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Puc. 1. Cucrema remocrasa: a) aJeKTpOHHAsT MUKpo(doTorpadusi reMoCTaTHYeCKOro CTYCTKa ITPH MPOKOJIE CTeH-
ku cocyna y mbinu [Yakusheva et al., 2022]; 6) ynporieHHasi cxeMa OCHOBHBIX PEaKIMi CBEpPTHIBAHHS KPOBHU
n pubpurommza [Zhalyalov et al., 2017]; B) myTu aktuBanuu TpomOouunToB kpoH [[lanTenees u mp., 2022]

MIPUKPETUIATHCS K OeJIKaM BHEKJIETOYHOTO MaTpPHKCa B YCIOBHSIX BBICOKHX CKOPOCTEH CABHTa, a TAKXKe
CHOCOOHOCTBIO K arperaiuu, HeoOXOMUMOH il 00pa30BaHUs MEPBUYHON IeMOCTaTHYECKOU MPOOKH.
BozzeiictBue pazHo0Opa3HBIX OMOMEXaHMYECKHX M OMOXMMHYECKHX CTUMYIIOB NPHUBOAUT K aKTHBA-
1y Tpom6OoruToB [[lantenees, Crenansu, CeenHukoBa, 2022]. DTH Ki1eToYHbIE (ParMEeHThI MOTYT 3a
JIOJIM CEKYHJIbl MEHSTh COCTOSIHUSI TTOBEPXHOCTHBIX MHTCTPUHOB, 3HAUYUTEIHLHO M3MEHSATh CBOIO (hop-
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My, KOHTPaKTHPOBaTh, BHIOPACHIBATh HECKOJIBKO THUIIOB IPAaHYI, a TaKKe SKCIIOHUPOBATH OTPHUIIATEIEHO
3apsbKEHHbBIE MOJICKYITBI pochaTHIUICeprHa Ha BHEIIHIOK CTOPOHY ILIa3MaTHYeCKO MeMOpaHbI, TeM
caMBbIM BIIFSISI Ha pEaKIK KacKaja CBEPThIBaHUS, O KOTOPBIX TOKAeT peub aaibiie [Podoplelova et al.,
2021].

Jpyrum BayXHEUIIMM Y4aCTHUKOM TeMOCTaTHYEeCKOTO OTBETA SIBJISIETCS KaCKa]| CBEPThIBAHUS KPO-
BU, KOTOPBIN peanu3yercs Ojaronaps MHOTOYUCICHHBIM OMOXUMHYECKUM PEAKIMSIM, MTPOUCXOISIIIM
B IUIa3M€ KPOBU W Ha MOBEPXHOCTH Pa3WYHBIX KIETOK (puc. 1, 6). OH mpeacraBiseT coOOH ceTh
MPOTCONUTHUCCKUX PEAKIIUH, B KOTOPO (PepMEHThI aKTUBUPYIOT JIPYT JPyra MOCPEICTBOM YaCTUYHO-
ro mporeonu3a [Panteleev, Dashkevich, Ataullakhanov, 2015]. BakHbIM COOBITHEM B PEaKIUAX TIIA3-
MEHHOTO 3BE€Ha CBEpPTHIBAHHS SBIAETCS HapabOTKa TPOMOMHA — IEHTPAJIBHOTO (hepMeHTa Kackasa,
KOTOPBIH OCYIIECTBIIIET MPEBpalleHne pacTBOpUMOro (puOpMHOTeHa B HEPACTBOPUMBIN MOIHMEPH3Y-
fortuiics GuOpuH. GUOPHHOBBIC BOJIOKHA CTAOWIIM3HPYIOT MEPBHYHBIA ME€MOCTAaTUYECKHI arperar us3
TPOMOOIIMTOB, BBIMOJHSIS POJIb IMPOYHOTO CBS3YIOIIErO KOMIIOHEHTA JIJISl KJICTOK U CTPYKTYp BHEKJIC-
TOYHOTO MaTpukca. TpoMOWH Takke CIOCOOCTBYeT HEOOpaTMMON aKTHBAIMH TPOMOOITUTOB 3a CUET
B3aMMOJICHCTBHUS C TaK Ha3biBaeMbIMU PAR-perientopamu, a Takke CIIy>)KUT BOKHBIM MEIUATOPOM pe-
aKIUi BOCHAJIEHUS — B TIEPBYIO OYEPE/Ih 32 CUET aKTHBAIUHU cX0kHX PAR-pernenTopoB Ha MMOBEPXHOCTH
SHJOTENUS U JICUKOIIUTOB.

BHyTpukieTouHass CUTHAIU3aAIs TPOMOOIIUTOB IPECTABIseT co00i OONBINYIO CETh peaKIuil,
CJIO)KHOCTh KOTOPOM TIPEBBIIIAET CJIIOKHOCTH CBEPThIBaHUA KpoBHU (puc. 1, 6). TpomOouunTh! pacrmomnara-
0T OOJIBIIMM apCeHANIOM PEleNTOPOB, KOTOPhIE YIPABISIOT OTBETOM Ha aJ[r'€3HOHHbBIE B3aUMOICHCTBHS
U PaCTBOPUMBIC aKTHBATOPHI, a TaKkke MHruOUTOphl. CUCTeMbl (DEPMEHTOB U BTOPUYHBIX MECCEH/DKE-
POB BHYTPH KJIETKH (MIBTPYIOT 3TH CUTHAJIBI, YIUTHIBAIOT UX B3aUMOJICHCTBHIE U BHIPAOATHIBAIOT COBO-
KyITHOCTh TWHAMHYECKUX (YHKIIMOHAIBHBIX OTBETOB B 3aBUCHMOCTH OT KOHIIEHTPAIIMA 1 KOMOWHAIUH
aronuctoB [Sveshnikova et al., 2016; Martyanov et al., 2020a; Martyanov et al., 2020b; Shakhidzhanov
et al., 2015; Sveshnikova, Ataullakhanov, Panteleev, 2015].

Cuenapuu remocrasa u Tpomo603a

OTBeT cHUCTEMBbI reMOCTa3a Ha MOBPEXk/IEHUE 3aBUCUT HE TOJIBKO OT €€ COCTOSHMS, HO U OT Ti-
JKECTH COCYIUCTON TpaBMbI (puc. 2). B HopMe obecrieunBaeTcst 00pa3oBaHHe HEOKIIO3MBHOTO TpomOa
B ClIy4dae MOBPEXIEHUH | THIa — HEeMPOHMKAIOUINX MTOBPEXKJICHHUH, HE IPUBOAAIINX K BCKPBITHIO MPO-
cBeTa cocyna. B ciryuae moBpexaenuit Il Tumna, mpuBoasSIIAX K TOSBICHUIO PAHEBOTO MIPOCBETA B CTEH-
Ke€ COCyJa, HOPMaJIbHbIH OTBET CHCTEMbI FeMOCTa3a MoApasyMeBaeT (OPMUPOBAHHE FEeMOCTATHIECKOTO
TpoMmOa, He BIHUSIONIETO Ha KPOBOTOK B COCY/IE, HO OCTaHABJIHMBAIOIIETO MOTEPI0 KPoBU. B ciydae mo-
Bpexnennit Il Tuma — moxHOrO paccedeHus cocyna — B HOpME GOpMHUpYETCs OKKIIIO3UBHBINA TPOMO,
3aKpBIBAIOIIIH TPOCBET COCY/la B OOJIACTH paHEHHS M OCTAaHABIMBAIOIINN KPOBONOTEPIO. MeXaHU3MBI,
00ycCITaBIMBaOIIE TaKyt0 THOKOCTh CHCTEMBI TeMOCTa3a, He 10 KOHIA U3yUYeHbl, U /Ul WX BBISCHEHUS
HEOOXOMMO CO3/1aHHE HOBBIX ITOJIX0JI0B, KaK SKCIIEPUMEHTAIBHBIX, TAK U TEOPETUYECKHUX.

B cuny OomnbInoil KITMHUYECKOW 3HAYUMOCTH 0C000€ BHHUMAaHHE B COBPEMEHHBIX TEOPETUYECKIX
Y DKCIIEPUMEHTAIIBHBIX MOJIEIISIX TPOMOO0Opa30BaHUsl YACICHO JIBYM OCHOBHBIM CLIEHAPHSM: HETPOHH-
KaloIIeMy TOBPEKACHUIO COCYANCTON CTEHKHU B YCIOBHUSIX BBICOKHX CKOPOCTEH CABHTa (Tak Kak 1o1o0-
Hasl CUTyallusl IMEEeT MECTO B cilydae aprepuaiibHoro Tpombo3sa [Panteleev et al., 2021; Receveur et al.,
2020]) ¥ HEeMPOHHUKAIOIIEMY OBPEXKICHUIO BEHBI B YCIOBHH MHHHMAJIBHBIX HJIM HYJIEBBIX CKOPOCTEH
caBura (4TO COOTBETCTBYET BeHO3HOMY TpoM003y [Lehmann et al., 2018]). B nepBom ciyuae ocHOBY
TpoMOa COCTaBIISIIOT TPOMOOITUTHI, B TO BpeMs KaK BO BTOPOM ciydae (hOpMHUpYETCsl Tak Ha3bIBaeMbIi
KpacHbIM TpoMO, 1o OOoJIbIel YacTH COCTOSIIUI 13 3aIyTaBIINXCS B (PUOPHMHOBOW CETH 3PUTPOIIUTOB.
Haymo otMeTHTh, 4TO0, XOTSI BEHO3HBIH TPOMO (pH3UYECKH HETIOCPECTBEHHO co3aeTcs (PMOPUHOBOIA ce-
TBIO, PEryJsAus GOPMUPOBAHMS ITOM CETH, 10 COBPEMEHHBIM IPE/ICTaBICHUSIM, ITOJTHOCTHIO OINpeens-
€TCsl B3aMMHOM aKTHBanued TpoMOoIuTOoB U HelTpodmios [von Briihl et al., 2012; Brill et al., 2012].

2024, T. 16, Ne 4, C. 975-995




980 M. A. IlanTenees, E. C. bepmaackuii, A. M. IlIu6eko, . FO. Heunnypenxo

TpomMb6 3aKpBIBAET MECTO TTOBPEKICHUS,

I crenern: He TIePEeKPHIBas COCYI,
HEIIPOHUKAIOIasd &
pama =3 T'poMO 3aKyIOpHUBAET COCYI — HIMEMUS
@
................................................................................................ ©
=
. o s
II cremens: 2 Tpom6 He 3aKyIOpHUBaeT PaHIeBoit
obpaszoBanue I IPOCBET — KPOBOTEYEHUE
AHEBOTO 5 i
ll?lpOCBeTa £ | = Tpomb sakymopwmBaeT paHEBO#l IPOCBET
M
S => Tpomb 3akymiopmBaeT CoCys — HIIEMWUSsT
S
................................................................................................ B
S
%
III cremens: TpoMmb He 3aKyIIOpPUBAET COCY,

— KpPOBOT€YE€HIE
paccedgeHnue b

=3 TpoMb 3aKyIIOPUBAET COCY/T

Puc. 2. OcHOBHBIE CLIEHAPUH TEMOCTATHICCKOTO OTBETA MPH ITOBPEKICHUN COCYA. 3eICHBIM [IBETOM 0003HaUe-
HBI (DU3HOJIOTHYCCKU ONTUMAJIbHBIC OTBETHI CUCTEMBbI, KPACHBIM IIBETOM — HEXKEJIATCIbHBIC

Takum 00paszom, 00a ClieHApHs CBA3aHbI ¢ TPOMO030M — 00pa30BaHUEM KPYITHOTO BHYTPHCOCYIUCTOIO
CTyCTKa, KOTOPBIA MOXKET HApPYIIUTh KPOBOTOK B COCyAe. B CBS3M C 3TUM KIIOUEBBIMH BOITPOCAMH,
OTBET Ha KOTOPBIC IIOMOIAalOT HAWTH MOJCIH TPOMOOOOpa30oBaHus, SIBIIIIOTCS BOIPOCH O MEXaHU3MaX,
OTPAaHWYMBAIOIIAX POCT TPOMOA, a TaK)Ke BOMPOCHI MEXAaHHYIECKON M OMOXHMHUYECKOW CTAOMIBHOCTH
TpomboB [Belyaev et al., 2018; Masalceva et al., 2022; Kaneva et al., 2021; Tosenberger et al., 2016;
Tosenberger et al., 2013; Bershadsky et al., 2024].

