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ANNOTATION

Background: Disorders in the evacuation function of the gastrointestinal tract are a significant medical and
social problem. Therefore, an increasing number of experimental and clinical studies have focused on nerve-
mediated motor activity of the recto-anal region. It is accepted now that the rectoanal evacuation activity is a
complex process involving voluntary control of excretion as well as autonomic innervation of rectum and
internal and external anal sphincters.

Objective: The aim of this study was to characterize the contribution of major neurotransmitter systems to
modular and descending motor responses in Wistar rat rectoanal region.

Methods: Mechanographic on-line technique, partitioned organ bath, electrical field stimulation (EFS; 0.8 ms;
40 V; 2, 5 or 10 Hz; 20 s) or distension were used to evaluate motor responses of circular and longitudinal
muscles of rectum and anal canal in rat rectoanal preparation as a display of excitation of modules of nerve
networks or descending pathways. Drugs were used to characterize the contribution of cholinergic, nitrergic,
tachikyninergic, and purinergic neurotransmissions to modular networks and descending pathways in a rat
experimental model. Immunohistochemical and histochemical techniques were used to study the presence
and distribution of choline acetyltransferase, substance P, ATP-synthase and NADPH-diaphorase in neuronal
structures of the myenteric plexus of rat anorectum.

Results: Twitch-like frequency-dependent contractions, more pronounced in distal rectal preparations,
characterized the modular motor responses of rectal circular muscle rings and anal canal. The motor activity
of internal anal sphincter depended on the frequency of stimulation and varied from deep long-lasting
relaxation to an initial short-lasting relaxation followed by a contraction. The responses were significantly less
pronounced as compared with those of longitudinal muscle strips. In the presence of atropine (0.3 M), the
contractions of rectal rings decreased, the relaxation of internal anal sphincter increased, and inhibition of the
contractions of the anal canal, followed by relaxation was observed. NG-nitro-L-arginine (0.5 mM) increased
the contractile responses and suppressed the relaxations of the internal anal sphincter. L-arginine (0.5 mM)
decreased the contractions and extended the relaxations of the internal anal sphincter and anal canal. In
entire recto-anal preparation, application of EFS to distal rectum elicited descending contractile response
(5.16£0.46 mN) of anal canal, while distension by balloon induced descending response that consisted of
contraction (1.50£0.18 mN) followed by relaxation (3.12+0.34 mN). In the presence of atropine, the EFS-
elicited descending contractions of the anal canal were suppressed, and a relaxation occurred. The initial
contraction component of the distension-induced response was decreased, while the relaxation remained
unchanged. Spantide (0.1 uM) lowered the contractile component of the anal canal response even more.
NG-nitro-L-arginine enhanced the contraction, prevented the atropine-dependent relaxation of the EFS-
elicited response and inhibited the distension-induced relaxation. L-arginine suppressed the contraction and
extended the relaxation. The electrically- and balloon-evoked responses of anorectal preparations were
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tetrodotoxin (0.1 uM)-sensitive. ChAT-, substance P-, NADPH-diaphorase- and ATP-synthase-positive nerve
fibers and NADPH-diaphorase-positive perikarya were found in myenteric ganglia of the anal canal.
Conclusion: The results obtained suggest that cholinergic and nitrergic systems are not equally involved in
modular nerve networks in different regions of anorectum. Cholinergic neurotransmission, more expressed in
distal rectum, underlies the contractile potency of rectal circular muscles, while nitric oxide-dependent
neurotransmission(s) control the relaxation ability of internal anal sphincter and anal canal. The results show
that excitatory neurotransmission(s), more expressed to longitudinal muscle, dominate in the local recto-anal
nerve networks. Our findings suggest activation-dependent descending reflex motority of the anal canal,
involving electrical stimulation-displayed cholinergic and tachykininergic, as well as distension-manifested
nitrergic neuro-muscular communications.

Key words: rat anorectum, descending motor response, modular motor response, atropine; L-arginine; NG-
nitro-L-arginine, ATP, spantide.

nyGJWIKaLIVIVI B YyXaeCTPpaHHU Hay4YHU CNUCaHUA

2. Radomirov R, Negrev N, Itzev D, Stavreva G. Activation-dependent descending
reflex evacuation of anal canal in a rat model. Archives Italiennes de Biologie.
2010;148(4):377-88. Doi: 10.4449/aib.v148i4.1200. (IF 0.778; uHa. IF 0.1845; 1
uuTUpaHe).

Abstract

The evacuative motor responses of the anal canal and recto-anal reflexes during defecation were studied in
an isolated rat recto-anal model preparation using (i) partitioned organ bath, (ii) electrical stimulation, (iii)
balloon distension and (iv) morphological techniques. Electrical field stimulation applied to the anal canal or
to the distal part of the rectum elicited tetrodotoxin (107 M)-sensitive frequency-dependent local or
descending contractions of the anal canal and the local responses were bigger in amplitude (14.911.35 mN)
than the descending contractions (5.3+0.7 mN at frequency of 5 Hz, p < 0.05). The balloon-induced
distension of the distal rectum evoked descending responses of the anal canal consisting of a short
contraction (1.50+£0.18 mN) followed by deep relaxation (3.12+0.34 mN). In the presence of atropine (3 x 107
M) the electrically-elicited (5 Hz) local or descending contractions of the anal canal were suppressed and a
relaxation revealed. The initial contraction component of the distension-induced response was decreased
while the relaxation was not changed. During atropine treatment, spantide (107 M) lowered even more the
contractile component of the anal canal response. NG-nitro-L-arginine (5x10-# M) enhanced the contraction,
prevented the atropine-dependent relaxation of the electrically-elicited response and inhibited the distension-
induced relaxation. L-Arginine (5x10-# M) suppressed the contraction and extended the relaxation. ChAT-,
substance P- and NADPH-diaphorase-positive perikarya and nerve fibers were observed in myenteric
ganglia of the anal canal. The results suggest activation-dependent descending reflex motority of the anal
canal involving electrical stimulation-displayed cholinergic and tachykininergic and distension manifested
nitrergic neuro-muscular communications.

Key words: Anal canal « Descending reflex motority

3. Stavreva G, Nedialkova N, Negrev N, Maslarov D, Radomirov R. Modular and
functionally-different descendimg recto-anal motor pathways in rat model. Central
European Journal of Biology. 2011;6(4):510-7. DOI: 10.2478/s11535-011-0039-3
(IF 1.0; uHa. IF 0.2).

Abstract

We evaluated the motor responses in recto-anal preparations obtained from rats, in terms of the excitation
displayed by modules of nerve networks and descending distally directed pathways, when subjected to the
mechanographic on-line technique, a partitioned organ bath, electrical stimulation (EFS, 0.8 ms, 5 Hz) and
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distension. EFS elicited modular contractions, which increased in amplitude distally, in circular muscle rings
isolated from the proximal, middle or distal rectum. The modular responses of the internal anal sphincter or
anal canal were relaxation or contraction, respectively. The application of EFS to the distal rectum induced a
descending contractile response in the anal canal (5.24£0.34 mN), while distension by balloon evoked a
descending response consisting of contraction (1.72£0.20 mN) followed by relaxation (3.42+0.24 mN). The
responses were sensitive to tetrodotoxin. Atropine considerably depressed the contractions in all
preparations. Whether or not atropine was present, L-NNA increased the excitatory responses, while L-
arginine decreased the contractions and extended the relaxation of internal anal sphincter and anal canal.
The results suggest that excitatory neurotransmission(s) expressed in the distal rectum dominate modular
nerve networks. Functionally-different descending pathways are involved in the motor activity of the anal
canal. Stimulatory cholinergic pathways are dependent on the electrically-induced excitation, and inhibitory
nitrergic pathways are sensitive to distension of rectal wall.

Keywords: rectum, modular networks, descending pathways, anal canal

4. Stavreva G, Radomirov R. Region-related modular nerve-dependent motor
activity in anorectum — cholinergic and nitrergic contribution to rat model. Acta
Neurobiologiae Experimentalis. 2012;72:185-194. (IF 2.11; nHa. IF 1.055).

Abstract

Disturbances of enteric nerve-mediated anorectal evacuation mechanisms have medical and social impact.
The study aimed at further eliciting the contribution of cholinergic and nitrergic neurotransmission systems to
modular nerve networks in different regions of Wistar rat anorectum. Electrical field stimulation (EFS, 0.8 ms,
40V, 2,5 or 10 Hz, 20 s), computerized mechanographic on-line setup and drugs were used to evaluate the
motor responses of isolated rings from circular muscle of rectum (proximal, middle, and distal part), internal
anal sphincter, and anal canal. Twitch-like frequency-dependent contractions, more pronounced in rectal
preparations, characterized the modular motor responses of rectal circular muscle rings and anal canal.
Depending on the frequency of stimulation, the motor activity of internal anal sphincter varied from deep long-
lasting relaxation to initial short-lasting relaxation, followed by a contraction. Electrically-evoked responses of
anorectal preparations were tetrodotoxin (0.1 pM)-sensitive. In the presence of atropine (0.3 uM) the
contractions of rectal rings decreased, relaxation of internal anal sphincter increased and inhibition of the
contractions of the anal canal occurred, followed by relaxation. During atropine treatment, NG-nitro-L-arginine
(0.5 mM) increased the contractile responses and suppressed internal anal sphincter relaxations. L-arginine
(0.5 mM) decreased the contractions and extended the relaxations of internal anal sphincter and anal canal.
Our results suggest that cholinergic and nitrergic systems are not equally involved in modular nerve networks
of various regions of anorectum. Cholinergic transmission is more expressed in distal rectum, underlying its
contractile potency, while nitric oxide-dependent transmission(s) control the relaxation ability of the internal
anal sphincter and anal canal.

Key words: rat anal region, modular nerve networks, atropine, L-arginine, NG-nitro-L-arginine

My6nukauum B Hay4Hu cnucavus B bbnrapus

5. Stavreva G, Simeonova L, Maslarov D, Radomirov R. Modular nerve circuit-
mediated motor activity in circular axis of rectum in rat model. Comptes Rendus
de I"Academie Bulgare des Sciences. 2011;64(5):705-10. (IF 0.21; nHa. IF 0.042;
1 uuTnpate).

Abstract
Mechanographic on-line technique and electrical field stimulation (0.8 ms, 40 V, 2 Hz, 20 s) were used to
evaluate the motor responses of longitudinal and circular muscles isolated from rat colon and rectum as
model preparations to display excitation of local enteric nerve networks in the large intestine. The local
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responses of longitudinal muscle strips isolated from proximal and distal parts of the colon and rectum were
contractions. There were no differences between the peak amplitude in the motor responses of the
longitudinal muscles which belonged to the colon or to the rectum. The modular contractile responses of the
circular muscle rings from both parts of the colon and the middle part of the rectum were significantly less
pronounced than the local responses of the longitudinal muscle strips. The electrically-induced responses of
the colonic and rectal muscles were tetrodotoxin (0.1 uM)-sensitive. The results show that low frequency-
sensitive excitatory neurotransmission more expressed to the longitudinal muscle dominates in the local
nerve networks of the rat colon and rectum suggesting an essential role of colo-rectal contractile mechanisms
in propelling the gut content in anal direction.

Key words: local nerve networks, colon, rectum

PestomeTa OT yyacTus B Hay4HU NPOSIBU B YyXKOMHa

6. Stavreva G, Radomirov R. Cholinergic, substance P-ergic and nitrergic
implications in descending reflex responses of anal canal in a rat model. Join
Congress of FEBS and Turkish Society of Physiological Sciences, 3-7
Septemver, 2011, Istanbul, Turkish, PC 149. Acta Physiologia. 2011;203(Suppl

686). (IF 3.090; nHpa. IF 1.545).

Abstract

Objective: Investigation of activation-dependent descending reflex motority of anal canal.

Methods: Mechanographic computerized on-line technique, partitioned organ bath, electrical stimulation
(EFS, 0.8 ms; 40 V; 5 Hz) or balloon distension were used to evaluate motor responses of anal canal (AC)
and recto-anal reflexes. Immunohistochemical and histochemical techniques were used to study the
presence and distribution of acetylcholine, substance P and nitric oxide in neuronal structures of the
myenteric plexus of the anal canal.

Results: Frequency depended local (14.9£1.35 mN) and descending (5.320.7 mN) contractions of AC,
elicited by EFS applied to the AC or to the distal part of the rectum were registered and the amplitudes of
local responses were more expressed (p<0.05). The descending response of AC induced by balloon
distension was a contraction (1.50£0.18 mN) followed by relaxation (3.12+0.34 mN). Atropine (3x107 M)
suppressed EFS-elicited contractions of AC and a relaxation occurred. The distension-induced contraction
was reduced while the relaxation was not altered. In the presence of atropine spantide (107 M) augmented
contractile response of AC. NG-nito-L-arginine (5x10 M) increased the excitatory responses, prevented the
atropine-induced relaxation of the EFS-elicited response and inhibited the distension-induced relaxation. L-
arginine (5x10+ M) decreased the contractions and increased the relaxation. ChAT-, substance P- and
NADPH-diaphorase-positive nerve fibers were found in myenteric ganglia of the anal canal.

Conclusions: The results suggest descending pathways involved in motor activity of anal canal comprising
stimulatory cholinergic and tachykininergic, dependent on electrically-induced excitation and inhibitory
nitrergic, sensitive to distension of rectal wall.

7. Stavreva G, Radomirov R, Lazarov N. Effect of cibacron blue and suramin on
adrenergic and non-adrenergic non-cholinergic motor responses in the rat
anorectum” 6th European Congress of Pharmacology, EPHAR 2012; July 17th-
20th, Granada, Spain. Proceedings of the British Pharmacological Society at
http://www.pA2online.org/ abstracts/VVol10Issue3abst607P.pdf.
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Objective: The involvement of Po-purinergic receptors in electrically-induced nonadrenergic noncholinergic
(NANC) motor activity of rectal longitudinal and circular muscle and NANC activity of internal anal sphincter
and anal canal were studied in a rat anorectum.

Methods: The study was carried out on isolated anorectal preparations from of 16 male Wistar rats (weight
250-300 g, age 4 months). Mechanographic computerized on-line technique, partitioned organ bath, and
electrical stimulation (EFS, 0.8 ms; 40 V; 5 Hz) were used to evaluate the effect of Po-receptor antagonists
cibacron blue and suramin on nonadrenergic noncholinergic (NANC) local and ascending motor responses of
rectal longitudinal and circular muscle and NANC local and descending motor activity of internal anal
sphincter and anal canal. Immunohistochemical technique was used to study the presence and distribution of
ATP-synthase in neuronal structures of the myenteric plexus of rat anorectum. Results are presented as
mean + S.E.M. The data were tested by one-way ANOVA, followed by LSD multiple comparison post-hoc
test.

Results: Electrical field stimulation applied to proximal or distal part of segments elicited both tetrodotoxin
(0.1 microM)-sensitive local motor responses of the stimulated part and ascending or descending motor
responses of the contralateral, nonstimulated part of the preparations. Cibacron blue (0.01 mM) and suramin
(1.0 mM), altered the structure of NANC EFS-induced ascending motor responses of longitudinal and circular
muscles of the rectum: contraction but not relaxations were recorded synchronously in both muscles.
Cibacron blue significantly increased NANC responses. Recorded responses were 1.85+0.28 mN; n=8 in
rectal longitudinal muscle and 2.08+0.12 mN; n=8 in circular muscle. The amplitudes of contractions of
longitudinal (1.04£0.16 mN; n=8) and circular (1.1220.21 mN; n=8) muscles in the presence of suramin were
significantly lower than those in presence of sibacron blue. Descending NANC relaxation of internal sphincter
in the presence of cibacron blue was significantly suppressed to -0.47+0.11 mN; n=8 at 5 Hz EFS (p <0.05).
Suramin inhibited NANC relaxation (-0.60 £ 0.17 mN; n=8). The structure of recorded descending NANC
motor responses of the anal canal is maintained in the background of purinergic antagonists. Cibacron blue
increased contractile response (1.57+0.24 mN/10 Hz; n=8) and inhibited relaxation (-0.30£0.06 mN; n=8)
without a statistically significant difference compared to NANC responses. Suramin inhibited both contraction
(0.904£0.17 mN; n=8), and relaxation (-0.424£0.12 mN; n=8). ATP-synthase-positive nerve fibers were found
in myenteric ganglia of anorectum.

Conclusion: The effects of selective P2Y antagonist cibacron blue and nonselective P2-antagonist suramin
confirm the involvement of ATP or ATP-related purine in NANC neurotransmission in the rat anorectum,
determined by P2 receptors.

Pe3loMeTa OT yyacTus B Hay4Hu nposieu B brnrapus

8. CraBpeBa I', Pagomupos P. MogynapHu n gecuengeHTHU pedrnekCHU oTroBopu
Ha pekToaHanHa obnacTt npu nnbX. [BageceT n nbpBa MexayHapogHa Hay4yHa
KoH(pepeHuus, CYB, Ctapa 3aropa, 2-3 toun 2011. [Mpoepama, 1 10, cTp. 46.

Pestome

/scneaBaHu ca MOTOPHWTE OTFOBOPW Ha aHanHWTe CCMHKTEPU 4pe3 mexaHorpadcka on-line TexHuka;
enektpuyecka ctumynaums (EFS; 0.8 ms; 40 V; 5 Hz,) n pasayBaHe ¢ 6anoH, kato gucnnen Ha MogynapHuTe
HEPBHWN MPeXu W OeCUeHOEHTHU mbTuwa. MogynapHUAT OTrOBOP Ha BLTPELLHUAT aHaneH cuHktep (IAS)
kbm EFS e penakcauws, Ha aHanHus kaHan (AC) — koHTpakums. JecueHaeHTHuaT otroBop Ha AC kbM EFS,
NpUNOXeHa B AWCTanHWS PEKTYM € KOHTPaKuWsl, AOKaTO MPEeAM3BMKAHUAT OT pasgyBaHe C 0GanoH e
KOHTpaKuus, nocneasaHa oT penakcauus. Bvabyaxute otroBopu ce unxubupar ot atponuH (0.3 uM) n L-
arginine (0.5 mM), npunoxeH camocTOSTENHO WK Ha poHa Ha aTponuH u ce noteHuympat ot L-NNA (0.5
mM). Penakcauusrta Ha IAS n AC ce ysennyasa ot L-arginine.

Kntodosu dymu: ebmpewieH aHaneH chuHKmep, aHaneH KaHarn, amponuH, L-arginine, L-NNA



9. CraspeBa I', Pagomupos P. MogynapHu MOTOpHM OTroBOpY B pekTanHa obnact
Ha NObX — yvyacTMe Ha XOSNMHEePrndHa u HUTPEpPrMyHa HEBPOTPAHCMUCUA.
[BageceT 1 NbpBa MexayHapoaHa HaydHa koHdepeHumsa, CYB, Ctapa 3aropa,
2-3 toHun 2011. lpoepama, 1 11, cTp. 46.

Pestome

MexaHorpadpcka on-line TexHuka u enektpudyecka ctumynauus (EFS; 0.8 ms; 40 V; 2, 5 n 10 Hz,) ca
W3MOM3BaHN 3a OLEHKA Ha MOTOPHUTE MOZYNapHu OTTOBOPW Ha LMPKYMSPHW MYCKYNHW MPBLCTEHW OT
npoKcUMarnHa, MeauanHa 1 guctanHa yact Ha pektyMm. lNpeaussuksanute oT EFS KOHTpakTUnHU 0TroBopm
ca C yBenuyasalla Ce B AMCTanHa Mocoka amnnutyaa. PeructpupaHo e 3HauuTenHo HamansisaHe Ha
KOHTpaKuuuTe cneg npunarade Ha atponui (0.3 uM); yBennyasare Ha amnnutygata um ot L-NNA (0.5 mM)
CaMOCTOSTENHO MPUNOXEH, UK Ha (hOHA Ha aTponuH M notuckaHe ot L-arginine (0.5 mM). Pesyntarture
nokaseat, Yye B MOAyNapHUTE HEPBHU MpPEeXW JOMWHMpa Bb3byaHa HeBpoTpaHeMuUcKs(1), no-u3paseHa B
OUCTanHWs pekTym kaTo yycteutenHoctta kbM L-NNA v L-arginine HapacTtsa B abopanHa nocoka.

Knrouosu Oymu: modynapHu HepsHU Mpexu, pekmym, amponuH, L-arginine, L-NNA

10.Stavreva G, Radomirov R. Cholinergic and nitrergic implications in modular nerve
network of anal region. X HaumoHaneH KoHrpec no dusmonorus, BapHa, 6-9
oktomBpu, 2011 roa. Scripta Scientifica Medica. 2011;43(3):237.

