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2420-578046EA/072
KOMIIOSHIIMM UM CIIOCOBH IJis1 BHYTPMBEHHOI'O BBEIEHUA 2-BPOM-1-(3,3-
IVMHUTPOASBE TUOVMH-1-UJTI) DTAHOHA

[IEPEKPECTHAS CCHJIKA HA POINCTBEHHVYIO BASABKY

[0001] I[Ilo @maHHOM 3asBKe UCIpallMBaeTCsd I[IpeuMymecTBO U
IPUOPUTET MNpedBapUTeJIbHOV 3adBKM Ha [aTeHT CoeIMHeHHHX [ITaToB
AMEPUKM C pPeIrrMcTPalMOHHEIM HOMepoM 62/277236, nomaHHol 11 sgHBapd
2016 roma, comepXaHVe KOTOPOM BKJIUEHO B HacTodllee OIMCaHue
[IOCPEenCTBOM CCHUJIKM.

OBJIACTE MB3OEPETEHNMA

[0002] UzobOpeTeHMe OTHOCHUTCH K KOMIO3MIMAM M cCcrIoocobaM IJig
BHYTPUBEHHOT'O BBEIOEHMA 2-6pomM—-1- (3, 3-OMHUTpOA3eTUOIUH-1~—
WJI) ®TaHOHa (ABDNAZ) , BKJIOUAA  IIpelapaTH, comepxamue  LeJIbHYI
ayTOJIOTUUHYID KPOBL m ABDNAZ, KOTOPHEE  MOXHO OHICTPO BBOIUTH
nauMeHTy IIYyTeM BHYTPMBEHHOV MHOy3uM ©0e3 3HauMTeJlbHOM 0o B
MecTe MHQY3UN.

[IPEOIIOCHUIKM MBOEPE TEHNA

[0003] B3sokauecTBeHHOe HOBooOOpal3oBaHMe MOpencTaBJgeT cobon
Cepbe3HyK OpobiieMy IJIS 3I0POBbHA, HEeCMOTPS Ha MHOT'OUMCJIEHHHE
YCIlexX B BHABJIEHUM U JIeUeHUM DTOTO 3abojieBaHMA. IUlaBHHE BUIEH
3JIOKAQUeCTBEHHOT'O HOBOOODpasOBaHWUA, IlopaXawnllMe 3HaUuUTeJIbHOEe UMCJIO
NauyMeHTOB, BKJOUYALT pak IOIpelcTaTeJIbHOM XeJies3h, pak MOJIOUHOM
XeJle3H M pakK JIeTKUX. Pak IpencTaTesJIbHOM XeJle3H SABJIgeTcsda HaumboJlee
pPacrIpoCTpaHeHHEM BUIOOM paka Yy MYXUMH, II0 OlleHKaM, C uyacToTor 30%
Yy MyXdMH B BO3pacTe cTapme 50 Jer. BoJjee Toro, KIMHHUUYECKUE
IOaHHLHEe CBUIETEJILCTBYIOT O TOM, UYTO pak IIpedcTaTelIbHOW XeJle3H Y
yeJIoBeka MMeeT  CKJIOHHOCTH K MeTacTa3MpOoBaHMK B  KOCTH, n
3aboJjieBaHME, IO - BUIOVMMOMY , Hen30eXHO [IPOTPECCUPYET oT
AHIPOTEH3ABUCHUMOTO OO PE3UMCTEHTHOT'O K aHOpOoT'eéHaM COCTOSHMSA, UYTO
IPUBOIUT K YBEJIMUEHMIO CMEePTHOCTM MHalMeHTOB. PaK MOJIOUHOWM XeJie3H
ocTaeTcd OCHOBHOW MIPUUMHOM CMEPTHOCTM Y XeHMMH. EIO COBOKYIIHHM
PUCK OTHOCHUTEJIBHO BHCOK; B HEKOTOPHX OTUeTax YyKa3HBaeTCd, UYTO
IpUMEepHO Y OIOHOM M3 BOCBMM XeHIMH B Bos3pacTe 85 JeT B
CoenvHeHHHEX IlTaTax, kKakK oXxumaeTcsa, OyIeT pasBMBaATLCA KaKoOM—-JubO

THUII PpakKa MOJIOUHOM KeJIe3H. Taxkxe Par JIeT'KUX ABJIAE€TCA OCHOBHOM



IPUUMHOM CMEepTHOCTM OT Ppaka, ¥ Ha OOJII0 HeMeJIKOKJIeTOUHOTO paka
Jerkux (NSCLC) npuxommurTcsd okoJio 80% TakKuMx CJIydJaeB.

[0004] BapraHTH JIeueHn A O OJIbLHEIX 3JIOKaueCTBEeHHBEM
HOBOOOpasoRaHMeM dYacTO BKJOUAT XUPYPIMUeCKOe  BMelaTeJIbCTBO,
JydeByl TepallMio, XUMMOTepalluo, TOPMOHAJIbHY Tepaluion MM  UX
koMOuHauuwo. CoenuHeHre ABDNAZ, OIMCaHHOe, HalpuUMep, B IaTeHTax
CIIA M7507842, 8299053 m 8927527, OBJIO M3y4UYeHO B pAle KIMHUUECKUX
VICIIEIT aHUM Ha npUMeHeHre B JleueHUn 3JIOKaAUeCTBEHHOTO
HOBoOOpas3oBauusa. [JI9 BHYTPMBEHHOM MHOY3UM IalMeHTy, CcTpamailleMy
OT B3JIOKAUeCTBEHHOT'O HOBOOOpaszoBaHMA, ABDNAZ OOBUHO TOTOBAT B
BUIEe CMeCu C BOOOM, IMMeTuJIalleTaMMIOM U IIOJIM (STUJIEHTJIMKOJIEM) .
[MpM KIMHUUECKMX MCHIBTaHMAX [DallMeHTH, I[IOJIydYaBIlMe BHIIEYIIOMAHYTYIO
CMECH ABDNAZ nyTeM BHYTPUBEHHOM MHOY3UM, KaJIOBaJIMCh Ha
3HAUMTEJIBHYD ©OO0JIb B MeCcTe MHQY3MM, BHBBaHHYK CcMecbl ABDNAZ.
SHauuTeJbHagd OO0JIB B MeCcTe MHPY3MM, BEH3BaHHasa CMecbi ABDNAZ,
OUKTYeT HeOOXOOMMOCTE MEOMIMHCKOMY I[IepCOHaJly CHMXATh CKOPOCTL, C
KOTOpoM cMech ABDNAZ BBOOMTCS IIallMeHTY, MHOTIa HeoOXoOMMOe BpeMd
MHQY3UM COCTAaBRJIAEeT OO BOCBMM uYacok. Korma ABDNAZ MCHOJIB30BAJICA B
coueTaHMUM C JIYYeBOM TepalMey, KoTopasa IOJIKHa OnJia OHTL IpoBeleHa
B TOT Xe OeHb, UTOo M BBemeHMe ABDNAZ, OauUTeJIbHOE BpeMAd MHOY3UU U
MeIJieHHad CKOPOCTHL BBeIeHMA B HEKOTOPHX Cliydadx OTpaHUuYMBaJIU
KoJMuecTBO ABDNAZ, KOTOpPOe MOIJIO OBUIO OHTH BBeIeHO HallMeHTY.

[0005] B HacTOdmeM M300peTeHUM IIPenJIoXeH HOBHEM IIperapar,
comepxamuy ABDNAZ, KOTOPHM MOXHO OHBICTPO BBOAOMTL IIalMeHTy ©0es
S3HAUUTEJILHEX 00Jielt B MecTe MHOY3UM, ¥ KOTOPHM HUMeeT OpyIue
IperMyleCcTBa, OIMCaHHBE HIXKEe.

CYIIHOCTE M3OBPE TEHMS

[0006] NzobpeTeHre OTHOCUTCHA B KOMIO3UUIMAM M crocobam
BHYTPUBEHHOTO BBEIOEHMA 2-6pomM—-1- (3, 3-OMHUTpOa3eTUOIUH-1~—
WJI) ®TaHOHa (ABDNAZ) , BKJIOUAA  IIpelapaTH, comepxamue  LeJIbHYI
ayTOJIOTUUHYID KPOBL m ABDNAZ, KOTOPHEE MOXHO OHICTPO BBOIUTH
naluMeHTy IOyTeM BHYTPUMBEHHOV  MHOY3UM. KoMmosuumm ¥ CIOCOOH
ofecrneunBaKnT OONOJHUTEJIEHOE IMIpeMMymeCTBO, 3akjouawnileecd B TOM,
uTo OrICTPOE BBeIIeHME npenapara He IPUBOOUT K  Kakom-Jmubo

3HAUMUTEJILHOM BoJin B MeCTe BHyTpMBeHHOﬁ MH@VBT/H/L, BEISBAaHHYIO



BBEeIIeHMEM. CoenmHeHMe ABDNAZ nMeeT CJIeOIYIOUIYIO XVIMUUECKYIO
CTPYKTYPY :
O
Br\)'l\ NOZ
N
NO,
[0007] [lpenapaTh ABDNAZ comepxaT LIeJIbHYIO KPOBb
(MpelnoYyTUTeJIbHO, LeJIbHYI AYTOJIOTUUHYIO KpPOBbL) , ABDNAZ "

AHTUKOATYJISHT . IlperapaTH M CIOCOOH OCOOEeHHO IIOJIE3HE IJIS BBeIeHUSd
ABDNAZ IalmMeHTy, CTpalawnleMy oT 3JIOKAUEeCTBEHHOTO
HOBOOOpaszoBaHud. Illpenapatel ABDNAZ MOTYT OHTL BBEIOEHH BHYTPUMBEHHO
HalMeHTy CO CKOPOCTLI, HalpuMep, I[I0 MeHbmel Mepe 5 wi/uac, 10
MmiI/dac, 30 wi/yac wmiam ¢ ©oJlee BHCOKOM CKOPOCTBI. BrCcTpad
CKOPOCTE BBeleHMdA YMeHbIIaeT BpPeMs, HeoOXOoIuMoe NOJA BBeOeHUud
TepaleBTUUECKHU 30beKTUMBHOTO KoJIMUecCcTBa ABDNAZ oJd JleueHunud
3JIOKAQUECTBEHHOTO HOBOOOpPAasOBaHMSI, M MMeeT O0COOHe IIperMylleCTBa,
KOoI'Ia IIalMeHTY HeOoOXOIMMO BBOIOUTL OoJbliMe »Ho3el ADBDNAZ B TeueHMe
TOTO Xe @OHA, KOoT'Da DaluMeHT IIoJIydaeT JydeBYyKD Tepanmon. CIOCOOH
MOTYT OHITH OOTIOJIHUTEJILHO OoXapakKTepU30BaHH OaJiiaMm oo,
MCIHTHBaEMOM MallMeHTOM B MeCTe BBeleHuA IpelapaTa ABDNAZ, 1HOe
aJjsuel BoJu, VCIIEITEHBaeMOM  IallMeHTOM, HeboJIpIIME . N300peTeHUEe,
OIIMCaHHOe B LIeJIOM, foJjiee IHOOPOOHO OOBACHEHO B  acleKTax u
BapMaHTax OCYWEeCTBJIEHUA HMWXe M B NOOPOOHOM OIMCAaHUM.

[0008] OnuH ACIIEKT n300peTeHnd OTHOCUTCH K criocody
BHYTPMBEHHOTO BBeleHMA IpelapaTa ABDNAZ naumMeHTy, CcTpazanlleMy
3JIOKAUECTBEHHEM HOBOOOpa30BaHMEeM, IJIA JIedeHMS 3JI0KaueCTBEHHOT'O
HOBOOOpas3oBaHUA. Crioco® BKJIOUAET BHYTPUBEHHOE BBeIOeHME
HYXOaKleMy C g B STOM NDalueHTy TepaleBTUUeCKHA 20OeKTUBHOTO
KoJIMYeCcTBa JIeKapCTBEHHOTO npernapara ABDNAZ, OIIMCAaHHOTO B
HacToAmEeM HOKyMeHTe (HalpuMep, [IpenapaTa, COIepXallero IeJIbHYI
KpOBL, ABDNAZ ¥ aHTUKOATYJSHT), IJA JedeHUMsa 3JI0KadeCTBEHHOTO
HOBOOOpasoraHusa. llpenapaT ABDNAZ MoxeT OHTL BBeIeH CO CKOPOCTHIO,
HanpyMep, He MeHee 5 wi/yac wimm He wMeHee 10 wi/ugac. Crniocod
ofecrieurBaeT IIPeMMyNeCTBO B TOM, UTO I[IO3BOJIAeT OHCTPO BBOIUTH

ABDNAZ, He BH3HBasg UYpe3MepHOM OOJM B MeCTe BBEeIeHMS IIpelapaTa



ABDNAZ, m Takadgd ©OOJIb MOXeT OBTL OXapaKTepus3OBaHa, Halpumep,
IokKkaszaTeJieM, UYTO Takad OOJIb He IIpeBhlaeT OoJb 1 Bajua.

[0009] Opyro acnexT u300peTeHMSI OTHOCUTCA K  CIocody
OBLICTPOT'O BHYTPMBEHHOI'O BBeOeHMA IIpenapaTa ABDNAZ naumMeHTy C
OIDHOBPEMEHHOMW MMHMMM3alLuuelr O00JIM B MeCcTe UHBEKLUWM, MWCILHTHBAaeMOM
manuuMeHToM, I'Ie CIOCOD BKJIKUaAeT BHYTPUMBEHHOe BBeIeHMe IIallMeHTyY CO
CKOPOCTRIO, HaIpuMmep, IO MeHbpmell Mepe 10 wMiI/dyac, IHOpelapaTa
ABDNAZIO ommMcaHHOTO B HaCTOAmMeM IOKyMeHTe (HaIpuMmep, IOpelapara,
comepxamero LeJIbHYyK KpOoBb, ABDNAZ ¥ aHTUMKOATYJIAHT), TOe O00Jb,
VCIIEITEBaeMasa TIIallMeHTOM B MeCTe BHYTPUBEHHOTO BBelOeHMA IIperapaTa
ABDNAZ, BE3BaHHasa BHYTPMBEHHEIM BBeldeHMeM IIpeliapaTa ABDNAZ, He
Bojiee 2  0OaJlIoB. [MpenapaT ABDNAZ MOXeT OHTBH  OOIOJIHUTEJIBEHO
oxXapaKTepn30BaH KOHIeHTpallme ABDNAZ B IOpelaparTe, HalpuMmep,
Kor'ma IpelapaT conepxuT ABDNAZ B KOHIEeHTpalMM, HaIpMMep, IO
MeHbmer Mepe 10 MKT/MII, TI[I0 MeHbmel Mepe 20 MKI'/MJI, II0 MeEHbIIeH’
Mepe 50 wMrT/MiI, 1o MeHbmey Mepe 100 MKT/MII MM 10 MeHBIIEW Mepe
150 MmxT/MmII.

[0010] IIpyroM aclIeKT u300peTeHMsS OTHOCUTCH K BHYTPUBEHHOMY
nperaparty, conepxalmemMy ABDNAZ oJida BHYTPMBEHHOTO BBeIOeHUd
nauueHTy, THe IpelapaT COoOOepXuT: (a) LeJIbHyK KPOBL B KOJIMUECTBE
o MeHble Mepe 60% 006./00. mnpenapaTa; (b) TOIUMSTUIEHTJIMKOJL B
KOHIeHTpauumu oT okoJjio 0,4 MKJI/MJI OO okoJo 30 MKJI/MJI B IIperapare;
(c) N,N-guMeTmjaleTaMrI B KOHUEHTpalLuur oT okKoJio 0,2 MKJI/MI OO
okoJio 15 MKJI/MJII B IIpelapare; (d) ABDNAZ B KOHILEHTpaluM IIO
MeHLIIen Mepe 10 MKI'/ MJI B npenaparTe; (e) BOIY; " (f)
AHTUKOATYJISHT. BHYTPMBEHHEIE IIperapaTh NOOXONOAT OJSA MCIOJL30BaHUSI
B crnocobax, ONMCaHHHEX B HaCTOMdAIleM OOKyMeHTe, U o0ecleunBarnT
NIperMyIeCTBO OEICTPOTO BBeIeHMUs IIalMeHTy IOIyTeM BHYTPUBEHHOMU
MHOY3UM Oe3 3HaAUMTEeJILHEIX ©OoJiel B MecTe BBeIeHM’A.

[0011] [Ipyro¥ acmonexT u300peTeHMS OTHOCUTCA K Habopy @O1I4g
BHYTPMBEHHOT'O BBeleHMA IIpellapaTa ABDNAZ [nauMeHTy, CcTpalanleMy
3JIOKAQUECTBEeHHEM HOBOOOpa30BaHMEeM, IJIA JIedeHMS 3JI0KaueCTBEHHOT'O
HOBOOOpasoOBaHUA. Habop BKJIOUAET : (1) Openapart, comepXalui :
ABDNAZ, u (i1l1) MHCTPYKUMM IIO0 BHYTPMBEHHOMY BBeIeHMIO IIpelapaTa
ABDNAZ maumMeHTy, CTpalanleMy 3JI0KaueCTBEeHHEIM HOBOOOpasoOBaHMUEM,

OJIA JIedeHMA 3JIOKadveCTBEHHOTI'O HOBOO@paSOBaHMH, B COOTBeTCTBMM C



OV C aHHEIMU B HacToOAleM OOKYMEeHTe [polenypaMm, OnHMUM nus3
OIperMymecTs HSTOT0 Habopa ABJIfSeTCcd TO, UTO OH I[IpelocCTaBJIisgeT
npenapatT ABDNAZ, CroCOOHB OHICTPO BBOOUTHLCA IMalUMEeHTy IIyTeM
BHYTPMBEHHOTO MHQY3MM, He BH3HBAaA 3HaAUMTEJILHEIX O0JIel B MecTe
BBeIEeHUA.

[0012] [pyro¥ acrnekT u300peTeHMsS OTHOCUTCSA K Hadopy IJa4g
OEHICTPOTO BHYTPMBEHHOT'O BBelleHUs IpenapaTa ABDNAZ maluMeHTYy C
OOHOBPEMEHHOM MMHMMUI3ALUMel O0JIM B MeCTe MWHBEKLMUM, MWCIBTHBaeMOM
naurveHToM. HaGop BkIoyaeT: (1) npenapatT, colepxamwuit ABDNAZ, wu
(ii) wHMHCTPpYKUMM IO OHCTPOMY BHYTPMBEHHOMY BBeIeHMIO IIpelapaTa
ABDNAZ TmalMeHTy C OIHOBPEMeHHOW MUHMMM3allMel O60JIM B MecCcTe
VMHBEeKIVM, WCIBTHBaeMOV IIallMeHTOM, B COOTBETCTBMM C OIMCAHHBIMM B
HaCTOAlleM OOKYMEHTe IIpolelypaMu.

