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M3o0peTenne OTHOCUTCS, CPEU IPOUUX aCIIEKTOB, K YCJIOBHSIM KyJIbTUBUPOBAHUS KJIETOK IS MOy YSHUS
BbIcCOKOMOJTEeKyIsipHOro VWF, B wactHocT WF, cocTosimiero u3 GOJbIIOro KOJIWYECTBA MYJIBLTHMEPOB,
C BbICOKOH yzaenbHOM akTUBHOCTbIO U ADAMTSI13 ¢ BBICOKOH yAENbHOM AKTUBHOCTBIO. YCIIOBUS
KyJBTUBUPOBAHUS KJIETOK COTNIACHO M300PETeHHI0 MOTYT BKIIIOYaTh, HAIPUMED, Cpeay Jis KIETOYHOU
KyJABTYPHl C TIOBBIIIEHHOW KOHIEHTpPAIlMeW MEAM W/WJIM CyHEepHATaHT KYIbTYpbl KIETOK C HU3KOU
koHLeHTpanueil ammonus (NH, ). M306peTeHue Takske 00eCIeunBaeT CloCoObl KylIbTUBUPOBAHUS KIETOK
B YCJIOBUSX KJICTOYHOW KYJBTYPBI JJIsI KCIIPECCHU BHICOKOMOJNCKYIspHBIX VWF 1 rA13, o0Omangaronux
BBICOKOM Y/IEJIbHOM aKTHUBHOCTHIO.
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IepexpecTHbIE CCHIIKH HA 3aIBKU

W3o0peTenne wucIpammBacT NPHOPUTET COTJIACHO NpeaBapuTeibHON 3asBke Ha mnareHT CIIIA, Ne
61/362635, monanHoi 8 urons 2010 T., onmucaHue KOTOPOW BKIIIOUEHO B M300pETEHUE IMOCPEICTBOM CCHUIKH BO
BCeil MOTHOTE TSI IFOOBIX IIeTeit.

00J1acTh TEXHUKH

PexomOvHaHTHAS SKCIIPECCHs TEPANEBTHUECKUX OEIKOB B KYNBTYpE KIETOK (B YaCTHOCTH, KPYITHOMAcC-
MTAa0HBIX KyIbTypaX KJIETOK), BKIIOYasl KYJIbTYPHI 3YKapHOTHIECKHUX KIETOK, M, KOHKPETHEE, KyIbTYPHI KIETOK
MIIEKOIIMTAIONINX, TpeOyeT MPUMEHECHHS CIECIHANBHBIX KYJIbTYpPaJbHBIX Cpell, 00eCIIeYNBaIONINX MUTATEIbHBIC
BerrecTBa I 3((HEKTUBHOTO POCTa KIETOK. B COCTaBHI cpel sl KIETOYHBIX KYJIBTYP YaCTO BXOAAT Pa3UUHBIC
JI00ABKH, BKJIFOYAsT IMOPHOHAIBHYIO TeJT9bi0 CBIBOPOTKY (DTC), :KHUBOTHBIC OCIKH H/HIH THAPOIU3ATE OCIKOB
KPYITHOT'O POraToro CKOTa, a Takke OCIKOBBIC THAPOIM3ATHI, MOMyYCHHBIC U3 PACTCHUN Win Apoxokeid. OnHa u3
mpo0JIeM, CBS3aHHBIX C TAKHMHU KYJIBTypaMH, COCTOUT B TOM, YTO KOJIMYECCTBO TOIYIaeMOro Oellka, a Takxke 00-
IIas U yJelbHasi aKTUBHOCTh YKa3aHHOTO OEIIKa, YaCTO BapbUPYIOT B Pa3HBIX KYJIBTYypaX KICTOK, JaXe B CIydac,
KOT/Ia COCTaB Cpeibl Uil KyJIbTYPhl KJIETOK HEM3MEHEH. JTa BapualOellbHOCTh OCOOEHHO OUYEBHIHA B Ciydae
KPYITHOMAcCIITaOHBIX MPOU3BOJICTBEHHBIX MPOIECCOB C MPUMEHEHHEM 00BEMOB KIETOYHBIX KyIbTyp OT 10 1 1m0
6omnee yem 20000 1. BapuabeapbHOCTh IS pa3HBIX KYJIBTYpP KIETOK 0COOSHHO YacTO HAOIIOMAIOT JUIS CPEIl JIIs
KJICTOYHBIX KYJIBTYp, COACPKAIINX THAPOIM3ATEI, YTO MIPUBOANUT K YMEHBIICHHUIO MPOAYKINK OOIIEr0 MPOIyIIH-
pyeMoro Konn4ecTBa 0elika, a Tak)Ke YMEHBIICHUIO 00IIell 1 yaeIbHOW aKTHBHOCTH.

OmHo# M3 BO3MOXKHBIX NPUYMH BapraOEIbHOCTH, HAOMIOZaeMOH B pa3HBIX KyNbTypaxX KIIETOK, SBISETCA
TO, YTO 3arpsA3HSAIONINE IPUMECH B M00aBKaX, TAKMX KaK THAPOJIM3ATHI, BAPHUPYIOT OT MapTuH K mapTun. Kak
MPaBUJIO, CHIBOPOTKA HJIM MOJYYCHHBIC U3 CHIBOPOTKH BEIIECTBA, TAKHE KaK, HAIIPUMEp, anbOyMuH, TpaHchep-
PYH WIXA WHCYIUH, MOTYT COJCPKATh HEXKEIATCIbHBIC areHThI, KOTOPBIE MOTYT 3arps3HATh KYJIbTYPHI KIIETOK U
HoJydaeMble M3 HUX OnoJorniyeckue npoayKTel. Kpome Toro, moiaydaeMble U3 CHIBOPOTKH KPOBH 4YeJIOBEKa JO-
0aBKM JOJDKHBI OBITH MPOBEPCHBI HA BCE M3BECTHBIC BHUPYCHI, BKJIIOUAsk BUPYCHI Tenatuta u BUY, koTopeie Mo-
TYT TIepenaBaThcsl Yepe3 CHIBOPOTKY KpoBH. bonee TOro, ObIUbs CHIBOPOTKA M MOJydaeMble U3 HEE MPOAYKTHI
HecyT puck 3apaxkeHus KI'D. [TomrmMo 3T0T0, BCE MOTyYeHHBIE U3 CBIBOPOTKH MPOIAYKTHI MOTYT OBITH 3arps3He-
HBI HEM3BECTHBIMH BeliecTBaMu. [Ipu mpuMeHeHUH IS KyJIBTYPHI KJIETOK CBIBOPOTKH HIIH OCIIKOBBIX OOABOK,
MOJYYCHHBIX OT YEJIOBEKA HIIM )KMBOTHBIX, BOSHUKAIOT MHOTOUYNCIICHHBIE TIPO0OIeMBI (HalpuMep, BapbUPYIOIIHE
KaueCTBO W CBOWMCTBA COCTABOB M3 Pa3HBIX MapTHH M PUCK 3arps3HEHHS MUKOIUTa3Moi, Bupycamu wiu KI'D), B
YaCTHOCTH, €CJIM yKa3aHHbIE KJISTKH MPUMEHSIOT IS MPOMU3BOICTBA JICKAPCTBEHHBIX CPEICTB WM BAKIWH U
BBEJICHUS YeOoBeKy. [1oaTOMy OBUIO NMpenmpHHATO MHOKECTBO MOIBITOK IONyYeHHsS 3((EKTUBHONH CHCTEMBI
XO3sIMHA ¥ YCJIOBUI KYJIBTUBUPOBAHUS, U1 KOTOPBIX HE TPEOYETCs CHIBOPOTKA HIIH IPYTUe OCIKOBEIC BEIICCTBA
JKMBOTHOTO TIPOUCXOXKICHUSL.

Takue OecchIBOPOTOUHBIE CpEIbl pa3padaTHIBAIMCh HAa OCHOBE OEIIKOBBIX IKCTPAKTOB, HMOJyYaeMBIX M3
pacteHni Wi apoxokeid. Harmpumep, U3BeCTHO, YTO THAPOIU3ATHI COM MOJIXOMIAT I IIPOLECCOB (pepMeHTaIn
U MOTYT YCWJIMBaTh POCT MHOTUX MHKPOOPTAHH3MOB CO CJIOXHBIMH IHTATCIFHBIMU MTOTPEOHOCTMH, APOANIKEH
u rpu6oB. B WO 96/26266 yka3aHo, 4TO IMananHOBBIE THAPOIN3ATH COCBOM MYKH SIBIISIFOTCSI HCTOYHHUKOM yTJIe-
BOJIOB W a30Ta, © MHOTHE €¢ KOMITOHEHTBI MOTYT MPUMEHSATRLCS IS TKaHeBBIX KynbTyp. Franek et al. (Biotech-
nology Progress (2000) 16, 688-692) onuchiBaroT 3(h(HEKTH CTUMYIISAIANA POCTa ¥ MIPOIYKTUBHOCTH OTPEIEIICH-
HBIX MIENTUIHBIX (QPAKIUHA THAPOTU3ATOB COU U MIIICHHUIIBI.

B WO 96/15231 ommcana GecchIBOPOTOUYHAs Cpela, COCTOSAIIAs U3 CHHTETUYECKOW MHHHUMAJIHHOW ITHTa-
TENBHOW Cpensl M IPOXOKEBOTO IKCTPAKTa, UL Pa3sMHOKEHHS KJIETOK ITO3BOHOYHBIX JKMBOTHBIX M IIpoOIiecca
BOCIIPOM3BOJICTBA BUPYCOB. CocTaB Cpelibl, COCTOSIEH 3 OCHOBHOM Cpenbl U KYJIbTYp KIETOK, COJCpIKalleH
MENTH]] pUCa, SKCTPAKT IPOXOKEH U X (HhepMEHTATUBHBIA THUIPOIIH3AT, WU PACTUTEIBHBIC MBI IS pOCTa
JKUBOTHBIX KJIETOK, orricaH B WO 98/15614. Coneprxaniasi OYHIIICHHBIA COCBBIM THAPOIU3AT Cpeia Uil KyJIbTH-
BUPOBaHMs PEKOMOMHAHTHBIX KieTok omucaHa B WO 01/23527. B WO 00/03000 onmcana cpena, kotopast co-
JICPKHUT COCBBIN THUAPOIU3AT M JPOMOKEBOW SKCTPAKT, HO TaKKe TPEOYeT W MPUCYTCTBHUS PEKOMOMHAHTHBIX
(hopM KHMBOTHBIX OEJIKOB, TAKMX KaK (PaKTOPHI pocTa.

B EP-A-0 481791 onmcana KynbTypajdbHas cpelia ¢ 3aJJaHHBIM OMOXUMHUYIECKAM COCTaBOM JUIS KYJIbTHBHU-
poBaHUs CKOHCTpyHpoBaHHBIX KieTok CHO, He conmeprkamasi O€IKOB, JIUMUAOB M YIICBOJOB, BRIACICHHBIX U3
JKUBOTHBIX MCTOYHUKOB, COJEpIKaIIas TakKe PeKOMOMHAHTHBIN WHCYJIMH WM aHanor mHcynuHa, 1% x 0,025%
(Macca/o0beM) TenToHa paclIeIUICHHON mananHoM cou, u myTtpecunH. B WO 98/08934 ommcana GecchiBOpo-
TOYHAS KYJbTypa dYKapUOTHYECKHX KIIETOK, COJEprKaIlasi THAPOIH30BaHHbIe coeBble mentuapl (1-1000 mr/m),
ot 0,01 g0 1 Mr/m myTpecruHa ¥ pa3HOOOpa3HbIE KOMIIOHEHTHI KHBOTHOTO MPOUCXOXKIACHUS, BKIIIOYAs allb0y-
MUH, QETyHH, pa3InYHbIC TOPMOHKI U JApyrue Oenku. B 3TOM KOHTEKCTE CIIeAyeT OTMETHTh, YTO, KaK M3BECTHO,
MYTPECUUH BXOJIUT TaKXKe B CTaHAAPTHBIE cpenbl, HarpuMmep, B cpeny DMEM/Xama F12 B konuentpanuu 0,08
MI/I1.

PactuTenbHbBIC W/HIH JPOMOKEBBIE THUIPOJIU3ATHI, OJHAKO, MPEICTABISIOT COOOH HEoNpeIeeHHbIE CMECH
OJIUTOTICTITUIOB M JPYTUX HEWU3BECTHBIX KOMIIOHCHTOB M 3arpsi3HuTeNed. [Ipu 3ToM cBoiicTBa KOMMEpPYECKU
JIOCTYIIHBIX MApTHA THAPOIU3ATOB CYIICCTBCHHO BaphUPYIOT. B pe3ynbpTare BBIXOJ PEKOMOMHAHTHBIX OCJIKOB
WIIA BUPYCHBIX IIPOAYKTOB 3HAUYUTEIHHO pa3iudaeTcs (pa3sHHUIA COCTABIISET 0 TPOCKPATHOI) B 3aBHCUMOCTH OT
MapTHH UCTIOJB3yeMoro Tuapon3aTa ("pa3dpoc oT mapTuu K maptuu"). ITOT HEJAOCTATOK BIHSAET Ha mponde-
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pauuio KIETOK, a Takke dKcnpeccuio OenkoB B kaxaod kietke. B US 2007/0212770 onucaHbl pa3nudHble HE
COJIeprKalliie )KUBOTHBIX OEJIKOB M OJIUTOIETITHIOB, KyJIbTypaJIbHBIC CPEAbI C 33laHHBIM XUMHYECKHM COCTaBOM,
MOXOJIAIINE JJIs1 KPYITHOMACIITA0HOTO TPOM3BOACTBA PEKOMOMHAHTHBIX OEJIKOBBIX OHMO(MapMaIieBTHIESCKHX
CPEICTB.

I'emocTa3 BKJIIOYaET B3aUMO/ICHCTBUE PA3TUYHBIX MTyTEH T€MOCTaTHUECKUX PEeaKIUi, B UTOT€ MPUBOISALINX
K oOpa3oBaHuio TpoMba. TpoMOBI IPEACTABISIIOT COO0H OTIIOKEHHS KOMIIOHEHTOB KPOBH HA TIOBEPXHOCTH CTe-
HOK COCYJIOB, COCTOSIIIIE B OCHOBHOM W3 arperMpOBaHHBIX TPOMOOIIMTOB KPOBH M HEPACTBOPHUMOTO ITEPEKPECT-
HoO-cuToro ¢udpuHa. OOpazoBanre GpuOpHUHA IPOUCKXOANUT B PE3YNIbTATE CIEPKUBAHUS TPOTeom3a GuOpuHO-
TeHa 10/ NeWCTBHEM TPOMOMHA, (hepMeHTa CBepThIBaHMs. TpOMOMH NpericTaBisieT coO0OH KOHEUHBIH MPOIYKT
KackaJla CBEpPThIBaHUsI, ITOCIIEOBATEIFHON aKTHBAIMK 3MMOTEHA Ha TIOBEPXHOCTH aKTUBHPOBAHHBIX TPOMOOIH-
TOB M JICHKOIINTOB, M Pa3IMYHBIX KJIETOK cocynoB (s o3Hakomienus cM. K.G. Mann et al., Blood, 1990, Vol.
76, pp. 1-16).

BaxHoli ¢yHKIHMEH Kackaja CBEPTHIBAHUS SBJSICTCS aKTUBAIMS (akTopa X KOMILICKCOM aKTHBHUPOBAHHO-
ro ¢akropa IX (daxropa 1Xa) u aktuBuposanHoro ¢akropa VIII (paxropa VIlla). Jdedumur mim muchyHkums
KOMITOHEHTOB JTOTO KOMIUJIEKCa CBS3aHBI ¢ 3a00JIeBaHHEM KpOBH, M3BeCTHBIM Kak remodwmmms (J.E. Sadler &
E.W. Davie: Hemophilia A, Hemophilia B, and von Willebrand's Disease ("T'emodumus A, remodpunus B u 6o-
ne3ns Bunnebpanma"), B G. Stamatoyannopoulos et al. (Eds.): The molecular basis of blood diseases ("Momneky-
nsipHBIE OCHOBHI 3abosieBannii kpoBu"). W.B. Saunders Co., Philadelphia, 1987, pp. 576-602). T'emodumus A
cBs3aHa ¢ nedunurom aktuBHOCTH Paktopa VIII, B To Bpems kak reModwmins B cBszana ¢ nepunurom dakropa
IX. CoBpemeHHOE JIeUeHHE IMPEICTABISAET COO0H 3aMECTHTEIRHYIO TEPaIluio ¢ MPUMEHEHHEM (apMarieBTHIe-
CKHX TIPEnapaToB, COJCPKallUX HOPMaJbHBIA (hakTop CBEpTHIBaHMs. M3 yKa3aHHBIX TpOMOONMATHH reMOQHiIHs
A BcTpeuaercs yaile, mopaxasi npuMepHo oAnoro yenoseka u3 10000. 3amecTurensHas Tepanus y NaueHToB ¢
reMouimeil A BKITIOYAET ITOBTOPSIOIICECS BBEICHHE IPENapaToB, colepiKalinX HopMainbHbIN (aktop VIII,
MyTeM BHYTPHUBEHHOW MH(QY3uu. VHTepBan Mexay MHQY3MSIMH NPEACTAaBISIET COO0H (YHKIMIO OT CHHKEHUS
aktuBHOCTH (pakTopa VIII B kpoBoToke. [Tomynepron akrusHoctu daxropa VIII nocne mHby3un paziaudeH y
Pa3HBIX HHOUBUAYYMOB, Bapbupys oT 10 mo 30 4. Takum oOpazom, mpoduaakTHaeckas Teparmus TpedyeT nHdy-
3UM Kaxaple 2-3 gHSI. DTO ABISETCS TSDKEIBIM OpeMeHeM IS MallMeHTOB ¢ TeMO(GUIINEH, B YaCTHOCTH, B CITy4a-
SX, KOTJa BEHO3HBIH TOCTYII 3aTPyAHEH B Pe3ybTaTe MECTHOH KapOOHHM3AIMH MOCIE YaCTHIX MIPOKOJIOB HUTIION
JUTS BHYTPUBEHHBIX HHY3HH.

CHwKeHne 9acTOThl HHPY3UHU 3a cdeT npuMmeHeHus gakropa VIII ¢ mpomasieHHBIM TEPUOIOM TIONYKU3HU
OBI7IO OBI OYEHb OJArONMPHUATHO. B maHHOW 00JIACTH TEXHUKH XOPOIIIO M3BECTHO, YTO BpeMsl MoJypacraaa Heak-
THUBHPOBaHHOTO Terepoanmepa dakropa VIII cuwibHO 3aBucuT OoT mpucyTcTBHs (akTopa ¢oH BumieOpanna,
NPOSBISIIONIETO BbICOKOEe cpoacTBo K dakropy VIII (Ho mHe k ¢axropy Villa) m cmyxkamero Oemkom-
nepenocunkoM (J.E. Sadler and E. W. Davie: Hemophilia A, Hemophilia B and von Willebrand's disease, B G.
Stamatoynnopoulos et al. (Eds.): The molecular basis of blood diseases. W.B. Saunders Co., Philadelphia, 1987,
pp- 576-602). M3BecTHO, YTO MANUEHTHI, CTPATAIOIIUE OT 00e3Hn BuieOpanna tTumna 3, He IMEIOIIHEe JCTCKTHU-
pyemoro ypoBHs ¢akTopa GpoH Bumiebpanna B KpoOBOTOKE, CTpaAaloT TakXKe OT BTOPUYHOTO AedHUunTa hakTopa
VIII. Kpome Toro, mepuo moirypacmaaa BBEACHHOTO BHyTpuBeHHO (haktopa VIII y Takux marueHToB COCTaBIIsI-
eT oT 2 10 4 4, uto 3ameTHO MeHbIne 10-30 4, HabMrogaeMbIX y MarMeHToB ¢ reModmimeid A. M3 momydeHHBIX
PE3yNBTATOB clieayeT, uro dakropy VIII cBoiicTBeHHA TEHACHINS K OBICTPOMY BBIBEICHUIO M3 KPOBOTOKA, H YTO
STOT MPOIECC 10 HEKOTOPOH CTEIIEHH MOIABIISIETCS KOMIDIEKCOOOpPa30BaHUEM C €ro €CTECTBEHHBIM IEPEHOCUH-
KoM - (pakTopom pon BuireGpanna.

®dakrop ¢on Bunedbpanna (VWF) npeacrasisier co00i IiIMKONPOTEH, INPKYIUPYIOIIUI B I1a3Me B BU-
Jie psifia MyJIBTHMEPOB, pa3Mep KOTOPBIX BapbHPYeT, Kak MpaBmiio, oT npuodiamusutensao 500 mo 20000 x/la (mmu
2-40 numepoB VWF). [lumepHsie u MynsTumepHbie popmbl VWE coctaiens 250 x/la monmmnenTHIHbIMA CyOb-
€/IMHHULIAMH, CBSI3aHHBIMH JAPYT C APYroM aucyibGuuHbIMH cBs3siMu. VWF omnocpenyer nmepBHYHYIO aAre3uio
TPOMOOITMTOB K CYOIHIOTEJINIO MTOBPEKACHHON CTEHKH COCYNa; TOJIBKO MYJIBTHMEpHI OOJIBIIETO pa3Mepa Ipo-
SBJISIIOT TaKXe€ TeMOCTAaTHYECKYI0 aKTHBHOCTb. MynbTuMepn3oBaHHbIE VWF cBs3bIBaeTCS C MOBEPXHOCTHBIM
TIIMKONpoTeHOM TpoMOormToB Gplbo nmocpeactBom B3anmoneictsust B nomene Al VWF, coxpelictBys anre-
3un TpoMOoumnToB. [Ipeanonaraercs, 4To SHAOTENHATBHBIE KIETKH CEKPETHPYIOT KPYIHbIE MOJINMEPHBIE (hOPMBI
vWF, a te popmber VWF, KoTOpBIe UMEIOT HU3KHE MOJIEKYJISIPHBIE MacChl (HU3KOMOJEKYISIpHbIH VWF), BO3HH-
KaloT 3a CYeT MPOTEOIINTHYECKOTO paciieruieHnss. MyapTHMepsl ¢ OOJIBIIMMHI MOJIEKYJISIPHBIMH MaccaMH HaKarl-
JMBAIOTCA B TeNbIlax Beibens-Ilanana sHI0TEMMANBHBIX KIETOK U BBICBOOOKIAIOTCS TIPH CTUMYJISIIHH.

CHwxkenune cBs3biBafomelt aktuHocTH FVIII Gmaromaps cHIkeHHBIM ypoBHSIM Oenka VWF wim ymeHbIire-
HUIO cBs3bIBatomieil criocooHoctu FVIII mpuBoauT k omHOMY M3 TpeX THIOB Oosie3Hn BumneOpanna. Jlomonan-
TENIBHO WJIN AJIbTEPHATHBHO, OIPE/ICIICHHBIC TUITEI 00Jie3HN BuieOpania XxapakTepu3yloTCsl TIOBBIIICHHEM W
cHmkenneM ypoBHA Gplba-omocpenoBaHHOTO CBS3BIBAaHUS TPOMOOIIMTOB, a MMEHHO THNBI 2A, 2B u 2M
(06061mmennbie nanuble cM. y Castaman et al., Disorders of Hemostasis 88(1):94-108 (2003)). CooTBETCTBEHHO,
MoaymupoBanue B3aumojeicTBuss VWF kak ¢ FVIII, tak u ¢ Gplba npeacraBnseT coboii menecooOpa3Hyro
CTpaTeruIo JUIsl JICUCHHs] Kak reMO(QHINN, Tak 1 OoJe3nn Buuebpanna.

VYuuteiBass 6uonorudeckyro BaxxHocts VWF, cylecTByeT nmocTossHHass HEOOXOAMMOCTh B COBEPILIEHCTBO-
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BaHWU TEXHUKHU crioco0oB nomydenust VWF st repaneBruaeckoro npuMeHenus. OdmenssectHo, uro vVWF mo-
JKET OBITH BBIJICJICH U3 SHIOTCHHBIX HCTOYHUKOB, TAKMX KaK IU1a3Ma KpoBHU desnoBeka. Beinenennsiiit VWF oGma-
JaeT TaKUM TIPEHMYIIECTBOM, KaK BBICOKasl yIeNIbHAas aKTMBHOCTh B OTHOIICHHUHU BBIMIOJHEHUS €r0 OMOJIOTHYe-
CKOM (pyHKIIMH M MOXKET, TAKUM 00pa3oM, 3(h(HEKTHBHO MPUMEHATLCS B KAUECTBE TEPANIEBTHUECKOTO OemKa s
JIEYCHUSI COOTBETCTBYIONINX 3a00JIeBaHNM, TAKUX Kak OoJie3Hb Bueopanma. Kak npaBuino, vVWF mma3mer o61a-
JTAeT yIeIbHOW PUCTOLIETHHOBOW aKTHBHOCTBIO, COCTAaBJISIONIECH mpuomsutensHo 100 ME/MKT, ogHaKo BhIaeTe-
HHUE U3 IUIa3MBl KPOBH YeNIOBEKa MMEET HEJOCTATKH, TaK KakK, HallpUMep, TaKas Ila3Ma MOXKET COIepKaTh paz-
JMYHBIE BUPYCHI, Takue kak BMY w/miam BUpPYCHI remaTuTa, KOTOPBIE MOTYT IEPEHOCHTHCS MaIeHty. Kpome
TOTO, IUIa3Ma MPEJCTaBIsIeT CO00M OrpaHUUCHHBIA pecypc U, TaKUM 00pa3oM, Ae(HUIUT IIa3Mbl MOXKET MPUBO-
JIUTH K MPOOJIEMaTHYHOCTH MOJTYYSHHS JOcTaTouHOro KomdectBa VWE st megennsi. COOTBETCTBEHHO, PEKOM-
OunaHTHBIE criocoOb! nonyuenust VWF o0nanaror mpeuMyIecTBamMu, paspenias HeKOTOpble MpoOIeMbl, CBsI3aH-
HBIE C 3aBUCHMOCTBIO OT IIa3MbI B KauecTBe ncTouHnka VWE. Jist pekoMOMHAHTHOTO MTOTy4eHHs ObLIa KIIOHH-
poBana nonHopasmepHast k/IHK vWF; ykazaHHBIH PONOJINIENITH]] COOTBETCTBYET aMUHOKHCIOTHBIM OCTaTKaM
23-764 nonnopasmepuoro npenpo-vWF (Eikenboom et al. (1995) Haemophilia 1, 77 90).

K coxanenunto, vVWF nipencrasiser co00l MOJIEKYITy, IOABEPTaIOIIYIOCS CIIOKHBIM MOCTTPAHCIISITHOHHBIM
MomudukanuaM. Kpome Toro, mynmstaMepmsanus aumepoB VWF B Gompime u yiapTpabobIie MyJIbTUMEPH B
anmapare ['ofpKu mpencTaBisieT co0oi CIOKHYIO 33aJady MPH HKCIPECCHH B KIETKAaX MIICKOMUTAIONNX. Tak,
SKCIIPECCHs BRICOKOMOJIEKYIsipHOT0O VWF B KyIBType KIETOK, HAPUMEp, SHAOTETHANBHBIX KIETKAaX YeJIOBEKa
(MepBUYHBIX), 3aBUCUT OT CIENU(DUIECKOTO HAKOIUICHUS YIbTpadoibpimux Mosiekydl VWF B Tenmbiiax BetiOens-
[Mamaga. Takwe KyIbTypHl KIETOK HE TMOAXOIAT [UIA MOJIYYCHUS TepPaeBTHIECKUX OenkoB. OMUCAHBI U IPYyTHE
CIOCOOBI KyJIbTUBUPOBAHUS KJIETOK; M3BECTHO, YTO YCJIOBHUS KYJIbTUBHPOBAHMS KIETOK MOTYT BIHAThH Ha POy~
muposanre VWF pasnuuasiM oGpaszom. Hampumep, 1mokasaHo, 4TO BhICOKHE KOHIEHTpaiuu ammonus (NH,")
HapyIIaloT MOCTTPaHCISIIMOHHYI0 Moandukanuto. Mayadas et al. (J. Biol. Chem., 264(23):13498-13503, 1989)
MOKAa3aJIM, YTO YPOBEHb aMMOHHMS 25 MM NPUBOIMIN K CHHKEHHIO MyJabTuMepr3auun VWE B sHIOTEIHaIbHBIX
KJIETKaX, YTO TaK)XE€ HETaTHBHO BIMSCT Ha YJEJIBHYIO PUCTOLETHHOBYIO aKTHBHOCTh peKoMOWHaHTHOro VWE.
CHmXKeHne MyJIbTUMEPU3aIliH, KaK IPaBIIIO, CBA3aHO CO CHIDKEHHEM aKTUBHOCTH, B YACTHOCTH, yJCIBHON pHC-
TOIICTHHOBOM aKTUBHOCTH, peKOMOMHAHTHOTO VWF.

Jo cux mop TpyZHO mpeacKas3arh, KaKHe MapaMeTpsl MOTYT IOJIOKUTEIFHO WM OTPHULATENFHO BIUATH HA
MIPOYIIUPOBAHHUE TOTO WIIM MHOTO Oellka, B 0COOCHHOCTH - CJIOKHBIX TIMKOTPOTEHHOB, TakuX Kak ¢akrop VIII u
vWF. Hanpumep, nokazaHo, 4To OIpejesieHHble KOMIOHEHTBI CPebl ISl KJIETOYHOW KYJBTYphl BIHSIOT Ha
npoxayuuposanue gakropa VIII. CornmacHo onmcanmio B matente CIIIA Ne5804420 noGasieHre moyMosa, Meau
U IPYTUX CJICTOBBIX METAIIIOB MOXKET ITOJIOKHUTEILHO BIUATH Ha BbIXoJ (akropa VIII. Takxke, coracHo omnwuca-
H1o B WO 2009/086309, mokazaHo, 4TO MpUMEHEHHE MEIH B Mpolecce KYJIbTUBHPOBAHMS KIETOK HMOBBIIIACT
BeIpaOOTKY (aktopa VIII. ¥ Mignot et al. (1989) onmcano Takxe ocymiectBieHue axcipeccu VWFE B pexomOu-
HaHTHBIX KJeTkax CHO. OnHako HY B OJTHOM M3 yKa3aHHBIX NPUMEPOB HE COAEPKUTCS MHPOPMAIMU OTHOCH-
TENILHO Y/IENbHON akTUBHOCTH VWF MM ypOBHS €T0 MyJIbTUMEPH3aIHH.

benku ADAMTS (ze3uHTErpHH ¥ METaJIONpOTEHHAa3a ¢ MOTHBaMH TpoMOocroHauHa | Tnna) npencras-
JSIOT co00M CEeMEWCTBO METaJUIONPOTEHHA3, COICPIKALINX PsAI KOHCEPBATHBHBIX JOMEHOB, BKIIOYAs ITMHK-
3aBUCUMBINA KaTaTUTUIECKUN JTOMEH, MUCTEUH-00TaThIi JOMEH, Ne3MHTETPUH-TIONOOHBIN TOMEH U TI0 MEHBIIICH
Mepe OIWH, a B OOJBIIMHCTBE CIy9aeB MHOXKECTBO IIOBTOPOB TpoMOocmoHAMHA THHA | (47151 03HAKOMIICHHS CM.
Nicholson et al., BMC Evol Biol. 2005 Feb 4;5(1):11). Yka3anusle 6eIKH, SBOJIOIMOHHO POJCTBEHHBIE CEMEl-
ctBam Metayutonporennas ADAM u MMP (Jones GC, Curr Pharm Biotechnol. 2006 Feb;7(1):25-31), sBastoTcst
CEKpETUPYEMBIMHU (pepMeHTaMHU, JJIsl KOTOPBHIX YCTAHOBJICHA CBSI3b C PSIIOM 3a00JIEBaHUM U COCTOSIHUH, BKITIOYas
TpoMmboTHYecKyI0 Tpomboruronennueckyro mypmypy (TTII) (Moake JL, Semin Hematol. 2004 Jan; 41(1):4-14),
COCIMHUTEIILHOTKaHHBIE PacCTpOWCTBa, pakoBele 3aboneBanus, Bocnanenune (Nicholson et al.) um Tspkemyro
a3MoaniHyto Tpormdyeckyto Mansiputo (Larkin et al., PLoS Pathog. 2009 Mar; 5(3):¢1000349). 13-3a sTux
cBszeil hpepmerTtsl ADAMTS ObuTM NMpH3HAHBI MOTEHIWAIBHBIMA MHIICHSAMH Ul TEPAIUH psiia MaTOJOTHH
(Jones GC, Curr Pharm Biotechnol. 2006 Feb; 7(1):25-31). CoOTBETCTBEHHO, CYIIECTBYET MOTPEOHOCTH B CITO-
cobax moyrydeHust 00X KojmdecTB 0ekoB ADAMTS, o6namaromux BEICOKOW yeIbHONW aKTUBHOCTBIO, HE
coJiepKaluX 3arps3HUTeNel, TakuX Kak BUpychl, KI'D u martorens! tuma 6aktepuii Mycoplasma.

Omun u3 npencraButeneit cemeiictBa ADAMTS, ADAMTS13, pacmemser gakrop ¢on Bumiebpanma
(VWF) mexnmy octatkamu Tyr 1605 u Met 1606; 3ta QpyHKITHS OTBeYaeT 3a pas3IoKeHUe OOIBIINX MYJIbTHUMEPOB
vWEF in vivo. YcraHoBieHa cBs3b nmotepu akTHBHOCTH ADAMTS13 ¢ HEKOTOPBIMHU COCTOSIHUSIMH, TAKUMH Kak
TTII (Moake JL, Semin Hematol. 2004 Jan; 41(1):4-14), octpoe u xponndeckoe Bocmanenue (Chauhan et al., J
Exp Med. 2008 Sep 1; 205 (9):2065-74), n, coBceM HeJaBHO, C TSDKEJION TUIA3MOAMHHON TPONMYECKOH Maspy-
eit (Larkin et al., PLoS Pathog. 2009 Mar; 5(3):¢1000349).

IMporeaza ADAMTS13 npeacrasisier co0o# rIMKO3WIMpoBaHHBIN Oesok Maccoit 190 k/la, cunresupye-
MBII penmymnecTBeHHO B mneueHn (Levy et al., Nature. 2001; 413:488-494; Fujikawa et al., Blood. 2001;
98:1662-1666; Zheng et al., J Biol Chem. 2001; 276:41059-41063; Soejima et al., J Biochem (Tokyo). 2001;
130:475-480; u Gerritsen et al., Blood. 2001; 98:1654-1661). B 3HaunTenbHON CTENIEHN KA U B CIIydae C MYJIb-
tumepamu rVWF Bricmiero nopsiaka, pekomOrHanTHas skcnpeccus 6ompmux ADAMTS13 B kynbTypax KIETOK
MJIEKOIIMTAIOIINX CONPSIKEHA C MHOYKECTBOM TPYJHOCTEH.
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Takum 00pa3oM, CymiecTByeT HeOOXOAMMOCTh B YCIOBHAX KYJIFTUBHPOBAHUS KIICTOK, B YACTHOCTH, YCJIO-
BUSX KYJIBTUBUPOBAHHS MPU KPYITHOMACIITAOHOM MPOU3BOJICTBE, 00CCIICUNBAIOIINX CTAOMIBHBIN OOIIHIA BEIXO
Oenka W/uimu CTaOMIIBbHYIO OOIYIO U YIASNBbHYIO aKTHBHOCThH MPOAYIIUPYEMBIX OCITKOB B Pa3IHYHBIX KYJIbTypax
kiIeToK. CTaOMIBHOCTh B KyJIBTypax MPH KPYMHOMACIITAOHBIX MPOM3BOICTBEHHBIX IPOIIECCaX BayKHA IUIS IIPO-
M3BOJICTBA TEPANEBTUUECKUX OekoB. CyIIecTBYeT Takke HEOOXOIUMOCTh B YCIOBHUSIX KYJIBTUBHPOBAHUS KJIe-
TOK JIJISl KpymHOMacTabHoro mpou3oacTea rVWE ¢ ypoBHAMH MyJTbTUMEPU3ANHNN U yIeTHHOW PUCTOIETUHO-
BOM aKTHBHOCTBHIO, CPAaBHUMBIMU WJIM TMpeEBbIIAONUMUA TakoBble VWF, MpUCYTCTBYIOIIEr0 B HOPMAaJIbHOM
1a3Me genoBeka. CXoaHpIM 00pa3oM, Tak kak 6eku ADAMTS BoBiedeHb! B psijT 3a00JI€BaHUNA U COCTOSTHUH, B
JAHHO¥ 00JIaCTH TEXHUKHU CYMIECTBYET MOTPEOHOCTH B CIIOCO0aX KPYITHOMACIITAOHOTO POU3BOJICTBA PEKOMOH-
HaHTHBIX OenkoB ADAMTS, o0nafaronux BEICOKOH yIENBHOW aKTHBHOCTBIO, KOTOPHIC TOJIXOAT YIS TOTy4e-
HUS (papMaIleBTUICCKUX CPEICTB U s (hapMaIleBTHICCKOTO BBeJcHUs. Hacrosiee H300peTeHre yI0BICTBOPSI-
€T yKa3aHHBIC U JIPYTHe MOTPEOHOCTH JAHHOW OOJIACTH TEXHUKU B TOIYYCHUU PEKOMOWHAHTHOTO (hakTopa GoH
Bunne6panna n pekombuHanTHoro ADAMTS13.

Kpartkoe onucanue n300pereHus

CornacHO OmpeieIeHHBIM aclieKTaM HacTosIIee H300peTeHne OCHOBAaHO Ha HEOXKUIAHHOM OTKPBITHH, 3a-
KITFOYAIOIIEMCsI B TOM, YTO BBEJICHHE J0OABOK B CPEABI I KIETOYHBIX KYJIbTYp, IPUMEHICMBIC IS SKCIIPECCHN
pexomOmHaHTHOTO (hakTopa pon Bminedbpanma (rVWF) u pekombunantaoro ADAMTS13 (rA13), npuBogut k
3HAYUTEIHHOMY IOBBIIICHHUIO SKCIPECCHH OETKOB U (pepMEHTaTUBHON aKTHBHOCTH.

CoryilacHO CBOEMY IMEPBOMY acIeKTy HacTosIIee H300peTeHrne 00eceynBaeT Croco0 MOMydeHHsST KOMIIO-
3UIMH peKoMOMHaHTHOTO (akTopa o Bumnedpanna (rVWF); ykazaHHBIN cIOCOO BKIIFOYAET ATAIIBI:

(a) obecrieueHUsT OCHOBHBIX CPEJI ISl KYIbTYPHI KICTOK;

(b) noGaBneHHsS B OCHOBHBIC CPEIbI ISl KJICTOYHBIX KYJIBTYP MEIH J0 KOHCUHOW KOHIICHTPAIIMKA MEIH 1O
MeHbIIeH Mepe 2,4 MKr/i;

(c) obecnieueHust OHON WK OOJiee KICTOK, COJACPKANIUX HYKICHHOBYIO KHCIOTY, KOAMPYIOMIYI0 OEIOoK
rVWF;

(d) xynTbTUBHPOBAHHS YKa3aHHON OHOU WM 0oJiee KJIETOK B Cpelie I KIETOYHBIX KyIbTyp ¢ mobaBie-
HUEM MEIU TaKUM 00pa3oM, 4TO TPOUCXOJMT dKCTpeccus U dKckpenwsi IVWF U3 KIeToK B KyJIbTYpalbHBIH Cy-
MIepHATaHT; !

(e) oTmeneHus MO MEHBINEH Mepe YacTH YKa3aHHOTO KyJIbTypaJbHOTO CyNepHATaHTa, IPUYEM yKa3aHHBIHA
OTIIEJICHHBIN CyIepHATaHT 00JIaflacT YACIbHON pUCTOIETHH-KOGaKTOpHOH akTuBHOCTBIO I'VWF, coctapisromeit
o menbieit mepe 30 ME/Mxkr rVWE.

CornacHo 0JJHOMY U3 BApHAHTOB peallM3alliy MPEII0KESHHBIX BBIIIEC CITOCOOOB YKa3aHHBIH CIIOCO0 TOIIOI-
HUTEJBHO BKITIOYAET ATal JOOABJICHUS B YKa3aHHYIO OCHOBHYIO CPEAy Ui KICTOYHBIX KYJBTYp THIPOJIH3aTa
nepes KyJIbTUBUPOBAHUEM YKa3aHHOW OJTHOM HITH OoJiee KIETOK.

CornacHO OJTHOMY W3 BapHaHTOB PEaM3alU MPEIJIOKCHHBIX BEIIIE CITIOCOOOB YKa3aHHBIA THUAPOIH3AT
MPEJICTABISIET COOON PACTUTENBHBIN THPOJIN3AT.

CornacHO KOHKPETHOMY BapHaHTY peaji3aliy YKa3aHHBIH THAPOIM3AT MPEICTABIACT COO0I COSBBIN TH/I-
pomm3ar.

CornacHO OJHOMY M3 BapHaHTOB PeaJH3ally MPEII0KECHHBIX BEIIIE CTIOCOOOB OCHOBHAS cpenia s Kile-
TOYHBIX KYJBTYp IPEACTABIIAIOT COOOH HE COAEePIKANTYIO KUBOTHBIX OCITKOB KyJIbTypaIbHYIO CPELy.

CornacHO OJHOMY M3 BapHaHTOB PeaIM3ally MPEI0KEHHBIX BBIIIE CIIOCOOOB OCHOBHBIE CPEIBI IS KIle-
TOYHBIX KYJBTYp MPEACTABIIAIOT COO0H HE coaepKaliie OEITKOB KyIbTypalbHbIE CPEIbI.

CornacHo 0JJHOMY W3 BapHAHTOB PeaTH3aliy NPEATOKCHHBIX BEINIE CIIOCOOOB YKa3aHHBIC OCHOBHEIC Cpe-
JIBI JITIS1 KJIETOYHBIX KYJBTYp MPEACTABISACT COOOH KyJIbTypallbHBIC CPEIbI C 33JaHHBIM XUMHUYECKAM COCTaBOM.

CornacHO OHOMY W3 BapHaHTOB PEaU3allMU MPEUTOKCHHBIX BEIIIE CIIOCOOOB KOHEUHAs KOHIICHTPAIIHS
MEJIM B OCHOBHOH CpeJie A KICTOYHBIX KYJBTYp C M0OABICHUEM MEIU COCTABIISACT IO MEHBIICH Mepe 4 MKI/I
ME/IH.

CornacHO OJHOMY W3 BapHaHTOB PEaU3allMU MPEUTOKCHHBIX BEIIIE CIIOCOOOB KOHEUHAs KOHIICHTPAIIHS
MEIM B OCHOBHOM CpeJie ISl KJICTOYHBIX KYIbTYp ¢ J0OaBIEHHUEM MEIU COCTaBisAeT oT 2,4 1o 20 MKT/I Menu.

CornacHO OTHOMY M3 BapHaHTOB peaU3aIiH MPEIJI0KESHHBIX BBIIIE CIIOCO00B MeIb JOOABISIIOT B OCHOB-
HBIE Cpe/Ibl [UIA KJICTOYHBIX KYJIBTYP B BHJIE COJIM MEJH, XeJlaTa MEIH WA NX KOMOMHAIINH.

CornacHO OTHOMY M3 BapHAaHTOB PEaTH3alUH MPEIIOKEHHBIX BBIIIE CIIOCOO0B yKa3aHHAs COJb MEIU BHI-
OpaHa U3 TPYMITEL, COCTOSIICH U3 cynb(aTa MeIH, arleTaTa MeIu, KapOoHaTa MeIH, XJIOpHIa MeIr, THAPOKCUIA
MeJr, HUTpaTa MEIH U OKCHIa MEMH.

CornacHo OJJHOMY U3 BapHaHTOB PEajM3alliy MPEIOKEHHBIX BBIIIE CIIOCOOOB yKa3aHHAs OJlHA HITH OoJice
KJICTKA MPECTABIICT COOON KIETKY MIICKOITUTAOIIETO.

CornacHO KOHKPETHOMY BapHaHTY peajM3alliy YKa3aHHBIC KICTKH MIICKOIHTAIOIIUX MPEICTABISIOT CO-
oot kiretku CHO.

CornacHo 0JTHOMY W3 BapHAHTOB pealTU3alMH MMPEIUI0KEHHBIX BBIIIEC CIIOCOOOB KYJIETUBUPOBAHHUE YKA3aH-
HOW OJTHOM wITH 00JIee KIICTOK BKJIFOYACT MEPHOANICCKOE KYJIbTUBUPOBAHNE YKa3aHHBIX KIICTOK.

CornacHO OJHOMY M3 BapHaHTOB peas3aliy MMPEI0KEHHBIX BBIIIE CTIOCOO0B KyIbTHBUPOBAHHUE YKa3aH-
HOW OJHOH WiTH 00Jiee KJIETOK BKIIOYAeT HEMPEPHIBHOE KyIbTHBHPOBAHNE YKA3aHHBIX KIETOK.
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CornacHO KOHKPETHOMY BapHaHTy peaji3aliyl HENPEPHIBHOE KYJIbTHBUPOBAHUE KIETOK MPOU3BOJIUTCS B
XEMOCTATUUECKOM PEKUME.

CornacHo JpyroMy KOHKPETHOMY BapHaHTy PEa3allii HETPEPHIBHOE KYJIbTHBHPOBAHUE KICTOK IPOM3-
BOJUTCS B PeKUME Tepy3UH.

CornacHO OTHOMY W3 BapHaHTOB PEANM3alliH MPEIOKEHHBIX BBIIIE CIIOCOOOB yKa3aHHYIO OIHY WiH 00-
Jiee KIETKY KyJbTHBHPYIOT 10 MeHbIer Mepe B 100 11 7on0THEHHONH OCHOBHOM Cpebl A KIIETOYHBIX KYJIBTYP.

CornacHO OIHOMY W3 BapHAHTOB PEAM3aIMX ITPEITI0KEHHBIX BEINIE CIIOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JIePXKUBAIOT HA YPOBHE MeHee ueM 2,5x 10° KIIeToK/MIT Ha IPOTSKEHHH dTara KyTbTHBUPOBAHHS YKA3aHHON OJ1-
HOU 1k OoJiee KIETOK.

CornacHO OHOMY W3 BapHAHTOB PEAJM3AaIMX NPEIJI0KEHHBIX BEIINIE CIOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JEPXKUBAIOT HA ypoBHE MeHee deM 2,0x 10° KIeTok/MiT Ha POTSIKEHMH dTara KyIbTHBUPOBAHHS YKA3aHHON OJi-
HOH i 6oJiee KIETOK.

CornacHO OJJHOMY W3 BapHaHTOB PEAIM3alMU NPEII0KEHHBIX BBIIIE CIIOCOOOB INIOTHOCTH KIIETOK ITOJI-
JePXKMBAIOT HA YpoBHE MeHee ueM 1,5x10° KIeToK/MiT Ha MPOTSKEHNHM 3Tana KyJIbTHBHPOBAHMS YKA3AHHOM OJ1-
HOH i 0oJiee KIETOK.

CornacHO OJTHOMY M3 BapHaHTOB pean3aliy MPEAI0KEHHBIX BBIIIE CIIOCOOOB 3Tall OTAEIEHHS 110 MEHb-
IIeil Mepe YacTH YKa3aHHOTO KyJbTYPAJILHOTO CyIIepHATaHTa BKIOYACT (DMIIBTPAIMIO WIN HEHTPU(PYTHPOBaHUE
JUISL yIQJIeHHS KIIETOK U3 YacTH KyJIbTYPaJIbHOTO CylepHaTaHTa.

CornacHO OTHOMY M3 BapHAaHTOB PEaTH3aliy MPEIOKCHHBIX BBIIIEC CIIOCOOOB OTIEIECHHBIN CylIepHATaHT
obnamaer yaeNbpHON pucTOleTHH-KOoakTOpHOH akTUBHOCTRIO r'VWEF, cocraBmnsiomeii mo MeHemei mepe 40
ME/MkT rVWF.

CornacHO KOHKPETHOMY BapHaHTy pealH3allii OTACICHHBIH CylepHAaTaHT 00JafaeT yAeTbHOH pUCTOIe-
THH-KO(akTopHO# akTHBHOCTHIO r'VWEF, cocTaBisttomeit o menbiei mepe S0 ME/Mkr rVWE.

CornacHo 0osiee KOHKPETHOMY BapHaHTY pealn3alii OTACICHHBIA CyliepHaTaHT 00JaiaeT yaeapHON puc-
TOLIETUH-KO(aKTOPHO# akTUBHOCTHIO I'VWE, cocraBnsromeit mo menbiieii mepe 60 ME/Mkr rVWE.

CornacHo 0oJiee KOHKPETHOMY BapHaHTy pealn3aliii OTASICHHBIA CyepHaTaHT o0jafaeT yaeabHoi puc-
TOLIETUH-KO(aKTOPHO# akTUBHOCTHIO I'VWE, cocraBnsromei mo menbiieii mepe 70 ME/Mkr rVWE.

CornacHo emie ogHOMY 0ojiee KOHKPETHOMY BapHaHTY pealn3allii OTACJICHHBIH CylepHaTaHT oOnanaeT
yIETBHOH pucToneTHH-KOo(akTopHOW akTuBHOCTRI0O rVWF, cocraBmsromeit mo Menbireit mepe 80 ME/Mkr
rVWEF.

CornacHO OIHOMY W3 BapHAHTOB PEAJTHM3ALUHN IMPEUIOKEHHBIX BBIIIE CIIOCO00B 10 MeHbIeH mepe 10%
rVWF B ykazaHHOM CylepHaTaHTE MPUCYTCTBYET B BUIE BBICOKOMOJEKYIJsIpHOTO MynbTuMepa VWF u3 Gosee
geMm 10 1uMepoB.

CornacHO KOHKPETHOMY BapHaHTy peann3aluy 1mo MeHsieii mepe 15% rVWF mpucyTcTByer B BHIE BBHI-
coxomoneKkysipHoro MmynbtuMepa VWF u3 Gonee uem 10 aumepos.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY peann3anuu 1mo mensieid mepe 20% rVWF npucyrcTyeT B
BHUJIE BEICOKOMOJIEKYJsipHOTO MyJibTHMepa VWF u3 Gonee yem 10 nqumepos.

CornacHo IpyromMy KOHKPETHOMY BapHaHTY peanu3aluu 1no Messiiei mepe 25% rVWF npucyrctByeT B
BHUJIE BEICOKOMOJIEKYJsipHOTO MyJibTHMepa VWF u3 Gonee yem 10 nqumepos.

CornacHo Ipyromy KOHKPETHOMY BapHMaHTy peanu3anuu no Mmessieir mepe 30% rVWF npucyrcTByeT B
BHUJIE BEICOKOMOJIEKYJsipHOTO MyJibTHMepa VWF 13 Gonee yem 10 qumepos.

CornacHO OJHOMY W3 BapHAHTOB PEAM3AINH MPEII0KESHHBIX BBIIIE CIIOCOOOB yKa3aHHBIA CylepHATaHT
COJIEP>KHUT BBHICOKOMOJICKYJISIpHBIE MynbTHMEpEl VWF u3 14-22 numepos.

CoracHo OJJHOMY M3 BapHAHTOB PeajM3allii MPeIIokKEeHHBIX BBIIIE CIoco6oB coxepskanne NH, B yka-
3aHHOM KYJIbTYypPaJbHOM CYIIEpHATaHTE MOAACPKUBAIOT HA YPOBHE KOHIIEHTpaIuu Hivke 10 MM.

CorlacHo OJJHOMY M3 BapHAHTOB PeaH3alliy MPeIoKeHHBIX BBIIIE CocoboB coxepskanne NH, B yka-
3aHHOM KYJIbTypalbHOM CYyIIEpPHATaHTE IMOAICPKUBAIOT HA YPOBHE KOHIICHTPAIMH HIDKE 4 MM.

CornacHO OZTHOMY M3 BapHaHTOB pealM3alliy MPeJIOKEHHBIX BhIlIe criocoboB rVWF koskcnpeccupyercs
¢ pexoMOuHaHTHEIM (akropoM VIII (rFVTII).

CornacHO KOHKPETHOMY BapHaHTy peaM3alliy YKa3aHHBIH CIOCOO JOMOIHUTENBEHO BKIIOYAET JTall OYH-
ctku rVWF ot no mensuieit mepe 50% rFVTII, npucyTcTByOMEro B OTAEIEHHOM CyIEpHAaTaHTE.

CoryacHo 0JHOMY U3 BapuaHToB peanusanuu otHoueHue rVWF k rFVIII nocnie srana ouncTky cocTaBiis-
eT 1o MeHbluel mepe 10:1.

CornacHO OJJHOMY W3 BapHAHTOB peasN3aIliy MPEIJI0KESHHBIX BBIIIE CITOCOO0B YKa3aHHBIA CIIOcO0 MOITOJ-
HHUTETHHO BKJIIOYaeT dTar oboramenus rVWFE.

CorylacHO BTOPOMY AacIeKTy HacTosIee W300peTeHre OoO0ecreurnBaeT KOMITO3UIUI0 PEKOMOWMHAHTHOTO
(dhaxropa pon Bumtebpanga (rVWF), momydeHHYIO ONTMCAaHHBIM B H300PETEHUH CIIOCOOOM.

CornacHO OJHOMY BapHaHTy PEANH3AllAH BBIIICONHCAHHBIX KOMITO3UINK YKa3aHHAS KOMITO3UIIHS TaKKe
coJiepkUT pexoMOuHaHTHBIH (akTop VIII (rFVIID).

CornacHoO KOHKpeTHOMY BapuaHTy peanu3zanuu otHomernue rVWEF k rFVIII cocraBnseT no meHblei Mepe
10:1.
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CornacHO OJTHOMY BapHaHTy PEaJIM3ally BBIIICONNCAHHBIX KOMIIO3UIIMI yKa3aHHYIO0 KOMITO3HLIUIO MOJy-
yaroT B popme 1711 hapManeBTHYECKOTO BBEACHMS.

CornacHO KOHKPETHOMY BapHaHTy pealn3aliil YKa3aHHYI0 KOMIIO3HIINIO TOIYYaioT B (hopMe AT BHYTPH-
BEHHOTO BBE/ICHUS.

CornacHo TpeTheMy acHeKTy HacTosIIee n300peTeHne o0ecieynBaeT CylnepHaTaHT KyJIbTypsl KIETOK, CO-
JieprKanyii pekoMOuHaHTHBIN (akTop hoH Bumnedpanna (rVWF), oTimyaromuiicst TeM, 9TO yKa3aHHBIA CyIep-
HATAHT MOJIYYal0T OMTUCAaHHBIM B H300PETEHUH CIIOCOOOM.

CornacHO YeTBEpTOMY acleKTy HacTosIee H300peTeHne 00ecTieynBacT CylepHaTaHT KyJIbTYPhl KJIETOK,
coJieprKaliii peKoMOMHAHTHBIN (akTop ¢oH Bumuiebpanaa (rVWEF), npu atom no mensiueit mepe 10% rVWE B
YKa3aHHOM CyIlepHaTaHTe NPHCYTCTBYET B BHJE BbICOKOMoJeKymsipHoro VWF mysnerumepa uz Goinee yem 10
JIIMEPOB.

CornacHO KOHKPETHOMY BapUaHTy peanu3anuu 1no Mensuei Mmepe 15% rVWF B ykazaHHOM cynepHaTaHTe
NPUCYTCTBYET B BHUJIE BEICOKOMOoJIeKysipHoro VWF myneTuMepa u3 6osee yem 10 qumepos.

CornacHo ApyroMy KOHKPETHOMY BapUaHTy peanusanuu no MeHsiued mepe 20% rVWF B ykazanHOM cy-
MIepHATAHTE TMPUCYTCTBYET B BUJIE BEICOKOMOJIEKYIsipHOTO VWF MynbeTrMepa u3 6osee yem 10 numepoB.

CornacHo ApyroMy KOHKPETHOMY BapHaHTy peaiii3aliy 1o MeHbInei mepe 25% rVWF B ykazanHOM cy-
MIepHATAHTE TMPUCYTCTBYET B BUJIE BEICOKOMOJIEKYIsipHOTO VWF MynbeTrMepa u3 6osee yem 10 numepoB.

CornacHo ApyroMy KOHKPETHOMY BapHaHTy peaim3anud 1o MeHbinei mepe 30% rVWF B ykazanHOM cy-
MIepHATAHTE TPUCYTCTBYET B BUJIE BEICOKOMOJIEKYIsipHOTO VWF MynbeTrMepa u3 6osee yem 10 numepos.

CormnacHo emie 0JHOMY KOHKPETHOMY BapHaHTY peaH3allii BHIIICONICAHHBIX CYIIEPHATAHTOB yKa3aHHBIH
CYNEpHATAHT IOJIyYal0T COTJIACHO ONIMCAHHOMY B H300pPETEHHH CIIOCO0Y.

CoracHO TSITOMY acIleKTy HacTosiliee M300peTeHre oOecleunBacT CynepHaTaHT KyJIbTYphl KJIETOK, CO-
JepKalui pekoMOnHaHTHEIH (akTop Gon Bumiedpanna (rVWF), otnnuaromuiicst TeM, 94TO yKa3aHHBIH cyrep-
HaTaHT coiepHuT 1o MeHbpuIel mepe 0,4 ME pucroneTHH-kopakTOpHOH aKTHBHOCTH Ha MII.

CornacHO KOHKPETHOMY BapHaHTy pealli3allii YKa3aHHBIA CyNepHATaHT COAEPKHUT Mo MenbIeii mepe 0,5
ME pucroneTnH-KO(aKTOPHOH aKTUBHOCTH Ha MIL.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealn3aliil YKa3aHHBIA CyIIepHATAHT CONEPXKUT 10 MEHBIICH
Mmepe 0,6 ME pucroneTnH-K0(paKTOPHOW aKTHBHOCTH Ha M.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealn3aliil YKa3aHHBIA CyIIepHATAHT CONEPXKUT 10 MEHBIICH
Mmepe 0,7 ME pucroneTnH-K0(paKTOPHOW aKTHBHOCTH Ha M.

CormnacHo emie 0OJHOMY KOHKPETHOMY BapHAHTy peali3alliil BHIIICONHCAHHBIX CYIIEPHATAHTOB CyICpHAa-
TaHT II0JTy4YaloT COTJIaCHO OIMCAaHHOMY B M300peTeHHH crioco0y.

CornacHoO IECTOMY acHeKTy HacTosIlee H300peTeHne 00eceuuBaeT Croco0 MoaydeHHs KOMIIO3UINH pe-
komOuHanTHOrOo ADAMTS13 (rA13); yka3aHHBII cIOCOO BKIIFOYAET JTAllbL:

(a) obecrieueHNs OCHOBHBIX CpeJl I KyJIbTYpBI KICTOK;

(b) noGaBneHnsI B OCHOBHBIE CPE/bI ISl KJIETOYHBIX KYJIBTYP MEAX 10 KOHEYHOM KOHIICHTPAIMU MEJIH MO
MeHbIei mepe 1,0 Mkr/i;

(c) obecniedenust oHON WK Oojiee KIETOK, COAEpIKAIINX HYKICHHOBYIO KHCIIOTY, KOJAHPYIONIYIO OeoK
rAl3;

(d) KxynTbTUBHUPOBAaHHS YKa3aHHON OJHOW WM 0oJiee KJIETOK B Cpelie IS KICTOYHBIX KyIbTyp ¢ mobaBie-
HUEM MEIH TaKuM o0pa3oM, YTO MPOUCXOMHT DKCIPECCHS U IKCKpeIus rAl3 n3 KIIETOK B KyJNbTypadbHBINA Cy-
MIepHATAHT; U

(e) oTaeneHus MO MEHbBIIEH Mepe YacTH YKa3aHHOTO KyJBTYPaJbHOT'O CylepHAaTaHTa, IPUYEM B OT/IEIICH-
HOM KyJIbTYPaJIbHOM CYIIE€pHaTaHTe NpUCYTCTBYeT o MeHbel Mepe 1500 equnun akrusHoctu FRETS-VWE73
Ha JINTP JOTIOJIHEHHBIX OCHOBHBIX CpEJ Ul KIIETOUHBIX KyJIbTYp B JICHb.

CornacHO 0JJHOMY M3 BapHaHTOB pean3allii NPe/I0KEHHBIX BBIIIE CIIOCOO0B OCHOBHBIE CPeJIbl IS Kile-
TOYHBIX KYJBTYp HPEICTABISIIOT COOOH HE COAepIKalIie )KUBOTHBIX OCJIKOB KyJIbTYpaJIbHBIE CPEIbI.

CornacHO OJJHOMY M3 BapHaHTOB pean3allii NPe/II0KEHHBIX BBIIIE CIIOCOO0B OCHOBHBIE CpeJIbl IS Kile-
TOYHBIX KYJBTYp MPEACTABIIAIOT COO0H HE coaepKaliie OeIKOB KyIbTypalbHbIE CPEIbI.

CornacHO OTHOMY W3 BapHaHTOB peaIM3ally MPEI0KEHHBIX BBIIIE CIIOCOOOB OCHOBHBIE CPEIBI IS Kile-
TOYHBIX KYJBTYp IPEACTABIIAIOT COO0H KyIbTYpaJIbHbBIE CPEIBI C 3aJaHHBIM XUMHYECKIM COCTAaBOM.

CornacHO OZHOMY W3 BapHaHTOB PeaM3alM{ MPEIOKEHHBIX BBIIIE CIIOCOOOB KOHEUHAs KOHIICHTPAIHS
MeJIM B IOTIOTHEHHBIX OCHOBHOM cpejie ISt KIETOYHBIX KyJIBTYpP COCTaBIIACT 0 MEHBIIEH Mepe 1 MKT/I Meu.

CornacHO OZHOMY W3 BapHaHTOB PeajM3alM{ MPEIOKEHHBIX BEIIIE CIIOCOOOB KOHEUHAs! KOHIICHTPAIHS
MeJ B JIOTIOJTHEHHBIX OCHOBHOM Cpefie st KJIETOYHBIX KYJIBTYP COCTABIISIET 110 MEHBIIIEH Mepe 2 MKI/JI MEIH.

CoriacHO OZIHOMY W3 BapMaHTOB PEAIN3AIMHU TPEUIOKECHHBIX BBINIE CHOCOOOB KOHEYHAss KOHLEHTPALHS
MeJ B JIOTIOJTHEHHBIX OCHOBHOM Cpejie st KJIETOYHBIX KYJIBTYpP COCTABIISIET 110 MEHBIIIEH Mepe 4 MKI/JI MEIH.

CoriacHO OZIHOMY W3 BapMaHTOB PEAIN3AIMH TIPEUIOKEHHBIX BBINIE CHOCOO0B KOHEYHAss KOHLCHTPALHS
MeJY B JOTIOJIHEHHBIX OCHOBHOM CpeJie AJIsl KJIETOYHBIX KYJIBTYp COCTaBISIET OT 1 110 6 MKI/JI MenH.

CoriacHO OZIHOMY W3 BapMaHTOB PEAIN3AIMH TIPEUIOKECHHBIX BBINIE CIOCOO0B KOHEYHAss KOHLEHTPALHS
MeJI{ B IOTIOJTHEHHBIX OCHOBHOM cpejie I KIIETOYHBIX KYJIBTYpP COCTaBIIACT OT 2 10 4 MKI/JT MEAH.

CornacHO 0THOMY M3 BapHaHTOB pEaU3aIiH MPEII0KESHHBIX BBIIIE CIIOCO00B Meb JOOABISIIOT B OCHOB-
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HBIC CPEIbI IS KJICTOYHBIX KYJIBTYP B BUJIC COJM MEJIU, XeJiaTa MEIH WA X KOMOMHAIINH.

CornacHO KOHKPETHOMY BapHaHTy pealu3allii YKa3aHHasi COJb MEIH BRIOpaHa W3 TPYIIIBI, COCTOSIICH U3
cynpdara Meau, areraTta MeIu, KapOOHaTa MEIH, XJIOPUAa MEIH, THIPOKCHAA MEIHW, HUTpaTa MEIOH M OKCHAa
MeJIH.

CornacHO OJHOMY U3 BapHAaHTOB PEaM3alNN IPEIOKEHHBIX BHIIIE CIIOCOO0B yKa3aHHAs OJlHA Wi OoJee
KJIETKA MPEICTaBIIET COOOH KIETKY MIICKOITUTAOIIETO.

CornacHO KOHKPETHOMY BapHaHTy peajM3aliy yKa3aHHBIC KIETKH MIICKOIHTAIOMINX MPEICTaBISIOT CO-
6oit xiretku CHO.

CornacHo 0JTHOMY W3 BapHaHTOB pEealTU3alMy MMPEIUI0KEHHBIX BBIIIEC CIIOCOOOB KYJIbTUBUPOBAHHUE YKA3aH-
HOW OJTHOM wiTH 00Jiee KIICTOK BKJIIOYACT MEPHOANICCKOE KYJIbTUBUPOBAHNE YKa3aHHBIX KICTOK.

CornacHO 0JTHOMY W3 BapHaHTOB pealTU3alMy MMPEIUI0KEHHBIX BBIIIEC CIIOCOOOB KYJIbTHUBUPOBAHHUE YKA3aH-
HOW OJTHOM WK 00JIee KICTOK BKJIFOYACT HEMPEPHIBHOE KYJIbTHBHUPOBAHUC YKA3aHHBIX KIETOK.

CornacHO KOHKPETHOMY BapHaHTY pealn3alliil YKa3aHHOE HENPEPHIBHOEC KYJIBTHBHPOBAHKE KICTOK MPO-
U3BOJIUTCS B XEMOCTATUICCKOM PEKUME.

CornacHo ApyroMy KOHKPETHOMY BapHaHTy pealn3allii yKa3aHHOE HENPEPBIBHOE KYIHTHBHPOBAHHE KIle-
TOK TIPOU3BOANTCS B pEXKUME TTepPY3HH.

CornacHO OTHOMY W3 BapHaHTOB PEANM3alldH MPEIOKEHHBIX BBIIIE CIOCOOOB yKa3aHHYIO OIHY WiH 00-
Jiee KJIETKY KyJIbTHBHPYIOT 10 MeHbIIer Mepe B 100 11 7onoTHEHHOH OCHOBHOM CpeBl A KIIETOYHBIX KYJIBTYP.

CornacHO OHOMY W3 BapHAHTOB PEAM3AIMX TPEII0KEHHBIX BBIINIE CIIOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JIepXKUBAIOT HA YpoBHE MeHee ueM 4,0x 10° KIIeTok/MIT Ha IPOTSKEHHH dTara KyTbTHBUPOBAHHS YKA3aHHON OJl-
HOU 1k OoJiee KIETOK.

CornacHO OJTHOMY W3 BapUAHTOB PEalM3alMU MPEII0KCHHBIX BEINIE CIMOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JePXKUBAIOT HA YPOBHE MeHee ueM 3,5x 10° KIeTok/MiT Ha IPOTSKEHNH dTara KyIbTHBUPOBAHHS YKA3aHHON OJi-
HOW mu OoJiee KIETOK.

CornacHO OTHOMY W3 BapUAHTOB PEalM3allMy NPEII0KCHHBIX BEINIE CIOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JePKUBAIOT HA YpoBHE MeHee deM 3,0x 10° KIeTok/MiT Ha IPOTSKEHMH dTara KyIbTHBHPOBAHHS YKA3aHHON OJi-
HOW mu OoJiee KIETOK.

CornacHO OJTHOMY W3 BapUAHTOB PEalM3allMy MPEII0KCHHBIX BEINIE CIOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JePXKUBAIOT HA YPOBHE MeHee deM 2,5x 10° KIeTok/MiT Ha IPOTSIKEHMH Tara KyIbTHBUPOBAHHS YKA3aHHON OJi-
HOW mu OoJiee KIETOK.

CornacHO OJTHOMY W3 BapUAHTOB PEaliM3allMy NPEIJI0KCHHBIX BEINIE COCOOOB IUIOTHOCTH KJIETOK ITOJI-
JePXKUBAIOT HA ypoBHE MeHee ueM 2,0x 10° KIIeToK/MIT Ha POTSKEHHH dTara KyTbTHBUPOBAHHS YKA3aHHON OJl-
HOW mu OoJiee KIETOK.

CornacHO OHOMY W3 BapHAHTOB PEATM3aIM{ NPEII0KEHHBIX BBINIE CIOCOOOB IUIOTHOCTH KJIETOK ITOJI-
JePXKUBAIOT HA YpOBHE MeHee ueM 1,5x10° KIIeTok/MIT Ha IPOTSKEHHH dTara KyIbTHBUPOBAHHS YKA3aHHON OJl-
HOU 1k OoJiee KIETOK.

CornacHO OTHOMY W3 BapHaHTOB peal3allfy MPEATI0KCHHBIX BBIIIE CIIOCOOOB dTAall OTACICHHUS 10 MEHB-
el Mepe 4acTH yKa3aHHOTO KyJIbTYPaJbHOTO CyIepHATaHTa BKIIOYAET (MIBTPALNIO WIH NEHTPU(PYTHPOBAHNE
JUTS yOAJIeHUSI KIICTOK U3 YKa3aHHOM YaCTH KyJIbTYPaTbHOTO CyIIepHATAHTA.

CornacHO OZHOMY M3 BapMaHTOB pEANM3alldHl TPEIJI0KEHHBIX BBHIIIE CIIOCOOOB B OTIACICHHOM KYJBTY-
palbHOM CcyNepHaTaHTe NMpucyTcTByeT mo MeHbliel mepe 2000 eaunun aktuBHoctd FRETS-VWEF73 nHa autp
JIOTIOTHCHHBIX OCHOBHBIX CPEJI IS KIICTOYHBIX KYJIBTYP B JICHb.

CornacHO OIHOMY W3 BapUaHTOB pPEANM3AlMH TMPEIJIOKCHHBIX BEHIIIC CIIOCOOOB B OTICICHHOM KYJIBTY-
palbHOM CyNepHAaTaHTe NMpHUCYTCTBYeT 1o MeHbliel mMepe 2500 eaunun aktuBHocTd FRETS-VWE73 nHa nutp
JIOTIOTHCHHBIX OCHOBHBIX CPEJI JJIS KIICTOYHBIX KYJIBTYP B JICHb.

CornacHoO 0OTHOMY M3 BapHAHTOB PEaM3alliy MPEIOKCHHBIX BBIIIEC CIIOCOOOB OTIEICHHBIN CylIepHATAHT
obnamaer ynenpHol FRETS-VWEF73 aktuBHOCTEIO rA 13, coctaBmsiomnie mo menpinei Mmepe 800 ME/MKT.

CornacHO MPEeANOYTHUTEIHPHOMY BapHaHTy pPeal3alli OTHCAHHBIX BEHIIIE COCOOOB OTIEIICHHBIA CyTep-
HaTaHTt obOnamaer yaenbHOM FRETS-VWF73 aktuBHOCTBIO TA13, cocraBisiomieil mo mensimeidr mepe 1200
ME/MKT.

CornacHo 0oJee TPEATNOYTHUTEIHFHOMY BapHaHTY peau3alliiil ONMCAHHBIX BBIIIE CIIOCOOOB OTAEIICHHBINA
cymepHaTanT obmanaet ynenbHoi FRETS-VWF73 aktuBHOCTEIO 1A 13, cocraBistomnieit mo menbpmei mepe 1600
ME/MKT.