Abstract

The recto-anal function in evacuation of gut content is atributed to enteric recto-anal reflex consisting of
rectal contraction and internal anal sphincter relaxation.

Aim: Investigation of correlations between the modular nerve networks-dependent motor activity of the rectal
muscles and anal sphincters.

Methods: Mechanographic on-line technique and electrical field stimulation (EFS, 0.8 ms, 2, 5 or 10 Hz, )
were used for registration of motor responses of circular muscle rings from distal region of rectum (Cd),
internal anal sphincter (Si) and anal canal (Sie) in a rat experimental model.

Results: Frequency depended contractions were registered in Cd and Sie, with more expressed amplitudes
in Cd. EFS at a frequency of 2 or 5 Hz induced relaxation of Si, while 10 Hz stimulation produced initial
relaxation followed by a contraction. The EFS-elicited modular responses were neurogenic since they were
prevented by TTX (0.1 uM). Atropine (0.3 uM) inhitited contractions of Cd; augmented the relaxation of Si and
reduced the contraction, induced by 10 Hz EFS; decreased the contractions of Sie and a subsequent
relaxation was observed. In the presence of atropine NG-nito-L-arginine (0.5 mM) increased contractile
responses; the relaxations of Si were depressed but not blocked. L-arginine (0.5 mM) reduced the
contractions and augmented relaxations of Si and Sie.

Conclusions: Cholinergic transmission, more expressed in the distal anal region, contributing to contractile
potency in circular axis and nitrergic neurotransmission, contributing to relaxation ability of Si and Sie are
both neurotransmissions in integrative neuronal circuitry coordinating the motor activity of distal anal region.
Key words: modular nerve network, rat anal region, atropine, NG-nito-L-arginine. L-arginine

HAYYHATA JEMHOCT, HECBBP3AHA C JOKTOPCKATA AUCEPTALMUS

MyGnukauum B YyXAeCTPaHHU Hay4HN CNMCAHUSA

11.Nedialkova N, Stavreva G, Negrev N, Ivancheva C, Radomirov R. Functional
coordination of motor activityin colonic smooth muscles in rat experimental model.
Physiological Research 2011;60:659-66. (IF 1.55; unga. IF 0.311; 1 umTupaxe).
Summary
Spontaneous and electrically-elicited motor activity was recorded by triple organ bath in rat segment-model
preparation as display of excitation of local nerve networks and ascending or descending reflex pathways
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underlying contractile potency and functional coordination of colonic longitudinal and circular muscles.
Spontaneous high-amplitude contractions, but not relaxations, appeared synchronously in both muscles.
Electrical field stimulation applied to proximal or distal part of segments elicited both tetrodotoxin (0.1 uM)-
sensitive local motor responses of the stimulated part and ascending or descending motor responses of the
contralateral, nonstimulated part of the preparations. Contractions characterized the local response of
longitudinal muscle. The circular muscle responded with relaxation followed by contraction. Synchronous
ascending contractions and descending contraction of the longitudinal muscle and relaxation followed by
contraction of the circular muscle were observed when the middle part of segments was stimulated, thus
indicating that locally-induced nerve excitation propagated via intrinsic ascending or descending nerve
pathways that could be synchronously coactivated by one and the same stimulus. The ascending motor
responses were more pronounced and the motor responses of longitudinal muscle were expressed more
than those of circular muscle suggesting an essential role of ascending reflex pathways and longitudinal
muscle in the coordinated motor activity of colon.

Key words Local networks * Motor reflexes « Colon

12.Shopova V, Terziev L, Dancheva V, Stavreva G, Atanasova M, Stoyanova A,
Lukanov T. Effects of MnTnHex-2-PyP on markers of inflammation and lipid
peroxidation in asthma model. European Medical Health and Pharmaceutical
Journal. 2011;2:24-30.

Abstract

Background and objective: Investigation of the effects of MnTnHex-2-PyP on some markers of inflammation
and lipid peroxidation in an asthma mice model.

Methods: The experiment was carried out on 24 female mice C57BI/6, divided into four groups: group 1,
controls; group 2,injected with ovalbumin (OVA); group 3, treated with MnTnHex-2-PyP and group 4, treated
with OVA and MnTnHex-2-PyP. The animals from groups 1 and 3 were injected i.p. on days 0 and 14 with a
100 pl phosphate-buffered saline (PBS), and those from groups 2 and 4 were injected with a 100 pl
ovalbumin solution, containing 20 ug OVA. On days 24, 25 and 26 the mice from groups 1 and 2 were
inhaled with PBS for 30 min, and those from groups 2 and 4 were given a 1% ovalbumin solution. One hour
before inhalation, and 12 hours later the animals from groups 1 and 2 were injected i.p. with 100 ul PBS, and
those from groups 3 and 4 received a 100 ul MnTnHex-2-Pyp solution in PBS containing 0.05mg/kg.

Results: Ovalbumin alone (group 2) increased the total cell number, total protein content, the levels of IL-4,
IL-5 and 8-isoprostane in bronchoalveolar lavage. Elevations were observed in IgE level in serum, and the
malone dialdehyde (MDA) content in the lung homogenate. These markers were decreased significantly in
group 4 as compared to the OVA group.

Conclusions: MnTnHex-2-Pyp reduces the inflammation and lipid peroxidation in Ovalbumin-induced mice
asthma model.

Keywords: Asthma BALF Inflammation Lipid Peroxidation Lung Homogenate MnTnHex-2-PyP

13.Terziev L, Shopova V, Dancheva V, Stavreva G, Atanasova M, Stoyanova A,
Lukanov T, Dimitrova A. Influence of MnTE-2-PyP on Inflammation and Lipid
Peroxidation in Mouse Asthma Model. Open Journal of Respiratory Diseases.
2012;2:37-42.

Abstract

Our aim was to investigate the effects of MnTE-2-PyP on some markers of inflammation and lipid
peroxidation in mouse asthma model. 24 female mice were divided into four groups: group 1, controls; group
2, injected with ovalbu- min (OVA); group 3, treated with MnTE-2-PyP; and group 4, treated with ovalbumin
and MnTE-2-PyP. The mice from groups 2 and 4 were injected with 10 yg OVA and 1 mg Imject Alum® in
100 pL phosphate buffered saline (PBS) on days 0 and 14. The animals from groups 1 and 3 were injected
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with 100 L PBS + Imject Alum® (1:1). The animals from groups 2 and 4 were subjected to a 30 min aerosol
challenge of 1% ovalbumin on days 24, 25 and 26 and those from groups 1 and 3 were subjected to aerosol
challenge of PBS at the same time and duration. One hour before inhala- tion, and 12 hours later the animals
from groups 3 and 4 were injected with 100 yL MnTE-2-PyP solution in PBS con- taining 5 mg/kg. The total
cell number, total protein content and 8-isoprostane, IL-4 and IL-5 levels in the bronchial- veolar lavage fluid
increased in group 2 as compared to the control group. Malone dialdehyde content in the lung ho- mogenate
and IgE levels in the serum also increased in this group. The total cell number, total protein content, and lev-
els of 8-isoprostane, IL-4, IL-5 and IgE decreased significantly in group 4 as compared to the OVA group.
The parame- ters set out above in group 3 did not differ significantly from those of the control group. MnTE-2-
PyP administered intraperitoneally, 48 hours after the last nebulization, reduced the inflammation and lipid
peroxidation in mouse asthma model.

Keywords: Asthma; Inflammation; Interleukins; 8-Isoprostane; Lipid Peroxidation; MnTE-2-PyP

14.Terziev L, Dancheva V, Shopova V, Stavreva G. Antioxidant Effect ofMnTE-2-
PyP on Lung in Asthma Mice Model. The Scientific World Journal. Volume 2012,
Article ID 379360, 6 pages, doi:10.1100/2012/379360 (IF 1,524; 0,381; 1
LUuTUpaHe).
Abstract
Aim. To investigate the effects ofMnTE-2-PyP on some markers of antioxidant defence systemin
asthmamicemodel. Material and Methods. The animals were divided into four groups: group 1, controls;
group 2, injected with ovalbumin, group 3, treated with MnTE-2-PyP, and group 4, treated with ovalbumin
andMnTE-2-PyP. The activities of superoxide dismutase, catalase, glutathione peroxidase and nonprotein
sulfhydryl groups content (NPSH) were determined in lung homogenate. Results. The activities of superoxide
dismutase and catalase in group 2 decreased significantly as compared to control group. The decrease of the
same enzymes in group 4 was lower and significant as compared to group 2. Changes in the glutathione
peroxidase activity showed a similar dynamics. The NPSH groups content decreased in group 2. In group 4
this decrease was relatively lower as compared to group 2. Conclusions. The application of MnTE-2-PyP
mitigated the effects of oxidative stress in asthma mice model.

15.Terziev L, Shopova V, Dancheva V, Stavreva G, Stoyanova A. Effect of L2-
oxothiazolidine-4-carboxylic aid on the lung antioxidant defense system in an
asthma mouse model. Turkish Journal of Medical Sciences. 2012;42(5):901-905.
(IF 0.139; 0.0278).
Abstract
Aim: We aimed to study the eff ect of a glutathione precursor, L-2-oxothiazolidine-4-carboxylic acid (OTCA),
on the lung antioxidant defense system in an animal asthma model.
Materials and methods: Th e study was carried out on 24 female C57BL/6 mice. Th e mice were divided into
4 treatment groups: group 1 — control group; group 2 — injected with ovalbumin (OVA) and given an OVA
inhalant; group 3 —treated with OTCA and phosphate-buff ered saline inhalant; and group 4 — injected with
OVA and OTCA and given an OVA inhalant. Under sodium pentobarbital anesthesia the animals were killed
by exsanguination 48 h aft er the last inhalation to obtain a lung homogenate. Th e activities of superoxide
dismutase (SOD), catalase (CAT), and glutathione peroxidase (GP) and the content of nonprotein sulfh ydryl
(NPSH) groups in lung homogenate were investigated.
Results: OVA decreased the activities of SOD (P = 0.007), CAT (P = 0.004), and GP (P = 0.05) and the
NPSH content (P = 0.0008) in the lung homogenate compared with the control animals. Treatment with OVA
and OTCA (group 4) resulted in a signifi cant increase in the activities of CAT (P = 0.01) and GP (P = 0.05)
and the NPSH content (P = 0.002) compared to the OVA group (group 2).



Conclusion: OTCA (160 mg/kg) restored the activities of basic enzymes in the lung antioxidant defense
system in an OVA-induced asthma mouse model 48 h aft er the last nebulization.
Key words: Asthma, L-2-oxothiazolidine-4-carboxylic acid, lung antioxidant defense system

16.Dancheva V, Terziev L, Shopova V, Stavreva G. Effects of MnTnHex-2-PyP on
Lung Antioxidant Defence System in Asthma Mice Model. Iranian Journal of
Allergy Asthma and Immunology. 2012;11(4):329-5. (IF 0.508; 0,127).
Abstract
We aimed to study the MnTnHex-2-PyP effect on some markers of lung antioxidant defence system in mice
asthma model.
The study was carried out on 28 C57B1/6 mice divided into four treatment groups: group 1 — controls; group
2 — injected and inhaled with ovalbumin; group 3 — treated with MnTnHex-2-PyP and inhaled with phosphate
buffered saline; group 4 — injected with ovalbumin and MnTnHex-2-PyP but also inhaled with ovalbumin. On
days 24, 25 and 26, mice from groups 1 and 2 were inhaled with PBS for 30 min, and those from groups 2
and 4 were given a 1% ovalbumin solution. One hour before inhalation, and 12 hours later the animals from
groups 1 and 2 were injected i.p. with 100 pl PBS, and those from groups 3 and 4 received a 100 pl
MnTnHex-2-PyP solution in PBS, containing 0,05mg/kg. The animals were killed by exsanguination 48 hours
after the last inhalation for obtaining a lung homogenate. The activities of superoxide dismutase, catalase,
glutathione peroxidase and the non-protein sulphhydryl group content in the lung homogenate were
investigated. Ovalbumin decreased the activities of superoxide dismutase (p=0.01), catalase (p=0.002),
glutathione peroxidase and non-protein sulphhydryl groups content (p<0.001) in comparison to controls. In
group 4 (ovalbumin and MnTnHex-2-PyP) the activities of superoxide dismutase (p=0.044), catalase
(p=0.045), glutathione peroxidase (p=0.002), and the non-protein sulphhydryl groups content (p<0.001) were
significantly increased compared to ovalbumin (group 2).
MnTnHex-2-PyP restored the activities of basic enzymes in the lung antioxidant defence
system in ovalbumin-induced asthma mice model, 48 hours after the last nebulization.
Keywords: Antioxidants; Asthma; MnTnHex-2-PyP

17.Valcheva-Kuzmanova S, Stavreva G, Dancheva V, Terziev L, Atanasova M,
Stoyanova A, Dimitrova A, Shopova V. Effect of Aronia melanocarpa Fruit Juice
on Amiodarone-induced Pneumotoxicity in Rats. Pharmacognosy Magazine. 2013
(in press) (IF 1,159; 0.1449).

Abstract

Background: The fruits of Aronia melanocarpa (Michx.) Elliot are extremely rich in biologically acive
polyphenols. Objective: We studied the protective effect of Aronia melanocarpa fruit juice (AMFJ) in a model
of amiodarone (AD)-induced pneumotoxicity in rats. Materials and Methods: AD was instilled intratracheally
on days 0 and 2 (6.25 mg/kg). AMFJ (5 mL/kg and 10 mL/kg) was given orally from day 1 to days 2, 4, 9 and
10 to rats which were sacrificed respectively on days 3, 5, 10 and 28 when biochemical, cytological and
immunological assays were performed. Results: AMFJ antagonized AD-induced increase of the lung weight
coefficient. In broncholaveolar lavage fluid, AD increased significantly the protein content, total cell count,
polymorphonuclear cells, lymphocytes and the activity of lactate dehydrogenase, acid phosphatase and
alkaline phosphatase on days 3 and 5. In AMFJ-treated rats these indices of direct toxic damage did not
differ significantly from the control values. In lung tissue, AD induced oxidative stress measured by
malondialdehyde content and fibrosis assessed by the hydroxyproline level. AMFJ prevented these effects of
AD. In rat serum, AD caused a significant elevation of IL-6 on days 3 and 5, and a decrease of IL-10 on day
3. In AMFJ-treated rats, these indices of inflammation had values that did not differ significantly from the
control ones. Conclusion: AMFJ could have a protective effect against AD-induced pulmonary toxicity as



evidenced by the reduced signs of AD-induced direct toxic damage, oxidative stress, inflammation and
fibrosis.
Keywords: Aronia melanocarpa, amiodarone, pneumotoxicity, rats

My6nukauum B peLeH3npaHn Hay4Hn COOPHMLM B MbJIEH TEKCT B YyXOMHa

18.Lazarov N, Itzev D, Stavreva G, Radomirov R. The role of some
neurotransmitters in the recto-anal motility in a rat model. Proceedings of the
Humboldt Kolleg Neorogastro 2011 3-rd international symposium of
neurogastroenterology. lasi, Romania, 17-19.11.2011. p. 239-51.
Abstract
In the present study we examined by histochemical and immunotechniques the presence and distribution of
certain classical (Ach) and peptide transmitters as wall as gaseous meditors (NO) in the recto-anal region
and its reflex evacuator activity was physiologically assessed using an isolated rat recto-anal segment as an
experimental model.
The partitioned organ bath method used in the study allowed for recording the different patterns of
distension-induced motor reflex responses in the anal canal. The results also suggest that cholinergic
excitatory ascending and descending pathways and NO-dependent inhibitory neurotransmission to revtal
circular muscle and inhibitori descending to the internal anal sphincter and anal canal are involved in the
reflex circuitry controlling the motor activity of the recto-anal region. It can be inferred that the physiological
topography of the recto-anal descending motor reflex involves a topical distribution of longer excitatory
cholinergic and non-cholinergic (peptidergic and nitrergic) pathways along the entire length of the rectum.
Key words: cholinergic ascending pathways, descending pathways, NO-dependent inhibitory
neurotransmission

My6nukauum B Hay4Hu cnucavus B bbnrapus

19.boyeBa A, CtaBpeBa I, [letkoB O. N3cneasaHe Ha ynueponpoTEKTUBHNUA edoekT
Ha JanaprvH v ganapruH-kaHaBaHUH BbpXy CTOMALUHU A3BU, Npean3BUKaHU Ypes
BOOHO-MMEPCUOHEH CTpec npu nnbxoBe. Papmayus. 2001;XLVIII(1-4):19-23.
Pestome
Belwe npoyyeH NPOTMBOYNKYCHUST e€GeKT Ha HOBOCMHTE3MPaHWSt aHanor danapruH-kaHaBaHWH W Ha
[anapruHa BbpXy 38U, MPEAN3BMKAHM Ype3 BOAHO-MIMEPCUOHEH CTPEC NMpu nibxoBe.OnuTOTe Nokasaxa, Ye
[anapruHbT U HOBOCWHTE3WNPAHWST NenTuL AanapriiH-kaHaBaHUH NPOsIBSIBAT NPOTMBOSI3BEHA aKTMBHOCT B
posa 12,5 pg/kg. Mpu yBenuyaBaHe Ha pos3ata Ha 50 pglkg ce Habrniogasa HamansBaHe Ha
NpOTUBOS3BEHATa aKTMBHOCT KaaTO Ha HOBOCMHTE3MPaHWS aHaror, Taka M Ha JanapriHa. Pesyntatute
nokaseat, Ye AanapruHbT W AanaprH-kaHaBaHUHBLT MPUTEXaBaT MPOTUBOYMKYCHO AENCTBUE, KOETO € C
okono 50% no-cnabo ot ToBa Ha cumetuauHa. Key words: enkephalin, leucine-2alanine analogs and
derivatives, cimetidine/therapeutic use, stomach ulcer, rats (source: MeSH)

20.bewes J1, CtaBpeBa I, EgpeBa B, MapuHoe A, Matkos O. lNepuonepartmeHa
aHTUOMOTUYHA NpodUNaKkTUKa NPU PEKOHCTPYKTUBHW apTepuanHui onepauumn —
eduKacHOCT n UueHa. AHeuonozusi u cbOosa xupypaus. 2001;6(3):17-25. (1
uuTUpaHe).
Pestome
naLlI/IeHTI/ITe C apTepumanHi peKOHCTPYKTUBHM onepaLlmm ca C BUCOK PUCK OT pa3BUTUE HA PaHEBU U NPOTE3HU
MHGEKLMM 1 NPOPUNAKTUYHOTO M3NON3BaHe Ha aHTUOMOTULY NPU TAX € CTaHAAPTHA NPaKTUKA.
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HacTosiweTo npoyysaHe “Ma 3a Len Aa YCTaHOBM KIMHWUYHATA M papMako-UKOHOMUYECKa eheKTUBHOCT Ha
LedTpuakcoH, LedamaHaon v LedasonuH, Kato cpefcTea 3a npegnasBaHe OT MOCTONEPATUBHU pPaHeBw
WHGEKLUMM NPU NAUMEHTH, NOANEXALLM HA apTepuanHu PEeKOHCTPYKUMM B nepuoga oT main 1999 go man
2001 rog. B KnMHMKaTa Mo cbaosa xupyprus Ha MBAJT- MneseH. MepuonepaTvBHa npodunakTuka ¢
LedTpuakcoH nonyumxa 53 nauwenta, 23 GonHu ¢ uedamaHgon v 31 6onHn ¢ uedasonuH. PaHeBata
NHekums Gelwe oueHsiBaHa CbobpasHo knacudukaumsta Ha Salzmans, kato |l v IIl cTeneH Ha uHbekuns
Belwe otynTaHa B npoyysaHeTo. [Jbnboka paHeBa uH(ekums Bewe otyeTeHa B 2,8%. OBLUMAT NPOLEHT Ha
paHeBa WH(ekums Oewe 5,61%. Yetmpn pekoHcTpykumm (7,55%) B rpynata, npodunaktvpaHa c
LedTpuakcoH; egHa (4,35%) B rpynata ¢ uedamaHgon u epHa (3,22%) B rpynata ¢ LedasonuH bsxa
YCNOXHEHU C paHeBu WHdekumn. [unabetbT (3 wHpekumw/22 onepupaHn anabetuka-13,64 %) u
NpeaxoxpaliuTe apTepuantn pekoHCTpykumn (3 uHdekunn/22 Goninm ¢ peonepaumn-20,05 %) bsxa
OL|eHEHW KaTo CbCTOSHUS C NOBULLEH PUCK OT pa3BUTUE Ha paHeBa NHAEKLMS.

