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[IOOKOXHOE BBEJIEHME ADAMTS13

[IEPEKPECTHHE CCEJIKVM HA POHOCTBEHHHE 3SAABKU

[0001] HacrTodmasa 3asBkKa MCIpallMBaeT IIPUOPUTET Ha OCHOBAHUU
NpelBapUTeJIbHOM 3asgBKM Ha HnaTeHT CIIA non cepuiHeiM N 61/794659,
nomaHHoM 15 wmapra 2013 r1oma, KoTopas I[IOJIHOCTBI BKJIOUEeHa B
HaCTOAmMY IOKYMEHT IOCPeICTBOM CCHJIKM IOJIS BCex leJiel.

YPOBEHE TEXHWKU

[0002] Beaxkm ADAMTS (OMBMHTETPUMH M MeTaJlJIoNpoTeMHaza C
MOTHUBaMM TPOMOOCIIOHOVHA I TUIa ) IpUHaOjexaT K CceMelCcTBY
MeTaJIJIOIIpOTerHAas, COomepXallMX pPaI KOHCEPBATMBHEX IOMEHOB, BKJIKUYAA
UMHK-3aBUCUMHY KaTaJUTUUYEeCKUM »OOMeH, OoTaTHM LMUCTEeMHOM IOMEeH,
IV3VHTETPUH-TIONOOHE IOOMeH M II0 MeHbIeM Mepe  OIOUH (a B
DOJIEIIMHCTEBE CJlydaeB - HEeCKOJIBKO) I[IOBTOPOB TPOMOOCIIOHOMHA 1 THUIla
(cm. o0630p Nicholson et al., BMC Evol Biol. 2005 Feb. 4;
5(1):11). ChuZi OeJiky, DBOJIOLIMOHHO POIOCTBEHHEE ceMelcTBaM
MeTaJionporerHas ADAM m MMP (Jones G C, Curr Pharm Biotechnol.
2006 February; 7(1):25-31), 4HABJIAKRTCHA CeKPeETUPYEMHMU GepMeHTaMM,
CBA3aHHBIMU C pPAoOM 3aboJIeBaHUN n COCTOSHUMN, BKJIIOYUA A
TPOMOOTHUUECKYID TPOMOOLUUTOIIEHNUEeCKYKR nypnypy (TTII) (Moake J 1L,
Semin Hematol. 2004 January; 41(1):4-14), 3ab0JIeBaHn A
COeIMHUTEJIEHOM  TKaHM, OHKOJIOTMYeCkMe 3abojieBaHMA,  BOCIaJIeHMe
(Nicholson et al.) u TaxeJlylo MaJlapuio, BH3HBaemMyln Plasmodium
falciparum (Larkin et al., PLosS Pathog. 2009 March;
5(3):e1000349) . BcilemcTBUMe  yKa3aHHHX CBA3eM  depMeHTH  ADAMTS
CUMTAaKnTCsa I[OTEHUMAJBHEMMY TepalleBTUUEeCKMMM MUIIeHAMY Opu  piale
[IaTOJIOTMUECKUX CcOoCTOogHuM (Jones G C, Curr Pharm Biotechnol. 2006
February; 7(1):25-31).

[0003] OnuH nus YJIEHOB ceMeMcTBa ADAMTS, ADAMTS13,
pacmernyigeT ¢akTop Buinebpanna (O®B) wMmexny ocTtaTkamu Tyr 1605 wm
Met 1606. IloTepsa akTuBHOCTM ADAMTS13 cBfA3aHa C pPAOOM COCTOSHUM,
HanpuMmep, TTII (Moake J L, Semin Hematol. 2004 January; 41(1):4-
14), ocCcTpeM M XpOHMUeCkMM BochnajeHmeMm (Chauhan et al., J Exp
Med. 2008 Sep. 1; 205(9):2065-74), wu, B IOCJeIHee BpeMda, C
TSOKeJIOM Majiapuel, Br3HBaeMoM Plasmodium falciparum (Larkin et

al., PLoS Pathog. 2009 March; 5(3):e1000349).



[0004] TpomMboTuueckasd TpoMOOLMTOIeHMUeCkas nypnypa (TTI) -
3TO PaccTpoMCTEO, XapaKTepusypomeecs TPOMOOTUUECKOM
MUKPOAHTHMONIaTHUeV, TPOMOOLUUTONEeHMEeN M TpoMOO30M MMKPOCOCYIOB, UYTO
MOXeT BH3BaATh MIIEeMMIO TKaHe ¥ MHOapKT MMOKapla pPas3JIM4HOM
CTeIleHN. Kimumnuecku N nauMeHTOB TTII OMaTHOCTUPYIIOT Takue
CUMIITOMEL, Kak TPOMOOLUMTOIIEHNWSA, MIM30OLUUTH (PparMeHTH SPUTPOLUTOB)
M TIOBHIIEHHHM YPOBEHL JlakTaTaeruaporeHass (Moake J L. Thrombotic
microangiopathies. N Engl J Med. 2002; 347:589-600; Moake J L.
von Willebrand factor, ADAMTS-13, and thrombotic
thrombocytopenic purpura. Semin Hematol. 2004; 41:4-14; Sadler J
E, Moake J L, Miyata T, George J ©N. Recent advances 1in
thrombotic thrombocytopenic purpura. Hematology (Am Soc Hematol
Educ Program). 2004:407-423; Sadler J E. New concepts in von
Willebrand disease. Annu Rev Med. 2005; 56:173-191).

[0005] CymecTByeT IOBa OCHOBHHX Tuna TTII: npuobpeTeHHada
(HeHacJIenCTBeHHasA/MOMONIaTHUUECKAT) M CceMelHad (HacJiencTBEeHHAS)
(Tsai H M, Lian E C. Antibodies to von Willebrand factor-
cleaving protease in acute thrombotic thrombocytopenic purpura.
N Engl J. Med. 1998; 339:1585-1594; Furlan M, Lammle B.
Deficiency of von Willebrand factor-cleaving protease in
familial and acquired thrombotic thrombocytopenic purpura.
Baillieres Clin Haematol. 1998; 11:509-514). T'eHeTHUeCkUE
MyTaluuu B TeHe ADAMTS13 BHIZHBaT ceMelHyio dopmy TTII, B TO BpeMd
Kak N4 Jromen C npuobpeTeHHOM TTII My Talnn OTCYTCTBYIOT.
IpenouTHUTeNbHO, IHnpuodpeTeHHas TTII xapakTepu3yeTcsa OpOoOyKLUMen
crielMdUUIecKrx aHTUTEJ.

[0006] B 1982 ronmy Moake et al. oOHapyXmJM HeOOBUHO KPYIIHHE
MyJIETUMEPH QakTopa Buiiebpanma (UL-0B) B 1wasMe [HaUMEHTOB C
XPOHMUEeCKOV pelunguBupykomenn TTII (Mocake J L, Rudy C K, Troll J H,
Weinstein M J, Colannino N M, Azocar J, Seder R H, Hong S L,
Deykin D. Unusually large plasma factor VIII:von Willebrand
factor multimers in chronic relapsing thrombotic
thrombocytopenic purpura. N Engl J Med. 1982; 307:1432-1435).
Hamnume cepasu wMexny UL-0B wm TTII OO0 HOOOTBEPXIEHO IaHHBEIMU
He3aBUCHUMEIX MKccJeloBaHuM Furlan et al. m Tsai m Lian, O TOM, UYTO

N OOJILIIMHCTBA nalumMeHTOoB, CTpanallnx oT TTII, HabJmaeTcsd



HeIOCTATOUYHOCTL  MeTaJlJIoNpoTeass  ILJIa3MH, B HacTodmee  BpeMd
M3BECTHOM kak ADAMTS13, pacmemndomer daxkTop Buinebpadnma (Furlan
M, Robles R, Solenthaler M, Wassmer M, Sandoz P, Laemmle B.
Deficient activity of von Willebrand factor-cleaving protease in
chronic relapsing thrombotic thrombocytopenic purpura. Blood.
1997; 89:3097-3103; Tsai H M, Sussman, I I, Ginsburg D, Lankhof
H, Sixma J J, Nagel R L. Proteolytic cleavage of recombinant
type 2A von Willebrand factor mutants R834W and R834Q:
inhibition by doxycycline and by monoclonal antibody VP-1.
Blood. 1997; 89:1954-1962; Tsai H M, Lian E C. Antibodies to wvon
Willebrand factor-cleaving protease in acute thrombotic
thrombocytopenic purpura. N Engl J Med. 1998; 339:1585-1594).

[0007] [MpoTeasa ADAMTS13 npencTaejgaeT cobom
TJIVKO3UIMPOBaHHEM  GeJlok  pas3Mmepom 190  xla, nperMylneCcTBEeHHO
nponyuupyemenr B nedeHu (Levy G G, Nichols W C, Lian E C, Foroud
T, McClintick J N, McGee B M, Yang A Y, Siemieniak D R, Stark K
R, Gruppo R, Sarode R, Shurin S B, Chandrasekaran V, Stabler S
P, Sabio H, Bouhassira E E, Upshaw J D, Jr., Ginsburg D, Tsai H
M. Mutations in a member of the ADAMTS gene family cause
thrombotic thrombocytopenic purpura. Nature. 2001; 413:488-494;
Fujikawa K, Suzuki H, McMullen B, Chung D. Purification of human
von Willebrand factor-cleaving protease and its identification
as a new member of the metalloproteinase family. Blood. 2001;
98:1662-1666; Zheng X, Chung D, Takayama T K, Majerus E M,
Sadler J E, Fujikawa K. Structure of wvon Willebrand factor-
cleaving protease (ADAMTS13), a metalloprotease involved in
thrombotic thrombocytopenic purpura. J Biol Chem. 2001;
276:41059-41063; Soejima K, Mimura N, Hirashima M, Maeda H,
Hamamoto T, Nakagaki T, Nozaki C. A novel human metalloprotease
synthesized in the liver and secreted into the blood: possibly,
the von Willebrand factor-cleaving protease; J Biochem (Tokyo).
2001; 130:475-480; Gerritsen H E, Robles R, Lammle B, Furlan M.
Partial amino acid sequence of purified von Willebrand factor-
cleaving protease. Blood. 2001; 98:1654-1661).

[0008] Ms3BecTHO, UYTO MyTaluMM B TIeHe ADAMTS13 Bu3mBaoT TTII

(Levy G G, Nichols W C, Lian E C, Foroud T, McClintick J N,



McGee B M, Yang A Y, Siemieniak D R, Stark K R, Gruppo R, Sarode
R, Shurin S B, Chandrasekaran V, Stabler S P, Sabio H,
Bouhassira E E, Upshaw J D, Jr., Ginsburg D, Tsai H M. Mutations

in a member of the ADAMTS gene family cause thrombotic

thrombocytopenic purpura. Nature. 2001; 413:488-494) .
MounonaTuueckas TTP, JyacTo BEIBEIBaeMad ayToaHTUTeJIaMI,
VHTUOUPYIOIMMA AKTMBHOCTB ADAMTS-13, ABJIIETCSH HoJiee

pacIopocTpaHeHHEM 3abojieBaHMeM, KOTOpOoe BCTpedaeTCs Yy B3POCJEHX U
oeTel cCTapmero BO3pacTa M MOXeT PeUuIVMBMPOBATE Uepe3 peTryJiapHHE
IpOMEXyTKM BpeMeHuM Yy 11-36% naumedHTor (Tsai H M, Lian E C.
Antibodies to von Willebrand factor-cleaving protease 1in acute
thrombotic thrombocytopenic purpura. N Engl J Med. 1998;
339:1585-1594; Furlan M, Lammle B. Deficiency of von Willebrand

factor-cleaving protease 1in familial and acgquired thrombotic

thrombocytopenic purpura. Baillieres Clin Haematol. 1998;
11:509-514) .
[0009] HeHeVTpanausyomme ayToaHTHUTeJa Takxe MOTYT

MHTUOUPOBATEL AaKTUMBHOCTE ADAMTS OyTeM MHOYKLUMM €& BHBEOeHUA U3
KpoBoTOka (Scheiflinger F, Knobl P, Trattner B, Plaimauer B,
Mohr G, Dockal M, Dorner F, Rieger M. Nonneutralizing IgM and
IgG antibodies to von Willebrand factor-cleaving ©protease
(ADAMTS-13) in a patient with thrombotic thrombocytopenic
purpura. Blood. 2003; 102:3241-3243). AKTMBHOCTE ADAMTS13 B
jlasMe Yy 3I0POBHX B3POCJHHX JomeW cocTaBjsger oT 50% mo 178%
(Moake J L. Thrombotic  thrombocytopenic purpura and the
hemolytic uremic syndrome. Arch Pathol Lab Med. 2002; 126:1430-
1433). Y OoJbMMHCTBa IIallMeHTOB C ceMeMHoM uiam npuobpeTenHom TTP
akTMBHOCTL ADAMTS13 B ILJjla3Me OTCYTCTBYET MJIM COCTaBJISeT MeHee 5%
OT HOPMH. B OTCYTCTBMe JeueHUA CMepPTHOCTHL IpeBemaeT 90%,
ODHaKOTepanusa ILJIa3MOM CHMWXaeT CMEepPTHOCTEL OO0 NOpubim3uTesibHO 20%
(Moake J L. Thrombotic  thrombocytopenic purpura and the
hemolytic uremic syndrome. Arch Pathol Lab Med. 2002; 126:1430-
1433) .

[00010] @B, CUHTE3UPYIIUIC A B MeTrakapruounuTax "
SHOOTEJMAJIbHEIX  KJIeTKax, XpaHUTCsa B TI'paHyJjlax TpoMOOLMUTOB U

TeJbllax Bembens-Ilajaga, COOTBETCTBEHHO, B BUuIe cCcBepxbojbmoro OB



(UL-0B) (Moake J L, Rudy C K, Troll J H, Weinstein M J,
Colannino N M, Azocar J, Seder R H, Hong S L, Deykin D.
Unusually large ©plasma factor VIII:von Willebrand factor
multimers in chronic relapsing thrombotic thrombocytopenic
purpura. N Engl J Med. 1982; 307:1432-1435; Wagner D D, Olmsted
J B, Marder V J. Immunolocalization of von Willebrand protein in
Weibel-Palade bodies of human endothelial cells. J Cell Biol.
1982; 95:355-360; Wagner D D, Bonfanti R. von Willebrand factor
and the endothelium. Mayo Clin Proc. 1991; 66:621-627; Sporn L
A, Marder V J, Wagner D D. von Willebrand factor released from
Weibel-Palade Dbodies binds more avidly to extracellular matrix
than that secreted constitutively. Blood. 1987; 69:1531-1534;
Tsai H M, Nagel R L, Hatcher V B, Sussman, I I. Endothelial
cell-derived high molecular weight wvon Willebrand factor 1is
converted into the plasma multimer pattern by granulocyte
proteases. Biochem Biophys Res Commun. 1989; 158:980-985; Tsai H
M, Nagel R L, Hatcher V B, Sussman, I I. Multimeric composition
of endothelial cell-derived von Willebrand factor. Blood. 1989;
73:2074-2076) . IlocJje CeKpeuuM M3 DHOOTEJIMAJIbHEIX KJETOK YyKa3aHHHE
MyJibTHMepH  UL-®B pacmeriaonrca ADAMTS1I3 B KpOBOTOKe IO pAla
MyJIbTMMEPOB MeHBIIeTO pa3Mepa 10 CHeUudUUIecKMM caliTaM pacllellJIeHUsS
B Ipemejlax MoJekyJe OB (Tsai H M, Nagel R L, Hatcher V B,
Sussman, I I. Endothelial cell-derived high molecular weight wvon
Willebrand factor is converted into the plasma multimer pattern
by granulocyte proteases. Biochem Biophys Res Commun. 1989;
158:980-985; Dent J A, Galbusera M, Ruggeri Z M. Heterogeneity
of plasma von Willebrand factor multimers resulting from
proteolysis of the constituent subunit. J Clin Invest. 1991;
88:774-782; Furlan M, Robles R, Affolter D, Meyer D, Baillod P,
Lammle B. Triplet structure of von Willebrand factor reflects
proteolytic degradation of high molecular weight multimers. Proc
Natl Acad Sci USA. 1993; 90:7503-7507).

[00011] ADAMTS13 pacumernjageT CBA3b Tyr842-Met843 B
LIeHTpaJlbHOM HOOMeHe A2 3pejiot cyObenuHuus OB; HOpM 5TOM IOJ4
akTMBHOCTM ADAMTS13 Heod®xoIMM LIMHK WIM KaJblUlM (Dent J A,

Berkowitz S D, Ware J, Kasper C K, Ruggeri Z M. Identification



of a cleavage site directing the immunochemical detection of
molecular abnormalities in type IIA von Willebrand factor. Proc
Natl Acad Sci USA. 1990; 87: 6306-6310). OB cymecTByeT B dopMme
«KJIyDOKa M3 HUTU» U B QUIaMeHTO3HOM O(GopMe, Kak BUIHO C IIOMOILIO
RJIEKTPOHHOM MuKpockonuu (Slayter H, Loscalzo J, Bockenstedt P,
Handin R I. Native conformation of human von Willebrand protein.
Analysis by electron microscopy and quasi-elastic light
scattering. J Biol. Chem. 1985; 260:8559-8563). Kpome ToOTO,
ATOMHO-CMJIOBasg MMKPOCKONMA MOOTBepXdaeT, UYTO B CTaTHUUYECKUX
ycJIoBUAxX OB CymecTBYeT B TJIOOYJIAPHOM KOHQOpMallMM UM B pPa3BEepHYTOM
dMIIaMeHTO3HOM COCTOSHMM IIOCJIe BO3IEeMCTBUA HalpsSXeHMS COBUTA
(Siedlecki C A, Lestini B J, Kottke-Marchant K K, Eppell S J,
Wilson D L, Marchant R E. Shear-dependent changes in the three-
dimensional structure of human von Willebrand factor. Blood.
1996; 88:2939-2950). D570 MOXeT IPOM3OMTM M 1n Vivo, B ciydae
ecyIM OIMH KOHell ¢uilaMeHTa OB NPUKPEIJISeTCsa K IOBEPXHOCTH.

[00012] TpoMOel y mnaumeHToB c TTII cocToaT ™3 HeOOJBIMOTO
KoJmMuecTra OMOpMHA M IDJIaBHEM o0OpasoM u3 OB um TpoMOOLUMTOB, UYTO
ykKas3pBaeT Ha OB-0ONOCpeXOBaHHYK arpelaluid TPOMOOLUMTOR KakK IIPUUMHY
TpoMboza (Asada Y, Sumiyoshi A, Hayashi T, Suzumiya J, Kaketani
K. Immunohistochemistry of wvascular lesion in  thrombotic
thrombocytopenic purpura, with special reference to factor VIII
related antigen. Thromb Res. 1985; 38:469-479) . B rasme
IaluMeHTOBR c peluuanBUpymen TTII IPUCYTCTBYIOT cBepxBoJbmure
MYyJIb TVIMEPEHL . MyJIb TUMEPEL UL-vWF HaKallJlMBalTCAa co BpEMeHeM,
IIOCKOJIbKY TIIOCTOSHHOE MPUCYTCTBUEe UMHTUOMTOpa  (aHTUTEJ [OIPOTHUB
ADAMTS 13) CHWkaeT akTuBHOCTL ADAMTS13. MysaesTumMmepe UL-vWFE
TUIEPakKTUBHEL ¥ pa3BopauMBalTCAd B pesyJbTaTe HaOpsSXeHMs CIBUTA,
YTO HOPUBOIMUT K  aTrperauyMM  TPOMOOUMTOR U BHYTPUCOCYIUCTOMY
TpoMbosy (Tsai H M. Von Willebrand factor, ADAMTS13, and
thrombotic thrombocytopenic purpura. J Mol Med. 2002; 80:639-
647; Tsali H M. Deficiency of ADAMTS-13 1in thrombotic and
thrombocytopenic purpura. J Thromb Haemost. 2003; 1:2038-2040;
obcyxneHme 2040-2035).

[00013] CumTaeTcsa, UYUTO HaJUuMe IUIEPPEeaKTUBHEX MyJIbTUMEPOB

UL-®B B 1j1a3Me, O0O0OyCJIOBJIEHHOE HeJoCTaTouHocThkio ADAMTS13, MOXeT



accoumMmMpoBaTLCA C  I[IOBHBIIEHHBM PUCKOM apreprajibHOT'O  TpoMOos3a,
CBA3aHHOTO C KOPOHApHOM OoJie3HB Ccepnua. Kpome Toro, ADAMTS13
CBA3aHa C LepeOpalibHbEM MHOaAPKTOM, MHPapKTOM MHokapna,
UIeM/YeCKMM/ Pelepdy3MOHHEM IIOBPEeXIeHreM, TpoMOO30OM TUIYOOKMX BeH
n OMCCEeMMHUPOBAaHHBIM BHYTPUCOCYOWUCTEHM CBEepPTHBaAHUEM.
COOTBETCTBEHHO, CYIIECTBYET IOTPeBHOCTE B bapMaleBTUUECKUX
cocTaBax Ha OCHOBe ©Oejyka ADAMTS13, OPUTOOHEIX OJIA JIeUeHUu4d
Pa3JIMUHBEIX 3adoJieBaHuMM U COCTOSHUM, CBABaAHHEX C IUCOYHKUMEN
ADAMTS13 mu OB.

[00014] BmecTe C TeM, OdapMalleBTUUECKME COCTAaBH, COIOepXalye
OUueHb KPYIHBEE ¥ HeYyCTOMUMBLE MOJIEKYJIH, TakmMe kak ADAMTS13,
OBBUHO MOXHO BBOIMUTEL TOJIBKO BHYTPUMBEHHO. OTO BEBBaAHO TeM, UTO
Takve OdapMalleBTHUECKMEe COCTaBHE OOHUHO O0OJlagalT OUeHb HUBKOM
OMOOOCTYIIHOCTBI  M3—-3a HEeOOCTaTOUHOI'O BCaCHBaHMA ¥  CUJIBHOTO
Pas3JIOXKeHU A npu TIOOKOXHOM, BHY TPUMEIIEUHOM u BHY TPUKOXHOM
BBeleHur. COOTBETCTBEHHO, M3—-3a HM3KOM OMOIDOCTYIIHOCTM KPYIIHHEE U
HeyCTOMUuBEE OeJIKM, Kak I[IpaBWIoO, BEOOAT BHYTPMBEHHO, UTOOH
ofecrneunTs NPSIMOM IOCTYII B KPOBOTOK.

[00015] Xorga ADAMTS13 MOXHO BBOIOMUTL BHYTPUBEHHO IJIA JI€UeHUA
Pa3JMUYHEIX 3aboJieBaHuMM M COCTOSHUM, CBA3aHHEX C IMUCOYHKILMEN
ADAMTS13 wu OB, 2TO0 HeyIOoOHO WM  HeNpoCcTO IOJg I[IaluMeHTOoB. B
YaCcTHOCTHU, cocTaBe ADAMTS13 uyacTo TpebyeTcsda PeryJiipHO BBOIOUTL B
TeueHMe BCeM XM3HM IDauMeHTa. Hamopumep, IIalMeHTH C CeMeMHOM
(HacJeoCcTBEHHOM) TTII HauMHalT JeueHue C IIPpMMEeHEeHMEM
BHYTPMBEHHOTO BBeIleHMsa ADAMTS13 B IIePBHM TOI CBOEM XM3HU.
COOTBETCTBEHHO, XeJlaTeJIbHO BBOOUTL OQapMalleBTUUECKYD KOMIIO UL
ADAMTS13 momkoxHO. OOHakKO HHM3Kad OMOOOCTYINHOCTB COCTAaBOB KPYIIHEIX
Y HeyCTOMUMBHX OeJIKOB IIpM IIOOKOXHOM BBeIeHMM MemaeT paspaboTke
TaKMX COCTAaBOB OJA INOOKOXHOT'O BBelOeHMHI.

[00016] B NpeneayInx HCcCcJIeJoOBaHMAX coofmaljioch, yTo
HEKOTOpPEEe (QaKTOpH CBepTHBaHMAg VII, VIII wu IX [$DoOXoOoaAT OJj4d
MOIKOXHOTO BBemeHus. Hampumep, B PCT/SE95/00348 coobmayiock O
BHICOKOOUMIIEHHOM cCcocTaBe ¢dakTopa VIII, KOTOPHEM COOEPXUT TakKue
no®aBKM, KaK TITHUIPOJM3OBAHHEIN XKeJaTHH, I'HaJlyPOHOBY KUCIOTY WU
SMYJILCUIO COeBOTr'o Macja. OuucTka M HajJguuMe »Ho0OaBOK IIO3BOJIMIIM

pazpadboTraTs cocTaB odakTopa VIII C BHCOKOM KOHIEHTpaluel. 3TOT



CcCoCTaB C BHICOKOM KOHLLeHTpaLU/Ieﬁ oBrnapan I10 MeHbIen Mepe

NIPUOIIU3UTEIIEHO 15% u NIPenlouTUTEeJIbEHO 1o MeHBLIIen Mepe
ODPpUOIIN3UTEJIEHO 30% OMOOOCTYIIHOCTBIO riocJie TIOOKOXHOTO,

BHYTPMMBIIEUHOTO  MJIM BHYTPUMKOXHOT'O BBeleHMHA II0 CPaBHEHUIO C
BMOOOCTYIIHOCTRIO IIOCJIe BHYTPMBEHHOTO BBeleHMsa. TeM He MeHee, 15-
30% OMOOOCTYIHOCTE IIPpM IIOOKOXHOM BBEeIOeHMM I[IO CpPaBHEHMI C
BHYTPVBEHHBM BBeIeHMEM Io-IpexHeMy ABJIAETCSH OYeHb HUBKVM
nokasarTeJyeM u OyneT HendOeKTHMBHOM TINPpU JIeUeHUM PacCCTPOMCTB
ADAMTS13.

[00017] Kpome TOrO, MOpelHOylMe MCCIelOBaHMA He IIpeICTaBUIIU
O0mMUNM MNPUHIMII IOOKOXHOIO BBeIeHMS KPYIIHEIX UM HEeYCTOMUMBHX OeJIKOB.
Cxkopee B IMpPemHOyIIMX MCCJIeIOBaHMAX [IpelCTaBJIeHE JOoKa3aTeJIbCTBa
TOTO, UTO O¢apMalleBTUUECKME KOMIOBULINM OOJBIKX U HEeYCTOMUMBHX
OeJIKOB IJIS TIOOKOXHOTO BBEIEHMS CJIOXKHE B WM3TOTOBJIEHUM, I[IOCKOJIBKY
5TV KOMIIO3MIMM He ofJjlajailnT OMOOOCTYIIHOCTBLID, HeOoOXOOMMOW  OJIg
[IOOKOXHOTO BBEIEHUSL.

[00018] B HacTodgmeM IOOKYMeHTe OlMcaH CcIIoco® TIIOOKOXHOIO
BReOeHMsa cocTaBa ADAMTS13 nisd JedeHMd 323aboJieBaHMA MJIM COCTOSHMA,
aCCOLMMPOBAHHOTO C IOucoyHkumerr ADAMTS13 m OB. B dYWacTHOCTM, B
HacToAleM OOKYMEHTe npelcTaBJIeHE ookaszsaTeJlbCTBa HEOXMIaHHO
BHICOKOM OMOOOCTYIIHOCTH COCTaBOB ADAMTS13 OJida TIOOKOXHOTO
BBeOeHUd, COCTaBJALmMeN OO Npubiam3uTelbHo 70%.

KPATKOE OIIMCAHVE M3O0OEPETEHUA

[00019] B oIOHOM acCIlleKTe HacCTodlleI'o OIMcCaHMAag IIPpelJIOXeH

crioco® JieueHUd paCCTpOﬁCTBa CBEpPTEHBaHMA KpPOBM Y MIIEeKOIIMTAaKInXx,

BKJIIOU A0 IIOOKOXHOE BBeOeHMe TepareBTUUeCKHA 30PeKTUMBHOTO
KOoJIMUeCcTBa KOMIIO 3ULIUNA, comepxamemn BEIIOIEJIEHHYIO ADAMTS13
MJIEKOIIUTaKIIEMY , HyXIaKleMy CA B 3TOM, roe TepalneBTUUeCKHA
30bexkTUBHOE KOJIMUECTBO ADAMTS13 COmEepPXUT 20-4000 e OVHMIL

AKTMBHOCTM Ha KWUJIOT'PaMM.

[00020] B OIHOM BapMaHTe pealiM3aluy CIOCOOOEB, IPelJIOXeHHEX
B HacCTOAmMeM IOKYyMeHTe, pPacCTpOMCTBO CBEepPTHBaHUA BHOpaHO U3
TPYIIIIEL, cocTodmey M3 HacjlencTBeHHoM TTII, npuobpeTeHHon TTII,
LepelbpalJlbHOT'O nHdapkKTa, MHGapKTa MMoKapna.
UmeMMYeCcKOoTo/penepdy3MOHHOTO IOBPeXxmeHud, TpoMOo3a TJIyOOKMX BeEH

n INMCCEMMHMPOBAHHOTI'O BHYTPUMCOCYIOMCTOI'O CBEPTEIBAHMA, CBA3AHHOI'O C



CelCcHuCOM.

[00021] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HaCTOAmeM IOOKyMeHTe, OMOOOCTYIHOCTEL ADAMTS13 mocje TOOKOXHOI'O
BBeOeHUA COCTaBJIgEeT 50-80% 1o CpaBHEHUD C BHYTPMBEHHEM
BBeIOeHMEM, HOPMMPOBAHHBM 10 aHaJIOTMUHOM IOo3e.

[00022] B oOHOM BapuaHTe peajM3aluM CIOCODO0B, IPeIJIOXeHHBIX
B HacTosAmeM OOKyMeHTe, OMOIOOCTYIHOCTL ADAMTS13 mnocje IIOOKOXHOIO
BBeIeHUSI CcOoCTaBJIgeT IIO MeHblle Mepe 50% 1mo CpaBHEHUI C
BHYTPMBEHHEHM BBeIeHMEM, HOPMMPOBAHHBEIM 10 aHaJIOTMUHOM IJo3e.

[00023] B omHOM BapmMaHTe pealM3allMM CIOCODOB, MIPeIJIOXEHHHX
B HacCToOMAmeM IOOKyMeHTe, OMOOOCTYIHOCTL ADAMTS13 mnocje IOOKOXHOIO
BBeIeHUSI COCTaBJIgeT IO MeHblle Mepe 55% 1mo CpPaBHEHMK C
BHYTPMBEHHHM BBeIdeHMEM, HOPMMPOBAHHEIM II0 aHaJIOTMUHOM Io3e.

[00024] B omHOM BapmMaHTe pealM3allMM CIIOCODOB, TIPelJIOXEeHHEBIX
B HacCToOAmNeM IOOKyMeHTe, OMOOOCTYIHOCTL ADAMTS13 mnocje IOOKOXHOIO
BBeIeHMUSI COCTaBJgeT IO MeHbllell Mepe 60% 1o CPaBHEHMK C
BHYTPMBEHHHM BBeIOeHMEM, HOPMMPOBAHHEIM IO aHaJIOTMUHOM Io3e.

[00025] B omHOM BapMaHTe peajiM3allMM CIOCODOB, IIPelJIOXEeHHEBIX
B HaCTOMAmeM IOOKyMeHTe, OMOOOCTYIHOCTEL ADAMTS13 mocje TOOKOXHOI'O
BBelIeHusSa COCTaBJAeT IO MeHbIlel Mepe 65% 10 CpaBHEHUID C
BHYTPUBEHHEIM BBeIEHMEM, HOPMUPOBAHHEIM 10 aHaJIOTMUHOM Ho3e.

[00026] B onOnHOM BapMaHTe peajM3aluM CIOCOD0B, IPeIJIOXeHHBIX
B HacTodAmeM IOOKyMeHTe, OMOIOOCTYIIHOCTL ADAMTS13 mnocje IIOOKOXHOIO
BBeIeHMUSI COoCTaBJIgeT IIO0 MeHbllel Mepe 70% 1o CpaBHEHMI C
BHYTPMBEHHEHM BBeIeHMEM, HOPMMPOBAHHEIM 10 aHAaJIOTMUHOM IJo3e.

[00027] B omHOM BapMaHTe pealM3allMM CIOCODOB, MIPeIJIOXEHHHX
B HacCToOMAmeM OOKyMeHTe, OMOODOCTYINHOCTL ADAMTSI13 mnocje IOOKOXHOIO
BBeIeHUSI COCTaBJIgeT IO MeHblle Mepe 75% 1o CpPaBHEHMK C
BHYTPMBEHHHM BBeIOeHMEM, HOPMMPOBAHHEIM II0 aHaJIOTMUHOM Io3e.

[00028] B omHOM BapMaHTe pealM3allMM CIOCODOB, IIPeIJIOXEHHHX
B HacCToOAmeM IOOKyMeHTe, OMOOOCTYIHOCTL ADAMTSI13 mnociie MNTOOKOXHOIO
BBeIeHUd COCTaBJgeT IO MeHbllel Mepe 80% 110 CPaBHEHUK C
BHYTPMBEHHHM BBeIOeHMEM, HOPMMPOBAHHEIM IO aHaJIOTMUHOM Io3e.

[00029] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HacTodmeM OOKyMeHTe, DIM30I KPOBOTeueHMA IpelcTaBjisgeT cobon

HacJlencTBeHHYy©O TTII.
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[00030] B omHOM BapmMaHTe pealM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HacToOAmleM HOOKYMEHTe, TepaleBTUUeCKU D20PeKTMBHOE KOJIMUECTBO
COOEepPXUT IO MeHbmeM Mepe 20-160 eIMHMI aKTMBHOCTM Ha KUJIOTPaMM.

[00031] B oOnHOM BapMaHTe pealM3aluy CIOCOOO0OB, IPEeNOJIOXEHHEBIX
B HacTofAmeM IOKYMeHTe, BSBIM30I0 KPOBOTeUeHUS IIpencTaByigeT cobou
npuobpereHHyo TTII.

[00032] B omHOM BapMaHTe pealM3alliM CIHOCODOOB, MNIPeIJIOXEeHHHX
B HacToAmeM OOKYMeHTe, TepaleBTHUUecku 20PeKTMBHOE KOJIMUECTBO
ComepXmT 10 MeHbmel Mepe 40-2000 enuHMIT aKTMBHOCTM Ha KWUJIOTPAMM.

[00033] B omHOM BapmMaHTe pealM3allMM CIOCODOB, MIPeIJIOXEHHHX
B HacTodmeM OOKYyMeHTe, DIM30I KPOBOTeUeHMA IIpeIncTaBjigeT cobon
lepebpaJibHuM VHQapPKT n/nim HImeMU4YeCcKoe pernepdy3MOHHOE
[IOBpPEeXIeHN e .

[00034] B omHOM BapmMaHTe pealM3allMM CIOCODOB, TIPelJIOXEeHHEBIX
B HacTOAmEM JOOKYMEHTe, TepaleBTUUeCKU 30PeKTMBHOE KOJIMUECTBO
comepXmT o MeHbmeM Mepe 40-4000 enuHMI, aKTMBHOCTM Ha KWJIOTPaMM.

[00035] B omHOM BapMaHTe pealM3allMM CIOCODOB, IIPeIJIOXEHHBIX
B HacTodmeM OOKyMeHTe, DIM30I KpPOBOTeueHMA IpelcTaBjgeT cobon
MHOaAPKT MMoOKapIa U/UIM MIleMHUUueCKoe pelepdy3MOHHOE INOBPeXIeHUe.

[00036] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXKEHHHX
B HacTofdlleM OOKYMeHTe, TepaleBTHUUeCkU DHOOeKTMBHOE KOJIMUECTBO
COOepXUT 0 MeHbley Mepe 40-2000 eOMHMI aKTMBHOCTM Ha KWUJIOTPAaMM.

[00037] B omHOM BapMaHTe pealM3alliM CIHOCODOOB, MIPeIJIOXEHHHX
B HacTofAmeM »OokyMeHTe, ADAMTS13 BBOOST B BUIe Pa30BOM OOJIOCHOM
VHBEKIIUM, €XeMeCSUYHO, pas3 B OBe HeOeJiM, pPa3 B HeOeJn, IBa pas3a B
HeIeJllo, KaxXIhl IeHb, Kaxdoee 12 uYacoB, Kaxdwe 8 YacoB, KaxIbe
MecThk YaCOB, KaxXIOhe UeTHpEe Yaca MIM KaXIbee IBa 4Yaca.

[00038] B omHOM BapmMaHTe pealM3allMM CIOCODOB, IMIPeIJIOXEHHHX
B HacTodmeM IokyMeHTe, ADAMTS13 gABJsgeTCd PEeKOMOMHAHTHOM.

[00039] B omHOM BapmMaHTe pealM3allMM CIOCODOB, IIPeIJIOXEHHHX
B HacToAmeM IokyMeHTe, ADAMTS13 moJjiydalnT M3 I1JIa3MH.

[00040] B omHOM BapMaHTe pealM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HaCTOAMEeM IOKYyMeHTe, MIeKOoNUTaKnlee SBJIAETCH UeJIOBEKOM.

[00041] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HaACTOAMEM OOKyMeHTe, KOMIIO3MIMA IMIpelcTaBJgeT cobor cTabuiibHEN

BOIHEBIN pacTeop, TOTOBHM IOJIS BBeIeHMUS.
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[00042] B omHOM BapMaHTe peajlM3allMM CIOCODOB, IIPeIJIOXEHHHX
B HaCTOAmeM NOKYMeHTe, KOMIO3MUMUA ARJILeTCH JUOOMIMIUPOBAHHOM.

[00043] B omHOM BapMaHTe peajM3allMM CIHOCODOOB, IIPeIJIOXKEHHHX
B HaCcTodleM OOKYMEHTEe, KOMIIO 3ULINIO BOCCTaHaBJIMBAIT
bapMalleBTUUECKM NPUEMIIEMEIM HOCUTeJIeM, NOIOXOOAMMM IJIS MHBEKLUN.

[00044] B OOHOM acIlleKTe HacCTOoAWleI'o OIUCaHUA I[IpelJIOXeH
crioco® JledyeHMA DSOM300a KPOBOTEUeHUA Y MIEKONMTAKMMX, BRJIOUAKINUNT
IIOOKOXHOE BBEIeHME TepalleBTUUYEeCKHU 50PEeKTUBHOTO KOJIMUECTBAa
KOMIIO 31NN, comepxamemn BEIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIEMY ,
HyXOawnleMyCsa B DTOM, I'Ile TepaleBTHUUeCKU 5OOeKTMBHOE KOJINUECTBO
ADAMTS13 comepxuT 1O MeHbmer Mepe 120-300% oOT KOJMUECTRA
CTaHOApTHOV BHYTPMBEHHOM IO3H COIJIACHO CHIelMdMuecKOMYy I[IOKa3aHUI
K I[IPMMEHEHVK, W3MEPEeHHOI'O B eIMHMUIAX AKTHMBHOCTM Ha KUJIIOTpaMM.

[00045] B OIHOM BapMaHTe pealiM3aluy CIOCOOO0OEB, IPelJIOXeHHEX
B HaCTOoAlleM OOKyYMeHTe, Cleludpruueckoe Ioka3zaHMe K IIPMMEHEHUO
IpencraBjigeT cobom HacJIeOCTBEHHYIO TTII, a cCraHIapTHasda
BHYTPMBEHHAA oosa COCTaBJIgEeT 10-80 e OVHUL] AKTUBHOCTU Ha
KMJIOTPaMM.

[00046] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HaCTOoAlleM HOOKYMeHTe, CleludprnuecKoe IokKaz3aHMe K IIPMMEHEHMO
npencraBjseT cobon npuobperenHyo TTI, a cTaHDapTHas BHYTPMBEHHAaS
nosza cocraejgeT 20-1000 eIMHMIT aKTMBHOCTM Ha KMJIOTPaMM.

[00047] B oOIOHOM EBapMaHTe pealM3aluy CIOCOOO0OB, IPEelJIOXEeHHEX
B HaCTOAMleM HOOKYyMeHTe, ClHeludrndyecCKoe IokazaHMe K IIPMMEHEHUIO
opencraBJgeT cobon MHOaPKT MHUOoKapa u/ niam MIIeMUYeCcKOe
penepdy3MOHHOE IIOBPEeXIeHUe, a CTaHOapTHass BHYTPUMBEHHad [O3a
cocraydgeT 20-2000 emmMHMI aKTMBHOCTM Ha KWJIIOT'PaMM.

[00048] B oOnOHOM EBapMaHTe pealiM3aluy CIOCOOOB, IPelJIOXeHHEX
B HaCTOAWleM OOKYMeHTe, CleludpruuyecCkoe Iloka3zaHMe K IIPMMEHEHUO
npencraBjsgeT cobon epebpaJbHEN MHOaPKT U/ UM UIMeMUUYecKoe
penepdy3MOHHOE IIOBpPeXIeHUe, a CTaHDapTHass BHYTPUBEHHad HDO3a
cocraBjydeT 20-2000 emMHMI aKTMBHOCTM Ha KWUJIOT'pPaMM.

[00049] B omHOM BapMaHTe pealM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HaCTOAmeM IOOKyMeHTe, OMOOOCTYIHOCTEL ADAMTS13 mnocje MTOOKOXHOI'O
BBeOeHUA COCTaBJIgEeT 50-80% 1o CPpaBHEHUD C BHYTPMBEHHEM

BBelcHNEM, HOPMMPOBAHHEIM IIO aHaJIOTMYHOM Io3e.
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[00050] B omHOM BapmMaHTe peajlM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HacCToOAmeM IOOKyMeHTe, OMOOOCTYIHOCTEL ADAMTS13 mnocje MTOOKOXHOI'O
BBelIeHUd COCTaBJAeT IO MeHbllel Mepe 50% 1o CPpaBHEHUI C
BHYTPMBEHHHM BBeIOEeHMEM, HOPMMPOBAHHEIM IIO0 aHaJIOTMUYHOM IO3€.

[00051] B onmHOM BapMaHTe peajM3aluM CIOCODO0B, IPeIJIOXeHHBIX
B HacToAmeM OOKyMeHTe, OMOIOOCTYIHOCTL ADAMTS13 mocJje TMIOOKOXHOTO
BBelIeHUS CcoCTaBJIgeT TIIO MeHbmeM Mepe 55% 1o cpaBHeHUIO C
BHYTPMBEHHEM BBeIeHMEM, HOPMMPOBAHHBIM 10 aHAaJIOTMUHOM IJo3e.