[IOOPOEHOE OIIMCAHUE

[0013] NzobpeTeHre OTHOCHUTCHA K  KOMIO3UUMAM WM Ccrocofam
BHYTPUBEHHOT'O BBEeIOEHMA 2-6pomM—-1- (3, 3-OUHUTpOa3eTUOIUH-1~—
W) 3TaHoHa (ABDNAZ), BkJwOUad IIpelapaTH, CcoIepXalle ayTOJIOTUUHY
LeJIbHYID KpOoBb M ABDNAZ, KOTOPHE MOXHO OBCTPO BBOIOUTE IallMEHTY
IyTeM BHYTPMBEHHOM MHOYy3MM. KoMIo3MLUMM M CHOCOOH ob0ecleurBamT
OOIIOJIHUTEJILHOE IIPpeMMyIlleCTBO, 3akjodUanleecd B TOM, UTO OHCTpOE
BBeIeHMe IpelapaTa He IOIPUMBOIUT K SBHaAUMTEJILHOM OO0JIM B MecTe
BHYTPUBEHHOM MHOY3UM IIOCJEe BBEIEHUA.

[0014] [lpenapaTH ABDNAZ comepxarT LIeJIbHY KPOBB
(MpednouyTUTEeJIbHO LeJIbHYI AYTOJIOTUUHYIO KpPOBbL) , ABDNAZ n
AHTUKOATYJISHT . Komriosuimm u CIIOCOOH OCOBEHHO [IOJIE3HE  OJIig
BBeIeHUA ABDNAZ nanumeHTy, CTpalawpleMy oT 3JIOKAUEeCTBEHHOTO
HOBOOOpaszoBaHudg. llpenapaTe ABDNAZ MOT'YT BBOIOUTLCHA BHYTPMBEHHO
nHalMeHTy CO CKOPOCTLI, HalpMMep, IO MeHbmel Mepe 5 wi/uac, 10
MmiI/yac, 30 wi/yac wmiam ¢ ©oJlee BHCOKOM CKOPOCTBI. BrCTpad
CKOPOCTE BBeleHMA YMeHbIIaeT BpPeMs, HeoOXOoIuMoe NOJsA BBeOeHUd
TepaleBTUUECKHU 30beKTUMBHOTO KoJIMUuecCcTBa ABDNAZ oJid JleueHunud
3JIOKAQUECTBEHHOTO HOBOOOpAasOBaHMSI, M MMeeT O0COObHe IIperMylleCTBa,
KOI'Ia IIalMeHTY HeOoOXOIMMO BBOIOUTEL OoJbliMe »Ho3kl ADBDNAZ B TeueHMe
TOTO Xe -OHA, KOoT'Da [aluMeHT IIoJiydaeT JyudeBYyKD Tepamuio. CIOCOOH
MOTYT OHITH OOIIOJIHUTEJILHO oXapakKTepU30BaHH faJiiaMm oo,

VCIHTHBAEMOM IIallMeHTOM B MeCcTe BBeIeHMA IOpenapaTa ABDNAZ, 1Ine



BaJine O0JIM, MWMCIHTHBAEMOM MHallMeHTOM, HeOoJblMe. Pa3JIMUHEE aCIeKTH
n300peTeHn V3JIOXEHEL B pasmeiax najee; OOHAaKoO aCIIEKTEH
n300peTeHra, ONMCaHHHE B OIOHOM KOHKPEeTHOM paslejie, He IOJIXKHE
OT'PaHNUMBaATLCA KaKUM-JIMOO KOHKPETHEM pasIelioM.

I. TEPANEBTUYECKME ME TOIH

[0015] 300peTeHre OTHOCKUTCA K  cHocofbaM BHYTPMBEHHOTO
BBEeOEeHUA 2-6pomM—-1- (3, 3-OMHUTPpOA3EeTUOMH-1-1JI) 3TaHOHAa (ABDNAZ) .
ST CHOCOOE IIO3BOJIAKT 0OoJiee OHCTPO BBOOUTE ABDNAZ DaUMEeHTY U
n3beraTk 3BHAUUTEJLHOM O0JM B MecTe BBeneHus ABDNAZ. PaszjMuHHE
OCODEeHHOCTM CIOCOOOB OIMCaHH B CJeOyllux pa3gejlax. Pa3nejH
PacCIloOJIOXeHE IJisa  ynofcTBa, UM MHOOpMauuMsda B OIOHOM pas3lejle He
OT'paHruUMBaeTCsa DTUM pas30ejioM, HO MOXeT I[IPUMEHATHLCSA K OPYIUM
pasnejiaM.

IlepBsi cnocob

[0016] OnuH ACIIeKT n300peTeHnus OTHOCUTCH K criocodby
BHYTPMBEHHOT'O BBeleHMA IpelapaTa ABDNAZ [auMeHTy, CcTpalanleMy
3JIOKaQUEeCTBEHHEM HOBOOOpa3OoBaHMeEM, IJA JeUeHMHI 3JI0OKaYeCTBEHHOT'O
HOBOOOpas3oBaHUA. Criocod BKJIOUAET BHYTPUBEHHOE BBeIOeHMe
HYXIOawnleMyC B 5TOM naumMeHTy TepalleBTUUYeCKU 30beKTUBHOTO
koJsiMuecTBa NIpenapaTa ABDNAZ, comepxalero LeJIbHYK KpoBL, ABDNAZ u
AHTUKOATYJIAHT, C LeJIbI0 JIeUeHMA 3JIOKaUeCTBEeHHOT'O HOBOOOpa30BaHUA.
MesibHad  KpPOBb, NpenrnouTmUTeJIbHO, npencrTaBJjigeT coBo¥  ULeJIbHY
Ay TOJIOTUUHYI KPOBLB.

[0017] Crioco6 MoxXeT OHTE OOMINOJIHUTEJIEHO OXapaKTepu30BaH
CKOPOCTBI, C KOTOpO¥ TalMeHTYy BHYTPMUBEHHO BBOOAT Ipelapar
ABDNAZ. B HeKOTOPHIX BapMaHTax OCyleCTBJIeHUA IIpelnapaT ABDNAZ
BHYTPMBEHHO BBOIAT MallMeHTY CO CKOPOCTBI IIO0 MeHbIlel Mepe 3
MiI/4yac. B HEKOTOPHX BapMaHTax OCymeCTBJIeHMa mnpenapaT ABDNAZ
BHYTPMBEHHO BBOIAT MallMeHTY CO CKOPOCTBIK IO MeHbIel wMepe b
MiI/4yac. B HEKOTOPHX BapMaHTax OCymeCcTBJIeHMa mpenapaT ABDNAZ
BBOOAT MMalMeHTy CO CKOPOCTBI M0 MeHbmel Mepe 10 mi/uyac.

[0018] OmHMM M3 MIPEMMYIECTE BHIIEYKas3aHHOTO crocoba HABJISeTCSH
TO, UYTO OH CYMEeCTBEeHHO YMeHbIlaeT KOJUUECTBO OOJIM, MCIHTHBAEMOM
nauMeHToM B MecTe BBeneHua ABDNAZ. COOTBETCTBEHHO, B HEKOTOPHX
BapMaHTax OCYIeCTBJIeHUA CIOCO0 XxXapaKTepusyeTcd TeM, UYTO OO0Jib,

MCIIHTEIBaeMad IIalMeHTOM B MeCTe BHYTPUMBEHHOI'O BBEeIOEHMA IIpellapaTa



ABDNAZ, BE3BaHHasa BHYTPMBEHHEIM BBeIOeHMeM IpenapaTa ABDNAZ, He
Bojilee 2 OajuioB. B HEKOTOPHX BapMaHTax OCyleCTBJIeHMAa OO0Jib,
VCIIEITEIBaeMasa IIallMeHTOM B MeCTe BHYTPUBEHHOTO BBelOeHMA IIpelaparTa
ABDNAZ, BE3BaHHasa BHYTPMBEHHEIM BBeIOeHMeM IIpenapaTa ABDNAZ, He
Bojiee 1 Oasuia.

Bropox crnocob

[0019] OpyTol aclekT mu300peTeHMsS OTHOCUTCS K CIocody
BHYTPUBEHHOTO BBeneHUA NpemnapaTa ABDNAZ nalMeHTY C OINHOBPEMeHHOM
MMHMMMBalMe ©60JiM B MeCcTe MHBEKIWM, MCHOHTHBAEeMOW I[allMeHTOM.
CriocoB BKJOUAET BHYTPMBEHHOE BBEeINEeHMe IIallMeHTY CO CKOPOCTBI IIO
MeHbIe Mepe 3 MiI/yac nOpenapata ABDNAZ, comepxamero LeJbHY
KpoBEL, ABDNAZ ¥ aHTUKOATVYJIAHT, TIOe OOJb, MWCIHTHEBaeMasd DallMeHTOM
B MeCcTe BHYTPMBEHHOT'O BBeIeHMA IIpelapaTa ABDNAZ, BEI3BAaHHAasA
BHYTPMEBEHHEM BBelleHUeM IIpenapaTa ABDNAZ, He O0ojiee 2 0Oajuioe. B
HEeKOTOPHEX BapMaHTax OCYIecTBJIeHMAa IpenapaT ABDNAZ BHYTPUBEHHO
BBOOAT MNalMeHTy CO CKOPOCTBI 10 MeHbIel Mepe 5 mi/dac.

TpeTwy crnocob

[0020] Opyro acmnexT u3o0bpeTeHMI OTHOCUTCA K CIOCody
OBLICTPOT'O BHYTPMBEHHOI'O BBeIOeHMA IIpenapaTa ABDNAZ naumMeHTy C
OOHOBPEMEHHOM MMHMMM3AUMe OO0JIM B MeCTe MHBEKLMUM, MWCIHTHBAEMOM
nauueHToM. Crnocof BKJOUaAeT BHYTPMBEHHOE BBeIeHMe IalMeHTy CO
CKOPOCTBI IIO  MeHbllel  Mepe 10 M1/ 4ac npeniapaTa  ABDNAZ,
comepxamero LeJIbHYKD KpoBb, ABDNAZ M aHTUMKOAT'yJISHT, TIOe Oo0Jb,
VCIIEITEBaeMasa IIallMeHTOM B MeCTe BHYTPUBEHHOTO BBeIeHMA IIperapaTa
ABDNAZ, BE3BaHHasaA BHYTPMBEHHEM BBeleHMeM IIpeliapaTa ABDNAZ, He
BoJjiee 2 0OaJlJoOB.

[0021] OmHMM M3 MOIPEeMMYIEeCTE BHIIEYKas3aHHOTO crocoba 4gBJISeTCSH
TO, UTO OH CYIEeCTBEeHHO yMeHbllaeT KOJMUEeCTBO O00JIM, MCILHTHBAaEMON
rnaluMeHTOM B MecTe BieReneHud ARDNAZ. COOTBETCTBEHHO, B HEKOTOPEHX
BapMaHTax oOCYIeCTBJIEHUA CHoCcoO XapaKTepu3lyeTcsa TeM, uUTo OoJb,
VCIETHBaeMasa T[NallMeHTOM B MeCTe BHYTPUBEHHOTO BBelOeHUMA IIperapaTa
ABDNAZ, BE3BaHHasa BHYTPMBEHHEIM BBelOeHMeM IIpenapaTa ABDNAZ, He
Bojee 1 Oajuia.

[0022] B HEeKOTOPHX BapMaHTax OCYHMeCTBJIEHUA IIallMEHT cCTpalaeT
OT 3JIOKAUEeCTBEHHOTO HOBOOOpAasOBaHUA.

UeTBepTHH CIocob




[0023] Opyron acnekT wu300peTeHUd OTHOCUTCS K  CHOCOBY
BHYTPUBEHHOT'O BBeIeHHUA NpehnapaTa ABDNAZ nauMeHTY C OINHOBPEMEHHOMU
MUHMMMB3aUMey ©O6o0JiM B 2 MeCTe MHBEKUWM, MCIHTHBAeMOM IalleHTOM.
Criocof0 BKJOUAET BHYTPMBEHHOE BBeINeHMe IlallMeHTY CO CKOPOCTBK IIO
MeHbIel Mepe 3 wMiI/yac nOpenapata ABDNAZ, comepxamero ABDNAZ,
AHTUKOATYJISHT U IIpelapaT KpPOBM, BHOPAaHHEIM M3 TPYINH, BKJIOUAIEN
SPUTPOLMUTH, IJla3My KPOBM M LeJIbHYID KpOBb. Croco® MOXeT OHTH
OOIIOJIHUTEJIEHO oxXapaKTepMr3oBaH TeM, uTo BoJib, VCIIEITEIBaeMa g
nauMeHToM B MeCcTe BHYTPMBEHHOT'O BBeIOeHMd IIpelapaTta ABDNAZ,
BHI3BaHHAas BHYTPMBEHHEIM BBelleHMeM IpellapaTta ABDNAZ, He O0ojee 2
BajyioB. B HEeKOTOPHX BapMaHTax OCYIeCTBJIeHuda IIpenapaT ABDNAZ
BHYTPMBEHHO BBOIOAT MHallMeHTYy CO CKOPOCTBK IIO MeHbIer Mepe 5
MiI/4yac, WM 1o MeHbmer wMepe 10 miI/yac. B HEKOTOPHX BapMaHTax
OCyImeCTBJIeHUA IIpenapaT KpPpOBM MOpelcTaBIdgeT Cco00¥ B»PUTPOLUUTH. B
HEeKOTOPHX BapraHTax OCylleCTBJIeHMA  IIpenapaT ABDNAZ COOEPXUT
[IOITYJIALIMIO SPUTPOLUTOB, Hanpumep, npernapar ABDNAZ COOEPXUT
SPUTPOLIMTE B KOJMUECTBe I[I0 MeHbllel Mepe IOpuMepHo 2%, b%, 8%,
10%, 15%, 20%, 25%, 30%, 35%, 40% wmum 45% oT oObeMa IpenaparTa
ABDNAZ.

TunmudHsie XaAPAKTEePHUCTHKA 1epBoIr’o, BTOpPOI'O, Troersero A

YyerBepToro cnoco60B

[0024] Brlneyka3aHHEIE  CIIOCOOE MOT'YT  OHTEH, KpoMe  TOTO,
oXapaKTepM30BaHH OOIIOJIHUTEJILHEIMY XapaKTepUcTHUKaMu, TakKuMM Kak
CKOPOCTE MHQY 31U penapara ABDNAZ, KOHIeHTpaluuga  ABDNAZ B
npernapare ABDNAZ, BUIEL KOMIIOHEHTOB B npernapare ABDNAZ,
KOJIMUECTBO LeJIbHOM KpOBM B IIpenapaTe ABDNAZ, o6beM IIpenapaTa
ABDNAZ, BBOOMMOI'O IIallMeHTY, M IpyI'Me XapaKTepUCTUKM, KakK OIMCaHO
DoJiee TIOOPOOHO HUXE.

CxopocTr MHOYyBMM IpernapaTa ABDNAZ

[0025] Criocot MoxeT OHTEL OONOJIHUTEJILHO OXapaKTepu30BaH
CKOPOCTEIO, c KOTOpPOMN npernapar ABDNAZ BBOOAT HaluMeHTy .
COOTBETCTBEHHO, B HEKOTOPHX BapMaHTax OCYUIeCTRJIeHMAa IIpelapaT
ABDNAZ BHYTPMBEHHO BBOIAT IIallMeHTYy CO CKOPOCTBI II0 MeHLIeM Mepe
30 Mi/d¥ac. B HeKOTOPHX BapMaHTax OCYMeCcTBJIeHMd npernapaT ABDNAZ
BHYTPUBEHHO BBOIOAT I[alMEeHTYy CO CKOPOCTBI IIO MeHblleM Mepe 60

MiI/4yac. B HEKOTOPHX BapMaHTax OCymecTBJIeHMs IOpenapaT ABDNAZ



BHYTPMBEHHO BBOIOAT IIallMEHTY CO CKOPOCTBI IO MeHbler wMepe 90
MiI/4yac. B HEKOTOPHX BapMaHTax OCYymeCTBJIeHMd mOpenapaT ABDNAZ
BHYTPMBEHHO BBOIOAT IIallMeHTY CO CKOPOCTBI IIO MeHbIey Mepe 120
MiI/4yac. B eme IpyTMx BapMaHTax OCYMeCTBJIeHMA mOpenapaT ABDNAZ
BHYTPMBEHHO BBOIAT IIallMeHTY CO CKOPOCTLIO IIO MeHblel Mepe 150
mii/uyac, 180 wi/yac, 210 wi/yuac, 240 win/yuac, 270 wi/gac, 300
mi/dac, 330 wMi/yac, wim 360 wMiI/dyac. B eme OpyI'MxX BapuaHTax
oCcylleCcTBJIeHMUA IpenapaT ABDNAZ BBOOAT BHYTPUBEHHO IIallMEHTY CO
CKOPOCTBIO B mOMarnaszsoHe oOT okoJjo 100 mia/uac mo okojo 150 mi/uac,
oT okoJio 150 mii/yuac mo okoJo 200 miu/uac, oT okojo 180 mi/uac mo
okoJio 220 wia/uac, oT okojo 200 wia/dvac mo okoJio 250 wmi/uac, oT
okoJio 250 w™ii/uac mo okoJio 300 wmi/uac, oT oOkoJio 275 wi/4yac no
OKOJIO 325 mir/yac mym oT okoJo 300 mu/yac mo okoJjio 350 mi/uac.