CornacHoO OJHOMY M3 BApHAHTOB PeaH3alliy MPEUI0KEHHBIX BIIIE coco0oB coxepxanne NH, B yka-
3aHHOM KYJIbTYypalbHOM CYIIEpPHATAHTE MOACPKUBAIOT Ha YpoBHE HIbKe 10 MM.

CornacHoO OJHOMY M3 BapHAHTOB PEaNH3alliy MPEUI0KEHHBIX BhIIIE coco0oB coxepxanne NH, B yka-
3aHHOM KYJIbTypallbHOM CYIIEpPHATAHTE MOAJICPKUBAIOT HA YPOBHE HIKE 5 MM.

CorlacHo OJJHOMY M3 BapHAHTOB peajH3alliy MPeokKeHHBIX BBIIIE CIocoboB coxepsxkanne NH, B yka-
3aHHOM KYJIbTypalbHOM CYyIIEpHATaHTE IMOAICPKUBAIOT HA YPOBHE KOHIICHTPAMH HIDKE 4 MM.

CornacHO OJJHOMY W3 BapHAHTOB pealN3aIliy MPEII0KEHHBIX BBIIIE CITOCOO0B YKa3aHHBIA CIIOCO0 TOITOJ-
HHUTEIHHO BKJIIOYAET 3Tar oborammeHus rAl3.
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CoracHO ceZIbMOMY acIeKTy HacTosIee N300peTeHre o0ecreunBaeT CylepHaTanT KyIbTyphl KIETOK, CO-
nepokamuii pekomOonHanTHEIH ADAMTS13 (rA13), ommyaromuiicss TeM, 4T0 YKa3aHHBIA CylepHaTaHT MOJIy4a-
FOT OIIICAHHBIM B H300PETCHUH CITOCOOOM.

CornacHO BOCEMOMY acIleKTy HacTosIIee n300peTeHne 00ecreunBaeT CylepHaTanT Ky IbTyphl KIETOK, CO-
nepxanmii pekoMOmHaHTHEIHE ADAMTS13 (rAl13), oTnuYaromuics TeM, 9TO yKa3aHHBIM CyNepHATaHT COJIEp-
JKUT TI0 MeHbIIel Mepe 5 exunutl aktuBHocTH FRETS-VWEF73 Ha Mut.

CornacHO KOHKPETHOMY BapHaHTy pealn3alliil yKa3aHHBIH CyNEepHATaHT COACP)KUT IO MEHbBIIeH Mepe 6
exannnt aktuBHOCcTH FRETS-VWF73 Ha ML

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealM3aliy yKa3aHHBIH CyIIEpHATAHT COJCPIKUT 110 MEHbIIEH
Mepe 7 eqununll aktuBHOCTH FRETS-VWF73 Ha M.

CornacHo IpyroMy KOHKpPETHOMY BapHaHTy pealM3alliy yKa3aHHBIH CyIIEpHATAHT COJEPIKUT 110 MEHbIIEH
Mmepe 8 equnull aktuBHOCTH FRETS-VWF73 Ha M.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealM3aliy yKa3aHHBIH CYIIEpHATAHT COJCPIKUT 110 MEHbIIEH
Mepe 9 eqununn aktuBHOCTH FRETS-VWEF73 Ha M.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealn3aliil YKa3aHHBIA CyIIepHATAHT CONEPXKUT 10 MEHBIICH
Mmepe 10 equann aktuBHOCTH FRETS-VWF73 Ha M.

CormnacHo emie 0OJHOMY KOHKPETHOMY BapHAHTY peaN3alliil BHIIICONHCAHHBIX CYIIEPHATAHTOB CYICpHAa-
TaHT TOJIYYalOT COTJIACHO OMMMCAaHHOMY B M300pETEHHH CITOCO0Y.

CornacHo AeBATOMY acIeKTy HacTosIee n300peTeHne 00eceurnBaeT CyIepHATAHT KyIbTypPHI KIETOK, CO-
nepxanmii pekoMOnHaHTHBIH ADAMTS13 (rA13), npu 3TOM yKa3aHHBIH CYNEpHATAHT COACPKHUT MO MEHBIICH
Mepe 2 MKT rA13 Ha ML

CornacHO KOHKpETHOMY BapHaHTy pealn3alliil CyNEepHATaHT COACPKUT MO MeHblIed Mepe 3 MKT rAl3 Ha
MIL.

CoracHO IpyroMy KOHKpPETHOMY BapHaHTy pealM3allii CyNepHATaHT COACPKHUT IO MEHBIIEH Mepe 4 MKT
rAl3 Ha ML

CornacHo IpyroMy KOHKPETHOMY BapHaHTY pean3alliyl CYIePHATAHT COACPKUT 110 MEHBIIIEH Mepe 5 MKT
rAl3 Ha ML

CornacHo IpyroMy KOHKPETHOMY BapHaHTY pean3alliil CYIepHATAHT COACPKUT 110 MEHBIIEH Mepe 6 MKT
rAl3 Ha ML

CornacHo emie 0OJHOMY KOHKPETHOMY BapHAHTY pea3alliil BHIIICONHCAHHBIX CYIIEPHATAHTOB CYICpHAa-
TaHT TOJIYYaloT COTJIACHO OMMMCAaHHOMY B M300pETEHHH CITOCO0Y.

CornacHo AecsITOMY acleKTy B COOTBETCTBHHU C HACTOSAIIMM H300pETEHUEM IPEJIOKEHA KOMITO3HIUS pe-
komOuHanTHOro ADAMTS13 (rA13), noiyueHHas coryiacHO JF000MY M3 BEIIIEONMCAHHBIX CIIOCOOOB.

CornacHO OJTHOMY BapHaHTy peaJIM3ally BBIIICONNCAHHBIX KOMIO3UIIMH yKa3aHHYIO0 KOMITO3UIIUIO MOJy-
4aroT B popme 111 hapMareBTHYECKOTO BBEICHMS.

CoriacHO KOHKPETHOMY BapHaHTy peaH3allii yKa3aHHYI0 KOMIIO3UIIHMIO OIy4YaroT B (popMe ATt BHYTPHU-
BEHHOTO BBEJICHUSI.

Kparkoe onucanue ¢puryp

Qur. 1-1A. Draexrpodopes B arapozHom rene Hu3koro paspemenus (1%) rVWE, skcnpeccupyemoro B
KyJbTYpax KJIETOK MJIEKOMUTAIONINX B MPUCYTCTBUU HU3KOH (1,0 MKI/iT) 1 BbICOKOH (4,3 MKT/J) KOHIIEHTpaui
MEJIH, COTIACHO OMMCAHMIO B mpuMepe 2. OTMETHM, 4TO NeHb KyJbTUBHPOBAHUS 3 SKBUBAJICHTEH JHIO IIEPHO-
Iudeckoi KyabTypsl 1 u3 tabi.7 u 8. (1B) OtHocuTensHOe copepxanne MynbTuMepoB VWF, comepkamux ot 1
1o 10 mumepoB (3ona Ne 1) u 6onee yem 10 qumepoB (30Ha Ne 2) coriacHO OLEHKe 30H, IPUBEJCHHBIX Ha (UT.
1A, KOJINYECTBEHHO ONPEIEISUTN JCHCUTOMETPHUECKUM aHAIU30M.

@ur. 2-2A. NHTepBanbHbIi rpaduk cpepneil yaenbHoit aktuBHOCTH TVWF B cynepHaTaHTax KJIETOYHBIX
KynbTyp rVWE, BEIpalieHHBIX IPU BBICOKOH U HU3KOW IJIOTHOCTH KIIETOK B MPUCYTCTBUU BBHICOKUX HIIM HA3KHX
yposHeii Memu. (pur. 2B) MuTepBanbHblit rpaduk cpeaneii konnentpanun NH,', 06HapykuBaeMoii B cynepHa-
TaHTaxX KJIETOYHBIX KyJibTyp rVWF, BBIpallleHHBIX TpU BHICOKOW M HU3KOH IUIOTHOCTH KJIETOK B TPUCYTCTBHUH
BBICOKMX WIJIM HU3KUX YPOBHEH MEIH.

®ur. 3. CymepHaTaHThl KyJIbTYp KIETOK, IKCIIPECCHPYIOMUX pekoMOnHanTHeIE ADAMTS13 B npucyter-
BHH BO3pAaCTAIONINX YpOBHEH Memu, uccienaoBanu ¢ npumeHennem aHanusa JJCH-ITAAT. Tlocne JICH-ITAAT
rAl3 BusyanmsupoBaiau ¢ momoimnsio (¢ur. 3A) oxpammuBanus cepebpom u (pur. 3B) antu-Al3 BecrepH-
OmoTTHHTA.

®ur. 4. I'paduk 3aBucumoctn 0OBeMHOU TpoayKTHBHOCTH (P Frets) oT KOHIEHTpamwu Meu, TOKa3bl-
BAIOIMI AKCTPANOINPOBAHHBIN (CIIOMIHAS JIMHKA) d(P(PEKT ONTUMAIBFHON KOHIEHTPALUH MEIN Ha BHIPaOOTKY
rAl3.

@ur. 5SA-K. Crynenuatsle 1uarpaMMbl IIPH HETIPEPHIBHOM CYCIIEH3HMOHHOM (XEMOCTaTHYE€CKOM) KYJIbTH-
BHUPOBaHHMH KIIETOK, SKCIpeccUpyomux rAl3 Ha NpoTsHKEHHH BPEMEHH KYJIBTHBHPOBAaHUS 8 Henesb, CpaBHU-
Batorye 3¢dexTsl 0CHOBHBIX ypoBHeil Menu (0,66 MKI/IT) ¢ TaKOBBIMHU B KyJbTypax, JONOJHEHHBIX J0 KOHEY-
HOHM KOHIIEHTpauuu Meau 2 MKr/i. Kaxslii cronber mpeacTaBiseT cpeiHee 3HaUeHHUE 3a HEAETI0 XeMocTaTnye-
CKOM KyNIbTypHl. Jlerenma oTHOCHTCS K KOHKPETHBIM HEIENISAM, ISl KOTOPBIX MIPEICTABICHEI JaHHBIC.

@ur. 6-6A. DnexTpodope3 B arapo3HoMm rene Hu3koro paspemenus (1%) rVWE, skcnpeccupyemoro B
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KyJIbTypax KJIETOK MJICKOMHUTAIOIUX B MPUCYTCTBUU HU3KOH (1,0 MKI/I) 1 BBICOKOH (4,3 MKI/T) KOHIIEHTpALUHA
MEJM TPH BBICOKOH M HHU3KOW IUIOTHOCTH KJIETOK COTJIACHO ONMHUCaHWI0 B mpumepe 3. Ciemyer OTMETUTbh, YTO
nmau KynsTuBupoBanus 8 u 17 ("CST8" u "CST17") skBuBaneHTHHI nHI0 8 1 aHi0 17 B Tabm. 10-13. (¢pur. 6B)
OtHocuTenpHOE coaepxanue MynsTuMepoB VWF, cogepxamux ot 1 go 10 aumepor u Gosee yem 10 aumepon
COTJIAaCHO OIICHKE 30H, MPUBEICHHBIX Ha (UT. 6A, KOJHMYECTBEHHO OMPEACISIN ICHCUTOMETPHICCKIM aHAJH-
30M.

IMoapo6Hoe onucanne N300peTeHnst

1. Beenenue.

PexomOunanTeiit VWF (rVWF) u pexomOunantaeiit ADAMTS13 (rA13) MoryT OBITH ITOJTy4eHBI TIOCpEI-
CTBOM JKCIIPECCHH B KPYIMHOMACIITA0HBIX KYJIbTypax KJIETOK MiekomuTarouux. OIHAKO aKTUBHOCTh yKa3aH-
HBIX OCJIKOB IMPH MOJIYYCHUH C MPUMEHCHHEM CTaHIAPTHBIX YCIOBUIM KYJTbTHBHPOBAHUS KJIETOK YaCTO BapbHPY-
€T OT KYJIBTYPHI K KYJIbType KICTOK, JaXKe B TEX CIydasX, KOTJa OOIIUi COCTaB CpeJl HCM3MCHEH; yICIbHAs aK-
TUBHOCTh PEKOMOMHAHTHEIX OEJIKOB YacTO OTIUYacTCs OT TakoBoW VWF u rA13, mMOMyYeHHBIX U3 TUIA3MBI KPO-
Bu. Kpome toro, r'VWEF, skcripeccupyeMelii B KyJIbTypaxX KICTOK MICKOIHUTAIOININX, CKIIOHEH 00pa30BBIBAThH OCII-
KOBBIE COCTaBHI ¢ HM3KUM (MeHee 10%) IpoueHTHBIM CoIepKaHneM MYyJIbTHMEPOB BBICIIETO MOPsAKa (MyJIbTH-
MepBI BBICIIIETO TIOPSIKA BKIIOYAIOT MOJIEKYIIbI, coaepkamue 6onee yem 10 mumepoB VWF). Dt HepocTaTku
CTaHAapTHHIX crmocoOoB mosyuenus rVWEF u rAl3 npeactaBisioT 0COOCHHbBIE CIIOKHOCTH TIPH CO3IaHUN KYJTb-
TYp JUIA KpyITHOMAcITabHOTO mpom3BoicTBa (T.€. oT 10 10 601ee yem 20000-TUTPOBBIX KYJIBTYP).

OmHUM W3 TOTEHIMAIBHBIX NCTOYHHKOB BapHaOeIbHOCTH, 9acTO HAOMIOZAeMOM B pasHBIX MapTHAX Kile-
TOYHOU KYNBTYp, SIBISETCS MPUCYTCTBHE 3arps3HUTENCH B KOMIOHEHTaX Cpex JUIA KJIETOYHBIX KyJIbTyp. YKa-
3aHHBIC 3arpsS3HUTEIM MOTYT IPUCYTCTBOBATh B PA3IMYHOM KOJMYECTBE B PA3HBIX MAPTHSIX, YTO MPUBOIUT K
BapbUpYIOMNM pe3ynbraraMm npu nomyderud rVWE u rAl3. Tlocne n3ydeHust pa3snuyHbIX 3arps3HUTENeH, 00-
HApPY>KUBACMBIX B Pa3IHYHBIX JOOABKaX JJIS KICTOYHBIX KYJIbTYPadbHBIX CPEM, aBTOPHI HACTOSIIETO H300peTe-
HUS OOHAPYKUIH, YTO MPUCYTCTBHE THIPOJIU3ATOB MPUBOIUT K BAPbUPOBAHUIO KOHICHTPAIIMA MEAH B TAKHX
KYJIBTYpalbHBIX cpenax. JlanpHeHIirne WCCIeTOBaHUsS Jall HEOXHUIAHHBIN pe3yiabTar: J00aBlIcHHE MEIU B
KYJIBTypalbHBIE CPEIbI 0 MOMYICHUS 00MIeil KOHIIEHTPAIIMH MEIH, COCTABIIAIONICH 0 MEHBIIEH Mepe OT MpH-
Oym3uTensHO 1 MKT/N 10 puOIM3uTenbHO 20 MKT/J, CTAOMIIBHO YBETMYUBAJIO OOIIYIO U YACTbHYIO aKTHBHOCTh
rVWF u rA13 w/wm taxke MOTJIO0 TIPUBOANTE K YBEITUUCHUIO 00IIeTo BhIxoAa Oenka. Takum oOpazoMm, B COOT-
BETCTBHH C HACTOSIIMM H300pETEHHEM MPEIIOKEHBI CIIOCOOB! M KOMIO3HIIUH U BEICOKOIPOTYKTHBHOTO TIO-
nmydenust T'VWF u 6emxoB rAl3 ¢ BRICOKOH yIeTbHONW aKTUBHOCTBIO.

CornacHO OIHOMY W3 aclieKTOB B COOTBETCTBHH C HACTOSIIUM H300pETEHHEM MPEIIIOKEHBI CIOCOOBI
KYJIbTUBUPOBAHUS KJICTOK U KOMIO3HIIUH s morydeHust oonbmux koimdectB rVWE u rAl3, obmamaronux
AKTUBHOCTBIO, CPABHUMOM WUTH TMPEBBINIAIONICH aKTHBHOCTD, TPOSIBIIEMYI0 MPOUCXOISAININAM M3 Iuia3Mbl VWF
(pdVWF) nmm npoucxoasmunm u3 mwasmel ADAMTSI13 (pdAl3).

CornacHo manpHedmmM acrniekram Oenku rVWE u rAl3, momydyaeMbie corimacHO HacTosiieMmy u3o0pere-
HUIO, ICMOHCTPUPYIOT CTAOWMJIBHO OOJiee BBHICOKYIO aKTUBHOCTH II0 CPABHCHHIO C OCIKaMU, MOTy4acMBIMH C
MPUMEHEHHUEM CTAaHAAPTHBIX CIIOCOOOB KYJBTHBHPOBAHUS KJIETOK B cpefax 0e3 JoOaBIICHHS MEIH WU APYTHX
00aBOK, TOJPOOHO OTMIMCHIBAEMBIX B HACTOSIICH 3asMBKE.

Y mauapIM 00pa3oM, COTJIACHO OTIPENEICHHBIM BapHaHTaM PEan3allii ONMCAaHHBIX B M300pETEHHH CIIOCO-
60B 1 Kommo3unui, 6enxu rVWF u rAl3, morydeHHbIe COTIIACHO HACTOSIIEMY H300pETEHHUIO, TIPOSBIISIIOT CTa-
OmIbHO O0Jiee BBICOKYIO YACIBbHYIO aKTUBHOCTH (T.e. E/MT Oenka) mo cpaBHEHHIO ¢ OelKaMu, TIOTYyYeHHBIMU C
MPUMEHEHHNEM CTaHAAPTHBIX CIIOCOO0B KyJIBTHBHPOBAHUS KIETOK B cpefax 0e3 NoOaBIICHHS MEOHW M APYTHX
JI00aBOK, TOJPOOHO OMHCHIBAEMBIX B U300PCTCHUM.

Cx0oIHBIM 00pa30M, MPEUIOKEHHBIC B COOTBETCTBHH C HACTOSIIUM H300pETEHHEM CIIOCOOBI MOTyYCHHS
rVWF u rA13 narot GonbInii BBIXOJ aKTHBHOCTH Ha 00beM KynbTypHl (T.€. E/n/nens), mo cpaBHeHHUIO cO cTaH-
JAPTHBIMH CIIOCO0aMU KYJIBTUBUPOBAHHS KICTOK ¢ MPUMEHEHUEM cpell 0e3 J00aBICHUS MEIU WM APYTUX JI0-
0aBOK, TOAPOOHO OMMUCHIBACMBIX B U300PETCHUH.

CornacHo eie OJHOMY acleKTy B COOTBETCTBHH C HACTOSIIMM H300PETCHHEM MPEIOKEHBI CHOCOOBI
KYJIbTUBHPOBAHUS KJIETOK, COTJIACHO KOTOPHIM B OCHOBHYIO Cpeny Uil KIETOYHON KyJIBTYpPHI JOOABIIIOT MEIb
JIO TTOJTYYEHHS OOIIEH KOHIICHTPAIINH, COCTABIISIONIEH 10 MEHBIIICH Mepe MPUOIU3UTEIHHO 1 MKT/II.

CornacHo IpyruM BapHaHTaM peau3alliid B OCHOBHYIO Cpely U KJICTOYHOH KyJIbTYpHI 100ABISIOT MEAb
JI0 TTOJTYYIEHHS OOIIEH KOHIICHTPAINH, COCTABIISIONIEH TI0 MEHBIIICH Mepe MPUOIU3UTEIHHO 2 MKT/JII.

CornacHo IpyruM BapHaHTaM pealu3alliii B OCHOBHYIO Cpely U KJICTOYHOH KyJIbTYpHl 100ABISIOT MEAb
JIO TIOJTYYEHHsT OOIIeH KOHIICHTPAIINH, COCTABIIAIONIEH 10 MEHBINIEH Mepe OT MPUOJM3UTENHHO | MKT/J 10 TIpH-
Oonmu3uTenbHO 20 MKT/IL.

CornacHO HEKOTOPBIM BapHaHTaM pealM3alliil 00mIasi KOHICHTPAIUS MEIH COCTABISCT MPUOIU3UTEIEHO
1,5-4,5 MKr/m.

CornacHo OmpeeICHHBIM BapUaHTaM PeajH3allii B CPEy U KIECTOYHOM KYIbTYpPhI TOOABISIOT MEb JI0
nony4yeHus npuonusutensHo 1; 1,2; 1,4; 1,6; 1,8; 2,0; 2,2; 2,4; 2,6; 2,8; 3; 3,2; 3,4; 3,6; 3,8; 4; 4,2; 4,4; 4,6; 4,8;
5,0; 5,5; 6,0; 6,5; 7,0; 7,5; 8,0; 8,5;9,0; 9,5; 10; 11; 12; 13; 14; 15; 16; 17; 18; 19; 20 Mxr/n meau unu Oolee.
OcHOBHBIE cpenbl ISl KJICTOYHBIX KYJIBTYp KaK HPaBWIIO, COIEP)KAT CIEJOBbIC KOHIIEHTpPAIMH MeIu MeHee 1
MKT/JI.
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CornacHO HEKOTOPHIM BapHaHTaM PEaTH3aldd HACTOAIIEr0 W300peTeHHs MPEIOKEHBI CIIOCOOBI KYIbTHU-
BHUPOBAHUS KJICTOK, COTJIACHO KOTOPHIM B OCHOBHYIO CPEIy ISl KJICTOYHOU KYJIBTYPBI JOOABISIOT OT MPHOJINA3H-
tenpHO 1,0 mo npubmmsurensHo 20 MKT/T Menu st poaynupoBanus rVWE.

CornacHoO JanbHEHIINM BapHaHTaM pPeaji3aliid B OCHOBHYIO Cpely IUIsS KIIETOYHOM KyJIbTYPHI T0OaBISIOT
npubmmsuTensHo 1,5-15; 2,0-10; 2,5-8; 3,0-6; 4,0-5,0 Mxr/n menu ams npoxyuupoanus rVWE.

CornacHO ManbHEHIINM BapHaHTaM pealn3alliil yKa3aHHas OCHOBHAs cpela ISl KIETOYHOH KyJIbTYpHI
MOJKET, TOMUMO T00aBICHHON MEIH, TAK)KE COAEP)KaTh OJWH MK OoJiee THAPOIHA3AT.

CoryiacHO ApYyTrUM BapraHTaM pealM3alliy HACTOSIIee H300pEeTeHNEe 00eCTIeYNBAET CITOCOOBI KYJIbTUBUPO-
BaHUs KJIETOK, COTJIACHO KOTOPEIM B OCHOBHYIO CPEy JUIS KJIETOYHOH KYJIBTYPHI JOOABJISIOT OT MPUOIH3UTEIb-
HO 1,5 1o npuban3nTensHO 4 MKI/I MEAX IS NpOayupoBaHus rA13.

CornacHo NaJTbHEHIINM BapUaHTaM Peai3allii B OCHOBHYIO CPEIly IUTS KIICTOYHOHN KYIbTYPHI TOOABISIOT
npubmusutensHo 1,6-3,8; 1,7-3,6; 1,8-3,4; 1,9-3,2; 2,0-3,0; 2,1-2,8; 2,2-2,6; 2,3-2,4 MK/ Meau sl IPOAYIIH-
poBanus rAl3.

CornacHo JNANbHEHIIUM BapHaHTaM peaM3alliil yKa3aHHAs OCHOBHAsl cpela JUIsl KIECTOYHOH KYJIBTYPHI
MOJKET, IOMUMO J00aBICHHON MEIH, TAK)KEe COAEPIKAaTh OJWH MK OoJiee THAPOIHA3AT.

CornacHO ManbHEHIINM BapHaHTaM pealn3alldil yKa3aHHAs OCHOBHAs cpela ISl KIETOYHOH KyJIbTYpHI
BKITIOYAET, TOMUMO MEIH W/WIH OJTHOTO MM 0oJiee TUAPOJIN3aTa, OT MPUOIM3UTEIbHO 1,0 10 MpUOIM3UTENEHO
30 MkM nuHKaA.

CornacHO MaNbHEHITNM BapHaHTaM pealn3alliil yKa3aHHAs OCHOBHAs cpela ISl KIETOYHOH KyJIbTYpHI
TaKkKe COJEPIKUT, IOMUMO MEIHN W/HMIH OJHOTO WM OOJiee TUAPONIN3aTa W/WIIH IUHKA, TpUOIM3uTensHo oT 0,5
JI0 IpUOIU3UTENHHO 5,0 MM KabITus.

CornacHo JajbHEHIIEMY acleKTy U B COOTBETCTBHU CO BCEMH BBIIICH3IIOKCHHBIMI, B COOTBETCTBHU C Ha-
CTOSIIMM U300pEeTCHHEM MPEUIOKEHBI CIIOCOOBI KyJIbTHBHPOBAHUS KIETOK, COTIIACHO KOTOPHIM YPOBHH aMMO-
HUS B paCTBOpPE KYJIBTYPHI KJIETOK SBISIOTCS HU3KUMU (MeHee 10 MM).

CornacHO OmpeAeiICHHBIM BapHaHTaM pPEaH3alldd B CHOC00aX KYJNFTHBHPOBAHUS KJIETOK COTJIACHO Ha-
CTOSIIIIEMY HM300PETEHUI0 MPUMEHSIOT Cpedbl JUIsA KISTOYHBIX KyJIbTYyp, coneprkamme Oomnee 1, 2, 3, 4 umm 5
MKT/JT MEIX B KOMOMHAIINY C HU3KUMHU YPOBHSIMH aMMOHHUSI.

OmHUM U3 IPEUMYIIECTB CIIOCOO0B M KOMITO3UIIMK COTJIACHO HACTOSIIEMY N300PETEHHUIO SBISIETCS TO, UTO
OHM TIOAXOIAT IUIA KPYIMHOMAcCIITaOHOTO KyJBTUBHUPOBAaHMS KiIeTOK. OO0BeM yKazaHHBIX KPYIMHOMACIITAOHBIX
KyJBTYp KIETOK COCTaBIsieT 1o MeHbIeld mepe 10, 50, 100, 150, 200, 250, 500, 750, 1000, 1500, 2000, 5000 m,
10 000 wmmm 20000 1.

CornacHo OINpeNeIeHHBIM aCleKTaM CIIOCOOBI COTIACHO HACTOAIIEMY H300pPETCHUIO HE 00s3aTEIIEHO MPH-
BOJIAT K MOJYYCHUIO OOJNBIIETr0 CYMMapHOTO KOJHYECTBa PEKOMOWHAHTHOTO OENKa, OJHAKO IMOJYYaeMBIH pe-
KoMOMHaHTHBIN Oenok (rVWEF wmm rA13) nemoHcTpupyeT Goiiee BBICOKYIO OOIIYIO M YAEIbHYIO aKTUBHOCTB,
4yeM oOHapykuBaeMasl y OCIKOB, MOJYYCHHBIX C IPUMEHCHHEM CTAHIAPTHBIX KJICTOYHBIX KYJIbTYD, B YACTHOCTH,
MO CPAaBHCHHIO C OCJIKaMU, MOMYYCHHBIMH B TaKUX KYJIBTypaX KJIETOK, TN cpela JUIS KICTOYHOW KYJIbTYPHI HE
COJICPKHT JOTOTHUTEIHHBIX TOOABOK ME/IH.

CornacHo manpHeimmM acriektam 6enku rVWE u rA13, nonmydeHHbIe U3 KIETOK, KyJbTHBUPYEMBIX B Cpe-
Iax ¢ no0aBIeHNEM MEIH, AEMOHCTPHPYIOT CTAOMIFHO MOBBIIICHHYIO aKTUBHOCTH Ha JINTP KYJIbTYPHI KJIETOK IO
CPaBHEHHIO C KJIETKaMH, KyIbTHUBHPYEMBIMH B OCHOBHBIX Cpe/ax sl KJICTOUYHBIX KyJIbTyp 0e3 mobaBieHHUS Me-
L.

CornacHO JampHEHIINM acleKTaM H00aBlIeHHE B CPEIbl MEIH COTJIACHO HACTOALIEMY M300pETeHUIO TpH-
BOJIUT K TIOBBIIICHHUIO BHIXOa OCIIKa, YBETUUCHHUIO YMCIIA KICTOK B KYJIBTYpPE W/WIIM TOBEIIICHHIO OOIICH aKTHB-
HOCTH Ha JIUTP KyJIbTYPHI II0 CPABHEHHUIO CO CpeaaMu 0e3 Jo0aBICHUS MEIH.

JlanpHeinme npenMyIiecTBa Crioco00B U KOMITO3HIIMN COTJIACHO HACTOSIIEMY U300PETECHHUIO 3aKITI0YAI0T-
Csl B MOJTYYCHHUH IOIYJISAIUN OCJIKOB ¢ BRICOKHM IPOICHTHBIM cojepkanueM (0osee 10%) BBICOKOMYIbTHMEPH-
3oBanHoro rVWF.

Xotst 3HauMTeNbHas 4YacThk obcyxnenus O6enxoB ADAMTS B m3o6perennn otHocutcst Kk ADAMTSI13
(A13), HEOOXOAMMO TOHWUMATh, 9TO, Tak kKak Bce Oenkn ADAMTS uMeroT oOIIyr0 CTPYKTYpY HEHTPAILHOTO
JIOMEHA W O0IIHe CTPYKTYPHO-(QYHKIIMOHAIBHBIE CBS3H, CIIOCOOBI M KOMITO3UIIMH, ONMCAHHBIC B U300pPETCHHH,
MIPUMEHHUMBI JIJIs1 TIOMy4deHus JIIo0bix 0enkoB ADAMTS, He orpannuanBasch rA13.

1. OnpeneneHus.

Hcmonb3yeMerii B m300peTeHnn TepMuH "pekoMOuHanTHEI VWF" Brmtouaer vVWF monydeHHBIH ¢ ipuMe-
HEHUEM TexXHoJIoTuu pekoMmOnHanTHOH JTHK.

CornacHo ompeielCHHBIM BapHaHTaM peanu3anuu Oenku VWF corimacHo HacTosIeMy W300peTEHUIO MO-
TYT coJep)kaTh KOHCTPYKILUIO, MOJTyYeHHYI0, Harpumep, corimacHo WO 1986/06096, ony6iarkoBaHHON 23 OKT.
1986 r., u 3asBke Ha mateHT CLIA cep. Ne 07/559509, momannoit 23 wurons 1990 r. ot umenu Ginsburg et al.,
BKITIOYCHHBIX B H300pPETCHHE IOCPEIACTBOM CCBHUIKM B OTHOIICHUHM CHOCOOOB MOJYYCHHUS PEKOMOMHAHTHOTO
vWF. vWF cornacHo HactosimeMy n300peTCHHIO MOKET BKIIFOYATh BCE MOTCHIMAIBHBIC (OPMEI, B TOM YHCIC
MOHOMEpHBIE U MYJIbTUMEpHBIC GpopMbl. HeoOX0qMMO TakKe MOHUMATh, YTO HACTOSIICEe N300PETCHHE OXBATHI-
BaeT NMpuUMeHeHne komOuHaiui pasueix Gopmsel vVWE. Hanpumep, vWF corimacHo HacTosimeMy U300peTeHHIO
MOJKET BKIIFOYATh Pa3HbIE MYJIbTUMEPHI, pa3HbIe IPOM3BOIHBIC; KaK aKTUBHBIC OMOJIOTHYECKH TIPOU3BOIAHEIE, TaK
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Y HE aKTUBHbIE OMOJIOTMYECKUE MIPOU3BOIHBIC.

TepmuH "pekOMOMHAHTHBIM" NMpPU HMCIOJIB30BAHUM, HAPUMEP, B OTHOLICHUH KJIETKH WJIM HYKJICHMHOBOH
KHUCIIOTHI, O€JIKa MM BEKTOpa, O3HAYACT, YTO yKa3aHHAs KJIETKa, HyKJICHHOBAs KHCIIOTa, OEIOK MIN BEKTOP MO-
TUQGUITIPOBAHBl BBEJICHHUEM TeTEPOJIOTHIHON(HOTO) HYKIEMHOBOW KUCIOTHI WK Oeika, MO0 M3MEHEeHHEM Ha-
THUBHOM(HOTO0) HYKJIENHOBON KHCIIOTHI MJIN O€NKa, MIIM YTO yKa3aHHas KIIETKa MOIydeHa U3 MOANGHUINPOBAHHON
TakuM 00pa3oM KiIeTku. TakuMm oOpazoMm, HanpuUMep, peKOMOMHAHTHBIE KIETKU dKCIPECCUPYIOT T'eHbI, He 00HA-
py’KMBaeMble B HATUBHBIX (HE-PEKOMOMHAHTHBIX) (OpPMaxX yKa3aHHBIX KICTOK HIIH 3KCIPECCHPYIOT HATHBHBIC
TEeHBI, KOTOPBIE B IIPOTHBHOM CIIy4ae 3KCIIPECCHPYIOTCS aHOMAaJbHO, SKCIIPECCUPYIOTCA HEIOCTATOYHO WIIH HE
9KCIPECCUPYIOTCS BOOOIIIE.

B konTekcre Hacrosimero u3oopereHus "pexoMOnHaHTHEIE VWEF" oxBaThiBaeT ro0bIe WIEHBI CEMEWCTBa
vWF, Hanpumep, OT MJICKONMTAIONINX, TAKUX KaK MPHMATbl, YEIOBEK, 00e3bsHa, KPOJHK, CBHHBS, TPBI3YHHI,
MBIIIB, KPBICA, XOMSIK, ITIeCUaHKa, co0aubH, KOIIaybH; U UX OMOJOTNYECKH aKTUBHBIE IPON3BOHEIC.

CornacHO TpEANOYTUTEIBHOMY BapHaHTy peaiu3anuu pexoMOunHanTHbIN VWF mpencrasnser coboii
VWF uenoseka. MyranTtHele 1 BapuanTHbele Oenku VWF, obnanatomme akTHBHOCTBIO, TaKKe BKITIOUCHBI, KaK U
dyHkmonansHeie GparMeHTsl U THOpUAB 0ekoB VWF. Kpome toro, vVWF coriacHo HacTosmiemy m3o0pere-
HHUIO MOTYT TaKXe€ COJEp)KaTh METKH, OOJIETHaIOIINe OYNCTKY WM ONpENeNIeHHe, W U To, U apyroe. VWE,
OINMCaHHbIE B W300PETEHUH, MOTYT TAKKE OBITH MOIU(PHUIMPOBAHBI TEPANIEBTHUECKUM areHTOM HIIM arcHTOM,
TTOIXOISATITNM JUTSI BU3yaJIM3alliy in Vitro WM in vivo.

Tepmunb! "BeIcCOKOMYIbTUMEPHBIH VWE", "BhicOKOMONEeKysipHbI VWFE" 1 "HMW VWEF" MoryT ncrnois-
30BaThCs B3aMMO3AMEHAEMO U OTHOCSTCS K KOBaJIEHTHO CBs3aHHBIM MyibTuMepaM VWF, comepskamium Gosee
uem 10 numepoB VWF. CornacHo onpezneneHHbIM BapuantaM peanusannu HMW VWF coneput no MeHbuiei
Mmepe 11 gumepoB VWF, umu mo mensmieit mepe 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22 wim Oonee AuMepoB
VWE.

Hcnone3yemslii B u3ooperennn TepMut "0enmok ADAMTS" 0THOCHTCS K NOJMIENITURY - JE3UHTETPUHY U
METaJUIONPOTENHA3€e U3 CEMEHMCTBA METAIIIONPOTENHA3 ¢ MOTHBaMH TpoMOocnoHauHa | Tnna. Unens! yka3zanHo-

I0 ceMelcTBa BKIIOYAIOT OSJIKH YeIoBeEKa
ADAMTS1 (NM_006988), ADAMTS2 (NM 014244; NM 021599),

)

ADAMTS3 (NM 014243), ADAMTS4 (NM 005099), ADAMTS5 (NM 007038),
ADAMTS6 (NM_014273), ADAMIST (NM_0142727), ADAMTSS (NM_007037),
ADAMTSO (NM_182920; NM_182921; NM_020249), ADAMTS1O (NM_030957),
ADAMTS12 (NM 030955), ADAMTS13 (NM 139025; NM 139026; NM 139027;
NM 139028), - ADAMTS14 (NM 1391755; NM Og0722), gDAMTSl5
(N;’I 139055), ADAMTS16 (N'D47139O56), ADgMT517 (NM 139057),
ADAMTS1S (NM_199355; NM_139054), ADAMTS19 (NM_133638) u ADAMTS20
(NM 025003, M 175851).7 B

Benxu ADAMTS BKJIFOUYAIOT M MOJTHOPA3MEPHBIC OCITKU, ¥ HEMTOJIHBIC MOIHUITCITHIIB, KOTOPHIC MPOSBIISIFOT
MO0 MEHBIICH Mepe YaCTHYHYIO OMOJIOTUYECKYI0 aKTHBHOCTB, HAIpUMep, o MeHbIied mepe 10, 20, 30, 40, 50,
60, 70, 80, 90% wmu Goiee, OT aKTUBHOCTH, JEMOHCTPHPYEMOI1 ITOJTHOPa3MEPHBIM OEIKOM, B YaCTHOCTH, NPOTe-
a3HOHM aKTHBHOCTH, JIEMOHCTPUPYEMOI HOIHOpPa3MEpHBIM OelkoM. B onpeneneHHbix ciaydasx 6enok ADAMTS
MOZIBEPTaeTcs MOCTTPAHCIIIMOHHON MOAM(UKALIMY in ViVo WIH in Vitro, Harrpumep, pepMEeHTaTUBHBIM W XH-
mudyecknM nyteM. [lonsTHo, 9o Oenkn ADAMTS corylacHO HacTosIEMY H300PETEHHIO BKIIIOUAIOT M30(OPMEI
aNbTEPHATHBHOTO CIUTaHCHHTA, KOHCEPBATHBHO MOTU(DHIIMPOBAHHBIC OCNIKH, MICHTHYHEIE IO CYIIECTBY OCINKH,
TOMOJIOTH H T.II.

B xoHTekcTe HacTosiero m3obpetenus TepMuH "0enok ADAMTS" oxBaTbIBaeT JIIOObIE WIEHBI ceMEHCTBa
ADAMTS, npoucxomsmiie, HapuMep, U3 MICKOITUTAIONINX, TAKMX KaK MPUMAThI, YeJIOBEK, 00€3bsiHa, KPOJIHUK,
CBUHBSI, TPBI3YHBI, MBIIIb, KPBICA, XOMSIK, ITeCYaHKa, CO0aubH, KOMAYbH, U UX ONOJOTHYECKH aKTHBHBIC IIPOU3-
BoAHBIE. MyTaHTHBIE U BapuaHTHbIE Oenku ADAMTS, oGnagaromue aKTHBHOCTBIO, TAKXKE BKIIIOUEHBI, KaK U
¢ynkponangpHbe pparMeHTHl B ruopuasl 6enkoB ADAMTS. Kpowme Toro, 6enxn ADAMTS cornacHo HacTos-
IeMy M300pETEHHIO MOTYT TaKKe COIEpXaTh METKH, OOJerJaroniye OYNCTKY WM ONpelesieHne, WIH U TO, U
npyroe. benku ADAMTS, onncanHble B H300pETEHUH, MOTYT TaKKe OBITh MOJU(UIIMPOBAHEI TEPAIEBTHYECKAM
areHTOM HJIM areHTOM, TOAXOISIINM JUIsl BU3YyalU3aluH in Vitro WM in vivo.

Hcnonp3yemsiii B m300peTenun TepMuH "0enmok ADAMTS13" oTHOCHTCS K JIF000MY OCIKY FITH TOJIHIICH-
TRy, oOnamaromemMy akTUBHOCTEI0 ADAMTS13, B 4aCTHOCTH, CITOCOOHOCTHIO PACHICTIIATh MEMTHIHYIO CBS3b
Mexay octatkamu Tyr-842 u Met-843 B VWF.

CorylacHO THIIOBOMY BapuaHTy peanm3aiui "6emok ADAMTS13" oTHOCHTCS K MOJMITENITHIY, COAepIKa-
[IeMy aMHHOKHCJIOTHYIO MOCJIEJOBAaTEIbHOCTh, B 3HAYMTENBHON CTEIEHH CXOAHYI0 ¢ TakoBod NP 620594
(mocdopma 1 ADAMTSI13, mpempobenok) wmin aMmuHOKHcHOTamMu 75-1427 NP 620594 (m3odopma 1
ADAMTS13, 3pensriii nonunentun). CoraacHo IpyroMy BapuaHTy peanu3aruu "6emoxk ADAMTSI13" otHOCHT-
Csl K TOJIMIIETITU/TY, COJEPIKAIEMy aMHHOKHCIIOTHYIO NTOCIIE0BATEILHOCTD, B 3HAUUTEIILHON CTETIEHH CXOAHYIO
¢ TakoBoit NP 620596 (m3opopma 2 ADAMTS13, npenpobernok) uian amuHokucnoramu 75-1371 NP_620594
(m3odopma 2 ADAMTS13, 3pensblit monunenTun).

CornacHo ermie ogHOMY U3 BapuaHToB peanu3annu ADAMTS13 Oenkn BKIIOYAIOT MOJIHMIENTHIBI, COJEp-
JKallie aMUHOKHCIOTHYIO IMOCJIEN0BAaTeIbHOCTh, B 3HAUUTENBHON CTENEHU CXOAHYIO ¢ TakoBoil NP 620595
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(m3odopma 3 ADAMTSI3, npenpobenok) wmnm amuHOKHciaoTamMu 75-1340 NP 620595 (m3zodopma 1
ADAMTSI3, 3pensiii nonmunentun). Mcrmons3yemslii B n3odperennu tepmut "oenok ADAMTS13" Brmowaer
IPUPOJHbIE BapHaHTHI, oOnmazaromue vWF-pacuieruisiomeil akTHBHOCTbIO, ¥ HCKYCCTBCHHBIE KOHCTPYKIIWH,
obnamaromue vWF-paciiemisromeii ak THBHOCTBIO.

CorytacHo mpuMeHeHUto B HacTosmeM onmucanun "ADAMTS13" oxBaTsiBaeT JIt00bIe IPUPOIHBIC BapHaH-
THI, QJIBTEPHATHBHBIE MOCIIEAOBATENILHOCTH, N30()OPMBI WM MyTaHTHBIE OEIIKH, COXPAHSIONINE HEKOTOPYIO CTe-
MIEHb OCHOBHOM aKTHBHOCTH.

[Ipumepsr mytanuit ADAMTS13, oOHapykuBaeMble B TOMYJIAIMIX YEIOBEKa, BKIIOUAIOT 0€3 OrpaHude-

HUH
RTW, V88M, H96D,

R102C, R193W, T1961, H234Q, A250V, R268P, W390C, R398H, Q448E,

Q456H, P457L, C508Y, R528G, P618A, R625H, 1673F, R692C, AT32V,

S903L, C908Y, C951G, G982R, Cl024G, Al033T, RLO95W, R1123C,

C1213Y, T1226I, G1239V, R1336W,
JUISt MHOTHX M3 KOTOPBIX TIOKa3aHa CBs3b ¢ TpOMOOTHYecKoH TpoMmOonmronenndeckoid mypmypoit (TTII). benku
ADAMTSI13 Taroke BKJIIOYAIOT MOJIUIETITUIBL, COJACPIKAIIIE TOCTTPAHCIAIIMOHHBIC MoauduKkau. Hampumep,
nokazano, 4to ADAMTSI13 momnduumpyercs N-anermnrmoxozamuaoMm (GIcNAc) mo ocratkam 614, 667 u
1354, u npenckasano, uyto octatku 142, 146, 552, 579, 707, 828 u 1235 moryt Taxke MOAU(DUIUPOBATECS Ta-
KHM 00pazom.

[IporeonmTiecku akTHBHBIN pekoMOMHAHTHBI ADAMTS13 MokeT OBITh MOJIYIEH IMOCPEICTBOM OCYIIIEe-
CTBJICHHSI DKCIIPECCHH B KYJbTypax KIETOK MIICKOTHUTAIOIINX, COTIACHO omucaHuio y Plaimauer et al. (2002,
Blood. 15; 100(10):3626-32) u 8 US 2005/0266528, packpbITHsI KOTOPBIX BKIIOYCHBI B N300peTEHUE MOCPECT-
BOM CCBIJIKH BO BCEH MOJHOTE IS JTIOOBIX IIEJEH.

CriocoOb1 3xcnpeccun pexombuHanTHoro ADAMTS13 B kymbType KieTok omucanbl y Plaimauer B,
Scheiflinger F. (Semin Hematol. 2004 Jan; 41(1):24-33 u B US 2011/0086413, pacKpbITHSI KOTOPBIX BKJIIOYECHBI
B M300pETEHNE MTOCPECTBOM CCHIJIKM BO BCEH MOIHOTE IS JIFOOBIX LeJIeH.

Hcnonp3yeMpiii B H300pETEHUU TEPMUH "OHONIOTUYECKU aKTHBHOE MPOM3BOIHOE" MPHU UCIONH30BAaHUH B
koHTekcTe Oenka ADAMTS oxBaThIBaeT Takke MOJHUIICTITUIBI, MOJYYCHHBIC C MPUMCHCHUEM TEXHOJIOTHU Pe-
komOuHanTHOU JIHK, uTo MOKeT BKIIFOYATH JTFOOBIC U3BECTHEIC B JAHHOW 00JTACTH TEXHUKU CIIOCOOBI:

(i) momyuenus: pexomObunanTHOU JJHK mocpencTBoM MeTO0B TE€HHOW MHXKECHEPHUH, HAPUMEP, MOCPEICT-
BoM oOpartHoit Tpanckpunru PHK w/mmm ammmdukammm JJTHK,

(i1) BBenenus pexomOmHanTHOH JIHK B mpokaproTHYeCKue WIH DYKapUOTHYECKHE KJICTKH IyTeM TpaHC-
(hexnum, T.e. HIEKTPOTOPAIEH NI MUKPOUHBEKITUEH,

(iil) KyTbTUBUpPOBaHUS yKa3aHHBIX TPAHC(HOPMHUPOBAHHBIX KIETOK, HANPUMEP, B HEMPEPHIBHOM HWIIH Tie-
PHOIMYIECKOM pEeKHME,

(iv) akcripeccun 6enka ADAMTS, Harpumep, KOHCTUTYTHBHOTO WM HHIYLUPYEMOT0, U

(v) BeIgeneHus: ykazanHoro Oenka ADAMTS, nanpumep, U3 KyJlbTypaJbHOW Cpelbl WM IIyTeM cOopa
TpaHC(HOPMHUPOBAHHBIX KIICTOK,

(Vi) moyy4eHHns CyIEeCTBEHHO OYMIIEHHOTO pekoMmOuHaHTHOTO Oenka ADAMTS, Hanpumep, ¢ moMonipro
MOHOOOMEHHOH Xpomarorpaduu, SKCKIIO3HOHHOW xpomMaTorpadun, adpduHHONH Xpomarorpaduu, XpoMarorpa-
¢ ¢ ruapodoOHBIM B3aNMOAEHCTBUEM U T.II.

TepmuH "OHOIOTUIECKH aKTUBHOE TIPOM3BOAHOE" BKITIOYACT TAKKE THOPHIHBIC MOJICKYJIbI, TAKHE KaK, Ha-
npumep, 6emok ADAMTS unm ero GyHKIIMOHATBHBIN (parMeHT, CKOMOWMHUPOBAHHBIN C BTOPHIM TIOJUICTITH-
JIOM, HampuMep, JoMeHOM Fc mMMyHOrmoOynMHa Wi anbO0yMHUHOBBIM TOMEHOM, JJIS YIYYIICHHUS OHOJIOTHYe-
CKHX/(hapMaKoJIOTHIECKUX MMapaMeTpOB, TAKKX KakK, HAIPUMeEp, Mepruol Momyu3an oenka ADAMTS B kpoBo-
TOKE MJICKOITUTAIOIIETO, B YaCTHOCTH, YEJIOBEKA.

Tepmunbl "BeIICTCHHBIN", "OYUIIEHHBIH" WK "OHOIOTHIECKH YHUCTBIA " OTHOCATCS K BEIIECTBY, MPaKTH-
YEeCKH WM 110 CYLIECTBY HE COJEpIKAIleMy KOMIIOHEHTOB, OOBIYHO COITyTCTBYIOIIUX €My B €CTCCTBEHHOM CO-
CTOSHUH. YUCTOTY U TOMOTEHHOCTb, KaK MPABHJIIO, OMPEICIISIOT C MPUMCHCHHEM TCXHUK aHATHUTUYCCKON XIUMHH,
TaKUX KakK EeKTpodhope3 B MOTHAKPIIIAMITHOM TeJIe WX )KUIKOCTHAS XpOMAaTorpadust BEBICOKOTO Pa3peIICHUs.

CornacHo oqHOMY U3 BapuaHTOB peanu3anuu 1VWF npencrasiser co6oit mpeoOinagaromuii KOMIIOHCHT B
CYILIECTBEHHO OUYHUILIEHHOM COCTAaBE.

CornacHO JpyroMy BapHaHTy peannsaiuu rAl3 mpezacrasisier coOoi mpeoOiafatomuii KOMIIOHEHT B Cy-
MIECTBEHHO OYHWIIIEHHOM cOCTaBe. TepMHUH "OUMIIEHHBIH" COTJIACHO HEKOTOPHIM BapHaHTaM pPEa3allid O3Ha-
YaeT, YTO HYKJICHHOBAs KHCIIOTA WIH OCNOK IAI0T IO CYIIECTBY OIHY MOJOCY B 3IEKTPO(GOPETHICCKOM Tele.
CoriacHO ApyruM BapHaHTaM peaji3allly 3TO 03HAYaeT, YTO YHCTOTA YKa3aHHOW(Or0) HyKIEHHOBOM KHCIOTHI
nH Oellka COCTaBIsIET 1Mo MeHbIe Mepe 50%, Gosiee mpeanoYTUTENLHO TI0 MeHbIIeH Mepe 60, 65, 70, 75, 80,
85, 90, 95, 96, 97, 98, 99% wmu Gonee. "UucroTa" miau "oynCTKA" COTJIACHO APYTUM BapHaHTaM peau3alliu
O3HAauaeT yJaJeHUe MO MEHbIIeH Mepe OJHOTO 3arps3HUTENS U3 MOJBEpracMoil OUMINEHUI0 KOMMO3UIMU. B
9TOM CMBICIIE OYHMCTKA HE MOApa3yMeBaeT, YTO OUMILIECHHOE COeAnHEHHe OyJeT TOMOTEHHBIM, HalpuMep, 4Hc-
TbIM Ha 100%.

Buonornueckas aktuBHOCTE VWF MOKeT OBITH U3MEpEHa MOCPEACTBOM U3BECTHBIX METOIOB aHAIH3A in Vi-
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tro. Hampumep, pucroneTnH-K0(aKTOPHBIH aHaJIM3 OCHOBAH HA arrJIIOTHHAIMU CBEKUX WM (PUKCHPOBAHHBIX
(hopMarIrHOM TPOMOOIMTOB, MHIYIMPOBAHHON aHTHOMOTHKOM pucToLeTHHOM B npucytctBur VWF. CreneHb
armIIOTHHAIMN TPOMOOITUTOB 3aBHCUT OT KOHIEHTparwu VWF 1 MokeT OBITh M3MepeHa TypOOANMETPUIECKIM
METOJIOM, HanpuMep, ¢ mpuMeHerreM arperomerpa (Weiss et al., J. Clin. Invest. 52: 2708-2716, 1973; Macfar-
lane et al.,, Thromb. Diath. Haemorrh. 34: 306-308, 1975). B wu3o0peTeHnn yAenbHYI PHUCTOICTHH-
Ko(akTopHyt0 akTHBHOCTE VWF coryiacHo HactosimeMmy n300peTeHuio BbipakaioT B ME/Mkr vWF cormacHo
OIICHKE C MPUMEHEHHEM METOJIOB aHAJIN3a in Vitro.

Hcnonp3yeMbrii B m300peTeHnto TepMuH "omHa eauHuIa aktuBHOCTH ADAMTS" o3HauaeT ypoBeHb ak-
THUBHOCTH B | MJI CMEIIaHHOH HOPMaJIBHOH IITa3MBI YEJIOBEKa, HE3aBHCUMO OT TOTO, KaKOI METOJ aHayiu3a IpH-
MmensttoT. Hanpumep, B Tom ciaydae, eci 6enmok ADAMTS mnpencrasnsier co6oit ADAMTS13, onna enunnna
aktuBHOCTH ADAMTS13 FRETS-VWF73 npencrasnsier co00ii ypoBeHb aKTHBHOCTH, HEOOXOIMMBIH JJIsI pac-
IIEIUICHNsT Takoro ke KommdectBa cyocrpata FRETS-VWF73 (Kokame et al., Br J Haematol. 2005 Apr;
129(1):93-100), xoTopoe pacuieruisieTcss OJHIM MJI CMELIaHHOM HOPMAaJbHOW IUIa3Mbl YeloBeka. Y T0OHO, 4TO
akTuBHOCTE ADAMTSI13 MoxeT OBITH OnpesesieHa MeToJaMH (YHKIIMOHAIBHOTO aHaN3a, TAKUMH Kak (yHK-
[IMOHAIILHBIA aHaJIN3 C MIPUMEHEHHEM MOAM(DUIMPOBAHHBIX MENTUIOB ¢akTopa GoH BuuieOpanga B kadecTBe
cyoctpara ADAMTSI13 (Tripodi et al., ] Thromb Haemost. 2008 Sep; 6(9): 1534-41). [IpenmnodTuTebHbBIN CIHO-
co0 ompeneneHusi akTUBHOCTH pekoMOuHaHTHOTO ADAMTS13 yenmoBeka omnucan y Gerritsen et al. (Assay of
von Willebrand factor (vWF)-cleaving protease based on decreased collagen binding affinity of degraded vWF:
a tool for the diagnosis of thrombotic thrombocytopenic purpura (TTP) ("Ananu3 mpoTeasbl, pacuieTuITIomeH
(daxrop don Bumnedpanma (VWF), oCHOBaHHBII Ha MOHIKEHWH KOJIIATCH-CBS3BIBAIOINIEH CIIOCOOHOCTH Jerpa-
qupoBaHHOro VWF: HHCTpYMEHT Uil JAMArHOCTHKH TPOMOOTHYECKOH TPOMOOIMTONICHHYECKOW ITypIyphI
(TTID)"). Thromb Haemost 1999; 82: 1386-1389). CornacHo 0oJHOMY M3 BapHaHTOB peaJlM3alny, YTOOBI CUH-
tarbesi 6enkom ADAMTS13 cornacHO NpHBENEHHOMY BHINIE ONPENCICHUIO, TOJIMIETITH] WM OENOK J0JDKEeH
obnaaTe 1o menblei Mmepe 1% vWF-pacmemsronieii akrnsHocTr HatuBHOro ADAMTS13. CornacHo npyrum
BapuaHTaMm peanuzanuu Oenok ADAMTSI13 oGmamaer mo meHbmed Mepe 10% aKTHBHOCTH HAaTHBHOTO
ADAMTS13. CornacHo IpyruM BapuaHTaMm peanusanuu 0eok ADAMTS13 obnamaer mo menbeit mepe 5, 10,
20, 30, 40, 50, 60, 70, 80, 90 wmu 100% axruBHOCTH HaTuBHOr0o ADAMTSI13. KomnuectBo 6enka ADAMTSI13
Takke MOXKET OBITh omnpeieneHo nu3MepenreM antureHa ADAMTS13, nanpumep, ¢ npumeHerneM meroaa MDA
(ELISA), ortucannoro y Rieger et al. (2006, Thromb Haemost. 2006 95(2) :212-20). B nanHO# 00J1aCTH TEXHUKH
oOmmenpru3Hano, 94To 1 MJI CMEINIaHHOW HOpMaJbHOU IIa3Mbl 4enoBeka coaepxkut 1 Mxr ADAMTSI13. Takum
00pa3oM, COTJIaCHO OOIIEHPHHATOMY B JMAaHHOI OOJIACTH TEXHWKH MPaBWIy | MKI MOJIYYEHHOTO W3 TIIa3MBI
ADAMTSI13 obnagaer oguoit equaueit akrueaoctd ADAMTS13.

TepMuns! "pacTBOp KyIbTYpHl KJIETOK", "cpela WM cpenbl A KJIETOYHOM KyIbTypbl' M 'CylepHAaTaHT
KyJIBTYPBI KJIETOK" OTHOCSATCS K aCIeKTaM ITPOLIECCOB KYIbTUBHPOBAHHUS KIETOK, KaK IPaBHIIO, OOIIEU3BECTHBIM
B JIaHHOW 00JIaCTH TEXHHKH.

B koHTeKcTe HacTOSIIEr0 M300pPETEHMSI PaCTBOP KYJIBTYPHI KJIETOK MOXET BKIIIOYATh CPEIbl JUISl KIICTOU-
HBIX KYJIBTYp M CYIIEPHATaHT KyJIbTyphl KJIETOK. YKa3aHHbIE CPEIbl Ul KICTOYHBIX KYJIBTYP BBOASAT B PacTBOP
KYJIBTYPHI KJIETOK W3BHE, HEOOS3aTeIbHO BMECTe ¢ J0OaBKaMH, Uil 00SCIIeUCHNS MUTATEIBHBIX BEIIECTB U APY-
TUX KOMIIOHEHTOB IIJISl KyJbTUBUPOBAHUS KIETOK, dKcnpeccupyomux rVWF umu rA13. Tepmun "cynepHaTanT
KYJIBTYPHI KIETOK" OTHOCHTCSA K PAacTBOPY KyJIbTYpPBI KJIETOK, COAEPIKAIIEeMy MUTATEIbHBIC BEIIECTBA U IpyTHe
KOMIIOHEHTHI U3 CPeabl Il KIETOYHOH KYJIbTYpHI, a TaKKe MPOIYKTHI, BEICBOOOKIaeMbIe, METa00IH3UPyeMbIe
W/WITA SKCKpETHpyEeMBbIe KJIETKAMH BO BpeMsI KyJIbTUBUPOBAHHS, HO HE CAMH KIICTKH.

TakuM 00pa3oM, COTJIACHO OJHOMY KOHTEKCTY 'CyNepHAaTaHT KyJIbTYphl KJIETOK" MOXKET OTHOCHTBCS K
KHUIKON (aze pacTBopa KyJNbTYphI KIETOK (T.€. K PacTBOPY KYJBTYpbI KJIETOK, UCKIIIoUas KieTkn). Hampumep,
KOHIEHTPAIMS aMMOHHMS KyJIbTYPAJILHOTO CyIIEpPHATaHTa, KaK IPaBHUJIO0, OTHOCUTCS K KOHIIEHTPalul aMMOHHS B
pacTBOpe KyIbTyphl KIETOK.

CornacHO JpyruM KOHTEKCTaM "CyIepHATaHT KYJNbTYPbl KJIECTOK" OTHOCHUTCS K PacTBOPY KYJIBTYpPHI Kile-
TOK, 3 KOTOPOTO yYKa3aHHbIE KIETKH ObUIM M3BJICUYCHBI (T.€. OTACICHHOMY CyNEPHATAHTY KYJIbTYpPHI KIETOK).

Hcnonb3yeMble B m300peTeHnn TepMuHBI "BuTamuH B3", "HukotnHamuxa', "HuanuHamuna', "HuanuH" U
"HHKOTHHOBAs KHCIIOTA" MOTYT HCIIOJIh30BATHCS B3aUMO3aMEHIEMO, OTHOCSICh K JTI00OMY WICHY ceMelCTBa BH-
TaMrHOB B3. COoOTBETCTBEHHO, JIIO0O0H WICH YKa3aHHOTO CEMEHCTBA MOXKET OBITh MCITOJIL30BAH TSI TOOABIICHUS
B Cpemdy, MIPUMEHAEMYIO B CIIOCO0aX COTIIACHO HACTOSIIEMY H300PETECHHIO.

Hcrmonb3yeMblii B M300peTeHNH TEPMUH "'cpefia ¢ 3aJaHHBIM XHMHYECKAM COCTaBOM'" WM "Cpelbl ¢ 3aaH-
HBIM XMUMHYECKAM COCTaBOM" OTHOCHTCS K CHHTETHYECKOH POCTOBOH cpene, BCe KOMIOHEHTH KOTOPOH WACH-
TUQUIIUPOBAHBI U MX KOHLUEHTPALMK M3BeCTHBL. Cpeabl ¢ 3aJaHHBIM XHMHUYECKHM COCTaBOM HE COJepKaT Oak-
TEpUAJIbHBIX, APOXIKEBBIX, )XUBOTHBIX WMJIHM PACTUTENBHBIX DKCTPAKTOB, XOTS OHM MOTYT BKJIIOYATh WJIN HE
BKJIIOYATh OTJCTIbHBIE KOMIIOHEHTHI PACTUTENHLHOTO MM KHBOTHOTO MPOUCXOKACHHS (Harpumep, Oesku, ou-
HenTHIbl, U T.11.). Heorpannumparomue nmpumepsl KOMMEPUYECKH AOCTYIHBIX CPEA € 3aJaHHBIM XUMHYECKUM
COCTaBOM BKJIIOYAIOT pa3inyHble MoandunuposanHsle 1o Jynsoekko cpeast Uriaa (DME) (Sigma-Aldrich Co;
SAFC Biosciences, Inc), muratenpHyto cmech Xama (Sigma-Aldrich Co; SAFC Biosciences, Inc), nx komOuHa-
AW, U T.I1.

Crioco0bI TONTydeHMs KyIbTYPaIbHBIX CPEJ C 33JaHHBIM XUMHYECKAM COCTaBOM H3BECTHHI B JTaHHOU 00-
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JIACTH TEXHUKH, HanpuMmep, B maTeHtax CIIIA Ne 6171825 u Ne 6936441, WO 2007/077217 u onyOIMKOBaHHBIX
3asiBkax Ha mateHT CIIIA Ne 2008/0009040 u Ne 2007/0212770, pacKpbITUS KOTOPBIX BKJIFOUCHBI B H300pEeTCHIE
MOCPEZICTBOM CCBIIKH BO BCEH MOTHOTE JIJIs JIIOOBIX TENIEH.

Hcrmonb3yeMblii B N300peTeHnH TEPMHH "HE COJIeprKalasi OJIMTOTETITHIOB KyJIbTypaiabHas cpena” wim "He
COJIEpIKAIIIEe OJUTONENTHIOB KyJIbTYpaJbHBIE Cpeasl" OTHOCUTCS K HE cofepikaleil OekoB cpene, KoTopas He
COJICPKUT OJUTOTICNITH/IBI, TAKHE KaK, HAIPHMEp, OJIUTOIEIITH/IBI, TOTYICHHBIC N3 OEIKOBOTO THAPOIN3ATA.

CornacHO OTHOMY W3 BapHaHTOB peaM3aIlH yKa3aHHAs Cpefa He COACPIKHUT OJUTONMEHTHIBI, COCTOSIINE
W3 ABaIIaTH WK OoJiee aMHHOKHCIIOT.

CornacHO OJTHOMY BapHaHTy peallM3alliy HACTOSIIEr0 N300peTeH s, YKa3aHHas Cpe/ia He COJCPIKUT OJIU-
TOTICITHIBI, COICPIKAIINE TIATHAANATH WK 00Jee aMHHOKHUCIIOT.

CornacHO ApYromMy BapuaHTy peajiM3alli HACTOSIIET0 N300pEeTeHUs yKa3aHHas cpelia He COJEP)KUT OJIU-
TONENITH/IBI, COJIEPIKAIIUE AECATh WM O0oJiee aMUHOKHCIIOT.

CoryiacHO OJHOMY BapUaHTy pealu3allii yKa3aHHas Cpella HE COICPKUT OJUTOMENTHIbI, COAEpIKalIue
ceMb WM 0oJiee aMHUHOKHCIIOT.

CornacHO ApyroMy BapHaHTy peaji3alid YKa3aHHAs cpefa He CONEP)KUT OJHMIONEHTHIBI, CONEpIKallue
ISTHh WK 00JIee aMHHOKHUCIIOT.

CornacHo emie OJHOMY BapHaHTY peal3ally yKa3aHHAs cpeaa He CONEPXKUT OJMTOIENTHABI, COmepka-
IHe TP Wi 00Jiee aMUHOKUCIIOTHI.

CornacHo mAajbHEUIIEMY BapHaHTY peaji3alii HACTOSIIEr0 N300peTeHusl yKa3aHHas cpelia He CONCPIKHUT
OJIUTOTICTITH/IBI, COZECPIKAIIIHE BE W O0JIee aMHHOKHICIIOTHL.

Crioco0bI TOTy4eHUs He COACPIKAIINX OJHUIONEITHIOB KYIBTYPAIBGHBIX CPEl H3BECTHBI B TAHHOM 00JIacTH
TexHuKkH, Hanpumep B mateHtax CIIA Ne 6171825 u Ne 6936441, WO 2007/077217, u omryONHKOBaHHBIX 3asB-
kax Ha mareHT CIIIA Ne 2008/0009040 u Ne 2007/0212770, packpbITHs KOTOPBIX BKIIOYCHBI B H300peTCHUE
MIOCPE/ICTBOM CCBUIKH BO BCE TOJIHOTE IS JIFOOBIX LENeH.

Hcnonp3yemblii B n300peTeHNH TepMUH "OECCHIBOPOTOUHAs KyJbTypallbHasl cpena’ i "0ecchIBOpOTOY-
Hasl KyJbTypaJIbHbIE Cpelbl" OTHOCHTCS K KyJIbTYpPaJIbHOH cpene 0e3 M00aBIIeHHs >KMUBOTHOHW CHIBOPOTKH. He-
CMOTpSI Ha TO, YTO 3a9acCTyI0 OECCHIBOPOTOYHBIE CPENbl MPEACTABIIIOT COO0H Cpebl C 3aJaHHBIM XUMUYECKAM
coCTaBOM, B OECCHIBOPOTOYHBIE CPEIbI MOTYT OBITH TOOABIEHBI OTACIbHBIC JKHBOTHBIC MIIN PACTHTEIBHBIC OCITKI
nH OeNKOBBIE (PAKITUH.

CriocoObI IoSTydeHusT 0€CCHIBOPOTOUHBIX KYJIbTYPAIBHBIX CPE M3BECTHBI B JAHHON 00JIaCTH TEXHUKH, Ha-
npumep, B marenrax CIIA Ne 6171825 u Ne 6936441, WO 2007/077217, u onmyOIMKOBaHHBIX 3asBKax Ha Ia-
et CHIA Ne2008/0009040 u Ne 2007/0212770, pacKpbITHS KOTOPBIX BKIFOUCHBI B U300pETEHIE MMOCPEACTBOM
CCBUIKH BO BCEH MOJTHOTE JUIS JTIOOBIX IIeTIeH.

Hcnonp3yemblii B M1300peTeHNH TEpMUH "HE cozepiKaliasi >KUBOTHBIX OCIIKOB KyJbTypalibHas cpena’ HiH
"He coJeprKallye )KUBOTHBIX OEJIKOB KyJbTYpalbHbIC CPEAbl" OTHOCUTCS K KYJIbTypallbHOH cpene 0e3 mobasie-
HUS KUBOTHOW CHIBOPOTKH, Ocnka wiu (pakimu Oenka. XOTs 3a4acTylO0 HE COACpIKallhe JKUBOTHBIX OCIIKOB
KYJIBTypalbHBIC CPEIbI TPEACTABISIOT COOOH Cpelbl C 3aJJaHHBIM XHUMHUYECKAM COCTaBOM, HE COJCPIKALIUEC KH-
BOTHBIX O€JIKOB KyJBTypalbHBIE CPEAbI MOTYT COIEPIKATH PACTUTEIBHBIC TN IPOXOKEBBIC THAPOIU3ATHI.

CriocoObI TIOMy4YeHUsT HE COJEPIKaINX KUBOTHBIX OCJIKOB KYJIBTYpalbHBIX CPeJl U3BECTHHI B JAHHON 00-
JIACTH TEXHUKH, HanpuMep, B mateHTax CIIIA Ne 6171825 u Ne 6936441, WO 2007/077217, u omyOIMKOBaHHBIX
3asBkax Ha mateHT CIIIA Ne 2008/0009040 u Ne 2007/0212770, pacKkpbITHSI KOTOPHIX BKJIIOUEHBI B U300pETCHHE
MOCPEZCTBOM CCBIIKH BO BCEH MOTHOTE JIJIs JIIOOBIX TENIEH.

Hcnonp3yemblit B 1300peTeHnH TepMHUHBI "OCHOBHas (0a3oBast)cpena Ul KJICTOUYHOH KyabTypsl" wiH "oc-
HOBHBIC (0a30BbIC) CpPeMIbl JUIS KICTOYHBIX KYIbTYpP' OTHOCSATCS K KYJIBTYpaILHOW Cpejie C 3aJaHHBIM XHMUYe-
CKHUM COCTAaBOM, HE COJCpIKallleil OJUIOINEeNTHIOB KyJIbTYPaJIbHOW cpelie, OECCHIBOPOTOYHON KyJIbTypalbHOH
Cpezie WM He COZepIKallel )KUBOTHBIX OENKOB KyJIbTYpaJbHOU cpelie, B KOTOPYIO He ObUT 70OaBJICH IHPOJIH3aT,
HANpUMEp, PACTUTEIBHBIA WIH JPOXKKEBOH Tuaponu3aT. OCHOBHBEIC Cpebl OOIICU3BECTHB B JAHHOHW 00JacTu
TexHukH, Hanpumep, DMEM, Xsma F12, DMEM/XsMma F12, cpena 199, McCoy wiu RPMI. Yka3anHast oCHOB-
Hasl cpeJja MOKET BKIIFOYAThH P MHTPEIHCHTOB, B TOM YHCJIE aMHHOKHCIIOTHI, BATAMUHBI, OPTaHUYECKHE U He-
OpPTaHMYECKHE COJNH, U MCTOYHHKH YTIeBOJAOB. KaIplii WHTpEIUEHT MOXKET NPHCYTCTBOBATH B KOJHYECTBE,
obecrieunBaroOmeM KyJIbTHBHPOBAHUE KIETKH; TAKHE KOJMYECTBA OOIIEH3BECTHHI CIICIIHATUCTaM B JaHHOW 00-
JACTH TEXHHWKH. YKa3aHHAS Cpefa MOXET BKII0YaTh BCIIOMOTATEIFHBIC BEIISCTBA, TaKue Kak OydepHbIe Bere-
CTBa, HalIpuMep, OMKapOOHAT HATPHSL, AHTHOKCHAAHTHI, CTAOMIN3aTOPHI U IIPOTUBOICHCTBHAS MEXaHUIECKOMY
HANpPSDKEHUIO WM WHTUOUTOPH! poTeassl. [Ipn Heo0XoauMocCTH, MOTYT OBITH J0OaBiIeHB! HernoHoTeHHbIe [TAB,
TaKUe KaK COMOJIMMEPHI H/HIM CMECH MOJTMATUICHTITHUKOJCH U TOJUAPOIIICHTTHKOJICH.