[00052] B omHOM BapmMaHTe pealM3allMM CHOCODOB, MIPeIJIOXEHHHX
B HacCToOMAmeM IOOKyMeHTe, OMOOOCTYIIHOCTL ADAMTS13 mnocje IIOOKOXHOIO
BBeIeHUSI COCTaBJIgeT IO MeHblle Mepe 60% 10 CpPaBHEHMK C
BHYTPMBEHHHM BBeIOeHMEM, HOPMMPOBAHHEIM II0 aHaJIOTMUHOM Io3e.

[00053] B omHOM BapmMaHTe pealM3allMM CIOCODOOB, IMIPeIJIOXEHHHX
B HacCToOAmeM IOOKyMeHTe, OMOOOCTYIHOCTL ADAMTS13 mnocje TOOKOXHOIO
BBeIeHMUSI COCTaBJIgeT IO MeHbllel Mepe 65% 1o CPaBHEHMK C
BHYTPMBEHHHM BBeIOeHMEM, HOPMMPOBAHHEIM 10 aHaJIOTMUHOM Io3e.

[00054] B omHOM BapmMaHTe pealM3allMM CIOCODOBR, IIPelJIOXEeHHEBIX
B HacCTOAmeM IOOKyMeHTe, OMOOOCTYIHOCTEL ADAMTS13 mnocje MTOOKOXHOI'O
BBelIeHMUS COCTaBJAeT IO MeHbllell Mepe 70% 1o CpaBHEHUID C
BHYTPMBEHHHM BBEeIOEHMEM, HOPMMPOBAHHEIM IIO0 aHAaJIOTMUYHOM IO3€.

[00055] B onHOM BapMaHTe pealM3aluM CIOCODOB, MIpPeIJIOXeHHBIX
B HacToAmeM »OOKYyMeHTe, OMOIOOCTYIHOCTL ADAMTS13 mocJje TMOOKOXHOTO
BBeIeHUS CcoCcTaBJIgeT II0 MeHbmeM Mepe 75% 1o CpaBHeHUIO C
BHYTPMBEHHEM BBeIeHMEM, HOPMMPOBAHHBEIM 10 aHAaJIOTMUHOM IJo3e.

[00056] B omHOM BapmMaHTe pealM3allMM CIOCODOOB, MNIPeIJIOXEHHHX
B HacToOMAmeM IOOKyMeHTe, OMOOOCTYIIHOCTL ADAMTS13 mnocje IIOOKOXHOIO
BBeIeHUSI COoCTaBJIgeT 1[I0 MeHblle Mepe 80% 10 CPpaBHEHMID C
BHYTPMBEHHHM BBeIOeHMEM, HOPMMPOBAHHEIM IO aHaJIOTMUHOM Io3e.

[00057] B omHOM BapmMaHTe pealM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HacToAmeM »OoKyMeHTe, ADAMTS13 BBOOAT B BUIEe pa30BOM ©OOJIOCHOM
VHBEKINM, eXeMeCAUyHO, pa3 B IOBe HeIOelu, pa3 B Helelwn, OBa pa3a B
HeIeJlo, KaxXIbl »OeHb, Kaxdoee 12 uYacoB, Kaxdwe 8 YacoB, KaxXIbe
meCTh YacoB, KaXIbe UeTHpe uYaca WM KaXOsle IBa dYaca.

[00058] B omHOM BapmMaHTe peajiM3allMM CIOCODOB, IIPelJIOXEeHHEBIX
B HacTodmeM IOOoKyMeHTe, ADAMTS13 dABJjsgeTCd PeKOMOMHAHTHOM.

[00059] B onHOM BapMaHTe pealM3aluy CIOCOOO0OB, MIPEelJIOXEHHEX
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B HacToAmeM IokyMeHTe, ADAMTS13 mnoJiydanT M3 I1JIa3MH.

[00060] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXEHHHX
B HacCTOdlleM IOKYyMeHTe, MIeKOoNUTaKlee SBJIAEeTCH UeJIOBEKOM.

[00061] B omHOM BapMaHTe peajM3allMM CIOCODOOB, IIPeIJIOXKEHHHX
B HacTodAmeM MOOKYMeHTe, KOMIIO3UIKA IpedcTaBjgeT cobol cTabuJIbHHMT
BOIHEM PacTBOP, TOTOBHM OJIS BBEeIEHUA.

[00062] B omHOM BapmMaHTe pealM3alluM CIOoCODOOB, MIpPeldJIOXeHHEX
B HacTodmeM IOKYMEeHTe, KOMIIO3UUUS SABJISEeTCS JMOPUIM3UPOBAHHOM.

[00063] B OIOHOM EBapMaHTe pealM3aluy CIOCOOOB, IPEelJIOXeHHEX
B HaCcTOAmEeEM OOKYMEHTE, KOMIIO 3ULINIO BOCCTaHaBJIMBAIT
bapMalleBTUUECKM IIPpUEeMJIeMbEM HOCUTeJIeM, NOOXOOAMMM IJIS MHDBLeKLUN.

[00064] KPATKOE OIMCAHUE UEPTEXEN

[00065] OUIVPA 1. Ha o¢urype 1 rnokaszaHbe CpelOHMe KOHIEeHTpaluu
akTuBHOCTM ADAMTS13 B ILJasMme. MenvaHa Tyaxe DLOJISA aAKTUBHOCTU
ADAMTS13 mocJie II/K BBeIeHMS cocTaBmuia 24 u.

[00066] OUIVPA 2. Ha ouIype 2 [OKas3aHb CpelOHMe KOHIEeHTpaluu
akTuBHOCTM ADAMTS13 B miazMe. MemMmaHa Tuaxe OJIS aHTMIeHa ADAMTS13
rnocJyie 1/K BBeIeHUS COCTaBuja 28 U,

[00067] QOUIYPA 3. Ha o¢urype 3 IOKasz3aHH HabjmomaeMele (KpyIHu)
M TIPOTHO3UMPYEMEE KOHIEHTpaluMy (CIUJIOWHBEE JIMHWUM) IJIA OTIOEeJIbHEX
XMBOTHEIX . KoHueHTpaumuu  IIOCJe B/B BBeOeHUSA  paCCUMUTHBAJU C
VCIIOJIE 30BaHUeEM IBYXKOMIIOHEHTHOM Monesu, B TO BpeMd Kak
KOHIIeHTpalMd I[ocJle II/K BBeleHMd PacCUMTHBAJIM C MCIOJb30BaHMEM
OIOHOKOMIIOHEHTHOM MO eJIn c IOTJICIEeHEM IepBOTO nopankKa u
BHBEIeHMEM IIepBOT0O mHopalka. O00e MomesJM MOOMQUUUPOBAJM IIyTeM
BKJIOUEHU I OOIIOJIHUTEeJIE HOM He3aBUCKMOM IepeMeHHOM oJs
MOOEJIMPOBAHMSA IIpennojaraeMod IIOCTOAHHOM SHOOTEHHOM aKTHMBHOCTHU
ADAMTS13.

[00068] OUTYPA 4, Ha ourype 4 [IOKa3aHH HaObJmaeMele
KOHIeHTpallMM C IIONPaBKOV Ha TI'PaHMUHHE 3HaueHMA M COOTBEeTCTBYIIME
[IPOTHO3MPYEMEE KOHIEHTPAUMM IJIS OTIOEJIBHEX XWBOTHEX. KOHIIEHTpaluuM
rnocJe B/B BBeIeHNA [IPOTHO3UPOBAJIN c VICIIOJIE 30BAHUEM
IBYXKOMIIOHEHTHOM MOOeJM, B TO BpeMa KaK KOHIeHTpalud Iocje II/K
BBelIeHUS I[IPOTHO3MPOBAJIM C MCIIOJb30BaHMEeM OITHOKOMIIOHEHTHOM MOIeJn
C TIOTJIOUWIEHMEM IIEPBOTO IOPAOKa UM BHBEIOEHMEM IIepBOTO IIOpAlKa.

[IOOPOBHOE OIIMCAHNE M3OEPETEHNA
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I. BBEIEHUE

[00069] ADAMTS13 (Al3) - MeTaJUIoNpoTeasa IJIa3MB, KOTopasd
pacueryigseT MyJbTUMEPH OQaKTopa BuiiebpadHma (®B) M HnomapJigeT WUX
aKTUMBHOCTD IO OTHOIEHMIn K arperauum TPpOMOOLMTOB. ADAMTS13
accouumuporBaHa C pPacCTpoOMCTBaMM CBEepPTHRaHUA KPOBH, HalpmuMep,
HacJjleOCTBeHHOM TPOMOOTUUECKON TPOMOOUUTOIIEHUU e CKOM nyprypon
(TTII), npuodperenuon  TTII, LepebpalJIbHEM MHOAPKTOM, VHOaAPKTOM
MMokapna, umeMmMuUeCckyM/ pernepdy 3MOHHBEM [IOBPEeXIOEeHNEM, TPOMOO30M
TJIyOOKMX BEeH U IOUCCEMUHUMPOBAHHEIM BHYTPUCOCYOUCTHM CBEPTHEBAHUEM
(IBC) , HampumMmep, [OBC, CBSA3aHHHM C CeIICHCOM.

[00070] CoBpeMeHHOe JIeUeHMEe BTUX PacCCTPOMCTB CBEPTHBaHUSA
BKJIOUAET BHYTPMBEHHOEe BBeleHMe cocTaBoB ADMTS13. JleueHue B
HacToAllee BpeMd OI'PaHMUEeHO BHYTPMBEHHEIM BBeIeHMEM, [IOCKOJBKY
ADAMTS13 mnpencTaBjsgeT coboy KpyHOHHM OeJIoK, a KpylHHe OeJIkM, Kak
OpaBUJIO, HecCcTa®WUJbHE B COCTaBaxXx C BHCOKOM OMOIOCTYIIHOCTEHI,
INOOXOOAWMX  IOJIA  IIOOKOXHOTO BBeIeHMA. Spesias ADAMTSI13 YMeeT
pPacueTHYI MOJIEKYJIAPHYK Maccy okoJio 145 klla, Torza KaK OUMIEeHHAasd
mjiasMeHHass ADAMTS13 mMMeeT KaxXyllylCcsd MOJIEKYJIAPHYKR Maccy okoJio 180
kDa, BEPOATHO n3-3a [IOCTTPAHCIALMOHHEIX MoIMbUKaLMM,
OOYCJIOBJIEHHEIX IIPUCYTCTBMEM KOHCEHCYCHHX IocjienoBaTejibHoCTen 10
IIOTEeHUMAJIbHEX CcalToB N-TUIMKOBUJIMPOBAHMSA, HECKOJbKUX cauToB O-
TJIMKO3ZUIIMPOBAHMA ¥ OOHOTO calTa C-MaHHOBUMIIMPOBAaHMA B o0O0JaCTHU
TSP1-IIOBTOPORB.

[00071] IIlpMeHeHMe KPYIIHHX UM HEeYCTOMUMBHIX OeJIKOB U MOJIEKYJI,
Hanpumep, ADAMTS13, Kak npaBUJIO, OTPaHMUYEeHO BHY TPV BEHHEM
BBeOeHMEM M3-3a HUBKOM OMOOOCTYIIHOCTM COCTABOB IIPU IIOIKOXHOM
BBeOeHUM. HamnpuMmep, B IIPpeOHOyIMX MCCJIEODOBAHUAX COOOmMAaJIoChk, UYTO
baxkToOp VIIT, DeJlok pasMepoM 170-300 klla, OBOBIUHO BBOOAT
BHYTPUMBEHHO, IIOCKOJIbLKY CcoOCTaBH ¢axkTopa VIII oO6HUHO oO6JgamawnT
OUeHb HHU3KOM OMOIOOCTYMNHOCTBI M3—-3a HeDOCTaTOUHOTO BCAaCHBAaHUA U
CUJILHOTO PazJIOXEeHU A npu IIOOKOXHOM, BHYTPMMEIIEUHOM VI
BHYTPUKOXHOM BBemeHum. Cm. PCT/SE95/00348.

[00072] HanpmuMmep, coofWaljioCchkb, UYTO KOHLeHTpaTa oGakTopa VIII
IpY BHYTPMMBIIEUHOM BBeNeHMM [O3BOJMII HOJYUMUTEH  MaKCHMAaJbHEM
YPOBEHE B KPOBOTOKe, pPaBHEM JiMmbs 1,4% OT HOPMalbLHOTO YPOBHSA B

IJjrasMe C nofOaBJIeHUEM omTpaTa HaTpnAa IOJIA IIpenoTBpalleHM A
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pPasJIOXeHVS M YCUJIeHUMSA BCacCHBaHMA WM ©e3 Hero (Pool et al, New
Fngland J. Medicine, wvol. 275, no. 10, p. 547-548, 1966).
HanpHeVmMe MCCIeIOBaHMA IIoKa3ajM, UYTO CYIeCTBeHHHEe pa3JIMuMsa B
aKTMBHOCTM (GepMeHTa B KPOBOTOKe OTCYTCTBYKT He3aBUCHMO OT
nobaBJjieHMsa LuUTpaTa B IpeldapaT. B 0oJjlee T[O3OHEM MCCJeOOBaHUU
BEHICOKOOUMIIEHHEY dakTop VIII BBOOWIM BHYTPUMBIIEYHO coBakaM U
JIooaM—-n1006poBOJIbIIaM c reModuImen (Johnson et al, Br. J.
Hematology, wvol. 21, p. 21-41, 1971). XoTa 5»Oo3H OBUIM TIOpa3mdo
foJibme, dYeM paHee B paborax Pool et al., HM y cobak, HU VY
OOOPOBOJIBIIEB He OTMEeYaJIoChk CYIMEeCTBEHHOTO pPoOCcTa YPOBHA dakTopa
VIIT B mjuasmMe. DaKTUUECKM, KOHIUeHTpaumda odoakTopa VIITI B I1jasMe
Jionel-no®poBOJibleB C TeModMIMel ocTaBajlachk HMKe 1% oT O0BBYHOTO
YPOBHA B ILJla3Me, T.e. Takellasd TeModuaria A MMeJla MeCTO »Oaxe IIocie
BBeIeHUSI B OTCYTCTBMe OODAaBKM, IIOBHIIaKMel OMOOOCTYIHOCTD .

[00073] CylmecTBYIOT HEKOTOPHE OOCTVXEHU A npu IIOOKOXHOM
OOCTaBKe HeloJbIMx OeJIKOB, Halpumep, odaxkTopa IX, KOTOpHE He
pazjlaranTcsa ¥ He arpervMpyioT, Kak KpPyIHHEe HeyCTOWMUMBEE OeJIKWU,
HanpuMep, oGaxkTop VIITI m ADAMTS13. Hamnpumep, I[IOOKOXHOE BBeIEHUE
baxTopa IX ©6e3 @pmobBaBOK M3BeCcTHO M3 paboTel Berettini et al.,
«Subcutaneous factor IX administration to patients with
hemophilia B», Am. J. Hematology, 47(1):61-62, 1994. OmHako Iaxe
baxTOop IX, pasmMep KOTOPOTO cocTaBJIgeT BCeTO 56 xkla,
XapaKTepnu3oBaJiCad CJlab®0O BHPaXeHHHM M OUeHb MEOJIEHHEIM TPaHCIOPTOM
B KPOBOTOK.

[00074] M3-3a HUBKOM OMOIDOCTYIIHOCTM TakKux OeJIKOB, Kak
BHIIeONMCaHHEEe GakTopel VIII ®m IX, CHOCOBH MOOKOXHOM HOOCTaBKU
KPYIHEX ¥ HEYCTOMUMBEIX OeJIKOB O0OBUYHO BOoOOIEe He OCYIeCTBJISITCH.
BMecTO 5TOTO OOBUHO TakMe OeJIKM BBOOAT BHYTPUBEHHO, UTOOH
ofeclleurMTh COCTaBYy HelOoCpeICTBeHHHM OOCTYIl B KPOBOTOK. BMecTe C
TeM XeJlaTeJIbHO MMEThb BO3MOXHOCTB MIONKOXHOTO BBeIeHUA
MeOMKaMeHTa, I[IOCKOJIbKY I[OOKOXHOe BBeIeHMe OpelcTaBJgeT cobon
MUHMMAJILHO MHBA3MBHHM cHoco®. IloOKoOXHOe BBeIeHMe TakKXe ABJISeTCH
HauboJiee YHUBEPCaJlbHEM criocofbom BBEIOEeHUS, KOTOPEIM MOXHO
OIpUMEeHATE OJIS KPpaTKOCPOUHOM M HOOJITOCPOUHOM Tepaluu. IIOOKOXHOE
BBEIOeHMe MOXHO OCYIECTBJIATE IIYyTeM MHBEKUUM WM MMILJIaHTaluu

yCTpOﬁICTBa OJI14 IIJIMTEeJIBHOT'O WJIM 3allJIaHMPOBAHHOTI'O BEICBOOOXIOEHM A
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IO TIOBEPXHOCTL KOXM. O06JacTb UHBEKUIUMM WMIM YCTPOMCTBO MOXHO
MEHSATH NIPpY HeOoOXOOMMOCTM HEeCKOJLKMX MHBEKLUUNM WM YCTPOWUCTB.

[00075] CooTBeTCTBEHHO, COCTaBHEH OJIA TIIOOKOXHOI'O BBeIEeHUSA
3HAUUTEJILHO IIpolle B oOpalleHUMM OJIS IIalueHTa, OCODEHHO IIOCKOJIBKY
MOXeT OHTb HeOOXOOMMOCTE PeIVyJIAPHOT'O IIpMeMa cocTaBa B TeUueHUe
BCeM XM3HM (HalpuMep, HauMHasa yxXe C IIepBOTO TI'ola Xu3HM pebeHKa) .
Kpome Tor0o, mnOpocTas M OvHCTpasa TI[IOIOKOXHas HOCTaBKa II03BOJIAET
[IOBEICUTE COOJIOIEeHMEe MallMeHTOM pPeXMMa JIeUeHMS U IPpYM HeOoOXOOMMOCTU
obecrneunBaeT 0o0Jiee OBCTPHIM HOCTYII K JEeKapCTBEeHHOMY CPEIOCTBY.
TakuM oOpasoM, CYIECTBYIT IIPEeMMyIeCTBa M IIOTPpe®HOCTH B COCTaBax
ADAMTS13 mOJjig HNOIOKOXHOTO BBeIOeHMS.

[00076] HacTosmee wm300peTeHMUe OCHOBAHO Ha  HeOXMIaHHOM
OTKPHETUN YCIIEMHOTO crocoba MIOOKOXHOTO BBEIOEeHUSA KU KUX u
JIMOQUIIN3UPOBAHHEIX COCTABOB OUMIIEHHEX OesiIkoe ADAMTS.

I1. OIPEIEJIEHUA

[00077] B HacTodmeM IOOKYMEHTe TepMMHH «ADAMTS13» wmim «Al3»
OTHOCATCSA K MeTaJlJIonpoTeas3e ceMelcTBa ADAMTS (OU3SUHTEeTPUH U
MeTaJIJIONpoTernHasa C MOTUBaMM TPOMOOCIIOHIOVHA I THUIa) ,
pacmemsgomen dakTop BuiiebpanHna (OB) Mexny ocTaTkaMu Tyr 1605 m
Met 1606. B KOHTeKCTe HacTodmero wus3obpeTeHus «Oejjok ADAMTSI13»
OXBaTHBAET JIOOEE DeJikM ADAMTS13, HallpuMep, ADAMTS13
MJIEKOIMTaKIEeIro, HalpuMep, npuMaTa, yeJIOBEKa (NP620594),
06esbAaHH, KpPOJIMKa, CBMHBM, KPYIHOTO poOraToro ckoTa (XP610784),
TpeI3yHa, Memy (NP0O01001322), xpeHcH (XP342396), xoMsaKa, IIeCUYaHKWU,
cobakm, KkomkmM, JATymky (NP0O01083331), xypuus (XP415435) wum wux
BMOJIOTMUYECKM aKTUBHHE I[IPOM3BOIHEE. B HacTodAmeM IOKYMeHTe «OeJIKU
ADAMTS13» OTHOCATCHA K PEKOMOMHAHTHEIM U IJla3MeHHEIM DeJsikaMm
ADAMTS13. OSTOT TepMMH TakXe BKJOUaAeT MyTaHTHEE W BapMaHTHEE
Benxkmu ADAMTS13, oblamamomye aKTHMBHOCTBI, HAaIpUMep, OQYHKIMOHAJbHHE
bparMeHTH U ITuUOpuOHble OeJky ADAMTS13. Kpome Toro, ©Oejykm ADAMTSI13
COTJIaCHO M300peTeHMK TaKXe MOTyT COIOepXaThk MapKeph, oOJeruanmye
OUMCTKY U/Miau oOHapyxXeHMe. Bejku ADAMTS13, onMCaHHEE B HaCTOLIEeM
IOOKYMEHTe, MOXHO MOIMPUIMPOBATE TepaleBTUUECKOMW TPYIION WK
TPYIIOoV, MNOOXOOAmMeY OJA BUlyaau3aluuy in vitro miam in vivo.

[00078] Bejgxkum ADAMTS13 dyeJioOBeKa BKJUawT, ©0e3 OI'paHUUEeHUSd,

ITOJIUIIEeII TV IOEL, collepxamme AMVHOKMCIIOTHYIO IIocjienoBaTeJIbHOCTDb Ion
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HOMepoM nmocyrna GenBank NP 620594, wmiM yKasaHHBHE [IOJMUIIENITUIH
[I0CJIe IIpOoLeCCHMHI'a, HalpuMep, IIOJUIENTHUI C YyIaJIeHHBEM CUIHAaJbHEM
NenTyUaoM (aMMHOKMCJIOTE 1-29) /MM OpONenNTUIOM (aMMHOKMUCIIOTH 30-
74). B nmaHHOM 0O0JIaCcTM TeXHUKM WM3BECTHH pPas3JIMUHEE I[IPUPOLOHEE
BapraHTE ADAMTS13 dejioBeKa, KOTOpPHeEe BXOOAT B COCTaBE COIJIACHO
HaCcToAmlleMy M300peTeHM; HEeKOTOPHEEe M3 HUMX CcomepXaT MyTaluwu,
BHOpaHHHEe M3 R7W, V88M, H96D, R102C, R193W, T196I, H234Q, A250V,
R268P, W390C, R398H, Q448E, Q456H, P457L, P475S, C508Y, Rb528G,
P618A, R625H, I673F, R692C, A732V, E740K, A900V, S903L, <€908Y,
C951G, G982R, (C1024G, Al1033T, R1095W, R1095W, R1123C, C1213Y,
T12261, G1239V wm R1336W. Kpome Tor0o, Oeyqkum ADAMTS13 BKJIOUAKT
[IPUPOIOHEE UM PEeKOMOMHAHTHEHE MyTaHTHEEe OeJIKM, HallpMMep, colepXalue
OOHYy MM 00Jiee KOHCEePBRATUBHYK MyTallMi0 B IIOJIOXEeHVM HeCylMleCTBEeHHOM
aMVUHOKMCJIOTHL. [IpennouyTmuTesIbEHO, apoMaTHuuYeCcKue aMVHOKMCJIOTHL,
BaxHee IJIS (GepMeHTaTMBHOM akTMBHOCTM ADAMTS13, He noaBeprainTcd
MyTauusaM. K HMM OTHOCATCSA, HalpuUMep, OCTaTKM, 3aBeloMO WU
IPEenIoJIOKUTEJIbHO  BaXHBEe  IOJId CBA3BBaHMA C  aToOMOM  MeTajuia,
HalopuMmep, ocTaTtkm 83, 173, 224, 228, 234, 281 u 284, u ocTaTkKu,
Haxomdmyecsa B aKTUMBHOM LeHTpe ¢epMeHTa, HaIpuUMep, OCTaToK 225.
AHaJIOTMUHEIM 0O0pas30oM, B KOHTEKCTe HacTodlero mM300peTeHUda OeJIKU
ADAMTS13 BrJKOUALT aJlbTepHaTUBHEE M30QOPMEl, HaIpuUMep, U30OOPMEL
6e3 aMmMHOKMCJIOT 275-305 wm/mim 1135-1190 mnoJjHOpasMepHOTO OeJsKa
yeJioBeKa.

[00079] AHAaJIOTUYHBEIM obpasoM, DeJIkn ADAMTS13 MOXHO
NoABepTraThk HalJlbHeVmeld MoOudMKaluMM, HalpuMep, IIOCTTPaHCJSUMOHHBEM
MoIUGUKAIIMAM (HaOpUMep, ITJIMKO3ZUJIMPOBAHUI II0 OIHOW MM HECKOJIbKUM
aMMHOKMCJIOTaM, BHOpaHHEM M3 ocTaTkoe 142, 146, 552, 579, 614,
667, 707, 828, 1235, 1354 Oenka UYeJIOBeKa, WIM JHOOOMY »IPYTOMY
OIPUPOIOHOMY WM PeKOMOMHAHTHOMY CauTy MOIUOUKALMK) WM XUMUUECKUM
W bepMeHTaTUBHEM MOOUOUKALMAM ex vivo, BKJIOUYAS, Bes
OTpaHUYEeHU, TJINKO3UIINPOBaHNE, MO OUOUKALIAIO BOIOPaCTBOPUMEMU
noJmMepaM (Hamnopumep, [IST'mamMpoBaHMe, CHAJIMPOBaHMe, MOOUOUKALIMUIO
I'SK u T.10.), NPUCOEOMHEHME MaAPKEPOB M T.II.

[00080] B HacTodmeM »OOKYMEHTE «PacCCTPOMCTBO CBEPTHBaHUSA
KpOBU» OIIpenesidiT Kak pPaccTpoMCTBO, BRJIOUAKIE S PEKPYTHUHT

,Jqu_)eKTHBIX TpOM@OLU/ITOB, a TaKXe DPeKPpYyTHUHT Heq_)eKTHBIX HeﬁTpo@MJ’[OB.
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Heorpauunuupamomme [IPYMEDEL «paccTpoMcTBa CBEepPTHBAHUA KpOBU»
BRJIOYAT HaCJeIOCTBEHHYI TPOMOOTHUUECKYIO TPOMOOLUTOIIEHNUECKYIO
nypnypy (TTI), npuobpetTeHHyil TTII, LepebpalJibHHM MUHQAPKT, MHOAPKT
MMoKapma, nmeMmMyueckoe/pernepdy3oHHOE [IOBPEeXIeHNne, TPOMOO3
IIyOOKMX BEH U IUCCEMUMHMPOBAHHOE BHYTPUCOCYIOUCTOE CBepPTHBaHMUE
(OIBC), HanpuMmep, IOBC, CcBA3aHHOEe C CEICUCOM.

[00081] B HacTogameM OOKYyMeHTe TepM/H «KOIOHa eIMHMIla
akTuBHOCTM ADAMTS13» onpeleidioT KaK KOJMUEeCTBO aKTMBHOCTM B 1 MII
nyJjla HOPMAaJIbHOM UYeJIOBeUeCKOV IJIa3Mbl, He3aBMCUMO OT MCIIOJL3YeMOTO
aHaJM3a. HampuMmep, OOHa eIVMHMIIa aKTuBHoCTM ADAMTS13 FRETS-VWEF73
IpencrTaBjigeT cobon KOJIMYECTBO AKTUBHOCTH, HeoBxoOouMoe o4
paclellJieHrsa TaKoI'o Xe KoJindecTBa cyOcTparTa FRETS-VWE73 (Kokame
et al., Br J Haematol. 2005 April;129(1):93-100), KOTOpoe
pacmeriseT OOMH M IIyJla HOPMaJlbHOW UYeJIoOBeUeCKOM IJla3Mel. [HOisa
onpeneJjleHVUs aKTMBHOCTM OIOHOW eIMHMUE ADAMTS13 MOXHO IIPUMMEHSATH
OOIOJIHUTEJIbHEIE aHaJIM3E aKTUBHOCTM. Hanopumep, MOXHO  BBIIOJIHUTEH
Ip AMOM aHajms3 aKTVMBHOCTHU ADAMTS13 C LIeJIBI0 OOHapPyXeHUA
pacluerJjeHmnsa IIOJIHOPa3MepHOM MOJIEKYJIEL WJIIN dparMeHTOBR OB C
MCIOJIE30BaHMeM TeJilb—-3JieKTpodopesa B [ICH-arapoze ®  HeENPAMOTO
OBHapyXeHNI aKTUBHOCTU ADAMTS13 C MCIIOJILE 30BaHMeEM aHaJim3a

CBA3EBaHMA KOJIJIal'€Ha.

[00082] B HacTodlleM OOKYMEeHTe TEePMUHEL «ADAMTS13» u
«BUOJIOTHUUECKU aKTUBHOE IIPOUBBOIOHOEY, COOTBETCTBEHHO, Takxe
BKJIIOU AT [IOJIUIIEIITU O, [IOJIyYeHHEe C [IOMOIIL IO TeXHOJIO TN

peroMOMHaHTHEX JHK. B kauvecTBe aJbTepHaTWUBE, ADAMTS13 MOXeT
TakXe OTHOCUTLCS K ADAMTS13, IIOJIYUEHHOM M3 ILJIa3MBl, OUMIIEHHOM U3
nyJjia KpoBM UeJIOBEKaA. PexoMOMHaHTHYID ADAMTSI13 («rADAMTS13»),
Hallp¥Mep, pPekKoMOMHaHTHy© ADAMTS13 deJjioBeKa («r—hu-ADAMTS13»)
MOXHO T[OJYUUTL JIOOBEM  CIIOCOBOOM, M3BECTHEIM B HaHHOM o6JacTu
TexXHUKM. OOVMH M3 KOHKPEeTHHX I[IPMMEPOB, BKJIOUEHHHM B HACTOAMUMN
OOKYMEHT TIOCPEeICTBOM CCBUIKM TII0 OTHOIIEHMK K CHOCO0Y NPOOYKLUNA
pexoMOMHaHTHOM ADAMTS13, ommcad B WO 02/42441. JaHHBEE CIOCOOH
BRJIOUAT JoboM crnoco®, M3BEeCTHHEM B JaHHOM 00JacTu TexXHUKM OJIg
(1) mnoaydeHusa pekoMOuMHaHTHOM [JTHK ¢ T1[oMoOmb T'e€HHOM MHXeHepHuH,
Halnpumep, IIoCpeInCcTBOM obpaTHON TPAaHCKPUIILIUN PHK n/Uim

aMILINOUKa LA IOHK, (11i) BHeOpeHMA PEKOMOVMHAHTHOM IOHK B
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[IPOKAPMOTUUYECKME WM DBYKapMOTUUEeCKMe KJIETKM IIYTEeM TpaHCOeKUunH,
T.E. [IOCPEenCTBOM DIIEKTPOIIOPaLUN VIV MUKPOMHBEKINNA, (iii)
KyJIb TUBMPOBaAHMA YKa3aHHEX TPaHCOOPMUPOBAHHEX KJIETOK, HAIPUMEpP, B
HelpepHBHOM MJIM IIepuMoIMdecKOoM pexuMe, (1iv) bsrcopeccum ADAMTS13,
HalpuMep, KOHCTUTYTHUBHO WM I[IpU MHOYKUUM, U (v) BHIEJIEHU A
ykas3aHHOM ADAMTS13, HalOpuMep, M3 KYJbTYypPajJbHOM Cpenh WIM IIyTeM
cBbopa TPaHCOOPMUPOBAHHEIX KJIETOK, C 1IeJIbo (vi) MOJIy4YyeHuUs
OpakTUUeCKr ouumeHHoW ADAMTS13, HaOpuMep, OYTeM aHMOHOOOMEeHHOM
XpoMaToTrpadum wmianM addmuHHOM xXpoMaToTrpadumr. TepMUH «OUMOJIOTUUECKU
aKTMBHOE MIPOU3BOOHOE» BKJIOUAET TaKxe XUMEPHEE MOJIEKYJIH,
HanpuMep, ADAMTSI13 (mm uMX OMOJIOTMUECKM aKTMBHOEe IIPOM3BOINHOE) B
coueTaHuM C 1g OJ9 VYIYUIEHMS OUOJIOTUUECKUX/PapMaKoJIOTUUYECKUX
CBOVICTER, HallpuUMep, BpeMeHM I[OJIyBHBeOeHMsa ADAMTS1I3 B KpPOBOTOKe
MJIEKONIMTAKIMETO, B UYaCTHOCTM, UYeJIOBEKa. Ig MOXeT TaKXe COoIepXaThb
caT CBA3HBBaHMA HeoBAa3aTeJIbHO MyTHMPOBAHHOTO Fc-pellenTopa.

[00083] B HacTOdAmeM OOKYMEHTE TepMMH «TPOMO» OTHOCUTCH K
CI'YyCTKY KpPOBM, OCOOeHHO K TpoMOOLUMT-CcOoIOepXaleMy CIYCTKY KpPOBMU,
MUKPOTPOMOY U/Miau 5SMOO0JY. YKa3aHHBNM TpoMO® MOXeT OHTL IPUKPEIlJIeH
WY He IPUKpPEIUJIeH K apTepuallbHOMY MWMIM BeHO3HOMY KPOBEHOCHOMY
cocyny, ¥ MOXeT UYaCTHUYHO WJIM IIOJIHOCTEI OJIOKMPOBATH KPOBOTOK B
aprepralibHOM WMJIM BEHO3HOM KPOBEHOCHOM COCyIe.

[00084] B HacToAmeM  OOKYMeHTEe TEepMUH  «TepalleBTUUECKU
20PeKTUMBHOE KOJMUECTBO MJIM OO3a» MIM «KIOCTATOUHOE KOJUMUEeCTBO WMJIM
oosza» OTHOCUTCA K  IOO3e, KoTopas IIPOMIBOOMT OeMCTBUE, oJjs
KOTOpOTO €e BBOOAT. TouHad @OO3a 3aBUCUT OT LeJu JedeHusa U
yCTaHaBJIMBaAETCA CHelMaJMCTOM B IaHHOM oB0JIacTM TEeXHUKM C IIOMOULIo
M3BECTHHX MeTOIUK (cMm., HapuMep, Lieberman, Pharmaceutical
Dosage Forms (vols. 1-3, 1992); Lloyd, The Art, Science and
Technology of Pharmaceutical Compounding (1999); Pickar, Dosage
Calculations (1999); and Remington: The Science and Practice of
Pharmacy, 20th Edition, 2003, Gennaro, Ed., Lippincott, Williams
& Wilkins) .

[00085] B HacToOAlleM OOKYyMeHTe «PUBHOJIOTUUECKAS
KOHILIEHTpalUuusa» COJIM OTHOCHUTCH K KOHIEeHTpaluuu OdapMalleBTUUYECKHA
IprueMJIeMOM COJIM B OManasoHe OoT HOpubiamsmuresnsHo 100 MMM mo

npubauzuresbHo 200 MM. HeoTpaHMUMBAaKIME OIPUMEPH bapMalleBTHUUECKU
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IpueMIJIEMOM COJIM BKJoOUalT, 0e3 oI'paHUUeHUsa, XJOPUIOE HATPUA U
KaJid, alleTaTH HaTpudad M KaJusd, LUTpaTH HaTpuid U Kaaud, ¢ocdaTh
HaTpMUsa U KaJusd.

[00086] B HaCcTOAlleM OOKYMEeHTe «CcyopusmoJiorMmueckada
KOHLeHTpalUuusa» COJIM OTHOCUTCH K KOHIUeHTpaluuu OdapMalleBTUUYEeCKHA
IpMeMJIEMOV COJIM MeHee HOpubiuauTesbHo 100 MM. B OpeAloUuTUTEJIbHEX
BapMaHTax peann3almumn cybpmsmosgorMueckas KOHLeHTpalumsa coJn
OTHOCUTCSH K KOHILIEHTpalun bapMalLleBTUUECKOM coJin MeHee
npubiamu3uTegbHo 80 MM. B  eme OOHOM MNIPeOlOoUYTUTEJILHOM BapMaHTe
peadmzaluy CcyoOoMBMOJIOTMUeCKas KOHIEeHTpalusa ¢apMalleBTUUECKOM COJIMU
cocTaBJigieT MeHee NIPpUOIMBUTEJIEHO 60 MM.

[00087] B HacTodAmeM «OOKyMeHTE TEPMUH  KIIPUBIM3UTEJILHO»
o3HavaeT NPpUOIMBUTEJLHENM OMala3oH I[Jioc-MMHYC 10% OT yKa3aHHOTO
3HaueHrd. HamnpuMep, BHpPaXeHMe «Ipubam3mTesibHO 20%» OXBaTHBAET
orarnazoH 18-22%. B HacTodAmeM OOKYMEHTe «IIPUOJIM3UTEJIBHO» TakKXe
BKJIOUAET TOUHOE KOJMUECTBO. TakKuMM ofpasoM, «IpUubIM3nuTesIbHO 203»
O3HauvaeT «Ipubiam3mTelibHO 20%», a Takke «20%».

ITI. KOMIIO3MIIMKM M COCTABH ADAMTS13

[00088] B onOHOM acIleKTe HaCTOAWeI'o MU300peTeHUd IIpelJIOXeHE
CTabUIIM3UPOBAaHHEE COCTaBH [JI1a3MeHHOTO OeJika ADAMTS13 u
PEKOMOMHAHTHOT O Besika ADAMTS13 (rADAMTS13), Kak oIMcaHO B

nyoarKauuy SadBKM  Ha naTedT CIA N 2011/0229455. B Opyrux

BapMaHTax peanmnsanuum COCTaBH, rpenjaraeMee B HacToOAlleM
OOKYMeEeHTe, COXpaHAarT SHAUMTEJIbHYIO AKTUBHOCTDL ADAMTS13 pu
XpaHeHUMM B TeueHre JIUTEeJILHOT'O BpeMeHM. B IOpyTrux BapMaHTax

peanmMsaluy COCTaBH COIJIACHO HaCTOLlleMy MW300peTeHUI CHIWXKAT WU
3aMeJIAT IrMepnrs3allio, OoJIMIroMeprnsIallmiio 12NNz arperalimmo DelJika
ADAMTS13.

[00089] B OIHOM EBapMaHTe pealiM3aluy HaCTOAWeI'o M300peTeHUd

NpenJjoXeHH COCTaBH ADAMTS13, comepxamue TepalleBTUYEeCKHU
3bbexkTUBHOE KOJIMUECTBO MJIN oos3y DeJika ADAMTS13,
CyOdOMBUOJIOTUUECKYID WMJIN PUBUOJIOTUUECKYID KOHIIEHTP AN

bapMalleBTUUECKM [IPMEeMIIEMOM COJIM, CTabMUIM3UPYRIYyHD KOHIEHTPALNO
omDHOTO MM OoJlee caxapa WIM caxapocnmpTa, HeMOHOTeHHoe IIARB,
OybepHEM aTeHT, o0ecleuMBakmMM HeWUTpaJibHEM pH cocTaka, U, IpH

HeoBOXOOMMOCTHM, COJIb KaJblUug n/niam LIMHKA . B obmeM ciiydae
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CTabUIM3UPOBaHHEe cCcocTaBe ADAMTS13, NpPenJjioXeHHElE B HaCTOMAIleM
OOKYMEHTE, IIOOXOOAT 0Jid bapMalleBTUUECKOTO BBelleHUAg. B
IPEenIouTUTEJIbHOM BapMaHTe peaymsz3auun Oejiok ADAMTS13 npencraBJisgeT
cobom ADAMTS13 deJjioBeKa MM ee OMOJIOTMUECKM aKTHMBHOE IIPOM3BOIHOE
i QparMeHT, KakK ONMCaHO B IyOaMKalMM 3aaBkM Ha narTeHT CIA N
2011/0229455.

[00090] B HekKOTOPHX EBapMaHTax peajus3aluu cocTaBe ADAMTS13
ABJIATCHA XUIOKMMM COCTakRaMM. B  IpyI'Mx BapMaHTax peajlusaluu
cocTaBel ADAMTS13 ABJIATCA cocTaBamm, JIMOQUIIN 3UP OB aHHEIMU nus3
XUOKOTO COCTOSHMSA, KaK OIMCaHO B NyOJukKaluuM 3BadgBKM Ha HaTeHT CIHA
M 2011/0229455. B HeKOTOPHX BapraHTax pealu3alyy COCTaBOB,
NIPenJIOKEeHHEIX B HaCTOAMeM ITOKYMeHTe, Bejiok ADAMTS13 saBjsgeTcsd
ADAMTS13 dejoBeka MM pekoMOMHaHTHOM ADAMTS13 dYeJloOBeKa MIM ee
OUOJIOTUYECKN aKTUMBHBEIM I[IPOM3BOIHEM MM (Qpal'MeHTOM, KaK OIMCaHO B
OyQMKaLMM 3asgBKM Ha nartedT CIA N 2011/0229455.

