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AHTUATPETAHTHAA AKTUBHOCTb HOBOI'O
nPon3BoAHOro MHAOJITIMHOHA

B. B. Buikos' 3, T. A. YepHbiweBa?, B. U. CMonbskoBaZ,
B. 0. Cepebpos’, B. A. XaszaHos3, B. B. YayT?2

W3zyuena cnenu¢uueckas aKTUBHOCTh AHTUArPEraHTHOIO CPEJICTBA HHJIOIMHOHOBOTO
psna (GRS) na mogenu AJIO-UHAYLHPOBAaHHON arperaluy TpOMOOLUTOB in Vitro U in vivo U
Ha MOJIEJIM CTPENTO30TOLMH-UHIYIIMPOBAHHOTO CaxapHOro nuadera y Kpbic. B kadecTtBe
npenapara cpaBaeHus ucnoib3oBana (ACK) u qunupuaamon. Y GRS B onbiTe in vitro B mim-
pokoM nmarna3one konueHtpauui (0,75 - 10 _1,5-10 M, p <0,05) ormeuaercs aHTHar-
peraHTHasi akTHBHOCTb, COMOCTaBUMas C TAKOBOH Y alleTHIICAIUIIMIOBON KHCIIOTHI U JTUITH-
puaamona. B ombiTax in vivo mokazaHa 0303aBHCHMAs aHTHArperaHTHas akTiBHOCTE GRS B
nozax 2,5 —20 mr/kr (21 — 14 %). Yeenuuenue 1o3sl GRS Bbime 10 MI/Kr He IPUBOAUT K
YBEIMUYCHUIO aHTHATPETAHTHON aKTUBHOCTH. [IpH KypCOBOM BHYTPHKETYJOYHOM BBEICHUU
B no3e 10 mr/kr GRS obnagan aHTHarperaHTHONW aKTUBHOCTBIO y KPBIC CO CTPENTO30TO-
LUH-UHTyLIUPOBAHHBIM CaXapHbIM JMa0ETOM, YTO MPOSIBISIIOCH CHIKEHUEM aMILTUTY/IbI ar-
peramnuu TpoMOOIIMTOB JI0 3HAYCHUH B HHTAKTHOH rpymie (p < 0,05).
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ta; qunupunamor; GRS; arperarus TpoMOOIMTOB.

BBEOEHUE

AHTHArperanTHasi Tepamusl sBJISICTCS BaKHEWIIEH da-
CTBIO NMPOGHMIAKTUKY TPOMOOTHYECKUX OCIIOXKHEHHH [6].
OpHaKo B MOCIEAHNE TO/IBI Ha TIEPBBIH MJIaH, HAPSLY C TO-
O00uHBIMH AP deKTaMH  AIETHUIICATHIMIOBOW  KHCIIOTHI
(ACK) u kmonuaorpelis, BEIXOAUT MpolieMa pe3ucTeHT-
HOCTH K aHTHarperaHTHoIM cpeacTtBam [3]. CormacHo co-
BPEMEHHBIM PEKOMEHIAIMSAM «IBOWHAs» aHTHATPETaHT-
Has Teparus COCTOUT U3 KOMOMHALIMYU aCIIUPUHA U KIIOIH-
JIorpessl, K KOTOPhIM 4YacTO BO3HUKAET PE3UCTEHTHOCTH.
Tak, 4uCIIO MAMEHTOB, Y KOTOPBIX MOXKET HaOJtonaThes
pesucrentHocTh K ACK ¥ Kionmumorpento, mo JaHHBIM
pa3HbIX aBTOPOB, cocTasisieT oT 15 no 40 % [4, 7]. B oc-
HOBE BO3HHUKHOBCHHUS PE3UCTEHTHOCTH K KOMOMHHPOBAH-
Ho#t Teparuu ACK m ximonmporpenem jexar U3MEHEHUs
OMOIOCTYITHOCTH; HM3MCHSIOMASsCS YyBCTBUTEIBHOCTH
TpoMOo1TOB K AJI® U KOJUIareHy; yBeJInueHHe MOCTyI-
JIeHus1 B TpoMOOLUTHI IpocTarananHa H, u3 Ki1eTok 3H-
JIOTEJIVSL © MOHOIIMTOB; HApacTaHUE YKCIa MOJIO/IBIX peakK-
TUBHBIX (hopMm TpombormToB (st ACK) u nsmeHeHne ux
(YHKIIMOHAJIBHOTO COCTOSIHUSI TIPHU HEKOTOPBIX 3a00JieBa-
HISIX (HAIIpEMEp, caxapHoOM auabere); pasiudus (yHK-
LMOHAJIBHOTO COCTOSHUS MeueHH (KIOMUI0rpesb — mpoJie-
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KapCTBO); TCHETHYCCKUI MONMUMOP(U3M IIHKIOOKCUTEHA-
36l U (DEePMEHTOB MOHOOKCHUTEHA3HOW crucTemsl [9, 10, 12,
13]. Pemenne mpoOineMbl Pe3HCTCHTHOCTH K TpHMEHse-
MBIM B MEJHMIIMHCKON TpPaKTHKE aHTHArperaHTaM B TOM
YHUCIIE CBA3aHO C CO3/IaHUEM IIPerapaToB ¢ HOBBIM MeXa-
HI3MOM JieicTBHA. [IepCIieKTHBHEIM B 3TOM OTHOIICHHUU
sBrsiercs: coeaquHeHne GRS — mpousBonHOE MHAOIMHO-
Ha. [lpeacraBuTenu JaHHOTO Kiacca BELIECTB SIBISIOTCS
MHAYKTOPaMH LIUTO30JIbHON TyaHHUIaTuKIIa3bl [11].

