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Pe3lomera Ha HAy4YHHMTE TPYI0BE, IOKPUBAIIA MUHUMAJHUTE
HAYKOMETPUYHM U3MCKBAHMS 32 3a€MaHe HA aKaJleMHUYHATA
JTbKHOCT ,,JITBbKHOCT

IMoka3zaren I'7. IlyGnukanmmu W AOKIagu, NyONMKYBaHW B HAy4YHH W3IaHUS,
pedepupaHn ¥ WHISKCUPAaHM B CBETOBHOM3BECTHH O0a3M JaHHU C HayyHa
uHbOpMaIu:

I'7.1. | Georgiev KD, Radeva-Ilieva M, Stoeva S, Zhelev 1. Isolation, analysis and in vitro
assessment of CYP3A4 inhibition by methylxanthines extracted from Pu-erh and
Bancha tea leaves. Sci Rep. 2019 Sep; 9(1): 13941. doi:10.1038/s41598-019-50468-7

ABSTRACT

Methylxanthines, purine alkaloids found in plants, are found in beverages (coffee, tea, cocoa) and
foods (chocolate and other cocoa-containing foods) commonly consumed worldwide. Members of
this family include caffeine, theophylline and theobromine. Methylxanthines have a variety of
pharmacological effects, and caffeine and theophylline are used as pharmaceuticals.
Methylxanthines are metabolized in the liver predominantly by the enzyme CYP1A2. Their co-
administration with CYP1A2 inhibitors may lead to pharmacokinetic interactions. Little is known
about the possible drug interactions between caffeine and substrates of other CYP450 enzymes. In
our study, methylxanthine fractions inhibited CYP3A4 in a concentration-dependent manner.
Concomitant consumption of green tea with CYP3A4 substrates could increase the possibility of
interactions, and this requires further clarification. The inhibition of CYP3A4 is not only due to
the presence of catechin derivatives but methylxanthines may also contribute to this effect.

l'eoprues KJI, PaneBa-UnueBa M, Croesa C, XKenes U. M3zonupane, ananus u in vitro
orieHka Ha naxuoOunuaTa Ha CYP3A4 oT MeTUIIKCAaHTUHU, U30JUPAHU OT YaeHu jmcta [1y-
ep u banua. Sci Rep. 2019 Centemspu; 9(1): 13941. doi:10.1038/s41598-019-50468-7

PE3IOME

MeTHIKCAaHTHHUATE Ca MyPUHOBH AJKAJIOWIU, OTKPUTH B PACTCHUSATA M C€ ChIBPXKAT B
HanUTKH (Kade, 9ail, Kakao) ¥ XpaHH (IIIOKOJIA]] U JPYTH XPaHH, ChABPIKAIIHN KaKao), KOUTO
o0MYailHO ce KOHCyMupar mo 1enus cBiIT. Cpen NpeACTaBUTEIUTE HAa ITYPUHOBUTE
ankamouau ca KopeuH, TeoPuIuH ¥ TeoOpOMUH. METHIKCAaHTHHHUTE UMaT Pa3IndHH
(bapmakoioruuau e(heKkT, a KOPeHHbT U TEOPWIMHBT Ce€ M3IMOJI3BAT KaTo JIEKAPCTBEHU
NPOXYKTH. METHIIKCAaHTHHUTE C€ METa0OIM3Hpar B YepHUs JpoO MPEIUMHO OT €H3uMa
CYP1A2. EnnoBpemeHHOTO UM TipriioskeHne ¢ naxuoutopu Ha CYP1A2 moke 1a noBene
10 GapMakOKMHETHYHH B3aMMOJCHCTBUS. Majko ce 3Hae 32 Bb3MOXHUTE JIEKAPCTBEHH



B3aUMOJICHCTBUA MeXAy Kodeuna u cybcrparute Ha npyru CYP450 ensumu. B
HACTOSAIIOTO  TIPOYYBAaHE  H30JIMPAHUTE METHIKCAHTUHOBH  (pakmMu  MOKa3BaT
no3ozaBucuMa naxuduist Ha CYP3A4. ExHoBpeMeHHaTa KOHCyMalusl Ha 3€JIeH 4Yail ChC
cyoctparu Ha CYP3A4 wMoxe 1a TOBUIIM BB3MOXKHOCTTAa 3a BB3HHKBAHE Ha
B3aMMOJCUCTBHSI, KOETO Hajara IPOBEKAAHETO Ha JOMBJIHUTEIHH IPOYYBAHUS.
Nuxubupanero Ha CYP3A4 He ce ABKM €IMHCTBEHO HAa HAJIMYUETO HA KATEXHMHOBU
MIPOU3BOJIHU, KATO METHJIKCAHTUHUTE CHIIIO MOTAT J1a AOMPHUHECAT 32 TO3U CPEKT.

I'7.2. | Xeppuanora H, Croesa C, PaneBa-UnueBa M, Teopruea M. Hosu
(dapmakoTepaneBTUYHN  TOAXOAM 3a JIeYeHWEe Ha  XpOHWYHATa  ChpJeYHA
HEIOCTaThYHOCT C peayuupana (Qpakuus Ha wu3TIackBaHe. CvpoeuHo-cv0osu
sabonasanus. 2021; 52(2): 9-17

PE3IOME

Cwpreunara Henoctarb4HOCT (CH) € criokeH KIMHIYEH CHHAPOM C TOJISIMa COIMAITHA 3HAYUMOCT.
[Ipe3 mocrmeanuTe TpHU OECETWIETUS ce HAOIIOgaBa 3HAYMTENICH HANpEeAbK B JICUCHHETO Ha
ChpJIeUHaTa HEAOCTAaTBhYHOCT C penynupaHa ¢(pakmus Ha ustinackBane (CHp®U). Hosute
(dapMaKoIOTHYHU Tepanuyu ca C JI0OKa3aHW TIOJ3UW BBPXY 3a00iIeMOCTTa, CMBPTHOCTTA U
KaueCTBOTO Ha )KMBOT Ha ManueHTuTe. Hakoiako HOBU (papMakoTepareBTHUHH MOAX0/1a 3a JICUYCHNE
Ha CHp®U pemoHcTpupaT 0pH KIMHUYHH TIPOYYBAHUS, Y€ OCUTYpSBAT JIOMBJIHUTEIHO
no00peHre Ha Pe3yNITaTUTE MPH MAIlMeHTUTE, TpreMaIiy ctanaapraa tepanus 3a CHp®U. Te3u
HOBM MeIWKaMeHTH ca sacubitril/valsartan, SGLT2 waxubutopure, vericiguat u omecamtiv
mecarbil. Cnopexn akrtyannu mnpoyusaHus sacubitril/valsartan u SGLT2 wunxuburtopure
(dapagliflozin u empagliflozin) ca ot mom3a u ce moHacAT AOOpPE OT MOBEYETO XOCHUTATU3UPAHU
MAIMEeHTH U MOTar J1a ca yacT oT ocHOBHOTO Jieuenne Ha CHp®U. [lpyru menukamenTu (vericiguat
u omecamtiv mecarbil) gemMoHcTpupar oOemiaBamiy pe3yiaTaTd B HaMaJIIBAaHETO Ha pUCKA OT
xocruTanu3anun o nooq Ha CH wiu cbhpiedHo-ChI0Ba CMBPTHOCT TPH MALMEHTH € MO-TEKKA
WM Harpeaaana gopma 3a ToBa 3a0omsBane. Te3u ekapcTBa MOTar Jia ca 3HAYMMHU 32 TeparusTa
Ha OHE3W BHCOKOpPUCKOBM mnanueHTH cbc CHp®U, umuto cUMOTOMH MEpPCHCTUPAT WIH Ce
BJIOIIABAT BBIIPEKH ONTHMATHOTO JICUEHHE CIOpE]l HATUYHUTE Mpenopbku. HampenbKbT BBHB
(dbapmakoTepanusTa Ha ChITbTCTBAIUTE 3a00JsIBAaHUS, KaTO qUAOET, JKelie3eH AeuIinT/aneMus 1
XHUIIEPKATHEMHS, ChIIO € OT TOJIsIMa 3HAYUMOCT, Thii KaTO IOIBIHUTEITHO OA00psIBa pe3yITaTUTe
npu nauenTute cbe CH. Lenta Ha HacTosMs 0630p € 1a ce 0000UIAT HAyYHHUTE JOKa3aTeICcTBa
3a e()uKacHOCTTa Ha Oe30rMacHOCTTa Ha HOBUTE (hapmakonoruyau Tepanuu 3a CHp®U, ¢ akieHt
BBPXY MEPCIEKTHBATA 32 BKJIOUBAHETO UM B KIIMHUYHATA MPAKTHKA.

Hvrchanova N, Stoeva S, Radeva-Ilieva M, Georgieva M. New pharmacotherapeutic
options for the treatment of heart failure with reduced ejection fraction. Cardiovascular
diseases. 2021; 52(2): 9-17



ABSTRACT

Heart failure (HF) is a complex clinical syndrome of great social significance. Over the last
three decades, substantial progress has been made in the treatment of heart failure with
reduced ejection fraction (HFrEF). New pharmacological therapies have proven benefits
on patient morbidity, mortality and quality of life. Several new pharmacotherapeutic
approaches for the treatment of HFrEF have demonstrated in clinical trials that they provide
further improvement in outcomes in patients receiving standard HFrEF therapy. These new
medications are sacubitril/valsartan, SGLT2 inhibitors, vericiguat and omecamtiv
mecarbil. According to resent studies, sacubitril/valsartan and SGLT2 inhibitors
(dapagliflozin and empagliflozin) are useful and well tolerated by most hospitalized
patients and may be part of HFrEF basic treatment. Other medications (vericiguat and
omecamtiv mecarbil) have shown promising results in reducing the risk of hospitalizations
for HF or cardiovascular mortality in patients with more severe or advanced HF. These
drugs may be important for the treatment of high-risk patients with HFrEF, whose
symptoms persist or worsen, despite optimal guideline treatment. Advances in the
pharmacotherapy of comorbidities such as diabetes, iron deficiency/anemia, and
hyperkalemia are also significant, as they further improve outcomes in patients with HF.
The aim of this review is to summarize the scientific evidence on the efficacy and safety
of new pharmacological therapies for HFrEF, with an emphasis on the perspective of their
inclusion in clinical practice.

I'7.3. | Stoeva S, Radeva-Ilieva M, Zhelev I, Georgiev K. A HPLC-UV method for analysis
of total plant extract and catechin fraction of bancha green tea. The Natural Products
Journal. 2023; 13(2): €120522204703. doi:10.2174/2210315512666220512212448

ABSTRACT

Background: The pharmacological characterization of Bancha green tea requires a preliminary
establishment of its phytochemical composition.

Objective: The aim of the present study was to develop a simple, sensitive, and environmentally
friendly HPLC-UV procedure for the simultaneous quantification of caffeine, (+)-catechin,
epigallocatechin gallate and gallic acid in different Bancha green tea isolates.

Methods: The chromatographic separation of the four phytochemicals was performed on a
Hypersil GOLD aQ column with a mobile phase consisting of acetonitrile/acetic acid/bi-distilled
water (8:1:91 v/v/v) in an isocratic mode of elution. The suitability of the proposed procedure was
verified by achieving satisfying linearity and specificity.