OpHaKO Ba)XKHO MMOHUMATh, YTO MHOTOYHCIICHHBIC CIICHAPUU PabOThl CHCTEMbI TEeMOCTa3a HE UC-
YepIBIBAIOTCS 3TUM. MUHUMAJBHBIN CITUCOK CIIEHApHEB, KOTOPBIE MPENCTABISIOT HHTEpEC U TPeOyIoT
pa3pabOTKu KOMIBIOTEPHBIX MOJEICH (M 7S KOTOPBIX ceiluac MOAETH KpaiHe Majo Pa3BUTHI), TAKKE
BKITIOYaeT B ceOst:

1) cobcTBeHHO remocTa3 — (OPMUPOBAHHE CTYCTKa B paHe C IPOKOJIOM HIIM Pa3pbIBOM COCY-
na [Stalker et al., 2013; Tomaiuolo et al., 2014; Yakusheva et al., 2022];

2) crenuanbHbIe CUTYallul TPOMO03a — CHCTEMHOE BHYTPUCOCYHCTOE CBEpPThIBaHKE, TPOMOO3 aHe-
Bpu3MbI [Mountrakis, Lorenz, Hoekstra, 2013], TpomMOupoBaHKe NPOTE30B B KJIallaHAaX CEpI-
na [Zhang et al., 2023], oOpa3oBaHue TpPOoMOOB B TOJIOCTSX cepAla B ciydae (GUOPHILISINN
npencepauii [Qureshi et al., 2023; Qureshi et al., 2020];

3) ecrecTBeHHBI (GUOPHHONN3 TPOMOOB M TI€MOCTATHYECKHX CIYCTKOB, a TaKkKe TPOMOOIHM3HC
CTYCTKOB IIpu TpoMOosmTryeckoid Teparnuu [Shibeko et al., 2020; Zhalyalov et al., 2017];

4) maremaTudecKkue Mojenu JabopaTOpHBIX AMArHOCTHUECKHX TECTOB I'eéMOCTa3a, MPEXKAE BCETO
arperanmu TpoMOonmToB [Garzon Dasgupta et al., 2020], renepanmmm TpomOuHa [Panteleev,
Andreeva, Lobanov, 2020; Mitrophanov et al., 2020; Ratto et al., 2020; Panteleev et al., 2010]
u Tpomboauaamuku [Panteleev, Dashkevich, Ataullakhanov, 2015; Parunov et al., 2011].

IToCKOJIBKY CBEPThIBAHHUEC KPOBH IMPEACTABISCT COOOM XMMHUYECCKHH IMPOIECC, TO OCHOBOH €ro
MOJICITUPOBAHUS SIBJSICTCS MCIOJb30BaHue U GepeHIMabHBIX YPAaBHECHUM, OCHOBAaHHBIX Ha 3aKOHAX
XUMUYECKON U (epMeHTaTHBHONW KMHETHKH [Anand, Panteleev, Ataullakhanov, 2022; Panteleev et al.,
2006]. B Tom cmyuae, Korga paccMarpuBaeTCs PacHpOCTpaHEHHE CBEPTHIBAHUS B MPOCTPAHCTBE, TO
YpaBHEHUsI B YaCTHBIX MPOU3BOJHBIX JOIMOIHUTEILHO HCIOIB3YIOT 3aKOHBI TU(PQPY3UHd U KOHBEKIIUH,
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B KoMOWHaImu (B ciIy4ae TOTOKa KpOoBH) ¢ ypaBHeHUsMH HaBbe — CTOKCaA MM WHBIM BapHaHTOM OITHU-
CaHMsI TEKyIIeH KPOBU WIIM IJIa3Mbl. AJIBTEPHATUBHBIC CIIOCOOBI OTOOPaKEHHsI PeaKIUii CBEPThIBAHUS,
MOJICTUPOBAaHNE Ha OCHOBE CTOXaCTUYECKHX YPaBHEHUH WM YACTHII, HCIIOIB3YIOTCS JOCTATOYHO PEIKO
JUIsL CTIICMANIbHBIX 3ajad. BHyTpukierounas curnanusamus [Shakhidzhanov et al., 2015; Sveshnikova
et al., 2016] u metabomusm [Shepelyuk, Panteleev, Sveshnikova, 2016] TpomOoIruTa Takke B IOAABIIS-
OI[eM OOJIBIIIMHCTBE CIIy4acB OMMCHIBAIOTCS OOBIKHOBEHHBIMU UG PEPEHIIMATBHBIMU YPAaBHCHUSIMHU.

Hampotus, BO3MOXHOCTh TPOMOOIIMTA HAXOIUTHCS B HECKOJIBKUX COCTOSHHUSX W €r0 CIO)KHAs
MEXaHHMKa JIJIAI0T MaTeMaTH4YeCKUe MOJICIN Ha OCHOBE YACTHI[ PACIIPOCTPAHCHHBIMH IPH MOJIEIUPO-
BaHUM JAMHAMHUKH TPOMOOOOpa30BaHUsS B YCIIOBHSIX MOTOKA. OJHAKO OrpaHWYEHHs BBIYHUCIUTEIBHBIX
BO3MOXKHOCTEH U MOTPEOHOCTh B aHAIM3E BEIYT TAKXKE K Pa3BUTHIO HEMPEPHIBHBIX BAPHAHTOB IPE/I-
CTaBJICHHs pocTa TpoMmboruTapHoro TpomoOa [Babushkina et al., 2015; Lobanov, Starozhilova, 2006].

OpHOM M3 MPOCTEUIINX HEMPEPHIBHBIX MOJEJeH CTallMOHAPHOTO MPOHMUIIAEMOT0 TpoMOa sBIIs-
ercst mojienb [Tomaiuolo et al., 2014], koTopasi ONKUCHIBAET rETEPOrCHHBIH TPOMO KakK Cpely, COCTO-
SAIIYI0 U3 JIBYX OJHOPOAHBIX KOMIAPTMEHTOB (COOTBETCTBYIOUIMX SIAPY W 000JI0YKEe Tpomba), CO CBO-
MMU 3HAYCHHUSIMU MTOPUCTOCTH M MPOHUIaeMOCTH. [IJis1 pacyera MOTOKOB KPOBU B MOJICIIM PEIIAOTCS
ypaBHeHust bpuHkMana BHyTpu TpoMOa u ypaBHeHHs Ctokca B cocyrae. C 3THMU ypaBHEHUSIMH CO-
MPSDKCHBI YPAaBHEHUS KOHBEKIMU — TUPPY3UH — pEaKIUK, KOTOPbIC MO3BOJISIOT PACCUMUTHIBATH JIOKAJIb-
HBbIE KOHIIGHTPALlMU aKTUBATopoB TpomOouuToB (TpomOmHa 1 AJI®D). Jpyras mpemioxeHHas Hempe-
pBIBHAsT MOJIENIb (DOPMHUPOBAHUSI TPOMOA OIMCHIBACT JUHAMUKY TPOMOOOOpa30BaHUs IPU HUCIOJIH30Ba-
HUW YpaBHEHHS TUIA KOHBEKIINH — TUPPY3UN — peaknu (B TOM YHCIe JUIS JIOKAIBHBIX KOHIICHTpPAIUi
TpombormrToB) [Du et al.,, 2020] 1 y4nThIBaeT B3aUMOJAEHCTBHE TPOMOOLHUTOB MOCPENCTBOM (haKTO-
pa Bunnebpania v HHTETPHHOB, a TaK)Ke aKTUBAIUIO TpoMOonuToB B oTBeT Ha A/ldD n MexaHHYecKoe
BO3JIEHCTBHE MTOTOKA KPOBH Ha TPoMO. Takoro poma Moesu MMEIOT OTHOCHTEIBHO HEOOIBITYIO BBIYHC-
JIUTEIBHYIO CIIOKHOCTh U MOTYT B Oy/yIlleM MO3BOJIUTh aHAJTU3UPOBATh TPOMOBI, PACTYIIHE B KPYITHBIX
cocynax (HarpuMep, TPOMOBI, BRIPACTAIOIIME Ha aTePOCKICPOTHUECKON OJISIIKEe B KOPOHAPHBIX apre-
PHSIX YEJIOBEKa).

Jliis onMcaHus IMHAMUKY JKUAKOCTH B MOJIENISIX (POPMHUPOBAHUS TPOMOA, IIOMUMO KJIACCHYECKUX
nozaxonoB [Masalceva et al., 2022], Takke akTHBHO HpUMEHsiETCsT pOpMali3M YacTHL, KOTOPBIHA opra-
HUYHO COYETAeTCS C OMUCAHHWEM JWHAMHUKH TPOMOOIIUTOB M SPUTPOIUTOB, HAIPUMEP METOJ TJIaIKUX
yactul| (smooth particles hydrodynamics) [Al-Saad et al., 2020] u MeTon TUCCUIIATHBHOHN JMHAMU-
ku ygactull (dissipative particle dynamics) [Tosenberger et al., 2013]. Taxke B Takux 3aJadax WHOTIA
NPUMEHSIIOTCSI METO/BI PEIIeTOuHOro ypaBHeHus: bonbimana (Lattice Boltzman) [Shankar et al., 2022],
KOTOPBIE OPraHUYHO COYETAIOTCS C PENIETOYHBIMH KMHEeTHYecKuMH MozensiMu Monrte-Kapio (Lattice
kinetic Monte Carlo, LKMC), ucItob3yeMBbIMH JIJIs1 OITUCAHUSA TUHAMHUKN KJIETOK B JKHIIKOCTH.

IIpo0siembl mpeabIAYIIUX MOeJIel

dopMHUPOBaHUE TEMOCTATHUSCKON MPOOKH BKIIFOUACT MHOXKECTBO MPOLIECCOB Pa3IMYHOIO Mac-
mtada, 4To CYIIECTBEHHBIM 00OPa30M YCIOKHSIET KOMIBIOTEPHOE MOJEIUPOBaHKe reMocrasa. B cumy
TOTO, YTO PEryNSIUs KaXJIOro M3 THX IMPOIECCOB MO OTICIbHOCTU IUIOXO MOHSATHA, UX OKa3bIBaeT-
csl HEe TaK MPOCTO pear30BaTh B COCTaBe KPYMHOM Monenu. B pesynbrare MpakTHUECKH HU OJHA U3
COBPEMEHHBIX MOJISNICH TeMOCTa3a WK ero YacTH HE OTPaKaeT UX KOPPEKTHO.

OnuH u3 Hauboyee SIPKUX MPHUMEPOB — MEMOpaHHBIC PEAKIMH CBEPTHIBAHHSA. BOIBITMHCTBO
KJIFOUEBBIX PEAKIU 3TOW CHUCTEMBI SIBIISIOTCS MOBEPXHOCTHO-3aBUCHMBIMH M IPOUCXOAUT HAa OTPH-
[aTeLHO 3apsOKEHHBIX (ochomumuaHbIX moBepxHoCcTsX [Podoplelova et al., 2021]. Yacte peakiuit
MPOUCXOAT B 00BEME IJI1a3Mbl, OJTHAKO B CIIy4ae UX MPOTEKAHUs BHYTPH TPOMOOIIMTAPHOTO arperara
HEOOXOIMMO YYHUTBHIBATh MHOXKECTBO IMPOIECCOB, CBSI3aHHBIX C OOMEHOM MOJEKYJIaMH MEXKIY JIBYMS
dazamu — 00BEMHOU U MOBEPXHOCTHONH. OCHOBHBIM MCTOUYHUKOM MTPOKOATYISIHTHOW MOBEPXHOCTHU SIB-
JISIFOTCSI aKTUBUPOBAHHBIC TPOMOOIIUTBI, TPUYEM JIUIIb YacTh TPOMOOIIUTOB MPU aKTHUBALUHU TIEPEXOIUT
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Puc. 3. Hekotopble u3 mpoOiieM MEMOPaHHbBIX peakiuii CBEPThIBAHUS: HCIIOIb30BAHIE KOMITBIOTEPHBIX MOJIEIICH.
a) Tonbko 4acTh TPOMOOLMTOB TPH AKTHUBALUK CBSI3bIBACT (DAKTOPBI CBEPTHIBAHUS, MMPUYEM CBS3bIBAHUE HJIET
MPEUMYIIECTBEHHO Ha YaCTH MTOBEPXHOCTH — «Iarkey. 0) Cxema peakiiii BHyTPEHHEW TeHa3bl B KOMITBIOTEPHOI
Mmogenu. B) IIpocTpaHcTBeHHass opraHu3aius peakiuu B Monenu. r) [IpocTpaHcTBeHHas reHepaims (akropa
CBEPTHIBaHUsI Xa B MOJICIH. J1) BKIIabl «IIarmku» u «OCHOBHOTO Tejay. ¢) [eomeTprueckas cxema KOMITBIOTEPHOM
MOJIeIM TeMOIMHAMHUKN B pailoHe TPoMOa C MPOKOArYISIHTHBIM TPOMOONHMTOB. k) Pacnpenenenue ckopoctei
casura. AnantupoBano u3 [Podoplelova et al., 2016a]

B IpoKoaryissHTHoe cocrosiHue [Sveshnikova, Ataullakhanov, Panteleev, 2015; Panteleev et al., 2005;
Topalov et al., 2012].