Lenp paboTel — wHcCIe0BaHUE BIMSHUS HOBOTO CO-
enunenus GRS Ha arperanuio TpoMOOLIMTOB B OIBITAX in
Vitro W in vivo Ha MHTAKTHBIX KUBOTHBIX U C DKCIICPUMEH-
TaJIbHBIM CaxapHbIM JuadeToMm [S].

METOAbI UCCIIEOOBAHUA

B kauecTBe uccnemyeMoro BelIECTBa HMCIOIb30BAU
cyocranumio GRS (2-[2-[(5RS)-5-(runpokcumern)-3-me-
THII-1,3-0KCa30MuanH-2- WA IeH |- 2-imaHo3TiiuaeH |- 1 H-
uanon-3(2H)-on) (puc. 1).

OmBITE IPOBEICHBI HA 67 ayTOPEIHBIX KPBICaX-CaMIIax
muann Bucrap maccoit 300 — 350 1. XKuBoTHbIe ObUIH TIO-
Jy4YeHbI U3 OTAea SKCIEPUMEHTAIBHBIX OHOJIOTrHYECKUX
mogeneit HUN®uPM umenn E. JI. Tonbnbepra. Conep-
JKaHHe >KUBOTHBIX OCYLIECTBISUIM B COOTBETCTBUU C Ipa-
BUJIaMU, IPUHATHIMU EBponeiickoil KoHBEHIIMEH 110 3a1y-
T€ TIO3BOHOYHBIX JKUBOTHBIX (CtpacOypr, 1986). Kpsic co-
JiepXKalli B CTaHJAPTHBIX IUIACTHKOBBIX KJIETKaX (DUPMBI
VELAZ na noactune U3 MEJIKOH JIPEBECHOU CTPYKKH IO
5 ocobeii B kierke. Temmeparypa BO3ayXa B BHUBapuu
oruta 20 — 23 °C, BrnaxxkHocte — He 6omee 50 %, o0beM
BO31yX0o0oOMeHa (BBITSDKKA: npuTok) — 8:10, cBeTOBOU
pexuMm (neHs : Houb) — 1:1. KopmiieHne )KMBOTHBIX OCYy-
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HIECTBIISUIA B COOTBETCTBUM C PEMIAMEHTUPYIOIIUMH JI0-
KyMEHTaMH 110 COAEPAKAHUIO )KUBOTHBIX [2].