Results: The method was also assessed as accurate and precise, with the obtained limits of
quantification of caffeine, (+)-catechin, epigallocatechin gallate, and gallic acid 0f 0.01, 0.30, 0.50
and 0.03 pg/mL, respectively. As it was expected, the analytical procedure approbation showed
the highest epigallocatechin gallate content (16.78 % + 0.54) in the catechin fraction. On the other



hand, the amount of caffeine and epigallocatechin gallate in the total plant extract was almost the
same (4.19 % £ 0.14 and 4.12 % =+ 0.44, respectively).

Conclusion: A reliable HPLC-UV method for phytochemical characterization of Bancha green tea
extracts has been developed. The conducted quantitate assay could be used as a basis for

subsequent pharmacological in vivo and in vitro studies of Bancha green tea.

CroeBa C, PaneBa—UaueBa M, Xenes U, I'eoprue K. HPLC-UV meron 3a ananu3 Ha
TOTAJICH PACTUTEJICH EKCTPAKT M KaTeXWHOBA (pakius oT 3eieH Yail banua. The Natural
Products Journal. 2023; 13(2): €120522204703.
doi:10.2174/2210315512666220512212448

PE3IOME

BobBenenue: @apmakojoruyHara XapaKTepuUCTHKa Ha 3elieHus 4ail baHua wu3nckBa
MIPEIBAPUTEITHO YCTAHOBSIBAHE HA HETOBUS (DUTOXHMMHUYEH CHCTAB.

en: Lenra Ha HacToAMIOTO M3cienBaHe Oemie Aa ce pa3pabdoOTH JIECEH, YyBCTBUTEICH U
exonorocbo0pazen HPLC-UV meton 3a €IHOBPEMEHHO KOJIHMYECTBEHO OMpEACIsHE Ha
KoenH, (+)-KaTexuH, eMUraJoKaTeXuH-3-rajiaT 1 TajJoBa KUCEIMHA B PA3IUYHU U3BIICIU
OT 3€JeH Yail baHya.

Metonu: XpomartorpaCkoTo pasfefissiHe Ha YETHPUTE ChEIUHEHHMs C€ H3BBbpIIBA Ha
konoHa Hypersil GOLD aQ c mogsukHa (haza, ChCTOsIIA C€ OT allETOHUTPHUII/OIETHA
KucenuHa/Ounectunpana Boma (8:1:91 v/v/v) B H30KpaTeH pEXHUM Ha eIyupaHe.
[Ipurognocrra Ha mnpennokeHaTa mpoleaypa Oerle MpoBEpeHa 4Ype3 IOCTUraHe Ha
3aJI0BOJIMTETHA TMHEUHOCT U CHEIIU(PHUIHOCT.

Pesynraru: MeTtonbT Oerie OIIEHEH KaTo TOYCH W MPEIM3EH, C MONyYeHUTE TPAHUII Ha
KOJIMYECTBEHO OMpe/esiHe Ha Ko(euH, (+)-KaTexuH, eMUraJloKaTeXuH-3-rajar U rajioBa
kucenuna ot 0.01, 0.30, 0.50 u 0.03 pg/mL, croTBeTHO. KakTo ce ouakparie, anmpobarusita
Ha aHAIMTUYHATA MpOIelypa MoKa3a Hal-BHCOKO ChAbP)KaHHWE HA eNMHUrajloKaTeXuH-3-
ranat (16.78 % + 0.54) B karexunoBata ¢ppakuus. OT 1pyra crpaHa, KOJIUYECTBOTO KOeruH
U eNUrajioKaTexuH-3-rajar B OOIIUs PACTUTENIEH EKCTPAKT € MOUYTH ChUIOTO (ChOTBETHO
4.19% +0.14 m 4.12 % + 0.44).

3axmrouenne: Paspaboren e wmHamexnen HPLC-UV  wmeron 3a  (QUTOXUMUYHO
XapaKTepU3HpaHe HAa €KCTPAKTH OT 3ejieH Yail banya. [IpoBeeHUAT KOJIMUECTBEH aHaU3
MOXKE Jla c€ M3IO0JI3Ba KaTo OCHOBA 3a IMOcieaBaiu (GapMaKkoJIOTHUYHU in VIvo u in Vvitro
W3CieABaHUs Ha 3eJeH Yail baHya.

I'7.4.

Hvarchanova N, Stoeva S, Radeva-Ilieva M, Zhelev I, Georgieva M, Dzhenkov D,
Georgiev KD. Cardio- and nephroprotective effects of fractions isolated from Lycium
barbarum (goji berry) in models of cardio- and nephrotoxicity in rats. Biotechnology &
Biotechnological Equipment. 2023 Jan; 37(1): 64-73. doi:
10.1080/13102818.2022.2155571




ABSTRACT

The aim of the present study was to identify agents that reduce the anthracyclines-induced
cardiovascular and renal damage and have the potential to enhance their therapeutic effects. Three
fractions of Lycium barbarum (Goji berry), pectin-free, polysaccharide and a combination of the
two (1:1, w/w), were tested on rat models of doxorubicin (DOX)-induced cardio- and
nephrotoxicity. They were administered p.o. as doses of 2 mg/kg. DOX was applied at a cumulative
dose of 20 mg/kg (i.p.). Different biomarkers for cardiotoxicity (creatine kinase, creatine kinase-
MB fraction, aspartate aminotransferase, lactate dehydrogenase), nephrotoxicity (creatinine, blood
urea nitrogen, uric acid) and the serum potassium levels were evaluated. Histological analysis of
hearts and kidneys was performed. The male Wistar rats treated only with DOX showed a drastic
increase in all biomarkers for toxicity. Meanwhile, in all cohorts receiving simultaneously any of
the plant fractions, the biomarkers for heart and kidney tissue damage were significantly reduced
(p <0.001 for uric acid; p < 0.01 for other parameters). Intriguingly, the pectin-free fraction and
the combined one showed the most pronounced decrease in the indicators for toxicity. Histological
findings also confirmed these observations, suggesting that the fractions in question need to be
investigated as potential enhancers of anthracyclines’ pharmacodynamic effects.

XsopuanoBa H, Croera C, PaneBa-UamneBa M, XKenes U, ['eopruesa M, JIxenkos /I,
I'eoprues KJI. Kapnuo- u HedponporekTrBHU edekTr Ha Hpakimu, n3oaupanu ot Lycium
barbarum (romxu OGepu) mpu MoAenud Ha Kapauo- U HEGPOTOKCHYHOCT MPHU IUTHXOBE.
Biotechnology & Biotechnological Equipment. 2023 Snyapu; 37(1): 64-73. doi:
10.1080/13102818.2022.2155571

PE3IOME

Ilenta Ha HACTOSMIOTO MPOYYBAHE € Ma C€ WACHTU(PHUIMPAT areHTH, KOUTO HaMaisBaT
CBP/ICYHO-CHIOBUTE M ObOPEYHM YBpPEXKTAHUS, HHIYLHUPAHU OT AHTPAMKIMHA U UMaT
MOTEHIMAJIa J1a MOAOOPST TepareBTUYHUTE UM e(ekTu. Tpu (Qpakiuu, U30JIUpaHu OT
Lycium barbarum (Goji berry) — ¢pakuus 6e3 nexTuH, moiuszaxapuaHa (paxius u
koMOuHanus ot neete (1:1, w/w) O6sxa TecTBaHH BbpXy Mojienu Ha gjokcopyoura (DOX)-
MHIyLIHpaHa Kapauo- 1 He(POTOKCHYHOCT MpH TuIbXoBe. DpakiunTe ca MPUIIOKEeHH p.o.
B 103u ot 2 mg/kg tenecHo termo. DOX ce mpuiara B kymynatuBHa 1o3a ot 20 mg/kg
(i.p.). bsixa oueHeHn pa3’IMYHA OMOMapKepH 3a KapAHMOTOKCHYHOCT (KpeaTWH KHHa3a,
KpeatuH kuHa3za-MB ¢pakius, acnaprar amuHOTpaHcdepasa, JakTaT JeXHUIpOoreHasa),
HE(POTOKCUYHOCT (KPEaTWHUH, YPEEH a30T B KPBBTA, MUKOYHA KUCEJIWHA) U HUBATa Ha
cepyMHUs Kanuii. I3BBpIIIEH € XUCTOIOTHYEH aHaIN3 Ha ChpIla U ObOpen OT TPeTUPaHUTe
KUBOTHU. MBxkute mrbpxoBe Wistar, Tpetupanu camo ¢ DOX, moka3BaT IpacTUYHO
YBEJIMYCHHE Ha BCHUKH OMOMapKepH 3a TOKCUYHOCT. MEKIyBPEMEHHO, BbB BCHUKH TPYIIH,
MOJTyyaBallld €THOBPEMEHHO M HSKOS OT PACTHTEIHHUTE (pakiud, OMOMapKepHuTe 3a
YBpEXKIAaHE Ha ChpJeyHaTa U ObOpeyHaTa ThKaH ca 3HauuTeNHO moHmkeHu (p <0.001 3a
nukoyHa kucenuHa; p <0.01 3a apyru mapamerpu). MHTEpecHOTO €, ye Oe3neKTHHOBAaTa
bpakuus u KoMOWHMpaHaTa (Qpakius T[OKa3axa Hali-u3pa3eHo TOHWKABaHE Ha



MOKa3aTeNUTe 32 TOKCHYHOCT. XHCTOJIOTHYHUTE HAXOIKH CBHIIO IMOTBBPXKIABAT TE3H
HaOJIOZICHN S, KOETO TpEeIoara, 4e BbIIPOCHUTE (pakiuu TpsOBa na ObaaT U3CcaeaBaHu
KaTo TMOTCHLMAJIHU areHTH, KOUTO MoJo0psiBaT (apMakoIuHAMUUHUTE €(PEeKTH Ha
aHTPAIUKINHHTE.

I'7.5. | Stoeva S, Georgieva M, Georgiev K, Hvarchanova N, Radeva-Ilieva M, Tsankova V,
Kondeva-Burdina M, Aluani D, Tsaneva M. Assessment of antioxidant and
hepatoprotective activity of probiotic food ldb-st against paracetamol-induced liver
damage in rats. Proceedings of the Bulgarian Academy of Sciences. Comptes rendus de
[’Acadeémie bulgare des Sciences. 2023 March (mpuera 3a ny0JuKyBaHe)

ABSTRACT

Recently, the probiotics’ therapeutic influence on different hepatic disorders has been established.
Given the fact that free radicals are involved in the toxic liver injury pathogenesis, it was important
to investigate whether the probiotic cocktail LDB-ST could be used as an antioxidant and a
hepatoprotective agent. The antioxidant and hepatoprotective activity of the probiotic food in
question against Paracetamol (PCM) induced liver injury in twenty-four male Wistar rats (divided
to four groups, n=6) were evaluated. The PCM-treatment (1200 mg/kg b. w., p. 0.) resulted in
serious hepatotoxic injury and increase in alanine aminotransferase, aspartate aminotransferase,
total bilirubin and gamma-glutamyl transferase levels. On the other hand, the animals pre-treated
with LDB-ST (1600 mg/kg b. w., p. 0.) for 60 days prior to PCM-gavaging, showed significant
improvement of the biochemical markers. The methodical LDB-ST-treatment also led to
maintaining the reduced glutathione level to 71% and also reduced malondialdehyde production
by 14%. The conducted histopathological examination reaffirmed the hepatoprotective effect of
the probiotic food against PCM-induced liver damage, as there was no fatty degeneration observed
and fewer focal necrosis, acidophilic necrosis, and nonspecific granulomas established (vs PCM-
overdosed group). The oral long-term treatment with LDB-ST resulted in a significant protection
against lipid peroxidation and oxidative stress in the applied animal model.

