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08:30 - 09:30 PETUCTPALIUA
09:30 - 10:00 OTKPUBAHE, 3ana Komnac, PektopaTt

10:00 - 12:00 NMneHapHu aoknaagm
° 10:00 - 10:40 BecenuH ToHu4eB, "Mogen Ha KpucTaneH pactex 6e3 CbnbTCTBALLO
3apoguioobpasyBaHe”
o 10:40 - 11:20 Mapusa MapygnoBa, "[1onMenekTporiMTHU MHOFOCNONHN hrnnmu 3a
KOHTpONupaHo ocBoboxaaBaHe Ha NekapcTBeHU BellecTea”
° 11:20 - 12:00 HuHa XensaskoBa, "OTBOpeH Ko 1 OTBOPEHU AaHHM 3a NPUNOXKEHUS Ha
XUMMYHaATa N HaHO-UHopmaTukaTa"

12:00 - 13:00 O6egHa noymBKa

13:00 - 14:30 YcTtHu OJoknagu

e 13:00 - 13:15 Jlngua KannapoBa, "TecTBaHe n BanuaupaHe Ha kannmbpaunmoHHU
cTpaTerum npu onpegensHe Ha KOHUEeHTpaunda n pasMmepu Ha HaHoyacTuum cbe splCP-
MS"

e 13:15-13:30 CeneH Ucmaun, "CrHTe3 n oxapakrepuanpaHe Ha HOBWU pH-4yBCTBUTENHM
hnyopecueHTHM NONUMEPHU MULIENM 3a BUOMENLIMHCKO MpunoxeHue"

e 13:30 - 13:45 Nonuna [xxamb6a3oBa, "lMony4yaBaHe n oxapakTepnsanpaHe Ha KOMMNIIEKCHU
CbedVHEeHUs Ha 2-TuoypaLmn n Herosm NpomssogHN"

e 13:45 - 14:00 Hukonam JlymoB, "M3cneaBaHe Ha CTPyKTypa M MEXaHM3bM Ha pagukan
ynaesiHe Ha N-ankunupaHu 6eH3MM1Aa3010BY NPOAYKTM Ypes TeopeTnyHu MeToan”

e 14:00 - 14:15 UnkHyp Axmea, "CUHTE3 Ha HOBW (hepoLieH-ChabpXKalLn XeTePOoLUKIEeHN
cbeguHeHna"

e 14:15 - 14:30 UpeHa KocToBa, "PervoHanHa mpexa 3a MOHUTOPUHI Ha Bb3ayxa”



14:30 - 15:30 NMocTtepHa cecun

15:30 - 17:00 YcTHM goknaau

15:30 - 15:45 OecucnaBa KupkoBa, "C1HTE3 Ha HOBM BEH30TUA3010BN NPOU3BOAHN —
noTeHuuanHn TMpo3nHasHn nHxmburtopn"

15:45 - 16:00 Mapusa Apruposa, "VigeHTudunkaums Ha opraHn4yHn matepvanu B
XyOoXeCTBEHU TBOPOU Ype3 KOMOMHUPaHM aHaNUTUYHU MeToamn"

16:00 - 16:15 Nopwusa Ucca, "CuHTE3 HA HOBU HAHOCTPYKTYpUpPaHU MaHraH-uepuesmu
KaTanmsaTtopu 3a NbJIHO OKMUCIIEHME Ha eTunauertat”

16:15 - 16:30 OlecucnaBa NepruHoBa, "lN4yeneH Mea — Kak ga pasno3Haem UCTUHCKMS,
nanonssarviku AMP cnektpockonusa”

16:30 - 16:45 Nina Stoyanova, "Viral DNA polymerase inhibition by Graptopetalum
paraguayense phenolic acids. A theoretical study"

16:45 - 17:00 Codna CnaBoBa, "ObpasyBaHe Ha NMPMMUAMHOBUTE Ba3n LMTO3NH U
ypauun oT popmammg”

17:30 KokTenn
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VIRAL DNA POLYMERASE [INHIBITION BY GRAPTOPETALUM
PARAGUAYENSE PHENOLIC ACIDS. A THEORETICAL STUDY

Nina Stoyanova', Miroslav Rangelov?, Petia Genova-Kalu®, Venelin Enchev?,
Nadezhda Markova®

Ynstitute of General and Inorganic Chemistry, Bulgarian Academy of Sciences, Sofia,
Bulgaria,; “Institute of Organic Chemistry with Centre of Phytochemistry, Bulgarian Academy
of Sciences, Sofia, Bulgaria; 3National Reference Laboratory “Rickettsia and Tissue
Cultures”, Department of Virology, National Centre of Infectious and Parasitic Diseases,
Sofia, Bulgaria

Viral diseases are the primary cause of desth among human infectious diseases
worldwide. Herpesviridae is a large family of DNA-containing viruses that result in human
infections to varying extents. There are two types of herpes ssimplex virus, type 1 and type 2
(HSV-1 and HSV-2). Common therapies for herpes infections employ nucleoside analogs,
such as Acyclovir, and target the viral DNA polymerase, essential for viral DNA replication.
Systemic application of these agents is often limited by the development of drug-resistance or
toxicity, especially in immunosuppressed patients. A better understanding of the herpes virus
replication will help the development of new safe and effective broad-spectrum anti-herpetic
drugs that fill an unmet need. Recently we found that the total methanol extract from
succulent plant Graptopetalum paraguayense E. Walther (GP) demonstrates a significant
inhibitory effect on HSV-1, especially the GP phenaolic fraction. Since virus-encoded DNA
polymerase appears to be a key feature in the replication of large DNA viruses such as HSV,
we present theoretical investigations on the binding expedient of phenolic acids from this
fraction to viral DNA polymerase amino acids. Twelve different phenolic acids such as gallic
acid, trans-ferulic acid, syringic acid, and others were found By GS/M S analyses.

MOE 2016 software package was used to dock selected structures in the active site
defined in published XRD (X-ray diffraction) structures of the Herpes Simplex Virus 1 DNA
Polymerase. The structure was protonated according to implemented Protonate3D algorithm
and was scored according to implemented GBVI/WSA dG scoring function. According to this
scoring function, trans-ferulic acid and gentisic acid have optimal interactions with the
receptor.

From the results based on the molecular docking methods, we have modeled some
hydrogen-bonded complexes between phenolic and amino acids. The received data from our
guantum-chemical calculations suggest that all phenolic acids could form stable complexes
with amino acids from the DNA polymerase active site. The calculations were performed at
B3LY P/6-31+G(d,p) level of theory using GAUSSIAN 09 software package.