[TepBas cepust SKCTIEpUMEHTOB in Vivo TipoBeaeHa Ha 40
3I0POBBIX KpbIcaX (IO 5 »KUBOTHBIX B Tpyme). [Ipemapa-
ThI TIOJIy4ajJd 5 TPYMI OJHOKPATHO BHYTPHIKEIYIOYHO B
Bujie B3Becu B 1 mMit 1 % kpaxmanbHoit cim3u: GRS B no-
3ax 1, 2,5, 5, 10 u 20 mr/kr, cienyromnie 2 rpymiibl —
ACK wu gunupugamon B jo3ax 10 MI/Kr COOTBETCTBEHHO
[8] omHOKpaTHO BHYTPIIKEIYIOYHO B BUJIE B3BECH B 1 MII
1 % xpaxmanbsHOU cnu3d. JKUBOTHBIE KOHTPOJIBLHOU TPyII-
Bl TIOJTyYaJld SKBHOOBEMHOE KOJIHYECTBO KpaxMalTbHOU
cimusu. Yepes 3 1 mociie BBEACHUS MIPENnapaToB MPOBOANIN
3200p KPOBH.

Bo BTOpOIf cepun y KUBOTHBIX MOJAEIHPOBAIH caxap-
HBIH uabeT OJHOKPAaTHBIM BBEACHHEM CTPENTO30TOLMHA
B n03e 40 MI/Kkr B BUIE pacTBopa B 1 Mil muTpaTHOro Oy-
depa (pH 4,0). DxcriepuMeHTHI BBITOTHEHBI Ha 15 KpbI-
cax, n3 HuX 10 BBOOWIN CTPENTO30TOIMH, IpyTHE 5 OCTa-
BaJIMCh UHTAKTHBIMU. YPOBEHb IIFOKO3bI B KPOBU KOHTPO-
JUPOBAIIA C TOMOMIBIO TECT-TIOJIOCOK Ha DIIOKOMETpPE
SmartScan (Lifescan, CIIIA) mo u cmycts 3 cyT mocie
BBeJIeHUsT cTpenTo30TonuHa. OnbITHON Tpymme (n = 5) B
TedyeHue 7 cyT BHyTprkenynouHo BBoguiu GRS B noze
10 MIr/kr (B mHpenBapUTENbHBIX SKCIEPUMEHTAX Ha HH-
TaKTHBIX XMBOTHBIX /1032 10 MI/Kr OBITa OmperneneHa Kak
MUHAManbHas d¢dekTrBHas) B BuAe B3Becd B 1 M 1 %
KpaxMaJbHOU ciu3u. B skcriepuMeHT 0TOMpaich KUBOT-
HbIE CO 3HAUYEHWSIMH KOHIICHTPAIMU TJIFOKO3bI CBBIIIE
10 mmoub/n. JKHBOTHBIC KOHTPOJBHOU (7 =5) W MHTaKT-
HOH (1 =5) TpymI B Te XK€ CPOKH IOIy4alld IKBUOOBEM-
Hoe konmuuecTBO 1 % kpaxmanbHOM ciusu. IlocnenHee
BBEJICHHE OCYIIECTBIISUIH 3a 3 4 710 3a00pa KPOBU.

B omprrax in vitro GRS BHOCHim B mnazmy 12 nHTaKT-
HBIX KPBIC-IOHOPOB 3a 10 MUH [0 Hayayia arperaiyu B Ko-
HeuHbIX KoHIeHTpamusx 0,75-1077M, 0,75-107°M,
0,75-10°M u 1,5-107°M. Ilpenaparsl CpaBHEHHS
ACK wu pmunupumaMon TakXke BHOCWIM B IUIA3My 3a
10 MuH 10 Havaja arperalyy B KOHCYHBIX KOHIICHTpAIIU-
ax 0,75-10>Mu 1,5- 1073 M [8]. B kauecTBe pacTBo-
putens GRS n gunupuaamona nucmoab30Baid TUMETHII-
cynbdokeun (IMCO), wist ACK — Bony.

