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macne 2, 11,72% — 3, 10,66% — 4). 3To MOHOHEHACHIIIICHHAS KUCIIOTA,
KOTOpasi CITOCOOCTBYET CHMKEHHIO YPOBHS XOJIECTEpHHA B IIa3Me KPOBH
yenoBeka [2].

PamcoBoe Macimo comepXUT Takue He3aMEHHUMBIC IOJWHEHACHIIICHHbBIE
KUPHBIE KHCJIOTHI, Kak anbpa-mruHONEHOBYIO0 Kuciory (7,79 u 8,51% B
macnax 1,2; 9,37 u 9,13% B macnax 3,4), Tak ¥ JHUHOJIEBYIO KHUCIOTY
(19,59% — 1, 19,76% — 2, 12,60% — 3, 13,04% — 4). DTH KUCIOTHI TO-
JIO)KUTEITFHO BIFSIOT Ha CEPIACYHO-COCYIUCTYIO CUCTEMY, (DYHKIIMA MO3Ta
1 TICHXUYECKOe 310pOBhe [3].

BuiBoabl: YMeHbIICHUE COACpKAHHUS SPYKOBOW KHCIOTHI B PariCOBOM
MacJie TIPHUBEJIO K TOJYYCHUIO MHIINEBOI0 Macjia CO CPaBHUTEIHFHO HU3KHM
coJiepKaHNUEM HACHIIICHHBIX JXKUPHBIX KHUCIOT ¥ BBICOKUM COICP)KaHHEM
MOHOHCHACHIIICHHBIX M MOJUHEHACHIIICHHBIX KUPHBIX KUCIOT. braromxaps
TaKOMY COCTaBY MacJyio parca (KaHOJIbI) OJaronpusiTHO BIMSIET Ha 310POBbE

CEPAEYHO-COCYUCTON U IIEHTPATIbHON HEPBHOM CHCTEMBI.
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Prospects for the use of N-stearoylethanolamine as an effective antivi-
ral agent for the pharmacotherapy of herpes infection caused by hu-
man herpes simplex virus
10.V. Palladin Institute of Biochemistry of the National Academy of Sci-
ences of Ukraine, Kyiv, Ukraine
*State Institution «Institute of Epidemiology and Infectious Diseases. LV
Gromashevsky of the National Academy of Medical Sciences of Ukraine»,
Kyiv, Ukraine
Endogenous N-acylethanolamines (NAEs) are part of a large group of en-
docannabinoids - compounds that, together with the corresponding canna-
binoid receptors, make up the endocannabinoid regulatory system. NAE -
derivatives of N-acylated phospholipids (NAPE) - a large and diverse class
of signaling minor lipids. The data presented in the literature and the results
of our own research indicate that NAE is an attractive target for the devel-
opment of drugs for the treatment and prevention of cardiovascular, cancer,
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neurodegenerative diseases, viral infections and more. We have previously
shown that administration of saturated C18: 0 NAE N-
stearoylethanolamine (NSE) to influenza virus-infected mice reduced the
death of animals from influenza infection (Gula NM et al., 2014). It was
also found that NSE in doses of 10-300 mg / kg is non-toxic and does not
cause side effects. The aim of our study was to investigate the antiviral ac-
tivity of NSE against herpes simplex viruses type 1 and 2 in vitro and in
vivo.

Methods. In vitro studies used herpes simplex virus type 2 (HSV-2) - a
strain of VN obtained from the Museum of Viruses of the Institute of Vi-
rology. DI Ivanovsky RAMS. The virus was maintained by serial passages
in Vero cell culture. Infectious titer for JRS in cell culture was - 5.0 - 7.0 Ig
TCD50 / 0.1 ml. A model of herpes meningoencephalitis in mice was used
to study the antiherpetic effect of NSE in vivo. Used lyophilized herpes
simplex virus type 1 (HSV-1), strain VC. Animals (n = 10) were infected
with herpes virus by intracerebral injection in a volume of 0.03 ml of viral
suspension. The value of the infectious dose in the experiments was equal
to 1-10 LD50 (lethal doses for mice). NSE was administered to animals (n
= 10) intraperitoneally at a dose of 0.2 mg / kg body weight. Virolex from
KRKA (Slovenia) was used as a reference drug. Infectious activity of the
herpes virus was studied by animal mortality and infectious titer of the vi-
rus in brain tissue. NSE was administered in two ways: 24 hours before
infection - a prophylactic way and 24 h after infection with the herpes virus
- a treatment way. Evaluation of drug activity was performed by comparing
mortality and inhibition of infectious titer in brain tissue in experimental
and control groups.

Results. The mortality of control animals infected with the herpes virus
was 100%. NSE was found to be effective in inhibiting the reproduction of
herpes virus type 2 at concentrations of 10-6 to 10-8 M in Vero cell culture
(selectivity index 103). In the group of mice receiving NSE at a dose of 0.2
mg / kg body weight before infection with the herpes virus, 40% of the an-
imals survived. In the group receiving virolex at a dose of 10 mg / kg body
weight, 50% of the animals survived. Inhibitory infectious titer in mouse
brain tissue in Ig ID50 was 2.0 for NSE, and 2.5 for virolex. In the case of
NSE according to the treatment regimen, 75% of the animals survived, and
in the group of mice treated with virolex - 50% of the animals. In this case,
the inhibitory infectious titer in the brain tissue of mice in Ig ID50 was
equal to 2.5 for NSE and Virolex.