Croesa C, T'eoprueBa M, I'eoprues K, Xswpuanosa H, PageBa-UnueBa M, Ilankosa B,
KonneBa-bypnuna M, Anyanum JI, IlameBa M. OreHka Ha aHTHOKCHJIAHTHaTa W
XEMaToNpPOTeKTUBHATA aKTHMBHOCT Ha mpoOuoTH4yHa XxpaHa ldb-st cpemry maparieramor-
WHAYIUPAHO YBPEkKAaHE Ha YepHHUsS Opod mpu 1urbxoBe. Proceedings of the Bulgarian
Academy of Sciences. Comptes rendus de |’Académie bulgare des Sciences. 2023 March
(npuera 3a ny0IMKyBaHe)

PE3IOME

HaHOCJ'IC,I['bK € YCTAHOBCHO TCPAIICBTUYHOTO BJIWAHHNEC HA Hp06I/IOTI/IL[I/IT€ BBPXY pa3jiIniHA
T-IepHO,Z[pO6HI/I 3a00JIsIBaHMSL. HpCI[BI/II[ q)aKTa, qc CBO60I[HI/IT€ paavkalinu y4dacTBar B
naroreHe3ara Ha TOKCMYHOTO T-ICpHO,I[pO6HO YBpPCIXKAAHEC, Oelrie Ba)KHO Ja CC Ipoy4u Aaji



npoouotnunuaTr Kokrein LDB-ST moxe na ce wu3mon3Ba Karo aHTHOKCHIAHT H
XEMaToNpOTEeKTUBHO CPEICTBO. 3a IieNTa, OsXa OLEHEeHM AaHTHOKCHIAHTHAaTa |
XETMaTONMPOTEKTHBHA aKTUBHOCT HA BBIIPOCHATAa MPOOMOTHYHA XpaHA MPH YBPEKIaHE Ha
yepHus apo0, mpeau3BukaHo or mapaneramon (PCM) mpu nBajgecer u 4eTUPH MBIKKU
mrbxa ot nopoxa Wistar (pasaenenu B yetupu rpymnu, n=6). Jleuennetro ¢ PCM (1200
mg/kg TenecHo Tero, p.o.) A0BeE A0 CEPUO3HO YEPHOAPOOHO YBPEKAaHE U MOBUILIABAHE
Ha HMBAaTa Ha aJlaHUH aMUHOTpaHc(epasa, acaprat aMuHOTpaHcepasa, 001 OumupyoruH
U rama-nrytamui Tpancepasa. Ot npyra cTpaHa, )KUBOTHUTE, TPETHPAHH NIPEABAPUTEITHO
c LDB-ST (1600 mg/kg TemecHo Tero, p.o.) B NpoabbkeHHWe Ha 60 HHU Tpeau
npuwiokennero Ha PCM, nmoka3Bat 3Ha4UTETHO OA00OpEHHE HA OMOXUMHUYHUTE MapKEpH.
Mertonuunoro LDB-ST-Tpetupane chIio JOBEE /10 NOJIbpKaHe HA HAMAJIEHOTO HUBO Ha
IyTatioH A0 71% ¥ ChIO Taka HaMalu MPOU3BOJICTBOTO Ha MasoHaManAexun ¢ 14%.
[IpoBeaeHOTO XM CTOMATOIOTMYHO U3CIIEABaHE OTHOBO MOTBBPIKABA XENATONPOTEKTUBHUS
edekt Ha nmpoOuoTnyHara xpaHa npu PCM-uHIynnpaHo 4epHOAPOOHO YBpEXKIaHE, Thil
kato B rpynure, npuemanu LDB-ST He ce HabnromaBa MacTHa JereHepanusi U ce
YCTaHOBSIBAT TO-MalKO (OKAIHU HEKPO3W, aluA0(PHIHU HEKPO3W M HecrnenupuIHd
rpaHyioMH (B CpaBHEHHE C Tpyrara, TPeTHpaHa caMO C BHUCOKH J03HM TapaneTamon).
Hbarocpounoro nepopanHo yedenue ¢ LDB-ST noBene no 3HaumTenHa 3amura oOT
JIUIHJIHA TIEPOKCHUIAIUS U OKCHJIATUBEH CTPEC B IMPUIIOKEHHSI YKUBOTUHCKU MOJET.

I'7.6. | Grigorov E, Radeva-Ilieva M, Georgiev KD. INNs granted with specific storage
requirements in Bulgarian pharmacies. Part 1: Medicines acting on cardiovascular and
nervous  system.  Pharmacia. 2023  Aug; 70(3): 689-697. doi:
10.3897/pharmacia.70.e109692

ABSTRACT

Some medicines require special storage in Bulgarian pharmacies due to serious adverse reactions
that may be even life-threatening. They are listed in Appendix Ne 9 to Art. 17, para. 1 of Ordinance
Ne 28 of 9th December 2008, issued by the Minister of Health. The appendix includes 70 medicines
from different pharmacotherapeutic groups and with various pharmacological effects. The
performed documentary data analysis showed that a major part of these medicines are not
registered for use by the Bulgarian Drug Agency to date. In addition, there are a number of
medications that have a marketing authorization for use in Bulgaria but are not listed in this specific
Appendix, although they belong to the same pharmacotherapeutic group and exert the same
pharmacologic action as some included medicines. In conclusion, due to these inconsistencies, it
remains unclear whether the Appendix is up to date or needs to be updated.

I'puropos E, PageBa-UmmeBa M, I'eoprues K/I. JIekapcTBa cbe cienubuyHr U3MCKBAHUS
3a chxpaHeHue B Obirapckute anteku. Yact 1: JlekapcTa, nelicTBaiy BbPXy ChpACUHO-



chloBata M HepBHara cuctema. Pharmacia. 2023 Asryct; 70(3): 689-697. doi:
10.3897/pharmacia.70.e109692

PE3IOME

Hsikon nekapcTBa M3HCKBAT CIENMATHO ChXpPAaHEHHE B OBJITApCKUTE alTeKd IMOPaIu
CEPUO3HU HEXXEJIaHU PeaKkIuy, KOUTO Morar fia Ob/1aT J0pU KMBOTO3acTpallasany. Te ca
nocouyenu B [Ipunoxkenue Ne 9 kpm wit. 17, an. 1 or Hapen6a Ne 28 ot 9 nexemspu 2008 .,
W3Ja/IeHa OT MUHUCTBpA Ha 37paBeona3BaneTto. [Ipunoxennero BkiouBa 70 nekapcTsa OT
paznuyHu  (apMaKOTEparleBTUYHN TPYNMH MU C pas3IudHd  (apMaKoJIOTHUHU e(eKTH.
W3BbpiIeHUAT aHanu3 Ha JOKyMEHTAJHHTE JaHHHM I10Ka3a, Y€ rojisiMa 4acT OT Te3u
JeKapcTBa KbM MOMEHTA HE ca peructpupanu 3a ynorpeda or MAJL. B gombinenue, nma
penuia JiekapcTBa, KOUTO UMAT pa3pelieHue 3a ynorpeda B beiarapus, Ho He ca u30poeHn
MPUJIOKEHUETO, BHIPEKU Y€ MPUHAIICKAT KbM ChIllaTa GpapMakoTepaneBTHUHA TPyIa 1
YOpPaXHSIBAT ChIIOTO (PApMaKOJIOTMYHO JEMCTBHE KaTO HSIKOM BKJIIOUEHH JieKapcTBa. B
3aKJII0YeHHE, TIOPaN Te3U HEChOTBETCTBUS, HE CTABa SICHO JJaJIi CIIUCHKBT C JIEKapCTBa €
aKTyaJIeH KbM JIHEIIHA JlaTa WK TPsiOBa 1a ObJe aKTyaTu3upaH.

I'7.7. | Grigorov E, Radeva-Ilieva M, Georgiev KD. INNs granted with specific storage
requirements in Bulgarian pharmacies. Part 2: Antineoplastic and immunomodulating
agents. Pharmacia. 2023 Sep; 70(4): 837-845. doi: 10.3897/pharmacia.70.e110353

ABSTRACT

There are drugs that require special storage in Bulgarian pharmacies as well as extra caution during
the dispensing process. This is due to serious adverse reactions that may be even fatal. These
medicines are included in Appendix Ne 9 to Art. 17, para. 1 of OrdinanceNe 28/9.12.2008, issued
by the Minister of Health. The performed study of the anticancer drugs listed in the Appendix
showed that a major part of these medicines that have a marketing authorization for use in Bulgaria
are not included in the Appendix Ne 9. In addition, there are antitumor drugs that are listed in the
appendix but are not authorized in Bulgaria to date. In conclusion, it is necessary to periodically
update the drugs in Appendix Ne 9 as well as to develop clear and precise criteria for the inclusion
of medicines in it.

I'puropos E, PaneBa-UaueBa M, I'eoprues K/I. JlekapcTBa cbC criemupuIHNA H3UCKBAHUS
3a chXpaHeHue B Owbirapckure anteku. Yact 2: [IpoTUBOTYMOpPHU ¥ MMYHOMOIYJIMpAIIH
CpelcTBa. Pharmacia. 2023 CenremBpu; 70(4): 837-845. doi:
10.3897/pharmacia.70.e110353

PE3IOME

Nma JICKApCTBAa, KOUTO U3HUCKBAT CIICHHAJIHO CbXPAHCHUC B 6’bJIFapCKI/ITC aIllITCKH, KaKTO 1
IMMOBUIIICHO BHUMAHUC IIPU OTITYCKAaHEC. ToBa ce IbIDKU Ha CCPUO3HU HEKCIIAHU PCAKIIUU,



KOUTO Morar Jia opaat nopu datanau. Te3u JekapcTBa ca BkiroueHu B [Ipunoxxenue Ne 9
kbM wi. 17, an. 1 or Hapen6a Ne 28/9.12.2008 r. Ha MUHUCTBpA Ha 3/IPaBEONA3BAHETO.
W3BbpiieHoTo MpoyyBaHe HA MPOTUBOTYMOPHHUTE JIEKapCTBa, N30POEHU B MPUIOKEHHUETO,
MoKa3a, 4e rojiiMa 4acT OT TE3W JIEKApCTBA, KOMTO MMaT pa3peleHHe 3a yrnorpeda B
boarapus, ne ca Bxmouenu B [lpunoxenue Ne 9. OcBeH ToBa, ©Ma MPOTUBOTYMOPHHU
JIEKapCcTBa, KOUTO Ca MOCOYEHU B MPUIMKEHUETO, HO KbM MOMEHTA HE ca pa3pelieHH 3a
ynorpeba B bbirapus. B 3akmoueHne, HEOOXOAUMO € MEePHOANYHO J1a CE€ aKTyalln3upa
CIHUCBHKBT ¢ JiekapcTBa B lIpunokenue Ne 9, kakto M 1a ce pa3paboTAT SICHM U TOYHH
KPUTEPHUH 32 BKIIFOYBAHETO HA MEMKAMEHTH.