BykBanpHO cumTaHHBIE MaTEMaTHMYECKHE MOJACTH — B TECTE TeHepanuu TpoMOuHa [Susree,
Panteleev, Anand, 2018] wim TpomOomnaamuke [Panteleev et al., 2006] — yYUTBIBAIOT 3TOT KPUTH-
gecknuii peromen. Eme Oonee Breuariisier [Podoplelova et al., 2016a], 9To Jumb 4acTh HOBEPXHOCTH
3THX TPOMOOIIUTOB XOPOIIO CBA3BIBACT (DAaKTOPHI CBepThIBaHMA (puc. 3, ). Mbl pa3paboranu mMaTeMa-
TUYECKYIO0 MOJIeITb, B KOTOPOH y4JIM BCE ATAIlbl aKTHBAUHU (pakTopa X Ha MOBEPXHOCTH Pa3HBIX dacTel
TpombonuTa (puc. 3, 6, 8), ¥ OKa3aJIH1, YTO KOHIIEHTpalus (aKTOPOB Ha «ILAIKE) Ha MOPSAKH yCKOPS-
eT peakmuu (puc. 3, 2, 0). Kpome Toro, Maremarnieckoe MOACIHPOBAHUE ITOKA3aJI0 BTOPYIO BO3MOKHYIO
3HAUNMOCTh «ILAKW»: MOCKOJIbKY MIMEHHO OHA OTBEYACT 33 CBS3bIBAHME TPOMOOIIMTA C apTepUabHBIM
TpoMOoM [Abaeva et al., 2013], B 3Tol NPUMBIKAIOIIEH K TPOMOY OOJacCTH CO3MACTCS PETHOH II0-
HIKCHHBIX CKOPOCTEH CHBHTa, MO3BOJSIONINX MPOXOKICHUE TPOIIECCOB CBEPTHIBAHUA (pHC. 3, e, o).
Kak 0pl10 TOKa3aHO paHee, TakKe ¢ TOMOIIHI0 MaTeMaTHYECKOTO MOJISIIMPOBAHMSI, CBEPThIBAHUE KPOBH
CHJIHO MHTHOHpYeTCsl apTepualibHpIMu oTokamu [ Tosenberger et al., 2016; Shibeko et al., 2010]. Bo3-
MOXXHO, OJTHAKO, YTO MYJbTUMEpHU3aIus OeNKOB CBEPTHIBAaHHS Ha TIOBEPXHOCTH MEMOpPAHBI IMTO3BOJISIET
UM H30€XaTh yHOCA IOTOKOM: ATOT MEXaHM3M Taike OblT OOHapyKeH MyTeM aHaliHu3a 3KCIIepUMEH-
TaJbHBIX JIAHHBIX C TIOMOIIBI0 MareMarnieckoro monenuposanus [Podoplelova et al., 2016b].
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Puc. 4. 3aragku Ha ypoBHe TpoMOo0oOpa3oBanus. a) HepaBHOMepHOE paciipesieieHHe IPOKOaryIssHTHBIX TPOM-
6o1mToB U (pubpuHa B TpomOe. M300paxkenust TpoMOOB, 00pa30BaBIINXCSI B MUKPO(IIOUIHONW KaMepe IpH Tpo-
KauMBaHUU PEKATBIIM(UIIMPOBAHHON LIENBHON KPOBHU Yepe3 GUOPHILIAPHBII KOJUIAreH NepBOTo THIIA M TKAHEBbIH
thaxTop. MuxpodoTorpadun MOTYICHH MIPH MOMONTH MeToaa AuddepeHInaTbHO-HHTEP(EPESHIIMOHHOTO KOH-
TpacTta (cieBa), a TaKke B NIBYX KaHajax (uryopecteHnuu (cmpasa). Ha nmeBoit Mukpodororpadun BUIHBI IBa
TPOMOOIIMTAPHBIX TPOMOa, a TaKKe CETh (PUOPUHOBBIX BOJIOKOH B OCHOBAHHU (TOJICTBIC TEMHBIC HUTH OTHOCSTCS
K pubpwiam komareHa). Ha mpaBoit mukpodoTorpaduu Ta ke camas 00JacTh MPOTOYHON KaMepbl OTCHsI-
Ta B KaHajgax (PIyOPCCICHIIMK: HAa MOBCPXHOCTH arperaroB BUAHBI 001acTH, Ooratsie puOpUHOTeHOM (TOIy00it
I[BET), a TaKOKe IPOKOATYIITHTHBIE TPOMOOIUTHI ((HOIeTOBEIH IBeT). 0) Pacmpenenenue ckopocTeit caBura mpu
TpaBMaTH4YeCKOM TIpokojie cocyna [Yakusheva et al., 2022]. 8) HemMoHOTOHHAs 3aBHCHMOCTH CKOPOCTH C/IBHTA
Ha TPaHUIIC PaHbl OT paaUyca paHbl CBSI3aHA C TEM, YTO MPH MaJbIX PaHaX MOTOK Yepe3 paHy yIpaBiscTCs
COTPOTHBIICHUEM PaHBI, a MPH OOJBIINX — COMPOTUBICHHEM MOABOASNIMX cocynoB [Podoplelova et al., 2016a]

o

[IpocTpaHCTBEHHOE paCIpe/ielieHNue MPOKOATYIITHTHBIX TPOMOOIIMTOB B TpoMOe KpaliHe Heom-
HOPOTHO M MOXKET M3MEHSTHCS ¢ TeueHHeM BpemeHH. OOpa3oBaHue M IepepacipesesieHHe MpoKoa-
TYJASHTHBIX TPOMOOIIMTOB B PE3yJIbTare CHIBHON aKTHUBALMHM MOTYT CYIIECTBEHHBIM 00Opa3oM BIHATH
Ha MPOCTPAHCTBEHHOE paclpelielieHne HapaOOTKU TPOMOWHA: MBI paHee IMoKa3aal (PeHOMEH BhITECHE-
HHS ATUX TPOMOOIIMTOB Ha IEPU(EPUI0 apTEepUaIBHOIO TpoMOa BCIEACTBHE KOHTpakuuu (puc. 4, a),
YTO MPUBOAUT K IMOSBJICHUIO MOBBIIICHHON KOHICHTpauu GUOpHHa B MepUPepHuSCKOl 4acTH TPOM-
0a [Nechipurenko et al., 2019]. MaTEepecHO, 4TO B «BEHO3HBIX» TPOMOAaX Tarxke HaOIIOAaeTCs YIUIOT-
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HeHne (uOprHA Ha mepudeprun BCIEeICTBHE KOHTPAKIIMH, OIHAKO MEXAaHW3M HHOM: MareMaThdecKas
MOJICNIb KOHTPAKI[MU YKa3bIBACT HA TO, YTO COMMKeHHE NepuepudecKux TPOMOOIUTOB (M CBSI3aHHO-
ro ¢ HUMHU (UOPHHA) MPOUCXOTUT BCIIEJCTBUE ACHMMETPHYHOCTH CHII, JCHCTBYIONINX HAa HUX OKOJIO
rpanutipl [Kovalenko et al., 2021].

Kpome 3aragkn MeMOpaHHBIX peakiii K TPaAUIIMOHHBIM IIpoOJieMaM, CBSI3aHHBIM C (PH3HKO-XH-
MHUYECKHM ONUCAHUEM FeMOCTaTHYECKOIO OTBETa, MOKHO OTHECTH MOJUMepHU3aliiio GpubdpuHa, kKoropast
WHUIIMHAPYETCS TIOSBIIGHHEM MOHOMEPOB (PMOpUHA — SPKUH MpUMEp MHOTOMAacIITaOHOTO W MHOTOCTa-
JMUHHOTO TIpollecca, MPU KOTOPOM M3 HAHOPA3MEPHBIX OOBEKTOB MOTYT MOSIBISIOTCS CIOXKHBIC MUK-
pOCKoIIMYecKre CTPYKTypbl. [laHHBIA mporiecc oOnagaeT OOJBIION YyBCTBUTENBHOCTHIO K BEIMYHHE
notoka [Shibeko et al.,, 2010]. B nacTosimee Bpemsi, Kak U Jjisi MEMOpaHHBIX peaKkLUUi CBEpPTHIBa-
HUS, €CTh CIEIHATN3UPOBAHHBIC MaTeMaTHIECKUE MOIEIH 3TOTo mporiecca [Weisel, Nagaswami, 1992;
AnnpeeBa, Huxonae, Jlobanos, 2017], Ho mpencTouTt Oojblas padoTa MO WX WHKOPIIOPAIIUH B MHO-
roMacIITabHbIe MOJCIH PA3NUYHBIX CIICHAPUEB TPOMOOOOPA30BaHUS: CeHUac €CTh JIUIIb OTICITHHBIC
paboTsl Ha 3Ty Temy [Xu et al., 2012; Tosenberger et al., 2016]. [leTanpHBIH 0030p IMOIXOIOB K KOM-
IBIOTEPHOMY MOJICIIMPOBAHUIO TIOJIMMEpH3alui (prOprHa MOXKHO HalTH B HeaBHeM o03o0pe [Nelson et
al., 2021]. Cpemu moaxof0B K MOJUMEPH3AUN (PUOPHUHA MOXKHO BBIICIUTH OMOXMMHYECKOES MOJICITH-
poBanue [Pancaldi et al., 2022], craructuueckue noaxozasl [Moiseyev, Givli, Bar-Yoseph, 2013], pac-
CMOTpEHUE TIOJTMMEPH3AINH KaK BOJHEI (ha3oBoro mepexona [Jlobanos, 2016], MeToasl TUCCUTIATUBHON
nuHamuku yactull [ Yesudasan, Wang, Averett, 2018b], momxosp1 MosekyssipHol auHamuky [ Yesudasan,
Wang, Averett, 2018a].