Kouueunrpanyusa ABDNAZ B npemnapaTe ABDNAZ

[0026] Criocot MoxeT OHTEL OONOJHUTEJILHO OXapaKTepu30BaH
KOHULeHTpauuen ABDNAZ B TIpehapaTe ABDNAZ. COOTBETCTBEHHO, B
HEeKOTOPHX BapraHTax OCylleCcTBJIeHMA  IIpenapaT ABDNAZ COOEPXUT
ABDNAZ B KOHIEHTpaluuy IO MeHbmel wMepe 10 MxT/MiI. B HEKOTOPHIX
BapMaHTax OCYIeCTBJIeHMa IpenapaT ABDNAZ comepxuT ABDNAZ B
KOHILEHTpaluuy IO MeHbmey Mepe 20 MKI'/MI. B HEKOTOPHX BapMaHTax
ocylecTBJIeHMA IpenapaT ABDNAZ comepxmuT ABDNAZ B KOHIUEHTpaLMM IIO
MeHbmer Mepe 50 wMKT/MiI. B HEKOTOPHIX BapMaHTax OCYIeCTBIIEHUS
npenapaT ABDNAZ comepxuT ABDNAZ B KOHUEHTpalMM II0 MeHBIIeV Mepe
100 MxT/MiI. B HEKOTOPHIX BapMaHTax OCYMeCTBJIeHUs OpernapaT ABDNAZ
comepxuT ABDNAZ B KOHIEHTpalMM II0 MeHbmeld Mepe 150 wmxr/mi. B
HEeKOTOPHX BapraHTax OCYIeCTBJICHUA npenapar ABDNAZ COOEPXUT
ABDNAZ B KOHIIEHTpalMM B OralasoHe OT OkoJjio 10 MKT/MiI mo okoJjio 1
MT'/MJI. B HeKOTOpPHX BapMaHTax OCYIeCcTBJIeHMA IpernapaT ABDNAZ
comepxuT ABDNAZ B KOHIEHTpAlMM B OMarnas3OoHe OT OKoJIo 10 MKT/MI 1o
okojsjo 0,5 w™Mr/myi. B HEKOTOPHIX BapMaHTax OCYMeCTBJIEHUS I[Ipernapar
ABDNAZ conepxuT ABDNAZ B KOHLEHTpaluM B IOualasoHe oT OokoJo 10
MKT/MJI OO0 OKoJIO 250 MKI/MI. B HEKOTOPHX BapraHTax OCYMeCTBJIEeHWUS
npenapaTtT ABDNAZ copepxuT ABDNAZ B KOHLEHTpalMM B IOMallasOHe OT
okojio 20 wMkr/Min pmo okojyio 200 MKT/MI. B  HEKOTOPHX BapMaHTax
ocymecTBJIeHUA IpenapaT ABDNAZ colepxuT ABDNAZ B KOHIEHTpaluM B

nrarasoHe oT okoJio 200 MKr/Mi no okoJjio 750 MxT/Mi. B HEKOTOPHX
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BapMaHTax OCYIeCTBJIeHUA IpenapaT ABDNAZ comepxuT ABDNAZ B
KOHIIeHTpaluMM B »OualnasoHe oT okxoJjio 200 wMrr/mMi  mo okoJjio 400
MKIT'/MJI, oOT okoJo 400 MKI/MI »Jo okojo 600 MKTD/MiI, oT okojsio 500
MKT/MJI 0O oOkoJio 700 MKID/MI MM oT okoJjo 600 Mxr/Mi mo okoJjio 700
MKT/MJI.

[IpuMepH OoJjlee KOHKPETHHX IIpernapaToB ABDNAZ

[0027] IIpumeps Oo0Jiee KOHKPEeTHHX IpenapaTos ABDNAZ, KOTOPHE
MOTYT OHITH MCIIOJIE 30BaHH B criocobax, BKJIOUAT, HalpuMep,
rnpernapatTs, coIepXxalue LeJIbHYID Kpokb, ABDNAZ, aHTUKOATYJIAHT WU,
HeoB43aTeJIbHO, OIIHO VI HEeCKOJIbKUX nus CJIEeOYIOMNX & BOIA,
NOJIMBTUIIEHTJIMKOJIE U N, N-OuMeTmialeTaMrI. B HEKOTOPHX BapMaHTax
ocymecTBJIeHMA InpernapaT ABRDNAZ COCTOMT M3 LeJIbHOW KpoBM, ABDNAZ wu
AHTHUKOATYJISHTa. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIEHUSA IIpernaparT
ABDNAZ COCTOMT U3 LeJIbHOM KpPOBHU, ABDNAZ, AHTUKOAIyJIAHTa u,
HeoOd3aTeJILHO, OOHOTO WJIN HEeCKOJIbKUX nus CJIeOYIOMNX & BOIA,
NOJIMATUIIEHTJIMKOJIE ¥ N, N-guMeTmiaueTaMrI. B HEKOTOPHX BapMaHTax
oCcymecTBJIeHMA IpenapaT ABDNAZ CcoOCTOMT M3 lLeJbHOM KpoBM, ABDNAZ,
aHTHUKOATYJIAHTA U, HeoO43aTeJILHO, OOHOTO WJIM  HECKOJIBKMX U3
CJIeOYIOMNX & BOIAa, [IOJIUB TUIIEHTJIMKOJIb Cco CpeInHe-—UMCJIOBOM
MOJIEKYJISPHOM MaccoM B IOManasoHe oT okojo 200 r/Mojis mo okoJjio 600
T/MOJIb u N, N-ouMeTHIaueTaMmun. B HEKOTOPEIX BapMaHTax
ocymecTBJIeHUA IpenapaT ABDNAZ cocTouT M3 IleJbHOM KpoBMu, ABDNAZ,
aHTUKOATYJISHTA, BOIH, [IOJIUD TUJIEHTJIMKOJI A co CpeInHe-UMCIJIOBOM
MOJIEKYJISPHOM MaccoM B IOMalasoHe oT okojo 200 17/Mojs mo okoJjio 600
T'/MOJIb u N, N-guMeTHJIalleTaMUma . B HEKOTOPHIX BapMaHTax
ocymecTBJIeHMa TIpenapaT ABDNAZ CcoCTOMT M3 LeJIbHOM KpoBMu, ABDNAZ,
aHTHUKOAITyJISHTa U, HeoO43aTeJILHO, OOHOTO WJIM  HECKOJIBKUX U3
CJIEeOYIOMNX & BOIa, [IOJIUB TUIIEHTJIMKOJIb Cco CpeInHe-UMCJIOBOM
MOJIEKYJISPHOM Maccoi mnpuMmepHo 400 r/Mosib M N, N-IuUMeTMIaleTaMrI. B
HEeKOTOPHX BapMaHTax OCyIecTBJIeHVd IIpenapaT ABDNAZ COCTOUT U3
1IeJIbHOM KpoBM, ABDNAZ, aHTHUKOATVJIAHTA, BOOH, [IOJIUSTUIECHTJINKOJIA
CO CpeIHe-UMCJIOBOM MOJIEKYJIAPHOM Maccol npumepHo 400 1/Moab U
N, N-guMeTHJIaueTaMmoa .

AHTUKOATYJISHT

[0028] Criocot MoxeT OHTL OONOJHUTEJILHO OXapaKTepu30BaH

BMIOOM I/I/MJ'H/I KOJIMYeCTBOM AHTHMKOaITyJIAHTA . COOTBETCTBEHHO, B
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HEeKOTOPHX BapMaHTax OCYWMEeCTBJIeHUSA  aHTUKOAaTyJIAHT  COCTOUT U3
OOHOTO WMJIM HECKOJIBKMX M3 CIelyIMX: TDellapMH M LUTpaTHad CoJib. B
HEKOTOPHX BapMaHTax OCYyWeCTBJIEHNA AHTUKOATYJIAHTOM  ABJIAeTCHA
pacTBOp, CoIepXaluM LUTPpaTHYI COJIb MeJIOUHOTO MeTalljla, IeKCTpo3y,
M BOOY. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMA  aHTUKOAT'YJIAHT
npencraBJieH B IpenapaTe ABDNAZ B KOJUUECTBe B Oualla3oHe OT OKOJIO
0,1% w™Mac./Mac. @mo oOkoJo 15% wmac./Mac. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHMA AaHTUKOATYJIAHT IIpelCcTaBJieH B IpeliapaTe ABDNAZ B
KOJIMUeCTBe B IOMalas0He OT OKoJo 1% wMac./mMac. mo okoJjio 10%
Mac./Mac. B HeEKOTOPHIX BapMaHTax OCYIMEeCTBJIEHUS aHTUKOATYJISHT
npencTaBJIeH B IIpellapaTe ABDNAZ B KOJUUECTBEe B IOMAllasOHEe OT OKOJIO
2% mac./mac. mo okoJio 8% Mac./Mac.

KonmnuecTBO LIeNIBEHOM KPOBM B IpenapaTe ABDNAZ

[0029] Criocot MoxeT OHTEH OONOJIHUTEJILHO OXapaKTepu30BaH
KOJIMUECTBOM IIeJIbHOM KpPOBM B IpenapaTe ABDNAZ. COOTBETCTBEHHO, B
HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUA LeJjlbHass KPOBb COCTAaBJIAET IO
MeHbmer Mepe 30%  wMac./Mac. npenapara ABDNAZ. B  HeKOTOPHX
BapMaHTax OCYIeCTBJIeHUSA lieJIbHas KPOBL COCTAaBJISEeT IO MEHBIIEM Mepe
40% Mac./Mac. nopenapaTa ABDNAZ . B HEKOTOPHX BapMaHTax
OCyIeCTBJIeHUA LleJlbHasdg KPOBbL COCTaBJIAeT IO MeHblerm Mepe 50%
Mac./Mac. npenapaTa ABDNAZ. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS
l1eJIbHasd KPOBBL COCTAaBJISET II0 MeHblel Mepe 60% Mac./Mac. OpelnapaTa
ABDNAZ . B  HekKOTOpPHIX BapMaHTax OCYUIleCTBJIeHMA  LeJibHasg  KpPOBb
cocTaBJIgeT IO MeHbmel Mepe 75% wMac./mMac. nOpenapata ABDNAZ. B
HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA LieJlbHass KpPOBB COCTABJISAET IIO
MeHbmer Mepe 90% wMac./mac. npenapara ABDNAZ. B  HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHMa LeJlbHas KpPOBB COCTaBJIfAeT OT OKoJIo 60%
Mac./mMac. no okoJyio 99% wmac./mMac. npenapara ABDNAZ. B HEKOTOPHX
BapMaHTax OCYIeCTBJIeHMsa LeJlbHas KpPOBb COCTaBJIfAeT OT OkKoJio 70%
Mac./mMac. no okoJyio 95% wmac./mMac. mnpenapaTa ABDNAZ. B HeEKOTOPHX
BapMaHTax OCYIeCTBJIeHMsa LeJlbHas KpPOBb COCTAaBJIAeT OT OKOJIO 75%
Mac./mMac. no okoJyio 90% wmac./mMac. npernapaTa ABDNAZ. B HEKOTOPHX
BapMaHTax OCYyWeCTBJIeHMA B IIpenapaTe ABDNAZ COOepXUTCS OT OKOJIO 5
MJII OO OkoJio 10 M ULUeJlbHOM KpPpOBM, OT okoJjio 10 MiI mo okoJo 15 i
IeJIJbHOM KpPOBM B IpenapaTe ABDNAZ, oT okoJo 9 M mo okoJio 11 M

eJIJbHOM KpOBM B IpemhapaTe ABDNAZ, oT okojyio 10 min mo okoJjio 20 M
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IeJIJbHOM KpOBM B HOpemnapaTe ABDNAZ, oT okojyio 20 miu mo okojo 30 M
LIeJIJbHOM KpOBM B IOpehlapaTe ABDNAZ, oT okojyio 30 miu mo okojo 50 M
eJIJbHOM KpOBM B IOpemnapaTe ABDNAZ, oT okojyio 50 miu mo okxoJjo 70 M
IeJIJbHOM KpOBM B IOpelhapaTe ABDNAZ wmam oT okojio 70 myu mo oxkoJjio 90
MJI LeJIbHOM KpOBM B IpelapaTe ABDNAZ. B HeKOTOPHX BapuaHTax
OCylleCTBJIeHUA B IOpelapaTe ABDNAZ comepxmuTcsa oT okoJjo 90 M1 IO
okoJio 110 MJI ULUeJIbHOM KpPOBM. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUS
B Ipenapate ABDNAZ comepXmuTcsa OT OkoJo 95 miu mo okojo 105 wi
1IeJIJbHOM KpPOBM. B HEKOTOPHX BapuaHTax OCYMeCcTRBJIEHMS B IIpelapaTe
ABDNAZ comepxuTcsa okoJo 100 MJI LIeJIbHOM KPOBMU.

O6peM mpenapaTa ABDNAZ, BBOIOMMOI'O IALIMEHTY

[0030] Crioco®6 MoxeT OHTEH OONOJIHUTEJILHO OXapaKTepu30BaH
obweMoM TIpenapaTa ABDNAZ, BBOOMMOTO MHallMeHTy. COOTBETCTBEHHO, B
HEKOTOPEX BapMaHTax OCYIeCTBJIeHua OpenapaT ABDNAZ wumMeeT OOBLEM B
orarnasoHe OT oOkoJio 10 M mo okojio 200 M. B HEKOTOPHX BapMaHTax
ocylecTBJIeHNd IpenapaT ABDNAZ wuMmeeT o00BeM B »OMalla3oHe OT OKOJIO
10 M1 mo okoJio 15 mii, oT okoJio 15 My mo okoJjio 20 My, oT okoJio 20
MJII 0O OkoJio 30 My mamM OoT okoJio 30 M pmo okojio 50 MiI. B HEeKOTOPBIX
BapMaHTax ocCylleCcTBJIeHMA IOpenapaT ABDNAZ wuMeeT oOOBEeM B OMalla3oOHE
or okojo 50 w1 mo okojgo 200 M. B HEKOTOPEHX BapuaHTax
ocylecCcTBJIeHMA penapaT ABDNAZ wmMeeT o0O0BeM B IOMalas3oHe OT OKOJIO
75 wMi mo okoJjio 150 M. B  HeKOTOPHX BapMaHTax OCYIeCTBJIEHUS
npenapaT ABDNAZ wumMeeT o0OBeM B IOMuanas30oHe oOT okoJio 90 MJI OO OKOJIO
140 w™y. B HeKOTOPHX BapuaHTax OCYIEeCTBJIeHMsa IpelapaT ABDNAZ
nMeeT 0OBEM B IOManasoHe oT okojgo 100 mm pmo okxosio 140 wi. B
HEKOTOPEX BapMaHTax OCYLIeCTBJieHua OpelapaT ABDNAZ wumMeeT OOLeEM B
ouarnasoHe oT okoJio 100 My mo okoJio 120 mi.

BpeMeHHOM peXxuM BBeIOeHMSI HOpernapaTa ABDNAZ

[0031] Criocot MoxeT OHTEHL OONOJIHUTEJILHO OXapaKTepu30BaH
BpeMeHHEM PEXMMOM BBeIOCHUSA npemnapara ABDNAZ IIalMeHTy .
COOTBETCTBEHHO, B HEKOTOPHEX BapMaHTax OCYIEeCTBJIEHUA BHYTPUMBEHHOE
BBelleHUe IpelapaTa ABDNAZ HauMHaKLT He I[I03%Xe uYeM uYepe3 1 wuac
nocJjie IPUTOTOBJIeHUMA IpelnapaTa ABDNAZ. B HeKOTOPHX BapMaHTax
OCYIeCTBJIEHMSA BHYTPMUBEHHOe BBeleHMe IpenapaTa ABDNAZ HauMHAT HE
rosgHee 30 MMHYT IOCJIe IIPpMT'OTOBJIeHMA IpelapaTa ABDNAZ. B

HEeKOTOPRIX BapMMaHTax OoCymeCTBJIJIEHNMA BHYTPVMBEHHOE BBeIlcHN1e
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npenapaTa ABDNAZ HauMHAKRT He II03Xe uYeM dYepe3 20 MMHYT I[IOCJE
NPUTOTOBJICHN A Ipenapara ABDNAZ . B HEKOTOPHX BapMaHTax
OCYIeCTBJIEHMSA BHYTPUBEHHOE BBeIOeHMe IpenapaTa ABDNAZ 3aBepmaloT
He TIIO3OHee UeM uepes IIPMMEPHO 6 YacoB IIOCJe IIPUIOTOBJIEHUA
npenapaTa ABDNAZ . B HEeKOTOPHX BapraHTax OCyIeCTBJIEHUA
BHYTPMBEHHOEe BBeleHMe IpelnapaTa ABDNAZ sabBepmalT He I[IO030Hee UeM
uepes IPMMEPHO 4 UYaca I[IOoCJe NPUIOTOBJIeHMA NpenapaTa ABDNAZ.

NonyuyeHMe LIeNIBHOM KPOBM IJIsT NIpenapaTa ABDNAZ

[0032] Cmnoco6, Heobdaz3aTesJIbHO, MOXeT, KpoMe TOI'O, BKJIOUATH
[IOJIyYEeHNE AJIMKBOTEL 1eJILHOM KPOEBU N4 nauyeHTa, u 3aTeM
MCIOJIb30BaHre YyKa3aHHOW aJIMKBOTH IJIA IIOJIyUdeHMs IpenapaTa ABDNAZ
I0JI9d BBeIeHUS MallMeHTY.

JlokanmuBauyss BHYTPUMBEHHOI'O BBEISHUS

[0033] Criocot MoxeT OHTEHL OONOJIHUTEJILHO OXapaKTepu30BaH
JoKalusaumuen BHYTPUBEHHOTI'O BBEIEHNSA nalumMeHTy . B HEKOTOPHX
BapMaHTax OCYMeCTRBJIEHMS BHYTPMBEHHOEe BBeIeHMe IIpelCTaBJIAeT cobomn
LeHTpaJlbHOe BHYTPUBEHHOE BBeleHUE . B HEKOTOPHIX BapMaHTax
OCYIeCTBJIEHUA BHYTPUBEHHOE BBeleHNe npencraBjgeT cobon
neprdpeprnueCcKoe BHYTPUBEHHOE BBeIcHME.