II. Cpenpl aj1st KIETOYHBIX KYJIBTYP H CYIIEPHATAHT KYJIbTYPHI KICTOK.

CornacHO OZJHOMY acCIEKTy HacToslnee M300peTeHne OTHOCHUTCS K cpelaM Ul KIETOYHBIX KYJIbTYp I
noyuernst tVWEF n/unn rA13, obnafaromux MoBBIIICHHOW aKTUBHOCTHIO 1o cpaBHeHuio ¢ T'VWF u rA13, no-
JYYCHHBIX C MPUMCHCHUEM OCHOBHBIX CPEJI IS KIICTOYHBIX KYJIBTYP.

CornacHO OZJHOMY acCIeKTy HacTosilee M300peTeHne OTHOCHUTCS K cpelaM Ul KIETOYHBIX KYJIbTYp I
nonryuenuss TVWF u/umu rAl13, B KOTOPBIX B OCHOBHBIE CPEJBI TS KJIIETOUYHBIX KYJIBTYp M00aBISIOT OHO WU
0oJee TOTIOTHATENIFHOE BEIIECTRO.
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CornacHO KOHKPETHBIM BapHaHTaM pealu3allid U MPHUBEICHHOMY HIDKE 0ojiee MOAPOOHOMY OMHCAHHIO
YCIIOBHS KYyJTbTHBHPOBAHUS KJICTOK COTJIACHO HACTOSIIEMY U300PETCHHUIO BKIIFOUAIOT OCHOBHBIC CPEIBI IS KIie-
TOYHBIX KYJIBTYp, B KOTOpbIe J0oOaBIeHA MEIb 10 KOHIICHTPAIH 110 MeHbIeld Mepe 1,0 MKI/i.

CorylacHO JTaTbHEWITUM BapHaHTaM pealu3allii MPUMEHSIEMBbIC CPEbl U KIETOYHBIX KyJIbTYp U CyIep-
HATaHTHI, TOJTYYCHHBIE ¢ TTIOMOIIBIO MPOIECCOB COTIIACHO HACTOSIIEMY M300PETCHHIO, TAKXKE COICpPKAT HU3KUE
ypoBHHU (MeHee 10 MM) amMmMoOHUsI.

CorylacHO KOHKPETHOMY BapHaHTy pean3alliil YCJIOBHSIMH KyJIbTHBUPOBAHHS KJIETOK, MPUMEHIEMBIMHU
qutst okeripeccun TVWF w/umm rA13, ynpaBisioT TakuM 00pa3oM, 9ToOBI TIOIEP)KUBATh B CyIIEpHATAHTE KYJIb-
TYpBI KJIIETOK HU3KHUI ypOBEHb aMMOHUS, T.€. MeHee ueM 10 MM U npeAnodTureabHo MeHee ueM 5 MM.

KynbrypansHast cpena corjlacHO HacTOSIIEMY H300PETCHHIO MOTYT OBITh OCHOBAaHBI Ha TOIXOJSAIINX OC-
HOBHBIX CpellaX, OOMICH3BECTHRIX B JaHHOW O0JIacTH TexXHHKH, Takux kak DMEM, Xama F12, DMEM/X3ma
F12, cpena 199, McCoy unu RPMI. OcHoBHas cpefa MOXKET BKIIOYATh PsIi HHTPEIUEHTOB, BKIIOYAsl aMHHO-
KHCJIOTHI, BATAMUHBI, OPTaHUYCCKUEC M HEOPTAaHUYECKUE COJH, U UCTOUYHUKHU YTIIeBOJOB. KaIpIii MHTpEIUCHT
MOJKET MPHUCYTCTBOBATh B KOJMYECTBE, COACHUCTBYIOUIEM KYJIBTUBUPOBAHHIO KIICTKH; TaKHE KOJMYECTBA, KaK
TIPABUIIO, U3BECTHBI CIIEIIMAIMCTAM B JJAaHHOHM 00JIaCTH TEXHUKH. YKa3aHHAs Cpeja MOXKET BKIIIOYATh BCIIOMOTa-
TeJIbHBIE BEIIECTBA, TaKue Kak OyepHbIe BelecTBa, HapuMep, ONkapOOoHAT HATPHS, AaHTHOKCHIAHTHI, CTa0WITH-
3aTOPBI ISl TIPOTHUBOJCUCTBUS MEXaHUYECKOMY CTpecCy, WM WHTHOHUTOPHI MpoTea3bl. [Ipn HE0OXOIUMOCTH
MOXKeT OBITh J00aBieHO HenoHoreHHoe [TAB, HampuMep, COMOTUMEPHI W/WIM CMECH TOJMATHIICHTIINKOICH U
TTOJTUTIPOTTAJICHT JINKOJIEH.

Kaxk mpaBuito, OCHOBHBIE Cpe/Ibl ColepikaT MeHee 4eM | MKT/1 Meaw - Harpumep, cpena DMEM/Xama F12
COJICPXKHUT MEIbh B KOHIECHTpanuu npuomusutesnbao 0,3 Mir/n. Takue KOHICHTpanuu MEIW He 00eCIeYHBaIOT
JIOCTATOYHOTO KOJMYECTBA MOHOB MM JUIS MOANCpXKaHUs mpoxynupoBanus oemxkoB r'VWE u rAl3 cormacHo
HACTOSIIEMY U300PETECHHIO, KOTOPHIC MPOSBISIOT BEICOKYIO YACIbHYIO AaKTHBHOCTb.

Menp MOXET OBITh BBEACHA B CPEbI ISl KIICTOUHBIX KYJIBTYP COTJIACHO HACTOSINEMY H300pPETCHHUIO C I10-
MOIIBIO PA3THMYHBIX CIIOCOOOB, HAIPUMED, BBEJICHUEM T00aBKH B CPEAy.

CorylacHO HEKOTOPBIM BapHaHTaM peau3allii yKa3aHHas J00aBKa B KyJbTypaldbHYIO CpPEeIy MOXKET CO-
JIep’KaTh THIPOIN3AT, KOTOPBIH MOYKHO NMPUMEHSTH JIJIsl TIOBBIIIICHHUS] KOHIICHTPAIIMA MEIU B yKa3aHHOW cpeje.
T'maponu3aTsl MOTYT BKIIIOYATh JIOOOW THAPOIHM3AT U3 OOIMIEH3BECTHBIX B TAHHOW 00JaCTH TEXHUKH, TAKUX KaK
pacTUTENbHBIC THIPOIU3ATHI, COSBBIC THIPOIN3ATHI U THAPOIN3AT MIICHUIHON KICHKOBUHBI.

CoryiacHO OIpeNeICHHBIM BapraHTaM pealiu3allii J00aBICHNEe THIPOIN3aTa MOXKET CIIOCOOCTBOBATH T0-
BBIIICHHOI KOHI[CHTPAIINA MEJIH, OT mprGmm3uTesHo 0,2 10 mpuGmmsutensao 10 Mxr/1 Cu®”.

CornacHO HEKOTOPBIM BapUaHTaM PEajM3alid KOJIHYECTBO MEAM, OOCCICUCHHOE THIPOIU3AaTOM, MOKET
3aBHCETh OT KOJMYCCTBA MEIU B YKa3aHHOM THJPOJIM3aTe, a TAKKE KOJMYECTBA JOOABICHHOTO THIPOJIU3aTa.
ConepxaHue MeIU B THAPOIH3ATE MOXKET OBITH OMPENCICHO JICMCHTHBIM aHAJIM30M, HAIpPUMEp, aJCOPOIIHOH-
HOM aromHoW cnekrpockonuelr (GFAA: aromuoif abGcopOrmedi B rpaduToBOM TIeum), WM Macc-
cnekTpoMeTprudyeckuMu Meronamu (Hanpumep, UCIT-MC).

CornacHo Ompe/eliCHHBIM BapUaHTaM pean3aliid MeIb MOXKET BBOJUTHCS B KYJIbTYPaTbHBIC CPEIBI, cCaMa
1Mo cebe WM BMECTE C THAPOJIM3ATOM, ITyTEM BBEACHHS CPEIOBOW JOOABKH, BKIIOUAs MOIXOISIIYIO COIb MEIH
nnu xenat menu. [loaxomsimias Meab COJIM MOXET BKIIIOYATh, HE OTPAaHWUYMBASACH MEPEUUCICHHBIMH, CYIb(haT
MeIH, areTaT MeId, KapOoHaT MeIr, XJIOPUI ME, TUAPOKCH M, HUTPAT Meau 1 okcua meau. [Togxomsmue
XEJIaTOPbl MEW MOTYT BKJIIOYaTh, HE OTPAHUIUBASIChH MTEPEUNCICHHBIMY, ATbOYMUH, STUICHIMAMUHTETPAYKCYC-
Hyto kucioty (3ATA), monmmaMUHOBEIE XEIaTHPYIONMINE areHTHI, dTHJICHANAMUH, AVUATUICHTPUAMHUH, TPUITH-
JICHTETPAMUH, TPUATHUICHINAMUH, TCTPAITHWICHIICHTAMIAH, aMHHOITHIIITAHOJIAMIH, aMUHOATHIITIHIICPA3HH, TICH-
TadTWICHI'C€KCAMUH, TPUITHICHTETPAMUH-THIPOXIOPHI, TETPAITHWICHIICHTAMUH-THAPOXIOPUII, TICHTadTHIICH-
TEKCAMHUH-TUAPOXJIOPU, TETPAITHINCHTAMIH, KanTompmi, neHunwuiamuH, N,N'-Ouc(3-amunonpormmn)-1,3-
nponanauaMuH, N,N-Ouc(2 ammHO3THN)-1,3-ponanauamuH, 1,7-nuokca-4,10-quasanuknononekan, 1,4,8,11-
TeTpaa3aluKiIoTeTpaaeKal-S,7-110H, 1,4,7-Tpra3aliukIoHOHaHA TPUTUAPOXJIOPHUL, 1-okca-4,7,10-
TpHuazanukiogonekas, 1,4,8,12-rerpaaszanukionenranexad u 1,4,7,10-reTpaa3alukiogoeKaH.

CoryiacHO OTIpeIeICHHBIM BapHaHTaM PEeaI3allMd B OCHOBHBIC CPEIbI I KIETOYHBIX KYJIbTYp M0OaBIIs-
0T MeIb IO MOTYYCHHS 00IIeH KOHIICHTPAIIMK MeI: OT puOmm3uTensHo 1,0 1o npubausnutenbao 20 MKT/IL.

CorylacHO KOHKPETHOMY BapHaHTy Peau3allid B OCHOBHBIC KJIETOYHBIE CPElbl JOOABISIIOT MeIbh J0 KO-
HEYHOH KOHIICHTpAIMH OT Mpuom3uTensHo 1,0 10 nmpubausutensao 10 Mxr/im.

CorylacHO JaTbHEWITUM BapuaHTaM pean3alliiil B OCHOBHBIE CPEIbl M1 KIETOYHBIX KYJIBTYpP J00aBIISIOT
MeIb IO TOYYCeHHsS KOHEYHOW KOHIICHTpauu npuoausurensHo 1,0-5,0; 1,2-4,0; 1,3-3,0; 1,4-2,9; 1,5-2,8; 1,6-
2,7, 1,7-2,6; 1,8-2,5; 1,9-2,4; 2,0-2,3; 2,1-2,2 MKI/1 Meu.

CornacHo JambHEWIIMM BapUaHTaM pealii3allid OCHOBHBIC CPEIBI IS KICTOYHBIX KYJIBTYp, MPUMEHSIC-
MBIC B CIIOCO0AX COTJIACHO HACTOSIIEMY H300pPETECHUIO, JTOTIONHSIOT O MONYyYCHHS KOHICHTPAIUA MEIH IMPH-
omusutensHO 1,2-9.5; 1,4-9; 1,6-8,5; 1,8-8; 2,0-7,5; 2,2-7; 2,4-6,5; 2,6-6,0; 2,8-5,5; 3,0-5,0; 3,2-4,5; 3,4-4; u 2-4
MKT/J1.

CornacHo JOpyruM BapHaHTaM pPEANH3allil OCHOBHBIC CPEIbI [UIS KJICTOYHBIX KYIBTYp, IMPUMCHSICMBIC B
croco0ax COTJIaCHO HACTOSIIEMY H300pETEHUIO, JOMOIHAIOT 10 TOJYUYCHUS KOHIICHTPAIUid MEeIH MPUOIU3N-
TenpHO 1-6, 2-5, 3-4 MKI/i.
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CornacHO OJTHOMY W3 BapHUAHTOB pEallU3alliil B OCHOBHBIC CPEIbl JUIS KICTOYHBIX KYJIBTYp NOOABISIIOT
MeJIb 10 TOyYeHUs 00MIeH KOHIICHTPAIIUH MEIH, COCTABIIAIONICH IO MEHBIICH Mepe 1 MKT/II.

CoryiacHO IpyroMy BapuaHTy pealli3alldd B OCHOBHBIC CPEIbI I KJICTOYHBIX KYJIBTYp JHOOABISIOT MEIh
JI0 TIOJTYYEHHS O0IIEeH KOHIICHTPAIMK MEH, COCTABJIAIONICH 10 MEHBIIIEH Mepe 2 MKI/J.

CorJiacHo ele 0OJHOMY U3 BapHAHTOB peaM3aIlii B OCHOBHBIE CPEIbI IS KJICTOYHBIX KYJIBTYp M0OaBIIs-
FOT MeJTb JIO TIOJY4YeHUS 00IIel KOHIICHTPAIlUU MEIH, COCTaBIIIONIEH 110 MeHbIIeH Mepe 4 MKT/II.

CoryilacHO OTpeIeICHHBIM BapHaHTaM PealIu3allid B OCHOBHBIC CPEIbI I KIETOYHBIX KYJIbTYp M0OaBIIs-
FOT MeJIb JI0 TIOJTyYeHHsT 00MIel KOHIIEHTPAIlUH MEH, COCTaBISAIONICH 0 MEeHbIIeH Mepe | MKT/JI, WiIu TI0 MEHb-
et mepe 2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 Mxr/n meau unu Oomee.

CornacHo OIpe/eICHHBIM BapHaHTaM pean3alii U 0oiee MoJApOOHOMY OIMCAHUIO HUKE B U300pEeTCHUH
KYJBTYPBI Ul TONy4YeHus rA13 MOTYT coaepKaTh MPUOIU3UTEIBHO 2-4 MKI/JI MEIU, TOTAa KaK KyJIbTYpPhI IS
noyderns rVWE MoryT cozepath 110 MEHbIIEH Mepe 2 MKI/JI MEIH.

Brrieyka3aHHbIe KOHIICHTPAIUHU TIPEACTABISIOT COOOW OTHOCHUTENFHBIC KOHIICHTPAIIMM YUCTOM MEIH B
dopme mByxBaenTHOrO HoHa Meau (Cu”"). EcIi MCIonb3yeTcst IPOM3BOIHOE MEIH, HAPHMED, THAPATHPOBAH-
Has COJIb, WJTM COEAMHEHHE, COIepIKaIlee Me/lb, HAIPUMED, XeIaTOp MEIH, YKa3aHHOE KOJMIECTBO MPOU3BOIHO-
TO WU XeJaTopa A00aBISIIOT TAaKUM 00pa3oM, 9TO KOHEUHAs! KOHIICHTPAIUs MEH TI0MaacT B yKa3aHHBIC B H30-
Operenun amamna3onbl. Hampumep, 2 Mir/nm CuSOy4-5H,0 SKBHBaJCHTHBI KOHIICHTPALMU MEIHU, COCTABISIOMICH
npubmm3uTenbHo 0,51 Mrr/a (6e3 cynsdara u SH,0).

YnadaeiM 00pa3zoMm, ObITI0 0OHAPYXKEHO, YTO MPUMEHEHHE B MPOIECCe KYJIHTUBUPOBAHMS KIETOK CPEIbl
JUISL KJIETOYHOM KyJbTyphl, obecreunBaromeil Hu3kue konnentparmu (NH, ) B pacTBope KymbTypsl KIETOK (T.€.
B KyJBTYpaIbHOM CyTEpHATaHTE), IPUBOIUT K 3KcTpeccuu pekombuHanTHoro VWF w/mimu rA13 ¢ Gosee BBICO-
KOH yJIeIbHON aKTUBHOCTHIO.

COOTBETCTBEHHO, COITIACHO OIpE/IeeHHBIM BapHAHTaM peanu3anuu koHunenTtparus NH, B ykazaHHOM
CyIIepHATaHTE COCTABISIET He Oonee yem 10 MM.

CornacHo MpeanouTUTENFHOMY BapUAHTY peanu3alud KoHueHtpamus NH, B ykasaHHOM cymepHaTaHTe
COCTaBJISICT He OoJiee ueM 5 MM.

CornacHo MpeanouTUTENFHOMY BapHUAHTY peanu3alud KoHueHtpamus NH, B ykasaHHOM cymepHaTaHTe
cocTaBisieT He Oosiee uem 4 MM.

CormacHo APYTHM BapHaHTaM peann3alin KoHreHTpamus NH, B ykasaHHOM CyIepHATAaHTE COCTABIIACT
He Oonee yuem 10,9, 8,7, 6, 5,4, 3,2, 1 MM win meHee.

COOTBETCTBEHHO, COTJIACHO ONPEESICHHBIM BapHaHTaM pEaTH3aIlii CIOCOOBI W KOMITO3UIIUH, TPEII0-
JKEHHBIC B COOTBETCTBUH C HACTOSIIIUM H300peTEeHNEM, OCHOBAaHbI Ha IPUMEHEHWH OCHOBHBIX CPEI JJIST KJIETOY-
HBIX KyJIbTYp ¢ T00aBIieHHEM Menu (HampuMep, 10 KOHSYHOW KOHIICHTPAIMH, COCTABIISIONICH MEHbIIIeH Mepe 2
MKT/JT) [ TIPUMEHEHHS B IPOIIEcce, KOTOPhIi NMPUBOAUT K KoHIeHTparuu NH, B cymepHaTtanTe, COCTABISIO-
miet He 6oxee 10 MM.

CornacHo APYrvMM BapUaHTaM pealii3allid OCHOBHYIO CpPEeIy JAJS KICTOYHOW KYJIBTYPHI JOTONHSIOT JUIS
MOJYYCHUS KOHCYHBIX KOHIICHTPAIIUI MEIN U aMMOHHUS COTJIACHO JTF00OMY U3 BapuaHTOB 1-440, MpUBEICHHBIX B
Tabm. 1.

Tab6mmma 1
TumnoBble BapUaHTHI KOHIICHTPAIMA MEJM H aMMOHYSI B KYJIbTYPaTbHBIX CPEIax M CylepHATaHTE,
TTOAXOJISANINX JIJISL DKCIIPECCHH PEKOMOWHAHTHBIX OEJIKOB COTJIACHO HACTOSIIEMY OMMCAHUIO

1. | IV. KonueHrpamusi aMMoHHst

HO 11-25; HBY | HBY | HBY | HBY | HBY | HBY | HBY | HBY | HBY
o M OMM | 8MM | 7MM | 6MM | 5SMM | 4uMM | 3MM | 2MM | 1IMM

™M Bap. 1 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.

1 MKI/n ) 41 81 121 161 201 241 281 321 361 401
I™MM Bap. 2 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.

% 2 MKI/I i 42 82 122 [ 162 [202 | 242 | 282 |322 |362 |402
: MM Bap. 3 Bap. | Bap. | Bap. BaP. Bap. | Bap. | Bap. | Bap. | Bap. Ba?.

2 | 3 Mxr/n 43 83 123 | 163 [ 203 [ 243 | 283 | 323 |363 |403
g MM Bap. 4 Bap. B’ap4 Bap. Bap. | Bap. Bap. Bap. ]ﬂ%ap Bap. Bap.
2 | 4 Mkr/n 44 84 124 164 204 244 284 324 364 404
a:)r MM Bap. 5 | Bap- | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.

£ S MKI/n P- 45 85 125 [ 165 [205 | 245 | 285 | 325 |365 |405
= | [IMM Bap. 6 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
6 MKI/1 | 46 86 126 | 166 [ 206 | 246 | 286 | 326 | 366 | 406
MM Bap. 7 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.

7 MK/ K 87 127 | 167 [207 | 247 |287 |327 |367 |407
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IIMM Bap. 8 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
8 MKI/1 P- 48 88 128 | 168 | 208 |[248 |288 | 328 | 368 | 408
IIMM Bap. 9 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
9 MKI/1 ) 49 89 129 169 209 249 289 329 369 409
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
10 Mxr/n 10 50 90 130 170 210 250 290 330 370 410
TTpubausureasno | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1 MK/ 11 51 91 131 | 171 [ 211 [251 [291 |331 |371 |411
Tlpubmusuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1,5 Mxr/a 12 52 92 132 | 172 | 212 [252 [292 |332 |372 |412
TIpubmmsuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
2 MKI/1T 13 53 93 133 73 [213 [253 293 |333 |373 | 413

TIpubamsuremsro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
2.5 MKr/a 14 54 94 134 | 174 [ 214 | 254 [294 |334 |374 | 414
Tpudmmureasro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.

3 MKI/n 15 55 95 135 | 175 | 215 [255 295 |335 |375 |415
Ilpubausurensno | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
3,5 Mxr/a 16 56 96 136 | 176 | 216 [256 296 |336 | 376 | 416
TIpubmusuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
4 Mxr/n 17 57 97 137 77 217 [257 297 |337 |377 | 417
TIpubmmsuremsro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
4.5 MKr/a 18 58 98 138 | 178 [ 218 [258 [298 | 338 |378 |418
TIpubmmsuremsro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
S MKI/1 19 59 99 139 179 219 259 1299 339 379 | 419
TlpubausurensHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
5,5 Mxr/a 20 60 100 140 180 | 220 260 | 300 340 380 | 420
Mpudmmureasso | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
6 MKI/JT 21 61 101 [ 141 [ 181 [221 [261 |301 |[341 [381 [421
Ilpubausuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
7 MKT/1 22 62 102 [ 142 [ 182 [222 [262 |302 |[342 [382 |[422
TIpubmusuremsro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
8 MKI/N 23 63 103 [ 143 [ 183 [223 [263 |303 |343 [383 |[423
TIpubmmsuremsro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
9 MKI/n 24 64 104 144 184 | 224 264 | 304 344 384 | 424
Tpudmmurensro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
10 Mxr/n 25 65 105 [ 145 [ 185 [225 [265 |305 |[345 [385 |[425
1-20 MK/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
26 66 106 [ 146 [ 186 [226 [266 |306 |346 |[386 [ 426
Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
2-20 vwr/n 27 67 | 107 | 147 | 187 |227 | 267 |307 |347 |387 |427
1-10 MKr/o Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
28 68 108 148 188 228 268 | 308 348 388 | 428
2-10 wt/n Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
29 69 109 [ 149 [ 189 [229 [269 |309 [349 [389 [429
1-6 nKr/n Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
) 30 70 110 150 190 | 230 270 | 310 350 390 | 430
2-6 MK/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
- 31 71 111 [ 151 [191 [231 [271 |311 |351 [391 [43
3-6 MK/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
- 32 72 112 [ 152 [ 192 [232 [272 |312 [352 [392 [432
46 MKT/T Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
. 33 73 113 [ 153 [ 193 [233 [273 |313 |353 [393 [433
1-5 st/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
) 34 74 114 154 194 234 74 | 314 354 394 | 434
2-5 MK/ Bap. B:qp. Bap. | Bap. | Bap. BaP, Bap. BaP. BaP. Bap. BaP.
35 75 115 155 195 235 275 315 355 395 435
3-5 e/ Bap. Bap. | Bap. B?p. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
36 76 116 [ 156 [ 196 [236 [276 |316 |356 [396 |43
45 e/ Bap. Bap. | Bap. Bflp, Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
37 77 117 | 157 [ 197 [237 [277 |317 |357 [397 [437
14 MK/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
38 78 118 [ 158 [ 198 [238 [278 |318 | 358 |398 |438
24 mKr/n Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
39 79 119 159 199 1239 |279 319 359 [ 399 [ 439
34 MKt/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
40 80 120 160 | 200 | 240 280 320 360 | 400 | 440

*H.O.=He omnpeaencHo
*HBY= ne Oonee yem
*[IMM=n0 MeHbIIIeH Mepe

CornacHO HEKOTOPBIM BapUaHTaM pealn3aliy 100aBJeHHEe B CPEAbl MEIH COTJIACHO HACTOSIIEMY H300pe-
TEHUIO MPOM3BOJIUTCS MYTEM JOTMOJHEHHS OCHOBHBIX CpEll, HE COAEPIKAIIMX JKUBOTHBIX OCJIKOB W/HIH Cpel C
3aJJaHHBIM XUMHUYECKHM COCTABOM.

Crioco0bl TIONTyYeHUsT HEe COJEepIKAINX KUBOTHBIX OCIKOB M KyJIbTYypallbHBIX CPe/l C 3aaHHbIM XHUMHUYe-
CKHM COCTaBOM W3BECTHBI B JaHHOU 00JIacTH TeXHHUKH, HampuMmep B mateHTax CIIIA Ne 6171825 u Ne 6936441,
WO 2007/077217, u B onybnukoBaHHBIX 3asBKax Ha mateHT CIIIA NeNe 2008/0009040 n 2007/0212770, pac-
KPBITHSI KOTOPBIX BKIJIIOYEHBI B N300peTeHUE OCPEACTBOM CCBUIKH BO BCEH ITOJTHOTE ISl JTFOOBIX LETIeH.

CornacHo 0JJHOMY W3 BapHAHTOB pealH3allii OCHOBHAs KyJbTypalbHas cpela, MpUMEHseMasl B CIIoco0ax,
ONMCAaHHBIX B M300pPETEHHH, MPEACTABIIET COOOH HE COAEPIKallyI0 >KHBOTHBIX OEJIKOB WM HE COJEpIKAIIyIo
OJIUTOIETITHIOB CPELy.

CornacHo omnpeIeICHHBIM BapHaHTaM PEeau3alliy yKa3aHHAs KyJIbTypajbHAs cpella MOKET OBITh CPeHoi ¢
3aJJaHHBIM XUMHUYECKHM COCTABOM.

CornacHo OIpe/elIeHHbIM BapHaHTaM pealn3allii yKa3aHHbIC KYJIbTypajbHbIe CPEAbl MOTYT COJEpPIKAThH
0 MEHBIIEH Mepe OJIMH MOJUAMHUH B KOHIIEHTPAIMK OT MpUOIu3nuTenbHo 0,5 Mr/n mo npubimsurensHo 10 Mr/im.
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CornacHo MaJIFHCHIIUM BapHaHTaM pEalM3alliil U B JOMOJIHEHUE K JIFOOBIM OMUCAHHBIM BHIIIE COTIACHO
HACTOSIIEMY U300PETCHHIO MPEUIOKEHBI KYIbTYPaIbHEIC CPEIbI, U MOMYUYCHHS KOTOPHIX B OCHOBHYIO CPEIY
JI0OABIISAIOT MeIb U TT0 MEHBIIEH Mepe YTO-TM00 OJTHO U3 KaJbIIHs, ITWHKA W/WiIK BUTaMuHa B3.

CorJiacHO OIpe/IeTICHHBIM BapHaHTaM pean3aliy YKa3aHHas cpefia MOKET He COJepKaTh )KHBOTHBIX Oell-
KOB, HE COZICPXKATh OJIMTOTICTITUIOB UJTH TMPEACTABIATL COOOH Cpeay C 3aJaHHBIM XUMHUIECKUM COCTaBOM.

CoriacHO ompeieieHHBIM BapHaHTaM peaIn3alliy yYKa3aHHas HE COAEPIKAIYI0 KUBOTHBIX OCIIKOB MM HE
COJIEPIKAIYI0 OJIMTOTICTITUIOB CpeAy MOydaroT coryiacHo omucanuio B mareHTax CIIA Ne 6171825 u Ne
6936441, WO 2007/077217, w omnyOnukoBaHHbIX 3asBkax Ha mateHT CIIA NeNe 2008/0009040 wu
2007/0212770, pacKpbITHs KOTOPBIX BKJIFOUCHEI B U300pETEHHE MOCPEICTBOM CCBUIKH BO BCEH IMOHOTE IS JTFO-
OBIX 1IeTIei; 00a NCTOYHMKA BKIIFOUCHBI B N300pETEHIE TIOCPEICTBOM CCBUIKH BO BCEH MOJTHOTE AJIS JIFOOBIX IIe-
Jieit; 1 1oOaBJIeHHEM JOTOJHUTEIBHON MEAN M HEOOSI3aTEIbHO OJTHOTO M 00Jiee M3 KajbIUs, [IMHKA U BUTAMMU-
Ha B3.

CornacHO KOHKPETHOMY BapHaHTY peaji3alui KyJIbTypallbHas cpe/ia ¢ 3aJJaHHBIM XUMHYCCKIM COCTaBOM
MOXeT OBITh cX0JHOI co cMechio (1:1) MomudumpoBanHoit mo ynasbexko cpeabt Mrna u cpenst Xoma F12
(DMEM/XsMma F12), kyna mobGaBieHa JOMOJHUTEIbHAS MEIb U HEOOS3aTebHO KaNbIUH, IMHK W/WIH BUTAMUH
B3 nns yBenudenwus ynenbHoOW akTUBHOCTH TVWF i rA13, skcnpeccupyeMbiX B KiI€TKaX, KyJIbTUBUPYEMBIX B
yKa3aHHOU cpeje.

CorylacHO JIpYrMM BapHaHTaM pealin3allid yKa3aHHas KyJIbTypaJbHas cpela He COIEPIKHT >KHBOTHBIX
KOMIIOHEHTOB.

CorylacHO IpyroMy BapHaHTY peaqu3allii YKa3aHHas KyJbTypalbHas cpeia COACPKHUT OCNIOK, HalpuMep,
JKUBOTHBIN OCJIOK U3 CBIBOPOTKH, TAKOH KaK SMOPHOHAIBHAS TEISAYbs CBIBOPOTKA.

CornacHo JpyromMy BapHaHTy peaiu3allii YKa3aHHas KyJbTypa COACPKUT JOOaBIICHHBIC SK30TCHHBIC pe-
KOMOMHAHTHEIE OEJIKU.

CornacHo IpyromMy BapHaHTy pealli3alliy YKa3aHHBIC OCIKH MOyYeHBI OT CEPTUPHUIIMPOBAHHOTO CBOOO/I-
HOT'O OT MaTOI'€HOB YKMBOTHOTO.

CorlacHO OIpe/elICHHBIM BapHaHTaM peaM3alii YKa3aHHasi KyJbTypaiabHasl cpefia COACPKUT 10 MEHb-
e Mepe OJIMH MOJIMaMHH B KOHIIEHTPAIIUH, COCTABJISIIOIICH TOYHO WU MpUOIm3uTensHo oT 0,5 mo 30 Mr/im.

CoryiacHO IpyroMy BapHaHTy pealn3aliy yKa3aHHas KyJbTypalbHas cpelia COACPKHUT M0 MEHBIIEeH Mepe
OJIMH TIOJIMAaMUH B KOHIIGHTPAIMH TOYHO WK MpUOIH3uTeNnsHO oT 0,5 mo 10 Mr/m.

CorylacHO OJIHOMY W3 BapHaHTOB pealH3alliyl yKa3aHHas KyJbTypalbHas cpela COIEPXKHUT 10 MEHbIIEH
Mepe OMH MOJIMaMUH B KOHIICHTPAIIUH TOYHO WIJIA MPUOIM3UTENBHO OT 2 10 8 MT/I.

CornacHo ompeneIeHHBIM BapHaHTaM Peajii3alliy YKa3aHHBIN MMOJMAMUH IMPUHAUICKHUT TPYIIE U3 OPHU-
THHA, MyTPECIIUHA, CIICPMHHA WU CIICPMUIMHA WA T.11.

CornacHo MpennoYTHTEIEHOMY BApUAHTY Pealli3aliy MOJIHAMUH MPECTABIACT COOOM MyTPECIIUH.

CornacHO KOHKPETHOMY BapHaHTy peajM3allid YKa3aHHas KyJIbTypalbHas cpelia COICPIKUT TOYHO WIIH
OPUOIU3UTEIHHO OT 2 0 8 MI/J MyTpecunHa.

CornacHO OTHOMY W3 BapUAHTOB pEajH3allid yKa3aHHas KyIbTypalbHas Cpefia COACPIKUT MO0 MCHBIICH
Mepe OJIMH TOJIMaMUH B KOHIIEHTPAIIUH, COCTABISIONIEH TOYHO WM puOIm3uTensHo oT 0,5 mr/m mo 30 mr/m, u
KOMOHMHAIIMIO MEJIM ¥ aMMOHHUSI COTJIACHO JII0O00MY U3 BapuaHTOB 1-440, mpuBeneHHBIX B Ta0M. 1.

CorylacHO IpyroMy BapHaHTy pealn3aliy yKa3aHHas KyJbTypalbHas cpella COACPKHUT MO0 MEHBIIeH Mepe
OJIVH TIOJIMAMWH B KOHIICHTPAIIMH, COCTABIISAIONICH TOUHO Wiy npuOam3uTenbHo oT 0,5 mo 10 mr/m, n xomOuHa-
IIUIO0 MEAW U aMMOHWSI COTJIaCHO JTI000MY 13 BapuaHToB 1-440, mpuBeaeHHBIX B Ta0. 1.

CornacHO OTHOMY W3 BapUAHTOB pEajH3allid yKa3aHHas KyIbTypalbHas CpeAa COACPIKUT IO MCHBIICH
Mepe OJIMH MOJIMAMHH B KOHIICHTPAIMH, COCTABJISIOIICH TOYHO WM MPUOIM3UTEIBHO OT 2 JI0 8 MI/JI, U KOMOHU-
HAIIMIO MEIM U aMMOHUS COTJIACHO JIF00OMY 13 BapuaHTOB 1-440, npuBeieHHBIX B Ta0M. 1.

CornacHo ompeneieHHBIM BapHaHTaM Peaii3alliy YKa3aHHBIN MMOJIMAMHUH BXOIUT B TPYIIIY M3 OPHUTHHA,
MyTPECIUHA, CIICPMHHA WITH CIICPMUIIHA, WITH T.I1.

CornacHo TPEANOYTUTCIFHOMY BapHaHTy pealu3alid YKa3aHHBIN MOJHaMUH MpPEJCTaBIsIeT co00i myT-
PECIIHH.

CorylacHO KOHKPETHOMY BapHaHTy peajn3allii yKa3aHHas KyJbTypalbHas cpela COAEPKHT TOYHO HITH
MPUOIM3UTENLHO OT 2 10 8 MI/JI MyTpecliiHa ¥ KOMOWHAITAIO METH 1 aMMOHHS COTJIACHO JIFOOOMY M3 BapHaHTOB
1-440, npuBeeHHBIX B TAOI. 1.

CorylacHO JaJBbHEWITUM acleKTaM MOMHMO MEIH NMPHUMEHSEMBIE COTJIACHO HACTOAMIEMY H300pETEHUIO
Cpenbl ISl KIETOYHBIX KYJIbTYp TaK)Ke MOTYT COJEPKAT YTO-TMOO OHO WM OOoJiee M3: AOMOIHUTEILHOTO Kallb-
1M, [IMHKA, OJHOTO WM 00Jice BUTAMMHA, U JIIOOBIX UX KOMOWHAITHIH.

Kak mpawuito, 111 700aBICHHS B CPEIBI COTIIACHO HACTOSIIEMY H300PETCHUIO MOXKET MPUMEHATHCS JTH00ast
COJIb KaJIBIIMS; HEOTPAaHUYMBAIOIINE MPUMEPHI IpueMieMbix cojielt Bkmouator CaCl,, CaCl,, CaFPOs-2H,0,
Calz, CaBrz, (C2H302)2Ca, (CHOz)zca, (C6H7O6)2Ca, (C6H507)2C33'2H20 " T.II.

CornacHo omnpeelICHHBIM BapHaHTaM peaju3alud I T0OaBIICHUS B KYJIbTypalbHBIC CPEIBI COTIACHO
HACTOSIIEMY U300PETECHHUIO IPUMEHSIOT (papMaIleBTUICCKH TPUEMIIEMYIO COJIb KaITbITHSL.

Kak mpaswuiio, 111 700aBICHHS B CPEIBI COTIIACHO HACTOSIIEMY H300PETCHUIO MOXKET MPUMEHATHCS JTH00ast
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COJIb IMHKA; HEOTPAaHWYMBAIOIINE TPUMEPHl TpreMieMblx conelt BrimodaroT ZnSCO4-7H,0, ZnSOs-2H,0,
(C6H5O7)2Zn3-2H20, ZnBrz, ZnBrz-ZHZO, chlz, ZH(NO3)2'6H20, 7Zn (H2P04)2'H20, (Cij,Oz)zZH'ZHzO " T.II
CoriacHO ompeeicHHBIM BapHaHTaM peallu3alliu s JOOABICHUS B KYJIbTYPaJbHBIC CPEbl COTIIACHO HACTOSI-
IeMy U300pPETCHUIO MPUMECHSIOT (hapMaIlCBTUICCKH IPUEMIIEMYIO COJIb IIMHKA.

CornacHo JpyruM BapUaHTaM pealv3alliyl [UHK-COACPIKAIINN TEeNTUIHBIA WM OCIKOBBIH Mpenapar, Ha-
puMep, MHCYIINH, MOXKET MIPUMEHATHCA IS TOOABJICHUS B OMMMCHIBAEMYIO B H300pETCHUN KYIBTYPY.

CornacHo IanbHEHIINM aclieKTaM OCHOBHBIE KIIETOYHBIE CpeAbl ¢ JOOaBICHHEM MEIN U OJHOTO Wi Oojiee
W3 ONMHUCAHHBIX BBINIE JOMOJHUTEIBHBIX BEUIIECTB MOKHO TaKXKe MPUMEHATH B KyJIbTypaxX ¢ HH3KUMH yPOBHAMHU
aMMOHHUS B CyIIEpHATAHTE.

CornacHO oOIpenesleHHBIM BapHaHTaM pEeaN3alliy JIOTIONHEHHBIE CPeIbl Ul KICTOYHBIX KYJIbTYp IS
MPUMEHEHHUS COTIIACHO HACTOSAIIEMY H300pETCHHIO TAI0T YPOBHM aMMOHHSI B PacTBOPE KYJIbTYpPhI KIIETOK MEHEe
10 MM.

CornacHo JaTpHEHITUM BapHaHTaM PEaH3alyd OMOIHCHHYIO CPEAy JUI KIETOYHBIX KYJIBTYP COTIACHO
HACTOSIIEMY M300PETCHUIO MIPUMEHSIOT MIPU YPOBHIX aMMOHUS B KYJIBTYpPE KIETOK, COCTABJISIONIUX MPHOIHA3H-
tensHO 0,5-9,5; 1,0-9,0; 1,5-8,5; 2,0-8,0; 2,5-7,5; 3,0-7,0; 3,5-6,5; 4,0-6,0; 4,5-5,5 MM.

CornacHoO OJJHOMY W3 BapHaHTOB peaH3allid YKa3aHHBIC KOHICHTPAIMM MEIAW W aMMOHHUS B Cpele JUIs
KJICTOYHBIX KYJIETYP U CYIICPHATAHTE KYJIBTYPHI KJICTOK TOICPKUBAIOT HA MPOTHKCHUU JUTUTSIHHOTO MEPHUOIa
BPEMEHH B T€UEHHE IpoIecca IPOU3BOCTBA.

CornacHO KOHKPETHOMY BapHaHTy pealn3alliil yKa3aHHBIE KOHIICHTPAIIMH MEAW W aMMOHUS B KyJIBTYpe
KJIETOK TOAJCPKUBAIOT Ha MPOTSHKEHUH MpoIlecca MPOWU3BOACTBA, T.€. B TeUeHHE BpeMeHH, moka rVWF wm
rA13 sKCIpecCUpyIOT U BBIACTSIOT U3 KPYITHOMACIITAOHO! KYJIBTYPHI KIETOK.

CornacHo ompeneNeHHBIM BapHaHTaM PEaTN3alidi yYKa3aHHBIC KOHIICHTPALMN MEIU M aMMOHHMS IMOJIEp-
JKUBAIOT B KyJIbTYPAJILHOM PAaCTBOPE Ha YPOBHE COTJIACHO JIFOOOMY M3 BapuaHTOB 1-440, mpHUBeIeHHBIX B
Tabm. 1.

CornacHo MpennoYTHTEIEHOMY BapUAHTY pealiu3allii yKa3aHHBIC KOHIICHTPAIIUN MEIW U aMMOHHS TMO/I-
JICPKUBAIOT B TCUCHHUE BCETO MEPHO/IAa TAKOTO IPOU3BOIACTBEHHOTO TIPOIIECcca.

CornacHO HEKOTOPBIM BapHaHTaM pealli3allid KyJIbTypajbHas cpelia, MPeUIo’KEeHHAs COTJIACHO HACTOS-
neMy u300pEeTEHHUI0, MOXKET OBITh TPEICTABIICHA KHUIKOH, CyX0H WIH MOPOIIKOBOW (opMOil. YKa3aHHas cpena
MOJKET OBITh MPEeIBAPHUTEIBLHO Pa3elieHa Ha aIMKBOTHI, COACpIKaINe KOJIMIECTBa, TOIXOAAIINE ISl OJHOKPAT-
HOTO TIPAMEHEHUS, TUOO0 OONBIINe KOIMIECTBA, MOAXOIIIINE A Ooee YeM OJHOM KIEeTOYHOU KyIbTyphl. Kak
MPaBUJIO, CPella COTIIACHO HACTOSAIIEMY H300pPETEHHUIO MIPEICTABIICHA B CTEPIIIBHOM BUJIE.

Hmxe oOcyxnmaroTcsi xapakTepHbIE 0COOEHHOCTH Cpell A KIETOYHBIX KYJIBTYp, MOAXOISIINX IS TOIIy-
genus rVWF wim rA13. HecMoTpst Ha TO, 9TO OHHM ONMCaHbI TpUMEHUTENbHO 100 K TVWF, mubo k RA13, He-
00X0AMMO TIOHMMATh, YTO JIOOBIE MPHBEICHHBIC HIDKE OMHMCaHUs, oTHocsmuecs K rVWF, momxomar u mms
RA13, u Hao6opoT.

A. Cpenpl uist KIETOYHBIX KYJIBTYP AU OTydeHus: pekoMmOnHanTtHoro VWE.

CornacHoO OJTHOMY acCHEKTy HACTOSIICE H300PETCHUE OTHOCUTCS K PACTBOPY KYJIBTYPBI KIETOK JUIS TOTY-
yeHHs1 pekoMOMHAaHTHEIX VWF, 60itee KOHKPETHO - BEICOKOMOJIEKYISIpHEIX VWF, 00J1agaronux BEICOKOH yaeb-
HOW aKTHBHOCTBIO, KOTOPEIC OTIMCAHBI HIKE B U300PCTCHUM.

CornacHO OIHOMY U3 BapUAHTOB pPCANM3alMU HACTOAIICe M300pETEHHUE IMpeiaraeT PacTBOP KYJIBTYPHI
KIIETOK JUIS TIONyYEHHUS] BBICOKOMOJIEKYISIPHOTO pekoMOmHaHTHOTO VWF, comepskamuii cpeny i KISTOTHOH
KyJbTYpPBI, COJEPIKAIIYI0 MEIh B KOHIICHTPAIIMU 110 MEHBIIIEH Mepe MPUOIM3UTENTHHO 2,4 MKT/J, © MHOKECTBO
KJIIETOK, DKCIIPECCUPYIOMHX BBICOKOMYyIbTHMepHbIE VWF, conepxxamnie oT npuOnm3utensHo 14 mo mpubnmsu-
TEJIbHO 22 AUMEpPOB W 0OJaJaoNIne YACTbHOW PUCTOIETHH-KOPAKTOPHON aKTHBHOCTHIO, COCTABISIONIEH IO
MeHbIIeH Mepe nmpuonusuTeasHo 30 ME/MKT.

CornacHO OJIHOMY W3 BapHaHTOB PEaJHM3allld PACTBOP KYJIBTYPHI KICTOK TAaKKE COACPKUT aMMOHHUH B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHo TpeAOYTUTEIHFHOMY BapHAHTY peallu3allii YKa3aHHasi KyJIbTypa KICTOK COJCPKUT aMMOHHU B
KOHIEHTpaLUu He Bbile 5 MM.

CornacHo JOpyruM BapHaHTaM pEalM3alldd yKa3aHHAas KyJbTypa KJIETOK COJCPKHT aMMOHHH B KOHIICH-
Tpanuu He Beiie 10 MM, umm ve Boiie 9, 8, 7, 6, 5, 4, 3, 2, | MM nnu Menee.

CornacHo IpyruM BapHaHTaM pean3alliyl yKa3aHHas KyJbTypa KICTOK CONEPKUT KOHIICHTPAIIHIO MEIH U
aMMOHWSI COTJIaCHO JTF000MY U3 BapuaHTOB 1-440, MpuUBeIeHHBIX B Ta0. 1.

CornacHo omnpeAeNicHHBIM BapHaHTaM Pean3allii KOHIEHTPAIMIO aMMOHHS B KyJNbType KJIETOK MOJIep-
JKUBAIOT B TCUCHHE [UIMTEIHHOTO TEPHOAa HAa YPOBHE KOHIICHTPAIMU COTJIACHO OMFCaHWIO Bhimie. Hampmmep,
COTJIACHO OJHOMY W3 BapHaHTOB pEaIM3aIlH KOHIIEHTPAIHMIO aMMOHUS MOICPKUBAIOT HA HU3KOM YPOBHE B
TEUYEeHHE 110 MEHBIIeH Mepe 3 THel, WK o MeHbIei mepe 4, 5, 6,7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20, 21, 28, 35, 42, 49, 56, 63, 70 wu Oosee qHEH.

CornacHO KOHKPETHOMY BapHaHTY pealiu3allii KOHIICHTPAIIMI0 aMMOHHUS B KYIbTYpE KICTOK MOJICPKU-
BAaIOT Ha YPOBHE HE BHINIC 5 MM B TeUCHHE TI0 MCHBIIICH Mepe 7 THEH.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy pealld3alliyl KOHICHTPALWIO aMMOHHUS B KYJIBTYPE KIETOK
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MOJJIEP>KUBAIOT HA YPOBHE HE Bhlllie 4 MM B TeueHHe 10 MeHblIe Mepe 7 AHE.

CornacHO KOHKPETHOMY BapHAaHTy pealiu3allii KOHIICHTPAIIMI0 aMMOHHUS B KYIbTYPE KICTOK MOJICPKU-
BalOT HA YPOBHE HE BhIlIe 5 MM B T€UeHHE IO MEHBIIICH Mepe 14 nHel.

CornacHO IpyroMy KOHKPETHOMY BAapHaHTy pEasM3alliil KOHIICHTPALWIO aMMOHHS B KYJIBTYpE KIETOK
MOJIIEP)KUBAIOT HA YPOBHE HE BhIle 4 MM B Te€UeHHE TI0 MEHBIIIeH Mepe 14 nHei.

CormnacHo elie 0JHOMY W3 BapHaHTOB pean3alliil KOHIICHTPAIINI0 aMMOHHS B KyJIbType KIETOK IOIIep-
JKUBAIOT Ha HU3KOM ypPOBHE Ha MPOTSHKCHUH Tporiecca (T.e. B TeUEHHE BCEr0 BPEMEHH, Ha MPOTSHKEHUH KOTOPO-
T0 yKa3aHHas KyJbTypa HCIIONIb3yeTcs i mosrydaenus rVWF).

CornacHoO OJHOMY U3 BapHUAHTOB PEaHM3alUU HACTOSAIICTO W300PETEHUS CPEABI U KICTOYHBIX KYIBTYP
MOTYT COJCpKaTh MeIb B KOHIICHTPAIIMU 10 MEHBINCH Mepe MPUOTU3UTEIHHO 2,4 MKI/J, COTJIACHO IPYroMy
BapHaHTY pealM3alliyl - 0 MEHBIICH Mepe MPUOIM3UTEIBHO 3 MKI/JI, COTJIACHO €Ille OJHOMY BapHAHTY pealv-
3allMU - IO MEHBIICH Mepe MPUOIU3UTEIBFHO 4 MKI/JI, COTJIACHO €Ill¢ OJHOMY BapHaHTY pEalU3alliy - 110 MECHb-
el Mepe IpUOTH3UTEIBHO 8 MKI/JI, COTIACHO €IIIe OJHOMY BapUaHTy PEeallU3alliH - 0 MEHBIICH Mepe PUOIIH-
3uTenbHO 10 MKI/J, COTJIACHO eIe OJHOMY BapHAHTy peau3aldd - N0 MCHBIICH Mepe MPHOIH3UTENBHO 15
MKT/J1, ¥ COTJIACHO JajibHEHIIIeMy BapHaHTy PEIN3AINH - TI0 MEHBIIIeH Mepe MPUOIU3UTETHHO 20 MKI/I.

CornacHo APYriUM BapuaHTaM peayu3alliy KOHIEHTPAIXs MEIH B Cpele IS KJIETOUYHBIX KyIbTyp COTJIac-
HO HACTOSIIEMY H300PETEHUIO MOXKET BaphbHUPOBATh OT MPHUOIM3UTENBHO 2,4 Mo mpuOIm3uTenbHo 20 MKT T/,
COTJIACHO NIPYrOMY BapHaHTy PEaIU3allMH - OT MPUOIU3UTENBHO 2,4 10 MPUOIM3UTENHHO 15 MKT T/71, COTIacHO
ele OJHOMY BapHWaHTy peau3allu - OT MpHOIM3uTeNsHO 2,4 10 npubmm3utensHo 10 MKT /7, corylacHO erne
OJIHOMY BapHaHTy peau3allid - OT MPUOIUZUTEIHHO 2,4 10 MPUOIH3UTETHLHO 8§ MKI/JI, COTIIACHO €Ille OJTHOMY
BapHaHTY PEaH3aliy - OT MPHOIU3UTEIHHO 2,4 O MPHOIU3UTEIHEHO 6 MKI/II, COTJIACHO €IIe OJHOMY BapHUaHTY
peau3aIuy - OT MPHONIU3UTENBHO 2,4 10 MPHOIU3UTEIHFHO 4 MKI/J, COTJIACHO €Il OJHOMY BapHaHTy peaiin3a-
UK - OT MPUOIU3UTENHHO 4 10 MPUOIH3UTEIBHO 20 MKI/JI, COTIIACHO €Il¢ OJHOMY BapHaHTy PEal3allid - OT
OPUOIU3UTETHHO 4 IO MPUOIM3UTENBEHO 15 MKI/JI, COTJIACHO €Ille OJJHOMY BapHaHTY PEaH3aluy - OT MPUOIH3H-
TeNBHO 4 10 npuOIM3uTeNbHO 10 MKI/J, COTTIAaCHO €Ile OJHOMY BapUaHTy PEaH3allid - OT MPHOIU3UTEIHHO 4
IO TIPUOJTM3UTENTLHO 8 MKT/JI, U COTJIACHO JANIbHEHUIIIEMY BapHaHTy peaM3aliy - OT MPUOIU3NUTENBHO 4 70 MpH-
OJIM3UTENTEHO 6 MKT T/I.

CornacHO HACTOAUIEMY H300PETEHHIO TaKXKe MPEAJIOKECHBI HAOOPH IS AKCHPECCHH WM ITONyYCHHS
rVWF; ykazanable HA0OpBI CONEPKAT KYIbTYpalIbHYIO Cpey, MOAXoAsmyto s dkcnpeccun 1VWEF, o6manato-
LIEr0 BHICOKOM y/IE€NbHON aKTUBHOCTBIO.

B. Cpens! mist KIeTOYHBIX KyJIbTyp it osryaenns ADAMTS13 (A13).

CornacHo OJJHOMY 3 aCIIEKTOB HACTOSIIIEE H300pETCHHE PEAIaracT KyIbTypalbHbIC CPEIbl, ITOIXOISIIUC
qutst akeripeccun 6enkoB ADAMTS, obnanarommx BEICOKOH yIeNbHOM aKTUBHOCTBIO. Y TaUYHBIM 00pa3oM, ObLIO
00HapyKEHO, YTO J00aBICHUE B KYJIBTYPAIBHYIO CPEAYy MEAU 3HAYHTEIBHO TMOBBINIACT aKTHBHOCTH PEKOMOM-
HaHTHBIX (pepmenToB ADAMTS (manpumep, rADAMTS13), skcripeccupyeMbIX B KJIETKaxX, KyJIbTUBHPYEMBIX B
YKa3aHHOM JOMOJHEHHOW cpelie, B TO BpeMs KaK yKa3aHHbIC ()ePMEHTHI SKCIPECCHPYIOTCS HA YPOBHSX, PABHBIX
WM TIPEBBIIIAIONIUX TAKOBEIC TS KJICTOK, KYJIBTUBUPYEMBIX B cpefie 0e3 M00aBoK.

CornacHO OTHOMY M3 acCIEKTOB HACTOSAIIEEe M300pETeHHE MpelaraeT Cpensl Il KIETOYHBIX KYIbTYp C
noOaBIeHUEM MENU IS DKCIIpeccur pekoMOrHaHTHOTO 6eka ADAMTS13 ¢ BEICOKOH yIeNbHON aKTUBHOCTHIO.

CornacHO OZHOMY M3 BapHaHTOB peaN3alliil yKa3aHHBIC CPEAbl IOMONHSIOT 0 MOJydeHHs o0mei KoH-
MEHTPAIUN MM, COCTABIISAIONIEH OT MPUOIH3UTEILHO 2 10 IPUOIM3UTETHLHO 4 MKT/JL.

CornacHO HaimbHEUIIMM BapHaHTaM pEajH3ald{ YKa3aHHBIE CPEIbl INOMOJHSIOT 0 MOJIYYeHUs oOmein
KOHIICHTPAITMH MEIN MpUOIu3uTensHo 1-3, 2-3, 3-4 Mkr/m.

CornacHO OJHOMY W3 BapUAHTOB peaM3allid yKa3aHHBIC CPEABI COICPKAT MEAb B KOHICHTPAIMH IO
MeHbIeit Mepe 1 MKr/i.

CornacHo IpyromMy BapuaHTy pealu3alliy yKa3aHHAs Cpela COJEPKUT MO MEHBIICH Mepe 2 MKI/JI MEITH.

CornacHo IpyromMy BapuaHTy peallu3alliy yKa3aHHAs Cpela COJMEPKUT MO MEHBIICH Mepe 4 MKT/II METH.

CornacHo IpyruM BapuaHTaM peali3alliy YKa3aHHAs Cpeia CONEPIKUT oT 2 10 20 MKI/I Meu.

CoriacHO IpyroMy BapHaHTy peal3alliy YKa3aHHas Cpelia COMEPIKUT OT 1 10 6 MKT/JI MeIu.

CoriacHO IpyroMy BapHaHTy pea3aliy YKa3aHHas Cpelia COMEPIKUT OT 2 10 5 MKT/JI MEJIH.

CoriacHO IpyroMy BapHaHTy pea3aliy YKa3aHHas Cpelia CONEPIKUT OT 3 10 4 MKT/JI M.

CornacHO JpyruM BapHaHTaM peaiu3alliy yKa3aHHAs cpefia COAEPXKUT 10 MeHbIIeil Mepe | MKr/m memu,
WM TI0 MeHbIIel mepe 2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 Mkr/1, mubo 607ee BHICOKHE
KOHIICHTPAITIH MEH.

CornacHO OJHOMY W3 BapHaHTOB PEaJHM3alMU PACTBOP KYJIBTYPHI KICTOK TAaKXKE COACPKUT aMMOHHUH B
KOHIEeHTpauuu MeHee yeM 10 MM.

CornacHo MPEANOYTUTEIHPHOMY BapHAHTY PEalH3aldd PacTBOP KYJIbTYPHI KIETOK COACPIKAT aMMOHHIA B
KOHIEHTpaLUHU He Bbile 5 MM.

CornacHo JpyruM BapHaHTaM pPEalU3alliy PACTBOP KYJIbTYPHI KIIETOK COJCPKHUT aMMOHHIA B KOHIICHTpA-
nuu He Beimre 10 MM, wim He BEIIE 9, 8, 7, 6, 5, 4, 3, 2, 1 MM wim MeHee.

CornacHO IpyruM BapuaHTaM PEaH3alydd PacTBOP KYJIBTYPhI KJICTOK COACPKHUT KOHIICHTPAIIUIO MEIU H
aMMOHWSI COTJIaCHO JF0O0OMY M3 BapraHTOB 1-440, MpuBeACHHBIX B Ta0J. 1.
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CoracHO onpeesieHHBIM BapHaHTaM peajn3allid KOHIEHTPAIMI0 aMMOHHUSI B KYJIbType KJIETOK HOAJep-
JKMBAIOT B TEUCHHE JJIMTEIHFHOTO MEpPHOJia Ha YPOBHE KOHIEHTPALMH COTJIACHO HPUBEJCHHOMY BBINIE OIKCA-
Huro. Hanpumep, cormacHO oZHOMY M3 BapHaHTOB pealiM3alliil KOHIICHTPAIIMI0 aMMOHHMS MOICPKUBAIOT Ha
HU3KOM YPOBHE B TE€UCHHE 10 MEHBIIIEH Mepe 3 THEH, WM 1Mo MeHbInen mepe 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14,
15,16, 17, 18, 19, 20, 21, 28, 35, 42, 49, 56, 63, 70 wnu 6onee qHEH.

CornacHO KOHKPETHOMY BapHaHTY peali3allid KOHIEHTPAIIMIO aMMOHHUS B KyJIbTYpe KICTOK HOIACPKH-
BaIOT Ha YpOBHE HE BbIlle 5 MM B TeueHHE 110 MEHbIIIeH Mepe 7 AHeil.

CornacHO IpyroMy KOHKPETHOMY BAapHaHTy peasM3alliiil KOHIICHTPALWIO aMMOHHS B KYJIBTYPE KIETOK
MOJJIEP>KUBAIOT HA YPOBHE HE Bhlllie 4 MM B TeueHHe N0 MeHblIe Mepe 7 AHE.

CornacHO KOHKPETHOMY BapUaHTy peaJIM3allii KOHIEHTPALUIO aMMOHHMS B KYJIBTYpe KJIETOK HMOAJIepIKHU-
BAaIOT HA YPOBHE HE BhIIIE 5 MM B TeueHUeE 10 MEHbIIeH Mepe 14 qHel.

CornacHO IpyroMy KOHKPETHOMY BapMaHTy pealn3alii KOHIEHTPAIMI0 aMMOHHUS B KYJIBTYpe KJIETOK
HOJIEPKUBAIOT HA YPOBHE He BhIlle 4 MM B TedeHue o MeHblel mepe 14 nueit.

CoracHo elie 0HOMY M3 BapHaHTOB peasiM3alii KOHIEHTPALMIO aMMOHHUS B KyJIbType KJIETOK MOZJIep-
JKUBAIOT Ha HU3KOM ypPOBHE Ha MPOTSHKCHUH Tporiecca (T.e. B TeUEHHE BCEr0 BPEMEHH, Ha MPOTSHKEHUH KOTOPO-
T0 yKa3aHHas KyJbTypa HCIIOJIB3yeTCs sl osrydeHus rA13).

CornacHO OZHOMY M3 BapHAHTOB PEATM3AINH MTOTYYAlOT KyJIbTypalbHYIO CpPely Ul SKCHPECCHH PEKOM-
ounanTHOTO Oenka ADAMTS (Hampumep, rADAMTS13), comepkaiyro 1Mo MeHbIeH Mepe 1 MKI/JI MeIu U 1o
MeHbIIIeH Mepe 2 MKM IiHKa.

CornacHo IpyruM BapuaHTaM pean3alyi YKa3aHHAs cpefa COACPXKHT MO MEHbBIIEH Mepe 2 MKI/T Meau
WJIY 110 MEHBIIEH Mepe 4 MKI/JI MeIH.

CornacHO pyroMy BapHaHTy peali3aliy, KOTAa B Cpeibl H00aBIsSIOT MeAb, yKa3aHHas KyJbTypasbHas
cpeza TakXKe COAEPXKHT 110 MEHbIIeH Mepe TOYHO MM NPUOIM3UTENbHO 5 MKM IIUHKA.

CornacHO OJJHOMY M3 BapHaHTOB peajM3alliM yKa3aHHas KyJIbTypajbHas Cpela TakKe COAEPKHUT TOYHO
WY TPUOIM3UTENBHO OT 2 10 12 MKM 1uHKa.

CornacHo apyroMy BapHaHTy peaii3aliy yKa3aHHAs KyJIbTypajbHas Cpela Takke CONCPKHUT TOYHO WM
MPUOIM3UTENBHO OT 5 10 12 MKM nuHKA.

CornacHO JpyruM BapHaHTaM peajM3aliy yKa3aHHas KyJIbTypalbHas cpela Takke MOXET COAEp)KaTh Io
MEHBIIIeH Mepe TOYHO WM MPUOIUZUTEIHHO 2 MKM, WM TI0O MEHBIIIEH Mepe TOYHO WM MPUOIU3HTENRHO 3, 4, 5,
6,7,8,9,10,11, 12,13, 14 15, 20, 25, 30 MM wiu Oosee HUHKA.

CornacHO OTHOMY W3 BAPHAHTOB peaM3allli yKa3aHHas KyJbTypalbHas cpela COICPKUT MeIb M LWHK B
KOHIIEHTPAIMSIX COTJIACHO JII000My 13 BapuaHToB 441-880, npuBeIeHHBIX B Ta0I. 2.
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Tabiuma 2
TumoBsle BapuaHTHI peaTu3alii KOHIICHTPAIMI MEX U IUHKA B KYJIbTYPAJIbHBIX CPEAaX, IMOIXOMSIINX JIIIs
JKcIpeccun pekomMonHanTHOTo Oenka ADAMTS13

V. VI Kounenrpanusi unKa
MM M |IIM |IIM (IIM |IIM |(IIM |[IIM |IIM |2- 5-
2 M M M M M M M M 12 12
MM 3 4 5 6 7 8 9 10 MK | MK
MKM | MkM | MkM | MkM | MkM | MM | MkM | MkM [ M M
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
1 MKr/n 441 481 521 | 3561 | 601 |[641 |68l |721 | 761 é()l -841
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
2 MKI/1 442 482 [ 522 | 562 | 602 |[642 | 682 722 | 762 8 02 8 1
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
3 MKr/1 443 483 [ 523 | 563 | 603 |[643 | 683 723 | 763 803 -843
MM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
4 MKr/n 444 484 [ 524 | 564 | 604 | 644 | 684 | 724 | 764 8 04 8 44
MM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
= | 5Mkr/n 445 485 [ 525 | 565 | 605 [645 | 685 | 725 |765 |, ons
% 805 | 845
E TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
E | 6 Mkr/n 446 486 [ 526 | 566 | 606 |[646 | 686 | 726 | 766 || :
= 806 | 846
2
g | IMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
2 | 7 wikr/n 447 487 [ 527 | 567 | 607 | 647 | 687 727 (767 | onn | wan
£ 807 | 847
= TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
8 MKr/n 448 488 [ 528 | 568 | 608 |[648 | 688 | 728 | 768 808 848
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
9 MKI/1 449 489 [ 529 | 569 | 609 [649 | 689 729 | 769 809 849
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
10 mxr/n 450 490 [ 530 | 570 | 610 [650 |690 730 |[770 810 350
TIpubmusuremsro | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
1 MKr/n 451 491 [ 531 | 571 | 611 [651 |691 |[731 |[771 ‘811 '851
Tlpubnusureasuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
1.5 Mxr/n 452 492 [ 532 | 572 | 612 [652 | 692 |732 |772 812 ‘852
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Mpubmoiretsso | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | PP | B
2 MKr/n 453|493 533|573 | 613 | 653 693 | 733 | 773 | s |gss
Mpubmmsaremsro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
2.5 MKr/n 454 494 534 574 614 654 694 734 774 314 '854
[lpubmmsurensHo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
3 Mxr/n 455 495 | 535|575 615 | 655 | 695 735 | 775 | oio|gss
TIpuGnu3urensHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
3.5 Mxr/n 456 496 536 576 616 656 696 736 776 816 856
[puGmusuremsro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. B | o
4 MK/ 457 497 537 577 617 657 697 737 777 817 857
Mpubmmsuremsro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap. | Bap
4.5 Mxr/n 458 498 538 578 618 658 698 738 778 ‘818 '858
IpubmsuteasHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
5 MK/ 459 499 539 579 619 659 699 739 779 ‘819 '859
ITpubnusureasHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
5.5 MKr/n 460 500 540 580 620 660 700 740 780 320 8 60
TTpubmmsuremsHO | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
6 MKI/1 461 501 541 581 621 661 701 741 781 321 '861
NpuGmmsnrensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. pep | Bep
7 MKT/)T 462 502 542 582 622 662 702 742 782 ‘822 '862
[TpubmusurensHo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap-| Bap
8 MKr/n 463 503 543 583 623 663 703 743 783 ‘823 '863
TMpubmusurenso | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
9 MK/ 464 504 | 544|584 624 664 704 | T4 | T84 |0 | e,
Mpubmmsuremero | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
10 mkr/n 465 505 545 585 625 665 705 745 785 325 '865
1-20 MKr/. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
1 466 506 546 586 626 666 706 746 786 ‘826 866
220 wKr/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
1 467 507 547 587 627 667 707 747 787 827 867
1-10 mxr/m Bap. |Bap. |Bap. | Bap. |Bap. |Bap. |Bap. | Bap. | Bap. | O%P | PP
468 508 548 588 628 668 708 748 788 828 868
2-10 M. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |°% | B%
b 469 509 | 549 | 589 | 629 | 669 | 709 | 749 | 789 | oo | geg
1-6 Mxr/n Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap |Bap. |Bap | | PP
470 510 550 590 630 670 710 750 790 830 | 870
2-6 MKr/ Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. | D% | P®
n 471 511 551 591 631 671 711 751 791 . .

831 | 871

Ba Ba
3-6 MKL/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. P ap
-0 MKI/L 472 512|552 | 592 | 632 | 672 | 712|752 | 792 |ia | 4my
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4-6 MKr/T Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

) 473 513 553 593 | 633 | 673 | 713 753 | 793 83% 8”3

1-5 MKt/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

) : 474 514 [ 554 | 594 | 634 |674 |714 | 754 | 794 834 874

2-5 MKI/ 1 Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

- ; 475 515 | 555 |595 [635 | 675 | 715 |755 | 795 835 875

35 MK/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap
- ; 476 516 |55 |59 |[636 |676 |716 |756 | 796 | . .

836 | 876

4-5 MKI/1 Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

. 477 517 | 5357 | 597 637 |677 | 717 |757 | 797 337 '877

14 it/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

h 478 518 | 558 | 598 |638 |678 | 718 |758 | 798 838 ‘878

24 st/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

h 479 519 559 |599 | 639 |679 719 |759 | 799 S%‘) ‘8,9

34 MKT/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bap | Bap

; : 480 520 [ 560 | 600 | 640 | 680 |720 |760 | 800 8 10 880

*[IMM=r110 MeHbIIIeH Mepe

CornacHO OJHOMY M3 BapHaHTOB PEajIM3allM{ PACTBOP KYJIBTYPHI KIETOK TAKXKE COAEPIKUT HU3KYIO KOH-
HEHTPANNI0 aMMOHHSL.

CornacHO OZHOMY M3 BapHaHTOB PEATM3aIlUN PACTBOP KYJIBTYPHI KIETOK COACPKUT aMMOHHMH B KOHIICH-
Tpanuu Meree 4yeM 10 MM, ¥ MeIb ¥ IIMHK B KOHIICHTPAIUIX COTJIACHO Jr000MY u3 Bapuantos 441-880, npuse-
JIIEHHBIX B Ta01. 2.

CoryiacHO KOHKPETHOMY BapUaHTy peaju3alii KOHUEHTPALMWI0O aMMOHHUS MOJACPKUBAIOT Ha YPOBHE HE
Bhiie 10 MM B TeueHue o MeHbIIel Mepe 7 AHEH.

CornacHo NMPEANOYTUTEIHPHOMY BapHAHTY PEalH3aldd PacTBOP KYJIbTYPHI KIETOK COACPIKAT aMMOHHIA B
KOHIICHTpAIlMK He BbIie 6 MM, U Meb ¥ IIMHK B KOHIICHTPAIMIX COTJIACHO JItoOoMmy n3 BapwaHToB 441-880,
MIPUBEJICHHBIX B Ta0I. 2.

CornacHO KOHKPETHOMY BapHaHTy peajM3aliy KOHICHTPALWI0 aMMOHHUS MOAJCPKUBAIOT HA YPOBHE HE
BbINIIe 6 MM B T€UEHHE TT0 MEHBIIEH Mepe 7 JHEH.

CornacHo ApyroMy NpeAroYTHTEIHFHOMY BapHaHTy peaU3aIliii pacTBOP KyJIbTYPhI KIETOK COIACPIKHUT aM-
MOHHUH B KOHIIGHTPAIIMH HE BbIme 5 MM, ¥ MeIb M IWHK B KOHIEHTPALHAX COTIACHO JIFOOOMY M3 BapHAHTOB
441-880, npuBeICHHBIX B Ta0I. 2.

CoryiacHO KOHKPETHOMY BapUaHTy peaju3alii KOHUEHTPALWI0O aMMOHHUS MOJACPKUBAIOT Ha YPOBHE HE
BbIllle 5 MM B T€UeHHE MO MEHbLIEH Mepe 7 qHeil.

CornacHo ApyromMy NpeAarnoYTUTEIbHOMY BapUAHTY pean3allii pacTBOP KYJIbTYpbl KJIETOK COAEPKUT aM-
MOHHUH B KOHIICHTpPAIlMK HE Bhbime 4 MM, ¥ MeIb M IIMHK B KOHICHTPAIUAX COTJACHO JIFOOOMY W3 BapHUAHTOB
441-880, npuBeICHHBIX B Ta0I. 2.

CornacHO KOHKPETHOMY BapHaHTy peaji3aliy KOHICHTPALWI0 aMMOHHWS IMOAJCPKUBAIOT HA YPOBHE HE
BhIIIe 4 MM B T€UEHHE TTO MEHBIIEH Mepe 7 JHEH.

CornacHO JpyrUM BapHaHTaM pEaTM3aIliH PACTBOP KyJIBTYPHI KIETOK COACPKUT aMMOHHUHA B KOHIIEHTpa-
1uu He Beime 10 MM, wiu He Beie 9, 8, 7, 6, 5, 4, 3, 2, 1 MM, uiu MeHee, U Melb U ITUHK B KOHIIEHTPAIHIX
coTacHo JIobomy 13 BapuaHToB 441-880, mpuBeIeHHBIX B TaOI. 2.

CormnacHo emie 0JHOMY KOHKPETHOMY BapHaHTy pealn3alii KOHIIEHTPAIIMIO aMMOHHS B KyJIBTYPE KIETOK
MOJUICP>KUBAIOT HA HA3KOM YPOBHE Ha MPOTSHKEHUH Mpoliecca (T.e. B TCYCHUE BCErO BPEMCHH, Ha MPOTSIKCHUU
KOTOPOTO YKa3aHHasl KyJIbTypa HCIOIB3yeTCs s momydeHus rAl3).

CoryiacHO OJJHOMY M3 BapHaHTOB pealiu3allii MOJy4YaloT KyJIbTYPaJIbHYIO Cpey IUIsl SKCIPECCUU PEKOM-
6unantHoro 6enka ADAMTS (nanpumep, rADAMTS13), comepskamtyio 1o MeHbIei Mepe 1| MKI/JI MEIH H I10
MEHBIICH Mepe TOYHO WiH mpuOm3utensHo 0,5 MM kanbius.