g nmpoBeneHus SKCIIEPUMEHTOB IO OLIGHKE aHTHarpe-
ranTHBIX 3()()EKTOB HCCIeayeMbIX BEUIECTB KPOBb Y HKH-
BOTHBIX 3a0Wpaiy U3 oOIIel COHHOM aprepuu mon 3dup-
HBIM HapKO30M. B kauecTBe cTabmiIn3aTopa UCIoIb30BaIN
3,8 % pacTBOp LUTpaTa HATPHsI B COOTHOLIEHHH C KPOBBIO
1:9 no oObemy. Arperanuio TPOMOOILMTOB OIPEICIISIIH
HedenoMmerpudeckuM MetozioM 1o Born. [Moxydenue 6o-
rarot (BTII) u 6ennoit (beTIl) TpomOonMTaMU TUIA3MBI U
MOJICYET YHCIIa TPOMOOLUTOB BBIMOIHSUIN TI0 CTAHAAPTHO-
My merony [1]. [Tocne onpenenenus yucia TpOMOOIIUTOB
B BTII mpoBoamim cTanmapTH3aNUIO YUCIa TPOMOOIIUTOB,
it gero BIIT pa3Bomumu HEOOXOMUMBIM KOJIHYECTBOM
BeTII o (400 + 30) Tic. TpoMGOUMTOB B 1 MM® B mipoGe.
Arperanuio TpoMOOIINTOB OICHUBAJIM B CTaHAAPTH30BaH-
Ho# mazme Ha npubope AT-02 (Poccust), arperarorpam-
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Puc. 1. Crpyxrypnas ¢popmyna GRS.

MBI peructpupoBaiin camonucueMm Recorder 2210 (ILIse-
1usi), BbIpaxanu B mpoueHTax. 3a 100 % npuHumanu
3HadeHue onTudyeckor miaotHoctu aias BTII, 3a 0% —
3HaueHue ontuyeckor mioTHoct s beTIl. B xauecTse
MHAYKTOpa arperauuy TpoMOOLUTOB ucnonb3oBanu AJ1D
(“Sigma”, CIITA) B KoHeuHOMU KoHIeHTpalmu 4 - 106 M.

[lo 3aBeplIEHUIO SKCHEPUMEHTOB AIBTAHA3UIO KUBOT-
HBIX BbI3bIBaiIM UHrasnuen CO,.

i cratuctuveckoid 00paObOTKH JJAHHBIX HCIOJIh30Ba-
M TAKeT IMporpaMMHOro obecmedeHus «Ry». JlaHHbIe
OBUIH TIPEICTABICHBI B BHJIE CPETHETO 3HAUYCHUS W CTaH-
JapTHOM ommOKu cpeanero (M £ m). JloCTOBEPHOCTH
paznuunit (p < 0,05) Mexay cepusiMU ONPEACIUTH C TI0-
moinbo U-tecta Manna — YUTHH.

PE3YNbTATbI U UX OBCYXOEHUE

UccnenoBanne antuarperantHoii aktuBHOCTH GRS B
OTIBITE in Vitro TIOKa3ajo J0303aBUCUMBINA d(deKT ucciue-
nyemoro  coenumHeHusi. GRS B koHmenTpanmsx
0,75-10-%~1,5- 10> M mocrosepHo Ha 20 — 40 % cHu-
JKaJI arperanuio TPOMOOIIMTOB 10 CPABHEHUIO C KOHTPO-
nem, a B konuenrpanusx 0,75 -1073Mu 1,5- 107> M ne
ycrynan mno 3¢dekruBHOCTH munupuaamony (tadm. 1).
Opnako cienyer OTMETUTh, 9TO B onbiTe in vitro GRS yc-
tynaet 1o spdexruBHoctn ACK. AJlP-nHxynmpoBaHHast
arperanusi TpoMOoITOB nocie nHKyOannu ¢ GRS Oputa
Ha 42 u 66 % BbIIIe arperanuu mocie uHKyoanuu ¢ ACK,
COOTBETCTBEHHO, B KoHueHTpamusix 0,75-107°M u
1,5-107° M.