Josa BBOOUMMOIT'O ABDNAZ

[0034] IlpumMeph OO3UPOBAHHHX KOJMUeCcTB ABDNAZ OpencTaBJIeHH B
BMIe KoJMuecTBa MWIIMI'paMM ABDNAZ, KOTOPHE BBOOATCA IIalMEeHTY B
3aBUCUMOCTM OT ILJIOMAINM IIOBEPXHOCTM IIallMeHTa, W3MepeHHOM B M2. B
HEKOTOPHX BapMraHTax OCyleCTBJIeHN A mo=za ABDNAZ, BBOIOVMAA
HalLuMeHTy, CcOCTaBJigeT OT OKoJIo 1 MID'/M? OO OKOJIO 2 MI'/M?2, OT OKOJIO
2 Mr/mM?2 mo okoJio 4 Mr/m2?2, orT okoJio 4 Mr/MZ2 OO OKOJIO 6 MI'/MZ, OT
OKOJIO 6 MI'/M? 0O OKOoJIO 8 Mr/M?, oT OkKoJio 8 wMr/mM? mo okoJjo 10
Mr/m2, or okoJio 10 mMr/m? pmo okoJsio 12 Mr/m2, oOT OKOJIO 12 Mr/M? mo
okoJio 14 mMr/M?2, oT okoJyio 14 Mr/mM2 mo oOkKoJIO 16 Mr/mM2, OT OKOJIO 16
Mr/mM2 po okoJio 18 mr/m2, or okoJsio 18 Mr/mM2 pmo okoJio 20 mr/m2, or
okoJjio 20 Mr/m2 mo okoJjio 25 Mr/mM2, oT okoJio 25 Mr/M2 mo okoJio 30
Mr/m2, or okoJsio 30 mMr/m? pmo okoJsio 35 Mr/m2, oT okoJio 35 Mr/m? mo
okoJio 40 mMr/M?2, oT okoyio 40 MmMr/mM2 mo okoJio 45 mr/m2, or okoJio 45
Mr/mM2 po okoJio 50 mr/m2, or okoJsio 50 Mr/M?2 mo okoJsio 60 Mr/mM2 mim

oT okoJio 60 Mr/mM?2 mo okoJyio 75 mMr/m2.
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[0035] Iosa ABDNAZ, BBOOMMOTO rnalumMeHTy, MOXET OBITH
OOIIOJIHUTEJIEHO OXapakKTepus30oBaHa Kak KoJimuecTBoM ABDNAZ, Tak u
MeTOIOM OOCTaBKM, Takom Kak BHYTPMBEHHAI MHQY3UA.
COOTBETCTBEHHO, B HEKOTOPHX BapMaHTax OCVYIIEeCTBJIEHMAI KaXIyin IO3Yy
penapara, comepxamero ABDNAZ, BBOIOAT naluMeHTy nyTeM
BHYTPUBEHHOMN UHOY3UM, IpenocTraBiiaAa ABDNAZ B KOoJIMUueCcTBe B
IrarnasoHe OT okoJjo 1 wMr/mM2 pmo okojo 90 wMr/mM2. B HEeKOTOPHX
BapMaHTax OCYyLIeCTBJIEHU I Kaxoyin IOo3y IIpernapara, comepxamero
ABDNAZ, BBOIAT IallMeHTyY IIYTeM BHYTPMBEHHOV MHOY3UM, OpeloCTaBJIas
ABDNAZ B KOJIMUeCTBe B [Oxalas3oHe oOT OoKoJio 1 Mr/M2 pmo okoJjio 10
MT/M2. B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIeHMS KaxIyl HO3y Ipernapara,
comepxamero ABDNAZ, BBOOAT I[IallMeHTY IIYTeM BHYTPUBEHHOM MUHOY3UM,
npenocraBisgs ABDNAZ B KOJMUECTBe B OMalasz3oHe OT OKoJio 1 Mr/M2 1o
OKOJIO 2,5 MI/M?2. B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUS KaxXOyln IO3Y
periapara, comepxamero ABDNAZ, BBOIOAT alumeHTy Iy TeM
BHYTPUBEHHOMN MHOY3UM, openocTaBjiada ABDNAZ B KOJIMUEeCTRBE B
oMamnasoHe OT OokoJo 2,5 wMr/M2 pmo okojo 5 wMr/mM2. B HeKOTOPHX
BapmMaHTax OCylleCTBJIeHN I Kaxnoyn IODos3y IIpellapara, comepxamero
ABDNAZ, BBOIAT I[IallMeHTyY IIYTeM BHYTPMBEHHOW MHOY3MM, OpeloCTaBJIgA
ABDNAZ B KOJIMUECTBe B [OManasoHe oT OokoJjio 5 wMr/mM2 pmo okoJjio 10
MI'/M?2. B HEKOTOPHX BapMaHTax OCYmeCTBJIeHMS KaxIyln IOo3y IIpelapara,
comepxamero ABDNAZ, BBOIAT MalMeHTy IMIyTeM BHYTPUMBEHHOW WMHOY3IUU,
npenocrapyigs ABDNAZ B KOJMUECTBe B OualasoHe OT OKoJio 5 Mr/mM2 mo
OKOJIO 7 Mr/mM2. B HEKOTOPHX BapraHTax OCYIEeCTBJIeHMS KaxXIyio IO3Y
periaparTa, comepxamero ABDNAZ, BBOIOAT alumeHTy Iy TeM
BHYTPUBEHHOMU MHOY3UM, IpenocTaByiaga ABDNAZ B KOJIMUeCcTBe B
InrarnasoHe OT OKoJo 8 wMr/m?2 pmo okojo 9 wMr/m2. B HEKOTOPHX
BapmMaHTax OCylleCTBJIEHU I Kaxoyn ODo3y IIperapara, comepxamero
ABDNAZ, BBOIAT IIallMeHTy IIYTeM BHYTPMBEHHOW MHOY3UM, OpeloCTaBJIaAd
ABDNAZ B KOJMUECTBE B »OualasoHe oT okoJsio 10 mMr/mM2 mo okoJjio 20
MT/M?2. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMS KaxIyl OO3y Ipelapara,
comepxamero ABDNAZ, BBOOAT I[IallMeHTy IIYTeM BHYTPUBEHHOM MWHQY3UM,
npenocraByigs ABDNAZ B KOJIMUECTBEe B OMalnaszoHe OT OKoJio 1 Mr/mM2 mo
okoJjgio 1,5 mMr/m2, or okojyio 1,5 Mr/M2 mo okoJo 2 MI'/MZ, OT OKOJIO 2
Mr/mM2 mo okoJio 2,5 MmMr/m2, or okoJo 2,5 Mr/MZ mo OKOJIO 3 MI'/MZ2, OT

okoJio 3 Mr/mM? mo okoJsio 3,5 mMr/m2, ot okoJsio 3,5 mMr/mM2 mo okoJo 4
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Mr/m?2, oT okoJio 4 Mr/MZ2 mo okosio 4,5 Mr/MZ, oT okoJio 4,5 Mr/mM2 mo
okoJio 5 mMr/mM2%2, orT okojgo 5 Mr/m? mo okxoJsio 5,5 mMr/m?, or okojio 5,5
MI'/M2 O OKOJIO 6 MI'/M2, OT OKOJIO 6 MI'/M2 IO OKOJIO 6,5 MI/M2, OT
OKOJIO 6,5 mMr/mM2 mo okoJio 7 M /M2, oT OkKoJIO 7 MI'/M?Z2 mo okoJio 7,5
M /M2, oT okoJio 7,5 Mr/mM2 pmo oxosio 8 Mr/mM2, oT oOKoJIO 8 MI'/M2Z mo
okoJio 8,5 Mr/m?2, orT okoJyio 8,5 mMr/mM2 pmo okoJio 9 Mr/m2, or okoJio 9
MI'/M?2 go okoJio 9,5 Mr/M2, oT okoJio 9,5 Mr/mM? mo okoJsio 10 MmMr/M2, OT
okoJio 10 Mr/m2 mo okoJyio 12 mr/m2?2, oT okoJio 12 MmMr/mM? pmo okoJio 14
MI' /M2, OT OKOJIO 14 Mr/mM? Jo OKOJIO 16 MI'/M2, OT OKOJIO 16 MI/M? 1o
okoJio 18 mMr/mM?, oT okoJsio 18 mr/m2 mo okosio 20 MmMr/m2, or okojo 20
MU /M2 OO OkKoJIo 25 Mmr/m2, oT okoJio 25 Mr/mM?2 pmo okoJio 30 mMr/m2, or
okoJjio 30 Mr/m2 mo okoJsio 35 mMr/m2, orT okoJsio 35 Mr/M2 mo okoJio 40
M /M2, or okoJsio 40 mMr/mM2 mo okojo 45 MI/M2 MM OT OKoJio 45 mMr/mM2
0o okoJio 50 wMr/mM2. B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUS KaxOyo
nos3y IIpelapara, comepxamero ABDNAZ, BBOIOAT aluveHTy IIYyTeM
BHYTPUBEHHOMN MHOY3UM, openocTaBjiada ABDNAZ B KOJIMUEeCTRBE B
oMamnasoHe OT OKOJIO 3 MI'/M?2 mo OKOJIO 8 MIT/MZ2.

[0036] B ©OoJiee KOHKPETHHX BapMaHTaxX OCYIECTBJIEHUA KaXIyo
nos3y Ipeliapara, comepxamero ABDNAZ, BBOIOAT NauMeHTy IIyTeM
BHYTPMBEHHOM MHOYy3MM, NOpenocTaBsgsga ABDNAZ B KOJMUECTBE OKOJIO
1,25 w™Mr/m2. B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHUS KaxOyiln IO3Y
Npenapara, comepxamero ABDNAZ, BBOIOAT nauMeHTy nyTeM
BHYTPMBEHHOM MHOY3UM, OpenmocTarjyigsa ABDNAZ B KoOJMUeCTBe OKOJO 2,5
MT'/M?. B HEKOTOPHX BapMaHTaxX OCYIeCTBJIeHMA Kaxiyl Ho3y lIpernapara,
comepxamero ABDNAZ, BBOOAT I[IallMeHTY IIYTeM BHYTPMBEHHOM MUHQY3IUM,
npenocraByisgs ABDNAZ B KOJMUECTBE OKOJO 5 wMr/m?. B HEeKOTOPHX
BapMaHTax OCYIMEeCTRBJIEHMS KaxIyln »OOo3y Ipeldapara, comepXxameTro
ABDNAZ, BBOIAT IIallMeHTy IIYTeM BHYTPMBEHHOW MHOY3UM, OpeloCTaBJIas
ABDNAZ B KOJIMUeCTBe OKoJIO 8,4 wMr/mM2. B HeKOTOPHX BapMaHTax
OCYIIeCTRJIEHMA KaxXxOyl OO3Y IpellapaTa, comepxamero ABDNAZ, BBOIOAT
nauMeHTy OyTeM BHYTPUBEHHOM MHOY3UM, npenocrapjaga ABDNAZ B
KOJIMYeCcTBe OKoJio 1 Mr/m?, okxoJsio 1,5 mMr/m2, okoJIo 2 MI'/M?2, OKOJIO
Mr/m2, okoJio 3,5 mMr/m2, okoJjio 4 Mr/M2, OKOJIO

2,5 Mr/M2, OKOJIO

Mr/m2, okoJio 7,5 Mr/m2, oOkKoJIO 8 MI'/M2, OKOJIO

3

4,5 Mr/mM?2, okxoyio 5 mMr/mM2, okoJio 5,5 MD/MZ, OKOJIO 6 MI'/M2, OKOJIO
6,5 Mr/m2, oxkoJo 7
9

8,5 MT/M2, OKOJIO Mr/m?2, okoJo 9,5 Mr/m2, okoJsio 10 MT/M2, OKOJIO
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12 mr/m2, okoJjio 14 Mr/m2, okoJio 16 MI/M?2, okojio 18 mr/m?, okojo 20
Mr /M2, okoJio 25 mMr/m?, okoJsio 30 wMr/m?, okojo 35 Mr/m2, okojo 40
M /M2, okoJio 45 MT/M2 M oKoJiIo 50 mMI/MZ2.

Mepa 6oiM Ha ydYaCTKe BHYTPUBEHHOI'O BBEeIEHUS

[0037] Cnoco6 wMoxeT OBTH IOOIOJHUTEJBHO OXapaKTepu30BaH
60oJIbI0, MCIHTHBaeMOM IallMeHTOM B MeCTe BHYTPMBEHHOTO BBeIOeHUS
npenapaTa ABDNAZ, BHB3BaHHOM BHYTPUMBEHHEIM BBeleHMeM IIpelapaTa
ABDNAZ . COOTBETCTBEHHO, B HEKOTOPEX BapMraHTax OCYIeCTBJIEHUAI
O0JIb, MCHOHTHBaeMasa IIalMeHTOM B MeCTe BHYTPUBEHHOT'O BBEIOEHUI
npenapaTa ABDNAZ, BHE3BaHHad BHYTPMBEHHEIM BBeIOeHMeEM IIpeliapaTa
ABDNAZ, He 0OoJjee 2 0OaJlJIOB. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
©0JIb, MCHOHTHBaeMasa IIalMeHTOM B MeCTe BHYTPUBEHHOT'O BBEINEHUI
npenapaTa ABDNAZ, BHE3BaHHasd BHYTPUBEHHBM BBeIeHMEM IIpelapaTa
ABRDNAZ, He 0OoJjiee 1 OaJila. BajibHasg mKaJa OJSA OLEeHKM OO0JIM M3BeCTHAa
B IaHHOM 0O0JlacTM TexXHUKM U KoJjebjiercs oT O mo 5, HOpM 5TOM HOJb
O3HauvaeT OTCYyTCTBMe OoJM, M NATE O3HauvaeT UHTEHCUBHYD OOJb.

OBmee omnmcaHue OoOJiM B OajlaX NpMUMBeIeHO B Tabjuile HWXE.

Bone B Bannax Ofimee omnmcaxHue

HeTr 6SoJm

EnoBa 3amMeTHasa 0o0JIb

Ciiabasg ©oJIb

YMepeHHasd OO0JIb

S Wl DD PO

BecbMa OOJIE3HEHHO

VMHTeHCHMBHag O0JIb, KOTOPYK OUEeHb TPYIHO

BEIOEPXaTbE B TeUeHNe BoJyee b MMHYT.

Bung 3BJIOKAUYEeCTBEHHOI'O HOBOOOpaBOBaHMS

[0038] Korma mnpenapaT ABDNAZ BBOOMTCHA IalMeHTY, CTpalalleMy
3JIOKAUECTBEHHEM HOBOOOpa30BaHMEM, NIJA JedeHMHa 3JI0OKadeCTBEHHOTO
HOBOOOpAa30OBaHMA, CIOCOD MOXeT OHTL IJONOJIHUTEJIBHO OXapaKTepu30BaH
BMIOM 3JIOKAUeCTBEHHOT'O HOBOOOpaszOoBaHMA, IIOOBEpPI'aeMOoT0 JIeUeHUD.
HamprMep, B HEeKOTOPHX BapMaHTax OCYIECTBJIEHMA 3JIOKAaUeCTBEeHHOE
HOBOODpa30oBaHMe MOpelcTaBJgeT coOoM COJUIHVID OINYXOJb. B HEeKOTOPHX
BapMaHTax OCYIIECTBJIEHUN A 3JIOKAUYECTBEHHOE HOBOOOpa3oBaHue
opencraBygeT cobo¥ paK TOJOBHOTO MO3Ta, Pak MOUeBOTO IIy3HPS, Pak

MOJIOUHOM XKeJIe3H, pPakK menKm MaTKlM, XOJIaHTVMOKaplUMHOMY, PpPak TOJICTOM
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KMIIKY, KOJIOPeKTaJIbHHM pak, pak DHIOIOMEeTpHMA, pakK IIMIeBoHa, pak
JIeTKMUX, Ppak IedeHM, MeJlaHOMYy, pak SAWMUHUKOB, pak IOIKEeJIIyOOUHOM
XKeJIe3H, pak IIpelCcTaTeJIbHOM XeJle3H, pakK OIpAMOM KMIKM, pak II04YKMU,
pak XeJjlyokKa, TeCTUKYJIAPHHY pak WIKM pak MaTKM. B HeKOTOPHX
BapmaHTax OCYIeCTBJIEHN A 3JI0KaueCTBEeHHOE HOBOOOpas30BaHMUE
IpencrTaBjsgeT coBoM pakK TOJIOBHOTO MO3Ta. B HEeKOTOPHX BapMaHTax
OCyIeCcTBJIEHUA 3JIOKaueCTBEeHHOe HOBOOOpa30BaHMe IpelcTaBJjseT cobomn
KOJIOPEeKTaJIb HEM pakx. B HEKOTOPHIX BapmaHTax OCyIEeCTBJIEHU S
3JIOKaueCTBEeHHOe HOBOOOpa30oRaHue opencraBJsgeT cobon
XOJIAHTUMOKAPLMHOMY MJIM pPak JIeTKUX.

[0039] B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS 3JIOKadeCTBeHHOE
HOBOOOpasOBaHMe TIIpedcTaBJIgeT coboM pak Jerkux. B  HEKOTOPHX
BapMaHTax OCyWeCTBJIEHUSI pax JIETKUX IpencTaBjisaeT cobon
MEJIKOKJIETOUHEM pPakK JIeTKMX. B HEKOTOPHX BapMaHTax OCYyMeCTBJIEHUS
pak I[OpelcTaBJIgeT COoOOM HeMeJIKOKJIETOUHHM pak JIeTKMX. B HeKOTOPHX
BapuaHTax OCYIEeCTBJIEHN A 3JI0KaueCTBeHHOE HOBOODOpas3oBaHue
opeICcTaBJIgeT COOOM JIeMko3 WiIXM JuMOOMy. B HEeKOTOPHX BapMaHTax
OCyIEeCTBJIeHUA 3JIOKaUeCTBEeHHOEe HOBOOOpa30BaHMEe IpeIACTaBJiAeT cobomn
B-xjieTouHad JUMOOMY MM HEXOIKKMHCKYH JMMOOMY .

[0040] HOTIIOJIHUTeJIb HEE [IPMME DB 3JI0KaYeCTBEHHEIX
HOBOOOpAROBaHMUM, I[OIOBepTlaeMHX JeUeHU, BKJIOUAT, HalpuMep, pak
MOUEeBOTO IIy3HpPS, pPak MOJIOUHOM XKeJjie3h, pak [IelKu MaTKK, pak
TOJICTOM KMIKM, KOJOPeKTaJIbHEM pak, pak BSHIOMEeTPpMSa, pak OuleBona,
Jerkos3, pak JerKux, pak IedeHM, MeJlaHOMYy, PpakK SAWUYHMKOB, pak
IOIKEJIYyOOUHOM KeJIe3H, pakK IOIpenOcTaTelJIbHOM XeJle3H, pak I[IpsaMou
KMUIIKYM, pak II0UKM, pakK aHTpallbHOTO oThejla XeJlylKa, TeCTUKYJISAPHBN
pak ¥ pakK MaTKHu. B eme IOpyTuMx BapMaHTax  OCYIeCTBJIeHUS
3JI0Ka4ueCTBEeHHOe HOBOOOpAa30oBRaHue npencraBJsgeT cobon
BAaCKYJIAPU3UPOBAHHYI Oy XOJIb, [LJIOCKOKJIETOUHY KapLUVHOMY,
aleHOKapLUMHOMY , MEeJIKOKJIE TOUHEMN pax, MeJIaHOMY, TJIMOMY ,
HeMpoOlacToMy, capkKoMy (HanpuMep, aHTHOCapKOMY NI
XOHIOPOCApKOMy), pPak TOpTaHM, pPaK OKOJIOYMHOM XeJle3H, pakK XeJIUHBX
IIPOTOKOB, pak MUTOBUIHON XeJIe3H, aKpaJIbHYI JIEHTUTVHO3ZHYI
MeJIaHOMY, aKTMHUUECKMM KepaTo3, OCTPHEM JMMOOUMTAPHEM JIEMKOS3,
OCTPEM  MMEJIOMIOHBI  JIEVKO3, a0eHOUIHYK  KMUCTO3HYH  KapLMHOMY,