CornacHo IpyruM BapuaHTaM pealn3alydd YKa3aHHAs cpela COACPKHUT MO MEHbBIIEH Mepe 2 MKI/T Meau
WM TI0 MEHBIIIEH Mepe 4 MKT/JT MEeJIH.

CornacHo ApyroMy BapHaHTy peaNn3allii, KOTraa B Cpensl T00aBIAIOT Medb, YKa3aHHAs KyJIbTypajbHas
cpefia TaKkkKe COJIEPKUT 1o MeHbIIel mepe 1,5 MM kanbius.

CornacHO OZHOMY W3 BapHAaHTOB pPeaM3ally yKa3aHHAs KyJIbTypalbHas cpeia COOCPKUT TOYHO U IPH-
omusutenasno ot 0,5 mo 1,5 MM kanbmus.

CornacHo JpyruM BapHaHTaM pealu3alliy yKa3aHHAs KyJIbTypajbHas cpelia MOXET COJCPKATh 110 MCHb-
nreid Mepe TOYHO WK HpuoIu3uTenbHo 0,5 MM, WK 0 MEHBIIEH Mepe TOYHO win npudmusutensHo 0,6; 0,7;
0,8;0,9;1,0; 1,1; 1,2; 1,3; 1,4; 1,5; 1,6; 1,7; 1,8; 1,9; 2,0; 2,25; 2.5, 2,7 5; 3,0; 3,5; 4,0; 4,5; 5,0 MM, unu Ooee,
KaJbIIUs.

CornacHo OZJHOMY U3 BapUAHTOB pPeajH3allid YKa3aHHAs KyJIbTYpalbHAs CpeJa COACPKUT MEIb U KaJIbIIHs
B KOHIIGHTPAIIMH COTJIaCHO JI000My U3 BapuaHToB 881-1320, mpuBeieHHBIX B TabuI. 3.
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Tabnuna 3
TunoBsie BapUaHTHI peaTu3alliy KOHIICHTPAIUI MEIH U KAJIBIUS B KYIbTYPAIBHBIX CPENaX, TOIXOIAIINX IS
aKcTIpeccun pekomonHanTHOTo Oenmka ADAMTS13

VIIL VIII. Konuenrpaunsi Kajbuus
™ |IM |[IM ([IM (IM (IM |IM |IM |IIM |IIM 0.5-
M M M M M M M M M M 1’ 5
0,5 0,75 | 1,0 1,25 [ 1,5 2,0 2,5 3,0 4 5 \{M
MM |MM [mM |MM |MM |MM [MM (MM |[MM |MM |~
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
1 Mxr/n 881 | 921 |96l 1001 | 1041 | 1081 | 1121 | 1161 | 1201 | 1241 | 128
1
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
2 MKT/T 882 (922 (962 | 1002 | 1042 | 1082 | 1122 | 1162 | 1202 | 1242 | 128
2
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
3 MKr/I 883 923 | 963 1003 | 1043 | 1083 | 1123 | 1163 | 1203 | 1243 | 128
3
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
4 Mkr/n 884 | 924 | 964 1004 | 1044 | 1084 | 1124 | 1164 | 1204 | 1244 | 128
4
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
5 MKr/n 885 [ 925 | 965 1005 | 1045 | 1085 | 1125 | 1165 | 1205 | 1245 | 128
5
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
g | 6 Mxr/n 886 | 926 |[966 | 1006 | 1046 | 1086 | 1126 | 1166 | 1206 | 1246 | 128
H 6
g Bap
E TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
2 | 7 Mxr/n 887 [ 927 [ 967 | 1007 | 1047 | 1087 | 1127 | 1167 | 1207 | 1247 | 128
] -
@ /
E Bap
=2 | IIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
8 MKr/I1 888 | 928 | 968 1008 | 1048 | 1088 | 1128 | 1168 | 1208 | 1248 | 128
8
Bap
MM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
9 MKr/1 889 [ 929 [969 | 1009 | 1049 | 1089 | 1129 | 1169 | 1209 | 1249 | 128
9
Bap
TIMM Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
10 Mxr/x 890 [ 930 (970 | 1010 | 1050 | 1090 | 1130 | 1170 | 1210 | 1250 | 129
0
Bap
TIpubmnurensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
1 Mxr/n 891 [ 931 |[971 1011 | 1051 | 1091 | 1131 | 1171 | 1211 | 1251 | 129
1
Bap
TIpubmmsutensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
1,5 Mxr/n 892 (932 972 1012 | 1052 | 1092 | 1132 | 1172 | 1212 | 1252 | 129
2
Bap
Tpubmmsurensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
2 MKT/IT 893 933 |[973 1013 | 1053 | 1093 | 1133 | 1173 | 1213 | 1253 | 129
3
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Bap
TIpuGm3utensHo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. |.
2,5 MKI/n 894 934 974 1014 | 1054 | 1094 | 1134 | 1174 | 1214 | 1254 | 129
4
Bap
TIpuGmsurensao | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
3 MKr/1 895 935 975 1015 | 1055 | 1095 | 1135 | 1175 | 1215 | 1255 | 129
5
Bap
TIpuGmsurensao | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
3,5 MKr/n 896 936 976 1016 | 1056 | 1096 | 1136 | 1176 | 1216 | 1256 | 129
6
Bap
TIpuGmusutensuo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. |.
4 Mxr/n 897 | 937 | 977 | 1017 | 1057 | 1097 | 1137 | 1177 | 1217 | 1257 | 129
7
Bap
TIpuGm3urensHo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. |.
4,5 MKr/n 898 938 978 1018 | 1058 | 1098 | 1138 | 1178 | 1218 | 1258 | 129
8
Bap
TIpuGm3urensHo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. |.
5 MKr/n 899 939 979 1019 | 1059 | 1099 | 1139 | 1179 | 1219 | 1259 | 129
9
Bap
TIpubmusurensao | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
5,5 mxr/n 900 940 980 1020 | 1060 | 1100 | 1140 | 1180 | 1220 | 1260 | 130
0
Bap
TIpuGmsurensao | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
6 MK/ 901 941 981 1021 | 1061 | 1101 | 1141 | 1181 | 1221 | 1261 | 130
1
Bap
IIpubmsurensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
7 MKr/7T 902 942 982 1022 | 1062 | 1102 | 1142 | 1182 | 1222 | 1262 | 130
2
Bap
TIpubm3urensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. |.
8 MKr/n 903 943 983 1023 | 1063 | 1103 | 1143 | 1183 | 1223 | 1263 | 130
3
Bap
TIpuGm3urensHo | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. |.
9 MK/ 904 944 984 1024 | 1064 | 1104 | 1144 | 1184 | 1224 | 1264 | 130
4
Bap
Ilpubmsurensro | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
10 mxr/x 905 | 945 | 985 | 1025 | 1065 | 1105 | 1145 | 1185 | 1225 | 1265 | 130
5
Bap
120 sxr/n Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
: 906 | 946 | 986 | 1026 | 1066 | 1106 | 1146 | 1186 | 1226 | 1266 | 130
6
Bap
220 vikr/n Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
907 947 987 1027 | 1067 | 1107 | 1147 | 1187 | 1227 | 1267 | 130
7
Bap
1-10 e/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
: 908 | 948 | 988 | 1028 | 1068 | 1108 | 1148 | 1188 | 1228 | 1268 | 130
8

-26 -




043293

Bap

2-10 MK/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
: 909 949 989 1029 | 1069 | 1109 | 1149 | 1189 | 1229 | 1269 | 130

9
Bap

16 MEr/1 Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
910 | 950 | 990 | 1030 | 1070 | 1110 | 1150 | 1190 | 1230 | 1270 | 131

0
Bap

26 MKT/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
911 | 951 | 991 1031 | 1071 | 1111 | 1151 | 1191 | 1231 | 1271 | 131

1
Bap

3-6 M. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
. 912 | 952 | 992 1032 | 1072 | 1112 | 1152 | 1192 | 1232 | 1272 | 131

2
Bap

46 MK/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
913 | 953 | 993 1033 | 1073 | 1113 | 1153 | 1193 | 1233 | 1273 | 131

3
Bap

15 Mxr/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
N 914 | 954 | 994 | 1034 | 1074 | 1114 | 1154 | 1194 | 1234 | 1274 | 131
4
Bap

2-5 MK/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
. 915 955 995 1035 | 1075 | 1115 | 1155 | 1195 | 1235 | 1275 | 131

5
Bap

35 MKt/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
’ ! 916 | 956 | 996 | 1036 | 1076 | 1116 | 1156 | 1196 | 1236 | 1276 | 131
6
Bap

425 MKT/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
N 917 | 957 | 997 | 1037 | 1077 | 1117 | 1157 | 1197 | 1237 | 1277 | 131
7
Bap

14 sixr/. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
. 918 958 998 1038 | 1078 | 1118 | 1158 | 1198 | 1238 | 1278 | 131

8
Bap

24 MKt/ Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
e 919 959 999 1039 | 1079 | 1119 | 1159 | 1199 | 1239 | 1279 | 131

9
Bap

E I py—— Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | .
920 | 960 | 1000 | 1040 | 1080 | 1120 | 1160 | 1200 | 1240 | 1280 | 132

0

*[IMM=m0 MeHbIIIeH Mepe

CornacHO OJHOMY W3 BapHaHTOB PEaiM3allid PACTBOP KYJIBTYPHI KJIETOK TAKXKE COACPIKUT HU3KYHO KOH-
LCHTPAIUI0 aMMOHHSL.

CornacHoO OJHOMY U3 BapUaHTOB PEAIU3allUN PACTBOP KYJIBTYPHI KICTOK COACPKUT aMMOHHU B KOHIICH-
Tparu MeHee yeM 10 MM, U Meab ¥ KalblMid B KOHIICHTPAIUSAX COTJIACHO JtoOoMy n3 BapuaHToB 881-1320,
MIPUBEJICHHBIX B Ta0II. 3.

CornacHO KOHKPETHOMY BapHaHTy peajli3alliy KOHIICHTPALMI0 aMMOHUS TOMICPKUBAIOT HA YPOBHE, HE
npeBsimaroniem 10 MM, B TeueHHe IO MEHBIIIEH Mepe 7 JTHEH.

CornacHO TIPenNoYTHTEIFHOMY BapHaHTy pealn3aldil yKa3aHHas cpena Jjsl KIETOYHOH KyJIbTYphI CO-
JEpXUT aMMOHHUH B KOHIICHTPALIMU He BBIIIe 6 MM, B MeIb M KaJblIHi B KOHIIEHTPALHUAX COTJIACHO JIIOOOMY M3
BapuanToB 881-1320, npuBeneHHBIX B Ta0I. 3.

CornacHO KOHKPETHOMY BapHaHTY peaH3alliy KOHICHTPAIWIO aMMOHUS IMOAJCPKUBAIOT HA YPOBHE HE
BbIllle 6 MM B T€UeHHE MO MEHbLIEH Mepe 7 JHeil.

CornacHo Apyromy MpearnoYTUTEIBPHOMY BapHaHTy pealli3alliy YKa3aHHas cpela JUis KICTOYHOH KyIbTy-
PBI COICPIKUT aMMOHHUH B KOHIICHTPAIMH HE BBIIIC 5 MM, U MEIlb M KAJBIUI B KOHIICHTPAIIUAX COTIACHO JIF000-
My u3 BapuaHnToB 881-1320, mpuBeneHHBIX B Ta0MI. 3.

CornacHO KOHKPETHOMY BapHaHTy peajM3aliy KOHICHTPALWI0 aMMOHHMS IMOAJEPKUBAIOT HA YPOBHE HE
BbIlIIE 5 MM B TeUeHHE 110 MEHbIIIEH Mepe 7 THEMH.

CornacHo ApyroMy MpearnoYTHTEIHFHOMY BapHaHTy pean3aliy yKa3aHHas cpena Ui KICTOYHOH KyJIbTy-
PBI COIEPKUT aMMOHUI B KOHIICHTPAMHX He BhIIe 4 MM, U Melb M KaJbIINH B KOHIICHTPALIUIX COTIIACHO JI000-
My u3 BapuaHnToB 881-1320, nmpuBeneHHBIX B Ta0MI. 3.

CornacHO KOHKPETHOMY BapHaHTY peajM3alliy KOHICHTPALWIO aMMOHUS IMMOIJCPKUBAIOT HA YPOBHE HE
BbIllle 4 MM B TeueHHE MO0 MEHbLIeH Mepe 7 qHeil.

CornacHo IpyruM BapuaHTaM peajH3alyd yYKa3aHHAs cpeia Ui KICTOYHOU KYIbTYPHI COJCPIKUT aMMO-
HUHN B KOHLEHTpauuu He Beimie 10 MM, wnu He Boiie 9, 8, 7, 6, 5, 4, 3, 2, | uiu MeHee, U MeJb U KalbLUK B
KOHIIEHTPAIUIX COTJIacHO JI00oMy 13 BapuanToB 881-1320, npuBeneHHBIX B Ta0II. 3.

CormnacHo elie 0JHOMY KOHKPETHOMY BapUaHTY PealH3alyuy KOHIICHTPAI[MI0 aMMOHHUS B KYJIbTYPE KIIETOK
MOJICP’KUBAIOT HA HU3KOM YPOBHE Ha MPOTSHKEHUH Iporiecca (T.e. B TEUCHHE BCEro BPEMEHH, Ha MPOTHKCHUN
KOTOPOTO YKa3aHHas KyJIbTypa UCIIONb3yeTCs IS MoJTydeHus rA13).
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CornacHo OJJHOMY U3 BapUAHTOB PEANHM3ALUU B CPEAY IS KIICTOYHOM KYJIBTYPHI TOOABJISIOT ME/Ib, IIMHK H
KaJbIUH.

CornacHO KOHKPETHOMY BapHaHTy pealn3alliil KyJIbTypajbHas cpella COACPKHUT KalbI[Mid B KOHIIEHTpA-
MU 1o MeHbIedt mepe 0,5 MM, U Melnb U MUHK B KOHIIEHTPAIMSIX COTJIACHO JII0O0OMY m3 BapuanToB 441-880,
MIPUBEJICHHBIX B Ta0I. 2.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealn3allii KyJIbTypajbHas cpella COOSPKUT KaJIbIIUi B KOH-
MEHTPAIUHU 10 MeHbIIeH Mepe 1,5 MM, 1 MeIb U MHK B KOHIICHTPAITUAX COTJIACHO JIIOOOMY M3 BapHaHTOB 441-
880, mpuBeIeHHBIX B Ta0I. 2.

CornacHo JpyroMy KOHKPETHOMY BapHaHTy peallu3allii yKa3aHHas KyJIbTypalbHas cpela COACPIKUT
KaJplui B KoHIeHTpawmu oT 0,5 u 1,5 MM, U Meib U IIMHK B KOHIICHTPAIUSIX COTJIACHO JIFOOOMY W3 BapUAHTOB
441-880, npuBeICHHBIX B Ta0I. 2.

CornacHo APYrUM BapUaHTaM peallu3alliy KyJIbTypajdbHas Cpelia COACPKUT KAITBIUN B KOHICHTPAIIUH I10
Mensbeit mepe 0,6; 0,7; 0,8; 0,9; 1,0; 1,1; 1,2; 1,3; 1,4 1,5; 1,6; 1,7; 1,8; 1,9; 2,0; 2,25; 2,5; 2,75; 3,0; 3.5; 4,0;
4,5; 5,0 MM wnu Gonee, ¥ MeIb M IMHK B KOHIEHTPALUIX COTIACHO JIt00oMy u3 BapuaHToB 441-880, npuBeneH-
HBIX B Ta0I. 2.

CornacHO OZHOMY M3 BapHAHTOB PEATM3AINH MTONYYArOT KYJIbTypalbHYIO CpPely Ui SKCHPECCHH PEKOM-
ounanTHOTO Oenka ADAMTS (Hampumep, rADAMTS13), comepkaityro 1Mo MeHbIIeH Mepe 1 MKI/JI Meau U 1Mo
MEHBIIIeH Mepe 2 MT/J1 HUKOTHHaMHua (BUTaMuH B3).

CornacHo IpyruM BapuaHTaM pean3alyd YKa3aHHAs cpela COACPKHUT MO MEHbBIIEH Mepe 2 MKI/T Meau
WM TI0 MEHBIIIEH Mepe 4 MKT/JT MEeIH.

CornacHo ApyroMy BapHaHTy pealu3alliy, KOTJa B CpPelbl TOOABNISIOT MeIb, YKa3aHHAs KyJIbTypajbHas
cpeza TakXKe COAEPXKHT T10 MEeHbIIeH Mepe 7 MI/I HUKOTHHaMuaa (BuTamMuta B3).

CornacHo OJJHOMY W3 BapHaHTOB pPeaH3alliy yKa3aHHAs KyJIbTypallbHas cpelia COACPKUT TOYHO HITH TIPH-
Oonmu3uTensHO oT 2 Mr/a o 10 mMr/n HuKoTHHaMua (BuTamMuHa B3).

CornacHo JpyruM BapHaHTaM peaiu3allii yKa3aHHAs KyJIbTypajbHas Cpelia MOXET COJCPXKATh 110 MCHb-
e Mepe TOYHO WIIM Mpubau3uTenbHo 2, 3,4, 5, 6, 7, 8,9, 10, 15, 20 mr/n, wiu 6ojee BHICOKHE KOHIIEHTPAIUN
HUKOTHHaMua (BuTamuHa B3).

CornacHO OHOMY W3 BapHaHTOB peajlM3allii yKa3aHHAS KyJIbTypalbHas cpeia COOEPKUT MEIb U HIUKOTH-
HaMUJI B KOHIIEHTPAIHUSAX COTJIACHO JIT0OoMYy U3 BapuaHToB 1321-1760, npuBeneHHBIX B Ta0M. 4.

Tabnmma 4
TumoBsle BapuaHTHI peau3aiy KOHIEHTPAII MEeAX U HUKOTHHAMU/IA B KyJIBTYPaJIbHBIX CPEAax, MO IXO/ISIIIX
JUIsl 9KCIpeccuu pekomOuHanTHoro 6enka ADAMTS13

X, | X KoHueHnrpamust Kajibuust
™M |TIM ([IIM |[IIM |TIM |[TIM |[TIM |TIM |IIM

IIMM | M M M M M M M M M 2-10
2 3 4 5 6 7 8 9 10 15 MI/™M

MI/MI | MI/M | MI/M | MI/M | MO/M | MI/M | MO/M | MO/M | MI/M | MI/M | T

1 I a I a I a I I

TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1 Mxr/n 1321 1361 | 1401 | 1441 | 1481 | 1521 [ 1561 | 1601 | 1641 [ 1681 | 1721
IIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
E | 2 MKr/n 1322 [ 1362 | 1402 | 1442 | 1482 | 1522 | 1562 | 1602 | 1642 | 1682 | 1722
g | MM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
Z | 3 MKI/n 1323 1363 | 1403 | 1443 | 1483 | 1523 | 1563 | 1603 | 1643 | 1683 | 1723
E TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
£ | 4 Mxr/n 1324 1364 | 1404 | 1444 | 1484 | 1524 | 1564 | 1604 | 1644 | 1684 | 1724
§ TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
E 5 MKI/1 1325 1365 | 1405 | 1445 | 1485 | 1525 | 1565 | 1605 | 1645 | 1685 | 1725
= | [IMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
6 MKI/I 1326 | 1366 | 1406 | 1446 | 1486 | 1526 | 1566 | 1606 | 1646 | 1686 | 1726
MM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
7 MKr/1 1327 1367 | 1407 | 1447 | 1487 | 1527 | 1567 | 1607 | 1647 | 1687 | 1727
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TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
8 MKI/1 1328 | 1368 | 1408 | 1448 | 1488 | 1528 | 1568 | 1608 | 1648 | 1688 | 1728
TIMM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
9 MKI/71 1329 1369 | 1409 | 1449 | 1489 | 1529 | 1569 | 1609 | 1649 | 1689 | 1729
MM Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
10 MKr/1 1330 [ 1370 | 1410 | 1450 | 1490 | 1530 [ 1570 | 1610 [ 1650 | 1690 | 1730
TIpubausuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1 MKr/n 1331 [ 1371 | 1411 | 1451 | 1491 | 1531 | 1571 | 1611 | 1651 | 1691 | 1731
TIpubamsuremsHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1,5 MKr/a 1332 1372 | 1412 | 1452 | 1492 | 1532 | 1572 | 1612 | 1652 | 1692 | 1732
TTpubausurensno | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
2 MKI/I 1333 | 1373 | 1413 | 1453 | 1493 | 1533 | 1573 | 1613 [ 1653 | 1693 | 1733
ITpubausuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
2,5 MKI/a 1334 [ 1374 | 1414 | 1454 | 1494 | 1534 | 1574 | 1614 | 1654 | 1694 | 1734
TIpubamsuremsHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
3 MKI/71 1335 1375 | 1415 | 1455 | 1495 | 1535 | 1575 | 1615 | 1655 | 1695 | 1735
TTpubausutenasno | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
3.5 MKr/a 1336 | 1376 | 1416 | 1456 | 1496 | 1536 | 1576 | 1616 | 1656 | 1696 | 1736
IIpubausuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
4 Mxr/n 1337 | 1377 | 1417 | 1457 | 1497 | 1537 | 1577 | 1617 | 1657 | 1697 | 1737
TIpubamsuremsHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
4,5 MKr/a 1338 | 1378 | 1418 | 1458 | 1498 | 1538 | 1578 | 1618 | 1658 | 1698 | 1738
TIpubamsuremsHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
5 MKr/n1 1339 1379 | 1419 | 1459 | 1499 | 1539 | 1579 | 1619 | 1659 | 1699 | 1739
TTpubausurenasno | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
5,5 MKr/a 1340 | 1380 | 1420 | 1460 | 1500 | 1540 | 1580 | 1620 [ 1660 | 1700 | 1740
TTpubmusuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
6 MK/ 1341 | 1381 | 1421 | 1461 | 1501 | 1541 | 1581 | 1621 [ 1661 | 1701 | 1741
TIpubamsuremsHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
7 MKI/71 1342 1382 | 1422 | 1462 | 1502 | 1542 | 1582 | 1622 | 1662 | 1702 | 1742
TTpubausurenasno | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
8 MK/ 1343 | 1383 | 1423 | 1463 | 1503 | 1543 | 1583 | 1623 [ 1663 | 1703 | 1743
TIpubausuremsuo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
9 MKI/ 1344 | 1384 | 1424 | 1464 | 1504 | 1544 | 1584 | 1624 | 1664 | 1704 | 1744
TIpubamsuremsHo | Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
10 Mkr/n 1345 1385 | 1425 | 1465 | 1505 | 1545 | 1585 | 1625 | 1665 | 1705 | 1745
1-20 MKt/ Bap. Bap. | Bap. | Bap. Bflp. Bflp. Bfip. Bap. | Bap. | Bap. | Bap.
1346 | 1386 | 1426 | 1466 | 1506 | 1546 | 1586 | 1626 | 1666 | 1706 | 1746

2-20 KT/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1347 | 1387 | 1427 | 1467 | 1507 | 1547 | 1587 | 1627 | 1667 | 1707 | 1747

1-10 MKt/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1348 1388 | 1428 | 1468 | 1508 | 1548 | 1588 | 1628 | 1668 | 1708 | 1748

2-10 Kt/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1349 1389 | 1429 | 1469 | 1509 | 1549 | 1589 | 1629 | 1669 | 1709 | 1749

1-6 MKt/ Bal_). Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
. 1350 | 1390 | 1430 | 1470 | 1510 | 1550 | 1590 | 1630 [ 1670 | 1710 | 1750

26 MKT/ Ba]_:». Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
1351 [ 1391 | 1431 | 1471 | 1511 | 1551 | 1591 | 1631 [ 1671 | 1711 | 1751

346 MKT/ Ba?. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. Bag. Bap. Ba?.
1352 1392 | 1432 | 1472 | 1512 | 1552 | 1592 | 1632 | 1672 | 1712 | 1752

4-6 MK/ B“P' Bap. | Bap. | Bap. Bflp. Bflp. Bflp. Bap. | Bap. | Bap. | Bap.
1353 [ 1393 | 1433 | 1473 | 1513 | 1553 | 1593 | 1633 [ 1673 | 1713 | 1753

1-5 s/ Ba]_:». Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
- 1354 | 1394 | 1434 | 1474 | 1514 | 1554 | 1594 | 1634 [ 1674 | 1714 | 1754

2-5 MKT/T Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
) 1355 1395 | 1435 | 1475 | 1515 | 1555 | 1595 [ 1635 | 1675 [ 1715 | 1755

3-5 MK/ B“P' Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
) 1356 1396 | 1436 | 1476 | 1516 | 1556 | 1596 | 1636 | 1676 | 1716 | 1756

4-5 MKT/T Ba;_). Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.
- 1357 | 1397 | 1437 | 1477 | 1517 | 1557 | 1597 | 1637 | 1677 | 1717 | 1757

1-4 st/ BaP. Bap. | Bap. | Bap. | Bap. B?P Bfﬁp, Bap. | Bap. | Bap. Ba?.
1358 1398 | 1438 | 1478 | 1518 | 1558 [ 1598 | 1638 [ 1678 | 1718 | 1758

24 MK/ Bal_). Bap. | Bap. | Bap. | Bap. B?p. B_ap, Bap. | Bap. | Bap. | Bap.
1359 [ 1399 | 1439 | 1479 | 1519 [ 1559 | 1599 | 1639 | 1679 | 1719 | 1759

34 vxr/ Bap. Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap. | Bap.

1360 | 1400 | 1440 | 1480 | 1520 | 1560 | 1600 | 1640 | 1680 | 1720 | 1760
*[IMM=r110 MeHbIIIeH Mepe

CornacHO OJHOMY M3 BapHaHTOB PEajlM3allii PACTBOP KYJIBTYPHI KIETOK TAaKXKEe COAEPIKUT HU3KYIO KOH-
[EHTPALNI0 aMMOHHSL.

CornacHO OHOMY W3 BapWaHTOB pealn3allid yKazaHHas KyJbTypajbHas Cpela COACPKHT aMMOHHWH B
KOHIIEHTpaly MeHee 4eM 10 MM, 1 Meab 1 HUKOTMHAMUJI B KOHIIEHTPALUSIX COTJIACHO JIIOOOMY W3 BapHaHTOB
1321-1760, npuBeieHHBIX B Ta0I. 4.

CornacHO KOHKPETHOMY BapHMaHTy peaji3alii KOHIEHTPAIMI0 aMMOHHMS IIOJ/ICPKUBAIOT Ha YpPOBHE He
BhIiie 10 MM B TeueHue o MeHbIIel Mepe 7 AHEH.

CornacHO NPEIIOYTHTEIFHOMY BapHaHTy peasM3allid pacTBOP KYJIBTYPHI KJIETOK COAEPXKUT aMMOHHUH B
KOHIICHTpAIMK He BBIIe 6 MM, W Meap M HHUKOTHHAMHKJ B KOHIIEHTPALHSAX COTJIACHO JIIOOOMY W3 BapHaHTOB
1321-1760, npuBeneHHBIX B Ta0M. 4.

CornacHO KOHKPETHOMY BapHaHTy peajM3aliy KOHICHTPALWI0 aMMOHHMS IMOAJEPKUBAIOT HA YPOBHE HE
BbINIIe 6 MM B T€UEHHE TT0 MEHBIIEH Mepe 7 JHEH.

CornacHo ApyroMy NpEeANOYTHTEIHFHOMY BapHaHTy peau3aIliiil pacTBOP KyJIbTYPhI KIETOK COIACPIKHUT aM-
MOHHUH B KOHIIEHTPAINH HE BhIIIe 5 MM, 1 Meb 1 HUKOTHHAMHJ B KOHIIEHTPAIMSIX COTJIACHO JII0OOMY U3 BapH-
anroB 1321-1760, npuBeaeHHbIX B Ta0II. 4.

CornacHO KOHKPETHOMY BapHMaHTy peaji3aliyl KOHIECHTPAIMI0 aMMOHHMS IIOJ/ICPKUBAIOT Ha YPOBHE He
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BbIllIe 5 MM B T€UeHHE MO0 MEHbLIEH Mepe 7 qHeil.

CornacHo ApyroMy MpeArnoYTUTEIBPHOMY BapHaHTy pealu3alliii PACTBOP KYJIbTYPhI KIETOK COJCPIKHUT aM-
MOHHUH B KOHIIEHTpAINH He Bhime 4 MM, 1 Meab 1 HUKOTHHAMHJ] B KOHIIEHTPAIMSIX COTJIACHO JI0OOMY U3 BapH-
anToB 1321-1760, npuBeieHHBIX B Ta0II. 4.

CornacHO KOHKPETHOMY BapHaHTy peajM3aliy KOHICHTPALWI0 aMMOHHS IMOAJCPKUBAIOT HA YPOBHE HE
BhINIe 4 MM B T€UEHHE TTO MEHBIIEH Mepe 7 JHEH.

CornacHO OpyrUM BapHaHTaM pEaM3aIliH PACTBOP KyJIBTYPHI KIETOK COACPKHUT aMMOHHUHA B KOHIIEHTpa-
uud He Beimre 10 MM, wim He Beilie 9, 8, 7, 6, 5, 4, 3, 2, 1 MM, unu MeHee, ¥ MeIb U HUKOTHHAMHJ B KOHIIECH-
TpalMsiX COTJIacHO Jto0oMy u3 BapuaHToB 1321-1760, nmpuBeneHHbIX B TabII. 4.

CormnacHo elie 0JHOMY KOHKPETHOMY BapUaHTY pPealr3aluy KOHIICHTPAI[MI0 aMMOHHUS B KYJIBTYPE KIETOK
MOIEP)KUBAIOT Ha HU3KOM YPOBHE Ha IPOTSDKEHMH Nporecca (T.e. B TEeYeHHE BCEro BPEMEHH, Ha MPOTSHKEHUH
KOTOPOTO YKa3aHHasl KyJIbTypa MCIOIb3yeTCs s momydeHus rAl3).

CornacHo OHOMY U3 BapUAHTOB PEANTH3ALUHU B CPEAY IS KIICTOYHOM KYJIBTYPHI TOOABJISIOT ME/Ib, IIMHK H
HUKOTHHAMH]T.

CornacHO KOHKPETHOMY BapHaHTY peai3aliy yKa3aHHAs KyJlIbTypalbHas cpefa CONEPKUT HUKOTHHAMUL
B KOHIICHTPAITUH [T0 MEHBIIEH Mepe 2 MI/MJI, U Me/Ib ¥ IIMHK B KOHIICHTPALUAX COTIIACHO TI0O0MY M3 BapHaHTOB
441-880, mpuBeIEHHBIX B Ta0II. 2.

CornacHO IpyromMy KOHKPETHOMY BapHaHTy peajH3allid yKa3aHHas KyJlbTypalbHas cpela COACPKUT HU-
KOTHHAMHJ B KOHIICHTPALMHU 10 MEHBIIEH Mepe 7 Mr/Mi MM, U MeIb U IIMHK B KOHIECHTPAIUAX COTIIACHO JIFO-
O6omy u3 BapuaHTOB 44 1-880, mpuBeeHHBIX B TaOII. 2.

CornacHo Jpyromy KOHKPETHOMY BapHaHTy peajH3allid YKa3aHHas KyJIbTypalbHas cpela COACPIKUT HU-
KOTHHAMUJI B KOHIIEHTpAIwu oT 2 ¥ 10 Mr/Mi, ¥ M U IUHK B KOHIICHTPAIHUAX COTJIACHO THOOOMY U3 BapUaH-
ToB 441-880, npuBeCHHBIX B TA0I. 2.

CornacHo IpyruM BapuaHTaM pealH3alud KyJIbTypajbHas cpela CONCPKUT HUKOTHHAMHUIL B KOHIICHTpA-
UM TI0 MEeHbIeH mepe 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15 mr/mia wnu 6oree, U Meb ¥ IIUHK B KOHIICH-
TpaInusX CorjiacHo Jitobomy u3 BapuaHToB 441-880, mpuBeneHHBIX B Ta0MI. 2.

CornacHO OTHOMY W3 BapHaHTOB pEATU3AINH B Cpery IS KIETOYHOH KyNbTyphl T0OaBISIOT Melb, Kallb-
i 1 HEKOTHHaMuz. CorylacHO KOHKPETHOMY BapHaHTY pealu3aliy KyJIbTypalbHas Cpela CONSPKHUT HUKOTH-
HaMHJ B KOHIICHTPAIIMH 110 MEHBIICH Mepe 2 MI/MJI, © MEIb M KaJIBIIUI B KOHIIEHTPAIIAX COTJIACHO JTI000OMY U3
BapuanToB 881-1320, mpuBeaeHHbIX B Ta0. 3. CorllacHO IPYroMy KOHKPETHOMY BapHaHTY pealiu3allid KyJib-
TypajbHas cpelia COACPKUT HUKOTUHAMUJ B KOHIIEHTPAIIUU 110 MEHBIIIEH Mepe 7 MI/MJI MM, B Mellb M KaJIbITHHA
B KOHIICHTPAIMAX COTIacHO Jro0oMy n3 BapuanToB 881-1320, mpuBeneHHsIx B Tabn. 3. CorymacHo Apyromy KOH-
KPETHOMY BapHaHTy peaM3alliil KYJIbTypalbHAs Cpelia COJACPKUT HUKOTHHAMHUI B KOHIEHTPAIIMUA OT 2 MI/MII
J0 10 Mr/mi, 1 MeIb ¥ KaJblIWil B KOHICHTPAIMAX COTJIACHO JII00oMy n3 BapuantoB 881-1320, mpuBeIeHHBIX B
tabn. 3. CoryacHO APYrMM BapHaHTaM peallu3alliy KyJIbTypalbHas cpelia COMCPKUT HUKOTHHAMHUI] B KOHIICH-
Tpanuu 1mo MeHsineit mepe 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15 Mr/mn win 6onee, © Meb U KallbIHiA B
KOHIIEHTPAIUIX COTJIacHO J100oMy u3 BapuanToB 881-1320, npuBeneHHBIX B Ta0II. 3.

XI. Crioco6b! momy4deHus: GaKkTOpOB KPOBH C BEICOKOH yJIEITHPHON aKTHBHOCTBIO.

A. CrtocoOBI KyTbTHBUPOBAHUS KIETOK.

Hacrosimee nzobpetenune obecrieunBaeT CrocoObl KPYIMTHOMACIITAOHOTO MPOW3BOJICTBA PEKOMOMHAHTHBIX
6enkoB (Takux kak r'VWF urA13).

CornacHO oIpeesleHHBIM BapHaHTaM pealii3alliy B TAKUX CIOco0aX KPyIMHOMACIITAOHOTO IPOHU3BOJCTBA
MPUMEHSIOT PEaKTOPBI C MEIIANKOH/IepEeMEITUBAHUEM JUTS TIOJTYYCHHUS YKA3aHHBIX TCPATICBTUYCCKUX PEKOMOM-
HAHTHBIX OCJIKOB.

CornacHO omnpeiesIeHHBIM BapuaHTaM pealM3allii croco0bl COrJIaCHO HACTOSIIEMY M300pETEHHIO MOTYT
BKITIOYATh MPUMCHECHUC CHCTEM KyJIbTHBHPOBAaHUS KJIECTOK B MEPHOAMYCCKOM WIIM HETPEPHIBHOM peskuMme. Ha-
OpUMeEp, B CIydae MUCTONB30BaHUS MEPHOANICCKUX KYIbTYP KICTOK K HUM MOXET MPUMEHATHCS PEKUM OJIHO-
KpPaTHOTO MEPUOJUYCCKOTO KyJIbTHBHPOBAHUS, TIOIIUTHIBAEMOTO KYJIFTHUBHPOBAHUS MM MTOBTOPHOTO IIEPHOIH-
YECKOTr0 KyJIbTHBHPOBaHUA. CXOOHBIM 00pa30M, K HEMPEPHIBHBIM KyJIbTypaM KIETOK MOXET IPUMEHSTHCS, Ha-
npuMep, nepy3nOHHBIH, TYpOUIOCTATUIECKUI HITH XeMOCTaTHIeCKUi pexuM. [lepronndeckoe U HENMPEPHIBHOE
KYJIbTUBHPOBAHNE KJIETOK MOXXET IPOBOAMTHECS B YCIOBHSX CYCHCH3MOHHON WIIHM aATe€3WOHHOW KYJIBTYpHL. B
YCIIOBHAX CYCIIEH3MOHHOTO KYJIBTHBHPOBAHHS KJICTKH CBOOOJHO CYCIIEHAMPOBAHBI M PACIPEACICHBI B KYJIbTY-
panpHOH cpene. ATBTEpHATHBHO, B YCIOBUSX aAre€3MOHHOTO KyJITHBHPOBAHUS, KIETKH CBA3AHBI C TBEpAOi da-
30H, HaIpUMep, MUKPOHOCHUTENIEM, IMOPUCTHIM MHUKPOHOCHTENIEM, TUCKOBBIM HOCHTENIEM, KepaMHYECKHM Kap-
TPHJHKEM, TTOJIBIM BOJIOKHOM, IDIOCKOW TUTACTHHOM, Teb-MaTPUIICH U T.I1.

[Nepromudeckas KyJIbTypa MPEACTABIICT COOO0, KaK MPaBUIIO, KPYITHOMACIITAOHYIO KYJIbTYPY KJIETOK, B
KOTOPOH KJIETOYHBIN MHOKYJAT KYyJbTHBHPYIOT IO MaKCHMAaJIbHOH IUIOTHOCTH B peakTope WU (GepMeHTepe, U
coOHUparoT 1 00padaTHIBAIOT, KaK MPU OJJHOKPATHOM IEPHOAMICCKOM KYIbTUBHUPOBAHUU. [loATUTEIBaCMas KYJIb-
Typa TpecTaBiIsieT co00M, KaK MPaBUIIO0, MEPHOAUICCKYIO KYIBTYPY, MOIYYAONIYI0 THO0 CBEXKHE MUTATCIHHBIC
BEIIeCTBa (HApUMeEp, OTPAaHIMYUBAIOIINC POCT CyOCTpaThl), MO0 H0OaBKH (HAIIPUMED, MPEIIUICCTBCHHUKH TIPO-
IykToB). [IuTaTenbHBIN pacTBOp, Kak MPaBWIIO, SBISETCS BBICOKOKOHIICHTPHPOBAHHBIM, YTOOBI M30€XaTh pas-
OaBneHms B OropeakTope. B MOBTOPHO-TIEpHOINYECKON KyIbType KIETKH IIOMEIIAIOT B KYJIbTYPAIbHYIO Cpery 1
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BBIPAIIMBAIOT 10 TPeOyeMOii IUIOTHOCTH KJIETOK. 3aTeM, 4TOOBI M30eKaTh HACTYIUICHHUS (a3bl crajga W Tuoeu
KJICTOK, KYJIbTYPY pa30aBIIAIOT MOJHONH POCTOBOM Cpefoil A0 TOro, KaK KICTKH JOCTHTal0T MAKCHMAIBHOW KOH-
nerTpanri. KommdecTBo M 4acToTa pa3BeCHHH MIMPOKO BapbHPYET M 3aBUCHT OT XapaKTEPUCTHK pocTa Kie-
TOYHON JIMHUM U yI0OCTBA MpoLecca KyIbTUBUPOBAHMSA. Y Ka3aHHBIH MPOIECC MOKET MOBTOPSATHCS CTOIBKO pas,
CKOJIBKO TIOTPEOYETCS |, €CIIM KJIETKH U cpella He OTOPachIBAIOTCS TPH TepeceBe, 00beM KYIbTYphl OyIeT yBe-
JMYUBATBCA CTYNEHYATO, 10 Mepe KaXIOTo CIEAYIOIIEro pasBeieHHUs. Bompoc ysemmamBaromierocs odosema
MOJKET OBITh pemIeH HCIOJIh30BAaHHEM PEaKTOpa, MMEIOIIEro JOCTaTOYHBIN pa3Mmep A pa30aBlIeHHN BHYTpHU
YKa3aHHOTO COCyZa, TN00 pacrpeneneHueM pa30aBIeHHOW KyIbTYPHI IT0 HECKOIBKUM cocyaaM. [IpuHimn yka-
3aHHOTO THIIA KYJHTHBHPOBAHUS COCTOUT B MOJICPKAHUH KICTOK B SKCIIOHCHIIMATBHOH (aze pocta. CepuiiHo
nepeceBaeMasi KyJbTypa XapaKTepu3yeTcsl TeM, YTO 00beM YKa3aHHOM KyJIbTYpPBI BCET/la IOCTEIIEHHO BO3pacTa-
€T, MOXKET OBITH HECKOJIbKO COOpOB, KIETKU MPOAOJIKAIOT PACTH M YKa3aHHBIN MPOIECC MOKET MPOI0JIKATHCS
TaK JIOJIro, Kak 3TO HE0OXOJUMO.

CornacHO OIpeJeseHHBIM BapUaHTaM peain3alud pekoMOuHaHTHBIN Oenok ADAMTS (mampumep,
rADAMTS13) moxeT ObITH BBIAENEH 1ociIe cOopa CynepHaTaHTa ePUOANIECKON KYIbTYpPHI.

CoryilacHO JpyTMM BapHWaHTaM peaiu3anuu pekoMOnHaHTHRIE VWF MoxeT ObITh BbIZENEH Tociie cOopa
CyIlepHATaHTa MIEPHOANIECKON KyJIb TypHI.

HenpepriBHas KyJIbTypa MOXKET MPEICTABIATE COOOM CyCIIEH3MOHHYIO KYNbTYpY, HETIPEPHIBHO IOTyYaro-
IIyIO IUTATEeJIFHBIE BEIIECTBA 32 CUET IIPUTOKA CBEXKEH CPelsl, TAe, KaK MPABHJIIO, TIOAIEPKIUBACTCS TIOCTOSHHBIN
00BEM KYIBTYpPHI 3@ CUET COMMYTCTBYIOMIETO YAAJICHUS OTPaOOTaHHOMN CPEIIBI.

CornacHO XeMOCTaTHYECKOMY M TypOMIOCTATHICCKOMY METOJaM HM3BIICYCHHAS Cpela CONEPKHUT KIICTKH.
Takum 00pa3oM, KIETKH, OCTAIOIIUECS B COCYAC TS KyJbTHBHPOBAHUS KICTOK, JOJDKHBI PACTH IS MMOICpIKa-
HUS CTAI[HIOHAPHOTO COCTOSIHUSL.

CornacHO XEMOCTaTHYECKOMY CIOCO0Y CKOPOCTBIO POCTa, KaK NMPaBUIIO, YIPABISIOT ITOCPEICTBOM KOH-
TpPOJISI CTENICHU pa30aBJIeHUs, T.€. CKOPOCTH JN00aBieHUs cBexel cpenbl. CKOpOCTh pocTa KIETOK B KYJIbType
MOJKET TOJJICPKUBAThCS, HAIPUMEpP, Ha CYOMaKCHMAJIILHOM YPOBHE, U3MCHCHUEM CTCICHU pa3daBicHus. Ha-
MIPOTHUB, TP TYpPOHUIOCTATHIECKOM CIOCOOE CTETIeHb pa30aBiIeHHsS yCTaHABIMBAIOT TaKUM 00pa3oM, YTOOBI
00eCTeYnTh MaKCUMAIBHYIO CKOPOCTh POCTA, KOTOPOH MOTYT TOCTUTHYTH KJIETKH IMPH 3aJaHHBIX TEXHOJIOTHYE-
CKUX yCIIOBHSIX, TaKUX Kak pH u Temneparypa.

CortacHO ompeelIeHHBIM BapranTaM peanmsanud 1VWF nnu rA13 BeIIensroT mocie coopa CyrepHaTanTa
HETIPephIBHON  KyNbTYphl. THIOBOH cmoco® HENMPEephIBHOTO KYJIBTHBHPOBAaHHWA KIETOK OIWCaH B
WO/2011/012725 (Grillberger et al.), conepxaHue KOTOPOH BKIIOYCHO B M300pPETEHHE TIOCPEICTBOM CCBIIKU BO
BCEHl MOJTHOTE JIJIsI IFOOBIX TIETCH.

[pu nmepdpy3MOHHOM KYJIETUBUPOBAHUU H3BIICYCHHAS cpela OeHa KICTKaMHU, KOTOPBIC OCTAIOTCS B KYJIb-
TYypaJIbHOM COCYJIe, HAIIPUMEP, 3a CUET MPHUMEHCHHS CIOCO00B (DMIBTPALNU WIH NCHTPU(YTUPOBAHUS, TIPUBO-
JIIIHAX K TOBTOPHOMY BHECEHHIO KJICTOK B KyNbTypy. OIHAKO, KaK MPaBUIIO, HCIOIb3yEeMbIC IS (DIIIBTPAIIH
3anepxuBaror He 100% KIIeTOK, M TaKMM 00pa3oM 4acTh UX yAAJsieTcsl IPH U3BJICUEeHUN cpesbl. OYeHb BBICOKHUE
CKOpPOCTH POCTa JJIsl KYJIETUBUPOBAHUS B pexKUME MepPy3uu HE KPUTHUHEI, TaK KaK OOJbINAs YaCTh KJIETOK OC-
TaeTcs B KyJIbTYPabHOM COCYTE.

CorJiacHO ompenelIeHHbIM BapranTaM peanmsanud 1VWF nnu rA13 BeIIenstoT mocie coopa CynepHaTanTa
nepPy3uOHHON KYIbTYPHI.

Peakmmonnas cucremMa ¢ GaKOM-MEIIATKON MOXET MPUMEHATHCS IS MEPHOTUIECKOTO0 M HETIPEPHIBHOTO
KYJITUBHPOBAHMS KJIETOK B CYCICH3MOHHOM WJIM aAre3MOHHOM pexknMax. Kak mpaBmiio, ykazaHHasl peaKIHOH-
Hasl CUCTeMa ¢ 0AKOM-MEIIAKON MOXKET IKCILUTyaTHPOBAThCS TaK, KaK JIF00OW CTaHIAPTHBIA PEakToOp ¢ MeEIla-
KO# ¢ IOOBIM THIIOM IIEPEMEIIMBAIOIIETO YCTPOicTBa, HanpuMep, Rushton, ruapaBmudeckuii, ¢ HAKIOHHBIMU
JIOTIACTSIMU, WJTH THUTIA TPEOHOTO BHHTA.

CornacHo OnpeAeTICHHBIM BapHaHTaM PEaH3alliy CIOCOOBI KYJIFTHBHPOBAHUS KIETOK COTIACHO HACTOS-
IIeMy U300pETEeHHIO MOTYT BKJIIOYATh MPUMEHEHHE MUKPOHOCHTEIIS.

CornacHO HEKOTOPHIM BapHaHTaM peallu3alliy KyJIbTHBHPOBAHHE KIICTOK COTJIACHO BapHWaHTaM pealii3a-
IIUH U300PETEHHUST MOXET IIPOBOAUTHCS B OOJBIIMX OMOpPEAKTOpPax B YCIOBHUSAX, MOIXOISIINX IS HOXYICHHUS
BBICOKMX YICTBHBIX 3HAUCHHUH IOl MOBEPXHOCTH OTHOCUTEIBHO 00BheMa KyIbTYPhI ISl TOCTH)KEHUS BBI-
COKHX IJIOTHOCTEH KIJIETOK U SKCIIPECCHH OelIka.

OmuH U3 crioco0oB 0OecTieueHH TaKUX YCIOBHH POCTa 3aKIII0YAETCs B MPUMEHESHIH MUKPOHOCHTEIECH IS
KyJIFTUBHPOBAHUS KIETOK B OMOpeakTopax ¢ Memankoi. [IpuHmmm pocta KJIETOK Ha MUKPOHOCHTETISX BIIEPBBIE
Ob11 ortucaH y van Wezel (van Wezel, A.L., Nature 216:64-5 (1967)); oH obecrieunBaeT NpUKPEIIICHHE KIETOK K
MIOBEPXHOCTH HEOOJIBIINX TBEPABIX YaCTHII, B3BEILICHHBIX B POCTOBOM cpeJe.

VYka3zaHHBIE CITOCOOBI 00ECTICUNBAIOT BEICOKOE COOTHOILICHNE TTOBEPXHOCTH-00BEM M TAaKUM 00pa3oM obec-
neunBaroT 3G (QEeKTUBHYIO YTHIIN3AIMIO MUTATEIHHBIX BellecTB. KpoMe TOro, mpu 3KCHPECCHH CEKPETUPYEMBIX
0E€JIKOB B 9yKapHOTHYECKUX KJIETOYHBIX JIMHUAX MTOBBHIIICHNE COOTHOIICHHS MIOBEPXHOCTH-00BEM 00eCieYrBacT
6oJiee BEICOKHE YPOBHHU CEKPELIUH U TaKUM 00pa3oM OoJiee BBICOKMI BBIXOJ OeJika B CyNepHATaHTE KYJIBTYPHI.

HaxoHen, ykazaHHbIE cITOCOOBI O3BOJISIOT JIETKO YBEJIMYMBATH MACIITA0 DYKapUOTHYECKHX SKCIPECCHOH-
HBIX KYJBTYP.

Knetkn, skcnpeccupyromme VWF w/mnmu rA13, MoryT OBITH CBsI3aHBI €O CHEPUUECKUM WM TOPUCTHIM
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MHUKPOHOCHUTENIEM BO BPEMs POCTa KYJIBTYpPhI KJICTOK. YKa3aHHBIH MUKPOHOCHUTEIh MOXKET MPEICTABIATh COOOU
MUKPOHOCHUTEIb, BEIOPAHHBIN M3 TPYIITBI MUKPOHOCHUTEJICH Ha OCHOBE JICKCTpaHa, KOJUIareHa, TIACTHKA, JKea-
THHA, [EJUTIONIO3Bl M OpYTuX, coryacHo omucanuio y Butler (1988. In: Spier & Griffiths, Animal Cell Biotech-
nology 3:283-303). Takxe BO3MOXHO JOPAIIUBATh KJIETKH IO HEKOTOPOH OHOMAcChl Ha CHEPUIECKUX MHUKPOHO-
CHUTEJISIX, U TIepeceBaTh yKa3aHHbIE KIETKH MPH JTOCTIHKEHUN MMM KOHEUHOW I (pepMeHTepa OHoMacChl, mepest
MOJy9eHHEM SKCIPECCUPOBAHHOTO O€JKa, Ha MOPUCTHI MUKPOHOCHUTENh, WK Hao0opoT. [logxonsmue chepu-
YECKHEe MUKPOHOCHUTEIU MOTYT BKIIFOYaTh MUKPOHOCHUTEIH C TJIAJKON MOBEPXHOCTHIO, Takue kak Cytodex™ 1,
Cytodex™ 2, u Cytodex™ 3 (GE Healthcare) u kpynHonopucteie MukpoHocutenu Takue kak Cytopore™ 1, Cy-
topore™ 2, Cytoline™ 1 u Cytoline™ 2 (GE Healthcare).

CornacHO NPHUBEICHHOMY BBINIEC ONHCAHHWIO HACTOSAIICE M300PETCHHWE BKIIOYACT CPEIObl IS KIETOYHBIX
KYJIBTYp, COAEpIKaIIie MOBBIICHHYI0 KOHIIEHTpannio Meau. [ToHATHO, 9YTO BCe BapHaHTHI peau3aliii u3oope-
TEHWS W KOHIICHTPAINH, ONMCaHHBIC BBIMIE B pazaeie "Cpelbl A KIETOYHBIX KyJbTyp", IPUMEHUMBI K CIIOCO-
06aM corlacHO HACTOSAIIEMY U300PETEHHUIO, OTIMCHIBAEMBIX B M300PETCHH.

CornacHo OnpeeNICHHBIM BapHaHTaM pealiu3alliy YKa3aHHAs KyJbTypa MOXKET HONCPKUBATHCS B Teue-
HUE 110 MEHBIIICH Mepe MPUOIM3UTEIBHO 7 THEH, WK IO MEHBIICH Mepe npubnu3utensHo 14, 21, 28 nHeld, wim
MO0 MEHBIIEH Mepe MPUOIM3UTENBLHO 5 Heleb, 6 HelleNb, 7 Hellelb, 8 Helelb, 9 Helenb, WK M0 MEHBIIeH Mepe
npubIM3uTeNnsHO 2 Mecsies, wim 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18 Mecs1eB, Win J0JbIIIE.
[I70THOCTD KIIETOK, KOTOpas MOJICPKUBACTCA B KYJNBTYype KIETOK JUISA MOJMYYCHHS PEKOMOMHAHTHOTO Oclika
vWF nnmu pexomOrHaHTHOTO Oenka rAl3, 3aBUCUT OT YCIOBUH KyJIbTUBUPOBAHUS M CPEMbI, TPUMEHICMBIX IS
JKCIPECCUH OeKa.

Crierianuct B JAHHOW 00JIaCTH TEXHUKH JIETKO CMOXET OTIPENEIUTh ONTHMAIBHYIO INIOTHOCTD KIIETOK IS
KyJIbTHBUPOBAHUS KJIETOK ¢ TosrydeHrueM rVWF wmm rA13.

CornacHO OZHOMY M3 BapHAaHTOB PEaIH3alUH IUIOTHOCTH KJIETOK B YKa3aHHOW KYJNBType IMOAACPKHBAIOT
Ha ypoBHE 0T IpuOIM3uTensHO 0,5x10° 10 4x107 KIETOK/MII B TeUeHHE ITUTEIHHONO TIEPHOIA BPEMEHHL.

CornacHO IpyruM BapHaHTaM PEajM3alyd INIOTHOCTH KJIETOK MOIEPKUBAIOT HA YPOBHE KOHIIEHTPAIHH
ot npubmmuTensHo 1,0x10° 10 npubnusuTensHo 1,0x107 KIETOK/MI B TedeHHE UTHTEIBHOTO MEPHOIA BPEMe-
HIL.

CornacHo IpyruM BapHaHTaM PEajHM3alyd IIOTHOCTH KJIETOK MOIICPKUBAOT HA YPOBHE KOHIICHTPAIMH
ot npubmmsuTensHo 1,0x10° 10 npubnHsuTensHo 4,0x10° KIETOK/MI B TeUSHHE UIMTEIBHOTO MEPHOIA BPEME-
HHL.

CornacHo IpyruM BapHaHTaM PEajH3alyd IIOTHOCTH KJICTOK MOIICPKUBAOT HA YPOBHE KOHIICHTPAIMH
ot npummsuTensHo 1,0x10° 10 npubnHsuTensHo 4,0x10° KIETOK/MI B TeUCHHE UIMTEIBHOTO MEPHOIA BPEMe-
HHL.

CornacHoO OpyruM BapHaHTaM PEalHM3alldi IUIOTHOCTH KJIETOK MOXET MOJICPKUBAThCS HAa YPOBHE KOH-
neHTpammu 0T npubimsuTensro 2,0x10° 1o mpuGmmsuTensHo 4,0x10° KISTOK/MI, WIH OT NPUOIH3HTEIBHO
I,OXIO6 IO TIPUOJTN3UTEITHHO 2,5><106 KJIETOK/MJI, HJTU OT MPUOIU3UTEIHHO 1,5x106 JI0 IPUOJTM3UTEITHLHO 3,5><106
KJICTOK/MJI, HJTH B JIFOOOM CXOJTHOM JTHAIIa30HE, B TCUCHHE JIIUTCIHLHOTO TIEPHOIa BPSMEHHU.

CornacHO OJHOMY W3 BapHAaHTOB PEAM3AIUM IUIOTHOCTh KJICTOK HETPEPHIBHOM KJIETOYHOH KYIBTYPEI,
MPE/VIOKEHHON B COOTBETCTBHM C HACTOSIIUM HM300pCTEHUEM, MOIJCPKUBAIOT HA YPOBHE KOHIICHTPAIIMHU, HE
MpeBbILIAIONICH 4,0x10° KIETOK/MII, B TEUCHHE 110 MCHBLICH Mepe 7 AHeH.

CornacHO KOHKPETHOMY BapHaHTY PeajM3allid IUIOTHOCTh KJIETOK HEMPEPHIBHON KICTOYHOH KYJIBTYPEI,
TPEVIO’KEHHON B COOTBETCTBHM C HACTOSIINM H300pETEHHEM, MOAJICPKUBAIOT Ha YPOBHE KOHIICHTPAIWHU, HE
MpEeBBILIAIONICH 4,O><106 KJICTOK/MJI, B TCUCHUE 110 MEHBIIIeH Mepe 14 nHel.

CornacHo 6oiee KOHKPETHOMY BapHaHTy pean3alliil IUIOTHOCTh KJIETOK HETPEPHIBHOMN KICTOYHOH KYJIb-
TYpBI, IPEAJIOKEHHON B COOTBETCTBHH C HACTOSIINM H300pETCHHEM, TIOAJICPKUBAIOT Ha YPOBHE KOHIICHTPAIUH,
He TpeBbIIaomen 4,O><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 21 JTHsL.

CormnacHo emie ofHOMY 00Jiee KOHKPETHOMY BapHaHTY pealn3aliuyl INIOTHOCTH KJICTOK HEIIPEepPHIBHON Kire-
TOYHOU KYJIBTYPHI, MPEATIOKECHHOW B COOTBETCTBHU C HACTOAIINM H300pETCHHEM, MOAACP)KUBAIOT HA YPOBHE
KOHIEHTPALMH, HE MPEBBIILIAIOLIEH 4,O><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 28 THel.

CormnacHo emie ofHOMY 60Jiee KOHKPETHOMY BapHaHTY pealn3aliuyl IUIOTHOCTH KJICTOK HEIIPEepPHIBHON Kire-
TOYHOU KYJIBTYPHI, MPEATIONKECHHOW B COOTBETCTBHU C HACTOAIINM H300pETCHHEM, MOIACP)KUBAIOT HA YPOBHE
KOHIICHTPALH, He TpeBbimaroreii 4,0x 10° k1eTox/Mi, B TedeHHe 10 MEHbIIei Mepe 5 HeJIeib.

CormnacHo erie oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTh KICTOK HEIPEePBIBHOW KiTe-
TOYHOU KYJNBTYPHI, MPEIJIOKECHHON COTJIACHO HACTOSINEMY H300pPETCHUIO, TOICPKUBAIOT HA YPOBHE KOHIICH-
TpauuH, He mpeBbimaroiiei 4,0x10° KIeTOK/MIL, B TCUCHHE 10 MEHBIIEH Mepe 6 Heelb.

CormnacHo eme oJHOMY 0o0Jiee KOHKPETHOMY BapHAHTY pean3aliuy IUIOTHOCTh KICTOK HEIIPEPBIBHOW KiTe-
TOYHOU KYJIBTYPHI, TPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He mpeBbimarorteii 4,0x 10° kreTox/Mmi, B TedeHne 10 MeHbIeil Mepe 7 HeJIelb.

CormnacHo ete oJHOMY 0o0Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCT KICTOK HEIIPEePBIBHON KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIIEHTPAILMH, HE TPEBBIMIAIONICH 4,0x106 KIIETOK/MJI, B TEUEHHUE TI0 MEHBIIIeH Mepe 8 Heleb.
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CormnacHo erie oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTh KICTOK HEIPEePBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEAJIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIUEHTPALMH, HE NMPEBBIILIAOLICH 4,O><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 9 Heels.

CornacHO OJHOMY W3 BapHAaHTOB PEAM3AIUM IUIOTHOCTh KJICTOK HETPEPHIBHOM KJIETOYHOH KYIBTYPHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAITUH, HE
MpeBBILIAIONICH 3,5%10° KIETOK/MII, B TCUCHHE [0 MEHBIICH Mepe 7 AHeH.

CorylacHO KOHKPETHOMY BapHaHTY peaji3alliil IUIOTHOCTh KJIETOK HEMPEPBHIBHON KIIETOYHOH KYJIBTYDHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAITUH, HE
MpeBBILIAIONICH 3,5><106 KJICTOK/MJI, B TCUCHUE 110 MEHBIIICH Mepe 14 nHel.

CortacHO 0oJiee KOHKPETHOMY BapHaHTY peau3alliy INIOTHOCTh KJIETOK HEMPEPHIBHOW KIETOYHON KYJIb-
TYPHI, IPEIOKEHHON B COOTBETCTBUH C HACTOSAIIUM U300pETEHUEM, TTOICPKUBAIOT HAa YPOBHE KOHIICHTPAIIHH,
He TpeBbIIaomen 3,5><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 21 THs.

CoriacHo ermie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAIN3allMA IUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOHN KYJIBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM H300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIICHTPALIWH, He TpeBbImaronteii 3,5x 10° kieTox/Mi, B TedeHne o MeHbeii Mepe 28 JHEi.

CoriacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAN3alMA ITUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALINH, He TpeBbImaroleii 3,5x 10° keTox/Min, B TedeHHe 10 MEHbIIei Mepe 5 HeJIeib.

CormnacHo elie oJHOMY 00Jiee KOHKPETHOMY BapHUAHTY peaH3aluy TUIOTHOCTh KICTOK HEIPEePBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOJACPKUBAIOT HA YPOBHE
KOHIICHTPALNH, He TpeBbImaroleii 3,5x 10° keTox/Mi, B TedeHHe 10 MEHbIIei Mepe 6 HeIeib.

CormnacHo ete oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTH KICTOK HEIIPEPBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He TpeBbimaroleii 3,5x 10° keTox/Mi, B TedeHne 10 MeHbIeil Mepe 7 HeJIeib.

CormnacHo elie oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTh KICTOK HEIIPEPBIBHOW KiTe-
TOYHOU KYJIBTYPHI, TPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIEHTpALMH, HE MPEBBIILIAOLIEH 3,5><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 8 HeIelb.

CornacHo ere oJHOMY 0o0Jiee KOHKPETHOMY BapHAHTY peaM3aluy TUIOTHOCTH KICTOK HEIIPEePBIBHON KiTe-
TOYHOHN KYJBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM H300pETCHHEM, MOANEPKUBAIOT HA YPOBHE
KOHIEHTpALMH, HE MPEBBIILIAOLICH 3,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 9 Heels.

CorylacHO OJTHOMY W3 BapHWaHTOB PeaM3allid IJIOTHOCTh KJIETOK HEMPEPHIBHOW KIETOYHOW KYJIBTYPHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAITUH, HE
MpEeBBILIAIONICH 3,0x10° KIETOK/MII, B TCUCHHE [0 MEHBIICH Mepe 7 AHeH.

CorylacHO KOHKPETHOMY BapHaHTy peajn3alliil IUIOTHOCTh KJIETOK HEMPEPBHIBHON KIIETOYHOH KYJIBTYDHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAIUH, HE
MpeBBILIAIONICH 3,O><106 KJICTOK/MJI, B TCUCHUE 110 MEHBIIIeH Mepe 14 nHel.

CortacHo 0oJiee KOHKPETHOMY BapHaHTY peau3alliy INIOTHOCTh KJIETOK HEMPEPHIBHOW KIETOYHON KYJIb-
TYPHI, IPEJIOKEHHON B COOTBETCTBUH C HACTOSAIIUM HU300pETEHUEM, TTOICPKUBAIOT HAa YPOBHE KOHIICHTPAIIHH,
He npesbimaromeii 3,0x10° kieTok/M, B TedeHue mo MeHbmeit Mepe 21 Hs.

CormnacHo ere 0JHOMY 0o0Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTH KICTOK HEIPEePBIBHON KiTe-
TOYHOU KYJIBTYPHI, TPEAJIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He mpeBbimaroteii 3,0x 10° kieTox/Mi, B TedeHne 0 MeHbeii Mepe 28 IHEi.

CornacHo elie oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaTn3alluy TUIOTHOCTh KICTOK HEIIPEePBIBHON KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOJACPKUBAIOT HA YPOBHE
KOHIICHTPALMH, He TpeBbimarorteii 3,0x 10° k1eTox/Min, B TedeHHe 10 MEHbIIei Mepe 5 HeJIelb.

CornacHo erre oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTh KICTOK HEIIPEePBIBHON KiTe-
TOYHOU KYJIBTYPHI, MPEAJIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALMH, He TpeBbimarorteii 3,0x 10° keTox/Mi, B TedeHHe 10 MeHbIIei Mepe 6 HeJIeib.

CormnacHo ere oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTh KICTOK HEIIPEePBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOJACPKUBAIOT HA YPOBHE
KOHIEHTPALMH, HE MPEBBIIIAIOLIEH 3,O><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 7 Heelb.

CoriacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAN3AIMA TUIOTHOCTH KJIETOK HEMPEPHIBHON Kile-
TOYHOHN KYJBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM HM300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIEHTPALMH, HE MPEBBIILIAIOLIEH 3,O><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 8 HeIelb.

CoriacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAIN3alMA ITUIOTHOCTh KIETOK HEMPEPHIBHON Kile-
TOYHOHN KYJBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM HM300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIEHTpALMH, HE NMPEBBIIIAIOLICH 3,O><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 9 Heels.

CorylacHO OJTHOMY W3 BapHWaHTOB PeaM3allid IJIOTHOCTh KJIETOK HEMPEPHIBHOW KICTOYHOW KYJIBTYPHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAIUH, HE
MpeBBILIAIONICH 2,5x10° KIeTOK/MII, B TEUCHHE 110 MCHBLICH Mepe 7 AHen.
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CornacHO KOHKPETHOMY BapHaHTy PeajM3allid IDIOTHOCTh KJIETOK HEMPEPHIBHON KICTOYHOH KYJIBTYPEI,
MPEJIOKEHHON B COOTBETCTBHH C HACTOSIIUM HM300pPCTEHUEM, MOIJCPKUBAIOT HA YPOBHE KOHIICHTPAIIMHU, HE
MpeBBILIAIONICH 2,5><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIIeH Mepe 14 nHel.

CornacHo 0ojiee KOHKPETHOMY BapHaHTy PealM3alliil TUIOTHOCTh KJIETOK HETPEPHIBHOMN KICTOYHOU KYJIb-
TYPBI, IPEIOKEHHON B COOTBETCTBUH C HACTOSAIIUM HU300pETEHUEM, TTOICPKUBAIOT HA YPOBHE KOHIICHTPAIIHH,
He TpeBbIIaomen 2,5><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 21 THsL.

CortacHo ermie oJHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAIN3alMA IUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOHN KYJBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM H300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIEHTpALMH, HE MPEBBIIIAOLIEH 2,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 28 THel.

CoriacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAIN3alMA TUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOHN KYJBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM H300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIEHTpALMH, HE MPEBBIIIAOLIEH 2,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 5 Heelb.

CortacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAIN3alMA TUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOHN KYJBTYPHI, TPEUIOKCHHON B COOTBETCTBHUU C HACTOSIIUM HM300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIICHTPALH, He TpeBbImaroreii 2,5x 10° keTox/Min, B TedeHHe 10 MEHbIIei Mepe 6 HeIeib.

CoriacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAIN3alMA TUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALINH, He TpeBbimaroreii 2,5x 10° kieTox/Mi, B TedeHne 10 MeHbIeil Mepe 7 HeIeib.

CormnacHo elie oJHOMY 00Jiee KOHKPETHOMY BapHUAHTY peaH3aluy TUIOTHOCTh KICTOK HEIPEePBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEAJIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIIEHTPAIlNH, HE MPEBBIMAIONICH 2,5><106 KIIETOK/MJI, B TEUEHHUE TI0 MEHBIIICH Mepe 8 Heleb.

CormnacHo erie 0JHOMY 0o0Jiee KOHKPETHOMY BapHAHTY peaM3aluy TUIOTHOCTh KICTOK HEIIPEPBIBHOW KiTe-
TOYHOU KYJIBTYPHI, TPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALNH, He TpeBbimaroreii 2,5x 10° keTox/Min, B TedeHne 10 MeHbIeil Mepe 9 HeJIelb.

CorylacHO IpyroMy BapUaHTy peaju3allii IJIOTHOCTh KJIETOK HENPEPHIBHOW KJICTOYHOM KYJIbTYpBI, MPE-
JIOXKCHHOW B COOTBETCTBUM C HACTOSIIUM H300pETCHHEM, MOICPKUBAIOT HA YPOBHE KOHIICHTPAILIWU, HE TIpe-
BBITIAIOIIEH 2,O><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIIEH Mepe 7 THEH.

CornacHO KOHKPETHOMY BapHaHTY PeajM3allid IUIOTHOCTh KJIETOK HEMPEPHIBHON KICTOYHOW KYIBTYPEI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, TOIICPKUBAIOT Ha YPOBHE KOHIICHTPAIUH, HE
MpEeBBILIAIONICH 2,O><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIIeH Mepe 14 nHel.

CorytacHo 0oJiee KOHKPETHOMY BapHaHTY peau3alliy INIOTHOCTh KJIETOK HEMPEPhIBHOW KIETOYHON KYJIb-
TYPBI, IPEJIOKEHHON B COOTBETCTBUH C HACTOSAIIUM U300pETEHUEM, TOICPKUBAIOT HAa YPOBHE KOHIICHTPAIIHH,
He TpeBbIIaomen 2,O><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 21 THsL.

CoracHo ermie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAN3aIMA IUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOH KYJBTYPHI, TPEUIOKEHHON B COOTBETCTBHUU C HACTOSIIUM HM300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIEHTPALMH, HE NMPEBBIIIAOLIEH 2,O><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 28 THel.

CoriacHo erie ogHOMY 0oJiee KOHKPETHOMY BapHaHTY PEAN3AIMA TUIOTHOCTh KJIETOK HEMPEPHIBHON Kile-
TOYHOH KYJBTYPHI, TPEUIOKCHHONH B COOTBETCTBHUU C HACTOSIIUM H300pETCHHEM, MOANCPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He mpeBbimaroiteii 2,0x 10° k1eTox/Mi, B TedeHHe 10 MEHbIIei Mepe 5 HeJIeib.

CormnacHo ere oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCTh KICTOK HEIIPEePBIBHON KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He mpeBbimarorteii 2,0x 10° k1eTox/Mi, B TedeHHe 10 MEHbIIei Mepe 6 HeIeib.

CornacHo elie oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaH3alluy TUIOTHOCTh KICTOK HEIIPEPBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOJACPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He mpeBbimarorteii 2,0x 10° k1eTox/Mi, B TedeHne 10 MeHbIeil Mepe 7 HeJIeib.

CornacHo ere oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaTH3alluy TUIOTHOCTh KICTOK HEIIPEePBIBHOW KiTe-
TOYHOU KYJIBTYPHI, MPEAJIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIIEHTPAIIMH, HE TPEBBIMIAIONICH 2,0><106 KIIETOK/MJI, B TEUEHHUE TI0 MEHBIIIeH Mepe 8 Heleb.

CornacHo ere oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3alluy TUIOTHOCT KICTOK HEIPEePBIBHON KITe-
TOYHOU KYJIBTYPHI, TPEATIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300pETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIEHTpPALMH, HE MPEBBIILIAIOLICH 2,O><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 9 Heels.

CorylacHO OJTHOMY W3 BapHWaHTOB PealM3allid IJIOTHOCTh KJIETOK HEMPEPHIBHOW KIETOYHOW KYJIBTYPHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAIUH, HE
MpeBBILIAIONICH 1,5x10° KIeTOK/MII, B TCUCHHE [0 MEHBLICH Mepe 7 AHeH.

