Bul garia;
e "Diagrostic Comsltation Certer I, Pleven, Bnlgaria
Background: Depression is the leading contributor to menmal dis-
ability worldwide, Mational daga show that 6.2% of Bulgarianssu ffer
from depression and about 1/3 has arempred suicide with 1:4 success
rave. Morcover, 30% of paticms may not respond adequarely to reeat
mentormay react ndividually with 42% genenc-based vanances. We
investigated the oppormity for prognostic application of genoryp-
ing data for antidepressant-related metabolic genes in pafients with
recurrent depression by determining genetically vulnerable rarger
sulsg rou ps,

Marcrial and methods: The study was perfommed in 2009.2016 ar
Medical University-Pleven, Bulgaria. It was approved by the Research
Erhic Commirtee of MU-Pleven, All 99 patients were Caucasians
aged 18-64 and diagnoesed with recurrent depression (DSM-IV-TR).
(Clinical examinanons and severity assessment with HAMD-21 were
performed at first visit, on week 2, 4, 6 and 18, Isolated genomic
DMA was penoty ped for CYP2Da™ 4, CYP2CT9* 2and CYP219*17
by standard PCR and High Resolution Melting Analysis.

Results: All patienrs complered the study: age 4558, SD=11.08;
31 males/69 females; episedes N=28 (2-6); duration 6,35 years,
SD=3.9; HAMD 1 mean 30.97, $D=4.95. Disribution of geno-
repes: (1) CYPIDE 4 witwt (0.59), wi*4 (0.33) and *4/*4
[0.08); 12) CYP2C19*2: witwr ((LT6), wr/* 2 (0.24), *2* 2 (D) (3)
CYPRCI9YT7: witwe ([0.64), wr/* 17 (0,24, *17/*17 (00, The variant

e6

CYP2D6" 4 demonstrated 0.2 step improvement in HAMD on week
3 (R2=0.05336, P=0.02143).

Conclusions: Genotyping-based o ptimization of nex t-episode treat-
meny is applicable 1o 8% of our patients, Technical and ¢linical mis-
interpretation may arise for the rest of sample. Findings need rof
be reproduced in larger groups and replicared with newer genomic
rechnologies in multidisciplinary collaborarion,

LYMPHOMA INDUCED BY CLOZAPINE ? ANALYZE

OF DATAS FROM FRENCH AND INTERMATIONAL

PHARMACOVIGILANCE DATABASES

Elodie Martusik; Claire Pagnuccos; Régis Bordet; Marine Aunffrer
Christophie Debicn; Sophic Gautier

CHRU Lille, France

Intraduction: Lymphoma are not deseriled in the monographs o

clozapine. However, a possible case of Follicular lymphoma [form
of non-Hedgkin lymphoma) was nonfied ro the Pharmacovigi lance
Center of Lille,

Aimy ro describe a possible case of lymphoma ind ueed by (lozap-
ine and to analyre cases registred in the French Phannacovigilance]
Dambase (FPVD) and in rhe WHO pharmacovigilance darabase
Vigibase.

Marterial and merhods: We analyzed all cases of the FPVD selecring
clorapine use amd, according to the MedDRA o assification, “benign
malignant and unspecified mmones® (LTT), = leukemia™[PT) and all
cases of Vigibase selecting clorapine use (WHOdruggd and nonHodg
kin lymphoma (WHO-art)

Resulis: In our case, Naranjo score application was 2, sugzesting a
possble link berween WHL and clozapine. In the FVPD, 4 cases of]
MHI. and 8 ¢ases of lymphocyrosisichronie lymphocytic loukemia
were recorded for schizophrenic patients treated for long term with)
clozaping, In Vigibase, 166 ¢ases of MLH were recorded with clo-
zapine. Among rhese cases, we found a male/ female radio of 3,1 and|
seemed 1o affecr young people (mean age of 49,78 = 11,27 years
old). The indication of these cases was schizoph rema for 93,98%
of parienrs. Other parients were teeared for chronic psychosis, psy-
chosis related to Parkinson's discase, affective psychotic disorders...
The evolusion of NHL was known for 74 cases: 10,84% of paricnes
were cured or in remission, 30,12% were not restored and 14, 46%
died. Clozapine was stopped in 47 cases but informarion lack for
the orher cases. Clorapine was the only suspected drug in 67,47%
of cases. Median time ro occurrence was 6,2 years.

Discussion, conclusion: The link between cloza pine and NHL cannot)
be certainly assessed. Wi norice that several alerts were alread y made
on this risk ar the workd level, This study highlighes 2 pharmacovigis
lance signal which needs to be followed and investgamd.

RESULTS OF THE FOPULATION PKK MODELLING
OF RTXMBE&3, A RITUXIMAB BIOSIMILAR
CANDIDATE IN PATIENTS WITH DIFFUSE LARGE
B-CELL LYMPHOMA {DLBCL)

M. Candelaria’; D, Gonzalez®; M, Torresan'; . Bar'; A, Flarez's
A. Paravisini'; F. Fenandez’; and 5. Millan®

Hurstitrto Nacional de Cancerologia, Tlalpan, Seecidn XVI,
Mexico DF, Méxicoy *Instituto Privedo de Hematologia E

rrvest gacicn Cliwica {IPHIC), Asuncidn, Paragay; "Hemacenro
da Umiversidade Estadial de CamprinasfUNICAMP, Carnpinas,
Sao Panla, Brazil; "Hospital [nreaspe, Santa Fe, Argenting; and
"M ab fonee, Madrid, Spain

Background: Riniximab has demonsmated ro be dfficadousin aduls
with haematological malignancies sucl as Mon-Hodgkin's lypnphoma
{NHL). A population PK [Pop-PK) modelling is foressen to deman-
serate biosimilariry berween RTXME3 (biosimilar) amd Malieher ot
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Introduction:

Coblation is a surgical method which generates bipolar current at a lower
frequency than standard diathermy and the thermal effect on nearby tissues is
milder. It is applicable to children, adolescents and adults indicated for
tonsillectomy. Coblation has been reported to minimize pain, speed up
recovery and spare immunological functions. Our study aimed to compare
coblation-assisted and conventional tonsillectomy in terms of bleeding,

pain, medication and recovery.

Materials and methods:

The study was performed in 2016-2017 in Otorhinolaryngology

Department at University Hospital-Pleven, Bulgaria. It was supported by
Medical University-Pleven grant No19/2016 and approved by the Research
Ethic Committee, A total of 52 participants who signed informed consent were
enrolled on the basis of established criteria. Patients were divided into 2 groups
regarding the method: Conventional tonsillectomy (n=25) and Tonsillectomy
with ArthroCare CoblatorTM Il surgery system (n=27). Assessment of
perioperative status, adverse events and healing was performed for 10 days;
recovery was followed-up for 1 month. The Visual-Analogue Scale and Wong-
Baker scale were applied for pain assessment on day 1, 2 and 7. Statistical
analysis was performed by Statgraphics Plus for Windows.

Results:

All 52 patients completed the study. The mean age was 25 17 (1) and 26 +14
(2); males to females 12/13 and 14/13, respectively. The average pain was
7.1240.78 and 5.81%+ 1.39 on day 1 (p=0.0001); 5.68+0.95 and 3.3411.04
(p=2.80584E-11) on day 2; 3.48+0.82 and 1.93+0.92 (p=4.93786E-8) on day 7.
Analgesics were additionally prescribed to 86% of patients in group 1 versus
42% in group 2.

Conclusion:

This study investigated a new for our region method of coblation tonsillectomy.
We found significantly less pain, less medication and faster recovery after
coblation compared to cold dissection. Our results support the effectiveness
and safety of coblation as alternative to traditional tonsillectomy.

d




PestomeTa OT 6bNrapcku Hay4yHu hopyMM ¢ MeXAYHaPOAHO yyacTue

27. Pendicheva D, Duhlenski |, Marev R. Comparative pharmacoeconomic profile of
maintenance therapy with antipsychotic drugs. First joint symposium of the Bulgarian and
German societies of Clinical pharmacology and Therapy, September 3-4, 1998, Plovdiv,
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biective: The aim of this study was

to compare the cost-effectiveness
evaluations of three therapeutic regi-
mens for a maintenance neurcleptic
treatment of outpatients with chronic
schizophrenia.

Methods: The therapy outcomes and
the clinical responses of 53 (31 male and
22 female, aged 23 - 68 years) randomly
selected outpatients with long-term
duration of illness to classic antipsy-
chotic drugs for a one-year period {1997
-98) were examined. The data were
collected from a retrospective review of
ambulatory decuments, inpatients' case
histories and current psychiatric exami-
nations. The total study group was
assigned to three neurcleptic regimens:
T1 (17 cases with conventional oral
neuroleptics e.g., haloperidol, trifluo-
perazin, chlorazin), T2 (14 cases with
oral depot neuroleptics e. g, penfluridol)
and T3 (22 cases with depot neurolep-
lics e. g, fluphenazin decancat, im.
suppl). The number of exacerbations,
hospitalizations and hospital duration

of stay were measured. The average
cost of patient treatment per year,
additive therapeutic correction, adverse
drug evenls treatment and hospital
inpatient costs were calculated to evalu-
ate the cost-effectiveness ratio for the
observed regimens, The clinical status,
side effects and social adaplability
were assessed by PANSS, MSFSA and
Simpson scale.

Results:

Parameter Tl T2 T3
Outcome related g0 102374 116333
cost (1v)

Cost-effectiveness 21046 311389 192439
ratio (v}

Conclusion: The data presented
indicate that injectable depot neuroleptic
treatment of outpatients with chronic
schizophrenia could result in lower total
direct treatment costs mainly because
of the reduced number and duration
of hospitalizations and the number of
exacerbations.
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81. PHARMACOECONOMIC PROFILE OF THERAPY OF PERIPHERAL
OBSTRUCTIVE ARTERIAL DISEASE STAGEIIA-II B

Stavreva’ G., A MarinoV’, D. Pendicheva’

‘Department of Pharmacology and Ciinical Pharmacology, Clinic of Vascuiar Surgery,
High Medical School, Pleven.

The aim of this study was to compare the cost-effectiveness evaluations of two
therapeutic regiments for a treatment of outpatients with peripheral obstructive
arterial disease stage !l A - Il B. Methods: 42 patients divided in two groups were
studied for 2 mounts (between May 1999 and July 2000). First group — 20
patients treated with Vessel Due F (Soludexine, CSC Pharmaceuticals). 1
ampoule (2 ml) i.m. daily for 10 days after that 1 capsule twice daily for 50 days
(T:). Second group - 22 patients treated with Trental (Pentoxifilline, Aventis): 2
ampoules {5 mi) by Lv. infusion 2 times daily for 15 days after that 1 tablet (400
mg) twice daily for 45 days (T,). The efficacy of the therapy (subjective
complaints, Doppiler uitrasonography. claudicatio intermitens, ABP! ) was the
main criterion. A decision model was used for cost-effectiveness
pharmacoaconomic comparison. The total cost included the cost of the drugs,
administration procedures, all consumables (syringes, needles, etc.). Results: T,
- a successfui outcome in 18 patients with cost-effectiveness ratio 184,2 Iv. and T,
- a successful outcome in 17 patients with cost-effectiveness ratio 69,36 lv.
Conclusion: T; is more expensive than T, but it decreases the hidden cost,
ensures better patient quality of iife.
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ANTIFUNGAL PROPHYLAXIS IN NEUTROPENIC PATIENTS
WITH HEMATOLOGICAL MALIGNANCIES - FUNGOLON
VERSUS DIFLUCAN

D. Pendicheva, A. Pandurska, G. Stavreva, N. Tzvetkov, R, Marev,
;. Krusteva, J, Todorova

Departrent of Experimenial and Clinical Pharmacofogy,

High Medical Institute, Pleven, Bulgaria

The triazole antifungal agent fluconazole has been shown to
significantly reduce the rate of superficial and systcmic fungal
infections in immunpcompromised patients,

This study compares Diflucan (Pfizer) and Fungolon
{Balkanpharma) - two  bicequivalent oral desage forms of
Nuconazole, to determinate an optimal ¢ost-minimisation strategy
of the antifungal prophylaxis in  elderly patients  with
hematological malignancies during the high-risk  period  of
neufropenia,

Data was gathered through a literature survey and a retrospective
review of hospital documentation. Various antifungal prophylactic
regimens were analyzed and the expected costs of the prophylactie
courses with ¥flucan and Fungolon were determinated. Using a
fluconazole dosage of 200 mg/day p.o., demonstrated to prevent
fungal infections in immunocompromised patients, the direct costs
of Diffucan and Fungolon for mean course of prophylaxis (14
days) were caleulated. The direct costs of the prophylactic
treatment vesulted in 565,74 Iv for Diflucan, resp. 69,72 Iv for
Fungolon.

In view of the published data for a bivequivalenee of the oral
formulations of Diflucan and Fungolon, the use of Fungolon as a
low-prize alternative to prevent fungal infections in neutropenic
paticnts follows to be recommended.

The cost-saving preventive treatment with Fungolon could reflect
in reduced price of the antifungal prophylaxis in an expanded
population of high-risk patients at a considered optimal dose of
200 mgiday p.oo.

82 P36
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THE REPRODUCTIVE BEHAVIOUR OF THE WOMEN

FROM THE ROMANY MINORITY
I¥; Chrlstova G.Stavreva®, D.Pendicheva?,
LHristova®, A.Pandurska?, A. Nedmlkov , K. Romanov
'Dept of Social Medicine;
*Dept of Experimental and Clinical Pharmacology;
Dept of Obstetrician and Gynecology;
High Medical School-Pleven;
“Town of Chiprovtzi, Social cares;
*Bulgarian Association of Planned Parenthood-D. Mitropoliia

ABSTRACT. The aim of the study was to analyze the reproductive behaviour
and to realize (he planned parenthood among the Romany community. Standard
interview with 820 women of Romany origin was held. The age is between 15 and
40, living in the citics of Sofia. Pleven, and Sliven. Up to the moment of the study
71,2% of the women have up to 4 kids; 13,4% - more than 4, and 7.4% still don't
have any children. The coincidence between the desired and the real number of
children from the three regions exist (F=12,4; P=0,01). 2/3 of the women made
their first delivery up to 17 years of age. That's why educational and health
activities regarding the reproductive behaviour of women are instant. These
activities have to commence from the age of 11 and to continue in the next age
group.

Key words: rcproductive behaviour, Roman community, planned parenthood,
first delivery age.
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Abstract

The triazole antifungal agent fluconazole has been shown to significantly reduce the rate of
superficial and systemic fungal infections in immunocompromised patients.

Aim: This study compares Diflucan (Pfizer) and Fungolon (Balkanpharma) — two
bioequivalent oral dosage forms of fluconazole, to determine an optimal cost-minimization
strategy of the antifungal prophylaxis in elderly patients with hematological malignancies
during the high-risk period of neutropenia.

Methods: Data were gathered through a literature survey and a retrospective review of
hospital documentation. Various antifungal prophylactic regimens were analyzed and the
expected costs of the prophylactic courses with Diflucan and Fungolon were determined.
Direct costs of Diflucan (50 mg/day p.o.) for mean course of prophylaxis (14 days) were
calculated. Direct prevention-related costs of Diflucan (50 mg/day p.o.) and Fungolon (50
mg/day p.o.) were compared.

Results: The direct cost of the prophylactic treatment resulted in 86,12 ([19,2) 1v for Diflucan,
and 11,96 ([11,21) lv for Fungolon. In view of the published data for a bioequivalence of the
oral formulations of Diflucan and Fungolon, the use of Fungolon as a low-price alternative to
prevent fungal infections in neutropenic patients follows to be recommended.

Conclusion: The cost-saving preventive treatment with Fungolon could reflect in reduced
price of the antifungal prophylaxis in the population of high-risk patients at a dose of 50
mg/day p.o.

Key words: antifungal prophylaxis, neutropenia, fluconazole, cost
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Abstract

The aim of study was to assess accuracy of P-drug selection by Vth-year medical students according to
WHO model for rational drug therapy.

115 students at the end of problem-based course of clinical pharmacology were evaluated using case-
based test.

Excellent and very good results are found in 93,8% for definition of problem (1) ; 66,3% -
contraindications (2); 65,5% - drug interactions (3); 89,4% - drug name (4); 83,3% - dosage form (5);
65,4% - dosage schedule (6); 78,8% - duration of treatment (7), and 83,2% - prescription writing (8).
Unsatisfactory results were not shown for criteria 1, 4, 7.