I'7.8. | Tsenov S, Radeva-Ilieva M, Grigorov E. Present and future of targeted therapies in
oncology. Bulgarian Journal of Public Health. 2023 Nov; 15(3): 5-15

ABSTRACT

Precision medicine, a revolutionary approach to healthcare, has ushered in a new era in cancer
treatment. In the field of oncology, targeted therapies have emerged as a cornerstone of precision
medicine, offering hope and improved outcomes for patients battling cancer. This article delves
into the transformative potential of targeted therapies in oncology, exploring their mechanisms of
action, challenges, and the exciting prospects that lie ahead. Through the integration of genomic
profiling, biomarker testing, and advanced technologies, oncologists can tailor treatments to each
patient‘s unique tumor profile, optimizing the chances of therapeutic success. The dawn of
precision medicine in oncology marks a paradigm shift, where cancer is no longer defined solely
by its location but by its underlying genetic makeup, paving the way for more effective and less
toxic therapies.

Lenos C, PageBa-UimmeBa M, ['puropos E. HacTosiiie u Obiemie Ha TapreTHUTE Tepanuu
B OHKouorusita. Bulgarian Journal of Public Health. 2023 Nov; 15(3): 5-15

PE3IOME

[lepconanu3upanara MeJUIIHA TTOCTaBU HAYaJIOTO HA HOBA €pa B JICYEHUETO Ha paka. B
o0OnacTTa Ha OHKOJIOTHSITA TapreTHUTe (TMPULIETHUTE) TEpanmuu Cce€ NpeBbpHaxa B
KpalbI'bJIEH KAMBK Ha ITEPCOHAIM3UpPAaHaTa MEIUITMHA, TaBAKN HaJIeXkK1a U TIO00psBalKH
pesyiTatuTe Ha NanueHTure, Oopemm ce ¢ pak. Hacrosimara craTust pasmiexna
TpaHcopMHpanusg MOTEHIMAI Ha MPHUIETHUTE TEPalud B OHKOJOTHATA, KaTro ce
u3CclenBaT MEXaHM3MUTE Ha JCWCTBUE, TMPEIU3BUKATEICTBATA M  BBIHYBAIIUTE
MEPCIEeKTUBU Tpea TsaX. Upe3 MHTerpupaHeTo Ha TEHOMHO NMpoduiInpaHe, TECTBAHE Ha
OvomMapkepH U CbBPEMEHHH TEXHOJOTUM OHKOJIO3UTE MOTarT J1a alanTHpaT JICYEHUETO KbM
YHUKQJIHHS TYyMOpeH NpoQui Ha BCEKM IMalMEHT, ONTUMHU3UpPAWKHU IIaHCOBETE 3a
TepareBTHUeH ycnex. Hauanoro Ha nmepcoHanu3upanaTa MeJUIIMHA B OHKOJIOTUSITA O€JIexU
IpoMsiHA Ha MNapagurMara, Ipud KOATO PaKbT BeYe HE CE OINpeaess €IUHCTBEHO OT



MECTOIIOJIOKEHUETO MY, a OT OCHOBHATa My I'€HETHYHA CTPYKTypa, KOETO MPONpPaBs MbTA
KBbM N0-€(DEKTUBHU U [10-MAJIKO TOKCUYHU TEPAITUH.

IMoka3zares I'8. [lyOnukaruu u 1okaaau, myOJuKyBaHH B Hepedepupanu Criucanus
C Hay4qHO pelleH3MpaHe WX MyOJIMKyBaH! B PEIAKTHPAHU KOJIEKTUBHU TOMOBE:

I'8.1. | Tomoposa A, IIBetkoBa A, BenueBa A, PageBa M, JleueBa K, T'eopruesa T, Arosa H.
Kauecmso na ocusom ma nayuenmu ¢ OpOHXUANHA aACMMA 6 OemCKAd 6b3PAchi.
Bapuenckun menunmncku Gopym. 2014; 3(1): 52-56

PE3IOME

Bponxuannara acTMa € OCHOBHA TpUUYMHA 32 3200JI1€MOCT CpeJl ienaTa B pa3Butute cTpanu. [Ipes
MOCJICHUTE JIECETUIIETHUS TOJIsIM OpOoil eNuIeMUOIOTHYHY IIPOYYBaHUS YCTAaHOBSBAT ITOBUIIIABAHE
Ha YecToTaTa Ha JeTcKara acTMa, KOETO IpaBU TOBA PECIUPATOPHO HApyUIEHUE Hail-ueCcTOTO
XpPOHMYHO 3a00siBaHEe B JETCKa Bb3pacT. MHOXecTBO ()akTOpH ca OTTOBOPHHU 3a OIpPOMHATA
3a00J151€MOCT OT acTMa: OTKJIIOYBAILM (aKTOPH OT BBHIIIHATA CPeJla, U3IOJI3BAHE HAa HEMOAXOSIIN
MPOTHUBOBB3MNAIUTEIHN MEIUKAMEHTH, JIMIICA HAa ChACHCTBHUE 110 OTHOIICHHE HA TEPANEBTUYHUS
PEXUM, HEAOCTAThYHO OOyUeHHUE Ha Jelara MauueHTH U poaurenure uM. KauectBoTo Ha KUBOT
Ha TOJpPACTBAIIUTE, CTpajalld OT OpOHXHAHA acTMa, U TEXHHUTE CEMEWCTBA YECTO € CHIIHO
BJIOILIEHO. ACTMara MOKE J]Ja OTPaHUYH Bb3MOKHOCTTA Ha Jielara Ja Urpasrt, y4yar  CIIAT, 1a BOJIAT
HOpMaJIeH akTHBEH >UBOT. IlocTuraHero Ha KOHTpOJ Ha 3a00JsBaHETO € IVIaBHA IeJ Ha
npoBexaanoro neueHue. The Global initiative for asthma (GINA) ompenens KOHTpoia BbPXY
acTMara KaTo MUHMMAaJHH XpOHUYHU CUMITOMH, O€3 CIEIIHU OCEIIEeHHs MpH Jiekap, 0e3 HyX/J1a
OT cracsBaBallll MEJUKAaMEHTH, HOpMaJlHa €KeJHEBHAa aKTHUBHOCT, COLIMAJHA ajanTauus M
nocemaemMoct Ha yuyuiuiie. Llenra Ha npoyuBaHeTo € Ja aHaJIM3HMpa KaueCTBOTO HA KMBOT Ha
Jerara ¢ OpoHXHaiHa acTMa Ha 0a3ara Ha MOCTUTHATHS KOHTPOJ Ha 3a00JsIBaHETO. 3a MOCTUTaHE
Ha IIeJITa € MPOBEIEHO aHKETHO MpOy4YBaHe Ha TepUTOpHsATa Ha rpaj Bapha cpen poxurenu Ha
Jiella B Pa3IM4HU BB3pAacCTOBU rpynu. J[aHHUTE OT aHKETHTE ca 00pabOTEeHH ¢ TMOMOIITa Ha
METEeMaTUKO-CTATUCTUYECKH METOIM, a pe3ylTaTHTe ca TMpencTaBeHu upe3 rpaduuHu
nzobpaxenusi. PesynararuTe mokas3Bar, ye B paHHA JE€TCKa BB3PACT, KOraTo Tepamusita ce
OCBIIECTBSIBA MO/ HAA30pa Ha POAMUTEINTE, C€ MOCTUTA MO-I00pPO KOHTPOIUPAIIO JICUCHUE B
CpaBHEHHE C IMepuoja Ha THUHUHEHKbpcKaTa Bb3pACT. bpoHXHanHara acTMa € XPOHUYHO
3a0o0iisiBAaHEe, KOETO C€ TMOBJIUSBAa HaW-100pe Mpu ,,TEPAEBTUYHO CHTPYAHUUYECTBO MEXKIY
KIMHUIMCTUTE, MAIIUEHTUTE U TEXHUTE CeMelCcTBa. BbBexxgaHeTo Ha o0y4aBaiy mporpamu 3a
Jiella U POAUTENH Iie MOoJoOpH KOMILIaibHCA UM M W3IBIHEHHWETO Ha TEXHUs WHIUBUAyaJleH
TEpaleBTUYCH IUIaH, a OT TaM — KOHTpPOJIa Ha 3a00JIIBaHETO M KadyeCTBOTO HA JKMBOT Ha
MalMEHTHUTE.



Todorova A, Tsvetkova A, Velcheva A, Radeva M, Decheva K, Georgieva T, Agova N.
Quality of life in patients with bronchial asthma in childhood. Varna Medical Forum.2014;
3(1): 52-56

ABSTRACT

Bronchial asthma is a major cause of morbidity in children in developed countries. In recent
years, a large number of epidemiological studies have found an increased incidence of
childhood asthma which makes this respiratory disorder the most frequent chronic disease
in childhood. Many factors are responsible for the huge incidence of asthma: triggering
factors from the external environment, the use of inappropriate anti-inflammatory
medication, lack of assistance with regard to therapeutic regimen, inadequate training of
patient (family). The quality-of-life adolescents suffering of bronchial asthma and their
families often is extremely deteriorated. Asthma may limit the ability of children to play,
learn and sleep, to lead normal active life. Achieving disease control is the main goal of the
treatment conducted. The Global initiative for asthma (GINA) defines control on asthma
as minimal chronic symptoms, no emergency medical visits, no need of saving medication,
normal daily activity, social adaptation and school attendance. The aim of this study is to
analyze the quality of life of children with asthma based on the achieved disease control.
To achieve this goal a survey was conducted among parents and children of various ages
in the city of Varna. Data from the surveys were processed using mathematical and
statistical methods, and the results are presented by graphic images. Results show that in
early childhood, when the treatment is performed under the supervision of parents, a well-
controlled treatment is achieved compared to teenage years. Bronchial asthma is a chronic
disease that is best affected in “therapeutic cooperation” between clinicians, patients and
their families. Implementation of training programs for children and parents will improve
their compliance and execution of their individual treatment plan, and hence disease control
and quality of life of patients.