Bbnpeku,ye u3onupaHuTe OT paHEBUTE CEKPETM MUKPOOPraHusmu Osixa NpeauMHO rpam OTpULaTenHu,
LedanocnopuHnTe C WWPOK aHTBakTepuaneH CnekTbp He nokasaxa MpeauMMCTBO KaTto MpOodUiakTUYHM
areHTn. KnuHuyHute M (hapmMako-MKOHOMMYECKW pe3ynTaTi nokaseaT NpeayMCTBOTO Ha LedasonuH B
NpeBeHUMATa Ha paHeBy MHAEKLMM Npu BOMHU C apTepuarH PEKOHCTPYKLMK.

21.CtaBpeBa I, Togopos B, [oces [1, Mapes P. lNpoyyBaHe Ha HexenaHute
neKkapcTBeHM peakuun Npu naumeHTWn, fNeKyBaHW B KIMUHMKA MO Hedpororns u
ananusa. Hegbporoaus, OQuanusa u mpaHcrnnaHmauusi. 2007;13 (3-4): 23-9.
Pestome
Hexenauute nekapcteeHu peakuun (HIIP), Bogewm [0 xocnuTanusauus Mnm passunn ce no BpeMe Ha
OONHNYHMS NPECTON, 3HAYMTENHO noBuUWwaBaT GONECTHOCTTa, CMBPTHOCTTA W (PUHAHCOBWUTE Pa3XOaM.
MauneHTnTe ¢ XpoHnyHa 6bbpeyHa HegocTaTbyHOCT (XBH) mmat BucOK puck 3a passutue Ha HIIP u
neKkapCcTBeHN B3anMOAENCTBYS.
MMpoBedeHO e MPOCMEKTMBHO (hapMakoenuaeMuonornyHo npoyysaHe B KnuHukata no Hedponorns u
ouanusa Ha YHusepcutetckata 6onHuua B [neeeH. Bewukm cycnektHu HJIP ca peructpupanu u
aHanuaupaHu OT eKkun, BKMoYBALL KNuHUYeH apmakonor 1 Hedponor. OueHsiBaHu ca: yectoTa Ha HITP, Tun
(no Edwards&Aronson), Texect (no WHO-UMC ) u npuumHHo-crieacteHa Bpbaka (M1CB) (no Naranjo),
CpedHa NpoABbIPKUTENHOCT Ha GOMHMYHKMA NpecToi. B npoyyBaHeTo ca BkMtoYeHW 254 BonHW Ha cpegHa
Bb3pact 58,0 (o1 18 go 81) roawnw, 45,7% ca mbxe, 54,3% ca xeHu. Mpuapyxasalm 3abonssaxns ca
yctaHoBeHu npu 173 (68,1%) ot naumeHTuTe. CpegHuat Bpoi npuemann megnkamenTn e 5,9+1,9 (ot 2 o
14). C XBH ca 52,5% ot npemuHanute 60nHu. CpegHaTta NpOgbIKUTENHOCT HA BOMHWMYHWA NpecTon e
9,57+0,45 gHu. HITP ca otyetenn npu 38 (17,5%) ot Habntogaeauute nauneHTu. Mpu 2,3% ot Bonuute HIP
ca Bofella npuymnHa 3a xocnutanusauus. 27 ot HIP ca onpegeneHu kato Tun A, 9 — kato Tun B, 1 no eauH
cnydvait — tin C u D. BepositHa IMCB e yctaHoseHa npu 17,1% 1 Bb3moxHa — npu 82,9% ot HabniogasaHuTe
HNP. Ot naumentute ¢ HIP 55,2% (21 nuua) ca ¢ XBH, 4-ma-clct.,, 7-cllct.n 10 - clll ct. MeT ot HNP
ca TEXKW, BCUYKM npn nauueHTn ¢ XBH, yetupu ot Tax — npu BonHu Ha xemoamanusHo nevenue. Mpu 70,3%
0T nauueHtute HJIP ca cBbp3aHu ¢ (hapMakonorMyHuTe edekT Ha mpunaraHuTe nekapcTea, KOeTO '
OnpeAens kato NpeasuaMMKM M Npegnonara Bb3MOXHOCT Aa 6baat u3berHatv npy BHAMATENHA OLEeHKa Ha
CbMbTCTBAWMTE 3abonsBaHus, cTeneHTa Ha XBH, npomsHaTta BbB (hapMakOKWHETUYHUTE MapameTpu Ha
nekapcreara B ycnosus Ha XBH, HedhpOTOKCMYHOCTTa UM 1 OrpaHu4aBaHe Ha nonunparmasusra.
Krto4osu Qymu: HexenaHu feKkapecmeeHu peakyuu, XpoHu4Ha 6bbpedHa HedocmambyHocm, xemoduanusa

22.Tabnos b, CraBpeBa I', Tabnos B, KoHosa E, Monos M. VIMyHonorMyHmu acnekTm
Ha obesbonaBaHeTo cbC cenektmBHua COX-2 mHxmbutop Dynastat (Parecoxib
sodium) cnepn abgoMuvHanNHU XMCTepekToMun. bbrieapcku MeOUUUHCKU XypHarl.
2007;1(3):55-60.
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Pestome

[poyyeHo e BINSHMETO Ha NPUNOXeHUs 3a cneponepaTuBHO obesbonsBsaHe cenektneeH COX-2 nHxubutop
Dynastat ® (parecoxib sodium) Bbpxy WMyHHUS OTFOBOP cried abaOMWHANHWM XWUCTEPEKTOMUW upe3
n3crnegBaHe Ha CepyMHUTE KOHLEHTpaUuU Ha NpouHNamMaTopHUs UHTEPEBKMH-6 N aHTUMHGNaMaTopHus
ntepneskuH-10. M3cneagsann ca 40 xenu. PasgeneHu ca Ha ABe rpynu Cnoped Tvna Ha MpurioKeHOTO
obesbonsiBaHe: KOHTPOMHA rpyna (Camo OnMWOMA) U eKCnepuMeHTanHa rpyna (kombuHupaHe Ha onuoug C
Dynastat ® ). B3eTu ca kpbBHM Npobu Ha Tpu eTana -- Npeam onepauusTa, Ha 24-Tua u 72-pus vac cneg
KO)XXHaTa MHLM3NS, KOWTO ca aHanmuaupaHm Ype3 metoda ELISA. lonbnHuTenHo ca peructpupann TenecHata
Temnepatypa ¥ yCrnoxHeHusTa B HUTe Ha BONHWYHWA npecTol. [lBata noaxoda KbM criefonepaTuBHaTa
Bonka mogenupar UMyHHUS OTroBOp crief abAoMUHaNHa XUCTEPEKTOMUS MO CXOAEH HAYMH.

Krtoyosu Qymu: UUMOKUHU, UHMepneskuH-6, uHmepneskuH-10, Dynastat®9parecoxib sodium), lydol,
abdomuHanHu xucmepekmomuu

23.Tabnoe b, CraBpeBa I', Tabnoe B, Nonos A, KoHoga E. MMyHONOrM4YHn acnektn
Ha obe3bonsBaHeTO cnen abooMUHANHW XUCTEPEKTOMUWU. AKywepcmeo u
2uHekonozaus. 2007;1:18-24.
Pestome
BbBeneHue: MpocTarnaHaMHUTE NOBNMSIBAT OCBODOX/IABAHETO Ha LIUTOKWHM, B TOBA YMCHO U Ha IL-6 1 Ha
IL-10 ype3 nosuwasaHe Ha CAMP, KeTonpodeHbT MHXMOMPa akTUBHOCTTA Ha LIMKMOOKCUreHasara, a no To3u
Ha4uH 1 NpoCTarnaHaMHOBaTa NPOAYKLMS.
Llen: [la ce onpenenu Bnusie N W3MNon3BaHETO Ha KETOMPOdeH 3a crnegonepaTBHo 0be3bonsiBaHe BbPXY
ocBoboxaaBaHeTo Ha IL-6 v IL-10, 1 Mogynupa nu ce MMyHHUS OTrOBOP.
Metoau: Wacneosanm ca 40 xeHu. PasgeneHn ca Ha [gBe rpynu chnopeg Tuna Ha MPUIOXEHOTO
obesbonsiBaHe: KOHTPOMHA rpyna (camo onuoug) W ekcriepuMeHTanHa rpyna (KombuHupaHe Ha onuomg
keTonpodeH). W3cneneanu ca cepymHuTe HuBa Ha IL-6 1 IL-10 npeau onepatuBHaTa Hameca, Ha 24-us v Ha
72-n9 yac crnep KoXHata WHUM3MS. [JOMbhHUTENHO ca pPEerucTpupaHu TenecHaTa Temnepatypa W
HeXenaHWTe YCNOXHEHMS B AHUTE Ha OOMHWYHIS NPECTON.
PesynTtatu: HuBOTO Ha IL-6 HapacTBa CTaTUCTMYECKM 3HAUMMO Ha 24-us vac, a Ha 72-us ce pobnuxasa ao
M3XOAHUTE CTOMHOCTU. B anHamukaTa Ha IL-10 He ce HabnogaBaTt CTaTUCTUYECKM 3HAYUMI NPOMEHN.
3akntoyerue: [lBata nogxoaa KbM cnegonepaTtmBHata 60nka Moaenupat UMyHHWUSt OTFOBOP Cneq
aboOMMHamNHa XUCTEPEKTOMUS MO CXOAEH HAYMH.
Krtodogu  dymu:  abloMuHanHa XUCMEPeKmMoMUS  UUMOKUHU, UHMEPNeeKuH-6, uHmepneekuH-10,
kemonpogbeH, nudon

24.Stavreva G, Pendicheva D, Pandurska A, Marev R. Detection of Adverse Drug
Reactions to Antimicrobial Drugs in Hospitalized Patients. Trakia Journal of
Sciences. 2008;6(Suppl.1): 7-10.
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.

12



Keywords: antibiotics, adverse drug reactions, hospitalized patients

25.Stavreva G, Bocheva A., Dzambazova E., Lakova E., Marev R., Tzetkova M.
Effects of Leu-Enkephalin Analogues containing Canavanine and cystein on
immobilization stress-induced analgesia. Scientific Research Journal of South-
West University. 2008; 1(1):113-6.

Abstract

The aim of our study was to investigate the effects of Cys>Leu’-Enk and Cav2-Leu®-Enk on antinociception
induced by immobilization stress (IS). Two nociceptive tests were used for measurement of analgesia after
one-hour immobilization stress (IS): paw pressure (PP) and hot-plate (HP). Leu-Enk; Cys?-LeuS-Enk and
Cav2-Leus-Enk were injected at a dose 0,2 mg/kg, i.p. Naloxone (1 mg/kg, i.p.) was administered 20 min
before peptides. Leud-Enk , Cys?Leu®-Enk and Cav?- Leu®-Enk applied after immobilazation stress reduced
SIA assessed by PP test, while their effects on HP latencies were lower than that of controls. Compared to
Leu-Enk the strongest reduced effect on SIA was showed by Cys?-Leus-Enk, while the effect of Cav?- Leu?®-
Enk was lower. Naloxone reduces pain threshold and HP latency after immobilization stress, i.e. endogenous
opioid system is implicated in SIA. Mechanical and thermal receptors are involved by different way in
antinociceptive response of investigated compounds in intact animals and after 1 hour immobilization stress.
Key words: Stress-induced analgesia, Cav?-Leus-Enkephalin, Cys2-Leus-Enkephalin, hot plate test, paw-
pressure test

26.[an4eBa B, LLlonoea B, CtaBpeBa I', CtoaHoBa A. BnuaHue Ha U-74389G Bbpxy
NMHEBMOTOKCUYHMS edoekT Ha 6rneomuumH B 6enogpobeH xomoreHaT Ha NTbXOBE.
Trakia Journal of Sciences. 2008; 6(2):69-71.
Abstract
Our goal is to study the effect of U-74389G on some markers for antioxidant defense system in rat lung
homogenate (LH) after bleomycin treatment. The study was carried out on 120 male rats divided into four
groups: group 1 — controls; group 2 — with U-74389G; group 3 — with bleomycin; group IV — with bleomycin
and U-74389G. Bleomycin was administered intratracheally in a dose of 2.5 U/kg; U-74389G — twice i.p., two
hours before bleomycin and four hours later at a dose of 5 mg/kg. In LH were investigated the activities of
superoxide dismutase (SOD), catalase (CAT), glutathione peroxidase (GP) and malondialdehyde content
(MDA). Bleomycin decreased SOD and GP on day 1and increased GP, MDA and CAT on days 5 and 15 in
comparison with controls. U-74389G attenuated the toxic effects of bleomycin at investigated points.
Key words: bleomycin, U-74389G, pneumotoxicity, antioxidant

27.CtaBpeBa I, boueBa A, JlakoBa E, [xambasosa E, Mapee M. Moaynupaly
edekT Ha [Cys(O2NH2)2]-Leu-Enkephalin Bbpxy cTpec-HayumpaHa aHanresus,
npegu3BMkaHa OT CTygoB CTpec npu nnbxoBe. Trakia Journal of Sciences.
2008;6(2):90-93.
Abstract
Stress-induced analgesia is well recognized phenomenon in animals and humans and endogenous opioids
are involved in it. Leu-Enkephalin analogue containing cystein2 residue - [Cys (O2NH2)2]-enk, has been
shown increased biological activity and stability to peptidases in “in vitro” experiments. The aim of this study
was to investigate the effect of [Cys(O2NH2)2]-enk on antinociception induced by cold stress (CS). Paw-
pressure and hot-plate tests were used for measurement of analgesia after one-hour CS. Leu-Enk and
[Cys(O2NH2)2]-enk (both at a dose 0, 2 mg/kg) were administered intraperitoneally (i.p.). Naloxone (1mg/kg,
i.p.) was administered 20 min before each of peptides. Cold stress showed antinociceptive effects in both
tests used. Leu-Enk and [Cys(O2NH2)2]-enk exerted significant analgesic effects in PP test compare to
control only on 10th min. In HP test Leu-Enk and [Cys(O2NH2)2]-enk significantly reduced HP-latency on
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10th min after CS. Conclusions: (i) Cold stress activated endogenous analgesia; Naloxone significantly
reduced the pain threshold, i.e. opioidergic system is involved; (ii) Leu-Enk and Cys2-Leu-Enk significantly
decreased SIA, more pronounced in HP test; (i) Mechano- and thermoreceptors are involved in different way
in effects of Leu-Enk and [Cys(O2NH2)2]-enk on nociception after 1h CS.

28.Stavreva G, Shopova V, Dancheva V, Stoyanova A, Terziev L. Effect of 21-
aminosteroid U-74389G on markers for pneumotoxicity in rat bronchoalveolar
lavage fluid after intratracheal amiodarone administration. Journal of Biomedical &
Clinical Research. 2008;1(1):30-40.

Summary

The protective effect of 21-aminosteroid U-74389 G on amiodarone-induced pneumotoxicity in rats was
studied. Previous in vitro and in vivo studies have proven the remarkable antioxidative and membrane
stabilizating potency of U-74389 G. The study was carried out on 72 male Wistar rats, divided into four
groups: (1) — control; (2) — treated intratracheally (i.t.) with amiodarone (AM); (3) — treated with AM and U-
74389G; (4) - treated with U-74389G. AM was installed i.t. on days 0 and 2 (6.25 mg/kg with a 3.125 mg/ml
water solution). U-74389G was injected on day 0 and 2 at a daily dose 15 mg/kg. The activity of lactate
dehydrogenase (LDH), acid phosphatase (AcPh), alkaline phosphatase (AIPh), total protein content and
cytological assays of bronchoalveolar lavage fluid (BALF) were performed on days 3, 7 and 28. AM treatment
resulted in significantly increased lung weight coefficient, protein content, total cell count, polymorphonuclear
cells, alveolar macrophages, and activity of LDH, AcPh and AIPh. The treatment with AD and U-74389G
attenuated the markers of pulmonary inflammation and damage of the alveolar-capilary barrier (lung weight
coefficient, protein content, total cell count, polymorphonuclear cells, alveolar macrophages) compared to AM
group. The results obtained from our study showed that U-74389G reduced early AM-induced lung
inflammatory injury.

Keywords: 21-aminosteroid U-74389 G, amiodarone-induced pneumotoxicity, bronchoalveolar lavage fluid

29.Terziev L, Tsvetkova V, Shopova V, Dancheva V, Stavreva G, Atanasova M,
Lukanov T, Stojanova A. Effect of I-2-oxothiazolidine -4-carboxylic acid on
markers of inflammation and lipid peroxidation in bronchoalveolar lavage fluid in
mice model of asthma. Journal of Biomedical & Clinical Research. 2010;3(1):40-

44,

Summary

Asthma is a serious medical and social problem, characterized by an inflammatory response and production
of a large amount of reactive oxygen species. Our goal was to study the effect of a glutathione precursor on
some markers of inflammation and lilpid peroxidation in an animal model of asthma. The study was carried
out on 28 CsB1 mice, divided into four groups: group 1 - controls; group 2 — injected and inhaled with
ovalbumin (OVA); group 3 - treated with L-2-oxothiazolidine-4-carboxylic acid (OTCA) and inhaled with
phosphate buffered saline; group 4 — injected with ovalbumin and OTCA, as well as inhaled with OVA. Under
sodium pentobarbital anaesthesia the animals were sacrificed on hour 48 after the last inhalation to obtain
bronchoalveolar lavage fluid (BALF). The total cell number and cell counting, total protein content, the levels
of I-4, 1l-5 and 8-isoprostane were investigated in BALF. OVA increased the total cell number and the levels
of Il-4, II-5 and 8-isoprostane. OTCA significantly decreased the total cell number, the total protein content, as
well as the levels of II-4, II-5 and 8-isoprostane in comparison with ovalbumine. OTCA attenuates
inflammation and lipid peroxidation in asthma provoked by ovalbumin in @ mouse model.

Key words: asthma, bronchoalveolar lavage fluid, inflammation, lipid peroxidation, L-2-oxo thiazolidine-4-
carboxylic acid
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31.

32.

Lazarov NE, Atanasova DY, Itzev DE, Negrev NN, Stavreva GT, Radomirov RG.
Morphological evidence for age-related changes in the NADPH-d activity of
myenteric neurons in the rat recto-anal region. Comptes rendus de I’Academie
bulgare des Sciences. 2010;63(8):1239-46. (IF 0.219; uHa. IF 0.0365).

Abstract

Age-related changes in the nitric oxide-producing neurons in the rat recto-anal region were studied with
reduced nicotinamide adenine dinucleotide phosphate-diaphorase (NADPH-d) histochemistry and
morphometry. In 15-day-old rats the myenteric plexus of the distal rectum and anal canal, situated in the
space between the longitudinal and circular muscle layers, was exposed by NADPH-d positive perikarya. In
the anal canal the positive myenteric neurons were more intensively stained than in the rectum. The mean
optical density (OD) of positive neurons in the rectum was 115.8+2.4 vs. 89.5+1.6 in the anal canal. Single
nerve fibres and small nerve bundles in the circular muscle layer of the anal canal were frequently seen and
were more intensively stained than rectal fibres. In 3-month-old rats a larger number of NADPH-d-positive
nerve fibres and an increase in their staining intensity were found. The staining intensity of the perikarya in
the anal canal was higher than in the rectum (the OD 70.911.1 vs. 55.541.5). In the circular muscle layer
thicker nerve strands were observed. In 26-month-old rats the staining intensity of NADPH-d-positive
perikarya in the myenteric plexus was weaker than in the 3-month-old rats. In the rectum their OD was lower
than in the anal canal (93.84£2.05 vs. 78.9£1.7). The nerve strands were sparse and less intensely stained
than in 3-month-old rats. Our results are consistent with the hypothesis that NO is an important
neurotransmitter of the recto-anal motility in the ageing gut.

Key words: anal canal, distal rectum, histochemistry, morphometry, myenteric neurons, rat

Simeonova L, Stavreva G, Nedialkova N, Negrev N, Kadinov B, Radomirov R.
Local nerve networks-mediated activity of colo-rectal longitudinal and circular
muscles in rat model. Comptes Rendus de I'’Academie Bulgare des Sciences.
2011;64(3):437-43. (IF 0.21; nHAa. IF 0.035; 2 uutauun).