GRS nocie oAHOKpaTHOTO BHYTPHKETYA0UYHOTO BBEIe-
HUSl MHTaKTHBIM KpbIcaM B 1o03ax 2,5; 5; 10 u 20 mr/kr
MIPOSIBIISUT BBIPAKEHHYIO aHTUATPETaHTHYIO aKTHBHOCTb.
B numamaszone 103 ot 2,5 10 20 MI/KT aMIUIMTy/a arpera-
UM TPOMOOIIMTOB ObLiIa HIKE KOHTPOJIBHBIX 3HAYEHUH Ha
19 — 46 %. Ilo BeIpaskeHHOCTH H3ydaemoro d¢p¢pexra GRS
conocraBuM ¢ ACK u qunupunamonom (puc. 2). B quana-
30He 103 GRS ot 1 10 5 Mr/kr HabIrOAAETCS 10303aBUCH-
MO€ CHW)KEHHE arperaludyd TPOMOOIUTOB, MPH IMOBBILIE-
HUM BBOAMMOM J103bI OT 5 10 20 MI/KT U3MeHEeHHuH B -
(hexTe mpemnapara He BBISBICHO.

Hcxomuple 3HaUCHHsT KOHIIEHTPALUY TIFOKO3BI B IIEJb-
HOH KPOBH KpPBIC 0 BBEICHUS CTPENTO30TOIMHA B CPE-
HeM coctaBism (6,7 £ 0,1) mmons/i. K 3 ¢yt mocie BBe-
JICHUS CTPENTO30TOIIMHA KOHIICHTPAIIHS TIIFOKO3BI B KPOBU
JKMBOTHBIX KOHTPOJBHOW ¥ OIBITHOH TPYII COCTaBIsLIA
(16,1 £ 1,1) u (16,9 £ 1,6) Mmmomnb/n, cooTBeTCTBeHHO. K
KOHITy sKkcriepuMenTa (10 cyT) mepen 3a60poM KpPOBHU KOH-
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Puc. 2. BiusHie 0ZHOKPAaTHOTO BHYTpPHIKeIyA0ouHOro BBeAeHus kpbicam GRS (B mo3ax 1; 2,5; 5; 10 u 20 mr/kr), ACK (B no3e 10 Mr/kr) u
Jumapraamona (8 1o3e 10 MI/kr) Ha arperauio TpoMGonuToB (MHIyKTOp arperanuy AJId B KoHeuHo# koHuerTpamuu 4 - 10 ~° M). 100 %
— 3HaueHne onruueckoi mwiotnoctu At BTII, 0 % — 3nauenne ontuueckoi mioraoctu aist beTIl.

* p<0,05 10 CpaBHEHHIO C KOHTPOJIEM.

[EHTPAIHS TIIFOKO3BI B IIEIIBHOM KPOBU KPHIC PaBHSIACH B
KOHTpOJbHOU rpymme (22,7 = 1,6) MMONB/1I, a B OIBITHON
— (20,0 £2,7) mmonp/n. Takum oOpa3om, Ha MOAEITH
CTPENTO30TOLMH-MHIYLIUPOBAHHOTO CaXapHOTo Auabera K
7 cyT BO3HHUKIIA BBIpAXKCHHAS THIEPIITMKEMHUs (Taot. 2).

YV KpbIC CO CTPENTO30TOLMH-UHIYIIUPOBAHHBIM caxap-
HbIM auaberoM K 10 cyT HaOmomaeTcst 3HaUMMOE IOBBI-
[ICHHWE arperalioHHON CIIOCOOHOCTH TPOMOOIIMTOB Ha
56 %, IO CPaBHEHUIO C MHTAKTHBIMHU XHUBOTHBIMH. GRS
IPU KYPCOBOM BHYTPWIKCITYIOYHOM BBEICHUH B J103€
10 MI/KT KpbICaM CO CTPENTO30TOLUH-WHAYIIMPOBAHHBIM
caxapHBIM AUA0CTOM IPOSIBIISUT AHTHATPETAHTHYIO aKTHB-
HOCTB, CHIDKas Ha 25 % aMIUIUTYIdy arperauus TpomOo-
LIMTOB, TI0O CPABHEHHIO C KOHTPOJIHHOU TPYIIION. 3HAYCHUS
aMIUTUTY/IBI arperan TPOMOOIIMTOB B OTBITHON TpyIIIe