[00091] B HEKOTOPHIX BapMaHTax peannsalnmnum ADAMTS13
IpeICTaBJIeHa B TepaleBTHUUeCKkM 500eKTMBHOM HO3e B IOMala30He OT
npubaraurenasso 0,05 Mr/Mn pmo npubiausuresbHo 10 Mr/mMia. B opyrux
BapraHTax peanm3aunm ADAMTS13 [IpUCyTCTBYyeT B omrarasoHe
KOHILeHTpauuy oT npudiamsuresabHo 0,1 Mr/mMia no npubiamsmresbHo 10
MI'/MJI. B IOpyrMx BapMaHTax peaausaliumu ADAMTS13 [OpPUCYTCTBYET B
orarnasoHe KOHIeHTpalun oT NPUOJIUBUTEJIEHO 0,1 MI'/ MJT oo
NpubarM3nuTeJIbHO 5 MI/MiI. B eme oOHOM BapuaHTe peajms3alumu ADAMTS13
IPpUCYTCTBYET B »OMala30He KOHIeHTpauu¥ oT nOpubiusuresgbHo 0,1
MI'/MJI OO NPpUOIUM3UTEJIEHO 2 MI'/MI. B OpyrMx BapMaHTax pealmM3alynn
ADAMTS13 MOXeT HNPUCYTCTBOBATH B KOHUeHTpauuu OpubdimnsmuTresbsHO 0,01
MT/MJI uiIu nOpudamusurenasHo 0,02 wmr/mi, 0,03 wmr/mia, 0,04 wmr/wMi,
0,05 mr/mu, 0,06 Mmr/Mmi, 0,07 mrp/mMmiz, 0,08 mr/miz, 0,09 mr/mi, O,1
mr/mi, 0,2 wmr/wia, 0,3 wmr/mi, 0,4 wmr/mia, 0,5 Mmr/mia, 0,6 mMr/mi,
0,7 wmr/mi, 0,8 wmr/miu, 0,9 wmr/mia, 1,0 wMmr/miu, 1,1 wmr/mia, 1,2
mr/wmi, 1,3 wmr/wi, 1,4 wmr/mia, 1,5 mr/mia, 1,6 Mmr/smia, 1,7 wmr/wi,
1,8 w~mr/mi, 1,9 wmr/mn, 2,0 wmr/mu, 2,5 wmr/mia, 3,0 wmr/mia, 3,5
mr/mi, 4,0 wmr/wmia, 4,5 mr/mia, 5,0 mr/mia, 5,5 Mmr/mia, 6,0 mMrn/wMi,
6,5 wmr/wmn, 7,0 w~mp/M7I, 7,5 w™Mmp/mMu, 8,0 wMmr/mu, 8,5 wmr/mia, 9,0
mr/miz, 9,5 mr/mi, 10,0 MT/MI miam B OoJilee BHICOKOM KOHIEHTpaluwu. B

OIOHOM BaprnaHTe peajimsalunm KOHIOEeHTPpallMio OTHOCHUTEJIBEHO UMCTON
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ADAMTS13 B cCocCTake MOXHO OIpelesJiMTh I[IOCPelCTBOM CIEeKTPOCKOIUN
(T.e. uU3MepeHMeM of0Omero ©Oejka Opu A280) wWIM C IIOMOWBK OPYIUX
CIIOCOBOB OIpenesyieHMA (HalpuMep, aHaimMsa DBpsndopla, OKpallMBaHUA
CcepebpoM, BI3BEUMBAHUA JIMOQMIMBMPOBAHHOTO I[IOpONKa ¥ T.O.). B
OpYyTHUX BapMaHTax pealmnsalumm KOHIIeHTPpalllio ADAMTS13 MOXHO
OIpemelJIMThL C IIOMOWbK TBeplodasHoro WOA ADAMTS13 (HamopuMmep, B
MI'/MJI aHTHTeHa) .

[00092] B 1mpyrux BapMaHTax pealM3aluM KOHUeHTpauuwo ADAMTSI13
B COCTaBe, IPeIJIOKEeHHOM B HaCTOANleM M300peTeHMM, MOXHO BHpaXaTb
B BUIe YPOBHA OGepMeHTaTHMBHOM aKTMBHOCTM. Hanopumep, B OIHOM
BapMaHTe peaau3sanmm cocTas ADAMTS13 MOXeT comepxaThb oT
OPUOIIUBUTEJIBEHO 10 e OVHUL AKTUBHOCTHU FRETS-VWE73 oo
npubiam3uTenabHo 10000 emmHMI akTUMBHOCTM FRETS-VWF73 wiam nOpyroe
nonxonsdlee KOJIMYECTBO enuHull ¢depmeHTa (ME) ADAMTS13. B 1Opyrmx
BapMaHTax peajM3aluy CcOoCTabB MOXeT colepXaThb OT IpUOIMU3UTeJIbHO 20
enVHUIL aKTMBHOCTM FRETS-VWE73 (EOpyz) Do nOpubimmsmresbHo 8000
enVHUL, akKTuBHOCTM FRETS-VWE73 wmnm or npubimsmresbHOo 30 Edgyrz IO
npmbimsuTesabHo 6000 Eogyrs, WM oT HOpubiamsmrelibHO 40 EOgpgs IO
npmbimsuTesabHo 4000 Eogyrs, WM oT HOpubimsmurelibHO 50 EOpgs IO
npmbimsuTesbHo 3000 Eopyrs, WIM OT HOpUOIM3UTEeJIbHO /5 E-Opys IO
npubamus3uresbHO 2500 EOpyr3, WM oT nOpubiausmurenbHo 100 Enopyrs OO
npubamus3uresbHO 2000 EOpyrz, WM oT HOpubiusmurenbHo 200 Eopyrs OO
npubian3uTebHO 1500 EOpyrz, WIM KOJIMUECTBO (QepMeHTa M3 OpyIroro
ouarasoHa. B NpenrnouYTUTEJILHOM BapraHTe peanmMzauum cocTasb
ADAMTS13, IpenJIoXeHHEM B HacToO4leM OOKYMEHTe, COOEPXUT oT
npubiams3urenabHo 20 po npubiamsuresbHo 10000 Edpy7z. B HEKOTOPHX
BapMaHTax peajln3aluy COCTaB COOepXUT OpUubimM3uTesibHO 10 enuHMIL
akTMBHOCTM FRETS-VWEF73 wmim npubimm3urensHo 20, 30, 40, 50, 60,
70, 80, 90, 100, 150, 200, 250, 300, 350, 400, 450, 500, 600,
700, 800, 900, 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700,
1800, 1%00, 2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700,
2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700,
3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700,
4800, 4900, 5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700,
5800, 5900, 6000, 6100, 6200, 6300, 6400, 6500, 6600, 6700,
6800, 6900, 7000, 7100, 7200, 7300, 7400, 7500, 7600, 7700,
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7800, 7900, 8000, 8100, 8200, 8300, 8400, 8500, 8600, 8700,
8800, 8900, 9000, 9100, 9200, 9300, 9400, 9500, 9600, 9700,
9800, 9900, 10000 wmam OGoJjee enuMHML, aKTMBHOCTM FRETS-VWE73.

[0093] AHAJIOTUYHEIM obpasomM, B HEKOTOPEIX BapMaHTax
peasmsalumum KOHILIeHTPalMO ADAMTS13 MOXHO BEIpaXaThb B BUIOE
bepMeHTaTMBHOM  aKTMBHOCTM Ha  eIMHUIY  oOBeMa, HallpuMep, B
enquuuilax depmenTa ADAMTS13 Ha w1 (ME/Mi) . HamopuMmep, B OIHOM
BapMaHTe peaan3zanmm cocTaB ADAMTS13 MOXeT comepxaThb oT
npubarsuTengsHo 10 ME/mi no npubamsmuTesbHo 10000 ME/mMii. B Opyrux
BapMaHTax peajiM3aluy COCTakB MOXeT colepXaTb OT NpUbIM3UTesIbHO 20
ME/Min mo npubiamsuresbHO 10000 ME/MiI, WM oOT OpubiansmuTesbHO 20
ME/Mi pmo npubamsuTesbHO 8000 ME/MiI, wWiIM oT OpubiamsuTenasHo 30
ME/Mi1 pmo mnpubiamsuTesbHOo 6000 ME/MII, WM OoT OpubiamsuTenanHo 40
ME/Min pmo mnpubamsuTesbHo 4000 ME/MII, WIM OT OpubIMsuTedabHo 50
ME/Mi1 mo npubamsuTesbHO 3000 ME/MII, MIM OT NpUOIM3UTENbLHO 75
ME/Min mo npubimsuresbHO 2500 ME/Mii, wim oT npubiamsuTensHo 100
ME/Min mo npubimsuresbHO 2000 ME/Mii, win oT nOpubimsuTennHo 200
ME/MJI OO0 OpubamsuTeasHo 1500 ME/MJI, WIM KOJMUYECTBO O(epMeHTa U3
OpyTOoro OMarnasoHa. B NpelnodTUTesJIEHOM BapMaHTe peajM3allMM COoCTab
ADAMTS13, IpenJjIoXeHHBMN B HaCcToOAleM OOKYMEHTe, COOEPXUT oT
npnbnmsuresbHo 150 ME/Mn  mo npubiamsurenbHo 600 ME/Mi. B eme
OOHOM TIIPEeOloUuTUTEJIEHOM BapMaHTe pealu3aumum cocTaB ADAMTS13,
NpenJIoXeHHH B HaCTOAMEeM OOKYMeHTe, COHOEePXUT OT NpUOIM3UTEJILEHO
100 ME/Min pmo npubimsuTesbHo 1000 ME/MiI. B HeKOTOPHX BapMaHTax
peaamn3salnmum cocTas COmEPXUT NPUOIIN3UTEIJIBEHO 10 ME /M1 I
npmubiausurensHo 20, 30, 40, 50, 60, 70, 80, 90, 100, 150, 200,
250, 300, 350, 400, 450, 500, 00, 700, 800, 900, 1000, 1100,
1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000, 2100,
2200, 2300, 2400, 2500, 2600, 2700, 2800, 2900, 3000, 3100,
3200, 3300, 3400, 3500, 3600, 3700, 3800, 3900, 4000, 4100,
4200, 4300, 4400, 4500, 4600, 4700, 4800, 4900, 5000, 5100,
5200, 5300, 5400, 5500, 5600, 5700, 5800, 5900, 6000, 6100,
6200, 6300, 6400, 6500, 6600, 6700, 6800, 6900, 7000, 7100,
7200, 7300, 7400, 7500, 7600, 7700, 7800, 7900, 8000, 8100,
8200, 8300, 8400, 8500, 8600, 8700, 8800, 8900, 9000, 9100,
9200, 9300, 9400, 9500, 9600, 9700, 9800, 9900, 10000 wmam OoJee
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ME/MJI.

[00094] B HEeKOTOPHX BapMaHTax peajlM3aluuu cocTaBel ADAMTS13,
[IpenJIOXEHHEE B HacTOoAleM OOKYMEHTE, MOTYT OOIIOJIHUTeJIbHO
comepxaTb OIOHO VI OoJiee bapMalleBTUYECKHU npreMJIeMbIX
BCIIOMOT'aTeJIbHEX  BelleCTB, HoCcHTeJlel u/uin  pasdbaBuUTesIeNn, Kak
OIMCaHO B 3afgBKe Ha HaTeHT CHIA N 20110229455. Kpome TOTO, B
OOHOM BapMaHTe peajusz3aluy cocTaBel ADAMTS13, [IpenJIOXeHHEe B
HacToAmeM OOKyMeHTe, o0JalalT TOHMUHOCTLIO B IMalla30He, OIMCaHHOM
B OyOJMKaLMM 3asgBKM Ha naTedT CHA N 2011/0229455.

[00095] B IOOHNOJHUTEJNBHEX BapMaHTax peajJM3aluy HaCToAmeIo
n300peTeHUsa TpPelJIoXeHH cocTaBel ADAMTS13, BRKJIOUAIME  TUIIMUYHEE
COCTAaBHI, OIIMCAaHHEIEe B pasgeJie 11T («KoMIIO 3 LM u COCTAaBH
ADAMTS13») nybamMrKaluM 3aaBKM Ha HaTeHT CHA N 2011/0229455.

[00096] B HeKOTOPHX BapMaHTax pealrn3alrM IIOJIYUYEeHHHE COCTaBEH
ADAMTS13 conepxaT pnodabku. CrnocoOe HOponykuuy ADAMTS1I3 u  ee
KOMIIO3ULIMKM, OMNMCaHHHE B pa3gejax 1V um V nybaukaluu 3adBKM  Ha
naTedr CIA N 2011/0229455, BKJIOUEHE B HACTOSMMM  TOKYMEHT
[IOCPEnCTBOM CCBUIKMU .

IV. CIIOCOEH JIEUEHUA

[00097] CocTaBH, OIMCaHHBEE B HaCTOAlleM IOKYMeHTe, IIPUIOIHE
OJIS IIOOKOXHOTO BBEOEHMS B TepalleBTUUECKUX WU IpodUuilaKTUUeCKUX
nenax. Kak OpaBuiio, OJ4 TepalleBTUUeCKOI'O IIPMMeHeHMHA COCTaBH
BBOOAT CcyOBeKTy C 3RabojieBaHMEeM WMJIM COCTOSHMEM, aCCOLUMMPOBAHHEM C
oncdyHruMernr ADAMTS13 miam OB, MM HyXIJaoleMyCcs B STOM II0 MHOM
[pUunHe B «TepalleBTUUYeCKU sbbexrTUBHOM oo3ze». CocTaBH u
KOJIMUYeCTBO, 9SdbekTMBHOEe @OJII DTUX leJed, 23aBUCAT OT TIKeCTU
3aboJIeBaHMA WM COCTOSHUA M OOmMero COCTOSHMSA 3J0POBbA MallMeHTa.
CocTaBE MOXHO BBOIMTH OIHOKPATHO WMJIM MHOTOKPATHO B 3aBUCHUMOCTHU
oT TpedyeMOoM U NepeHOCHMMOM HalMeHTOM OO3MPOBKM UM UaCTOTH.

[00098] «IlaumMeHT» WM «KCYDBEeKT»  IOJIid ueJjieM  HacToAmeIo
n300peTeHMda BRJIKLUAeT JIOIOeWM ¥ OpYIMX KMBOTHHX, B YaCTHOCTH,
MJIEKONIMTAKMMX . TakuMmM o06pa30M, KOMIIO3MIWM, COCTaBEH U CIOCOOEH
MOXHO IIPMMEHSATH KaK B MENMIMHCKMX, TakK M B BeTEepMHAPHEX LeJgax. B
KOHKPETHOM BapMaHTe peajM3allM IIallMeHT ABJISETCS MIEKONUTAaKIMM, a
B OIOHOM BapMaHTe peajiM3alluM — UYeJIOBeKOM. B coueTaHMM C CcoOCTaBaMu

u crnocobamm, InpenJIoXe HHBEIMIM B HaCToAdAIleM MBO@peTeHMM, MOXHO
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IPUMMEHATE IOPYyTHMe M3BECTHHE CIOCODOH M CPeOCTBa JedeHMS COCTOSHUM,
ACCOLMUPOBAHHEX C IMChyHKIMer ADAMTS13 miam OB.

[00099] B HeKOTOPHX BapMaHTax peajgusz3aumm cocrtak ADAMTS13
O0JIS IIOOKOXHOTO BBeIeHMS BBOLOAT IIyTeM IIOOKOXHOM MHBEeKIMM. B
KOHKPETHHX BapMaHTax peajgu3aunu cocTaB ADAMTSI13 1njd ODOOKOXHOTO
BEelleHUS BBOLAT IIOCPEICTBOM IIOOKOXHOM MHBEKLUMM B OIOHY U Ty Xe
obJjlacThk TeJla IalMeHTa (HaopuMep, B ILJIeUO, IIepelHKK IIOBEPXHOCTH
Bempa, HIVKHIOKD 4YacThb KMBOTa WM BEPXHIK 4YacThb  CIIMHEH) npu
IIOBTOPHEIX VI HENPEePHBHEIX VHBEKUIMAX . B OIPYyTUX BapMaHTax
peaansanmum cocTaB ADAMTS13 oA TIIOOKOXHOTO BReIEeHNUIA BBOIOAT
IIOCPENCTBOM IMOIKOXHOM MHBEKIMM B pasJIMUHbHEe o0O0JlacTM Tejla IallMeHTa
NI [IOIIEPEMEHHO C  PasHHX CTOPOH. B HEKOTOPEIX BapMaHTax
peanuzaluumu cocTaB ADAMTS13 1Jd T[IOOKOXHOTO BBeOeHMS BBOOAT C
IIOMOMEID YCTPOMCTBA, MMIJIAHTHMPOBAHHOTO I@ION KOXy. B HEeKOTOPHX
BapMaHTax pealu3allMM MUMIIJIaHTUPOBAaHHOE YCTPOMCTBO obecneunBaeT
BHICEODOOXIOeHMe cocTaBa ADAMTS13 B omnpelelleHHOe BpeMsa. B HEKOTOPHX
BapMaHTax pealu3aly MMIIJIaHTUPOBAHHOE YCTPOMCTBO of0ecneumMBaeT
HEINPEPHBHOE BECBOOOXIeHMe cocTaBa ADAMTS13.

[000100] B HeKOTOPHX BapMaHTax peajiMs3auum cocTas ADAMTS13,
ONMCaHHBIL B HaCTOoAmeM IOKYMEHTe, IPMMEHAT OJI4 JIeUeHUud U
npoduilakTuky aucoyHxumy ADAMTS13 um OB. B HEKOTOPHX BapMaHTax
peanuzauum cocTaB ADAMTS13, ONMCAHHEM B HaCTOAMEeM OOKYyMeHTe,
IPUMEHSIT OJIA JIeUeHUS U OpodUIaKTHKM TpoMOOTUMUeCKMX 3aboJeBaHUM
M COCTOSHMM. B HEeKOTOPHX BapMaHTax peaJus3alum cocTaB ADAMTS13,
ONMCaHHBM B HaACTOAMEM IOKYMeHTe, OIPUMMEeHAT OIJIAd JIeUeHUuda U
NpodUIIaKTUKM MHOaApPKTAa.

[000101] B onmHOM BapMaHTe pealuzauum ADAMTS13 BBOOAT B HO3e
or 20 EnOpy73/KT Macce Tejla no 4000 Enswr3/KD Macce Tejla. B OIOHOM
BapMaHTe peajuzaumy ADAMTS13 BBOmaT B no3e oT 20 EOsyr3/KD MacCH
Tejga no 2000 EOpys/KT Macce Tejla. B OIHOM BapMaHTe pealu3aluu
ADAMTS13 BBOOAT B nose oT 20 EIpys/KD MacchH Tejia 0o 1000 Enpy73/KD
MaccCel TeJla. B OOHOM BapuaHTe peajmszauuy ADAMTS13 BBOOAT B OO3e
or 20 EnOpy73/KT Macce Teja no 500 Enpyy3/KD Macce Tejla. B OOHOM
BapMaHTe peaymzauuy ADAMTS13 BBOOmAT B nmos3e oT 20 EOsyr3/KID MacCH
Tesa no 200 EIOpy3/KD MacCeH TeJla. B OODHOM BapMaHTe pealu3aluu

ADAMTS13 BBOOAT B mos3e oT 20 EIOpy73/XKIT MacceH Teja mno 100 EOpy73/KD
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MaccCel TeJla. B OOHOM BapuaHTe peajmszauuu ADAMTS13 BBOOAT B OO3e
or 40 EIOpy3/KT MacceH Tejla no 200 EOpq3/KI MacCH Tejla. B OIOHOM
BapMaHTe peayms3auuy ADAMTS13 BBOmAT B nmo3e oT 40 EOsyr3/KD MacCH
Tesja 0o 100 EOpy73/KT Macce Tejla. B IOpyIMx BapMaHTax peaau3aluu
ADAMTS13 BBOOST B KOJMUECTBe NpuOIM3nUTeslbHO 20 EOpy73/KT MaCCH
Tejia, 30, 40, 50, 60, 70, 80, 90, 100, 150, 200, 250, 300, 350,
400, 450, 500, 600, 700, 800, 900, 1000, 1100, 1200, 1300, 1400,
1500, 1600, 1700, 1800, 1900, 2000, 2100, 2200, 2300, 2400,
2500, 2600, 2700, 2800, 2900, 3000, 3100, 3200, 3300, 3400,
3500, 3600, 3700, 3800, 3900, 4000 Egnrwvs/KI' MacCCH Teja, WIM B
IPOMEXYTOUHOM KOHIEeHTpaluM WM OMala30He KOHIeHTpalul.

[000102] B obmeM clayuyae mosa ADAMTS13, BBOIOVMaA A

MJIEKONIMTaKnIEeMy, 3aBUCUT, CpelM Ipouux OGaKTopoB, oT 3abdoJieBaHus

2NNz COCTOAHMA, rnogjyiexameIro JIEUYEeHNIO, B IOa MJIEKOIIMTaKrmero,
BO3pacTa MJIEKOIIMTaKnmeIro u ofmero COCTOAHMA SOOPOBEA
MJIEKOIIMTaKmero. CriemaJiiCT B OaHHOM obracTu JIET'KO CMOXeT

IepecuuTaTh HOO3UPOBKM HOJIS PAa3JIMUYHEIX MJIEKONMTAKIMX, HallpUMEeDp,
0o3y IOJid MBIIM B HO3Y HOJA dYeJoBeka. OOHO U3 CPenCcTB IJ4d
SKCTPAaNlOoJIALIMM HO3HE IOJId 4YeJIOBeKa M3 HO3H IJS XMBOTHOTO BKJIOUAET
JMCIIOJIb30BaHMe IJIOMAalM I[IOBEPXHOCTM TeJjla, KoTopad, KaK M3BECTHO,
XOpOWIO  KOoppeJMpyeT C  HEeCKOJIBKMMM I[lapaMeTpaMyu  MeTaboJms3Ma,
HalpuMep, o0OBEMOM KPOBM, LIUPKYJMUpPpYyMeM I[1j1a3MoM U OGyHKLUMEeM IIoUek
y PasJIMUHEIX MJIEKOTIMU T AMMX . Taxum obpasoM, KOBObUIIMEeHT
npeobpasoBaHusa (Hanpumep, Kp), YCTaHaBIMBAKINMY KOPpeJauun cpenHen

MacCCE MJIEKOIIMTameI'c CO CpenHeﬁ IJIcmanbio ITIOBEPXHOCTM TeJla, MOXHO

[IPUMEHATH oJisd KOppesiaumnn DO3UPOBKU openapatTa (HanpumMep,
nosupoBky ADAMTS13), BHEpaXxeHHOWM B eOuHUIlax Oejika (HaopuMmep,
MacChe WJIM aKTMBHOCTM) Ha eIOMHMIY MacCCH TeJla MIeKOIUTAaRIelo

(HanpuMep, KI'), OpuMeHIeMOW nOJia IIepBOT0 BMIa MIEKONIMTAaKIeIro
(HanpuMep, MHIIM), ¥ COOTBETCTBYIINEM HOO3HW OJ4 BTOPOTO BMUIAa
MJIIEKONIMTAKMETO (HalpuMep, dYeJioBeka). CMmM. o0030p Reagan-Shaw et
al., FASEB, 22:659-62 (2007). Hanpmumep, DTO MOXHO CHOeJlaTb IIyTEM
[IEPBOHAYAJIEHOT'O YMHOXEHU I OO3H JIEKapCTBEHHOTO cpencTea,
BBOIOMMOT O MJIEKOIMTaKeMy [IEPBOTO BMIOA, Ha KOBQOULMEHT
npeobpasoBaHMsa, YCTAHOBJIEHHEM IJIS STOTO MJIEeKOoNMTaKmero, a 3aTeM

neJiIeHUS pesyJibTaTa Ha Ko20pduuMeHT Opeobpa3z30BaHMA, YCTAaHOBJIEHHBM
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I0JIS BTOPOTO BHMIa MIeKOoOMTaKmero. IIpUMepHE TakKux Ko2(OMLIMeHTOB
npeobpasoBaHMA IIPMBEeIeHBE HWXKe B Tabjuile 1, B3ATOM M3 PYKOBOICTBA
MUHMCTEPCTBa 3OPaBOOXPaHEeHMS M COUMaJIbHEX CcJyx0 CIIA, IJS OLIeHKU
MakCcHUMaJIbHOM  ©0e30IacHOM  HauvaJlbHOM  OO3E B  HauvaJIbHOM  CTalumn
KJIVMHUYUECKUX MCCJIENOBaHUNM TepaleBTUUEeCKMX CPelCTB Yy B3POCJEHX
300POBEX IOOPOBOJILIIEB.

Tabauua 1

[IpeoBpasoBaHMe O3 OJIS KMBOTHBX B SKBUBAJIEHTHHE OO3H IJIS

JyeJIOBeKa Ha OCHOBe IJIomanlM ITIOBePXHOCTHM TeJla

To Convert To Convert Animal Dose in mg'kg
Animal Dose in to HED® in mg/kg, Either:
Species mg'ke to Dose in Divide Multiply
mg1, Multiply | Animal Dose By| Animal Dose By
by ki
Human 37 --- ---
Child (20 kg 25
Mouse 3 12.3 0.08
Hamster 5 7.4 0.13
Rat 6 6.2 0.16
Ferret 7 3.3 0.19
Guinea pig 8 4.6 0.22
Rabbit 12 31 0.32
Dog 20 1.8 0.54
Primates:
Monkeys® 12 31 0.32
Marmoset 6 6.2 0.16
Squirrel monkey 7 5.3 0.19
Baboon 20 1.8 0.54
Micro-pig 27 1.4 0.73
Mini-pig 35 1.1 0.85

% Assumes 60 kg human. For species not listed or for weights outside the standard ranges.
HED can be caleulated from the following formula:

HED = animal dose in mg/kg x (animal weight in kgthuman weight in kg,
® This ky value is provided for reference only sinee healthy children will rarely be volunteers
for phase 1 trials.

< .
For example. cynomeolgus. rhesus. and stumptail.

[000103] B OIIHOM BapMaHTe peaamnsanmum OMOOOCTYIIHOCTE
ADAMTS13 nocJje MOOKOXHOTO BBEeIeHMS COCTAaBJAET OT IO MeHbIeM Mepe

50% 1mo mo MeHbmeM Mepe 80% @O CpaBHeHMIK C BHYTPMBEHHBM



BBeIcHNMEM,

peanmmszaunn

COCTaBJIAeT OT IO MeHBIIeV Mepe

CPaBHEHNVI C BHYTPVMBEHHEIM BBeIEHMEM,

JO3€Ee.

IIOOKOXHOTO BBeIeHMS COCTaBJIAeT OT II0 MeHbIen Mepe 50%

CPaBHEeHNVK C BHYTPVMBEeHHBEIM BBeIceHMeM,

Jose.

IIOOKOXHOT'O BBeIOEeHMS CcocTaBJIgeT OT IIO0 MeHblleM Mepe 55%

CPaBHEHNVIK C BHYTPVMBEHHEIM BBeIcHMEM,

oTose.

IIOOKOXHOTO BBeIOEeHMS CcOoCcTaBJIgeT OT II0 MeHbllel Mepe 55%

CPaBHEHNVK C BHYTPVMBEHHEIM BBeIcHUMEM,

oTo3se.

[000104]

OMOIOOCTYIIHOCTE

B HeKOTOPEHX

28

HOPMMPOBAHHEIM 10 aHaJIOTMUHOM mHOo3e.

ADAMTS13
60%

1o CJIe

0O II0 MeHbmey Mepe 80%

IIOOKOXHOTI'O

B omHOM BaplaHTe

BBelcHNA

I10

HOPMMPOBAHHEIM I1IO aHaJIOTUUYHOM

B oIHOM BapMaHTe pealMs3aluM OMOOOCTYNHOCTE ADAMTSI13 mocje

no 70% 1o

HOPMMPOBaAHHEIM IIO AHAJIOTUUHOM

B omHOM BapMaHTe pealM3alum OMOIOCTYIHOCTE ADAMTS13 mocie

oo 65% 1o

HOPMMPOBAHHEIM IIO AHAJIOTUYHOM

B omHOM BapMaHTe pealM3aluM OMOOOCTYyNHOCTE ADAMTS13 mnocJe

no 70% 10

HOPMMPOBAHHEIM IIO AaHAaJIOTMYHOM

BapraHTax peaausanmy OMOIOCTYIIHOCTD

ADAMTS13 mocJye IOIKOXHOTO BBeIeHMS COCTaBJIAeT II0 MeHblley Mepe

40%,
MeHbIle Mepe
53%, wiam 1o
MeHbIIe Mepe
58%, wam 1o
MeHbIIel Mepe
©3%, WJIM IO
MeHbIIley Mepe
©68%, wMJIM IIO
MeHblle¥ Mepe
73%, WIM IO
MeHblle¥ Mepe
78%, WIM IO
MeHblel Mepe

83%,

CPaBHEHVK C BHYTPVMBEHHEIM BBeIcSHMEM,

WM 110 MeHbmel wMmepe 45%,

51%, wniam 10
MeHBbIIEW Mepe
56%, WJIM IO
MeHbIIel Mepe
61%, wWIu 10
MeHbIIeM Mepe
66%, WIM IO
MeHbIIeM Mepe
71%, MM IO
MeHbIIe Mepe
76%, WM IO
MeHbIIe Mepe

81%, wWIM 10

MM IO MeHbIleM Mepe

WM II0
MeHbIlel Mepe
54%, WM 10
MeHBIIe Mepe
59%, wmiam 1o
MeHbIIe Mepe
04%, WM IO
MeHbIIel Mepe
©9%, WM IO
MeHbIlell Mepe
74%, WM IO
MeHblel Mepe
79%, WM IO
MeHblel Mepe

84%, wIm

MeHbIlel Mepe
52%, wam 1o
MeHbIIe Mepe
57%, wIm 10
MeHbIIe Mepe
62%, WIN TIO
MeHbIIe Mepe
©67%, WIM IO
MeHbIlel Mepe
72%, wWIM TIO
MeHbIlel Mepe
77%, WIN IO
MeHbIlel Mepe
82%, WMIM TIIO

10

MeHbIlel Mepe

50%, wmiIm 1o
MeHbIe Mepe
55%, wmium 1o
MeHbIIe Mepe
60%, wMJIM 110
MeHbIIel Mepe
65%, wmJIM 10
MeHbIIlel Mepe
70%, wWIM IO
MeHblel Mepe
75%, wWIM 10
MeHblel Mepe
80%, wmIM IO
MeHblel Mepe

85% 110

HOPMMPOBAHHEIM IIO AaHAJIOTMYHOM

nose.

[000105] B HeKOTOPHX BapMaHTax peajmMsauuu cocTae ADAMTS13
BBOOAT IIyTeM I[IOOKOXHOI'O BBeIOeHMS B BUIe pPa30BOM OOJIOCHOM
MHBEKLIUN . B HeKOTOpPEHX BapMaHTax pealMs3aumuy cocTtas ADAMTS13
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BBOIOAT INYTeM IIOIOKOXHOTO BBeIOeHMA pas B Mecdll. B HeKOTOPEHX
BapMaHTax peajJguzaumuu cocTaB ADAMTS13 BBOOAT IIYTEM IIOOKOXHOI'O
BBeIeHMA pas B OBe HemeJgr. B HeKOTOPHX BapMraHTax peajms3alluu
cocTaB ADAMTS13 BBOOAT YyTeM IIOOKOXHOTO BBeIeHUA pas B HeOejo. B
HEeKOTOPHX BapMaHTax peajluszauuu cocTaB ADAMTS13 BBOOAT IIyTeM
IIOOKOXHOT'O BBeOeHMA IOBa pasa B HemeJlon. B HEKOTOPHX BapuaHTax
peamm3zaumu cocTtak ADAMTS13 BBOOAT IIyTeM IIOOKOXHOI'O BBEeIeHMS pas
B IeHb. B HEKOTOPHX BapMaHTax peamu3alum cocTaB ADAMTS13 BBOIOAT
IyTeM IIOOKOXHOIT'O BBeNeHMA pas3 B 12 YacOB. B HEeKOTOPHX BapMaHTax
peamm3zaumu coctak ADAMTS13 BBOOAT IyTeM I[IOOKOXHOI'O BBEINEHUS pas
B 8 YacoB. B HeKOTOpHX EBapMaHTax pealMs3auum cocTak ADAMTSI13
BBOIOAT IIYTEeM IIOOKOXHOT'O BBEeIEeHMA pPas B MeCTh YacoOB. B HeKOTOPEHX
BapMaHTax peaJuzauuu cocTaB ADAMTS13 BBOOAT INIYTEM IIOOKOXHOTO
BBeIeHMA pas3 B UeTHpe UYaca. B HeKOTOPHX BapMaHTax peajr3aluu
cocTaB ADAMTS13 BBOOAT IIyTeM IIOOKOXHOI'O BEBeINeHMsS pa3 B IOBa daca.
[000106] B omHOM BapMaHTe peaymzauum cocTas ADAMTS13 BBOIAT
nyTeM IIOOKOXHOTO BBeleHUA  IIpU coueTaHMM  OO3H UM  YacCTOTH,
BHOpPAHHOM M3 BapMaHToB 1-1133 B Tabimue 2. B ofmweM cjydae Oo3a U
yacToTa ADAMTS13, BBOIMMOM MIeKONMTAalMeMy, 3aBUCUT, Cpels IPpOUMuX
dpaxTOpPOB, OT 3aboJieBaHMA WM COCTOAHMA, IOOJIeXAallero JIeUeHMD,
BMIOa MJIEKONIMTAaKIero, Bo3pacTa MIEKONMTaKrmero M ofmero COCTOAHUA
3O00POBEA MIIEKOIMTAaKIEIro.
Tabauua 2
[loJjiesHBlEe KOMOMHALUM OO3UPOBKM M YacToThH ADAMTS13 1mJjis HDOOKOXHOIO

BBeIcHNA

Hoza Paz B HBa Tpu | Pazs | MBa |Yepes| Pazs | Hea | Tpu [Yersip |ecTs
(ExFV73/] mecsu | pa3zaB | pasaB |Heaemo| pazaB | acHb | ACHB | pa3aB |pasas|c pasza| pa3s
KT MacChl MECHLL | MECHIL HCACTIO JCHb | JCHb |B JACHB| ACHB

TCIA)

Bap. 1 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
104 207 310 413 516 619 (722|825 928 1031

Bap.2 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
105 208 311 414 517 620  |723 826 [929 1032

Bap.3 |Bap. |Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
106 209 312 415 518 621 724 (827  |930 1033
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Bap.4 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
107 210 313 416 519 622|725 828  [931 1034
Bap.5 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
108 211 314 417 520 [623 726 829  [932  |1035
Bap.6 (Bap. [Bap. Bap. |Bap. [Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
109 212 315 418 521 624 (727 830  [933 1036
Bap.7 (Bap. [Bap. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. [Bap.
110 213 316 419 522|625 728 831 934 (1037
Bap. 8 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
111 214 317 420 523 626 (729 832  [935 1038
Bap.9 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
112 215 318 421 524 (627 |730  [833 936 1039
Bap. 10 |[Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
113 216 319 422 525 628 731 834 [937 |1040
Bap. 11 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
114 217 320 423 526 629 (732|835 938 1041
Bap. 12 |[Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
115 218 321 424 527 630 [733 836 [939 |1042
Bap. 13 |[Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
116 219 322 425 528 631 734 (837 |940 1043
Bap. 14 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
117 220 323 426 529 632 [735 838  [941 1044
Bap. 15 (Bap. [Bap. Bap. |Bap. ([Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
118 221 324 427 530  [633 736 839  [942 1045
Bap. 16 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
119 222 325 428 531 634 (737 840 (943 1046
Bap. 17 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
120 223 326 429 532|635 738 841 944 11047
Bap. 18 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
121 224 327 430 533 636  [739 842 (945 1048
Bap. 19 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
122 225 328 431 534 (637 |740 (843 946 1049
Bap. 20 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
123 226 329 432 535 638 741 844  [947 |1050
Bap. 21 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
124 227 330 433 536 639 (742 1845  [948 1051
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Bap. 22 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
125 228 331 434 537 640 [743 846  [949 1052
Bap. 23 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
126 229 332 435 538 641 744 (847  |950 1053
Bap. 24 (Bap. [Bap. Bap. |Bap. [Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
127 230 333 436 539 642  [745 848 951 1054
Bap. 25 (Bap. [Bap. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. [Bap.
128 231 334 437 540 [643 746 849 952 1055
Bap. 26 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
129 232 335 438 541 644 (747 850  [953 1056
Bap. 27 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
130 233 336 439 542|645 748 851 954  |1057
Bap. 28 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
131 234 337 440 543 646 (749 852  [955 1058
Bap. 29 |Bap. Bap. Bap. ([Bap. |Bap.54|Bap. |(Bap. ([Bap. [Bap. |[Bap.
132 235 338 441 4 647 [750  |853 956  |1059
Bap. 30 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
133 236 339 442 545 648 751 854 [957 |1060
Bap. 31 |[Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
134 237 340 443 546 649 [752  |855 [958 1061
Bap. 32 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
135 238 341 444 547 650 [753 856  [959 1062
Bap. 33 (Bap. [Bap. Bap. |Bap. ([Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
136 239 342 445 548 651 754 (857  [960  |1063
Bap. 34 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
137 240 343 446 549 652  [755 858  [961 1064
Bap. 35 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
138 241 344 447 550  [653 756 859  [962  |1065
Bap. 36 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
139 242 345 448 551 654  [757 860  [963 1066
Bap. 37. |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
140 243 346 449 552|655 758 861 964  |1067
Bap. 38 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
141 244 347 450 553 656  [759 862  [965 1068
Bap. 39 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
142 245 348 451 554  [657 |760  [863  |966  [1069
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Bap. 40 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
143 246 349 452 555 658 761 864 [967 |1070
Bap. 41 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
144 247 350 453 556 659 [762 1865  [968 1071
Bap. 42 (Bap. [Bap. Bap. |Bap. [Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
145 248 351 454 557 660 [763 866  [969 1072
Bap. 43 (Bap. [Bap. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. [Bap.
146 249 352 455 558 661 764 867 |970 |1073
Bap. 44 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
147 250 353 456 559 662  [765 868  [971 1074
Bap. 45 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
148 251 354 457 560  [663 766 869 [972  |1075
Bap. 46 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
149 252 355 458 561 664  [767 870  [973 1076
Bap. 47 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
150 253 356 459 562 [665 768 871 974 11077
Bap. 48 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
151 254 357 460 563 666  [769 872 [975 1078
Bap. 49 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
152 255 358 461 564  [667 |770 (873 1976  [1079
Bap. 50 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
153 256 359 462 565 668 771 874  |977 1080
Bap. 51 (Bap. [Bap. Bap. |Bap. ([Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
154 257 360 463 566 669 |772 |875  [978 1081
Bap. 52 |[Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
155 258 361 464 567 670 [773 876 979 1082
Bap. 53 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
156 259 362 465 568 671 774 (877 |980 1083
Bap. 54 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
157 260 363 466 569 672 [775 878 981 1084
Bap. 55 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
158 261 364 467 570 [673 776 879  [982  |1085
Bap. 56 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
159 262 365 468 571 674  |777 880  [983 1086
Bap. 57 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
160 263 366 469 572|675 778 881 984 (1087
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Bap. 58 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
161 264 367 470 573 676  [779 882  [985 1088
Bap. 59 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
162 265 368 471 574 (677 |780  [883  |986  [1089
Bap. 60 (Bap. [Bap. Bap. |Bap. [Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
163 266 369 472 575 678 781 884  [987 1090
Bap. 61 (Bap. [Bap. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. [Bap.
164 267 370 473 576 679 (782|885  [988 1091
Bap. 62 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
165 268 371 474 577 680 [783 886  [989  |1092
Bap. 63 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
166 269 372 475 578 681 784 (887  |990 1093
Bap. 64 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
167 270 373 476 579 682  [785 888 991 1094
Bap. 65 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
168 271 374 477 580  [683 786 889  [992  |1095
Bap. 66 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
169 272 375 478 581 684  [787 890  [993 1096
Bap. 67 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
170 273 376 479 582|685 788 891 994 (1097
Bap. 68 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
171 274 377 480 583 686  [789 892  [995 1098
Bap. 69 (Bap. [Bap. Bap. |Bap. [Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
172 275 378 481 584 |687 790 (893 996 1099
Bap. 70 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
173 276 379 482 585 688 791 894  [997 1100
Bap. 71 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
174 277 380 483 586 689  [792  |895 998 1101
Bap. 72 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
175 278 381 484 587 690  [793 896  [999 |1102
Bap. 73 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
176 279 382 485 588 691 794 (897 1000 1103
Bap. 74 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
177 280 383 486 589 692  [795 898 1001 1104
Bap. 75 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
178 281 384 487 590  [693 796 899 1002|1105
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Bap. 76 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
179 282 385 488 591 694 (797 1900 1003 |1106
Bap. 77 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
180 283 386 489 592|695 798 (901 1004 |1107
Bap. 78 (Bap. [Bap. Bap. |Bap. [Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
181 284 387 490 593 696 799 1902 1005 1108
Bap. 79 (Bap. [Bap. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. [Bap.
182 285 388 491 594 (697 800 903 1006 1109
Bap. 80 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
183 286 389 492 595 698 801 904 1007 |1110
Bap. 81 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
184 287 390 493 596 699 802 905 1008 |1111
Bap. 82 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
185 288 391 494 597 700 803  [906 1009 (1112
Bap. 83 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
186 289 392 495 598 701 804  |907 1010 |1113
Bap. 84 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
187 290 393 496 599 (702 805 908 1011 1114
Bap. 85 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
188 291 394 497 600 [703 806  [909 1012|1115
Bap. 86 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
189 292 395 498 601 704 807 910 1013|1116
Bap. 87 (Bap. [Bap. Bap. |Bap. ([Bap. (Bap. (Bap. |Bap. |Bap. [Bap.
190 293 396 499 602  [705 808 911 1014 |1117
Bap. 88 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
191 294 397 500 603 706 809 912 1015 |1118
Bap. 89 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
192 295 398 501 604 (707 810 913 1016 |1119
Bap. 90 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
193 296 399 502 605 708 811 914 1017 1120
Bap. 91 [Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. [Bap. [Bap. |[Bap.
194 297 400 503 606 (709 812 915 1018 1121
Bap. 92 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
195 298 401 504 607 [710 813  |916 1019 1122
Bap. 93 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
196 299 402 505 608 711 814 917 1020 |1123
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Bap. 94 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
197 300 403 506 609 (712|815 [918 1021 |1124
Bap. 95 |Bap. |Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
198 301 404 507 610 (713 816  |919 1022|1125
Bap. 96 (Bap. [Bap. Bap. |Bap. ([Bap. (Bap. (Bap. |Bap. |Bap. [Bap
199 302 405 508 611 714 (817 1920 1023|1126
Bap. 97 (Bap. [Bap. Bap. |Bap. |Bap. |Bap. |Bap. |Bap. |Bap. [Bap.
200 303 406 509 612 [715 818 921 1024 1127
Bap. 98 |Bap. |Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
201 304 407 510 613 (716 |819 (922 1025 1128
Bap. 99 |Bap. Bap. Bap. ([Bap. |Bap. |[Bap. |(Bap. ([Bap. [Bap. |[Bap.
202 305 408 511 614 (717 1820  [923 1026 |1129
Bap. 100 (Bap. Bap. Bap. |[Bap. |Bap. |Bap. |Bap. [Bap. [Bap. |Bap
203 306 409 512 615 [718 821 924 (1027 (1130
Bap. 101 [Bap. Bap. Bap. ([Bap. |Bap. |Bap. |Bap. [Bap. [Bap. |Bap
204 307 410 513 616 [719 822  [925 1028 (1131
Bap. 102 [Bap. Bap. Bap. |[Bap. |Bap. |Bap. |Bap. [Bap. [Bap. |Bap
205 308 411 514 617 (720 1823 (926 1029 1132
Bap. 103 [Bap. Bap. Bap. [Bap. |Bap. |Bap. |Bap. [Bap. [Bap. |Bap
206 309 412 515 618 |721 824 927 1030 |1133
[000107] B HeKOTOPHX BapMaHTax peajM3aluM IIOOKOXHO BBOOAT

npubams3uTesbHO 120-300%

no3w cocTaBa ADAMTS13 1mjsg KOHKPETHOTO IIoKa3aHud,

eIOVMHMIIax

AKTMBHOCTU

pealyim3alurim IITOOKOXHO

CTaH,HapTHOIZ BHYTPHUB €HHOM HOO3H

[IOKa3aHMd, W3MEePeHHOTO B eIMHMIIax aKTMBHOCTM Ha KWMJIOTPaMM.