Abstract

Mechanographic on-line technique and electrical field stimulation (0.8 ms, 40 V, 2 Hz, 20 s) were used to
evaluate the motor responses of longitudinal and circular muscles isolated from rat colon and rectum as
model preparations to display excitation of local enteric nerve networks in the large intestine. The local
responses of longitudinal muscle strips isolated from proximal and distal parts of the colon and rectum were
contractions. There were no differences between the peak amplitude in the motor responses of the
longitudinal muscles which belonged to the colon or to the rectum. The modular contractile responses of the
circular muscle rings from both parts of the colon and the middle part of the rectum were significantly less
pronounced than the local responses of the longitudinal muscle strips. The electrically-induced responses of
the colonic and rectal muscles were tetrodotoxin (0.1 uM)-sensitive. The results show that low frequency-
sensitive excitatory neurotransmission more expressed to the longitudinal muscle dominates in the local
nerve networks of the rat colon and rectum suggesting an essential role of colo-rectal contractile mechanisms
in propelling the gut content in anal direction.

Key words: local nerve networks, colon, rectum

Dancheva VY, Karaivanov MP, Shopova VL, Terziev LG, Stavreva GT. Effect of
dexamethasone on some markers for cytotoxicity andproliferation in rat intestine
after total body gamma irradiation. Journal of Biomedical & Clinical Research.
2011;4(1):23-9.

Summary

The effect of Dexamethasone on some markers for cytotoxicity and proliferation in rat intestine after total
body gamma irradiation was studied. Seventy-two male rats were divided into three groups: group 1
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(controls); group 2 (receiving a single 6 Gy total body irradiation); group 3 (receiving Dexamethasone and 6
Gy ionizing radiation). The animals in group 3 were injected i.p. with Dexamethasone at a dose of 3 mg/kg
four hours before irradiation, as well as on days 2 and 3 after exposure. The levels of IL-6 and CINC-1 were
determined in the plasma by the ELISA method. Immunohistochemical and histological studies were
performed in rat intestine.

lonizing radiation increased the levels of IL-6 and CINC-1 considerably in comparison to that in controls on
day 3. Dexamethasone significantly decreased the level of IL-6 on day 7, as compared to both controls and
irradiated group. The level of CINC-1 in group 3 was significantly lower on days 3 and 7 than that in the
control group.

Immunohistochemical testing with the marker for proliferative activity Ki-67 in group 2 showed a total
suppression of the proliferative activity, in contrast to the controls. In group 3, the same testing showed a
decrease, though the activity was still present.

Dexamethasone produced moderate anti-inflammatory protection from radiation injury.

Key words: cell proliferation, dexamethasone, inflammation, interleukins, ionizing radiation

33.Valcheva-Kuzmanova S, Stavreva G, Dancheva V, Terziev L, Atanasova M,
Stoyanova A, Shopova V. Effect of Arinia malanocarpa fruit juice on indices of
inflammation and fibrosis in a rat model of amiodarone-induced pneumotoxicity.
Scripta Scientifica Medica. 2012;44(2):37-40.

Abstract

The effect of Aronia melanocarpa fruit juice (AMFJ) on indices of inflammation and fibrosis was studied in a
model of amiodarone (AD)-induced pneumotoxicity in rats. AD was instilled intratracheally on days 0 and 2
(6,25 mg/kg as a 3,125 mg/mL water solution). AMFJ (10 mL/kg) was given orally to rats either from day 1 to
day 10, or from day 11 to day 27. Thus, the animal groups were: control, AD, AD+AMFJ (day 1-10), and
AD+AMFJ (day 11-27). The rats were sacrificed on day 28. The levels of IL-6 and IL-10 were measured in rat
serum as markers of inflammation, and hydroxyproline (HP) level was determined in lung tissue as a marker
of fibrosis. AD caused a tendency to elevate IL-6 and decrease IL-10. AMFJ counteracted these effects of
AD. In rats from group AD+AMFJ (day 1-10), IL-6 level was significantly lower (p<0,05) than that of AD
group, lower (p<0,05) even than the control value. AD significantly increased (p<0,05) HP content in lung
homogenate. AMFJ antagonized that effect, and in AMFJ-treated rats HP levels did not differ significantly
from the control value. Any AMFJ effects were more prominent in rats that were treated with the juice during
the first 10 days after AD instillation. In conclusion, AMFJ reduced the signs of inflammation and could have a
protective effect against AD-induced pulmonary fibrosis, especially if administered in the early phase after AD
instillation.

Key words: Aronia melanocarpa fruit juice, amiodarone, lung, inflammation, fibrosis, rats

34.Stavreva G, Radomirov R. Locality-dependent modular motor responses of anal
region in rat model. Comptes rendus de I'’Academie bulgare des Sciences.
2012;65(5):645-52. (IF 0,21; 0.105).
Abstract
The responses of preparations isolated in circular axis of rat anal region to electrical stimuli were followed as
a display of the modular nerve network-mediated motor activity in the distal part of gut. Electrical field
stimulation (0.8 ms, 40 V, 2,5,10 Hz, 20 s) elicited twitch-like frequency-dependent contractions of the circular
muscle rings belonging to the distal part of rectum and the anal canal, being more pronounced in the rectal
preparations. The responses of the internal anal sphincter varied depending on the frequency of the electrical
stimuli, from deep relaxation induced by stimulation applied at frequency of 2 Hz to an initial short relaxation
followed by a contraction evoked by a 10{Hz stimulation. Tetrodotoxin (0.1 uM) abolished the modular motor
responses. The results indicate locality- and frequency-dependent motor responses and suggest prevalence
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35.

36.

of excitatory neurotransmission(s) in the functional modules of the distal rectum and inhibitory
neurotransmission(s) in the modular nerve networks of anal sphincters. The most expressed by amplitude
contractile responses of the circular rings preparations from the distal rectum most probably demonstrate
higher potency of rectum to overcome the resistance of the contracted anal canal.

Key words: anal region, circular axis, modular responses

Lazarov NE, Atanasova DY, Stavreva GT. Immunohistochemical evidence for the
presence of ATP-containing structures in the rat colon. Comptes rendus de
I’Academie bulgare des Sciences. 2012;65(11):1613-18. (IF 0,21; 0.07).

Abstract

Adenosine 5'-triphosphate (ATP) has been considered to be the purine inhibitory neurotransmitter in
gastrointestinal muscles. In this study we examine the presence of ATP-containing structures in the rat large
intestine. Using immunohistochemistry we demonstrated that nerve structures from the entire colon of the rat
express immunoreactivity to the ATP-synthesizing enzyme, ATP synthase. In particular, we found that a
number of submucosal and myenteric neurons, and numerous nerve fibres along the whole extent of the
colon in the rat were ATP synthase-immunopositive. The enteric neurons in the myenteric and submucosal
ganglia in both the proximal and distal colon were ATP-containing. In addition, a large number of
immunostained fibres were observed in the longitudinal and circular muscle layers of the colon. Similarly, in
the recto-anal region a lot of ATP-immunopositive fibres and isolated thick nerve strands ran parallel to
muscle cells in the two smooth muscle layers. Clusters of myenteric and submucosal neurons were seen in
the ganglia of the distal gut as well. Taken together with physiological evidence, our results suggest that ATP
contributes to enteric inhibitory regulation of colonic and rectal motility. The presence and precise distribution
of the corresponding purinergic receptors in the rat colon and rectal wall still remain to be elucidated.

Key words: anal canal, ATP synthase, immunohistochemistry, large intestine, recto-anal region, rat

Valcheva-Kuzmanova S, Stavreva G, Dancheva V, Terziev L, V. Shopova,
Stoyanova A. Effect of Aronia Melanocarpa Fruit Juice on The Activity of
Antioxidant Enzymes in a Rat Model of Amiodarone-induced Pneumotoxicity.
Journal of Biomedical & Clinical Research. 2012;5(2):97-103.

Summary

The effect of Aronia melanocarpa fruit juice (AMFJ) on the activity of antioxidant enzymes in a model of
amiodarone (AD)-induced pneumotoxicity in rats was studied. AD was instilled intratracheally on days 0 and
2 (6.25 mg/kg as a 3.125 mg/mL water solution). AMFJ (5 mL/kg and 10 mL/kg) was given orally from day 1
to days 2, 4 and 9. The activities of catalase (CAT), glutathione peroxidase (GPx) and superoxide dismutase
(SOD) in lung tissue were measured on days 3, 5 and 10, respectively. AD decreased significantly CAT
activity on days 3, 5 and 10. It caused a decrease of GPx activity which was significant on day 3. It
decreased SOD activity but not significantly. AMFJ antagonized the effects of AD to such an extent that the
enzyme activities at all time points did not differ significantly from the control values. The effect of AMFJ is
probably due to its polyphenolic ingredients which serve as powerful radical scavengers. AMFJ probably
decreased of the oxidative damage of cells by AD-induced overproduction of reactive oxygen species thus
preserving the capacity of cells to produce antioxidant enzymes which, in turn, could further reduce oxidative
stress.

Key words: Aronia melanocarpa fruit juice, amiodarone, pneumotoxicity, antioxidant enzymes

My6nuKaumm B NbIeH TEKCT B peLieH3UpaHmn HayYHN COOpHULM Ha Hay4YHM 3BeHa UNW AOKNaau oT
Hay4HN NposiBy
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37.Marev R, Gercheva L, Pandurska A, Stavreva G, Salovsky P, Ruskova A,
Pendicheva D. Complex Cadmium and EDTA Effect on Haematopoietic Function
of Rats. Scientific Works of the Medical University of Pleven. 1995:XV(1):20-22.
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 neutralized the toxic
effect ot cadmium chloride on neutrophilic granulocytopoiesis and erythrocytopoiesis at a dose of 1/20 of
LDso. 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

38.Xpuctosa I, CtaBpeBa I, Nangypcka A, lNMengudesa [, Xpuctosa W, Hegankos
A. CekcyanHo nosefeHve WM MO3HaAHUSA 3a KOHTpauenuusa u nosioBO-NPeHOCUMU
3abonsaBaHuna cpeq ydeHuum ot 11 go 15 roa. Bb3pact. C60opHUK ¢ Ooknadu om
KObunelHa HayyHa Cecusi 2002 e., MeduyuHcku ¢bakynmem, Cmapa 3azopa,
2002;1:218-22.
Abstract
This study was performed to assess the sexual behaviour among 122 pupils at age of 11 to 15 in Chiprovtzi.
Results: 13,9% of teh interviewed children had sxual contacts, 4/5 of the children knew that sexual contacts
have risks, but only 5,74% stae the three major risks — undesired pregnancy, sexually-transmitted diseases,
and AIDS. Five methods for preventing undesired pregnancy were stated; 31,3% of the children knew 3
methods, and the rest stated one or two. The necessity of health education in school is stated by 96,5% of
the interviewed. Our conclusions are that the school system does not provide sufficient knowledge on sexual
behavior and safe sex and it is not sufficient to rely on the activities from parents, friends, and mass media
acquiring the necessary knowledge for safe sex. It is desirable that programs to be included in the primary
school curriculum.
Key words; sexual behaviour, contraception, sexually-transmitted deseases

39.Christova P, Stavreva G, Pendicheva D, Hristova I, Pandurska A, Nedjalkov A,
Romanov K. The reproductive behavior of the women from the Romany minority.
C6opHuk ¢ O0oknadu om HKObunelHa HaydHa Cecusi 2002 2., MeduyuHcKu
gakynmem, Cmapa 3aeopa. 2002;1:223-7.

Abstract

The aim of the study was to analyze the reproductive behaviour and to realize the planned perenhood among
the Romany community. Standard interview with 820 women of Romany origin was held. The age is between
15 and 40, living in the cities 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 group.

Key words: reproductive behaviour, Roman community, Planned Parenthood, first delivery age

40.CtaBpeBa I, lNeHanuesa [, Xpuctosa 1. Anpobaumsa Ha M3NNUTHMU TECTOBE MO
dapmakonorua. CéopHuk ¢ doknadu om HKObunetHa HayyHa Cecusi 2002 e.,
MeouuyuHcku ¢hakynmem, Cmapa 3azopa. 2002;1:295-99.
Abstract
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The aim of the study was to analyze didactic tests applied to evaluate knowledge of IVth-year students at the
end of their course of pharmacology. 113 questions were analyzed according to the criteria: difficulty,
discrimination and distractors. 78,8% of the questions covered the docimologic requirements; 1,8% were
assessed as “difficult’; and the rest were “easy”. The score were divided in two groups: “good” (40-61 points)
and “bad” (19-39 points), with a level of significance F=111,0; P=0,0001. A correlation was found between
the test score and the final marks. 50 questions need to be corrected according to the criteion-referenced
measurement. Combined use of didactic tests, a practical and theory exams results in a more precise
summative evaluation of students’ knowledge and skills.

Key words: test, docimologic criteria, approbation of test

41.TMeHgnyeBa [1, CnasyeBa B, CrtaBpeBa I, lMangypcka A. AHTMMWKOTUYHA
npodunakTMka npuv HEeYTPOMEHUYHU NauMEHTU C XeMaToNOrMMYHU ManurHeHu
3abonsBanuna. oduweH cbopHuk (Hay4yHu mpydose) UMAL. 2003;9(1):105-9.
Abstract
The triazole antifungal agent fluconazole has been shown to significantly reduce the rate of superficial and
systemic fungal infections in immunocompromised patients.
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.
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.
The direct cost of the prophylactic treatment resulted in 86,12 (£9,2) Iv for Diflucan, and 11,96 (£1,21) Iv 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. 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

42.CrtaBpeBa I, Nenguyesa [1, Xpucrtosa . Anpobauuns Ha NMCMEHO NpeacTaBeHu
Kasycn no KiuHWYHa dhapmakonorus. CO6opHUK Ha HayuyHa KoHbepeHuyus ¢
mex0yHapoOHo yyacmue ,Cmapa 3azopa — 2004”. 2004;4(vacT 2):236-241.
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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43.TenguyeBa [, CraspeBa I', Xpucrtosa I1. N36op Ha P-nekapctBo OT CTyAeHTU —
meamum B V' kypc. C6opHUK Ha HaydyHa KoHghepeHUus ¢ MexOyHapOoOHO
yyacmue ,Cmapa 3azopa — 2004”. 2004;4(4acT 2):242-5.
Abstract
The aim of study was to assess accuracy of P-drug selection by Vh-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

44.TeHgnyea [, CraBpeBa I, [aHaypcka A. Popmupa nm npobrnemHo-6a3mpaHoTo
oby4yeHne KOMYHUKATUBHU YMEHUsI Yy CTYOEHTU-meauun netu  Kypc npwu
Ha3Ha4YaBaHe Ha P-nekapctBo. C6opHuUK Ooknadu om HObuneliHa Hay4Ha
KoHgbepeHuusi 20 2o00uHu [ledazoeuyecku pakynmem ,0ObpaszosaHuemo 8
enobanusupawus ce cesm”, Bennko TbpHoBO. 2004;1:476-8.
Pestome
Llenta Ha Npoy4YBaHETO € 1a CE OLEHAT KOMyHWUKATUBHUTE YMEHUS Ha CTYAEHTU-Meanum V Kypc, popmmpaHm
B npoueca Ha npobnemHo-6a3mpaHo obyyeHne no KNMHWYHA hapmakonorusi, cbobpaseHo ¢ yTBbpaeHaTa
koHuenuus Ha C30 3a n3bop 1 HasHavaBaHe Ha P-nekapcTao.
Ha 115 ctygeHTu ot V kypc, MY-lneBeH e npunoxeH TecT, 6asupaH Ha NUCMEH KIMHUYEH Cryyan BbpXy
LUEeCT OCHOBHM COLManHO-3Hau1Mn 3abonsiBaHus U cMHAPOMI. KOMYHUKATUBHUTE YMEHUS HA CTYAEHTUTE ca
OLieHsIBaHW OT NpenoAaBaTes B ponsTa Ha CUMYNMPaH NaLMeHT.
Knrouosu Oymu: oueHka, KoMyHUKamueHU yMeHus, cmydeHmu-meduyu, P-nekapcmeo

45.CtaBpeBa I, [eHanyesa [1. OueHka Ha ymMeHusiTa Ha CTydeHTUTe 3a u3bop Ha
pauMoHanHa nekapcTtBeHa Tepanusi ype3 TecT, 6asvpaH Ha MUCMEH KIMHUYEH
cnyyqan. C6opHuk doknadu om KObunelHa Hay4YHa KoHgbepeHuus 20 200UHU
[Medazozcuyecku cpakynmem ,ObpasosaHuemo 8 enobanusupawuss ce cesm’,
Benuko TvpHoBO. 2004;1:479-80.
Pesiome
Llenta Ha npoyyBaHeTO € [a Ce OLEHAT YMeHUsiTa Ha CTyOEeHTM-Meauuu OT neTu Kypc 3a u3bop Ha
paLyoHarnHa nekapcTBeHa Tepanus Ypes TecT, 6asupaH Ha MMCMEH KNUHUYEH CRyyai.
Ha 115 cTypeHTn, 3aebpwuny npobnemHo-6a3mpaHo obyveHWe Mo KnuHWYHA (hapmakonorus, 6sxa
npunoxeHn 19 anpobupann KIMHUYHA CrlyYan BbpXY LECT OCHOBHW COLMANHO-3HauMMK 3abonsiBaHus
CUHOPOMU. YMeHUsITa Ha CTydeHTUTE Osixa OLEHsIBaHN Ype3 CTaHgapTuanpaH TecT, 6asnpaH Ha KIMHUYEH
cnydvain. Pesyntatute nokassart, 4e 75% OT y4yacTHULMTE Ce CnpaBsT MHOro fobpe v oTanyHoO ¢ u3bopa Ha
echrkacHa, CUrypHa, yaadHa n gnHaHcoBo CbobpasHa nekapcTBeHa Tepanmsi.
Knrouosu Oymu: oueHka, ymeHus Ha cmydeHmume, payuoHanHa ekapecmeeHa mepanusi

46.CtaBpeBa I, [llenguuesa [, lMaHgypcka A. CyporaT-kpanHu Uenu KaTto
NpeauKTopu Ha KNUHUYHUA naxon. CoopHuUK Ooknadu om HaydyHa KOHgbepeHUus ¢
Mex0yHapoOHo yyacmue Ha CYb - Cmapa 3azopa. 2005;1V:110-6.
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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-endpoints 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 are expected to predict the effect of the therapy.

Key words: surrogates, surrogate-endpoints, endpoints

47.MengnyeBa [, OyxneHckn W, CraBpeBa I, lMaHaypcka A. Ampisulpride —
€(PEeKTMBHOCT M KayeCTBO Ha >KMBOT MNpPM Jle4eHWe Ha nauuMeHTn c
He3agoBONUTENEH TeparneBTUYeH OTroBOp Ha Apyrn aHTuncuxotuun. COOopHUK
Ooknadu om Hay4yHa KOHhepeHyusi ¢ Mex0yHapoOHO ydyacmue Ha CYb - Ctapa
3aropa. 2005;1V:391-7.
Abstract
The aim of our study was to 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 (2 males and 24 females) of the psychiatric service in MDC Il — 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 and SQLS.
Clinical improvement was documented in 88,4% of patients. Significant reduction of the total PANSS score
and early improvement in the affective-emotional domain were registered.
Key words: Solian, schizophrenia, effectiveness, quality of life

48.CrtaBpeBa I, [eHgnyeBa [, Xpuctosa [1, NaHaypcka A, Mapes P, Kpbctesa I
HexxenaHu nekapcTtBeHn peakuuun, JOBENU 40 Xocnutanumsaumsa — NpoCneKTUBEH
dapmakoenngemumosnorndyeH aHanud Ha 485 naumeHtn. C6opHUK Qoknadu om
HayuyHa koHgepeHyusi ¢ mexdyHapoOHo yvyacmue Ha CYE - Ctapa 3aropa.
2006;1V:218-22.