Ta6nuua 1. Bausnue pactsopurens (IMCO), GRS, ACK u qunu-
pUIaMoJIa B Pa3HbIX KOHUEHTpauusax Ha AJlD-uHIynMpoBaHHYIO ar-
perauuio TpoMOOUUTOB in vitro (M + m)

AMILTUTY/Ia arperanuu

Ipymma TpoMOOLHTOB, %
KonTpons 25+1
JAMCO 23+1
GRS 0,75-10""M 22 +1
0,75-10"°M 20+ 1*
0,75-10"°M 17 £ 1%#
1,5-10°°M 15+ 1%*
ACK 0,75-10°M 12+ 1%
1,5-10°°M 9+1*
Jlunupuaamon 0,75-10"°M 16 £ 1%
1,5-107°M 13 £1*%

* p < 0,05 mo cpaBHEHHUIO € MOKA3ATEIIMH KOHTPOJIS; # p <0,05 o cpasHe-
uuio ¢ ACK B aHAJOTHYHBIX KOHIICHTPAIUX.

nocie Kypcosoro BBeaeHust GRS craructiudeckn 3Ha4MMO
HE OTVIMYAJIACH OT TAKOBBIX B HHTAKTHOI IpyTITIC.

XpoHHYecKasi THIIEPIIIMKEMHS TIPH caXxapHOM Iuabere
U3MEHSET (PYHKIIMOHAIBHOE COCTOSHHUE TPOMOOIIMTOB 32
CUET IIMKAPOBAHUS UX TIOBEPXHOCTHLIX OCIIKOB, BHI3BIBAS
YBEIIMYCHUE JKCIpeccur mmkonporenHoB Ib u IIb/Illa
[15]. JImaGetudeckass aHTHONATHS COIPOBOXKIAETCS II0-
BPEXICHUEM KJIETOK SHIOTEINS U YBEIHUCHUEM aAre3un
K HeMy TpoMOonuToB [14].

B nureparype mMeroTcst JaHHBIE O BEIIECTBE PUOLIUTY-
aT — aKTUBATOPE PACTBOPHMOU T'yaHMJIATIIUKIIA3bI, KOTO-
poe oOnajaer aHTHarperaHTHeIM dpdexTom [17].

GRS o0mamaer mogo0HBIM MEXAHU3MOM IEUCTBUSA: I10-
BBIIIAsT AKTUBHOCTH PACTBOPHMOM TyaHIJIATIIMKIIA3HI
TPOMOOITNTOB, YBEIWYMBACT B HHAX KOHIICHTPAIHIO
ul'M®, xoropeiii aktuBupyeT ul M®D-3aBHCHMYIO TTPOTE-
naknHaszy (I MO-I1K). al M®-I1K B cBoro odepenp ax-
TUBHPYET (HOCHOPMINPOBAHIEM CTUMYIUPYIOMINN Ba30-
muatanuio pocdornporenH (VASP). VASP unakTuBHpY-
et mmukonporend [Ib/Ila [14], 4To nmpensaTcTByeT aare3nu
TPOMOOITUTOB K CTEHKE IMOBPEKACHHOTO cocyna. Tak xe
VASP pemozmenupyer aKkTHH IIHTOCKENETa TPOMOOIHUTA

Tabnuua 2. BausiHMe KypcoBoro (7-KpaTHOT0) BHYTPHKETyA0YHOIO
BeaeHuss GRS (10 mr/kr) na AJl®-MHIYUMPOBAHHYIO Arperanuio
TPOMOOIHUTOB Y KPbIC C MOJEJbIO CTPENTO30TOINH-HHAYIHPOBAHHOTO
caxapHoro auadera (M + m)