KOHKPETHOM BapMaHTe pealM3allMM I[IOIKOXHO BBOIOAT NIPUOJIM3UTEJIEHO
130% oT KOoJIMYeCcTBa CTaHOapTHOM BHYTPUBEHHOMN IOO3H cocTaBa
ADAMTS13 mijd KOHKPETHOI'O IIokKa3aHWi, M3MEPEeHHOTO eIMHMIIax
aKTMBHOCTM Ha KWJIOT'PaMM. B KOHKpeTHOM BapMaHTe peaJlu3alluM
IIOOKOXHO BBOOAT NpuOIM3MTeJbHO 140% OT KOJMUeCTBa CTaHIapTHOM

BHyTpMBeHHOIZ IO 3EI

MSMEPEHHOT'O B

BapmmaHTe

OT KOJIMYUeCTBa CTaHHapTHOIZ BHyTpVIBeHI—IOVI

Ha

BBOIOAT

KMJIOT'paMM.

B

OPUOIIUBUTEIIEHO

VMSMEPEeHHOT'O B

KOHKPETHOM
120% o

BapMaHTe

KROJIMYeCTBa

cocraBa ADAMTS13 mjsa KOHKPETHOTO

cocraBa ADAMTS13 g KOHKPETHOI'O IIOKasaHud,

cIOVMHMIIax

peanmMsaunmn

AKTVMBHOCTM Ha KHMJIOI'pPaMM.

ITIOIOKOXHO

BBOIOAT

NPUOIIMU3UTEJIEHO

KOJIMUYeCTBa CTaHHapTHOﬁ BHyTpMBeHHOﬁ IJOS3EI

B KOHKpPETHOM

150%

cocrara ADAMTS13 nnag

oT
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KOHKPETHOT'O I[IOKaszsaHM4Eg, WM3MEPEeHHOTO B eOMHUIAX aKTMBHOCTM Ha
KujorpaMM. B KOHKpPEeTHOM BapMaHTe peajus3aluy IIOOKOXHO BBOIOAT
npubam3nuTesibHO 160% OT KOJMUEeCTBa CTAaHOAPTHOM BHYTPMBEHHOM IOS3H
cocraBa ADAMTS13 IoJid  KOHKpPEeTHOI'O  IIoKasaHud, M3MEPEeHHOTO B
eOMHNIIax AKTUBHOCTH Ha KMUJIOTPaMM. B KOHKPETHOM BapMaHTe
peanM3alMy IIOIOKOXHO BBOOAT NOpubiau3mTesbHO 170% 0T KOJIMUECTEA
CTAaHOAPTHOM BHYTPUBEHHOM HO3H cocTaBa ADAMTS13 mJjg KOHKPETHOTO
[IoKaszaHudg, WM3MEepeHHOT'O B eIMHUIIaxX aKTMBHOCTM Ha KujorpaMMm. B
KOHKPETHOM BapMaHTe peajr3alyM IIOOKOXHO BBOIOAT IPUOJIMUIUTEJILHO
180% oT KoJIMYeCcTBa CTaHIOapTHOM BHYTPUBEHHOMN IOO3H cocTaBa
ADAMTS13 mijigd KOHKPETHOI'O IIoKa3aHWi, M3MEPEeHHOTO B  eIMHMIAax
AKTMBHOCTM Ha  KWJOT'paMM. B KOHKpeTHOM BapMaHTe peajlusalnu
IOOKOXHO BBOOAT NOpubIM3UTesJsHO 190% oOT KoOJIMUeCcTBa CTaHOapTHOM
BHYTPMBEHHOM HO3H cCcocTaBa ADAMTS13 @OJjsd KOHKPETHOTO IIOoKa3aHuA,
VM3MEPEHHOTO B eIMHUIIaX aKTUBHOCTM Ha KUJIOTPaAMM.

[000108] B KOHKPETHOM BapMaHTe pealiM3alyM IIOOKOXHO BBOOAT
npubams3nuTebHo 200% OT KOJIMUEeCTBa CTaHOApPTHOM BHYTPMBEHHOM OO3H
cocraBa ADAMTS13 IoJji4  KOHKpPEeTHOI'O  IIoKasaHud, M3MEPEeHHOTO B
eOMHMIIax AKTUBHOCTH Ha KMUJIOTPaMM. B KOHKPETHOM BapMaHTe
peanM3alMy IIOOKOXHO BBOIOAT NpuOIM3MTesbHO 210% 0T KOJIMUeCTBa
CTaHOAPTHOW BHYTPMBEHHOM @HO3H cocTaBa ADAMTS13 @mJjs KOHKPETHOTO
[IoKasz3aHudg, W3MEePeHHOI'0 B eIMHMIaxX akKTMBHOCTM Ha KuJoTr'paMMmM. B
KOHKPETHOM BapMaHTe peajiM3alyuu IIOOKOXHO BBOIOAT IPUOJIMU3UTEJILHO
220% oT KOoJIMYeCcTBa CTaHIOapTHOM BHYTPUBEHHOMN IOO3H cocTaBa
ADAMTS13 mjid KOHKPETHOI'O IIOoKa3aHWA, M3MEPEeHHOTO B  eIOMHMIAax
AKTMBHOCTM Ha KUJOT'paMM. B KOHKpPeTHOM BapMaHTe peajus3alnumn
IIOOKOXHO BBOOAT MNOpubIM3UTeJIsHO 230% 0T KOJIMUeCTBa CTaHOapTHOM
BHYTPMBEHHOM HO3HE cocTaBa ADAMTS13 @Ojasd KOHKPETHOTO IIOKa3aHufd,
VM3MEPEHHOTO B E€OMHMIIAX AaKTMBHOCTM Ha KWJIOoTI'paMM. B KOHKpPETHOM
BapMaHTe peajJM3aluy [IOOKOXHO BBOIAT OpubiausuTedsHO 240% oOT
KOJIMUeCTBa CTaHOAPTHOM BHYTPUBEHHOM HOO3HE cocTaBa ADAMTS13 nmud
KOHKPETHOT'O I[IOKaszsaHMdg, M3MEPEeHHOT'O0 B eOMHMIAX aKTMBHOCTM Ha
KuJjiorpaMM. B KOHKpPEeTHOM BapMaHTe peaju3aluy IIOOKOXHO BBOIOAT
npubam3nuTesbHO 250% OT KOJMUECTBa CTaHOAapPTHOM BHYTPMBEHHOM OS3H
cocraBa ADAMTS13 IoJid  KOHKpPEeTHOI'O  IokKasaHud, M3MEPEeHHOTO B

eIOVMHMIIax AKTMBHOCTU Ha KMJIOT'PaMM . B KOHKPETHOM BaplraHTe
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peanr3aluy IIONKOXHO BBOOAT NPUOIMBUTENEHO 260% 0T KOJMUEeCTBa
CTaHOApTHOV BHYTPMBEHHOM HO3H cocTaka ADAMTS13 [mjs KOHKPEeTHOIO
[IoKasz3aHusg, W3MEepPeHHOT'O0 B eIMHUIaxXx aKTMBHOCTM Ha Kujlor'paMMm. B
KOHKPEeTHOM BapMaHTe pealiM3aluu IIOOKOXHO BBOOAT [IPUOJIM3UTEIIEHO
270% oT KoJIMdecTBa CTaHOapTHOM BHYTPUBEHHOMN IO 3EL cocTaBa
ADAMTS13 1mJjga KOHKPETHOT'O IIoKaszaHui, M3MEPEeHHOTO B  eOMHMIIax
AKTMBHOCTM Ha KWJIOTPaMM. B KOHKpeTHOM BapMaHTe peaJM3aluu
IIOOKOXHO BBOOAT NPUOIMBUTEJLEHO 280% 0T KOJMUECTBa CTaHIaApPTHOM
BHYTPMBEHHOM HO3H cocTaBa ADAMTS13 @OJjsa KOHKPeTHOTO IIOKa3aHudg,
VM3MEPEHHOTO B €IMHMIIAX aKTMBHOCTM Ha KWJIOoT'paMM. B KOHKPETHOM
BapuaHTe peaju3aluy IIOOKOXHO BBOOAT HNpUOJIM3UTeJIEHO 290%  oT
KOJIMUeCTBa CTaHOApPTHOM BHYTPUBEHHOM HOO3HE cocTaBa ADAMTS13 niud
KOHKPEeTHOTO IIOoKas3aHusdg, M3MEPEHHOTO B eIOMHMIAX aKTMBHOCTM Ha
KWJIoTpaMM. B KOHKPEeTHOM BapMaHTe peaju3aluy IIOOKOXHO BBOIAT
npudbamusuresbsHo 300% OoT KOJMUECTBa CTAHOAPTHOM BHYTPMBEHHOM MOO3H
cocTaBa ADAMTS13 oJid KOHKPETHOTO IIokKasaHu4, U3MEPEeHHOTO B
enVHMIlaXx aKTMBHOCTM Ha KWUJIOTPaMM.

[000109] B HeKOTOPHX BapMaHTax pealu3aluy IIOOKOXHO BBONAT
OpubIm3nuTesibHO 120%, OpUbIMU3UTEeNIbHO 122%, npubimsmresibHO 125%,
OpUbIIU3UTEeNIbHO 127%, nOpubimsuresbHOo 130%, npubiamsmuTesibHO 132%,
npubams3uresbsHo 135%, npubiamsuTenbHo 137%, npubtiam3uTesabHo 140%,
npubams3uresbsHO 142%, npubimsmrenbHo 145%, npubiamsmrenbHOo 147%,
npubamusuresbsHo 150%, npubimsuTenbHo 152%, npubiam3urTesbHO 155%,
npubian3uTeabHo 157%, nOpubiams3urebHO 160%, npubiamsmuTesbHO 162%,
OpubInM3nuTeIbHO 165%, npubiams3uTesbHO 167%, npubiamsmuTesbHo 170%,
OpubIn3nuTebHO 172%, nOpubimsuredasHo 175%, npmubiamsuresbHOo 177%,
npubian3nuTedbHo 180%, OpubiM3uTesbHO 182%, npubiamsmuTesbHO 185%,
npubian3nuTedabHo 187%, npubimsuredasHo 190%, npubiamsmuTesbHO 192%,
npubim3uTeabHo 195%, npubimsuresasHo 97%, npubim3urensHo 200%,
npubim3nuTenbHo 202%, npubimsuredasHo 205%, npmbiamsmurespHOo 207%,
npubm3nuTeabHo 210%, OpubIM3UTeNBHO 212%, npubiamsmTesibHO 215%,
OpUOIN3UTENIBEHO 217%, OpUbIM3UTeNBHO 220%, OpUOIM3UTEJIBHO 222%,
OpUOIIN3UTENIBEHO 225%, NOPpUOIMU3UTENBHO 227%, npubiamsmTesbHOo 230%,
OPUOIIU3UTEJIEHO 232%, NPpUOIM3UTENEHO 235%, nOpubiamsmTesibHO 237%,
OpubInU3nUTeIbHO 240%, OPpUOIU3UTENIEHO 242%, nOpubiamsmTesibHO 245%,

OpUBIIU3UTEJIEHO 247%, OpUbIU3UTeJIbHO 250%, OpubiamMsmMTesIbHO 252%,
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OpUOIN3UTENIEHO 255%, HOpubims3uTesbHO 257%, npubiamsmuTesibHO 260%,
OPUOIIU3UTEJIEHO 262%, NPUOIMU3UTENEHO 265%, OpubIM3UTEeJIbHO 267%,
OpUOIINU3UTENIEHO 270%, HOPpUOIMU3UTEJNIBEHO 272%, OpubiamsmTesibHO 275%,
OPUBIIU3UTEJIEHO 277%, NOPpUOIU3UTEJIEHO 280%, NOpuOIM3UTEJIbHO 282%,
opubams3uTesibHO 285%, nOpubiamsuTesabHOo 287%, nOpubiam3uTesbHo 290%,
OPpUBIM3UTEJIBHO 292%, NOpubinMsuTesbHO 295%, HOpubOIM3UTEeJIbHO 297%
Wiy nOpmubamsmuTesbHo 300% OT KOJIMUEeCTBa CTaHOAPTHOW BHYTPUBEHHOM
no3wl cocTaBa ADAMTS13 mJjsa KOHKPETHOI'O IIOoKa3aHud, M3MepPeHHOTO B
eIMHMIIaX aKTMBHOCTM Ha KMJIOTPAaMM.

[000110] B omHOM BapMaHTe peaymz3auum cocTas ADAMTS13 BBOIAT

IIyTeM IIOOKOXHOI'O BBelIcHMA IJIA YMeHBIeHMA BOCIIaJIeHMA, BE3BaAaHHOTIO

PacCcTpOCTBOM  CBepPTHBaHUA (HanmpuMep,  MHOAPKTOM) , TeM  CaMbM
npenoTBpamas WIIN YyMeHbIIa g TIOBpexIeHne TKaHU (HampumMmep,
[IOBpEeXIeHUe TOJIOBHOTO MO3Ta) u/Uim g YMEHBIEeHV S

penepdy3MOHHOTO IMOBPEeXIeHMa 3a CcueT IIpeloTBpalleHUsa MWHOUIILTPaLun
¥ IOBpexmawnmero IeMCcTBUA JIeMKOLUMTOB. B OIHOM BapMaHTe peasu3alluu
cocTa ADAMTS13 BBOIOAT OyTeM IIOOKOXHOI'O BBeIeHMS OJIA 3allUTH OT
BTOPUUHOTO IIOBPEXIEHMS TKaHM B objlacTM MHOapKTa (HalpuMMep, TKaHU
TOJIOBHOTO MO3Ta M TKaHM MMOKapIa), BHE3BAHHOTO pelepdysuen.

HACJIEOCTBEHHAA TTII

[000111] B onODHOM BapuaHTe peaauszauum cocTaB ADAMTSI13,
ONMCAaHHHM B HaACTOANEM OOKYMeHTe, OpUMeHdgnT OJ4 JIedeHud U
opodmiIakTUKM HacJencTBeHHoM TTII. HaciencriBenHHas TTII oBycJoBJeHa
TeHeTUMUEeCKMMM MyTaluMaMy TI'eHa ADAMTS13. HacisencTBeHHas TTII MoxeT
IPMBOIMTE K HEeBPOJIOTMUECKMM IMPOABJIeHMAM (HaIpuMep, M3MEeHEeHU
[ICUXUUECKOT'O COCTOSAHUSA, VHCYJBTY, cymoporawm, TeMUILJIETUHN,
IapecTesunr, HapyOeHUaIM 3peHusd UM adas3um), YCTaJOCTU U TIKEJIOMY
KPOBOTEUeHMIO. [IpM OTCYTCTBUUM JieueHUsa NOpuodbpeTreHHasas TTII MoOxeT
IprUBECTHU K CMepTH MJIN IPOOOJDKUTEJIE HOMY OUBUOJIOTUUECKOMY
HapylmeHuwn. KpomMe TOT'O, T[NOCKOJBKY HacJencTeeHHada TTII oOycJoBJieHa
TeHeTUUeCKOM MyTalmuemn, TpebyeTcd [IOXU3HEHHOE JleueHue u
coOJIvIeHMEe IMalUMeHTOM peXrMa JieueHrsa. XOTdA BHYTPMBEeHHAasd OOCTaBKa
cocTaBoB ADAMTS13 »bddexTMBHa NOpM JiedeHUM HacJeIncTBeHHow TTII,
BHYTPMBEHHOE BBeIOeHMe JeKapCTB BHBHBaAeT CJOXHOCTM VY [IalUMEeHTOB
(ocoBeHHO y IeTeM C HacjencTBeHHOM TTII) M CHMXaeT IPUBEPXEHHOCTH

naumeHTa JeueHMon. COOTBETCTBEHHO, XeJjlaTeJIbHO pas3padboTaThb CcoCTasb
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ADAMTS13 1mJjsg TIOOKOXHOTO BBeOeHMSA UM CHoco® IIOOKOXHOM IOCTaBKMU
ADAMTS13.

[000112] B oOHOM BapMaHTe peajM3aluy HaCTOALEeI'0 OIMCaHUMAg
OpenJjioXeH CHoco® JiedeHMA HacjgelcTBeHHor TTII y MIeKOIMTAaKIETO,
HyXOawnmeroca B 3TOM, BKJIIOY AMUM IIOOKOXHOE BBeOeHUe
TepaleBTUUYeCKM 50DeKTMBHOTO KOJIMUECTBa KOMIIOBMLIMM, COIepXallel
BEIOEJIEHHYIO ADAMTS13 MJIEKOIIMTaKIeMy , roe TepaleBTUUEeCKU
20bekTMBHOE KoJIMUeCcTBO ADAMTS13 comepxuT oT 20 pmo 4000 enomHMUIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCH Tejla MIeKONIUTaKIero
(Eosv73/KT) . B KOHKpPETHOM BapMaHTe peaju3aluy MIeKOoIMTaKlee
ABJISIETCHA UYeJIOBEeKOM. B OIOHOM EBapuaHTe peaymz3auuu oT 20 EOpyrz IO
4000 Enry73/XT ADAMTS13 BBOISAT HPpUOIM3MTEJILHO pas B Mecdl. B OOHOM
BapuaHTe peayms3auumu oT 20 pmo 4000 EOpy3/Xr ADAMTS13 BBOIAT
OpUubJIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajiM3aluu OT
20 mo 4000 EnOpys3/xT ADAMTS13 BBOIAT HNPUOIM3UTEJILHO pPas B HeOeJlo.
B oOHOM BapuaHTe peajdusauumu oT 20 pmo 4000 Empy7s/xr¢ ADAMTS13
BBOOAT IIpUOIM3UTEJILHO IOBa Ppas3a B Hemejo. B OOHOM BapMaHTe
peaymuzaumumu oT 20 mo 4000 EOzys3/XT ADAMTS13 BBOOAT NPUOIM3UTEJILHO
pasz B 48 wuyacor. B oIOHOM BapuaHTe peamzauuu oT 20 pmo 4000
Edry73/KD ADAMTS13 BBOIOAT INpuOAM3UTEJILHO pa3 B 24 uyaca. B omHOM
BapraHTe peanusauuu oT 20 mo 4000 EOsy3/K0 ADAMTS13 BBOOAT
NpUBIM3UTEJIBHO pa3 B 12 uacos.

[000113] B oOOHOM BapMaHTEe peajM3aluM HaCTOAMEI'0 OIMCaHUMA
OpensjioxeH Ccrnoco® JieueHMs HacJelcTBeHHo¥ TTII y MIeKoIMTaKIero,
HyXIOawnmeIrocsa B 3TOM, BRJIOUAMHUN IIOOKOXHOE BBEIeHMe
TepaleBTUUECKM 2OOeKTMBHOTO KOJMUECTBa KOMIO3MIUM, CoIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIeMy , rne TepaleRBTUUECKNU
>0bekTUBHOE KoJMUeCcTBO ADAMTS13 comepxuT oT 20 mo 2000 enmHMIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCHE Tejla MIeKOIUTAaRIel'o
(Eosv73/KT) . B  KOHKpPETHOM BapMaHTe peaju3aluy MIeKOoIMTaKlee
ABJISAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaym3auuu oT 20 EOpyrz IO
2000 Empy73/Kr ADAMTS13 BBOOAT NPUOJIMIUTEJILHO pa3 B Mecgl. B oOHOM
BapMaHTe peaymuszauumu oT 20 mo 2000 EOpy3/Xr ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajiM3aluu OT
20 mo 2000 Empy73/xT ADAMTS13 BBOOAT NPUOIMBUTENLHO Pas3 B HeOelo.

B omHOM BapmaHTe peajusauumu oT 20 pmo 2000 Egnpy73/xr ADAMTS13
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BBOOAT INIpUOIM3UTEJIbHO IOBa Ppa3a B Hemjejo. B OOHOM BapMaHTe
peamuzaumumu oT 20 mo 2000 EOgys3/KT ADAMTS13 BBOOAT NPUOIM3UTEJILHO
pasz B 48 uyacor. B oOIOHOM BapuaHTe peamzauumu oT 20 pmo 2000
Edry73/KT0 ADAMTS13 BBOIOAT NpMOAM3UTEJILHO pPa3 B 24 yaca. B oOHOM
BapraHTe peanusauuu oT 20 mo 2000 Ensy3/Kr0 ADAMTS13 BBOOAT
NpUBIM3UTEJIBHO pa3 B 12 uacos.

[000114] B oOOHOM BapMaHTEe peajM3aluM HaCTOAMEI'0 OIMCaHUMA
OpenjioxeH Ccrnoco® JieueHMs HacJelcTBeHHo¥ TTII y MIeKoIMTawIero,
HyXIOawnmerocsa B 3TOM, BRJIOUAMUN IIOOKOXHOE BBEIeHME
TepaleBTUUECKM 2OOeKTMBHOTO KOJMUECTBa KOMIO3MIUM, CoIepXamen
BEIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIeEMY , roe TepaleRBTUUECKHU
>0bekTUBHOE KoJMUeCcTBO ADAMTS13 comepxuT oT 20 pmo 1000 enmHMIL
akTupHOCTM FRETS-VWE/73 Ha KWiloI'paMM MaCCH TeJla MIEKOIUTAKRIel'o
(EOpy73/KT) . B KOHKPEeTHOM  BapuaHTe peaamzaluy  MJIeKonuUTawilee
ABJISAETCHA UYeJIOBeKOM. B OOHOM EBapuaHTe peaymzauuu oT 20 EOgpgs IO
1000 Emsy73/KT ADAMTS13 BBOOAT NPUOIM3UTEJBEHO pPas B Mecdll. B OIHOM
BapMaHTe peaymuszauumu oT 20 mo 1000 EfOpys/XT ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 1000 Efpy73/xr ADAMTS13 BBOIAT HOPUOIMBUTEJILHO pPas B HeIOeJo.
B omHOM BapmaHTe peajausauumu oT 20 pmo 1000 Empyz/xr ADAMTS13
BBOOAT [NPpMOJIM3UTEJIBHO OBa pas3a B HeOejJgo. B OOHOM BapMaHTe
peammszauvu orT 20 mo 1000 Empy;3/KT ADAMTS13 BBOIAT NPUOIM3UTEJIBHO
pasz B 48 uyacoB. B oIOHOM BapuaHTe pealuzauum oT 20 mo 1000
Edpy73/KD ADAMTS13 BBOOAT NpuOIM3UTEJILHO Ppas3s B 24 yaca. B oJHOM
BapuaHTe peaymsauuu oT 20 pmo 1000 EfOpys/Xr ADAMTS13 BBOIOAT
OpubIU3UTEJIEHO pa3 B 12 yacob.

[000115] B oOOHOM BapMaHTe peajM3aluM HaCTOAMEeI'0 OIMCaHUMA
OpensjioxkeH Ccrnoco® JedeHMsa HacJelcTBeHHo¥ TTII y MIeKoIMTawIero,
HyXIOawnmeroca B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUeCKM 20OeKTMBHOTO KOJMUECTBa KOMIO3MLIUM, COoIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKRIeEMY , roe TepaleBTUUECKHU
>0bekTUBHOE kKoJIMUecTBO ADAMTS13 comepxuT oT 20 gpgo 500 enmHMIL
akTupHOCTM FRETS-VWE/3 Ha KWIoI'paMM MaCCHE Tejla MIeKONIUTAaKRIel'o
(Eosv73/KT) . B  KOHKpPEeTHOM BapMaHTe peaju3aluy  MIeKOoIMTaKlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymszauuu oT 20 EOpyrz IO

500 Emsy73/KT ADAMTS13 BBOOAT MNpUOIM3MTEJILHO pas B MeCcsll. B OIOHOM
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BapuaHTe peayms3auuu oT 20 mo 500 EOpyrs/XT ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 500 Egnpy73/xr ADAMTS13 BBOOAT NpUMOIM3UTEJIEHO pas3 B Hemesmw. B
OINHOM BapmuaHTe peajauszauuy oT 20 mo 500 Empyr3/kr ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO OBa pa3a B HeOeJiik. B OOHOM BapMaHTe peajm3aluy OT
20 mo 500 Empy73/kr ADAMTS13 BBOOAT NPUOIMBUTEJIEHO pas3 B 48 uacoB.
B omHoM BapuaHTe peasmsauumu oT 20 mo 500 Efry7s/kr ADAMTS13 BBOOAT
OpubIMU3UTEeJIEHO pa3 B 24 uyaca. B oIHOM BapMaHTe peajm3aluuu oT 20
no 500 Empy73/kT ADAMTS13 BBOOAT IPHOJIM3UTEJILHO pas B 12 YacoB.
[000116] B oOHOM BapMaHTe peajM3aluM HaCTOANEeI'0 OIMCaHUMA
OpenJjioxkeH CIoco® JieueHMsa HacjelcTBeHHOM TTII y MIeKoIMTaKIero,
HyXIOawnmerocq B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 20OeKTMBHOTO KOJMUECTBa KOMIO3MIUM, COIepXamen
BEIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIIEMY , rIoe TepaleRBTUUECKHU
>0bekTUBHOE koJMUecTBO ADAMTSI13 comepxuT oT 20 pmo 200 enmHHUIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCH Tejla MIEeKONIUTAaKRIelo
(EOpy73/KT) . B KOHKPETHOM BapuaHTe peanmMszaluy  MIeKoNUTawlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymzauuu oT 20 EOpyrz IO
200 EIpy73/KT ADAMTS13 BRBOOAT NPUOIM3UTEJILHO pa3 B Mecdil. B oOHOM
BapuaHTe peayms3anumu orT 20 mo 200 EOpyr3/kT ADAMTS13 BBOIST
OpubIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 200 Empy73/kT ADAMTS13 BBOOAT NpUMOJIM3UTEJILHO pas B HemeJo. B
OIHOM BapHMaHTe peamszaumur oT 20 mo 200 EOpys/XKT ADAMTS13 BBOIOAT
OpubIM3UTEJIEHO IBa pa3a B HeOelJlik. B OOHOM BapMaHTe peajM3aluy OT
20 mo 200 Empy73/XT ADAMTS13 BBOIAT NPpUMOIM3UTEJILHO pas3 B 48 uacos.
B omHOM BapuaHTe peasyms3auum oT 20 mo 200 Efpyrs/Kr ADAMTS13 BBOOAT
OpUuOIU3UTEJIEHO pa3 B 24 uyaca. B oOHOM BapMaHTe peajm3auum oT 20
no 200 Emsy73/kT ADAMTS13 BBOOAT IPpMOIM3UTEJILHO pas B 12 YacoB.
[000117] B oOOHOM BapMaHTe peajiM3aluy HaCTOAMEeI'0 OIMCaHUMA
OpenJjioxkeH CrIoco® JedeHMA HacjelcTBeHHo¥ TTII y MIeKoIMTawIero,
HyXIOawnmeroca B 5TOM, BRJIOUARMNN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 2OOeKTMBHOTO KOJMUeCTBa KOMIO3MIUIUM, COIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaAKRIEMY , roe TepaleBTUUECKHU
50bekTUBHOE KoOJIMUecTBO ADAMTS13 comepxuT oT 20 pmo 100 enmHMUIL
akTuepHOCTM FRETS-VWE/3 Ha KWIoI'paMM MacCCHE Tejla MIEKONMUTAKIIeTo

(EOpy73/KT) . B KOHKPETHOM BapMaHTe peaamnsanmum MJIEKOIIUTaKIee
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ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymuzauuu oT 20 EOpyrz IO
100 EfOgys3/kT ADAMTS13 BBOIST HOPpUOIM3UTEJBEHO Pas B Mecdll. B OIHOM
BapuaHTe peayms3auumu oT 20 mo 100 EOsyr3/xT ADAMTS13 BBOIAT
OpUubIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 100 Empy73/kKr ADAMTS13 BBOOAT NPUOIMBUTEJIBHO pas3 B HeOeo. B
OOHOM BapuaHTe peaymszaiuu oT 20 pmo 100 Ensys3/kr ADAMTS13 BBOOAT
OpubIM3UTEeJIEHO IOBa pa3a B HeOelJli. B OOHOM BapMaHTe peajM3aluy OT
20 mo 100 Empy73/kr ADAMTS13 BBOOAT OpUOIM3UTEJBHO pas3 B 48 uyacos.
B omHOM BapuaHTe peasjmsauum oT 20 mo 100 Empy73/Kr ADAMTS13 BBOOAT
OpubIU3UTEeJIEHO pa3 B 24 uyaca. B oIHOM BapMaHTe peajm3aluuu oT 20
mo 100 Empy73/KT ADAMTS13 BBOOAT IPMOJIM3UTEJILHO pas B 12 YacoB.
[000118] B oOHOM BapMaHTe peajM3alMy HaCTOAMeIl'0 OIUCaHUI
OpenjioxkeH Ccrnoco® JiedyeHMSa HacJelcTBeHHo¥ TTII y MIeKoIMTawIero,
HyXIOawnmeIroca B 3TOM, BRJIOUARMHUN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 320OeKTMBHOTO KOJMUECTBa KOMIO3MIUIUM, COIepXalen
BHIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaAKRIEMY , roe TepaleBTUUECKHU
50bekTUBHOE kKoJIMUecTBO ADAMTS13 comepxuT oT 40 gpgo 200 enmHMUIL
akTupHOCTM FRETS-VWE/3 Ha KWiIoI'paMM MacCCH Tejla MIEKONUTAKIIel'o
(EOpy73/KT) . B KOHKPETHOM BapuaHTe peanmMzaluuy  MIeKoIouTawlee
ABJIAETCHA UYeJIOBEeKOM. B oOmOHOM EBapuaHTe peaymuzauuu oT 40 EOpyrs IO
200 Egnpy73/kr ADAMTS13 BBOIAT NPpUOIM3UTEJBHO pas B Mecdl. B OIHOM
BapraHTe peanusauuu o1t 40 no 200 Enpy3/Xkr ADAMTS13  BBOOAT
OpubIM3UTEeJIEHO IOBa pas3a B Mecdll. B OIOHOM BapMaHTe peajM3aluu OT
40 mo 200 Empy73/KD ADAMTS13 BBOOAT NPUOIMSUTEJLHO pas B Helelo. B
OIHOM BapHMaHTe peajmszauur oT 40 mo 200 EOpyrs/XKT ADAMTS13 BBOIOAT
OpUuOIMU3UTEJIEHO IOBa pa3a B HeOellik. B OOHOM BapMaHTe peajM3aluy OT
40 mo 200 Engy73/xr ADAMTS13 BBOOAT OpUOIM3UTEJHBHO pas B 48 uyacos.
B omHOM BapuaHTe peasyms3auuu oT 40 mo 200 Efry73/Kr ADAMTS13 BBOOAT
OpUOIU3UTEJIEHO pa3 B 24 uyaca. B oIHOM BapMaHTe peajm3aluum oT 40
no 200 Emsy73/KT ADAMTS13 BBOOAT IPpMOIM3UTEJILHO pas B 12 UYacoB.
[000119] B oOOHOM BapMaHTe peajM3aluy HaCTOAMLeI'0 OIMCaHUMA
OpenjiokeH CIocod JiedyeHMsa HacjaeIcTBeHHoOM TTII y MIeKoIMTaKIero,
HyXOawnmeroca B BTOM, BRJIOUAKRMNN IIOOKOXHOE BBeleHMe
TepalleBTUUEeCKM 52OOeKTMBHOTO KOJMUECTBa KOMIO3MIUIUM, COIepXalel
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIEeEMY , roe TepaleBTUUECKNU

spdexTUBHOEe KOJIMUecTBO ADAMTS13 ¥ uyacToTa [OpueMa BHOPaHE U3
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BapuaHToB 1-1133 B Tabiuie 2. B KOHKPETHOM BapMaHTe pealin3alun
MJIEKONIUTAaKIee ABJIAETCHA UeJIOBEKOM.

[TPMOEPETEHHAA TTII

[000120] B CIenpnuUIe CKUX BapmaHTax peanmsalumumn cocTas
ADAMTS13, OIMCAaHHBEI B HaACTOAMNEM IOKYMEeHTe, IMIPUMMEeHST IJId JeUeHUS
1 npoduiiakTuku npuodpetreHHo¥ TTII. Ilpu npuobpereHHoM TTP HalMeHTH
XapakTepmusyonrcd HU3KOM AKTUBHOCTEIO ADAMTS13 B CBA3U C
oBpa30BaHMEM ayTOMMMYHHHX aHTUTeJ OIpoTuB ADAMTS13. ADAMTS13 B
cocTaBe MMMYHOKOMIJIEKCOB MHaKTUBUPYETCd, HelTpalmM3yeTcd u/Uiu
BEIBOOUTCS M3 KPOBOTOKAa M ILJIa3Mbe IalMeHTa. [IOHMXeHHasa aKTUBHOCTBL
ADAMTS13 IIPUBOIOUT K HaKOIIJIEHUIO KPYTIIHEX HepaclellJIeHHEIX
MyJIETMMepOB OB, KOTOpPHEHE MOTYT CaMOIIPOU3BOJILHO TIMIPUCOEOUMHATHLCH K
TpoMBoUUTaM U IPUBOOAT K oBpasoBaHUD TPOMBOER C BEICOKVM
comepXxaHueM TpoMOoluuToe M OB B MHUKPOUUPKYJSTOPHOM pycie. Kak u
HacJynencTrBeHHasa TTII, npuobpereHHasa TTII Takxe MOXeT IIPUMBOIUTL K
HEBPOJIOTMUECKYM [IPOABJIEHMAM (HAOPMMEP, M3MEeHEHUK IICUXNUYEeCKOT'O
COCTOAHUA, MHCYJBLTY, cymoporaM, TeMUILJIeIrmu, nmapecTesuu,
HapylleHUSIM 3pPeHrd UM ada3umu), YCTaJIOCTU M TIKEJIOMYy KPOBOTEUEeHUD.
[lpu oTcyTCcTBUM JieueHUA HpuobpeTeHHad TTII MOXeT NPUBECTM K CMEPTHU
VIV OPOIOOJIXKUTEJIbHOMY OQOM3MOJIOTMUECKOMY HapylmeHMwon. COOTBETCTBEHHO,
oJisa npenoTBpalleHU I HeoOpaTUMEIX IIOBPEXIeHUN n BO3MOXHOTI'O
baTaylbHOTO MCXOOa HeOOXOOMMO COOJIOOeHMe IIalMeHTOM peXxrMa IpMreMa
ADAMTS13. TakmMm obOpasoM, XxeJjaTeJIbHO paspadborTaTrk cocTaB ADAMTS13
IJIsS TIOIOKOXHOTO BBeIeHUS M CIOoCco® IMOOKOXHOM nmocTaBkyM ADAMTS13 miga
YMEHBIIEHU A CJIOXHOCTEMN " [IOBHIIEHU A NIPUBEPXEHHOCTH rnauueHTa
JIeUeHMI0, KaK OIIMCAaHO BHIIE.

[000121] B onmHOM BapMaHTe peaiM3allMM HaCTOSAMEeTro OIMCaHUA
OpenjioxkeH croco® JeueHusda OpuobpeTeHHow TTII y MIeKoIMTawIero,
HYXOaKnmeTrocsd B 2TOM, BKJIIOU AU MIOOKOXHOE BBeeHME
TepaleBTUUECKM 5S0QPeKTUMBHOTO KOJMUECTBa KOMIIO3MLIMM, CoIepXalen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaAKRIEMY , roe TepaleBTUUECKHU
>0bpekTUBHOE KoJMUecTBO ADAMTS13 comepxur oT 20 mo 4000 empmHMUI
akTupHOCTM FRETS-VWE/3 Ha KWIoI'paMM MaCCHE Tejla MIeKONIUTAaKRIel'o
(Eosv73/KT) . B  KOHKpPEeTHOM BapMaHTe peaju3aluy  MIeKOoIMTaKlee
ABJISETCSH UYeJIOBEKOM. B oOmOHOM BapuaHTe peaim3auum oT 20 EOpy7z OO

4000 Egmpy73/xT ADAMTS13 BBOIST OpMOIMBMTEJILHO pas3 B Mecdll. B OOHOM



44

BapuaHTe peaymuszauumu oT 20 mo 4000 EOpys/XT ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 4000 Efgpy73/xr ADAMTS13 BBOIAT HOPUOIMBUTEJILHO pPas B HeIOeJo.
B omHOM BapmaHTe peajausauumu oT 20 pmo 4000 Empy7s/xr ADAMTS13
BBOOAT [NPpMOJIM3UTEJIBHO »OBa pas3a B HeOoejgo. B OOHOM BapMaHTe
peamuzauuu oT 20 mo 4000 Emnpy73/kT ADAMTS13 BBOIAT NPUOIMBUTEJIBHO
pasz B 48 uyacoB. B oIOHOM BapuaHTe pealuzauum oT 20 pmo 4000
Edrv73/KD ADAMTS13 BBOOAT NpuOIM3UTEJILHO pas3s B 24 yaca. B oJHOM
BapuaHTe peayms3auuu oT 20 pmo 4000 EgOpy3/Xr ADAMTS13 BBOIAT
OpubIU3UTEJIEHO pa3 B 12 yacoB.

[000122] B OOHOM BapMaHTe peajM3aluy HaCTOAMEeI'0 OIMCaHUMA
OpenjioxkeH crnoco® JeueHusda OpuobpeTeHHow TTII y MIeKoIMTaKIero,
HyXIOawnmerocq B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 20OeKTMBHOTO KOJMUECTBa KOMIO3MIUIUM, COIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKRIEMY , roe TepaleBTUUECKHU
>0bekTUBHOE KoJMUecTBO ADAMTS13 comepxuT oT 20 pmo 2000 enmHMIL
akTupHOCTM FRETS-VWE/3 Ha KWiIoI'paMM MacCCHE Tejla MIEKONIUTAKRIel'o
(EOpy73/KT) . B KOHKPETHOM BapmaHTe peanmMzaluy  MIeKoNuUTawlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peajuszauuu oT 20 EOpyrz IO
2000 Efpy73/Kr ADAMTS13 BBOOAT NPpUOJIM3UTEJILHO pa3 B Mecsll. B oOHOM
BapraHTe peanusauuu oT 20 mo 2000 EOsy3/Kr0 ADAMTS13 BBOOAT
OpubIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 2000 EfOpy73/kr ADAMTS13 BBOIAT HNPUOIIM3UTEJILEHO pas B HemeJlo.
B omHOM BapmaHTe peajnusauum orT 20 pmo 2000 Empy7s/xr ADAMTS13
BBOIOAT INpUOIM3UTEJILHO OBa Ppa3a B Hemejgo. B  OOHOM BapMaHTe
peammzauumu oT 20 mo 2000 EOgyrs/XT ADAMTS13 BBOOAT NPUOIM3UTEIJILHO
pa3z B 48 wyacos. B omoHOM BapmaHTe peajmzauumu orT 20 pmo 2000
Edrv73/KD ADAMTS13 BBOOAT OpHOIM3UTEJILHO pa3 B 24 yaca. B oOHOM
BapuaHTe peayms3auuu oT 20 mo 2000 E»Opy3/Xr ADAMTS13 BBOIAT
OpUOJIU3UTEJIEHO pa3 B 12 yacos.

[000123] B OOHOM BapMaHTe peajM3aluy HaCTOALEeI'0 OIMCaHUMA
OpenJioXeH CHIocoO JledeHusa INpuobpeTeHHom TTI y MIEKOOMUTAaKIeTo,
HyXOawnmeroca B BTOM, BRJIOUAKRMNN IIOOKOXHOE BBeleHMe
TepalleBTUUEeCKM 52OOeKTMBHOTO KOJMUECTBa KOMIO3MIUIUM, COIepXalel
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIEeEMY , roe TepaleBTUUECKNU

50bekTUBHOE KoJMUecTBO ADAMTS13 comepxuT oT 20 mo 1000 enmHMUIL
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akTupHOCTM FRETS-VWE/3 Ha KWiIoI'paMM MacCCHE Tejla MIeKONIUTAaKRIel'o
(EOpy73/KT) . B KOHKPETHOM BapMaHTe peanmMszaluuy  MIeKoNuUTawlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymuszauuu oT 20 Enpyrz IO
1000 Empy73/xT ADAMTS13 BBOOAT NPUOIMBMTEJBHO pPas B MecCdll. B OIHOM
BapraHTe peanusauru oT 20 mo 1000 Ensyr3/Kr0 ADAMTS13 BBOOAT
OpubIU3UTEeJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajM3aluu OT
20 mo 1000 Egfpy73/kr ADAMTS13 BBOIOAT NPpUMOIM3MTEJILHO Pas B HemeJo.
B opmHOM BapmaHTe peainusauum orT 20 pmo 1000 Empy73/xr ADAMTS13
BBOIOAT INIpUOIM3UTEJILHO OBa Ppa3a B Hemejgo. B OOHOM BapMaHTe
peammzauvu orT 20 mo 1000 Empy73/xT ADAMTS13 BBOIAT NPUOIM3UTEJIBHO
pa3z B 48 wyacos. B omgHOM BapmaHTe peajmzauuu orT 20 pmo 1000
Edrv73/KD ADAMTS13 BBOIOAT NOpHOIM3UTEJILHO pa3 B 24 yaca. B oOHOM
BapuaHTe peaymsauumu oT 20 mo 1000 E»Opy3/Xr ADAMTS13 BBOIAT
OpUubJIU3UTEJIEHO pa3 B 12 uacos.