I'8.2. | Tomoposa A, IIBetkoBa A, BenueBa A, PageBa M, JleueBa K, T'eopruesa T, Arosa H.
AnepeuuHuam puHum — puckoe oaxmop 3a OpoOHXUAIHAMAa AcCmma 8 0emcKa 8b3pacm.
Bapnencku meqummnacku gopym. 2014; 3(2): 25-28

PE3IOME

[Ipe3 mocrneaHuTe AECETHIIETHUS KAKTO B IIENUSl CBSIT, TaKa W y HAc ce HaONI0/JaBa BUIAMMO
3a4ecTsSBaHE Ha aJepruyHUTE OOJIECTH, BKJIIOYHMTEITHO W HAa TE3W HA JUXaTelHaTa CUCTeMa —
OpoHXHMaJHA acTMa W aJepruyueH PUHHUT. EnuaeMuonornyHuTe MpoydYBaHHs MOKa3BaT, Y€ TE3U
3a00JIIBaHUSI YECTO CBHIIECTBYBAT €IHOBPEMEHHO NpPU €IWH W CHIIM TMalUeHT. AJepreH-
cnenupuyHaTa CEHCUOMIM3AIMS € €IMH OT Hal-BaXHUTE PUCKOBU (DaKTOpHW 3a pa3BUTHUETO Ha
acTMa IpH Jenarta. AJIPrUYHUAT PUHUT OOMKHOBEHO MpeAmiecTBa actmara. [IpeamocraBkaTa
,ClHA JIMXaTellHA CHCTeMa, eIHO 3a0oisBaHe OeJeXH TNpOMsSHA B JOUATHOCTHKATAa U



TEpaneBTUYHOTO JICUCHHE Ha AMXaTelnHuTe aneprud. [loHactosimem anepreH-crenupuaHaTa
MMYHOTEpanus, IpUJIokeHa B paHHa (a3a Ha 3a00JSIBAHETO, € €JUHCTBEHOTO JICYCHHE, KOETO
MoOke Ja uma Oonect-moauduuupani edekr. Lenara Ha mpoydBaHETO € J1a aHAIKU3UPa KaKBa 4acT
OT AenaTa ¢ OpOHXHMAaJIHA acTMa CTPaJaT OT aJlEPrHYeH PUHHUT U KOU Ca Hali-4ecTO M3IOI3BAaHUTE
TEpaneBTUYHU CXEMH U MPAKTHKHU 32 MPOQPHIAKTHKA M JeUueHHe Ha 3a00JisBaHeTo. 3a IenTa e
MPOBEJICHO AaHKETHO MPOYyYBaHE Ha TEpPUTOpUATA Ha Tpaa BapHa cpen poautenu Ha jena,
cTpagamu OT OpoHxuanHa actMa. J[aHHUTE ca 0OpaOOTEeHM CTAaTUCTHYECKH Ha Oa3ara Ha
OTTOBOPHUTE Ha aHKETUPAHUTE W ca NpelAcTaBeHH Mo TrpaduyeH HauuH. Pesynrarute
MOTBBPKIIABAT, Y€ AJEPTUYHUAT PUHUT € HIMPOKO PaslpoCTpaHeHO 3a00JsiBaHE cpeja Jerara,
CTpajamy OT acTMa, KOETO YeCTO Cce MpeHeOpersa M He ce TUArHOCTHIMpPA U JIEKyBa HaBpeMe.
Pannara muarHocTHKa ¥ a/IeKBaTHUAT KOHTPOJI Ha aepPTUYHUS PUHUT Ca OT PEIIaBallo 3HaAYCHUE
3a CIIMpaHe Ha MPOTrPecupaHeTo Ha 3a00IIIBaHETO O aCTMa.

Todorova A, Tsvetkova A, Velcheva A, Radeva M, Decheva K, Georgieva T, Agova N.
Allergic rhinitis — risk factor for bronchial asthma in children. Varna Medical Forum. 2014;
3(2): 25-28

ABSTRACT

In recent decades, both worldwide and in our country, there is a noticeable increase in
allergic diseases, including those of respiratory system — bronchial asthma and allergic
rhinitis. Epidemiological studies show that these conditions often coexist in the same
patient. Allergen — specific sensitization is one of the major risk factors for the development
of asthma in children. Allergic rhinitis usually precedes asthma. The premise “one
respiratory system, one disease” marks a change in diagnostics and therapeutic treatment
of respiratory allergies. Currently allergen-specific immunotherapy, administered in the
early stage of the disease, is the only treatment that could have disease-modifying effect.
The aim of this study is to analyze what proportion of children with asthma suffer from
allergic rhinitis and what are the most common therapeutic schemes and practices used in
the prophylaxis and treatment of the condition. For this purpose, we conducted a survey
among parents of children suffering from bronchial asthma on the territory of the city of
Varna. Data were processes statistically based on respondent’s answers and were presented
graphically. Results confirm that allergic rhinitis is a widespread disease among children
with asthma and that is often neglected and not diagnosed and managed in time. Early
diagnostics and ad equate control of allergic rhinitis is crucial to stop the disease
progression to asthma.

I'8.3. | Marinov P, Ivanov D, Zlateva S, Dimitrova S, Kehayova G, Radeva M. Intravenous
lipid infusion in toxicological practice. Scripta Scientifica Pharmaceutica. 2018 Jun 4;
5(1):7-13




ABSTRACT

The use of intravenous lipid emulsions (ILEs) is a relatively new method of treatment in
toxicology. Initially, it was applied to control the resistant to other therapeutic methods systemic
toxicity of local anesthetics. In the last decade this therapeutic method has been approved and
recommended. Thereafter, attempts have been made to clarify the effect of ILEs in cases of acute
intoxications with lipophilic xenobiotics, other than the local anesthetics.

Mapunos I1, Usanos /I, 3naresa C, [lumurposa C, KexaiioBa I', PageBa M. UnTtpaBeHo3Ha

munuaHa uHQY3Usl B TOKCHUKOJIOTHYHATA MpakTHKa. Scripta Scientifica Pharmaceutica.
2018 ¥Oum 4; 5(1):7-13

PE3IOME

Nznon3Banero Ha nHTpaBeHo3HH Junuaau emysicuu (MJIE) e cpaBHUTETHO HOB METO/I Ha
JIeYeHUE B TOKCHKOJorusaTa. [IspBoHaYaHO ce mpuiara 3a KOHTPOJI Ha PE3UCTEHTHATa KbM
Jpyry TepaneBTUYHU METOJM CHCTEMHAa TOKCHMYHOCT Ha JIOKaJHUTE aHecTeTuuu. [Ipes
MOCJIEIHOTO JIECETUJIETHE, TO3U TEpaleBTUYEH METO/ € YTBBPJAEH U Ce€ NPEenopbyBa.
BriocnencTBue ca HampaBeHH OmMMTH 32 u3scHsBaHE Ha edekra Ha WJIE mpu ciydan Ha
OCTPHU MHTOKCHUKALIUU C JTUMOPUIHN KCEHOOMOTHIIN, PA3JIMYHU OT JJOKAJHUTE aHECTETULIH.

I'8.4. | Georgiev K, Radeva M, Pajpanova T. Potent inhibition of CYP3A4 by the
endomorphin-2 analogues. Proceedings of the 35th European Peptide Symposium.
2018; pp 283-285. https://doi.org/10.17952/35EPS.2018.283

ABSTRACT

Endomorphins are endogenous peptides, which are very potent and highly selective p-opioid
receptor agonists. Moreover, they possess a potent analgesic activity comparable to that of
morphine but are devoided of its’ undesirable effects. However, their use as therapeutic agents is
limited because of their pharmacokinetic features, such as stability and permeability via blood-
brain barrier (BBB). In our previous developments, modifications in the structure of
endomorphine-2 have shown an improvement in stability and permeability through the
membranes. In the current study, the goal was to investigate another pharmacokinetic feature,
namely the risk of drug interactions at the level of cytochrome enzymes. Peptides in this study
were synthesized by manual solid-phase procedures using techniques for Fmoc-protected amino
acids on Wang or MBHA Rink-Amide peptide resins respectively. A VIVID® CYP3A4 Screening
Kit was used for assessment of potential pharmacokinetic interaction. All of the synthesized
endomorphin-2 analogues showed potent and concentration-dependent inhibition of CYP3A4
which should be considered if they are used in clinical practice.



I'eoprues K, PageBa M, IlaitmanoBa T. Momuo naxubupane Ha CYP3A4 ot anano3u Ha
engoMmopun-2. Proceedings of the 35th European Peptide Symposium. 2018; pp 283-285.
https://doi.org/10.17952/35EPS.2018.283

PE3IOME

EnnomopdunuTe ca eH10reHHH eNTH/IU, KOUTO Ca MHOTO MOIIHH M CHUJIHO CEJIEKTUBHHU LL-
OMHOMJIHU pelenTopHu aroHucTH. OCBEH TOBa, T€ NMPUTEKABAT MOIIHA aHAJITETUYHA
aKTHBHOCT, CpPaBHHMMA C Ta3W HAa MOP(HUHA, HO Ca JIMIIICHH OT HETOBUTE HEXXEIaHU e()eKTH.
Bbrpexu ToBa, TAXHOTO M3MOI3BAaHE KAaTO TEPANIEBTUYHU CPEACTBA € OTPaHUUEHO MOpaIu
TEeXHUTE (PApMAKOKMHETHYHH XaPAKTEPUCTHKH, KaTO HAIIPUMEDP CTAOMIIHOCT U CITIOCOOHOCT
Ja TpeMHUHABaT Ipe3 KPbBHO-MO3bYHATa Oapuepa. B Hamm npeaumHu pa3paboOTKu
MonudUKaIMUTE B CTPYKTypaTa Ha eH1oMop(hHH-2 MoKkazaxa nogo0peHne B CTabUIHOCTTa
1 MeMOpaHHUs nepmeadmnTeT. HacTosmoro npoy4yBane uma 3a e Aa ce U3CiIeBa Apyra
(apMaKOKMHETHYHA XapaKTEePUCTHKA, & UMEHHO PUCKBT OT JIEKAPCTBEHU B3aUMOJICHCTBUS
Ha HMBO LIMTOXPOMHM eH3uMu. llenTuaure B TOBa MpOy4yBaHE Ca CHHTE3UpPAHH upe3
TBBpAO(a3HH Tpolenypu, KaTo Cce M3MONA3BaT TeXHUKH 3a Fmoc-3ammurenu
amuHOKHcenuHu Bbpxy Wang numn MBHA Rink-Amide nentuaau cMoiau chOTBETHO. 3a
OLIEHKa Ha TOTEHIMAIHOTO (hapMaKOKMHETUYHO B3aUMOJAEHUCTBUE € M3MO0JI3BaH KOMILJIEKT
3a ckpuauHr VIVID® CYP3A4. BCHYKH CHHTE3MpAaHH aHAJO3M HA €HAOMOP(HH-2
MOKa3BaT MOMIHA U Jo303aBucuMa uHxuOumms Ha CYP3A4, koeto TpsOBa aa ce uma
MIPEBU/I, aKO C€ M3MOI3BaT B KIMHUYHATA MTPAKTHKA.

I'8.5. | Georgiev K, Radeva M, Balacheva A, Michaylova S, Pajpanova T. Modulation of
CYP3A4 by the RGD-and Neurotensin (8-13)-analogues. Proceedings of the 35th
FEuropean Peptide Symposium. 2018; pp 215-216.
https://doi.org/10.17952/35EPS.2018.215

ABSTRACT

RGD- and Neurotensin(8-13)-based drug design is a hopeful perspective for drug development.
There is a great deal of data of the observed therapeutic effects of the both sequences (e.g.
anticancer, analgesic etc.), but little is known about the pharmacokinetic of these peptides and the
possible drug interactions in which they can be involved. Because of that, we decided to check
whether these sequences are able to affect the activity of the most common cytochrome P450
enzyme CYP3A4, responsible for the most drug interactions. Peptides in this study were
synthesized by manual solid-phase procedures using techniques for Fmoc-protected amino acids
on Wang or MBHA Rink-Amide peptide resins respectively. Potential pharmacokinetic
interactions were investigated using a VIVID® CYP3A4 Screening Kit. It was observed that both
RGD-analogues (1 and 2) modulate the activity of CYP3A4, while neurotensin(8-13) and its
analogue did not show activity on CYP3A4.