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

49.CrtaBpeBa I, lNengnyesa [, Xpuctosa [1, MNMaHaypcka A. Xapaktepuctuka Ha
HeXenaHu nekapcTBeHM peakumn, Bogewm A0 Xxocnutanuaaums Unm nposiBEHN B
xoga Ha OONHMYHO nedeHwe npu naumeHTn B KnvHuka no Hecdpponorus wm
xemognanuaa, YMBAJI-IneseH. [Joknadu om KOburneliHa Hay4YHa KOHgepeHyus
“[JHuU Ha obwecmeeHomo 30pase”. 5-7 oktomBpu 2006r. 2007:133-7.
Abstract
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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

50.[danH4eBa B, LWWonosa B, CtaBpeBa I', CtoaHoBa A. EdekT Ha U-74389G BbpXYy
Mapkepu 3a UMUTOTOKCUMYHOCT B OpoHxoanseoriapHa naBaxHa TEYHOCT Ha
nnbxoBe, TpeTupauun ¢ bneomuumH. C6opHUK ¢ doknadu om MmexdyHapoOHa
Hay4Ha KoHpepeHuus Ha CYb — Cmapa 3azopa. 2007;VI1:208-13.
Abstract
Objective: Our goal was to study the effect of U-74389G on some markers for cytotoxicity in rat
bronchoaleveolar lavage fluid (BALF) after bleomycin treatment.
Methoss: The study was carried out on 27 male Wistar rats, divided into three treatment groups: group 1 —
controls; group 2 — treated with bleomycin; group 3 — treted with bleomycin and U-74389G. Bleomycin was
administered intratracheally in a dose of 2.5 U/kg.
U-74389G, dissolved in CS-4, was injected twice i.p., two hours before receiving bleomycin and four hours
later at a dose of 5 and 5 mg/kg body weight respectively.
In BALF were investigated the activities of lactate dehydrogenase (LDH), alkaline phosphatase (AP) and acid
phosphatase (AcP).
Results: The isolated application of bleomycin increased significantly the activity of AP and AcP on day 1 in
comparision with controls. In the rats treated with a combination with U-74389G the activity of LDH, AP and
AcP were decreased on day 1 in comparision with bleomycin group.
Conclusions: The presence of antioxidant U-74389G before and very soon after application of bleomycin
shows marked but transient protective effect on some markers for cytotoxicity in BALF.
Key words: bleomycin, U-74389G, pneumotoxicity, BALF

51.CrtaBpeBa I', boueBa A, JlakoBa E, [J)xambasoBa E, HoueBa X, MapeB P. Ecekr
Ha [Cys(O:NH,)?]-eHkedbanuH BbpXy aHTMHOLMLENUUSTa, Mpeav3BuKkaHa oT
TOMMHEH U UMOBUNM3AUMOHEH cTpec Npu nnbxoBe. COOpHUK ¢ Ooknadu om
mex0yHapoOHa Hay4yHa KoHgbepeHuusi Ha CYb — Ctapa 3aropa. 2007;VI1:213-20.
Abstract
Leu-enkephalin analogue [Cys(O2NH2)2] enkephalin has been shown selective d-opioid effect and stability
to peptidases in "in vitro" experiments.The aim of this study was to determine the modulating effect of
[Cys(O2NH2)2] enkephalin on stress-induced antinociception. Analgesia was tested using hot-plate (HP) and
paw pressure (PP) tests after one-hour immobilization (IS) - and hot (HS)-stress. The test and referent
substances were applied |.P. immediately after the stress. PP testing after IS and HS showed significantly
greater nocice-ptive effect as compare to the control. [Cys(O2NH2)2] enk and Leu-enk decreased the paw-
withdrawal threshold. HP latency was significantly longer after both stress models and [Cys(O2NH2)2] enk
reduced the latency in the same manner as Leu-enk. The development of stress-induced analgetic response
was prevented by Nal.
Keywords: antinociception, stress, [Cys(O2NH2)2] enkephalin

52.llonoea B, CraBpeBa I', [laHueBa B, CtosiHoBa A. EdekT Ha anda-Tokodepon
BbpPXYy MapKepu 3a MHEBMOTOKCMYHOCT B OpoOHXoariBeonapHa faBaHa TEeYHOCT
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Ha NNbXoBe, TPeTUpaHn ¢ ammogapoH. MexayHapogHa HayvyHa KoHdepeHums Ha
CYb - Crapa 3aropa, 2008. OT: www.sustz.com/Proceeding08/.../Shopova_V.pdf

Abscract

Amiodarone (AM) has been associated with the development of pulmonary toxicity. Our goal was to study the
effect of DL alpha-tocopherol on markers for pneumotoxicity in rat broncho-alveolar lavage fluid (BALF) after
AM treatment. The study was carried out on 72 male rats divided into four groups: group 1 — controls; group
2 — with AM; group 3 — with AM and DL alpha-tocopherol; group IV — DL alpha-tocopherol. AM was
administered intratracheally at a dose 6.25 mg/kg in a 3.125 mg/mL solution on day 0 and 2; U-74389G - at
a dose of 15 mg/kg on day 0 and 2. Activities of Lactate dehydrogenase, Acid phosphatase, Alkaline
phosphatase; total cell count, total protein in BALF were investigated.

Key words: amiodarone, pneumotoxicity, broncho-alveolar lavage fluid

53.CTtaBpeBa I, LLonosa B, CtosHoBa A, [laHuyesa B, VMopaaHos V. CpaBHeHne Ha
ABa eKCnepuMeHTanHuM Mofena Ha amMumogapoH-uHayuupaHa 6enogpobHa
¢unbposa npu nnbxose. MexayHapogHa HayvHa koHdepeHuus Ha CYB — Ctapa
3aropa, 2008. OT: www.sustz.com/Proceeding08/.../Stavreva_G.pdf
Abstract
Amiodarone (AM), an antiarrhythmic agent, has been associated with the development of pulmonary
fibrosis. Several in vivo animal models have been used to study amiodarone-induced pulmonary fibrosis
(AIPF). Intratracheal administration of AM to rodents has been used as a model for the AIPF. We compared
two experimental models of AIPF. Wistar rats were given a single intratracheal insufflation of AM at a dose
6.25 mg/kg in a 7.8 mg/mL solution and AM at a dose 6.25 mg/kg in a 3.125 mg/mL solution. Hydroxyproline
and collagen content in lung homogenate were measured; histological examination was performed.
Key words: amiodarone-induced pulmonary fibrosis, hydroxyproline, collagen.

54.TMenves J1, bospxnesa H, Xensskosa-Casosa M, BbnueBa-KyamaHoBa C, Pages
P, Mangypcka A, NeHanyesa [, CtaBpeBa I', Munes E, Neopruesa M, 'eoprues
K, laHuyeBa C, EBtumoB M. EmMnupnyHO coumonormyecko wuscrnegBaHe Ha
npeagcraesata 3a xoMmeonatuaTa cpef  CTyAeHTUTe  OT  MeAUUMHCKUTE
yHuBepcutetM B bvnrapus. HayyHu mpydose Ha CYE — [llnosdus. 0OuWHUK
cepus . MeduuuHa, papmauyus u 0eHmarnHa meduyuHa. 2010;X1:223-27.
Abstract
A socio-empirical investigation was held on among 1018 students of medicine, pharmacy and dentistry by
inquiry. It included 15 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 as 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 students
suggested that homeopathy should be included in the curriculum of clinical pharmacology and clinical
pharmacy. Many of the inquired students 861 (84,6%) define homeopathy as a method of treatment with very
low doses, 165 (16,2%) consider it a nontraditional method and 224 (22%) identify it with phytotherapy. Very
few 29 (2,8%) students don’t know what homeopathy is. Boys know less about homeopathy than girls.
Student from upper courses had better idea of the means of homeopathy. There wasn't significant defference
in the idea of homeopathy 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 cosider it significant. Negative answer
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gave only 9 (0,9%). The question “Is homeopathy safe?” was given a positive answer by 711 (69,8%), 225
(31,7%) of them were boys, 486 (68,3%) girls, 522 (51,3%) of them had passed the homeopathy course.
Conclusion: The students from the medical universities in Bulgaria are highly motivated to study homeopathy.
Their knowledge of the means of homeopathy is rising.

Key words: homeopathy, education

55.KpbcteBa I, JlakoBa E, MNeHnguyesa [1, CtaBpeBa I'. VIHTpauenynapHata peHuH-
aHrMoTeH3NnHOBa CUCTeMa B CbpueTo — HOBO Mpean3BUKaTerncTBO npen
dapmakoTtepanuata. CO6opHuk ¢ Odoknadu om  MexOyHapoOHa Hay4YHa
KoHgbepeHuusi Ha CYb — Ctapa 3aropa. 2011;1:102-6. OT: http://journal.sustz.com
/Volumel/Numberl/index.html
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 is 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-Il. The knowledge of the iRAS may assist in the understanding and effective treatment of
the cardiovascular disorders.
Key words: intracellular RAS, intracellular AT-Il, chymase, hyperglycemia, renin inhibitors

MOHOFpad)VIVI, Hay4YHU KHUTU, rnaBu OT KHUTU

56. JlekapcTtBa, bpeMeHHOCT 1 KbpMeHe. [Noa pea. Ha H. boagpknesa n MB. Jlambes.
I n3g. Cogounsa: MeanumuHcko nsgatencrteo ,APCO”; 2006 r. (7 umtauun)
e CraBpeBa T, Jlambes . AHecTeTuuM 1 nepudepHn MuopenakcaHTu. crp.126-140.
o Jlambes W, CtaBpeBa I'. AHTMbMOTULYM. CTp. 427-470.
e CraBpeBa T, MNeHauyesa . CyndoHamnay n TpumeTonpum. ctp. 475-478.
e CraBpeBa T, NeHanyesa [. HATpodhypaHm 1 OKCUXOHOMNMHK. CTp. 484-485.
e CraBpeBa T, Jlambes W. MpoT1BOBMPYCHU CPEACTBA 3a CUCTEMHO NpUroxeHue. cTp. 485-503.
e CraBpeBal, NeHanyesa [, lambes V1. Ocbranmonornynn nekapcrea. ctp. 607-637.
o [leHgnuesa [l, CtaBpesa I', Jlambes V1. InarHocTyHn nekapctea. cTp. 637-647.
MPEOrOBOP
BuocTatucTMyHUTE M3creABaHMs nokaseaT, ye Hag 92% ot xeHuTe ynoTpebsiBaT [Be WnW noseye
nekapcTBa npe3 pasnnyHu nepuoam Ha BpeMeHHOCTTa, a Cbllo Taka, Ye okono 2% [0 3% OT BCUYKM
BPOAEHN Mandopmauuu UMaT  papmakoreHeH Npou3Xod. BnusHMeTo Ha nekapcTBata  BbpXy
BpeMeHHOCTTa 3aBKCK OT Bb3pacTTa Ha Mnofa, KMHeTUKaTa U MexaHu3Ma Ha [eiicTBie Ha nekapcTeata,
TSXHOTO [J03MpaHe, (PU3MONOrMYHOTO CbCTOSHUE Ha OpemeHHaTa, HeMHWs XpaHUTEneH M [Buratenen
PEXUM, OKONTHATa Cpeaa U1 pYrv HEU3SICHEHN (aKTOpU.
TepaToreHHuAT noTeHuuan Ha nekapcteata cnopes FDA Ha CALL ce onpegens OT OTHOWEHMETO
puck/nonasa, u3secTHo kato Pregnancy Risk Factor (PRC) - puckos dhaktop 3a 6pemeHHoCT, pecn. Pregnancy
Risk Category (PRC - puckosa kateropus 3a 6pemeHHocT). Pasnuyasar ce neT 0CHOBHU KaTeropum.

MpoyuBaHns B peanua cTpaHn nokaseart, Ye okomno 90-99%, KOoMTO KbpMAT, Ca NoMyYaBany Hak-Masnko eaHo
nekapcTBo npe3 mbpeata ceamuua cref paxgaHeTo. Kato Han-4ecTo M3Non3BaHu fnekapctBa ce coyat
aHanreTUum, XMMHOTALM 1 METUNEPrOMETPUH. MIMEHHO 3aL0TO peauua XEeHW ca NOAMOXEHN Ha NeveHue,
KakTO B HayarHus nepuog Cred paxaaHe, Taka W B Xoda Ha KbpMeHe (neyeHue ¢ aHTMOMoTuuM,
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NPOTWBOBMPYCHM, NPOTMBOMBONYHM, CbPAEYHO CHAOBM W OPYTU NekapcTBa), BbNPOCHT 3a EKCKpeuusTa Ha
nekapcTBaTa C MalyMHOTO MISIKO WM PUCKBLT 33 KbPMAyeTo B CBETOBEH Mallab ce nocTaBsi OTFOBOPHO.
MMpUHUMNHO Mabk Bpoit NekapcTBa Ce eKCKPeTMpaT B MO-3HAYMMM KOHLEHTpaLMKM C MASIKOTO. YKenaem oLue
B MpearoBopa Aa nogyepTaem, Ye npes mbpeuTe 72 Yaca crep paxaaHeTo, peaumua nekapcTea yNecHeHo ce
EKCKPEeTMpAT C MIISIKOTO, T.e. KbPMEHETO Ha BeBeTo OT Maiika Ha NeyYeHne € TSX Kpue puck. Tosa e KpuTuyeH
nepuoa, Npe3 KOWTO NekapsaT pellaBa fanu Aa paspelun kbpMmeHe Ha 6e6eto unu He, B 3aBUCMMOCT OT
NeYyeHneTo Ha Maikata. B kHurata cbcobpixa hakti KakTo 3a CTEeMeHTa Ha EKCKpPeuus Ha OTAENHU
neKapcTBa C MNSKOTO, Taka 1 3a onpefeneHus 3a peguua ot Tsx BaxeH uHgekc (M/), koitTo npeacTasnsea
CbOTHOLLEHME Ha KOHLEHTPaLUMs Ha NeKapCTBOTO B MaNYMHOTO MIISIKO KbM KOHLIEHTPALWS Ha NEeKkapCTBOTO B
MaiumMHaTa nnasma. ToBa TEOPETUYHO U MpaKTMYeCKkM AaBa Bb3MOXHOCT 3@ OLEHKA Ha pucka Ha
NPUINoXeHWe Ha nekapcTBa BbpXy KbpMauku. OTuMTailkm TO3W puck, TpsbBa fa Mmame npeasud, ue
pesopbuusTa Ha nekapcTeaTa, NpUeTH npes ycrara OT KbpmayeTaTta, € MHOrO No-ynecHeHa. ETo 3aLuo Hskou
neKapcTBa, KaTo MCUXOTPOMHMW, aHTUAMAOETUYHM M [Op. OOPU B Manku KOHLEHTpaUuW B KbpmaTta, mMorat
NECHO [1a ce YCBOSIT 1 Aa Npeau3BuKaT HexenaHu eqhekTi y KbpMayeTo.

Tasu kHura e npefHasHayeHa 3a nekapu OT BCUYKM CrieLuanHocTy, hapMaLeBTi, CTOMaTonosu, CTyaeHTH
OT TFOPHUTE KYpCOBE HAa MEAWLWHCKUTE YHMBEPCUTETM Y HAc, NPEACTABUTENN HA HALUM W YyXKOECTPaHHM
dupmn. Hue s Hanucaxme ¢ 0buy KbM fdelaTta Ha bbhrapus, TeXHUTE poaMTENM, Nnekapu u OnusKu.
Bsipeame, Ye TPyABLT HY LiE JONPUHECE 3a €PEKTMBHOTO NleYEHNE Ha BPEMEHHM 1 KbpMauki C MUHUMAIEH
[0 nunceatl puck 3a bebetara.

YyeOHuuK, y4ebHM pHLKOBOACTBA

57. JlekapctBeH cnpaBoyHuK. Mog pea. Ha 1. Y3yHoB u W. Jlambes. IV wn3g.
Codusa:Meamumna n uskyntypa; 2001. (10 ymtaumm)

e Jlambes W, CtaBpeBa-MapuHoBa I, Kpywkos /. MpoTnBOMUKPOBHU NekapcTBEHN CpeacTsa.
AHTMOMOTMLN. CTp. 386-416.

o Jlambes U, Kpywkos W, CtaBpeBa-MapuHoBa I'. CyndoHamuam. cTp. 420-3..

e Jlambes /1, CtaBpeBa-MapuHoBa I'. [1pOTMBOBMPYCHWN CPEACTBA 3@ CUCTEMHO MPUIIOXEHME.
cTp. 428-36.

58. CnpaBoYHUK Ha nekapcTBeHUTe cpeactea. oa pea. Ha W. Jlambes u I1. Y3yHoB.
V n3a. Codoua: Meguumna n duskyntypa; 2004 r. (5 ymrtaumm)
o Jlambes M, CtaBpeBa-MapuHoBa I, Kpywkos M. MpoTnBoMmkpobHI nekapCTBeHN cpeacTea.
AHTMOMOTMLN. CTp. 332-363.
e CraBpeBa-MapuHoBa I', Jlambes /. CyndpoHamuau. ctp. 365-7.
o Jlambes /1, CtaBpeBa-MapuHoBa I'. [1pOTMBOBMPYCHN CPEACTBA 3@ CUCTEMHO NPUIOXEHME.
cTp.371-382.
e Mapes P, MNenanuesa [1, CtaBpeBa I'. KOHTpacTHM AnarHoCTUYHM cpeacTaa. cTp. 556-561.
e Mapes P, MNengnyesa [1, CtaBpesa I'. [JnarHoctuynu Tectose. cTp. 561-562.
e Mapes P, lNenguuesa [, CraBpeBa I'. Mpenapatu ¢ 0610 TOHM3MpaLLO gencTaue. cTp. 423-7.
MPEArOBOP KbM NETOTO U3OAHUE
Metoto wm3paHue Ha ,CIMPABOYHUK HA JIEKAPCTBEHWTE CPELCTBA" e OCHOBHO npepaboTeHo,
NPECTPYKTYPUPAHO 1 akTyanusnpaHo
CnpaBoyHMKbT 0BOXBaLa pesucmpupaHume y Hac f1ekapemeeHu npodykmu, KakTo 1 52 HepeaucmpupaHu
Jiekapcmea (03Ha4yeHU CbC 368€30U4Ka), HO u3nonssaHu B EBponeiickus cbtos, Kanaga, CALL, Pycus nnn
AnoHus. TpuOPUTETHO Ce ONMCBAT flekapcTBaTa, MpunaraHM Mpu  couMarnHo3HauMmm 3abonsiBaHus.
CneumanHa rnasa ce NocBeLLaBa Ha XOMeonaTYHUTE npenapaTy.
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59.

3arnaBudTa Ha cTaTuuTe ca nogpegeHn no asbydyeH ped u OTroBapsT HaM-4yecTo Ha MexAyHapodHUMe
HenameHmHu HaumeHosaHus (Rec.INN, pecn. DSI) Ha nekapcTBeHuTe cpeacTea. B criyyai Ye TakuBa HaMa,
ce M3non3saT (hapMakonenH UM TbProBCKM HaUMEHOBaHUS HSKOWM OT HaMMeHOBaHWSTa Ha NekapcTBaa,
npejcTaBnsBalLy conu, ce aasat no Phl.

CTpykTypaTa Ha OTAENHWTEe CTaTUKM BKMKYBA CbBPEMEHHW daHHM 3a ATC koga M CHHOHUMWUTE Ha
nekapcTeaTa, XMMWYHOTO HaMMEHOBAHWE WM CbCTaB, TAXHaTa (hapMakoKMHeTWKa W papMakoaMHaMUKa,
NOKa3aHWs, HeXenaHu peakuuu, B3aWMOAENCTBMS,  NpedynpexgeHus W npegnasHu — Mepku,
NPOTWUBOMNOKa3aH!s, [O30B PEXUM MpK Bb3PACTHU M Aela, NekapcTBeHW NpoaykTu (pecn. NekapCTBEHM
hopMM 11 ONaKoBKM) chapMauesmuyHU GhupMu, YCOBUS HA CbXPaHEHWe, CPOK Ha FTOAHOCT U ap.
CnpaBoyYHMKLT € paspaboTeH OT pecnekTWpall, KONMeKTMB, BKIHuYBALL (hapMakonosn U KIMHWLMCTW C
ABATOrofMLIHA NpaKTKa B MEAULMHCKATE BUCLUM y4ebHM 3aBefeHus OT usnaTta cTpaHa. Toi € CbCTaBeH no
npumepa Ha Hai-gobpute obpasum Ha WHPOPMALUMOHHA MeAULMHCKa nuTepaTypa y Hac W uyxbuHa.
W3nonseaHn ca ronsm Opon CbBPEMEHHW (apMakonornyHy, hapMakoTeEPANeBTUYHN, KITMHUYHWA 1
MOHOTPatUyHN W3TOYHWLW, @ CbWO - AAHHW OT Hay4YHW KOHrpecu M cnucaHws. BHumatenHo u c
KOHCTPYKTMBHA KPUTMYHOCT Bsixa npernegaxu, aHanuavpann 1 0600LWeHN AaHHW OT MHOXECTBO PeKnaMHm
(bMpMeHW MmaTepuanu, BadeMekymW, BWAEOMUIMM, CheunanuaupaHn  KOMMIOTBPHW  MHOPMALMOHHN
cuCTeMM U canToBe, BKN. Basata aaHHK Ha VAT (www bda bq) enekTpoHHWst CNpaBOYHWK Ha paspeLLeHnTe
3a ynotpeba nekapcTBeHn cpeacTsa (stingpharma@mobikom.com), www.perinatology.com 1 MHoro
CNPABOYHMK HA JIEKAPCTBEHWTE CPELOCTBA e npegHasHayeH 3a nekapu, (hapmaLesTy,
CTOMATOf03M, 3APaBHU MEHUIKbPU CTYAEHTW U KOMEeXaH! OT FOpHUTE KypCOBE Ha CbluuTe CneuuanHocTy,
NPeACTaBUTENN Ha BbArapcky 1 YyXAecTpaHHW hapMaLeBTU4HN UPMW HayuHU pabOoTHULM C MHTEpeCH B
obnacTTa Ha nekapcTBO3HAHWNETO W/WMW Cb3[AaBaHETO Ha TeKapCTBEHW CPeaCTBa

dapmakoTepaneBTU4EH cnpaBoYHuK. [log pea. Ha MB. Jlamb6eB. Ceamo OCHOBHO
npepaboTteHo nsganue. Cocgus: ,APCQO”; 2010 r.

o Jlambes W, CtaBpeBa I'. AHTanabeTnyHu cpeactsa. cTp. 484-97.

o Jlambes U, CraBpesa I, CumeoHoBa K. AHTMOakTepuanHu nekapcraa. ctp. 545-603.

e Papesa E., CraBpeBa I, [eHauyesa [, Jlambes N. OcHOBHW nekapcTBa 3a AeHTanHa fiokanHa
Tepanusa 1 npocunaktuka. 804-817.