MopenupoBanue (uOpuHONIM3a U TpomOoau3uca (mporecca, 0OPaTHOTO CBEPTHIBAHUIO) CTall-
KHBaeTCsl ¢ HECKOJBKO APYTMMH BBI30BaMH. 3allpOChl HA MOJENMpOBaHHE (hUOpUHOIM3A XOTs ObI in
vitro Bo3HUKIM emie B 1960-e¢ romer [Liniger, Ruegsegger, 1967], U 3T0 KMHETHYECKOE M CTOXACTH-
YecKoe MOJEIMPOBAHUE MPOJODKAET PAa3BUBATHCS J0 CHUX IMOp B pasHbIX BapuanTax [LaCroix, 2012;
Bannish, Keener, Fogelson, 2014; LeCover et al., 2019], HO MaJio BEIXOAMT 3a Ipeaeibl pooupku. Ec-
JIM TIPOIIECC TeMOCTa3a HaM MPUMEPHO MOHSITEH, TO PEryIISIUs €CTECTBEHHOTO (GUOPUHOIII3A SBIISIETCS
KpaifHe 3araJlo4Hoi: MBI JI0 CHUX MOp IUIOXO MOHWMAaeM, OTKyla OepyTcsl aKTHBaToOpbl (GpuOprHOIM3a
U KaK WX MPOU3BOACTBO PETYIUPYETCS MapalieIbHO C 3a)KUBJICHHEM paHbl. CKopee BCEero, KOMIBIO-
TEpHOE MOJeNupoBanne (GUOPHHONIN3A in Vivo HEBO3MOXXHO B OTPBIBE OT MOJEIWPOBAHUS 3a)KUBIIC-
HUS paHbl U KaCKaJia MIPOTEHHA3 BHEKJICTOYHOTO Marpukca. HanpoTus, KOMIIBIOTEPHOE MOJIEIIUPOBAHKE
Tpombonu3uca (Tporecca, Korna B IjIa3My KPOBH BBOIST AK30TCHHBIM aKTUBATOP) SBISETCS aKTHBHO
pa3BUBAaEeMbBIM HampapiicHHEM. llepBrie MEeXaHW3MEHHBIE MOJIEIN JTOrO Ipolecca ObUTM pa3paboTaHbl
koutektuBoM Ckotra Jlafimornma [Anand, Diamond, 1996]. B HacTosiiee BpeMs TPOIOIDKAIOTCS pabo-
TBI, TTOCBSIICHHBIC KaK (PyHIaMEHTAILHOMY HCCIICIOBAHUIO peryisnun Tpomoonm3uca [Shibeko et al.,
2020; Petkantchin et al., 2023], Tak u kinuHUYecKUM npuMeHeHusiM [Piebalgs et al., 2018; Lahr et al.,
2013]. O630p 1o 3TOH TeMaTHKe MOXKHO HaiTh B [Bannish et al., 2017].

HoBble HpOﬁJ'IEMbI MOCJCIHEr0 J€CATNIICTUA

3a mocieaHee ACCATHICTHE DKCIEPHUMEHTANbHBIX HCCICAOBAaHUN TpomM003a M remMocrasza Obul
HaKoOIJIeH OO0JbLION 00bEeM NaHHBIX, KOTOPbIE HE TOJIBKO CYLIECTBEHHO PAa3BUJIM NPEICTABICHUS O Me-
XaHU3Max Pa3HOOOPa3HBIX MPOLECCOB, HO M IO3BOJHIIHN C(HOPMYIMPOBATH PsiJl BOIIPOCOB, LISl OTBETA HA
KOTOpbIe HEOOXOIMMO NPUMEHSTH IUPOKUHA apceHall HOBBIX MOAXOIO0B, B TOM YHCIIC KOMIIBIOTEPHOIO
MOJIETTUPOBAHUSI.

Tak, HemaBHO OBUIO IOKA3aHO, YTO B PsAAE CIy4aeB HadajbHbIC 3Talbl 00pa30BaHMs I'€MOCTa-
TUYECKUX TPOMOOB TpH MpoKoje cocyna (puc. 4, 6) IPOUCXOIAT B YCIOBUAX IKCTPEMAIBHO OOJIBIINX
CKOpPOCTEH CIIBHTA, KOTOPBIC paHbIIe OTHOCHIN K marosorndeckuM [ Yakusheva et al., 2022]. IIpu sTom
B OOJIBIIMHCTBE CIIy4aeB PEAJMCTHYHOTO TOBPEXAECHUS KOHTPOIHPYIOIIUM 3TalloM SIBISETCS COIpPO-
TUBJIEHHE COCY/IOB, MOAXOAAIINX K paHe, a He caMoil paHsbl (puc. 4, 6). DTH JTaHHBIE CBUAETENbCTBYIOT
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0 TOM, YTO aJIeKBaTHOE MOJICITUPOBAHNE TeMOCTAaTUYECKOTO OTBETA JIOJDKHO YUUTHIBATh IUPOKUH KPYT
OMOMEXaHUYECKUX TIPOIECCOB, CBSI3aHHBIX C B3aummMmoneicTBueM (akropa (o Bumnedpanma ¢ mospe-
JKIACHHOW COCYIUCTOM CTEHKOH M TPOMOOIIMTaMH, U, BOSMOKHO, TIPOIIECChl OMOMEXaHNYeCKOW aKTHBa-
i TpoMOouuToB. TakuM oOpa3oM, aHamu3 KOH(POPMAIMOHHOW JHHAMHKH M MPOIECCOB aKTUBALIUU
daxTopa (on BumieOpanma B yCIOBHSIX BBICOKOTPATUEHTHBIX TEUEHHH KPOBU IMPHOOpPETAaeT HOBHIM
CMBIC]I B KOHTEKCT€ MIMEHHO reMOCTa3a.

I'emocTarnveckue CryCTKH U IPUCTEHOYHBIE TPOMOBI 00JIaaf0T CYIIECTBEHHOW MMPOCTPAHCTBEH-
HOW HEOJHOPOIHOCTHIO. [lepBble HaMEeKH Ha 3TO cyliecTBOBaM yxxe K KoHIy 2000-x romoB [Kamocka
et al., 2010], HO perrarOIUM TIPOPHIBOM CUHUTAETCS MK paboThl U3 Jadoparopuu JlopeHca bpacca,
koTopeie ¢ 2013 roma chopMynupoBaal KOHIEIIHIO sIpa W O00OJNOYKH JUIS apTepHabHBIX TPOMOOB
M TeMOCTAaTHYECKHUX CTYCTOB MpHU Ipokoie cocyaa. OOHapyKeHHe CHIBHON MPOCTPaHCTBEHHOW reTe-
POTECHHOCTH MPUCTECHOYHBIX TPOMOOB B MUKPO- U Makporupkyisuu [Stalker et al., 2013; Marar et al.,
2022; Welsh et al., 2017] quxTyeT HEOOXOAUMOCTH HE TOJBKO y4yeTa JJAHHOTO SIBJICHUSI B COOTBETCTBY-
IONINX MOJAENAX, HO U BKHOCTh TMOWCKA (PU3UKO-XUMHUYECKUX MEXaHW3MOB TAaKOW T'€TEepPOTeHHOCTH.
HaGmtonaemasi reTeporeHHOCTb, 10 BCel BUAMMOCTH, BBI3BaHA COBOKYITHOCTBIO B3aMMOBIHSIIOIIMX d(-
(exToB, a/JieKBaTHOE OMMCAaHUE KOTOPHIX HAa CETONHSIIHEH JIeHb MPEJCTaBIsSET CEphe3HBIH BBI3OB JUIA
KOMIIBIOTEPHBIX MOJIENEH:

1) u3HA4YaIBHON reTePOreHHOCTHIO PACIIPE/ICIICHHS BAXKHBIX AKTUBATOPOB FeMOCTAaTHYECKOIO OTBETA
NPU MOBPEkKICHUH (B MEPBYIO OUepe/ib KoJUIareHa M TKaHeBOro (akropa), a takke docdonumm-
JIOB, CIIOCOOHBIX PE3KO YCKOPSATh COOTBETCTBYIOIIME PEAKIMU IUIA3MEHHOTO 3BEHA CBEPTHIBA-
Hus [Nechipurenko et al., 2019; Mangin et al., 2020];

2) CHJIBHOH 3aBUCHMMOCTBIO PEaKIUil KaK IIa3MCHHOI0, TaK M TPOMOOIIMTAPHOIO 3BE€HA reMOCTas3a
or notoka kposu [Shibeko et al., 2010; Mangin et al., 2020];

3) sApKO BBIPAKCHHBIM HEJTMHCHHBIM XapaKTepOM 3aBHCHUMOCTH (DYHKITHOHAJILHOTO OTBETa TPOMOO-
IUTOB OT KOHIICHTPAI[MK Pa3JInYHBIX aKTHBATOPOB, B IIEPBYIO Ouepeib TPOMOUHA, TPOMOOKCaHA
A2 nu AJI® [Sveshnikova et al., 2016; Shakhidzhanov et al., 2015; Masalceva et al., 2022;
Obydennyy et al., 2016; CpemnuxoBa, Crenansia, [lantenees, 2022; Bongosa, Bacuierckas,
CaemnukoBa, 2023];

4) crmocoOHOCTBIO TPOMOOITUTOB K BBEIOPOCY Pa3HOOOpa3HBIX TI'paHyl, U3MEHEHHIO (OPMBI U KOH-
TPaKIMK; JaHHbIC (YHKIMOHAIBHBIC OTBETHI MOTYT CHJIBHO BIHUSITH HE TOJBKO HA COCEIHHE
TPOMOOIMTEI, HO M HA MPOIECChl TPAHCIIOPTA BEIICCTB B TPOMOE: JIOKAIbHbBIC MapaMeTphl yIia-
KOBKHM TPOMOOIIMTOB B TPOMOE OIpEACISIOT KaK CKOPOCTH KOHBEKIIMOHHOTO TPAHCIIOPTA, TaK
U ckopocTh mudy3un MoeKyiI-ydacTHuKoB [ Tomaiuolo et al., 2014];

5) BHEIIHSSI 4acTh pacTymiero Tpomba obnamaet psaoM OCOOCHHOCTEH: B CBA3UM C HHU3KHM YpPOB-
HEM aKTUBAIMA TPOMOOIMTOB U MUHUMAJILHOW aKTUBHOCTBHIO TPOMOMHA JJaHHAs 00JIACTh TPOM-
0a, KOTOPYIO YacTO Ha3bIBalOT 0Ooyoukoi (aHmI. “shell”), obiamaeT BBHICOKOH MOIBHIKHOCTBIO;
JIMHAMAYHOCTh BHEIIHUX CIIOCB TPOMOa B YCJIOBHUSIX IOTOKA MOXKET CYIISCTBCHHO BIJIMATH Ha
ero pasMmep, OJJHAKO aJICKBaTHOE OMHcaHhe (HU3UKH B3aUMOJCHCTBHSI MOTOKA C TAKOW JUHAMUY-
HOU CTPYKTYpOH TpeOyeT KCIHOJIb30BaHUSI COOTBETCTBYIOUIMX BBIYMCIUTEIBHO CIOKHBIX MOJIC-
neit [Masalceva et al., 2022; Kaneva et al., 2021; Ahmed et al., 2020; Trifanov et al., 2018].

OmHHUM W3 BO3MOXHBIX MEXAHHU3MOB, OTPaHUYMBAIONINX PAacIpPOCTPAHEHHE IMPOLECCa CHIIbHOU
aKTHBAIlMKA TPOMOOLIMTOB BO BHELIHWE OOJIACTH TPOMOA, SIBISIETCSl MOTEHIMAIBLHO BbICOKast 2)(eKTHB-
HOCTh KOHBEKLIMOHHOTO TPAHCIIOPTA BEIIECTB B 000JIOYKE TpoMOa 3a CUeT €€ BBICOKOM IOPUCTOCTH.
Janublit 2phexT MoKeT UMETh elie Oolplliee 3HAaYeHUE B KOHTEKCTE 00pa3oBaHMs MeMOCTATHYCCKON
npoOKH, rae OoNbIION Tepernan JaBJICHUH MEXIy COCYIHCTHIM PYCJIOM M BHEIIHEH YacThIO PaHEBOTO
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MPOCBETa MOXKET MIPHBOANTH K PE3KOMY YBEIIMUCHHUIO MTOTOKOB KpoBH [Yakusheva et al., 2022], B Tom
qycie MOTOKOB IJIa3Mbl uepe3 (POpMUPYIOIIYIOCS MEPBUYHYIO MPOOKy. [IpyruM MexaHU3MOM MOXKET
OBITH CaM CHOC MEPBUYHON 000JIOUKH (3AIMUIIAOIEH CBEPTHIBAHNE OT IIOTOKA) M CTA0MIIN3aIUs OCTaB-
HIerocs yyactka HHTHOMPYIOIIMM CBEepThIBaHHUE AelicTBueM mortoka [Kaneva et al., 2021; Tosenberger
et al., 2016; Tosenberger et al., 2013].