Study results determine strong and weak points in teaching and learning process.

Key words: P-drug selection, case-based test, rational drug therapy
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Abstract

The aim of this study was to approbate paper-cases in clinical pharmacology and optimize
their adequacy, validity and effectiveness.

Written patient cases on IHD, hypertension, CHF, bronchial asthma, pain and treatment with
antibacterial drugs were applied on 115 students and were analyzed according to the criteria
difficulty and discrimination.

Results show high level of difficulty in verification of suitability according to
contraindications (10,5%); to drug interactions (7,1%) and duration of treatment (8,8%).
Definition of the problem and drug name choice were accepted as very easy (>70%). A
correlation was found between the test scores and the final marks.

Combined use of paper-cases with a theory exam results in a more precise summative
evaluation of students’ knowledge and skills.

Key words: paper-case, difficulty, discrimination, approbation
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P131.SOLIANANDQUALITY OF LIFE IN SCHIZOPHRENIC PATIENTS
Pendicheva D., I. Duhlenski*, G. Stavreva, A. Pandurska

Department of Experimental and Clinical Pharmacology, High Medical Instinie — Pleven;
*Digenostic Consultative Center Il — Pleven

THE AIM of our study was to evaluate quality of life in schizophrenic patients undergoing
long-term maintenance treatment with atypical antipsychotic drug amisulpride (Solian}.

MATERIALS AND METHOQDS: Fifty-three patients (29 males and 24 females) who attended the
outpatient psychiatric service in DCC IT - Pleven from June 2003 to June 2004 were enrolled in
the study. All patients met diagnostic criteria for schizophrenia in DSM TV, Duration of illness
ranged from a minimum of five years to maximum of 32 vears. All observed patients had been
previously treated with conventional or atypical antipsychotic drugs. Documented criteria for
switching to Solian were poor therapeutic response, unwanted drug reactions or noncompli-
ance. The maintenance dose of Solian was gradually titrated up to 800 mg within fourteen days.
Positive and Negative Syndrome Scale (PANSS} was used for clinical evaluation. Schizophre-
nia Quality of Life Scale (SQLS) (Wilkinson et al.) was applied for self-report quality of life
Measure.

RESULTS: From 53 patients ten were eliminated from the study based on exclusion criteria. The
age ranged from 23 to 66 years. Clinical efficacy was registered in 38 patients (88.4%). Five
patients discontinued the treatment because of unwanted drug reactions or lack of improve-
ment. Significant increase in the scores of the “motivation and energy” subscale of SQLS was
found. There also significant improvement in the scores of psychosocial subscale. Remarkable
change in psychopathology was also found, including negative symptoms.

CONCLUSIONS: Solian treatment results in improved self-reported quality of life in schizo-
phrenic patients in long-term maintenance therapy.

KEY WORDS: Schizophrenia, quality of life, Solian.
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'

ABSTRACT: The AIM of this study was to assess the skills of V" year medical students in
rational drug selection according to WHO-accepted model for rational drug therapy,
MATERIALS AND METHODS: 115 students at the conclusion of problem-based course of
clinical pharmacology in Medical University — Pleven, were evaluated by standard interview on
19 approbated paper-cases using case-based test. Results were described by relative frequency,
means, medians and coefficients of correlation, using Statgraphics Plus. Student t-test, Fisher
F-test, Pirson x* and Kruskal-Wallis-test were used for conclusions.

RESULTS: Excellent and very good results are found in 93.9% for definition of problem; 88.7%
— active substance and dosage form; 87.5% - style of communication; 85.2% ~ future visits,
82.6% — prescription writing; 81.7% — effect of the drug; 79.1% — duration of treatment; 77.4%
— feedback; 69.6% — patient instructions; 67.8% — warnings; 66.9% — contraindications; 66.1%
—drug interactions; 65.2% — dose and dosage schedule; 63.5% ~ side effects. A correlation was
found between test scores and final marks (r = 0.66; p < 0.001).

CONCLUSION Study results show that 77.6% of students have very good and excellent
nhua in rational drug selection. Study results determine strong and weak points in
S in clinical pharmacology

rational drug selection, case-based test.
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AMISULPRIDE — EFFECTIVENESS AND QUALITY O

0 h ¥ LIFE IN
OUTPATIENTS WITH LOW THERAPEUTIC RESPONSE
TO OTHER ANTIPSYCHOTICS

Diana Pendicheva, Ivo Duhlenski*, Galya Stavreva, Antoanecta
Pandurska

Department of Experimental and Clinical Pharmacology

Faculty of Medicine, Medical University — Pleven, 1 Kliment Ohridski
str., 3800 Pleven;

Medical Diagnostic Centre 1T, 5800 Pleven, Bulgaria

TR

ABSTRACT
The aim of our study was 1o evaluate Amisulpride (Solian) effectiveness

and quality of life in long-term treatment of outpatients with low therapeutic
response to conventional and other atypical neuroleptics.

53 outpatients (29 males 1 24 females) of the psychiatric service in MDC
[1 — Pleven with schizophrenia according to DSM IV criteria, who were switched
on Solian, were followed up from June 2003 to June 2004. Effectiveness of
long-term treatment with Solian and quality of life were evaluated with PANSS
n SQLS (Wilkinson et al.). : . 55

Clinical improyement was documented in 88,4% of patients. Significant
al PANSS score and early improvement in the affective-

reduction of the tot .
emotional domain were registered.

Key words: Solian, schizophrenia, effectiveness, quality of life.
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Abstract

The aim of this pharmacovigilance study was to identify the admissions to Dept. of Gastroenterology
and Nephrology due to Adverse Drug Reactions (ADRs) over three-month period. Therefore, we
undertook a prospective analysis to evaluate the prevalence of admissions related to an ADR, types,
causality, and severity of ADRs, length of stay, avoidability, and outcome. Among 485 admissions, we
found 2,68% to be ADR-related; 2/3 of hospitalizations were caused by GIT haemorrhages, few cases
of toxic hepatitis, hypoglycaemia, and acute renal failure. 92,31% were determined to be Type A
according to Edwards&Aronson. Most ADRs were predictable and either definitely or possibly
avoidable, considering patients’ risk factors assessment and limitation of polypragmacy.

Key words: adverse drug reaction, hospital admission
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DETECTION OF ADVERSE DRUG REACTIONS TO ANTIMICROBIAL DRUGS
IN HOSPITALIZED PATIENTS

G. Stavreva, D. Pendicheva, A. Pandurska, R. Marev

Department of Experimental and Clinical Pharmacology, Faculty of Medicine, Medical University,
Pleven, Bulgaria

ABSTRACT

PURPOSE of this study was to detect and analyze adverse drug reactions (ADR) to antimicrobial
drugs in hospitalized patients. METHODS: An observational prospective study was carried out in
two departments of University hospital, Pleven. Patients were included in order to their
hospitalization in Gastroenterology and Nephrology Departments. Demographic data, diagnosis,
drug treatment, co-morbidity and ADR to antibiotics were registered in a patient chart. Type,
causality, severity and incidence of ADR were assessed according to accepted criteria. RESULTS:
Of all 485 inpatients evaluated (58.7% male and 41.3% female), 133 received an antibiotic. In 22
patients (4,54%) antibiotics were responsible for ADR (63,64% determined as type A; 31,82% as
type B). CONCLUSIONS: ADR to antibiotics in inpatients are frequent, often predictable and with
a moderate severity. Surveillance and risk factor considered treatment could improve the outcomes
and reduce the incidence of ADR in hospitalized patients.

Keywords: antibiotics, adverse drug reactions, hospitalized patients.
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ABSTRACT

Genclyping of cytochrome P 4580 (CYFP) 206 s & valid eltemsative to
therepeutic drug menitaring {TOM] and conventonal phenotypng in drug
matebeliEm analysis.

Metheds of genolyping are informative abaut the individual metabelic
capacily and allow differentiation of geastically breed metabalic changss
from noheompliance In potential non-respandsra.

CY¥P206 i3 involved in melabolism of fricyclic antideprazsants, some
selective serotonin upiake inhibiors and anfipsychoelics,

Analysis of CYP2DS poiymarphsms could be applied far cptimization of
antidepressant dreg therapy In depressive patientz and for prediction of
respones to potential co-medication.

Key words! genoivping, CYPEDE, antidapressanta

Wa0eHIMMUTE oT SynepRaMUnHATa HE wATaxpoM P4b0 (CYP450), 2
NOIHATHTE WA NOEEYE OT £0 hoprn, 03 KEM-GLOLEHALLA NEOTERHN, KT
NUEAPELLK DHACAMTENHUA METAENHIEM HA PEAALE KEEHCBHOTALM (RENI-
HHTENHD NEAPCTEA ) W EHROMEAHN SR ILECTEA.

CYP20E & BAMHCTEEHWAT KIAHHMHHO ZHE4MM kIns=adm oT cybdamu-
neA CYPD, woiite npeacTaenAea 65ea 587 o1 vopeoopobneTe CYP450)
BHIVIMH, HO KOOMEE DHEREETHENRTE BROTRaHRORMalyA Ha akcno 25% ot
DY HANGNIEAHN B KNHHWJIHATA NPakTaea nerapoTes: GeTA-Gnokepu, ax-
THAPHTMULIM, AHTHASNRELAHTH, BHTHNCHXDTUM, ONAOHSHM EHEIMETHLA A

15 MexgyrapacHa HaysH2 kakdieeHgan - Crasa darcps 2007
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Cytochrome P 450 (CYP) 2C19 is a polymorphic liwgr\?nzyme involved in phase I biotransformation of 4-
10% of clinically useful drugs, including some antidepre@?ants.

Genetic polymorphisms in CYP 2C19 are conﬁgfon and could affect therapeutic responze to psychotropic
drugs. Detecting genetic variations in metibolic\:\apacitancc 18 useful for identifying individuals with poor
tolerance and compromised drug response % conventional doses of certain antidepressants. Methods of
genotyping are informative about the individgg metabolic capacity and allow differentiation of genetically based
metabolic changes from noncompliance 'ﬁbﬁotcntial non-responders.

Analysis of CYP 2C19 polymq¢phisms could be applied for optimization of antidepressant drug therapy
and prediction of drug-drug i.ntcra%ﬁdﬁﬁs in depressive patients.

Key words: genotyping, C;YP,Z 19, antidepressants.
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Approaches to homeopathic treatment of Attention-Deficit
Hyperactivity disorder (ADHD) clinical cases

M. P. Mihaylova', G. Stavreva®, D. L. Pendicheva®, A. M. Pandurska® & A. A Dimitrova®
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Pharmacolagy and Clinical Pharmacology, Medical University, | Kliment Ohridski St., 5800 Pleven, Bulgaria and
*Department of Pathophysiology, Medical University, 1 Kliment Ohridski St., 5800 Pleven, Bulgaria

Antention-Deficit Hyperactivity disorder (ADHDY 18 a nevrobehavioural developmental disorder, most
commonly affecting children with symptoms starting before 7 years of age. It is diagnosed twice as
frequently in boys as in girs by a persistent pattern of impulsiveness, hyperactivity and inattention, with
or without a component of hyperactivity.

Homeopathy is a reliable therapeutic method, successfully controlling symptoms in 63% of cases.
Individual characteristics of clinical symptoms are the key for achieving maximum similarity between the
patient and Materia medica.

In monotherapy, homeopathic drug is administered in low dilutions for long-course treatment {five CH,
nine CH).

Combined treatment is another homeopathic approach in ADHIY. Several homeopathic drugs,
corresponding to the four quadrants of Herdng crest are administered: symptomatic, corresponding to
modalities; for sensitive type; for patient terrain and clinical manifestation of disease.

Muost commonly prescribed homeopathic drogs for ADHIY in inattention, mental tiredness and irntability
in prowing-ups arer Kalium phosphoricum, Phosphadeum acidum, Anacardium. If symptoms of
exhaupstion, anger outhursts and fidgeting are dominating, drups of choice arer Nux vomica, China,
Chamomilla. Patients with impaired concentration and attention, with feelings of insecurity, anxious of
forthcoming situations, restlessness and nervous exhavstion reply well o Gelsemiom and Argentum
fitricum.

Reparted are clinical cases, illustrating both approaches in homeopathic treatment of ADHD.

Course in phytotherapy for pharmacy students in the medical college -
Yarna

E Milev
Department of Preclinical and Clinical Pharmacology and Toodeology, Medical University, Yarna, 55 M. Drinoy
5t Yarna, Bulgaria

The course ‘Phytotherapy’ is introduced in the Medical University of Vama in the academic year 2008/

200%. It is included in the teaching plan for the pharmacy students in the Medical College.

The primary airn of the course is to provide a sufficient knowledge about the main groups of medicinal plants,

their most important phyto-biochemical features and their correct and evidence-based medical applications.

The course containg up to date information on the most widely vsed medicinal plants and phytoproducts,

mostly labeled in Bulgaria. The products are discussed in groups according to their therapeutic use. Special
o MY attention is paid to the use of phytoproducts in the therapy and prevention of diseases of major social
Eucowesl] Pubsiediing i impact — cardiovascular, gastrointestinal, infections and neoplastic diseases.
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Socio-empirical investigation of the idea the Bulgarian medical students
have of homeopathy

L Peychev!, M. Boyadjieva®. M. Zhelyazkova Savova®, 5. Valcheva-Kuzmanova®, R. Radev?, A Pandurska®, D.
Pendicheva®, G. Stavreva, E. Miley?, M. Georgieva®, K. Georgiey®, 5. Gancheva® & M. Efimoy”

'Department of Pharmacalogy and Drug Toxicology, Medical University, Plovdiv, Bulgaria, 1[.‘Jcp:;ru-ncnt of
Pharmacology and Toxicology, Medical University, Sofia, Bulgarfa, 'Department of Pre-dinical, Clinical
Pharmacology and Tosicology, Medical University, Varna, Bulgaria, *Department of Pharmacology and Clinical
Pharmacology, Trakia University, St Zagora, Bulgaria and *Department of Pharmacology and Clinical Pharma-
cology, Medical University, Pleven, Bulgaria

Material and methods A socio-empincal investigation was held on among 1018 students of medicine,
pharmacy and dentistry by inguiry. It included 1% questions of administrative and cognitive character
about homeopathy, questions on the interrelation between homeopathy and modern medicine, as well as
on risk/benefit of homeopathy. The aim of this study is to investigate the idea, understanding and the way
the medical students in Bulgaria take homeopathy a8 a whole.

Results Students willing to study homeopathy were as follows: 94.6% pharmacists, 94.3% doctors,
70.1% dentists. About 35% of them had chosen homeopathy as a non-compulsory subject before. All the
stndents soppested that Homeopathy should be included in the curricolom of clinical pharmacology or
clinical pharmacy. Many of the inquired students 861 (84.6%) define homeopathy as a method of
treatment with very low doses, 163 (16.2%) consider it 2 non-traditional method and 72 (22%) identify it
with phytotherapy.

Very few 29 (2.8%) students do not know what homeopathy is. Boys knew less about homeopathy than
girls. Students from upper courses had better idea of the means of homeopathy. There was not significant
differenice in the idea of homeapathy between the students of medicine, pharmacy and dentistry. As of the
effect of the treatment with homeopathy — 414 (40.7%) girls and 170 {16.7%) boys consider it sigrficant.
Megative answer gave only 9 ((.9%). The question *Is Homeopathy safe?” was given a positive answer by
711 (69.8%), 225 (31.7%) of them were hoys, 486 (68.39%) girls, 365 (31.3%) of them had passed the
homeopathy course.

Conclusion The students from the medical universities in Bulgaria are highly motivated to stody
homeopathy. Their knowledge of the means of homeopathy is rising.
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A pilot study on CYP2Dé6%4 genetic polymorphism in outpatients with
depression and antidepressant treatment

D. L Pendicheva', 1. B. Dublenski®, R P. Kaneva®, A. M. Pandurska' & R G. Marev'
'Dr:parl'.n'l.n:nl: of Pharmacology and Clinical Pharmacolegy, Medical University, | Kliment Ohridski 5¢, 5800
Pleven, Bulgaria, *Psychiatric office, Medical Diagnostic Centre Il | San Stefano 5t 5800 Pleven, Bulgaria and
*Malecular Medicine Centre, Medical University, 2 Zdrave St 1431 Sofia, Bulgaria

Antidepressant treatment was foond to fail in 30-40% of patients with depressions. Individval drog
response as well as intolerable side effects may affect the positive outeome of therapy, resulting in lack of
efficacy; often switch to another antidepressant and insufficient patient compliance. CYF2ZDA*4 is the
most frequent CYP2D non-functional allele in Cavcasians, resolting in ‘poor metabolizer® (PM)
phenotype and predictably affecting pharmacokinetics of antidepressants — substrates of the enzyme.
Alm To investigate the frequency of CYP2DE% polymorphism in a group of Bulgaran outpatients with
depression, receiving antidepressants.