NPEArOBOP KbM CEAMOTO U3OAHUE

CbBpeMeHHaTa hapmakoTepanus npefocTaBst U3KIHYMTENTHO FONEMU Bb3MOXHOCTK 3a U360p Ha
pasnuUYHN nekapcTea, HO Te Tps6Ba MHoro gobpe ga ce nosHaBaTt. CblLEBPEMEHHO NaBMHaTa OT
thapmaLeBTMYHa, KIMHUYHO-(hapMakonornyHa u capmakotepaneBTuyHa nHdopmaums (ocobeHo
no |Internet) noctosHHO HapacTBa. 3a pasnuka OT MNEPUOLMYHWS MEOULMHCKM nevar,
YHUBEPCUTETCKUTE Y4ebHWUM W  MOHOrpadMyHUTE TPYLOBE, OCLBPEMEHEHWUTE CMPaBOYHM
n3paHusa NpeacTaBsaT Ta3n TONKOBa Heobxoauma uHgpopmaymus 0606WeHo, CUHTE3NPAHO U NECHO
pasbnpaemo.

Ot nbpeoTo u3gaHue Ha "®APMAKOTEPAMEBTWYEH CIMPABOYHUK" (Mapt 1983) pocera muHaxa 27
roanHu. CnpaBOYHUKBT CbAbpXKa MHOTO OT eNeMEHTUTE Ha y4ebHIK HO (hapmakonorvs, a B rofisiMa cTeneH
- 1 Mo hapmakotepanus. Cpef MeanumMHCKaTa M LWMpoKaTa 3apaBHa 0OLLECTBEHOCT TOW Ce YTBLPAN KaTo
CEPMNO3HO KIMHMYHO PBKOBOACTBO 3a NieKapCTBEHA MH(hOpMauWs y Hac, W3NON3BaHO B EXenHeBHaTa
npaktuka. Cegmoto u3gaHue Ha "OAPMAKOTEPAMEBTUYEH CMPABOYHWK" cvabpxa Hag 5200
nexkapcTBeHM npogykTa. To € OCHOBHO NPepaboTeHo M JOMbIHEHO Bb3 OCHOBA Na 6asata AaHHM Ha WAJT u
Ha 3agbnboyeHa nuTepaTypHa cripaBka OT HaLW W Yyxan u3TouHMLW. CbeTom ce oT 28 rnasu, BCSKa OT
KOUTO € aKTyanuaupaHa C HOBOPErUCTPUPAHW NeKapcTBEHW MpOAyKTU. CbLUECTBEHM NPOMEHN MMa B
nekapcTeaTa, NpurnaraHu 3a NeYeHne Ha coumanHo 3HauummuTe 3abonsieaHus. HanpaBeH e kputuieH 0630p
Ha XOMeonaTuYHUTE Npenapati 1 xpaHutenHute fobasku. CnpaBoYHUKBLT € oHarneaeH cue 114 durypu, 86
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Tabnuum 1 74 npeckpunummn. OBHOBEH W Pa3LUIMPEH € aBTOPCKUSAT KOMEKTUB C BKIIOYBAHE HA KITMHULMCTN 1
KNWHUYHW hapMakonoau.

"OAPMAKOTEPAMNEBTWYEH CIMPABOYHWK" e npedHasHauyeH 3a 0OOWO NpaKTuKyBalM nekapu u
cneyyanncTi, AeHTanHn Meauun u apmaueBTh; AUNIOMaHTX U AOKTOPaHTU, CTYAEHTU U KONexaHu OT
MEAULMHCKUTE YHUBEPCUTETH; XuMULW, Bronoan, Buoxmumuuy, Broduanum, ¢rusmonosm, natogpusnonosm,
MUKpoBMONo3wn, hapMakornoau, KOMMKOTbPHU CheuuanucT N0 MEAULMHCKM CcodTyep; MEHUIKbPU Ha
anteku, 6OMHMLM, 3APABHOOCUTYPUTENHM Kack 1 LEHTPOBE 3a NekapcTBeHa MHGOpMaLms; NpeacTaBuTenu
Ha HaLLM W YyXaecTpaHHu (hapmMaLeBTUYHN UpMK 1 ap.

60. ®apmakonorund. Y4ebHuk 3a megmumHckute konexu. MNog pen. Ha A. benyesa, P.
Mapes, Pages. | nsg. BapHa: 3gatencka kbwa “CteHo”; 2005 r.
e Mapes P, CtaBpeBa I". AHTMApUTMWYHK NnekapcTBa. cTp. 104-7.
e Mapes P, CtraBpeBa I'. lnypetuuy n aHtugnypetmuu. ctp. 122-125.
e Mapes P, CtaBpeBa I'. [lekapcTBa, NOBMUSBALLYM TOHYCA U MOTOPUKATa Ha XpaHOCMUMNATeNHNS

TpakT. cTp. 142-144.
Mpearosop
(DapMaKOJ'IOFMﬂTa € edHa oT Halﬁ-,ElI/IHaMI/ILIHMTe yqe6HV| OUCUUNIINHK, KOATO CBBbP3Ba d)yH,EI,aMeHTaJ'IHI/ITe
Hayku C knuHukata. OTTYK mpousThyaT TPYAHOCTWTE B Cb3OABAHETO HA CbBPEMEHEH Y4ebHuK no
(bapmaKonoerﬂ, OCHOBHUTE OT KOUTO Ca HyXAdaTa OT ,El,'bJ'IGOKO No3HaBaHe Ha NOCTMXEeHUATa Ha nopeaula
OT TeopeTu4yHn MeauunHCKN AOUCUMNIIMHU W TAXHOTO nNpUNoXeHne B Je4YeHNeTo Ha donecTute.
CbeemeHHaTa q)apmaKonorm Tpﬂ6Ba [a CBbp3Ba 3HAHUATA 3a MeXaHU3MUTE Ha ,U,eI7ICTBI/IFITa Ha
nekapcTBara ¢ NpaKkThyeckuTe M3BOaAM 3a NevebHus npouec.
YYeOHMKLT no q)apmakonorm 3a MEeOWUUHCKUTE KOnexw € npeaHasHa4deH 3a u3yvYaBaHe Ha Tasu
AVCUMNITMHA OT MEAMLMHCKNA CECTPM, akyLIEpPKW, MOMOLLHMK-hapMaLeBTH, pexabunmuratopu 1 peHTTEHOBM
na6opa|-m4 B CbOTBETCTBKUE C NpUEeTUTE yqe6HM nporpamu.
YuyebHuaT maTepuan BktouBa HeobxogmumuTe no obem M CbabpxaHue BbNPOCK OT oblaTta u crneynanHa
(bapmaKonoerﬂ, KaKTO M OaHHW 3a aKTyanHuTe KbM MOMEHTa NEKapCTBEHM NPOOYKTH. B pasgena no O6LIJ,a
(bapMaKOJ'IOFI/IFI Ca BKMHOYEHU TeMun no UCTopma U pas3BuUTUE Ha d)apMaKOJ'IOFVIFlTa, 3a M3TOYHMLNTE "
CBOWMCTBATA Ha nekapcteata, eTannte n cba3me B Cb3aBaHETO N BbBEXAAHETO B KNMNHNYHATA NPaKTUKa Ha
HOBM nekapctBa. CneuuanHata hapMakonorus pasrnexga nekapcreata no hapMakonornyHu rpynn ¢
TAXHATa (papMakoKMHeTHKa, papMakogMHaMuKa, NEKAPCTBEHW B3aUMOLENCTBUS, HEXENAHN NEeKapCTBEHU
peakunin 1 TOKCUYHK ecbeKTM.
Y4ebHUKBLT No hapmakonorns 3a MEOULMHCKUTE KOMEXM € CbCTaBeH OT aBTOPY, KOMTO y4acTBaT Mpsiko B
y4ebHus npouec, 1 e Cbobpa3eH C akTyanuaupaHuTe nporpamu no Tasu gucuunnuHa. Kbm Hero ca
pa3paboTeHn BBLMNPOCK 3a CaMOMNOAroTOBKa, KOMTO Le cnoMarat 3a NO-MbfHOTO YCBOSIBAHE HA Y4ebHUS
matepuan.

61. dapmakonorusa. Y4uyebHuk 3a GakanaBpu u npodpecuoHanHu 6Gakanaespu no
3apaBHu rpwkin. Bropo nsgaxme, Mapatencka kbwa “CteHo”, BapHa, 2009 .
e Mapes P, CtraBpeBa I". AHTuaputTMu4Hu nekapctea. cTp. 112-6.
e Mapes P, CraBpeBa I'. [lnypetuum n antugnypetuym. ctp. 131-5.
e Mapes P, CtaBpeBa I'. [lekapcTBa, NOBMMUsBALLYM TOHYCA U MOTOPUKATa Ha XpaHOCMUNATENHNA
TpakT. cTp. 152-3.
Mpearosop
To3n y4ebHMK No hapmakornorus e npegHasHaveH 3a W3yyaBaHe Ha Tasu OUCUMMAMHA OT MEAWLMHCKM
CECTPU, aKyLIEpPKW, MOMOLUHWK-(PapMaLEeBTH, pexabunutatopu, PEHTreHOBW nabopaHTU W KIUHWYHW
na6opaHTm B CbOTBETCTBME C nNpUeTUTe y‘-leGHVI nporpamu. npeMMHaBaHeTO Ha o6yL|eHmeTo Ha
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62.

MeaWLMHCKUTE CECTPU U akyLiepku Ha obpa3oBaTenHo-kBanugukaLumoHHa cTeneH ,6akanasbp” € CBbp3aHo
C HeobxoaNUMOoCTTa OT NOBYLLIABAHe HMBOTO Ha NpenoAaBaHe ¥ CbOTBETHO C NPOMSHA B y4ebHus maTepwan,
kouTo 0BCTOATENCTBA Ca ChbobpaseHmn B HACTOSALLMS YHEOHMK.

YyebHuaT matepuan BknouBa Heobxogumute nNo 06em 1 CbabpKaHue BbNpocy OT oblwjata u cneynanHa
(hapMaKororus, Kakto 1 AaHHW 3a akTyarHuTe KbM MOMEHTA NekapCTBeHu npoaykTu. B pasgena no obuwia
thapmMaKomnorus ca BKIKOYEHN TEMW NO UCTOPWS M Pa3BUTUE Ha hapMakonoruaTa, 3a U3TOUHULMTE N AO3UTE
Ha nekapcTeaTa, eTanute U pasute B Cb3haBaHETO M BbBEXAAHETO B KMMHUYHATA MpaKTWKa Ha HOBM
nekapctea, 00wWMTE BbNPOCM Ha (hapMakOKMHETMKaTa ¥ (hapMmakogMHamukata, Kakto 1 (phaktopuTe,
BNMSEWM BbPXY FeKapCTBEHOTO [JelcTBue W nekapcTBeHus edoekt. CneuwanHata capmakonorvs
pasrnexga nekapcrearta no hapMakonorvyHu rpynu ¢ TaxHaTa (hapMakokuMHeTUKa, (hapMakoguHaMuka,
neKkapcTBEHN B3aNMOAENCTBIS, HEXENaHM NTeKapCTBEHN peakLyi 1 TOKCUYHM eqhekTu.

NekapctBaTta ca [fadeHW C TEXHUTE MexayHapogHu HenaTeHTHM HammeHoBaHusi (INN), Hail- yecto
CbBnagaly C T. Hap. FeHEPUYHIN HaUMEHOBaHUS. pyu HAKOM NeKapCTBEHM NPOLYKTY ca NOCOYEHM MO €AHO
UM NOBEYe TbProBCKK MMeHa, 6e3 Ja ce otbenssea dupmara npom3soanTen 3a aa ce u3berHe gupmeHara
peknama.

Y4yebHUKBT N0 (papMakonorms e CbCTaBeH OT aBTOPM, KOMTO yvacTBaT Mpsiko B y4ebHWS npouec, u e
cbobpaseH C akTyanuaupaHuTe nporpamu no Tasu aucumnnuHa. Kem Hero ca paspaboTeHu Bbnpocu 3a
CaMOMOAroToBKa, KOUTO L criomarar 3a No-MbHOTO YCBOSBaHE Ha y4ebHNs MaTepuarn.

dapmakonorus. Y4yebHuK 3a cTyaeHTn no meauuuna. NMopg pea. Ha M. Jlambes un
H. bosmxuesa. | n3g. Codusa: MeguumHeko msgatencteso ,APCO”; 2009 r. (1
LUuTUpaHe)

e Papesa E, NeHaunuesa [1, CtaBpesa I, Jlambes . OcHOBHM NekapcTBa 3a AeHTanHa nokanHa

Tepanus 1 npodunakTuka. ctp. 324-35.

e CraspeBal, Jlambes /. beta-nakramHu aHtnbuotuum. ctp. 391-401.
e [leHaunyesa [1, CtaBpeBa I'. AHTUXepnecHn nekapcTaa. cTp. 423-5.

e CraBpeBa ', Mapes P. WHTepteponn. cTp. 425-27.

MPEOrOBOP

YyebHukbT "OAPMAKOITOIMNA" ce cuetom ot 10 pasaena, (Mogyna), obxsawayym 58 rmasu. B paspen | ce
AUCKyTMpaT 0bwume npuHyunu Ha meduyuHckama bapmakonoausi. Pasgenute ot Il go VIl ca nocseteHu
Ha cneumanHaTa gapmakonorus. B Tax cuctemHo n 0606LLeHO ce pasrnexaat nekapcTearta, NoBMsBaLLy
TbKaHHUTE  MEOMaTopW, HepBHATa, Cbp- [OEYHO-CbAOBATa,  OTAENUTENHaTa,  OuxaTerHara,
XpaHOCMUNaTeNHaTa, penpoayKTMBHaTa, KpbBOTBOPHATA M EHOOKPUHHATA cuctema. OmadesiHo ce onucsam
AHTUMHEKLUMO3HITE, MPOTUBOTYMOPHUTE U UMYHOAKTUBHMUTE NEKkapCTBaa.

[MpUOpNTETHO MACTO Ce OTAENsl Ha NeKapcTea, MpuiaraHn Npu 3HauMmm 3a obLWecTBOTO 3abonsBaHMs -
aTepockrnepo3sa, xuneptoHnyHa bonect, UBC, XOAB, MCB, uHdekumm (Bkn. CMNAH), Heonnaamu, ncuxosm,
Aenpecun, HapkoMaHuu, HeBposw, konareHosu, XOBbB, octeonoposa, 3aTimbCTsBaHe, noparpa, 3axapeH
AnabeT, TMPEOTOKCK Ko3a, MEenTWYHA $3Ba, Me- PUOLOHTUTM, EK3eMW, NCOPMA3NC, rhaykoma, epekTWnHa
ANCYHKLMA 1 ap.

OToenHute rmaBv 3anoyBaT ¢ obuwa 4acT, B KOSITO Ce NpaBu (hapMakonorniHa w/unu gapmakortepa-
NeBTMYHA XapaKTEPUCTUKA HA CbOTBETHATA rpyna nekapcTea W ce NPeacTaBsT CbBPEMEHHW TEPaneBTUYHM
noaxoam 3a TAXHOTO OMTUMAnHO uanon3saHe. ObcbkaaHaTa mMaTepust € OHarneaeHa u nosiceHa ¢ 237
courypu, 111 Tabnuum v ap.

WHdopmaumsTa, oTHacswa ce 3a omoenHume thapmakomepanesmuyHu 2pynu, OTpassiBa CbBPEMHHUTE
AaHHM 33 TAXHATa KMHETMKA, (hapmakoguHamuka, nokasaHws, B3aMMOLENUCTBUS W HexenaHu peakuwn. B
HAKOW CIyyan MpW BaxHU 3a KIMHWYHATa NpakTuka npenapaTy ce 4aBaT OCHOBHW NEKAapCTBEHU (hOpMM C
[03MPaHETO WM, HO MHOMO MO-TOfieMM MOAPOBHOCTM B TOBA OTHOLIEHWE MoraT ga Ce HaMmepsT B
NeKapCcTBEHUTE, pecn. dhapMakoTepaneBTUYHNTE CNPABOYHULIN.
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Y4ebHUKbT Mo hapmakonorust € cbobpaseH C akTyanuaupaHute yuebHu nporpamu no gapmakonorvs 3a
CTYZEHTM He camo MO XyMaHHa MeauLMHa, HO CbLyo MO AeHaTanHa meauuyHa u apmauws. Mpy Herosoto
pa3paboTBaHe ca M3NOn3BaHu1 eaHu OT Hal-Ao0pUTE CbBPEMEHHW NUTEPATYPHU U3TOYHULM N KOMMKOTHPHN
WHOPMALMOHHM cCTEMM MO hapMakonorus U hapMakoTePnms, KakTo 1 y4ebHMLM U Mporpamm Ha BOZeLLm
yHneepeutetn B EC. OTpaseH e cblyo Boratuat MHororoguiweH onuT Ha mpudecem u mpumama asmopu
om ysinama cmpaHa B NpenofaBaHeTo Mo MeAuUMHCKa papmakonorus, a cblo W B pa3paboTBaHe Ha
y4ebHuLM, TeCTOBe, (hapmMakoTEPaneBTUYHN CMPAaBOYHULM U MOHOrpaduu. B npogbmkutenHus, TpyaeH u
OTrOBOPEH NPOLIEC Ha PeAaKTUpaHe Ha y4ebHuKa e 3anaseH gyxbT W MHAWBUAYANHUST CTUN Ha BCEKW aBTop,
0Tpa3eH B pa3paboTEHMTE OT HEro TeMu, MOAYMHEH Ha NpMLMNa 3a akTyarnHocT.

63. ®apmakonorus. YuyebHuk 3a cTyaeHTn no meauvumHa. NMoa pepakumsTta Ha MB.
JTambeB n H. bosgxuesa. 1l n3g. Codus: MeguumHcko msgatencteso ,APCO”;
2010r.

o Jlambes M, CtaBpesa I'. dapmakoTepanus Ha cbpaeyHaTa HeAO0CTaTbYHOCT. CTp. 223-8.
e Papesa E, MeHaunyesa [1, CtaBpea I, Jlambes . OcHOBHM NekapcTBa 3a AeHTanHa nokanHa

Tepanusa 1 npodunakTuka. cTp. 345-55.

CraspeBa I, [lambes W. beta-nakramuu aHTnbuoTuum. ctp. 414-23.

MeHounyesa [, CtaBpeBa I'. AHTMXepnecHn nekapcTaa. cTp. 447-9.

CraBpeBa I, Mapes /HTepdepoHn. cTp. 449-51.

Pagesa E, CraBpeBa I, Menanyesa [, [lambeB W. OcHOBHM nekapCTBa 3a AeHTarnHa nokanHa

Tepanus 1 npodunakTuka. ctp. 804-17.