MopenupoBaHue TpaHCIIOpPTa BELIECTB B apTEpPUAJIbHOM TPOMOE WM TeMOCTaTHMYeCKOil Mpoo-
Ke, TIOMHMO CJIO)KHOCTH aJIeKBaTHOTO OIMCAHHS TEYEHHWS Ha TPaHHIE MEXIy KPOBBIO M IMpOHHIIAe-
MBbIM JUIs1 TU1a3Mbl TpoMOOoM [Lobanov, Starozhilova, 2006], Takxke cTalKHBAeTCsl ¢ HATUYUEM OOJIBIIONHN
HEOIPEINICHHOCTH B TIPOHUIIAEMOCTH Pa3JIMYHBIX oOjacteii Tpomba. MiMeronumecs B auTeparype JaH-
HBIE YKa3bIBAIOT HA KOJOCCAIBHBIA pa3dopoc B U3MEPEHUSIX MPOHUIIAEMOCTH TPOMOOB B 3aBUCHMOCTH
OT YCJIOBHI TpoBeacHus 3kcrepuMenta [Du et al., 2020]. [IpencraBieHHBIC B JIHTEpaType 3HAUYCHUS
MPOHHUIIAEMOCTH PA3IMYAOTCs Ha MIECTh MOPSIKOB, YTO, MO-BUANMOMY, OTpakaeT OOJbIIIoe pa3HOo0-
pasue peanusyloumxcsi CTpyKTyp. B ciyuae Goratbix (UOPHHOM IUIOTHBIX TPOMOOB 3HAYEHUS] MOTYT
cocTaBnaTh nopsaka 107°-1072 42, B To BpeMst KaK phIXJIble TPOMOGOIMTAPHEIE arperaThbl, 06Pa3yOmy-
ecsi B yCJIOBUSAX BBICOKMX CKOPOCTEW clBHTa (C HM3KOH CTENeHbI0 KOHTpakiuu U 0e3 ¢pubpuHa), 1o
BCeil BUIMMOCTH, 06nanatoT nporuaemMocthio 0,1-10 x4 [Du et al., 2020]. VuuThsiBas cylecTBEHHOE
BJIIMSIHHE TIOTOKA Ha Pa3HOOOpa3HbIe MPOIeCcChl MPH TPOMOOOOPa30BAHNH, a TAKXKE CHIIbHYIO TeTepOoreH-
HOCTb TPOMOOB in Vivo, KpaifHe aKTyaJlbHOH CTaHOBHTCS 3ajjada IMOCTPOCHHUS aJIeKBaTHOW TeopeTHde-
CKOHM 3aBHCHMOCTH JIOKAJIbHOM IPOHUIIAEMOCTH KaK OT IMOPUCTOCTH apTepHaIbHOr0 TpombOa (Ha KOTO-
PYIO TIIaBHBIM 00pa3oM BIUSIET CTENEHb aKTHBAIUK TPOMOOIIMTOB), TaK M OT KOHIIEHTpAIH (HUOpHHA.
W ta u napyras BeIMYMHA CYIIECTBEHHBIM 00pa30M 3aBHCHUT OT JIOKAJIbHONW aKTUBHOCTU TPOMOMHA.

BaxHpIM HarpaBlieHHEM COBPEMEHHBIX HCCIIEAOBAHHMI B O0JIACTH TeMOCTa3a SBIAETCS N3ydeHHe
0COOCHHOCTEH MOIIEKYIISIPHBIX IPOIIECCOB, MPOMCXOIAIINX Ha TaK Ha3bIBaeMbIX ckaddommax — IBy-
MEpHBIX ¥ TPEXMEPHBIX MaTpHIaX, 00ECIIeYNBAIOIINX CIIEIaIbHbIE YCIOBHUS MPOTEKaHUI pa3Ho0Opas-
HbIX peaknwi [[TanTenees u np., 2022]. Cpeau OCHOBHBIX TakKUX CKa(QoI0B MOXKHO BBIACIUTL 000-
rameHHble GpocharnauiacepuHoM (ochoauuaHbIe MEMOpPaHbl (HAa HUX MPOMCXOAAT KIFOYEBBIC peak-
IIUU CBEPTHIBAHMS KPOBH), KOMITJIEKC (GHOpHHA U OEITKOB BHEKJIETOYHOTO MaTpUKca (CIYKHUT MaTpuileit
npo- U aHTU(HUOPHHOIUTUIECKUX MPOLIECCOB) U, HAKOHEL, onuMepsl pocdaToB, BKIIOYas TPOMOOIIH-
TapHbIe monudocdaTsl U BHEKIETOUHBIC JIOBYIIKH HEHTPOQHIOB (YYacTBYIOT B OOINBIIIOM KOJMYECTBE
MPOIIECCOB, B TOM YHUCJIC B KOHTAKTHOW aKTHBAIIMHM CBEPTHIBAHHS KPOBH).

Jpyrumu mpuMepaM# HOBBIX TpOOJIeM, KOTOpPBhIE BBICBETHIIMCH B XOJI€ DKCIIEPUMEHTAIBHBIX
U TEOPETHYECKUX PabOT MOCIETHUX JIET U JUI KOTOPBIX MPAKTHUYECKH OTCYTCTBYIOT KOMIIBIOTEPHBIE
MOJIEITH:

1) JHK-noBynrkn HEWTPOQHIOB U KOHTAKTHBIN ITyTh B BEHO3HOM TpoMOooOpa3oBanuu [Brill et al.,
2012];

2) TeTeporeHHBIH JM3UC CTYCTKOB (pUC. 5), coepKamux He Toiabko (pudpuH [Staessens et al., 2020;
Staessens et al., 2021];

3) MeTajIonpoTeNHa3bl MaTpUKCca Kak pa3BuTHe (GUOpPHHONH3A;

4) merabonu3M TPOMOOLHMTOB W ero BiusHHE Ha (yHKuMoHansHOCTH [Shepelyuk, Panteleev,
Sveshnikova, 2016];

5) mpobraemMbl KPOBOMIMSIHUA M MUTPAIMU TPOMOOIIMTOB B CTHIKM MexAy sHuorenuem [Kaiser,
Escaig, Nicolai, 2023].

HecMoTpst Ha AMTENBHYIO UCTOPHIO MOICIUPOBAHUS CBEPTHIBAHMS KPOBH U TPOMOOLIMTAPHOTO
remMocTa3sa (1 BO MHOTOM OJnarofiapsi €if), Mbl CEro/{HsI HaXOAUMCS B CTa/IMU PELIUTEIBHOTO IepecMoTpa
0a30BBIX NpEJCTaBICHUIH 00 3THX IpoIeccax M, COOTBETCTBEHHO, KOMITBIOTEPHBIX Mojeneil. MokHO
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Puc. 5. PactBopenune hubpuHa B rereporeHHoM TpombOe, Ooratom TpombounTaMu 1 Gakropom GpoH Buiedbpana
(aputporutel — 10 %, ¢ubpur — 20 %, Tpomborutel — 70 %, dhakrop don Bumnedbpanga — 60 %, nerkomm-
161 — 20 %, JHK — 10 %), nox neiictBueM TIIA. PacdeT BBITIOJHEH ¢ MOMOIIBIO MOAM(DHUIIMPOBAHHON MOJIEITH
u3 [Shibeko et al., 2020]. a) HauansHoe pacnpenenenue pudpuna B Tpombe. 6) Pacripenenenue ¢pudprHa B TpOM-
6e uyepe3 180 munyT nusuca. B) Pacnpenenenue TIIA B TpomOe uepe3 180 munHyT nmsuca. r) Pacnpenenenue
JHK B TpomOe. 1) Kuneruka pacrBopenust puoOpuHa B TpoMOe

OXXWaTrb, 4TO B OmKaiiee BpEMs MOABATCA HOBBIC ITOKOJICHUA MOHeHeﬁ, OTKPBIBAOIIMUEC IIYTh K HO-
BOMY NNOHUMAHUIO.

Hapsny ¢ HeoOXOIMMOCTBIO pacIIUpEeHUs CYIIECTBYIONINX MOJIEIICH B CBSI3U C HOBBIMH JKCIIEPH-
MEHTAJIbHBIMU JIAHHBIMU HCCIICIOBATENIN CTAIKUBAKOTCS U C JPYTUMHE POOJIEMaMHU: B TIEPBYIO Ouepeilb
C HEOOXOIUMOCTBIO Pa3padOTKU HOBBIX (PM3MKO-MAaTEeMaTHYECKHUX TOAXOOB K OIHMCAHUIO CIOKHBIX
OHMOJIOTHYECKNX MPOIECCOB. B kauecTBe MPUMEPOB MOKHO IIPUBECTH CIICAYIONINE HEPEUICHHBIC MPO-
OyIeMBI: aJIeKBaTHOE OMHMCAHNE BHYTPHUKJICTOUHBIX OMOXMMHYECKIX KACKAI0OB, TAE OTACIbHAS MOJIEKYyIa
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(depmeHTa MOXKET UMETh Oosee IecsATKa CalToB (ochOpHIHMpOBaHUs (UM, CIIEIOBATEIBHO, HAXOAUTHCS
6omnee ywem B 1000 BO3MOXKHBIX COCTOSHHI); MpoOiIeMa aJeKBaTHOTO OMHCAHUS MEMOpaHHBIX peak-
Ui B ClIy4ae BBICOKOM KOHIIGHTPALMH MOJICKYJ-yYaCTHHKOB (TIe W3-3a TaK Ha3piBaeMoro sddexra
KpayJMHI'a TIepecTacT XOpOIIo padoTaTh 3aKOH JEHCTBYIOIIMX Macc); MpolieMa PeAyKIHU eTadbHbBIX
Mojiernieli CBepThIBaHHS KPOBH ISl BOSMOKHOCTH OIMCAHUS TIPOLIECCOB B IPOCTPAHCTBEHHO HEOAHOPOI-
HBIX CHTYalMsX W MPH HAJMYMH TTOTOKA; CO3AaHHE KOHTHHYAIBLHBIX MOJENCH apTepralbHOro Tpomoa,
YUYHUTBHIBAIOIIMX KaK IUIACTHYHOCTH BHEIIHHX CJIOEB TPOMOA, TaK M BOSMOXKHOCTH OTPBIBA OTIEIBHBIX
KyCKOB (TO €CTh SMOOJIHU3AIIHIO).

Jpyro#t BaxHO# MpoOIeMOl SBISETCS BBIYNCIUTENIBHAS CII0KHOCTh MHOTHX JETaJbHBIX MOJIe-
neit Tpom6000pa3oBaHus, KOTOpasi HE TTO3BOJISICT UCTIONB30BATh UX JJISI OMUCAHNS HHTEPECHBIX C TOUKH
3peHus (PU3HONIOTHH CIleHapHeB. B kadecTBe MpUMEpOB MOKHO MPUBECTH MOJEIN MHKPOCOCYIHUCTOTO
TpoMO00Opa30BaHus C pa3pelieHUeM B OT/IeNIbHBINA TpomOoIiuT [Masalceva et al., 2022; Kaneva et al.,
2021; Tosenberger et al., 2016; Tosenberger et al., 2013], koTopble gake ¢ MPUMEHESHHUEM MOIITHEHIITIX
COBPEMEHHBIX CYIEPKOMIIBIOTEPOB HE MOTYT OBITh MCIIOJIB30BaHBI JUIsl HCCIIEAOBAHMs TPOMOOOOpa30-
BaHU B KPYITHBIX apTepusix. B CBSA3M ¢ 3THM BO3HMKaeT 3ajia4a CO3IaHUS aJeKBaTHBIX KOHTHHYaIIb-
HBIX MOJICNICH, YTO TAKXKE COMPSHKEHO C CYIICCTBCHHBIMU TEXHUYCCKUMU CIIOKHOCTSIMH, OMFCAHHBIMU
BbIIIe. AHAJIOTUYHASI CHTYyallusi HMEET MECTO NpPHU TOMBITKE IEepeHoca JETAlbHBIX MOJeNell Kackaa
ceepteiBanus [Panteleev et al., 2005] B yciaoBHsI POCTPAHCTBEHHO HEOMHOPOMHBIX 3134 C ITOTOKOM,
YTO TUKTYET HEOOXOMUMOCTh CO3MaHUS PEAYIIMPOBAHHBIX MOJIEIICH CBEPTHIBAHUS KPOBH.

JpyrumM mpumepom nporecca, KOTOpbli Ha CerOAHALIHUM JIEHb KpailHe CII0KHO UCCIIEA0BATh IIpU
MIOMOIIY KOMITBIOTEPHOTO MOJIEIMPOBAHUS B CHIIy TEXHHMUYECKHX CIOKHOCTEH, SBJIIETCS 0Opa3oBaHuUE
KpacHBIX TPOMOOB B TIOJIOCTSIX cepia Mpu GUOPHIUISIHMN peAcepauid: OOIBLION MPOCTPaHCTBEHHBIN
MacmTad JaHHOW 3a7ayd, a Takke HEOOXOIMMOCTh ydeTa HMOABMKHBIX IPAHMIl IPUBOIAT K KpaiiHe
BBICOKOM BBIUMCIIUTENILHON CIOKHOCTH MOJENEH Jake B ClIydae YIPOLIEHHOTO ONUCAHMS pEeaKIi
cBepThiBanus KpoBH [Qureshi et al., 2023; Qureshi et al., 2020].