Methods Qutpatients with ICD-10 ecriteria for depression were enrolled in a2 six-month opened
prospective study. Hamilton Rating Scale for Depression (HAM-D 21) was applied to assess presence and
severity of depression. Blood specimens for DNA solation were collected after obtaining informed
consent. PCR followed by allele-specific PCR was performed for CYP2D4 penotyping and inactive
CYP2D&E* 4 allele identification. Genotype and allele frequencies were estimated.

Results Caucasian patient 72 = 100 (319 males and 699 females at averape ape of 49.53 = 15.64).
HAM-D 21 scores = 33.21 = 7.77 on day first. CYP2D6%4 allele was identified in 41 individuals, with
estimated allele frequency of 0.245. Genotype frequency of 8% was determined for the mutant allele.
Homezygotes for CYP2DE* were classified as PM. Filty nine individuals were homoeygous for the wild
type allele CYP2ZD&EY1, giving rise to ‘extensive metabolizcer® phenotype. Heterozygotes (r = 33) for
CYP2ZD6* 4 allele were considered as ‘intermediate metabolizers”.

Conclusions Study resulis were comparable to the published data for Caveasian popolation. Genotype and
allele frequencies were higher, but not significantly different from the estimated for the Bulgarian population.
Further studies are necessary to follow op the influence of CYP2DE*4 an antidepressant drog response.
Keywords CYP2DE¥4, ootpatients, depression

Acknowledgements This study was supported by a grant from Medical University, Pleven - project No
222007, The study was approved by the Ethical Committee of MU-Pleven.
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45. Mangypcka A, YrpuHosa 3, Menauyesa [l, CtaBpesa . CmylwleHus Ha anetuta B
[eTckaTa Bb3pacT — KIMHUYHW cnyvan. [eseTa HauwoHanHa KoHdepeHuus mno
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CMYINENHA HA ATIETHTA B JETCKATA BL3PACT —
KIHHHYHH CIIYYAH

A-p A. Mandypcera®, J-p Sopra Vepunosa®®, J-p 1. Henouvesa®,
H-p I’ Cmaspesa*
* Kamedpa ,, Exenepusenmeamma u eaumntrng Grapmarorozua ",

MV — [lresen
** Meduyuncru yenmnp “Dumonex ™, Codus, HOPX-Buizapus

CrMymeHHATA Ha EOETHTA TPH NOJPACTEALIH KATO TPOARA Ha
Pa3CTPOHCTRAB XPAHEHETO REIIOUBATTI POMCIHI BXPAHHTETHOTOTIOREIEHHE C
NPEROMEPHO YBCIHYABAHE HITH HE3ARABOCIIORHA PENYEITHA HA KOTHYISCTROTO
W CRCTaBa Ha NpHeTaTa Xpana, NpHIPYACHU ChC CEPBRXZATPICEEIOCT 34
(opmara Ha TANOTO H TEIECHOTO TEMNO U KOMTISHCATOPHO NOBSISHNE © [EN
MPEBREHITHA OT HANLIHABAHE.

IlpeacTaBeny ca KIHHHYHH CIy9ad HA [IPCKOMEPHA XPAHHTEIIA
ynoTpeba B cepuxrerno, [IpHIoies € XOMeOTaTHIIMAT METOI HA TEUCHHE,
HINON3RalHKN MenuraMeHTHTC Anacardium  orientale,  Antimonium
crudum u Natrium sulfuricum 3a oenagssade Ha MOBMILEHHA AETHT |
NPHAPYEABALIHTE MPOMEHH B CeOCONESHKATA H COIHATINTE DYHKIWH.

TROUBLES DE L’APPETIT CHEZ LES ENFANTS — CAS
CLINIQUES

Dr A, Pandowrska* Dr 2. Ougrinova®*, Dr D. Penditchéva®,
Dr . Stavreva*
* Chaire de Pharmacologie expérimentale et clinique, Université de
médecine — Pleven
** Centre médical « Phytolek », Sofia, CEDH — Bulgarie

Les troubles de I'appétit chez les adolescents en tant que suites
aux troubles de "alimentation se¢ traduisent par des modifications dans le
comportement alimentaire avee augmentation et au contraire réduction de
la quantité et du contenu de la nourriture, souvent accompagnées de soucis
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AHAJIA3 HA 5-HTTLPR M CYP 2D6*4 TEHETUYHU BAPUAHTH ITPU MAOUEHT C
PEINUIUBUPALIIO JEITPECUBHO PA3CTPOUCTBO U AHTUAENIPECAHT-
ACOLIMNPAHA MAHUA - KIMHUYEH CJIYYAHU

Junana IlenguueBa*, UBo dyxiaenckun**, Pagka KnneBa*** Antoanera Ilanaypcka*

*Cexmop ,, Excnepumenmanna u xnunuuna gpapmaxonoeus”, @axyimem no meouyuna, Meouyuncxu
yrusepcumem, 5800 ep. Inesen, Bvacapus; E-mail: pendicheva@gmail.com
**Tuaenocmuyno-xoncyimamuser yenmop 11 EOOM — ep. Inesen

*** [Jenmvp no Monexyana Meouyuna, Meouyuncku ynueepcumem — 2p. Cogpus

[IpencraBen e knuHU4YeH ciy4aid Ha 40-ronuineH amMOyJIaTOPEH MAlMEHT C YMEPEHO TEXbK
€MU30]] Ha peUuIMBHUpaIIo JenpecuBHO pasctpoiictBo nmo MKB-10 u aHTHaenpecaHT-uHAyLHUpaHa
manus (AAM) cnen nBymeceyHo jedenue ¢ napokcetus (=20 mr). Ot ucropusra Ha 3a001IBaHETO
HSIMa JaHHU 32 MaHWWHHW, CMECEHU WIM XWUIIOMaHWWHH CHUMIITOMU TIPH OINHCAHUTE JCTIPECHBHU
enn3oau U Ha ¢oHa Ha mpeaxomHa Ttepamus. OT AMArHOCTUYHOTO HMHTEPBIO HE Ca YCTAHOBEHH
NCUXUATPUYHa KOMOPOWAHOCT, 370ynoTpeda ¢ IICMXOAKTUBHM BELIECTBA UM HAJIMYME Ha
TEMIIEPaMEHTOBH MpeTuKTOpr Ha AAM.

Crnen nonyueno uHpopmupano ceriiacue 3a JIHK ananus, B xona Ha og00peHo ot Komucus mo
eTHKa Ha Hay4HO-M3ciiefioBaTeNickara JeiiHoct B MYVY-IlneBen mnpoyuBane, Ha mamueHrta Osxa
U3BBpIIEHU (apMakoreHeTndHU usciensanus Ha S-HTTLPR u CYP2D6*4, ¢ nen ycraHoBsBaHe Ha
3HaYMMH TEHETHYHH MOTMMOP(U3MHU U TAXHATA MpeJIoiaracMa Bpb3ka ¢ HaONIo/[aBaHaTa PEaKIlys.
YCTaHOBEHO € XOMO3WUTOTHO HOCHTelIcTBO Ha momumopduus 5-HTTLPR S amen m orchcTBHE Ha
HocuTenctBo Ha mnonmumoppuus CYP2D6*4 BapuaHT, KOETO KOpPECHOHIMpAa C JaHHUTE OT
TUTEpaTypHHS 0030p.

Kurouoeu oymu: anmudenpecanm-acoyuupana manus, 5S-HTTLPR, CYP2D6*4, napoxcemun.
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INTRACELLULAR RENIN-ANGIOTENSIN SYSTEM IN THE HEART — A NEW
CHALLENGE FOR PHARMACOTHERAPY

G. Krasteva, E. Lakova*, D. Pendicheva, G. Stavreva
Division of Experimental and Clinical Pharmacology, *Division of Pathophysiology, Medical
Faculty, Medical University, 5800 Pleven, 1 KI. Ohridski str., Bulgaria, krusteva_med@abv.bg

ABSTRACT

The physiological implications of the renin-angiotensin system (RAS) continue to expand
with the identification of intracellular RAS (iRAS). The functional iRAS is described in cardiac
and vascular cells. The iRAS may play an important role in cardiac remodeling under
pathologic conditions that iz not completely blocked by ACE inhibitors and ATIl-receptor
blockers. The clearest example of “intracrine” pharmacology in the RAS is provided by renin
inhibitor aliskiren with its ability to block both extracellular and intracellular generation of AT-
I1. The knowledge of the iRAS may assist in the understanding and effective treatment of the
cardiovascular disorders.

Key words: infracellular RAS, intracellular AT-II, chymase, hyperglycemia, renin inhibitors
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VARIANTS IN METABOLIC GENES AND THEIR INFLUENCE ON THE
TREATMENT WITH SELECTIVE SEROTONIN REUPTAKE INHIBITORS

D. Pendicheva'”, R. Tzveova?, A. Pandurska'

'Department of Experimental and Clinical Pharmacology, Faculty of Medicine, Medical University,
Pleven, Bulgaria
*Molecular Medicine Center and Department of Medical Chemistry and Biochemistry, Medical
University, Sofia, Bulgaria

ABSTRACT

Depression is the third most common cause of moderate to severe disability, predicted to become the
leading one worldwide by 2030. Despite the continuous efforts in optimizing antidepressant drug
design and selection, still 30-40% of depressive patients do not show significant treatment response,
60-70 % of them do not experience complete remission and 50% are at higher risk of relapse or
worsening conditions with up to four treatment trials needed to achieve clinical improvement. No
strong pharmacological predictor is available and drug choice is still based on a trial and error
principle. Over the last decade, many pharmacogenctic studies on sequence variations in metabolic
genes provided information about inter-individual differences in psychotropic drug response and
focused the personalized approach in pharmacotherapy of depression. Candidate-genes with impact on
psychotropic drug metabolism have been identified and some pharmacogenetic tests were clinically
introduced. Dysfunctional alleles of several polymorphic cytochrome P450 (CYP) genes have been
suspected of affecting pharmacokinetics and treatment response to antidepressants,

This article reviews the current psychophammacogenctic knowledge of CYP2D6, CYP2CI9 and
CYP2C9 variants, their influence on antidepressant response and contribution to the treatment with
selective serolonin reuptake inhibitors in patients with major depression.

Key words: pharmacogenetics of SSRIs, cytochrome P450 polymorphisms, CYP2D6, CYP2C19,
CYP2C9, pharmacogenomics of major depression.
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ABSTRACT BOOK

INTERACTION OF BDNF POLYMORPHISMS WITH SEROTONIN TRANSPORTER GENE IN A CASE OF
PAROXETINE-ASSOCIATED MANIA

Pendicheva D.", Tsveova R.”, Duhlenski 1.

“Dept. of Experimental and Clinical Pharmacology, Medical University, Pleven, Bulgaria
“"Molecular Medicine Centre, Medical University, Sofia, Bulgaria

““Medical University, Pleven, Bulgaria

Presenting author: Duhlenski I.

Correspondence: ilial994@abv.bg

AIM

To investigate the individual genotype and the interaction of common BDNF and SLC6A4 polymorphisms in a depressive
patient with 4-year history of recurrent depression and manic switch following the use of SSRI paroxetine.

METHODS

A 40-year-old Caucasian male presented to the psychiatric office in manic state after 8-week paroxetine treatment for severe
depressive episode. The M.I.N.I. (2006) and HAM-D rating scale were used for clinical assessment. The genetic analysis was
approved by the Ethic Committee of Medical University-Pleven (Grant 18/2012) and written informed consent was obtained
a priori. Genomic DNA was isolated from whole blood via adapted salting out procedure. The functional SNP rs6265
(\Val66Met), rs12273363 and rs16917237 of BDNF were genotyped using the TagMan™ method (Applied Biosystems). The
polymorphisms at 5-HTTLPR, rs25531 and intron 2 VNTR locci of the SLC6A4 were determined according to Wendland, et
al.

RESULTS

From the clinical interview: age of onset 36; depressive episodes n=3; administered SSRIs n=2; BMI=25.8; paroxetine dose
of 20 mg/day, co-therapy with amlodipine of 5 mg/day. The HAM-D scores were 30 at first visit, with 3-point decrease on
week 1 and reduction to 5 on week 6. The initial fast response and good treatment adaptation were followed by manic switch
on week 8. From genotyping: C/T rs6265, T/T rs122733 and G/T rs16917237 for the BDNF gene; 10/10 STin2 and LG/SA
5-HTTLPR for the SLC6A4 gene.

CONCLUSIONS: The SLC6A4 homozygous carriage of 10/10 STin2 and LG/SA 5-HTTLPR may interact with the BDNF
heterozygous C/T rs6265 and homozygous T/T rs122733 carriage to attenuate neuronal connectivity, emotional reactivity
and adaptive reactions. Individual recommendations based on the patient genotype would facilitate the treatment choice for
next depressive episodes and would optimize the maintenance therapy for bipolar disorder. The combined genotype influence
on manic switch should not be disregarded in future studies.

KEY WORDS: manic switch, paroxetine, BDNF, SLC6A4, polymorphisms.
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quantity and EMMND activity, withouwl chanping
AH activity. In combination with nifedipine,
however, EMND and AH aclivilics were
increased by 34% and 2 1%, versus controls. GEH
levels and MDA quantity have nol been
influcnced by nifedipine in this group. The i
vitro parl of the study, camricd out in freshly
isnlated rat hepatocyies showed thal nifedipine
potentiated amphotamine cylodoxicity, judped by
decreased ool viability, GSH levcls, increased
LDH activity and MDA produection. Pre-
incubation of nifedipine-trealed hepatocyics with
cither amiodaronc or quinidine =ipnificantly
lowered amphetamine cytotoxicity. [king and
inducer and inhibitor of CYP3A and CYP2ZD
prowed their invoelvement in amphotamine-
mediated liver damape:

Kry words: amphetamine toxicity, nifedipine,
iznlated hepalncyles, amiodarone, quinidine

IMPLEMENTATION OF SAFETY
PHARMACOGENETICS 1IN
FREEMFTIVE RISK-ASSESSMENT
OF ADVERSE DRLUG KEACTIONS TO
ANTIDEPRESSANTS — CURRENT
STATE AND OUR EXPERIENCE
WITH SELECTIVE SEROTONIN
REUFTAKE INHIBITORS

Diana I. Pendicheva, 1vo B.
Duhlenski', Antoancta M. Pandorska

Department of KExperimental and Clinteal
Fharmocologry, Medical Uriversity —
Fleven

"Iogrostic Consultation Centre I, Pleven

Corresponding Anthor:
Dvana I Pendicheva
e-mail: pendichevag pmail som

Sommary

Depression represenis the most costly brain
dizorder in Evrope and the third leading canse of
dizahility worldwidc. About onc in five poople
may roccive an antidepressant at some poinl of
thedr lives and as many as one third of paticnis do
it respond 10 adequate ircatmenl To date, there
iz no reliable set of biomark crs for antidepressant
selection and the initial treatment is 54511 based on
“trial and croor™ approach.

Despite the improved wlerability of newer
agenis, adverse drop reactions (ADRs) to

anlidepressants are still common and problema-

tie. Abmit B6% of paticnis on sclective serobonin
reuptake inhibitors (S5RI8) roport at least anc
ADR (Hu ct al) and over 35% nodily a high lewel
ol burden. Ininlerable ADRSs influcnee the paticnl
compliance, affect the drup-relaled quality of life
and may lcad o antidepressant discontinuation,
compromistd achicwement of remission and
reduced prevention of relapse. Genetically based
differences in paticnt profiles, along with
cnwironmental and personality lackors, arc
considered as relevant wo overall azgessment of
side cfTecis and oplimal antidepressant TERpONEE.
Genetic-poided therapy for eytochrome P 450
genes and older antidepressants has alrcady been
incorporaled inlo clinical praciice, buol
precmptive genodyping in regard o ADRs with
noweT drups iz still inits infancy.