NPEArOBOP

Btopoto usnaHue Ha "OAPMAKONOIMA" ce cbeTom ot 10 pasnena, obxsauiaiim 60 rnasu. B pasaen | ce

AMCKyTMpaT 0bLWMTE NPUHUMNK HA MeauumMHekaTa dapmakonorvs. Pasgenute ot Il go VIl ca noceeTeHn Ha

cneumanHata dapmakonorusi. B Tsx cucteMHo 1 0606LieHo ce pasrnexaaT NekapcTeata, NoBNMsiBaLLM

TbKaHHUTE ~ MEAMaTopu,  HepBHAaTa,  CbPAEYHO-CbAOBATA,  OTAENUTENHaTa,  AuxaTerHata,

XpaHocMunaTenHaTa, penpoaykTMBHaTa, KpbBOTBOPHATA U eHAOKpUHHaTa cuctema. OTaenHo ce onucear

AHTUMHEKLMO3HUTE, MPOTUBOTYMOPHUTE U MIMYHOAKTUBHUTE NekapcTBa.

OtpenHuTe rnaBu 3ano4BaT C oOLl@ 4acT, B KOSITO Ce NpaBi (hapMaKonorMyHa XapakTepucTuka Ha

CbOTBETHATa rpyna NekapcTBa M Ce MPEACTABAT CbBPEMEHHW TEpaneBTUYHM MOAXOAM 3a TAXHOTO

onTumanHo uanonaeaxe. OBCchxaaHaTa MaTepus € oHarnegeHa u nosicHeHa ¢ 248 durypu, 114 Tabnuum n

83 npeckpunuum.

Mpu HeroBoTo paspaboTBaHe Ca M3NON3BaHN €AHN OT Hail-o0puUTe CbBPEMEHHN NIUTEPaTYPHU U3TOYHULM

N KOMMIOTBPHW MHGOPMALMOHHN CUCTEMM MO (hapmakonors 1 hapmakoTepanusi, Kakto U y4ebHuum u

nporpamu Ha Bogewy yHueepcutetn B EC OTpaseH e Cblo 6oraTUsT MHOTOrOAMILEH ONMUT Ha TPUAECET U

TpUMaTa aBTOpU OT LsraTa CTpaHa B MPEnoAaBaHeTo Mo MeAuuMHCKa hapMakonorisi, a Cbllo U B

pa3paboTBaHETO Ha y4eOHMLM, TECTOBE, (DapMaKOTEPANEBTUYHM CIPABOYHULM 1 MOHOTpadum.

B npogbrmkuTenHus, TpyaeH M OTFOBOPEH MPOLEC Ha pedakTMpaHe Ha yyebHMKa € 3anaseH AyXbT W

WHAMBMAYANHWST CTUN Ha BCEKW aBTOP, NMOAYMHEH Ha MPULMNA 3a aKTyasHOCT.

Hactoswmar yyebHUK e npefgHasHayeH na CTyAEHTM Mo XymaHHa MeguumHa Ton obave Cbabpxa

Heobxoanma MHGopMauns No hapMakomnorist CbLO 3a CTYAEHTW NO [eHTanHa MeauumHa, apmauus u

KomnexaHu OT MeanUMHCKIUTe (akynTeTH y Hac, a CbLLO 3a nekapu, 3bbonekapy 1 dapmaleBTH.

64. Basic & Clinical Pharmacology with toxicology. N. Boyadjieva, ed. Sofia:APCO;
2012.
o Stavreva G, Pendicheva D. Antimycobacterial drugs. p. 260-5.
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PREFACE

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

Our text bridges the gap between fundamental pharmacology and clinical application of drugs. Moreover, the
present book is for teaching of students on basic pharmacology, clinical pharmacology and toxicology. It is
crucial for students to study pharmacokinetics, pharmacodynamics, toxiocology and clinical use of drugs.
Each chapter contains strong and basic information. In each chapter, we emphasize the integrative nature of
pharmacology. Each chapter on drugs includes knowledge on classification/chemical characteristics of drugs
in the certain pharmacological group, their pharmacokinetics, pharmacodynamics, clinical use, side effects
(adverse reactions) and toxicity. In addition, each chapter has questions for students and general
conclusions. References documented the literatures were used during the preparation of each chapter.
Clinical Pharmacology is a part of the book. According to the importance of toxicology for medical and
pharmacy students as well as for various specialists, the final parts of book are focused on toxicology
(general principles, embryotoxicity, terratogenecity, carcinogenesis, mutagenesis, drug interactions in
toxicology, etc.). According to the interest of students in the human homeopathy, Bulgarian team of doctors-
specialists and teachers on homeopathy in Europe 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 toxicology in one book. Also, the
pharmacology development progression is often applied to new medication programs and we present
various news as epigenetics, pharmacogenetics with pharmacogenomics in different chapters.

65. MpuHUMNK Ha MeauUMHCKaTa bapmakosiorusi ¢ TectoBe 3a cTyaeHTw. lNog pea.
Ha W. NlambeB. Codusa: MegumumHa n cuskyntypa: 2006 r.
e CraBpeBa I'. [0OHaf0aKTUBHM NlekapcTBa (CeMUHapHU TecToBe no dhapmakosnorus). ctp. 305-6.
e CraBpeBa I. Bera-naktamHu aHTMGMoTMUM. HebeTa-naktamHM aHTMOMOTMUM (CEMMHapHM
TecToBe Mo dhapmakosnorus). ctp. 311-2.
e CraBpeBa I, lMeHgouueBa [. ®dapmakoTepaneBTWyHM TecToBe (bBakTepuanHn u  gpyru
NHekuum). ctp. 331-2.
NPEArOBOP
NPUHLWMA HA MEOVULUMHCKATA ®APMAKOJIOIA ce cbCTon OT YeTupn OCHOBHW Mogyna (Yactu) -
obwa chapmakonoauss U peuenmypa, cneyuanHa chapMaKkonoaus, JiekapcmeeHa MOKCUKonoeusi U
KOMNIOMBPHO CbBMECMUMU mecmoge (CEMWHApHK, MOAYMHM, (hapmakoTepaneBTUyYHM), obxsalyalm 24
rnasu. KHurata He nogmeHs CbLUeCTByBaWMTE y4ebHUUM NO dhapMakonorus 3a CTyAEHTU Mo MeaunumHa,
cromatonornss M papmauus. HeiHata rmaBHa uen e da yrmecHu U 3a0biboyu  u3y4agaHemo Ha
meduyuHckama ¢hapmakonoaus, npedcmasnsagalja epbbHakbm Ha mModepHama ¢hapmakomepanus, U no
mo3u Ha4yuH Oa OonpuHece 3a npogbunakmukama U Jle4eHUemo 0COBEHO Ha COUUAaIHO 3Hayumume
3abonsearus. B NMPUHUWMA HA MEOVWLHCKATA ®APMAKONOTI A ocHOBHMTE aKLEHTM Ca NOCTaBEHM
BbpXy kKnacugvkauusta, (hapmakogvHamukaTta, [NMaBHUTE MOKAa3aHWS W HEXenaHWTe peakuuu Ha
nekapcTeata, Ho B peauua Cryyan Ha BaxHW 3a KNMHWYHATA MpakTika npenapaTtv ce AaBaT olle TeXHUTE
hapmakoKuHemuyHU ocobeHocmu, 83aumodelicmeusi U NPOMUBONOKA3aHUSI.
Bnarogaps Ha koneaume - acucmeHmu OT MeguunHckuTe dakyntetn Ha Codms, Ct. 3aropa v lNneseH,
KOMTO Ha OCHOBaTa NPEAMMHO Ha Ta3n kHura 6sxa nobesHn ga paspabotar 5 7mecma ¢ 934 gevnpoca u
3726 8b3MOXHU omzogopa. MeTTe MOOYNHK TeCTa ca NPeBeEeHN Ha aHaTulICKU e3UK..
NPUHLWMA HA MEOVWLUMHCKATA ®APMAKOIOIA e npegHasHaveHa 3a CTyOeHTUTE N0 MeauuyuHa,
cromatonorus 1 dapmauus ot lll, IV n V (3a meguuurte - n VI) kypc. TS npegcTtasnssa onpeaeneH nHTepec
CbLLO 3a Crewuuman1aaHTy, JOKTOpaHTX, npenogaBaTeny 0T (hyHAAMEHTaNHUTE W KIMHUYHUTE OUCLMNINHN,
Hay4HW paboTHULM 1 NPeACTaBNUTENM Ha hapMaLeBTUYHI (DUPMMK.
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66. TectoBe No drapmakonorna 3a CTygeHTU no MeguumHa n ctomatornorus. log
pen. Ha VMeaH JlambeB. Codums:MeanumHa n comskyntypa; 1995. (1 umtupaHe)
e CraBpeBa I'. TpaHcmemOpaHeH TpaHCMOPT Ha nekapcTBaTa. [MbTWWa Ha BbBEXAaHe Ha
nekapcreara. ctp. 17-18.
o CraBpeBa I". ToKCMYHM eheKTM Ha nekapcTeaTa. cTp. 26-28.
e CraBpeBa I'. Cpeactaa, noBnusBaLLyM XpaHocMuUnaTenHaTa cucrema. crp. 68-70.
e CraBpeBa I beta-naktamHn aHTMOMOTUUM. AMUHOMMKO3MAKW. TeTpaumknmHu. AMMEHMKONO.
Makponuau. JTuHkozamnam (MMHKOMULMHK). TonumukcuHn. CyndoHamnau. ctp. 77-83.
CraBpeBa I AHTUMUKOTUYHM cpeacTBa. AHTUBMPYCHU cpeacTBa. CTp. 84-85.
NPEArOBOP
B 66 TemaTM4HM emuHMUM HacTosWWTE TecToBe OOXBallaT uanata npenopaBaHa Matepusi (obuwa
peuentypa, oblwa n cneuynanHa apmakonorus). Te umaT nporpammpaH xapaktep 1 cbabpxar 1835
OCHOBHYM Bbnpoca ¢ noseye oT 8100 Bb3mMoxHK oTroBopa. OTroBOpUTE Ha TECTOBETE Ca NPEACTABEHM MO
nperneaeH HaumH.
CobluecTByBaT TpU CTEMeHM (HWBA) HA TPYOHOCT Ha TecToBeTe. Bcuukn 248 BbBexpawm Tecta ca ot |
CTEMEH Ha TPYAHOCT M Ca NpedHas3HayeHu 3a CTYAEHTW Meauun wu ctomatonosn. Mopagu no-marnkus
Xopapuym no hapMakonorisi 3a CTyAEHTM CTOMATonosv B peauua Cryyau BbBeXaawuTe TECTOBE Ca
€0MHCTBEHU 3a TsX. TECTOBETE 3a MeauuM, pecn. Meauun umnn ctomatonosu ca ot Il unw Il cTeneH Ha
TpyaHocT, kato nmocnegHute (ot lll cteneH) ca HanucaHu B kypcuB. CamuTe TeCToBe ca CBbp3aHu C
N3ICHSIBaHe Ha CbLLECTBEHM BbMPOCK OT KnacudukauusTa, apMakokMHeTukaTa, dapMakoaMHamukaTa,
NEKapCTBEHUTE  B3aWMOAEWCTBUS, OCHOBHWTE NOKa3aHMsi, CTPAHUYHUTE W TOKCUYHUTE eeKTn Ha
nekapcrteata. oBe4yeTo OT peLenTypHUTe 3agadn 3a meauum (298) m ctomatonosu (125) umat Cblo
XapakTep Ha TeCToBe, HO C NpedUMHO thapMakomepanesmuyHa Haco4eHoOCM.
MpeanaraHuTe TECTOBE Ca COMMAHA MpeanocTaBka 3a MpOBeXAaHe Ha TBOpYecka Hay4HoObOCHOBaHa
[MCKYCUS NO BCSIKA TEMATUYHA eAMHNLA, KOETO AOMPUHACA 3a Pa3BMUBAHE HA aHANIMTUYHOTO U CUHTETUYHOTO
MUCTIEHE Ha CTyfeHTUTe B obracTta Ha dhapmakomnorusta u dapmakotepanusita. OCBEH ToBa C TAX B
3HauMTENHa CTeneH Ce yBenuyaBa Bb3MOXHOCTTA 3a NporpamMupaHa pabota Ha npenogasaTtens ¢ OTAeneH
CTYAEHT UNW rpyna CTyAEHTM U Ce NoBHLLaBa epeKTUBHOCTTa Ha y4eBbHMs npoLec.
TecToBeTe No hapmakonorus ca npedHasHa4yeHu NPEAUMHO 33 CTYAEHTUTE MO MeAMLMHA U CTOMATONOMUS
OT TPETU KYPC, HO T€ MPEACTaBNSBAT MHTEPEC OLLe 3a CTYAEHTUTE MO (hapMaLus 1 CTaxaHT-NekapuTe npu
MeAULMHCKUTE (haKynTeTH, pecn. YHUBEPCUTETW Y Hac. TeCcToBeTe MoraT [a Ce M3non3saTt No Bpeme Ha
MPaKTUYECKN YNPaXHEHWS, KONOKBUYMM W W3MUTW, KaKTO W 3a CAMOMOArOTOBKA. TsXHAaTa CTPYKTypa
Mo3BOMsIBa BKMOYBAHETO MM B KOMMHOTBPHM Mporpamu, (yHKLUMOHMpAWM B PEXUMKU Ha W3NUTBaHE W
camooby4eHme.

67. TectoBe no hapmakosiorma 3a CTygeHTW No mMeauumHa u ctomartonormna. og

pen. Ha MeaH Jlambes. Il usag. Cocpua: MeguumHa n duskyntypa; 2002 .

e CraBpeBa I'. TpaHcmemOpaHeH TpaHCMOPT Ha nekapctBaTa. [MTbTWWa Ha BbBEXAaHE Ha
nekapcrsara. cTp. 20-1.

o CraBpeBa I". TokcuyHu edhekTn Ha nekapcrteata. cTp. 28-30.

e CraBpeBa I'. Cpeactsa, NoBnusiBaLLmM XpaHoCMUnaTenHarta cucrema. crp. 71-2.

e CraBpeBa [ beta-naktamHn aHTMOMOTUUM. AMUHOMMKO3MAKW. TeTpaunknmHu. AMMEHMKONO.
Makponuau. JTuskosammam (nnHkomuumHm). Monummkcnun. CyndoHammam. cTp. 79-85.
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MPEArOBOP

MpeanaraHute TectoBe BkMtouBaT 70 TeMaTU4HW eavHMUM M 0BXBalwaT Usnata npenogaBaHa matepus
(obwa peuentypa, 0bwwa 1 cneynanHa dapmakonorusi). Te umat nporpamupaH XxapakTep 1 cbabpxar 6:m3o
2000 ocHosHU BBApoca ¢ okono 10 000 Bb3MOXHK OTroBOpa.

Bsixa B3eTW Nofd BHUMaHWe HanpaBeHWTE OT Konerute MpenopbKu, CBbP3aHM C MbPBOTO M34aHME W OLue
npe3 1997—1998 r. beLue oCbLLECTBEHA aKTyanu3aLms Ha TeCTOBETE BbB Bpb3Ka C NPOEKTM MO nporpamuTe
TEMPUS n PHARE. HacTosioTo BTOpO W3gaHve [4Opaseu Tasn TeHaeHums. TectoBeTe Osixa OTHOBO
akTyanuaupaxu u gonbrHeHn. Cera Te CbabpXaT 1 BbNPOCK, M3NCKBALLM AONUCBAHE HA BEPHUTE OTFOBOPM.
OcBeH TOBa 3a MbpBM MbT Ce NybrnkyBa pasWwMpeH BapuaHT Ha. yyebHaTa nporpama no papmakornorus 3a
CTYOEHTU MO MeauumMHa, y4ebHUTe NMaHOBE M KOHCMEKTUTE 3a CTYAEHTM MO MeauuMHa M CTOMaTonorus,
KaKTO W Han-00WuTe NPUHLMNK 3a NPeanMCcBaHe Ha NekapcTBeHnTe hopMu.

OcBeH y4yebHuumMTe N0 hapmakonoris 3a Meguuy, ctomaTonoan u dapmauesT npu paspaboTBaHe Ha
TECTOBETE Ca 13MOM3BaHM OLLE PeamnLa APpYru HaLM 1 Yy)Xau CbBPEMEHHU PbKOBOACTBA NO (hapMakonorus,
KIUHWYHA hapmakonorvs 1 papma-koTepanis, a Cbllo — KOMMIOTHPHO MHTErPUpaHM Nporpamm n y4etbHu
BUaeounMM no chapmakonorus Ha yHusepcutet B JloHaoH, Juidc, Jueepnyn, Manuectep, Bar,
Bpaadopa, Okcdopa, CvHabpnang (Bennkobputanus).

C TecToBeTe B 3HauMTENHA CTEMEH Ce YBEnMYaBa BbL3MOXHOCTTA 3a nporpamupaHa pabota Ha
npenoaasaTenst ¢ OTAEMNHUS CTYAEHT WK C rpyna CTYOEHTU W Ce MOBMLIABA e(heKTUBHOCTTA Ha y4ebHMs
npouec.

TecToBe No dhapMakonorus ca NpeaHasHavyeHn NPeAMMHO 3a CTYAEHWUTE MO MeauuMHa U CTOMaTonorus ot
TPETU KypC, HO Te NPEACTaBNsABaT MHTEPEC OLle 3a CTYAEHTUTE Mo hapMmaumus U CTaxaHT-nekapute npu
MeOuuMHCKUTE haKynTeTn, pecn. YHUBEPCUTETM Yy Hac. Beuye cegem rogmHu TecToBeTe YCMewHo ce
“3nonssaT no BpeEME Ha MPaKTUYECKW YMPaXHEHWS, KOMOKBWYMW, M3NUTU U 33 CaMOMOArOTOBKA Ha
CTyOEeHTUTE Meauumn 1 ctomaronosn. CTpykTypaTta Ha TECTOBETE NO3BOISBA MHOTO NIECHOTO MM BKIHOYBaHE
B KOMMIOTBPHN NPOrpamu, yHKLMOHMPaLLY B PEXUMM Ha U3NUTBaHE N CamoobyyeHue.

Peslometa ot MeXxayHapoaHU Hay4YHU CbOpyMVI, I1y6J1MKyBaHVI B Hay4HU cnucaHusa Unu CGOpHMUM
C pe3roMeTa Ha Hay4HU NPoABKU

68.Stavreva G, Dossev D, Todorov V, Marev R. Renal insufficiency as a risk factor
for develpoment of adverse drug reactions. EP210. XLIV congress of the
European Renal Association European Dialysis and Transplant Association
(ERA-EDTA), June 21-24, 2007 Barcelona, Spain. Nephrology Dialysis
Transplantation. 2007;22(Suppl 6):vi89. (IF 3.167; uHa. IF 0.7917).
Abstract
Introduction and Aims: Adverse drug reactions (ADRs) cause significant patient morbidity, mortality, and cost.
Patients with chronic renal insufficiency (CRI), including hemodialysis patients are at high risk for ADRs and
drug-drug interactions. The frequency of ADRs increases with number of medications need, the age of the
patient, the number of comorbid conditions and the degree of renal dysfunction. A 3-month prospective
pharmacovogilance study was managed in Clinic of Nephrology and Hemodialysis among hospitalized
patients to: (i) detect ADRs as cause of admissions and manifested during hospital stay; (i) study
characteristics of ADRSs; (iii) assess the importance of CRI as a risk factor.
Methods: All suspected ADRs were collected by clinical pharmacologist and nephrologists via everyday
patient examination, review the patient charts, all medicationsand laboratory measurements. The prevalence
of ADR, types (Edwards&Aronson classification), causality (Naranjo index) and severity of ADR, length of
hospital stay, avoidability, and outcome were evaluated.
Results: Patients were 58,0 (range 18-81) years old, had 4,8+2,0 comorbid conditions, were taking
5,93+1,97 (range 2- 14) medications, 52,47% had renal insufficiency. Among 223 inpatients, we found
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17,04% with ADR; 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. 55,16% (n=21) of patients with ADR had CRI (4 patients — |
degree; 7 - Il degree; 10 — Ill degree). Five severe ADRs were detected; all were occurred in patients with
CRI; 4 in hemodialysis patients.

Conclusions: The number of ADRs experienced by patients with renal insufficiency was not significantly
greater than by patients without CRI, but ADRs were more severe. Most ADRs were predictable and possibly
avoidable, considering the degree of CRI and co-morbidity; pharmacokinetics and nephrotoxicity of drugs;
limitation of polypharmacy.