[Ipu perieHUM MUPOKOTO KPyra MPOCTPAHCTBEHHO HEOTHOPOIHBIX HECTAIIMOHAPHBIX 3aJ1au, CBs-
3aHHBIX C OIMCAaHHWEM II0TOKa KPOBH W PEaKIMii CBEPTHIBAHHWS KPOBHU, KOTOpBIE 3a4acTyro (hopMyIu-
PYIOTCS B BHJIE 3a7[a4 THIIA «peakiusi — u¢y3usi — KOHBEKIU», BOSHUKAIOT TEXHHUECKUE CIOKHOCTH,
CBSI3aHHBIC C NMPUMEHSEMBIMU YHCJICHHBIMH TTOIXOAaMU. Tak, HallprMep, HaIll OIBIT MOJEIUPOBAHHS
B makeTe nporpamMm Comsol Multiphysics moka3ai, 9To mpu pacderax mpoQriell KOHIIEHTPAUH (ak-
TOPOB CBEPTHIBAHUS U AKTHBATOPOB TPOMOOIIUTOB (TakuxX Kak TpoMOWH u AJID) B yCIOBUAX MOTOKA
3a4aCTyI0 BO3HUKAIOT OOJbIINE TEXHHYECKUE TPYIHOCTH, CBSI3aHHBIE C pacdeTaMy Ha OIHOPOJIHOM CcTa-
[MOHAPHOM pacueTHO ceTke. [Ipu UCrosb30BaHUM OTHOCUTEIBHO IPyOBIX CETOK TOYHOCThH YUCICHHOTO
pelIeHnsT OKa3bIBACTCs CIUIIKOM HU3KOH, a MCHOJIh30BAHME MEJIKHX CETOK COIPSIKEHO CO 3HAYHUTENb-
HBIM YBEIIMYCHHEM BPEMEHH pacyera (KOTOpoe 00bIYHO PACTET KAK MUHHMYM HPOIOPIUOHATIBHO YUCITY
Y3JI0B pacyeTHOW ceTku). JlJis pernieHus: JaHHOUW MpoOIeMbl CEroHs aKTUBHO MPUMEHSIOTCS TaK Ha3bl-
BacMbIC alaTUBHBIC ceTkW. AnanTuBHas cetka [Berger, Oliger, 1984] — HeogHOpomHas ceTka, B KO-
TOPOW PACCTOSTHHE MEXIy y3JIaMU 3aBHUCHT OT JIOKQJIGHBIX 3HAYCHUN PAacCUYUTHIBAEMBIX BEIWYHH U MX
IPajMeHTOB, — TO3BOJIIET COBMECTHUThH aJICKBATHYIO TOYHOCTh PACUYETOB M OTHOCHUTEIBHO HEOOJIBIIOE
YHUCIIO DJIEMEHTOB CETKH, & 3HAYHT, BEIYUCIUTEIFHYIO CIIOKHOCTh 3a]1a4H.

C TOYKHM 3pEeHHS HCIOJIb3yEMbIX IOIXO0J0B MOJCIMPOBAHUE POCTa MPUCTCHOYHOIO TPOMOa
B YCJIOBHSIX MOTOKA, MOXKANYH, SIBISICTCS MPUMEPOM 3aJladu, B KOTOPOH 3a4acTyr0 COUETACTCS CaMbIid
BHYIIUTEIBHBIN apCceHall METOOB: B ClIy4ae BBICOKOTO MPOCTPAHCTBEHHOI'O pa3pellieH sl 3a1a4u HeoO-
XOJIMMOCTh OIUCHIBATH TUHAMUKY OTJCIBHBIX KJIETOK B CTPYKTYpe TPOMOa BO MHOTHUX MOJCNSAX MPH-
BOJUT K Pa3JIMYHBIM MaTeMaTH4ecKuM (hopMayi3MaM, HUCIOIb3YeMbIM JUIsl OMMCAHUS KUJAKOU (ha3bl
(KpoBH WJIM TUTa3MBl KPOBHM) W TBEPIBIX YacTHIl (TpoMOOmMTOB). B maHHOM 0030pe MBI HEe KacaeM-
Csl HIOAHCOB TAKOT'O OIMCAHUs, HO XOTEJIU Obl MOAYEPKHYTh, YTO HA CETOJMHSIIHUUN JICHb KaXIas W3
OIyOJIMKOBaHHBIX MOJIENeH pocTa TpomOa sBisieTcs (PAKTUUCCKH YHHKAIBHBIM CIIOCOOOM OITHMCAHWUSI
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TpoMO00OPa30BaHMs, 3a4acTYI0 COUCTAIOIINM MHOXKECTBO Pa3JIMUHbIX OIXONOB. Takas cUTyawLusi, yBbI,
HE I03BOJISIET IIPOBECTH KAKOIO-TO aJI€KBATHOIO CPAaBHEHUS 3TUX MOJAEIEH, TaKk KaK B IOJABISIOLIEM
OOJIBIIMHCTBE CIIyyaeB OHU SABJSIIOTCS YHUKAJIBHBIM IIPOLYKTOM OTAEIBHBIX J1a0OpaTOpHid, 3a4acTyio
UCHOJIB3YIOIIMX CBOW IIPOrpaMMHBIN KOJ, KOTOPBIM JaJIeKO HE BCErna IIPEJCTAaBIECH B OTKPBITOM J0-
cTyne. B aToM cMmbIcie, K COXaJIeHUIO, TaHHAsl 00IacTh MCCIEJOBAaHUN B LI€JIOM HaXOoIUTCs Ha Oolee
HU3KOH CTYIIEHU pa3BUTHs, €CIIM CPABHUBATh €€, HAIIPUMEP, C TPAAULUOHHBIM MOJIEKYISIPHBIM MOJEIIU-
POBAaHMEM, JJIsi KOTOPOI'O CErOHA CYLIECTBYET HECKOIBKO HIMPOKO MCIIONB3YEMBIX M BaIUINPOBAHHBIX
IIPOrPaMMHBIX PELIECHUI U YETKUX IPOTOKOJIOB, MTO3BOJISIIOIINUX FOBOPUTH O MPUHIUIIUAIBHON BOCIPO-
U3BOAMMOCTH IIOIY4aeMbIX PE3YJIBTATOB.

baaromapuocTu
ABTOpEHI BEIpaXKaloT OnaromapHocTh A. A. MacamibIieBoi 3a TOMOIIs B O()OPMIICHUU PUCYHKOB.

Cnucok jsureparypsl (References)

Anopeesa A. A., Huxonaes A.B., Jlobanos A. U. ViccnenoBaHue TOUCYHOH MaTeMaTHUECKOW MOIETH
nonumepuzanun GudpuHa // KomnbeloTepable uccnenoBanus U mofenuposanue. — 2017. — T. 9,
No 2. — C. 247-258.
Andreeva A. A., Nikolaev A. V., Lobanov A. I lIssledovanie tochechnoi matematicheskoi modeli polimerizatsii fibrina
[Analysis of point model of fibrin polymerization] // Computer Research and Modeling. — 2017. — Vol. 9, No. 2. —
P. 247-258 (in Russian).

bonoosa A.E., Bacuneeckaa B.J[., Ceewnuxosa A. H. Maremarnueckass MOAENb perenrtopa 3 TUMa
x uHosuron-3-pocdary (IP;R,) / Cucremnas 6uonorus u pusnonorus. — 2023. — T. 2, Ne 1. —
C. 3-10.
Boldova A. E., Vasilevskaya V.D., Sveshnikova A.N. Matematicheskaya model’ receptora 3 tipa k inozitol-3-fosfatu
(IP,R;) // Sistemnaya biologiya i fiziologiya. — 2023. — Vol. 2, No. 1. — P. 3-10 (in Russian).

Jlobanos A. Y. Tlonumepuzauus GuOprHa Kak BosiHA (a3oBoro nepexoqa. Maremarudeckast Mozels //
JKypHan BbIUMCINUTENBHOW MaTeMaTHKU M Marematudeckod ¢usumkn. — 2016. — T. 56, Ne 6. —
C. 1138-1148.
Lobanov A. 1. Fibrin polymerization as a phase transition wave: A mathematical model // Comput. Math. and Math.
Phys. — 2016. — Vol. 56. — P. 1118-1127. (Original Russian paper: Lobanov A.I. Polimerizaciya fibrina kak volna
fazovogo perexoda. Matematicheskaya model’ // Zhurnal vychislitel 'noj matematiki i matematicheskoj fiziki. —2016. —
Vol. 56, No. 6. — P. 1138-1148.)

Ilaumenees M. A., Cmenanusn M.I., Ceewnurxosa A.H. ®OyHKIHOHAIBHBIC OTBETHI TPOMOOITUTOB
Y BHYTPUKJICTOYHAS CUTHAM3AIMsI: MOJICKY/sipHbIe cBsi3u. Yacth 1: oTBetsl // CucremHast Onoo-
rust U ¢pusnonorust. — 2022, — T. 1, Ne 3. — C. 14-23.
Panteleev M. A., Stepanyan M. G., Sveshnikova A.N. Funktsional’'nye otvety trombotsitov i vnutrikletochnaya
signalizatsiya: molekulyarnye svyazi. Chast’ 1: otvety // Sistemnaya biologiya i fiziologiya. — 2022. — Vol. 1, No. 3. —
P. 14-23 (in Russian).

Iaumeneese M. A., [lubexo A. M., Heuunypenxo /]. FO., bepecnesa E. A., I[looonnenosa H. A., Cgew-
nuxosa A. H. Temocras u TpoM003. [IpocTpaHCTBeHHAsT OpraHU3aIisl OHOXUMHUICCKUX TIPOIICCCOB
Ha MHUKpoypoBHe // buomorndeckne memOpansl. — 2022. — T. 39, Ne 3. — C. 163-171. — DOI:
10.31857/S0233475522030094
Panteleev M. A., Shibeko A. M., Nechipurenko D. Yu., Beresneva E. A., Podoplelova N. A., Sveshinkova A. N. Gemostaz
i tromboz. Prostranstvennaya organizaciya biohimicheskih processov na mikrourovne [Hemostasis and thrombosis.
Spatial organization of the biochemical processes at microscale] // Biologicheskie membrany. — 2022. — Vol. 39,
No. 3. — P. 163-171 (in Russian).

Ceewnukosa A.H., Cmenanan M.I, Ilanmenees M. A. OyHKIMOHAJIbHBIE OTBETHl TPOMOOIMTOB
W BHYTPHKJICTOYHAs CUTHAJIMU3AlHA: MOJICKYJISIPHBIC CBA3H. Yacte 1: orBeTsl // CucteMHast OMOJI0-
rust U ¢pusnonorust. — 2022, — T. 1, Ne 1. — C. 14-23.
Sveshnikova A.N., Stepanyan M.G., Panteleev M. A. Funkcional’'nye otvety trombocitov i vnutrikletochnaya
signalizaciya: molekulyarnye svyazi. Chast’ 1: otvety // Sistemnaya biologiya i fiziologiya. — 2022. — Vol. 1, No. 1. —
P. 14-23 (in Russian).

2024, T. 16, Ne 4, C. 975-995




990 M. A. [lanTenees, E. C. bepmaackuii, A. M. 1lIu6exo, /1. FO. Heunnypenko

Abaeva A.A., Canault M., Kotova Y.N., Obydennyy S.I., Yakimenko A.O., Podoplelova N.A.,
Panteleev M. A. et al. Procoagulant platelets form an a-granule protein-covered “cap” on their
surface that promotes their attachment to aggregates // Journal of Biological Chemistry. — 2013. —
Vol. 288, No. 41. — P. 29621-29632.

Ahmed M. U., Kaneva V., Loyau S., Nechipurenko D., Receveur N., Le Bris M. Mangin P. H. et al.
Pharmacological blockade of glycoprotein VI promotes thrombus disaggregation in the absence
of thrombin // Arteriosclerosis, thrombosis, and vascular biology. — 2020. — Vol. 40, No. 9. —
P. 2127-2142.