[000124] B OOHOM BapMaHTe peajiM3aluy HaCTOAWLeI'0 OIMCaHUMA
OpenjioxkeH crnoco® JedueHuda OpuobpereHHou TTI vy MIeKoIMTaKIero,
HyXOawnmeroca B BTOM, BRJIOUAKRMNN IIOOKOXHOE BBeleHMe
TepalleBTUUeCKM 52OOeKTMBHOTO KOJMUECTBa KOMIO3MUIUM, COIepXalen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIeEMY , roe TepaleBTUUECKNU
50bekTUBHOE KoOJIMUecTBO ADAMTS13 comepxuT oT 20 po 500 enuHMUIL
akTMBHOCTM FRETS-VWE73 Ha KWJIOoI'paMM MaCCH Teja MIeKOIUTaKIelo
(EOpy73/KIT) . B KOHKPETHOM BapMaHTe pealM3aluM MIeKOoIMTaKlee
ABJISETCH UYEeJIOBeKOM. B OOHOM BapuaHTe peamzauuu oT 20 EOpyrz IO
500 Emsy73/KT ADAMTS13 BBOOAT NPpUOIM3UTEJILHO pas B Mecdll. B oOOgHOM
BapuaHTe peayms3auumu oT 20 mo 500 EOpyrs/XT ADAMTS13 BBOIAT
OpubIMU3UTEJIEHO IOBa pas3a B Mecdl. B OOHOM BapMaHTe peajiM3aluu OT
20 mo 500 Enpy73/xr ADAMTS13 BBOOAT NpUMOIM3UTEJILHO pas3 B Hemew. B
OIDHOM BapHuaHTe peajuszauur oT 20 mo 500 EOpyr3/kT ADAMTS13 BBOIAT
OpUOJIU3UTEJIEHO IOBa pa3a B HelOelllk. B OOHOM BapuaHTe peajm3aluy OT
20 mo 500 Enpy73/xr ADAMTS13 BBOOAT NpuOIM3UTEJBHO pas3 B 48 uyacos.
B omHOM BapuaHTe peayms3auuu oT 20 mo 500 Efry73/Kr ADAMTS13 BBOOAT
OpUOJIU3UTEJIEHO pa3 B 24 uaca. B oOHOM BapMaHTe peajm3auum oT 20
no 500 Emsy73/KT ADAMTS13 BBOOAT IPMOJIM3UTEJILHO pas B 12 YacoB.

[000125] B oOOHOM BapMaHTe peajM3aluy HaCTOAMLEeI'0 OIMCaHUMA
IpenJioXeH CIoco® JledeHusa nOpuobpereHHom TTI y MIEeKOOMTaKIeTo,

HyXOaprmeIl'oCAd B STOM, BKJIOU AN IIOOKOXHOE BBeIlcHN1e
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TepaleBTUUECKM 2OOeKTMBHOTO KOJMYeCTBa KOMIO3MIMM, CoIepXallel
BEIDEJIEHHYIO ADAMTS13 MJIeKONIMUTaKIeMy, roe TepaleBTUUEeCKHU
50bekTUBHOE KoOJIMUecTBO ADAMTS13 comepxuT oT 20 pmo 200 enuHUIL
akTuepHOCTM FRETS-VWE/3 Ha KWJIOoI'paMM MacCCHE Tejla MIEeKONMTAKIIeTo
(Eosv73/KT) . B  KOHKpPETHOM BapMaHTe peajlmM3aluy  MIeKoIouTawlee
ABJIAETCHA UYeJIOBEKOM. B OIOHOM BapMaHTe peayu3auuu oT 20 Enopyrs IO
200 Egnpy73/kT ADAMTS13 BBOIAT NPpUOIM3UTEJBHO pas B Mecdl. B OIHOM
BapuaHTe peaymsauum oT 20 mo 200 EOpyr3/XT ADAMTS13 BBOIOAT
OpubIMU3UTEeJILHO IOBa pas3a B Mecdl. B OOHOM BapMaHTe peajiM3aluu OT
20 mo 200 Egnpy73/xr ADAMTS13 BBOOAT NpUMOIM3UTEJILHO pas B Hemew. B
OIDHOM BapHMaHTe peajmuszauur oT 20 mo 200 EOpyr3/kT ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO IBa pas3a B HelOelllk. B OOHOM BapuaHTe peajm3aluy OT
20 mo 200 Enpy73/xr ADAMTS13 BBOOAT NpuOIM3UTEJBHO pas3 B 48 uyacos.
B omHOM BapuaHTe peayms3auum oT 20 mo 200 Efpy7s/Kr ADAMTS13 BBOOAT
OpUOJIU3UTEJIEHO pa3 B 24 uaca. B oOHOM BapMaHTe peajm3alum oT 20
no 200 Emsy73/KT ADAMTS13 BBOOAT IPMOJIM3UTEJILHO pas B 12 YacoB.

[000126] B oOOHOM BapMaHTe peaju3alMy HaCTOoAlel'0 OIUCaHUA
OpenjioxeH crnoco® JedeHusda OpuobpeTeHHow TTII y MIeKOIMTAaKIETO,
HyXOawnmeroca B 3TOM, BRJIOUAKMNN IIOOKOXHOE BBeleHMe
TepalleBTUUeCKM 52OOeKTMBHOTO KOJMUEeCTBa KOMIIO3MLMUM, COoIepXallel
BEIOEJIEHHYIO ADAMTS13 MJIeKOIIUTaIneMy , e TepalleBTUYECKU
50dekTUBHOEe koJIMUecTBO ADAMTS13 comepxuT oT 20 pmo 100 enuHMIL
akTupHOCTM FRETS-VWEF73 Ha KWJIoI'paMM MacCCH TeJjla MIeKOIUTaKIero
(EOopy73/KD) . B KOHKPETHOM  BapMaHTe peagmM3zaluy  MJIeKoIMUTawilee
ABJISIETCH UYeJIOBEeKOM. B oOHOHOM EBapuaHTe peaymzauuu oT 20 EOpysz IO
100 EfOpy73/KD ADAMTS13 BBOIAT HOPUOIM3UTEJBLHO pPas B Mecdl. B OIHOM
BapuaHTe peayms3auuu oT 20 mo 100 EOpyr3/XT ADAMTS13 BBOIAT
OpubIU3UTEJIEHO OBa pas3a B Mecdl. B OOHOM BapMaHTe peajiM3aluu OT
20 mo 100 Enpy73/xr ADAMTS13 BBOOAT NpUMOIM3UTEJILHO pas3 B Hemeo. B
OIDHOM BapHMaHTe peaauszauur oT 20 mo 100 EOpyr3/kT ADAMTS13 BBOIAT
OpUOJIU3UTEJIEHO IOBa pa3a B HelOellik. B OOHOM BapuaHTe peajm3aluy OT
20 mo 100 Enpy73/xr ADAMTS13 BBOOAT NpuOIM3UTEJBHO pas3 B 48 uyacos.
B omHOM BapuaHTe peasyms3aumuu oT 20 mo 100 Efry73/Kr ADAMTS13 BBOOAT
OpUOIU3UTEJIEHO pa3 B 24 uyaca. B oOHOM BapMaHTe peajm3alumm oT 20
mo 100 Emsy73/KT ADAMTS13 BBOOAT IPMOJIM3UTEJILHO pas B 12 UYacoB.

[000127] B onOnHOM BapMaHTe pealiM3alMM HaCTOAlMlel'o OIMCaHUA
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OpenJioXeH CHIocoO JledeHusa INpuobpeTeHHom TTI y MIEKOOMTaKIETo,
HyXOawnmerocd B 3TOM, BRJIOUAKRMNN IIOOKOXHOE BBeleHMe
TepalleBTUUeCKM 52OOeKTMBHOTO KOJMUEeCTBa KOMIO3MUMUM, COoIepXalel
BEIDEJIEHHYIO ADAMTS13 MJIeKOoIMTaKnieMy, roe TepaleBTUUECKU
s0dekTUBHOEe KoJIMUecTBO ADAMTS13 comepxuT oT 40 pmo 200 enuHMIL
akTuMBHOCTM FRETS-VWE73 Ha KWJIo'paMM MacCCH TeJjla MIeKOoIUTanlelo
(EOpv73/KT) . B KOHKPETHOM BapMaHTe pealM3alluy  MIeKOoIUTaKiIee
ABJISETCH UYEeJIOBEeKOM. B OOHOM EBapuaHTe peaymzauuu oT 40 EOpyrz IO
200 Enpy73/KT ADAMTS13 BBOOAT NPUOIM3UTEJILHO pas3 B Mecdll. B oOHOM
BapuaHTe peayms3auumu oT 40 mo 200 EOpyr3/XT ADAMTS13 BBOIAT
NpubIU3UTEeJIEHO IOBa pas3a B Mecdal. B OOHOM BapMaHTe peajiM3aluu OT
40 mo 200 Engy73/xr ADAMTS13 BBOOAT OPUOIM3UTEJBLHO pas B Helelo. B
OIDHOM BapHMaHTe peajuszauur oT 40 mo 200 EmOpyr3/kT ADAMTS13 BBOIAT
OpUOIU3UTEJIEHO IOBa pa3a B HelOellik. B OOHOM EBapuaHTe peajm3aluy OT
40 mo 200 Emsy73/xT ADAMTS13 BBOOAT NPUOIMSUTEJLHO pas B 48 uyacoB.
B omHOM BapuaHTe peaymsauum oT 40 mo 200 Efpy7s/Kr ADAMTS13 BBOOAT
OpUOIU3UTEJIEHO pa3 B 24 uaca. B oOHOM BapMaHTe peajm3alumm oT 40
no 200 Emsy73/KT ADAMTS13 BBOOAT IPMOJIM3UTEJILHO pas B 12 UYacoB.

[000128] B oOOHOM BapMaHTe peajM3aluM HaCTOAMLEeI'0 OIMCaHUMA
IpenJioXeH CIocod JledeHusa NOpuobpereHHom TTII y MIeKOOMUTaKIeTo,
HyXOawnmeroca B 3TOM, BKJIIOY aMUM IIOOKOXHOE BBeOeHMe
TepaleBTUUYeCKM D50DeKTHMBHOTO KOJIMUECTBa KOMIIO3BMLMM, COIepXallel
BEIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIeMy , e TepaleBTUUEeCKU
»0bekTUBHOE KoJMUuecTBO ADAMTS13 u® uYacToTa IIpMeMa BHOpaHH U3
BapuaHTOBR 1-1133 B Tabjuue 2. B KOHKPETHOM BapMaHTe pealiM3alun
MJIEKONMTAaKIlee SABJISETCSA UYEJIOBEKOM.

VHOAPKT MMOKAPIA U PEIIEPOY3IMOHHOE ITOBPEXIEHUE

[000129] B CrielndrUUuIe CKUX BapmaHTax peanmsanmumn cocTasn
ADAMTS13, OIMCAHHEM B HacCToAmeM IOKyMeHTe, IIPUMMEHAT IJIS JIeueHUd
M OpoQUIIaKTHKM MHpapkTa MMoKapma. B clhHeundMueckmx BapMaHTax
peagu3zauuu cocTaB ADAMTS13, oOOMCaHHHM B HacTodAmeM OOKyMeHTe,
[IPUMEH ST oJisd JleueHmsa n IpodUIIaKTUKNA NIIeMU4YeCKOTO
pernepdy3sMOHHOTO [IOBPEXOEeHNID . Penepopyszusa npencraByigeT cobon
BOCCTAaHOBJIEHMEe KpPOBOCHAOXeHMsa TKaHeM, I[OOBEepIMXCHa MIeMUM 3a
cCueT YMeHBIeHMA KpPOBOCHaOXeHUsa. Penepdysmus OIpPenOCTaBJIIeT CcoOoM

npoluenypy IJsa JeueHua MHbapKTa (Haopumep, MHOapKTa MMOKapIa U



48

LepebpalJIbHOTO  MHbQapkTa) Wiyu  IOIpyTo¥  MIeMMuu, o0eCleurBaKyo
BOCCTAHORJIEHME  XM3HECIOCODHOM  MIIeMMUYeCcKOoM  TKaHHU, TeM  CaMbIM
OTpaHMUMBAaA JajlbHEMINY HeKpo3. TeM He MeHee, pelepdys3us cama IO
cebe MOXeT IIPMUBECTM K HaJIbHeMleMy I[IOBPeXIeHMI MIeMUUYeCKOM TKaHU,
BHI3HBasA pelepdy3MOHHOEe I[OBpeXIeHMe. HanpuMmep, OCTpPHM MHOAPKT
MUoOKapIma (AMT) OBOYCJIOBJIEHTPOMOBOTHUUECKON  OKKJIO3MEeN KOpPOHAapPHOM
apTepur. B OONIOJIHEHME K HEINOCPEeOCTBEHHOMY IIOBPeXIeHMUI, KOTOopoe
NPOUCXOOUT BO BpeMs IIOTepr KPOBOTOKa, uleMUueckoe/pernepdy3moHHOE
IOBpPEXIeHNre BKJIOUAET [IOBpPEeXIeHNE TKaHM, BOBHMKAaKIee  IIOCJHe
BOCCTAHORJIEHUS KPOBOTOKA 3a CUeT pellepdysun.

[000130] Kpome ToOTO, coobmasock, uYTo ADAMTS13 oOKas3HBAaeT
IIPOTUEBOBOCIIAJIUTEJIEHOE nevicTBUE, KOTOpOe npenoTBpamaeT VI
CHMXaeT BTOPMUHOEe IMOBPEXIeHMEe BO BpeMsa MWIeMHMUeCKOV penepdy3mu.
De Meyer et al. («Protective anti-inflammatory effect of
ADAMTS13 on myocardial ischemia/reperfusion injury in micey,
Blood, 2012, 120(26):5217-5223). Kak omnmcaHo De Meyer et al., OB
u ADAMTS13 yyaCcTBYRT B anOre3uMM TPOMOOLMTOB U TpoMOooOpasoBaHUM,
IOoCKOJIbKY ADAMTS13 pacwmerisseT Haubojiee TPOMOOT'€HHEHE MyJIbTHMMEPH
OB Ha HeOoJsbIMe M MeHee I'eMOCTaTHUUeCKM aKTUBHEE ¢pparMeHTH OB. De
Meyer et al. TakKxe ONIMCHBAIT POoJIb ADAMTS B ronapBJIeHUN
BOCIIAJIMTEJILHEX peakKuui. KpomMe ToTo, IMokKasaHo, uTo ADAMTS13 MoxeT
CHMXaThk TpoMOO3 M BOCIaJleHMe (HalpuMep, aTepockjepos3). Chauhan
et al. («ADAMTS13: a new link between thrombosis and
inflammation», J Exp Med., 2008, 205:2065-2074); Chauhan et al.
(«Systemic antithrombotic effects of ADAMTS13», J Exp Med.,
2006, 203:767-776; Gandhi et al. («ADAMTS13 reduces vascular
inflammation and the development of early atherosclerosis in
mice», Blood, 2012, 119(10):2385-2391.

[000131] De Meyer et al. npennojiaranT, yrTo ADAMTSI13
opemoTBpamaeT M3OHTOUHHN OB-0NOCPeNOBaHHHY PEeKPYTHMHT TPOMOOLMTOB
1 JIEMKOLMTOB B MIIEMM3MPOBAHHOM MHMOKapIe IyTeM pacmeruieHus OB. Ha
OCHOBAaHUM 3TOM THUIIOTE 3L De Meyer et al. rnoxasaJju, yTo
VMHOMIILTpaluusa MHMOKapda HeUTpoduIaMru Yy XMBOTHHX C MHIYLUMPOBAHHEM
MHOapKTOM MMOKapna OvJla B IeBATH pa3 HMXe IIpu 00paboTKe XMBOTHHX
ADAMTS13. CooTBeTCcTBeHHO, De Meyer et al. nokaszamnu, uTo ADAMTS13

CHIMXaeT BOCIIaJIMTEJIBHEIE PpeaKllMM B MIEMMIVMPOBAHHOM MMOKaple. 2TO
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CHMXeHMe BOCIHaJIeHUA TaKXe YyMeHbllaeT pernepdy3srMoOHHOE IIOBPEeXIeHUue,
openoTBpamas MHOMILTPpALMI JIEeVMKOLUMTOR M TIIOBPeXIeHMe, BH3LBBaeMOe
M. TakuM o6pa30M, XeJIaTeJIbHO IIOOKOXHO BBOOUTEL cocTaBe ADAMTS13

nauveHTaM C LeJiblo M30exaTh BOCIaJlIeHUd, InprmBoOAmMeIro K IIOBPEXIEeHIMIO

TKaHel¥ BO BpeMsa UHOaApKTa (HanpuMep, MHbOapKTa MMOKapla U
LepebpallbHOT'O nHQapkTa) u penepdysumn, IIOCKOJIBKY IIOOKOXHOE
BBeIeHUe OCYyIeCTBJIIeTCS Jerue " BricTpee, ueM BBeIOeHMe
BHYTPVMBEHHEX KOMHOBMHM%, KOTOPEE, KakK IIpaBMJIO, BBOIONUT

MeOUIMHCKUM pabOoTHUK.

[000132] B HEeKOTOPHX BapMaHTax pealM3aluuu ¢apMaleBTUUYeCKYK
KOMIIO 3ULINK oJisd JleueHmsa MHOapkKTa u/ Ui penepdy3MOHHOTO
[IOBpPEeXNeHNMs BBOLAT HEeIOCPEeOCTBEHHO IIOCJe OOHapyXeHMsa WMHbapKTa
MMOKapma, HalpuMep, B TeueHue 5 wmHyT, 10 MMHYT, 15 MmHYyT, 20
MMHYT, 25 wymuHyT, 30 MMHYT, 35 MmyHyT, 40 wmuHyT, 45 MmEyT, 50
MMHYT, 55 w™mmuHyT, 60 MMHyT, 90 M™MMHYT, 110 MuMEHYT, 120 MUHYT, 3
yacor, 4 yacoB, 5 uyuacoB, 6 uyacoB, 7/ uYacoB, 8 uyacoB, 9 uacor, 10
yacor, 11 wyacoB, 12 wuyacoB, 13 wuacor, 14 wyacoB, 15 uyacor, 16
yacor, 17 wuyacor, 18 wuwacor, 19 wuacor, 20 wuyacor, 21 uyaca, 22
yacoB, 23 uyacoB, 24 wuyacoB, 25 wyacoB u 0oJiee, WM Jmodom UX
KOMOMHALWNA . COOTBETCTBEHHO, BaXHO VIMEThb bapMalLleBTUUECKYIO
KOMIIOBULIMID, KOTOPYI MOXHO OBICTPO M JIET'KO BBOIUTE.

[000133] B oOOHOM BapMaHTEe peajM3aluM HACTOAMEI'0 OIMCaHUA
OpenJjioXeH Ccroco6 JiedeHUd MHQapKTa MMoOKapma Y MIeKOoIUTaKlero,
HyXOawnmerocsa B 3TOM, BRJIOUAMAN IIOOKOXHOE BBEeIeHMe
TepalleBTUUEeCKM 20OeKTMBHOTO KOJMUEeCTBa KOMIO3MILIUM, CcoIepXamen
BEIIEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIeMy , Ine TepaleBTUUECKNU
>0beKkTUBHOE KoJMUeCcTBO ADAMTS13 comepxuT oT 20 pmo 4000 enmHMIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCHE Tejla MIeKOIUTaRIel'o
(Eosv73/KT) . B  KOHKpPETHOM BapMaHTe peajlM3aluM MIEeKOoNMTanlee
ABJISIETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymzauuu oT 20 EOpyrz IO
4000 Enmsy73/xr ADAMTS13 BBOOSAT B TeueHMe 10 MMHYT C MOMEHTA
OOHapyXeHUS MHOapKTa MMOKapla y MIeKONMTapmlel'0. B OOHOM BapMaHTe
peasmuzsaummu oT 20 mo 4000 Empyr3/Kr ADAMTS13 BBOIOST B TeueHue 30
MUHYT C MOMeHTa OOHapyXeHMa MHOapKTa MMoOKapa Yy MIEKONIUTAaKIeIo.
B oOHOM BapuaHTe peajdusauumu oT 20 pmo 4000 Empy7s/xr ADAMTS13

BBOIOAT B TeUueHN e 60 MMHYT C MOMEHTaAa O@HapyKeHMH MH@apKTa
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MUOKapla Yy MIeKONMTapmel'o. B OOHOM BapMaHTe peajm3auunr oT 20 1o
4000 Egfgpy3/xr ADAMTS13 BBOOAT B TeueHuMe 4 UYacoB C MOMeHTa
OOHapyXeHUA MHOapKTa MMOKapha Yy MIeKOoNMTapmero. B OOHOM BapMaHTe
peamuzaumumu or 20 mo 4000 Emgsyr3/kr ADAMTS13 BBOOAT B TeueHMe 12
YacoB C MOMeHTa OOHapyXeHMAd MHOapKTa MMoKapLa Yy MIEKONIMTaKIero.
B oOmOHOM BapuaHTe peajuszauuu oT 20 npo 4000 Egngpy73/xr ADAMTS13
BBOOAT B TeueHMe 24 YacoB C MOMeHTa OOHapyXeHMSA MHOapKTa
MHUOKapla y MIeKOIUTAaKIeIro.

[000134] B oOOHOM BapMaHTe peajM3aluy HaCTOANEeI'0 OIMCaHUMA
OpenJjioXeH CcIoco6O JiedeHusa MHQapkTa MMOKapla Y MIeKoIUTawnlero,
HyXIOawnmeroca B 3TOM, BRJIOUAMUN IIOOKOXHOE BBEeleHMe
TepaleBTUUECKM 20OeKTMBHOTO KOJMUECTBa KOMIO3MIUM, COoIepXamen
BEIOEJIEHHYIO ADAMTS13 MJIEKONIUTaKRIEMY , roe TepaleBTUUECKHU
>0beKkTUBHOE KoJMUeCcTBO ADAMTS13 comepxuT oT 20 pmo 2000 enmHMIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCH Tejla MIeKOIUTAaKRIel'o
(EOpy73/KT) . B KOHKPEeTHOM BapuaHTe peanmMszaluy  MJIeKoNuUTawlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymzauuu oT 20 EOpyrs IO
2000 EmOpy73/KT ADAMTS13 BBOOST B TeueHre 10 MMHYT C MOMEHTa
OOHapyXeHUA MHOapKTa MMOKapha Yy MIeKOoNMTapmero. B OOHOM BapMaHTe
peamuzaumum or 20 mo 2000 EmOryr3/kr ADAMTS13 BBOOAT B TeueHue 30
MUHYT C MOMEHTa OOHapyXeHMA MHOapKTa MMOKapha Yy MIEKOIMTaKIeIro.
B oOmOHOM BapmuaHTe peajuszauumu oT 20 npo 2000 Enopy3/xr ADAMTS13
BBOOAT B TeueHre 60 MMHYT C MOMeHTa oOOHapyXeHMS MHOapKTa
MMUOKapla Yy MIeKOoNMTaKrmero. B OOHOM BapMaHTe peam3auuu oT 20 1o
2000 EnOpy3/xr ADAMTS13 BBOOAT B TeueHre 4 dYacoB C MOMEHTa
OOHapyXeHUSI MHpapKTa MMOKaplha y MIeKonMTapmer'o. B OOHOM BapMaHTe
peammuzaumumu oT 20 mo 2000 EOsyr3/xr ADAMTS13 BBOOAT B TeueHue 12
YacoB C MOMeHTa OODHapyXeHMd MHpapKTa MMoKapha y MIEKONIMUTAaKIeTro.,
B omHOM BapmMaHTe peajausauum oT 20 pmo 2000 Empy73/xr ADAMTS13
BBOOAT B TeueHuMe 24 YacoB C MOMeHTa OOHapyXeHMsa MHOapkKTa
MUOKapha y MIeKOIUTaKIeIro.

[000135] B oOOHOM BapMaHTe peajM3aluy HaCTOALeI'0 OIMCaHUMA
OpenJjioXeH CIOoCOO JleueHMA MHQapkTa MMoKaphna Y MIeKoIuTamero,
HyXOawnmeroca B 3TOM, BRJIOUAKMNN IIOOKOXHOE BBeleHMe
TepalleBTUUeCKM 52OOeKTMBHOTO KOJMUEeCTBa KOMIO3MUMUM, COoIepXallel

BEIIOIEJIEHHYIO ADAMTS13 MJIEKONIUTaKRIeMY , roe TepaleBTUUECKNU
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50pekTUBHOE KoJMUeCcTBO ADAMTS13 comepxuT oT 20 pmo 1000 enmHMIL
akTupHOCTM FRETS-VWE/3 Ha KWIoI'paMM MacCCHE Tejla MIEeKONUTAKIel'o
(Eosv73/KT) . B  KOHKpPEeTHOM BapMaHTe peaju3aluy  MIeKOoIMTaKlee
ABJIAETCHA UYeJIOBEeKOM. B OmOHOM EBapuaHTe peayuzauumu oT 20 EIpyrz IO
1000 Egpyr3/xr ADAMTS13 BBOOAT B TeudueHMe 10 MMHYT C MOMEHTa
OOHapyXeHMUA MHOapKTa MMOKapha Yy MIeKonMTapmero. B OOHOM BapMaHTe
peasmmzsaumum or 20 pmo 1000 Emryrs/kr ADAMTS13 BBOOAT B TeueHue 30
MMUHYT C MOMeHTa OOHapyXeHMs MHOapKTa MMoOKapHa Yy MIEKOIUTAaKIeIro.
B omHOM BapmaHTe peajamusauum oT 20 pmo 1000 Empy73/xr ADAMTS13
BBOOAT B TeueHre 60 MMHYT C MOMeHTa OOHapyXeHMS MHOapKTa
MUOKapla Yy MIEeKONMTarmero. B OOHOM BapMaHTe peajm3auuy oT 20 1o
1000 Egnpyr3/xr ADAMTS13 BBOODAT B TeueHMe 4 4YacoB C MOMeHTa
OOHapyXeHUSI MHpapKTa MUOKapla Yy MIeKONMTapmel'o. B OOHOM BapMaHTe
peamuzaumm oT 20 mo 1000 Egsyrs/xr ADAMTS13 BBOOAT B TeueHue 12
YacoB C MOMeHTa OODHapyXeHMA MHpapKTa MMoKapha y MIEKOIMUTaKIero.
B oOHOM BapuaHTe peajdusauum oT 20 pmo 1000 Empy7s/xr¢ ADAMTS13
BBOOAT B TeueHMe 24 YacoB C MOMeHTa OOHapyXeHMsA MHOapKTa
MUOKapha Yy MIeKONIMTaKIeIro.

[000136] B oOHOM BapMaHTe peajM3aluy HaCTOALEeI'0 OIMCaHUMAd
IpenjioXeH CIOoCOO JleueHMA MHQapkKTa MMoKapna Y MIEKOIUTaKlero,
HyXOawnmeroca B 3TOM, BKJIIOY aMUM IIOOKOXHOE BBeOeHMe
TepaleBTUUYEeCKM 500eKTHMBHOTO KOJMUECTBa KOMIIO3MUMM, COIepXalel
BEIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIeMy , e TepaleBTUUEeCKU
>0bekTUBHOE kKoOoJMUecTBO ADAMTS13 comepxuT oT 20 pgo 500 enomHHIL
akTupHOCTM FRETS-VWE/73 Ha KWIoI'paMM MaCCH Tejla MIeKONIUTaKIelro
(EOpy73/KT) . B KOHKPEeTHOM BapMaHTe peanmzaluy  MJIeKoIuUTawilee
ABJISIETCHA UYeJIOBEeKOM. B OIOHOM EBapuaHTe peaymzauuu oT 20 EOpyrz IO
500 E@npy;3/xkr ADAMTS13 BBOOAT B TeueHMe 10 MUHYT C MOMEHTA
OOHapyXeHUsI MHpapKTa MMOKaplha Yy MIeKOoNMTapmeIl'o. B OOHOM BapMaHTe
peamuzaummu oT 20 mo 500 EOpy73/Xr ADAMTS13 BBOOAT B TeueHume 30
MUHYT C MOMeHTa OOHapyXeHUs MHOapKTa MMoOkKapha Yy MIEeKOIMTAaKIeIo.
B omHOM BapuaHTe peasms3auuu oT 20 mo 500 Efry73/XKr ADAMTS13 BBOOAT
B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS MHOapKTa MMoKapma Vy
MJIEKONMTAaKmero. B omHoOM BapuaHTe peaymzauum oT 20 mo 500 Emsy73/KTD
ADAMTS13 BRBOIOAT B TeueHMe 4 4UacoOB C MOMeHTa OOHapyXeHMHA MHOapKTa

MMOKapIa Yy MIeKonMTawpmero. B OODHOM BapMaHTe peajiM3aluy OT 20 mo
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500 Enpy3/xT ADAMTS13 BBOOAT B TeueHMe 12 UYacoB C MOMEHTa
OOHapyXeHUA MHPapKTa MMOKapla Yy MIeKONMTaplel'o. B OOHOM BapMaHTe
peasmuzaumum oT 20 mo 500 Empy73/xr ADAMTS13 BBOOAT B TeueHue 24
YacoOB C MOMeHTa OOHapyXeHMd MHPapKTa MMOKapha Y MIEKONMUTAKIeIro.
[000137] B oOHOM BapMaHTe pealM3alMM HaCTOAWeI'O OIMCaHUAI
OpenjioXeH CIOocoO JiedeHMd MHQapkTa MMoOKapla VY MIEKOIMUTaKIero,
HyXOawnmerocsa B 3TOM, BRJIOU AIMAN IIOOKOXHOE BBeIeHMe
TepaleBTUUEeCKM 2OOeKTMBHOTO KOJMUEeCTBa KOMIO3MLIUM, CcoIepXxamen
BEIOEJIEHHYIO ADAMTS13 MJIEKOIIMTaKIeMy , roe TepaleBTUUEeCKHU
>0bekTUBHOE koJMUecTBO ADAMTS13 comepxuT oT 20 pmo 200 enmHHUIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCH Tejla MIeKONIUTAaKRIel'o
(EOpv73/KT) . B KOHKPETHOM BapMaHTe  pealMs3alry MIeKOoNUTaKiIee
ABJISIETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymz3auuu oT 20 EOpyrs IO
200 EOpy3/xr0 ADAMTS13 BBOIAT B TeueHue 10 MMHYT C MOMEHTa
OOHapyXeHUS MHpapKTa MMOKapla Y MIeKONMTapmlel'0. B OOHOM BapMaHTe
peamuzaummu oT 20 mo 200 EOpy7s/xr¢ ADAMTS13 BBOOAT B TeueHue 30
MUHYT C MOMeHTa OOHapyXeHMs MHOapKTa MMoOkKapha Yy MIEKOIUTAaKILeIo.
B omHOM BapuaHTe peaymz3auum oT 20 mo 200 Efpy7s/XKr ADAMTS13 BBOOAT
B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHMA MHOapKTa MMoKapna Yy
MJIEKONIMUTAKIEeTro. B OoOHOM BapMaHTe peajuszaumm oT 20 mo 200 Emsyr3/KT
ADAMTS13 BBOIOAT B TeueHMe 4 YacoB C MOMeHTa OOHapyXeHMS MHOapKTa
MMoKapla y MIeKonuTawmero. B OOHOM BapMaHTe peajuzauum oT 20 »Oo
200 Egfpy3/xr0 ADAMTS13 BBOIAT B TeueHMe 12 dYacoB C MOMEHTa
OOHapyXeHUS MHOapKTa MMOKapla y MIeKonMTapmero. B OOHOM BapMaHTe
peasmmzaumumu oT 20 mo 200 Empys/XT ADAMTS13 BBOOAT B TeueHue 24
YacOB C MOMeHTa OOHapyXeHUd MHpapKTa MMOKapla Y MIeKOIMUTAaKRIeIo.
[000138] B oOHOM BapMaHTe peajM3alMy HaCTOAlel'o OIUCaHUAI
IpenJjIoXeH CIOoCO0 JieueHUd MHQapkTa MMoKapha Yy MIeKoIuTamero,
HyXIOawnmeroca B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUeCKM 20OeKTMBHOTO KOJMUECTBa KOMIO3MLIUM, COoIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaAKRIEMY , roe TepalleBTUUYECKHU
>0bekTUBHOE kKoJMUecTBO ADAMTSI13 comepxuT oT 20 pmo 100 enmHMIL
akTupHOCTM FRETS-VWE/3 Ha KWIoI'paMM MaCCHE Tejla MIeKONIUTAaKRIel'o
(Eosv73/KT) . B  KOHKpPEeTHOM BapMaHTe peaju3aluy  MIeKOoIMTaKlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaymszauuu oT 20 EOpyrz IO

100 Egmpy73/xr ADAMTS13 BBOOAT B TeueHMe 10 MMHYT C MOMeEHTa
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OOHapyXeHUd MHOapKTa MMOKapla Yy MIeKONMTapmlel'o. B OOHOM BapMaHTe
peaymmuzaumumu oT 20 mo 100 Empy7s/xr ADAMTS13 BBOOAT B TeueHue 30
MUHYT C MOMEeHTa OOHapyXeHMA MHOapKTa MMoOKapa Yy MIEKOIUTAaKIeIo.
B omHOM BapuaHTe peaymz3auum oT 20 mo 100 Empy73/xr ADAMTS13 BBOOAT
B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUA MHOaApKTa MMoKapma Yy
MJIEKONMUTAaKmMero. B OOHOM BapMraHTe peajuszaumym oT 20 mo 100 Emsy73/KT
ADAMTS13 BBOIOAT B TeueHMe 4 UacoOB C MOMeHTa OOHapyXeHMS MHOapKTa
MMOKapla Yy MIeKOoNMTaKrmero. B OOHOM BapMaHTe peam3auuu oT 20 1o
100 Empy73/xr ADAMTS13 BBOOAT B TeueHMe 12 YacoB C MOMeHTa
OOHapyXeHUS MHpapKTa MMOKapla y MIeKonMTapmer'o. B OOHOM BapuaHTe
peasmmuzaumum oT 20 mo 100 Empy73/xT ADAMTS13 BBOOAT B TeueHue 24
YacoOB C MOMeHTa OOHapyXeHUd MHpapKTa MMoKapla Y MIeKOIMUTAaKRIeIo.
[000139] B OOHOM BapMaHTe peajiM3aluy HaCTOAMeI'0 OIMCaHUMA
IpenJjioXeH CIOoCO0 JledeHUI MHQapkTa MMoKapha Yy MIeKoIuTamero,
HyXOawnmerocqd B 5TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUECKM 2OOeKTMBHOTO KOJMUYECTBa KOMIO3MIUM, CcoIepXalel
BEIDEJIEHHYIO ADAMTS13 MJIEKONIUTaKIeMy , roe TepaleBTUUECKHU
s0bekTUBHOE kKoOJIMUecTBO ADAMTS13 comepxuT oT 40 pmo 200 enmHHUIL
akTupHOCTM FRETS-VWE/3 Ha KWIoI'paMM MacCCH Tejla MIEKONMUTAKIIeTo
(EOpy73/KT) . B KOHKPEeTHOM BapuaHTe peanmzauuy  MIeKonMUTawlee
ABJIAETCHA UeJIOBEKOM. B OIOHOM BapMaHTe peaym3auuu oT 40 EnOpys; IO
200 Egpy73/Kr ADAMTS13 BBOIST B TeueHre 10 MMHYT C MOMeEHTa
OOHapyXeHUS MHOapKTa MMOKapla y MIeKoNMTawrmero. B OOHOM BapuaHTe
peasmsaumum oT 40 mo 200 Empys/XKr ADAMTS13 BBOOAT B TeueHume 30
MUHYT C MOMeHTa OOHapyXeHMs MHOapKTa MMoOkKapha Yy MIEKOIUTAaKIeIo.
B omHOM BapuaHTe peasyms3auum oT 40 mo 200 Efpyrs/Kr ADAMTS13 BBOOAT
B TeueHre 60 MMHYT C MOMeHTa OOHapyXeHMHA MHOapKTa MMOKapIa VY
MJIEKONIMUTAalMero. B OOHOM BapMaHTe peaauszaumu oT 40 mo 200 Emsyr3/KT
ADAMTS13 BBOIDAT B TeueHMe 4 UacoB C MOMeHTa OOHapyXeHMS MHOapKTa
MUOKapla Yy MIEKONMTarmero. B OOHOM BapMaHTe peajm3auun oT 40 1o
200 Egfpy7z/xr ADAMTS13 BBOIAT B TeueHMe 12 dYacoB C MOMEHTA
OOHapyXeHUS MHOapKTa MMOKapla y MIeKONMTapmlel'0. B OOHOM BapMaHTe
peamuzaumum oT 40 mo 200 Empy73/XT ADAMTS13 BBOOAT B TeueHue 24
YacoOB C MOMeHTa OOHapyXeHUd MHpapKTa MMoKapla Y MIEKONUTAaKRIeIo.
[IEPEBPAJILHEY VHOAPKT

[000140] B omDHOM BapMaHTe pealmMzaluumM cocTaB ADAMTS13,



54

ONMCAHHEIN B HaCTOAmeM IOKYMEHTe, IIPUMMeHdT IJd JeUYeHUS WU/UIu
OpodUIaK TUKNU LepedpalIbHOT'O MHapKTa. llepebpaJibHEM MHOaAPKT,
OOBUHO Ha3HBaeMBl MHCYJIETOM, IPOUCXOOUT HpY OJOKUPOBAHUM OPUTOKA
KpPOBM K YaCTM TOJIOBHOTO Mo3Tra. IllepebpaljbHEM MHQAPKT MOXET
IIPOU30MTH, HalpuMep, opu  OBJIOKMPOBaHMM  TPOMOOM  KPOBEHOCHOTO
cocyma, cHabOxawomero T'OJJOBHOM MO3T KpPOBbH. IllepebpalbHHM MHOAPKT
TakXxe MOXET IIPOM3OMTM BCJIeICTBME TPAaBMBl OT yIapa TYIILEM IpeIMeTOM
M MexXaHUUeCcKOM TpaBMel. OH MOXeT OBITL BH3BaH TPpoMOOM B apTepuu
TOJIOBHOTO MO3Ta (TpoMOOTUUECKMM MHCYJILT) WIM TpoMOOM M3 IPYIOM
yacTu TeJjla, IIepeHeCeHHBIM B TOJIOBHOM MO3T (SMOOJIMUECKUM MHCYJILT) .
CoOTBETCTBEHHO, B HEKOTOPHX BapMaHTax peajlu3alMM HaCTOAMETO
n300peTeHnd npenjioXeH crioco® VIIYUIIEHU A BOCCTAaHOBJIEHUSA (1M
YMEHBbIIEHVA TIOBPEXIEHM) CEeHCOPHOM U/WMJIXM MOTOPHOM (QYHKLUM VY
naluMeHTa IocJje lepebpallbHOTO MHOapKTa, BRJOUAKIKMY STal BBeldeHUA
YKa3aHHOMY  MHIVBUIY bapMalleBTUUECKOM KOMIIO 3UILIVN, comepxamemn
TepalleBTUYECKM 30PeKTUMBHOEe KOJMUeCcTBO Oenka ADAMTS13 wmiam ero
BMOJIOTUYECKHU AKTUBHOTO [IPOU3BOIHOTO, TeM CaMbIM yilydias
BOCCTaHOBJIEHUE (nnm YMeHBbIIa g [IOBPEXIEHNE) CeHCOpHOM n/mnim
MOTOPHOM OYVHKUMM Yy MHIMBMIA IIO0CJe liepebpalJibHOTO MHpapKTa.

[000141] B HeKOTOPHX BapMaHTax pealuzaluuM ¢GapMalleBTHUUYeCKYI
KOMITO 3ULIUIO BBOIAT HEeIIoCpeICTBEHHO rocJie OOHapPyXeHU A
lepebpaJibHOTO MHbOapkTa, HalpuMep, B TedeHume 5 MuHyT, 10 MMHYT,
15 vmuyr, 20 mmuayT, 25 MvmuyT, 30 MMHYT, 35 MmuyT, 40 MmHyT, 45
vuuyT, 50 MmupyT, 55 MmuyT, 060 MmHyT, 90 MmEyT, 110 MvmMuHyT, 120
MMHYT, 3 uyacoB, 4 uyacor, 5 uwacor, 6 uYacoB, </ uYacoB, 8 uacoB, 9
yacor, 10 wacosB, 11 wuwacor, 12 wuyacoB, 13 wuyacon, 14 wuacor, 15
yacop, 16 uyacoB, 17 wuyacor, 18 wuyacor, 192 uyacos, 20 wuacorp, 21
yaca, 22 4YacoB, 23 uyacoB, 24 uyacor, 25 uyacor um 0OoJjee, WIM JHoOou
X KOMOMHAalWM. CoOOTBETCTBEHHO, BaXHO MMETE (QapMalleBTUUEeCKY
KOMITOBUILIWK, KOTOPYK MOXHO OHCTPO M JIETKO BBOIMTH.