KonnvectBo AmMruuryna
I'pynna TPOMOOIHUTOB, arperauuu
THIC./MJT TPOMOOLHTOB, %
MHTaKTHBIE )KUBOTHBIC 658 £ 19 23+2
(n=35)
Kourpous (n=5) 661 £ 13 36 £ 2%
GRS (n=5) 651+ 13 272

* p <0,05 1o cpaBHEHHIO C [I0KA3aTEISIMH HHTAKTHBIX )KUBOTHBIX.
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[16]. DT0 mpensATCTBYET €ro aKkTUBAIMK, B TOM YHCJE OT
AJ1®. [lannsiii Mexanusm jnericteust GRS genaet ero yHu-
KaJIbHBIM TMPENapaToM B Psijy aHTHATPETaHTHBIX CPEICTB
U yKa3blBaeT HAa BO3MOXKHYIO 3(PPEKTUBHOCTH MPUMEHE-
Hust GRS 1 aHTHAarperaHTHOW Tepanuu pa3IUYHbBIX KITU-
HUYECKUX COCTOSIHHIA, COTIPOBOXTAFOIIUXCS TUTIEparpera-
ued TpOMOOITUTOB.

Taxum ob6pazom, GRS sBnseTcs nmepcrneKTUBHBIM CO-
eIMHEHHUEM ]ISl Pa3pabOTKH aHTUATPETaHTHOTO JIEKApCT-
BEHHOTO TIpernapara ¢ HOBBIM MEXaHU3MOM JICHCTBHS.

BbIBO[bl

1. B onbitax in vitro GRS niposiBisieT BeIpaKeHHYIO aH-
THATPEraHTHYI0 aKTHBHOCTh B JHANa30HE KOHIICHTPALUH
(0,75-107¢~1,5-10"5M, p < 0,05).

2. B onblTax in vivo Ha MHTAKTHBIX KpbICAX MOCTE OJI-
HOKpaTHOTO BHyTprkemynouHoro BBeneHus GRS Obima
MOKa3aHa J0303aBUCHMasi aHTHArperaHTHas aKTHBHOCTh
COEMHEHNS B Auara3one 103 2,5 — 20 MI/KT, cOmmocTaBu-
Mast ¢ TakoBoH y nunmpuaamona u ACK (p < 0,05).

3. GRS B goze 10 mr/kr B kypcoBoM (10-mHEBHOM)
MIPUMECHCHUN TIPOSIBIISICT AHTHUATrpPEraHTHBIA »ddekt y
KPBIC CO CTPENTO30TOIMH-UHAYINPOBAHHBIM CaXapHBIM
JIrabeToM, CHMXKAs aMIUIUTYAy arperanud TPOMOOIMTOB
JI0 3HaYEHUH B MHTaKTHOHU rpymie (p < 0,05).
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ANTIPLATELET ACTIVITY OF A NEW INDOLINONE DERIVATIVE
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Specific activity of a new antiplatelet drug of indolinone series (codenamed GRS) was studied in vitro on the model of ADP-induced platelet aggregation and in
vivo on a model of streptozotocin-induced diabetes mellitus in rats. Acetylsalicylic acid and dipyridamole were used as reference drugs. In vitro tests demonst-
rated that GRS exhibited antiplatelet activity in a wide range of concentrations (0.75 - 10~ 6-15-1075M, p <0.05), being comparable in the activity to both
acetylsalicylic acid and dipyridamole. /n vivo tests showed dose-dependent antiplatelet activity of GRS in doses of 2.5 — 20 mg/kg (21 — 14%). Increasing the
dose of GRS above 10 mg/kg did not improve its antiplatelet activity. After multiple oral administration at 10 mg/kg dose in rats with streptozotocin-induced
diabetes mellitus, GRS exhibited antiplatelet activity by reducing the platelet aggregation rate to a level observed in the control group (p < 0.05).

Keywords: antiplatelet agent; indolinone derivative; acetylsalicylic acid; dipyridamole; GRS; platelet aggregation.