ageHoMy, alleHOCapKOMy, aOI€eHOCKBaMO3HYK KapPlUMHOMY, PpPakK aHaJIBHOI'O
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KaHajla, pak aHyca, aHOPEeKTaJIbHBM pak, aCTPOLUMTAPHY OIIyXOJb,
KapLUMHOMY  OapTOJIMHOBOM  XeJIe3H, 0aBaJIbHOKJIETOUHYID  KaplUHOMY,
OUJIMapHEM pak, pakKk KOCTHM, PakK KOCTHOTO MO3Ta, OpPOHXOTEeHHHEM pak,
KapluMHOMYy  OpPOHXMAJIbHHX  KeJjes, KapUMHOUI, XOJIAaHTMOKAPLMHOMY ,
XOHIOOCAapKOMYy, MannJIIoMy / KaplLMHOMY XOPUOUIOHOTO CILJIETEHUSH,
XPOHUUECKUN JUMOOLUMTAPHEY JIEMKO3, XPOHUUYECKUN MUEJIOMIOHLI JIEMKO3,
CBETJIOKJIE TOUHYIO KaplMHOMY, pak COEIMHUTEJILHOM TKAaHU,
IMCTageHOMy, PakK IIMIeBapUTeJIbHOM CUCTEeMb, pPak IBeHaOllaTUIIePCTHOM
KUIMKM, pPak DSHIOKPUMHHOM CUCTEMBl, OIIYXOJIb SHTOIepPMalIbHOTO CHHYCAa,
TUTIePILIIa 3Uo SHIOMETPWS, CTPOMAaJIbHYIO capkomy SHIOMETPUS,
SHIOMETPUMOUIHYI  aleHOKaplLMHOMY, pak SHIOTEeNVAaJIbHBIX KJIETOK,
SMeHIMMalIbHEM pak, pak 3SIUTeJMaJIbHEX KJIeTOK, capkoMy IOMHTa, pak
TJla3 ¥ OpOWTH, pakK XeHCKUX IIOJIOBHX OpPTaHOB, (GOKaJLHYID HONYJIAPHYIO
TUIIepIlJia3uo, pak  KeJIJYUHOTO  IIy3Hp4, pak  aHTpaJIbHOTO  OoTHeja
XKeJlyOKa, pak OHa XeJlyIka, ITacTpUMHOMY, IJMoBjJacToMy, IJIOKAaTOHOMY,
pak cepaua, TeMaHTUOIacToOMy, I'eMaHIMOSHIOOTeJMOMY, I'eMaHIMOMY,
ameHoOMy IIeUeHHy, ameHoOMaTo?3 meyeHu, TernaToduiIMapHbe pax,
TenaToUeJJIJIAPHYD KapLUMHOMY, Oo0Jie3Hb XOIXKMHa, pPak I[IOOB3IOMHOM
KUIIKM, WHCYJIMHOMY, MWHTPasIUTesMaJlbHylo HeOoIlJlasMbo, ILJIOCKOKJIETOUHYIO
VMHTepRsIUTeIMaJlbHylo  HeollJla3uo, pak BHYTPUIIEUEHOUHEIX  KEJITUHHBIX
IIPOTOKOB, MHBA3UBHY ILJIOCKOKJIETOUHYID KapLUMHOMY, PakK Tolel KUIIKHK,
pak CcycTaBOB, capkoMy Kamomy, pak Tasza, KPYIHOKJIETOUHHI pak, pak
TOJICTOM KMIIKM, JIEMOMMOCAPKOMY, MeJIaHOMYy THUIla 3JIOKAaUueCTBEHHOTO
JeHTUTOo, JUMOOoMYy, pPakK IIOJIOBHX OPTAHOB Y MyXUuMH, 3JIOKAUEeCTBEHHYIO
MeJIaHOMY , 3JI0KaUueCTBEeHHHE Me30TeJIMallbHEe OITYXOJIN,
MeOyJJI0o0JacToMy, MenyJIOBIUTEJINOMY, MEeHWHT eaJIb HE pax,
Me30TeJIMalIbHEN pak, MeTacTaTHUUeCKyl KapUMHOMY, pak IIOJJOCTM pTa,
MyKOBIUIEPMOUIHYD KaplMHOMY, MHOXECTBEHHYK MMEeJIOMY, pak MBI,
pak HOCa u HOCOBEIX IOJIOCTEMN, pak HepBHOM CUCTEMEL,
HeMpOBIUTeJMaJlbHY ameHOKapLMHOMY, HOIYJIAPHYIO MeJIaHOMY ,
HeSIUTEeJMAJIbHEM pakK KOXM, HEeXOIXKMHCKYK JIVMMOOMY, OBCAHOKJIIETOUHHI
paxk, OJUIONEHIPOIVIMAJLHEM pakK, pakK I[IOJJOCTM pTa, OCTeoCapKoMy,
Cepo3HYyK NalWJUIAPHYID aleHOKapLMHOMY, pak IIOJIOBOT'O UWJieHa, pak
TJIOTKM, OIyXOJib IMIOOM3a, ILJIa3MOLMTOMY, IICeBIOCAPKOMYy, OJlacToMy
JIeTKOTO, pak IMOIpaAMOM KUIKM, I[IOUEUHO-KJIETOUHHM pak, pakK OpIraHOoB

OHXaHUA, pPeTHuHOOJacTOMy, pPadIoMMOCapKOMy, CapKOMy, CEpPO3HHM pak,
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pak Ias3yx HocCa, paK KOXM, MEeJKOKJIETOUHHM pak, paK TOHKOM KUIKMU,
paK MHIIEYHOM TKaHM, pak MATKKMX TKaHel, ONyxXoJlb, CeKpeTUPpYIYy
CoOMaTOCTaTHH, PpaK I[I0O3BOHOUHMKA, IIJIOCKOKJIETOUHYK KapLMHOMY, pPak
[IOIIePEeUYHO-TIOJIOCATHX MBI, CyOMeToTeJMaJIbHE pakK, IIOBEPXHOCTHO-—
PaclIpOoCTpaHAnIylnCad MeJIlaHOMY, T-KJIETOUHEM JIeMKO3, Pak g3HKa,
HenubdbepeHIMPOBAHHEM pakK, pPakK MOUeTOUHMKa, PakK VYpPpeTpH, pak
MOUEBOT'O IIYy3HPS, Pak MOUeBOM CUCTEeMbl, pakK ek MaTKM, pak
MaTKM, YBeaJIbHYID MeJlaHOMYy, pak Bjlarajuia, COCOUKOBYKR KapLMHOMY,
VIPoMy, Ppak BYJBBEHE, xXopomo IMdPepeHUIMPOBAHHYK KapLUMHOMY WMJIM
ONYyXOJIb BuJibMCa.

XapaKTepnuCcTUKAa IIPOTUMBOPAKOBOI'O HOeMCTBUS

[0041] Korma mnpenapaT ABDNAZ BBOOAT OOJBHOMY, CTpaIanleMy
3JIOKAUECTBEHHEM HOBOOOpa30BaHMEM, IJA JedeHMHd 3JI0OKadyeCTBEHHOTO
HOBOOOpa30BaHUAA, TepaleBTUUECKMM  CIoCco®  MOXHO IOIOJIHUTEJILHO
0OXapaKTepus30BaTh MIPOTMBOPAKOBEM IeMCTBMEeM JeueHMsa, TakuM Kak (1)
YMeHbIIeHMeM B pas3Mepe II0 MeHbIled Mepe OOHOM ONyxXOoJM Yy IallMeHTa
n/mnm (i1i) yMeHbIleHMeM ulMcJjla ONyXoJiel Yy HalMeHTa.

[0042] CoOOTBEeTCTBEHHO, B HEKOTOPHX BapMaHTax OCylleCTBJIEHUI
TepalleBTUUECKUM CIoco0 xXapaKTepu3yeTcsa II0 MeHblmen Mepe 20%-HBM
YMeHBIIeHMEeM B pa3Mepe IO MEeHBbIIeM Mepe OOHOM ONyXOJM VY IalMeHTa.
B HeKOTOPHX BapMaHTax OCYIMeCTBJIEHMS MMeeTCs I10 MeHbllel Mepe 35%-
HOe yMeHbIIeHMeM B pa3Mepe IO MeHbIlel Mepe OIHOW OIyXoau Y
nmaluMeHTa. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS MMeeTCs II0 MeHbIeM
Mepe 50%-HOe yMeHbIleHMe B pasMepe II0 MeHbIleM Mepe OIHOM OIIyXOJU
y TIalMeHTa. B HeKOTOPHX BapMaHTaxX OCYIMeCTBJIEHMS MMeeTCsd II0
MeHbme¥ Mepe 60%, 70%, 80% wmiam 90%-HoOe YyMeHbIleHMe B pa3Mepe IO
MeHblel Mepe OOHOM ONyxXoJM V IIallMeHTa. B HeKOTOPHX BapuaHTax
OCYIEeCTBJIEHNA WMMeeTCHd OpuMMepHo b5%-50%, 10%-50%, 20%-50%, 5%-75%,
10%-75%, 20%-75% miam 50%-90%-Hoe yMeHLIIeHME B pa3Mepe IO MeHbIen
Mepe OIOHOM ONYyXOJM Y IallMeHTa.

[0043] Korma 3JOKaueCTBEeHHEIM HOBOOOpaszsOBaHMEM, IIOIBEepIaeMBIM
JIEUEeHUIO, ABJISKTCS MeTacTas3kl B T'OJIOBHOM MO3T'e, CIOoCOD MOXeT OHTH
OOIOJIHUTEJIEHO OxXapaKTepr30BaH VYMEeHbIleHreM umucia W/WIKM pPasMepoB
MeTacTa30B B TI'OJIOBHOM MO3Te. B HEKOTOPEHX BapMaHTaxXx OCYIEeCTBJIEHUS
VMeeTCsda IO MeHbmen Mepe 20%-Hoe yMeHBIIEHME UMCJla MeTacTas3O0B B

TOJIOBHOM MO3Te Yy IaluMeHTa. B HEeKOTOPEX BapMaHTaX OCYyHIeCTBIJIEHUA
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VMeeTCcsda IIO MeHblmer Mepe 35%-Hoe yMeHLIIeHME UMCJla MeTacTas3O0B B
TOJIOBHOM MO3T'e Yy IallMeHTa. B elle IPpYyI'MX BapuaHTax OCYIEeCTBJIEHUS
VMeeTCcsa IO MeHbmen Mepe b5L0%-Hoe yMeHBIIEHME UMCJa MeTacTas3O0B B
TOJIOBHOM MO3T'e Yy IlallMeHTa. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSI
uMeeTCsa II0 MeHbmew Mepe 60%, 70%, 80% wmiam 90%-HOe YMeHblleHUe
uycijia MeTacTas0oB B TOJIOBHOM MO3T'e y IallMeHTa. B HeKOTOPHX
BapMaHTax OCYMeCTBJIeHUS MMeeTcs OpuMepHo 5%-50%, 10%-50%, 20%-
50%, 5%-75%, 10%-75%, 20%-75% wmam 50%-90%-Hoe yMeHLIIeHME UMCJIa
MeTacTa30B B T'OJIOBHOM MO3Te Yy IallMMeHTa.

[TaiMeHTH, HOJIy4dallMe JIeUueHue

[0044] TepaleBTHUUECKUM CcrIoco® MoxeT OHTL  OONOJHUTEJBLHO
oxapakKTepM30BaH IallMeHTOM, [IoJIydyanimyM  JIeUeHNe. B  HeKOTOpPHX
BapMaHTax OCYMeCTBJIeHUI IIallMeHTOM ABJIAeTCHA B3POCJHHM UYeJIoBeK. B
HEKOTOPEX BapMaHTaxX OCYIECTBJIEHMSA INallMEeHTOM HABJSeTCs pebeHOK.

[0045] B HeKOTOpHX BapMaHTax OCYmeCTBJIeHUS [DallMeHT He
CTpalaeT aHeMMelW WM He UMeeT yMeHLIIeHHOTO ofbeMa KpoBU. B
HEeKOTOPHX BapraHTax OCYMeCTBJIeHUS IMHalMeHT WuMeeT II0 MeHbIe Mepe
95% OoT KOJMUEeCTBa CBOETO CpPelHeI'o IOHEBHOT'O oObeMa KPOBU.

$opma ABDNAZ

[0046] B HEeKOTOPHX BapMaHTax OCYUIeCTBJIEHUA INalMeHTy MOXeT
OBITE BBeIOeHa QapMalleBTUUECKM IpMeMiieMas coJib ABDNAZ .

IIT. NNPMMEPH BOJIEE KOHKPETHBIX [IPEIIAPATOB ABDNAZ

[0047] OnHuM npmuMepoM ©OoJiee KOHKPEeTHOT'O IpelapaTa SABJISeTCcSsd
BHYTPUBEHHEM IIpenapart, comepxamuit  ABDNAZ niida BHYTPUBEHHOTO
BBeleHMe MNalMeHTy, CcoIepXalmi:

a. LeJbHY KPOBL B KOJMUECTBE IO MeHbmel Mepe 60% 006./00.
npenapatTa;

b. DOMMSTUIIEHTJIMKOJIL B KOHIeHTpaluuu oT OKoJio 0,4 MKJI/MJI IO
okoJio 30 MKJI/MJI B IIpenapare;

¢. N,N-muMeTmaleTaMMI B KOHIeHTpaluuM oOT okoJo 0,2 MKJI/MI
oo okoJio 15 MKJI/MJI B HOpemapare;

d. ABDNAZ B KOHUEHTpaluMM IO MeHbmel Mepe 10 MKT/MI B
nperapartTe;

e. BOOYy U

f. AHTHUKOaI'yJIAHT .
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[0048] IpyruMm IpuMepoM OoJiee KOHKPETHOI'O IpelapaTa ABJIAeTCHd
IpernapaT, KOTOPHM IO CYMeCTBY COCTOUT U3:

a. LeJbHOM KPOBM B KOJIMUECTBE IO MeHbmel Mepe 60% 06./00.
openaparTa;

b. DONMMSTUIIEHTJIMKOJISA B KOHLEHTpaluu oT OoKoJo 0,4 MKJI/MI OO
okoJio 30 MKJI/MJI B HOpenaparTe;

c. N,N-muMmMeTmalleTaMuIa B KOHIEHTpaluu OT OkoJo 0,2 MKJI/MI
OO okoJio 15 MKJI/MJI B Hpenapare;

d. ABDNAZ B KOHUEHTpaluMM IO MeHbmel Mepe 10 MKT/MI B
openapartTe;

e. BOOH U

f. a"nTukKoaryJsHTa.

[0049] IpyruMm IpuMepOoM OO0Jiee KOHKPETHOI'C IpelapaTa ABJIAeTCH
nopernapaT, KOTOPHM COCTOUT MU3:

a. LEeJbHOM KPOBM B KOJIMUECTBE IIO MeHbller Mepe 60% 006./00.
npenaparTa;

b. NOIMBSTUIIEHTJIMKOJS B KOHIeHTpaluu oT okoJyio 0,4 MKJI/MI 1O
okoJio 30 MKJI/MJI B IIpenapare;

c. N,N-mmmeTmialeTaMyIa B KOHILEeHTpaluu OT OokoJjio 0,2 MKJI/MI
oo okoJio 15 MKJI/MJI B HOpenapare;

d. ABDNAZ B KOHIeEHTpaluy II10 MeHbmer Mepe 10 MKD/MI B
openapare;

e. BOOH U

f. a"nTukoaryJsHTa.

[0050] IpyruMm npumMepoM OO0JiIee KOHKPETHOI'C IpellapaTa ABJIAeTCH
BHYTPMBEHHEM IIpenapart, comepxamut  ABDNAZ o4 BHYTPUBEHHOTO
BBeOeHUd TalMeHTy, BKJIOUAIMIUN

a. OPOOYKT KpPOBM (HalpuUMep, DSPUTPOLMTH, IJla3Ma KpPOBU WM
LeJibHasd KpPOBLb) B KOJIMUECTBEe IIO0 MeHbmew Mepe 30% 006./00.
openaparTa;

b. HeoOdA3aTeJIbHO, IIOJUDTUIIEHIJIMKOJIE B KOHLEHTpaluy OT OKOJIO
0,4 MrJI/MJI Do okoJio 30 MKJI/MJI B IIpelapare;

C. Heo®azarejavHOo, N,N-muMeTmjalleTaMM B KOHIEHTpaluUM OT
okoJio 0,2 MKJI/MJI OO OKOJIO 15 MKJI/MJI B HOpeHnapare;

d. ABDNAZ B KOHUEHTpaluM IO MeHbmel Mepe 10 wMKT/MI B

npernapare;
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e. HeoOg3aTeJIbHO, BOOY U

f. HeoOaA3aTelIbHO, aAHTUKOATYJIAHT.

[0051] IpyrmMm HOpuMepoM OoJiee KOHKPETHOTI'O IpelapaTa ABJAeTCd
BHYTPUBEHHEN Ipenapart, comepxammny  ABDNAZ njidg BHYTPUBEHHOTO
BBelleHUA HNallMeHTy, BKJIIOYAMNN

a. LeJIbHYI KPOBL B KOJMUECTBE II10 MeHbmein Mepe 30% 006./00.
openapartTa;

b. HOOIMBATUIEHTJIMKOJL (HalpuMep, B KOHILeHTpaluu oOT okoJo 0,4
MKJI/MJI 0O OKoJiIo 30 MKJI/MJI B HpeHapare);

c. N,N-gmMeTujaueTaMun (HalpuMep, B KOHIEHTpaluM OT OKOJIO
0,2 MKJI/MJI OO OKoOJIO 15 MKJI/MJI B Hpenaparte);

d. ABDNAZ B KOHIEHTpaluMM IO MeHbmel Mepe 10 MKT/MI B
openapare;

e. BOOy WU

f. aHTUKOATYJISHT.

[0052] IpyruMm HOpuMepoM Oo0Jiee KOHKPETHOI'O IpelapaTa ABJIAeTCHd
noperapaT, KOTOPHM IO CYMeCTBY COCTOUT U3:

a. LeJbHOM KPOBM B KOJIMUECTBE IO MeHbmel Mepe 30% 06./00.
openaparTa;

b. HNOMMATUIIEHTJIMKOJA (HalpUMep, B KOHLeHTpaluuu oOT okojo 0,4
MKJI/MJI IO okoJio 30 MKJI/MJI B Ipelapare) ;

c. N,N-mumMeTmslalleTaMuOa (HalpuUMep, B KOHUeHTpaluurM OT OKOJIO
0,2 MKJI/MJI OO OKOJIO 15 MKJI/MJI B Hpenapare);

d. ABDNAZ B KOHIEHTpaluM IO MeHbmel Mepe 10 MKT/MI B
openapartTe;

e. BOOH U

f. a"nTukKoaryJsHTAa.

IIprMeps XapaKTepUCTHUK BHYTPUBEHHOT'O HNpernapar

[0053] BHYTPpMBEeHHHM IOpelapaT MOXeT OHTL OXapaKTepus30BaH,
HanpuMep, BUIOM TMOJUDTUIIEHTJIMKOJISA, aHTHMKOaTyJISHTa, KOHIeHTpaluen
ABDNAZ, KOJMYUECTBOM IL&JIbHOM KpPOBM U OPYIUMMM XapaKTepUCTUKaMH,
OIMCAHHEIMM B HaACTOAMEM NOKYMEeHTe najee.