[000142] B oOOHOM BapMaHTe peajM3alMy HaCToAllel'o OIUCaHUI
IpenJIOXEH crioco® JIeueHM s 1epebpallbHOTO MHQapKTa N
MJIEKONMTAKIETO, HYXIAaKnIeTroCa B 2TOM, BKJIIOY a0Mmm MMOOKOXHOE
BBEeIeHUe TepalleBTUYEeCKU 20PeKTUMBHOTO KOJIMYEeCTBAa KOMIIO 3ULINH,
comepxaimemn BHIIEJIEHHYIO ADAMTS13 MJIEKONIUTaAKIIEMY , roe

TepalleBTUYEeCKM 20beKTMBHOe KoJMuecTBO ADAMTS13 comepxuT oT 20 1o



55

4000 enmHMIT akKTMBHOCTM FRETS-VWEF73 Ha kKuJoI'paMM MacCCH TeJja
MJIEKONIUTAKRIIEeT'O (EOpv73/KT) . B KOHKPEeTHOM BapMaHTe pealus3alun
MJIEKONIMTAaKIlee ABJIAETCHA UYeJIOBEKOM. B OOHOM BapMaHTe peajM3aluy OT
20 Empy7z Do 4000 Enpy73/xkT ADAMTS13 BBOOAT B TeueHMe 10 MHMHYT C
MOMeHTa OOHapyXeHMa LepelpallbHOTO MHpapKTa Yy MIeKooMTawmero. B
OOHOM BapmuaHTe peanusaumy oT 20 nmo 4000 EmOpy73/kT ADAMTS13 BBOOAT
B TeueHMe 30 MMHYT C MOMeHTa OOHapyXeHMA lLepebpalJIbHOTO MHpapKTa
Yy MIeKonuTawnmero. B omHOM BapuaHTe peajuzauuu oT 20 nmo 4000
Edrv73/KD ADAMTS13 BBOOAT B TeueHMe 60 MUHYT C MOMEHTa OOHapyXKeHMUI
LepebpaJIbHOTO MHQapkTa Yy MIEKONIUTAaKIEeTro. B onHOM BapuaHTe
peasmmuzaumum oT 20 mo 4000 Empy73/xr ADAMTS13 BBOOAT B TeueHue 4
YacoB C MOMEHTA oOHapyXeHMs LepebpalJIbHOT'O MHbOapKTa v
MJIIEKONIMTaRmero. B OIOHOM BapuaHTe peamzaunm oT 20 mo 4000
Edry7s/KD ADAMTS13 BBOOAT B TeueHMe 12 YacOB C MOMeHTa OOHapyXKeHUS
LepebpalJIbHOTO MHQapkTa y MIEKONIUTaKlero. B oIoHOM BapmaHTe
peamuzaumum oT 20 mo 4000 EmOsyrs/xr ADAMTS13 BBOOAT B TeueHue 24
YacoB C MOMEHTA oOHapyXeHMAa LepebpalJlbHOT'O MHbapkTa N
MJIEKONIUTAKIeTo .

[000143] B oOHOM BapMaHTe peajM3aluM HaCTOALEeI'0 OIMCaHUMA
IpenjioXeH crioco® JleueHmAa LepebpallbHOT'O MHbapKTa N4
MJIEKONMTAaKRIeTo, HyXOaKerocq B 3TOM, BRJIOUAMNUY  TTOIKOXHOE
BBelleHMe  TepaleBTUUeCKM 5S0PeKTUBHOTO  KOJIMUEeCTBa  KOMIIO3MLWM,
comepxalen BHIIEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIEMy , roe
TepalleBTHUUYeCKM 20PeKTMBHOEe KoJIMuecTBO ADAMTS13 comepxuT oT 20 1o
2000 emmHMI aKTMBHOCTM FRETS-VWF73 Ha KWUJIOoTpaMM MacCH TeJla
MJIEKOIIUTAKIIET'O (EOpy73/KT) . B  KOHKPeTHOM BapMaHTe pealu3alun
MJIEKOIIMTaKRIlee SABJISETCHA UYeJIOBEeKOM. B OOHOM BapMaHTe peajin3aluy OT
20 Empy7z Do 2000 Egnpy73/xr ADAMTS13 BBOOAT B TeueHMe 10 MHMHYT C
MOMEeHTa OOHapyXeHUs LepelpallbHOI'O MHpapKTa Yy MIeKooMTawmero. B
OIDHOM BapMaHTe peayms3auum oT 20 mo 2000 EmOpy73/Kr ADAMTS13 BBOIAT
B TedeHMe 30 MMHYT C MOMEeHTa OOHapyXeHMA I1epelpalIbHOTO MHPapKTa
Yy MIekonuTawnmero. B oOoHOM BapuaHTe peajmzauuu oT 20 no 2000
Edrv73/KT0 ADAMTS13 BBOOAT B TeueHMe 60 MUHYT C MOMeHTa OOHapPYXKEHUS
LepebpalJlbHOTO MHQapkTa Yy MIEKONIUTaKlero. B onHOM BapmaHTe
peamuzaumum oT 20 mo 2000 Empy7s/xr ADAMTS13 BBOOAT B TeueHue 4

JacoB c MOMEHTa obHapyXeHUs 11epebpalIbHOTO nHbapkTa y
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MJIIEKONIMTaRmero. B OIOHOM BapuaHTe peamzauum oT 20 mo 2000
Edry73/KD ADAMTS13 BBOOAT B TeueHMe 12 YacoB C MOMEHTa OOHapPYXeHUS
LepebpalJIbHOTO MHpapkTa Yy MIEKONIUTAaKIero. B onHOM BapmaHTe
peamuzauumu or 20 pmo 2000 Emgsyr3/xr ADAMTS13 BBOOAT B TeueHue 24
YacoB C MOMEHTA oOHapyXeHMA LepebpallbHOT'O MHbOapKTa N4
MJIEKONMTAKIEeTo .

[000144] B oOHOM BapMaHTe peajM3alMy HACTOAMEI'O OIMCaHUI
IpenJjoXeH crioco® JleueHmsa LepebpaJIbHOT'O MHbapKTa Yy
MJIEKONMTaKRIeTro, HyXOaKlerocsa B 3TOM, BRJOUAKINWY  TTOOKOXHOE
BBelleHUe  TepaleBTUUeCKM 5BOQeKTUBHOI'O  KOJIMUECTBa  KOMIIO3ULUY,
comepxamemn BHIEJIEHHYID ADAMTS13 MJIEKOIIUTaKIEMY , roe
TepalleBTUUYECKM 20PeKTMBHOe KoJuuecTBO ADAMTS13 comepxuT oT 20 mo
1000 emmHMLL, akKTMBHOCTM FRETS-VWEF73 Ha kumjorpaMM MacCCH TeJa
MJIEKOIIUTAKRIET'O (Eopv73/KT) . B KOHKPETHOM BapraHTe peajr3aliuu
MJIEKONIMUTaKRIlee SABJISETCHA UYeJIOBEeKOM. B OOHOM BapuaHTe peajin3aluy OT
20 EOpy7z Do 1000 EOpy3/xr ADAMTS13 BBOOAT B TeueHue 10 MMHYT C
MOMeHTa OOHapyXeHUs LepelpalIbHOT'O MHpapKTa Yy MIeKooMTawmero. B
OIDHOM BapuaHTe peayms3auum oT 20 mo 1000 Empy;3/Kr ADAMTS13 BBOIAT
B TeueHMe 30 MMHYT C MOMEHTa OOHapyXeHMHA LepelpalIbHOT'O MHOapKTa
Yy MIekonurawnmero. B omgHOM BapuaHTe peajmszauumu oT 20 nmo 1000
Elgy73/KD ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMEHTa OOHAPYXEeHUSId
lepebpalJlbHOTO MHpapkTa Yy MIEKONUTAKIETrO. B onHOM BapmaHTe
peasmzaumum oT 20 pmo 1000 Empy7s/xr ADAMTS13 BBOOAT B TeueHue 4
YacoB c MOMEHTA oOHapyXeHMA LepebpaJIbHOT'O MHbapKTa Yy
MJIeKONMTapmero. B OIHOM BapuaHTe peammuzaumnm oT 20 mo 1000
Edpy7s/KD ADAMTS13 BBOOAT B TeueHMe 12 YacoB C MOMeHTa OOHapyXKeHUI
LepebpaJIbHOTO MHQapkTa y MIEKONIUTAaKIero. B oOHOM BapuaHTe
peamuzaummu oT 20 mo 1000 EOsyr3/kr ADAMTS13 BBOOST B TeueHue 24
YacoB C MOMEHTA oOHapyXeHM LepebpalJlbHOT'O MHOapKTa Yy
MJIEKOIUTAKRIEeTO .

[000145] B OOHOM BapMaHTe peajiM3aluy HaCTOALeI'0 OIMCaHUMA
IpenJjioXeH crioco® JleueHmsa LepebpalJIbHOT'O MHbapkTa Yy
MJIEKONIUTAKRILeTo, HyXDaomerocq B BTOM, BRJOUAKINY  TTOOKOXHOE
BBelleHMe  TepalleBTUUeCKM HSOOeKTUBHOIO  KOJIMUeCTBa  KOMIIO3MLWM,
comepxaimemn BHIIEJIEHHYIO ADAMTS13 MJIEKONIUTaAKIIEMY , roe

TepalleBTUYEeCKM 20beKTMBHOe KoJMuecTBO ADAMTS13 comepxuT oT 20 1o
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500 emuHMUL akTMBHOCTM FRETS-VWF73 Ha kwjorpaMM MacCCH TeJa
MJIEKONIUTAKRIIEeT'O (EOpv73/KT) . B KOHKPEeTHOM BapMaHTe pealus3alun
MJIEKONIMTAaKIlee ABJIAETCHA UYeJIOBEKOM. B OOHOM BapMaHTe peajM3aluy OT
20 Efpy7z mo 500 EmOpy7s/xr ADAMTS13 BBOOAT B TedueHMe 10 MMHYT C
MOMeHTa OOHapyXeHMa LepelpallbHOTO MHpapKTa Yy MIeKooMTawmero. B
OOHOM BapuaHTe peajmzaluuu oT 20 mo 500 Enpy73/kr ADAMTS13 BBOOAT B
TeueHrMe 30 MMHYT C MOMEeHTa OOHapyXeHMA LepedpallbHOTO MHPaApKTa VY
MJIEKONMUTAKMEeTo. B OOHOM BapraHTe peaiuzaumm oT 20 mo 500 Emsy73/KTD
ADAMTS13 BBOOSAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
LepebpaJIbHOTO MHpapkTa y MIEKONIUTAaKIETO. B onHOM BapuaHTe
peaymuzaumum oT 20 mo 500 Egzyr3/Kr ADAMTS13 BBOOAT B TeueHue 4
YacoB C MOMEHTA oOHapyXeHMs LepebpalJIbHOT'O MHbOapKTa v
MJIEKONIMUTAalMero. B OOHOM BapMaHTe peajuszaumu oT 20 mo 500 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 12 dwacoe C MOMeHTa OOHapyXeHMA
LepebpalJIbHOTO MHQapkTa y MIEKONIUTaKlero. B oIoHOM BapmaHTe
peamuzaumum oT 20 mo 500 Empys/XT ADAMTS13 BBOOAT B TeueHue 24
YacoB C MOMEHTA oOHapyXeHMAa LepebpalJlbHOT'O MHbapkTa N
MJIEKONIUTAKIeTo .

[000146] B oOHOM BapMaHTe peajM3aluy HaCTOAWLeI'0 OIMUCaHUAg
IpenjioXeH crioco® JleueHmAa LepebpallbHOT'O MHbapKTa N4
MJIEKONMTAaKRIeTo, HyXOaKerocq B 3TOM, BRJIOUAMNUY  [TOOKOXHOE
BBeOeHUe  TepalleBTUUeCKM  DOOeKTMBHOTO  KOJMUeCTBa  KOMIIO3ULUMN,
comepxalen BHIIEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIEMy , roe
TepalleBTHUUYeCKM 20PeKTMBHOe KoJnuecTBO ADAMTS13 comepxuT oT 20 mo
200 emuHML akKTMBHOCTM FRETS-VWF73 Ha kWJoT'paMM MaCCH TeJa
MJIEKOIIUTAKIIET'O (EOpy73/KT) . B  KOHKPeTHOM BapMaHTe pealu3alun
MJIEKOIIMTaKRIlee SABJISETCHA UYeJIOBEeKOM. B OOHOM BapMaHTe peajin3aluy OT
20 Egfpyrz mo 200 Emosy7s/xr ADAMTS13 BBOOAT B TeueHMe 10 MMHYT C
MOMEeHTa OOHapyXeHUs LepelpallbHOI'O MHpapKTa Yy MIeKooMTawmero. B
OIHOM BapMaHTe peajuszauuu oT 20 mo 200 EOryr3/XKT ADAMTS13 BBOOAT B
TedeHre 30 MMHYT C MOMEHTa OOHapyXeHMA LepedbpallbHOTO MHOaApKTa Y
MJIEKONIMUTAlIEeTro. B OOHOM BapMaHTe peajuszauuyu oT 20 mo 200 Emsyr3/KT
ADAMTS13 ®BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
LepebpalJlbHOTO MHQapkTa Yy MIEKONIUTAaKIero. B onHOM BapmaHTe
peamuzauum oT 20 mo 200 Egsyr3/Kr ADAMTS13 BBOOAT B TeueHue 4

JacoB c MOMEHTa obHapyXeHUs 11epebpalIbHOTO nHbapkTa y
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MJIEKONIMUTAlIEeTro. B OOHOM BapMaHTe peajuszaumu oT 20 mo 200 Emgyrs/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYacoeB C MOMeHTa OOHapyXeHUI
LepebpalJIbHOTO MHpapkTa Yy MIEKONIUTAaKIero. B onHOM BapmaHTe
peamuzaumumu oT 20 mo 200 Empy73/kT ADAMTS13 BBOOAT B TeueHue 24
YacoB C MOMEHTA oOHapyXeHMA LepebpallbHOT'O MHbOapKTa N4
MJIEKONMTAKIEeTo .

[000147] B oOOHOM BapMaHTEe peajM3aluM HACTOAMEI'0 OIMCaHUMA
IpenJjoXeH crioco® JleueHmsa LepebpaJIbHOT'O MHbapKTa Yy
MJIEKONMTaKRIeTro, HyXOaKlerocsa B 3TOM, BRJOUAKINWY  TTOOKOXHOE
BBelleHUe  TepaleBTUUeCKM HBOPeKTUBHOIO  KOJMUECTBa  KOMIIO3ULNUN,
comepxamemn BHIEJIEHHYID ADAMTS13 MJIEKOIIUTaKIEMY , roe
TepalleBTUUYECKM 20PeKTMBHOe KoJInmuecTBO ADAMTS13 comepxuT oT 20 mo
100 emmHmM akTMBHOCTM FRETS-VWF73 Ha KWJIoI'paMM MacCCH TeJa
MJIEKOIIUTAKRIET'O (Eopv73/KT) . B KOHKPETHOM BapraHTe peajr3aliuu
MJIEKONIMUTaKRIlee SABJISETCHA UYeJIOBEeKOM. B OOHOM BapuaHTe peajin3aluy OT
20 EOpyz Do 100 Empys/KD ADAMTS13 BBOOAT B Teduedre 10 MMHYT C
MOMeHTa OOHapyXeHUs LepelpalIbHOT'O MHpapKTa Yy MIeKooMTawmero. B
OIHOM BapMraHTe peajuszauum oT 20 mo 100 EOgyr3/XT ADAMTS13 BBOOAT B
TedyeHMe 30 MMHYT C MOMEHTa OOHapyXeHMA LepedbpallbHOT'O MHOapKTa Yy
MJIEKONIMUTAKIEeTro. B OoOHOM BapMaHTe peajuszaumm oT 20 mo 100 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMEHTa OOHapyXeHUS
lepebpalJlbHOTO MHpapkTa Yy MIEKONUTAKIETrO. B onHOM BapmaHTe
peasmzsaumum oT 20 mo 100 Emgpyrs/Kr ADAMTS13 BROOAT B TeudeHue 4
YacoB c MOMEHTA oOHapyXeHMA LepebpaJIbHOT'O MHbapKTa Yy
MJIeKONMTalmero. B OoOHOM BapMaHTe peajuszaumu oT 20 mo 100 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYacoeB C MOMEHTa OOHapyXeHUS
LepebpaJIbHOTO MHQapkTa Yy MIEKONIUTAaKIero. B oOHOM BapuaHTe
peamuzaumumu oT 20 mo 100 Empy73/xXT ADAMTS13 BBOOAT B TeueHue 24
YacoB C MOMEHTA oOHapyXeHM LepebpalJlbHOT'O MHOapKTa Yy
MJIEKOIUTAKRIEeTO .

[000148] B oOOHOM BapMaHTe peajM3aluy HaCTOAMeI'0 OIMCaHUMA
IpenJjioXeH crioco® JleueHmsa LepeBpallbHOT'O MHbapkTa Yy
MJIEKONIUTAKRILeTo, HyXDaomerocq B BTOM, BRJOUAKINY  TTOOKOXHOE
BBelleHMe  TepalleBTUUeCKM HSOOeKTUBHOIO  KOJIMUeCTBa  KOMIIO3MLWM,
comepxaimemn BHIIEJIEHHYIO ADAMTS13 MJIEKONIUTaAKIIEMY , roe

TepalleBTUYEeCKM 20beKTMBHOe KoJmnuecTBO ADAMTS13 comepxuT oT 40 mo
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200 emmHML, akxkTMBHOCTM FRETS-VWEF73 Ha kKuwjJoI'paMM MaCCH TeJa
MJIEKONIUTAKRIIEeT'O (Eogy73/KT) . B  KOHKPETHOM BapMraHTe peajn3aliuu
MJIEKONIMTAaKIlee ABJIAETCHA UYeJIOBEKOM. B OOHOM BapMaHTe peajM3aluy OT
40 EnOpy;z Do 200 EnOpy;z/xr ADAMTS13 BBOIAT B TeueHMe 10 MUMHYT C
MOMeHTa OOHapyXeHMa LepelpallbHOTO MHpapKTa Yy MIeKooMTawmero. B
OOHOM BapuaHTe peaymzaiuu oT 40 mo 200 Enpy73/Xkr ADAMTS13 BBOOAT B
TeueHrMe 30 MMHYT C MOMEeHTa OOHapyXeHMA LepedpallbHOTO MHPaApKTa VY
MJIEKONMTAKIMEeTo0. B OOHOM BapMraHTe peaiuzaumm oT 40 mo 200 Emsy73/KTD
ADAMTS13 BBOOSAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
LepebpaJIbHOTO MHQapkTa Yy MIEKONIUTAaKIEeTro. B onHOM BapuaHTe
peasmmuzaumum oT 40 mo 200 Egsyr3/Kr ADAMTS13 BBOOAT B TeueHue 4
YacoB C MOMEHTA oOHapyXeHMs LepebpalJIbHOT'O MHbOapKTa Yy
MJIEKONIMUTAalMero. B OOHOM BapHraHTe peajmuszauuu oT 40 mo 200 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYacoeB C MOMeHTa OOHapyXeHUS
LepebpalJIbHOTO MHQapkTa y MIEKONIUTaKlero. B oIoHOM BapmaHTe
peamuzaumum oT 40 mo 200 Empy7s/XT ADAMTS13 BBOOAT B TeueHue 24
YacoB C MOMEHTA oOHapyXeHMAa LepebpalJlbHOT'O MHbapkTa Yy
MJIEKONIUTAKIeTo .

TPOMEO3 TJIYBOKMX BEH

[000149] B omHOM BapmMaHTe peajamuzauum cocrTaes ADAMTS13,
ONMCAHHBM B HACTOAmEM IOKyMeHTe, I[IPUMEHAT IJS JedeHusd u/uimn
npodumiiakTuky TpoMBo3a Iuydokux BeH (TIB). TI'B mOpencraBjsgeT coBoM
CTYCTOK KpOBHU, oOfOpalsylnmuica B BeHe BHYTPM OpraHmu3Ma. XOTA
OOJIBIIMHCTEO TPOMOOB TIUIyOOKMX BEH BO3HMKAKT B TOJIeHM wWiIu Oelpe,
OHM MOT'YT 00pa30BEBaTLCA BO BceM Tejie. TI'B gaBjsgeTca  0coBo
OIlacHEM  3aboJieBaHueEM, [IOCKOJIBKY  TpoMO  MOXET oTOpBaTBCHA U
[IepeHeCTUCk C KPOBOTOKOM (mMOO0OJI), HaIpuMep, B Cceplle, JeI'KMe WK
TOJIOBHOM MO3T. Takas 5MO0IMA MOXeT IIPMBECTM K TIOBPEeXIEHU
OpT'aHOB U K CcMepTu. COOTBETCTBEHHO, KaK OIMCaHO BHIIE, COCTAaBH
ADAMTS13 MOXHO NPMMeHATH OJa JedeHusa TI'B M BO3HUKAKIEN 3a eTo
cueT »sMOoMu. KpoMmMe TOrO, HNOCKOJIBEKY TI'B MOxeT OLBICTPO pPa3BUBATLCA
M BH3HBATH [IOBPEXIOEHMs, BaXHO MMEeTH OQpapMalleBTUUECKYI KOMIIO3ULUI,
KOTOPYK MOXHO OHCTPO M JIeI'KO BBOOUTL. TakuM o0pas3oM, XeJlaTeJIbHO
paspaborare cocTaB ADAMTS13 1mJjd T[IOOKOXHOI'O BBeIeHUS U CIocod
IIOOKOXHOM mocTaBkM ADAMTS13.

[000150] B HeKOTOPHX BapMaHTax peajlMs3aluur ¢apMalleBTHUUYeCKYI
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rkoMmrosuuuon ADAMTS13 BBOOAT HEIOCPEeNCTBEHHO IIOCJe OOHapyXeHUI
TpoMOO3a TUIYOOKMX BEH, HalpuMmep, B TedeHue 5 MmHyT, 10 MmHyT, 15
MuHyT, 20 ™MuHYT, 25 MmayT, 30 MmMyEyT, 35 MmMHYT, 40 MmMHYT, 45
MuHyT, 50 MmHyT, 55 MMHYT, 60 MmHyT, 90 MMHYT, 110 MmHyT, 120
MMHYT, 3 uyacor, 4 uyacoB, b5 uyacoB, © uyacoB, </ uYyacoB, 8 uacoB, 9
yacoB, 10 wacor, 11 wuyacoB, 12 wuyacoB, 13 wuacorB, 14 wuacorp, 15
yacoB, 16 wuvacor, 17 uyacoB, 18 uyacor, 19 wuwacoB, 20 wuacor, 21
yaca, 22 uyacoB, 23 uyacoB, 24 yacoB, 25 uyacoB u 0oJjiee, uIM JHoOou
nx kKoMOmHauum. COOTBETCTBEHHO, BaXHO MMETH (QpapMaleBTHUUYeCKYK
KOMIIOBULIMID, KOTOPYK MOXHO OBICTPO M JIET'KO BBOIUTE.

[000151] B oOOHOM BapMaHTe peajM3aluM HaCTOAMEeI'0 OIMCaHUMA
IpenJjioXeH CIOoCOO JiedeHMA TpoMOo3a IUIYyOOKMX BeH Y MIeKOoIUTawnlero,
HyXIOawnmerocq B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 20OeKTMBHOTO KOJMUECTBa KOMIO3MIUIUM, COIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKRIEMY , roe TepaleBTUUECKHU
>0bekTUBHOE KoJMUecTBO ADAMTS13 comepxuT oT 20 pmo 4000 enmHMIL
akTupHOCTM FRETS-VWE/3 Ha KWiIoI'paMM MAaCCH TeJla MIEeKONIUTAaKIel'o
(EOpy73/KT) . B KOHKPETHOM BapmaHTe peanmMzaluy  MIeKoNuUTawlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peajuszauuu oT 20 EOpyrz IO
4000 Egpy73/xkr ADAMTS13 BBOOAT B TeueHMe 10 MMHYT C MOMeHTa
oOHapyXeHMda TpoMOo3a IUIYOOKMX BeH Yy MIeKonouTawmero. B oOoHOM
BapraHTe peajguzauuu oT 20 mo 4000 Empyz/xr0 ADAMTS13 BBOOAT B
TeueHre 30 MMHYT C MOMEHTa OOHapyXeHUs TpoMbos3a IUIyOOKMX BEH VY
MJIeKONMTalmero B oOHOM BapMaHTe peanuzalmm oT 20 mo 4000 Emsyrs/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKoIMTaKmero B OOHOM  BapuaHTe
peasmuzaumumu oT 20 mo 4000 Empy73/XT ADAMTS13 BBOOAT B TeueHue 4
Jacos c MOMEHTa ODHapyXeHUS TpoMBo3a TJIYOOKMUX BEH N
MJIEKONIMUTAalIero B OOHOM BapMaHTe peajauzalum oT 20 mo 4000 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYWacoeB C MOMeHTa OOHapyXeHUS
TpoMBoO3a TUIYOOKMX BEeH Y  MJIeKOoIMTapmero B OOHOM BapuaHTe
peamuzaummu oT 20 mo 4000 Emgsyr3/kr ADAMTS13 BBOOAT B TeueHue 24
Jyacos C MOMEHTAa ODHapyXeHUA TpoMBo3a TJIYOOKMUX BEeH N
MJIEKONIUTAKIEeTO .

[000152] B oOHOM BapMaHTe peajM3aluy HaCTOALEeI'0 OIMCaHUMAg

NpenjioXeH CHOoCOoD JieueHMA TpoMOOo3a INIYyOOKMX BeH Yy MIEeKONIMTanlero,
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HyXOawnmeroca B 5TOM, BRJIOUAKRMNN IIOOKOXHOE BBeleHMe
TepalleBTUUEeCKM 2OOeKTMBHOTO KOJMUECTBa KOMIO3MUIMUM, COIepXalel
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIeEMY , roe TepaleBTUUECKNU
50bekTUBHOE KoJMUecTBO ADAMTS13 comepxuT oT 20 mo 2000 enmHMUIL
akTuMBHOCTM FRETS-VWE73 Ha KWJIoI'paMM MacCCH Teja MIeKOIUTaKIelo
(Eopv73/KT) . B KOHKpPeTHOM BapMaHTe peajMszaluM MIeKoIMTaKlee
ABJISETCH UYEeJIOBeKOM. B OOHOM BapuaHTe peamzauuu oT 20 EIpyrs IO
2000 Empy73/xr ADAMTS13 BBODAT B TeueHMe 10 MMHYT C MOMEHTA
OBHapyXeHUsa TpoMOo3a TUIYDOKMX BeH VYV MIeKoouTawmero. B ooHOM
BapuaHTe peagusaumu oT 20 mo 2000 EOzyi3/xr ADAMTS13 BBOOAT B
TeueHre 30 MMHYT C MOMEHTa OOHapyXeHUs TpoMOo3a IJIyOOKMX BEH Y
MJIEKONIMUTAalMero B OOHOM BapMaHTe peaauszauum oT 20 mo 2000 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKOoIMTaKmero B OOHOM  BapuaHTe
peamuzaumm oT 20 mo 2000 EOgy7s/XT ADAMTS13 BBOOAT B TeueHue 4
Jyacos c MOMEHTa ODHapyXeHUA TpoMBo3a TJIYOOKMUX BEeH N
MJIEKONIMUTAlIeTro B OOHOM BapMaHTe peajauszauum oT 20 mo 2000 Emgyrs/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYacoeB C MOMeHTa OOHapyXeHUI
TpoMBoO3a TUIYOOKMX BEeH Y  MJIEKONIMTAamero B OOHOM  BapuaHTe
peamuzaumum or 20 mo 2000 Emgryr3/kr ADAMTS13 BBOOAT B TeueHue 24
JyacoB C MOMEHTAa OBHapyXeHUA TpoMOO3a TJIYOOKUX BeH v
MJIEKONMTAKIEeTo .

[000153] B oOOHOM BapMaHTEe peajM3aluM HaCTOAMEI'0 OIMCaHUMA
OpenJjioXeH CHOoCOO JiedueHMs TpoMOosza IUVIyOOKMX BEH Y MIEeKOIUTaKlero,
HyXIOawnmeIrocsa B 3TOM, BRJIOUAMHUN IIOOKOXHOE BBEIeHMe
TepaleBTUUECKM 2OOeKTMBHOTO KOJMUEeCTBa KOMIO3MIUM, CoIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIeMy , rne TepaleRBTUUECKNU
>0bekTUBHOEe KoJMUecTBO ADAMTS13 comepxuT oT 20 pmo 1000 enmHMIL
akTupHOCTM FRETS-VWE/73 Ha KWiloI'paMM MaCCH TeJla MIEKOIUTAKIelo
(Eosv73/KT) . B  KOHKpPETHOM BapMaHTe peaju3aluy MIeKOoIMTaKlee
ABJISAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peaym3auuu oT 20 EOpyrz IO
1000 Egfpy7s/xr ADAMTS13 BBOOAT B TeueHuMe 10 MMHYT C MOMEHTA
OBHapyXeHUsa TpoMOo3a IyOOKMX BeH VY MIeKoouTawmero. B omoHOM
BapuaHTe peajguszaumu orT 20 mo 1000 Egsyr3/xr ADAMTS13 BBOOAT B
TeueHre 30 MMHYT C MOMeHTa OOHapyXeHUA TpoMOo3a IUIyOOKUMX BEH VY

MJIEKONIMUTANMEeT0 B OOHOM BapuaHTe peasmzaium oT 20 mo 1000 Empy73/KT
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ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBO3a TUIYOOKMX BeH Y  MJIEKOIMTamero B OOHOM  BapmuaHTe
peamuzaumumu oT 20 mo 1000 Empy7s/Xr ADAMTS13 BBOOAT B TeueHue 4
JyacoB C MOMEHTAa ODHapyXeHUA TpoMboO3a TJIYyDOKMUX BeH N
MJIEKONMTAaKmero B OOHOM BapMaHTe peajuszanum oT 20 mo 1000 Emsy73/KTD
ADAMTS13 BBOOAT B TeueHMe 12 dYacoB C MOMeHTa OOHapyXeHUH
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKOoIMTalmero B OIOHOM  BapuaHTe
peammuzaumum or 20 pmo 1000 Empyr3/kr ADAMTS13 BBOOAT B TeueHUe 24
Jacos C MOMEHTAa ODHapyXeHUS TpoMBo3a TJIYOOKMX BEH N
MJIEKONIUTAKRIeTo .

[000154] B oOOHOM BapMaHTe peajM3aluy HaCTOAWleI'0 OIUCaHUI
IpenJjioXeH CIOoCOO JiedeHMsa TpoMOo3a IUIYyOOKMX BeH Y MIeKOoIUTawnlero,
HyXIOawnmerocq B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 20OeKTMBHOTO KOJMUeCTBa KOMIO3MIUIUM, COIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKRIeEMY , roe TepaleBTUUECKHU
50beKkTUBHOE kKoJMUecTBO ADAMTS13 comepxuT oT 20 gpgo 500 enmHMIL
akTupHOCTM FRETS-VWE/3 Ha KWiIoI'paMM MacCCHE Tejla MIEKONIUTAKRIel'o
(EOpy73/KT) . B KOHKPETHOM BapmaHTe peanmMzaluy  MIeKoNuUTawlee
ABJIAETCHA UYeJIOBEeKOM. B OOHOM EBapuaHTe peajuszauuu oT 20 EOpyrz IO
500 Egnpy73/kT ADAMTS13 BBOIOAT B TeueHMe 10 MMHYT C MOMeHTa
oOHapyXeHMda TpoMOo3a I[JIYOOKMX BeH VY MIeKoouTawmero. B oOoHOM
BapraHTe peajuzauumu oT 20 mo 500 Enpy3/xr ADAMTS13 BBOIAT B
TeueHre 30 MMHYT C MOMEHTa OOHapyXeHUs TpoMbos3a IJIyOOKMX BEH VY
MJIeKONMTalmero B oOHOM BapuaHTe peajuszauuu oT 20 mo 500 Emspyrs/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKoIMTaKmero B OOHOM  BapuaHTe
peasmuzaumumu oT 20 mo 500 Egryr3/Kr ADAMTS13 BBOOAT B TeueHue 4
Jacos c MOMEHTAa ODHapyXeHUS TpoMBo3a TJIYOOKMUX BEH N
MJIeKONIMUTAalMero B OOHOM BapuaHTe peajuszauuu oT 20 mo 500 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYWacoeB C MOMeHTa OOHapyXeHUS
TpoMBoO3a TUIYOOKUX BEeH Y  MJIeKOoIMTapmero B OOHOM BapuaHTe
peamuzaumumu oT 20 mo 500 Empy73/xr ADAMTS13 BBOOAT B TeueHue 24
Jyacos C MOMEHTa ODHapyXeHUA TpoMBo3a TJIYOOKMUX BEeH N
MJIEKONIUTAKIEeTO .

[000155] B oOHOM BapMaHTe peajM3aluM HaCTOAMLeI'0 OIMCaHUMAg

NpenjioXeH CHOoCOoD JieueHMA TpoMOOo3a INIYyOOKMX BeH Yy MIEeKONIMTanlero,
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HYXIaKnIeTroCs B 2TOM, BKJIIOU AU [IOOKOXHOE BBeIeHMe
TepaleBTUUECKM 5SO0QPeKTUMBHOTO KOJMUECTBa KOMIIO3MLUUM, CcoIOepxalemn
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIUTaKRIeEMY , roe TepaleBTUUECKNU
50bekTUBHOE KoJIMUecTBO ADAMTS13 comepxuT oT 20 pgo 200 enuHHUIL
akTuMBHOCTM FRETS-VWE73 Ha KWJIoI'paMM MacCCH Teja MIeKOIUTaKIelo
(Eopv73/KT) . B KOHKpPeTHOM BapMaHTe peajiM3aluM MIeKoNMTaKlee
ABJIAeTCA UeJIOBeKOM. B omHOM BapuaHTe peajm3aluum oT 20 EOpy7s OO
200 Egfpy7z/xr ADAMTS13 BBOIAT B TeueHMe 10 MMHYT C MOMEHTA
OBHapyXeHUsa TpoMOo3a TUIYDOKMX BeH VYV MIeKoouTawmero. B ooHOM
BapuaHTe peaduszaummu oT 20 mo 200 Egpyr3/Xr ADAMTS13 BBOIST B
TedeHre 30 MMHYT C MOMeHTa oOOHapyXeHus TpoMbo3a TUIyOOKMX BeH VY
MJIeKONIMUTAalmero B OOHOM BapuaHTe peajuszauuu oT 20 mo 200 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKOoIMTaKmero B OOHOM  BapuaHTe
peamuzaumm oT 20 mo 200 EOpyrs/Kr ADAMTS13 BBOOAT B TeueHue 4
Jyacos c MOMEHTa ODHapyXeHUA TpoMBo3a TJIYOOKMUX BEeH N
MJIEKONIMUTAalMero B OOHOM BapuaHTe peaauszauuu oT 20 mo 200 Emsyrs/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYacoeB C MOMeHTa OOHapyXeHUI
TpoMBoO3a TUIYOOKMX BEeH Y  MJIEKOIMTAaKIeI o B OOHOM  BapuaHTe
peamuzaumum oT 20 mo 200 Empy73/xr ADAMTS13 BBOOAT B TeueHue 24
JyacoB C MOMEHTAa OBHapyXeHUA TpoMOO3a TJIYOOKUX BeH v
MJIEKONIUTAKIETO.

[000156] B oOOHOM BapMaHTEe peajM3aluM HaCTOAMEI'0 OIMCaHUMA
IpenJiokXeH croco® JieueHMS TpoMbo3a IJIYyOOKMX BEeH y MIeKOoNMTaKIero,
HYXIAKMeTrocs B 2TOM, BKJTIOU A0 IIOOKOXHOE BBeIeHMe
TepaleBTUUeCKM 5SOOPeKTUMBHOTO KOJMUEeCTBa KOMIIO3MLUM, CoIepXalen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKIeMy , rne TepaleRBTUUECKNU
>0beKkTUBHOE kKoOJMUecTBO ADAMTS13 comepxuT oT 20 pmo 100 enmHMIL
akTupHOCTM FRETS-VWE/73 Ha KWiIoI'paMM MaCCHE Tejla MIeKOIUTAaRIel'o
(Eosv73/KT) . B  KOHKpPETHOM BapMaHTe peaju3aluy MIeKOoIMTaKlee
ABJISETCH UYeJIOBEKOM. B OIOHOM BapuaHTe peam3auum oT 20 EOpy7s IO
100 Egmpy73/xr ADAMTS13 BBOOAT B TeueHme 10 MMHYT C MOMeHTA
OBHapyXeHUsa TpoMOo3a IyOOKMX BeH VY MIeKoouTawmero. B omoHOM
BapuaHTe peaauszaumu oT 20 mo 100 Egpyr3/xr ADAMTS13 BBOIST B
TedyeHre 30 MMHYT C MOMeHTa OOHapyXeHus TpoMOo3a IUIyOOKMX BeH VY

MJIEKONIMTAlMeTro B OOHOM BapuaHTe peamuszaumu oT 20 mo 100 Empy73/KT
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ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBO3a TUIYOOKMX BeH Y  MJIEKOIMTamero B OOHOM  BapmuaHTe
peamuzaumum oT 20 mo 100 Emgsyr3/Kr ADAMTS13 BBOOAT B TeueHue 4
JyacoB C MOMEHTAa ODHapyXeHUA TpoMboO3a TJIYyDOKMUX BeH N
MJIEKONMUTAaKmero B OOHOM BapuaHTe peajuszauum oT 20 mo 100 Emsy73/KTD
ADAMTS13 BBOOAT B TeueHMe 12 dYacoB C MOMeHTa OOHapyXeHUA
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKOoIMTalmero B OIOHOM  BapuaHTe
peasmmusaumum oT 20 mo 100 Empy73/xr ADAMTS13 BBOOAT B TeueHue 24
Jacos C MOMEHTAa ODHapyXeHUS TpoMBo3a TJIYOOKMX BEH N
MJIEKONIUTAKRIeTo .

[000157] B oOOHOM BapMaHTe peajM3aluy HaCTOAMEeI'0 OIMCaHUMA
IpenJjioXeH CIOoCOO JiedeHMsa TpoMOo3a IUIYyOOKMX BeH Y MIeKOoIUTawnlero,
HyXIOawnmerocq B 3TOM, BRJIOUAMUN IIOOKOXHOE BBelleHMe
TepaleBTUUEeCKM 20OeKTMBHOTO KOJMUeCTBa KOMIO3MIUIUM, COIepXamen
BEIIOEJIEHHYIO ADAMTS13 MJIEKOIIUTaKRIeEMY , roe TepaleBTUUECKHU
>0bekTUBHOE kKoJMUecTBO ADAMTS13 comepxuT oT 40 gpgo 200 enmHMUIL
akTupHOCTM FRETS-VWE/3 Ha KWiIoI'paMM MacCCHE Tejla MIEKONIUTAKRIel'o
(EOpy73/KT) . B KOHKPETHOM BapmaHTe peanmMzaluy  MIeKoNuUTawlee
ABJIAETCHA UYeJIOBEeKOM. B oOOHOM EBapuaHTe peaymuszauuu oT 40 EOpyrz IO
200 Egfgpyr3/xr0 ADAMTS13 BBOIAT B TeueHue 10 MMHYT C MOMEHTa
oOHapyXeHMda TpoMOo3a I[JIYOOKMX BeH VY MIeKoouTawmero. B oOoHOM
BapraHTe peajguzauuu oT 40 mo 200 Engy3/kr ADAMTS13 BBOIAT B
TeueHre 30 MMHYT C MOMEHTa OOHapyXeHUs TpoMmbosa IJIyOOKMX BEH Y
MJIeKONMTalmero B oOHOM BapuaHTe peajuszauuu oT 40 mo 200 Emspyrs/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
TpoMBo3a TJIYOOKMX BeH Yy  MJIeKoIMTaKmero B OOHOM  BapuaHTe
peammuzaumumu oT 40 mo 200 EOryr3/Kr0 ADAMTS13 BBOOAT B TeueHue 4
Jacos c MOMEHTAa ODHapyXeHUS TpoMBo3a TJIYOOKMUX BEH N
MJIEKONIMTAalMero B OOHOM BapuaHTe peajuszauuu oT 40 mo 200 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYWacoeB C MOMeHTa OOHapyXeHUS
TpoMBoO3a TUIYOOKUX BEeH Y  MJIeKOoIMTapmero B OOHOM BapuaHTe
peamuzaumumu oT 40 mo 200 EOpy73/Xr ADAMTS13 BBOOAT B TeueHue 24
Jyacos C MOMEHTAa ODHapyXeHUA TpoMBo3a TJIYOOKMUX BEeH N
MJIEKONIMUTAKRIIEeT'O

[000158] B oOHOM BapMaHTe peajM3aluM HaCTOAMLEeI'0 OIMCaHUMAg

IIpenJIoXeH crioco® HpO@MJ’IaKTMT{eCKOI‘O JIeUeHNA MJIeKOoIIMTaKrmero,
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nonBeprawnmerocda PUCKY TpoMOO3a DIy DOKMUX BeH, BRJIOU AN
IIOOKOXHOE BBeleHMe TepalleBTUUYeCKA 20PeKTUBHOTO KOJIMYeCTBa
KOMIIO 31NN, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIIUTAKIEMY ,
HyXOapleMyCcsd B DTOM, I'Ie TepaleBTHUUeCKM 30QeKTHMBHOE KOJIMUECTBO
ADAMTS13 comepxuT oT 20 pmo 4000 ezmHMI akTMBHOCTM FRETS-VWEF73 Ha
KMJIOTPaMM MaccCh TeJjla MiekonuTawmero (EgFV73/kr). B  KOHKPETHOM
BapMaHTe peajM3aluM MIeKOoNMTaKrlee HABJIAeTCS UYeJJOBEKOM. B OIOHOM
BapuaHTe peajgusauumu oT 20 EgFvV73 mo 4000 EnFV73/xr ADAMTS13
BBOOAT IMNpUOIM3UTEJIEHO pas B Mecdll. B OOHOM BapMaHTe peajM3aluu
or 20 mo 4000 EmFV73/xr ADAMTS13 BBOOAT NPpUOIM3UTEJILHO IBa pasa
B MecCsll. B OOHOM BapuaHTe peaauzauum or 20 mo 4000 EmFV73/kr
ADAMTS13 BBOIDAT NPUOIMIUTEJIEHO pas3 B HeOeJlw. B OIDHOM BapuaHTe
peanmnsanmum oT 20 oo 4000 EOoFV73/xT ADAMTS13 BBOIOAT
OpUOIU3UTEJIEHO IOBa pa3a B HelOellik. B OOHOM EBapuaHTe peajm3aluy OT
20 nmo 4000 EnfFV73/xr ADAMTS13 BBOOAT NOPUOIMBUTENILHO pa3 B 48
YyacoB. B oOIHOM BapuraHTe peamms3auuy oT 20 nmo 4000 EnFvV73/xr
ADAMTS13 BBOOAT NPUOJIUBUTEJIEHO pa3 B 24 uyaca. B oOIOHOM BapuaHTe
peanlmnsanmumn oT 20 oo 4000 EoFV73/xT ADAMTS13 BBOIOAT
OpUOIU3UTEJIEHO pa3 B 12 yacos.