We report current findings on safety pharmaco-
genclics of antidepressants and summarize the
limilations and implementation challenges of
penedic lesting Tor prediction of ADR=s o S5R1s
Resulis from owr stwdy on common penclic
variants in important polymorphic gencs and
their infTucncs on antidepressant switch and
noncompliance with preceding treatment  are
dizcussed.

Koy waords: safcty phamacogenctics,
antidepwessants, S8R 1z, adverse dmg reactions

EFFECTS OF NALTREXONE ON
METABOLIC FUNCITONS

Paunl ;. Jurov, Nadka 1. Boyadjicva

Department of Phormacoology and
Toxioology, Medical Faculiy, Medical
University, Sofia

Corresponding Anthor:
Fanl 3. Jurow

e-mail: panljuroniyahoo.com

Summary

Beota-cndvrphin is an endopenous opioid peplide
and plays a role in regulation of varioous brain
functions. It is an imporiant mediator of food and
drink intakc. Endorphin production is associaled
with the metabolic syndrome. Published results
demonstrated thal the dict-induced obesity is
associated with the changes of hypothalamic mu
opioid receptors. W have boen interested in the
cilecls of aleohol on hypothalamic bela-
cndorphin. Cur published data demonstrated thatl
acute aleohol reatment of hypothalamic cells in
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prescnce of atropine, L-WHA (0.5 mM ) restoned
Lo & greal extent the ascending contractions of the
longitudinal muscle while the laler contraciions
were stronply depressed afler the addition of L-
Arginine (0.5 mhi).

Atropine  inhibited the clectrically-indweed
azccnding contractile rosponscs of Lhe
longitudinal muscle of colonic scgmenis
indicating the cascntial stimulatory mlc of the
cholincrgic system in the colonic contractility.
The prescnt cxperiments domonstrated  the
inwolvement of cholincrgic, tachykinincrpic and
nilrerpic  nouriransmisgion 0 the ascending
motor responscs of the colonic longitwdinal
muscle.

Ky words: atroping, L-arginine, NG-nitro-
L-argininc, rat colon, reflex motor activity,
spantide

CEREERAL DOMINANCE AND
PEYCHOPATHOLOGY

Katerina V. Aknhalicva

Department of Prychiatry, UMBAT
“Alerrrdrovska”, Medicol University-
Sofia

Corresponding Anthaer:
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Snmmary

In most respecis, the lefl and rpght sides of the
hrain arc agymmetrical in terms of funclion.
Many rescarchers hawe looked for asymmeirics
that might “index™ cerchral dominanes (COY). I
an cafily obscrvabhle asymmetrics were
diagnostic of hbrain laterality, then cercheal
dominance cowld be studicd in *“pormal™ samples
and that could helpdiapnose mental illness. Some
hrain arcas sghow strong latcralization,
particularly arcas that arc involved in lanpuape
and =spatial copnition. Brain function
lateralization is aleo cvidenl in the phenomcena of
ripht- or lcfi-handedness. The most studicd
asymmetrics related to mental illncsses arc hand
preference and lanpuape  lateralization and
findingz support the hypothesis of decreased
lateralization being a vulncrability model for
schizophrenia-spectmum  featuwres. The review
presents the mechanisms by which the
disturbance of normal lateralization could lead wo
menial illness. It comments on possible origin ol

Seventh National Congrens of Pharmacology, 17-10 October 2oy

psychosis and ils connoction with languape
lateralization and hand preference. The
associalion belwecen decreascd ccrcbral
dominance and paychosis is not resiricted to
schizophrenia, but has also becn shown in
paticnis with unipolar and bipolar affcctive
psychosis and subjocts with high penctic risk for
psychosisand schizotypoy.

Kcy wards: corcbral dominance, languape
lateralipation, hand preferenes, schizophrenia

DEFARTMENT OF PUHARMACOLOGY
IN THE 40-YEAR HISTORY OF
MEDICAL UNIVERSITY — PLEVEN

Antoancta M. Pandurska, Genka T.
Krastcva, Diana 1. PFendicheva,
Galya T. Stavrcva, Rusi GG. Marcy
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Fharmacologr, Medical University- Pleoven

Corresponding Anthor:
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Summary

The department of pharmacobopy was founded in
June 1976 The first head of the department was
Assoc. Profl Tevetan Boyadeicy. Sinec 1989,
Assoc. Proll Russi Marcy has been bead of the
depariment. In 1993, afier tcaching Clinical
Pharmacolooy was iniroduced, the depariment
was renamcd o "Experimental and Clinical
Pharmacolooy”. The main activity is tcaching
pharmacology and clinical pharmacolory to
mcdical stwdents, nurscs, midwilcs, lab
technicians, and PhD studenis. Today, the
department provides training in these disciplines
in haoth Bulparian and English. Onwer the ycars, the
leaching siall hawe participated in wriling manmy
Lexthooks and handbooks of pharmacology. The
rescarch activity of the staiT in different ficlds of
cxperimental and clinical pharmacology (drps
and physical activity, medical cducation, adverse
drug reactions, phamacogenclics, drug-indwecd
lung toxicily, modor activity in colo-rocio-anal
rcpion) has resulied im three PRI theses, and
many publicalions in Bulgarian and forcipn
journals and participations in seicntilic cvenls.
Ky words: pharmacology, clinical
pharmacalogy, department of pharmacology
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EFFECT OF TOPIRAMATE ON FREE
RADICALS OF RATS WITH EXPERIMENTAL
OBESITY

F. Klisurav, ¥. Bopadjisv
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Otesity bs spreading globally sed @ masagemint of chesfy
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FAT DISTREIEUTION IN PATIENTS WITH
OBESITY AND PRE-DIAEETES: STUDY ON
NIEDIABO-EEGION SOFIA, PLEVEN AND
PLOVDIV
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EFFECT OF TOPIRAMATE ON LEPTIN AND
INSULIN OF EATS WITH EXPERIMENTAL
OBESITY

R. Klisurav, K. Eamenava, N. Bovadjiev
Bulparion Acadimy of Seisnces and Arts - 5afia, Bulgari
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MIEDIABO-GEANT FOR THE PREVENTION
OF DIABETES AND OBESITY IN EULGARIA:
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8. The ethical challenge of translational gerpscience in providing
healthy aging
Diana Pendicheva, MD
Department af Experimeantal and Cinfoai Fhormmosiogs, MU-Fleven
The modern biomedical research on aging has focuzed on developing
praventive interventions to provide “optimal longevity” and lengthy
“healthspan” at elderages.

Translational gerozcience has equally challanged both experimental
and clinical researchers with the emerging need to address the chronie
degenerative pathology of aging and to extend the fundamental knowledge
on ageing-related therapies from laboratery to humans [“bench to
bedside") along with "reverse translation” of clinical research to predinical
level for developing new treatment options (“back to bench”). In social
context, health policy prowviders have accelerated the tranczlation of new

e lGe

discoveries about healthy aging from clinical research and practice to the
public ["bedside to community”).

The tranzlating era of geroscience has exposed not only the nead of
integrative bridging the critical areas of aging (gene variations, epigenetics,
inflammation, metabolomics signature, macromolecular damage, stem cells
and regeneration, etc), but also the need of adjusting hbasic ethical
principles to the speecifie context of translational research om aging in
humans. Recruiting elderly subjects into clinical trials, reducing the
duration of research phasesz to accelerate the translation of nowvel
interventions into clinical practice, misjudgment of preclinical validity and
mismatching the spectrum of evidence from laboratory to humans,
insufficiendy predicting the clinical promize and potential harm of new
therapies in the elderly, and many other aspects of aging-related research
may compromise the safety of participants and nesd special athical
consideration.

In conclusion, the competent ethical decisions regarding the
translaticn of new preventive and therapeutic approaches to elderly should
be taken in a multidisciplinary context to avoid misperception of the gaps
between translational phases and with special attention to potential
consequences and peossible risks to participant= dwring the whaole
translaticnal process. Thiz modern field of bicethics requires dedicated
education and transfer of adwanced knowledge on novel therapeutic
techniques, as well as translaticnal ethics training and guidance to
researchers, clinicians and healtheare providers.
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JI‘. 3 INTRODUCTION OF A NEW METHOD QF COBLATION
—ASSISTED TONSILLECTOMY IN THE DEPARTMENT OF
OTORHYNOLARYNGOLOGY AT MEDICAL UNIVERSITY - PLEVEN
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MR Segnova T L 0=
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= =Medical students, Medieal University - Fleven, Buigaria |
Fresemting author: Dullenski 5, 1,
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AIMS

Qur prospective comparative study aimed to iatroduce the modern method af eoblation-
assisted tonsitleclomy {CAT) in the regional otoehinolaryngalopy practive snd o anzlvze
the elinical cutenmy of this new surgical procedure compared W conventional disscetion
LU among different age groups of patients indieated for tonsillestamy, Our study aimed
0 compare cablation-assisted and conventional tonsillectamy in terms of blecding, pain.
medication and recovery

METHODS

The study was performed in 20016-2087 at ORL Department of University [Taspital-
Pleven, [ was supported by MU-Pleven gramt Nol9/2016 and appraved by the Research
Ethic Committee. An informed consent on the procedure was obained a peior. Patients
were eleorized into 2 proups: COT (n=23); CAT (=27}, The AvthroCare Coblator™
17 systen EvacExtra 70 was applied for coblation, The outcome was assessed intra- and
postopematively on day 17, 2 and 7 and 1 month alier discharge. The vAS and Wang-
[aker seales were applied for pain assessment. Bleeding. unalgesic use, diet and hydration
were documented, Staristics was performed by SPSS 19,

RESULTS i

Actotal of 52 patients completed the study, The mean age was 25 £17 (1) and 26 £14 (20
males/lemales 12713 and 1413, respectively. Average blood loss was significantly higher
ingroup | (93,84 £7.45) compared 1o group 2 {29.89=12.43); p=00137. Averaze pain
seaves were T2E0TE and 3810 130 on day | (p 000015 36840935 and 3342104
(=2 B0584E-11) om day 2: 3.4800.82 and 1.93=0.92 (p=4.93786E-8) on dav 7, Analgesics
were additionally preseribed 10 6% ol patients in group 1 versus 42% in group 2.
Spontanecas pain regression was reported by 8% of patients. 263 o whom in group 2.
CONCLUSION

Our stady supports the effeetiveness and safery of coblation wnsilleetomy as an aliernative
to cold dissection. Larger studies should confirm the usefulness of the method in ENT
patkology for our region,

KEYWORDS: tonsillectomy, coblation, vold dissection




PestomeTa ot yyacTtue B Hay4Hu chopymu B bbnrapus

55. Mapes P, 'epyesa J1, Cvnoscku 1, MaHgypcka A, Pyckosa A, Ctaepesa I, NeHanyeBa
A. Brvsune Ha ELTA Bbpxy xemonoesa Ha nnbxose. HObuneitHa HayyHa cecus - 20

roguHn BMU-MneseH, 20-22 oktomepu 1994 r., rp. INneseH. COopHUK pestomeTa. CTp.
140.

IOBUAENHA
HAYYHA
CECus

20 TOAVIHU

MEAULIVIHCKIA

VHUBEPCUTET
MAEBEH

BANAHWE HA EATA BLPXY XEMONOE3ATA Y NMABXOBE

P. Mapeb, A. I'epueba, I1. Cvaobcku, A. Hangypcka, A. Pyckoba, I.
Cmabpeba, A. Henguueba

MY, Ilaeblen

W3cnepsaHo e BNUAHUETO HA TPUKPATHO nmpunoxenua EDTA-
CALCIUM DINATRIUM 8 po3a 200 mr/kr.T. Bbpxy Xemonoesara y nibXxose.
YCTaHOBEHO e CTATUCTUYECKW 3HAYUMO YBENWUYEHWE Ha OTHOCUTENHWUA OAN
Ha MuenobnacTu, Mnaan epuTpobnacTy, 8 No-cnaba CTeneH Ha apenu epu-
TPOGNACTH NPU CbLUEBPEMEHHO NOHWXKEHWe Ha Muenouutute. Habnioga-
BaHWTE CbLUECTBEHW NPOMEHU B BeNuA N YepBeHnsa KpbBEH pefl ce 06ACHA-
BaT C MOWHWA xenatnpawl edgekr Ha EATA, posen Ao aedmumnr Ha Kenaso u
BuTaMud B12 B cepyma, KOETO OT CBOA CTPaHA NPOBOKUPA KOMNEHCATOPH:
nponudepaumrs Ha MenobnacTHUTE U epuTPOGNACTHU NPOrEHUTOPM.




56. Mapes P, KameHosa A, Menaunyesa [l, Ctaspesa [, MMaHgypcka A. MeaukameHTO3HO
0BycroBeHn NPOMEHM B HWBOTO Ha 2,3 aucbocornuuepata y nmbxose. 20 rognHu
BMW-TMneBseH, 20-22.X.1994 r., rp. MneseH. COopHUMK pestomeTa. cTp. 140.

HOBUAENHA
HAVYHA
CECust

\/HI/IBEPCMTET
NAEBEH

MEAVUKAMEHTO3HO OBYCAOBEHW MPOMEHW B HUBOTO HA
2,3-ANMHOC(HOTANLLEPATA Y NALXOBE

P. MapeB, A. KanenoBa, A. Henguueba, I'. CmabpeBa, A. Iangype-
ka

l MY, laeBen

W3cnensaHo e BNMAHUETO Ha aapeHanuH U KOEeKH, CbOTBETHO Ha
20 1 60 munyTa o1 MHTPANEPUTOHEANHOTO UM UHXEKTUPAHE BbPXY HUBOTO
Ha rnko3ara u 2 3 ﬂ(DI' B eputpouutute, YCTaHOBEHO €, Ye U asere ne-
KapCTBEHN Bemecraa NPean3BuKBaT CTATUCTUYECKU 3HAUMMO YBENUUEHNE
Ha rnKo3ara u Ha 2,3 10l B cpasHeHue ¢ koHTponara. pu agpeHanuHa
pPerucTpupaHoTo yaenuqeume Ha 2,3 AT e no:ronAiMo Ha 20 MUHyTa, a Npy
KodenHa 19 e C npuﬁnuamenuo €0HAKBW CTOMHOCTY HA 20 u 60 MuHyTa.
lpasu ce u3BOA 3a MPAKA KOpenatvsHa 3aBMCUMOCT MEXOY HUBOTO HAa
rntoko3ara u 2,3 D.(DI' B epuUTpouLMTUTE.
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COMPLEX CADMIUM AND EDTA EFFECT
ON HAEMATOPOIETIC FUNCTION OF RATS

R. Marev!, L. Gercheva?, A. Pandurska!, G. Stavreva!, P. Salovsky?,
A. Ruskova?, D. Pendicheva!
lDegarfment of Pharmacology, MU, Fleven

Clinic of Haematology, MU, Pleven
3Department of Disaster Medicine, MU, Pleven

ABSTRACT. An experiment was carried out to estimate the effect of combined cadmium chloride and
ethylene-diamine-tetraacetic acid (EDTA) application on the haematopoictic function of bone marrow in
rats. It was established that triple application of EDTA-calcium dinatrium (200 mg/kg b.w.) almost
completely neutralizes the toxic effect of cadmium chloride on neutrophilic granulocytopoiesis and
erythrocytopoiesis at a dose of Y, of LDsy. It is assumed that this action of EDTA is due to its property
to form a chelating complex with cadmium,

KEY WORDS: haematopoiesis, cadmium, EDTA
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[MpOTEKTMBEH e(beKT Ha MOHOAMOHWEBA COM Ha IMUUMPU3MHOBATA KUCENWHA BbPXY
ekcnepumeHTanHa ynueporeresa. |V HaunoHaneH koHrpec no gpapmakonorus, 9-11.X.
1997 r., Codpus; M 163. dapmakotepanus. 1997;3(1-2):79.
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CMNUCAHVE 3A MEAVILIVHCKA UHMOPMALLAA

YETBHBPTH HAUNHOHAJIEH KOHTPEC HO
DPAPMAKOJIOrHSA

»ipeon: nped P Ha npaza na 21 gex”

9-11 OKTOMBPH 1997, CO®NIN GELATAPHS

FOURTH NATIONA
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o
»The challenges in the face of pharmacoiogy on the verge of 21st century

