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AHHOTALIMSA

O0bemM auruioMHOW paboTel coctaBisier 60 crpanuna. JlanHas pabota
conepkuT 3 Tabnuiibl, 18 pucyHKOB, 29 HCIOIB30BaHHBIX HCTOYHUKOB.

KimoueBsie  cimoBa:  mpoJiekapctBa,  (GoChONUNMUIHBIE  KOHBIOTATHI,
docharuammaenapabun, [IM®-5-Br-aneno3us, dhochaTuIumauKiIoOBHP.

OO6bekthl uccnenoBanus: Gochoruamnnenapadbun, JAM®D-5-Br-agenosum,
dbochaTuauIaKIOBUD.

Lenp paboOThL: M3Y4YUTH CHOCOOHOCTH (POCHONUNUIHBIX KOHBIOTATOB C
aHaJloraMd a30TUCTBIX OCHOBaHUN 0Opa30BBIBATh HAIMOJIEKYJISIPHBIE (OPMBI
OpraHU3allid U U3YYUTh UX AaHTUMHKPOOHYIO aKTHBHOCT.

Metoapsl uccneqoBaHus: B pabOTE€ HCMOJIb30BATUCh OMOXUMHUUYECKUE,
XUMHYECKHE U MUKPOOHOIOTUYECKUE METO/IBI.

CoBmecTtHO ¢ cotpynnukamu «MHctuTyTa Mukpoounonorun HAH benapycu»
OBLI CUHTE3UPOBaH dbochatuannnenapabus, JAM®-5-Br-anenosus,
dbochaTuIMIALMKIOBUP € MCHOJb30BAaHUEM 3H3UMOTHYECKOTO CHHTE3a MO
nercteueM pochonaunazsr D.

Uccnenosansl  ¢pusuko-xumuueckue cBoicta JIM®-5-Br-anenosuna,
dbocharuamnnenapadbuna u pochaTuaMIALIMKIOBUPA U CIOCOOHOCTh UX aKTUBAIUU
1o AEUCTBUEM CEKPETOPHBIX (pocdonumnaz Ay. Konwrorar JIMPD-5-0pomaeHO3UH
MPaKTUYECKU HE TUAPOIU30BAJICH, B OTIMYME OT (ocharuaunanukioBupa u
bocharuaminenapaduHa.

CKOHCTpYHpOBaHbl MHUIICJUIBI M JIUIIOCOMBI HenapabuHa, JIM®dD-5-Br-
afgeHo3uHa, (QocdaTuaUIANMKIOBUpA €  KOHIEHTpamued | MKMOJIb/MIL
CKOHCTpPYHMpPOBaHbl ~ MPOTEOJIMIIOCOMBI ~ TE€HEW  SPUTPOLIMUTOB. N3yuena
AHTUMHUKPOOHAsI aKTUBHOCTDH MOYYCHHBIX HAJIMOJICKYJISIPHBIX (OPM KOHBIOTaTOB
110 OTHOLLEHUIO K 7 Pa3IM4HbIM KyJIbTYpaM MHUKPOOPraHu3MoB. bbuio oOHapykeHo,
yt0 KyabTypa Candida utilis uyBcTBUTEIbHA KaK K MHIIC/UIaM, TaK U K JIMITOCOMAaM
Hemapabuna. Staphylococcus aureus mposiBUJI 9yBCTBHTEIBHOCTh K JIMITOCOMAaM
dbocharuamnanukioBupa. Munemnsl U aunocomsl  JIM®-5-6pomaneHo3nHa
NPOSBUIM AKTUBHOCTh IO OTHOIICHHWIO K TpaMOTPHUIATETIHHBIM OaKTepusimM
(Escherichia coli, Salmonella typhimurium).

PazpaboTtanu MeTOAUKY MOJY4YEHUs MPOTEOJIUIIOCOM C HCIOJIb30BAaHUEM
«TEHEW» SPUTPOLIUTOB.
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AHATALBIS

AO0'ém npimiomHailt npaisl ckiagae 60 craponak. /lagzenas npaia 3Msdinyae
3 Tabminel, 18 MamoHkay, 29 BEIKAPHICTAHBIX KPBIHILI.

KirouaBbis CJIOBBI: npanexi, dacdanimiHbIsA KaH'IoraTsl,
dacdateiapuHeNapabdin, JIMd-5-Br-agsnasin, gacdarsiapuianbikiasip.

AG'ektel nmacnmemaBanHi: (achareiapuiHenapadin, JIM®dD-5-Br-agsnasiy,
dacdaTeiIpUIAIBIKIABIP.

MbTa mparel:  gacienaBarb 3A0JbHACI  (acdamimigHeIX KaH'oraray 3
aHayiarami a3oIlICTBIX MaJCTay yTBapallb HaAMAaJICKYJSPHbIS (POpMBI apranizaipbli 1
JacienaBalb 1X aHTBIMIKPOOHYIO aKThIYHACL.