[IoNMMBsTUIIEeHTJIIMKOJIE

[0054] IlpemnaparT MOXeT OHTH OOIIOJHUTEJILHO OXapaKTepu30oBaH
BMIOOM IIOJIMSTUIIEHIUVIMKOJIA B IpenapaTe ABDNAZ. CoOOTBEeTCTBEHHO, B

HEeKOTOPRIX BapMMaHTax OCYyImeCTBIIEHM A IMOJIMS THIIEHTJIMKOJIEM ABJIAETCA
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NOJMBTUJIEHTJIMKOJIE CO  CPpeIHe—UMCJIOBOM  MOJIEKYJISPHOM  MacCou B
InrarnasoHe oT okoJio 200 1/Mosnes mo okosio 600 T/MOJIB. B HEKOTOPHX
BapuaHTax OCYIEeCTBJIEHN A [IOJIMB TUJIEHTJIMKOJIEM ABJIAETCH
TIOJIMB TUIIEHTJIMKOJIb Cco CpenHe—4NCIJIOBOM MOJIEKYJIAPHOM Maccou
npuMepHo 400 1/MOJIB.

[0055] B HEKOTOPHIX BapMaHTax oCylleCTBJIEHUS
MIOJIMB TUJIEHTJIMKOJIE MpelCcTaBJIeH B KOHIeHTpaluu OT okoJo 0,4 MKJI/MI
oo OKOJIO 4  MKJ/MJI B openapare. B  HeKOTOpPEHX BapMaHTax
ocymecTBJIieHUa N,N-mouMeTuiaueTaMuI [OIPeOCTaBJIeH B KOHIEHTpaluM OT
okoJio 0,2 MKJI/MJI OO OKOJIO 2 MKJI/MJI B IIpenapar.

AHTUKOATYJISHT

[0056] IlpenaparT MOXeT OHTH JOOIOJHUTEJIEHO OXapaKTepu30BaH
BMIOIOM aHTHUKOATYJIAHTa B IIpelnapaTe ABDNAZ. COOTBETCTBEHHO, B
HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHNa aHTMKOAI'yJIAHT BKJIOYaeT OIHO
WM  HeCKOJIbKO U3 CJeOyIUX : TelapMH ¥ LUTpaTHas CcoJib. B
HEeKOTOPHX BapMaHTax OCyWeCTBJIeHNA AHTUKOATYJIAHTOM ABJIAETCH

pacTeop, COI[Gp?KaHH/Iﬁ COJIBE LIMTpaTa MMeJIOUWHOI'O MeTaJljla, IOeKCTpOo3sy Ut

BOLY .
Kouueunrparnmusa ABDNAZ
[0057] IlpenaparT MOXeT OHTH OOINOJHUTEJIEHO OXapaKTepus30oBaH
KOHlIleHTpalimeyt ABDNAZ B TIpelapaTe ABDNAZ. COOTBETCTBEHHO, B

HEKOTOPEX BapMaHTax ocCylleCTBJIeHMd OpelapaT ABDNAZ COOEPXUT
ABDNAZ B KOHIEHTpaluy IO MeHbmel Mepe 20 MKT/MI. B HEKOTOPHX
BapMaHTax ocCylleCTBJIeHUa IIpenapaTrT ABDNAZ comepxuT ABDNAZ B
KOHIIEHTpauuy 110 MeHbmel wMepe 50 MkD/MJI. B HEKOTOPHX BapMaHTax
oCcylecTBJIeHUA IpenapaT ABDNAZ copmepxmuT ABDNAZ B KOHLEHTpAaLUUM II0
MeHbmer Mepe 100 MKD/MJI. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUS
npenapaT ABDNAZ conepxuT ABDNAZ B KOHUEHTpallMM II0 MeHBIIeM Mepe
150 mMxT/MiI. B HEKOTOPHBIX BapMaHTax OCYMeCTBJeHUs npernapaT ABDNAZ
comepxuT ABDNAZ B KOHIEHTpAlMM B »OMarnasoHe OT OKoJiIo 10 MKT/MI 1o
okoJio 1 wMr/mii. B HEKOTOPHIX BapMaHTax OCYMeCTBJIEHMS IIpernapar
ABDNAZ conmepxuT ABDNAZ B KOHLEHTpaluM B IOualasoHe oT OokoJo 10
MKT/MII 1o okoJjio 0,5 MI/miI. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHVS
npenapaT ABDNAZ copepxuT ABDNAZ B KOHLEHTpalMM B IMallasOHe OT

okojJjo 10 wmkr/Min mo okosio 250 MKD/MI. B  HEKOTOPHX BapMaHTax
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ocylmecTBJIeHMA IpenapaT ABDNAZ colepxuT ABDNAZ B KOHIEHTpaluM B
nrarasoHe oT okoJio 20 MrrT/MiI mo okosio 200 mrT/Mil.

KonmnuecTBO LIENIBHOM KPOBU

[0058] IlpemapaT MOXeT OHTH OOIOJIHUTEJIBHO OXapaKTepu30oBaH
KOJIMUECTBOM lIeJIbHOY KpPOBM B IpelapaTe ABDNAZ. COOTBETCTBEHHO, B
HeKOTOPHX BapMaHTax OCYUeCTBJIeHMA LeJlbHasd KPOBb COCTaBJAET IO
MeHbmeM Mepe 30% wMac./Mac. OpenapaTa. B HEKOTOPHX BapuaHTax
OCylecTBJIeHUS ILleJlbHasg KPOBbL COCTaBJIAET II0 MeHbmer Mepe 40%
Mac./Mac. IperapaTa. B HEeKOTOPHX BapMaHTaxX OCYMeCTBJIEHUS leJlbHas
KPOBL COCTaBJISeT II0 MeHbImel Mepe 50% Mac./Mac. IOpenapaTa. B
HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMA lLeJlbHad KPOBL COCTAaBJIAET IO
MeHbIIeM Mepe 75% wMac./Mac. OpenapaTa. B HeKOTOPHX BapMuaHTax
OCymecCTBJIeHUS ILleJlbHasg KPOBbL COCTAaBJAET IO MeHbmew Mepe 90%
Mac./Mac. IperapaTa. B HEeKOTOPHX BapMaHTaxX OCYMeCTBJIEHMA IeJIbHas
KPOBbL COCTaBJIseT OT OkoJo 60% wmac./mMac. pmo okojo 99% wmac./mac.
IoperapaTa. B HEKOTOPHX BapMaHTax OCYMeCTRBJIEHMS leJlbHasd KpPOBb
cocrTaBjusgeT oT okoJjo 70% wMac./mac. @mo okojo 95% wmac./mac.
IperapaTa. B HEKOTOPHX BapuaHTax OCYMeCTRBJIEHUS lLeJlbHasd KpPOBb
cocTaBjsgeT oOT OkoJio 75% wMac./mac. @mo okojo 90% wmac./mac.
IperapaTa. B HeKOTOPHX BapMaHTax OCyUeCTBJIeHUS B IIpelaparTe
comepxuTca oOT okoJjio 90 wmin pmo oxkojsio 110 M LeJIbHOM KpPOBM. B
HeKOTOPHX BapMaHTax OCylleCTBJIEHUA B IIpellapaTe COOEPXUTCS OT
okoJIO 95 M mo okoJo 105 MJI UeJIbHOM KPOBM. B HEKOTOPHX BapMaHTax
OCYMeCTRBJIEHKS B IIpelapaTe CcomepxuTcs okoJo 100 MJI LeJIbHOM KPOBU.

Bun oOHOPAaBOBOM HOOSH BHYTPMBEHHOI'O IIpelapaTa

[0059] IlpenaparT MOXeT OBTH JOOIOJHUTEJIEHO OXapaKTepu30BaH
oB0BeMOM OIOHOPABOBOM IO3H NpemlapaTa ABRDNAZ. COOTBEeTCTBEHHO, B
HEeKOTOPHX BapMaHTax OCYMeCTBJIeHMA IpelapaT TMIpelcTaBlieH B BUIe
OOHOPA30BOM HO3H 00BLeMOM B OMarnasoHe oOT okoJjio 10 mi mo okojo 200
MJI. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHMSA IIpelapaT IIpelCTaBJIEH B
BUIEe OOHOPas30BOM IO3H O0O0BEMOM B OMalasoHe OT okojio 10 MiI 1o
okoJio 15 w1, oT okoJgio 15 M mo okxoJjo 20 mja, oT okoJjio 20 MI @HO
okoJio 30 My, oT okoJio 30 My mo okoJio 40 M maM oT okoJio 40 MJI HJo
okojio 50 MjiI. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHMS IIpelapar
IpeICTaBJIEH B BMIE OINHOPAa30BOM OO3H OOBEMOM B IOMalas30He OT OKOJIO

50 M mo okojsio 200 M. B HEKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUA
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IopenapaT OpelcTaBJIeH B BUIe OOHOPA30BOM HO3H O0OBLEeMOM B IMalla30He
oT OkoJio 75 ™M mo okojo 150 My, B HEKOTOPEHX BapuaHTax
OCyMmeCTBJIEHMSA IpelapaT OpelcTaBJIeH B BUIOEe OIOHOPA30BOM  HOO3H
00BeMOM B OMalasoHe OT okoJjio 90 My pmo okoJsio 140 Mil. B HEKOTOPEIX
BapMaHTax OCYMeCTBJIEHUS IIpenapaT IIpedcTaBJIeH B BUIe OIHOPa30BOM
0o3H oOBEMOM B OMala3oHe oT okoJjsio 100 M mo okxoso 140 M. B
HEeKOTOPEX BapMaHTax OCYIEeCTBJIeHMA OpelapaT OpelcTaBJIeH B BHUIe
OOIHOPAa30BOM IOBH 0OBEeMOM B IMalasoHe oOT okoJio 100 MJI OO OKOJIO
120 wi.

XapakTepucTMka OojleBoro »ddbexTa nIpM BHYTPMBEHHOM BBeIEHUU
HIalLMeHTy

[0060] IlpemnaparT MOXeT OHTH IOOIIOJHUTEJIEHO OXapaKTepu30BaH
OJMUTEeJILHOCTRID OO0JIM, UCHIHTHBaeMOM MalMeHTOM IIpM BHYTPUBEHHOM
BBeleHUM IpenapaTa ABDNAZ naumMeHTy. COOTBETCTBEHHO, B HEKOTOPHIX
BapMaHTax OCYINEeCTBJIEHMS IIpelapaT xXapaKTepus3yeTcsa TeM, d4YTo O00JIb,
VICIIEITEIBaeMasd IIallMeHTOM B MeCTe BHYTPUBEHHOTO BBEJIE€HMS, BH3BaHHAA
BHYTPMBEHHEIM BBEeJleHMEM IIpelrapaTa nalnumueHTy co CKOPOCTBK B
nramnasoHe or 10 wia/dvac mo 50 wi/yac, He 0oJjiee 2 06ajuioB. B
HEKOTOPEIX BapuaHTax OCYIEeCTRBJIIEHMS TI'Ie IpelapaT xXapaKTepusyeTcsd
TeM, UYTO ©OO0JIb, MCIHTEHBaeMas IIalMeHTOM B MeCTe BHYTPUBEHHOTIO
BBeIOeHUs, BE3BaHHad BHYTPUBEHHHM BBeIOeHUeM IlIpellapaTa IIalMeHTy CO
CKOPOCTBIO B IOMamnasoHe oT 10 wmia/uac po 50 wmi/yac, He 0OoJsiee 1
taJjia.

[0061] B rmpMBeIeHHOM BHIIe OINMCAHUM IIPeOCTaBJIEHH pPa3JIMUHHE
ACIIeKTH M BapMaHTH OCYMEeCTBJIeHUA M300peTeHMSI. B HaTeHTHOM 3aidBKe
KOHKPETHO pPacCMaTpMBaKTCHd BCe KOMOMHALIMM M IIE€PEeCTaHOBKM aCIeKTOB
¥ BapMaHTOB OCYIMEeCTBJIEHUA.

IV. HABOPH [OJIs1 UCIIOJIB3OBAHMA B MEIOUMIIMHCKUX LEJISAX

[0062] [Ipyro¥ acHoekT M300peTeHMs OTHOCUTCA K Habopy @O1I4
BHYTPMBEHHOT'O BBeleHMA IpellapaTa ABDNAZ nauMeHTy, CcTpalanlleMy
3JIOKAUECTBEHHEM HOBOOOpa30BaHMEM, NIJIA JiedeHMHd 3JIOKadeCTBEHHOTO
HOBOOOpPa30BaHUA. Habop BKJIOUAET : (1) npenapart, comepxammi
ABDNAZ, u (ii) MHCTPYKUMM IIO0 BHYTPMBEHHOMY BBeIeHMIO IIpelapaTa
ABDNAZ maumMeHTy, CTpalanleMy 3JI0KaueCTBEeHHEIM HOBOOOpasoOBaHUEM,
OJIg JledeHMs 3JI0OKaueCTBEHHOT'O HOBoOOpa30OBaHMA, COOTBEeTCTBYKHIME

InpouenypaM, OIIMCaHHEIM B HaCTOAIleM IOOKRYMEHTE.
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[0063] Eme oIMH acrekxkT Hu300peTeHMSa OTHOCUTCHA K Habopy oJsa
OBLICTPOT'O BHYTPMBEHHOT'O BBeIOeHMA IIpelapaTa ABDNAZ naumMeHTy C
OOHOBPEMEHHOM MMHMMM3AUMe OO0JIM B MeCTe MHBEKLMUM, MWCIHETHBAaEMOM
nauyeHToM. HaGop BKIouUaeT: (1) npenapatT, colepxammi ABDNAZ, wu
(ii) HMHCTPYKUMM IO OHCTPOMY BHYTPMBEHHOMY BBeIeHUIO IIpelapaTa
ABDNAZ mHalMeHTy C OIDHOBPEMEHHOM MMHMMM3aLMel ©OoJi B MecTe
VMHBEKUWM, MUCIHTHBAEeMOM IallMeHTOM, COOTBeTCTBYKIMe IIpolelypaM,
ONIMCaHHEIM B HaCTOSAMEeM IOKYyMeHTE.

V. OINPEJIEJIEHUA

[0064] IInsa oO6JjgeryeHMA IIOHMMaHMSA HaCTOAMEero wu300peTeHMS pPLan
TEePMMHOB U (Qpas oIpeneJieHB HIXE.

[0065] TepMMHEL, MCIIOJIL 3y EMEIE B HacTodgmeM JTOKYMEeHTe B
EOMHCTBEHHOM UYMCJIle, O3HadakT «OIOMH WJIM HECKOJBKO» U BKJKOUAKT
MHOXECTBEHHOE UMCIJIO, E€CJIM BTO He MNPOTUBOPEUUT KOHTEKCTY.

[0066] Kak MCHOoOJIB3YEeTCd B HaACTOAleM OOKYMEHTe, TepPMUH
«TIallMEHT» OTHOCHUTCSH K OpTraHM3MaM, IOIBEepTaeMbM JIEUeHUK CclocobaMm
10 HacTodmeMy u300peTeHMB. TakuMM OpTaHM3MaMu I[IPeNloOUTUTEILHO
ABJIATCA MIEKONMTAaKIMe (HaIpUMep, Melny, o0e3bgHB, Jomanu, OBKH,
CBMHBMU, IICOBHE, Komaubu " TOMY nomobHoe) u, BoJiee
NIpenlouTUTeJIbHO, JIOOM.

[0067] Kak wmcHnosesyeTcss B HaCTOLdlleM IOKYMeHTe, TepMUH
«50deKTUBHOE  KOJIMUECTBO» OTHOCUTCA K  KOJUUECTBY COeIVHEeHUHA
(HampuMep, CoOeIMHEeHMS II0 HaCToAmeMy M300peTeHubn), OOCTaTOUHOMY
OJIS HOOCTMXEHMS IIOJIE3HHX WM XeJIaeMBEX pPe3yJIbTaToB. JOpdekTuBHOE
KOJIMUECTBO MOXeT OBTbL BBEeOEeHO OIHMM WMJIM HECKOJbKVMM BBEeIEeHMAMHU,
HaHEeCEHMAMM WJIM OO3UMPOBaHMEM, M OHO He IOOJDKHO OT'PaHUUMBATBLCHA
KOHKPETHEM IIpelapaToM WM CIOCcOO0OM BBeIeHUHd.

[0068] Kak MCHOoJIB3YyeTCd B HaACTOAlleM OOKYMEHTe, TepPMUH
«JIeueHne» BKJIOUAET Jmboe nencTBeUe, HalpuMep, ociyabJiieHue,
YMeHBIIeHVE, MOIOYJIMPOBaHME, VIIYUIIeHVME WJIM YCTPaHeHMre, KOTopoe
[IPUBOIOUT K TIOJIOXUTEJILHOM OVHaMUKE COCTOSHUA, 3aboJieBaHNA,
pPaccTpoMCTBa M TOMY IIOIDOOHOTO MM K ocJjabJieHMI0 eTo CHUMIITOMA.

[0069] Kak MCHOJB3YETCH B HaCTOAMEM OOKYMEHTe, TEPMUHE
«OBJIeTUnTE» M «KOOJIETUeHME» OTHOCATCHS K  YMEHBIIEHMK  TIKEeCTU
COCTOSHMSA, HalIpuUMep, K YMEHBIEeHMKD CTelleHU TSKeCTU, HallpuMep, IO

Mepe Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90% mmm 95%.
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[0070] Kak MCHOoJiB3yeTcd B HaACTOAleM OOKYMEHTe, TepPMUH
«hapMalleBTUUECKas KOMIIO3MUMAY» OTHOCHUTCS K KOMOMHALMM aKTUBHOTO
areHTa C HOCUTeJIEM, MHEPTHHM WJIM AaKTMBHHEM, UTO IeJjaeT KOMIIO3ULMUIO
ocoBeHHO MNOoOXOonAmeM MOJA OMaTHOCTUMUECKOTO WJIM TepaleBTUUYeCKOTO
MCIIOJIL30OBAHMA 1In VIivo MIM eX VIVo.

[0071] Kak wmcnojesyeTcs B HaCTOdlleM IOKYMeHTe, TepMUH
«hapMalleBTUUYECKU IpUeMIIe MBI HOCHUTEJIbL» OTHOCUTCSH K JIIOOBIM
CTAaHIOAPTHEIM JapMalleBTUUECKMM HOCUTEJISIM, TakKuMM KkKak 3abybepeHHBlM
bochaToM COJIEeBOM PacTBOP, BOIa, OSMyJbLCHMM (HaOpuMep, Takue Kak
SMYJILCUM MacJio/BoOa MJIM BOIa/Macjio) ¥ pas3jiMuHBEe TUIH CMauMBalomMUx
areHTOB. KowMmriosuumm Takxe  MOTYT BKJIOUATDH CTabuUIM3aTOPE U

KOHCEPBaHTH. IIpMMepE HOCUTeJIeMV, CTabuiIM3aTOpOB M alboBaAaHTOB CM.,

HanpyMep, Martin, Remington’s Pharmaceutical Sciences, 15th Ed.,
Mack Publ. Co., Easton, PA [1975].