CorylacHO KOHKPETHOMY BapHaHTY peaji3alliil IIOTHOCTh KJIETOK HEMPEPBHIBHON KIIETOYHOH KYIBTYDHI,
MIPEJIOKEHHOW B COOTBETCTBHH C HACTOSIIMM H300pETEHUEM, MOIICPKUBAIOT Ha YPOBHE KOHIICHTPAIUH, HE
MpeBBILIAIONICH 1,5><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIIEeH Mepe 14 nHel.

CoryacHo 0oJiee KOHKPETHOMY BapHaHTY peaau3alliy INIOTHOCTh KJIETOK HEMPEPHIBHOW KICTOYHON KYJIb-
TYPBI, IPEJIOKEHHON B COOTBETCTBUH C HACTOSAIINM HU300pETEHUEM, TTOICPKUBAIOT HAa YPOBHE KOHIICHTPAIIHH,
He TpeBbIIaomen 1,5><106 KJICTOK/MJI, B TCUCHHUE 110 MEHBIIICH Mepe 21 THs.
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CormnacHo ere oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaH3alluy TUIOTHOCTh KICTOK HEIIPEePBIBHON KiTe-
TOYHOU KYJIBTYPHI, MPEAJIOKCHHOW B COOTBETCTBUU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIUEHTPALMH, HE NMPEBBIILIAOLICH 1,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 28 THel.

CormnacHo ere oJHOMY 00Jiee KOHKPETHOMY BapHAHTY peaM3aluy TUIOTHOCTH KICTOK HEIPEePBIBHOW KiTe-
TOYHOW KYJIBTYPHI, MPEATIOKECHHOW B COOTBETCTBHU C HACTOAIINM H300pETCHHEM, MOAACP)KUBAIOT HA YPOBHE
KOHIEHTpALWH, HE NMPEBBIILIAOLICH 1,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 5 Heelb.

CormnacHo emie ogHOMY 00Jiee KOHKPETHOMY BapHaHTY peaTH3aluyl INIOTHOCTh KJICTOK HEIIPEepPHIBHON Kire-
TOYHOW KYJIBTYPHI, MPEATIOKECHHOW B COOTBETCTBHU C HACTOAIINM H300pETCHHEM, MOAACP)KUBAIOT HA YPOBHE
KOHIEHTpALMH, HE MPEBBIILIAOLICH 1,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 6 HEeIelb.

CormnacHo emie ogHOMY 0o0Jiee KOHKPETHOMY BapHaHTY pealn3aliuyl IUIOTHOCTH KJICTOK HEIIPEepPHIBHON Kire-
TOYHOW KYJIBTYPHI, MPEATIOKECHHOW B COOTBETCTBHU C HACTOAIINM H300pETCHHEM, MOIACP)KUBAIOT HA YPOBHE
KOHIEHTpALMH, HE MPEBBIIIAOLIEH 1,5><106 KJICTOK/MJI, B TCUCHHUE TI0 MCHBIIICH Mepe 7 HEeelb.

CormnacHo emie ogHOMY 00Jiee KOHKPETHOMY BapHaHTY pealn3aliuyl IUIOTHOCTH KJICTOK HEIPEepPHIBHON Kire-
TOYHOU KYJIBTYPHI, MPEATIOKECHHOW B COOTBETCTBHU C HACTOAIINM H300pETCHHEM, MOAACP)KUBAIOT HA YPOBHE
KOHIIEHTPAIINH, HE MPEBBIMIAIONICH 1,5x106 KIIETOK/MJI, B TEUEHHUE TI0 MEHBIIICH Mepe 8 Heleb.

CormnacHo emie ogHOMY 0o0Jiee KOHKPETHOMY BapHaHTY pealn3aliuyl INIOTHOCTH KJICTOK HEIIPEepPHIBHON Kire-
TOYHOU KYJIBTYPHI, TPEATIOKCHHOW B COOTBETCTBHU C HACTOSIIMM H300PETCHHEM, MOACPKUBAIOT HA YPOBHE
KOHIICHTPALWH, He mpeBbimaroteil 1,5x10° keTox/Mi, B TedeHne 1o MeHbIeit Mepe 9 HeIeib.

Hwke puBeieHbl XapakTepHble 1eTainn crnoco6oB noxyuenus rVWE u rA13.

CrnenyeT MOHUMATh, YTO, XOTS YCIOBHS IpecTaBiIeHbl KOHKpeTHO At rVWF nnu rAl3, ykazaHHble ycno-
Bust uist TVWE MoryT npumeHsThes aist moiaydeHus rA13, n Hao6opoT.

B. Crioco0b1 norydeHnst BRICOKOMOJIEKYIISIPHOTO pekoMOuHaHTHOTO VWE.

CornacHo JApyroMy acrekTy HacTOsIIee M300PETeHHUE OTHOCUTCS TaKke K crmocobam momyueHus VWF B
YCIOBHAX KJIETOYHON KYJIBTYPHI, BKIIOYAIOMNX CPEAy AJIS KICTOYHOH KyIbTYpPHI, COIEPKANTYIO MOBHIIICHHYIO
KOHIICHTPAIHIO M.

CornacHO ompeAereHHBIM BapHaHTaM pealn3allid yKa3aHHas KyJNbTypa TaKXKe COIEPKUT HU3KYIO KOH-
[EHTPAIUI0 aMMOHHUSA. VICTIob3yemMble B M300pEeTEHUH TEPMHUHBI "KyJIbTypa KIETOK (KIETO4YHas KyibTypa)" u
"pacTBOp KyJIbTYPHI KJIETOK" MPUMEHSIOT B3aNMO3aMEHSIEMO.

CorJilacHO OJIHOMY W3 BapHAaHTOB peau3alliil HaCTosIIee H300peTeHne o0ecieunBaeT Crocod MoIydeHus
BBICOKOMOJICKYJIIPHOTO peKOMOMHAHTHOTO VWF, BKITFOUAOTITHIA:

a) obecrieueHNe KyJIbTYphI KICTOK;

b) BBeIICHHE TIOCIIEIOBATEIFHOCTH HYKICHHOBOM KUCIOTHI, kKoaupytomeid VWF; ¢) oTOop ki1eTok, Hecymmx
YKa3aHHYIO TIOCIIEIOBATEIIFHOCTh HYKJICHHOBON KUCIIOTHI, U

d) ocymectsienue skcnpeccnn VWF B yKa3aHHBIX KICTKaX B YCIOBUSX KIETOYHOH KYJIBTYPHI, BKIIFOYAFO-
MHUX Cpenry IUIA KIETOYHOU KYNIbTYpPHI, COAEPKAIIYI0 MEh B KOHIICHTPAIINHU 110 MCHBIICH Mepe IPHOITU3UTEITHHO
2,4 MKT/T, ¥ CYNIEpHATAHT KyJIbTYPHl KJIETOK, CONEPKAlINii aMMOHHAN B KOHIICHTPAIIMH MEHee 4eM MPUOIU3H-
TeapbHOI0 MM, mpudeMm ykaszaHHbI VWF mpencramisier co6oit BeicokoMynbTHMepHBIH VWF, comepxamuii ot
MPUOIM3UTENBHO 14 10 MPUOIMU3HTETHHO 22 TUMEPOB M 00JIATAIONIHKA YASTLHOW PUCTOIIETHHOBOH aKTUBHOCTHIO
o0 MeHbIIeH Mepe npuomm3uTensHo 30 ME/MKT.

CorylacHO JambHEHIIMM BapHaHTaM peaiu3anuu MyinbTuMepHble rVWE, momydaemslii ¢ pHMEHEHHEM
Croco0OB COTTIACHO HACTOSIIEMY U300peTeHHI0, coepkaT npudmmsurensHo 10-30, 12-28, 14-26, 16-24, 18-22,
20-21 mumepoB. CornacHo nanbHeHmNM BapuaHTaM peanu3anuu rVWF, monyuaemslil coriacHO HacTOSILEMY
n300peTeHN0, 00JalacT yIeIFHON aKTUBHOCTBIO MO MEHBIIEH Mepe mpuOmmsutensHo 20; 22.5; 25; 27.5; 30;
32,5; 35; 37,5; 40; 42,5; 45; 47,5; 50; 52,5; 55; 57,5; 60; 62,5; 65; 67,5; 70; 72,5; 75; 77,5; 80 unu Gonee
ME/MKT.

CornacHO KOHKPETHOMY BapHaHTy pealu3alliyl IUIOTHOCTh KIICTOK B HEMPEPHIBHON KJIETOYHOU KYIBTYpPE
st nomydennst rVWE moIepKHBAlOT HA YPOBHE KOHIGHTPALMH, He MpeBbimaromeii 2,5x10° kietox/m B Te-
YeHHE JITUTEIBHOTO MeproIa.

CornacHo APYruM KOHKPETHBIM BapHaHTaM pealu3aliiy INIOTHOCTh KIIETOK MOAJCPKUBAIOT HAa YPOBHE HE
oime 2,0x10°, 1,5x10°, 1,0x10°, 0,5x 10° kieTox/min mim MeHee.

COrJIacHO OJHOMY M3 BAPHAHTOB PEATH3ALMH IUTOTHOCTH KIETOK TOANEPKHBAIOT B AHamasone ot 1,5x10°
1 2,5x10° KieTox/miL.

CorJlacHO OJTHOMY W3 BapHAaHTOB peau3alliil HaCTosIIee H300peTeHne 00ecieunBaeT Crocod MOTydeHus
KOMITO3HUITUH PEKOMOMHAHTHOTO (akTopa ¢hoH Buinedbpanma (rVWF); ykazaHHBIH c1TOCOO BKITIOYAET ATAIIBI:

(a) obecriedeHnss OCHOBHBIX Cpea I KYJIbTYPHI KIETOK;

(b) nobaBneHNs B OCHOBHBIE CPEBI ISl KJICTOUHBIX KyJNbTYp MEIH 0 KOHEUYHOW KOHIICHTPAIIMHA MEIH IO
MeHbIer Mepe 2,0 MKT/;

(c) obecniedenust oHON WK OoJiee KIETOK, COAEpIKAIINX HYKJICHHOBYIO KHCIIOTY, KOJAMPYIOMIYIO OeoK
rVWF;

(d) KynETUBUpPOBaHHS yKa3aHHOM ONHOW WM OOJiee KIIETOK B Cpeie IS KICTOYHBIX KYJIBTYp C J00aBiec-
HUEM MEIU TaKHUM 00pa30oM, UTO MPOUCXOAUT dKcHpeccus u 3kckperust rVWF u3 kieTok B KyIbTypalbHEIN Cy-
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MICPHATAHT; U

() oTmeneHus MO MEHBIIEH Mepe YaCcTH YKa3aHHOTO KYJIBTYpaJLHOTO CyNCpHATAHTA, MPUYCM yKa3aHHBIH
OTIIEJICHHBIN CyIepHATaHT 00JIafiaeT YACIbHON PUCTOIETHH-KOGaKTOpHOH akTuBHOCTBIO I'VWF, cocTaBisromeit
o menbieit mepe 30 ME/Mxkr rVWE.

CornacHO OJHOMY W3 BapHaHTOB PEATHM3AIHNU PACTBOP KYIBTYpPHl KIETOK TAaKXKE COAEPKUT aMMOHHUH B
KOHIIEHTpanuu MeHee yeM 10 MM.

CornacHo IpyroMy KOHKPETHOMY BapHAHTy peaM3allii KOHICHTPAHS aMMOHHUS B PAaCTBOPE KYJIbTYPHI
KIIETOK TIOJJIEPKUBAIOT HA YPOBHE KOHIICHTPAIIMM aMMOHHUs, He TpeBbimaomei 10 MM, B TeueHHe 1o MEHbIIEH
Mepe 7 gHen.

CornacHo MPEANOYTUTEIHPHOMY BapHAHTY PEalH3aldd PacTBOP KYIbTYPHI KIETOK COACPKAT aMMOHHIA B
KOHIEHTpaLMK, He MpeBbIaonei 5 MM.

CornacHo Jpyromy KOHKPETHOMY BapHAHTY pPealU3allMy KOHIICHTPAIIMIO aMMOHUS B PAacTBOPE KYJIbTYPHI
KJICTOK IMOJJCPKUBAIOT HA YPOBHE KOHIICHTPAIIMM aMMOHHS, HE MPEBHINAIONICH 5 MM, B TeUeHUE IO MEHBIICH
Mepe 7 gHen.

CornacHO MPEeANOYTHTEIHFHOMY BapHAHTY PEaTH3aldN PAacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHHA B
KOHIICHTPAIINH, HE MPEeBBIMAionei 4 MM.

CornacHO IpyroMy KOHKPETHOMY BAapHAaHTy pEasM3alliiil KOHIICHTPALWIO aMMOHHS B KYJIBTYpE KIIETOK
TOIIEP)KUBAIOT Ha YPOBHE KOHIIEHTPAIIMA aMMOHUS, HE TpeBhImameid 4 MM, B TedeHHe TI0 MeHbIIel Mepe 7
THEH.

CornacHO OpyTrUM BapHaHTaM pEaTU3aIliH PACTBOP KyJIBTYPHI KIETOK COACPKUT aMMOHHUHA B KOHIIEHTpa-
uuu He Beie 10 MM, unu He BoIIe 9, 8, 7, 6, 5, 4, 3, 2, 1 MM, unu meHee.

CornacHo elie 0JHOMY W3 BapHAHTOB peallM3alliil KOHIICHTPAIIUI0 aMMOHHS B KYJIbTYpe KJIETOK MOIICP-
JKUBAIOT Ha HU3KOM yYPOBHE Ha MPOTSHKCHUU Tpoliecca (T.¢. B TCUCHHE BCEr0 BPEMEHH, Ha MPOTSHKEHUU KOTOPO-
ro yKa3aHHas KyJbTypa UCTIONb3yeTcs s nonydeHus rVWF).

CornacHo IpeANOYTUTEIFHOMY BApHAHTY peaM3alliil OTACICHHBIA CyIepHATaHT 00JIagacT yACIbHOW pH-
CTOIIETHH-KO(aKkTOpHOU akTHBHOCTHIO IVWF, cocTapistomelt mo MenbIeit mepe S0 ME/Mkr rVWE.

CornacHo 0ojee IpeArnoYTHTEIFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOIETHH-KO(aKTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomieit mo menbiiei mepe 70 ME/Mkr rVWE.

CornacHO OJJHOMY W3 BapHaHTOB peaM3aI[y OMMCAHHOTO BHIIIE CITI0CO0a B OCHOBHBIE CPEIBI AT KIETOY-
HBIX KYJBTYP J0OABJISIOT MEb 0 KOHEYHON KOHIICHTPAIIMN MEIN TI0 MEHbIIeH Mepe 2,4 MKT/JI.

CornacHO OJHOMY W3 BapHAaHTOB PEATHM3AIHNU PACTBOP KYIbTYPHl KIETOK TAaKXKE COACPKUT aMMOHHUH B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHo Jpyromy KOHKPETHOMY BapHAHTY pPeaU3alliy KOHIICHTPAIIMIO aMMOHUS B PAacTBOPE KYJIbTYPHI
KJICTOK TIOJICP’KUBAIOT Ha YPOBHE KOHIICHTPAIlMU aMMOHHS He Bbiie 10 MM B TeyeHue 1o MeHbIIeiH mepe 7
JTHEH.

CornacHo MPEANOYTUTEIHPHOMY BapHAHTY PEalH3aldd PacTBOP KYJIbTYPHI KIETOK COACPIKAT aMMOHHIA B
KOHIEHTpaLUHU He Bbile 5 MM.

CornacHO IpyroMy KOHKPETHOMY BapHAHTY Peai3alliy KOHIIEHTPAIIMIO aMMOHHS B PacTBOpPE KYyJIBTYPHI
KJIETOK TOJJIEPKMUBAIOT Ha ypPOBHE KOHIIEHTPAllMM aMMOHHUS He BbIlie 5 MM B TedueHHe MO MeHblIeH mepe 7
THEH.

CornacHO MPEANOYTHTEIHPHOMY BapHAHTY PEaTH3aldN PAacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
KOHIICHTpAINH He BhITe 4 MM.

CornacHo Jpyromy KOHKPETHOMY BapHAHTY pPealH3allMy KOHIICHTPAIIMIO aMMOHUS B PAacTBOPE KYJIbTYPHI
KJICTOK IMOJJICPKUBAIOT HA YPOBHE KOHIICHTpAIIMA aMMOHHWS He BbIme 4 MM B Ted4eHHE MO MEHBIIEH Mepe 7
JTHEH.

CornacHo JpyruM BapHaHTaM pPEalU3alliy PACTBOP KYJIbTYPHI KIIETOK COJCPKHUT aMMOHHIA B KOHIICHTpA-
uuu He Beie 10 MM, unu He BeIIe 9, 8, 7, 6, 5, 4, 3, 2, 1 MM, unu meHee.

CornacHo ele 0JJHOMY U3 BapHAaHTOB peaii3alliy KOHIICHTPALUI0 aMMOHHUSI B PACTBOPE KYJIBTYPBI KICTOK
MOJICP’KUBAIOT HA HU3KOM YPOBHE Ha MPOTSHKEHUH Iporiecca (T.e. B TEYCHHE BCEro BPEMEHH, Ha MPOTHKCHUN
KOTOPOTO YKa3aHHasi KyJIbTypa UCTIONb3yeTcs uist mosryaeHus rVWF).

CornacHO TPEATIOUTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT O0agaeT yaeIbHOH pu-
CTOIeTHH-KO(aKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe S0 ME/Mkr rVWE.

CornacHo 0ojee IpeAroYTHTEIHFHOMY BApHAHTY Peai3aliy OTASICHHBIA CylepHaTaHT 00JIagaeT yaenb-
HOW pUCTOIETHH-KO(aKkTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbirei mepe 70 ME/Mkr rVWE.

CornacHo OJJHOMY W3 BapHAaHTOB pealTU3alfH OMMCAHHOTO BBIIIEC CIIOCO0a B OCHOBHBIC CPEIBI IS KJIETOY-
HBIX KYJBTYp JOOaBISFOT MEAb JO KOHCYHO!N KOHIICHTPAIUU MEIIU, COCTABJISIONICH M0 MEHBINEH Mepe 3 MKI/II.

CornacHO OJHOMY W3 BapHaHTOB PEaJHM3alMd PACTBOP KYJIBTYPHI KICTOK TAKXKE COACPKUT aMMOHHUU B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHo JpyromMy KOHKPETHOMY BapHAHTY pPealU3alliy KOHIICHTPAIIMIO aMMOHUS B PAacTBOPE KYJIbTYPHI
KJICTOK TIOJICP’KUBAIOT Ha YPOBHE KOHIICHTPAIMU aMMOHHS He Bbiie 10 MM B TeyeHue 1o MeHbIIei mepe 7
THEH.

CornacHO MPEeANOYTHTEIHFHOMY BapHAHTY PEaM3aldd PacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
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KOHIEHTpaLUu He Bbile 5 MM.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY pealu3allii KOHLEHTPALMIO aMMOHUSI B PacTBOPE KYJIbTYpPbI
KJIETOK TOJJIEPKMUBAIOT Ha YpPOBHE KOHIIEHTPAllMM aMMOHHUS He BbIlle 5 MM B TedueHHe MO MeHbIIeH mepe 7
THEH.

CornacHO MPEANOYTHTEIHFHOMY BapHAHTY PEaTH3aldN PAacTBOP KYJIBTYPHI KIETOK COAEP)KUT aMMOHHH B
KOHIICHTpAINH He BbITe 4 MM.

CornacHO IpyroMy KOHKPETHOMY BapHAHTY pPeai3alliy KOHIIEHTPAIIHMIO aMMOHHUS B PacTBOpPE KYJIBTYPHI
KJIETOK MOJJCPKUBAIOT HA YPOBHE KOHIIEHTpPAIlMM aMMOHHWS HE BhIme 4 MM B TedeHHe MO MEHbIIEH mepe 7
JTHEH.

CornacHo JpyruM BapHaHTaM pealU3alliy PaCTBOP KYIbTYPHI KIIETOK COJCPKHUT aMMOHHIA B KOHIICHTpA-
uuu He Beie 10 MM, unu He BeiIe 9, 8, 7, 6, 5, 4, 3, 2, 1 MM, unu meHee.

CoracHo elie 0JJHOMY U3 BapHaHTOB pealin3alliid KOHLUEHTPALXIO AMMOHUS B PACTBOPE KYJIbTYPHI KIETOK
MOJICP>KUBAIOT HA HA3KOM YPOBHE Ha MPOTSHKEHUH Mpoliecca (T.e. B TCYCHUE BCErO BPEMCHH, Ha MPOTSIKCHUU
KOTOPOT'0 yKa3aHHasl KyJlbTypa UCHOIb3yeTcs [sl nomydenus rVWE).

CornacHO TPEATIOUTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT o0agaeT yaeIbHOH pu-
CTOIIETHH-KO(aKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe S0 ME/Mkr rVWE.

CornacHo 6ojee IpeArnoYTHTEIHFHOMY BApHAHTY PEaH3ally OTACICHHBIA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOlETHH-KO(aKkTOpHOU akTUBHOCTHIO TVWF, cocrapmnstomeit mo mensmiei mepe 70 ME/Mkr rVWE.

CornacHO OJJHOMY W3 BapHaHTOB peaM3aI[H OMMCAHHOTO BHIIIE CITI0CO0a B OCHOBHBIE CPEIBI AT KIETOY-
HBIX KYJIBTYp H0OaBISIIOT MEAb O KOHEYHOI KOHIICHTPAUN MEIH, COCTaBIIAIONICH 10 MEHbIIEeH Mepe 4 MKT/IL.

CoryacHO OJHOMY M3 BapUaHTOB pealM3allid PACTBOP KYJIbTYPbI KJIETOK TaKXKe COICPKUT aMMOHUHN B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY peaiu3alid KOHLEHTPALMIO aMMOHUSI B PacTBOPE KYJIbTYpPbI
KJIETOK MOJACPKHUBAIOT HA YPOBHE KOHIIEHTpAIlMM aMMOHHUs He Bbimie 10 MM B TeueHue Mo MeHbluel mepe 7
JTHEH.

CornacHO MPEeANOYTHTEIHPHOMY BapHAHTY PEaTH3aldN PAacTBOP KYJIBTYPHI KIETOK COAEP)KUT aMMOHHHA B
KOHIICHTpAIIUK HE BbIlIe 5 MM.

CornacHO apyroMy KOHKPETHOMY BApHAHTY PeaM3allMy KOHIIEHTPAIIMIO aMMOHUS B PacTBOpPE KYJIBTYPHI
KJIETOK TOJJIEPKMUBAIOT Ha ypPOBHE KOHIIEHTPAllMM aMMOHHUS He BbIlle 5 MM B TedueHHe MO MeHblIeH mepe 7
THEH.

CornacHO MPEeANOYTHTEIFHOMY BapHAHTY PEaTH3aldd PacTBOP KYJIBTYPHI KIETOK COAEP)KUT aMMOHHH B
KOHIEHTpaluu He Bbille 4 MM.

CoryacHo IpyroMy KOHKPETHOMY BapHaHTY peajlu3allii KOHLEHTPALMIO aMMOHUSI B PacTBOPE KYJIbTYpPhI
KJIETOK MOJAJEP>KMBAIOT Ha ypOBHE KOHLEHTPALMM aMMOHHUS HE Bbille 4 MM B TedeHHe MO MeHbIeH mepe 7
JTHEH.

CornacHo IpyruM BapHaHTaM PealU3alliyl CPEIIbl [UTS KIIETOYHBIX KYJIBTYp COJACPKAT aMMOHHUI B KOHIICH-
Tpanuu He Beime 10 MM, umu ve Boiie 9, 8, 7, 6, 5,4, 3, 2, | MM niu Menee.

CormnacHo erie OJHOMY W3 BapHaHTOB peaii3alliy KOHIICHTPALMI0 aMMOHHSI B PACTBOPE KYJIBTYPHI KIECTOK
MOJICP’KUBAIOT HA HU3KOM YPOBHE Ha MPOTSHKEHUH Iporiecca (T.e. B TEYSHHE BCEro BPEMEHH, Ha MPOTHKCHUN
KOTOPOTO YKa3aHHas KyJIbTypa UCTIONb3yeTcs uist mosrydeHus rVWF).

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT O0agaeT yaAeIbHO’ pu-
CTOIeTHH-KO(aKkTOpHOH akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIieit mepe S0 ME/Mkr rVWE.

CornacHo 0oJjee PEANOYTUTEIHPHOMY BApHAHTY PEaM3ally OTACICHHBIA CyIIepHATAHT 00JamacT yaeib-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHo 0OJJHOMY W3 BapHAHTOB pEaTU3allH OMMCAHHOTO BBIIIEC CIIOCO0a B OCHOBHBIC CPEIBI IS KJIETOY-
HBIX KYJIBTYp JOOABISIFOT MEAb JJO KOHEYHOIH KOHIICHTPAIUU ME/H, COCTABIISIONICH MPUOIU3UTEIBHO 4,3 MKI/II.

CorynacHO OJHOMY M3 BapUaHTOB pealM3allid PACTBOP KYJIbTYPbI KJIETOK TaKXKe COIACPKUT aMMOHUHN B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHO apyroMy KOHKPETHOMY BApHAHTY Peai3alliy KOHIIEHTPAIIHMIO aMMOHHUS B PAacTBOpPE KYJIBTYPHI
KJIETOK TOJICPKUBAIOT HA YPOBHE KOHIICHTPAIIMH aMMOHHUS He Bbimie 10 MM B TedeHWe Mo MEHbIeH mepe 7
THEH.

CornacHO MPEeANOYTHTEIHFHOMY BapHAHTY PEaTH3aldd PacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
KOHIICHTpAIIUK HE BbIle 5 MM.

CornacHo IpyroMy KOHKPETHOMY BapHAHTY pPeai3alliy KOHIIEHTPAIHMIO aMMOHHUS B PacTBOpPE KYyJIBTYPHI
KJIETOK MOJAJEP>KMBAIOT Ha ypOBHE KOHLEHTPALMM aMMOHHUS HE Bbllle 5 MM B TeueHHe MO MeHbIeH mepe 7
JTHEH.

CoryacHO NPeaNOYTUTEILHOMY BapUaHTy pealu3allii PacTBOP KYJIbTYPHl KJIETOK CONEPKUT aMMOHUI B
KOHIEHTpaLuu He BbIille 4 MM.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY peaiu3allii KOHLEHTPALMIO aMMOHUSI B PacTBOPE KYJIbTYpPhI
KJIETOK MOJAJEP>KUBAIOT Ha ypOBHE KOHLEHTPALMM aMMOHHUS HE Bbllie 4 MM B TedeHHe MO MeHbIeH mepe 7
THEH.

CornacHO IpyTrUM BapHaHTaM pEaTM3aIliH PACTBOP KyJIbTYPHI KIETOK COACPKHUT aMMOHHUHA B KOHIIEHTpa-
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nuu He Beimre 10 MM, wim He BEIIE 9, 8, 7, 6, 5, 4, 3, 2, 1 MM wim MeHee.

CornacHo ele 0JJHOMY W3 BapHAHTOB peaii3alliy KOHIICHTPALUI0 aMMOHHUSI B PACTBOPE KYJIBTYPBI KICTOK
MOJ/ICP’KUBAIOT HA HU3KOM YPOBHE Ha MPOTSHKEHUH Iporiecca (T.e. B TEYCHHE BCEro BPEMEHH, Ha MPOTHKCHUN
KOTOPOTO YKa3aHHasi KyJIbTypa UCTIONb3yeTcs uist mosryaeHus rVWF).

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3aliil OTACICHHBIN CylepHaTaHT o0agaeT yaelbHOH pu-
CTOIIETHH-KO(aKkTOpHOH akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe S0 ME/Mkr rVWE.

CornacHo 0ojee MpeArnoYTHTEIFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOlETHH-KO(aKTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbrei mepe 70 ME/Mkr rVWE.

CornacHo 0JJHOMY W3 BapHAaHTOB pealTU3aliK OMIMCAHHOTO BBIIIEC CIIOCO0a B OCHOBHBIC CPEIBI IS KJIETOY-
HBIX KYJBTYp JOOABISIFOT MEAb JJO KOHEYHOIH KOHIICHTPAUU MeTu OT 2 10 20 MKT/II.

CornacHO OJHOMY W3 BapHaHTOB PEaHM3allMd PACTBOP KYJIBTYPHI KICTOK TAKXKE COACPKUT aMMOHHUH B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHo Jpyromy KOHKPETHOMY BapHAHTY pPealU3allMy KOHIICHTPAIIMIO aMMOHUS B PacTBOPE KYJIbTYPHI
KJICTOK TIOJUICP’KUBAIOT HA YPOBHE KOHIICHTPAIMU aMMOHHMS He Bbiie 10 MM B TeueHue 1o MeHbIIei mepe 7
THEH.

CornacHO MPEANOYTHTEIHFHOMY BapHAHTY PEaH3aldd PacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
KOHIICHTpAIIUK HE BbIlIe 5 MM.

CornacHO IpyroMy KOHKPETHOMY BAapHaHTy pEasM3alliiil KOHIICHTPALWIO aMMOHHS B KYJIBTYpE KIETOK
MOAICPKUBAIOT HA YPOBHE HE BbIlIe 5 MM B TeueHHE 10 MEHbIIIEH Mepe 7 AHEei.

CornacHO MPEeANOYTHTEIHPHOMY BapHAHTY PEaTH3aldN PAacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
KOHIIeHTparuu He Bbie 4 MM. CortacHO pyromMmy KOHKPETHOMY BapHaHTy pealu3alliyl KOHIICHTPAIHUI0 aMMO-
HUS B KYJITYypE KJICTOK MOJIICPKUBAIOT HAa YPOBHE HE BhINIe 4 MM B TeUeHHE IO MCHBIIICH Mepe 7 JHEH.

CornacHo JpyruM BapHaHTaM pPEalU3alliy PACTBOP KYIbTYPHI KIIETOK COJICPKHUT aMMOHHIA B KOHIICHTpA-
nuu He Beimre 10 MM, wim He BEIIE 9, 8, 7, 6, 5, 4, 3, 2, 1 MM wim MeHee.

CornacHo elie 0JHOMY W3 BapHAHTOB pealln3alliil KOHIICHTPAIIUI0 aMMOHHUS B KYJIbTYpEe KJIETOK MOIICP-
JKUBAIOT Ha HU3KOM ypPOBHE Ha MPOTHKCHUH Tporiecca (T.e. B TeUEHHE BCEr0 BPEMEHH, Ha MPOTSHKEHUH KOTOPO-
T0 yKa3aHHas KyJbTypa HCIIONIb3yeTcs i mosydenus rVWF).

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3aliil OTACICHHBIN CylepHaTaHT o0agaeT yaeIbHOH pu-
CTOIIETHH-KO(aKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo MeHbIeit mepe S0 ME/Mkr rVWE.

CornacHo 0ojee MpeArnoYTHTEIFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JIagaeT yaenb-
HOW pUCTOIIETHH-KO(aKTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbiiei mepe 70 ME/Mkr rVWE.

CornacHo 0JJHOMY W3 BapHAHTOB pealTU3allH OMMCAHHOTO BBIIIEC CIIOCO0a B OCHOBHBIC CPEIBI IS KJIETOY-
HBIX KYJBTYp JOOABISIFOT MEAb JJO KOHEYHOIH KOHIICHTpAUU Meu oT 3 o 10 MKr/m.

CornacHO OJIHOMY W3 BapHaHTOB PEaHM3allMd PACTBOP KYJIBTYPHI KICTOK TAaKKE COACPKUT aMMOHHUU B
KOHIEHTpauuu MeHee yeM 10 MM.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy pealld3alliyl KOHIICHTPALWIO aMMOHUS B KYJIBTYPE KIETOK
HOJ/IEPKUBAIOT HA YpoBHE He Bhllle 10 MM B TeueHHe o MeHbLIEH Mepe 7 THEH.

CornacHO MPEeANOYTHTEIHFHOMY BapHAHTY PEaTH3aldd PAacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
KOHIIEHTpAIIUK HE BbIlIe 5 MM.

CornacHO IpyroMy KOHKPETHOMY BApHAHTY PeaM3alliy KOHIIEHTPAIIHMIO aMMOHHS B PacTBOpPE KYJIBTYPHI
KJIETOK TOJJIEPKMUBAIOT Ha YpPOBHE KOHIIEHTPAllMM aMMOHHUS He BbIlle 5 MM B TedueHHe MO MeHbIIeH mepe 7
THEH.

CornacHO MPEANOYTUTEIHPHOMY BapHAHTY PEalH3aldd PacTBOP KYJIbTYPHI KIETOK COACPKAT aMMOHHIA B
KOHIEHTpaluu He Bbille 4 MM.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy pealld3alliyl KOHIICHTPALWIO aMMOHHUS B KYJIBTYPE KIETOK
MOJJIEP>KUBAIOT HA YPOBHE HE Bhlllie 4 MM B TeueHHe 10 MeHblIe Mepe 7 AHE.

CornacHo JpyruM BapUaHTaM pEalU3alliy PACTBOP KYIbTYPHI KIIETOK COJCPKHUT aMMOHHIA B KOHIICHTpA-
nuu He Beimre 10 MM, wim He BEIIE 9, 8, 7, 6, 5, 4, 3, 2, 1 MM wim MeHee.

CormnacHo erie OJHOMY W3 BapHaHTOB peaii3alliy KOHIICHTPAILIUI0 aMMOHHSI B PACTBOPE KYJIBTYPHI KICTOK
MOJ/ICP’KUBAIOT HA HU3KOM YPOBHE Ha MPOTSHKEHUH Iporiecca (T.e. B TEYCHHE BCEro BPEMEHH, Ha MPOTHKCHUN
KOTOPOTO YKa3aHHasi KyJIbTypa UCTIONb3yeTcs uist mosrydeHus rVWF).

CornacHO TPEATIOUTUTEIFHOMY BapHAHTY pealn3aliil OTACICHHBIH CylepHaTaHT o0agaeT yaAeIbHOH pu-
CTOIIETHH-KO(aKkTOpHOH akTHBHOCTHIO TVWF, cocTapistomeit mo Menbieit mepe 50 ME/Mkr rVWE.

CornacHo 6ojee IpeArnoYTHTEIFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHo 0JJHOMY W3 BapHAHTOB peaTU3alH OMMCAHHOTO BBIIIEC CIIOCO0a B OCHOBHBIE CPEIBI IS KJIETOY-
HBIX KYJBTYp JOOABISIFOT MEAb JO KOHCYHO!H KOHIICHTPAIUU MEIU OT 4 110 7,5 MKT/1.

CornacHO OJIHOMY W3 BapHaHTOB PEajHM3allld PACTBOP KYJIbTYpPHl KICTOK TAaKXKE COACPKUT aMMOHHUH B
KOHIEeHTpauuu MeHee yeM 10 MM.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy peallu3alliyl KOHICHTPALWIO aMMOHHUS B KYJIBTYPE KIETOK
MOIIEP)KUBAIOT Ha ypoBHE He BhIe 10 MM B TeueHue 10 MeHbIIIeH Mepe 7 THEH.

CornacHO MPEANOYTHTEIHFHOMY BapHAHTY PEaM3aldd PacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
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KOHIEHTpaLUu He Bbile 5 MM.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy peallu3alliyl KOHIICHTPALWIO aMMOHUS B KYJIBTYPE KIETOK
MOAICPKUBAIOT HA YPOBHE HE BbIlIe 5 MM B TeUueHHE 10 MEHbILIEH Mepe 7 AHE.

CornacHO MPEeANOYTHTEIFHOMY BapHAHTY PEaTH3aldN PAacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHHA B
KOHIICHTpAINH He BhITe 4 MM.

CornacHO IpyroMy KOHKPETHOMY BAapHaHTy pEeasM3aIliil KOHIICHTPALWIO aMMOHHS B KYJIBTYPE KIETOK
MOIIEP)KUBAIOT HA YPOBHE HE BhIle 4 MM B T€UeHHE IO MEHBIIIEH Mepe 7 JHEH.

CornacHO JpyrUM BapHaHTaM pEaTM3aIliH PACTBOP KyJIBTYPHI KIETOK COACPKHUT aMMOHHUHA B KOHIIEHTpa-
nuu He Beimre 10 MM, wim He BeIIE 9, 8, 7, 6, 5, 4, 3, 2, 1 MM wim MeHee.

CornacHo elie 0JTHOMY W3 BapHAHTOB peallU3alliil KOHIICHTPAIIUI0 aMMOHHUS B KYJIbType KJIETOK MOIICP-
JKUBAIOT Ha HU3KOM yYPOBHE Ha MPOTSHKCHUU Tporiecca (T.¢. B TCUCHHE BCEr0 BPEMEHH, Ha MPOTSHKEHUU KOTOPO-
ro yKa3aHHas KyJbTypa UCTIONb3yeTcs s nonydeHus rVWF).

CornacHo TpEeANOYTUTEIFHOMY BapHAHTY PeaM3alliil OTACICHHBIH CyIepHATaHT 00JIagaeT yAeIbHOW pH-
CTOIETHH-KO(aKkTOpHOI akTUBHOCTBIO rVWF, cocTaBnstomieii o menbiiei mepe 50 ME/Mkr rVWE.

CornacHo 0ojee IpeArnoYTHTEIFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOlETHH-KO(aKkTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbiiei mepe 70 ME/Mkr rVWE.

CorJlacHO OJTHOMY W3 BapHAaHTOB peau3allil HACTosIIee H300peTeHne 00ecieunBaeT Crocod MOMydeHuUs
KOMITO3HUITUHN PEKOMOMHAHTHOTO (akTopa ¢poH Bunedbpanma (rVWF); ykazaHHBIH c1TOCOO BKITIOYAET ATAITHI:

(a) obecriedeHnss OCHOBHBIX Cpe I KYJIbTYPHI KIETOK;

(b) moGaByieHNsI B OCHOBHBIE CPEBI ISl KICTOUHBIX KYJIbTYp MEIH;

(c) obecnieueHust OHON MK OOJiee KICTOK, COJACPKANIUX HYKICHHOBYIO KHCIOTY, KOAMPYIOMIYIO OEIOoK
rVWEF;

(d) KynETUBUpPOBaHHS yKa3aHHOM ONHOW WM OoJiee KIIETOK B Cpeie IS KICTOYHBIX KYJIBTYp C J00aBie-
HUEM MEIU TaKUM 00pa3oM, UTO MPOUCXOAUT dKcHpeccus u 3kckperust rVWF u3 kieTok B KyIbTypaibHEIH Cy-
MICPHATAHT; U

() oTmemeHus MO MEHBIIEH Mepe YaCTH YKa3aHHOTO KyJIbTYPaJbHOTO CyIIepHATAHTa, IPUIEM KOHIICHTpa-
o NH, B yKka3aHHOM CyTIepHATaHTe TOAAEPKUBAIOT HA HI3KOM YPOBHE B TCUCHHE 110 MEHBIIEH Mepe 7 IHei,
Y TIPU OTOM yKa3aHHBIM OTJIEJICHHBIH CylepHATaHT TakXke o0JafaeT yIeNbHONW PUCTONETHH-KO(PAKTOPHOH ak-
tuBHOCTBIO TVWF, cocraBmnstomieit mo menpmeii Mmepe 30 ME/Mkr rVWE.

CornacHo KOHKPETHOMY BapHAaHTY pealu3allii KOHIEHTPAIMIO MeIu U KoHneHTparuio NH, B pacTBope
KyJbTYPhl KJIETOK TOJJICPKUBAIOT HA YPOBHE KOHIIGHTPAIMK COTJIACHO JOOOMY M3 BapuaHtoB 1-440, mpuse-
JIIEHHBIX B Ta0m. 1.

CornacHo TpEeANOYTUTEIFHOMY BApHAHTY pean3alliil OTACICHHBIH CYIepHATaHT 00JIagacT yACIbHOW pH-
CTOICTHH-KO(aKkTOpHOM akTUBHOCTBIO rVWF, cocTaBnstomieii o menbmiei mepe 50 ME/Mkr rVWE.

CornacHo 0oJjee PEANOYTHUTEIPHOMY BApHUAHTY PEaTH3ally OTICICHHBIA CYIIepHATAHT 00JamacT yaeib-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTaBnstomiei no menpmiei mepe 70 ME/mxr rVWE.

CornacHO OHOMY W3 BapHaHTOB PEAM3aI[UH OMHCAHHOTO BBINIC CIIOCO0Aa KOHICHTPAIIMIO MEIU U KOH-
nentpanuio NH, B KynbType KIETOK MOJNEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIACHO JII060MY M3 BapHaH-
TOB 1-440, mpuBeACHHBIX B Ta0J. 1, B TeUeHHe TI0 MeHbIIeH Mepe 14 mHei.

CornacHO TPEATIOUTUTEIFHOMY BapHAHTY pealn3aliil OTACICHHBIH CylepHaTaHT O0agaeT yaeIbHOH pu-
CTOIIeTHH-KO(aKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo Menbieit mepe S0 ME/Mkr rVWE.

CornacHo 0ojee IpeArnoYTHTEIHFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JIagaeT yaenb-
HOW pUCTOIETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtapnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHO OHOMY W3 BapHaHTOB PEAM3aI[UH OMHCAHHOTO BBINIC CIIOCO0Aa KOHICHTPAIIMIO MEIU U KOH-
nentpamuio NH, B KyIbType KIETOK HOIIEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTTIACHO JII06OMY M3 BapHaH-
ToB 1-440, mpuUBEJCHHBIX B Ta0J. 1, B TeueHHUE MO MeHbIeH Mepe 21 mHs.

CornacHo IpeANOYTUTEIFHOMY BapHAHTY peaM3alliil OTACICHHBIN CyIepHATaHT 00JIagacT yACIbHOW pH-
CTOIETHH-KO(akTOpHOM akTUBHOCTBIO rVWF, cocTtaBnstomieii o menbiiei mepe 50 ME/Mkr rVWE.

CornacHo 0ojee IpeArnoYTHTEIHFHOMY BApHAHTY Peai3aluy OTACICHHBIA CylepHaTaHT 00JIagaeT yaenb-
HOW pUCTOIETHH-KO(aKkTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbmiei mepe 70 ME/Mkr rVWE.

CornacHO OJHOMY M3 BapHaHTOB PEAM3AIlH OMMCAHHOTO BBINIEC CIIOCO0Aa KOHIIEHTPAIMIO MEIU M KOH-
uentpanuio NH, B KyIbType KIETOK MOJNEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIACHO JIF06OMY M3 BApHaH-
TOB 1-440, mpuBeACHHBIX B Ta0J. 1, B TeUeHHWE TI0 MEHbIIeH Mepe 28 mHei.

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3aliil OTACICHHBIH CylepHaTaHT o0agaeT yaeIbHOW pu-
CTOIETHH-KO(akTOpHOM akTUBHOCTBIO rVWF, cocTaBnstomieii o menbiiei mepe 50 ME/Mkr rVWE.

CornacHo 0oJjee MPEANOYTHUTEIHPHOMY BApHUAHTY PEaH3ally OTACICHHBIA CYIIepHATAHT 00JagacT yaeib-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTBIO rVWF, cocTtapnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHO OJHOMY W3 BapHaHTOB PEAM3al[MH OMHUCAHHOTO BBINIC CIIOCO0Aa KOHICHTPAIIMIO MEIU U KOH-
nentpamuio NH, ' B KyIbType KIETOK HOINEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIIACHO JII06OMY M3 BapHaH-
ToB 1-440, mpUBEJCHHBIX B Ta0J. 1, B TCUCHHUE MO MEHBIIICH Mepe 5 Helelb.

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3aliil OTACICHHBIH CylepHaTaHT O0agaeT yaAeIbHOH pu-
CTOIIETHH-KOaKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo Menbieit mepe 50 ME/Mkr rVWE.
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CornacHo 0oJjee PEAMOYTUTEIHPHOMY BApHUAHTY PEaH3alMy OTACICHHBIA CYIIepHATAHT 00JamacT yaeib-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHO OJHOMY M3 BapHaHTOB PEAM3AIlH OMMCAHHOTO BBINIE CIIOCO0Aa KOHIIEHTPAIMIO MEIU U KOH-
uentpanuio NH, B KynbType KIeTOK MOJNEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIACHO JII06OMY M3 BapHaH-
TOB 1-440, mpuBeACHHBIX B Ta0J. 1, B TeUeHHWE TI0 MEHBIIICH Mepe 6 Helelb.

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT O0agaeT yaeIbHO’ pu-
CTOIIeTHH-KO(aKkTOpHOH akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe S0 ME/Mkr rVWE.

CornacHo 0ojee IpeArnoYTHTEIHFHOMY BApHAHTY pPeaji3aliy OTACICHHBINA CylepHaTaHT 00JIagaeT yaenb-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTBIO rVWF, cocTaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHO OTHOMY W3 BapHaHTOB PEAM3aI[MH OMHCAHHOTO BBINIC CIIOCO0Aa KOHICHTPAIIMIO MEIU U KOH-
nentpamuio NH, B KyIbType KIETOK HOINEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIACHO JII06OMY M3 BapHaH-
ToB 1-440, mpuUBEJCHHBIX B Ta0J. 1, B TCUCHHUE MO MEHBIIICH Mepe 7 HeAeTb.

CornacHo IpeANOYTUTEIFHOMY BapHAHTY peaM3alliil OTACICHHBIH CyIepHATaHT 00JagacT yACIbHOW pH-
CTOIETHH-KOo(akTopHOM akTUBHOCTBIO rVWF, cocTtaBnstomieii o menbiiei mepe 50 ME/Mkr rVWE.

CornacHo 0ojee MpeArnoYTHTEIFHOMY BApHAHTY Peai3aluy OTACICHHBIA CylepHaTaHT 00JIagaeT yaenb-
HOW pUCTOlETHH-KO(aKkTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo mensmiei mepe 70 ME/Mkr rVWE.

CornacHO OJHOMY M3 BapHaHTOB PEAM3AIlH OMMCAHHOTO BBINIE CIIOCO0Aa KOHIIEHTPAIMIO MEIU M KOH-
nentpanuio NH, B KynbType KIETOK MOJNEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIACHO JII060MY M3 BapHaH-
TOB 1-440, mpuBeACHHBIX B Ta0J. 1, B TeUeHHE TI0 MEHBIIICH Mepe 8 Helemb.

CornacHO TIPEATIOYTUTEIHFHOMY BapHAHTY pealn3aliil OTACICHHBIH CylepHaTaHT O0iagaeT yaAeIbHOH pu-
CTOIETHH-KO(akTOpHOM akTUBHOCTBIO rVWF, cocTaBnstomieii o menbmiei mepe 50 ME/Mkr rVWE.

CornacHo 0oJjee PEANOYTUTEIHPHOMY BApHUAHTY PEaH3ally OTICICHHBIA CyIepHATAHT 00JamacT yaeib-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtapnstomiei no menbmiei mepe 70 ME/Mxr rVWE.

CornacHO OHOMY W3 BapHaHTOB PEAM3aI[UH OMHCAHHOTO BBINIC CIIOCO0Aa KOHICHTPAIIMIO MEIU U KOH-
nentpamuio NH, B KyIbType KIeTOK HOINEPKMBAIOT HA YPOBHE KOHLEHTPAIMH COTIACHO JII060MY M3 BapHaH-
TOB 1-440, mpuBeACHHBIX B Ta0J. 1, B TeUeHHE IO MEHBIIICH Mepe 9 Helemb.

CornacHO TPEATIOUTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT o0agaeT yaAeIbHOH pu-
CTOIIeTHH-KO(aKkTOpHOH akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe 50 ME/Mkr rVWE.

CornacHo 0ojee MpeArnoYTHTEIHFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOleTHH-KO(aKTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbiiei mepe 70 ME/Mkr rVWE.

CorJilacHO OJTHOMY W3 BapHAaHTOB pean3alliyl HACTOsIIee H300peTeHne 00ecieunBaeT Croco0 MOTydeHuUs
KOMITO3HIIMH peKoMOMHaHTHOTO (hakTopa ¢on BumneOpanna (rVWF); yka3anHbII cloc00 BKIFOYAET JTAIlbI:

(a) obecrieueHUsT OCHOBHBIX CPEJI ISl KYIbTYPhI KICTOK;

(b) nobGaBieHUs B OCHOBHBIC CPEIBI IS KIETOYHBIX KYJIBTYP MEIH O KOHCUHOU KOHIICHTPALUH MEIH, CO-
CTaBIISIONICH TI0 MEHBIIICH Mepe 2,0 MKT/I;

(c) obecnieueHust OHON MK OOJiee KICTOK, COJACPKANINX HYKICHHOBYIO KHCIOTY, KOAMPYIOMIYI0 OEIOK
rVWF;

(d) xymbTUBHPOBAHHS YKa3aHHON OJHOW WM OoJiee KJIETOK B Cpelie IS KICTOYHBIX KyIbTyp ¢ mobaBie-
HUEM MEIU TaKUM 00pa3oM, 4TO TMPOUCXOJMT dKCTpeccus U dKckpenwsi 1VWF U3 KIeToK B KyJIbTYpalbHBIH Cy-
MIepHATAaHT;

(e) MOHUTOpPHHTA KOHIIEHTPAI[MH aMMOHHS B YKa3aHHOM KyJIbTYPaJIbHOM CYIEpHATAHTE; U

(f) oTneneHus MO0 MeHBINEH Mepe YacTH KyJNbTypaJIbHOTO CyIepHATaHTa, MPUYEM yYKa3aHHbBIH KyJIbTypajb-
HBII CylIepHaTaHT, COJCpIKalllii aMMOHHH B KOHIIEHTpamu 6osee yeM 10 MM, He UCTIONB3YIOT JUISA MOTYYCHHS
xommo3uim TVWF, u mpu 3ToM yKa3aHHBIH OTHEJECHHBIN CylepHaTaHT O00jalacT yAeIbHOW pPUCTOLETHH-
KogakTopHO# akTuBHOCTBIO I'VWF, cocraBisttomieii mo menbpieit Mepe 30 ME/Mkr rVWE.

CoracHo omnpee/ieHHbIM BapuaHTaM peaju3alui KOHEeUHasi KOHLIEHTpalKs MEAU B JOMOJHEHHBIX OCHOB-
HBIX KYJIBTYypPaIbHBIX CPEellaX COCTABIISACT IO MEHbIIeH Mepe 2,4, 3,4, 5,6, 7,8, 9, 10, 15, 20 Mkr/n umu 6omee.

CornacHo JpyruM BapHaHTaM peai3allid KOHEYHAs KOHIICHTPAIWS METU B JOMOJHCHHBIX OCHOBHBIX
KyJIbTYpabHBIX cpenax coctaBiset 2-20, 2-10, 3-8 wmu 4-6 MKT/I1.

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT O0agaeT yaAeIbHOH pu-
CTOIIETUH-KO(aKTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe S0 ME/Mkr rVWE.

CornacHo 0oJee IpeArnoYTHTEIFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JIagaeT yaenb-
HOM pUCTOETHH-KO(aKkTOpHOU akTUBHOCTBIO TVWF, cocrapmnstomeit mo menbiiei mepe 70 ME/Mkr rVWE.

CornacHO OJHOMY W3 BapHaHTOB PeajM3allly OIMMCAHHOTO BEIIIE CIIOCO0a KYJIBTYpalbHBIN CylepHATaHT,
COJIep KAl aMMOHUI B KOHIICHTpAIuK 6ojee yeM 6 MM, He HCIIONB3YIOT IS orydeHus kommosunuu rVWF.

CoracHo omnpeefeHHbIM BapuaHTaM peaju3alui KOHeUHasi KOHLIEHTpalKs MEIU B AOMOJHEHHBIX OCHOB-
HBIX KYJIBTYypPaIBHBIX CPEllaX COCTABIISACT IO MEHbIIel Mepe 2,4, 3,4, 5, 6,7, 8,9, 10, 15, 20 Mkr/n umu 6oree.

CornacHo JpYruM BapHaHTaM peaiu3aliid KOHEYHAs KOHIICHTPAIWS MEIU B JOMOJHCHHBIX OCHOBHBIX
KyJIbTypaJIbHBIX cpefax cocrasisiet 2-20, 2-10, 3-8 nim 4-6 MKr/i.

CornacHo TpeANOYTUTEIFHOMY BapHAHTY pean3alliil OTACICHHBIH CyIepHATaHT 00JIagacT yIAeIbHOW pH-
CTOIIETHH-KO(paKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo MenbIeit mepe 50 ME/Mkr rVWE.

CornacHo 0ojee MpeArnoYTHTEIHFHOMY BApHAHTY Peai3aliy OTACICHHBIA CylepHaTaHT 00JIagaeT yaenb-
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HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHoO OJIHOMY M3 BapHAHTOB PeallU3allMK OIMCAHHOTO BEIIIE CIIOCO0a KYJIBTYpalbHBINH CYICpHATAHT,
coJiep Kaluii aMMOHHI B KOHIIEHTpAUK OoJiee ueM 5 MM, He UCTIONB3YIOT IS MOJTydeHus koMmo3uiuu rVWE.
CoriacHO OIpeJeNeHHBIM BapHaHTaM peajn3aliyd KOHeYHas KOHIEHTPAIWs MEON B JOMOJHEHHBIX OCHOBHBIX
KyJIbTYpaJIbHBIX CpeJlaX COCTABJIACT IO MeHbINeH mepe 2,4, 3,4, 5, 6,7, 8,9, 10, 15, 20 Mxr/n unu 6oee.

CornacHO ApPYrMM BapHaHTaM peaji3allii KOHEYHas KOHIEHTPAIWs MEOU B JOIMOJHEHHBIX OCHOBHBIX
KyJIbTYpaJbHBIX cpenax coctaBiset 2-20, 2-10, 3-8 wmu 4-6 MKT/I1.

CornacHO TPEATIOYTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT o0agaeT yaeIbHOH pu-
CTOIETHH-KO(akTOpHOM akTUBHOCTBIO rVWF, cocTaBnstomieii o menbmiei mepe 50 ME/Mkr rVWE.

CornacHo 0oJjee MPEANOYTUTEIPHOMY BApHUAHTY PEaH3alMy OTACICHHBIA CYIIepHATAHT 00JamacT yaeib-
HOW pUCTOLETHH-KO(aKTOpHOH akTUBHOCTHIO rVWF, cocTtaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

CornacHoO OJIHOMY M3 BapHAaHTOB PEalU3allMK OIMCAHHOTO BEIIIE CIIOCO0a KYJIBTYpalbHBIH CYNCpHATAHT,
COJIep KAIII aMMOHUI B KOHIICHTpAaIuK 6ojee yeM 4 MM, He HCTIONB3YIOT s orydeHus kommosunuu rVWF.

CornacHo omnpe/elicHHBIM BapuaHTaM peaji3aliid KOHeYHas! KOHICHTPAIHUS MEAH B TOTIOJTHCHHBIX OCHOB-
HBIX KYJIbTYPaJbHBIX Cpeaax COCTABISET 0 MeHbIen mepe 2,4, 3, 4,5, 6,7, 8,9, 10, 15 1, 20 Mxr/n unu 6oee.

CornacHO ApPYrMM BapHaHTaM peajH3allii KOHEYHas KOHIEHTPAIWsS MEOU B JOIMOJHEHHBIX OCHOBHBIX
KyJIbTYpalbHBIX cpenax coctaBiset 2-20, 2-10, 3-8 wmu 4-6 MKT/II.

CornacHO TPEATIOUTUTEIFHOMY BapHAHTY pealn3alliil OTACICHHBIH CylepHaTaHT o0lagaeT yaeIbHOH pu-
CTOIIETHH-KO(aKkTOpHOU akTHBHOCTHIO TVWF, cocTapistomelt mo Menbieit mepe 50 ME/Mkr rVWE.

CornacHo 6ojee MpeArnoYTHTEIHFHOMY BApHAHTY Peaji3aliy OTACICHHBINA CylepHaTaHT 00JagaeT yaenb-
HOW pUCTOLETHH-KO(aKTOpHOU akTUBHOCTHIO rVWF, cocTtaBnstomiei no menpmiei mepe 70 ME/Mxr rVWE.

PekomOunanTHBIE VWF MOXKET OBITh MOTYYCH MOCPEICTBOM OCYIIECTBICHUS SKCIIPECCUU B TOIXOSIICH
JYKapUOTHUYCCKON cUCTeMe-X03suHe. [IpuMephl 3yKapuOTHIECKUX KIIETOK BKIIFOYAIOT, O3 OrpaHIYCHHUS, KICTKH
miexkonutatomux, Takue kak CHO, COS, HEK293, BHK, SK-Hep u HepG2; kieTku HaceKoMbIX, HalpuMep,
knetkn SF9, xnerku SF21, xknerku S2 u kietku High Five; u mpoxokeBble KIETKH, HampuMep, KICTKH Sac-
charomyces mimm Schizosaccharomyces. CorimacHO OJHOMY W3 BapHaHTOB PEAM3alMA MOYKHO OCYIIECTBISATH
SKCIpeccHio ykazaHHOTo VWF B IposxKeBBIX KIETKax, KJIETKaX HACEKOMBIX, KJIETKaX ITHUI, KJIETKaX MIIEKOIH-
TalomuxX ¥ T.I1. Hampumep, B TWHUM KJICTOK YeIOBEKa, JTMHUU KJIETOK XOMSKA WM JHHHUU KJIeTOK MbImH. Co-
TJIACHO OJHOMY M3 KOHKPETHBIX BAPHAHTOB PeaIN3alliy YKa3aHHAs KIETOYHAs JIMHUS MPEACTaBIsIeT CO00H Kie-
tounyto smanto CHO, BHK wim HEK. Kak npasuno, ans sxcnpeccun VWF cormacHo HactosimeMy u3o0perte-
HUIO MIPAMEHSIOT KIETKH MIICKOTIUTAIOMNX, Hanpumep, kieTkd CHO u3 HenpephIBHOHM KJICTOYHOM JTHHUN.

CoryacHO ONpeJeNIeHHbIM BapuaHTaM peajl3allid MOCJeI0BaTEIbHOCTh HYKJIEMHOBON KHUCJIOTHI, COAEp-
JKarmasi TOCIIeJOBaTeILHOCT, Komupyromyr VWF, MoxeT mpeacTaBisTh coO0W BEKTOp. YKa3aHHBIH BEKTOP
MOJKET JTOCTABJIATHCS BUPYCOM HIIH MOXKET MPEJICTAaBIATh CO00H masMuay. [lociie1oBaTenbHOCTh HYKICHHOBOM
KHCJIOTHI, KOIMPYIOMIas YKa3aHHBIH OCIOK, MOXKET IPEICTaBIATh COOOH KOHKPETHBIH TeH WIN €ro OMOIOTHYe-
CKU ()YHKIIMOHATBHYIO YacTh.

CornacHO OJHOMY W3 BapHAHTOB pealTU3allH YKa3aHHBIA OCIOK MPENCTaBIseT co0O0i Mo MEHbBIICH Mepe
OMOJIOTUIECKH aKTHUBHYIO yacTh VWF.

s sxcmpeccun ykazanHoro VWF MOTyT mpuMeHSTBCST pa3HOOOpa3HbIe BEKTOPHI, OHM MOTYT OBITH BBI-
OpaHbI U3 PYKapHOTHYECKUX AKCIPECCHOHHBIX BEKTOPOB. [IprMepsl BEKTOPOB AJIS 3YKAPHOTHIECKON KCIIpec-
CHUH BKITIOYAIOT:

(i) BEKTOPHI I dKCTIpeccHuu B apoxkax, Takue kak pAO, pPIC, pYES, pMET, ¢ npumMeHeHHEM Takux
npomoTopos, kak AOX1, GAP, GALI1, AUGI, u 1.11.;

(11) BEeKTOPHI JUIS IKCIIPECCHH B KJIETKaX HAacEKOMBIX, Takue kak pMT, pAcS, pIB, pMIB, pBAC u .1, ¢
NPUMEHEHNEeM TaKHUX ITPoMoTopoB, kak PH, p10, MT, AcS, OplE2, gp64, polh u 1.1, n

(1ii) BEKTOPHI JUISt SKCIIPECCHU B KJIETKaX MIIEKOIUTAIOMuX, Takue kak pSVL, pCMV, pRc/RSV, pxkIHK3,
pBPV u 1., 1 BEKTOpBI, NPOUCXOASIINE U3 BUPYCHBIX CUCTEM, TAKUX KaK BUPYC OCIOBAKLIMHBI, aIeHOACCOLUU-
pOBaHHBIE BUPYCHI, T€PIIECBUPYCHI, PETPOBUPYCHI U T.II, C IPUMEHEHHEM TaKUX MPOMOTOpoB, kak CMV, SV40,
EF-1, UbC, RSV, ADV, BPV u 3-akTuH.

TumnoBoit BexTop i akcnpeccuu rVWE ommcan y Kaufman et al. (Mol Cell Biol. 1989 Mar; 9(3):1233-
42); conepxaHue YKa3aHHOTO HCTOYHHKA BKIIOYEHO B M300pETEHHE TTOCPEACTBOM CCHUTKH BO BCEH MOTHOTE JJIS
JIIOOBIX LIENEN.

CornacHO HEKOTOPHIM BapHaHTaM pealu3aliii HACTOSIIET0 H300peTeHNs, YKa3aHHas ITOCIIeA0BaTEILHOCTD
HYKJICMHOBOW KHCJIOTBI TaKXXe CONCPKHUT IPYTHE IOCIECAOBATCIHHOCTH, TMOAXOIAIINE Ui KOHTPOIAPYEMOU
JKCIPECCHH Oeka, Takue Kak MPOMOTOPHBIC TIOCIEIOBATENBHOCTH, YHXaHcephl, TATA-OOKCHI, CaliThl HHUITHA-
UM TPAHCKPUIIIINH, TTOJHIMHKEPHI, CAWThI PECTPHUKIINH, MOJH-A-TIOCIEI0BATEILHOCTH, MOCICIOBATECIBHOCTH
mpoIecCHHra OCKOB, MapKephl 0TOOpPA | T.II., KOTOPHIC OOIIEU3BECTHEI CICIMATIMCTAaM B TaHHON 00JacTH TeX-
HUKH.

IMomuMO cpen s KIETOYHBIX KYJIBTYP, COACPIKAIIHNX MOBBIMICHHYIO KOHIICHTPAIIMIO MEH, YCIOBUS KYJIb-
TUBUPOBAHHS KJIETOK COTJIACHO HACTOSIIEMY H300PETCHHIO MOTYT BKIIOYATh KOHIICHTPALMIO aMMOHHUS MCHEE
4yeM NpuOIM3UTENFHO 25 MM Ha NMpOTSIKEHWH BCETO IMOJATrOTOBHTENBHOrO Tporecca (upstream'-mporecca) B
cucTeMax KyJIbTUBHPOBAHUSI.
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CornacHoO OJIHOMY W3 BapHAHTOB PEaH3alMU YCIOBUS KYJIbTHBHPOBAHUS KIICTOK BKIFOYAIOT KOHIICHTpa-
IIUF0 aMMOHUS MEHEE YeM MPHOIM3UTEIHHO 25 MM, COTTIacHO APYroMy BapUaHTY pea3allid MEHEE YeM IMPH-
ommmsutensHO 20 MM, corTacHO elle OAHOMY BapHaHTy pealu3aliyd MeHee YeM Npuoim3uTensHo 15 MM, co-
TJIACHO eIlIe OJHOMY BapHaHTy peasn3allii MeHee deM npuoamurensao 10 MM, U corsacHO HajpHEHIIeMy Ba-
pHAHTY peanu3allii MeHee YeM MPUOIM3UTEITHEHO 5 MM.

CornacHO HEKOTOPBIM BapHaHTaM peaU3alliii KOHIICHTPALUH aMMOHHS COTIIACHO HACTOAIIeMy H3o0pere-
HUIO TIOAJEPKUBAIOT HA TIOCTOSHHOM YPOBHE Ha MPOTSDKEHHH BCErO MOATOTOBUTEIHHOTO IPOIECCa B CHCTEME
KYJIBTUBHPOBAHMS KIIETOK. KIIeTKH, mpuMeHsIeMbIe COTJIaCHO HACTOSIIEMY H300PETeHHIO, MOTYT KYJIbTHBHPO-
BaThCsI, HATIPUMED, CIOCOOaMH, MOTUPHUIIMPOBAHHBIME OTHOCUTEIBHO CTaHIAAPTHBIX MEPUOTUYCCKOTO KYIbTH-
BHUPOBAHUS ¥ HEMPEPBIBHOTO KYJIbTHBUPOBAHUS, OOIIECU3BECTHRIX B JaHHOW 00JacTu TeXHUKHU. [Ipu 3TOM Takue
CTaHJAPTHBIC TEXHUKH MOTYT MPUBOJUTH K 00PA30BAHUIO BHICOKUX KOHIICHTPAIMI aMMOHUS B KOHIIC KYJbTH-
BUPOBAHHS

B cnoco6ax corylacHO HacTosAIIEMy H300pETEHHIO 3Ta MpobIieMa MpeoJ0IeHa 3a CUET IPUMEHEHHS CUCTEM
MPOU3BOJICTBA, KOTOPEIE MOT'YT 00ECIEUUTh OCTOSIHHOE ITOCTYIUIEHHE KyJIbTYpaJIbHOM Cpelbl ¢ TIOMOIIBIO Ta-
KAX TEXHHK, KaK, HalpuMep, mep(y3noHHOE WM XeMOCTaTHYeCKOoe KyJIbTHBHpOBaHHE. [locie KymbTHBHpPOBa-
HUS KJIETOK-X035eB VWF MokeT OBITh BBIIENCH U3 OTPabOTaHHOW Cpedbl C MPUMEHEHNEM CTaHAApPTHBIX METO-
IIMK, TAKUX KaK yIbTpauiabTpanus win neHrpudyruposanue. [Ipu neooxonumoctin vVWF MokeT OBITh OUHIIEH,
HanpuMep, HOHOOOMEHHOH W/WITH SKCKITFO3UOHHOH XpoMaTtorpadueit u T.11.

HenpepriBHas xynpTypa (Hampumep, nephy3HOHHAS WM XeMOCTaTH4YecKasl KyJabTypa) MOXKET IpeacTaB-
JATH cO00# CYCIEH3HOHHYIO KYJIbTYpPY, HEIPEPBHIBHO IONYYAIONIYI0 MUTATEIBHBIC BEIISCTBA 32 CUET MPUTOKA
CBEXKEH Cpelibl, IIPU STOM 00BEM KYJIBTYPHI, KaK MpaBuiio, Hem3MeHeH. CXOAHBIM 00pa3oM, HenpepbIBHAS dep-
MEHTAIUs MOXKET MOJIPa3yMeBaTh MpoIece, TP KOTOPOM KIIETKU MK MHUKPOOPTAaHU3MBI B KYJIBTYPE ITOICPKH-
BAIOT B 9KCIIOHEHI[MAJIbHOHN (ha3e pocTa 3a cUET HOCTOSIHHOTO J0OABIICHUS CBEKEH Cpezbl, TOUHO KOMIICHCHpYe-
MOM yAaJIeHHEM CYCIIEH3UH KIETOK M3 Onopeakropa. Kpome Toro, peakunoHHas cucTteMa ¢ 0aKOM-MEIIAIKOH
MOJKET MPUMEHATHCS ISl CYCTICH3HOHHOTO, TTeP(y3UOHHOTO, XeMOCTATHUCCKOTO KYIbTUBAPOBAHUS /WU KYJIb-
TUBUPOBAHMUSA HAa MHKpPOHOCHUTENSIX. Kak MpaBwio, B KauecTBE YKa3aHHOW PEAKIMOHHONW CHUCTEMBI ¢ OaKoM-
MEIIATKOH MOXeT paboTaTh 000N CTaHMAPTHBIA peakTop ¢ OaKOM-MENIAKON ¢ JIFOOBIM THIIOM IIepEMEIIIN-
BAIOIIETO YCTPOUCTBA, HamlpuMep, Tuma Rushton, rugpaBnngecknM, ¢ HAKIIOHHBIMHE JIOTIACTSIMH, WIHM THIA Tped-
Horo BuHTA. C.

Crioco0b1 mosmydenust pekomoumaanTHoro ADAMTS13 (A13).

CoryilacHO APYyroMy acleKTy HacToslIIee N300peTeHrne OTHOCUTCS Takke K crocobaM monydenus rAl3 B
YCIOBHSAX KJICTOYHON KYJIBTYPHI, BKIIFOYAOIIUX CPEAY JJIS KICTOYHOH KYIbTYPHI, COJEPKANIYIO MOBBIIICHHYIO
KOHIICHTPAITUEO MEIH.

CornacHO OmnpeeiICHHBIM BapHaHTaM pPEaM3alldd YKa3aHHas KYJbTypa TaKKe COJCPKUT HU3KYIO KOH-
HCHTPAIUI0 aMMOHHSL.

CoriacHO OJJHOMY M3 BapHaHTOB pEaJIM3allMi HacTosIIee N300peTeHre 00eCeYnBaeT Croco0 MoaydeHHs
KoMITo3HIMH pekoMOuHanTHOro ADAMTS13 (rA13); ykasaHHBIH cocO0 BKIIFOYAET JTaIlbl:

(a) obecriedeHnss OCHOBHBIX Cpe U KYJIbTYPHI KIETOK;

(b) nobaBieHns B OCHOBHBIE CPEAbI IS KIETOYHBIX KYJIbTYP MEIH JO KOHEUYHOW KOHIICHTPALUH MEIH, CO-
CTaBJISIONIEH 1O MeHbIel Mepe 1,0 MKr/ir;

(c) obecnievenust ogHOM WK OOJiee KIETOK, COoIeprKamiell HyKJICMHOBYIO KHCIIOTY, KOJAHPYIOMIYIO OEToK
rAl3;

(d) KynETUBUpPOBaHHS yYKa3aHHOM ONHOW WIIM OOJiee KIIETOK B Cpelie IS KIETOYHBIX KYJIBTYp C J00aBie-
HUEM MEIU TaKHM 00pa3oM, YTO MPOUCXOMUT FKCIPECCUs M IKCKpenus rAl3 U3 KICTOK B KyJIbTYPaJIbHEIH Cy-
MICPHATAHT; U

() oTneneHus MO MEHBIIIEH Mepe YaCTH YKa3aHHOTO KYJIbTYPaIbHOTO CYNIEpHATAHTA, IPH STOM B OTICIICH-
HOM KyJIbTYPaJIbHOM CYII€pHaTaHTe NpUCYTCTBYeT o MeHbel mepe 1500 equnun akrusHoctu FRETS-VWE73
Ha JIUTP JOTOJHEHHBIX OCHOBHBIX CpeJl ISl KIETOYHBIX KyJIbTyp B JeHb (T.e. 1500 equnun FRETS-VWEF73 ak-
THBHOCTH B JIeHb Ha JIUTP KyIbTYpHI KieTok; P FRETS).

CornacHo ompeeNieHHBIM BapHaHTaM pean3alii KOHeYHasi KOHIICHTPAH MEAH B TOTIOTHEHHBIX OCHOB-
HBIX KYJIbTYPaJbHBIX Cpelax COCTABISIET 0 MEHbIIIeH Mepe 2, 3, 4, 5, 6 MKT/1 uiu Ootee.

CornacHO ApPYrMM BapHaHTaM peaji3allii KOHEYHas KOHIEHTPAIMs MEOH B JOIMOJHEHHBIX OCHOBHBIX
KyJbTYpaIbHBIX Cpefiax cocTaBisier 1-6, 2-5, 2-4 unu 3-4 MKr/m.