Al-Saad M., Suarez C. A., Obeidat A., Bordas S. P. A., Kulasegaram S. Application of smooth particle
hydrodynamics method for modelling blood flow with thrombus formation // Computer Modeling
in Engineering & Sciences. — 2020. — Vol. 122, No. 3. — P. 831-862.

Anand S., Diamond S. L. Computer simulation of systemic circulation and clot lysis dynamics during
thrombolytic therapy that accounts for inner clot transport and reaction // Circulation. — 1996. —
Vol. 94, No. 4. — P. 763-774.

Anand M., Panteleev M. A., Ataullakhanov F.I. Computational models of hemostasis: Degrees of
complexity / Applications in Engineering Science. — 2022. — Vol. 10. — P. 100103.

Babushkina E. S., Bessonov N. M., Ataullakhanov F. I., Panteleev M. A. Continuous modeling of arterial
platelet thrombus formation using a spatial adsorption equation // PloS one. — 2015. — Vol. 10,
No. 10. — P. e0141068.

Bannish B.E., Chernysh I.N., Keener J. P, Fogelson A.L., Weisel J. W. Molecular and physical
mechanisms of fibrinolysis and thrombolysis from mathematical modeling and experiments //
Scientific reports. — 2017. — Vol. 7, No. 1. — P. 6914.

Bannish B. E., Keener J. P, Fogelson A. L. Modelling fibrinolysis: a 3D stochastic multiscale model //
Mathematical medicine and biology: a journal of the IMA. — 2014. — Vol. 31, No. 1. — P. 17-44.

Belyaev A. V., Dunster J. L., Gibbins J. M., Panteleev M. A., Volpert V. Modeling thrombosis in silico:
Frontiers, challenges, unresolved problems and milestones // Physics of life reviews. — 2018. —
Vol. 26. — P. 57-95.

Berger M. J., Oliger J. Adaptive mesh refinement for hyperbolic partial differential equations // Journal
of computational Physics. — 1984. — Vol. 53, No. 3. — P. 484-512.

Bershadsky E. S., Ermokhin D. A., Kurattsev V. A., Panteleev M. A., Nechipurenko D. Yu. Force balance
ratio is a robust predictor of arterial thrombus stability // Biophysical Journal. — 2024,

Brill A., Fuchs T. A., Savchenko A.S., Thomas G. M., Martinod K., De Meyer S. F., Wagner D. et al.
Neutrophil extracellular traps promote deep vein thrombosis in mice // Journal of Thrombosis and
Haemostasis. — 2012. — Vol. 10, No. 1. — P. 136-144.

von Briihl M. L., Stark K., Steinhart A., Chandraratne S., Konrad I., Lorenz M., Massberg S. et al.
Monocytes, neutrophils, and platelets cooperate to initiate and propagate venous thrombosis in
mice in vivo // Journal of Experimental Medicine. — 2012. — Vol. 209, No. 4. — P. 819-835.

Du J., Kim D., Alhawael G., Ku D. N., Fogelson A. L. Clot permeability, agonist transport, and platelet
binding kinetics in arterial thrombosis // Biophysical journal. — 2020. — Vol. 119, No. 10. —
P. 2102-2115.

Garzon Dasgupta A.K., Martyanov A.A., Filkova A.A., Panteleev M. A., Sveshnikova A.N.
Development of a simple kinetic mathematical model of aggregation of particles or clustering
of receptors // Life. — 2020. — Vol. 10, No. 6. — P. 97.

Gutierrez N.G., Mukherjee D., Bark D. Jr. Decoding thrombosis through code: a review
of computational models // Journal of Thrombosis and Haemostasis. — 2023. — DOI:
10.1016/j.jtha.2023.08.021

Kaiser R., Escaig R., Nicolai L. Hemostasis without clot formation — how platelets guard the
vasculature in inflammation, infection, and malignancy // Blood. — 2023. — Vol. 142, No. 17. —
P. 1413-1425. — DOI: 10.1182/blood.2023020535

KOMIIBIOTEPHBIE UCCIIEJOBAHUS U MOJAEJIUPOBAHUE




AKTyasbHbIe TIPOOJIEMbI KOMITBIOTEPHOTO MOJIIMPOBAHUS . . . 991

Kamocka M. M., Mu J., Liu X., Chen N., Zollman A., Sturonas-Brown B. Rosen E. D. et al. Two-photon
intravital imaging of thrombus development // Journal of biomedical optics. — 2010. — Vol. 15,
No. 1. — P. 016020.

Kaneva V. N., Dunster J. L., Volpert V., Ataullahanov F., Panteleev M. A., Nechipurenko D. Yu. Modeling
thrombus shell: linking adhesion receptor properties and macroscopic dynamics // Biophysical
journal. — 2021. — Vol. 120, No. 2. — P. 334-351.

Kovalenko T. A., Giraud M. N., Eckly A., Ribba A.S., Proamer F., Fraboulet S. Sadoul K. et al.
Asymmetrical forces dictate the distribution and morphology of platelets in blood clots // Cells. —
2021. — Vol. 10, No. 3. — P. 584.

LaCroix D. A reduced equation mathematical model for blood coagulation and fibrinolysis in quiescent
plasma // The International Journal of Structural Changes in Solids. — 2012. — Vol. 4. — P. 23-35.

Lahr M. M., van der Zee D.J., Luijckx G.J., Vroomen P. C., Buskens E. A simulation-based approach
for improving utilization of thrombolysis in acute brain infarction // Medical care. — 2013. —
Vol. 51, No. 12. — P. 1101-1105.

LeCover R., Orfeo T, Brummel-Ziedins K., Bravo M., Pusateri A., Varner J. Kinetic modeling of
coagulation and fibrinolysis // IFAC-PapersOnLine. — 2019. — Vol. 52, No. 26. — P. 94-100.
Lehmann M., Schoeman R.M., Krohl P J., Wallbank A. M., Samaniuk J.R., Jandrot-Perrus M.,
Neeves K. B. Platelets drive thrombus propagation in a hematocrit and glycoprotein VI-dependent
manner in an in vitro venous thrombosis model // Arteriosclerosis, thrombosis, and vascular

biology. — 2018. — Vol. 38, No. 5. — P. 1052-1062.

Levine S. N. Enzyme amplifier kinetics // Science. — 1966. — Vol. 152, No. 3722. — P. 651-653.

Liniger W., Ruegsegger P. Fibrinolysis: mathematical and experimental studies // Thrombosis and
Haemostasis. — 1967. — Vol. 17, No. 03/04. — P. 412-417.

Lobanov A. I, Starozhilova T K. The effect of convective flows on blood coagulation processes //
Pathophysiology of haemostasis and thrombosis. — 2006. — Vol. 34, No. 2-3. — P. 121-134.
Mangin P. H., Gardiner E. E., Nesbitt W.S., Kerrigan S. W., Korin N., Lam W.A., Panteleev M. A. In
vitro flow based systems to study platelet function and thrombus formation: recommendations
for standardization: communication from the SSC on Biorheology of the ISTH // Journal of

Thrombosis and Haemostasis. — 2020. — Vol. 18, No. 3. — P. 748-752.

Marar T. T., Matzko C.N., Wu J., Esmon C.T.,, Sinno T.,, Brass L.F., Tomaiuolo M. et al. Thrombin
spatial distribution determines protein C activation during hemostasis and thrombosis // Blood, The
Journal of the American Society of Hematology. — 2022. — Vol. 139, No. 12. — P. 1892-1902.

Martyanov A. A., Balabin F. A., Dunster J. L., Panteleev M. A., Gibbins J. M., Sveshnikova A. N. Control
of platelet CLEC-2-mediated activation by receptor clustering and tyrosine kinase signaling //
Biophysical journal. — 2020a. — Vol. 118, No. 11. — P. 2641-2655.

Martyanov A.A., Morozova D.S., Sorokina M. A., Filkova A.A., Fedorova D.V., Uzueva S.S.,
Sveshnikova A.N. et al. Heterogeneity of integrin «allbB3 function in pediatric immune
thrombocytopenia revealed by continuous flow cytometry analysis // International Journal of
Molecular Sciences. — 2020b. — Vol. 21, No. 9. — P. 3035.

Masalceva A.A., Kaneva V.N., Panteleev M. A., Ataullakhanov F., Volpert V., Afanasyev I,
Nechipurenko D. Yu. Analysis of microvascular thrombus mechanobiology with a novel particle-
based model // Journal of Biomechanics. — 2022. — Vol. 130. — P. 110801.

Mitrophanov A.Y., Sziam F., Sniecinski R.M., Levy J.H., Reifman J. Controlled multifactorial
coagulopathy: effects of dilution, hypothermia, and acidosis on thrombin generation in vitro //
Anesthesia & Analgesia. — 2020. — Vol. 130, No. 4. — P. 1063-1076.

Moiseyev G., Givli S., Bar-Yoseph P.Z. Fibrin polymerization in blood coagulation — A statistical
model // Journal of biomechanics. — 2013. — Vol. 46, No. 1. — P. 26-30.

2024, T. 16, Ne 4, C. 975-995




992 M. A. [lanTenees, E. C. bepmaackuii, A. M. 1lIu6exo, /1. FO. Heunnypenko

Mountrakis L., Lorenz E., Hoekstra A. G. Where do the platelets go? A simulation study of fully
resolved blood flow through aneurysmal vessels // Interface Focus. — 2013. — Vol. 3, No. 2. —
P. 20120089.

Nechipurenko D. Yu., Receveur N., Yakimenko A. O., Shepelyuk T. O., Yakusheva A. A., Kerimov R. R.,
Panteleev M. A. et al. Clot contraction drives the translocation of procoagulant platelets to
thrombus surface // Arteriosclerosis, thrombosis, and vascular biology. —2019. — Vol. 39, No. 1. —
P. 37-47.

Nechipurenko D. Yu., Shibeko A. M., Sveshnikova A. N., Panteleev M. A. In silico hemostasis modeling
and prediction // Himostaseologie. — 2020. — Vol. 40, No. 04. — P. 524-535.

Nelson A. C., Kelley M. A., Haynes L. M., Leiderman K. Mathematical models of fibrin polymerization:
past, present, and future // Current Opinion in Biomedical Engineering. — 2021. — Vol. 20. —
P. 100350.

Obydennyy S.1., Sveshnikova A.N., Ataullakhanov F.I, Panteleev M. A. Dynamics of calcium
spiking, mitochondrial collapse and phosphatidylserine exposure in platelet subpopulations during
activation // Journal of Thrombosis and Haemostasis. — 2016. — Vol. 14, No. 9. — P. 1867-1881.

Pancaldi F, Kim O. V., Weisel J. W., Alber M., Xu Z. Computational biomechanical modeling of fibrin
networks and platelet-fiber network interactions // Current opinion in biomedical engineering. —
2022. — Vol. 22. — P. 100369.

Panteleev M. A., Ananyeva N. M., Ataullakhanov F. 1., Saenko E.L. Mathematical models of blood
coagulation and platelet adhesion: clinical applications // Current pharmaceutical design. —
2007. — Vol. 13, No. 14. — P. 1457-1467.

Panteleev M. A., Ananyeva N. M., Greco N.J., Ataullakhanov F. 1., Saenko E. L. Two subpopulations
of thrombin-activated platelets differ in their binding of the components of the intrinsic factor
X-activating complex // Journal of Thrombosis and Haemostasis. — 2005. — Vol. 3, No. 11. —
P. 2545-2553.

Panteleev M. A., Andreeva A. A., Lobanov A. I. Differential drug target selection in blood coagulation:
What can we get from computational systems biology models? // Current Pharmaceutical
Design. — 2020. — Vol. 26, No. 18. — P. 2109-2115.

Panteleev M. A., Balandina A.N., Lipets E.N., Ovanesov M.V, Ataullakhanov F.I. Task-oriented
modular decomposition of biological networks: trigger mechanism in blood coagulation //
Biophysical journal. — 2010. — Vol. 98, No. 9. — P. 1751-1761.

Panteleev M. A., Dashkevich N.M., Ataullakhanov F.I. Hemostasis and thrombosis beyond
biochemistry: roles of geometry, flow and diffusion / Thrombosis Research. — 2015. — Vol. 136,
No. 4. — P. 699-711.