Meranel nacnefaBaHHA: |y pa0olle  BBIKAPBICTOYBAdICS — OISIXIMIYHBIA,
XIMIYHBIS 1 MIKpaO1sIariuHbis METabl.

CymMmecHa 3 cynpanoynikami «IHcTeiTyTa MikpaoOisutorii HAH Benapyci» Obry
CIHT?3aBaHbl dacdaTeiabLTHETAPAOIH, JAM®-5-Br-ansHasiH,
dbacdaTeIIbLIIALBIKIABIP 3 BRIKAPHICTAHHEM SH3IMAThIYHAra CiHTA3Y Najl A3E€IHHEM
dacdamninassl D.

JlacnenaBaHbI b3ika-ximiudblst  ynacuiBacui  JIM®-5-Br-agpnasin,
dachateiapuTHENApadiny 1 hacaThAbBLIALBIKIABIPY 1 370JbHACIH 1X AKThIBABAHHS
naj a3essHHeM cakpaTopHbix (acdanimaz A2. Kan'torat JIM®D-5-6pomaaeHo3un
NpakThlYHA HE paclyamiycs, y aJapo3HeHHe aja QacdaThlabuIalbIKIaBIpy 1
bachaTeiabUTHETAPAOIHY .

CkaHCTpysiBaHbl MILJIBI 1 JIIMacoMbl Henapabiny, JM®-5-Br-amsnasin,
dbachaTeiabIANBIKIABIPY 3 KaHIPHTpalbisii 1 mxmonb / mil. CKaHCTpYSIBAaHBI
paTiSsUINACOMBbl LEHSY 3pbITpalbiTay. BbhiBydyaHa aHTBIMIKpOOHas aKThIYHACLb
aTpbIMaHbIX HAIMAJEKYJSpHBIX (OpPM KaH'Ioraray ma agHociHax Jia 7 pO3HBIX
KyJIBTYp MiKpaapranizmay. beuto BeisyneHa, mro kynbrypa Candida utilis
aJlyyBaJIbHAS K Ja MildJaM, Tak 1 Ja jimacoMm Hemapabina. Staphylococcus aureus
npasBly aAdyBajbHACUb Ja JunocoMaM (acdaTeiapuiabikiaBipy. Mipisl 1
aunocoMbl  JIM®-5-OpomazieHO3MHA TpasBUIl aKThIYHACIb I aJHOCIHAX [ia
rpamaaMoyHbIx OakTapsiii (Escherichia coli, Salmonella typhimurium).

PacnpanaBasii  METOABIKY  aTpbIMaHHsA  OpaTdsulimacaM 3 «UEHAY»
IPBITPALBITAY .
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ABSTRACT

The volume of the graduate work is 60 pages. This work contains 3 tables, 18
figures, 29 literary sources.

Key words: pro-drugs, phospholipid conjugate, phosphotidylnelarabin,

phosphotidylacyclovir, DMP-5-Br-adenosine.

Objects of study: phosphotidylnelarabin,

phosphotidylacyclovir, DMP-5-Br-adenosine.

Objective: to explore the ability of phospholipid conjugates with analogues of
nitrogenous bases to form supramolecular forms of organization and explore them
antimicrobial activity.

Research methods: the work used biochemical, chemical and microbiological
methods.

Together with the employees of the “Institute of Microbiology of the NAS of
Belarus”, phosphotidylnelarabin, phosphotidylacyclovir, DMP-5-Br-adenosine
were synthesized using enzyme synthesis under the action of phospholipase D.

The physicochemical properties of DMP-5-Br-adenosine,
phosphatidylnelarabine, and phosphatidylacyclovir and the ability to activate them
under the action of A2 secretory phospholipases were studied. The DMP-5-
bromadenosine conjugate was practically not cleaved, unlike phosphatidylacyclovir
and phosphatidylnelarabine.

Micelles and liposomes of nelarabine, DMP-5-Br-adenosine, and
phosphatidylacyclovir at a concentration of 1 pmol/ml were constructed. Also
proteoliposomes of erythrocyte shadows were constructed. The antimicrobial
activity of the obtained supramolecular forms of conjugates applied to 7 different
cultures of microorganisms was studied. A culture of Candida utilis has been found
to be sensitive to both micelles and liposomes of nelarabine. Staphylococcus aureus
was sensitive to phosphatidylacyclovir liposomes. Micelles and liposomes of DMP-
5-bromadenosine showed activity against gram-negative bacteria (Escherichia coli,
Salmonella typhimurium).

We have developed a method for obtaining proteoliposomes from the
"shadows" of erythrocytes.