9-11 OCTOBER 1997 SOFIA. BULGARIA
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163.
MPOTEKTUBEH EQEKT HA MOHOAMOHWEBA CON HA MMULIMPN3NHOBA
KWCENWHA (MATK) BbPXY EKCMEPUMEHTANHA YNLUEPOIEHE3A

A_MenguyeBa, A, Mangypcka, . CmaBpeBa, 5. TogopoBa, I. Kpvemeba, P. MapeB
Kamegpa no chapmaxoaozus, Bucw meguyuHcky uncmumym - [1aeBen

LieA Ha Hacmoawomo npoyuBiane e ga ce u3caegBa Baustuemo Ha MATK Bbpxy cmpec-uHgyuupaHu cmomauHu
Ae3uu y nawxoBe. Excnepumermume ca npofiegeru Bupxy mbxku 6eau navxoBe nopoga Wistar c mezao 250-300 g pa3geAeHu
8.2pynu no 8 u 12 xuBomuu. Kormpoaxama 2pyna om 8 uBomHu e uHKekmUpaHa UHMPanepuMoHEaAHo MPUKPAMHO C
thusuorozuyer pasmBop. ABe onumHu 2pynu no 12 xuBomHu ca uHXekMUPaHU CHbWO i.p. MPUKPaMHO npe3 8 yaca ¢
MAIK 6 go3u cbomBemno 100 u 150 mg/kg. ABe 2pynu no 8 sxuBomiu ca mpemupanu no couuua Havu ¢ Cimetidin 8
go3u 10 u 30 mg/kg. Cmomawume Ae3uu ca npegu3Buxariu upe3 Bogro-umepcuoHes cmpec no memoga Ha Takagi u
Okabe, HenocpegemBeno caeg nocaegHama anaukauun Ha chusuoao2usrus pa3mBop, MATK u Cimetidin. KuBomHume ca
ybumu ype3 gexkanumauus, cmomaxyemama um ca npomumu ¢ 8oga u Makpockoncku ca omyemeHu Bpos CMOMALHU
A€3UU U cpegHama um gbaxura 6 muaumempu, u3pasena 8 ae3uoen ungexc. Couyuam B koHmpoaxama 2pyna e 24,62,
npu mpeinuparume ¢ MATK 8 gou 100 u 150 mg/kg - cbomB. 11,96 u 6,15 unpu me3u ¢ Cimetidin 8 go3a 10 u 30 mg/kg
- cvomB. 14,56 u 10,14. Pagaukama 8 cmoiHocmume Ha Ae3uoHHuUA ukgekc e gocmoBepHa (p<0,05). Om noAyyetume
pe3yamamu moxe ga ce HanpaBu u3Boga, ye MATK 8 go3a 100 mg/kg okazBa npomekmuBen echexkm no omHoweHue Ha
EKCNEePUMEHMAAHO UHGYYUPAHUME CMOoMaluHu Ae3uu, kolmo e conocmaBum ¢ echekma Ha Cimetidin 8 go3a 30 mg/kg.




59. MaHaypcka A, Muxannosa M, Menaunyesa [, Ctaspesa I'. KnuHuuHn 1 nabopatopHu
[0Ka3aTencTsa 3a eheKTMBHOCTTA Ha XoMeonaTuyHnUTe nekapcrsa. KObunenHa HayyHa
koHdepeHums 30 roa. BMU-MneseH, 15-17.10.2004 r. C6opHuk pestomeTa, 116, cTp. 48.

IOBM/IEVIHA HAYYHA KOHOEPEHUUA
30 roamn BMU - Naeaen
15 - 17.10.2004

MPOIPAMA
PE3IOMETA q ’

FOwreinta nenpstia koibepeps 30 zodunn BMH [ieven - Pesostema

CEKINH MEJHKEO-EHOMOrHYHA

KJAHHHYHH 1 JTABQGPATOPHH JJOKAZATEJICTBA 3A
ESEKTHEHOCTTA HA XOMEOIATH'HHUTE JIEKAPCTBA

P

A. [lan wa', M. 1L Muxainosa®, [ Iengouena’, I Cranpesa’
Kamedpa " Excnepuvenmenia i maumnana grapyasonocus w MEC™,
rmeoma “Xumna 1 Ouoximie & $uua w Guodiusua ", BMH — Il1ecen
ru -

Xomeonaruata ¢ TepanesTHEeH MCTOI, Da3npan Ha HATHBHIYATTRA TIOTNO, b
IpHIIANA 1A nogobreTo 1 Geapaiino mankite paspesuanns. pes nocnemmem: -
500 rOnMER CA MPOBSACHH MUOTOOPORIH KNI B TadopaTopuy HACHEABAHMS,
FOHTO QUeHsnar cCKTHBHOCTTA HA XOMCONATHYHHTE ICKEpCTia. -

K na qacToAmero ceobmeHne © of30p Ha Hay9HHTE A0KA3ATCICTRL 34 -
KIHHHHATE eEKTARNOCT HA XOMEOLATHYHHTE /IeKapCTRa. : .«'

3a npocneaseanc W aHANH3 A MYDIHKYRARNTE PeIyNTaTi ¢ BhBESASHH |
KPUTEDPHH, HACOYBALIH THPCEHETO KM NPCCTHAHH HAYSHH MCTHITAITCKN CITHOANMA
(The Lancet, British Medical Journal, British Joumnal of Clinical Pharmacolagy,
Pediatries M ap.} u Gaza-pamnu (Medline » 1p.), 5 orpankuasally NOTOK :
HEOpMANML 0T HeCnCURAmHaUPAHE H3TounAt. [lperreaany ca My OaRKAIHE 113
PESYIITATH OT PAHIOMMAUPEHH, ARORHO CCIH NPOYMEIHHA, CHCTEMHE PCRIDTA | f
TPOBEACHH META-ANANHIH 32 Aepuod oT 15 ronuun (1989 — 2004 ). Aua.llﬂmpaﬂn
€& JAKNKYEHHATA OTHOCHD COCKTHBHOCTTA HA XOMEONATHHINTE NEKapCTEa,

OGpaborers ca 60 remaruaen cranm. C waii-ronsMa ARbopyaranma cmmin(:T
OT TN €2 9 PAIOMHIHPAIN JuoiiHO-CIend, Wianebo-KoOHTpo HpaH: TIPUYHBAHHS. 4
33 NPCECHIAA H TICYCRAC ¢ XOMEONATITHH CRENCTRI, 3 CHCTEMHK PEBIOTA M METE-
ANANUIN, cAHa NYONnKAiMA 38 aToMuo-abeopBimoncH AHANKRT B KPHCTATIATL:
CTPYKTYPE Hd BONATA IPH XOMEONATHYHNUTS PAsTBOpH, CIHO BKCICPHMCHTATHO |
HICACABAHE BBPXY TDROMCHHTE B EHIHMHHTE AKTHBHOCTH HA SDH n§
IIYTATHAR JEPOKCHAAsA NpH NITBXORE, CISI NPUAOKEHHE 114 XOMEONATHYHN |
nexapetea, Tlpernenand ca UOPETHIA o030 BEPXY XOMCONATHIHO NICUCHAC HL
KGUKPCTHH CIYMaH, B OCTPaTa M XPOHHULA LATMIOTHA, 3

PypaavCHTANHATE HICICABAHHA 1ABIT HOBH A0KAIATENCTEL 38 Cucumlmuna'r.r
CTRPYETYPA HA XOMCONATHYHHTE pPa3TROPH H TCXHATE SHOMOTHIINE eerTH. :,
Pesyatatire 0T MUOTOOPOHHNTE KIMHUYHY IPOYUBAHHA QTHHTAT CHIHNQHKARTIN
PAIMHEH B CPABHCHNE C KOMTROUTHHTE TPYIH 34 pEaHLA Saﬁo,.'@mﬂlun. :

Fomouost dysus XOMEOLATHYHN NCKapeTBa, HayyeH ofiop g
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60. dyxneHcku W, Menauvesa . EcpektuBHOCT Ha Solian npu neyeHne Ha LWM30QPEHHN
NaLMeHTV ¢ He3afoBoNMUTENeH OTrOBOP Ha [pyru aHtuncuxotuun. KobuneitHa HayyHa
koHdepeHums 30 roguHn BMU-MneseH, 15-17.10.2004 r. C6opHuMK pestomeTa.

AR
',JY/(*V I0BUAEMHA HAYSHA KOHOEPEHUWA
\ v

)Y) 30 roaunu BUK - Niaeaen

15 - 17.10.2004

MPOTPAMA
ERER

Fwreing nayvna korgepenyis 30 roduny BME Mieeen - Pesomena

CEKOHA HEBFOTOTHA, HEBPOXWEYPTHA H MCHXHATPHA

EPEKTHEHOCT HA SOLIAN IIPH JEUEHHE HA HIHIO®PEIHTH
NAUHEHTH C HE3AJOBOJHTEAEHR TEPATIERTHYEII OTTOBOP HA
APYIH ANTHACHXOTHOH

H. Avxnescku’, A, llenguesa®
| Quaznocmesmio-nencyimamuaen eiimsp 1F — Hreaen,
Komedpa ,, Excrepudenmamng ¥ xuummend gapparotocun w MBC”,
BMH — [reaen

: AnHeynnpaa (Solian) @ aTHNHYEH ANTHICHXOTHE, MOIXOIALL 34 NEUCHHE HA

SRS parfMeHTH © WM30QPCHAL BLE RCHYKH CTATHE Ha BonceTra. _
i Heama na npoyusasero ¢ fa ¢ yéranoeu edextusaocrta na Solian npn ’
mH30PPeHHE NALHENTH ¢ HeRI0BOAHTEISH TEPANEBTHYEH OTIOBOD Ui F
¢ EOHBCHITHOHANHH WITH IPYTH ATHIWYTIA HERPONETTHIL. :
i B npoyusancro ca sEmwucHH 53 nauscHTH (29 mpwe w 24 wedun) ¢
© Y nmsodpesnn, npocaenusann auGynatopao or woxd 2003 © o jous 2004 . B
neuxnarpuuen kabunet - JIKIT 1T, Thnencu.

Jlnarnosara ¢ nocraenHa CROOPAtHG KPATCPAATE 30 GopME Ha TIHIPpeie
1o DSM [V, [poaeasarrennocia ga zafonananeto e o1 5 no 32 ¢ Beuasy manmenTs
£ OHTH Ha DPeIN0Iaa AHTHICHXOTH LS Tepa, Kprepuire 5a HpeRcoi e e
¥&M Solian ca: NCIaNORONATCICH TEPANCRTHYICH OTTOROP, [ICHCHAHH NCKAPCTRENH
PEAKIHI HITM IHNIca HA chacicTeie. peqmecTrinara aHTHOCHXOTHUHA TEPAITHA ©
CHpalia HENOCPENCTBERO APl nperkitodpane ua Solian, xolito e craprupan 8
ancsta go3a 800 mg. Tlpy Hemenann peakiny 11a NPeaXamIo Ieaeline, J03ara Ha
Solian e THTpHpaHA B CPOK OT O2c cedMHUH. EeKTnBHOCTTA HA JEUCnNeTe &
oueHaBaig cL.¢ CKAA 33 DOSHTHEHK H HECaTHENN canapomi (PANSS).

OT 53 NAMHENTH (13 BL3pacT o7 23 20 66 1), 10 ca 01cTpasesH oT ILPOy4BAHETo
Fh3 OCHORA Ha YCTAHOREHH KpRTepse. KAKHHIHA cQCKTHRIOCT € OTHETEIa npi 33
naunenta (8%,4%). Ier naynesta (11,6%) ca npeRbCHANM MEHeHHETD TOPAIH
HEWENANH PEIKIIHE HAH funca Ha nofolpexne. OTueTeHo e curimmpukaHTHO
peayunpanc na ofimua ¢fop no PANSS, ¢ panno mogofperne B afeKTHEHO-
evouuonanuara cdepa.

Amucynnpua (Solian) B go3a 800 mg ¢ edextusuo cpenerso Ha w3lop npi
UHRGHENTIHN NARCITTH, NOKIUIE Ne30BOIHTENE TepanenTHYEH OTIOBOP Ha
APYID GHTHICHXOTHYRD TIEHEHHL.

Kuiouoan dymu: Solian, arHnyqed aUTHICHXOTHE, IIH3ppeiHA
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61. CtaBpesa [, MNenpgunuesa [, MaHgypcka A. Kputepuu nn ca cyporaT-kpanHu Lenum 3a
peanHus KnuHuyeH uaxog? KobunenHa HayvHa koHdepeHums 30 roguun BMU-MNneseH,
15-17.10.2004. C6opHuk pestomeTa, 10, cTp. 69.

IOBUAIEMHA HAYYHA KOHOEPEHUMA
30 roauum BMU - Nnesen
15 - 17.10.2004

NMPOrPAMA L

JOuneima mayna xoudreperyug 30 coduren BMH ITreeen - Peaxuiema

CEKIH BLTPE RONECTH

KPUTEPHH JTH CA CYPOTAT-KPAWHH I[EH 34 PEAJIHHA
; KJIMHHYEH H3XO0I

I. Cranpena, [1. [Termricsa, A, Ilaaypesa
Keameopa “Exnpepusenmanna 4 gauinena dapwacorozies u MEC”,
BMH-[Ireven

OGI0PLT pAIrNER1d HOHRTHATA .CYPOraT”,  CYPOraT-spaiina nen” K kpafina
e, TAXHOTO THAUEHHE H OPHIOHENHETO HM B IPOLECE HA ChIJIABAHC HA HOBH
AeKapeTed, B B KARIATIATA TPAKTHER.

Cyporarst (surrogate) ¢ GHOMApKCP na ROPMATHHTE DHONOTHYIA QyAKIMH,
Ha NaToTarHMIHTE LIPUT.I.CL'LI HIH HA NPpOMEHHIC B DI'PH.I‘IH'.';.\!H noa B‘E-'L"lcﬁ{'.'l'ﬂﬂc Ha
JZATCHH NCKAPCTBEHH CPeIcTRa, RONTO Mikke A3 b 1e 00eKTHBHO HIMEPCH H OLIEHEH.

Kpaiisure nenn na cpextapnata Tepanus (end-paints) ca yeeNH'aBane Ha

npnﬂmmﬂwmmn‘ra Hi HMBOTY, HAMATRBAHC HA IA0ONCEACHMOCTTA H NMOBATIIARAHS
HO KAIECTBOTO HA HHBOTA.
b Cyporat-kpafink nemu (surrogate endpoints) ca Guosapkepl, KOHTO ce
& W3LI0IBAT KATO MEAUIHHEY JAMECTHTCTH HA KPailHHTC KPETCPHH 32 eEKTHENOCT.
B Te e NpeANCIHTAT, JAOTO MOFAT 4 £¢ HIMEPEAT MHOTO NO-PAN0 K N0-CCTO B
' NpOIECa NA JICHeNHe, B CPABICIHE ¢ KpalHHTE KPHTEPII; LO-MAULKD HHELIHBRN Ca)
NOIBONABAT HAMAMABIHE Hi PATMCPA W TPOALIEHTCINOCTTA HA KNHUMMHHTE
NPOYMBAHAH M B KPAiHA CMETKa DOIYUMPET LCHATI HA.

TIpustepH 3a eYPOTaTH P CLPASHO-CEA0RH 3alonnemia ca HDL xonecrepon,
aunonpotemiy B, xpeamnian-kunasa MB, tpononuiy, C-peaktupen npotens (hs
dpagipa), prEpHECrCH, (FPAKINT B HITIACKBIHC HTENCCHCTONCH 00eM, ST-nenpecks
H OP., 10 CIHCLKBT B GHOMAPKEPHTE, YIFRDICHH KA10 CYPOTaT-Kpaiiii Lem © MHOTD
RO-KpATHK: CTOATIOCTH Na APTCpHALIOTO HANArale, Xonectepon ¥ LDL.