[0072] Kak MCHOoJIB3YEeTCd B HaACTOAIleM OOKYMEHTeE, TepPMUH
«bapMalleBTUUECKHU npremMiieMa s COJIB» OTHOCHUTCSH K Jo6om
bapmMalleBTUUECKU IpueMIIeMOM coJm (HanpuMep, KM CJIOTEL WJIN
OCHOBaHMA) COeIMHEeHUHA IIO HacToAleMy M300peTeHMK, KoTopad, IIpu
BBEOEeHUN CYOBEKTY CIOCOOHa IMNpemoCTaBUThL COeIMHEeHMEe II0 HaCTOdlleMy
M300pEeTEeHNI0 MM €TI0 aKTUBHHENM MeTaboJIMT MJIM OCTaTOkK. Kak M3BECTHO
crnelnMaJmucTaM B OaHHOM 00JIaCTM, «COJM» COeIMHEeHMM II0 HacTodAlleMy
n300peTeHUD MOTYT OHITE [TOJIYYEeHEH nu3 HeOopTaHUUYeCKUX W
OpPTaHMUeCKUX KUCJIOT UM OCHOBaHUM. IIpMMephH KMCJIOT BKJIOUAT, HO He
OTPaHUUMBAKTCA VMM, XJIOPUCTOBOOOPOOHYIO, BPOMMUCTOBOOOPOOHYO,
CepHyl, as30THYWL, I[IepXJIOPHYL, O(yMapoBYKL, MaJIEeMHOBYDL, OGOCHOpPHYD,
TJIMKOJIEBYIO, MOJIOUHYIO, CaIMIMIIOBYIO, AHTAapPHYD, TOJIYyOJI—TI—
CyJIbQOHOBYIO, BMHHYD, YKCYCHYI, JIMMOHHYIO, MeTaHCYyJEPOHOBY,
STAaHCYJIbPOHOBYID, MypaBbUHYD, OeH30MHYID, MaJIOHOBYID, HadTaJMH-2-
CyJibEQOHOBYK, OEeH30JICYJILPOHOBYK KUCJIOTY ¥ ToOMYy IHOIHoOHoe. Jpyrue
KMCJIOTE, TaKMe KaK MaBeJleBafd, B TO BpeMa Kak caMuM 1o cebe OHUM He
ABJIARTCA OQapMalleBTUUYECKM IIPUEMIIEMBEIMM, MOTYT OBTE MCIIOJIb30BaHE
Opu IDOJYyYEeHMM COJIeM, MCIOJb3YyeMHX B KauecTBe IIPOMeXYTOUHHX
IIPOOYKTOB, IoJIS  TIOJIy4YeHUSH coeIVMHEeHMM 10 U300peTeHMI U  UX

(]_)apMaLI,eBTMLleCKI/I IIprMeMIJIEMEIX KHMCIJIOTHO—-aIIOMTVIBHEIX coJien.
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[0073] [MpuMepH OCHOBaHMUM BKJIOUAT, HO MU He
OTPaHMUMBAKTCS, IMIOPOKCHUIE IMeJIOUHHX MeTaJlJIOB (HalpuMMep, HaTpudg),
TUOPOKCUIL IMeJIOUHO3EMEJIbHEIX MEeTaJIJIOB (HalpuMMep, Mal'HUsAg), aMMMak
n coenuHeHua QopMyJiel NWit, Trme W npemncraBaseT cobom Ci-4 aJKWI U
TOMY IIOOOOHOE.

[0074] IIpuMepH COJIeM BKJIOUAKT, HO MMM He OIPaHUUMBATCH:
aleTaT, aounaT, aJbI'MHaT, aclapraTr, 0eH3c0aT, ©OeH30JICYyJIbdoHAT,
oucyJsbdar, oyTuparT, umTpaT, KamMmbaparT, KampopcysbdoHaT,
LUMKJIOTIEHTAaHIIPONMOHAT, IOUIJIOKOHAT, IJoIeluuJcyJakdaT, STaHCyJIbOOoHAT,

bymMapaT, OqiaykoTrenTaHoaT, IuimiepodpochaT, reMucyabdpaT, ITenTaHoarT,

TekcaHoaT, TUOPOXJIOPUI, TunpofpoMmn, TUIPOMOON, 2-
TUIAPOKCUBTaHCYJIbOOHAT, JakTarT, MajearT, MeTaHCyJIbLboHaT, 2-
HabTaIMHCyJILbOHAT, HUKOTHHAT, okcajar, najgbMoaT, IeKTVHAT,
nepcyiabdaT, beHMITIPOTIMOHAT, oMKpaT, nMBanaT, MpOoMMoHaT,

CYKLMHAT, TapTparT, THOLMaHaT, TO3MJIAT, YHIeKaHoaT U TOMY
nomobHoe. JIOpyTMe OPUMEPH CoOJIey BKJIOUADT aHMOHH COeOVMHEeHUM IO
HacToAmeMY M300peTeHMK, IIPUCOeIMHEHHEE K I[IOOXOOAMEMYy KaTHOHY,
TakoMy Kak Na®, NHs" m NWag* (rme W npezncraBjgsgeT cobom Ci-g
AQJIKMJIBHYK TPYIINY) M TOMY I[IOOODHOE.

[0075] g TepaleBTUUECKOTO MCIOJIB30BaAHMA COJM COEeOVHEHUMN
[I0 HacCTodlleMy M300peTeHM paccMaTpMBalTCAa Kak ¢apMalleBTUUeCKU
npuemieMmele . OOHAKO COJM KUCJIOT M OCHOBAaHMUM, KOTOpPHE He SABJIATCSH
bapMaleBTUUECKM  IpUeMJIEMBIMUA, Takxe MOTYT HaWTM IIPUMMeHeHUe,
HaopuMep, IOIPpM I[OOJy4UYeHUM WIM OUuMCTKe (QapMalleBTUUYEeCKM IIPpUeMIIEMOTO
CoenVHEeHNVA.

[0076] TepMrH KOKOJIO», Kak MCIIOJIL3YETCSA B HaCTOAIeM
IOOKYMeHTe, KoTI'Ia OH OTHOCUTCHA K M3MepseMOo¥ BeJIMuMHe (HalpuMmep,
Macce, BpeMeHM UM »Oo3e), IIpedHaszsHaueH OJ4 oOxXBaTa KoJebaHuM, TaKux
Kak*+10%,%£5%,*x1% mim*z0,1% OT yKa3aHHOTO 33HaUeHWUd.

[0077] B omnomMcaHMM, TI'Ie KOMIO3MUMM OIMCAHH KakK MMeKolue,
BKJIOUAKIUE WU comepxamme KOHKPE THEE KOMIIOHEHTEHI, MJIN roe
IPOILIECCH U CITOCOOEHI OTIMICaHH Kak Mepmme,, BKJIOU AL E MM
comepxamye KOHKPEeTHHEe CTaOuM, IpenrnojaraeTrcsd, 4YTO, KpPpOMe TOTIo,
CYHEeCTBYKRT KOMIIO3UMLIMM II0 HACTOAIeMY M300pPEeTEeHMIO, KOTOPHE COCTOAT

10 CymecCcTBY I CoCcTOoAT ns YRKas3aHHEX KOMIIOHEHTOB, 17 uTo
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CYMeCTBYIT IPOLECCH WM CIHOCOOH B COOTBETCTBMM C HaCTOSAMMM
ns3o0bpeTeHMEM, KOTOPHE COCTOAT IO CYWMeCcTBY WMJIM COCTOAT U3
IIePEeUMCJIEHHEX OTHEeJIbHEIM CTaguM Ipollecca.

[0078] Kak npaBuJio, IIPOLLEHTHEI cocTas KOMIIO 3ULIUM
opencraBJieH I[IO0 Macce, eCJqM He YyKasaHo WMHoe. Kpome ToOro, eciu
IIepeMeHHasas He  COIpOBOXIaeTCHA  OlpenelieHUeM, TO  OIpeleJIAnIM
ABJIAeTCH Ipelbaylee olpelnejieHMre IIepeMeHHON.

[TPVIME PEI

[0079] OmmcaHHOe B 1LeJIOM HacToAmee u300peTeHMe OymeT 0O6oJiee
IIOHATHHEIM CO CCHUIKOM Ha CJenOyllye IIPYMepH, KOTOPHE BKJIIOUEHH
OpOCTO OJd LeJel WIIINCTpallMy HeKOTOPHX AacClIeKTOB U BapMaHTOB
OCyImeCTBJIeHUA HaCTOoAmero u300peTeHMA ¥ He OpeldHa3HaueHH OJId
OTpaHUUYeHUsa U300peTeHusd.

[TPVIME P 1 - BHYTPUBEHHOE BBEIEHUE [IPETIAPATA ABDNAZ,
OBPABOBAHHOI'O I[MIYyTEM OB BEJIMHEHHWA LIEJIEHOM KPOBHI, ABDNAZ u
AHTUKOATVYIISIHTA

[0080] B pamMkax KIMHMUECKOTO MCIHTAHMA IOBEeHaIOllaTV B3POCJEM

nauMeHTaM BHYTPMBEHHO BBOIOMIIM IIpenapaT ABDNAZ, oBpa30BaHHEMN
nyTeM oObearHeHMSI lLeJIbHOM KpoBM, ABDNAZ (4 MI'), aHTHMKOATYJISHTa U
HEKOTOPEX OpyI'MX BellecTB, KakK OIOMCaHo 0oJjiee IIOOPOOHO HMXe.

BHYyTpUMBeHHOe BBeleHMe IpelapaTa ABDNAZ OpOoBOOWUIIM IIPM HadaJIbHOMU
CKOPOCTHM IMOTOKa 5 MiI/MmH. Ilpolenypa II03BOJANIa YBEJIUMUUTH CKOPOCTH
[IOTOKa, €eCJM 5SBTO I[IePEeHOCUJIOCH IallMeHTOM. HM OOMH I[alMeHT He
coofBmaJl o BoJin B MecTe MHBEKLNUA . DanbHeVmee omnmcaHue
DKCIIEPUMEHTAJILHEX IIPOLUEenyp U pesyJibTaTOoB IPUBEIEeHO HUXE.

YacTe I - 3SxcHnepuMMeHTAJIBHHE IIPOLIeOyPH

[0081] B paMKax KJIMHUUYECKOT'O MCCJIegoBaHUsa OBeHanlaTu
B3pPOCJIEIM raleHTaMm BHYTPUBEHHO BBOOMIIN npernapatT ABDNAZ.
BHyTpMBeHHOEe BBelleHMe TIPelCTaBJIAJIO Co00¥ ILeHTpaJIbHOE BeEeHOB3HOe
BBelleHUe . [lpenapaT ABDNAZ OBUI MOJYUeH CJelyl M ofpa3oM:

(1) VY naumMeHTOBR OTOMpalM OpubansuTesbHo 100 MI KpOBU U
3aTeM OO0BeIMHAIM C 1 MJI  aJMKBOTH pacTBopa ACD-A (KOTOpPHM
IpeICTaBJgeT COOOM aHTHMKOATYJISHTHHNM pPacTBOP, CoIepXallMi LIUTPAaT
HaTpusd, TakKo¥ KakK KOMMepUYeCKM OOCTyHNHEM oT Citra Labs) onmas

IIOJIyyeHMs pacTBopa M 1;
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(2)PacTBOp N 1 cMmMemmBaIM Cc 4 MI  pacTBOpa, CcoIepXameIro
ABDNAZ (4 Mr), MOJIUBTUIEHIJIMKOJIL CO CpeldHe-UMCJIOBOM MOJIEKYJISPHOM
Maccom 400 r/mMmosib (6% Mac./Mac.), OuMerTuJaleraMuno (3 Mac.$) u
BOOY HOJIS MHBEKLUMUM, C NOJIydeHMeM MOpenapaTa ABDNAZ.

[0082] IIpenapaT ABDNAZ OpolycCKallM Uepes CTepUJIbLHHEM OUILTP U
BEOIMJIM BHYTPMBEHHO I[IallMEHTY C HadaJIbHOM CKOPOCTLIO IIOTOkKa b5
MJI/MUH . CKOPOCTE [IOTOKa  MoIJla OEITH yBeJIMUeHa, ecymM  BTOo
IepPeHOCUJIOCE TallMeHTOM. IIpY CKOPOCTHM WHOys3umM 5 MI/MMUH Opernapart
ABDNAZ, wuMenmuy o6bem 115 ™MjI, MO OHTL BBeleH BHYTPUMBEHHO B
TeueHMe [IPUMEPHO 23 MUHYT.

Yacte II - PeByJIbTaTH

Hyu ommH naumeHT He coofmwall ¢ O0JM B MeCTe MHBEKLVU.

[IPVME. P 2 - BHYTPUBEHHOE BBEJIEHUE [IPEITIAPATA ABDNAZ,
COIOEPXAINEIT'O ABDNAZ, PEG-400, IOVMMETUIALETAMUIO M BOOY

[0084] Bomueni pacTBOop  ABDNAZ BHYTPUBEHHO BBOOWMIIM 25
nauyMeHTaM B paMkax ©¢ass I KIMHMYUECKOTO MCCJeOOoBaHMsa. BOOHEM

pacTBOp coIepxas ABDNAZ (2 MT/MI), OOJIUSTUIIEHIJIMKOJILE CO CpelHe-

YMCJIOBOY  MOJIEKYyJIApHOM  Maccom 400 T/MOJIb (6% wMac./mac.),
oyMeTMJlalleTaMun (3% Mac./Mac.) ¥ BoOy IJd MHBeKLMM. IlalueHTaM

BBOIMJIM OOBEM BOOHOTO pacTBopa ABDNAZ, OOCTATOYUHEM IJIS OOCTAaBKU
mossl ABDNAZ B koJimuecTBe 10 wmr/m2%2, 16,7 wMmrp/m2, 24,6 wMmr/m?2, 33
mr/mM2, 55 mMr/m?2 wmim 83 Mr/M?2. BoJib B MeCTe WMHLEKINMM, Bh3BaHHAaA
BBeIOeHMeM BOIHOTO pacTBopa ABDNAZ, HabOomajlack y 84% [DalMeHTOB.
[IepBEM TalMeHT OpY [IOJYYeHMM BOIHOTO pacTBopa ABDNAZ nyTeM
LIEeHTPaJIbLHOTO BHYTPMBEHHOT'O BBeleHMA B TeueHre 20 MMHYT IJIA
mocTraBky mos3u 10 Mr/mM2 ABDNAZ MCHHTHBAJ O0JE B 00JacTM MHOY3UU U
omymeHMe XKeHMS B HOCOIJIOTKE TaKOoM BHCOKOM MHTEHCHMBHOCTM, UTO
mauvMeHT OOOPOBOJIBHO OTKa3aJiIca oOT MccJemoBaHusa. llocjie BTOTO
VCIIOJNIL30BAaJIM  [NepudpepruecKyrw BHYTPUMBEHHYK ITOCTaABKY B JIOKTEBY
oBbnacTe WM o6JlacTh IIPenIJieubs, VM IOJIA TIPOBENEeHMSA MVHQY3UU
WCIOJNIb30BaIM 0OoJjlee IJUTEJLHEM [IepMOO BpeMeHM (HaopuMmep, OT 2
YacoB OO 8 YacoB IIpM CKOPOCTM IIOTOKa 3,5 MiI/4yac, KOTOPYID MOXHO
OBJIO YCTAHOBMTL BHIlE MM Hmxke Ha 0,5 wMiI/yac, UCXoOS U3
CrioCcOOHOCTHM IallMeHTa I[IepPeHOCHUTb MHOY3MWL) . JaJlbHellee ONMcCaHue
DKCIIEPUMEHTAJIBHEIX [IPpoLelyp M pe3yJbTaTOoB IIPUBEIEeHO HIUXEe.

YacTe I - SkCcHepMMeHTAaJIbHHE IMMPOLIeOyPEH
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[0085] B 5TOM OTKPHTOM MCCIeloBaHMM 1 ¢Ga3sH IO OlIeHKe
fes30MnacHOCTHA aCKaJIaluun OO 3E oJis yeJioBeKa VCIIOJIE 30Bajlachk
KOHCTPYKLMUA sCcKaJjlalumnuu IOO3EL 3+3 OoJis OLIEeHKU fe30IacHOCTH,
[IEPEeHOCUMOCTM M dpapMakokmMHeTuxk ABDNAZ. B wuccienoraHue  OBUIU
BKJIOUeHH HaluueHTH University of California-San Diego Moores
Cancer Center, La Jolla, CA, USA m Sarah Cannon Research
Institute, Nashville, TN, USA. Illogxondmme IIallMeHTH OBJIM CTaple
18 JeT c TUCTOJIOTUUYECKHU IIOOTBEPXIEeHHEMN pacnpoCcTpaHeHHBMN
COJIMOHEIMM OIIYyXOJIAMM, IJIA KOTOPHX He CYIMeCcTBOBaJIO CTaHOApPTHOTO
JeueHusa. Y BCexX IalMeHTOB IoKa3aTelJlb ofmeIl'd0 COCTOSHMS BOCTOUHOM
KOOINepaTHUBHOM TPYIIINE COCTAaBJAI 2 WMIM MeHee, IpennojaraeMas

IIPOOOJIXKUTEIBEHOCTD KM3HU 1o Mepe 12 HeneJb u anekKBaTHEE
JabopaTopHHE IapaMeTpH (abCOoJIOTHOE KOJUUECTBO HeﬁTpo@Mn0B21,5x106
KJIeTOK Ha J, KOJIMUECTBO TpoméouMTOBZ7,5x106 KJIETOK Ha J,

TeMoTJIOOMH=90 T/, of0mmui OMIMPYOMH B CHBOpOTKe<427,5 MKMOJL/JI,

KOHILIEHTpaumAa acllapTaTa aMMHOTpaHC®epa3H u

aJlaHMHaMMHOTpaHCchepasrs<2,5 pa3a BepxXHEeI'o HOPMaJIbHOT'O IpemeJia
[ULN; <5 pasz ULN miad ydYacTMA B II€UeHM] U KIMPEeHC KpeaTuHMHa >50
MJI B MMHYTY) . IllpeimecTByKIMe IIPOTHUBOOIIYXOJIEBEHE TepallMy OOJDKHEL
Opu  OBITH IIPEeKpalleHH I[I0 MeHbIleY Mepe 3a 6 HeOeJib OO Haudaja
BMellaTeJIbCTBa, M Yy IHalMeHTOB He MOIJIO OHTE I[IOKa3aHO HUKaKUX
OCTATOUHEX IIOOOUHEX 5OPeKTOB IIPpedUeCTBYRIMUX MEeTOOOB JIeUeHUd.
[TallMeHTE  OOJDKHEL OBJIM [NPAKTHUKOBATE 2OPeKTHMBHYKD KOHTpalelllnio,
rnojlydyas ABDNAZ. M BCeX IalumMeHTOR HabJInIaljloCh 3aboJieBaHUE.
KiIloueBEIMM KPUTEPUSAMM HEBKJIIOUEHMA OBUIM ITUIOaNbOyMMHeMMS (aJibOyMMH
<30 1/J), AaKTHUBHHE MeTacTas3hk B MO3ID (XOTHA OOIYCKaJMCh [IalMeHTH
co cCTabMJIBbHHEMKM MeTacTa3aMyM B MO3T), OepeMeHHOCTh WM TpPyIOHOE
BCKapMIMBaHMe, Jwoboe »Opyroe KIMHUMUECKM 3HauMMmMoe 3aboJieBaHMe WU
IICUXMUEeCKoe PacCTpOMCTBO, KOTOpOe MOXeT TIIOBJIMATE Ha  OILEHKY
COOTBEeTCTBUSA VI OLLEHKMU KOHEUHEIX TOUeK n OIOHOBPEMEHHOE
VICTIOJIE30BaHMe JIOOBEX NOPYTMX MCCIENYEMHX IIPelapaToB.