Conclusion. Therefore, NSE exhibits pronounced antiviral activity against
herpes simplex virus in both in vitro and in vivo studies and is effective in
both prophylactic and therapeutic ways of application. This indicates the
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prospect of developing NSE-based drugs for the prevention and treatment
of human herpes infections.

Koxanoeckuii A.1.!, Koxanoeckas E.IO.?
B3anmopneiicTBHe IMOIMHA ¢ KJIETOYHBIMH MeMOpaHAMH
THY «Uucrutyt ¢pusuonorun HAH Benapycw», Munck, PecriyGnuka be-
Iapych
2V O «Benopycckuii ToCy1apCTBEHHBIH MEIUIMHCKUN YHUBEPCHTETY,
Mumnck, PecyOnuka benapychb

OmomuH (6-metni-1,3,8-TpUTrHAPOKCHAHTPAXWHOH) — METa0OJIUT MHOTHX
pacTeHui, TpUOOB, JTUIIAWHUKOB, 0E€CITO3BOHOYHBIX. DKCTPAKTHI U3 PaCTH-
TEJIBHOTO CHIPhS, COJICPIKAIIETO IMOJIUH, TPUMEHSIOTCS KaK CIIa0UTEIhHbIC
CPEICTBa, HO IMOJUH 00JIafaeT 0oJiee MHUPOKUM CIIEKTPOM OHOJIOTHYECKO-
ro JEHCTBHS, YTO MOATBEPXKACHO MHOTOYHCICHHBIMH 3KCIEPUMEHTAMHU.
Tem He MeHee, TTOTHOCTBhIO HE BBISCHEH (PU3UKO-XUMHUYSCKUN U OMOXHUMHU-
YECKUI MEXaHW3M JICWCTBUS 3MOJIMHA HA KHUBBIC OOBEKTHI, TAKIKE HEU3-
BECTHBI ITyTH TIOMIAJJAHNS YMOJMHA B KIETKH.

[Tockonpky 5MoaMH 0OnagaeT TUNOGUIHHBIMU CBOHCTBAMH, TO, MPEIIO-
JIO)KUTENIEHO, B TIEPBYIO OYepeab OyJeT MPOUCXOAHWTH B3aUMOJCHCTBUE C
KJIETOYHBIMHA MeMOpaHaMmu. B kadecTBe KIETOYHOW MOJAENH AJisl MCCIeNo-
BaHWH Ha MeMOpPaHHOM YPOBHE YacCTO HCHOJB3YIOTCS DPUTPOIUTHI, MEM-
OpaHHas opraHu3anys KOTOPHIX aHAJOTUYHA MeMOpaHaM JIPYTHX KJICTOK.
OTCYTCTBHE B JIPUTPOIMTAX MEKKICTOYHBIX COWICHCHHI, WHTCPCTUIIMS,
JIPYTUX TKaHEBBIX CTPYKTYp M BHYTPUKJIETOYHBIX 00pa3oBaHWi oOierdaer
TPaKTOBKY TOJYYCHHBIX pPE3yJIbTaTOB, T.K. UX JIETKO CBS3aTh HEMOCPE-
CTBEHHO C M3MCHECHHUSMHU CBOWCTB MEeMOpaH.

Henab: onpenenuTs BOCIPUUMYHBOCTE KJIETOYHBIX MEMOpaH K SMOJIUHY.
Matepuajbl 1 MeToabl. KomonaHbi pacTBOp 3MOAMHA MOTYYHIIA METO-
JIOM XUMHYECKON KOHJCHCAIMK TpH T00aBICHUM PacTBOpa SMOJWHA B
0,1M rumpokcune HaTpus B 0,2M docdatasiii OydepHbiit pactBop ¢ pH
7,4. KoopuurmeHT MOISIpHOTO TOTJIONIESHUS IMOIuHA otpeaesuin B 0,2M
¢docharaom OydhepHoM pactBope ¢ pH 7,4 mpu MakCUMyMe TMOTJIONICHHS
480 HM. OCMOJISLIIBHOCTh PACTBOPOB PACCUUTHIBAIMN MO M3MEHEHHUIO TEMIIE-
paTypsl ux Kpuctammuzanui. CBA3bIBaHHE dMOAWHA C MEMOpaHAMH JPHUT-
POLIMTOB OIPENEessUIA 0 CHIKEHHWIO KOHIIGHTPAllMKd AMOJIWHA B Hajaoca-
JIOYHOW KHUJKOCTH TIOCIIC WHKYOUPOBAaHUS SMOJUHA C SPUTPOLUTAMH II0
CPaBHEHHIO C KOHTPOJISMHU. Pe3MCTEeHTHOCTh 3PUTPOIUTOB OMpPENEIsIA Ha
MBITIIMHBIX JPUTPOIUTAX. DPUTPOIHTHI Momermaiuchk B 0,15M pacTBOphI
XJIOpUJa HaTPUS C AMOJUHOM U 0e3 dMOJUHA (KOHTPOJIB), 3aTE€M IPUTPO-
IUTHI OCAKIAIH NEHTPU(YTUpOBaHUEM. Pe3ybTaT YUUTHIBAJICS 110 BHICBO-
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