I'eoprueB K, PagneBa M, bamaueBa A, MuxaiinoBa C, [laiimanoBa T. Momynamus Ha
CYP3A4 or RGD- u neBporensun (8-13)-ananosu. Proceedings of the 35th European
Peptide Symposium. 2018, pp 215-216. https://doi.org/10.17952/35EPS.2018.215

PE3IOME

Ju3aifHpT Ha JekapcTBa, Oasupan Ha nentugute RGD u HeBporensun (8-13), e
oOHa/iex1aBalla epcreKTUBa 3a pa3padoTBaHe Ha HOBU JiekapcTBa. MiMa MHOro 1TaHHM 3a
HAOMIOAaBaHUTE TepaneBTUYHH e(QEeKTH Ha JBETe IMOCIEI0BAaTeIHOCTH  (HAMp.
MIPOTUBOPAKOBH, AHAJITETMYHH MU T.H.), HO (papMakOKMHETHKAaTa Ha Te3U MENTUAU U
BB3MOXXHHUTE JICKAPCTBEHH B3aUMOJCHUCTBUS, B KOMTO MOTaT Ja ydacTBaT ca ciabo
npoydenu. [lopanu ToBa, pemmxme Ja MpoBEPUM AU T€3H MOCIEA0BATEITHOCTHA MOTarT J1a
MOBJIMSIST HA aKTUBHOCTTA Ha Haii-yecto cpemtanus mutoxpom P450 enzum CYP3A4,
OTTOBOPEH 3a MOBEYETO JIEKAPCTBEHU B3auMojeiicTBus. [lentuaure B TOBa Mpoy4yBaHe ca
CHUHTE3UpPaHU 4Ype3 TBbpAO(A3HU HPOLENypH, Karo ce H3IMOoJI3BaT TeXHUKU 3a Fmoc-
3amUTeHn aMuHOKUcenuHu BBpXy Wang miu MBHA Rink-Amide mentumau cmonu
ChOTBETHO. lloTeHIMamHuTe (apMaKOKHMHETUYHU B3aMMOJCHCTBHUSI Ca W3CIICABAHH C
TIoMoIInTa Ha KOMIUIEKT 3a ckpuauHr VIVID® CYP3A4. berne HaOmonaBaHo, e U JBaTa
RGD-anano3u momymupar aktuBHoctTa Ha CYP3A4, nokaro neBporeHsuH (8-13) u
HETOBHST aHAJIOT HE NOKa3BaT akTUBHOCT BbpXy CYP3A4.

I'8.6. | PaneBa-UimeBa M, Kupunos b, Teoprues K. IloreHumanHu JekapcTBEHU
B3aMMOJICHCTBUSl TIPU JICUCHHE C TUPO3MH KHUHA3HH HHXUOUTOpHU. [O0OUWHUK NO
oonnuuna papmayus. 2019 Oxkt; 5(1): 60-67

PE3IOME

[Ipe3 mocnemHute TOAWMHHM ce HAOMIOAAaBa TOJSM HAMpPEIbK IMPH JIEYCHHETO HAa TYMOPHHUTE
3a00Js1BaHMS TOPAH BHBEXKIAHETO HA HOBU (hapMaKOJIOTMYHH MOXOM KaTO TapreTHaTa Teparnus
U UMyHOTepanusTa. TapreTHaTa Tepamnus ce ChCTOM B MOTHCKAHE aKTHBHOCTTA HA cHelu(pUIHU
TapreTHH MOJIEKYJIM B TYMOPHHUTE KJIETKH, HEOOXOMUMH 3a KIETBYHHUS WM PaCTEK,
mudepeHuanus 1 orensBane. OcoOeH HHTEpec MPEACTaBIABAT WHXHUOUTOPUTE HA THUPO3UH
KWHA3UTe, NMPOTEMHH, KOUTO WTPasT OCHOBHA pOJsl B KJIEThUHATA CHUTHAIU3AIWMS, THH KaTo
CBPBXEKCIIPECHs WM MYTaHTHH (OPMHU Ha TOIsSAM Opoil TUPO3WH KHHA3M Ca OTKPHUTU TPHU
MHOXE€CTBO TyMOpH. THpPO3MH KHHAa3HUTE HHXHOUTOPU OJOKMpAT aKTUBHOCTTA HAa THPO3UH
KMHA3WTE U HapyIllaBaT BbTPEKJIEThUHATA CUTHAIIHA TPAHCAYKIIUS, KaTO 10 TO3W HAYUH IMTOTHCKAT
pacTtexa W pa3BUTHETO HAa PAKOBUTE KIETKU. JIeueHHETO ¢ THPO3WH KUHA3HU WHXHOUTOPH ce
MoHacs 100pe, KaTo €IMH OT OCHOBHUTE MPOOIEMH MIPU MPUIIOKEHUETO UM € IMOBUIICHUSAT PUCK
OT BB3HUKBAHE Ha JICKAPCTBEHH B3aUMOJICHCTBUS MPU €THOBPEMEHEH NIPUEM C JAPYTH JEKapCTBa.
B Hacrosimus 0030p ca onucaHW MOTEHIUATHUTE JIEKapCTBEHH B3aMMOJICHCTBUS, KOUTO Onxa
MOIJIM Ja Bb3HUKHAT NPU JICYCHHE C HAKOM THPO3MH KMHa3HH MHXHOuTOpU (ALK mHXuOUTOpH,
TRK nnaxubutopu, EGFR naxuburopu, FGFR nuaxuburtopn), n3non3Banu 3a JjeueHUE HA PEIKH U



arpecuBHu Qopmu Ha pak. HeoOGxomumo e BHHUMATenHO MomOupaHe Ha JIeKapcTBaTa, KOMTO CE
IpueMar eIHOBPEMEHHO C TUPO3UH KMHA3HUTE MHXHOUTOpPHU C IeN Ja ce n30erHar mpoMeHU B
IUTa3MEHUTE WM KOHIICHTPAIMH, KOMUTO MOTaT Ja peQreKTHpaT BbPXYy TEpaNeBTHUYHUTE U
TOKCUYHHUTE UM €(PEKTH.

Radeva-Ilieva M, Kirilov B, Georgiev K. Potential drug-drug interactions with tyrosine
kinase inhibitors. Annual for Hospital Pharmacy. 2019 Oct; 5(1): 60-67

ABSTRACT

There has been great progress in the treatment of tumors in recent years due to the
introduction of new pharmacological approaches such as targeted therapy and
immunotherapy. Targeted therapy is associated with suppressing the activity of specific
targeting molecules in the cancer cells necessary for their growth, differentiation and
survival. Of particular interest are tyrosine kinase inhibitors, proteins that play a major role
in cell signaling, since overexpression or mutant forms of a large number of tyrosine
kinases have been found in multiple tumors. Tyrosine kinase inhibitors block the activity
of tyrosine kinases and disrupt intracellular signal transduction, thereby inhibiting the
growth and development of cancer cells. Treatment with tyrosine kinase inhibitors is well
tolerated and one of the main problems with their administration is the increased risk of
drug interactions when co-administered with other drugs. This review describes the
potential drug-drug interactions that may occur during the treatment with certain tyrosine
kinase inhibitors (ALK inhibitors, TRK inhibitors, EGFR inhibitors, FGFR inhibitors) used
to treat rare and aggressive tumors. Careful selection of drugs that are co-administered with
tyrosine kinase inhibitors is needed in order to avoid changes in their plasma concentrations
that may lead to changes in their therapeutic and toxic effects.

I'8.7. | Georgiev K, Radeva-Ilieva M. In vitro inhibitions of CYP2C9 and CYP3A4 by
fractions isolated from Goji berry (Lycium barbarum) fruits. Scripta Scientifica
Pharmaceutica. 2019; 6(1): 17-21

ABSTRACT

INTRODUCTION: Lycium barbarum L., known as Goji berry, is widely used as a medicinal and
functional food. Apart from the positive therapeutic properties it possesses, it can inhibit enzymes
involved in the metabolism of drugs and it can cause herb-drug interactions (HDIs).

AIM: The aim of the study is evaluation of the potential of polysaccharide and polyphenolic
fractions isolated from L. barbarum fruits to inhibit the activity of CYP3A4 and CYP2C9.
MATERIALS AND METHODS: The inhibitory effects of polysaccharide and polyphenolic
fractions isolated from L. barbarum on CYP3A4 and CYP2C9 activity were determined using
Vivid® CYP3A4 and CYP2C9 Green Screening Kits.



RESULTS: Both fractions inhibit the activity of investigated CYP isoenzymes. The polyphenolic
fraction was more potent with IC50 values of 0.119 mg/mL and 0.048 mg/mL against CYP3A4
and CYP2C9, respectively. The polysaccharide fraction has inhibited CYP3A4 and CYP2C9 with
IC50 values of 2.244 mg/mL and 4.094 mg/mL, respectively.

CONCLUSION: The use of beverages based on L.barbarum can lead to herb-drug interactions
(HDIs). Further research in this direction will assess the significance of these interactions.

I'eoprues K, Panesa-Mnuesa M. In vitro naxubunmst Ha CYP2C9 u CYP3 A4 ot dpakuumy,
M30JIMpaHd OT T1iomoBe Ha romku Oepu (Lycium barbarum). Scripta Scientifica
Pharmaceutica. 2019 1.; 6 (1): 17-21

PE3IOME

BBBEJIEHUE: Lycium barbarum L., u3Becten karo ['omkxu 6epu, ce U3Moa3Ba MIMPOKO
Karo jedeOHa u (yHKIMoHamHa XpaHa. OCBEeH MOJOKUTEITHUTE TEPANieBTUUHN CBOMCTBA,
KOWTO MPUTEkKABA, TOKH OEpU MOXKE J1a MHXUOMpaA CH3UMHTE, YYaCcTBAIIM B METa00Iu3Ma
Ha JIeKapCTBaTa, W Jla TPEIU3BUKAa B3aMMOJCHCTBHS C €IHOBPEMEHHO IpPHEMaHU
MEIMKaMEHTH.

LEJI: Ilenra Ha wu3cielBaHETO € OIEHKAa Ha MOTEHIMajla Ha MOJU3aXapUAHUTE U
nonuderonHn (pakmu, u3oNMpaHd OT TiomoBere Ha L. barbarum, ma waxuOupar
aktuBHOCTTa Ha eH3umMuTe CYP3A4 u CYP2C9.

MATEPUAJIN N METOIAU: WuxubutropHure edekTH Ha MNOIU3aAXapUIHUTE U
nondenonHu Gpakmun, uzonupanu ot L. barbarum, Bepxy akruBHocTTa HAa CYP3A4 1
CYP2C9 6sxa onpenenenu ¢ nomomra Ha Vivid® CYP3A4 u CYP2C9 Green Screening
Kits.

PE3VIITATU: U nBere dpakuumu wHXUOUpAT akTUBHOCTTA Ha wuscieaBaHute CYP
n3oen3umu. [lonudenonnara ¢pakiusa e mo-momHa cbe croiHoctu Ha IC50 ot 0.119
mg/mL u 0.048 mg/mL cnpsmo CYP3A4 u CYP2C9, cwrorBetno. IlonmmuzaxapumgHara
¢dpakuus naxudupa CYP3A4 u CYP2C9 cwe croitnoctu Ha IC50 choTBeTHO 2.244 mg/mL
u 4,094 mg/mL.