CornacHO TPeAIOYTHUTEIHFHOMY BapHaHTy pealu3aliid B OTACICHHOM KyJIbTYpaJbHOM CYIIepHAaTaHTE TpHU-
cyrctByeT 1o MeHbiier mepe 2000 equnun aktuBHOCTH FRETS-VWEF73 Ha TuTp AONOTHEHHBIX OCHOBHBIX CPEN
JUTSL KJICTOYHBIX KYJIBTYD B JICHb.

CornacHo 0oJiee IPEAMOYTUTESIFHOMY BApHAHTY PEaM3allid B OTJCIICHHOM KYJIbTypallbHOM CyIepHATaH-
Te mpucyTcTByeT no MeHbluel Mepe 2500 equnun aktuBHocTH FRETS-VWEF73 Ha nutp HONOJTHEHHBIX OCHOB-
HBIX CpeJl IS KIICTOYHBIX KYJIBTYp B JCHb.

CornacHo HanboJee MPEAIOYTUTEIIFHOMY BApUAHTY PEANU3alMU B OTACICHHOM KYJIbTYPaIbHOM CYICpHA-
TaHTe MPUCYTCTBYET 1o MeHblneld Mepe 3000 equani aktuBHOCTH FRETS-VWF73 Ha IUTp JOMOTHEHHBIX OC-
HOBHBIX CpeJI ISl KIIETOYHBIX KYJIbTYpP B ICHb.
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CornacHO OnpeeNICHHBIM BapHaHTaM peallu3allii YKa3aHHBIC CITOCOOBI 00ECICUMBAIOT YCTOWYHBOE YBE-
mryenue oobemuoi npoayktuBHocTH FRETS-VWEF73 (P FRETS). Hanpumep, cornacHo onpenesieHHbIM BapH-
aHTaM pearu3anuy BBIACIIOT 1o MeHbmel Mepe 1500 emunnn aktuBHOcTH FRETS-VWF73 Ha nutp momost-
HEHHBIX OCHOBHBIX Cpel JJIS KJICTOYHBIX KYJIbTYp €KEIHEBHO B TCUCHHE 10 MEHBIIEH Mepe 7 THEH, Wi 10
MeHbIel Mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wim O6omee qHE.

CorylacHO TIPEINOYTUTEIILHOMY BapHaHTy peanu3anuu mo MeHblneid mepe 2000 eawHWIT aKTHBHOCTH
FRETS-VWF73 Ha JUTp MOTOIHEHHBIX OCHOBHBIX CpeNl I KIETOYHBIX KYJBTYpP BBLICISIOT €XKEIHEBHO B Te-
4YeHHe 10 MEHbIIIeH Mepe 7 THEH, Wiv 1o MeHbIne Mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wim Oomee mHEH.

CornacHo 0OoJiee MPEIMOYTHTEITHFHOMY BapUAHTY peald3alliuy Mo MeHbIIel Mepe 2500 equHHI] aKTHBHOCTH
FRETS-VWEF73 Ha nmuTp AONONHEHHBIX OCHOBHBIX CpeJ Ul KIETOUHBIX KYJIbTYp BBIACISIOT €KEAHEBHO B Te-
YeHHE TI0 MCHBIICH Mepe 7 THEeH, mwin 1o MeHbInel mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wnu Oonee THEI.

CornacHo HanOosee MPEANOYTUTEILHOMY BapHUaHTy peanu3anny no MeHbuied mepe 3000 eauHuI akTHB-
Hoctd FRETS-VWF73 Ha nuTp JONMOITHEHHBIX OCHOBHBIX CpPEA JUISl KIETOUHBIX KYJIbTYpP BBIIEISAIOT €XKETHEBHO
B TCUCHHE TI0 MCHBIICH Mepe 7 JHEeH, Wiu mo MeHbIei Mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wiu Ooiee THEH.

CornacHO KOHKPETHOMY BapHaHTy pean3alliy IIOTHOCTh KJICTOK B HEMPEPHIBHON KIETOYHOU KYIBTYpE
JUTs IpoayuupoBanus rAl3 moanep:kuBaloT Ha YpOBHE KOHLIEHTPALIMHU, HE MIPEBBIIIAIONICH 4,O><106 KJIETOK/MII B
TEYEHHUE UTUTEIFHOTO IepHOIA.

CornacHo APYrUM KOHKPETHBIM BapHaHTaM pealu3alliiy INIOTHOCTh KIETOK MMOANCPKUBAIOT HAa YPOBHE HE
Bbime 3,5x10°, 3,0x10°, 2,5x10°, 2,0x10°, 1,5x10°, 1,0x10° kieTox/mi mim MeHee.

COrJIacHO OJHOMY M3 BAPHAHTOB PEANH3AIINH IIOTHOCTD KIETOK MOUICPKUBAIOT Ha ypoBHe oT 3,0x10° 10
4,0x10° KIIeTOK/MIL

CornacHO OZHOMY BapHaHTy peaJIN3aIliil OMHMCAHHBIX BBIIIE CIIOCOOOB OTAEICHHBIA CyIIEpHATAHT COIEp-
JKUT 110 MeHbIel Mepe 4 enunul] aktuBHocTH FRETS-VWF73 Ha M cynepraranTta (FRETS).

CornacHoO MPEIOYTUTEIFHOMY BapHaHTY pealu3aliy OTACICHHBIA CYyIIepHATAHT COAEPKUT MO0 MEHBIICH
Mepe 6 equanl aktuBHOCTH FRETS-VWEF73 Ha Mit cyniepHaTaHTa.

CornacHo 0Oosee NPEeANOYTHTEIHPHOMY BAapHAHTY pPEaNTH3aldU OTICICHHBIN CyNEepHATAaHT COICPIKUT IO
MeHblIel Mepe 8 eaunul aktuBHocTH FRETS-VWEF73 Ha Mn1 cynepHaTaHTa.

CornacHo HauboJiee MPEANOYTUTCIFHOMY BapUAHTY PEeali3allii OTICICHHBINA CYyIIEpHATAHT COICPIKUT IO
Menblei Mepe 10 equnun aktusHocTH FRETS-VWF73 Ha M1 cynepHaraHTa.

CornacHo omnpeAeNICHHBIM BapHaHTaM pealiu3allii YKa3aHHBIC CITOCOOBI 00ECIEUMBAIOT YCTOMYHBOC YBE-
muenne npoaykruHoctd FRETS. Hampumep, coryiacHO onpeeieHHbIM BapHaHTaM peau3allii CyliepHaTaHT,
obnamaromuii Mo MeHbIel Mepe 4 equanmaMu akTuBHOCTH FRETS-VWF73 Ha M, BBIIENSAIOT €XKEIHEBHO B
TeUYeHHe 110 MEHbIIIeH Mepe 7 THeH, niu 1o MeHbinel mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 unu Ooyiee qHEH.

CornacHO TPEATIOYTUTEIHFHOMY BapHAHTY pealn3alliil CYNepHATaHT, OONaIaromuil 0 MeHbIIeH Mepe 6
equannaMu akTuBHOCTH FRETS-VWF73 Ha M1, BRIIEISIIOT €XKETHEBHO B TeUESHHE TI0 MEHBIIEH Mepe 7 IHEH,
WM TI0 MeHbIel Mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 unu Oosree THEH.

CornacHo Oornee MPENNOYTHTEIEHOMY BapHaHTy pEaM3aIliH CYIEepPHATAaHT, OO0Iagaromuii Mo MEHBIIeH
Mepe 8 equaunaMu aktTuBHOCTH FRETS-VWEF73 Ha M1, BBIIENAIOT €XEeIHEBHO B TeUEHHE N0 MEHbILeH Mepe 7
JTHEWH, Wy 1o MeHbIeil mepe 14, 21, 28, 35,42, 49, 56, 63, 70 wnu 6onee qHEH.

CornacHo Han0oJee IPEANOYTUTEIPHOMY BapUAHTY Peai3alliil CYIepHATAHT, 00IaJaroIInil 10 MCHBIIICH
Mepe 10 eaqunnnamu aktuBHOCTH FRETS-VWF73 Ha mi1, BEIAEHSIOT €KEAHEBHO B T€UEHUE IO MEHbIIEH Mepe 7
JTHEH, WU 1o MeHbIed mepe 14, 21, 28, 35,42, 49, 56, 63, 70 wnu 6onee qHEH.

CornacHO OJHOMY BapHaHTy peaji3allid OMMCAHHBIX BBIIIC CIIOCOOOB KYJIHTHBHPOBAHUE KIETOK IO3BO-
JISIET TOTY4UTh 1o MeHbmei Mepe 800 ME FRETS-VWE73 aktuBHOCTH Ha 10° KIETOK KyIbTYpHI B ACHB (T.€.
Frets).

CornacHO IPEANOYTUTEIFHOMY BApHAHTY PEANTH3aNU KYJIbTUBHPOBAHNE KIETOK ITO3BOJISET TOJIYIHUTH IO
menbreii Mepe 1 E FRETS-VWF73 axtuBHocTH Ha 10° KIIETOK Ky/IbTYpHI B ICHS.

CornacHo 6ojee IpeANOYTUTEIFHOMY BapHaHTy pealn3aiy KyJIbTHBHPOBAHNE KIIETOK MO3BOJISET HOTY-
anth 1o Menbiei Mepe 1,2 E FRETS-VWFE73 aktusroct Ha 10° KIETOK KY/IbTYpEI B ICHD.

CornacHo Hamboliee TPEANIOYTUTCIHFHOMY BapUAHTy pea3alld KyJIbTHBHPOBAHHE KJIETOK IMO3BOJSICT
nosyuuts 1o Menbiieit mepe 1,4 E FRETS-VWEF73 aktuBHocTH Ha 10° keTox KYJIbTYpPBI B JI€Hb.

CornacHo OnpeeNICHHBIM BapHaHTaM pealiu3alliy YKa3aHHBIC CITOCOOBI 00ECIEUYMBAIOT YCTOWYHBOE YBE-
nuyenue ynenbHoi npoxykruBHoctd FRETS-VWE73 Ha knetky (q Frets). Hanmpumep, cornacHo onpeneneHHbIM
BapHaHTaM pealu3allid KyJIbTHBUPOBAaHHE KIETOK IO3BOJIAET MoNyuuTh o MeHbleil Mepe 800 ME FRETS-
VWF73 akruBroctn Ha 10° kieTox KYJBTYpBI €KEIHEBHO B T€YEHHE MO0 MEHbIIIEH Mepe 7 AHEH, Uik 10 MEHb-
meit mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wim Gomnee qHE.

CornacHO TPEANOYTUTEIFHOMY BApHAHTY PEANTH3aNU KYJIbTUBHPOBAHNE KIETOK ITO3BOJISET TOIYIHUTH IO
menbreii mepe 1 E FRETS-VWF73 akruBroctr Ha 10° KIETOK KyIBTYpBI €XKEIHEBHO B TCUCHHE 110 MEHBIICH
Mepe 7 aHeH, WiIv 1o MeHbIei mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wim Gomnee mHEH.

CornacHo 0ojee TIpeANOYTUTEIFHOMY BapHaHTy peau3aiiy KyJIbTHBHPOBAHNE KIIETOK MO3BOJISET HOTY-
unth 10 MeHbeil Mepe 1,2 E FRETS-VWE73 aktuBHocTH Ha 10° KIIeTOK Ky/IbTYphI €XKeHEBHO B TEUCHHE 10
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MEHbIICH Mepe 7 JHeH, Wi mo MeHbIel mepe 14, 21, 28, 35, 42,49, 56, 63, 70 wiu O6onee AHEH.

CornacHo Hamboliee TPEANOYTUTCIHFHOMY BapUAHTy peai3alid KyJIbTHBHPOBAHHE KJIETOK MO3BOJSICT
noTy4uTh 110 MeHbireil Mepe 1,4 E FRETS-VWF73 akruHocTH Ha 10° KIIETOK KY/IBTYpBI ©XKEIHEBHO B TCUCHHE
0 MEHBIIEH Mepe 7 mHel, niu 1o MeHbel Mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 unu 6oree THEH.

CornacHO OJHOMY BapHaHTy peajH3allii OIMCAHHBIX BBIIIE CIIOCOOOB KyJIBTHBHPOBAHNE KIETOK IO3BO-
JISIET TIOMYYIHUTh 10 MeHbInel Mepe 1 mr rAl3, cormacHo UDA-ananu3zy, Ha muTp KyJIbTyphl B 1eHb (P ELISA).

CornacHO TPEAOYTUTEIFHOMY BApHAHTY PEANTH3alNN KYJIbTUBHPOBAHNE KIETOK ITO3BOJISET TOIYIHUTH IO
MeHbIei mepe 1,5 mr rA13, cormacao UDA-ananusy, Ha JIUTP KyJIbTYPHI B JCHD.

CornacHo 06ojee IPEANOYTUTEIFHOMY BapUAHTY peallu3alliy KyJIbTHBHPOBAHUE KIICTOK MO3BOJSACT MONY-
yuTh N0 MeHblIeH Mepe 2 Mr rA13, cornacao UPA-ananu3y, Ha IUTP KyIbTYpPHI B JCHb.

CornacHo OnpeeNCHHBIM BapHaHTaM pealiu3allii YKa3aHHBIC CITOCOOBI 00ECICUMBAIOT YCTOWYHBOC YBE-
nyeHne BhIpaOoTKU rAl3. Hampumep, corimacHO ONpeneieHHBIM BapHaHTaM peallu3allii KyJIbTUBHPOBAHHE
KJIIETOK I03BOJIAET MONyduTh 1o MeHblIeil Mepe 1 mr rAl13, cormacio UPA-ananu3y, Ha TUTP KyIbTYpHl €Xe-
JTHCBHO B TEUYCHHUE IO MEHBIIEH Mepe 7 JHEU, Wiu mo MeHbInen mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wmu 0o-
Jiee JTHe.

CornacHO TPEANOYTUTEIFHOMY BApHAHTY PEANTU3alNU KyJIbTUBHPOBAHNE KIETOK ITO3BOJISET TOIYIHUTH IO
MeHbIei mepe 1,5 mr rAl3, cormacno UDA-aHanu3y, Ha JTUTP KyJIbTYPHl €KEIHEBHO B TCUCHHE MO MECHbBIIEH
Mepe 7 AHeH, WiIv 1o MeHbIel mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wim OGomnee mHEH.

CornacHo 6ojee IpeANoYTUTEIFHOMY BapHaHTy peai3aliiy KyJIbTHBHPOBAHNE KIIETOK MO3BOJISET HOTY-
9uTh 1O MeHbImeld mMepe 2 Mr rAl3, cormacHo MDA-ananu3zy, Ha JUTP KYJIBTYPHl €KETHEBHO B TECUCHHE IIO
MEHBIICH Mepe 7 qHeH, Wi mo MeHbIel mepe 14, 21, 28, 35, 42,49, 56, 63, 70 wiu O6onee AHEH.

CornacHO OJHOMY BapHaHTy peaji3allid OMKCAHHBIX BBIIIC CIIOCOOOB KYJIHTHBHPOBAHUE KIETOK IO3BO-
JISIeT NOAy4YuTh 1o MeHblIeit mepe 0,5 Mkr rA13, cornacno UDA-ananuzy, Ha 10° kietox KyJbTYpBI B JICHb (T.€.
q ELISA).

CornacHo IpEANOYTUTEIFHOMY BapUAHTY PEATH3aliU KYJIETHBUPOBAHUE KICTOK IMO3BOJISET TOJIYYHTH IO
menbreii Mepe 0,7 Mkr rA13, cornacuo D A-anammsy, Ha 10° KIIeTOK Ky/IbTypHI B ICHS.

CornacHo 6ojee IpeANoUTUTEIFHOMY BapHaHTy peau3aliiy KyJIbTHBHPOBAHNE KIIETOK MO3BOJISET HOTY-
auTh 110 MeHbIer Mepe 0,9 Mkr rA13, cornacHo UDA-anammsy, Ha 10° KIeTOK Ky/IbTypHI B ICHS.

CornacHO omnpeAeNIeHHBIM BapHaHTaM peau3alliy yKa3aHHbIE CIIOCOOBI 00eCIeunBalOT YCTOWYHNBOE yBe-
nudeHne BeIpaboTku cornacHo q ELISA. Hanpumep, cortacHO onpeaeneHHbIM BapuaHTaM peain3aliui KyJIbTH-
BHPOBAHHE KJIETOK [O3BOJICT MOMYYHTh 10 MeHbIeil Mepe 0,5 Mkr rA13, cornacao UMA-ananusy, va 10° kie-
TOK KyJbTYphl €KEIHEBHO B TEUCHUE O MEHbIIEH Mepe 7 IHEH, Wi o MeHblien mepe 14, 21, 28, 35, 42, 49,
56, 63, 70 unu 6oaee AHE.

CornacHo IPEANOYTUTEIFHOMY BapUAHTY PEATH3alUU KYJIETUBUPOBAHUC KICTOK IMO3BOJSCT TOJIYYHTH IO
menpmeii Mepe 0,7 Mkr rAl3, cormacio UDA-anamusy, Ha 10° KIeTOK KyIbTyphl eXeIHEBHO B TEUCHHE IIO
MEHbIICH Mepe 7 JHeH, Wi mo MeHbIei mepe 14, 21, 28, 35, 42,49, 56, 63, 70 wiu 6onee AHEH.

CornacHo 0oJjee TIPeANOYTUTEIFHOMY BapUAHTY peallu3alliy KyJIbTHBHPOBAHUE KIICTOK MO3BOJSCT MOTY-
anTh 110 MeHsIeil Mepe 0,9 Mkr rA13, cornacuo UDA-anammsy, Ha 10° KIETOK KyIbTYPhI ¢KEIHEBHO B TCUCHHE
0 MEHBIIEH Mepe 7 mHel, niu 1o MeHbIel mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 unu 6oree THEH.

CornacHO OZHOMY BapHaHTy peaIN3aIliil OMHMCAHHBIX BBIIIE CIIOCOOOB OTACICHHBIA CyIIEpPHATAHT COIEp-
JKUT 110 MeHbIel Mepe 3 MKT rA 13, cormacno MDA-aHanmm3y, Ha MJT CyITepHATAHTA.

CornacHo MPEIOYTUTEIFHOMY BapHaHTY peau3aliiil OTACICHHBIA CYIIepHATAHT COAEPKUT MO0 MEHBIICH
Mepe 4 Mkr rA13, cornacHo UDA-ananusy, Ha MII CyliepHaTaHTa.

CornacHo 0Ooree MPEAMOYTHTEIHPHOMY BapHUAHTy pPEANHM3alUU OTICICHHBIN CYNEPHATAHT COICPIKUT IO
MeHblIel Mepe 5 MKT rA13, cormacHo UDA-ananusy, Ha M1 CylepHaTaHTA.

CornacHo HauboJiee MPEANMOYTUTCIFHOMY BapUAHTY PEeaM3allii OTICICHHBINA CYyIIEPHATAHT COICPIKUT IO
MeHbLIel Mepe 6 MKT rA13, cornacHo UDA-ananusy, Ha M1 CylepHaTaHTA.

CornacHo OnpeAeNICHHBIM BapHaHTaM peallu3allii YKa3aHHBIC CITOCOOBI 00ECIEUMBAIOT YCTOWYHBOC YBE-
nudeHne BbeIpaboTku rA13. Hampumep, corilacHO ONpeneleHHBIM BapHaHTaM pean3aliy CyNepHaTaHT, o0a-
JTATONIHH 110 MeHbIIeH Mepe 3 MKT rA13 Ha MJI, BRIISIAIOT €KEAHEBHO B TEUCHHE ITO MEHbBIIICH Mepe 7 JHEU, Wn
Mo MeHbIei mepe 14, 21, 28, 35, 42, 49, 56, 63, 70 wim 6omnee nHEH.

CornacHO TPEATIOYTUTEIHFHOMY BapHAHTY pealn3alliil CYNepHATaHT, OONagaromuil 0 MeHbIeH Mepe 4
MKT TA13 Ha MJI, BRIIEISIIOT €KETHEBHO B TEUSHHE 110 MEHBIIIeH Mepe 7 JHEH, niu 1mo MeHbInel mepe 14, 21, 28,
35,42, 49, 56, 63, 70 unu 6osee THEH.

CornacHo Ooliee MPENMOYTHTEIEHOMY BapUAHTy pEaU3allU CYIEPHATAHT, OONAJAarOIIUil M0 MCHBIICH
Mepe 5 MKT rA13 Ha M1, BBIIENAIOT €KEIHEBHO B TEUEHUE 110 MEHbIIEH Mepe 7 JHEel, UK 1o MeHbIel Mepe 14,
21, 28, 35, 42, 49, 56, 63, 70 wnu 6ojee aHEH.

CornacHo Han0oJee IPEANOYTHTEIPHOMY BapUAHTY Pean3alliil CYIepHATAHT, 00Iaar0IINi 0 MCHBIIICH
Mepe 6 MKT rA13 Ha M1, BBIIENAIOT ©KEIHEBHO B TEUEHUE 110 MEHbIIEH Mepe 7 JHEeH, UK 1o MeHbIIel Mepe 14,
21, 28, 35, 42, 49, 56, 63, 70 wnu 6ojee aHEH.

CornacHO OZHOMY BapHaHTy pealn3alliil OMMCAHHBIX BEIIIE CIIOCOOOB PAacTBOP KYJIBTYPHI KIIETOK TaKXKe
COJICP>KUT aMMOHHI B KOHIIEHTpaMu MeHee yeM 10 MM.
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CornacHo JIpyroMy KOHKPETHOMY BapHaHTy peallu3alliyl KOHIICHTPALWIO aMMOHUS B KYJIBTYPE KIETOK
HNOJ/IEPKUBAIOT HA YpoBHE He Bhllle 10 MM B TeueHHe o MeHbLIEH Mepe 7 THEH.

CornacHO MPEeANOYTHTEIFHOMY BapHAHTY PEaH3aldN PacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHHA B
KOHIIEHTpAIIUK HE BbIlIe 5 MM.

CornacHO IpyroMy KOHKPETHOMY BAapHaHTy peasM3alliiil KOHIICHTPALWIO aMMOHHS B KYJIBTYPE KIETOK
MOJAICPKUBAIOT HA YPOBHE HE BbIlIe 5 MM B Te€UeHHE 10 MEHbIIIEH Mepe 7 AHE.

CornacHO MPEANOYTHTEIHPHOMY BapHAHTY PEaH3aldN PAacTBOP KYJIBTYPHI KIETOK COACP)KUT aMMOHHH B
KOHIICHTpAINH He BhITIe 4 MM.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy peallu3alliy KOHIICHTPALWIO aMMOHUS B KYJIBTYPE KIETOK
MOJJIEP>KUBAIOT HA YPOBHE HE Bhlllie 4 MM B TeueHHe N0 MeHblIeH Mepe 7 AHE.

CornacHo JpyruM BapHaHTaM pPEalU3al[iy PACTBOP KYJIbTYPHI KIIETOK COJCPKHUT aMMOHHIA B KOHIICHTpA-
uuu He Beie 10 MM, unu He BoIe 9, 8, 7, 6, 5, 4, 3, 2, 1 MM, wnn meHee.

CornacHo elie 0JHOMY W3 BapUAHTOB peallM3alliil KOHIICHTPAIIUI0 aMMOHHS B KYJIbTYype KJIETOK MOIICP-
JKMBAIOT Ha HU3KOM ypPOBHE Ha MPOTSDKEHUU TIpoliecca (T.e. B TeYeHHE BCEro BPEMEHH, Ha IPOTSHKEHUN KOTOPO-
T0 yKa3aHHas KyJbTypa HCIIOJIB3yeTCs sl osrydeHus rAl3).

CornacHO KOHKPETHOMY BapHaHTy peai3alliy KyJIbTYPaJbHBI pacTBOP COACPKHUT MEOh WU aMMOHHUH B
KOHIICHTPAIIUH COTJIACHO JII0OOMY U3 BapHaHTOB 1-440, mpuBeeHHBIX B TaOII. 1.

CoryilacHO OJTHOMY W3 BapHAaHTOB peau3alliil HACTOsIIee H300peTeHne 00ecieunBaeT Crocod MoTydeHus
KoMIo3uIuH pekoMOonHanTHOTO ADAMTS13 (rA13); yka3zaHHBIN CIIOCOO BKJIFOYAET ITAITHI:

(a) obecriedeHnss OCHOBHBIX CPe U KYJIbTYPHI KIETOK;

(b) moGarieHUsI B OCHOBHBIE CPEIBI TS KICTOUHBIX KYJIBTYp MU U ITUHKA;

(c) obecrieuennst oHOM WM OoJiee KIIETOK, COAEPKALIMX HYKJICHHOBYIO KHCIIOTY, KOAUPYIOUIIYIO OEJoK
rAl3;

(d) KynETUBUpPOBaHHS yYKa3aHHOM ONHOW WM OOJiee KIIETOK B Cpeie IS KICTOYHBIX KYJIBTYp C J00aBiec-
HUEM MEIU TaKUM 00pa3oM, YTO MPOUCXOMUT IKCIPECCUs M IKCKpenus rAl3 U3 KICTOK B KYJIbTYPaIbHEIH Cy-
MIepHATaHT; U

(e) oTneneHus MO0 MEHBIIEH Mepe YaCTH YKa3aHHOTO KyJIbTYPaJIbHOTO CylepHATaHTa, IPH 3TOM B OTHCIICH-
HOM KYJIbTYpaJbHOM CyIepHATAHTE IPUCYTCTBYET Mo MeHbIer Mepe 1500 enuaut aktuBHocT FRETS-VWEF73
Ha JIUTP IOTIOJTHEHHBIX OCHOBHBIX CPeJ UL KIETOYHBIX KYJIBTYp B ICHb.

CornacHO OIHOMY W3 BapHMAHTOB pEaJM3alMN yKa3zaHHAs KyIbTypajbHas CpeAa COACP)KHUT M0 MEHBIICH
Mepe 1 MKI/J1 Meau u 1o MeHbIel Mepe 2 MKM IHHK.

CornacHo IpyruM BapUaHTaM pealHn3alyd YKa3aHHAs cpelia COJACPKHUT MO MEHBIICH Mepe 2 MK/ Meau
WJIY 110 MEHBIIEH Mepe 4 MKI/JI MeIH.

CornacHO OJTHOMY BapHaHTy pealn3allid, KOTJa B CPEAbl MOOABISIOT MEIb, YKa3aHHAs KyJIbTypajabHas
cpena TakXKe COAEPKHT 110 MEHbIIEH Mepe TOYHO MM MPUOIM3UTENbHO 5 MKM IIUHKA.

CornacHO OHOMY W3 BapHaHTOB pealM3alliyl yKa3aHHAs KyJbTypallbHas cpela TaKKEe COICPIKHUT TOUHO
WY TPUOIM3UTENBHO OT 2 10 12 MKM 1uHKa.

CornacHo JpyroMy BapHaHTy peaii3aliy yKa3aHHas KyJIbTypaJbHas Cpela TakkKe CONCPKHUT TOYHO WM
MPUOIM3UTENBHO OT 5 10 12 MKM 1MHKA.

CornacHO JpyruM BapHaHTaM peajM3aliy yKazaHHas KyJIbTypalbHas cpela Takke MOXET COAEp)KaTh Io
MEHBIIIeH Mepe TOYHO WM MPUOIUZUTEIHHO 2 MKM, WK TI0 MEHBIIIEH Mepe TOYHO WM MPUOIM3HTENRHO 3, 4, 5,
6,7,8,9,10,11, 12,13, 14, 15, 20, 25, 30 MxM unu 6oJiee, IIMHKA.

CornacHoO OTHOMY W3 BaApHAHTOB peajM3allii YKa3aHHasl KyJbTypalbHas cpela COICPKUT MEIb U LIUHK B
KOHIIEHTPAIUSIX COTJIACHO JII000MYy 13 BapuaHToB 441-880, npuBeIeHHBIX B Ta0I. 2.

CornacHo TpeANOYTUTEIHFHOMY BapHAHTY Peallu3alliii B OTACICHHOM KyJIbTYpaJbHOM CYIICpPHATAHTE TPU-
cyrcTtByeT 1o Menbiier mepe 2000 equnu aktuBHOCTH FRETS-VWEF73 Ha TuTp AONOTHEHHBIX OCHOBHBIX CPEN
JUTSL KJICTOYHBIX KYJIBTYD B JICHb.

CornacHo 0oJiee PEAMOYTUTESIFHOMY BApHAHTY PEaM3allid B OTJCIICHHOM KYJIbTYypallbHOM CyIepHATaH-
T€ TMPUCYTCTBYET 1o MeHbIel Mepe 2500 equnun aktuBHOCTH FRETS-VWF73 Ha nuTp MOMOTHEHHBIX OCHOB-
HBIX CpeJl s KIICTOYHBIX KYJIBTYp B JICHb.

CornacHo HanboJ€e MPEANOYTUTEIIFHOMY BApHAHTY PEaTn3aliil B OTACICHHOM KyJIbTYPaJIbHOM CyIlepHa-
TaHTe MPUCYTCTBYET 1o MeHbIneld Mepe 3000 equani aktuBHOCTH FRETS-VWF73 Ha nUTp DOMOTHEHHBIX OC-
HOBHBIX CpeJ ISl KIIETOYHBIX KYJIbTYpP B JICHb.

CoryiacHO OJIHOMY W3 BapHAaHTOB peau3allil HACTOsIIee H300peTeHne 00ecieunBaeT Crocod MOTydeHuUs
KoMITo3uIMH pekoMOouHanTHoro ADAMTS13 (rA13); yka3aHHBIH coco0 BKIIFOYAET JTallbl:

(a) obecrieueHHs OCHOBHBIX CpeJl VI KyJbTYpBI KICTOK;

(b) moGaryieHUsI B OCHOBHBIE CPEMBI TS KICTOUHBIX KYJIBTYpP MEIH U KaJbIIHS;

(c) obecrieuennst 0HOM WM OoJiee KIIETOK, COAEPKAIIMX HYKICHHOBYIO KHCIIOTY, KOAUPYIOUIYIO OEJoK
rAl3;

(d) KynETUBUpPOBaHHS yKa3aHHOM ONHOW WM OOJiee KIIETOK B Cpeie IS KICTOYHBIX KYJIBTYp C J00aBie-
HUEM MEIH TaKuM o0pa3oM, YTO MPOUCXOMHT DKCIPECCHS U IKCKpeIus rAl3 u3 KIIETOK B KyJbTypalbHBINA Cy-
TIepHATAHT; U
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() oTneneHHs MO MEHBIIIEH Mepe YacTH YKa3aHHOTO KyJIbTYPaJIbHOTO CYNEpHATAHTA, IPH STOM B OTICIICH-
HOM KyJIbTYPaJIbHOM CYI€pHaTaHTe NpUCYTCTBYeT o MeHblie mepe 1500 equnur akrusHoctu FRETS-VWE73
Ha JIUTP IOTIOJTHEHHBIX OCHOBHBIX CPeJ VIS KIETOYHBIX KYJIBTYp B ICHb.

CornacHO OIHOMY W3 BapHAHTOB pEaJM3alMN yKa3aHHAs KyIbTypajbHas CpeAa COACP)KHUT M0 MEHBIICH
Mepe 1 MKr/i meau u o MeHbIeit mepe 0,5 MM KabITus.

CornacHo IpyruM BapuaHTaM pean3alidy YKa3aHHAs cpefa COACPXKHUT MO MEHbBIIEH Mepe 2 MKI/T Meau
WM TI0 MEHBIIIEH Mepe 4 MKT/JT MEeIH.

CornacHO ApyroMy BapHaHTy peaNn3allii, KOTraa B Cpensl T00aBIAIOT Medb, YKa3aHHAs KyJIbTypajbHas
cpena Takxke COACPKUT 1Mo MeHblel Mepe 1,5 MM kanbuus.

CornacHo OZJHOMY W3 BapHAHTOB PEaH3allly yKa3aHHAs KyJIbTypallbHas cpelia COACPKUT TOYHO HITH TIPH-
onmsurensHO oT 0,5 10 1,5 MM KanbLus.

CornacHo JpyruM BapHaHTaM peaiu3alliy yKa3aHHAs KyJIbTypajbHas Cpelia MOXET COJCPXKATh 110 MCHbB-
nreid Mepe TOYHO WK HpuoIu3uTenbHo 0,5 MM, WK 0 MEHBIIEH Mepe TOYHO win npudmusutensHo 0,6; 0,7;
0,8;0,9;1,0;1,1; 1,2; 1,3; 1,4; 1,5; 1,6; 1,7, 1,8; 1,9; 2,0; 2,25; 2,5; 2,75; 3,0; 3,5; 4,0; 4,5; 5,0 MM wuiu Gouee,
Kajprus. CorimacHO ONHOMY W3 BAPHMAHTOB pealM3alliyl yKazaHHas KyJIbTypalbHas Cpeaa CONCPXKHUT MeAb U
KaJIBITUS B KOHIICHTPAITMH COTJIACHO JTI000OMY u3 BapuaHToB 881-1320, mpuBeaeHHBIX B Ta0I. 3.

CornacHO TPeAIIOYTHUTEIHFHOMY BapHaHTy pealu3aliid B OTACICHHOM KyJIbTYpaJbHOM CYIEpHATaHTE TpPHU-
cytcTByeT o MeHbInei mepe 2000 exuaut aktuBHOCTH FRETS-VWF73 Ha nutp HOMOJHEHHBIX OCHOBHBIX CPE/T
JUTS KJICTOYHBIX KYJIBTYP B ICHB.

CornacHo 0oJiee IPEAMOYTUTEIFHOMY BApHAHTY pealn3aliuil B OTJCICHHOM KYJIbTypalbHOM CylepHaTaH-
Te mpucyTcTByeT no MeHbluel mepe 2500 equnun aktuBHocTH FRETS-VWEF73 Ha nutp 1ONOJHEHHBIX OCHOB-
HBIX CpeJl IS KIICTOYHBIX KYJIBTYp B JICHb.

CornacHo HanboJIee MPEAIOYTUTEIIFHOMY BApUAHTY PEAU3aliU B OTACICHHOM KYJIbTYPaIbHOM CYICpHA-
TaHTe NpucyTcTByeT no MeHbued Mepe 3000 equnun aktuBHocTH FRETS-VWF73 Ha nutp AONOIHEHHBIX OC-
HOBHBIX CpEJI JJISl KIIETOYHBIX KYJIBTYpP B JICHb.

CoryilacHO OJIHOMY W3 BapHAaHTOB peau3alliil HaCTosIIee H300peTeHne 00ecieunBaeT Crocod MoTydeHus
KoMIO3uIuH pekoMOonHanTHOTO ADAMTS13 (rA13); yka3zaHHBIN CIIOCOO BKJIFOUAET ITAITHI:

(a) obecriedeHnss OCHOBHBIX Cpe U KYJIbTYPHI KIETOK;

(b) nobasyieHNsI B OCHOBHBIE CpEBI IS KICTOUHBIX KYJIbTYp MEIH, ITMHKA U KaJIbIIHS,

(c) obecniedenust oHON WK Oojiee KIETOK, COAEpIKAIIMX HYKJICHHOBYIO KHCIIOTY, KOJAMPYIOMIYIO OeoK
rAl3;

(d) KynETUBUpPOBaHHS yYKa3aHHOM ONHOW WK OoOJiee KIIETOK B Cpeie IS KICTOYHBIX KYJIBTYp C J00aBic-
HUEM MEIU TaKUM 00pa3oM, YTO MPOUCXOMUT IKCIPECCUs M IKCKpenus rAl3 U3 KICTOK B KyJIbTYPaIbHEIH Cy-
MICPHATAHT; U

() oTnencHus MO MEHBIIIEH Mepe YacTH YKa3aHHOTO KYJIbTYPaIbHOTO CYNICpHATAHTA, IPH STOM B OTICIICH-
HOM KyJIbTYPaJIbHOM CYI€pHaTaHTe NpUCYTCTBYeT o MeHbeld mepe 1500 equnun akrusHoctu FRETS-VWE73
Ha JIUTP OTOJIHEHHBIX OCHOBHEIX CPE JUIS KJICTOYHBIX KYJIBTYD B ICHb.

CornacHO OTHOMY W3 BapHAHTOB PEaTH3alHN KyJIbTypaldbHAas Cpeia CONEPKUT KaIbIHi B KOHIIEHTPAIHH
o MeHbiel Mepe 0,5 MM, 1 Melb M IMHK B KOHIIEHTPAIUAX COTIACHO JIOOOMY U3 BapuaHToB 441-880, mpuBe-
JIIEHHBIX B TA0II. 2.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealn3allii KyJIbTypajbHas cpella COOCPKUT KaJbIIi B KOH-
HEHTPAIUHY 10 MeHbIIIeH Mepe 1,5 MM, 1 Meah U MHK B KOHIICHTPAIUAX COTJIACHO JII0OOMY M3 BapHaHTOB 441-
880, mpuBeneHHBIX B Ta0M. 2.

CornacHo JIpyroMy KOHKPETHOMY BapHaHTy peallu3allii yKa3aHHas KyJIbTypalbHas cpela COACPKUT
KaJplui B KOoHIeHTparwmu oT 0,5 u 1,5 MM, U Melb ¥ IIMHK B KOHIICHTPAIUSIX COTJIACHO JIFOOOMY W3 BapHAHTOB
441-880, npuBeICHHBIX B Ta0I. 2.

CornacHo APYTUM BapUaHTaM peallu3alliy KyJIbTypajdbHas Cpelia COACPKUT KaNbIUN B KOHICHTPAIIUH I10
Mensbleit mepe 0,6; 0,7; 0,8; 0,9; 1,0; 1,1; 1,2; 1,3; 1,4; 1,5; 1,6; 1,7; 1,8; 1,9; 2,0; 2,25; 2,5; 2,7 5; 3,0; 3,5; 4,0;
4,5; 5,0 MM unu 6ostee, 1 Meb U ITUHK B KOHIICHTPAIHMSX COTIACHO JI000MY U3 BapuaHToB 441-880, mpuBencH-
HBIX B Ta0I. 2.

CornacHO TpeAIIOYTHUTEIHFHOMY BapHaHTy pealu3aliii B OTACICHHOM KyJIbTYpaJbHOM CYIIepHAaTaHTE TpHU-
cytcTByeT o MeHbIe mepe 2000 exuaunnt aktuBHOCTH FRETS-VWF73 Ha nutp AOMOJHEHHBIX OCHOBHBIX CPE/T
JUTS KJICTOYHBIX KYJIBTYP B ICHB.

CornacHo 6oJiee IPeAMOYTUTEIFHOMY BapHAHTY pealn3aliuil B OTJCICHHOM KYJIbTypalbHOM CylepHaTaH-
Te mpucyTcTByeT no MeHblel mepe 2500 equnun aktuBHocTH FRETS-VWEF73 Ha nutp 1ONOJHEHHBIX OCHOB-
HBIX CpeJl IS KIICTOYHBIX KYJIBTYp B JCHb.

CornacHo HanboJIee MPEAIOYTUTEIIFHOMY BApUAHTY PEAM3aliU B OTACICHHOM KYJIbTYPaIbHOM CYIICpHA-
TaHTe NpuUcyTcTByeT o MeHbIuel Mepe 3000 equnun aktuBHocTH FRETS-VWF73 Ha nutp AONOIHEHHBIX OC-
HOBHBIX CpEJI IJIS KIIETOYHBIX KYJIBTYpP B JICHb.

CornacHoO OTHOMY W3 BapUAHTOB PEaH3allMy HACTOSIICE H300pETCHHUE 00ECIeUnBACT CIIOCO0 MOMyUYCHHS
KoMIo3uIuK pekoMOonHanTHOTO ADAMTS13 (rA13); ykazaHHBIN CIIOCOO BKJIFOUAET ITAITHI:

(a) obecriedeHnss OCHOBHBIX Cpe U KYJIbTYPHI KIETOK;
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(b) moGaryieHUsI B OCHOBHBIE CPEMBI [UIS KJICTOUYHBIX KYJIBTYP MEIU M HUKOTHUHAMU/IA,;

(c) obecrieuennst 0HOM WM OoJiee KIIETOK, COAEPKAIIMX HYKJICHHOBYIO KHCIIOTY, KOAUPYIOUIYIO OEJoK
rAl3;

(d) xynTbTUBHPOBAHHS YKa3aHHON OTHOW WM 0oJiee KIETOK B Cpelie IS KICTOYHBIX KyJIbTyp ¢ mobaBie-
HUEM MEIH TaKuM 00pa3oM, YTO MPOUCXOMMT DKCIPECCHS U IKCKpeIus rAl3 u3 KIETOK B KyJbTypalbHBINA CY-
MIepHATaHT; U

(e) oTneneHus MO0 MEHBIIIEH Mepe YacTH YKa3aHHOTO KyJIbTYPaJIbHOTO CyllepHATaHTa, IPH 3TOM B OTHCICH-
HOM KYJIbTYpaJbHOM CyIepHATaHTE IPUCYTCTBYET Mo MeHbIer Mepe 1500 enuaut aktuBHoct FRETS-VWEF73
HA JIUTP IOTOJIHEHHBIX OCHOBHEIX CPE JUIS KJICTOYHBIX KYJIBTYD B JICHb.

CornacHO OTHOMY W3 BapUAHTOB peajH3allid YKa3aHHas KyIbTypalbHasl CpeAa COACPIKHUT IO MCHBIICH
Mepe | MKI/J Men M 110 MEHbIIeH Mepe 2 MI/J1 HUKOTHHaMuza (ButamMuHa B3).

CornacHo IpyruM BapUaHTaM pealH3alyd YKa3aHHAs cpelia COJACPXKHT MO MEHBIICH Mepe 2 MK/ Meau
WJIY 110 MEHBIIEH Mepe 4 MKI/JI MEH.

CornacHo ApyroMy BapHaHTy pealu3alliy, KOTJIa B CPelbl TOOABNISIOT MEb, YKa3aHHAs KyJIbTypajbHAs
cpena TakXke COACPKUT 10 MEHbIIEH Mepe 7 MI/J HUKOTHHaMuAa (BuTamuHa B3).

CornacHO OZHOMY W3 BapHAaHTOB pPeajM3ally yKa3aHHAs KyJIbTypalbHas cpelia COACPKUT TOYHO U IPH-
OymmsuTensHO OT 2 10 10 MT/nm HEKOoTHHaMUA (BUTaMuHa B3).

CornacHO OpyTuUM BapHaHTaM peau3alliy yKa3aHHAs KyJIbTypaJbHas cpela MOXET COACpPKAaTh 110 MEHb-
e Mepe TOYHO WK Mpuoim3uTensHo 2, 3,4, 5, 6,7, 8,9, 10, 15, 20 mr/n unu 6oyiee BHICOKHME KOHIIEHTPAIIAN
HUKOTHHaMua (BuTamuHa B3).

CornacHo 0JJHOMY W3 BapHaHTOB pPeajli3allii yKa3aHHAs KyJIbTypalbHas cpelia COJACPKHUT MEIb U HUKOTH-
HAMHJ] B KOHIICHTPAIKAX COTIIACHO JIFoOoMy 13 BapuaHToB 1321-1760, npuBeneHHBIX B Ta01. 4

CoriacHO TPEAMOYTHTEIBPHOMY BapHaHTy pealiM3allid B OTACICHHOM KYJIBTYPAJIbHOM CYIECpHATAHTE
npucytcTByeT o Mensliei mepe 2000 equnun aktuBHOcTH FRETS-VWEF73 Ha nuTp HONOIHEHHBIX OCHOBHBIX
Cpel IUI KJICTOYHBIX KYJIBTYD B JICHb.

CornacHo 6oJiee IPeAIMOYTUTEIFHOMY BApHAHTY pealn3aliuil B OTJCICHHOM KYJIbTypalbHOM CylepHaTaH-
T€ TPUCYTCTBYET 1o MeHbInel Mepe 2500 equuun aktuBHOCTH FRETS-VWF73 Ha nuTp MOMOTHEHHBIX OCHOB-
HBIX CpeJl IS KIICTOYHBIX KYJIBTYp B JCHb.

CornacHo HanboJ€e MPEANOYTUTEIFHOMY BApHAHTY PEan3aliil B OTACICHHOM KyJIbTYPaJIbHOM CyIlepHa-
TaHTe MPUCYTCTBYET 1o MeHblneld Mepe 3000 equani aktuBHOCTH FRETS-VWF73 Ha nUTp DOMOTHEHHBIX OC-
HOBHBIX CpeJI ISl KIIETOYHBIX KYJIbTYpP B JICHb.

CornacHO OJJHOMY W3 BapHaHTOB pEaJIM3allli HacTOsIIee N300peTeHre 00eCeYnBaeT Croco0 MoaydeHHs
KoMIto3uIMH pekoMOounantHoro ADAMTS13 (rA13); ykasaHHBIH cocO0 BKIIFOYAET 3TaIlbl:

(a) obecrieueHUsT OCHOBHBIX CPEJI ISl KYIbTYPHI KICTOK;

(b) moGaryieHUsI B OCHOBHBIE CPEIBI TS KICTOUHBIX KYJIBTYpP MEIIH, [IMHKA M HUKOTHHAMHU/I,;

(c) obecrieuennst 0HOM WM OoJiee KIIETOK, COAEPKAIIMX HYKJICHHOBYIO KHCIIOTY, KOAUPYIOUIYIO OEJoK
rAl3;

(d) xymbTUBHPOBAHHS YKa3aHHON OJHOU WM 0oJiee KJIETOK B Cpelie IS KICTOYHBIX KyIbTyp ¢ mobaBie-
HUEM MEIH TaKuM o0pa3oM, YTO MPOUCXOMHT DKCIPECCHS U IKCKpeIus rAl3 u3 KIETOK B KyJbTypalbHBIN Cy-
MIepHATaHT; U

(e) oTneneHus MO0 MEHBINIEH Mepe YaCTH YKa3aHHOTO KyJIbTYPaJIbHOTO CylepHATaHTa, IPH STOM B OTHCIICH-
HOM KYJIbTYpaJIbHOM CyIepHATaHTE PUCYTCTBYET Mo MeHbIer Mepe 1500 enuaut aktuBHocT FRETS-VWEF73
HA JIUTP IOTOJTHEHHBIX OCHOBHEIX CPE JUIS KJICTOYHBIX KYJIBTYD B JICHb.

CornacHo OJHOMY W3 BapHaHTOB peallU3alliy yKa3aHHAs CpeAa IS KICTOYHOH KyIbTYPHI COACPIKUT HU-
KOTHHAMUJI B KOHIICHTPAIIMHU [0 MEHBIIEH Mepe 2 MI/MII, ¥ Me/Ib ¥ IUHK B KOHIICHTPAIUSIX COTJIACHO JTHOOOMY
u3 BapuaHTOB 441-880, mpuBeIeHHBIX B Ta0I. 2.

CornacHo Jpyromy KOHKPETHOMY BapHaHTy peajH3allid YKa3aHHas KyJlbTypalbHas cpela COACPIKUT HU-
KOTHHAMUJI B KOHIICHTPALIMU MO0 MEHBIICH Mepe 7 Mr/MiI MM, U MEIb U IIMHK B KOHICHTPAIUAX COTJIACHO JIFO-
O6omMy u3 BapuaHTOB 44 1-880, mpuBeIeHHBIX B Ta0II. 2.

CornacHO apyroMy KOHKPETHOMY BapHaHTy peajH3allid yKa3aHHas KylbTypalbHas cpela COACPKUT HU-
KOTHHAMHJI B KOHIIEHTpanuu oT 2 1 10 Mr/miI, ¥ Mellb ¥ IIMHK B KOHIICHTPAIUAX COTJIACHO JIIOOOMY W3 BapHaH-
TOB 441-880, mpuBeCHHBIX B Ta0JI. 2.

CornacHO OpyruM BapHaHTaM pealn3alldil yKa3aHHas KyJbTypajbHas Cpela COACPKUT HUKOTHHAMHUI B
KOHIICHTpaIlMK 10 MeHbIel mepe 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13,, 15 mr/Ma niam GoJiee, U Melb U IIMHK B
KOHIIEHTPAIMIX COTJIACHO JII000MYy 13 BapuaHToB 441-880, npuBeIeHHBIX B Ta0I. 2.

CornacHo IpeAOYTUTEIHFHOMY BapHAHTy peau3alliii B OTACICHHOM KYJIbTYpaJbHOM CYIICpHATAHTE TPHU-
cyrctByeT 1o meHbiier mepe 2000 equnun aktuBHOCTH FRETS-VWEF73 Ha TuTp AONOTHEHHBIX OCHOBHBIX CPEN
JUTSL KJICTOYHBIX KYJBTYD B JICHB.

CornacHo 0oJiee PEAMOYTUTEIFHOMY BApHAHTY PEaM3allid B OTJCIICHHOM KYJIbTypallbHOM CyIepHATaH-
Te mpucyTcTByeT no MeHbluel Mepe 2500 equnun aktuBHocTd FRETS-VWEF73 Ha nutp 1ONOJTHEHHBIX OCHOB-
HBIX CpeJl s KIICTOYHBIX KYJIBTYp B JCHb.

CornacHo HanboJI€e MPEANOYTUTEIFHOMY BApHAHTY PEaTn3aliil B OTACICHHOM KyJIbTYPaJIbHOM CyIlepHa-
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TaHTe NpuUCyTcTByeT no MeHbIuel Mepe 3000 enqunun aktuBHocTH FRETS-VWF73 Ha nutp AONOIHEHHBIX OC-
HOBHBIX CpEJI JJISl KIIETOYHBIX KYJIBTYpP B JICHb.

CorJilacHO OJTHOMY W3 BapHAHTOB peau3alliil HACTosIIee H300peTeHne 00ecieunBaeT Crocod MOTydeHuUs
KoMIo3uIuK pekoMOonHanTHOTO ADAMTS13 (rA13); ykazaHHBIN CTIOCOO BKJIFOUAET ITAITHI:

(a) obecriedeHnss OCHOBHBIX Cpea U KYJIbTYPHI KIETOK;

(b) moGaBeHNsI B OCHOBHBIE CPEMBI TS KIETOUHBIX KYJIBTYP MEIH, KaJbIUsd 1 HUKOTHHAMUA;

(c) obecniedenust oHON WK Oojiee KIETOK, COAEpIKAIIMX HYKICHHOBYIO KHCIIOTY, KOJAMPYIOMIYIO OeloK
rAl3;

(d) xynpTHBUpOBaHMS yKa3aHHOM OJHOM MIIM OoJiee KJIETOK B Cpenie JUlsl KJIECTOUHBIX KyJbTyp ¢ Jo0aBiie-
HHEM MEIU TaKUM 00pa3oM, YTO MPOHMCXOIUT DKCIPECcCHs M AKCKpenus rAl3 U3 KIeTOK B KyJIbTypalbHbIH Cy-
MICPHATAHT; U

(e) oTaeneHus MO MEHbBIIEH Mepe YacTH YKa3aHHOTO KyJIBTYPaJbHOI'O CylepHAaTaHTa, IPUYEM B OT/AEIICH-
HOM KyJIbTYPaJIbHOM CYI€pHaTaHTe NPUCYTCTBYeT No MeHblel Mepe 1500 equnun akrusHoctu FRETS-VWE73
Ha JIUTP IOTOJTHEHHBIX OCHOBHEIX CPE JUIS KJICTOYHBIX KYJIBTYD B JICHb.

CornacHO 0THOMY M3 BapHaHTOB peaU3aliy cpela Ui KIETOYHOH KyIbTYPHl COACPKUT HUKOTHHAMHULL B
KOHIICHTPAINH 110 MEHBIIEH Mepe 2 MI/MII, ¥ MeIb U KaJbIH B KOHIIEHTPAIMIX COTJIACHO JI0O0MY W3 BapHaH-
ToB 881-1320, mpuBeneHHBIX B TaOII. 3.

CornacHo IpyroMy KOHKPETHOMY BapHaHTy pealn3alliy KyJIbTypaldbHas Cpefa COAEPKUT HUKOTHHAMUJL B
KOHIICHTPAIIMH 110 MEHBIIIeH Mepe 7 MI/MiI MM, B Melb U KalIbIIMH B KOHIICHTPAITUAX COTIIACHO JIOOOMY M3 Ba-
puantoB 881-1320, mpuBeACHHBIX B TA0JI. 3.

CornacHo JpyromMy KOHKPETHOMY BapHaHTy peajH3allid YKa3aHHas KyJIbTypalbHas cpela COACPIKUT HU-
KOTHHAMUJI B KOHIICHTPAITUH OT 2 MI/MJI 1 10 MI/MII, U MEITb ¥ KaJIBIUI B KOHIICHTPALUAX COTIIACHO JTFOO0MY U3
BapuaHnToB 881-1320, npuBeneHHBIX B Ta0MI. 3.

CornacHo JOpyruM BapHaHTaM pealn3allid yKa3aHHAs KyJbTypajdbHas Cpelia COACPKUT HUKOTHHAMHUI B
KOHIICHTPAIUH 110 MeHbIIeH mepe 2, 3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15 mr/ma unu 6oniee, 1 Meb U KaJb-
[IUH B KOHIICHTPAIMIX COTIacHO JTo0oMy 13 BapuanToB 881-1320, mpuBeeHHBIX B Ta0JI. 3.

CornacHO TPeAIOYTUTEIHFHOMY BapHaHTy pealu3alliii B OTACICHHOM KyJIbTYpaJbHOM CYIIepHAaTaHTE TpHU-
cytcTByeT o MeHbIei mepe 2000 exuaun aktuBHOCTH FRETS-VWF73 Ha nuTp AOMOJHEHHBIX OCHOBHBIX CPE/T
JUTS KJICTOYHBIX KYJBTYP B ICHB.

CornacHo 6oJiee IPEAMOYTUTEIFHOMY BApHAHTY pealn3aliuil B OTJCICHHOM KyJIbTypalbHOM CylepHaTaH-
T€ TPUCYTCTBYET 1o MeHbIneld Mepe 2500 equuun aktuBHOCTH FRETS-VWF73 Ha nuTp MOMOTHEHHBIX OCHOB-
HBIX CpeJl IS KIICTOYHBIX KYJIBTYp B JCHb.

CornacHo Hau0oJsee MPEANOYTHTEIHLHOMY BAPHAHTY peaii3alny B OTICICHHOM KYJIbTYPaIbHOM CyIepHa-
TaHTe NpuUcyTcTByeT no MeHbIuelt Mepe 3000 equnun aktuBHocTH FRETS-VWF73 Ha nutp AONOIHEHHBIX OC-
HOBHBIX CpEJI IJISl KIICTOYHBIX KYJIBTYpP B JICHb.

PexomOunanTHeie 0enkn ADAMTS MoryT ObITH NMONYYEHBI MTOCPEICTBOM OCYIIECTBIICHHUS 3KCIPECCHH B
0001 OAXOASAIIEeH TPOKAPUOTHYECKOM MM 9yKapHOTHYECKON CHCTeMe-X03sHe. [IpruMephl 9yKapHoTHUECKHX
KIIETOK BKIJIIOYAIOT, 0€3 OrpaHWYeHMs, KISTKH Miekonurtapmux, Takue kak CHO, COS, HEK293, BHK, SK-
Hep, n HepG2; xietkn HacekoMbiX, HanpuMep SF9 xerkm, SF21 kmetku, S2 knetku, u High Five xietku; u
TIPOXOKEBBIE KIICTKH, HAPUMED, KIeTKH Saccharomyces min Schizosaccharomyces.

CorylacHO OHOMY W3 BapHWaHTOB pealin3aluu ykazaHHble Oenkn ADAMTS MOXXHO JKCTIpECCHpOBaTh B
OaKTepHaIbHBIX KJIETKaX, JPOXOKEBBIX KIETKAX, KIETKaX HACEKOMBIX, KJIETKaX NTHII, KJIETKaX MIEKOMUTAIONIINX
u 1T.1.. Hanmpumep, B TUHAM KIIETOK YEIOBEKA, TMHAN KJIETOK XOMSKA WU JIMHUH KIICTOK MBIIIIH.

CornacHO OJHOMY W3 KOHKPETHBIX BapHUAHTOB peallM3alliyl yKa3aHHAs KICTOYHAS JIMHHS MPEICTABISICT
co6botii kierounyto uau0 CHO, BHK mwin HEK.

CornacHo NPEeAIOYTHTEIFHOMY BapHaHTy PeIn3aluy KIETOYHAs JIMHUS IPENICTaBISIeT cO00H KIETOYHYIO
muauio CHO.

CornacHO KOHKPETHOMY BapHaHTy peaiuzanuu kiaoHsl CHO, criocoOHbIe K cTa0MIbHON dKcnpeccun rAl3,
nosrydaroT ko-tpanchekiueit knetkn CHO koaupyromuMu mocieioBaTelbHOCTSIME TA13 U guruapodomaTpe-
IyKTa3sl (Hampumep, MplmuHOTo reHa dhfr) u orbopom mpu pocTe B MPUCYTCTBUN BO3PACTAIONINX YPOBHEH Me-
TOTpEKcara.

CornacHO OIHOMY W3 BAapHAHTOB peaJHM3allM{ yKa3aHHBIE KIETKH MOTYT IMPEACTaBIATH COOOH JIOObIe
KJIETKH MJICKOIHMTAIOINX, MPUTOAHbIC U KyJIbTHBHPOBAHUS, MPEAIOYTUTEIFHO B XOJ€ NMPOU3BOACTBEHHOTO
nporecca (T.e. Mo MeHbied Mepe B 10 i1, mpeanouTUTeNsHO 1Mo MeHbled Mepe B 100 ), 1 moydeHus: Tpe-
oyemoro 6enka ADAMTS, Takoro kak ADAMTS13. IIpuMepsl BKIIOYAIOT JUHUIO KJIETOK IMOYKH OOE3bSHEI
CV1, tpancdopmupoBannyro SV40 (COS-7, ATCC CRL 1651); nuHUI0 3MOpHOHATIBHBIX KIETOK ITOYEK YeIO-
Beka (Ki1eTkd 293 mimm 293 cyOKIOHMpOBaHHBIC UL POCTa B CYCIIEH3MOHHOW KyibType, Graham et al., J. Gen
Virol., 36:59 (1977)); knetku mouku HoBopoxkIeHHOTO X0oMsika (BHK, ATCC CCL 10); x1eTKkH SHYHUKA KATaii-
ckoro xomsiukaX-DHFR, takne kak cyokiaon DUKX-B11 (CHO, Uriaub and Chasin, Proc. Natl. Acad. Sci.
USA, 77:4216 (1980)); xnetku Ceptonu mbimum (TM4, Mather, Biol. Reprod, 23:243-251 (1980)); kineTku mod-
ku 00e3bsHBI (CV1 ATCC CCL 70); kietkn movku appukaHckon 3enenoit mapteimku (VERO-76, ATCC CRL-
1587); xierkm kapumHombl mreliku Matku denoBeka (HeLa, ATCC CCL 2); kmetku nouku cobaku (MDCK,
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ATCC CCL 34); knerkn nedenu kpsic bypdano (BRL 3A, ATCC CRL 1442); kneTkd JIETKOTO YeloBeKa
(W138, ATCC CCL 75); xnetku neyenn uesnoBeka (Hep G2, HB 8065); omyxonu MOJIOYHOHN >kene3bl MBIILIEH
(MMT 060562, ATCC CCL51); kmerku TRI (Mather et al., Annals N. Y. Acad. Sci., 383:44-68 (1982)); kneTku
MRC 5; knerku FS4; u muauio rematomsr yenoBeka (Hepp G2). [IpeamodturenbHO KIETOYHAS JTHHUAS MPEACTAB-
JISIET cOOOM JIMHMIO KJIETOK TPHI3YHOB, B YaCTHOCTH, JIMHUIO KJIETOK XOMsKka, Takyto kak CHO mmu BHK.

3HAYNTENBHOE YHCIIO BEKTOPOB MOXKET TPHUMEHATHCSA s dKcrnpeccuu Oenka ADAMTS (mampumep,
ADAMTS13) u MoxeT ObITh BEIOPAHO W3 DYKAPHOTHUECKUX U TMPOKAPHUOTUIECKUX IKCIPECCHOHHBIX BEKTOPOB.
CoriacHO ompeaesleHHBIM BapHaHTaM PeaIn3alliyl IUIa3MUIHBIN BEKTOP MpeIHa3HAaYeH ISl IPUMEHEHHUS B 3KC-
npeccun 6enxka ADAMTS (nanpumep, ADAMTS13). Kak npaBuiio, mia3MuIHbIE BEKTOPHI, COJIEpIKaIlUe perl-
JMKOH ¥ YIPABIISIOIIME ITOCIEI0BATEIbHOCTH, MOJYYEHHbIE M3 BHUJIOB, COBMECTUMBIX C KJIETKOW-XO3SIMHOM,
NPUMEHSIOT B COCAMHEHNH C YKa3aHHBIMH X03s5€BaMH. Y Ka3aHHBIH BEKTOP MOXKET HECTH CaliT peIrulnKaiuu, a
TaKKe MapKepHbIE TIOCIIEI0BATEILHOCTH, CIIOCOOHBIE 00eceynBaTh (PeHOTUIIMIECKUIT 0TOOp B TpaHCHOPMHUPO-
BaHHBIX KIJIeTKaX. [1ma3sMuma colepKUT HyKICOTHAHYIO TOCIE0BATEILHOCTh, KOOIy O0enok ADAMTS
(manpumep, ADAMTS13), pyHKIMOHATBHO CBSI3aHHYIO C OJHOM WIIM 0o0Jiee KOHTPOJIBHOW MOCIIEA0BATEIHHO-
CTBIO, HAIIPUMED, IPOMOTOPOM.

[IpeamodTuTenbHBIN CIIOCOO MONydIeHHS CTaOMIBHBIX KIIOHOB Ki1eTok CHO, sKcIpeccHpyrommux peKoMon-
HaHTHBIA Oenok ADAMTS, cnenyrommii. Jedumutayro mo DHFR xnerounyto smamo CHO DUKX-B11
tpanchuupyoT DHFR-3kcrIpecCHOHHBIM BEKTOPOM, YTOOBI 00ECTIEUUTh IKCIPECCHIO COOTBETCTBYIOMIETO Pe-
KoMOMHaHTHOTO Oenka. TumoBoi cmoco® ommcan y Plaimauer et al. (Blood. 2002 Nov 15; 100(10):3626-32.
Epub 2002 Jul 12), cogepxaHre KOTOPOTO BKIIOYEHO B M300pPETEHHHE TTOCPEACTBOM CCBHIJIKH BO BCEU TOJHOTE
Jutst MoOBIX nesteil. OT6op MPOBOIAT KyJbTHBUPOBAHHEM B HE cojepikamux runokcantus/tumuanH (HT) cpe-
Jax; aMIUIM(UKaUd COOTBETCTBYIONIEH O00JacTH, KOJMPYIOIIEH OJKCIPECCHI0O PEeKOMOMHAHTHOTrO Oenka
ADAMTS u DHFR rena, ocTuraroT pa3MHOXXEHHEM KJIETOK B BO3pPAcCTAIOUIUX KOHIIEHTPALUSAX METOTpEKcaTa.
[Ipn HeobxomumocTH Kinetounsle TuHUE CHO MOTyT OBITH aHaNTHPOBAHBI UL POCTa B HE COJEPIKAILEH CHIBO-
poTKH w/uiam GeJIKOB cpelie, 1o CyIecTBy coriacHo ornmcanuto B US 6100061 (Reiter et al., Immuno Aktienge-
sellschaft).

CoryiacHO IpyromMy IpearnouTUTEILHOMY BapuaHTy peannsanuu ctabmibHpie HEK293 kietkn momydaror,
TpaHCHUIMPYS UX KOHCTPYKIMEH, COJEepIKaIIeH CEICKTHPYEMbIii MapKep YCTOWIUBOCTH K THTPOMHUIIMHY, U OT-
Oupast TpaHc(POPMAHTHI IO YCTOHIUBOCTH K aHTHOUOTHKY.

CriocoOHOCTD OTIpEACTICHHBIX BHUPYCOB WH(HUIMPOBATH KJIETKH WJIM IPOHHUKATh B KIETKH ITOCPEICTBOM
OTIOCPEOBAaHHOTO PELENTOPaMHU SHIOLMTO3a, BCTPAUBATHCS B T€HOM KIIETKH-XO3iWHA M CTaOMIBHO M 3¢ddek-
THUBHO JKCIIPECCHPOBATh BHPYCHBIE T'€HBI, JENACT MX MPUBJICKATEIbHBIMU KaHIUIATaAMU Uil TIepeHoca Jyxe-
POIHBIX HYKJIEMHOBBIX KHCJIOT B KJICTKH (HAapUMeEp, KICTKH MIICKOITUTAIOIINX ).

COOTBETCTBEHHO, COTJIACHO OIPENECNICHHBIM BapHaHTaM pealn3aliii BUPYCHBIH BEKTOP HMPUMEHSIOT JUISA
BBE/ICHHUS HYKJICOTHAHOW MOCIeN0BaTeIbHOCTH, Koxupytonied Oenok ADAMTS (mampumep, ADAMTSI13) B
KJIETKY-XO3s5IMHa ISl 9KCIIPECCUH. YKa3aHHBIH BUPYCHBIH BEKTOP JOJDKEH COJEPIKaTh HYKJICOTHUIHYIO MOCIIE0-
BaTEJIbHOCTD, Koaupyronyto 6enok ADAMTS (nanpumep, ADAMTS13), GyHKIIMOHATEHO CBA3aHHYIO C OJHOM
nu 6oiee KOHTPOIBLHON MOCIIEIOBATEILHOCTRIO, HATIPUMED, MPOMOTOpoM. Kak BapuaHT, yKkazaHHBIA BUPYCHBIN
BEKTOP MOXKET HE COAEP)KaTh KOHTPOJIBHYIO MOCIEOBATEIIEHOCTh, BMECTO 3TOTO WCIONIB3Ys KOHTPOIBHYIO IO-
CJIeIOBATEILHOCTh KIETKU-XO03s1HA JUIS YIIpaBiieHus dkcrpeccueit oenka ADAMTS. HeorpannduBaromive npu-
Mepbl BHPYCHBIX BEKTOPOB, KOTOPBIE MOTYT NMPHUMEHSATHCS U AOCTABKH HYKJIEWHOBOM KHCIIOTHI, BKJIIOYAOT
aJICHOBHPYCHBIC BEKTOPHI, AAV-BEKTOPHI U PETPOBUPYCHEIE BEKTOPHL.

CornacHO OTHOMY M3 BapHMaHTOB PEaN3allMy aJCHOBUPYCHBIH 3KCIPECCHOHHBIN BEKTOP BKJIFOYAIOT KOH-
CTPYKLIMH, COJEpIKaIlNe aJCHOBUPYCHBIC IOCIEIOBATEIBHOCTH, JOCTATOYHBIE JUISi OCYIIECTBICHUS YIIaKOBKH
YKa3aHHOM KOHCTPYKLIIUU U FapaHTUPOBAHHOM SKCIPECCHM KIOHMPOBAHHOW B Hee KoHCTpykiuu ADAMTS.
AZIEHOBUpPYCHBIE BEKTOPHI TO3BOJISIIOT BBOAWUTH UYYXKEPOIHBIE ITOCIEIOBATEIBHOCTH pa3MepoM 10 7 T.ILH.
(Grunhaus et al., Seminar in Virology, 200(2):535-546, 1992)).

CoryacHO JpyroMy BapUaHTy peaju3aluu aJleHOACCOLUMUPOBAaHHBIA BUPYC (AAV) MOXET MPUMEHITHCS
JUTSI BBEJIEHUST HYKJICOTHIHON TIOCIIEeIOBaTEIbHOCTH, Koaupyrommei 6enok ADAMTS (manpumep, ADAMTS13),
B KJICTKY-XO35MHA I dKcTipeccui. AAV-CHCTEMBI ONMCHIBAIMCH paHee M, Kak MPaBuiIo, OOIMIen3BECTHEI B JaH-
Hoit ob6nactu texuuku (Kelleher and Vos, Biotechniques, 17(6):1110-7, 1994; Cotten et al., Proc Natl Acad Sci
USA, 89 (13):6094-6098, 1992; Curiel, Nat Immun, 13 (2-3):141-64, 1994; Muzyczka, Curr Top Microbiol Im-
munol, 158:97-129, 1992). Jleranu moJiyaeHUs U puMeHeHUs1 TAAV-BEeKTOPOB OMHUCAHBI, HAPUMED, B TIATCH-
tax CIHA Ne 5139941 u Ne 4797368, BKIIIOYEHHBIX B M300peTEHUE TIOCPEACTBOM CCBUIKH BO BCEH TMOJIHOTE H
IS JIFOOBIX LIEJIEH.

CornacHO OJJHOMY W3 BapHaHTOB peasM3allMi PETPOBUPYCHBIN AKCIIPECCHOHHBIH BEKTOP MOXKET IpHMe-
HATBCSL JJIsl BBEJCHMS HYKICOTHIHOW IOCIENOBaTelIbHOCTH, Koxupyromed Oenok ADAMTS (mampumep,
ADAMTSI13), B KJIETKY-X035MHA ISl SKCIIPECCHH. Y Ka3aHHbIE CHCTEMBI OBLIM ONMCAaHBI paHee W B 1IeJI0M 00-
IEU3BECTHRI B JaHHOMN o0macTH TexHuku (Mann et al., Cell, 33:153-159, 1983; Nicolas and Rubinstein, B: Vec-
tors: A survey of molecular cloning vectors and their uses, Rodriguez and Denhardt, eds., Stoncham: Butter-
worth, pp. 494-513, 1988; Temin, B: Gene Transfer, Kucherlapati (ed.), New York: Plenum Press, pp. 149-188,
1986). CornacHO KOHKPETHOMY BapHaHTy peaH3alliil PETPOBUPYCHBIM BEKTOp MPEICTABISIET COOOH JICHTUBH-
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pycHsbIit BekTop (cM., HanpumMep, Naldini et al., Science, 272 (5259) :263-267, 1996; Zufferey et al., Nat Bio-
technol, 15(9):871-875, 1997; Blomer et al., J Virol., 71 (9):6641-6649, 1997; marenter CLIIA Ne 6013516 u Ne
5994136).

HeorpannuuBatomue npuMepsl BEKTOPOB IS TPOKAPHOTHIECKON SKCIPECCHH BKIIOYAIOT IUIa3MUAbI, Ta-
ke kak pRSET, pET, pBAD u T.m, mpu 5TOM MPOMOTOPHI, IPUMEHSIEMBIE B MPOKAPUOTHIESCKUX IKCTIPECCUOH-
HBIX BEKTOpaX, BKIIOYAIOT lac, trc, trp, recA, araBAD u T.m. [IpuMepsl BEKTOPOB IS DyKapUOTHUECKON JKC-
MIPECCHH BKIIIOYAIOT:

(i) BEKTOPHI I SKCTIpEeccHu B apoxkax, Takue kak pAO, pPIC, pYES, pMET, ¢ npumMeHeHHEM Takux
npomoTopos, kak AOX1, GAP, GALI1, AUGI, u 1.11.;

(11) BEeKTOPBI JUIS IKCIIPECCHH B KJIETKaX HAacEKOMBIX, Takue kak pMT, pAcS, pIB, pMIB, pBAC u .1, ¢
NPUMEHEHNEM TaKHuX ITPoMoTopoB, kak PH, p10, MT, AcS, OplE2, gp64, polh u 1.1, n

(1ii) BEKTOPHI JUISl SKCIIPECCHHU B KJIETKaX MIIEKOIUTAIOMuX, Takue kak pSVL, pCMV, pRc/RSV, pxkIHK3,
pBPV u T.11, 1 BEKTOpHI, TPOUCXOISIIIE N3 BUPYCHBIX CUCTEM, TaKMX KaK BUPYC OCIOBAKIMHBI, aIEHOACCOLIUH-
PpOBaHHBIE BUPYCHI, T€PIIECBUPYCHI, PETPOBUPYCHI U T.II/, C IPUMEHEHHUEM TaKMX NPOMOTOpoB, kak CMV, SV40,
EF-1, UbC, RSV, ADV, BPV u 3-akTuHa.