[000159] B oOHOM BapMaHTe peajM3aluM HaCTOALEeI'0 OIMCaHUAg
IpenjioXeH crioco® IpodUIIaKTUUIECKOTO JleueHmda MJIEKONMTAKIeTo,
IomBepranmeroca PUCKY TpoMOO3a TIIyOOKMUX BeH, BKJIIOY A0MNUM
IIOOKOXHOE BBeIeHMe TepalleBTUUYEeCKHU 20PEeKTUBHOTO KOJIMUECTRBA
KOMIIO 3ULIUN, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIIUTaKIEMY ,
HyXOawpleMyCsa B DTOM, I'Ile TepaleBTHUUeCKU 5O0OeKTHMBHOE KOJIMUECTBO
ADAMTS13 comepxuT oT 20 nmo 2000 enmHml akKTMBHOCTM FRETS-VWE73 Ha
KMJIOTpaMM MacCh Tejla Milekonurawomero (EnFV73/xr). B  KOHKPETHOM
BapMaHTe peajiM3aluy MIeKOoIUTaKrllee HABJIAETCS UYeJIOBEKOM. B OOHOM
BapuaHTe peajdus3auumu oT 20 EgFvV73 mo 2000 EnFV73/xr ADAMTS13
BBOLAT IMNpUOIM3UTEJIEHO pas3 B Mecdll. B OOHOM BapMaHTe peajm3aluu
or 20 mo 2000 EpFV73/xr ADAMTS13 BBOIAT NpUOIM3UTENILHO OBa pasa
B MecCsll. B oOHOM BapuaHTe peagmuzauum otr 20 mo 2000 EgFV73/krm
ADAMTS13 BBOIDAT NPUOIM3UTEJIEHO pas3 B HeOeJlw. B OODHOM BapMaHTe
peanlmnsanmumn oT 20 oo 2000 EoFV73/xT ADAMTS13 BBOIOAT
OpUOIU3UTEJIEHO IOBa pa3a B HeOeJilk. B OOHOM BapuaHTe peajm3aluy OT

20 pmo 2000 EnfFVv73/xr ADAMTS13 BBOIOAT MNPUBIMBUTENLHO pa3 B 48



66

yacoB. B oOOHOM BapMaHTe peaauszaumm oT 20 mo 2000 EDFV73/xrT
ADAMTS13 BBOOAT NPUOJIUBUTEJIEHO pa3 B 24 uyaca. B OIOHOM BapuaHTe
peanmsanmumn oT 20 oo 2000 EoFV73/xT ADAMTS13 BBOIOAT
OpUOIU3UTEJIEHO pa3 B 12 yacos.

[000160] B onOnHOM BapMaHTe pealM3allMM HaCTOAWLeT'O OIMCaHUAI
IpenjioXeH crioco® IpodUIIaKTUUIECKOTO JleueHmAa MJIEKONMTAKIero,
IonBeprawnmerocsa PUCKY TpoMbo3a TIIyDOKUX BeH, BRJIOU AU/
IIOOKOXHOE BBEIeHME TepalleBTUUYEeCKHU 50PEeKTUBHOTO KOJIMUECTBAa
KOMIIO 31NN, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIIUTaKIEMY ,
HyXOawnleMyCsa B DTOM, I'Ile TepaleBTHUUeCKU 5OOeKTMBHOE KOJINUECTBO
ADAMTS13 comepxuT oT 20 nmo 1000 enmHmMu akKTMBHOCTM FRETS-VWE73 Ha
KMJIOTpaMM MAacCH Tejla MiIlekonuTawomero (EnFV73/xr). B  KOHKPETHOM
BapMaHTe peajiM3aluM MIeKOoIUTaKrllee HABJIAETCS UYeJIOBEKOM. B oOOHOM
BapMaHTe peajdusaumumu oT 20 EgFvV73 mo 1000 EnFV73/xr ADAMTS13
BBOLAT MNpUOIM3UTEJIEHO pas B Mecdll. B OOHOM BapMaHTe peaju3aluu
or 20 mo 1000 EmFV73/xr ADAMTS13 BBOOAT NPUOIMBUTENILHO IBa pasa
B MecCsll. B oOHOM BapuaHTe peamzaumum or 20 mo 1000 EmFV73/kr
ADAMTS13 BBOIDAT NPUOIM3UTEJIEHO pas3 B HeOeJlw. B OODHOM BapuaHTe
peanmsanmumn oT 20 oo 1000 EoFV73/xT ADAMTS13 BBOIOAT
OpUOIU3UTEJIEHO OBa pa3a B HeOeJilk. B OOHOM BapuaHTe peajm3aluy OT
20 mo 1000 EnmFV73/xr ADAMTS13 BBOOAT NPUOIMBUTEJIBHO pas3 B 48
YyacoB. B oOIHOM BapuraHTe peaauszaumy oT 20 nmo 1000 EnFV73/kr
ADAMTS13 BEROOAT NPpUOIUBUTEJIEHO pa3 B 24 dyaca. B OIOHOM BapMaHTe
peaamn3alnmum oT 20 oo 1000 EoFV73/xT ADAMTS13 BBOIOAT
OpubIMU3UTEeJIEHO pa3 B 12 yacoB.

[000161] B oOOHOM BapMaHTe peajM3alMy HAaCTOAMeI'0 OIUCaHUAI
IpenJjioXeH crioco® IpodMIIaKTUIECKOTO JleueHmsa MJIEKONIUTAKRIeTo,
nonBeprawnmeroca PUCKY TpoMOO3a TIIyDOKMUX BEH, BRJIOU AN
IIOOKOXHOE BBelleHMe TepalleBTUUYeCKU 50PEeKTUBHOTO KOJIMYEeCTBa
KOMIIO 3NN, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIUTaKnIEMY ,
HyXOawplleMyCsa B DTOM, I'le TepaleBTHUUeCKM 30QeKTMBHOE KOJINUECTBO
ADAMTS13 comepxuT oT 20 pmo 500 enmHmMu axkTuBHOCTUM FRETS-VWET73 Ha
KMJIOTpaMM MacCH Tejla MilekonuTawomero (EnFV73/xr). B KOHKPETHOM
BapMaHTe peajM3aluM MIeKOINUTaKrllee ABJIAETCA UYeJIOBEKOM. B OIOHOM
BapMaHTe peajgusaummu or 20 EmFV73 pmo 500 EnFV73/xr ADAMTS13

BBOIOAT HpM@J’H/IBI/ITeHbHO pas B Mecdl. B OODHOM BapMaHTe peajM3alun
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or 20 mo 500 EpFV73/xr ADAMTS13 BBOIAT NPUOIM3MTEJLHO OBa pas3a B
Mecdll. B oImHOM BapuaHTe peamzauum oT 20 mo 500 EgFV73/xrm
ADAMTS13 BBOIDAT NPUOIM3UTEJILHO pas3 B HeOeJw. B OIDHOM BapMaHTe
peammzaum oT 20 pmo 500 EnFV73/xr ADAMTS13 BBOIAT NPpUOIM3UTEJIBHO
IOIBa pa3a B HeOgeJgo. B o»OHOM BapMaHTe peanuzaumum oT 20 nmo 500
EnFV73/xr ADAMTS13 BBOOAT NPpUOIMBUTEJLHO pa3 B 48 yacoB. B omgHOM
BapMaHTe peajusaumm oT 20 nmo 500 EgFV73/xr ADAMTS13 BBOOAT
OpubIMU3UTEeJIEHO pa3 B 24 uyaca. B oIHOM BapMaHTe peajm3aluuu oT 20
no 500 EpgFV73/xr ADAMTS13 BBOOAT OpUOIM3UTEJBHO pas3 B 12 yacoB.
[000162] B OOHOM BapMaHTe peajM3aluM HaCTOANEeI'0 OIMCaHUMA
IpenJjioXeH crioco® IpodMIIaKTUIECKOTO JleueHms MJIEKONIUTAKRIeTo,
nonBeprawnmeroca PUCKY TpoMOO3a TIIyDOKMUX BEH, BRJIOU AN
IIOOKOXHOE BBelleHMe TepalleBTUUYEeCKN 50PEeKTUBHOTO KOJIMYEeCTBa
KOMIIO 3ULINU, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIIUTaKnIEMY ,
HyXOawplleMyCsa B DTOM, I'le TepaleBTHUUeCKM 30QeKTHBHOE KOJINUeCTBO
ADAMTS13 comepxuT oT 20 pmo 200 enmHMI axkTuBHOCTUM FRETS-VWE73 Ha
KMJIOTpaMM MacCH Tejla Milekonurawomero (EnFV73/xr). B KOHKPETHOM
BapMaHTe peajM3aluM MIeKONUTaKrllee ABJIAETCH UeJIOBEKOM. B OIOHOM
BapMaHTe peajgusaumumu oT 20 EgFV73 mo 200 EnFV73/xr ADAMTS13
BBOOAT IIPpUOIM3UTEJIEHO pas B Mecdl. B OOHOM BapMaHTe peaju3aluu
or 20 mo 200 EnFV73/xr ADAMTS13 BBOOAT NPUOIMBUTEJILHO IBa pas3a B
Mecsll. B omHOM BapuaHTe peajus3auumu oT 20 mo 200 EnFV73/kr
ADAMTS13 BBOZAT NPpUOIMBUTEJILHO Ppas3 B HeOeJw. B OIHOM BapMaHTe
peammzauvu oT 20 pmo 200 EnFV73/xr ADAMTS13 BBOIAT MNPUOIM3UTEJIBHO
IoBa pa3a B HeOejw. B OOHOM BapMaHTe peanuzauum oT 20 nmo 200
EnFV73/xr ADAMTS13 BBOOAT NPpUOJIMBUTENILHO pas3 B 48 uyacoB. B OOHOM
BapMaHTe peajusauumu oT 20 mo 200 EgFV73/xr ADAMTS13 BBOOAT
OpUOIU3UTEJIEHO pa3 B 24 uyaca. B oOHOM BapMaHTe peajm3aluum oT 20
no 200 EgFV73/xr ADAMTS13 BBOOAT OpUOIM3UTEJHHO pas3 B 12 YacoB.
[000163] B oOOHOM BapMaHTe peajiM3aluy HaCTOAMEeI'0 OIMCaHUMA
IpenJjioXeH crioco® IpodUIIaKTUIECKOTO JleueHmsa MJIEKOIUTAKRIeT o,
nonBeprawnmeroca PUCKY TpoMOO3a Iy DOKUX BeH, BRJIOU AU
IIOOKOXHOE BBeleHMe TepalleBTUUeCKU 50PeKTUBHOTO KOJIMYeCTBa
KOMIIO 3NN, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIIUTaKIEMY ,
HyXOapleMyCcsa B DTOM, I'Ie TepaleBTHUUeCKM 30QeKTHMBHOE KOJIMUECTBO

ADAMTS13 comepxuT oT 20 pmo 100 emmHMu axTuBHOCTU FRETS-VWE/73 Ha
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KMJIOTpaMM MacCH Tejla MilekonuTawomero (EnFV73/xr). B KOHKPETHOM
BapMaHTe peajMs3aluM MIeKOoNuTaKllee ABJAETCA UYeJIOBEeKOM. B oOHOM
BapMaHTe peajgusaummu or 20 EmFV73 mo 100 EnFV73/xr ADAMTS13
BBOOAT NPpUOJIMU3UTEJIEHO pa3 B Mecsdall. B OIDHOM BapMaHTe pealM3alur
or 20 mo 100 EpFV73/xr ADAMTS13 BBOOAT NPUOIMBUTEJILHO IBa pas3a B
Mecsll. B omoHOM BapuaHTe peayms3auumu oT 20 mo 100 EnFV73/kr
ADAMTS13 BBOZAT NPpUOIMBUTEJILHO Ppa3 B HeOeJl. B OIHOM BapMaHTe
peammzauvu oT 20 mo 100 EnFV73/xr ADAMTS13 BBOIAT MNPUOIM3UTEJIBHO
IoBa pa3a B HeOejw. B oOHOM BapuMaHTe peanuzauum oT 20 nmo 100
EnFV73/xr ADAMTS13 BBOOAT NOpUOJIMBUTENILHO pasz B 48 uyacoB. B OOHOM
BapMaHTe peajusauumu oT 20 mo 100 EgFV73/xr ADAMTS13 BBOOAT
OpUOIU3UTEJIEHO pa3 B 24 uyaca. B oOHOM BapMaHTe peajm3auuu oT 20
no 100 EgFV73/xr ADAMTS13 BBOOAT OpUOIM3UTEJHHO pas3 B 12 YacoB.
[000164] B OOHOM BapMaHTe peajiM3aluy HaCTOAMEeI'0 OIMCaHUMA
IpenJIoXeH crioco® OPpOPUIIaKTUUECKOT'O JleueHnda MJIEKONIUTaKIeTo,
IOOBeprapmerocs PUCKY TpoMBO3a DIy DOKUX BeH, BRJIOU AU
IIOOKOXHOE BBeIeHUe TepaleBTUUECKU 20beKTUBHOTO KOJIMUECTBA
KOMIIO 3ULINN, comepxamemn BEIOEJIEHHYIO ADAMTS13, MJIEKOIUTaKIEMY ,
HyXIaolleMyCcsd B 9STOM, I'Ie TepalleBTUUeCKM 2OOeKTHMBHOE KOJMUECTEBO
ADAMTS13 comepxuT oT 40 pmo 200 emmHML axTuBHOCTU FRETS-VWE/73 Ha
KMJIOTPaMM MaccCh TeJjla MiekonuTawomero (EgFV73/kr). B  KOHKPETHOM
BapMaHTe peajMs3aluM MIeKOoNuTaKllee ABJIAEeTCA UYeJIOBeKOM. B  oOHOM
BapuaHTe peajgusauumu or 40 EgFV73 pmo 200 EnFV73/xr ADAMTS13
BBOOAT MNpUOIM3UTEJIEHO pa3 B Mecsdll. B OIDHOM BapMaHTe peaju3aluu
or 40 mo 200 EmFV73/xr ADAMTS13 BBOIAT NPpUOIM3MTEJLHO IBa pas3a B
Mecdll. B oIHOM BapuaHTe peaguzauumu oT 40 mo 200 EgFV73/xT
ADAMTS13 BeBOZAT NPUOIMBUTEJIEHO pas3 B HeOeJlw. B OIDHOM BapuaHTe
peammzsauvy oT 40 mo 200 EnFV73/xr ADAMTS13 BBOIAT MNPUOIM3UTEJIBHO
IoIBa pas3a B HeOeJw. B oOOHOM BapMaHTe peamzaunu oT 40 mo 200
EnFV73/xr ADAMTS13 BBOOAT NPpUOIMBUTENILHO pas3 B 48 uyacoB. B omHOM
BapuaHTe peajusaumumu oT 40 mo 200 EgFV73/xr ADAMTS13 BBOOAT
OpUOIU3UTEJIEHO pa3 B 24 uyaca. B oOHOM BapMaHTe peajm3auum oT 40
no 200 EgFV73/xr ADAMTS13 BBOOAT OpUOIM3UTEJHHO pa3 B 12 YacoB.
[000165] B oOOHOM BapMaHTe peajM3aluy HaCTOALEeI'0 OIMCaHUMAg
IpenJjoXeH crioco® NpodUIIaKTUUYECKOT'O JleueHnAa MJIEKONIMUTaKIero,

noIBepIrapnmerocs PUCKY TpoMO03a TIIYBOKUX BeH, BKJIIOY a0
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[IOOKOXHOE BBeIeHMe TepalleBTUUEeCKU 20HeKTUMBHOTO KOJIMUeCTRa
KOMIIOBUIIMM, CcoIepxXxalel BoOeJieHHyID ADAMTS13, MIeKonoMTawmeMy, TITIe
TepalleBTUYECKM 200eKTMBHOe KoJMuecTBO ADAMTS13 M uyacToTa IpMeMa
BHIOpaHE M3 BapuaHToB 1-1133 B Tabmuie 2. B KOHKPETHOM BapMaHTe
peanMzalMM MJIEKOIIMTaKlee ABJIAETCH UeJIOBEKOM.

IVCCEMVMHVPOBAHHOE BHYTPUCOCYIOUCTOE CBEPTHBAHUE

[000166] B Crieunpmuue CKmUx BapmaHTax peanmsanmumn cocTasB
ADAMTS13, OIMCAHHHEM B HaCTOAMeM IOKYMeHTe, IIPUMMEHSIT IJIS JIeUeHUSd
M OPpOOMIIaKTUKU OUCCEMMHUPOBAHHOTO BHYTPUCOCYIOIMCTOT'O CBEPTHBAHUA
(IBC), xoHKpeTHee, [JBC, cBA3aHHOTO C cerncmucoMm. J[BC npencrTaBJISeT
coboM CcoCcTOdHMEe, IIPUM KOTOPOM B MeJIKMX KPOBEHOCHHX CcocyIaxX BCeTro
opraHM3Ma o00pasyonTcsa CIYCTKM KpPOBU. OTHM CIYCTKM KPOBM MOTYT
CHMXAaThE MM OJOKMPOBATE KPOBOTOK BO BCeM OpTaHM3Me U IIPUBOIUTL K
IIOBPEeXIeHNI0 TKaHeV UM opraHoB. CIYCTKM KPOBU B MeJIKMX KPOBEHOCHHX
cocynmax BO3HUKAWT BCJIEOCTBHUE YBeJIMueHnd AKTUBHOCTU
TpoMBoOBpas30BaHMAa. OTO YBeJMUeHMe AaKTUMBHOCTM BH3BHBAET M3IOHTOUHYIO
HaT'py3Ky Ha TPOMOOUUTH M (GaKTOPLE CBEPTHBAHWUA, TeM CaMbBM IIOBHIIA A
BEepPOATHOCTL CepbesHHX BHYTPEHHMX M BHEMHMX KPOBOTEUEeHUNM 3a CUerT
VUCTOMEeHMA OOCTYIIHEIX MCTOUHUKOB TPOMOOLIMTOB u baxrToOpPOB

CBEPTEIBaHMA KPOBU. COOTBETCTBEHHO, IIHalueHTH Cc IBC uyacTo CcCTpamgarnT

oT TpoMOOB u PaccTpOMCTRB, COIIPOBOXOAKMMUXC I T SOKEJIEIMM
KPOBOTEUEHUSAMNA .

[000167] HexkoToptle 3aboJIeBaHMSA, HallpuMmep, cerncuc,
XUPYypTUiecKue onepaluuu/ TpaBMH, pak, OCJIOXHEHU S
pomoB/BepeMeHHOCTH, YVKYCH SOOBUTEIX 3Men (TpeMyumx 3Men u

TaIlOKOBHX), OOMOPOXEeHMS M OXOITM MOI'YT BEBBAThb I'MIEPaKTUBHOCTB
GaKTOPOB CBepTHBaHMA M IHOpuBecTr kK [JIBC. IBC MOXeT OHTH OCTPBEM
(BEICTPO pPa3BMBAKMMMCS B TeuUeHMe HEeCKOJbLKMX UYacCOoB WIM OHeM) WK
XPOHUUECKUM (pazBMBaKIMMMCA B TedeHMEe HECKOJBbKMX HeOeJlb WK
Mec4dlleB) . XoTa oba Tuna JOBC TpebyoT JIEUEHUH, ocTprr  IOBC
HeoOXOOMMO JIEUMTL HeMeIJIEHHO OJd [IpeloTBpalleHMsa M3OBETOUHOTO
CBEPTHERAHMSA KPOBM B MEJIKUX KPOBEHOCHHX COCylax, KOTopoe OECTPO
OPUBOOUT K TAKEJIOMY KpPpOBOTeUueHUK. COOTBETCTBEHHO, BaXHO WMMETH
bapMalleBTUUECKYK  KOMIIO3ZULINIO, KOTOPYK  MOXHO OBHICTPO M JIETKO
BBOIOUTL nOJa JiedeHuda [IBC, ocobeHHO ocTporo HIBC, HamnpuMmep, [IBC,

CBA3aHHOT'O C CelICrMCOM. TakuMm oOpasomM, XeJjlaTeJIbHO paspaboTarThb
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cocTaB ADAMTS13 mjisg TIIOIOKOXHOIO BBeIOeHMS M CIHoco® IIOOKOXHOM
nocTtaBkm ADAMTS13.

[000168] B HEeKOTOPHX BapMaHTax pealuzauuM ¢GapMaleBTHUUeCKYK
KOMITO 3ULIUIO BBOIOAT HEIIOoCPeICTBEHHO rocJie OOHapyXeHM A
OMCCEMMHMPOBAHHOTO BHYTPUCOCYIMCTOI'O CBEPTEHBaHMSA, HalpuUMep, B
TedyeHrMe 5 wymHyT, 10 MmMaHYT, 15 MuHYyT, 20 MMHYT, 25 MumHyT, 30
MyuyT, 35 wMmuyT, 40 MmayT, 45 Mmapyr, 50 MmuyT, 55 wMmHyT, 60
MyuayT, 90 wMmuyT, 110 »muyT, 120 MuMHYT, 3 uyacor, 4 uyacoB, 5
JyacoB, 6 uyacoB, 7/ uyacoB, 8 uyacoB, 9 uyacoB, 10 uyacor, 11 uacos,
12 uyvacor, 13 uyacoB, 14 uacor, 15 uwacor, 16 uacor, 17 uyacon, 18
yacor, 19 wuwacor, 20 wuwacor, 21 dyaca, 22 4YyacoB, 23 uyacoB, 24
Jyacogr, 25 JyacoB u BoJiee, WM Jrodon 17D KOMOMHALIUM .
COOTBETCTBEHHO, BaXHO MMETH (apMalleBTUUYECKYK KOMIIO3UIMK, KOTOPY
MOXHO OHCTPO M JIETKO BBOIMTH.

[000169] B oOHOM BapMaHTe peajM3alMy HaCTOoAWLlel'0 OIUCaHUAI
IPpenJIOKeEH Cclrocof JIedueHMS OUCCEMMHMPOBAHHOTO BHYTPUCOCYOUCTOTO
CBepTHBaHMA Yy MIEKONIMUTAaKIero, HyXIaklmeroca B 2 2TOM, BRKJIOUAIUMN
[IOOKOXHOE BBeIIeHMe TepalleBTUUYECKN 20PeKTUBHOTO KOJIMYEeCTBA
KOMIIOBUIIMM, COoIepXaley BuOeJieHHyI ADAMTS13 MIeKonMUTameMy, TIOe
TepalleBTUYeCKM 20beKTMBHOe KoJMuecTBO ADAMTS13 comepxuT oT 20 1o
4000 enmHML akTUBHOCTM FRETS-VWE73 Ha KWJOoI'paMM MacCCH TeJla
MJIEKONIUTaKIe o (Eopy73/KT) . B KOHKpPeTHOM BapMaHTe peaju3alun
MJIEKOINIMTAaKIee SABJIAeTCAd UeJIOBEKOM. B OIOHOM BapMaHTe peajM3aluy OT
20 Enpy7z mo 4000 EnOpyr3/xr ADAMTS13 BBOOAT B TeueHue 10 MMHYT C
MOMEHTAa OBHapyXeHU I OMCCEeMVMHUPOBAHHOTO BHYTPUCOCYINCTOTO
CBEPTHRBAHMA Yy MIeKOoNIMTaKrmero. B oOOHOM BapMaHTe peaau3auum oT 20
no 4000 Empy73/xr ADAMTS13 BBOOAT B TeueHMe 30 MUHYT C MOMEHTA
oBHapyXeHMSd OUCCEMMHUMPOBAHHOTO BHYTPUCOCYIMCTOTO CBEPTHBaAHUA VY
MJIEKOIMTapmero. B OIHOM BapuaHTe peamzauum oT 20 mo 4000
Edrv73/KD ADAMTS13 BBOOAT B TeueHMe 60 MUHYT C MOMeHTa OOHapPyXKeHUS
OV CCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIIeKOIMTapmero. B OIOHOM BapuaHTe peamzaunm oT 20 mo 4000
Enogy73/K0 ADAMTS13 BBOIOAT B TeueHMe 4 YaCOB C MOMeHTa OOHAPYXeHUS
O CCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKONIMTaKRmero. B OIOHOM BapuaHTe peammuzauum oT 20 mo 4000

Edpy73/KT0 ADAMTS13 BBOOAT B TeueHMe 12 UacoB C MOMeHTa OOHapyXeHUS
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OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOI'O CBEepPTHBaHUA Yy
MJIEKONIMTaKRmero. B OIOHOM BapuaHTe peammzaunm oT 20 mo 4000
Enopy3/KD ADAMTS13 BBOOAT B TeueHMe 24 YacCcOB C MOMEHTa OOHAPYXEeHUS
OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOI'O CBEepPTHBaHUA N4
MJIEKONIUTAKIETO .

[000170] B oOHOM BapMaHTe pealM3alMM HaCTOAWLleT'O OIMCaHUAI
OpenJjioXeH CHOoCo6O JiedeHUS OUCCEMMHUPOBAHHOTO BHYTPUCOCYOUCTOTIO
CBEepPTHBaHUA Yy MIeKoNuTaKrmero, HYXIalmerocs B D2TOM, BRJIOUAKINUNT
IIOOKOXHOE BBEIeHMEe TepalleBTUYeCKHU 50PEKTUBHOTO KOJIMYEeCTBAa
KOMIIOBUIIMM, CcoIepxXaley BooeJeHHYIO ADAMTS13 MIekoIMUTawImeMy, IIe
TepalleBTUUYECKM 20PeKTMBHOe KoJInuecTBO ADAMTS13 comepxmuT oT 20 1o
2000 emmHMI akTMBHOCTM FRETS-VWF73 Ha KWUJIoT'paMM MacChH TeJla
MJIEKOIIUTAKRIIET'O (Eopv73/KT) . B KOHKPETHOM BapraHTe peajn3alluu
MJIEKOIIMTAaKRIlee SABJISETCHA UYeJIOBEKOM. B OOHOM BapuaHTe peajiM3aluy OT
20 EOpy7z Do 2000 EOpy3/xr ADAMTS13 BBOOAT B TeueHue 10 MMHYT C
MOMEHTA OOHapyXeHM OVUCCEeMVHUPOBAHHOTO BHYTPUCOCYOUCTOT'O
CBEePTHRBaAHMA y MIeKoIMUTawnmero. B OOHOM BapMaHTe peajm3auum oT 20
o 2000 Egpy3/xkr ADAMTS13 BBOOAT B TeueHMe 30 MMHYT C MOMEHTa
OOHapyXeHUS OUCCEMMHMPOBAHHOT'O BHYTPUCOCYIMCTOI'O CBEPTHBaHUA Y
MJIeKONMTaKmero. B OIOHOM BapuaHTe peammuzauum oT 20 mo 2000
Elgy73/KD ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMEHTa OOHAPYXEeHUSId
OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOI'O CBEepPTHBaHUA N4
MIIeKONMTaKrmero. B OIHOM BapuaHTe peaauzauum oT 20 mo 2000
Edpv73/KD ADAMTS13 BBOOSAT B TeueHMe 4 UYacOB C MOMEHTa OOHapyXKeHUI
OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOT'O CBEepPTHRBaHUA Yy
MJIIeKONIMTamero. B OIHOM EBapuaHTe peaauzauum oT 20 1no 2000
Enopy73/KD ADAMTS13 BBOOSAT B TeueHMe 12 YACOB C MOMEHTa OOHApPYXeHUS
OVUCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOT'O CBEepPTHBaHUA Yy
MJIEKOIIMTapmero. B OIOHOM BapuaHTe peamzauum oT 20 mo 2000
Elsy73/KT ADAMTS13 BBOOAT B TeueHMe 24 UacOB C MOMeHTa OOHAPYXEeHUS
OVCCEeMMHUPOBAHHOT'O BHYTPUCOCYOUCTOI'O CBEepPTHBaHUA Yy
MJIEKOIUTAKIEeTo .

[000171] B oOOHOM BapMaHTe peajM3aluy HaCTOALeI'0 OIMCaHUMAd
OpenjioXeH CIOoCOO JleueHUsa OUCCEMMHUPOBAHHOT'O BHYTPUCOCYOUCTOIO
CBEPTHRAHUA Yy MIEKOIMTAKIEero, HYXIAKIeroCa B DTOM, BKJIOUAKINUMA

IIOOKOXHOE BBeIlcHNEe TepalleBTHNYeCKM 9(1)(1)GKTT/IBHOI‘O KoJIMueCTBa
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KOMIIOBUIIMM, CcoIepXaley BuOeJieHHYI ADAMTS13 MIeKoIMTawmeMy, IIe
TepalleBTUYECKM 20QeKTMBHOe KoJIMuecTBO ADAMTS13 comepxuT oT 20 1o
1000 epmmHML axkTMBHOCTM FRETS-VWE/73 Ha kujJorrpaMM MacCCH TeJa
MJIEKONUTaKIEe 0 (EOpy73/KT) . B KOHKpPeTHOM BapMaHTe peaju3alun
MJIEKOIIMUTaKIee ABJISLEeTCH UYeJIOBEKOM. B OOHOM BapMaHTe peajM3aluy OT
20 Enpy7z mo 1000 Egmpy73/xr ADAMTS13 BBOOAT B TedueHre 10 MMHYT C
MOMEHTa OBHapyXeHU I OIMCCEeMVMHUPOBAHHOTO BHYTPUCOCYINCTOTO
CBEPTHBaAHMA Yy MIeKoIMTaKrmero. B OODHOM BapMaHTe peaau3auum oT 20
no 1000 Empy73/xr ADAMTS13 BBOOAT B TeueHMe 30 MMHYT C MOMEHTA
oBHapyXeHMS OUCCEMMHUMPOBAHHOTO BHYTPUCOCYIMCTOTO CBEPTHBaHUA VY
MJIeKONIMTapmero. B OIHOM BapuaHTe peamzaunm oT 20 mo 1000
Edrv73/KD ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMEHTa OOHapyXKeHUS
IV CCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKOIMTapmero. B OIOHOM BapuaHTe peamzaunm oT 20 mo 1000
Edry73/KD ADAMTS13 BBOIOST B TeueHMe 4 UacOB C MOMEHTa OOHapyXKeHUS
OV CCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIIEKONIMTaRmero. B OIOHOM BapuaHTe peamuzauum oT 20 mo 1000
Edry73/KD ADAMTS13 BBOOAT B TeueHMe 12 YacoOB C MOMeHTa OOHapyXeHUS
O CCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIeKONMTaKmero. B OIOHOM BapuaHTe peammuzauum oT 20 mo 1000
Elosy73/KD ADAMTS13 BBOOAT B TeueHMe 24 YaCOB C MOMeEHTa OOHApPYXeHUI
OUCCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEepPTHRBAHUA N4
MJIEKONIMTAKIEeTo.

[000172] B OOHOM BapMaHTe peajM3aluM HaCTOAMEI'0 OIMCaHUMA
IpenJyiokeH crnoco® JieueHMsI OUCCEMMHMPOBAHHOTO BHYTPUCOCYIOMUCTOTO
CBEepTHBaHMA Y MIEeKONMUTAaKIero, HyXIalmerocd B 2TOM, BKJIOUAIMNNA
[IOOKOXHOE BBeIeHMe TepalleBTUUYEeCKU 20PeKTUMBHOTO KOJIMUeCTBa
KOMIIOBUIIMM, CcoIepXaley BoOeJieHHYIO ADAMTS13 MIekonMTawmeMy, IIe
TepalleBTUUYECKM 20PeKTMBHOe KoJIMuecTBO ADAMTS13 comepxuT oT 20 1o
500 emuHMUL akTMBHOCTM FRETS-VWF73 Ha kwjorpaMM MacCCH TeJa
MJIEKONIUTAaKIMETO (EOpv73/KT) . B KOHKpeTHOM BapMaHTe pealn3aluu
MJIIEKONIMTAKIEE SABJIAETCH UYEJOBEKOM. B OIHOM BapMaHTe peajM3aluy OT
20 Efpy7z mo 500 Emopy7s/xr ADAMTS13 BBOOAT B TedeHMe 10 MMHYT C
MOMEHTa OBHapyXeHUS OMCCEMVMHUPOBAHHOTO BHYTPUCOCYINUCTOT'O
CBEPTHRAHMA Yy MIEKONIMTaKIero. B OOHOM BapuaHTe peam3auum oT 20

no 500 Egnpyr;3/xkr ADAMTS13 BBOIDAT B TeudueHuMe 30 MMHYT C MOMEHTAa



73

OoBHapyXeHMd OUCCEMMHMPOBAHHOTO BHYTPUCOCYOMUCTOTO CBEPTHBaAHUA VY
MJIEKONIMTAlIEeTro. B OOHOM BapMaHTe peajuszaumm oT 20 mo 500 Emsy73/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
O CCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N4
MJIEKONMUTAaKmero. B OOHOM BapMraHTe peajuszaumyu oT 20 mo 500 Emsy73/KTD
ADAMTS13 BBOOAT B TedueHMe 4 dYacoB C MOMeHTa OOHapyXeHUA
OIMCCEeM/MHMPOBAHHOTO BHYTPMCOCYINUCTOTO CBEepPTHBaHUA Y
MJIEKONMUTAKMEeTo. B OOHOM BapraHTe peaiuzaumm oT 20 mo 500 Emsy73/KTD
ADAMTS13 BBOOAT B TeueHMe 12 dYacoB C MOMEHTa OOHapyXeHUS
OIMCCEeMMHMPOBAHHOTO BHYTPUCOCYIMUCTOTO CBEPTHBAHUA N
MJIEKONIMUTAalMero. B OOHOM BapMaHTe peaauszauuu oT 20 mo 500 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 24 dYacoB C MOMeHTa OOHapyXeHUS
IV CCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKONIMTAKMETO .

[000173] B oOOHOM BapMaHTe peajiM3aluy HaCTOANeI'0 OIMCaHUMA
IPpenJIOKeEH Cclrocof JIedueHMS OUCCEMMHMPOBAHHOTO BHYTPUCOCYOUCTOTO
CBepTHBaHMA Yy MIEKONIMUTAaKIero, HyXIaklmeroca B 2 2TOM, BRKJIOUAIUMN
[IOOKOXHOE BBeIIeHMe TepalleBTUUYECKN 20PeKTUBHOTO KOJIMYEeCTBA
KOMIIOBUIIMM, COIepXaley BuOeJieHHYI ADAMTS13 MIeKoIMTawnIeMy, TITIe
TepalleBTUYEeCKM 20beKTMBHOe KonuecTBO ADAMTS13 comepxuT oT 20 OO
200 emmHML akKTMUBHOCTM FRETS-VWEF73 Ha KWJoI'paMM MacCCH TeJla
MJIEKONIUTaKIe o (Eopy73/KT) . B KOHKpPeTHOM BapMaHTe peaju3alun
MJIEKOINIMTAaKIee SABJIAeTCAd UeJIOBEKOM. B OIOHOM BapMaHTe peajM3aluy OT
20 EnOpyz o 200 EmOpy7s/kr ADAMTS13 BBOOAT B TedeHre 10 MMHYT C
MOMEHTAa OBHapyXeHU I OMCCEeMVMHUPOBAHHOTO BHYTPUCOCYINCTOTO
CBEPTHRBAHMA Yy MIeKOoNIMTaKrmero. B oOOHOM BapMaHTe peaau3auum oT 20
no 200 E@npy3/xkr ADAMTS13 BeBODAT B TeueHMe 30 MMHYT C MOMEHTA
oBHapyXeHMSd OUCCEMMHUMPOBAHHOTO BHYTPUCOCYIMCTOTO CBEPTHBaAHUA VY
MJIEKONIMUTAalMero. B OOHOM BapMaHTe peajuszaumu oT 20 mo 200 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
OV CCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKONIMUTAlIEeTro. B OOHOM BapMaHTe peaauszaumu oT 20 mo 200 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 4 YacoB C MOMeHTa OOHapyXeHMA
O CCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKONMTAaKmero. B oOgHOM BapuaHTe peaimus3auuy oT 20 mo 200 Emsyr3/KTD

ADAMTS13 BBOOAT B TeueHMe 12 dYWacoB C MOMeHTa OOHapyXeHUd
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OV CCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKONIMTAlIEeTro. B OOHOM BapMaHTe peajuszaumu oT 20 mo 200 Emgyr3/KT
ADAMTS13 BBOOAT B TeueHMe 24 dYacoB C MOMEeHTa OOHapyXeHUd
O CCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N4
MJIEKONIUTAKIETO.

[000174] B oOHOM BapMaHTe pealM3alMM HaCTOAWLleT'O OIMCaHUAI
IpenjyiokeH crnoco® JieueHMSa OUCCEMMHMPOBAHHOTO BHYTPUCOCYIOMCTOTO
CBEepPTHBaHMA Y MIEKONIMUTAaKIero, HyXIalmeroca B STOM, BRJIOUAINUMN
IIOOKOXHOE BBeIeHMe TepaleBTUUYEeCKU 20PeKTUMBHOTO KOJIMUeCTBa
KOMIIOBUIIMM, CcoIepxXaley BooeJeHHYIO ADAMTS13 MIekoIMUTawImeMy, IIe
TepalleBTUUYECKM 20PeKTMBHOe KoJInuecTBO ADAMTSI13 comepxuT oT 20 mo
100 emmHmMI akTMBHOCTM FRETS-VWF73 Ha KWJIOoI'paMM MacCCH TeJa
MJIEKONIUTaKIMET O (EOpv73/KT) . B KOHKpPeTHOM BapMaHTe pealus3alun
MJIIEKOINIMUTAKIEE ABJIAETCH UYEJOBEKOM. B OIHOM BapMaHTe peajM3aluy OT
20 EOpyz Do 100 EOpys/KD ADAMTS13 BBOOAT B Tededre 10 MMHYT C
MOMEHTa OBHapyXeHU S OMCCEMVMHUPOBAHHOTO BHYTPUCOCYINCTOTO
CBEPTHRAHMA Yy MIEKOIMTaKIero. B OOHOM BapMaHTe peam3auum oT 20
o 100 EgOpy3/kr ADAMTS13 BBOOAT B TeueHMe 30 MMHYT C MOMEHTa
OBHapyXeHMd OUCCEMMHUMPOBAHHOTO BHYTPUCOCYOUCTOT'O CBEPTHBAHUA VY
MJIEKONIMUTAKIEeTro. B OoOHOM BapMaHTe peajuszaumm oT 20 mo 100 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMEHTa OOHapyXeHUS
OUCCEMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEepPTHRBAHUA N4
MJIeKONMTalmero. B OoOHOM BapMaHTe peasuszaumm oT 20 mo 100 Empyrs/KT
ADAMTS13 BBOOAT B TeueHMe 4 4YacoB C MOMeHTa OOHapyXeHUS
OMCCEeMMHMPOBAHHOTO BHYTPUCOCYIMUCTOTO CBEPTHBAHUA N
MJIEKONIMTAalMero. B OOHOM BapMaHTe peajiuszauuu oT 20 mo 100 Emsy73/KT
ADAMTS13 BBOOAT B TeueHMe 12 dYacoeB C MOMeHTa OOHapyXeHUS
OIMCCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHBAHUA v
MJIEKONIMUTAalMero. B OOHOM BapMaHTe peajuszaumu oT 20 mo 100 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 24 dYacoB C MOMeHTa OOHapyXeHUI
OV CCEeMMHMPOBAHHOTO BHYTPUCOCYINUCTOTO CBEPTHRBAHUA N
MJIEKONIMTAKMETO .

[000175] B oOOHOM BapMaHTe peaju3alMy HaCToAllel'0 OIUCaHUA
IPenJIOKEH CIocof JIeueHMSI OUCCEMMHMPOBAHHOT'O BHYTPUCOCYOUCTOTO
CBEepTHRBaHMA Yy MIEKONIMUTAaKIero, HyXIalmeroca B 2TOM, BKJIOUYAINUMN

IIOOKOXHOE BBeIlcHNEe TepalleBTHNYeCKM 9(1)(1)GKTT/IBHOI‘O KoJIMueCTBa



75

KOMIIOBUIIMM, CcoIepXaley BuOeJieHHy ADAMTS13 wMIeKonMUTawmeMy, TIOe
TepalleBTUYECKM 20QeKTMBHOe KoJIMuecTBO ADAMTS13 comepxuT oT 40 mo
200 emmHML axkTMBHOCTM FRETS-VWEF73 Ha kKuWjJoI'paMM MacCCH TeJja
MJIEKONIUTAKIIET'O (Eopv73/KT) . B KOHKPETHOM BapMraHTe peajn3aliuu
MJIEKONMTAaKIlee ABJIAECTCA UYeJIOBEKOM. B OOHOM BapMaHTe peajM3aluM OT
40 Egfpyrz Do 200 EOpy73/xr ADAMTS13 BBOOAT B TeudueHue 10 MMHYT C
MOMEHTA oBOHapyXeHMA OV CCEMVHUPOBAHHOTO BHYTPUCOCYOUCTOTO
CBEPTHERAHMSA y MIeKoIMuTawnmero. B oOHOM BapMaHTe peam3auum oT 40
no 200 E@npy3/xkr ADAMTS13 BBOIDAT B TeudueHMe 30 MMHYT C MOMEHTA
OOHapyXeHUS OUCCEMMHMPOBAHHOT'O BHYTPUCOCYIMCTOI'O CBEPTHBAHUA Y
MJIEKONIMUTAalMero. B OOHOM BapMaHTe peaauszaumu oT 40 mo 200 Empyr3/KT
ADAMTS13 BBOOAT B TeueHMe 60 MMHYT C MOMeHTa OOHapyXeHUS
OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOI'O CBEepPTHBaHUA N
MJIEKONIMUTAlIero. B OOHOM BapMaHTe peaauszaumu oT 40 mo 200 Emgy7s/KT
ADAMTS13 BBOOAT B TeueHMe 4 UYacoB C MOMeHTa OOHapyXeHUI
OVUCCEeMVMHUPOBAHHOT'O BHYTPUCOCYOUCTOT'O CBEepPTHBaHUA N
MJIEKONIMUTAalIero. B OOHOM BapMaHTe peaauszaumu oT 40 mo 200 Emgy7s/KT
ADAMTS13 BBOOAT B TeueHMe 12 4YacoB C MOMeHTa OOHapyXeHUd
OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOTO CBEepPTHBaHUA N
MJIEKONIMUTAKIEeTro. B OoOHOM BapMaHTe peajuszaumm oT 40 mo 200 Emsyr3/KT
ADAMTS13 BBOOAT B TeueHMe 24 dYacoB C MOMeHTa OOHapyXeHUS
OVCCEeMMHUPOBAHHOTO BHYTPUCOCYOUCTOI'O CBEepPTHBaHUA N4
MJIEKONMTAKIeTro .