MemAMHHHTE 3AMECTHTENH HE CA JINPCKTHA MAPKA 34 KIHIHTNATE Nons, a
CaMO MPEAHKIODH HA KIHHHYHHAS HINOO. Hucaned™ eyporar-kpaiina nen ¢ ToH
Gromapkep. KOHTO NANEHKIND UACOYED KM KIHHHMHO JUaMEMITa Kpaiina en. 3a
CHKANEHHE MHOTO 38MECTHTETH MOTAT 13 SLAT MOIBCHALIH, HAP. JICKAPCTESHOTO
CPEACTEO QUIBKAMHHY DBIAIHEL PHTEMHEH HAPYIICHH (cyporar-rpafina nen}, no
enopen npoyisanere CAST yBennuars CHbPTHOCTTA (KIMHHYHO 3HAMHMA KpafiHa
uen). H

Fowouoau dysu: CypOTSL, CYPOTEI-Kpaiia ue, Kpaina Her.
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62. NMengnueBa [1, Craspesa [, lMaHaypcka A. ®opmupa nn npobnemHo-6a3npaHoTo
0ByyeHne KOMyHUKATUBHN YMEHUS Y CTYAEeHTU-MeanUm V-TH Kypc npu HasHavyaBaHe Ha
paunoHanHa nekapctBeHa Tepanus. tOBuneiHa HayydHa KoHdepeHums 20 roguHm
Meparornyeckn cpakyntet ,O6pasoBaHneTo B rnobanusnpawms ce csat’, Benuko

TbpHOBO, 15-16 okTomepu 2004 r. Mporpama, cTp. 12.

20 TOJIMHM ITEJIATOTMYECKH ®AKYIITET
FOBWIENHA HAYYHA KOHOEPEHUIMSA

“OBPA3OBAHMETO B
ITIOBAJIM3UPALLNS CE CBAT”

m|m & 8

IOBUNEMHA HAYYHA KOHOEPEHLINA
20 FOAUHU NEAATOTMYECKN QAKYATET

CBOPHUK OKNIAAN
YACT NbPBA

OBPA30BAHUETO
B INIOBAU3NPALLINA CE CBAT

Benuko TopHoso
15-17 oxyomspw, 2004 rop.

OOPMWPA JIU ﬂPOEﬂEMHO-EA3MPﬁHOTO ObYYEHWE KOMYHWUKATWUBHW
YMEHWA Y CTYAEHTU-MEQWLM V KYPC NP HASHAYABAHE HA P-TIEKAPCTBO

A-p [uana NeHgnyesa, o-p lanA Craspesa, o-p AHToaHeTa Mangypcka
Kareppa ,ExcnepumenTtanta u knuHn4Ha papmakonorua u MBC’,
MepmnuuHckn YaneepcuteT, rp. [nesen

Peswome; [fenma Ha npoyysaHemo e da ce OyeHAm KoMyHu-
KOMUBAHUME YMEHUA HA emydermu-meduyd V xype, hopmupanu 8
npoyeca Ha npobemo-6asupano ofyHentie no KAURNYHA Bapma-
KORO21A, Cu0Bpazeno ¢ ymespdernama koryenyus #a (30 2a uzbiop
U Ha3Ha4asane ha P-nexapcmeo

Ha 115 anydenmu om V kypc, MY — 2p. {neaen e npunowed
mem, Sa3UpaK HO RUCMEH KAUKLYEH CyYatl BBPXY Wem OCHOBHY
COUULIHO-3HAYUMU 36607AEAHUA Lt CUNTPOMU, KomyHUKamUBHUME
YMEHUAHA cmyBexmume cd OyenAsauy om npenodasamen 8 pona-
M HA CUMYAUPAr NOYLEHT.

Knrawo8u Symir: OUEHKT, KOMYRLEAMUBHU YMEHLA, CRyOeHmy-
meduyy, P-nexapeme.

CnocofiHocTTa fa e obuwysa e HEQTAGNHM ENEMENT OT
UANOCTHOTO HORMUPAHE HI OTHOLEHWAT NeKkap-natwnenT. [u-
ATHOCTHYHO-TEPANEBTAYHUAT NPOLIEC € CNOMKEH M HEEAHOZHAYEH,
OcBeH TEOPETHYHU NO3HAHMA N NPOYECHONANEH ONHT, TOR MBMCKBA
¥ YTBBPIEHH YMEHHMA 3a pasbupane Ha YOBEWKOTO NOBEAEHKE,

33 PEaiiO 0K33BAHE HA NOMOLL N0 BbIMOKHO Halt-e(exTuser
Hauu [5,8).

KaK 2 e roBopu ¢ NaLMeHTa, KaK A3 Gbe M3CNYLIBAH; KaK
A ce pa3bupat NOCRAKMATA MY; KaK A3 (& Pa3no3HaBa OHoBa,
K0ET0 € Naf NABLPXHOCTTA Ha BUAMMOTO NOBEACHHE; KaK fa Obge
¥30paH Hall-paLNOHaNHUAT LT 33 Pa3peLIABaHe Ha npolnemuTe
= Te3u NPOGIECHOHANHI YMEHIHA Aaney HagxBbpNAT ofuuaiinvTe
PamKM Ha yueGHMA npovec. Te e 3rpaAaT NOCNEAOBATENHD, €
06eAMHEHM YCHNMA Ha HTEPIMCUMINAHAPHO HUBO, YCROPEAHD €
Npeno/aBaHeTo Ha OCHOBHHTE 3HaHuA [3,4,6,8].

Bpw3xara nexap-nauywent, peania wiv camympana, npoThya
B Tpu ocHoBHY da3u. B nbpeata 0a3a excnept e nauveHTwT. Toi
Hail- fofipe no2HaBa CBOMTE ONNAKBAHWA, TRCBOrW, CTPAXOBE MAN
noTpe6HOCTY. SlekapAT BHYMATENHO M3CAYILBa, NPOCNEAABE 1
NPHEMA OHOBA, KOETO NALMEHTHT ChobLaca,

B cnenBawara dasa excnept e nekapar. Toi npernexpa
NALWEHTA i, RPIUNArafiku 3HAHMATA M ONUTA L, NDCTARR AMTHO33
1 Ha3Hayaga TepaniA, ECTecTBATO Ha BbPOCATE, TOKBT W NoBEAE-




63. CtaBpeBa [, MeHpguueBa [1. OueHka Ha yMeHusiTa Ha CTygeHTUTE 3a u3bop Ha
paLuoHanHa fnekapcTBeHa Tepanus vpes Tect, 6asupaH Ha NUCMEH KNUHWUYEH Cryyail.
tO6unenHa HayyHa  KoHdpepeHums 20  roguHu  [leparoruyeckn  pakynTeT
,O0pa3oBaHuneTo B rnobanuanpaiyms ce ceat’, Benuko TbpHOBO, 15-16 okTomepu 2004
r. [porpama, cTp. 12.

HOBUNENHA HAYYHA KOHOEPEHLINA
20 FOAVNHU NEAATOMMYECKA GAKYNTET

CBOPHUK IOKNAAN
YACT MbPBA

OBPA30BAHWETO
B IMIOBANU3UPALLINA CE CBAT

Benuko ThpHoBO
15-17 okvomepw, 2004 rop.

OLIEHKA HA YMEHWATA HA CTYAEHTUTE 3A U3BOP HA PALIMOHAJTHA
NEKAPCTBEHA TEPANUA YPE3 TECT, BA3VIPAH HA MTUCMEH KIIMHWYEH CJTYYAN

a-p l'ana Craepesa, g-p inana MNexpuuesa,
Kateppa,EkcnepumenTanHa v knuHuyHa dapmakonorus un MBC,
MeawuuHcku YHneepcurer, rp. [lnesex

Peatome: lfenma Ha npoyyaanemno e 94 ce OUeHAm ymexusma
Ha cmydesmume-MeguyU om nemu Kype3a u3Bop Ha payuoHana
JIeKgpCmaera mepanus ypes meam, 6a3upar Ha NUCMeH KAUKUYeH
cTyail.

Ha 115 cmydexmu, 3asspuinu npobeno-6asuparo obysexue
N0 KAUHUYHA Papmaronozus, Gaxanpunoxext 19 anpobupanu nuc-
MeHU KNUHUYHY CRYHaY 8BPXY e OCHOBHU (OUUATHO-3HAYUMU
3a60NABaHUA U CUROPOMU. YMerLAMA Ha cmydenmume 6axa otje-
HABAHU Ype3 Cmangapmu3upar mecm, 6a3upan Hanucves cyvad,
Pesynmamume noxazgam, ye 75% om yyacmHuyLme ce cnpagam
MH020 doBpe u omAUYHO CU360pa HA ehUKaCHa, CueypHd, yoauHa u
(urarcso csolpasHa nexapameeHd Mepanus.

Krnsovosu dymu: otjexKa, yMeHUA Ha cTIyOeHmUme, payuoHanta
JeKapameeHa mepanus, mecm.

LIENTA Ha npoy4BaHeTo e 4 @ OLIRHAT YMEHMATA Ha CTY/IeH-
THTE-MeAIMLY 0T NeTH Kypc 32 u3Giop Ha pauMoHanHa nexaperBena
TepanuA upes TecT, Gasupan Ha NHCMEH KNVHUEH Cnyvaid,

MATEPYANI W METOAW: Ha 115 crypeny ot V kypc-AED,
npeMAHaNK npo6nemHo-6a3uparx Kype Ha 06yUeHUe o KNMHUYHA
$apMaKonorus, e NPOBe/eH CTaHAPTH3NPaH TeCT Bbpxy 19anpo-
Gupakn NACMEH0 NPeCTaBeHIn KNMHUUKK Cnyuan, oBxBawialum
LIECT OCHOBHM COUMANHO-3HAYMMM 3a60NRBAHNA M CHHAPOMHU
(Mcxemmuna Bonect Ha CuPUETO, XUNEPTOHNA, CHPAEYHA HEROC-
TaTLYHOCT, OPOHXVANHA 2CTMa, GONKOB CMHEPOM, BaKTEpUaniy
nHOEKUMn). Ha BCEKN 0T YUaCTHULMTE @ NDEOCTaBEH eAHH Y Yail
33 CAMOCTOATENEH AHAN3 B PaMKMTE Ha 45 MUHYTH,

YMEHMATA Ha CTYAEHTITE (3 OUEHABIHM YPe3 CTaHAAPTHO
WHTEPBID, Cb0Opa3Ho yTBbPACHHTe KpuTepuy Ha (30 3a w3bop
Ha PaLMOHaNHa NEKAPCTBEHA TEPAnHA — eQUKACHOCT, CUTYPHOCT,




64. Hakos B, dyxneHckn W, MeHguyesa [1. MpobrembT 3a CbaeiCcTBME HA NaLMeHTUTE C
LUM30DPEHNS B KITMHWYHATA NpakTuka. HauuoHanHa koHgepeHumns “Pas3cTponcTBo Ha
uMnyncuTe W BnedyeHusTa. KOHCEHCYC 3a feveHWe Ha AenpecuBHU  CbCTOSHMS.
L lcnxoeHgokpuHonorus”, Lymen, 14-17 anpun, 2005 r.

MPOBJIEMBT 3A CHJAEVMCTBUETO HA MAIIMEHTUTE C IU30®PEHUS B
KJIMHUYHATA ITPAKTHUKA
Hakos, B., */lyxaencku, U., **Ilenauuena, /.
Kouncynmamuegno-neomnooicno omoenenue - Obnacmen oucnaucep 3a NCUXUYHU 3A00J15186aHUS
cve emayuonap — Cogpus */[uaenocmuyno-koncyimamueer yeunmvp 11 — Ilnegen.
**MY-Ilnesen, Kameopa “Excnepumenmanua u kiunuuna gpapmaxonocusi u MEC”,

Pe3rome

BbBenenne: CbhriacueTo Ha MalMeHTa 3a ChACUCTBUE HA JieKaps ce 0003HavyaBa ¢ TEPMHHA
“komruiaiinc”. WHTEepechT KbM mpoOiieMa 3a TEpaneBTUYHOTO CHTPYAHHYECTBO Ipe3
MOCJIEAHUTE TOJUHHU C€ IOBUIIM BbB Bpb3Ka C IMPOMEHEHATa Mapajurma 3a JICYEHUE Ha
ncuxo3ure. BHHMMaHMETO Ha NCUXMATpUTE C€ KOHIEHTPUpPAa BCE IOBEYE BBPXY
MIPEOTBPATABAHETO HA PELUIMBUTE, a HE BbPXY KYIUPAHETO HA OCTPUTE CUMITOMH, KOETO
npupaBa ocobeHa pois Ha KoMIUiaiiHca. “3maTeH craHgapT’ BCe TIIOBEYE CTaBa
IBJITOCPOYHOTO BOJICHE HAa CIIy4YaWTe, KaTo C€ MUHUMHU3UPAT OOOCTPSIHHUITA U CE€ JOCTHTra
MaKCHMAaJHO COLIMATHO MPHUCIIOCO0SBaHE U KAYECTBOTO Ha KHUBOT.

Ien: Hacrosimero mpoyuBaHe MMa 3a LeJ1 OIIEHKaTa Ha TEpalleBTUYHATa ChIJIACYBAHOCT
MEXJly NCUXUaTbpa U NALUEHTUTE, KAKTO U Bpb3KaTa MEXAY NPUIOKEHHUETO HAa HOBHUTE
HEBPOJICNTHIIN, KAYECTBOTO HA )KUBOT U COLUATTHOTO (DYHKIIMOHUpPAHE HA MTAllMEHTHTE.
Marepuanu u meroau: Brximouenu ca 35 manuentd /19 mbxe u 16 xeHH/, TOKpUBAIIA
kpurepuure Ha DSM 1V 3a mm3odpenus ¢ npoabIKUTETHOCT Ha 3a00sBaHeTo oT 5 10 32
roguau. IlepuonsT Ha Habmonenue e 1 roauHa. IlanmeHTHTE ca MPOBEXIATU Tepamus C
amucynnpun B craprosa [IJ1 800mg u ca onenssanu no CGI, PANSS, GAF.

Pe3yaratu u o6cbkaane: Kopekuusara Ha KOMIaJIeHca € BaXKEH €IeMEeHT B o0Iara cucrema
Ha oOciyxBaHe Ha OoiHUSA. OCHOBHM HAamNpaBji€HMs B ONTHUMH3ALMITA Ha KOMILJIaeHca ca
IpenapaTUuTe ¢ MaJIKO CTPaHUYHU €(PEeKTH U ICUXOCOLMaTHUTE BMelaTencTa. Pazpaborkara
HAa HOBU AaHTUIICUXOTHIIM € BaKeH eranm B Oopbara 3a OCHTypsiBaHE Ha JIEKapCTBEH
KOMIUTaieHC. ATWUIIWYHUTE AaHTUIICUXOTULM B Mo-Manka creneH mnpeausBuksar EIIC B
CpaBHEHHME C Kiacudyeckure. Te ca B OocHoBaTa B OopOaTa ¢ ICHXMATpUYHATa CTHUIMa U
MOBMIIIEHUETO Ha KaYeCTBOTO Ha KUBOT Ha OoiHMTE ¢ mm3odpenus. Brnpeku ToBa nmpobiema
3a HECBAECUCTBUETO OCTaBa IOPU IIPU ATUIIMYHUTE aHTUIICUXOTHLIH.

KaouoBu nymu: Komiiaiiene, mm3oppeHnst, aMUCyJIPUI, COLMATHO QYHKIMOHUPAHE.




65. MaHaypcka A, Mengnuesa [, Ctaspesa I, Muxannosa M, iumutposa A. Hawmst onut
OT BbBEEHOTO (hakynTaTMBHO OOYyYeHWe MO XOMeonaTus Ha CTyAeHTU-Meauum.
tO6unenHa HayuHa cecus 60 rogmHn MY-nosaus, rp. Mnosawms, 10-11 Hoemepu 2005
r. C6opHuK pestomeTa, cTp.42.

HALLISIT Onutr  oOT B'bBEJIEHOTO. D
NOMEOIIATHS HA CTYJIEHTH- -MEIHULIH
umoanena M. Handypera, [T Henowvesa, I Cmasg 64, .
Kamiedpa Excnepuatenmaiind  Kuaneid fl)apua
usura 1 duogdsura. “* Kameopa Oouja 6uo102ua 1

110,108HCTO 1 1A OCH\})aIiHO HHCKITE 103H. ]
B ioseueTo  ¢rpamu 0o cnua ot’we}mﬂo 110 XO

HHKLT OT JICKIMH. BETIOYRANL OCHORIH TONSTHS, nonm)m 3.
OBYUCHHETO JaRBPUIN CLC COMMIAP W 3AKTIOUNTENEH TeCT.
CIVACHTH. NOJIVHIIH IpaBo na seananc. 9% oT apuiaute c‘ it
hpun.puurc 38 OTANMNA OLCIKA, 4 91% - 30 MHOTO no6pa .