TunoBoii BekTop s skcnpeccur rA13 ommcan y Plaimauer et al. (Blood. 2002 Nov. 15; 100(10):3626-32.
Epub 2002 Jul 12); comepkanue yka3aHHOTO MCTOYHHMKA BKJIIOUEHO B MU300pETEHHE MOCPEIACTBOM CCBHUIKH BO
BCeil MOTHOTE TSI IFOOBIX IeTeit.

CornacHO omnpeAeNiCHHBIM BapHaHTaM PEaH3aliy CIOCOOB! KYJIFTHBHPOBAHUS KIETOK COTIACHO HACTOS-
meMy H300peTeHHI0O MOTYT BKJIIOUATh MPUMEHEHHE MUKpoHOcuTens. Hacrosmee m3o0peTeHne oOecreunBact,
HapsITy ¢ MPOYUMHU acTIeKTaMHU, CIIOCOOBI KpyIMHOMAacIITabHoH skcnpeccnn 6enmka ADAMTS.

CornacHO HEKOTOPHIM BapHaHTaM peallU3alliy KYJIbTHBHPOBAHHE KIICTOK COTJIACHO BapHWaHTaM pealii3a-
MK M300pETCHUS] MOXKET MPOBOAUTHCS B OOJBLIMX OMOPEAKTOPaX B YCIOBHSX, MOIXOMSIINX JUIS MOTYYCHHS
BBICOKOTO OTHOIICHUS TIOBEPXHOCTH K 00bEMY B KYJIBTYpPE IJIS TOCTHKEHHUS! BBICOKOH TUIOTHOCTH KJIETOK M 9KC-
npeccun Oenka. OTHUM K3 CIOCOOOB 00ECIIeUeHNS TAKUX YCJIIOBHH pocCTa SIBIISIETCS] NIPUMEHEHNE MUKPOHOCHTE-
Je U KyJIbTHBUPOBaHMS KIETOK B OMOPEaKTOpax ¢ MEIIAIKOM.

CornacHO IpyroMy BapHaHTY pealn3alii yKa3aHHbIE POCTOBBIC TOTPEOHOCTH yIOBIETBOPSIIOTCS TIOCPEI-
CTBOM IPUMEHEHUS CYCTIEH3HOHHOH KYJIbTYPHI KIETOK.

XII. KoHkpeTHbIe BapuaHThl peaau3aium.

A. PexoMOMHAHTHBIH (hakTOp (QOH.

Bunmneopanna (rVWF) PekomOuHanTabii VWF MOKHO 9KCTIpECCHUpOBATh B KJIETKaX MIIEKOMUTAIOIINX, HO
yaedabpHas akTHBHOCTh VWF MOXeT IHPOKO BapbHPOBATH B 3aBUCHMOCTH OT YCIOBHI KYTHTUBUPOBAHHA KIIETOK;
He OBLTO MMOKa3aHo, YTO OHA CpaBHUMA WM paBHa TakoBoii VWF, BeIeNleHHOTO M3 IIa3Mbl KpoBH. HacTosee
M300peTeHNe OCHOBAHO YaCTUYHO Ha HEOXHMIAHHOM OTKPBITHH, YTO CPEJbI JUIs KIETOYHBIX KYJIBTYp, COllepiKa-
e 1Mo MeHbIneH Mepe 2,4 MK/ MeIu, 00eCleUnBalT ONMaronpusTHBIA 3((HEKT, COCOOCTBYIO 3KCIPECCUU
BBICOKOMOJIEKYJISIpHOTO VWF, HMEroIero BEICOKYIO YAENbHYI0 aKTHBHOCTh. B 4acTHOCTH, BEICOKOMOJIEKYJISP-
HBII pekoMOuHaHTHEIH VWEF coracHo HacTosimieMy HM300pETEeHHIO MOXKET BKIIIOYATh BBHICOKOMYJIBTUMEPHYIO
(opMmy, coaepKallyto oT MPUOIU3UTENBHO 14 10 MpHOIM3UTENBEHO 22 AMMEPOB U 00IaaroNIyIo yIeIbHOH pHC-
TOIICTHHOBOM aKTHBHOCTBIO, COCTABIISIONIEH 10 MeHbIeld Mepe npubausnutenbao 30 ME/Mkr. IIporeccsr Kyib-
TUBUPOBAHMS KJIETOK COTJIACHO HACTOSIIEMY M300pPETEHHIO TaKXKe IO3BOJIAIOT IMOIICPKUBAaTh HU3KHAE YPOBHH
NH," (manpumep, Menee ueM 10 MM) BO BpeMsi HOATOTOBUTENBHOTO MPOIECCa B CHCTEMAX KyJIbTHBHPOBAHHS
KIIETOK, YMEHbINasi TaKkuM 00pa3oM naryoHsie 3 (QeKTsl Ha TOCTTpaHCISITMOHHBIe Moaudukammn. [Ipeanonara-
€TCsI, UTO COTJIACHO HACTOSIIEMY M300pETEHHIO BIIEPBHIC NMPEIIOKEHBI YCIOBUSA KIETOYHBIX KYJIBTYP, BKIIO-
YaroIue Cpedy € MOAXOIMEeH KOHIEHTpAIed Meau B KOMOWHAIINH C MOAXOIIINMH YPOBHSIMH aMMOHUS B
CyNepHaTaHTe, JJIsl SKCIPECCUH BBICOKOMYJIbTUMEPHBIX VWF ¢ BBICOKOH ynenbHOM aKTHBHOCTBIO.

CornacHO OJHOMY acCHEKTy HacTosiliee N300peTeHHE OTHOCHTCS K YCJIOBHSM KYJIBTHBHPOBAHUS KIIETOK
JUISL TIOJIy4EHHs PEKOMOMHAHTHOTO BBICOKOMOJIEKYJISIpHOro VWF ¢ BBICOKOI yIenbHOM aKTHBHOCTBIO. Y CIIOBUS
KyJbTHBUPOBAHUS KJIETOK COTJACHO HACTOSIIEMY M300pETEHHIO MOTYT BKJIIOYATh, HAPUMEp, Cpedy A Kie-
TOYHOH KYJBTYpPHI C MOBBIIICHHONW KOHIIEHTPAaLMEeH MEI W/WIH CyIIEpHATaHT KyJIbTYphl KJIETOK C HU3KOH KOH-
LUEHTpaluuel aMMOHUS (NH4+).

CornacHO HACTOAIIEMY H300PETEHUIO TAKKE TPEATIOKEHBI CITOCOOBI KYIbTUBUPOBAHHS KIICTOK B YCIOBHUSX
KJIETOYHOM KYJIBTYPBI JJIsl SKCIIPECcCUr BbICOKOMOJIEKYIsipHOTro VWF ¢ BBICOKOH ylIebHOM aKTUBHOCTHIO.

CornacHO OIHOMY M3 acIEKTOB HacTosIee M300peTeHre 00ecIeYnBaeT PacTBOP KYyJIbTYPHI KIETOK IS
TIOJTY9YEeHUSI BBICOKOMOJICKYISIPHOTO peKoMOMHAaHTHOTO Oenka VWF; yKa3aHHBIA pacTBOP KyJIBTYpPHI KIETOK CO-
JIEPXKUT: CpeAy UL KIETOYHOHW KYJIBTYPHI, COAEPKAIIyI0 MEIb B KOHIICHTPAIIMH [0 MEHBIIEH Mepe MpuOIH3H-
TENBHO 2,4 MKI/JI; CyIIepHATAaHT KYJIbTYpPbI KJIETOK, COIEp KA aMMOHU B KOHIIEHTpauuyu MeHee 4eM 10 MM;
Y MHOKECTBO KJICTOK, 3KCIPECCHPYIOIINX BBICOKOMYNIBTHMEpHBIH Oenok VWF, npuuem ykazauusiii 6enok vWF
o0namaeT ynenbHOW PHCTOLETHHOBOW aKTHBHOCTBIO, COCTABIIIIONICH MO MEHbIIEH Mepe mpuOim3utenbHo 30
ME/MKT.

CornacHO OJJHOMY W3 KOHKPETHBIX BapHMaHTOB PEajM3allMH ONMHCAHHBIX BBIIIE KYJIBTYp KJIETOK PacTBOP
KyJIBTYPBI KIIETOK COJICPXHT CPEIOBYIO JOOABKY, COIEPIKAIILYIO ME/Ib.

CornacHO 0THOMY M3 KOHKPETHBIX BapHAHTOB PEANM3ALMH ONMCAHHBIX BHIIIC KYJIbTYpP KIETOK yKa3zaHHAS
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cpenoBast 1o0aBKa CONEPXKUT THIPOIU3AT, HE0OA3aTENBHO - COCBBIM THAPONIN3AT.

CornacHO OJJHOMY M3 KOHKPETHBIX BapHAHTOB peaJHM3allM ONHMCAHHBIX BBIIIE KYJIBTYp KJIETOK yKa3aHHas
cpenoBas 100aBKa COMEPKUT COIb MEIH, XeIaT MEIU WITH UX KOMOWHAITHH.

CornacHO OTHOMY M3 KOHKPETHBIX BapHAHTOB PEANM3ALMHN ONMCAHHBIX BBHIIIC KYJIbTYpP KIETOK yKa3zaHHAS
COJIb MEIH BEIOpaHa U3 TPYIIIIEL, COCTOAIICH U3 CyiIb(aTa Menu, arieTata MeIi, kKapOboHaTa MeIn, XJIOpHUAa MEH,
THIPOKCHAA MEIH, HUTPaTa MEIH U OKCHIA MEIH.

CornacHO OTHOMY M3 KOHKPETHBIX BapHaHTOB PEAM3AIlH OIMCAHHBIX BEINIE KYJIbTYyp KJIETOK KOHIICH-
Tparys MEeI{ COCTaBJISET 10 MEHbBIIEH Mepe MPUOTU3UTEIEHO 4 MKT/JI.

CornacHO OJJHOMY M3 KOHKPETHBIX BapHaHTOB PEaM3allM{ ONMCAHHBIX BBINIE KYJIbTYp KIETOK KOHIICH-
Tpanys M COCTABISIET OT MPUOIM3UTENBHO 2,4 10 npuOnn3uTensHo 20 MKI/II.

CornacHO 0THOMY M3 KOHKPETHBIX BApHAHTOB PEAJIM3alMU ONMMCAHHBIX BBIIIE KYJIBTYp KIeTOK 6enok VWF
COJIEPIKUT OT MPHOIU3UTENEHO 14 N0 MPHOIU3UTENEHO 22 TUMEPOB.

CornacHO OJJHOMY acIieKTy HacTtosiiee n300peTeHHe oOecreynBaeT croco0 MOTydYeHHs BBICOKOMOJIEKY-
JsipHOTO pekoMOuHaHTHOTO Oenka VWF; yka3zaHHBIN c11oco0 BKITIOYAET ATAIbL:

a) obecrieueHHU KYJIBTYPHl KJIETOK, COACPIKAIINX HYKICHHOBYIO KHCIOTY, KOAWUPYIOIIYI0 PEKOMOMHAHT-
HbIl Oestok VWE;

b) sxcnpeccnn 6emka VWF B yka3aHHBIX KJIETKaxX B YCIOBHAX KJIETOUYHOW KYJIBTYPHI, BKIIOYAIOIINX CPEIY
JUTS KIIETOYHOM KyIBTYPBI, COAEPIKAIIyI0 MEAb B KOHIIEHTPAINH 10 MCHBIICH Mepe MPUOIM3UTEIbHO 2,4 MKT/T,
W CyHepHATaHT KyJIbTYypHl KJIETOK, COACpKAIINi aMMOHHU B KOHIICHTPAIlMA MEHEee deM NpuOnm3urensHo 10
MM, npudeM ykazaHHbIH Oeok VWF mpencraBisier co00i BRICOKOMYIbTUMEPHBIH 6emoxk VWF 1 nMeet yaeins-
HYIO PUCTOLIETHHOBYIO aKTHBHOCTb, COCTABIIAIONIYIO 110 MeHbIIel Mepe npuoausutesisHo 30 ME/MKT.

CornacHO 0JJHOMY M3 KOHKPETHBIX BapHAHTOB PEAN3alMi ONMCAHHBIX BBINIE CIOCOOOB YKa3aHHBIE KIIET-
KU TIPEJCTaBISIOT COOOH KJIETKH MIICKOITMTAIONIHX.

CornacHO 0JJHOMY M3 KOHKPETHBIX BapHAaHTOB PEAN3alMN ONMCAHHBIX BBINIE CIOCOOOB YKa3aHHBIC KIIET-
KU B3SITHI U3 HENPEPHIBHON KJIETOYHOHN JIMHUH.

CornacHO 0THOMY M3 KOHKPETHBIX BapHAHTOB PEAM3AIlIH OIMMCAHHBIX BBINIE CIOCOOOB yKa3aHHBIC KIIET-
KH TIpeIcTaBIsioT coboit kiretku CHO.

CornacHO OHOMY W3 KOHKPETHBIX BapHaHTOB pealM3alliil ONMCAHHBIX BBHIIIE CIIOCOOOB KOHIICHTPAIHS
MEIM COCTABJISIET 1TO MEHBINEH Mepe IPUOIM3UTEILHO 4 MKT/JL.

CornacHO OHOMY W3 KOHKPETHBIX BapHaHTOB pealM3allfill OMMCAHHBIX BBIIIE CIIOCOOOB KOHIICHTPAIHS
MEIM COCTABJISIET OT MPUOIUZUTENBHO OT 2,4 10 pUOIH3UTENHEHO 20 MKT/JI.

CornacHO 0IHOMY M3 KOHKPETHBIX BAPHAHTOB PEasIM3alii ONHMCAHHBIX BHIIIE CIIOCOO0B PeKOMOWHAHTHBIH
6eox VWF obnanaer ynenbHOW pHCTOLETHH-KO(QAKTOPHOI aKTHBHOCTBIO, COCTaBIIAIOIECH IO MEHBIIEH Mepe
npubanznTensHo 50 ME/MKr.

CornacHO 0IHOMY M3 KOHKPETHBIX BADHAHTOB PEasIM3aliy ONHMCAaHHBIX BHIIIE CIIOCOOOB PeKOMOWHAHTHBIH
6enox VWF obOsazaer yaeiapHONW pHCTOLETHH-KO(DAKTOPHOH aKTHBHOCTBIO, COCTABIIONIEH OT NPUOIN3UTEIHHO
30 ME/Mxr o npubmmsutensao 100 ME/MKr.

CornacHO OAHOMY U3 KOHKPETHBIX BAPHAHTOB PEAM3aIMH ONMCAHHBIX BBIIIE CIIOCOO0B PEKOMOWHAHTHBIN
6emox VWF conepxut npuOmm3uTensHo 14 10 mpuOIu3nuTenbHO 22 TUMEPOB.

CoryilacHO OJTHOMY M3 acIIeKTOB HacTosIIee U300peTeHNe 00eCeYrnBacT BEICOKOMOJIEKYIISIPHBIN PeKOMON-
HaHTHBIN O0emox VWF, moydaemblii ipy TOMOIIIH MPoIiecca, BKIIOYAIOIIETO dTAIIb:

a) obecnieueHUS KYJIBTYPHl KJIETOK, COACPIKAIINX HYKICHHOBYIO KHCIOTY, KOAMUPYIOIIYI0 PEKOMOMHAHT-
HeIiA 6eok VWF; u

b) skcnpeccun 6enka VWF B yka3aHHBIX KJI€TKax B YCIOBHSX KJIETOYHOH KyJBTYpbI, BKIIOYAIOIINX CPEAY
JUISL KJIIETOYHON KYJIBTYpPBI, COJCPIKaIlyl0 Meb B KOHLIIEHTPALMK MO0 MEHbIIEH Mepe 2,4 MKI/JI, U CylHepHaTaHT
KyJIBTYpBI KJIETOK, COAEpKallii aMMOHHUI B KOHIIEHTpauuu MeHee yeM 10 MM, npuuem yka3anHbli 6enok VWF
IPE/ICTaBISIET COO0H BBICOKOMYJIbTUMEPHBIH Oenok VWF 1 obitafaet yenbHOH pUCTOLETHHOBOM aKTUBHOCTHIO,
COCTaBJIAIONIEH 110 MeHbIIeH Mepe npuoim3uTensHo 30 ME/MKT.

CorylacHO OZJHOMY M3 KOHKPETHBIX BapHaHTOB peaM3aIy BBIIICONMUCAaHHBIX KoMmo3unuid rVWF pekom-
OuHaHTHBIN Oeylok VWF oOmamaer ynaenbHONH pPHUCTONETHH-KO(PAKTOPHOW aKTUBHOCTHIO, COCTABISIONIEH IO
MeHbIIeH Mepe nmpuonnsuTeasbHo 50 ME/MKT.

CorylacHO OZJHOMY M3 KOHKPETHBIX BapHaHTOB peaM3alIiy BBIIICOMUCAaHHBIX KoMmo3unuid rVWF pexom-
OuHaHTHBIN Oesok VWF o0sagaeT ynenpHOM pUCTONETHH-KO(AaKTOPHON aKTHBHOCTBIO, COCTABIISIIOIICH OT TPH-
ommsutensHO 30 ME/MKT 1o npubmmsutensHo 100 ME/MKT.

CornacHO OTHOMY M3 KOHKPETHBIX BaAPHAaHTOB PEaIM3alliy BBILICONUCAHHBIX KoMmo3unuii rVWF pexom-
OunaHTHBIM 6e10K VWF comepuT npubausuTesnsHo ot 14 10 npubian3nTensHo 22 TUMEpOoB.

CornacHO OJJHOMY M3 acIIEeKTOB HAacTOsIee M300peTeHrne oOecrieunBaeT pacTBOP KYJIbTYPHl KIETOK JUIA
MOJIyYCHHSI BHICOKOMOJIEKYIJISIPHOTO pekoMOuHaHTHOTO Oenka VWF, mpu 3TOM yKa3aHHBIH pacTBOpP KYJBTYpEI
KJIETOK BKJIIOUACT: CPedy AJIS KICTOYHOH KyJbTYpHI, COAEPIKALIyI0 MeIb B KOHIIEHTPAIMU MO MEHBIIEH Mepe
NpUOIM3UTENBHO 2,4 MKI/JI; CylepHaTaHT KyJIbTYPhI KJIETOK, COJEpKalliii aMMOHHMH B KOHIIEHTpPAlUU MEHee
geM 10 MM; 1 MHOXECTBO KJIIETOK, SKCIIPECCUPYIONTNX BHICOKOMYIbTUMEPHBINA Oenok VWF, nprudem ykazaHHBIN
6emox VWF comepxut oT mpuOimm3uTensHo 14 mo npuOimm3uTensHo 22 TMMEpOB U 00J1aaeT yAeIbHOW pUCTOIIe-
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THHOBOHM aKTHBHOCTBIO 110 MeHbIIEH Mepe npudnusutensHo 30 ME/MKr.

CornacHO OJTHOMY acCIEKTy HacTosiliee N300peTeHHEe OTHOCHTCS K YCJIOBHSM KYJIBTHBHPOBAHUS KIIETOK
JUISL IOJTyYeHHSI PeKOMOMHAHTHOTO BBICOKOMOIIEKy sipHOro VWF, Haxozasimerocst B BBICOKOMYJIBTUMEPHOH (op-
ME C BBICOKOH yJENIbHON aKTHBHOCTBIO. Y CIIOBHUS KYJIbTHBHPOBAHMS KJIETOK COTJIACHO HACTOSIIEMY H300peTe-
HHUIO MOTYT BKJIIOYaTh, HAPUMEp, CPELy MUl KJIETOYHOH KyJIbTYypHl C IOBBIIICHHOW KOHIEHTpAaLUeH MEAH H
CYTIEpHATAHT KYIbTYpPHI KIETOK C HU3KOH KoHIEeHTparmeil ammorns (NH,).

CornacHO HacTOSIIIEMY H300PETEHHIO TAKXKE MPEJIOKEHBI CIIOCOOB! KyJIbTUBHPOBAHHS KIETOK B YCIIOBHAX
KJIETOYHOM KYJIBTYPBI JJIs1 SKCIIPECCUU BBICOKOMOJIEKYIsipHOTro VWF ¢ BEICOKOH y/IeTbHON aKTUBHOCTHIO.

CoracHO 0OIHOMY acIIeKTy HacTosIee H300peTeHNE BKIIIOUAET PACTBOP KYJIbTYPHI KICTOK JJISI TOTYICHHS
BBICOKOMOJICKYJISIPHOTO pekoMOnHanTHoro vWF, coneprkaliero cpeny Aist KIETOYHOH KYJIbTYpPBI, COJIEpPIKaIIyIO
Mellb B KOHICHTPAIMY 110 MEHBIIECH Mepe NMPHOIU3UTENBHO 2,4 MKI/JI; CylepHAaTaHT KyJIbTYpHl KIETOK, COJEp-
JKaluil aMMOHHUM B KOHLIEHTpauu MeHee 4yeM 10 MM; 1 MHOXKECTBO KJIETOK, SKCIPECCUPYIOIUX BBICOKOMYJIb-
tumepHble VWF, comepkamue ot mpuOIu3uTensHo 14 10 mprOIM3UTENBHO 22 TUMEPOB, U 00JIaJaroNue YICTb-
HOHM PUCTOLIETHHOBON aKTUBHOCTBIO, COCTABIISIONICH IO MEHbIIEeH Mepe npuoan3nTenbHo 30 ME/MKT.

CornacHO OJJHOMY M3 BapHaHTOB PEATHM3AIMH OIMMCAHHBIX BBIIIE PACTBOPOB KYJIBTYP KIETOK IO MEHBIICH
Mmepe 10% rVWF npucyrcTtByeT B Buze BeicokoMmonekysapaoro VWFE mynstiMepa u3 6osee gwem 10 mumepos.

CornacHO KOHKPETHOMY BapHaHTy peann3aluu 1mo MeHbieil mepe 15% rVWF mpucyTcTByer B BHIE BBHI-
coxoMmoneKysipHoro MmynbtuMepa VWF u3 Gonee uem 10 aumepos.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY peann3anuu 1mo mensieid mepe 20% rVWF npucyrcTyeT B
BHJIE BBICOKOMOJIEKYJIsIpHOTO MyibTEMepa VWF u3 Gomnee uem 10 qumepos.

CornacHo Ipyromy KOHKpETHOMY BapHaHTY peanu3aluu 1o MeHsiiei mepe 25% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKYJsipHOTO MyJibTHMepa VWF 13 Gonee yem 10 qumepos.

CornacHo IpyromMy KOHKPETHOMY BapHMaHTY peanu3aunuu no Mmessiieir mepe 30% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKYJIsipHOTO MyJibTHMepa VWF 13 Gonee yem 10 qumepos.

CornacHo oIpefeNeHHbIM BapUaHTaM pealu3allid KOHLEHTpAlUs MEIU MOXKET COCTABIATh MO MEHbBIIEH
Mepe MPUOIU3UTENBHO 4 MKT/J, JTMOO KOHIEHTPALWS MEAW MOXKET BapbUPOBATh OT MPUOIUZUTEIHHO 2,4 MKT/I
JIO0 IPUOTU3UTENHHO 20 MKT/JI.

CornacHO HEKOTOPBIM BapHAHTaM pealH3alUy CPEIbl Ul KIETOYHBIX KYJIbTYp COJEPXKAT CPEJOBYIO JO-
0aBKy, cofepKaIryo Meb.

CornacHO Omnpe/IeNICHHBIM BapHaHTaM pealli3aluy yKa3aHHas CpefoBast J0OaBKa MOXKET COAEpXKaTh THIl-
poNn3aT WIK a COJIb MEMH, XeNaT MEIH W UX KOMOHHAIIHH.

CornacHO HEKOTOPHIM BapHaHTaM peajM3alliyl yKa3aHHas COJIb MEIUW MOXET BKIIOYATh Cyibdar Menw,
arerar Meau, KapOoOHAT Me/N, XJIOPHUI MEIN, THAPOKCUI MEH, HUTPAT MEIU WIM OKCU MEIIH.

CoracHO ompe/IeNIeHHBIM BapHaHTaM pealli3alii KJICTKA MOTYT OBITh B3SITHI U3 HEMIPEPHIBHOM KIETOYHOM
JIMHUH ¥ MOTYT BKJIIOUATh KJIETKH MJIEKOIUTAIONINX, Takue Kak kietku CHO.

CornacHO HEKOTOPHIM BapHaHTaM pealu3aluy yKa3aHHbIH pekoMOMHaHTHBIH VWF oOmamaer ynenbHOM
PHUCTOIECTUH-KO()AaKTOPHOU aKTUBHOCTBEO, COCTABJISIOINICH 0 MeHbIIeH Mepe nmpubamsurensHo 50 ME/MKr, 00
yAenbHas PUCTOICTHH-KO(AKTOPHAST aKTHBHOCTh MOXKET BapbHpPOBATh OT MpHOIM3UTENbHO 30 10 mpuOIm3u-
tenbHO 100 ME/MKT.

CornacHO ApyroMy acmeKkTy HacTOsIee M300pETeHHE BKIIOYAET CIIOCO0 MOITYyYCHHS BBICOKOMOJIEKYJIISIp-
HOTO pekoMOMHAHTHOTO VWF, BKITIOYArOIIHIA:

a) o0ecrieueHue KyJIbTyphl KIETOK;

b) BBeieHME MTOCIIEI0BATEIBHOCTH HYKJIEHHOBOH KUCIIOTHI, Kopupyomeid vWE;

¢) 0TOOP KIIETOK, HECYIINX YKa3aHHYIO MOCIIE0BATEIILHOCTD HYKIEHHOBOM KHCIIOTHI; U

d) ocymecrBienue skcnpeccun VWFE B yKa3aHHBIX KJIETKaX B yCIOBHSAX KIETOYHOW KYJIBTYpHI, BKIIIOUAIO-
LIMX CPeAy JUIsl KIETOYHON KYJIBbTYpBI, COJEPIKallylo Meb B KOHLICHTPALMH 110 MEHbIIIEH Mepe MPUOIM3UTEIHHO
2,4 MKI/II, ¥ CyNepHaTaHT KyJBTYpbl KJIETOK, COJCpKallliii aMMOHHH B KOHIIGHTpAIlMM MEHEee 4eM NpUOIH3H-
tensHO 10 MM, mpudem ykaszanueiii VWF npeznctasisier coboii BeicokoMmynsTHMepHBIi VWF, comepskamiuii ot
TMPUOIUUTENHHON 10 TPUOIU3UTEIHHO 22 TUMEPOB M 000NN yASTHhHOW PUCTOIICTHHOBOW aKTHBHOCTBIO
10 MeHbIel Mepe mpubI3uTeNbHo 30 ME/MKT.

CornacHO OZHOMY BapHaHTy pealH3alliM CyNEepHATaHTa KyJIbTyphl KJIETOK, ONMCAHHOW BBIIIE, II0 MEHbB-
meit mepe 10% rVWF npucyTcTByeT B BuAe BEICOKOMONIEKYIsIpHOTO MyiasTuMepa VWF u3 Oonee gwem 10 nume-
pOB.

CornacHO KOHKPETHOMY BapHaHTy peann3aluu 1mo MeHsieii mepe 15% rVWF mpucyTcTByer B BHIE BBHI-
cokoMouieKyispHoro mysibrumepa VWF n3 6onee uem 10 numepos.

CornacHo Ipyromy KOHKPETHOMY BapHMaHTY peanu3anuu 1no Mmessieil mepe 20% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKyYJsipHOTO MyJibTHMepa VWF u3 Gonee yem 10 nqumepos.

CornacHo IpyromMy KOHKPETHOMY BapHMaHTY peanu3aluu 1no MeHeliei mepe 25% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKYJsipHOTO MyJibTMepa VWF u3 Gonee yem 10 qumepos.

CornacHo Ipyromy KOHKPETHOMY BapHaHTY peanu3aunuu 1no Mmessieil mepe 30% rVWF npucyrcryeT B
BHJIE BBICOKOMOJIEKYJIsIipHOTO MyibTEMepa VWF u3 Gornee uem 10 qumepos.

CornacHO HEKOTOPBIM BapHaHTaM PEaIU3alNH KJIETKH, KOTOPBIE MOTYT OBITh B3STHI 3 HENPEPBIBHOM KIle-
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TOYHOM JINHUH, MOTYT BKJIIOYATh KJIETKH MJIEKOIUTAIONINX, Takue Kak kiaetkn CHO.

CornacHo oIpefeNeHHbIM BapUaHTaM pealu3allid KOHLEHTPAIUs MEIU MOXKET COCTABIATh MO MEHbBIIEH
Mepe MPUOTU3UTEIBHO 4 MKT/J, THOO KOHIEHTpAIUs MEAW MOXET BapbHpOBaTh OT MPHUOIU3UTENBHO 2,4 1O
pUOIM3UTENHHO 20 MKT/JI.

CornacHO HEKOTOPHIM BapHaHTaM pealH3allii CPedbl JJIs KICTOYHBIX KYJIbTYp COIEpXkAaT CPEeaoBYIO HO-
0aBKy, cofepKaIyro Meb.

CornacHO OmpezeNIeHHBIM BapHaHTaM pealin3alliy yKa3aHHas cpeloBas JoOaBKa MOXET COJepXKaTh THI-
POTH3AT WK COJb MEAN, XeJIaT MEIN WIIN UX KOMOWHAIIHH.

CornacHO HEKOTOPHIM BapHaHTaM peajM3alliyl yKa3aHHas COJIb MEIUW MOJXKET BKIIOYAThH Cyibdar Menw,
arerar Meau, KapOoOHAT Me/n, XJIOPHUI MEIU, THAPOKCUA MEH, HUTPAT MEIU WIH OKCU MEIIH.

CornacHO HEKOTOPHIM BapHaHTaM pealu3aluy yKa3aHHbIH pekoMOnHaHTHBIH VWF oOnamaer ynenbHOM
PHUCTOICTUH-KO()AKTOPHOU aKTUBHOCTBEO, COCTABJISIOINICH 10 MeHbIIeH Mepe nmpubam3uTensHo 50 ME/MKr, 00
ylesbHas PUCTOLETHH-KO(paKTOpHass aKTHBHOCTh MOXET BapbHpOBaTh OT NpuoOam3urensHo 30 1o nmpudinsu-
tenbHO 100 ME/MKT.

CornacHo emie OJHOMY acleKTy HacTosiee M300peTeHHE OXBaTHIBAET BBRICOKOMOJICKYIISIPHBIA pekoMOu-
HaHTHBIH VWF, nosyyaeMplii ¢ MOMOIIIBIO TIPOLiecca, BKIIOYAOIIETO 3TAIlbl:

a) o0ecrieueHust KyJIbTYpPhI KJIETOK;

b) BBeeHHS MOCIIEIOBATEILHOCTH HYKJIEMHOBOW KUCIIOTHI, Koaupyromeid VWF;

¢) oTOopa KJIETOK, HECYIINX YKa3aHHYIO TOCIE0BAaTEIFHOCTh HYKJICHHOBOM KUCIIOTHL, U

d) skcmpeccun vVWF B ykazaHHBIX KIIETKaX B YCIOBHSX KICTOYHOW KYJIBTYPHI, BKIIFOYAIOIINX CPEIy IUIA
KJIETOYHOM KYJIBTYDBI, COJEPKAIyI0 ME/Ib B KOHIIEHTPALMH 110 MEHbIIEH Mepe 2,4 MKI/II, U CylepHaTaHT KyJIb-
TypBI KJIETOK, COJepKaIUi aMMOHUH B KOHLIEHTpauu MeHee yeM 10 MM, npuuem yxasansslif vVWF npencras-
nsietT co0ol BeIcCOKOMYIbTUMEpHBIH VWF, coneprkamuii ot npubausuresnsHo 14 1o npubansutenbHo 22 muMe-
POB 1 00JIAIArOIIU# YACTBHON PUCTOIIETHUHOBOW aKTUBHOCTBIO IO MEHBIIIEH Mepe npubmm3utenbHo 30 ME/MKT.

CornacHO 0JHOMY BapHaHTy pealM3allid OMUCAHHOTO BBIIIE CYNEPHATAHTA KyIbTYphl KIETOK MO MEHb-
et mepe 10% rVWF npucyTcTByeT B BIIE BEICOKOMOJIEKYIsIpHOTO MynbTuMepa VWEF u3 Goxee gwem 10 mime-
POB.

CornacHO KOHKPETHOMY BapHaHTy peann3anuu 1mo MeHsieii mepe 15% rVWF mpucyTcTByer B BHIE BBHI-
coxomoneKysipHoro Mmyinbtumepa VWF u3 Gonee uem 10 aumepos.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY peann3anuu mo mensiei mepe 20% rVWF npucyrcTyeT B
BHJIE BRICOKOMOJIEKYJIsIpHOTO MyibTEMepa VWF u3 6ornee uem 10 qumepos.

CornacHo Ipyromy KOHKPETHOMY BapHMaHTY peanu3anuu 1o MeHsiiei mepe 25% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKYJsipHOTO MyJibTHMepa VWF u3 Gonee yem 10 qumepos.

CornacHo Ipyromy KOHKPETHOMY BapHMaHTy peanu3anuu no Mmessieid mepe 30% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKyYsipHOTO MyJibTHMepa VWF u3 Gonee yem 10 qumMepos.

CornacHO HEKOTOPHIM BapHaHTaM peaJIM3alny KIETKH MOTYT OBITh M3 HENPEPHIBHOM KJIETOYHOU JIMHUH H
MOTYT BKJIIOUaTh KJICTKU MIEKONUTAIOIUX, Takue kKak kinetku CHO.

CornacHO OIpeNeNeHHBIM BapHaHTaM PEalTn3aldi KOHICHTPAIMS MEIH MOXXET COCTABIIATH MO MEHBIICH
Mepe MPUOTU3UTEIBHO 4 MKT/J, THOO KOHIIEHTPAIlUs MEAW MOXKET BapbHUpOBaTh OT MPHUOIU3UTENBHO 2,4 1O
MpUOIM3UTENHHO 20 MKT/II.

CornacHO HEKOTOPHIM BapuaHTaM peaH3aliy CPedbl IS KIETOYHBIX KYJIbTYp COIEpXAaT CPEeaoBYIO HO-
0aBKy, comepKaIryro Meb.

CornacHO omnpeieNICHHBIM BapHaHTaM peasiM3aliy yKa3aHHas cpeloBasi Jo0aBKa MOXKET CO/IEpXkaTh TUll-
POJM3aT WM COJIb MEJIM, XeJlaT MEeIM WIIK UX KOMOMHAINH.

CornacHO HEKOTOPHIM BapHaHTaM peajM3alliyl yKa3aHHas COJIb MEIUW MOJXKET BKIIOYAThH Cyibdar Menw,
arerar Meau, KapOoOHAT Me/N, XJIOPHI MEIN, THAPOKCUI MEH, HUTPAT ME! WIM OKCU MEIIH.

CornacHO HEKOTOPHIM BapHaHTaM pealu3aluy yKa3aHHbIH pekoMOnHaHTHBIH VWF oOnamaer ynenbHOM
PHUCTOIETUH-KO()AaKTOPHOU aKTUBHOCTBIO, COCTABJISIOINICH 0 MeHbIIeH Mepe nmpubam3uTensHo 50 ME/MKr, 00
yKa3aHHas yAeJbHAs PUCTOIETHH-KO(PAKTOpHAS aKTHBHOCTh MOXET BapbHpPOBaTh OT MpHOIM3uUTENbHO 30 1Mo
npubmm3uTenbHo 100 ME/MKT.

CornacHO OZHOMY M3 acCIIeKTOB B COOTBETCTBHHU C HACTOSIIMM H300pETEHHEM MpEJIo’KeHa KOMIIO3HIINS,
comepkamas pekoMOWHaHTHBIA (akTop ¢oH BumneOpanga (rVWF), obmagarommii yaenbsHOW PHUCTOIETHH-
KO(haKTOPHOH aKTHUBHOCTHIO, COCTABIIAIONICH 10 MeHbIei mepe 30 ME/MKT.

CornacHO MpeanoYTHTENFHOMY BapHaHTY pealn3alii yKa3aHHAS KOMIIO3UIHS o0NlafaeT yIeabHOH puc-
TOLIETUH-KO(AKTOPHOM aKTUBHOCTBIO, COCTABIIIONICH M0 MeHbIel mepe 40 ME/MKT.

CornacHo Oojee MPEANOYTHTEIIFHOMY BapHaHTY peaIn3aliy yKa3aHHash KOMITO3HLIMS 00JaqaeT yaeabHOH
pHUCTOLETHH-KO(PAKTOPHOI aKTHBHOCTBIO, COCTaBJIAIONIEH 110 MeHbLIel Mmepe 50 ME/MKr.

CornacHo OoJee MPEeANOYTHTEILHOMY BapHaHTY peaIn3aliy yKa3aHHash KOMITO3ULIUS 00JaqaeT yaeabHOH
pHUCTOLETHH-KO(PAKTOPHOI aKTHBHOCTBIO, COCTaBJIAIONIEH 110 MeHbLIel Mepe 60 ME/MKT.

CornacHo OoJiee MPEANOYTHTEIIFHOMY BapHaHTY pealn3aliy yKa3aHHash KOMITO3HLIS 00JaqaeT yaeabHOH
PHUCTOLIETUH-KO(PAKTOPHON aKTHBHOCTHIO, COCTABIISIONIEH 1m0 MeHbInel Mepe 70 ME/MKT.

CornacHo eme 0ojee NPEANOYTHTEIHPHOMY BapHaHTy pealn3alldil yKa3aHHAs KOMIO3WIHUS oOamaer
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YACTBHOM PUCTOLIETUH-KO(DAKTOPHON aKTUBHOCTHIO, COCTABIISIONICH 110 MeHbIel Mepe 80 ME/MKr.

CoryiacHO OJIHOMY M3 BapUAHTOB peaju3alliy BBIIICONMCAHHBIX KOMIO3UIUN Mo MeHblied mepe 10%
rVWF B yKka3aHHOW KOMITO3UITUH MPHUCYTCTBYET B BHAE BBHICOKOMOJIEKYJISpHOTO MyibTHMepa VWF u3 Goiee
geMm 10 quMepoB.

CornacHO KOHKPETHOMY BapHaHTy peann3aluy 1mo MeHsineii mepe 15% rVWF mpucyTcTByer B BHIE BHI-
coxomoneKkysipHoro Mmynbtumepa VWF u3 Gonee uem 10 aumepos.

CornacHo IpyroMy KOHKPETHOMY BapHaHTY peann3anuu mo mensieid mepe 20% rVWF npucyrcTyeT B
BHJIE BBICOKOMOJIEKYJIsIpHOTO MyibTEMepa VWF u3 Gornee uem 10 qumepos.

CornacHo Ipyromy KOHKPETHOMY BapHaHTY peanu3anuu 1no Messiiei mepe 25% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKyYJsipHOTO MyJibTHMepa VWF 13 Gonee yem 10 qumepos.

CornacHo Ipyromy KOHKPETHOMY BapHMaHTY peanu3anuu no Mmessieil mepe 30% rVWF npucyrcryeT B
BHUJIE BEICOKOMOJIEKyYJsipHOTO MyJibTHMepa VWF 13 Gonee yem 10 qumepos.

CornacHO OHOMY U3 BapUaHTOB pealU3ally BBIIICONHCAHHBIX KOMIIO3UINN yKa3aHHAs KOMIIO3HUILHS CO-
JICPXKUT KyITbTYPaTbHBIN CyIIepHATAHT.

CornacHO OZHOMY W3 KOHKPETHBIX BapHAHTOB pealu3allid YKa3aHHBIM KyJIbTYPaJbHBIH CyIEpHATAHT
TIPEICTaBISIET COO0H CynepHATaHT KYIbTYpPHl KIETOK MICKOTIMTAIOIIHX.

CornacHo 6oiee KOHKPETHOMY BapHaHTy peasn3alliil YKa3aHHBIM CyNepHATaHT KyJIbTyphl KIETOK MIIEKO-
MU TAIONINX TpeICTaBIsieT coboi cynepHarant kiaetok CHO.

CorylacHO OJJHOMY W3 BapHaHTOB pEaIM3alMK BHIIICONMUCAaHHBIX Kommno3umwmid, rVWF akcrnpeccupyercs B
KyJbTYype KIIETOK, COepKallel o MEeHbIIeH Mepe 2,4 MKT/J MEJIH.

CornacHO KOHKpETHOMY BapHaHTy pealn3allill yKa3aHHAas KyJIbTypa KJIETOK COJAEPKUT IO MEHbLIEH Mepe
4 MKT/J ME[IH.

CornacHo 0oJiee KOHKPETHOMY BapHaHTy pealu3aliyl yKazaHHas KyJIbTypa COOCpXHUT oT 2,4 no 20 MKr/n
MeaH.

CornacHO OAHOMY U3 BapUaHTOB peaau3allii MeJb IPeACTaBICHA B BUAE COIU MEH, XeIaTa MeAU WK UX
KOMOWHAITHH.

CornacHO KOHKPETHOMY BapHaHTy peau3alliii yKa3aHHasi COJIb MEIH BRIOpaHa W3 TPYIIIBI, COCTOAIICH 13
cynpdara Mead, areraTa MeIu, KapOOHaTa MM, XJIOPUAA MEIW, THIPOKCHAAa MEIHW, HUTpaTa MEIOH M OKCHAa
MeJIH.

CornacHO OJHOMY W3 BapHAHTOB PEaM3aldU BHIIICOMUCAHHBIX KOMITO3UIMNA YKa3aHHAsI KyJIbTypa KIETOK
MPEICTaBISIET COO0H MePHOANYECKYIO KYIBTYPY.

CornacHO OJHOMY W3 BapUaHTOB PEalU3alliU BIIICONUCAHHBIX KOMIIO3UIMN yKa3aHHAs KyJIbTypa KIETOK
Ipe/ICTaBIsIeT cO00H HENPEPHIBHYIO KYIBTYPY.

CornacHO KOHKPETHOMY BapHaHTy peanu3alii YKa3aHHOE HEMPEPhIBHOE KYIbTUBUPOBAHUE MIPOU3BOIUTCA
B XEMOCTaTHUECKOM PEXHME.

CornacHo ApyroMy KOHKPETHOMY BapHaHTy pealM3allill yKa3aHHOE HENpPEpPBIBHOE KYJIbTUBUPOBAHHE
MPOU3BOJUTCS B PEKUME TIepPy3HH.

CoraacHo 0JJHOMY W3 BapHAHTOB PEANM3aINH BBIICONNCAHHBIX KOMIIO3UIMi yposeHs NH, B yka3aHHOI
KYJIBType IMOAAEP KUBAIOT Ha YPOBHE KOHIICHTpAIMH HIDKE 4 MM.

CornacHO OJHOMY M3 BapHAaHTOB PEaJHM3alM{ BBHIIICONICAHHBIX KOMIO3HINI INIOTHOCTH KJIETOK B KYJIb-
Type HOIEPKHBAIOT HA yPOBHE MeHee ueM 2,5x 10° kieTok/mi.

CornacHO OJHOMY M3 BapHAaHTOB PEaJHM3alM{ BBHIIICONICAHHBIX KOMIO3HUINI INIOTHOCTH KJIETOK B KYJIb-
Type HOIePKHBAIOT HA ypOBHE MeHee ueM 2,0x 10° kieTok/m.

CornacHO OZHOMY W3 BapHaHTOB PEANH3ALHH BBIIICONMCAHHBIX KOMIIO3UINI YKa3aHHYIO KyJIbTypy MOJ-
JIEpKUBAIOT HA YPOBHE MEHEE YEM 1,5x10° keTok/m.

CorJlacHO OZJTHOMY W3 BapHWaHTOB peaM3alliy BHINICOMUCAaHHBIX KoMmo3unui, rVWEF koskcnpeccupyercs
¢ pekoMOuHAHTHBIM (aktopom VIII (rFVTID).

CornacHO KOHKPETHOMY BapHaHTy peallM3anny 00JIbIIyIO YacTh Kookcnpeccupyemoro rFVTII ynanstor.

CornacHo 6osiee KOHKpETHOMY BapuaHTy peanuzaruu otHomeHne rVWF x rFVIII B ykazanHo#t komnosu-
LMY COCTaBJIsIeT 1o MeHbleit Mepe 10:1.

CornacHO OZHOMY M3 BapUaHTOB pealN3alliM BBIIMICONUCAHHBIX KOMIO3UIMH yKa3aHHYH KOMIIO3HIIMIO
NoTy4aroT B popme uist papMarieBTHIECKOTrO BBEICHUS.

CornacHO KOHKPETHOMY BapHaHTy peaH3allii yKa3aHHYI0 KOMIO3UIIHMIO TOIy4YaroT B (hopMe AJIsl BHYTpHU-
BEHHOT0, ITOIKO’KHOTO WJIM BHYTPUMBIIICYHOTO BBEJCHHUS.

CornacHO OZHOMY W3 BapHMaHTOB PEANN3aIlAH BEHIIICONMCAHHBIX KOMIIO3UINHA yKa3aHHYIO0 KOMITO3HIIHIO
TUO(PUITUZUPYIOT.

CornacHO eme OJHOMY acIeKTy HacTosmee M300peTeHHe BKII0YAeT BBICOKOMOJICKYIISIPHBIA peKoMOu-
HaHTHBIH VWF, nosyyaeMplii ¢ MOMOIIIBIO TIpoOliecca, BKIIOYAIOIIETO 3TAllbl:

a) obecrieueHns KyIbTyphl KIETOK;

b) BBeieHHs TTOCIEIOBATEILHOCTH HYKJICMHOBOH KUCIOTHI, Koaupyromeid VWF;

¢) 0TOOpa KIICTOK, HECYIINX YKa3aHHYIO MOCIIEI0BATEILHOCTh HYKICHHOBOIM KHCIIOTHI; 1
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d) ocymecrnenue skcnpeccun VWFE B yKa3aHHBIX KJIETKaX B yCIOBHSAX KIETOYHOW KYJIBTYpBI, BKIIIOUAIO-
IIMX CPeAy JJIs KICTOYHOH KYJIbTYPHI, COACPKAIIYIO0 MEIb B KOHIICHTPAIIMHU IO MEHBIIeH Mepe 2,4 MKI/J, U Cy-
TIEPHATAHT KYJIbTYPHI KJIETOK, COICPIKAIINA aMMOHUH B KOHIIEHTpaliui MeHee ueM 10 MM, mprdeM yka3aHHBIH
vWF npencrasmnsier cob6oii BeIcOKOMyIbTUMepHBIH VWF, conepxamuii oT npubausuTeapbHo 14 no mpudimsn-
TEJIHHO 22 IUMEpPOB W OOJAMAIONIMKA YISIHHON PUCTOIETHHOBON aKTUBHOCTHIO IO MEHBINEH Mepe MpHOIIN3H-
tenbHO 30 ME/MKT.

Od4eBHIHO, YTO 371€Ch MOTYT HPHUMEHATHCS BCE BApHAHTHl pealn3allii W KOHIICHTPAIUH, ONMCAaHHEIC B
pasnenax "Cpenpl 11 KIETOYHBIX KyJIbTyp" U "CrocoOsI mosrydeHus: pekoMmOuHanTHOoro vVWF" Beime.

PexomOunanTHb1ii VWF cormacHo HacTosimeMy H300pETCHHIO MOXKET BKIIIOYATh BBICOKOMOJICKYJISIPHBIH
pexoMOnHaHTHEIH O6enox VWF, oGnanaromuii BEICOKOH yelbHOM aKTHBHOCTBIO.

CornacHO 0JHOMY W3 BapuaHToB peanuzauuu VWF coriacHO HacTosimeMy M300pETEHHIO IPEICTaBIISCT
co00it BEICOKOMYIBTHMEpPHYI0 hopmy VWE.

CornacHO HEKOTOPHIM BapHaHTaM pealn3allii YKa3aHHas BBICOKOMyIbTHMepHas ¢opma VWF comepxur
MO MEHBINCH Mepe 10 MPUOTU3UTEIHHO 14 TUMEPOB, a COTJIACHO IPYTMM BapHaHTaM peallu3alliuy - 0 MEHBIICH
Mepe 10 MPUOIU3UTENBHO 22 TuMepa.

CornacHO IpyrMM BapHaHTaM pealn3alliil BRICOKOMYJIbTHMepHas Gopma VWF MoxkeT BappHpOBaTh OT
npubm3uTebHo 10 10 nmpubausutenbHo 20 AUMEPOB, WM OT MPUOIM3UTENBHO 15 m0 mpubIM3uTeNnsHO 25 nu-
MEpPOB, WJIH OT MPUOIU3UTEIHHO 20 10 prOII3UTENHEHO 40 TUMEPOB.

CortacHO OIpeIeICHHBIM BapHaHTaM peanu3anuu pekoMOnHaHnTHEIH VWF conoctaBum ¢ VWF 11a3mbl.

CornacHO MPUBEICHHOMY B M300pETEHUH OIMCAHUIO B COOTBETCTBHHU C HACTOSIINM HM300peTEHHEM IOIIY-
YCH HEOXKUIAHHBIA PEe3yabTaT, COCTOSAIIMA B TOM, YTO IOBBIMICHHAS KOHIICHTPALUS MEAHU B KYIbTYPE KIIETOK
CpeAbl TIO3BOJISIET MOy4aTh BEICOKOMOJICKYIApHBEIH VWE ¢ BBICOKOH ynenpHOI akTHBHOCTBIO. Cpetbl uIs Kite-
TOYHBIX KYIBTYp, COACPKAIINE MEIb B KOHIICHTPAIMH, HATIPUMED, BEIIIC, YeM MPUOIH3UTEIBHO 2,4 MKI/J, MO-
TYT MOBBIIIATH BBIXOJ] PEKOMOMHAHTHOTO MYJIbTHMEpHOTo VWF 10 CpaBHEHUIO C HE COJIEpXKAIIUMH MeIb Cpe-
JTAMH.

CoriacHO Oompe/IeJICHHBIM BapHaHTaM peai3aiiuu nporeHT MynbtuMmepHoro VWF (t.e. r'VWF, conmepixa-
IIEro IT0 MEHBIIeH Mepe 2 AuMepa) MOXKET OBITh BEIIIE, YeM MpuOmm3nTensHo 50%, win BeIIIe, YeM MPHOIA3H-
TenbHO 75%, nnu BhImIe, 9eM npudmmuTeasao 90%. Yposens mynbTuMepu3anun vWF MoxxeT OBITh TIpoaHaiIi-
3UPOBaH C MPUMEHEHNEM CTaHAAPTHBIX TEXHUK, TAKUX KaK, HAIPUMep, in 3JeKTpodope3 B arapo3e B HEBOCCTa-
HaBJIMBAIOIMINX YCIOBHAX.

CoryacHo n300peTeHnn pekoMOMHaHTHBIH VWF, MoydeHHbBIH Py MOMOIIH CIIOCOO0B COTIIACHO HACTOSI-
IeMy M300pETEeHHIO, MOXKET 00J1aaTh BHICOKOH YAENbHONH aKTHBHOCTBIO, HAIpUMEp, BBICOKOH yIeNbHOI pHc-
TOLETHH-KO(aKTOPHOI aKTHBHOCTBIO.

CornacHO OJTHOMY M3 BapHaHTOB pealn3anuy pekoMOMHaHTHBIH VWF, mosmy4eHHbIH npy oMoy croco-
0O0B COTIIACHO HACTOSIIEMY N300PETEHUIO, MOXET 00J1aJaTh YAEIbHOW PUCTOLETHH-KO(aKTOPHOH aKTUBHOCTHIO,
cocTasisoniel mo Mensueit Mmepe 30 ME/MKr, a corylacHo pyroMy BapHaHTy peajiM3allid -0 MEHBIIEH Mepe
50 ME/mKr.

CornacHO ApYrUM BapHaHTaM pealn3aliiil yaelbHas PHCTONETHH-KO(GAKTOPHAs aKTHBHOCTD MOXKET Baph-
upoBath OT npubIM3uTeNsHO 30 mo mpuommsurensHo 100 ME/MKT wimi oT npubnm3utensHo 50 10 mpubdau3n-
tenpHO 100 ME/MKT.

B. PexombunanTaeiit ADAMTSI13 (rA13).

benmku ADAMTS (t1.e. ADAMTS-1-ADAMTS-20) mpeacTaBisiioT coOOH CEMEHWCTBO CEKPETUPYEMBIX
IIMHKOBBIX METAJUIONPOTENHA3, UMEIOIMX OOLIYI0 MOIYJISPHYIO IOMEHHYIO OPTaHM3alHio (JUIsi O3HAaKOMIICHHS
cM. Flannery C.R., Front Biosci. 2006 Jan 1; 11:544-69). Bce 6enmku ADAMTS uMmeroT ofiee cTpocHHe IICH-
TPaIBHOTO JIOMEHA, COCTOSIIETO U3 CUTHAIBHOTO MENTHAA, 332 KOTOPBIM CJIEAYeT MPOAOMEH, IMHK-3aBUCHMBIH
METaJUIONPOTEHHA3HbI KaTaJUTUYECKUH TOMEH, JIe3UHTETPUH-TIOJOOHBIH JOMEH, MOBTOP TPOMOOCIIOHANHA
tuna I, nuctenH-0oraTeIil JoMeH U crericepHsiid oMeH (Apte S.S., J Biol Chem. 2009 Nov 13; 284(46):31493-
7). llomumo 3toro Bce onu, kpome ADAMTS-4, conepkaT o MeHbILIEH Mepe elle OAUH JOMEH IOBTOpa TPOM-
6ocronnuHa tuna I, u Mmuorune nu3 6enkoB ADAMTS coneprxaT oauH WK 0ojiee TOTOTHUTEILHBIA BCTIOMOTa-
TeJIbHBIA JOMeH. B wacTHocTH, coolmanock, 4to Bce Oenkm ADAMTS, mo Bcelt BUAMMOCTH, COAEpKaT IO
MEHbILIEH Mepe OJUH KaJbLUM-CBSI3BIBAIOIINI CAalT M MO MEHbBIIEH Mepe OJIMH LUHK-CBSA3BIBAIOIIUN CalT, pac-
TOJIOKEHHBIE BHYTPH METaJUTONPOTEHHA3HOTO KaTanmuThdeckoro aoMeHa (Andreini et al., J. Proteome Res.,
2005, 4(3), pp 881-888).

Ornmcana 6uonorudeckas poib 6enkoB ADAMTS mpu pa3nndHbIx 3a00JIeBaHUAX U COCTOSHUSAX, BKITIOYAs
AHTHAHTHOTCHE3, HHTePCTUIIHATBHBIN (PUOPO3 MOUEK, MEPECTPOKY KOCTHOU TKaHU, (DOJUIMKYJIOTCHE3 B SUYHH-
KaX, aTepOCKJIEPO3, pa3BUTHE MOYEIIOIOBON CHCTEMBI M pocT/pemMoaenupoBanue onyxoineit (ADAMTS-1); cun-
npom Dnepca-/lannoca tuna 7C u Obrumit nepmarocnapaxkcuc (ADAMTS-2); apTpurt, aTepockiepo3 U TeHAHHO-
narusi (ADAMTS-4); aptput n rimmobnacroma (ADAMTS-5); aprpur (ADAMTS-7); aHTHaHTHOTEHE3, 370Kaue-
CTBEHHbBIC HOBOOOPA30BaHUs MO3Ta, apTpUT H arepockiepo3 (ADAMTS-8); aptpur (ADAMTS-9, -12); Tpom6o-
TUYecKas TpomoOonuronennueckas myprnypa (ADAMTS-13); u antutpom603/uaCymsT (ADAMTS18) (ans o3-
Hakomiienns cM. Lin and Liu, Open Access Rheumatology Research and Reviews 2009:1 121-131).

PexomOuHanTHBEIE ADAMTSI13 (A13) skcnpeccupoBaid B KJIETKaX MIICKOIMTAIONIUX M MPEXKIE, OTHAKO
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yIeJbHAs aKTHBHOCTH ITMPOKO BapbUPYET B 3aBHCHMOCTH OT YCJIIOBHI KYJIbTHBHUPOBAHHS KICTOK. bpiio 0OHa-
PYKEHO, 9YTO MHOTHE KOMMEPUYECKH JOCTYIHBIC KyJIbTYPalbHBIC CPEABl HEIPUTOMHBI Il dKcrpeccuu rAl3 ¢
BBICOKOM yAEJIbHOM aKTHBHOCTHIO, BBIPAXKAEMOUM KaK OTHOIIEHHWE aKTMBHOCTH, U3MEPEHHOU MOCpPEICTBOM aHa-
mu3a FRETS-VWF73, k conepkaHnio aHTUTEHa, coriacHO orieHke ¢ npuMmeHeHneM ELISA. CormacHo omHOMY
aCTIEKTy CITIOCOOBI, TIPEIOKEHHBIE COTIACHO HACTOSIIEMY M300pETEHHIO, OCHOBAHBI Ha HECKOJIBKHX ITOJIE3HBIX
OTKPBITHSX, TIO3BOJISTIOIIUX OCYIIECTBIATH HKCIIPECCHIO B KYJIBbType KIETOK Oenka rAl3, obragaromero moBBI-
IIEHHBIMHU YPOBHSAMH 0OOIIeH U yAETbHOIN aKTHBHOCTH.

COOTBETCTBEHHO, Oyiarofapsi OOIIMM CTPYKTYpHO-(pYHKIIMOHAIBHBIM cBs3siM ceMelictBa ADAMTS cekpe-
TUPYEMBIX METAJUIONPOTEHHA3, MPEeIaracMbIe COTJIACHO HACTOAIIEMY M300PETEHHUIO CIIOCOOBI TTO3BOJISIOT 3KC-
MPECCUPOBATh B KYJIbTYpPE KICTOK M BBIICIATEH U3 KICTOYHOH cpenbl Bee Oenkun ADAMTS.

CornacHO OJHOMY U3 aclieKTOB B COOTBETCTBHHU C HACTOSIIMM W300pETCHHEM MpPEIOKEHA KOMIIO3HIIN,
conepxamas pekomOouHaHTHBIE ADAMTSI13 (rA13), obnanarommii yaensaoit FRETS-VWF aktuBHOCTBIO, CO-
CTaBIsIONICH 10 MeHbIIel Mepe 1600 ME/MKr.

CornacHo OJJHOMY M3 BapHAHTOB PEaNIM3aI[MH BBIIICOMMCAHHBIX KOMITO3UIIMN yKa3aHHEIA rA13 obmamaer
yaensHoM FRETS-VWF akTHBHOCTBIO, COCTABIISIONIEH 10 MeHbIei mepe 800 ME/MKT.

CornacHO OTHOMY W3 BapHaHTOB PEATU3AINH BBIIICONICAHHBIX KOMITO3UINIA yKa3aHHAS KOMITO3UIHS CO-
JEPXKUT KyTbTYpaJIbHBIN CylIepHATAHT.

CornacHO KOHKPETHOMY BapHaHTY peaji3alii YKa3aHHBIH KyJIbTYpaJbHBIM CYNEpHATAHT IMPEICTABISCT
co00¥ CynepHaTaHT KyJIbTYPHI KIIETOK MIEKOIUTAIOMTHX.

CornacHo 6oiee KOHKPETHOMY BapHaHTy pean3alliil YKa3aHHBIM CyNepHATaHT KyJIbTypHl KIETOK MIIEKO-
MHUTAIOIIUX MpeCcTaBiIsieT co0oi cynepHarant kinetok CHO.

CoryiacHO OZJHOMY BapUaHTy pealM3alllK BHIIICOMUCAHHBIX KOMIO3ULIMN yKa3zaHHBIM rA13 skcnpeccupy-
eTCsI B KYJIbType KICTOK, COACpIKaIIeH TI0 MEHBIIEH Mepe 1 MKI/i Menu.

CornacHO KOHKPETHOMY BapHaHTy pealli3alliil YKa3aHHAs KyJIbTypa KIETOK COJCPIKUT IO MECHBIICH Mepe
2 MKT/J MEIH.

CorytacHo 60jiee KOHKPETHOMY BapHaHTy peaju3allid yKa3aHHas KyJIbTypa CONEPKHT OT 2 10 20 MKT/I
MeJIH.

CornacHO OJHOMY M3 BapHaHTOB PEaJH3alUH BHIIICONMUCAHHBIX KOMITO3UIMA MeIb MpEeACTaBlIeHa B BUIC
COJIM MEJIM, XeJaTa MEeIH WIH X KOMOWHAITHH.

CornacHO KOHKPETHOMY BapHaHTy peaiu3alliii yKa3aHHasi COJIb MEIH BRIOpaHa W3 TPYIIIBI, COCTOAIICH 13
cynbdara MeIH, aneraTa Meau, kapOoHaTa MeIH, XJIOPUA MEIH, TUAPOKCH] MEIH, HUTpaTa MEAN U OKCHIA Me-
JTHL.

CornacHo OJJHOMY W3 BapUAHTOB PEaHM3aldU BBIMICOMUCAHHBIX KOMITO3UIMH YKa3aHHAsI KyJIbTypa KIECTOK
MPEJCTaBISIET COOOM MePUOIMUYCCKYIO KYIBTYPY.

CornacHo 0JJHOMY W3 BapUAHTOB PEaTHM3alAN BBIMICOMUCAHHBIX KOMITO3UIMH YKa3aHHAsI KyJIbTypa KIECTOK
MPEJICTABISIET COOOM HEIIPEPBIBHYIO KYIBTYPY.

CornacHO KOHKPETHOMY BapHAHTY PealH3aldd HEIPEPHIBHOS KYJIHTUBHUPOBAHUEC MPOU3BOAUTCI B XEMO-
CTaTHIECKOM pEeXUME.

CornacHo IpyromMy KOHKPETHOMY BapHaHTY pean3alliil HepephIBHOE KyIbTHBUPOBAHUE TPOU3BOIUTCS B
pexuMe TepPy3um.

CoraacHo 0JJHOMY W3 BApHAHTOB PEANH3aINH BBIICONNCAHHBIX KOMIIO3UIMi yposeHs NH, B yka3aHHOI
KYJIBType MOAACP KUBAIOT Ha YPOBHE KOHIICHTPAIIMH HIDKE 5 MM.

CornacHo OJHOMY M3 BapMAHTOB PEATH3AINHI BBINICONICAHHBIX KOMIIO3HIH ypoBens NH,' B ykazauHoit
KYJIBType MOIICPKUBAIOT HA YPOBHE KOHIICHTPAIIUH HIKE 4 MM.

CornacHO OJHOMY U3 BapHAHTOB PEaJHM3alld{ BBINICONMHCAHHBIX KOMIO3HIUN TIOTHOCTH KJIETOK B KYJIb-
Type MOANEPKUBAIOT Ha YpoBHE MeHee e 4,0x10° kietok/mit.

CornacHO KOHKPETHOMY BapHaHTY peau3alid IDIOTHOCTh KJIETOK B KYJIbTYpE MOAICPKUBAIOT HA YPOBHE
MeEHEE YEM 3,0x106 KJIETOK/MJI.

CornacHO KOHKPETHOMY BapUaHTY peajH3allid IDIOTHOCTh KJIETOK B KYJIbTYpE MOAICPKUBAIOT HA YPOBHE
MeHeEe YeEM 2,0x106 KJIETOK/MJI.

CornacHo 0oJiee KOHKPETHOMY BapHaHTy pealM3alliil IUIOTHOCTh KJIETOK B KYJIbTYpE MOJICPKUBAIOT HA
ypoBHe MeHee deM 1,5%10° ketok/mit.

CornacHO OHOMY W3 BapUAHTOB pPCAU3allUH BEHIIICONACAHHBIX KOMITO3UIMHA YKa3aHHYIO KOMITO3HIIHIO
MOJYYarT B hopMe Uil (hapMaleBTHICCKOTO BBSACHUS.

CornacHO KOHKPETHOMY BapHaHTy pealn3aliil YKa3aHHYI0 KOMIIO3HIINIO OIYYaloT B (hopMe AT BHYTPH-
BEHHOT0, ITOIKO’KHOTO WJIM BHYTPUMBIIICYHOTO BBEJCHHUS.

CornacHO OZHOMY W3 BapHMaHTOB PEAIM3aIlMH BEHIIICONMCAHHBIX KOMIIO3UINHA yKa3aHHYIO0 KOMITO3HIIHIO
TUO(PUITUZUPYIOT.

XIII. CocraBsl.

CornacHO OJTHOMY acIIeKTy COCTaBHI, COJIEpKaIie peKOMOWHAHTHBIE TeparneBTHIeckue 6enku rVWE nmm
rA13 coriacHo HacTOSsIIEMY H300PETCHUIO, THODUIU3UPYIOT IIEPE]] BBEICHUCM.
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JInodunmzanyst MpoBOANTCS C NPHUMEHEHHEM OOIIEH3BECTHHIX B JIAHHOW OOJIaCTM TEXHUKH METOAUK U
JOJDKHA OBITH ONTHMHU3MpOBaHA Uil paspabartbiBaeMod kommosunuu [Tang et al., Pharm Res. 21:191-200,
(2004) u Chang et al., Pharm Res. 13:243-9 (1996)].

CriocoObI mmostydeHust papMareBTHIECKAX COCTABOB MOKET BKITIOYATh OJUH MITH OoJiee CIEAYIONIUI dTar:
no0aBiieHHE CTAaOMIM3MPYIOMIETO areHTa COTJIACHO ONMCAHHIO B M300PETCHHH K yKa3aHHON CMeCH meper JIHo-
(bunmm3amnueit, nobaBieHne O MEHbBIIEH Mepe OJHOTO areHTa, BRIOPAHHOTO M3 00BHEMOOOpPA3YIOMIEro arcHra,
PETYIUPYIOMIETO OCMOJIIPHOCTE areHTa u [1AB, kKaXIbii U3 KOTOPBIX COOTBETCTBYET MPUBEACHHOMY B H300pe-
TEHWH OTHMCaHUIO0, K YKA3aHHOHN cMecH miepen trodunu3anueil. JInopumm3npoBaHHbIi COCTAB COCTOUT, COTIIACHO
OJTHOMY acIIeKTy, 110 MEHbIIEeH Mepe U3 4ero-imdo oxHoro mwin 6osee u3: Oydepa, 0GbeMo00pa3yromero areHTa
U ctabunusaropa.

CoriacHO 3TOMY acleKTy OLIEHHBAIOT IOJIE3HOCTh OBEPXHOCTHO-aKTHBHOTO BEIIECTBA M MCIOJIB3YIOT €ro
B Clly4asx, KOTJa CJIMIIaHue Ha dTale Mporecca THO(GHUIN3aK WM BOCCTAHOBJICHHS MTPEACTaBIseT co0oil mpo-
6nemy. s momnepkanus cradbminsHocT pH coctaBa BO Bpems JIMOGMIN3aINU BBOIAT NOAXOAIINNA Oydepu-
3UPYIOIINIA areHT.

CraHmapTHBINA CIIOCOO BOCCTAHOBJICHHUS JTHO(DWIM3HPOBAHHOTO MaTepHaia 3aKII0YacTcs B TIOBTOPHOM JO-
OaBiieHNH 00BEMa YUCTOH BOJBI WM CTEPHIIbHOM Bombl 1ist mHBbeKIi (WFI) (kak mpaBuiio, SKBUBAJICHTHOTO
00beMy, yIaJeHHOMY BO BpeMs JIMOQDWIH3AINH), XOTS MPU MOJydeHUH (PapMaIieBTUKOB I MapeHTEPATLHOTO
BBEJICHUSI MHOT/Ia TIPUMEHSIOT pa30aBJICHHbIE PacTBOPHI aHTHOakTepuanbHbIX areHToB [Chen, Drug Develop-
ment and Industrial Pharmacy, 18:1311-1354 (1992)].

COOTBETCTBEHHO, MPEII0KEHBI CIOCOOB! ITOyYeHHUsI BOCCTAHOBICHHBIX KOMIIO3HUIUN PEKOMOMHAHTHOTO
VWEF, Bkirouaronye stan go0aBieHHs pa30aBUTENs K JTHO(QWIN3UPOBAHHON KOMITO3HMIIMH PEKOMOMHAHTHOTO
VWEF coriacHO HacTosIIeMy H300peTCHHUIO.

JInodunn3npoBaHHBIN MaTepHall MOKET OBITH BOCCTAHOBJICH B BHJE BOJHOTO pacTBopa. Pasznnunble Boa-
Hble HOCHUTEINH, HAllpUMep, CTepUIIbHAsT BOAA JJIsl MHBEKIMH, BOJIa ¢ KOHCEPBAHTaMH JUISi MHOTOJJ030BOTO IPH-
MEHEHMSI WM BOJA C MOJXOSIIMM KOJMYECTBOM MOBEPXHOCTHO-aKTUBHBIX BEUIECTB (HAIpUMEp, BOJHAS CYC-
MIEH3MSI, KOTOpasi CONEP>KUT aKTHBHOE COCAMHEHHE B CMECH C BCTIOMOTATEIbHBIMU BEIIECTBAMH, MOIXOIAIIIMA
JUTS TIOJY9IEHHUS BOJHBIX CYCIICH3MI).

CornacHO pa3NUYHBIM aCIIeKTaM TaKWe BCIIOMOTATENbHBIC BEIIECTBA IMPEICTABILIIOT COOOHM CyCHeHIH-
pYIOIIHE areHTHl, HAIpUMep, B 0e3 OrpaHHYeHUs], KapOOKCHMETHIIIEIUTION03Y HATPHS, METHIIEIUTION03Y, THA-
POKCHITPOIIIIMETHINEIUTION03Y, AbI'HHAT HATPUs, TOTUBUHILIIHPPOIHIOH, TPAaraKaHTOBYIO KaMeIb U apaBUii-
CKYIO KaMeJIb; TUCTIEPTUPYIOIINE WIA CMAaYHUBAIOIINE areHTHI IPEACTaBIAIOT cO00M BCTpEdaronmecs: B IPHPoOIe
(dbocdaruapl, HanpuMep, U 6¢3 OrpaHUYCHUS, JCIUTHH WIXA MPOTYKTHl KOHICHCAIIMU aJKUICHOKCHIA C KUPHBI-
MU KHCJIOTaMH, HAalpUMep, U 0¢3 OrpaHHYCHHUS, MOJIMOKCHATHIICHCTEAPAT, WIH MPOIYKTHl KOHACHCAIIMA 3THIIC-
HOKCHJIA C JUTMHHOIICTIOYCYHBIMH aTU(PaTHICCKIUMH CIIUPTAMU, HAIIpUMEp, ¥ 0e3 OrpaHHYCHHUS, TeITaeKadTHII-
CHOKCHIICTAHOJIOM, WJIM TPOAYKTHl KOHAEHCALMHM STHJICHOKCHIA C HENOJHBIMU 3(QHpaMH, IOJIyYCHHBIMH W3
JKUPHBIX KUCJIOT M TEKCUTA, TAKUMHU KaK TMOJHOKCUITHICHCOPOUTMOHOOJICAT, MITH MPOAYKTHI KOHJACHCAIIMA TH-
JICHOKCHUJIA C HETIOJTHBIMH Y()UPAMU, MTOTyYCHHBIMH U3 KUPHBIX KUCJIOT U aHTUAPUIOB TEKCUTA, HAPUMeEp, U 0e3
OTpaHMUYEHUS, TAKUMH KaK ITOJIMITHIICHCOPOUTAaHMOHOOIIEAT.