V. HABEOPH HA OCHOBE ADAMTSI13

[000176] B eme OIHOM acIleKTe IIpelJIOXeHB HaOOpPH IJIS JIeUEeHUHA
3aboJjieBaHMUS MJIM COCTOSHUSA, CBS3aHHOTO ¢ OuchyHKUMelr ADAMTS13 wmiam
O®B. B OOHOM BapMaHTe peajmM3alMy Habop comepXxuT cocTaB rADAMTS13.
B HeKOTOPHX BapMaHTax peaam3alumm HaOOPHL, IpenJIOXeHHEE B

HacTodmeM IOJOKYMeHTe, MOI'YyT COIepXaTk OIHYy WM foJiee OO3 XUIOKOTO

W JIMOQUIIN3UPOBAHHOTO cocrTaBa, npenjaraeMoro B HaCcToOAleM
OOKYMEHTe. Ecmnu HaBOpH comepxarT JIMOQUIN 3UPOBAHHEIM coCcTaB
rADAMTS13, HabOpPH, Kak IpaBWUJIO, OOJIKHEL TakKxe coIoepxaTso
MOOXO I AUYIO KUIKOCTE oJjisa BOCCTaHOBJIEHU A KUOKOTO cocTaBa,

HalpyMep, CTepWJIbHYD BOOY WM O(dapMalleBTUUECKM IIpueMJieMel Oydep.
B HEeKOTOPEHX BapMaHTax pealiM3alumM Habop comepXxmuT cocTaB ADAMTS13,

pac@aCOBaHHHﬁ B MITPMITEL OJIA IIOOKOXHOTI'O BBEeIE€HNA MeIMIMHCKVM
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PabOTHMKOM WMJIM OJIS IOMallHET'O MCIIOJIbE30BaHMUA.

[000177] B omHOM BapMaHTe peajM3aluuu IIpeIJIOXeH Habop,
comepXamui oOT NpubamsmuTesbHO 10 eIuMHMI, aKTMBHOCTM FRETS-VWF73 1o
npudmusuresgsHo 10000 epmuuu  axTuBHOCTM FRETS-VWE73. B Opyrmux
BapMaHTax peajamMsaluy  HadboOp MOXeT  COoOmepxaThb, HallpuMep, oT
npubams3uresbsHO 20  eOMHMIT aKTUMBHOCTM  FRETS-VWET73 (EOrv73) oo
OIPUOIIUBUTEIIBEHO 8000 eOVHULL aKTUBHOCTU FRETS-VWF73 wiImM  OT
npubausureibHO 30 Eopyrs OO npubamsmuTesbHO 6000 Epyrs, WM OT
npubausuresibHO 40 Eopyrs Do npubiamsuTresbHo 4000 Enpyrs, WM OT
npubamsuresisHO 50 Eopyrs Oo npubiamsuTresbHo 3000 Enpyrs, WIM OT
OpUOIU3UTEJIEHO 75 Elpyrs OO npubiamsurelssbHo 2500 Enpyrs, WM OT
npubmsuresisHO 100 Efpyrz Lo nOpubimsuresbHO 2000 Enpyrs, WM OT
npubmsuresibHO 200  Eopys OO OpubimsuresbHO 1500 EnOsyrs, WM
KOJIMYECTBO (QepMeHTa M3 Ipyl'oI'0 Ouallal3oHa. B HeKOTOpPHX BapraHTax
peanmmzalnuuyu  Habop MOXeT CoIoepXaTh IpUBIMU3UTETLEHO 10 enpwuHUIL
akTMBHOCTM FRETS-VWF73 wmiam npubimm3urensHo 20, 30, 40, 50, 60,
70, 80, 90, 100, 150, 200, 250, 300, 350, 400, 450, 500, 600,
700, 800, 900, 1000, 1100, 1200, 1300, 1400, 1500, 1600, 1700,
1800, 1900, 2000, 2100, 2200, 2300, 2400, 2500, 2600, 2700,
2800, 2900, 3000, 3100, 3200, 3300, 3400, 3500, 3600, 3700,
3800, 3900, 4000, 4100, 4200, 4300, 4400, 4500, 4600, 4700,
4800, 4900, 5000, 5100, 5200, 5300, 5400, 5500, 5600, 5700,
5800, 5900, 6000, 6100, 6200, 6300, 6400, 6500, 6600, 6700,
6800, 6900, 7000, 7100, 7200, 7300, 7400, 7500, 7600, 7700,
7800, 7900, 8000, 8100, 8200, 8300, 8400, 8500, 8600, 8700,
8800, 8900, 9000, 9100, 9200, 9300, 9400, 9500, 9600, 9700,
9800, 9900, 10000, 11000, 12000, 13000, 14000, 15000, 16000,
17000, 18000, 19000, 20000 wmam OoJee eIMHMI aKTMBHOCTM FRETS-
VWE73.

[000178] B HEKOTOPHIX BapMaHTax peannsalnum Habop
npenHasz3HadueH IJIg OIOHOKpPATHOI'O BBeleHUMs WM L0o3el ADAMTS13. B
IPpYyTUX BapMaHTax peaaM3aluy Habop MOXeT COOepXaThb HECKOJLKO O3
ADAMTS13 1mjg TIIOOKOXHOIT'O BBelOeHMsA. B OODHOM BapMaHTe peajin3alun
Habop MOXeT comoepXaTb cocTaB ADAMTS13, pachdaCoOBaHHEM B MIPUIH
OJIA TIOOKOXHOI'O BBEeNEeHMA MeOULUVHCKUM pabOTHMKOM MM IOJIA IOOMallHET'O

MCIIOJIE3OBaHMA.
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VI. IIPVMMEPH

[Tpumep 1: dapMaKOKMHEeTUUECKHUE CBOMCTERAa rADAMTS13 npu
BHYTPUBEHHOM U IIOOKOXHOM BBeIeHUU

[000179] HaHHOE nccJengopaHme NIPOBOOMUIIN OJId OLIEHKU
bapMaKOKMHETUUECKUX CBOMCTB pexoMOVHaHTHOM ADAMTS13 N

TeTTMHTeHCKMX KapJIMKOBEX CBUHEM TIocJe BHYTPMBEHHOT'O (B/B) I

IIOOKOXHOT'O (n/x) BBeleHMUA. B ITaHHOM MccJenoraHum 4  caMiam
TeTTUHTEeHCKUX KapJIMKOBEIX CBUHEeN BBOOMJIN ADMTS13 B/B
(«KBHYTpMEBEHHas TIpynna») u 4 caMllaM TeTTHMHIEHCKUX KapJIMKOBBIX

cBMHeM BBOmuMJM ADMTS13 /K («IOOKOXHad TPYIIa®) .

[000180] CaMILIOB TeTTUMHITeHCKMX KapJnKOBHX CBUMHEWN Iepen
HayvaJiIoM MCCJIenoBaHmsa npry4dam COTPpYIHMUATH oOpu  HOpolenypax
NCCJIenOBaHuUAd . TakuM oBpas3oM, IpM BBeOEeHMM AaHeCTeTUMKOB WM
TeCTOBEIX oBpasLoB 7 oTbope 0oBpasLoB KpPOBU XMBOTHEIX He
0Be3OBMXMUBAJINA .

[000181] XMBOTHEIX aHeCTe3UpOBaJM IJS MMILJIaHTalUM KaTeTepa C
VICIIOJIbL 30BaHueM cMecHu Zoletil, cocTodmen n3 1,11 MI'/ KT
TujeTaMMHa, 1,11 wMr/xr soJjiasenama, 0,56 MID/KD kcujasuHa, 0,56
MT/KT keTammHa u 0,11 mMr/xr oyropdaHosa (B/M). IIpu HeoOXOOUMOCTH
oJis nonmepXaHu g aHecTes3un [IPMMEH AJIN n30QIIOPaH. Bo BpeMAa
XUPYPTUUECKOW olepalrM XMBOTHEE IIOJIyYallM UMCTHEM KUCJIOPOO uepes
MacCKy WJIM DHOOTpaxealJlbHyln TpPpYyOKy. SpeMHYK o00JlaCThb BHOPpUBaIU U
nes3srMHOMUMpPOBaaM. LeHTpalJIbHEM KaTeTep BBOIOMIM B UepPelHYD II0JIVIO
BeHy 10 CeJlbOMHIepy. Ilepen BOCCTaHOBJIEHMEM IIOCJIe AaHEeCTe3UM IJiAd
o0es30oJIMBaHMA BBOOMIIM 4 MI'/KID KaplpodeHa.

[000182] BHYTpHMBEeHHas TIpylla II0Jydulia HOMMHAJBHYK no3y 200
FRETS-En/xr rADAMTS13 B/B (0,085 w™iI/kT) . [logkoXHas TpPYyIIa
[IOJIyYMJla HOMMHAaJIBEHYKD nos3y 1000 FRETS-En/xr rADAMTS13 n/x (0,456
MII/KT) . OTBbop  oOpas3lUoB KPOBM  BHIOJHAJM  Uepes3  lLeHTpaJlbHHEMN
BEHOBHHIN KaTeTep Iepeld BRBeleHMeM TeCcTHUpyeMoTo ofbpasla ¥ dYepe3s b
MyH, 1 u, 3 4y, 6 u, 9 u, 24 u, 32 u, 48 u, 56 u m 72 U Hocje
BBelleHUS TeCTUpyeMoT'o obpaszua. OOpa3UbE KpOBM IIOJydallM CJiedyoLnuM
obpasoM: [IepBEE 0,5-0,7 MJI BHIOpacCHEaJIN, YTOOEL n3dexaTb
pa3baBJiIeHNA pacTBOPOM IOJd 3alloJIHEeHUS KaTeTepa (OM3MOJIOoIUYeCKUM
pacTBOpoM) . 3areM cobupanu 0,8 MI KpoBM M cMemmBau c 0,2 M

uuTpaTa HaTpua. OOpas3ell KpoBM LeHTpupyruposanm opu 5700 obopoTax
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B MMHYyTy (1x 10 mmH, 1x 5 MmH). IJnasMy XpaHWIM I[IpM TeMIlepaType
Hmxe —-60°C.

[000183] AxTMBHOCTb ADAMTS13 omnpenensanu nyTeM aHam3a FRETS
1 OOHapyXeHMd aHTUTeHa C IIOMOWbl TBepnodpasHoro UOA. Kpome TOTO,
OLleHMBAaJIM [IOTeHLMaJIbHOe o0pa30oBaHMe CBA3HBAKIMX aHTUTEJ IPOTUB
rADAMTS13 wuyejioBeka U BJIMAHMe rADAMTS13 Ha KapTHUMHY MYyJbTUMEPOB
SHOoOTeHHOTO OB.

[000184] Kak MM OXMIOaJIOCh, IIocJle B/B BBeIeHMAI MeIMaHa TMakc
(BpeMsa gpocTmxeHmsa CMakc) cocTaBJdaJa b MWMH, UYTO YKasHBaJO Ha
HellOCPeOCTBEHHYIO OMOOOCTYIIHOCTE . MenuaHa TMakcC rnocJje n/x
BBeIOeHUS cocTaBuia 24 U @Ousg akTuMBHocTM ADAMTSI3 m 28 Uy  miusa
anTuredHa ADAMTS13. CpelHMe KOHLEeHTpaluuu aKTHBHOCTM ADAMTS13 B
IjiasMe IIpMBeOeHH Ha ourype 1, a yCpeIOHeHHBE KOHIEHTpaluu
aHTureHa ADAMTS13 npuBeleHH Ha (oUIype 2.

[000185] IIIKO-tmocsn [u*En/min/En/xr wm  u*Mrr/mMii/MKT/KT] C
IompaBKOM Ha @HO3y IIocjle B/B BBeleHud cocTaBmiaa 0,306 mois
akTuMBHOCTM ™M 0,373 niuga aHTUreHa. IIIIKO-tmocsa pacCuMTHBAIM C
MCIIOJIb30BaHMeM IpaBujla TpallelMu C MOMeHTa BpeMeHu 0 IO MOMEeHTAa
ocJienHero InpobtooTbopa (tmnocu) (Hauschke et al. 2007). IIKO-
tmocJsl ¢ mompaBKOM Ha HO3y IocJje /K BBemeHus cocTaBwmja 0,198 misa
akTupHoCcT™M u 0,243 nga aHTUI'eHa. TakuMm oO0pasoM, COOTHOIEeHH e
[MKO-tmocJi ¢ T1[ompaBKOM Ha [HOo3Y Iocje 1II/kK U B/B BBeIOeHUMA
cocraBmyio 0,646 minsa akTuRHocTM ™M 0,651 nmjgs aHTureHa. IVR  [%]
cocTaBMIJIO 55,8 (akKTMBHOCTE) M 79,3 (a”HTHUIeH) IOCJe B/B BBeIEHUMA
n 13,8 (akTMBHOCTL) M 17,3 (aHTUITEH) I[OCJIe II/K BBEIEHUS.

[000186] TIlockoJdbKy ypoBeHb rADAMTS13 B IjlasMe He CHIMXAJICA B
OOCTATOUHOM  CTeleHU B TeueHMe IIleprola HabJIoIeHuHd, OLIEHKY
KOHEUHOTO u HauvaJIbHOT'O nepmona [IOJIyBEIBEI€HU S cyjenyer
paccMaTpmUBaTh C OCTOPOXHOCTEIO. TaxkuMm obpasoM, 3aBUCHMEIE
napameTpsl (MPT, Vss, Cls, IlllKg-inf) TakXe MOTYT OBTH HEIOCTOBEPHH.

g OLIEeHKM STUX IIapaMeTpOB OymeT IIpoBeIeHO rMccJjlegoBaHUME C

IoCJIeOyRIMM  HaOJooeHUeEM. OLeHKa  CBA3EBaKMX  aHTUTEJ I[IPOTUB
rADAMTS13 OmLIIa oTpullaTeJJbHOM  OJIA BCcex 00pa3loB OT BCeX
XUBOTHEIX .

[000187] PesyJibTaTH OLIEHKU KapTUHE  MyJILTHMEPOB @B N
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KapJIMKOBHX CBUHEeM YyKa3HBaJM Ha KpallHe OTpaHMUEeHHOe pacleleHre
SHOOTeHHOTO OB pekxoMOMHaHTHOM ADAMTS13 (Tabiuia). HWHTEHCHMBHOCTD
CaTeJIJIMTHOM [IOJIOCEHI, BIIM3KOM K HIXHEeMY OB-MyJIE TUMEDY,
He3HaAuUMTEeJIbHO YBeJMuMBaJjlack C TeueHMeM BPpeMeHM Y  KMBOTHHX,
roJiydyaBmMx II/K BBeOeHMe, HO He Yy XKUBOTHEIX, I[IOJyYaBIMUX B/B
BBelleHMe. BHCOTa KapTUHH MyJbTuMMepoB OB He MeHaAJack B JOOOMU
TpylIe.
Tabauua 2
MyJIb TUMEPHEM aHaJM3 peKoMOMHaHTHOM ADAMTS13 B arapo3HHX I'eJigx

HIM3KOI'O VM BEICOKOI'O paszpelleHMA

SKCIIepUMeHTaJlbHadg KoJsi-rO PacmernjeHne OB
TpyIina XIBO THEIX
BHyTpMBeHHa4da rpynmna | 1 HerT
(200 ME/xr B/B) 2 Her
3 HetT
4 HeT
[lonkoxHasa rpymnmna (1000 (1 HezHauuTeJbHOE yBeJIMdeHnue
ME/xT 11/k) VMHTEeHCVBHOCTM OIHOM
CaTeJIJIMTHOM IIOJIOCH
2 HesHauuTesbHOE yBeJInueHNe
VHTEeHCHUBHOCTHA OHOM
CaTeJIJIMTHOM I10JIOCH
3 HesHauuTeJbHOE yBeJIndeHue
VHTEHCHUBHOCTHU omoHOM
CaTeJIJIMTHOM II0OJIOCH
4 HesHauuMTeJbHOE yBeJIMdeHN e
VHTEHCUBHOCTHU omoHOM
CaTeJIJIMTHOM IIOJIOCH
[Mpumep 2 QapMaKOKMHETUUECKHUE CBOMCTRa rADAMTS13 npu

BHYTPUMBEHHOM ¥ IIOIOKOXHOM BBeIeHUU

[000188] IDaHHOEe nccJenoBaHme IPOBOOUIIN OJIA OLIEHKU
bapMakKOKMHE TUUECKUX CBOMCTB PeKOMOMHAaHTHOM ADAMTS13 Y
TeTTUHTEHCKUX KapJUKOBHX CBMHENM IIOCJIe BHYTPMBEHHOTO (B/B) WK
MIOOKOXHOTO (n/x) BBelIeHMd. B maHHOM MccJemoBaHuMmM 4 camilaM

TeTTUHTeHCKUX KapJIMKOBEIX CBUHeN BBOOMJIN ADMTS13 B/B
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(«BHYTPMBEHHasa Tpymona») #u 4 caMilaM T'eTTMHI'EHCKUX KapJIMKOBEX
cBMHeM BBOmuMJM ADMTS13 /K («IOOKOXHAaS TPYIIa®) .

[000189] CaMmlLoOB TeTTHMHIEHCKMX KapJIMKOBHX CBMHEN IOIpuUydasu K
npoluenypam MCCJIenOoBaHndg n aHeCcTe3MpoBalu OJIA VIMILJIaHT alln
KaTeTepa, KaK ONMCaHO B IpuMepe 1.

[000190] B @pmaHHOM MCCJIeODOBaHMM MCIOJBL30BaIM 3 M 5 caMIOB
TeTTUHTEHCKMX KapJIMKOBHIX CBUHEeM Ha Tpynmny. O00e TIPYINE II0JIYyUNIIU
HOMMHAJIBHYI  OO3Y 200 FRETS-En/kr rADAMTS13. TpeM  XMBOTHBIM
BBOIMJIM BeNEeCTBO B/B, IPYIMM NAITM XKUBOTHEM - II/K. OT6GOp oOpasloB
KPOBM  BHIIOJIHAJJIM  UYepes3 lLeHTpallbHHM  BEHOBHHM KaTeTep Iepen
BBEeIOEeHUEM TecTHupyemMoro obpas3lua M dYepe3z 5 mmH, 1 u, 2 uy, 6 u, b
vy, 23 u, 30 u, 47 u, 54 u, TJ1 u, 78 u, 95 u m 102 u mnocje
BBelleHUS TeCTUpyeMOoI'o ofpasla.

[000191] O6Gpaszus KPOBM IoOJydaJM CclenyomyM obpasoM: I[lepBHE
0,5-0,7 M BHOpaceBalM, 4YTOOH u3beXxaThb pas3baBJIEHMS PacTBOPOM IJIS
3alloJIHEHNMA KaTeTepa (QU3MOJIOTMUECKMM pacTBOPOM) . 3aTeM cobupaliu
0,8 M kpoBM M cMemmBau c 0,2 MI LUTpaTa HaTpusa. O00pa3ell KpPOBU

LeHTpupyrmposagm npm 5700 oboporax B MMHYTY (1x 10 wmmH, 1x 5

MMH) . [JTasMy XpaHuJIM IIpY TeMiepaType Huke -60°C.

[000192] AxTMBHOCTL ADAMTS13 omnpenensanu nyTeM aHam3a FRETS
1 ODHapyXeHUs aHTUIeHa C IIOMOUEBK TBephodas3HoOTO MOA.

[000193] Kak ¥ OXmMIzaljioCh, nocjie B/B BBeIEeHMS MenOMaHa
TMakC (BpeMsa OOoCTMXeHMS CMakKC) cocTaBJajla 5 MMH, UTO yKa3HBaJIO Ha
HellOCPeOCTBEHHYIO OMOIOCTYIIHOCTE . MenmuaHa TMakc rocJie n/x
BBelleHUS  COCTaBMa 30 u. CpenHue KOHILEHTpaluu aKTMBHOCTHU
ADAMTS13 B JjiasMe npuUBeOeHBE  Ha ourype 3, a yCpelHeHHHEe
KOHLUeHTpaluuu aHTuI'eHa ADAMTS13 npmBeleHH Ha ourype 4.

[000194] IIIKO-tmocn En/mMin/*yu . MKD/MII/*4] mocjyie B/B
BReIeHMd cocTaBujla 68,25 1OjJgd akKTMBHoCcTM U 39,81 1njd aHTHUIeHa.
[IIKO-tmocy nocJie /K BBemeHuMd cocraBuia 47,16 10y axKTUMBHOCTU U
26,23 @pjd aHTuIeHa. IVR [%] cocraBmwio 61,0 (akTuMBHOCTL) u 45,6
(aHTUTeH) 1nocJjie B/B BBemeHus u 13,0 (akTuBHOCTBL) M 9,6 (a”HTUIEH)
rnocjie 1/K BBeIEeHUA.

[000195] KoHeuHB Iepuon IIOJIYBHBeIeHUS [u] rocJie B/B

BBeleHUsa cocTaBui 46,96 1mjd axkTuMBHOCTM M 48,83 1mJjid aHTUITeHa.
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KoHeuHHI IIepMOon IIOJIYBHIBeIeHMS IIocJle II/K BBeleHUd cocTaBuiI 56,76
oJia akxkTuBHocTM U 41,25 nng a”HTuredHa. MRT [u] cocraBmio 64,08
(aKTMBHOCTE) U 66,26 (aHTHUTeH) nocjie B/B BBeleHus wu 104,2
(aKTMBHOCTL) M 77,52 (a”HTureHn) mnocJje /K BBemeHUId.

[000196] TakuMm oOpasoM, OUOOOCTYIHOCTL IPKY II/K BBEeIEHUU IIO
CpaBHeHMID C B/B BBeIeHMeM COCTaBJajga 65,9% m 69,1% miIg a”HTUTIeHa

ADAMTS13 m akTMBHOCTM ADAMTS13, COOTBEeTCTBEHHO.
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$OPMYJIA N3BOEPE TEHNA

1. Crioco0 JIeueHn g paccTpoMcTBa CBEPTHBaHUA KpOBU VY
MJIEKONIUT AKX , yKasaHHEM CcHooco® BRJKUYAEeT IIOOKOXHOEe BBeIeHUe
TepaleBTUUECKM 5BOQPEeKTUMBHOTO KOJMUECTBa KOMIIO3MLMM, COIepXallen
BHIOeJIeHHyIl0 ADAMTS13 MIeKoIMTaKleMy, HYyXIDanleMyCcd B YKasaHHOM
BBeIEeHUH, npu 3TOM TepalleBTUUYeCKU 50beKTUBHOE KOJIMUECTBO
ADAMTS13 cocraByaseT oT 20 pmo 4000 eIuHMIT aKTMBHOCTM Ha KWJIOTpPaMMm
MacCCH TeJla.

2. Crmoco6 1o 1II. 1, OTJIMYalIMICI  TeM, yTO ykKa3aHHoe
PAacCTPOMCTBO CBEPTHBAaHUSA KPOBM BHOpPaHO M3 TITPYIIIHE, COCTOAmeN U3
HacJiencTBeHHou TTII, mnpuodpeTeHHo¥ TTI, uepebpallbHOTO MHbapKTa,
MHQapKTa MMoKapla, MIEMMYECKOTO WMIM pPelnepdy3MOHHOTO IIOBPEeXIeHUd,
TpoMOO3a TUIYOOKMX BEH UM IOHUCCEMMHMPOBAHHOTO BHYTPUCOCYIMCTOTO
CBEPTHERAHMA, CBSA3aHHOTO C CEIICHMCOM.

3. Crnoco6 mo n. 1 wim 2, oTJMualnmMicd TeM, UYUTO YyKa3aHHasd
trnomocTynHoCcTe ADAMTS13 mocje MNOOKOXHOTO BBeIeHMA cocTabBjigeT 50—
80% 1O CpaBHEHMIK C BHYTPMBEHHEIM BBEIEHMEM, HOPMMPOBAHHEM IIO
aHaJIOTUUYHOM IO3e.

4, Crnoco6 mo n. 1 wmim 2, oTJUYalmMMiCca TeM, UYTO YyKa3aHHasd
OrnomocTynHoCTs ADAMTS13 mocjie MNOOKOXHOTO BBEeIOeHMS COCTaBJIAEeT IO
MeHbIIeV  Mepe 50% 1o CpaBHEHMK C BHYTPMBEHHHM BBeIOeHMEM,
HOPMUPOBAHHLIM 10 aHaJIOTMUHOM Io3e.

5. Cnoco6 mo n. 1 wimm 2, oTJMualnmMicd TeM, UTO YyKa3aHHasd
fruomocTynHoCcThs ADAMTS13 mocjle MNOIOKOXHOIO BReOeHMS COCTaBJSgeT IIo
MeHbllel  Mepe 55% 1o CpaBHeHUI C BHYTPMBEHHEIM BBEIOEHUEM,
HOPMMPOBAHHBEIM 10 aHaJIOTMUYHOM »Jo3e.

6. Cnoco® mo mn. 1 wim 2, omIMUanmMiica TeM, UTOo YyKasaHHAasdg
OrnomocTynHOoCTE ADAMTS13 mocjle NOOKOXHOTO BBeOeHMS COCTaBJSeT IO
MeHbllelt  Mepe 60% 1o CpaBHEHMK C BHYTPMBEHHHM BBeIeHMEM,
HOPMMPOBAHHBEIM 10 aHaJIOTMUYHOM IJo3e.

7. Crnoco6 mo n. 1 wim 2, oTJMualnmMicd TeM, UYTOo YyKa3aHHasd
OrnomocTynHoCThE ADAMTS13 mocjie NOOKOXHOIO BBeOeHMS COCTaBJISgeT IO
MeHblel  Mepe 65% 1o CpaBHEHMK C BHYTPMBEHHHM BBEIEHMEM,
HOPMMPOBAHHEIM 10 aHaJIOTMUYHOM Io3e.

8. Cmoco® mo n. 1 wmim 2, OoTJMUAKINUMCS TeM, UYTO YyKasaHHasd

OrnomocTynHoCcTs ADAMTS13 mocjie MOOKOXHOI'O BBEeIOeHMS COCTaBJISeT IIo
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MeHblelt  Mepe 70% mo CPpaBHEHMK C BHYTPMBEHHHM BBEeIeHMEM,
HOPMMPOBAHHEIM 10 aHaJIOTMUYHOM Io3e.

9. Cmoco® mo m. 1 wmim 2, OTJMUAKINMMCS TeM, UYTO YyKasaHHasd
OrnomocTynHoCcTs ADAMTS13 mocjie MNOOKOXHOTO BBEeIOeHMS COCTaBJISeT IIo
MeHbIIe  Mepe 75% 1o CpaBHEHMK C BHYTPMBEHHHM BBeIeHUEM,
HOPMUPOBAHHLIM 10 aHaJIOTMUHOM Io3e.

10. Cnoco® mo n. 1 mum 2, OoTJUMUalmMNiCca TeM, UYTOo YyKas3aHHad
frnomocTynHoCcThs ADAMTS13 mocjle MNOIOKOXHOIO BBEeOEeHMS COCTaBJISeT IO
MeHbllel  Mepe 80% 1o CpaBHEeHMK C BHYTPMBEHHHM BBeIeHMEM,
HOPMMPOBAHHBEIM 10 aHaJIOTMUYHOM IJo3e.

11. Cnoco6 mno Jgwbomy ™3 IrI. 1-10, oTaMyanmmicgd TeM, UYTO
yKasaHHOe PacCCTPOMCTBO CBEePTHBAHUSA KPOBM SABJSETCS HacCJeICTBeHHOM
TTII.

12. Cnoco® mno Jgwbomy M3 . 1-11, oTaMuyanmmicgd TeM, UYTO
YKa3aHHOe TepalneBTUUeCKkM BOPeKTMBHOE KOJMUECTBO COIEPXUT IO
MeHbIeV Mepe 20-160 eIMHMI aKTMBHOCTM Ha KMJIOTPaMM MacCH Teja.

13. Cnoco6 no Jjgodbomy w©m3 nm 1-10, oTJaMUanIUiCcsS TeM, UYTo
BIOM30I KPOBOTEeUeHUSA SABJIAeTCHA IpuodpeTeHHOM TTII.

14. Cmnoco® mno 1n. 13, oTauMuanmmMicsa TeM, UYTO YKasaHHoOe
TepalleBTUYEeCKM S0OeKTUMBHOEe KOJIMUeCcTBO cocTaByggeT oT 40 pmo 2000
eOVHUL aKTUBHOCTM Ha KWUJIOT'paMM MacCChl TeJla.

15. Cnoco6 mno Jmwbomy M3 nm. 1-10, oTauuanmmMica TeM, UYTo
BIMUB0M KPOBOTEUEeHNSHA ABJISEeTCSA lepebpaJibHEM  MHOAPKTOM  1M/UIINU
UIeMUUYeCKUM pernepdy3MOHHEM IOBPEeXIeHMEM.

16. Cmnoco® mno 1n. 15, omauuanmmica TeM, UYTO YyKasaHHoOe
TepaleBTHUUYECKM 20PeKTUMBHOEe KOJMUeCTBO cocTaByasgeT oT 40 pmo 4000
eOVHUI aKTMBHOCTM Ha KMJIIOTpaMM MacCCh TeJa.

17. Cnoco® mno Jmbomy m3 nm. 1-10, oTauMuanmmMicga TeM, UYTo
cinizicledi! KpPOBOTEUEHNSHA ABJISAETCHA MHQapKTOM MMOKapa "/
WIeMUYEeCKUM pPernepdy3MOHHEM IIOBPEXIEHMEM.

18. Cmoco® mno n. 17, oTauMuanmmica TeM, UYTO YKasaHHoOe
TepalleBTUYECKM 20PEeKTUMBHOE KOJIMUEeCTBO cocTaByasgeT oT 40 pmo 2000
eNVHMI aKTMBHOCTM Ha KMJIIOT'paMM MacCCh TeJla.

19. Cnoco6 mno Jmbomy M3 nOmn. 1-18, oTaMuanmmMicsa TeM, UYTo
yKaszsaHHyl ADAMTS13 BBOOSAT B BUIEe pPasoBoM OOJIOCHOM MHBEKLUMU,

eXxXeMeCA4YHO, pal3 B IOBe HeleJlr, pa3 B HeleJllo, IBa pa3a B HeIOeJlo,
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Pas B UeTHEpEe Yaca WIM pas B

pasz B 12 yacos,
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pas B 8 UYacos,

IBa 4dYaca.

Pas B mWeCTb UYWacoB,

20. Cnoco®6 1mo JmbdomMy M3 . 1-19, oTaMuamommMmicsg TeM, UTO
ykasaHHasga ADAMTS13 gdBJjdgeTcd PeKOMOMHaHTHOM.

21. Cmooco6 mno Jmwbomy M3 mnmI. 1-19, oTjMUuaomuiicad TeM, UYTO
yKaszaHHyio ADAMTS13 noJiyyalT M3 I1JIa3Mb.

22. Cnoco® mno JgoboMy ™3 . 1-21, oTaMyanmuics TeM, UYTo
ykaszaHHass ADAMTS13 gmiisgseTrcsa ADAMTS13 uyeJioBeka.

23. Cnoco® mo JjgoboMy M3 oOI. 1-22, oTJMUaIUMACS TeM, UYUTO
yKasaHHOe MJIeKoIMTawlee SABJIAEeTCHA UeJIOBEeKOM.

24. Cnoco® mno JmboMy M3 orI. 1-23, OTJIMUAKIMNICS TEeM, UYTO
yKasaHHada KOMIIO 3ULIU A IpencTaBJIgeT cobon CTabuJIbLHEM BOIIHEBIM
pacTBOp, TOTOBHM K IPMMeHEeHM .

25. Cnoco® mno JsmdboMy M3 orI. 1-23, OTJIMUAKIMNMCS TEeM, UTO
yKasaHHasgd KOMIIO3UIKMA ABJIAeTCHS JIMOPUIM3IUPOBAHHOM.

26. Crnoco6 mo 1. 25, oTIMuanmmMicg TeM, UTO YKa3aHHYD
KOMIIO 3ULIMIO nepen BBeIOeHUEeM BOCCTAaHAaBJIMBAIT bapMalleBTUUECKHU

IIprmeMJIEMBEIM HOCHUTEJIEM,

27.
YKasaHHBEM CHOoCcOO BKJIOUAET
20HeKTUMBHOTO KOJIMUeCcTBa

ADAMTS13 MIeKoIMTaKnmeMy,

INOOXOOAMMM IOJISS MHBEKILMUMN.

IIOOKOXHOE BBel€HNMEe

KOMIIO 3ULINH, comepxamen

HyXIaolmeMycsa B YKasaHHOM BBeIeHUM,

Crnoco® JieueHMS DIM30Ia KPOBOTEUEeHUS Y MIEKONIUTALIUX,
TepaleBTUUYECKU

BLIIEJIeHHEM

npu

2TOM TepaleBTHUUYeCKM 50PeKTHMBHOe KoJInuecTBO ADAMTS13 COOepXuT IIO

MeHbIe Mepe 120-300% oT KoOJMUeCTBa CTaHOaAapTHOM  HOO3H  OJIA
BHYTPMBEHHOT'O BBeIeHUS COIJIACHO  ClIeludrMUueCKOMY  IIOKa3aHUK K
[IPUMEeHEeHU0, WM3MEPEHHOT'O B elMHMUIAaX aKTMBHOCTM Ha KUJIIOTpaMM MacCCh
Telna.

28. Crnoco6 mo 1. 27, oTJIMYapmMycd TeM, UYTOo YykKazaHHOe
crelMdmUUeckoe IIoKaszsaHue K I[IPpMMeHeHMI HABJISeTCsS HaCJIeOCTBEHHOM
TTII, a cCTaHOapTHasd BHYTPMBEHHas Lo3a cocTasjdgeT oT 10 no 80
eIVHUL aKTMBHOCTM Ha KWJIOoI'paMM MaCCH Teja.

29. Cnoco6 mno 1. 27, oTJIMYapmMycd TeM, UYUTO YyKaz3aHHOe

crieuudpmUueckKoe IIOoKa3aHMe K IPMMeHeHM 0 ABJsgeTca npuobperTeHHom TTII,
a CTaHIOapTHasd BHYTPMBeHHas no3a cocTaBjgeT oT 20 mo 1000 enmHMIL
aKTMBHOCTM Ha KWJIOT'paMM MacCCH TeJla.

30. Cnoco® mno 1. 27, oTJMuamnmmMmMca TeM, UTOo YyKasaHHoe
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CnelunMdrUUeCcKoe IIOKa3aHMe K IIPMMEHEHUK SABJIAeTCHS MHOapKTOM MMOKapIa
U/ VNIV UIeMMUeCKMM pPelepdysSMOHHEM IIOBPEeXIeHMeM, a CcTaHIapTHad
BHYTPMBEeHHasa no3a cocTabBjyggeT oT 20 pmo 2000 eImMHML, aKTUBHOCTHU Ha
KMUJIoTpaMM MacCcCh TeJia.

31. Crnoco® mo mn. 27, oTaMUamnmmicg TeM, UTOo YyKas3aHHOe
crieuudmuueckoe IoKaz3aHMe K I[IPUMMEHEHMIO ABJAeTCcd LUepebpalibHEM
MHOaAPKTOM U/WUIM  MIEeMUUYEeCKUM penepdy3MOHHEIM  IIOBPEeXIeHMEM, a
CTaHIDapTHas BHYTPMBEHHas @Oos3a cocrabjgeTr oT 20 pmo 2000 enguHWMUIL
AKTMBHOCTM Ha KWJIOTpPaMM MacCCH TeJa.

32. Cnoco® mno JmdoMy M3 Io. 27-31, oTjaMuammMiicad TeM, UYTO
yKasaHHas4d dromoCcTyIIHOCTE ADAMTSI13 IocJjie IIOOKOXHOTO BBeleHUd
COCTaBJIgET 50-80% 1o CpaBHEHUK C BHYTPMBEHHEIM BBeIEeHUEM,
HOPMMPOBAHHEIM 10 aHaJIOTMUYHOM Io3e.

33. Cnoco® mo JmdboMy M3 II. 27-31, oTJaMUamMiicd TeM, UYTO
yYKasaHHa4d drmomocTynHOCTE ADAMTSI13 ocJjie IIOOKOXHOTO BBeeHUd
COCTaBJIAeT IO MeHbmeM Mepe 50% @O CpaBHeHMK C BHYTPUMBEHHHM
BBelIeHMeM, HOPMUPOBAHHHM 10 aHaJIOTMUHOM OO3e.

34. Cnoco® mo JmdoMy M3 II. 27-31, oTaMuawmmiicad TeM, UYToO
yYKasaHHada omomocTynHocTs, ADAMTSI13 rocJjie IIOOKOXHOTO BBeIIeHUd
COCTaBJIAIeT IO MeHblleM Mepe 55% T[IO CpaBHeHUMI C BHYTPUBEHHEM
BBeIeHMEM, HOPMMPOBAHHBIM 10 aHaJIOTMUHOM Io3e.

35. Cnoco® mno JgodoMy M3 om. 27-31, oTaAMUanIMMCI TeM, UYTO
YKasaHHasd dronmocTyInHoCcTs, ADAMTS13 rocJjie IIOOKOXHOTIO BBeeHnud
CcocTaBJIgeT IO MeHbmeM Mepe 60% 1O CpaBHeHMI C BHYTPUMBEHHHM
BBeIeHMeM, HOPMUPOBAHHEM 10 aHaJIOTMUHOM IOO3e.

36. Cnoco® mno JmdoMy M3 Io. 27-31, oTJaMyuamuMiicd TeM, UYTO
yKasaHHas4d dromocCcTyIIHOCTE ADAMTS13 IocJie IIOOKOXHOTO BBeleHUd
COCTaBJIAEeT IO MeHbIle Mepe 65% 1O CpaBHeHMK C BHYTPUBEHHHM
BBelIeHMeM, HOPMUPOBAHHHM 10 aHaJIOTMUHOM OO3e.

37. Cnoco® mo JgodoMy M3 om. 27-31, oTAMUaAIMMCI TeM, UYTOo
YKasaHHa4d dromocTynHoOCT:E ADAMTSI13 IocJjie IIOOKOXHOTO BBeeHUd
COCTaBJIgeT IO MeHbmeM Mepe /0% 1O CpaBHeHMI C BHYTPUMBEHHHM
BBelIeHMeM, HOPMUPOBAHHHM 10 aHaJIOTMUHOM IOO3e.

38. Cmnoco® mo JjgodoMy u3 omn. 27-31, oTAMUARIMMCI TeM, UYTO
yYKasaHHada dumomocTynHocTs, ADAMTSI13 rocJjie IIOOKOXHOTO BBeIIeHUd

COCTaBJIAeT IIO MeHblleM Mepe 75% TI[IO CpPaBHEHUMI C BHYTPUBEHHEM
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BBelIeHMeM, HOPMUPOBAHHHM 10 aHaJIOTMUHOM OO3e.

39. Cnoco® mo JmdoMy M3 II. 27-31, oTaMuawmmiicad TeM, UYTo
yYKasaHHasda oumomocTymnHocTs, ADAMTSI13 rocJie IIOOKOXHOTO BBeIIeHUd
CoCTaBJIgeT IO MeHblmelw Mepe 80% T[IO CpPaBHEeHUMI C BHYTPUMBEHHEM
BBeIOeHMEM, HOPMMPOBAHHBM 10 aHaJIOTMUHOM IOo3e.

40. Cnoco® mo JjgodoMy M3 OII. 27-39, oTaMUanIMMICI TeM, UYTO
ykasaHHyi ADAMTS13 BBOOST B BUIe pPasoBOM OOJIOCHOM MHBLEKLUMU,

exeMeCIuHo,
pas B OeHb,

Pas B UeTHpPpEe YacCca WIM pas B

ras B IOBe HeIeJlNr,

paz B 12 yacos,

pas B HeIeJwo,
pas B 8 UYacos,

IBa 4Yaca.

IBa pasa B HeeJllo,

pPas B mIeCTb YacoB,

41. Cnoco® 1o JgodoMy M3 amn. 27-40, oTAMUaAIMMCA TeM, UYTOo
ykasaHHag ADAMTS13 gBJjsgeTCcd PeKOMOMHAHTHOM.

42 . Cnoco® 1o JjgodoMy u3 am. 27-40, oTAMUAIMMCS TeM, UYTOo
yvKaszaHHyon ADAMTS13 mojydalnT M3 I1JIa3MB.

43, Cnoco® 1o JgodoMy M3 On. 27-42, oTJAMUAIMNMCI TeM, UYTOo
ykaszaHHasa ADAMTS13 grBjsgetrcsa ADAMTS13 ueJjioBekKa.

44, Cnoco® 1o JgodoMy M3 OIn. 27-43, oTAMUARIMMCI TeM, UYTO
yKasaHHOe MJeKoIuTaKlee ABJIAeTCH UeJIOBeKOM.

45, Cnoco® 1o JgodoMy u3 nomn. 27-44, oTaAMUaAIMMCI TeM, UYTOo
yKa3aHHasd KOMIIO 3ULIM A npencTaBJIgeT cobomr CTabMJIbHEM BOIHHIM
PacTBOpP, TOTOBHM K IIPMMEHEHMUO.

46. Croocof6 1o JmoboMy M3 . 27-44, oTaMUAIMUMCS TeM, UTOo
yKasaHHasgd KOMIIOBUINUS SABJISETCS JIMOPUIIM3UPOBAHHOM.

47. Crnoco® mno mno. 46, oTaMuamnmmMmca  TeM, UTO YKa3aHHVYID
KOMIIO 3UIINIO nepen BBeIeHMeM BOCCTAaHAaBJIMBAIT bapMalleBTUUECKU

IIprmeMJIEMEIM HOCHUTEJIEM,

INOOXOOAMMM IOJIS MHBEKIMM.

[Io DOBepeHHOCTHU
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BpemeHHOM Nnpoduab ycpeaHEeHHOM KOHUeHTpauuu (n = 4 B Kaxkgoun rpynne) ADAMTS13 (aHTureH) c
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