PIIITL]’)LL 3 llp()ﬂh;ld\dlldll(.‘ na 0()):‘4(””; [0 nHo XoMe01aT l/m B

Kuowosu Oysta: xovconanmus, ofiyuenue.
Tun npedcmassie: nocmep

-42.




66. Muxannosa M, T[aHgypcka A, Craspesa [, MMenguueBa [, [umutpoa A.
XOMEeonaTWYHO JleYyeHWe Ha nauueHT C xunepTpodus Ha npocraTata. [leta
HaUWOHanHa KOH(EepeHUMs No KnuHUYHa xomeonatus, 2-4 toHu 2006 r., AnbeHa.
C6opHuK pestomeTa, cTp. 6.

- 6 Bpou 9 2008 o

"”"""'Wn.rﬂ-

XOMEOHATW-IHA TEPANUA H

CHBPEMEHHA XOMEONATYA
A AOBPOKA‘-IECTBEHA

A2 00 30 Mux g 2
mep
NbPBNyEY

4 rog

"
[

neernen |

T3 ¢ oTaenme
N 4 MATKD

Ko

Ao NECTHO YPAND 1 TaMK CTyi

A NAPEHE MEXRY MiKLMTe,

e o

|
o v ;. |
—D YPANA 13 KAVt 8 KO8 |
YPUUPAKETO; MenpogyKTBHM 1a
Mok € BoNxa B 0SNACTTa Ka Mame
Ta3; TlaUmesTaT Me cbobusana 3a u
AUMIA RDOMEHI B UBETA KA ypanaTa;

- Bonkit 8 kpucra © wpagwaums
Kb 2ACH MHTBUHATME OBNACT, 2 B
NR80 - N0 X042 Ha n. ischiadicus;

- BMENE M3 CONT CYTPUN NP CTa-
Bake OT nernoto. |
MuHanu u npuapywasawn |
3a6onnsauns: i

- PesMaTiabm & neToxa Bu3pacT;

- Tpasua B nymGanuara obnact
npesw 13 roguni,

= Xuneprowuina Gonect. Cup-
HeaoCTaTLLHOCT 11 crenes,

4.3 MUTDanKa Knana;

i

Megoquncra Vm‘mumcm mmm m.nmpw.

o

TeHmyen xabutyc. Koxa - 6nega.
Tnasa # wma - 6. 0.
Mpi

Npagoto Hepeo. OCTaTLNKA YPUHa
806em Haa 300 mi (onpeaenes npu

BE3NKYN3PHO AMWAHE, C NEKO

PHTMIYHA CopacuHa AGHHOCT,
BKUEHTYWP2H 1 TOM Ha Bbpxa C An-

2 wwym.
ApTEpHBNHO HanArare 160/90

mmHg
KopeM - Ha HHBOTO Ha TPbAHNA
Kow; SepeH Apob - Ha 1 o noa

pebpenara Avra, neboneen
Nannauus. Suc:ussto renalis -
: OTPMUATENHO,
ot - wapHopHpaNY -
mmw nyncauum
W BaXHW pednexck -
< W craryc (onucan o1

TIaPaKAMHMNKY WIIEABANMA
MunHa kpbawa Kkaptwa; WEC -
6,6 X 109 /I; RBC - 4,62 X 1012/1;
Hgb- 141 g/t; PLT - 185 X 109/1;
CT - 137 X 10-2; MCV - 92 fi; LYM
- 30,6 %; MON - 9,2 %; LYM - 2,0
X109 /I; MON - 0,6 X 10 9/1; GRA
- 4,0 X 10 9/; CYE - 4 mm.
BHOXMMHUNM  nOKasaTeNu:

npit  Cep.rmoxasa - 6,0 mmol/l; ypes -

5,2 mmol/l; kpeatunm - B8 (mol/l;
06U GenThK - 76,3 g/l; anGymitn -
42,7 g/i; 06wy Guanpyu - 10,55
(mol/t; ASAT - 20,1 TU/L; ALAT -
10, 4 TU/L; LDH - 22,0 IU/L; AP - 84
1U/L; xonectepon - 3,59 mmol/l;
HDL - 0,91 mmol/l; Tpurnnuepan
0,79 mmol/l.

Ypuna: BenTuK - OTp.; FNIOKO3A -
QTP.; CORMMENT - § Lewi 1 eaunin-
Hu Ery.

: Nlunca na GakTepu-

\: NOBPOKAYECTBE-

HA MPOCTATHA XWNEPNNAS
(Anx)

Nevenne

Cxema 321 meceu:

Staphysagna 15 CH - no 5 rpany
N CYTPHK Ma FAAMO 33 7 fis,
nocneasano of 1 403 rnoGys
ceamO.

Conium maculatum 9 CH - o
5 rPaKyNM BENE) NPCAH ARTANE 33
28 pnm,

Medorrhinum 30 CH
121033 rnOBYNM 2 ALTH MECENNO

® KOHTPONEH NPEFNER (17
01. 2005 roa.)

MaymenTuT e GoaLp, € A0HPO Ci
MOUYBCTBHE W B A0BPO OBINO Che
TosHME. HOUMWTE O3 33 YPit
HMPEME €A C OpaKMMIN A0 1-2, 3
4yBCTBOTO 32 Napene e niweauano!
BONKHTE B KPHCTA W “ABPAANETO B
COMR KPAK' € HAMINENN.

32 NCPHOAA € NPERPATEH APHE-
MuT Ha Omnic. Tepanusta wa ANX
€ NPOBEXAINA CIMO € HAHANCHW-
TE XOMEONATHUHI ACKIPCTBa. oA
ALPKALMTE ANONATHINIL NEXPCT

no i




67. Muxannosa M, Ctaspesa I, MenaunyeBa [, Mangypcka A, Qumutposa A. Mogxoamn B
XOMeonaTnyHata Tepanust Ha CUHOPOMAa Ha XMNeppeakTMBHOCT U AeduuuT Ha
BHUMaHneTo (ADHD). KrnuHuunm cnyyaum. Llecta HauwoHanHa KoHdepeHuus no
KnuHnyHa xomeonatus, 01-03 tonn 2007 r., AnbeHa. CoopHuk pestomeTa, cTp. 13.

Wecrara HaumoHanHa Koxdpepenuua no Knunuuna Xomeonartus - Anbena 2007

PestlomeTa Ha Npe3eHTaLmuuTe

SEPIA PUNOKEHIE s LB LETCE [PUIECHEHUE XOMEQIATUYHIAT ChBET HA GAPMALIEETA

QHOIIFCKA W 3PANA FLAPACT

[CUXOEMOUMOHANHIA CLCTOSHUA. HOPIA W ICBENEHUE EPEMEHHOCT TANFHE W NOBPHIIAHE XOMEONATWSHWAT CLEFT HA GAPMAIIFATA

COMHANHA MYCKYNIHA ATEOSUE NONOBFRBAHE HA MVCKYNHATA CUNA COFL NEYFHUE C GEL SEIAIUN

MORXOMM B XOMEOMATHHHATA TEPAMMA HA CHHILPOMA HA XWTIEPAKTHBHOCT W [LEQWLIT HA BHUMAHWETO (ADHD). KIHHIYHM CRY4AR

[0 M. Muxaimosa, Koweonzruuer kabuwer, Mnesed, Ac., Karenpa no Gnoxmmus, MY - Mneges,
[-oT Craspega, [0 0. Mewgweea, [0 A. Masgypcwa, Karagpa no dapwakonara, [-p A. Juvirpoaa, Kerenpa no naradiananarva, Megauymcist Shiaepciner - [nase

CHADOMLT 53 XINEDBKTIBHOCT ¢ AESHUNT Ha EhivaHhero (ADHD) & HapLLeHNE ke KSBPONCIAONOTIGHTE DASEITHE B ASTCKS Bapact, TDORERBALID C ¢ ACDALIT H EANMBHIGTO, XUMECBTABROCT H -
MYTCHEAOCT,

NoMeOnariuHT TpanA & HADEKASH TEDATREMIYEK Merod, KDATO NOG33EA TRATKD OBNSLAEaHE Ha KTMHIAHITS Cinmron & 63% or cyuaie,

g EHgaTHHTE XSDAETEDICTHKA Ha STWNSHNTE CHMTTONI C3 ITHO|DB MOMEAT 33 YCTaHOBRBEHE HA MEKCHNATHO NogOGHe MEKZY neLyeHTa i VIZTaphm edia. T HAOTEDani XOMEOnETALHOTO NetapcTed ce
DN MpOLMHINenHo 8 Hick paspexgaits (5 CH 9 CH).

Toyr waweanamses nogpeog i ADHD & vonGishpaner. Toil BRTIOUE: HEKOTKO YOMEQTAI4HN MeKZDCTE, CHOTBETCTRALLN K YETHDITE KESIBSHTA OF KPCTa ka Kepihr: CHNTTOMETAUH, ChaBpase ¢ Nogan-
HOCTITE; 38 YBCTEATZNHAR TIT, 32 TEDBHA I 33 KMHKANKITE W3R Ha 32DonAeaers.

Hall-ueCT MDBAINCBBAATE XOMEQTATHYHN MELUKAMEATH DK KABYLLEHA KOHUBKTDALIA H2 BHINBHIETE, YMCTBEHA YD i Ra3A0aHNTENKOCT npwnagpacraalh ca: Kalum phasphoricum, Phospharicum acidum, Anacardium.
Aro npeoinaaear CHUTTONN Ha HED3HO Wl ¢ kafinup va raag - nogonwk ca Nux vmica, Ching, Chamomila.
TTELYEHTH C HPYILEA3 KORLEATORLIIR H3 SHINGANETD, YYECTED 33 HECHTYPHOCT,CTOX OT MOBACTOALIN ChEIMYR, TDATBAKOCT I HEDEH SToLLgAWe oTrosapar Rofpe ka Gesemium 1 Argertum itricum.

HpEJlCTEEFIT CE KTHHYHN CTy3al, KOUTO OHarne;ABaT ABaTa NORX0Aa N XOMEONaTHYHE TepaniA Ha ADHD.




68. Ctaspesa ', Nexgunuesa [, Xpuctosa [1, Mangypcka A. XapakTepucTuka Ha HexenaHu
NeKapcTBEHN peakuwW, BoZewu [0 XOCnUTanu3auus WM NposiBEHM B xoda Ha
BonHMYHO neveHne npu nauneHT B KnuHuka no Hedponorus n xemoguanusa, YMBAJT-
[neseH. KObuneeH HayyeH opym “[lHu Ha obLiecTBeHOTO 3apase”, 5-7 oktomBpu 2006
r. Mporpama, ctp. 8. Joknagw, ctp. 133-7.

MEJAWUHWHCKH YHUBEPCHUTET - IIEBEH
DAKVITET “OBIIECTBEHO 3/IPABE”

JTOKJIAIN

KO0unaeiina nayuna KondepeHuus
»/JJHH Ha 001IecTBEHOTO 3ApaBe”
5 - 7 oktomepn 2006 r.

XAPAKTEPUCTUKA HA HEXXEJIAHU JIEKAPCTBEHU PEAKIIUU, BOAELIN
J0 XOCIHIMTAJIM3ALIMUA WM TPOABEHU B XOJA HA BOJTHUYHO
JIEYEHUE ITPU ITAIIUEHTH B KJNIMHUKA 11O HE®POJIOI'UA "
XEMOJIHUAJIN3A, YMBAJI-IIJIEBEH

I'. CraBpesa*, /I. lenguueBa*, [1. Xpuctoa**, A. [langypcka*

Karenpa ,,ExcriepumenTtanna u kivHu4Ha papmakonorus‘, @akynrer ,,MenuuuHa‘“
Karenpa ,,YrpaBienue Ha 3paBHUTE TPUKHU, MEAUITMHCKA €TUKA U HHGOPMAIIMOHHU
texuosorun‘‘, daxynrer ,,O01IeCTBEHO 3paBe’

MYV-IIneBen

Abstract

The aim of this pharmacovigilance study was to detect Adverse Drug Reactions (ADRS) as
cause of admissions and manifected during hospitalozation in Dept. of and Nephrology.
Therefore, we undertook a prospective analysis to evaluate the prevalence of ADR, types,
causality, and severity of ADRs, length of stay, avoidability, and outcome. Among 223
inpatients, we found 17,04% with ADRs; incidence — 197,3%o.. 70,45% were determined to be
Type A, 25% - Type B and 2,27% - Type C and D according to Edwards&Aronson. Most
ADRs were predictable and either definitely or possibly avoidable, considering patients’ risk
factors assessment and limitation of polypragmacy.

Keywords: Adverse Drug Reactions




69. Nenpguuesa [, Adyxnexcku W, MaHgypcka A. [JuHamuka Ha MeTabonuTHU nokasatenu B
X0fa Ha neyeHne ¢ atunuyHu aHTuncuxotuun. KobuneHa HayyHa Cecns “25 rogutu

MegouumHckn ®akyntet” — rp. Ctapa 3aropa, 27-29 centemspu 2007 rog., rp. Ctapa
3aropa, bvnrapus. Mporpama. M2:17-18.

Tocmepna cecusn Doaiie 11l emaxe
IOBUAEMHA HAY4HA KOHOEPEHLIA 28.09.2007 .
27 -29 CEMTEMBPY 2007 Hespouorus n |1cu.\'1|=lrp|m 11. 00~ 13. 00 u.
Du3norepanis ¥ pexadnanTanus
Cmapa 3azopa Npenceaaren: rac. A-p Tioamuna Jlosanosa, An

Mpenceaaren: rnac. A - p Bana Lionesa, av
Cexperap: . ac, - p [ers Munesa, am

1. C-peaxTiBeH NPOTENH — MHANKATOP 33 KMIHYINA [10XO0 i CTENEeHTA
nPOrPAMA 113 BL3CTAHOBABAHE HA MAlMEHTH CIACA CHONTAHCH HHT[)(!LLCPCGPZL’[CII
KPLBOH3IHB

M. Jlanoscka, M. Anexcanaposa, I1. Boues, b. Cramenos

Bropa Hesponoruuna knuinka, MBAJT - Tliesen

z 2. lusamitka i MeTaboaTI NOKa3aTeNH B X0/1a Ha JICHCHIE C ATHITHYHI

MEAWULIUHCKI QAKYATET 17
TPAKMAICKI YHIBEPCHTET

AHTHICHXOTHUM

1. [enmmea, K. Jyxaenckn, A, [Tanaypeka

Karpenpa (Dusionori, excriepuyaHTaTHA 0 KAHHIYIA tapuakonoris
— agyaTeT N0 Me/MLIHA — MEANLHHCKI YIHBEPCHTET — Mnesen

e R : C
TUHAMMKA HA METABOJIUTHI £JIA B XOAA HA . IEYEHUE

ATUITHYHN A (XOTHULN
& nmage P | 7 c A Hdll'l_\l\'\
e e f una Gapm . OM, MVY-Tlnesen

| Karenpa ,, du3non0ris, ExcriepumenTasiHa |
va. .. KIIMMEHT Oxpuncm" 1, 5800 rp. [lnesen; “Tlcuxnarputict
= E-muil: peﬂdlklh’\’\)\\-hm_ il.cormn

11 — EOOJL, rp. llnesen

DYNAMICS OF METABOLIC MARKERS IN THE CUUR‘S‘la OF TREATMENT WITH
et ATYPICAL ANTIPSYCHOTICS
D. Pendicheva', I. Duhlenski®, A. Pandurska ‘
i i inical Pharmacology, FM, MU-Pleven
1 t of Physiology, Experimental and Clinical Pfharm.xcp g e
1 K:i)r‘:\iiztgi:id:ki stz"., 580%, Pleven; Psychiatric office, Diagnostic Consult Center 11, Pleven
‘ E-mail: pendicheva@gmail.com

Abstract. The aim of this study was to follow-up the dynﬂ;unics Qf metat.aolic markers 'm' ,lhc C(?ur(sie ot‘ t;‘egxmert\nte\:!‘::\(\i
atypical antipsychotics routinely used in the treatment of ()lllPllllCl\l:< with schnzophr%*nm. RFL(?r s witl . odcuwe.l -
metabolic markers (glucose, cholesterol, HDL-cholesterol, triglycerides) and mea\§\1|cx\\c1\ts of he\gh(.. ody - g .
BMI and blood pressure for one-year period (Jan 2006-Jan 2(?07) were obtmn.cd from a psychlmr\c. of ce ‘d
Diagnostic Consult Center [I-Pleven. Patients (N=50) on umllsulpnde, clompm.c.. o\;m/npm\?‘ quetiapine and
risperidone were followed-up. Metabolic changes were dclccl.cd in the group‘s.. rccgmng 0\1\!\1_1\[)\‘(\6.. clozapine an
amisulpride, with insignificant variations within normal range in l!\c groups of risperidone and quetiapine.