3AKJIFOYEHUME: Ynorpebara Ha HanuTku Ha 0azara Ha L.barbarum moxe na nosene 1o
B3anMoencTBus omika-nekapctso (HDI). JlombiHuTeTHY H3ClIeIBAHUS B Ta3U MTOCOKA II1e
OLICHST 3HAYMMOCTTA Ha T€3U B3aUMOZECHCTBUS.

I'8.8. | XBbpuanona H, I'eopruesa M, Panesa-UnueBa M, CroeBa C, ['eoprues K. Mopeto —
M3TOYHHUK Ha OMOAKTHBHHM BellecTBa. Bapnencku meouyuncku gopym. 2020; 9(1): 34-
39

PE3IOME



Cenemuecer W MET MPOIEHTa OT 3eMHATa MOBBLPXHOCT € IMOKpPHTAa C Boma. Mopckara cpenia
MPEIOCTaBs OIPOMEH EKOJIOTHYCH PEeCypc, BKJIFOUBAIl Pa3HOOOpa3We OT BOJHH PACTEHHUS M
KUBOTHH, U € W3KIIIOYUTEIICH pe3epBoap 3a OMOAKTUBHU BEIIECTBA, MHOTO OT KOWTO HMar
CTPYKTYPHH U XMUMHUYCCKU XapaKTEPUCTUKH, JMIICBAIIIM B 36MHUTE €CTCCTBCHHU MPOAYKTH. Te3u
BOJIHM OPTaHU3MHU CE€ W3CJIEABAT KaTO aHTHOAKTEPHATHU, UMYyHOMOYJIUPAIH, AHTUMUKOTUYHH,
MIPOTHUBOBB3MAIUTEITHHA, aHTHKAHIIEPOTCHHH, aHTUMHUKPOOHH, HEBPOTIPOTCKTUBHH, aHAJITCTUYHU 1
aHTUMaJapUHN CPEACTBA, a CHINO TaKa HAKOM OT TAX Ca CE JIOKa3ajld Karo XOMEOIaTHYHH
MOHOIIpenaparu. 3acera umMa JieceT 0JI00pEeHU B Pa3IMYHU YacTH Ha CBETa JIGKAPCTBA C MOPCKHU
MIPOU3XOJI, & TPUHAJIECET CheIUHEHHS CE HAMHUPAT B PA3JIMYHU €Taly Ha KIMHUYHH TPOYYBAHUS.
W3BecTHH ca MHOTO TOJISIM OpOi MOPCKH CheIMHEHU S/ MOJIEKYJTH, KOMTO Ca B IPEIKJIMHUYHHUS €TaIl
Ha TecTBaHe. B XoMeomnaTusTa ChIo ce U3MOI3BaT METUKAMEHTH C MOPCKH IPOU3X0/1, B bbiarapus
ca peructpupaHu 6 MOHONpenapara, KOUTO c€ J0OMBaT OT MOPCKHM OpraHu3MHu. Mopckara
(dapMakoJIorus mpejyiara OrpoOMHO TOJIe 3a M3CJIe/IBaHE Ha JISKApCTBAa C MOPCKHU IMPOU3XOJ, HO
BBIPEKH TOBA HAJTMYHUTE PETHCTPUPAHU JICKAPCTBA, MMOJyYeHU OT MOPCKU OPTaHU3MH, 3acera ca
CPaBHUTCIIHO OTpaHMYCHU. MHTEpechT KbM MOPCKHTE BHJIOBE NpPOABIDKaBa Ja HApacTsa,
00sICHEHNEeTO 3a TOBa € (PaKTHT, Ue B MOPCKUTE OMOAKTUBHHU BEIISCTBA Ca BJIOYKCHHU HAJl YCTHPH
MUJIHAp/Ia TOJMHU €BOJIONNS B KOMOWHATOPHATA XMMHUS B MOPCKUTE OPraHU3MH, HACOUYCHA KbM
nonxonsia u e(hekTuBHa OMOJIOTUYHA AKTUBHOCT.

Hvrchanova N, Georgieva M, Radeva-Ilieva M, Stoeva S, Georgiev K. The sea - a source
of bioactive substances. Varna Medical Forum. 2020; 9(1): 34-39

ABSTRACT

Seventy-five percent of the Earth‘s surface is covered in water. The marine environment

provides a huge ecological resource, including a variety of marine plants and animals, and
is an exclusive reservoir for bioactive substances many of which have structural and
chemical characteristics that are absent in natural terrestrial products. These marine
organisms are researched as antibacterial, immunomodulating, antifungal, anti-
inflammatory, anti-carcinogenic, antimicrobial, neuroprotective, analgesic and antimalarial
agents with some of them having proven themselves as homeopathic monoremedies. At
present, there are ten drugs of marine origin approved in different parts of the world, and
thirteen compounds are at different stages of clinical trials. There are many marine
compounds/molecules that are in the pre-clinical stage of testing. Substances of marine
origin are also used in homeopathy, 6 monoremedies extracted from marine organisms are
registered in Bulgaria. Marine pharmacology presents a huge field for research of
medicines of marine origin, but nevertheless the available registered drugs derived from
marine organisms are relatively limited. Interest in marine species is on the rise. The
explanation for this is more than four billion years of evolution invested in the combined
chemistry of marine organisms’ bioactive substances, aimed at appropriate and effective
biological activity.



I'8.9. | PaneBa-UnueBa M. Pons Ha OonmuHuunHus (apmaneBT 3a MpenoTBparsiBaHe Ha
JICKapCTBEHU B3aUMOICWUCTBUSA B KIMHUYHATA MNpakTHKA. [oouwHux no OOIHUYUHA
Gdapmayus. 2023; 9(1):28-35

PE3IOME

JlekapcTBeHHTE B3aMMOJCHCTBUSI TPENCTABISABAT CEPHO3EH IMpoOIeM 3a ChBpEMEHHATa
(dapmakoTepanus B CBETOBEH Maiad, Thil KaTo MOTaT Ja OKakaT BIUSHHUE BbPXY 0€30MacHOCTTa
W/UIU  TepaneBTUYHUs e(EeKT Ha JieKapcTBaTa. B JombiHEHWE 4YeCTO ce HaOmojaBaT Ipu
XOCTIUTAIM3UPAHN MAIlMEHTH, KOUTO OOWKHOBEHO NMpHEMaT HIKOJKO JeKapcTBa €THOBPEMEHHO.
[Topagu TOBa ce THPCAT pa3IMYHH CTPATETUU 32 OTKPUBAHE U TPEJAOTBPATSIBAHE HA OIMACHU
B3anMoencTBus. Llenra Ha HacTosara padbora € ga 0000 OCHOBHUTE MEXAaHU3MH, TIO KOUTO
BB3HUKBAT JICKAPCTBEHU B3aMMOJICHCTBUS U J1a OIEHH POJsITa Ha OOMHUYHHUTE (apMaleBTH 3a
uaeHTU(UIIMPAHe U TPEJOTBPATIBAHE HA MOTCHIIMAIHO OMACHU JIEKAPCTBEHH B3aUMOCHCTBHUS.
Crnopenr W3rOTBEHUs JIUTEpATypeH 0030p Hal-4ecTo JIOKJIAJBAHUTE KIMHUYHO 3HAYUMHU
B3aMMOJACUCTBHSI Ce ABJDKAT Ha MOAYJIMPAaHE HA aKTHBHOCTTA HA JICKAPCTBO-METa00IU3NPALIHTE
€H3UMH WJIM Ha TpaHcMeMOpaHHHM TpaHcroprepu. HeoOxomumu ca 3aaba004eHH MO3HAHMS 32
(hapMaKoJIOTHYHMSI W TOKCHUKOJOTUYHUS Mpodui Ha JeKapcTBara, 3a Ja ObJar pa3no3HaTH U
MPEOTBPATEHU HSKOU MOTCHIMATHY B3auMoseiicTBus. CieoBaTeiHo O0JHUYHNUTE (DapMalieBTH
MOTaT JIa UTPASAT CHIIECTBEHA POJIS 32 MOBHUINIABaHE HA O€30MacHOCTTA Ha nanueHTuTe. OCBEH TOBa
MPOBEXKIAHUTE OT OOJHUYHUTE (papMalleBTH MHTEPBEHIIMH KaTO ChIVIACYBaHE HA JIEKapCTBAaTa U
oOy4yeHHE Ha TMAlMEHTUTE TPU H3MHCBAHETO MOTaT Ja HaMalsAT Opos Ha MOCIJIEABAIIA
XOCHHTAJIN3AIINHU, KAKTO M PUCKA 3a MOsIBa Ha MPOOIeMH, CBbP3aHU C JIEKapCTBEHATA TEPAITHUSI.

Radeva-Ilieva M. Role of the hospital pharmacist in preventing drug interactions in
clinical practice. Annual for Hospital Pharmacy. 2023; 9(1):28-35

ABSTRACT

Drug-drug interactions (DDIs) represent a serious problem for current pharmacotherapy
worldwide, as they may influence drug safety and/or therapeutic effect. In addition, they
are often observed in hospitalized patients, who usually have to take several drugs
simultaneously. Therefore, different strategies have been sought to detect and prevent
dangerous interactions. The aim of the present work is to summarize the main mechanisms
of DDIs and evaluate the role of hospital pharmacists in identifying and preventing
potentially dangerous DDIs. According to the literature review, the most frequently
reported clinically significant interactions are due to modulation of drug-metabolizing
enzymes or transmembrane transporter activity. A deep understanding of drug
pharmacology and toxicity is necessary to identify and prevent certain potential
interactions. Hospital pharmacists can enhance patient safety through interventions such as



medication reconciliation and patient education at discharge, reducing hospital
readmissions and the risk of drug-related problems.

I'8.10. | PaneBa-UameBa M. I[lpemien Ha uMyHOTEpanusTa HNpU pak: UMYyHHH YEKIONHT

UHXUOUTOPH. [ 00uwnux no 6onnuyna gpapmayus. 2023; 9(1): 36-43

PE3IOME

HmyHoTepanusiTa mpeacTaBisBa METOI 3a JICYCHNE Ha MAJIMTHEHH 3a00JIsIBaH s, KOWTO NMa 3a I1eJ
Ia CTUMYJHpa MMyHHaTa CUCT€Ma Ha OpPraHM3Ma U 10 TO3W HAa4WH JIa YHUIIOXH TYMOPHHTE
KJIETKH. 3a IeNTa ce MpujaraT OCHOBHO MMYHHH YEKIOWHT mHXxuOuTOpu. ToBa ca nekapcTsa,
KOWTO HapyllaBal KOMHXHOWTOPHUTE CUTHAIHU MbTHINA B T-TMM(pOUUTHTE W CTHMYJIHPAT
AHTUTYMOPHHUTE UMYHHU OTroBOpH. Hail-uecture TapreTu 3a IMyHHUTE YEKIOWHT MHXUOUTOPHU
ca penenTop 3a nporpamupana kierbuHa cMbpt-1 (PD-1), nurann 3a mporpamupana KieTbyHa
cmbpt-1 (PD-L1) 1 nurotokcnyna T-nmumdonuT-acormupana monekymna-4 (CTLA-4). PD-1/PD-
L1 wuaxuburopure u CTLA-4 maxuOuToprTe HaMHpaT IIUPOKO MPUIOKEHHUE TPU Pa3IHIHU
BUJIOBE DPAaK, HANpUMEp MEJIaHOM, HEIPEeOHOKJIEThUEH OeNonpoO0eH KapIMHOM, KOJOPEKTalleH
KapLuHOM, e3odarealieH KapIHOM, YPOTEJICH KapIHHOM U ApYrH. B cpaBHeHHWe C Apyrure
MOAXO/I TIPH JICYCHUETO Ha PaK - KATO XUMHUOTEpaIus U IbUeTeparus, IMyHOTEpanusITa MoKa3Ba
nomoOpsiBaHe Ha KadeCTBOTO HA KMBOT U INMPEKUBSIEMOCTTA Ha TMALMCHTUTE U OOMKHOBEHO Ce
noHacsi mo-no06pe. B 3akiroueHne - BBIIpekH OypHOTO pa3BUTHE HA UMYHOTEpanusITa ¢ UMyHHHU
YEKINOWHT WHXUOUTOPU Mpe3 MOCICAHUTE TOAWHHU, Ca HEOOXOIUMH MOMBIHUTEIHU KIMHUYHU
npoy4BaHus 3a nmonoOpsiBane Ha O6e3onacHocTTa U eukacHoctTa Ha PD-1/PD-L1 w/unu CTLA-4
WHXHOUTOPHUTE IIPU CAMOCTOSTEITHO ¥ KOMOMHUPAHO MPUIIOKEHHE.