Panteleev M. A., Korin N., Reesink K. D., Bark D. L., Cosemans J. M., Gardiner E. E., Mangin P H.
Wall shear rates in human and mouse arteries: Standardization of hemodynamics for in vitro
blood flow assays: Communication from the ISTH SSC subcommittee on biorheology // Journal
of Thrombosis and Haemostasis. — 2021. — Vol. 19, No. 2. — P. 588-595.

Panteleev M. A., Ovanesov M.V, Kireev D.A., Shibeko A.M., Sinauridze E.lI., Ananyeva N.M.,
Ataullakhanov F. I. et al. Spatial propagation and localization of blood coagulation are regulated by
intrinsic and protein C pathways, respectively // Biophysical journal. — 2006. — Vol. 90, No. 5. —
P. 1489-1500.

Parunov L. A., Fadeeva O.A., Balandina A.N., Soshitova N.P, Kopylov K. G., Kumskova M. A.,
Panteleev M. A. et al. Improvement of spatial fibrin formation by the anti-TFPI aptamer BAX499:
changing clot size by targeting extrinsic pathway initiation // Journal of Thrombosis and
Haemostasis. — 2011. — Vol. 9, No. 9. — P. 1825-1834.

Petkantchin R., Rousseau A., Eker O., Zouaoui Boudjeltia K., Raynaud F., Chopard B. A simplified
mesoscale 3D model for characterizing fibrinolysis under flow conditions // Scientific reports. —
2023. — Vol. 13, No. 1. — P. 13681.

KOMIIBIOTEPHBIE UCCIIEJOBAHUS U MOJAEJIUPOBAHUE




AKTyasbHbIe TIPOOJIEMbI KOMITBIOTEPHOTO MOJIIMPOBAHUS . . . 993

Piebalgs A., Gu B., Roi D., Lobotesis K., Thom S., Xu X. Y. Computational simulations of thrombolytic
therapy in acute ischaemic stroke // Scientific reports. — 2018. — Vol. 8, No. 1. — P. 15810.
Podoplelova N.A., Nechipurenko D. Yu., Ignatova A.A., Sveshnikova A.N., Panteleev M. A.
Procoagulant platelets: mechanisms of generation and action // Hémostaseologie. — 2021. —

Vol. 41, No. 02. — P. 146-153.

Podoplelova N. A., Sveshnikova A.N., Kotova Y.N., Eckly A., Receveur N., Nechipurenko D. Yu.,
Panteleev M. A. et al. Coagulation factors bound to procoagulant platelets concentrate in cap
structures to promote clotting // Blood, The Journal of the American Society of Hematology. —
2016a. — Vol. 128, No. 13. — P. 1745-1755.

Podoplelova N. A., Sveshnikova A. N., Kurasawa J. H., Sarafanov A. G., Chambost H., Vasil’ev S. A.,
Panteleev M. et al. Hysteresis-like binding of coagulation factors X/Xa to procoagulant
activated platelets and phospholipids results from multistep association and membrane-dependent
multimerization // Biochimica et Biophysica Acta (BBA) — Biomembranes. — 2016b. — Vol. 1858,
No. 6. — P. 1216-1227.

Qureshi A., Darwish O., Dillon-Murphy D., Chubb H., Williams S., Nechipurenko D., De Vecchi A.
Modelling left atrial flow and blood coagulation for risk of thrombus formation in atrial
fibrillation // 2020 Computing in Cardiology. — IEEE, 2020. — P. 1-4.

Qureshi A., Lip G.Y., Nordsletten D. A., Williams S.E., Aslanidi O., De Vecchi A. Imaging and
biophysical modelling of thrombogenic mechanisms in atrial fibrillation and stroke // Frontiers
in Cardiovascular Medicine. — 2023. — Vol. 9. — P. 1074562.

Ratto N., Tokarev A., Chelle P, Tardy-Poncet B., Volpert V. Clustering of thrombin generation test
data using a reduced mathematical model of blood coagulation // Acta Biotheoretica. — 2020. —
Vol. 68. — P. 21-43.

Receveur N., Nechipurenko D., Knapp Y., Yakusheva A., Maurer E., Denis C. V., Mangin P. H. et al.
Shear rate gradients promote a bi-phasic thrombus formation on weak adhesive proteins, such as
fibrinogen in a von Willebrand factor-dependent manner // Haematologica. — 2020. — Vol. 105,
No. 10. — P. 2471.

Shakhidzhanov S.S., Shaturny V.1, Panteleev M. A., Sveshnikova A.N. Modulation and pre-
amplification of PARI1 signaling by ADP acting via the P2Y12 receptor during platelet
subpopulation formation // Biochimica et Biophysica Acta (BBA) — General Subjects. — 2015. —
Vol. 1850, No. 12. — P. 2518-2529.

Shankar K. N., Zhang Y., Sinno T, Diamond S.L. A three-dimensional multiscale model for the
prediction of thrombus growth under flow with single-platelet resolution // PLoS computational
biology. — 2022. — Vol. 18, No. 1. — P. e1009850.

Shepelyuk T. O., Panteleev M. A., Sveshnikova A.N. Computational modeling of quiescent platelet
energy metabolism in the context of whole-body glucose turnover // Mathematical Modelling of
Natural Phenomena. — 2016. — Vol. 11, No. 6.

Shibeko A.M., Chopard B., Hoekstra A.G., Panteleev M. A. Redistribution of TPA fluxes in the
presence of PAI-1 regulates spatial thrombolysis // Biophysical journal. — 2020. — Vol. 119,
No. 3. — P. 638-651.

Shibeko A. M., Lobanova E.S., Panteleev M. A., Ataullakhanov F.1. Blood flow controls coagulation
onset via the positive feedback of factor VII activation by factor Xa / BMC systems biology. —
2010. — Vol. 4, No. 1. — P. 1-12.

Shibeko A. M., Panteleev M. A. Untangling the complexity of blood coagulation network: use of
computational modelling in pharmacology and diagnostics // Briefings in Bioinformatics. —
2016. — Vol. 17, No. 3. — P. 429-439.

Staessens S., Denorme F., Francois O., Desender L., Dewaele T, Vanacker P., De Meyer S. F. et al.
Structural analysis of ischemic stroke thrombi: histological indications for therapy resistance //
Haematologica. — 2020. — Vol. 105, No. 2. — P. 498.

2024, T. 16, Ne 4, C. 975-995




994 M. A. [lanTenees, E. C. bepmaackuii, A. M. 1lIu6exo, /1. FO. Heunnypenko

Staessens S., Francois O., Desender L., Vanacker P, Dewaele T., Sciot R., De Meyer S. F. et al. Detailed
histological analysis of a thrombectomy-resistant ischemic stroke thrombus: a case report //
Thrombosis Journal. — 2021. — Vol. 19. — P. 1-7.

Stalker T.J., Traxler E. A., Wu J., Wannemacher K. M., Cermignano S. L., Voronov R., Brass L. F. et al.
Hierarchical organization in the hemostatic response and its relationship to the platelet-signaling
network // Blood, The Journal of the American Society of Hematology. — 2013. — Vol. 121,
No. 10. — P. 1875-1885.

Susree M., Panteleev M. A., Anand M. Coated platelets introduce significant delay in onset of
peak thrombin production: Theoretical predictions // Journal of theoretical biology. — 2018. —
Vol. 453. — P. 108-116.

Sveshnikova A. N., Ataullakhanov F. L., Panteleev M. A. Compartmentalized calcium signaling triggers
subpopulation formation upon platelet activation through PAR1 // Molecular BioSystems. —
2015. — Vol. 11, No. 4. — P. 1052-1060.

Sveshnikova A.N., Balatskiy A.V., Demianova A.S., Shepelyuk T O., Shakhidzhanov S.S.,
Balatskaya M. N., Panteleev M. A. et al. Systems biology insights into the meaning of the platelet’s
dual-receptor thrombin signaling // Journal of Thrombosis and Haemostasis. — 2016. — Vol. 14,
No. 10. — P. 2045-2057.

Tomaiuolo M., Stalker T.J., Welsh J. D., Diamond S. L., Sinno T., Brass L. F. A systems approach to
hemostasis: 2. Computational analysis of molecular transport in the thrombus microenvironment //
Blood, The Journal of the American Society of Hematology. — 2014. — Vol. 124, No. 11. —
P. 1816-1823.

Topalov N.N., Yakimenko A.O., Canault M., Artemenko E.O., Zakharova N.V. Abaeva A.A.,
Panteleev M. A. et al. Two types of procoagulant platelets are formed upon physiological activation
and are controlled by integrin allbB3 // Arteriosclerosis, thrombosis, and vascular biology. —
2012. — Vol. 32, No. 10. — P. 2475-2483.

Tosenberger A., Ataullakhanov F., Bessonov N., Panteleev M., Tokarev A., Volpert V. Modelling of
platelet —fibrin clot formation in flow with a DPD-PDE method // Journal of mathematical
biology. — 2016. — Vol. 72. — P. 649-681.

Tosenberger A., Ataullakhanov F., Bessonov N., Panteleev M., Tokarev A., Volpert V. Modelling of
thrombus growth in flow with a DPD—PDE method // Journal of theoretical biology. — 2013. —
Vol. 337. — P. 30-41.

Trifanov PV, Kaneva V.N., Strijhak S.V., Panteleev M. A., Ataullakhanov F.I, Dunster J.,
Nechipurenko D. Yu. et al. Developing quasi-steady model for studying hemostatic response using
supercomputer technologies // Supercomputing Frontiers and Innovations. — 2018. — Vol. 5,
No. 4. — P. 67-72.

Weisel J. W., Nagaswami C. Computer modeling of fibrin polymerization kinetics correlated with
electron microscope and turbidity observations: clot structure and assembly are kinetically
controlled // Biophysical journal. — 1992. — Vol. 63, No. 1. — P. 111-128.

Welsh J. D., Poventud-Fuentes 1., Sampietro S., Diamond S. L., Stalker T.J., Brass L. F. Hierarchical
organization of the hemostatic response to penetrating injuries in the mouse macrovasculature //
Journal of Thrombosis and Haemostasis. — 2017. — Vol. 15, No. 3. — P. 526-537.

Xu Z., Christley S., Lioi J., Kim O., Harvey C., Sun W., Alber M. et al. Multiscale model of fibrin
accumulation on the blood clot surface and platelet dynamics // Methods in cell biology. —
Academic Press, 2012. — Vol. 110. — P. 367-388.

Yakusheva A. A., Butov K. R., Bykov G. A., Zavodszky G., Eckly A., Ataullakhanov F.I., Mangin P. H.
et al. Traumatic vessel injuries initiating hemostasis generate high shear conditions // Blood
Advances. — 2022. — Vol. 6, No. 16. — P. 4834-4846.

KOMIIBIOTEPHBIE UCCIIEJOBAHUS U MOJAEJIUPOBAHUE




AKTyasbHbIe TIPOOJIEMbI KOMITBIOTEPHOTO MOJIIMPOBAHUS . . . 995

Yesudasan S., Wang X., Averett R.D. Coarse-grained molecular dynamics simulations of fibrin
polymerization: effects of thrombin concentration on fibrin clot structure // Journal of molecular
modeling. — 2018a. — Vol. 24. — P. 1-14.

Yesudasan S., Wang X., Averett R.D. Fibrin polymerization simulation using a reactive dissipative
particle dynamics method // Biomechanics and modeling in mechanobiology. — 2018b. —
Vol. 17. — P. 1389-1403.

Zhalyalov A.S., Panteleev M. A., Gracheva M. A., Ataullakhanov F.I., Shibeko A. M. Co-ordinated
spatial propagation of blood plasma clotting and fibrinolytic fronts / PLoS One. — 2017. —
Vol. 12, No. 7. — P. e0180668.

Zhang Z., Zhu J., Wu M., Neidlin M., Wu W. T, Wu P. Computational modeling of hemodynamics and
risk of thrombosis in the left atrial appendage using patient-specific blood viscosity and boundary
conditions at the mitral valve // Biomechanics and Modeling in Mechanobiology. — 2023. —
Vol. 22, No. 4. — P. 1447-1457.

2024, T. 16, Ne 4, C. 975-995