CornacHO pa3NMYHBIM aCHEeKTaM yKa3aHHBIC BOIHBIC CYCIICH3MH TaK)Ke COAEpXkKaT OAWH MiId Oojee KOH-
CEpBaHT, HATIPUMeEP, U 0€3 OTPaHWICHUS, ST, UM H-TIPOIIWIL, TI-THIPOKCHOEH30aT.

Jlna BBemeHNsT KOMITO3UIMH YEJIOBEKY WJIM SKCIEPUMEHTATBHBIM XHBOTHBIM, COTJIACHO OJHOMY acCIEKTY,
yKa3aHHbIE KOMIIO3HIIMHM CONEpKaT OJMH WK OoJiee (apMalleBTHUCCKH MPHUEMIIEMBIA HOCHTENb. BBIpaskeHUs
"thapmaueBTryeckn" win "QapMakoIOrndecku” NpHEMIIEMbBIH OTHOCATCS K MOJICKYJSIPHBIM CYOCTaHIMSIM H
KOMITO3HIUSIM, KOTOPBIE CTa0MIIBHBI, OAABIISIIOT Pa3iioXkKeHue OeJIKOB, HApUMep, arperanuio U IpoayKThl pac-
HICTUICHUS, M, KPOME TOTO, HE BBI3BIBAIOT aJUICPTHUCCKUX WK APYTHE HEKETATEIBHBIX PEAKIUil PH BBEICHUH C
NPUMEHEHHEM ITyTel, 0OIIEeN3BECTHBIX B TaHHOW 00JIACTH TEXHHWKH, COTJIACHO MPUBEICHHOMY HIKE OIHCAHUIO.
"®apMaleBTHUECKH MPUEMIIEMbIe HOCUTEIH' BKIIOYAIOT JIOOBIC M BCE M3 KIMHWYECKH ITOJIE3HBIX PacTBOPHTE-
JIeH, TUCTICPCUOHHBIX CPEl, TOKPBITUHA, aHTHOAKTEPHATIBHBIX U MIPOTHBOIPHOKOBBIX areHTOB, H30TOHHYCCKUX H
3a/IepKUBAIOIINX a0COPOIMIO areHTOB U T.II, BKITIOYast ar€HTHI, OMMCAHHBIE BHIIIIE.

VYxazaHHbIe (papManeBTHUECKHE COCTaBbl BBOAST BHYTPHBEHHO, IEPOPAIHHO, MECTHO, TPAHCACPMAIBHHO,
MapeHTepalbHO, IMyTeM HWHTAJSAINN, BATMHAIBHO, PEKTANBHO WM ITyTeM BHYTPHUICPEITHON MHBEKIH. Mcmomns-
3yeMbIii B M300pETCHHH TEPMUH "TapeHTEPAIBbHBIN" BKIIOYACT TOIKOKHBIE WHBEKIINY, BHYTPHUBCHHBIE, BHYT-
PHUMBIIICYHBIC, HHTPAIUCTEPHAIBHBIE HHBEKIIUN WM WH(PY3HMOHHbIE TEXHUKH. TakKe BKIIOYCHO BBEICHHUE ITy-
TEeM BHYTPUBEHHOMW, BHYTPUKOXKHOM, BHYTPUMBIIIIEYHOW, HHTpaMaMMapHOH, BHYTPHOPIOIINHHOW, HHTPATEKab-
HOU, peTpoOyIp0apHOil, BHYTPHICTOYHON MHBEKIIUHM W/WIA XAPYPTHUCCKOW UMILIAHTAIMN B KOHKPETHBIN yda-
ctok. Kak mpaBmiio, KOMHNO3UIMY 110 CYIIECTBY HE COZIEPIKaT IMPOTEHOB, a TAKKE OPYTHX IIpUMecei, KOTOpbIe
MOTYT OBITh BPSTHBIMU LTS PEIIATHCHTA.

OpHOKpaTHOE MJIM MHOTOKPAaTHOE BBEJCHUE YKAa3aHHBIX KOMIO3UIMH BBIIOJIHSIOT C IPUMEHEHHEM 03U~
POBOK U CXEM, BBIOpAHHBIX JeyalluM BpadoM. [loaxonsimas ais mpeIOoTBPAIICHUS WU JICYCHUS 3a00JIeBaHuUs
JIO3UPOBKA 3aBUCHT OT THIa 3a00JIeBaHUs, JICYEHHE KOTOPOTO MTPOBOJAT, TSHDKECTH M TeUCHHUS 3a00JeBaHMsA, OT
TOTO, BBOJUTCSI JTN JIEKAPCTBEHHOE CPEACTBO C MPOPUIAKTUICCKOI HIIN TepareBTHUECKON LENbI0, OT MPEIIeCT-
BYIOIIEH Tepanuu, UCTOPUH OOJIE3HHU MAIMEeHTa M PeakIiy Ha JIEKapCTBEHHOE CPEICTBO, U HA OCHOBAHNHU BBIOO-
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pa Jiedariero Bpava.

CornacHO OJTHOMY acIeKTy COCTaBBl COTJIACHO HACTOSIIEMY M300pETCHUIO BBOJST CHaYaia B BHJE OOJIIO-
ca, a 3aTeM CleAyeT HemlpepbIBHAS MH(Y3USA U1 MOIIEpKaHUA TEPAeBTUICCKAX IUPKYIHPYIOMIUX ypOBHEH
JIEKApCTBEHHOTO NPOAYKTa. B Ipyrom mpmMepe coendHEHHE COTJIACHO HACTOANIEMY H300PETEHHIO BBOISAT B
BHJE OJHOKpPATHOW M103bl. CHEIUaNNCTHI B TAHHOW OOJIACTH TEXHUKU CMOTYT JIETKO ONTHMHU3HUPOBATH 3 QeK-
THUBHBIC JIO3UPOBKH M CXEMBI BBEICHHUSI B COOTBETCTBHH C HAICKAIICH MEIUIMHCKOW MPAKTUKON W KIMHHUYC-
CKHM COCTOSIHMEM IaleHTa. YacToTa BBEICHUS 103 3aBUCHUT OT (papMaKOKHHETHUECKUX ITapaMeTPOB areHTOB U
myTH BBeeHUA. ONTUMAaNBHBIN (hapMalleBTHUECKUI COCTaB ONpeneNsIeT CIEeIHaIicT B JAHHOW 00acTH TeXHH-
KA B 3aBUCHMOCTHU OT IyTH BBeICHUs M TpeOyemoii mo3upoBku. Cwm., Hampumep, Remington's Pharmaceutical
Sciences, 18" Ed. (1990, Mack Publishing Co., Easton, Pa. 18042), ctp. 1435-1712, BKIItOUCHHBIE B H300peTe-
HHE TIOCPE/ICTBOM CCBUIKH. Takue cocTaBbl BIUSIOT Ha (PU3UUECKOE COCTOSHHE, CTaOMIIBHOCTD, CKOPOCTh BBICBO-
00XIICHUSI in ViVO U CKOPOCTh KIHPEHCA in Vivo BBEJCHHBIX areéHTOB. B 3aBUCUMOCTH OT IyTh BBEACHUS TOIXO-
JUIIIYEO 103y BBIYHCIISIFOT B COOTBETCTBHH C MACCOH Tela, IJIOMIAIhI0 TOBEPXHOCTH Teja WIIH pa3MEpOM OpraHa.
[Moaxonsuye 03UPOBKM MOTYT OBITH YTOYHEHBI MOCPEACTBOM CTaHIAPTHBIX CIOCOOOB ONpENeNICHNs] YPOBHEH
JI03BI B KPOBH B COUETAHWHU C MOAXOISIIAMH JAaHHBIMH O 3aBHCHMOCTH 103a-3(¢(ekT. OKOHYATSIBHBIA PEXIM
JIO3MPOBAHUS OIIPEEIISIET JICHAITHA Bpad ¢ yUETOM PaszIMIHBIX (GaKTOPOB, MOIU(DHUITUPYIOMHNX IeHiCTBHE JIeKap-
CTBEHHBIX CPEICTB, HANPUMEp, yACIbHOW aKTHBHOCTH JIEKAPCTBEHHOTO CPENICTBA, TSDKECTH TOPAXKCHHUS M OT-
KJIMKa TAI[eHTa, BO3PacTa, COCTOSHUS, MAcChl Tela, IoJIa ¥ PaloHa MATAHWUS HalWeHTa, TSDKECTH JIF000H HH-
(hex1my, BpeMEHH! BBEICHUS W IPYTHX KIMHUYECKUX (akTopoB. Hampumep, THIIMYHAS 1032 pEKOMOMHAHTHOTO
vWF cornacHo HacTosimeMy HM300peTeHuIo cocTtaBisier npuonmutensio 50 E/kr, uro paBHo 500 mxr/kr. Ilo
Mepe MPOBEACHUS HCCICIOBAHUIN IMOSBISCTCS OMOJHUTEIbHAST WH(GOPMAIMSI OTHOCHTEIBHO ITOIXOMSIIUX
YPOBHEH JO3UPOBOK M MPOJIOJIKUTEIBHOCTH JICUCHHUS PA3IHYHBIX 3a00JICBAHUN M COCTOSIHHI.

XIV. CriocoOsI teueHus.

Hacrosiiee m300peTeHre TakKe OXBATBHIBACT CIIOCOOBI JICUCHHS MallMeHTa, Hyxaaromerocs B rVWF win
rA13, MOTYYCHHBIX COTIIACHO CITOCO0aM, OMTUCAHHBIM B M300peTeHnd. Takue criocoObl JICYSHUSI MOTYT BKIIIOYATh
BBeJleHHE (apMaleBTUIECKUX COCTABOB, COMEPIKANTNX PEKOMOWHAHTHBINA rA13 WM BRICOKOMOJEKYISPHBINA pe-
koMOMHaHTHBEIH VWF coriacHO HacTosIeMy H300peTeHHIO.

CorylacHO JIpyroMy acIieKTy HacTosIIee M300peTeHHe 00ECIeYMBAET CIIOCOOBI TEPAIEBTHYECKOTO FITH
MpodUIAKTHIECKOTO JICUSHHUs, BKIIOYAOMKe BBeaeHre koMmo3uiuu rVWEF unu rAl3, npemiokeHHOH B Ha-
cTosmeM m3o0pereHny. Kak mpaBwito, il TepaneBTHYECKOTO MPUMEHEHUSI COCTAaBBI BBOIST HMAIMEHTY C 3a00-
JIEBAHUEM MJIU COCTOSIHHEM, CBsi3aHHBIM ¢ auchyHkmuedr ADAMTS13 unmu VWF, unmu Hy ) aaromemMycst B 9TOM
10 MHOHU IIpUYMHAaM, B "TepaneBTHdecku 3¢ ¢pekTnBHON no3e". CocTaBbl M KONMWYECTBa, Y(PPEKTUBHbIC IS yKa-
3aHHOTO MPUMEHCHUS, 3aBUCAT OT TSHKECTU YKAa3aHHOTO 3a00JICBaHUS WM COCTOSIHHUS, H OT OOINEr0 COCTOSHHUS
3JI0pOBbS MAIUCHTA. B 3aBUCHMOCTH OT TO3UPOBKU M YaCTOTHI, TPEOYEMBIX U EPCHOCHMEBIX MAIIHEHTOM, MOXKET
OCYILECTBIIATHCS OJTHOKPATHOE FJTU MHOTOKPATHOC BBEJICHIE YKa3aHHBIX COCTABOB.

CornacHoO OJTHOMY W3 BapHaHTOB pEATU3aIlH B COOTBETCTBUU C HACTOSIINM U300pETCHHEM IPEIIOKCHEI
CrocoOBl JICUCHWS WM TPEAOTBPAIICHUS 3a00JICBaHUI WM COCTOSHUM, CBS3aHHBIX C AUCHYHKIMEH
ADAMTSI13 mwm VWF.

CornacHO nmanpHeHmeMy BapHaHTY peann3anuil (papMameBTHYeCKHEe COCTABHI, COAEpIKaIlne peKoMOu-
HaHTHBIH VWF, MOTyT BBOAMTHCS TSl JieueHUs 3a0osieBaHni, cBsi3aHHBIX ¢ VWF, Takux kak Oone3nb Bumieo-
paHaa Wiy reMoQuIIs.

CornacHO ApyroMy BapHaHTy pealn3alliil B COOTBETCTBHM C HACTOSIINM H300pETEHHEM IIPENI0KCHBI
CHIOCOOBI JICUCHHS WM MPEIOTBPAICHIS 3a00JICBaHHIA WIH COCTOSTHUMN, CBI3aHHBIX ¢ 00pa30BaHUEM W/WIIH MIPH-
CYTCTBHEM OJTHOTO MJIM OoJiee TpomMOa, BKIIIOUAIOIME BBEACHHE KOMITO3ULMH rAl3, npeoskeHHON B U300peTe-
HUH.

CornacHO JpyroMy BapHaHTy pealn3alliy HacTosiee H300peTeHne o0ecreunBaeT Croco0bl pa3pyIieHHs
OJTHOTO WK Oosiee TpoMOa y Hy»KIAIOIIETocsl B 9TOM MalUeHTa.

CoracHO IpyruM BapHaHTaM pealn3aliiy HacToslee H300peTeHne 00eceyuBaeT CriocoOb! JEUSHUS HITH
MPeIO0TBpAaIICHNS HHPAPKTa Y HYKIAIOIIEToCcs B 3TOM IaiuenTa. Kak mpaBuio, mpeuioskeHHbIe B COOTBETCTBHU
C HACTOSIINUM M300pETEeHHEM CIIOCOOBI BKIIIOUAIOT BBeMeHUE KoMImo3un TADAMTSI13 cormacHo HacTosmieMy
n300pEeTEHNIO HY)KIAIOIIEMYCSI B 3TOM MAIHEHTY.

HeorpannmunBatomumMu npuMepaMiu pacCTPONCTB, CBA3aHHBIX ¢ 00pa30BaHNUEM H/WJIH MPUCYTCTBUEM OIHO-
ro win Oonee TpoMOa, SBISAIOTCS HACIEACTBEHHAs TpoMmOoTHUeckas TpomoOoruTonenndeckas myprypa (TTII),
npuobperennas TTII, apTepuanbHbIil TpoM003, ocTpblii HHPapKT Muokapaa (OVIM), HHCYIBT, CETICHUC B TUCCe-
MUHHMPOBaHHOE BHyTpucocyauctoe ceepToiBanue (JIBC).

HeorpannuuBaromiye mpuMepsl pacCTPOUCTB, CBA3aHHBIX ¢ HH(APKTOM, BKIIFOYAIOT 0€3 OTpaHUYCHUS WH-
(hapkT MuOKapaa (CeplICUHBIA MPHUCTYIT), SIMOOJIHIO JICTKHUX, IIePeOPOBACKYIISPHBIC HAPYIICHUS, TAKUE KaK HH-
CYJIBT, OKKJIIO3MOHHAasi 00JIe3Hp NepudeprudecKux apTepuil (HanpuMep, raHrpeHa), antudochomunuaneii cuH-
JpOM, CeIICUC, TUraHTOKIeTOuHbI! apTepuut (I'KA), rpepka ¥ 3aBOPOT KHUIIOK.

XV. Ilpumepsl.

Hacrosmee m3o0peterne OyneT Takke NPOWLIIOCTPHPOBAHO CISAYIOIIUMH MIPHUMEpPaMH, HE OTpaHUYNBa-
SCh MMH.
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Ipumep 1.

DKCIEPUMEHTHI ¢ HEMPEPBIBHON KYJIBTYPOH KICTOK MPOBOIWIN C MPUMCHCHHEM KYJIBTYphl pEeKOMOUHAHT-
Hoit knerounoit ymuann CHO, skcnpeccupytomeit vVWF. OcHoBHas cpena mpezactaBisiiga coboii DMEM/F12,
comepxarryro npubmmsutensro 0,3 Mkr/1 Cu’’. B ykasaHHyio cpely Obil m00aBICH COEBBIl THAPONH3AT W
cympdat menu (CuSO4-5H,0) ¢ monydeHreM KOHEYHOW KOHIICHTPAIIMH MEIU B CPEJIC BBIIIC, YeM 110 MEHBIICH
Mepe 2,4 MKT/T1.

PexomOunanTabie kitleTkn CHO, skcripeccupyrommue VWF, KyTbTHBUPOBAIHM B HEMPEPHIBHON KJIETOYHOMN
KyJIbType TaKuM 06pa3oM, 4To yposHH ammonus (NH,') Haxoammuch Ha ypoBHE KOHIEHTpAIMH MEHEE YeM
npubmm3uTesibio 10 MM. Beuto oOHapyXKeHO, 4TO CHCTEMBI MPOW3BOJCTBA, O0ECIIEUNBAONINE HENPEPHIBHOE
MOCTYIICHNE Cpesl (HampuMep, nephy3HOHHbBIE MITH XeMOCTaTHYECKUE KYJIbTYPHI) IPEANIOYTHTEIbHEI, TaK KakK
CTaHJAPTHHIC TEXHUKHU MEPUOIMUYCCKUX WIH MOMMUTHIBACMBIX KYJIBTYp MPHUBOAAT K BBICOKHM KOHICHTPAIUASIM
NH,' B KoHIle Ky/IbTUBHPOBAaHHs. B KOHIlE KyJIbTMBUPOBAHHUS BBIIEIAIN BHICOKOMYJIbTUMEPHEIH VWF 1 n3me-
PSUTH YIICBHYO PUCTONETUH-KO(GAKTOPHYIO aKTHBHOCTE VWE.

Ipumep 2.

PexomOunanThsiit ¢axrop VII (rFVII) n dakrop ¢pon Bumnedpanna (rVWF) koskcnpeccupoBainu B 1ie-
pHoIMYecKuX KyiabTypax kinetok GD8/6 mis onpenenenus a¢dekra cocTaBa KyJabTypaTbHON Cpebl Ha SKCIIPeC-
cuto 1 aktuBHOCTE VWF. Bipatue, knetku GD8/6 KynTsTHBHPOBAIN B HEMPEPHIBHOM peknMe B cpene BAV-SP,
COCTOSIIICH M3 MOpoIIKa MoIU(GUIIMPOBaHHON ocHOBHOM cpenbl DMEM/F12 (Tabin. 5) u HONMOJHUTENIBHBIX J0-
0aBOK, TaKkKe CoJepKanux 4 I/ COEBOTO THAPOJIN3aTa, CM. Tadll. 6, ¢ moOaBleHHEM WK O0e3 T0OaBJICHUS J0-
MOTHHUTENbHOW Menu. s uccinenoBanus 3¢ ¢exra HU3KUX KOHICHTPAaIUii MeIu Ha KCIPECCHIO U aKTUBHOCTh
rVWF ucnons3oBanmu ocHoBHBIe BAV-SP cpensl. Yka3aHHble OCHOBHBIE cpenbl copepxanu 0,3 MKr/Ja Menau u
JIOOABIICHHBIN COEBBIN THUIPOIHU3AT, YTO H00aBisuTo emie 0,7 MK/ MeIH, Kak ObUIO YCTaHOBICHO KCIICPUMEH-
TaJNBHO, C TOJIyYCHUEM KOHEUHOU KoHueHTparmu Meau 1,0 Mkr/im. J{ns cpaBHeHus B cpenst BAV-SP, ncnoss-
3yeMBble U TIEPHOMUYCCKUX KYIbTYP, TAKKE J0OABISIIH JOMOMHATEIBHO 3,3 MKr/m Cu’', 4TO 1aBasio KOHEUHYIO
KOHIICHTPAITUIO MeI 4,3 MKI/I, IUIs OTpEACICHUS ASUCTBUS BRICOKUX KOHIICHTPAIUH MEIU Ha YKCIPECCHIO U
akTuBHOCTH VWF.

Tabnuna 5
CocraB KyJIbTypalbHbIX cpe BAV-SP

XVI. Cpena BAV-SP

KOMIIOHEHTEH ™I/ 7
AMMHOKMCIIOTH

L-AJjlaHUH 4,45
L-ApruHuH HC1 147,50
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L-AcnaparmnH-Hz0 30,21
L-AcnapaTlMHOBafa KUCJIOTa 6,65
L-UInuctenH HC1-H20 32,55
L-Iucrmuua 2HC1 57,35
L-TylyTaMMHOBAaSa KUCJIIOTa 7,35
T'muuue 18,75
L-Tuctuaonu-H0 HC1 31,48
I'mopoxkcu-L-TIpoJiH

L-VsoJerunH 54,47
L-Jlenuuu 59,05
L-JImzua HC1 91,25
L-MeTHMOHMH 17,24
L-deHnJIajlaHMH 35,48
L-TIposnH 52,24
L-CepuH 26,25
L-TpeoHun 53,45
L-TpunrodaH 29,01
L-TuposuH 2Na 2H20 55,79
L-BaJjunH 52,85
BuraMmMH

AckopOMHOBasA KUCJOTa 3,499
BuoTuH 0,0035
XOJNMHXIJIOPUL 8,980
D-Ca-IlaHTOTeHaT 2,240
dosmmeBad KHUCIIOTa 2,650
I-VMHO3UTOJ 12,600
HukoTmHamMmn 2,020
TlnpunoxcuH HC1 2,031
Pubodiapmu 0,219
Tuavmua HCL 2,170
Buramuu B12 0,080
Heopraumueckue CoOJIMn

Kampuusa xjopuzn (CaCl2) 116,600
CynbdaT Memm (CuSO4-5H20) 0,0013

- 60 -




043293

Hurpat xejeza (Fe (NOs3)3-9H20) 0,050
CynbsdaT xejeza (FeS04-7H20) 0,417
Xyopun MarHMsa (MgCl2) 28,640
CynbbaT marHmsa (MgSO04) 48,840
Xjopun xanus (KC1) 311,800
6995, 50

Xjopun HaTtpus (NaCl)
0

dochaT HaTpusa (Na2HPO4) 71,020
docoaT HaTpma (NaH2PO4) 62,500
TlenrTarugpaT cyjdbdaTa UMHKa (ZnS04-
0,432

TH20)
CeJIeHUT HaTpuUia 00,0131
Ipyrue
D-TmoKo3a 3151
JIMHOJIeBasa KMUCJIOTa 0,042
Jlunoerasa KucJOTa 0,105
Ilyrpecumun 2HC1 0,081
TUMUOMH 0,365
I'mnoxcaHTuH Na 2,390
IInpyBaT HaATPUA 55,000

Tabnuma 6

Cocras no6asku mist BAV-SP

KOMITOHEHTH KOHEUHOI'O

cocTaBa

L-ToyTaMmvH 600,00
OTaHOJIaMUH 1,530
Synperonic Fé8 250,000
BukapBoHAT HATPUA

2000, 000
(NaHCO3)
COeBHIM MEeNTOH 4000, 00
Ofmmit cocTas 18596, 8

Knerkn GD8/6, skcnipeccupyromme rVWF, KyTbTHBHPOBAIH OO0 B Cpelle ¢ HU3KUM COJIEpKaHUEM MeTr
(Tabn. 7), mubo B cpeie C BHICOKUM cojiepkaHueM Mean (Tabi. 8) B reuenue 7 mHeid. Uepes 2 THSA KyJIbTYpPHI I1e-
peceBai TSk MPOBEACHUS TIEPUOIMUYCCKOTO KYJIFTUBUPOBAHUS HA MPOTSDKEHUM S5 nHEH. OOpa3ipl yKa3aHHOTO
KyJIbTypaJIbHOTO CyTlepHAaTaHTa eXeIHEeBHO HccienoBaid Ha conepxkanue rVWF (VWF ELISA), oburyio (puc-
TOLIETUH) ¥ YACIBbHYIO (YACIbHYIO aKTUBHOCTh) C IPUMCHEHHUEM PUCTOIETUH-KO(AKTOPHOTO aHanm3a. Pasmmy-
HBIC MApaMETPhI KyTbTHBUPOBAHUS, BKITFOUAsT KOJIMYCCTBO KIICTOK, )KU3HECTIOCOOHOCTh KICTOK W KOHIICHTPALIUS
aAMMOHHUS TaKXKe OTCIICIKUBAIU SKEIAHEBHO (KpoMe THEH MePUOTUIECKOTO KYIbTUBUPOBaHUS 3 U 4).

HeoxumanHo OBUTO OOHAPYKEHO, YTO KYJIBTYPHI KICTOK, POCIINE ITPH BRICOKUX KOHIICHTPAIUIX MEIH, Jla-
BaJIM CyIIEpHATAHTHI, UMEIOIINE 3HAYNTEIFHO Ooiee BRICOKYIO 00mIyto u yaensHyto rVWF-aktuBHOCTE (Cp. pe-
3ynabpTaThl B Ta0n. 7 u 8). Hampumep, Ha 4 1eHb MEPUOIUIESCKOTO KYITBbTHBUPOBAHUS KYJIbTypa KJIETOK, pOCIIast
TIPH BBICOKUX KOHIIEHTpaIusax memnu, umena 1,52 ME rVWF aktunoctu/mi, nio cpaBHenuio ¢ 0,2 ME rVWF
AKTUBHOCTH/MII [T KyJIBTYPHI C HU3KUM COJEpKaHUEM MEIH, HECMOTPS Ha TOT (DaKT, 4TO KyJIbTypa C HU3KUM
coJiep)kaHeM MeIY KIIETOK JlaBaja TIOYTH B J1Ba pasa Oospinee koaudecTBo r'VWF 1o cpaBHEHHUIO ¢ KyJIbTYpoi
KJICTOK C BBICOKHM COJIcpKaHHeM Meau. Kpome Toro, ynenbHas aKTUBHOCTH CYIIEpPHATAHTA, MOJIYYCHHOTO U3
KYJIBTYPBI C BEICOKUM COJICp)KaHHEM Mequ, Obuta Ooyiee yeM B 13 pa3 BEIIIE, YeM y CyNEepHATaHTa KYJIbTYpPHI C
HU3KUM coaepkanueM meau (831 ME/10 mxr rtVWF k 62 ME/10 mkr rVWF).

Kak BugHO U3 Tabn. 7 u 8, oOmias u yJenpHas PUCTOLETUH-KO(GAKTOPHAS aKTUBHOCTHh KYJIBTYPHI C BBICO-
KAM COJIep’KaHUeM Menu Oblia B JIBa Pa3a BBINIC TAKOBOW KYJIBTYpPHI C HU3KHM COJICpIKaHUEM Mead, Ha 1 JIeHb
MEPUOTUYCCKOTO KYIBTUBUPOBaHMs. KpoMe TOro, B OTIMYKE OT MOCIEAYIOMICTO YBEIUYCHUS aKTHBHOCTH, Ha-
0I01a€MOT0 B KYJIBTYpe C BRICOKHUM COJICpKaHUEM MEIH, B KyJIbType KIETOK C HU3KAM COJEpKaHHEM MEIH He
OBUTIO OTMEUCHO YBEIWUYCHHS PHUCTOLETHH-KO(PAKTOPHOW aKTUBHOCTH ITOCie | IHS MEPHOIMYECKOTO KYJIbTHBH-
poBaHMs. B COOTBETCTBUY ¢ 3TUM PE3yJIbTATOM aHAIN3 MyJlIbTHMepHOTo cTaryca rVWF anekrpodopesom B ara-
PO3HOM relie ToKasaj, 9YTO B CyINepHaTaHTEe KyJIbTYpPhI KJIETOK ¢ HU3KUM COACp)KaHHEeM Mead B |-bIi JAEHB Ie-
PHOIMYECKOTO KyJIbTHBHPOBAHUS MPUCYTCTBOBANIA HU3KAas OTHOCUTEIHHO KOHIIEHTPAIIMH HU3KOMOJEKYISIPHBIX
BU10B rVWF koHueHTpaiusa BeicokomotiekyiisipHoro rVWE, u takxke 4To ykazaHHasi OTHOCUTENbHAsI KOHIICH-
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Tpanus CHIXKAIach ¢ TeueHueM BpeMenu (pur. 1A u 1B). HanpoTus, 1o6aBicHrEe B KYJIBTYPAITbHYIO CPEIY Cu**
CTaOWIILHO MPHUBOIMIIO K 00pa30BaHUIO aHTUTEHA ¢ pucToleTHH-KodakTopHO (RiCoF) akTHBHOCTBIO Ha MPO-
TSOKCHHUH 4eTBEPTOTo THS. B COOTBETCTBHM C 3THM, YMEHBIICHHS KOJIMYECTBA CTAOMIBHBIX BEICOKOMOJIEKYIISIP-
HBIX MyJIbTUMEpoB rVWF B Teuenue AHS 4 MepuoOauvecKoi KyIabTypsl He mpoucxoauio (¢ur. 1A u 1B). Pe-
3yJBTaTHl IEHCUTOMETPHH arapo3HOTO 3MEKTPOPOPETHIECKOTO T'ellsl, MpuBeacHHbIe Ha ¢ur. 1B, mokasamm, gro
MIPY yCIIOBHUU HU3KOTO YPOBHS MEIH KyJIbTypa CIIOCOOHA MPOAYIIMPOBATEH TONBKO nomyismo rVWE, 6omnee uem
10% rVWF koropoti (1.e. 16,3%) npeacraieHo MonekynamMu u3 6osiee dem 10 quMepoB, B TEUCHHE OTHOTO JTHS
TIEPHOANYECKOTO KyJIbTUBUPOBAaHUSA (T.€. oOpaser "mus 3" B 2 mojoce arapo3Horo reist Ha ur. 1A); mpumeda-
TEJNBHO, YTO 3Ta MOMYJIALHUS OIyCKAJIACh JIO BCEro UMb 4% Ha JIeHb 5 MEPHOAMICCKOTO KYJIFTHBHPOBaHUs (00-
paser "must 7" B monoce 6). HampoTuB, B YCIIOBHUSIX BBICOKOTO COJIEPXKAHUS MM OTHOCHUTEIIFHOE KOJIUYECTBO
mynsTuMepoB VWF, cocrosinux n3 6onee yem 10 aumepoB, crabmiibHO cocTaBisieT okoio 30% Ha NpoTsDKEHUH
JHs 4 B nepuoandeckoil kynsrype ("aens 3"- "nens 6" B monocax 7-10; 28-31,4%).

[IpuMevaTenbHO, YTO HAYMHAS C 5-TO THS MEPHOAMICCKOTO KYJIbTHBHPOBAHUS KYJIBTYPHI C BEICOKUM CO-
JepskaHueM Meju, koraa yposau NHy  npessimanu 100 mr/n (Bbiie, ueM IpubIu3uTesHo 5,0 MM), sKcmpec-
cus JormoHuTebHOTo anTtureHa (18,3-35,4 MKT/1; ¢p. THU MEPUOINIECKOTO KyJIbTUBUPOBaHHS 4 U 5 B Ta0. &)
HE MPUBOAMIIA K COIyTCTBYyIomeMy yBenmdeHno RiCoF-akTiuBHOCTH B cymepHaTtanTe. B cOOTBeTCTBHH ¢ 3TUM
pe3yIbTaTOM yPOBEHBb BEICOKOMOJIEKYISIPHBIX MynbTuMepoB rVWEF Ha 5 IeHp MepHOANYIECKOTO KyIbTHBHPOBA-
Hus (7 IeHp KyJIbTHBHPOBAHMUS) CHIDKAJICS OTHOCHTENFHO KOHIICHTPAIIMH HU3KOMOJEKYJISIPHBIX MYJIHTHMEPOB
rVWF. Taxxe TOJIbKO Ha 5 A€Hb EPUOIUYECKOTO KyIbTHBHUpOBaHUS (0Opaser "mHs 7" KynbTyphl B mojoce 11)
OTHOCHUTeNbHOE KonmaecTBo VWF, cocrosimmero u3 6omee yem 10 qumepos, cHmkaercs 10 21,4%.

B COBOKYIMHOCTH MPHUBECHHEIC BBIIIC JaHHBIC MMOKA3bIBAIOT, YTO JOMOIHUTEIbHAS KOHIICHTPAIIMS MU B
KYJIBTypax KICTOK, Kcnpeccupyromux rVWEF, cylecTBeHHO yBenn4muBaeT OOIIYIO U YACITBHYIO PHCTOLCTHH-
Ko(akTopHy0 akTUBHOCTh rVWF, a Takke CTaOMIBHYIO BBIPAOOTKY BBICOKOMOIICKYJSPHBIX MYJIbTHMEPOB
rVWF. KpoMe Toro, 5T 1aHHbIE BHISBIISIOT KOPPEIALMIO MEXK/TY BEICOKMMH KOHIeHTpanusamu NH,' B KymbType
KJICTOK W CHIIKCHHUEM PHUCTOICTHH-KO(aKkTOpHOU akTUBHOCTH r'VWF U BBIpaOOTKH BBEICOKOMOJIEKYJISIPHOTO
MynbTUMepHOTO IVWEF.

Tab6muma 7
Okcmpeccus rVWF B KynbTypax KIETOK MICKOMUTAIONINX IPU IIEPHOANICCKOM peXUMe KyIbTHBUPOBAHUS C

npuMmeHenrneM cperl BAV-SP ¢ nuskoit konnentpamueit menu (1,0 Mxr/im)
Komuuectso
JIeHb vWF VnenvHas
knerok | NHy* [ KKusuecnocoGuocTs [Puctonern|
TIEPUOAUHECKOTO ELISA AKTUBHOCTH
[T0E6  |[mr/n] [%] [ME/ma]
KyJIbTUBUPOBAHMUS [MKr/man] ME/10MKr
KJIETOK/MJI]
0 0,42 21 98,8 H.O. H.O. H.O.
1 0,78 43 H.O. 6,3 0,23 365
2 1,24 64 99,1 12,8 0,23 180
3 1,86 H.O. H.O. 22,7 0,21 93
4 2,49 H.O. H.O. 32,2 0,20 62
5 3,11 106 98,3 44,4 0,20 45

Tabnuna 8
Okcnpeccust r'VWF B KyJIbTypax KIETOK MICKOIUTAIONIHNX, KyJIbTUBUPYEMBIX B IEPUOIMIECKOM PEKHUME C TIPH-
meHenneM BAV-SP cpen ¢ BpICOKO# KOoHIIeHTpanuend mean (4,3 MKr/in)

Konuyectso
NieHb B vWF VnenbHas
kaetok  [NHs™ PKusnecrocoOHOCTH [PucroueTHH|
NePUOAUYECKOrO ) ) ELISA AKTUBHOCTD
[I0E6  |[mr/x] [%0] [ME/min]
KyJIbTUBUPOBAHHUS [Mkr/mi] ME/10MKT
KJIETOK/MJ1]
0 0,40 21 99,3 H.O. H.O. H.O.
1 0,71 42 H.O. 48 0,40 833
2 1,23 63 99,5 8,7 0,62 713
3 1,85 H.O. H.O. 15,0 1,07 713
4 2,54 H.O. H.O. 18,3 1,52 831
5 3,32 109 98,9 35,4 1,55 438

[Tpumep 3.

PexomoOunanTheiit gpakrop VIII (rFVTII) u daxrop dpon Bunnedpanna (rVWF) xoskcnpeccupoBanu B He-
NPEpPBIBHBIX KyJIbTypax KieTok GDS8/6, skcruryaTHpyeMbIX B XEMOCTaTHUECKHX YCIOBHUSX, JUIS OIpPEAEICHHS
a¢dexra cocTaBa KyIbTypajbHOM Cpeabl Ha dKcIpeccHio U akTuBHOCTh VWE. Bxpatue, xnerku GD8/6 kynbTH-
BUpoBaiy B cpene BAV-SP, conepikamieii 4 1/ coeBoro rupoiusara ¢ 100aBieHreM U 0e3 100aBIeHUS MEIH
COTJIaCHO ONHMCaHuIo B mpumepe 2. J{ns nccnenoBanus >pQexra HU3KMX KOHICHTPALMH MeIU Ha SKCIIPECCHUIO
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akTuBHOCTH T'VWF npumensimn ocHoBHBIE cpenbl BAV-SP. VkazanHble ocHOBHBIE cpelnbl conepikanu 0,3 MKr/in
MeIX U T00aBICHHBIA COCBBIM THIPOIM3AT, YTO JABAJIO JOMONHUTEIbHEIC 0,7 MKI/I MEIU C MOJyYCHUEM KOHCU-
HOW KOoHIeHTparuu Meau 1,0 Mxr/im. J{ns cpaBHEHUS B MEPUOAMYECKHUX KYJIbTypax MpUMEHsH cpeabsl BAV-SP
TaK)Ke C J00aBJIIEHUEM IOMOJHHMTENBHBIX 3,3 MKI/JI Cu2+, C TIOJMyYeHUEeM KOHEYHOW KOHIeHTparuu menu 4,3
MKT/J, 715t onpenesnenns 3 @ekxra BBICOKMX KOHIICHTPAIMA MeIU Ha dKcTpeccuio u akTuBHOCTh VWF. KymbTy-
PBI, pacTymiie B NPUCYTCTBHM BBICOKMX M HU3KHX KOHIICHTPAIIMA MeIH, KyIbTHBHPOBAIN KaK IPH BBICOKOW
(2,8x10° KJICTOK/MIIT), TaK ¥ Npu HU3Ko# (pu6i. 1,4x10E06 KneTok/MIT) IITOTHOCTH KIIETOK.

Kak u panee, o0pasmpl ykazaHHOTO KYJbTYypaJbHOTO CcylepHaTaHTa uccienoBaid Ha rVWEF conmepikanue
(VWF ELISA), o6myro (pHCTOIETHHOBYIO) 1 YAEIbHYIO (YIETbHYI0 aKTHBHOCTH) aKTHBHOCTh ITOCPEICTBOM PH-
CTOIETHH-KO(AKTOPHOTO aHanM3a. Taxke OTCICKUBAIN PA3TUYHBIC ITApaMETPHI KYIbTYPHI, BKIIOYas KOJIHYECT-
BO KIICTOK, KA3HECIOCOOHOCTh KIICTOK W KOHIICHTPAIMIO aMMOHUs. J/IaHHBIC MOJyYald Ha OCHOBAHWU (a3bl
CTAaIlMOHAPHOTO COCTOSHHS HEIETb 2 U 3 XeMOCTATHYCCKON KyIbTYpHI (Tabdm. 9-13).

Tabnuma 9
Cpeanue nannslie no skcnpeccun rVWF B xemoctaTtuueckoit
KYJIETYpE KJICTOK Ha MPOTSHKCHUH HEACTb 2 u 3

XXVL
XIX.
XVIL XVIIL XX. XXII. XXIV. yAeabHast
Komaecteo XXV.
Koum- Konmnen- NH4+ Kuznecno vWF AKTHB-
KJIETOK Pucronerun
TeCTBO Tpauust XXI. COOHOCTH ELISA HOCTH
[10E6 [ME/mua]
KJIETOK Meaun [MM] XXIIL [%] | [mEr/s] [ME/
KJICTOR/MI]
10mKr]
XXVIL XXVIIL XXX. XXXIL XXXII. XXXIII. XXXIV.
XXIX. 2,88
HopImoe HH3KAA 3,88 97,74 44,56 0,10 21,62
XXXV. XXXVL XXXVIIL. XXXVI XXXIX. XLIIL
XL. 38,38 XLI 0,19
HopImoe BBICOKAst 2,79 11 4,04 98,25 53,11
XLl XLIV. XLVIL XLVIL XLVIIL.
XLV. 1,55 XLIX. 0,10 L. 50,16
MaJIeHBKOE HH3KaA 3,33 98,63 18,96
LL LIL LIV. LVIIL
LIIL 1,43 LV.98,59 | LV1L. 11,76 | LVIL 0,70
MaJIeHbKOE BBICOKaA 3,17 598,76

Tabmuma 10
Okcmpeccus rVWF B xeMocTaTHUECKOW KYJIBTYPEKIETOK B YCIOBUAX OOJIBIIOTO KOJIHYECTBA KICTOKA HI3KOTO
YPOBHSI MEIH Ha MPOTSHKCHUU HEJETb 2 U 3

LX.
LXIIL LXVIL
Kosmuecrso LXV. vWF LXVIL
LXI. NH4+ | Kusaecnoco YacabHAs
LIX. Jeun KJIETOK ELISA Pucrouerun
LXII. [MM] OHOCTD AKTHBHOCTH
[10E6 [Mxr/ma] [ME/mua]
LXIV. [%] [ME/10MmKr]
KJ1eToK/Mii]
LXXIIIL LXXIV.
LXVIIL 8 LXIX. 2,54 LXX. 3,7 LXXI. 98,20 | LXXII. 39,8
0,095 23,86934673
LXXVIIL
LXXV.9 LXXVI. 3,02 | LXXVIL 4.2 0740 LXXIX. LXXX. LXXXI.
LXXXIIL LXXXIV. LXXXV. LXXXVL LXXXVIL LXXXVIIL
LXXXIIL 10
2,97 3.9 97.90 413 0,095 23,00242131
LXXXIX. 11 XC.2,78 XCL XCIIL XCIIL XCIV. XCV.
CII
XCVL 13 XCVIL 2,91 | XCVIIL 3,8 | XCIX. 97,60 C. 41,7 CIL 0,095
2278177458
CIIL. 14 CIV. 2,90 CV.38 CVL 97,40 CVIL CVIIL CIX.
CXVL
CX. 15 CXL 3,05 CXIL 3.9 CXI11. 97,70 CXIV. 44,7 CXV. 0,095
21,25279642
CXVIL 16 CXVIIL. 2,99 CXIX. 3.8 CXX. 98,30 CXXI. CXXII. CXXIIL
CXXVIL CXXVIIL CXXIX. CXXX.
CXXIV. 17 | CXXV.2,76 | CXXVI. 39
97.40 55,3 0,095 17,17902351
P — CXXXII. CXXXIIL CXXXIV. CXXXV. CXXXVIL CXXXVIL
' ) 2,88 3,88 97,74 44,56 0,10 21,62

-63 -



043293

Tabmuma 11

Okcmpeccus rVWF B xeMocTaTHUECKON KYJIBTYPEKIETOK B YCIOBUAX OOIBIIOTO KOJUYECTBA KICTOK U BRICOKHX
YpOBHEH MeM Ha IPOTSHKCHUH HeAeNb 2 U 3

CXXXIX.
CXLIL CXLVL
KoJmuecrno CXLIV. CXLV.
CXXXVIIL CXL. NH4+ | Kusuecnoco yieasnast
KJICTOK vWF ELISA | Pucronernu
Jenn CXLIL [MM] onocrn AKTHBHOCTEH
[10E6 [MKr/ma] [ME/ma]
CXLIIL [%] [ME/10Mmxr]
KJIETOR/MJI]
CXLVIIL CLIIL
CXLVIL 8 CXLIX. 3,9 CL. 98,30 CLI 31,8 CLIL 0,35
2,52 110,0628931
CLIV. 9 CLV.2,92 CLVI. 43 CLVIL 98,50 CLVIIL CLIX. CLX.
10 2,80 42 98,60 374 0,32 85,56149733
11 2,57
13 2,81 3,9 98,50 37.6 0,095 2526595745
14 2,92 3, 97,80
15 2,77 3,9 97.80 43.0 0,095 22,09302326
16 2,72 4,0 98,30
17 3,04 4,1 98,20 42,1 0,095 22,56532067
2,79 4,04 98,25 38,38 0,19 53,11

Tab6muma 12

3Kcnpeccm{ rVWF B xeMocTaTHUECKOH KYJbTYPEC KJICTOK B YCJIIOBUAX MAJICHBKOI'O KOJIMYCCTBA KJIICTOK, HU3KOT'O
YPOBHS M€ HA MPOTIKCHUN HEACIb 2u3l

Koan4ecrso
Kusuecnoco YACIbHAS
KJICTOK NH4* vWF ELISA | Pucrouernn
Henn OHOCTH AKTHBHOCTH
[10E6 [MM] [mEr/mu] [ME/mu]
[%0] [ME/10mKr]
KIIeTOR/ M|
g 161 33 99.10 19.3 0,095 4922279793
9 1.65 33 98.00
10 1,49 3.3 98.90 18.6 0,095 51,07526882
11 1,58
13 1,58 34 98,10 18,1 0,095 52,48618785
14 1,56 33 99,30
15 1,52 3.3 98,50 18,9 0,095 50,26455026
16 1.50 3 98.40
17 1,50 3.4 98,70 19.9 0,095 47.73869347
1,55 3,33 98,63 18,96 0,10 50,16

Tabmuma 13

Oxcnpeccust T'VWF B xeMocTaTHUeCKON KYJIBTYpe KIETOK B YCIOBHSIX MAJICHBKOTO KOJTMYECTBA KIIETOK,

BBICOKOT'O YPOBHS ME/IM Ha IPOTSHKCHUH HEAeNb 2 U 3

Komaectso
Kisnecrioco YACABHAS
KJIETOR NH4+ vWF ELISA | Pucronernn
Jenn BHOCTH AKTHBHOCTH
[10E6 [MM] [MKr/vu] [ME/su]
[%o] [ME/10MEr]
KJIETOK/MII]
8 1,46 32 98,80 11.6 0,73 629,3103448
9 145 32 98,20
10 1.37 3.1 98,90 11.0 0,7 636,3636364
11 1.43
13 1,33 3.2 98.10 11,1 0,68 612,6126126
14 139 32 97.20
15 1,51 3.2 99,70 12,4 0,69 556,4516129
16 1.49 32 98,60
17 1.43 32 99.20 12,7 0,71 5590551181
1,43 3,17 98,59 11,76 0,70 598,76

Kak nokazano Ha ¢ur. 2A, cynepHaTaHT, coOpaHHBIH U3 HenpepbiBHOW rVWF-KyJIbpTypsl KIE€TOK, BBIpa-
IIEHHOW MPY HU3KOH IJIOTHOCTH KJIETOK M BBICOKMX KOHIIEHTPAIMAX MEIH, UMEJ BBICOKYIO yICNbHYIO aKTHB-
HOCTh (B cpemneM 600 ME/10 MKT), B TO BpeMs Kak CylepHaTaHThl, coOpaHHbie U3 rVWF-KyIbTyp KJIE€TOK, BBI-
pamIeHHbIX MPHU BBICOKOHM IJIOTHOCTH KJIETOK B HPHUCYTCTBHM BBICOKHX WM HHU3KHX KOHIICHTPALUi Menu, H
rVWF-KynbTyp KIIE€TOK, BBIPAUIEHHBIX MPU HU3KOW IJIOTHOCTH KJIETOK B MPUCYTCTBHHM HU3KON KOHIICHTpPALMH
MEIM, UMEJIN HU3KHUE yJenbHble akTHBHOCTH (MeHee deM 100 ME/10 Mkr). B cOoOTBEeTCTBHM C pe3ynbTaTamu,
TIOJYYCHHBIMH IS TIEPHOANYECKIX KYIbTYp, Kak BUIHO U3 GUr. 2B, HenpeprIBHBIE KyIbTYPHI KJIETOK MIICKOIIH-
Taromux, skcnpeccupytomue rVWE ¢ BBICOKOH yIenbHONM aKTHBHOCTHIO, cojepskar Oonee Hmskue NH,' koH-
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LUEHTpaLuU, YeM KyIbTyphl, npoayuupywomue rVWF ¢ HU3KOH yAenpHOM aKTHUBHOCTBIO. DTH JaHHBIE TaKkKe
TIO/ITBEPIKAAIOT KOPPEIALMIO MexTy KoHueHtpamueii NH, B KylIbType KIETOK M YAENbHOH aKTHBHOCTHIO
rVWF, mpoaynupyeMoro ykazaHHOH KylnbTypoidl. [IpuMedaTenbHO, 4TO KOMOWHAIIMS BBICOKOH KOHIIEHTPAIMH
MeIX W HU3KOHW KOHIIEHTPAIIMH aMMOHHS B KyJIbTYpe KJIETOK MO3BOJIIA JOOUTHCS 3HAYUTEIHFHOTO ITOBBIIICHUS
akTUBHOCTH TVWFE.

B cooTBeTcTBUM € 3TUM pe3ybTaTOM, aHAIU3 MYyJbTUMEpHOro cratyca rVWF B xeMocTaTH4ecKuX KyJjib-
Typax ¢ MOMOIIBI0 NeKTpodopesa B arapo3HoM Tene (¢pur. 6) mokaszai, 9TO TOJBKO CYIEPHATAHTHI KYJIBTYD,
SKCIUTYaTHPYEMBIX TIPH BEICOKOM COAEP)KaHMHM MEIN W HU3KOH IJIOTHOCTH KJIETOK W, TAKMM 00pa3oM, HH3KOM
COJICpKAHUU aMMOHUSI, 00ECTICUNBAIIA YCTOMYMBYIO SKCIIPECCHIO BEICOKOMYIbTUMEpHOTO VWF (mpubnu3urens-
HO 23-27% B nau CST 8, 17 u 24, nonock! 4, 8, 1 12, cOOTBETCTBEHHO). Bee mpoune yciioBus He obecnieunBaiu
YCTOWYMBOTO JOCTI>KEHHUST OoJbIIoro Kosmuectsa - 6osee yeM 10% vWF, conepxaruero 6osnee uem 10 mume-
POB, Ha MPOTSHKCHUU JUTUTEIEHOTO TIEPUOJIa KYIbTHBUPOBAHHSL.

IIpumep 4.

s onpenenenus 3gpdexTa KOHIICHTPAIIUN MEH B KYJIBTYPaTbHOM Cpelie Ha SKCIPECCHIO U YACIBHYIO aK-
THBHOCTH rA13 KyJIbTYpHI KIIETOK MJIEKOITUTAIONTUX JUIS dKCTIpecCHH rAl3 KyIbTUBUPOBAIM B TeUeHUE 4 HEAETb
B YCJIOBHSIX XEMOCTATHYECKOHN HEMPEePHIBHON KyIbTyphl B cpene ADAMTS13, Brmrouaromnieidr MoauduImpoBaH-
Hble ocHOBHBIE cpeasl DMEM/F12 BESP845 u momomuuTenbHble mo0aBku (Tabm. 14), comepxamue Meap B
nramna3zoHe KoHneHTpanui ot 0,66 MKr/i (6e3 TOTOJHUTEIEHOTO T00aBIEHUS MEIH) B C JOMOJHUTEIBHBIM JI0-
GasierneM menu 1o 4 Mkr/n. Kak BuaHo U3 Tabm. 15, Bo3pacraromas KOHIIEHTPAIUS MEIA B Cpeie JJIs KJIeTOU-
HBIX KyJbTYp MPUBOAMIA K 3HAUMTEILHOMY yBenuueHuto oobeMHon (P) u ynenpHOH (q) MPOIYKTUBHOCTH, BBI-
pakaeMoii B Buie 001el akTUBHOCTH rA 13, MOTy4EHHOTO Ha JIUTP KYJIBTYPHI B IeHb, U OOIIEH aKTHBHOCTH I10-
myyeHHoro rAl3 Ha KJIEeTKY B J€Hb, COOTBETCTBEHHO.

Tabnuua 14
CocraB cpenp! aust noxyuenus ADAMTSI3

CLXI. DMEM/F12 BESP845

AMMHOKMUCIIOTEH Mr/ 7
L-AJjlaHMH 13,3500
L-AprmHMH HCL 147,5000
L-AcnaparuH-H20 45,1600
L-AcnaparyHoOBasa KHUCJOTa 19,9500
L-ImcTenn HC1-H20 32,5500
L-IucTmH 2HCIL 102,3500
L-TulyTaMMHOBasa KMKCJOTa 22,0500
T'mumH 26,2500
L-Tuctunouu-H.0 HC1 51,4800
L-V3z0JIeliuuH 74,4700
L-JleltuuH 119,0500
L-JimsmH HCL 146,2500
L-MeTMOHMH 100, 0000
L-O®eHUJIaJIaHMH 60,4800
L-TlposmH 63,7400
L-CepuH 36,7500
L-TpeOoHMH 53,4500
L-TpunropaHn 29,0100
L-Tuposuu 2Na 2H20 75,7900
L-Baimux 82,8500
commn M/ 3
Kanmpumsa xjopun (CaCl2) 116,6000
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CynbdpaT Menmu (CuSOg 5H20) 0,0026
Hurpat xesesa (Fe (NOs)3-9H20) 0,0500
CynbdaT xejesza (FeS04-7H20) 1,0170
Xnopun Maraua (MgCl2) 28,6400
CynbdaT MarHusa (MgS04) 48,8400
Xnopun kamua (KC1) 311,8000
Xjopun HaTtpus (NaCl) 5495, 5000
Na2HP0O4 Bes3BOIHLBIL 213,0200
NaH2P04 Be3BOIHHIL 54,3500
TenTarunpaT cyJbdaTa LMHKa (ZnS04-
0,4320

27H20)

CeJIeHUT HaTpusa, Oe3BOIHEIM 0,0087
BuTaMmH MO/
AckopOMHOBas KMCIIOTa 3,4990
BrOTHUH 0,2035
XONMHXIIOPUT, 26,9800
D-Ca-IlaHTOTEHaT 6,2400
donmeBad KUCIIOTa 6,6500
I-MHO3MTOJI 36,6000
HUKOTUHaAMUIT 7,0200
Iuprnookcru HC1 6,0310
PutodiiaBuH 0, 6590
Tuamuu HC1 6,5100
Burammu B1l2 2,6800
npyroe Mr/n
D-Tuokosa 5000, 0000
JIMHoJIeBas KMUCJOTa 0,0420
Jlurnoesasd KUCJIOTa 1,0050
IIyTpecumu 2HCL 3,6810
TUMUONH 0,3650
T'unoxkcaHTUH Na 2,3900
IIupyBaT HaTpUS 55,0000
DMEM/F12 BESP845: Bcero 12738, 3
ADAMTS-13 CpenoBee nOOaBKM MT /51
L-TuyryTaMmy 1300,0000
Pluronic Fé8 1000,0000
STaHoJIaMMUH 1,5300
ZnsSo4*7 H20 1,0000
Na-I'mopoxapBoHaT 1500, 0000
Becero noBaeBok 3802,5
Ofmee KOMMUYECTBO MHIPEIMEHTOB 16540,8

Yro06b! onpenenuTh, BIUAIOT JH MOBBIIICHHBIE KOHIEHTPALUN MEAN HAa COXPAHHOCTH KCIPECCHPYEMOTO
rAl3, cymepHaTaHnTt, coOpaHHBIA OT rAl3-KylIbTyp KJIETOK, BBIpPAIIEHHBIX B cpene, comepkameit 0,66 Mkr/m, 1
MKT/1 ¥ 4 MKT/J Meqi, uccienoBanu ¢ momorisio ananu3a JJCH-ITAAT. Kak BugHo u3 ¢ur. 3A (okpamuBaHue
cepebpom) u ¢ur. 3B (anTH-A13 BecTepH-OJIOTTHHT), OYEBHAHBIX U3MEHEHHH B Ka4eCTBE MPOJYKTa MPHU Iellb-
anekTpodopese He Habmoaaercs. Tak, skcrpeccus rA13 B IPUCYTCTBUH MOBBIIICHHBIX KOHIICHTPALWA MEN He
MPUBOJAUT K MOBBIINICHUIO YPOBHs ycedeHHoro 170 k/la unu Apyrux HU3KOMOJEKYISIPHBIX BapuaHTOB rAl3, u
TIOSIBJICHHIO JOTIOJTHUTENFHBIX WIIM YBEIHYEHUIO M0J0C, cooTBeTcTBYIOmUX HCP (Oeskam KiieTok-x035eB).

[Tpn pacuere onTHMalbHON KOHLIEHTPALMK MEAN JUIS aKTHBHOCTH rAl3 sKCTpamoaupoBaHKE JAaHHBIX W3
Tabmn. 15 o 3aBucumoctu P Frets oT koHueHTpaumu Mean (¢ur. 4) moxkaspBaeT, YTO ONTUMAILHEIA d3QdeKT, oue-
BUJIHO, JOCTUTAETCS NPH MPHOIN3UTENBHO 2 MKI/JI, C HETaTUBHBIM BIIMSHHEM I10 KOHCEPBATUBHOM OIEHKE NPH
Oonee yeM PUOTM3UTENHLHO 4 MKT/IL.
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Tabuuma 15
Dkcrnpeccus rA13 B KyIbTypax KIECTOK MIICKOIIUTAIONINX IIPH XEMOCTATUICCKOM PEIKUME
HEIPEPHIBHOTO KYJIbTHBHPOBAHUS C IPUMEHEHHUEM CPEIbI COMCPIKAIICH Pa3InIHbIC KOHIICHTPAIIUH MEIH

O6seM 10 1 vo.
ZZ - NC P Frets q Frets
R&D (HUP) AKTUBHOCTB
SKCIIEPUMEHT
[10E6 [E/ (10E9S
Cpennee 5a 4 [E/ (n*m) ] E/Mr
KJIeTOoK/M] KJIeTKM* 1) ]

Hegmenm CST

0,66 Mrr/nm Cu?* 1,35 1322 1028 1759
1 Mrr/m Cu?* 1,64 1962 1247 1690
4 Mxr/mn Cu? 2,26 2960 1338 1768

Ha ocHOBaHNM MOJYYCHHBIX PE3yIbTATOB, ONMCAHHBIX BBINIE, OBUT MPOBEICH NOMOTHUTEIBHBIN AKCIICPH-
MEHT JJIsI CpaBHEHUS dKcTpeccuu rA13 B cpejie uisl KIIETOYHBIX KYJIbTYp, coAepxarieid 0,66 MKI/i1 MeIu U Co-
nepxanmx 2,0 mMxr/m menu. Kak BugHO M3 1abn. 16, qo6aBieHne B OCHOBHBIE KJIETOYHBIE CPEIbI MEIU JI0 KO-
HEYHON KOHIEHTparwu 2,0 MKI/JI MEIU MPUBOIMIIO K 3HAYUTEIILHOMY MOBBINIEHUIO 00beMHON (P) 1 ynenbHON
(q) MPOAYKTUBHOCTH, BBIP@KEHHOH B BHE 00IIEii akTHBHOCTH TA 13, MOy4eHHOTO Ha JINTP KYJIbTYpPHl B A€Hb U
oOrrell akTHBHOCTH rAl3, MONYyYEeHHOTO Ha KJIETKY B JIEHb, COOTBETCTBCHHO, HA MPOTHKCHHU 8 Henenb. KoH-
KPETHBIC JaHHBIC JJIS KQXKIOW Helleid BIpaOoTKu rAl3 B IBYX YKa3aHHBIX KYJIbTypaxX MPHUBEICHEI Ha ¢ur. 5. 13
9THX JAHHBIX OYCBHIHO CJICIYET, YTO NOOABICHUEC MEIU OKA3bIBACT M3MEPSCMBIH OIaronpusaTHBIA 3G QGeKT Ha
METa0OIM3M KIIETOK, YICIBFHYI0 CKOPOCTh POCTa U BEIpaOOTKY rAl3.

Tabnuma 16
Okcnpeccus rAl3 B KyIabTypax KIETOK MIEKOMTUTAIOMIMX MPH XeMOCTATHIECKOM PEKUME HETPEPHIBHOTO
KYJbTUBHUPOBAHMS C IPIMEHEHNEM CPEIIbl, COIepIKaIleil pa3InyHbIe KOHIICHTPAINN MEIU

Y.
O6seM 10 n ZZ - NC P Frets q Frets
aKTUBHOCTB
CpenHee 3a 8 Hegenb
[10E6 [E/ (10E9
CST [E/ (*m) ] E/Mr
. /M) KI.*m) ]
0,66 MxT/Jn Cu2* 1,29 1049 821 1862
2 Mxr/n Cu?t 2,17 2470 1146 1749

[ToHATHO, YTO PUMEPHI I BAPHUAHTHI PEATU3AIUH, OIICAHHBIC B H300PCTCHUY, IPUBEICHBI UCKITFOUUTEITh-
HO JUTS HATJISIAHOCTH, ¥ 9TO Pa3iIMYHBIC MOJU(HUKALINN WA U3MECHCHHS C YYETOM TaKOBBIX OYyT MOHSATHBI CIIC-
[UATUCTaM B JaHHOW 00JIACTH TEXHUKH, TIOJICKAT BKIIOUCHHUIO B CYTh M 00EM H300PETCHHUS U TIOAMAIAIOT MO
nercTBUe TipuiaraeMoi popmymsl m3o0perenns. Bece ynmoMuHaeMbie B M300peTEeHUHN MTyOJNUKAIlMU, TTATEHTH H
MAaTEeHTHBIE 3aBKH BKJIIOYCHBI B M300pETEHUE MOCPEACTBOM CCHIJIKH BO BCEH TOJHOTE IS JIFOOBIX LiENeil.

DOOPMYVYIJIA N30BPETEHUA

1. Cnoco0 mony4eHus cynepHataHTa pekoMOuHaHTHOTO ADAMTSI13 (Ae3UHTETPHH B METAILIONPOTCHHA-
3a ¢ TPOMOOCIIOHIMHOBBIM MOTHBOM THIIA |, ipeacTaBuTens 13), BKIOYAIOIIUI CTa Hu:

KyJIbTHBUPOBAaHHUE OJHON WM O0Jiee KJIETOK MIICKOITMTAIOIIET0, COJEPIKAIINX HYKICHHOBYIO KHCIIOTY, KO-
qupyromyo pekomOouHanTHeli ADAMTS13 Genok B cpene KynbTyphl KIETOK, coaepxamied ot 1 mo 4 MKr/n
Mean 1 ot 2 1o 12 MkM nuHKa, TakuM 00pa3om, 9to pekoMOnHaHTHBIA ADAMTS13 skcnpeccupyeTcs u BbIIe-
JseTCs U3 KJIETOK MIEKOMUTAIOIIETO B KyIbTypajbHbI CyTepHaTaHT, rie cofepkanne NH, B KynbType KIeTok
TIOJICP’KUBAIOT Ha YPOBHE KOHIEHTparuu Hike 10 MM, rae KIIeTKH MIIEKOIHUTAIOMUX BRIPAIIUBAIOT B YCIOBH-
SX HEMPEPHIBHOTO KyJIbTHBUPOBAHUS; U

OTJIEJICHHUE 110 MEHBIIEH Mepe 4acTH KyJIbTYpajJbHOTO CYIEpPHATAHTA, IPHYEM B YKa3aHHOM OTHEICHHOM
KyJIbTYpPaJILHOM CyTepHaTaHTE MPUCYTCTBYET Mo MeHbInei Mepe 1500 eqununn aktuBHOocTH FRETS-VWEF73 Ha
JIMTP Cpesibl KyJIbTYPHI KIIETOK B JICHB.

2. Cnocob no 1.1, Tae cpena KynbTypbl KIETOK COAEPXKUT OT 2 10 4 MKI/I Meau.

3. Cnoco0 1o 1.1, re cpeia KyabTYphI KIETOK COIEPXKUT OT 1,3 o 3 MKI/in Menu.

4. Cnocob no 1.1, Tae cpena KynbTypbl KIETOK COAEPXKUT 4 MKI/T Me/IH.

5. Crioco0 1o mobomy u3 m. 1-4, rie cpena KyJabTyphl KIETOK COAEPKHT OT 5 1o 12 MKM nuHKa.

6. Crioco6 mo nrobomy u3 mm.1-5, rae cpeaa KynbTypsl KIETOK TOMOJHUTEIHHO CONCPIKHUT IO MEHBIICH
Mepe 7 MI/MJI HHKOTHHAMHJIA.

7. Crioco6 no moGoMy u3 1. 1-6, rie IIOTHOCTh KIETOK TOJICPIKHBAIOT Ha ypoBHE MeHee ueM 4,0x10°
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KJIETOK Ha MJI, MEHEE YEM 3,5><106 KJIETOK Ha MJI WJIH MEHEE YeEM 3,O><106 KJIETOK Ha MJI B XOJI€ CTaJIUN KYJIbTH-
BUPOBaHUS OJJHOI MK OoJiee KIETOK MIJIEKOIHUTAIOIIETO.

8. Croco6 mo mobomy u3 mim.l-7, TAe KyJIbTHBHPOBAaHHWE OJHOW WM 0ojee KICTOK MIICKOIHTAIOIICTO
BKITIOYAET HEMPEPBHIBHOE KYJIETUBUPOBAHKE KIETOK MIICKOMUTAFOIIETO.

9. Cnoco6 1o 1.8, T/1e HeMpephIBHOE KYJIbTHUBUPOBAHNE KIETOK MIICKOIUTAIOIIETO OCYIIECTBISIOT B XEMO-
CTaTHIECKOM PEKUME.

10. Crioco6 mo 1.8, rae HempephIBHOE KYIbTHBUPOBAHUE KIIETOK MIICKOITUTAIONIETO OCYIIECTBISIOT B pe-
KuMe riepQy3un.

11. Croco6 no mro6omy u3 mir. 1-10, rae KIeTKH MIIEKOTIUTAIOMIETO MpeacTaBisoT coooit CHO kieTky.

12. Crioco6 no mo6omy u3 mm.1-11, roe pekomOuHanTHEE ADAMTS13 6enok npencrasiser coboit pe-
koMOuHaHTHBIH ADAMTS13 Genok yenoBexa.

13. Crioco6 mo nrobomy u3 1. 1-12, rae B yka3aHHOM OTJEIICHHOM KYJIbTYypajlbHOM CyNepHATaHTe MPHUCYT-
ctByeT 1o MeHsbIell mepe 2000 enunnn aktuBHOCTH FRETS-VWEF73 Ha nutp cpeas! KyabTyphl KJIETOK B AEHb.

14. Crioco6 mo nrobomy u3 1. 1-12, e B yka3aHHOM OTJEIICHHOM KYJIbTYypajlbHOM CyNepHATaHTe MPHUCYT-
ctByeT 1o MeHsb1el mepe 2500 enunnn aktuBHOCTH FRETS-VWEF73 Ha nutp cpeabl KyabTyphl KJIETOK B AEHb.

15. CynepHaTaHT KyJIbTYPhl KJIETOK JUIS TMOTYYSHUsI KOMIO3UIMH pekoMOrmHanTHOTO ADAMTSI13 st sre-
YeHUS WM MPO(HUIAKTHKH 3a00JIeBaHUS WM COCTOSHHUSA, CBSI3aHHOTO C Ne(UIIUTOM W/WIH AUC(YHKIHEH
ADAMTSI13, rae yka3aHHBIN CylepHATAHT MOJIYYal0T CIIocoO0M 10 JJro0oMy U3 1. 1-14, T1ie o MeHbIel Mepe
1500 equann aktuBHOCTH FRETS-VWF73 Ha nmutp cpeasl KynbTyphl KIETOK B JEHb MPUCYTCTBYIOT B yKa3aH-
HOM CyTIepHATaHTE.

16. Kommosumus pekomOuHanTHOTO ADAMTS13 mutst nedenust uiu npo@rIakTUKK 3a00JIeBaHUS WIIH CO-
CTOSIHHUS, CBsi3aHHOTO ¢ nedururoM w/mnn auchynkumeit ADAMTSI13, rae yka3aHHass KOMITO3HIUS COJEPIKUT
3¢ dexTuBHOE KOIMYecTBO pekoMOmHaHTHOrO ADAMTS13 Oenka, OYMIICHHOTO W3 CYyNEpHATAaHTA Mo M.15, u
(hapmaneBTHYECKN TPHEMIIEMBIIl HOCUTENb, Tae pekomMOuHanTHEIH ADAMTS 13 o6nanaer ynensHoit FRETS-
VWF akTUBHOCTBIO, COCTaBJIsIOIIEH Mo MeHbIei mepe 1600 ME/MKr.

17. Kommozunust 1o 11.16, rae 3a00eBaHne UM COCTOSTHHE, CBA3aHHOE C Ae(UINTOM H/WM TuchyHKIneH
ADAMTSI3, nmpeacrasisieT co00i HapylIeHNe, CBSI3aHHOE C (POPMHUPOBAHUEM W/HMIIM IPUCYTCTBHEM TPOMOOB.

18. Kommosurus o 1m.17, Tie HapylIeHueM, CBS3aHHBIM ¢ ()OPMHUPOBAHUEM W/WJIHM TMPUCYTCTBUEM TPOM-
00B, SIBIISIETCS TPOMOOTHYECKAsI TPOMOOIIMTOTICHUYECKAsI Ty PITypa.

19. Kommosurus o 1m.17, Tie HapylIeHueM, CBS3aHHBIM ¢ ()OPMHUPOBAHUEM W/WIIM TMPUCYTCTBUEM TPOM-
00B, sIBNIsIETCS MH(APKT.

20. Kommo3urus 1o 1.17, Tie HapyIIeHneM, CBS3aHHBIM ¢ ()OPMHUPOBAHUEM W/WJIM MPUCYTCTBUEM TPOM-
00B, SIBIISIETCSI HHCYJIBT.

21. Kommo3unus 1o mo6omMy u3 1. 17-20, rie KOMITO3UIIHS COCTaBJICHA ISl BHYTPHBEHHOTO BBEJICHUS.
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Homep nostocsr Homep 30ub1 IMpumecn OTHOCHT. KO.I-BO
Int xmm
1 1 8097152 74,5
1 2 2775197 25,5
2 1 681110,1 83,7
2 2 132376,5 16,3
3 1 568177 90,2
3 2 616193 98
4 1 5007254 94,0
4 2 318153 6,0
5 1 4331944 95,9
5 4 183073 4.1
6 1 412190,2 95,9
6 2 17441 4,1
7 1 8422151 72,0
7 2 327960,1 28,0
8 1 7238364 70,5
8 2 3030954 29,5
9 1 7399127 68,7
9 2 3375751 313
10 1 9298484 68,6
10 2 4257842 314
11 1 684679,9 78,6
11 2 1859645 214
12 3 5122986 66,7
12 4 2563267 333
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[EAx*m)]
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NpoueHt
gIFN—
ceKkpeTupyio
wyx CD8+-

Howmep nosiocer ~ Homep 30Hb1 Tpumecn OTHoCHT. KOJ1-BO
Intxmm
1 1 155657,0 97,2
1 2 44533 2.8
2 1 419998.,6 876
2 2 59416,6 124
3 1 2253444 97.4
3 2 58982 2,6
4 1 557340,0 732
4 2 2038075 268
5 1 248653.8 97.8
5 2 5599.8 22
6 1 434040,2 95.4
6 2 208234 4.6
7 1 238580,2 97.9
7 2 51597 2,1
8 1 322940,6 713
8 2 946778 2277
9 1 250356,6 98,0
9 2 51835 2,0
10 1 275819,1 97,7
10 2 64697 23
11 1 2074473 973
11 2 5687,5 2,7
12 1 604779,1 76,2
12 2 189356,4 2338
Our. 6B

Q EBpa3suiickasi naTeHTHas opraHusaumsi, EAMB
Poccus, 109012, Mockea, Manblii Yepkacckuin nep., 2
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