Radeva-Ilieva M. A review of cancer immunotherapy: Immune checkpoint inhibitors.
Annual for Hospital Pharmacy. 2023; 9(1): 36-43

ABSTRACT

Immunotherapy is a method of treating malignant diseases that aims to stimulate the
immune system to destroy tumor cells. For this purpose, immune checkpoint inhibitors are
mainly used. These drugs block coinhibitory signaling pathways in T-cells and thus induce
antitumor immune responses. The most common targets for immune checkpoint inhibitors
are programmed cell death receptor-1 (PD-1), programmed death ligand-1 (PD-L1), and
cytotoxic T-lymphocyte-associated protein-4 (CTLA-4). PD-1/PD-L1 inhibitors and
CTLA-4 inhibitors are widely used in the treatment of various types of cancer, for instance,
melanoma, non-small cell lung cancer, colorectal carcinoma, esophageal carcinoma,
urothelial carcinoma, and others. In comparison to other approaches to cancer treatment
such as chemotherapy and radiotherapy, immunotherapy has been shown to improve
patients' quality of life and survival and is generally better tolerated. In conclusion, while
immunotherapy with immune checkpoint inhibitors has seen rapid development in recent



years, further clinical studies are necessary to enhance the safety and efficacy of PD-1/PD-
L1 and CTLA-4 inhibitors, whether administered alone or in combination.

I'8.11. | PagneBa-UnmeBa M. I[lpernen Ha KIMHUYHO 3HAYMMHUTE B3aUMOJCHCTBUS MEXKIY

KOHBEHIIMOHAJIHU JIEKapCTBa U 3eJIeH Yail. Bapuencku meduyuncku gpopym. 2023; 12

PE3IOME

VYnotpebata Ha 3ejeH 4yail ¢ mpoduIakTuyHa W/ WK JedeOHa e € MHUPOKO pa3NpoCTpaHeHa B
CBETOBEH Mamiad. 3eJIeHUAT Yail € U3BECTEeH ChC CBOS AaHTHOKCUIAHTEH, IPOTHBOBB3IAIHUTEIIEH,
MPOTHBOTYMOpeH edekT u apyru. YaeHUTe jHcTa ChABPKAT PA3MUYHU OMOJOTMYHO AKTHBHU
BEIIECTBA U €HOBPEMEHHUSAT UM IIPHUEM C JICKAPCTBEHHU CPECTBA KpUE PUCK OT BH3HHKBAaHE Ha
MOTEHIIMAIIHO OMACHU B3auMojelcTBus. llenta Ha HACTOAIMIOTO TPOyYBaHE € Jla C€ OLEHHU
KIIMHUYHATA 3HAYMMOCT Ha B3aUMOCWCTBUATA, KOUTO MOTaT Jia Bb3HUKHAT MPU €IHOBPEMEHEH
IpueM Ha JieKapcTBa W 3eneH yail. Ciiex 3aabpi0oveH Mperie[] Ha HaydHaTa JIMTeparypa ce
YCTaHOBSIBAT peIulla MPOYYBAHUS KAKTO TMPU OMUTHH KMUBOTHHU, Taka M IPH XOpa, KOUTO
choOImaBar 3a HaONMOnaBaHU (PAPMAKOKMHETHYHU B3aMMOJCUCTBHUSI C ONPEICIICHU JIEKapCTBa.
[ToBedeTo aBTOpH MpEAIIONarar, 4Ye HaCTHIIWINTE B3aUMOACHCTBUS C€ IBJDKAT HA CIIOCOOHOCTTA
Ha EKCTPAKTa OT 3€JIeH Yaii, KAKTO M Ha ChABPIKAIIUTE CE€ B HETO KATEXUHH, OCHOBHO €ITUTaJI0OKaTe-
xuH-3-ranat (EI'KD'), na Mmogyaupar akTHBHOCTTA Ha HAKOM JIEKAPCTBO-META00IM3UPAIIY CH3UMHU
U TpaHCMeMOpaHHH TpaHCIOpTepH. B pesynrar Ha ToBa ce HaOMIOAaBaT MPOMEHU B TUIA3MEHUTE
KOHIICHTpPAIIMU HA JICKAPCTBATa, BOACIIN /IO MOBHIIEH PUCK 32 MOSIBA HA TOKCHYHU €(PEeKTH, WITH
HamasieHa €(DeKTHBHOCT Ha TepanusTa. JlekapcTBeHH B3aUMOIEHCTBUS ca HAOMIOAABaHU U MPHU
MpUEM Ha OIpPENEJICHN JIeKapCTBa ¢ KOGEHH, KOHTO CBIIO C€ ChAbpP)KAa B YacHHUTE JHUCTa. B
3aKJIIOYCHHE - €HOBPEMEHHATa ynoTpeda Ha JIEKapCTBeHH cpeacTBa cbe 3eneH yail, ETKID nmmn
koenH, moa kakBaro W ga € Gopma, MOXKE Ja JOBeAe N0 KIMHWYHO 3HAYUMH JIEKAPCTBEHU
B3aMMOZCUCTBHSI U HEOIArOMPHUATHY MTOCIEICTBY 3a MAIlUEHTA.

Radeva-Ilieva M. A review of clinically significant interactions between medicines and
green tea. Varna Medical Forum. 2023; 12

ABSTRACT

Green tea intake for prevention and/or treatment of diseases is widespread worldwide.
Green tea is known for its antioxidant, anti-inflammatory, anti-tumor effects, and others.
Tea leaves contain various biologically active substances and their concomitant use with
medicinal products carries the risk of potentially dangerous interactions. The aim of the
present study was to assess the clinical significance of interactions that may occur after co-
administration of drugs with green tea. A thorough review of the scientific literature was
conducted and a number of studies, both in experimental animals and in humans that
reported pharmacokinetic interactions with certain drugs were identified. Most authors
suggest that the observed interactions are due to the ability of the green tea extract, as well



as the contained catechins, mainly epigallocatechin-3-gallate (EGCG), to modulate the
activity of some drug-metabolizing enzymes and transmembrane transporters. As a result,
changes in plasma drug concentrations leading to an increased risk of toxic effects or
reduced therapy effectiveness are observed. Drug interactions have also been observed
after simultaneous intake of certain medications and caffeine, which is also present in tea
leaves. In conclusion, concomitant use of drugs with green tea, EGCG or caffeine, in any
form, may lead to clinically significant drug interactions and adverse patient outcomes.

IIbaHOTEKCTOBH Hyﬁ.nmcamm B HAYYHH CIIMCaAaHUS U CﬁOpHI/llll/I, HN3BbH
MUHHUMAJHUTEC HAYKOMCTPUYHMA U3NCKBAHUA 34 3a€MaHE Ha AI[ ,,IIOIICHT“

1. Marinov P, Ivanov D, Zlateva S, Dimitrova S, Kehayova G, Radeva M, Stoeva S.
Intravenous lipid emulsion infusion in acute intoxication with fenitrothion. Scripta
Scientifica Pharmaceutica. 2018 Jun 13; 5(1): 47-50

ABSTRACT

Acute intoxications with organophosphorus pesticides (OPs) are a challenge for the clinical
toxicology, because they are common, severe and with high lethality. Most OPs are lipophilic. In
recent years, intravenous lipid emulsion (ILE) has been successfully used to treat acute poisoning
with lipophilic xenobiotics. A clinical case of a 64-year-old male hospitalized after oral intake of
50 ml of fenitrothion is reported. He had been hospitalized with tachypnea and depressed
consciousness — 8 by Glasgow Coma Scale (GCS). Treatment standardized for this type of
intoxication was initiated. On the 3rd hour treatment with Intralipid 20% was started, with a bolus
dose of 1.5 ml/kg followed by infusion at a rate of 0.25 ml/kg/min to a total dose of 1000 ml. At
the 16th hour consciousness was restored to GCS-15. In severe OPs intoxications ILE can be used
as an additional method of controlling cardiotoxic and neurotoxic effects.

Mapunos I1, Usanos /I, 3narera C, Jlumutposa C, Kexaiiosa I, PageBa M, Croena C.
WNuTpaBeno3na nHQy3us Ha JTUIUIHA EMYIICUS TIPH OCTPa UHTOKCUKAIHS ¢ (PEHUTPOTHOH.
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PE3IOME

Octpute naTOKCHKAIMH ¢ opranodochopuu nectuuuan (OI1) ca mpeaus3BUKaTeICTBO 32
KJIMHUYHATa TOKCUKOJIOTHS, ThI KaTo ca YeCTH, IPOTHYAT TEKKO U Ca C BUCOK JIETAIUTET.
[ToBeuero OII ca munodunuu. [lpe3 mocrneaHWTe TOIMWHU MHTPABEHO3HATA JIUIHUIHA
emyncus (MJIE) ce u3non3Ba ycnemHo 3a JIeYeHUE Ha OCTPO OTpaBsSHE C JUMO(HIHU
kceHoOnotuiu. Onucan e KIMHUYEH clydail Ha 64-roAuIIeH MbXK, XOCTTUTAIM3UPAH CIIe]



nepopaie npueM Ha 50 ml denutpornon. Toil e OuUNl XOCTUTAIM3UPAH C TaxXUITHEs U
MOTHCHATO Ch3HAaHME — 8 TI0 ckajnaTa Ha [ masroy (GCS). 3amouHaTo € cTaHIapTHO JICYCHHE
3a TO3W BUJ MHTOKCWKanus. Ha 3-tust wac 3amouBa nedenue ¢ Intralipid 20% c i.v. bolus
no3a ot 1.5 ml/kg, mocnenana ot uady3us cbe ckopoct 0.25 ml/kg/min go obmia 103a oT
1000 ml. Ha 16-us yac cw3HaHuero € Bb3cTaHoBeHO 10 GCS-15. Tlpu Texku
uaTokcukauun ¢ OIl, WJIE Moxke ma ce UW3MoiM3Ba KATO JOMBIHUTEICH METOA 3a
KOHTPOJIMPAHE HAa KAPIUOTOKCHYHUTE U HEBPOTOKCUYHUTE CPEKTH.