Key words: metabolic markers, metabolic syndrome, atypical antipsychotics.




70. Menyes J1, bosmpkuesa H, Xensaskosa-Casosa M, Bbnuesa-KysmaHosa C, Pages P,
MaHgypcka A, Menpunyesa [, Ctaspesa . EMnupuyHO coumonornyecko uscneasaHe
Ha npeacTaBaTa 3a XOMeonaTus cpef CTYAEHTUTE OT MEAWULMHCKUTE YHUBEPCUTETU B
Bbunrapus. HaydHu tpypose Ha CYB-Mnosaue. Cepus . MeguunHa, ®apmauus u
OeHTanHa meguumHa. Tom XI. HayyHa cecns ,MeanumHa v geHtanHa meguumHa“, 5-6
Hoemapy 20009.
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Fepus I". Mentusa, Dapyaiuea u entama
oM. XTI

Hayiew 1pyacse ma Cuioda B2 ywemare & Brarupuw-Inonain, cepun CMexminna,
apsianiou i gemranaa sy, Tost XL Rayuus ceens  Mexsmimes o xentzsua Menana™,
5-6 woewnpa 2009 Scleatific researches of the Enon of Seicotisty in Hulgari-Piovdly, series G.

Muodiciue, Pharmacy snd Deatal medicine, Vol.XT11S55 £311-9427 Meddicl
e Ay sub I ; edicine and Stomntology

EMIIHPHEHO COMMONOIHYECKO 113 CIIEABAHE HA
OPEACTADBATA 34 XOMEOIIATEA CPEJ CTY, JAEHTHTE OT
MEAMMHCKUTE YHRBEPCHTETH B GLJITCAPHR
Tefisen 1, Boaasena B, Koansrova-Canosa A”, Buamena-Kysuanosa C,
Panes P, Tlasmypexa A®, NMeraiscsa [, Craspena I
MY Hrowma!, MY Codu’, MY Bapua', TY Cr3uropa’, MY [nesen®

SOCIO-EMPIRICAL INVESTIGATION OF THY IDEA THE
BULGARIAN MEDICAL STUDENTS HAVE OF HOMEOPATHY
Peychev LY, Boyadjieva N3, Zhelyazkova-Sevova M?, Valcheva-Kuzmanova 3%,
: Radev RY, Pandurska A%, Pendicheva DY, Stavreva G
MU Plovdiv!, MU Sofis®, MU Yarna®, TU St.Zapors!, MU Ploven®.

Abstracy 3

Material and wmethods, A socio-empirical ievestigation was beld on among 1018
students of medicine, pharmney and dentistry by inquiry. 1 included 15 questions of sdminisirarive
and cognitive chancter about bomeopathy, quéstions o the interelation brwern bomecpathy and
tnodem medicing, &8 well as on risk/benelit of homeenathy, The alm of this sudy is to investigate the
idea, understanding and the way the medical students In Bugaris take bameopathy as s whole.
Resally: Students willing to stody bomeopathy were a3 follows: 94,6% plurmaciss, 94,3%
dactors, 70,17 dentists. About 35% of them had chosen homecopathy as 4 fion compulsory subject
before, All the smdents suggestcd that Homeopathy shonld be included is the curticelum of
clinical pharmacalogy or elinical phanmiscy. Many of the jnquired students 861 (84,6%) definc
homwi:s.lhy o5 a method of Leatment with very low doses, 165 {162%) comsider #t o
nontradifional method and 224 (22%) idennfy It with phytatherapy, Very few 19 (2,6%) studenls
don’t Tmow what bomeapathy is, Boys keew less ahout homeopishy thas girls, Students from
upper oowrses bad better idea of the means of homeopathy. There wass't siguificast dilference
the idea ol bomcopathy Letwess the studenss of nedicine, phurmaey and dentlstry, As of the offect
of G]I:le freatment with bomcopathy ~ 414 (40,7%) gifds nad  }70 (16,7%) boys comsider it
significant. Negative naswer gave oaly 9 (0.9%). The question “Js Homeopathy sale?” was given o
positive answer by 711 (69,8%), 225 (31,7%) of ibem were boys, 486 (68,1%) gids, $22 (51,3%)
ef them had passed the homcopathy cowse. Conclusion: The students from the medical
umiversities it Bulgaria are highly motivated 1o study fiomcopathy. Their knowledge of the means
of homicopathy is nixng.
Key words: homeopathy, education.




71. Liseosa P, Hanpexosa I, Anesa T, umutpos I, BrHaesa C, Menaunyesa [, AtaHacos
M, HangeHos K, TopHoBcka-Kbapesa P, Mutes B, KbHeBa P, Bacunes [1. Acounaums
Ha nonumopdeH BapuaHT B reHa ABO C moBuWwEH pUCK 3a pasBUTUE Ha UCXEMWYHA
Bonect Ha cbpueTo npu 6bnrapu. MoctepHa Cecust McxemmyHa 6onect Ha CbpLETo".
Pestometa ot XV HauuoHaneH KoHrpec no kapguonorus 6-9 oktomspu 2016, HOK
Codus. bvnrapcka Kapanonorus. 2016,22(Mpun.6):33.
http://host.bglot.com/cardiobgdl/SpisanieBK/BK_2016_15CC.pdf

@| BenraPoEs EAROWMONOrMA

PESIIMETA
g
= ToM XX, 2015, MpAnaseHie §
. R TR 4 ABSTRACTS
X¥ HAUMOHANEH KOHIPEC NO KAPOHONOTHA 3

iyHILMA. MICTIEHIME CH 23 LEN 43 OU2HHM EJEETHEHDCTTE
Ha moisidoming NP NELMERTH & MMEPOSACEYNAPHD AHTHHA.

MATEPHANH H METOOW: SKEMHEME  NARMERTH ¢
MUKIDESCKYNAPHE SHMMKS — CTROUMHE CTRHOKAPOMA, CTRel-
TECT C DAKKW 33 MHIYLHOYEM3 MWIKEROH3 WOXEMUA W D28
CHIHWAIMKEHTHE CTEHO2 NPW KOP-OH3PHE AHMOEamiA. Npn
YUSCTHALMTE G2l 33N0UHITA TEpanuA ¢ moisldomine 3
¥ 2 mp, © THTPHPEHE N0 ERIMOKHEICT 00 3 X 4 M B Kpar
H3 MLEEHA MECAY. M2X00HD W TEM MEGILA Creq HIYanoTo
H3 TE[AMWA OUSHMXME CTEHOKIPAHAETE CAMNTOMETHEE,
SHOOTENHATA IYHELMA K3 NERAPIPHITE W KDPOHEPHHTE
JPTEpMA W PEIEPES HA KOPOHAPHMA EPBEOTOE. ERAOTENHAT
QYHILUMA 3 NEPWRSPHUTS APTERUM DUSHUEME £ NOMOWTS
H3 EPLECTOE-MEAMMPAHE E3ZLAMNATAYMA  (FMO) Ha
OpaxXHankara apTEpMA — NPOUSKT HE  B3Z0MMN3TUMA,
HHEYLURMPEH aT YEENMUEHWETD HA KFEEDTORE & EJHIEREMSHHE
aLUEHKa HA EREAr ETEEE HA CHOIE3TA CTeHA. MIcnEnEIxMEe
HEHHEIMEHD CHOPOCTTA K3 KPLEATIKA E NRE3TA NPSHE
OACUEHOEHTHA  apTapuA  (LAD] upe: TPIHETApakarHa
NOMNepIEd EXIKEPEARIrPAdAA. OYEHHNME KIEEDToNG B LAD
— MIXOOHD M N0 EPSME K3 T2ET £ NERaHICTYAEHE BodE (CPT—
cold-pressor b2et), npe KofTD PRKETE K3 NAYHSHTE BB NOTANA
B HITROWSH NE, ¢ OENED, SHAMME K3 SHOOTEHITA DYHKLMA
H3 KOOHIAPHMTS 3PTEIMH W EHOOTEN-HHEYUMPEHKA PEIERE
H3 KDpOHEPHHA KptacToR (CFF). HenocpencTeska cnep
CPT npoeaoxMe CTpec-aXnEapauMpafas ¢ dipyrdamale, ¢
aLUEHKE HA CFF, NPOMAHA B CRMMEHTHATA KMKETHED, [DEAM-
AT3 HE WITNICKEAHS W MOJaNHAA NOKMMTYIMEANEY CTPEAH
{GLE) K3 nAEaTE KaMena (i),

FPaaynTaTH: MEQEIKIUAMHETA HH [PYN3 CE EhETORILE OT
14 Qarem, 6T KOMTO B6% DAXE KEHW, CPeiHATA BbERacT de 56
+ 9 roAWKY. CPEAHITA HINOMNEIHA 4023 molskoming B Kpan
Ha NpoenagAEIHETE Gewe 10 2 2 mg. M2X00H0 YUACTHHYHTE
0MaCE 7 2 E.4 2NH20/13 HA CTEHDRAPIMA CRNKMUHD G NPHIBN-
KMTRrHDET 15.7 £ 204 Min. Ha TRETUR WeCEl OT TER3NUATA
UBCTOTATA HE CTEHDEIPOHHTE MIUOTHAM O3 NOHLGM A0 2.5 &
1.7, NpM KAMANSK3 NPOOLMAMTENRICT — 7.0 2 119 min. Toea
CYDIKTHEHD ONArTNPHATHD NOENAAEAKS J2le CENPoELIEHD
a7 COSKTHEHD YETAHAEAEIHE HA ZHIUWMTENKD NOACIPEHME HE
SHOATENHIATA YHILMA HA NERRGEEPRUTS apTapun: FMD (%)
CE NOEHWA oT 3.53 + 8.31 52 15.34 £ .77 (p = C.0Q4), oo
EJT3 EREAr STESS NPW MAKCHWANKA E3RIOMNATALMA OCTIHE
HENpoMEHEH, NPEANIIEAMH YMCTE SHOITANHD HEED H3
ELEIRACTENS K3 MAlsldamine. EHADTENHATA MYHKYHA H3
EOPIHAPHUTE SETpdK NoKEIA TEKAEKLMA EBM NDA0EDEHME
CAT-CFR o npoMars at 112 £ 011 g3 121 £ 011 (p =
ns). Mo epame k3 dipyridamole cTpEc-2XoEapAMpaguATa
YOTAKIEMNEME ChLYECTEEHD HAPACTEAHE Ha CFR (o7 180 &
047 0o 247 £ .77, p = CLOSE), HA [OHE HA YESMAYAES-
H2 Ha AfEDNKITHATA CToARaET KA GLE (022 NODCTMIEHE Ha
CTITMCTHUEEKS BHIUMKOCT) EKTO HIXOOHD, Taka M NpW
MMEIES EABIAMNETALMA NEW MPOEERASHE HA CTRRC-TECT
HHTD ENMH OF NAYHIKTUTE HE NPEYFCTAKOEM TRPAMMATA. He ce
HANNK3ETEE HEKENIHN NEXEPCTESHH PRkl B IPyTaTa.

JakmpHKe: Moy GoNEY £ MMEPDSACEYNIPED SHMHHE
NPHNEEEKWETD H3  moisldomine eagW 40 CONEXUSHHE
H3 CTEHOKAPIHATE CHWMTAMATEE W A0 naodpeHiS Ha
SHOOTENHATA IYHELMA K3 NERAPIPHITE W KDPOHEPHHTE
pTEpMA W PEIEPEA HA KAPOHEDHHA KPREOTOE ChODEHTE
HEHHEASEHM METDAM K3 Macneaears (FMD, CPT- u dipyr-
Iamale-CFFR) No2eanAEIT ofakTHEHE DURKES HA TEPanEs-
THUHHA BEBEKT B TAZH NOMYNALMAL

M5 ACOUMALIMA HA NONWMOP®EH
BAPHAHT B FrEHA ABOQ C NOBALIEH PHCK
3A FAIEHTHE HA HCXEMHYHA BORECT
HA CBFLETO NPH BBNFAPH
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LSHMER RO MONEX}NHE MEAWIIKE, Kamedns  lis0u-
UIHCKS XUMUA U GWDEUMIAS 1Y — Cogua;
MEmedps o ERA0IR, VIAEAIT W I CmpeHoar — Nireees,
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TRITUHIYEH LERTRT M0 EHOIHPLHOICEIR I SE00HTONDRNR,
MEOWURERT PHUSSPCLTEM — CodUR
SHametpa NRUHIYHS I ENCTEDUMENTENHE (IS0MaNd-
NOZURS ISOULLKCKY PHUESPCTEM — [INSeak;
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THATEOPS  MSOUULHCNS XUMUR It GU0XUIMLURT,
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Llan: HAacTOAWOTO NPIYUEIHE UENA NQOESKGIHE Ha
JCAUMETHERT HMICNEAEIHE M ONP2OENAKE K3 EPLIE3Ta
MENLY NONHMOPIEH EAPWEHT FE5TI450 E raHa ABO H
DMECKD 23 PAEMTHE HE WEC WHnu MW npy Benrapu.

MaTBEMEN M MBTOOM: GRX3 WECNEAEIHH 3Z4 Op. OHK
at naywaHth ¢ MBS {189 ¢ npexapas M w1235 Sea M),
E3KTa W 40E p. OHK aT cnyyafHD nogbgasy WHAMERIDM ©
ORNMERCEM NPOHIN, 23 KOMTT KAME G3HEW 23 KOPIHAgHD
230DNAEEHS KBM MOMSHTE H3 EISMAHE K3 DHONDMMUEHWA
MIT2pHAN. MeHOMHITA OHK GEWE WIDNWPAHA OT B2HDIHA
EP'BE, E3TT BOTUEM NPl GRX3 FEHOTHNHIUPIHA 33 MapRep
rE5TE450 B MeHa ABD. 53 43 o2 ANpagenAT rEHOTHNDEE HA
HEENENEIHATS WHIMENAY, GAX3 MENOMS3HW OTOEM TaqMan
EMTaER [Applad Blosyetams). MamyuakkTe pEsynTaTd dmxa
NOONOHEHH H3 CTETMETUSOKH JHANME 23 3cIUMAUMA
{MeTa 7). 33 oOpaboTka Ha NONYUEHUTE A3HHK elLE Ka-
non2ead PLINK v1.07.

PecsymTaTh: M3 poMua oRs2aTeNoTED 23 BphIkaTa Ha
EPREHWTE METIH C PEArMUMH 230aNABEHIA. KEREKE [pyTa AB
2 CEh[RaHa ¢ NP20p3N0N0KEHAE KM SITEEHAMTHM H E3HIEHH
2300NFESKUA KETD HAMPUMER HEXEMUHA DONSET KA ChPUETD.
Toea oACKAZA NAMYURKSTE B HAWETD HICNSNESHE ACOUMALKA
H3 PROEHA aNan C 23 rE5TE453 ¢ NOEMISHIA PHCE 23 PaIELTHE
Ha WMEC {0R 1.34, C1 5%: 1.00-1.30, p = 0.05), KETD PHSED BHAT
anan a2 CPEa ¢ NO-EMEDKE UELTITA NOH NELIMSHTHTE (34.4%)
B CPEEMEHHE C NOMYMALMOHKEMTE EDHTpCOM (25.9%). Mpw
COEEHEHHETD H3 IRHOTINHWTE M ANETHWTE USETOTH MEKLY
MEALMEHTH M EIHTRONMN HE G2 YETEHOEA CTITHETHUEEM SHIUNMA
EThEEA H3 HICN2NEIHWA MAPEER ¢ ML

Jaknm4eHHe. Gows YCTEHODEEHE BPLIA MEWIY No-
NUWApHHIte 16570450 £ MNOEHIUEH QWEK 23 PasEHTME
Ha WEBC, HD He W ©¢ MW, Heolxogmwmo @ padueprE3HE
HE MWECNefSaHatd Ipyna © 0Mma] NOTEREAA3EIHS WO
OTEERPNRHE K3 NONYUSHHTE PREyNTETH.
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