69.Tablov B, Tablov V, Stavreva G, Popov J, Konova E. Do parecoxib sodium and
ketoprofen modulate the immune response and therapeutic outcome after
abdominal hysterectomy. Abctracts and Programme of Annual Meeting of the
Europien Society of Anaesthesiology, Munich, Germany, June 9-12, 2007.
European Journal of Anaesthesiology. 2007;24:116.9AP4-6. (IF 1.435; wHA. IF

0.287).

Abstract

Background and Goal: Surgery is associated with immune alterations, which are the combined result of
tissue damage, anesthesia, postoperative pain and psychological stress (). There are insufficient empirical
data on the effects of postoperative pain management on immune function. Previous studies concluded that
some NSAID (ketorolac, diclofenac) have immunomodulatory effect, affecting the therapeutic outcome (2);
there is a lack of experience about the influence of COX-2 selective inhibitors on postoperative immune
response. The aim of our study was to determine how the use of selective COX-2 inhibitor parecoxib sodium
for postoperative analgesia after abdominal hysterectomy affected the immune response and to compare
such modulation with the effect of ketoprofen.

Materials and Methods: Forty patients who underwent abdominal hysterectomy were randomly divided into
two groups: one in which the postoperative pain was managed with opioid and IV parecoxib sodium, and in
the other group - with opioid and IV ketoprofen. Blood samples were collected at three points: before surgery,
24 and 72 h postoperatively. Plasma was separated and frozen; the concentrations of cytokines were
evaluated via enzyme-linked immunosorbent assays. Temperatures, some populations of T-lymphocytes
(CD4, CD8, total CD3 and activated CD3) were measured. Postoperative pain was assessed by VAS;
sedation - by Ramsay sedation score.

Results and Discussions: IL-6 concentrations increased, reaching peak levels at 24 h postoperatively and
decreased to the initial levels at 72 h in both groups. At 24 h and 72 h, the IL-10 concentration was not
significantly higher than before surgery in both groups. The pain intensity, sedation and side effects were
similar in two groups of women.

Conclusion: Selective COX-2 inhibitor parecoxib sodium and traditional NSAID ketoprofen as components of
postoperative analgesic strategy have demonstrated similar modulation of cytokine response. Parecoxib
sodium may have beneficial effect on therapeutic outcome after abdominal hysterectomy.

70.Stavreva G, Shopova V, Atanasova M, Dancheva V, Georgieva M, Dimitrova A,
Stoyanova A, Tisheva S. Changes of elastin turnover in Wistar-Kioto rats with
amiodarone-induced pneumotoxicity. ESC Congress, 30 August - 3 September,
2008, Munich, Germany. European Heart Journal. 2008;29(Suppl 1):634. (IF
8.917; vHpA. IF 1.11463).

Abstract
Objectives: Amiodarone (AD) is an efficacious, first-line antidysrhythmic agent with a propensity to cause
pulmonary toxicity, including potentially fatal fibrosis. Elastin is insoluble cross linked polymer of tropoelastin
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(monomer units) which forms fibers endowing tissues with elasticity. It is one of the main structural proteins of
the aorta, lung and skin in humans and vertebrates. In the present study,

the potential effect of intratracheally instilled AD (alone and combined with U-74389G or a-tocopherol) on
elastin turnover was examined via assessment of anti- a-elastin (AEAb) and anti-tropoelastin antibodies
(ATEAD) in male Wistar-Kioto rats (WKY).

Methods: The study was carried out on 48 male WKY weighing 220-250 g. The animals were divided into
four treatment groups: (1) — controls; (2) — treated intratracheally with AD; (3) — treated with AD and 21-
aminosteroid U-74389G; (4) — treated with AD and a-tocopherol. AD was installed intratracheally on days 0
and 2 (6.25 mg/kg with a 3.125 mg/ml water solution). U-74389G (dissolved in CS-4) was injected i.p. at a
dose 15 mg/kg and a-tocopherol (as an emulsion) was injected i.p. at a dose 50 mg/kg on day 0, 1 and 2.
Serum samples were tested for the levels of antibodies directed against o-elastin and tropoelastin on day 3th
and 28th using enzyme-linked immunosorbent assays (ELISA).

Results: AEAbs in the sera of WKY from the group, treated with AD and atocopherol were significantly
increased (p=0.001) on day 3th compared to the levels measured in the other groups. ATEADs in the sera
taken on day 3th were elevated in the group, treated with AD plus U-74389G and decreased in groups,
treated with AD and AD plus a-tocopherol. ATEAb to AEABD ratio was significantly decreased in the group,
treated with AD and a-tocopherol (p=0.02) and elevated in the group, treated with AD plus U-74389G on day
3th. No significant differences in all groups on 28th day compared to control group.

Conclusions: These results suggested an altered elastin metabolism. There was a tendency to diminished
elastin synthesis due to AD, applied alone. AD combined with a-tocopherol showed a negative effect on
elastin turnover (increased elastin degradation and reduced elastin production) on day 3th. Elevated ATEAb
to AEABD ratio in the group, treated with AD plus U-74389G showed a stimulation of elastin synthesis.

71.Stavreva G, Dancheva V, Shopova V, Stoyanova A, Yordanov Y, lvanov Y,
Popova T. Effect of U-74389G and alpha-tocopherol on amiodarone-induced
pulmonary fibrosis in rats, European Respiratory Society, Annual Congress,
October 4-8, 2008, Berlin, Germany. www.ersnet.org/learning_resources_player/
abstract...08/.../419.pdf
Abstract
Pneumotoxicity is an adverse effect of great concern in patients on amiodarone (AD) pharmacotherapy. This
is primarily due to the potential for development of pneumonitis and pulmonary fibrosis, a condition for which
there is no effective treatment and the prognosis is poor. We tested the potential effect of 21-aminosteroid U-
74389G and a-tocopherol against AD-induced pulmonary toxicity in the rat model.

Methods: The study was carried out on 64 male Wistar rats weighing 220-250 g. The animals were divided
into four treatment groups: (1) — controls; (2) — treated intratracheally with AD; (3) — treated with AD and 21-
aminosteroid U-74389G; (4) - treated with AD and a-tocopherol. AD was instilled intratracheally on days 0
and 2 (6.25 mg/kg with a 3.125 mg/ml water solution). U-74389G was injected at a dose 15 mg/kg and a-
tocopherol was injected at a dose 50 mg/kg on day 0, 1 and 2, intraperitoneally. Pulmonary fibrosis was
assessed biochemically by measuring hydroxyproline (HP) content in lung homogenate (LH) and
histopathologically on day 7 and 28 after AD administration.

Results: AD altered HP levels on day 7 and did result in significant (50%) increase on day 28 after treatment
in comparison with controls. The content of HP in AD + U-74389G (0,68+0,08 mcg/ml LH) in AD + a-
tocopherol (0,83+0,31 mcg/ml LH) groups were decreased compared to AD alone (1,07+0,17 mcg/ml LH) on
day 28. Intratracheal AD resulted in increased histopahological damage on day 28, as indicated by thickening
of interstitial spaces, and these damages were attenuated by both combinations.

Conclusions: The antioxidants U-74389G and a-tocopherol can substantially protect animals from
amiodarone-induced pulmonary fibrosis.
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72.Stavreva G, Dancheva V, Stoyanova A, Terziev L, Popova T, Ilvanov Y. Effect of

73.

Mn(lll tetrakis (4-benzoic acid) porphyrin on inflammation and fibrosis in
amiodarone-induced pneumotoxicity in rats. European Respiratory Society,
Annual Congress, September 12-16, 2009, Vienna, Austria. European
Respiratory Society, Annual Congress, September 12-16, 2009, Vienna, Austria.
European Respiratory Journal. 2009:34(Suppl 53):558s. (IF 5.527; wHpa. IF
0.9212).

Abstract

Pneumotoxicity is an adverse effect of great concern in patients on amiodarone (AD) pharmacotherapy. This
is primarily due to the potential for development of pneumonitis and pulmonary fibrosis, a condition for which
there is no effective treatment and the prognosis is poor. We tested the potential effect of 21-aminosteroid U-
74389G and a-tocopherol against AD-induced pulmonary toxicity in the rat model.

Methods: The study was carried out on 64 male Wistar rats weighing 220-250 g. The animals were divided
into four treatment groups: (1) — controls; (2) — treated intratracheally with AD; (3) — treated with AD and 21-
aminosteroid U-74389G; (4) — treated with AD and a-tocopherol. AD was instilled intratracheally on days 0
and 2 (6.25 mg/kg with a 3.125 mg/ml water solution). U-74389G was injected at a dose 15 mg/kg and a-
tocopherol was injected at a dose 50 mg/kg on day 0, 1 and 2, intraperitoneally. Pulmonary fibrosis was
assessed biochemically by measuring hydroxyproline (HP) content in lung homogenate (LH) and
histopathologically on day 7 and 28 after AD administration.

Results: AD altered HP levels on day 7 and did result in significant (50%) increase on day 28 after treatment
in comparison with controls. The content of HP in AD + U-74389G (0,68+0,08 mcg/ml LH) in AD + a-
tocopherol (0,83+0,31 mcg/ml LH) groups were decreased compared to AD alone (1,07+0,17 mcg/ml LH) on
day 28. Intratracheal AD resulted in increased histopahological damage on day 28, as indicated by thickening
of interstitial spaces, and these damages were attenuated by both combinations.

Conclusions: The antioxidants U-74389G and a-tocopherol can substantially protect animals from
amiodarone-induced pulmonary fibrosis.

Stavreva G, Dancheva V, Popova Tz, Terziev L, Stoyanova A, Yordanov Y,
Shopova V, Ivanov Y. Effect of prednisolone and imatinib mesylate on
inflammation and fibrosis in amiodarone-iduced pulmonary toxicity in rats.
European Respiratory Society, Annual Congress, September 18-22, 2010,
Barcelona, Spain. European Respiratory Journal. 2010:36(Suppl 54):223s. (IF
5.922; vHpA. IF 0.7403).

Abstract

The experimental model of amiodarone (AM)-induced lung toxicity is one of the relevant models to study
idiopathic pulmonary fibrosis (IPF). AM administered intratracheally, induces inflammatory response and
activation of fibroblasts, and subsequent fibrosis. We tested the antiinflammatory and antifibrotic effect of
prednisolone (PR) and imatinib mesylate (IM) against AM-induced pulmonary fibrosis in a rat model.

The study was carried out on 72 male Wistar rats weighing 220-250 g. The animals were divided into six
treatment groups: control; treated intratracheally with AM; treated with AM and PR or IM from day 1 to day
10; treated with AM and PR or IM from day 10 to day 28. AM was instilled on days 0 and 2 (6.25 mg/kg with a
3.125 mg/ml water solution). PR (10 mg/kg) and IM (50 mg/kg) were given orally. Pulmonary fibrosis was
assessed biochemically by measuring hydroxyproline (HP) and collagen (C) content in lung homogenate (LH)
and histopathologically on 28 after AM administration.

AM resulted in significantly increased HP and C content in LH on day 28 in comparison with controls. The
content of HP in animals, treated with AM+IM, given after day 10 (4.76+0.36 mcg/ml LH) and AM+PR, given
after day 1(4.76+0.36 mcg/ml LH) was decreased compared to AM alone (4.79+0.18 mcg/ml LH) on day 28
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74.

75.

(p<0.05). Intratracheal AM led to moderate interstitial and perivasal fibrosis, thickening of interstitial spaces
and cellular infiltration; these damages were attenuated by above-mentioned dosing regimes.

The results obtained from our study showed that IM, given from day 10, attenuated fibrosis, whereas
corticosteroid PR was effective during the inflammatory phase of the model.

Lazarov N, Itzev D, Stavreva G, Radomirov R. The role of some
neurotransmitters in the recto-anal motility in a rat model. 3-rd international
symposium of neurogastroenterology. 17-19.11.2011, lasi, Romania. Program of
Neorogastro Humboldt Kolleg. p. 11.

Abstract

In the present study we examined by histochemical and immunotechniques the presence and distribution of
certain classical (Ach) and peptide transmitters as wall as gaseous meditors (NO) in the recto-anal region
and its reflex evacuator activity was physiologically assessed using an isolated rat recto-anal segment as an
experimental model.

Electrical field stimulation applied to the anal canal or to the distal part of the rectum provoked tetrodotoxin
(107 M)-sensitive descending contractions of the anal canal (5.3+0.7 mN at frequency of 5 Hz). The balloon-
induced distension of the distal rectum evoked descending responses of the anal canal consisting of a short
contraction (1.50+0.18 mN) followed by deep relaxation (3.12+£0.34 mN).

The partitioned organ bath method used in the study allowed for recording the different patterns of
distension-induced motor reflex responses in the anal canal. The results also suggest that cholinergic
excitatory ascending and descending pathways and NO-dependent inhibitory neurotransmission to revtal
circular muscle and inhibitori descending to the internal anal sphincter and anal canal are involved in the
reflex circuitry controlling the motor activity of the recto-anal region. It can be inferred that the physiological
topography of the recto-anal descending motor reflex involves a topical distribution of longer excitatory
cholinergic and non-cholinergic (peptidergic and nitrergic) pathways along the entire length of the rectum.
Key words: cholinergic ascending pathways, descending pathways, NO-dependent inhibitory
neurotransmission

Radomirov R, Stavreva G. Locality-dependent modular motor responses in rat
anorectum — cholinergic and nitrergic contribution, 6th European Congress of
Pharmacology, EPHAR 2012; July 17th-20th, Granada, Spain. Proceedings of the
British Pharmacological Society at http:/imww. bps.conference-
services.net/resources/344/.../.EPHAR2012_0855.pdf

Abstract

Objective: The role of local neuronal circuitry in the motor activity of rectum and anal sphincters is not fully
understood. Small rings of circular muscle can contract independently and these rings and the associated
enteric neurons can be regarded as functional modules.

Methods: Male Wistar rats weighing 250-280g (n=38) were sacrificed in the experimental programs. Electrical
field stimulation (EFS, 0.8 ms, 40 V, 2, 5 or 10 Hz, 20 s), computerized mechanographic on-line setup and
drugs were used to characterize the contribution of cholinergic and nitrergic neurotransmission systems to
modular nerve networks in different regions of anorectum by evaluation of motor responses of isolated rings
from circular muscle of rectum (proximal, middle, and distal part), internal anal sphincter, and anal canal in a
rat experimental model.

Results: Twitch-like frequency-dependent contractions, more pronounced in distal rectal preparations
(12.55+0.66 mN, at 10-Hz EFS), characterized the modular motor responses of rectal circular muscle rings
and anal canal (4.64+0.51/2 Hz; 7.84+0.78/5 Hz; 9.27+0.93/10 Hz; n=13; p<0.05). The electrically-induced
response of internal anal sphincter at a frequency of 2 Hz was a deep long-lasting relaxation (-3.57+0.43
mN); at 5 Hz — less pronounced shorter relaxation; at 10 Hz — an initial short-lasting relaxation (-2.00+0.31
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76.

mN) followed by a contraction (3.95+0.28 mN). The electrically-evoked responses of anorectal preparations
were tetrodotoxin (0.1 uM)-sensitive. In the presence of atropine (0.3 uM) the contractions of rectal rings
decreased, the relaxation of internal anal sphincter increased and inhibition of the contractions of the anal
canal were observed. During atropine treatment NG-nitro-L-arginine (0.5 mM) increased the contractile
responses and suppressed the relaxations of the internal anal sphincter. L-arginine (0.5 mM) decreased the
contractions and extended the relaxations of internal anal sphincter and anal canal.

Conclusion: The most expressed by amplitude contractile responses of the circular rings preparations from
the distal rectum most probably demonstrate the higher potency of rectum to overcome the resistance of the
contracted anal canal. The present results suggest that cholinergic and nitrergic systems are involved
unequally in modular nerve networks in the different regions of anorectum. Cholinergic neurotransmission
contributes to excitatory modular nerve networks in the distal rectum, underlying the contractile potency in
circular axis. Nitric oxide-dependent neurotransmission controls the relaxation ability of internal anal sphincter
and anal canal. Cholinergic and nitrergic transmissions are involved in integrative neuronal circuitry mediating
the coordinated motor activity of rat anorectum.

Stavreva G, R Radomirov, K Marinov. Pharmacological aspects of electrically-
induced descending motor responses of anal canal in a rat model. 32" Balkan
Medical Week, 21-23 September, 2012. Nis, Serbia. Proceedings of Balkan
Medical Union; University of Nis, Serbia. P86.

Abstract

Aim: The involvement of cholinergic, nitrergic, substance P-ergic, and P»-purinergic mechanisms in
descending motor responses of the anal canal was studied in an isolated rat anorectum.

Methods: Electrical field stimulation (EFS, 0.8 ms, 40 V, 5 Hz), partitioned organ bat, computerized
mechanographic on-line setup, and drugs were used to evaluate the responses of the anal canal.
Immunohistochemical technique was used to study the distribution of ChAT, substance P, and ATP-synthase
in neuronal structures of the myenteric plexus, and histochemical — of NADPH-diaphorase.

Results: EFS applied to the distal part of the rectum elicited tetrodotoxin (107 M)-sensitivet local or
descending contractions of the anal canal and the amplitude of local responses was higher (14.9£1.35 mN)
than the descending contractions (5.3£0.7 mN, p<0.05). In the presence of atropine (3x107 M) descending
contraction of anal canal was suppressed and a relaxation revealed. During atropine treatment, spantide (10-
7 M) lowered the contractile component of the descending response of anal canal. NG-nitro-L-arginine (5x10-
4 M) enhanced the contraction, prevented the atropine-dependent relaxation. L-Arginine (5x10+4 M)
suppressed the contraction and extended the relaxation. Cibacron blue increased contractile response
(1.28+£0.20 mN) and inhibited relaxation (-0.21£0.07 mN) without a statistically significant difference
compared to descending nonadrenergic noncholinergic motor response. Suramin inhibited both contraction
(0.90+0.17 mN), and relaxation (-0.42+0.12 mN). ChAT-, substance P-, ATP-synthase-positive nerve fibers
and NADPH-diaphorase-positive perikarya and nerve fibers were observed in myenteric ganglia of the anal
cana.

Conclusion: The results suggest complex interactions of cholinergic, nitrergic, tachykininergic, and purinergic
neurotransmitter systems in neuro-muscular communications in the rat anorectum.

Key words: rat anorectum, descending motor response, atropine; L-arginine; NG-nitro-L-arginine, ATP
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HAYYHATA AKTUBHOCT

HA O-P T'AlA ULBETAHOBA CTABPEBA-MAPUHOBA, 1M

Cnucsbk Ha pe3roMeTa OT Hay4YHU NPosABU B Bbnrapusa, nyénukyBaHu B
HenbJ1IeEH pa3Mep U 6e3 KHAronuc B CNMcaHuUa Unm c6opHuUmn

1.

10.

Mapes P, lepyea J1, Cvnoscku I1, MNMaHpypcka A, Pyckosa A, CtaspeBa I', lNeHgnyesa [.
Brusnue Ha EJTA Bbpxy xemonoesa Ha nmbxose. KObunenHa HayyHa cecus - 20 roguHu BMU-
MneseH, 20-22.X.1994 r., rp. MNneseH. COopHuk pestomeTa. cTp.140.

Mapes P, KameHoBa A, NeHaunuesa [1, CtaBpesa I', MaHaypcka A. MeaukameHTo3HO 06ycroBeHu
NPOMeHN B HUBOTO Ha 2,3 audocornuyepata y nnbxose 20 roguun BMU-MneseH, 20-22.X.1994
r., rp. MneseH. C60pHuK pestomeTa. cTp.140.

Bocheva A, Stavreva G, Paypanova T, Kazakov L. Comparative Study of Opioid Effects of
Canavanin Analogues of Leu-Enkephalin and Dalargin. VI Congress of the Bulgarian Physiological
Society. Basic Mechanisms of Regulation in the Organism under Normal and Pathologic Conditions.
Sofia, June 8-9, 1995. Acta Physiologica and Pharmacologica Bulgarica. 1995;21(1-2):6.

CraBpeBa I, Hukonosa M, MMainaHoa T. W3cneapaHe Ha ynuUepONPOTEKTUBHUA eekT Ha
[anaprMH ¥ KaHaBaHWH-4AnapriH BbpXy €KCNepUMEHTanHM CTOMallHM $3BeHu wmogenu. |V
HaumoHaneH koHrpec no capmakonorus, 9-11.X. 1997 r., Codwms; M 161. dapmakotepanus.
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