[0086] CkpuMHMHITOBOEe OOCJIemOBaHME IMPOBOOMJIMCE Ha KIMHUUECKOM
ydyacTKe MeHee ueM 3a 16 »OHeM OO Hauaja JeueHMsa U BKJIOUYAJO
DIIEKTPpOKaApIMOTpaMMy, aHaJlu3 MOouM, MOIMOMUIMPOBAaHHYI IIkaJly Bopra

OLl€eHKNM OIHIIKNV, IIYJIECOBYIK OKCHMETPUIO panmorpa@mquKoe MsMepeHre
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OIIYXOJIN . VicTopu4a ©oJIe3HH, busnueckun OCMOTDp, TecT Ha
BepeMeHHOCTh, oBlmee  COCTOAHUE, IIOJIHEM  aHaJu3  KpPOBWH, oOmmn
BUMOXMMMUECKMIM aHaJM3 CHEHBOPOTKM W aHaJlM3 MOUM I[IPOBOOMIIMCHL B
TeueHMe 16 OHEeM IIOoCJle MepBOT0 IO3UPOBaHMA.

[0087] IIpoTokoJI OBUI pPacCMOTPEeH U OoHOOpeH KOMUCCHUAMU II0
ucciyenosaHuaM Moores Cancer Center and the Sarah Cannon Research
Institute. Bce npouenypsl OBJIM  BHIIOJIHEHEL B COOTBETCTBUU C
IPUHLMIIAMM, YCTAaHOBJIEHHHMU XeJIbCHMHKCKOM IOekJapauuel. I[lallMeHTH
O0ajiu IOMCbMeHHOe MHQOPMMPOBAaHHOE COTJlacKMe Ha BCe KIMHUMUEeCKHe U
VccJeloBaTeJbCKHUe ACIIeKTH MCCJIeIOoBaHUAa oo BRJIIOUEHU A B
VCcCcJeIOoBaHMe, UYTO MIPOIEeJIHBAJIOCH B COOTBETCTBUM C HALMOHAJILHEIMU U
VMHCTUTYLUMOHAJLHEMY PYKOBOIAMUMY IPUHUUIIAMMA .

[0088] BRomHem pacTeOop ABDNAZ BHYTPMEBEHHO BBOIWIIM HallMeHTaM.
BOIHHI pacTBOp comepxals ABDNAZ (2 wMmT/mMiI), [DOJIUMSTUIIEHTJIMKOJL CO
CpeIHe-UMCJIOBOM MOJIEKYJIApHOM Maccoi 400 rv/mMojsbs (6% Mac./mac.),
ouMeTulalleTamMmn (3% Mac./Mac.) ¥ BoOy IJd MHBEeKLMM. IlalueHTaM
BRBOOMJIM OOBEM BOIOHOTO pacTBopa ABDNAZ, »OOCTATOUHHM IJS IOOCTaBKU
moswl ABDNAZ B koJuuyecTBe 10 w™Mr/M2%2, 16,7 wmMr/m?2, 24,6 wMmr/m?, 33
mr/m2, 55 wMmr/mM2 wiam 83 Mr/m?. TpeM [auMeHTaM IaBajiM HadaJlbHYIO
mos3y ADDNAZ 10 wMr/mM? mnepel sckKajaumer nos3w (mo 16,7 wmr/m?, 24,6
mr/mMm?, 33 wmr/m?, 55 Mmr/M? um 83 wMr/m?), IO MeHbIle Mepe TpeM
nauyeHTaM B OO30BOM  KOTOpPTE, openycMaTpupas HOpoBeleHUe  2-
HeOeJIbHOTO nepuona HabJIoIeHN I nepen sckajlaumen IOO3H .
IIMTeJIbHOCTE MHQY3MM OO3UPOBAIM OO IIepPeHOCHMMOCTM [alMMeHTOM U
BapbUpPOBaJM MEXIOY OO30BEIMM KOTOpTaMM U HalMeHTamu. OOHaAKO OJIA
IepBOTO IallMeHTa B JOB0BOM KOTOpPTe BOOHEM pacTBop ABDNAZ 10
MT/M? BBOIOMJIM LIeHTPaJM30BaHHO B TeueHme 20 MMH, U IIalLXeHT
VCIIEITEBAJ OoJik B ofOJjlacTM MHQY3MOHHOTO ydYacCTKa M OlylleHMe XKeHUSA
B HOCOTJIOTKE C TakKOo¥V BHEHCOKOM MHTEHCHUBHOCTELIO, YTO IIalMeHT
OOOPOBOJIBHO YIAJAJNCS W3 WMCCJIeIoBaHuUA. Ilocjie 3TOoTo MCIOJb30BalM
nepnudepnUecKyr BHYTPMBEHHYK JOCTaBKYy B JIOKTeByK 0OOJIacTb WM
oBJlacThk MNpPenrJieubsda, M IJIA [IPOBeIeHUMA MHOY3UMM MCIOJb30BaJiM OoJiee
OJMUTEeJILHE I[Iepuol BpeMeHM (Hanopumep, OT 2 YacoB OO 8 uYacoB IIpH
CKOPOCTHM TIOoTokKa 3,5 MI/yuac, KOTOPY MOXHO OBJIO YCTAaHOBUTL BHIIE
WMJIN HIKE Ha 0,5 miI/uac, MCXOOA nus CIIOCODHOCTHM  IIallMeHTa

I[IepPpeHOCHUTEb MH@S/BMIO). HepwbepmquKaH BHYTPVMBEHHAA IHOOCTabBKa Jiydlle
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[IEPEHOCUJIACE ; y OOJBHNIMHCTRBa IalMeHTOB  HabJjmomaJjach 3aMeTHasA
no303aBUCKUMasd BaszoOwjaTaluMsa B 2 [OpeldllJledube U KpPpaTKOBPEMEHHAasd
Jerkasd M YyMepeHHasd 0oJb. [IJIgd HEKOTOPHX IIallMeEHTOB B KOTOpPTe C
HaVBEICIIEV  IOO30U (83 wmr/m2) aBToOpaM HaCTOAmEeI'o M300peTeHMd
IIPUXOOMIIOCE pasnesiaTh OBy oosy n OOCTaBKY ABDNAZ Ha
IByxXHeNeJIbHEM pexuM. TpM IalMeHTa B TPyINe C HauboJblle o030 U
OIOMH TIIalMeHT B I[OpenlocjiegHel IJose (55 wMrp/mM?) HYXOaJIMCk B
CHMXEHMM IOS3E OO 33 MI'/M? M3-3a JIOKAJM3O0BAHHOM OOJIM OT MHDY3SUM.

YacTe II - PeByJbTaTH

[0089] BoJjb B MecTe MHBEKLUUM, IJIaBHEHM obpaszoMm, 1 u 2 0Oajuia,
OBJIa CaMbBIM PaclpOCTPaHEeHHEM T[IOOOUHEM 5BOdeKToM, CBA3aHHEM C
JleueHneM, KOTOPYI M CIIEITEIB aJIn 21 (84%) raluyeHTa. Ipyrue

pacrnpoCTpaHeHHEe TIOOOUHEE ABJIEHUS, CBA3aHHHe C ABDNAZ, BKJIKOUaAJIA

onyxXaHue PYK MJIIN OTeKMn (RoceMb [32%] IallMeHTOR) nu
CKJIIEPO3UPOBaHME BEH (cemb [28%] NalMeHTOR) . BpemMmeHHHE
OTpPaHNYeHNH, CBA3aHHEE co CIOEPXMBaHNEM MHQY3MOHHOM toJm,

BEH3BaHHOM ABRDNAZ, T[OPUBOOMIM K MaKCUMaJIEHO BO3MOXHOM mHOo3e 83
MT/M? . CBg3aHHEHEe C ABDNAZ noOouHHe ABJIeHUS, HadoIaeMule BO BpPeMS

nccijiegoBaHMA, IIE€PEeUMCIIEHE B Tabnile HIXe.
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HJosa ABDNAZ 10

Josa ABDNAZ

Josa ABDNAZ

HJosa ABDNAZ 33

Hoza ABDNAZ

Josa ABDNAZ 83

16,7 Mr/m? 24,6 mr/m? 55 mr/m?
HeBnarompusiTtHoe Mr/M?2  (n=6) Mr/M?2  (n=4) Mr/m? (n=6)
(n=3) (n=3) (n=3)
coBbuTHne
Bann Bann Bann Bann Bann Bann Bann Bann Bann Bann Bann Bann
1-2 3 1-2 3 1-2 3 1-2 3 1-2 3 1-2 3

Boss B MecTe 3

4 (67%) 0 3 (100%) 0 1 (33%) 0 (75%) 1 (25%) 0 6 (100%) 0
uubysMM (100%)
Oonyxonp pPyk mnMam

0 0 1 (33%) 0 0 0 (25%) 0 2 (67%) 0 4 (67%) 0
oTer
CxynepoBsupoBaHue

0 0 0 0 0 0 (25%) 0 1 (33%) 0 5 (83%) 0
BeH
Ommuuka MIn

1 (17%) 0 0 0 0 0 0 1 (33%) 0 3 (50%) 0
CBUCTSUIee IOHXAaHUE
MoxannBauMe MIN

0 0 0 0 0 0 0 2 (67%) 0 2 (33%) 0
jokeHne BO PTY
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BKIIOUEHUE IIOCPEIOCTBOM CCBHUIKN

[0090] IlojsiHOe omoMcaHMe KaXIoI'0 M3 IIaTeHTHHX JOKYMEHTOB U
Hay4dHEIX CTaTel, VYIOMAHYTEX 30eCb, BKJIOUEHO B KaueCTBe CCHUIKM IJI4
BCex leJlen.

SKBMBAJIEHTEH

[0091] Ms300peTeHMe MOXeT OHTH BOILJIOWEHO B IOPYIMX KOHKpPETHBIX
bopmMax, He oTCTyIas OT @OyXa MJIM eI'0 OCHOBHHX XapaKTepUCTUK.
ITIosTOMY BHIIEIIPUBEIeHHEE BapUaHThH OCYMeCTBJICHU S IOOJIKHEI
paccMaTpUBaTLCS BO BCex OTHOUIEHUSAX WILJIIOCTPAaTUBHO, a He
OTPaHMUMBATEL OIMCAHHOE B HacToAmeM IOKyMeHTe us3oOpeTeHMe. O00LeM
n3o0bpeTeHnsd, TaKUM obpasoM, BHpaxeH npujiaraeMoi bopmyJion
n300peTeHrsa, a He IIPpMBEeIeHHHM BHIIe OIMCaHMeM, M BCe M3MeHeHUd,
KOTOpHE BXOOAT B 3HaueHMe U IOIMAala30H SKBUBaAJIEHTHOCTU GOPMYJIH

MBO@peTeHM}I, IOOJIKHEL OHTB €K OXBaUeHH.
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$OPMYJIA MBOEPETEHHUA

1. dapmMalleBTMUECKaS  KOMIIO3MINMS, comepxamas >0PeKTHUBHOE
KoJmuecTBO ABDNAZ WM eTro OdapMalleBTUUECKM IOIpMeMJIeMOM  COJIU,
NIPOOYKT KPOBM M aHTHUKOATYJISHT.

2. dapMalleBTHUUEeCKasd KOMIIO3MIMA 1o II. 1, rTne »0peKTUBHOE
KoJimuecTBO  ABDNAZ WJIN ero bapMalleBTUUECKHM  OpUEeMIIeMON COoJIn
opencraBJgeT coboM TepaleBTUUECKM 50OeKTHMBHOEe KoOJMUeCcTBO ABDNAZ
UIM ero dpapMalleBTUUECKM IPpMeMJIEMOM COJIM.

3. OdapmaleBTHMUYeCKas KOMIO3MUMSA I[IO II. 2, TI'IOe TepalleBTUUeCKU
sbdexTUBHOe KoJMUecTBO ABDNAZ MM ero dapMalleBTUUECKM IIPpMeMIIEMOM
COJIM TPUCYTCTBYET B (QapMalleBTHUUECKOM KOMIIO3MIMM B KOHIEHTpaluuu B
oMarnasoHe OT npuMepHo 10 MKT/MJI IO HpPpUMEpPHO 1 MI'/MII.

4., OdapMalleBTMUeCcKasd KOMIIO3MUIMA I[I0 JwodomMy M3 HO.IO. 1-3, TOe
IPOOYKT KPOBM CONEPXUT SPUTPOLMTEH.

5. OdapmMaleBTMUeCcKasd KOMIIO3UIMA IO Jwodomy M3 oO.o. 1-4, roe
IPOOYKT KPOBM CONEPXUT LEJIbHYIO KPOBbL, U IIPpM DTOM LieJlbHasgd KpPOBb
ABJIAETCHA ayTOJIOTMUHOW 11eJIbHOM KPOBLIO.

6. O®apmMmaleBTHMUeCKkas KOMIO3MIMA IO II. 5, I'Ie KOJUUECTBO
LIeJILHOM KPOBM HaxXOIMTCHS B Oualla3oHe oOT IpuMepHo 60% Mac./Mac. »o
npuMepHo 99% Mac./Mac. dapMalleBTUUECKOM KOMIIO3UIIUNA .

7. QdapMalleBTMUeCKasd KOMIIO3MUMA I[IO0 II. b5, TIOe KOJIMUYEeCTBO
LIeJIbHOM KPOBM HaxOOMTCsS B OManasoHe OoT I»npuMepHo 10 MJI 1O
npuMepHo 120 Mn dapMalleBTUMUYeCKOM KOMIIOBUIIUN.

8. dapMalleBTMUEeCKad KOMIIO3MIMA [0 JwbomMy M3 O.IO. 1-7, DOe
AHTUKOATYJIAHT BEHOpaH M3 TPYIIH, cocToAme U3: TrernapMHa U
UUTPAaTHOW COJIN.

9. OdapmMalleBTMUECKad KOMIIO3MIMA IO JwboMy M3 O.IO. 1-7, DOe
AHTHUKOATYJIAHT INPeOCcTaBJigeT cofo¥ pacTBOpP, UM T'Ie PacTBOP COIEPXUT
LUUTPaTHY COJIb WMEJIOUHOT'O MeTalljla, LeKCTpOo3y U BOLY.

10. dapmalleBTHMUEeCKas KOMIIO3MIIMA IO JboMy M3 II.II. 1-9, Drxe
KOJIMYECTBO AaHTUKOATyYJISHTa HaxXOIOMUTCH B IOMalas3oHe oT npuMepHo 0,1%
Mac./Mac. Oo OpuMepHo 15% Mac./Mac. dapMalleBTUUECKOM KOMIIOSULIUNA .

11. dapMalleBTHUUECKad KOMIO3MIMA 1o JodboMy wm3 1r.1. 1-10,
IOOIOJIHUTEJIBHO CcoIepxXamasa aleHT, TI'JIe aleHT BHOpaH W3 TPYIIIH,

cocToAmen mn3: BOIE, IIOJUBTUMIIeHIUIMKOJIZ U N, N-OuMeTmjaleTaMMaa .
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12. dapMalleBTHUECKAd  KOMIO3MLUMA IO  II. 11, roe  areHT
COOEPXUT IIOJIUBTUIIEHIJIMKOJIL, W I'Ie IIOJUDTUIIEHIJIMKOJE I[IPUCYTCTBYeT
B (QapMalleBTUMUECKOM KOMIIO3UIMM B KOHIEeHTpaluM B IOMala30oHe OT
npuMmepHo 0,4 MKJI/MI mo npuMepHo 30 MKJI/MII.

13. dapMalleBTHMUECKAd  KOMIO3MLUMA IO  II. 11, roe  areHT
COOEPXUT IOJMATUIIEHIJIMKOJIL, W TDOe [IOJUSTUIIEHIUIMKOJIE COLEPXUT
[IOJIMA TUJIEHTJIMKOJIE , VMEMNM CpeIHIOK MOJIEKYJIAPHYI Maccy B
nrarnasoHe oT npuMmepHo 200 r/mMojsb mo npuMmepHo 600 1/MOJIB.

14. dapmMalleBTHUEeCKad  KOMIO3MLUMA IO  II. 11, roe  areHT
COOEPXUT N, N-mumeTmiauneTaMmm, n roe N, N-mumeTmianeTaMUn
IPUCYTCTBYEeT B (QapMalleBTUUeCKOM KOMIIO3MLUMM B KOHLEeHTpaluu B
nrarasoHe oT npuMmepHo 0,2 MKJI/MI OO OpuMepHO 15 MKJI/MII.

15. QapmalleBTHMUYeCKas KOMIO3MUMA IO JwobomMy M3 m.n. 1-14, roe
bapMalleBTHMUeCKas KOMIIO3MUMSA [IpedcTaBJieHa B BUIe OOHOPa30BOMU
LOO3HL.

16. dapmaleBTHMUeCKad KOMIO3MIMA IO II. 15, THOe ongHopas3oBad
noza COomepXuT oO0beM B IOMalla30oHe OT OpuMepHO 50 MJI OO IIPMMEPHO
200 M.

17. dapmMalleBTHMUECKasad KOMIO3MLUMA IO II. 15, ©Tme oIHoOpasoBas
0o3a COoHOeEpPXUT o0BbeM B OMalla3oHe OT OpuMepHOo 10 M mo npuMepHo 30
MII.

18. Cnoco® JeueHus 3abojieBaHUA WMJIM PaCCTPOMCTBa y CyOBeKTa,
HyXIOawnmerocsa B 5TOM, roe crioco® BKJIIOUAET BBeeHUE
bapMalleBTUUECKOM KOMIIOBULKM IO JioOoMy M3 IIyHKTOB 1-17 cyObekTy,
HyXIDanleMyCd B 32TOM.

192. Crnoco® mno n. 18, Tme cy®beKTOM ABJISeTCS MJIeKOIMTaKlIee.

20. Cnoco® mno JgobomMy M3 I.I. 18-19, 1rme 3adojieBaHMEM WM
PACCTPOMCTBOM HABJISETCSA 3JI0KadeCTBEHHOe HOBOOOpasOBaHUE.

21. Cnoco6 mno n. 20, IIOe B3JI0KaueCTBEHHOEe HOBOOOpa30OBaHUE
npelcTaBJIAgeT COOOM CONUIOHYK OMNYXOJhb.

22. Cnoco6 mno n. 20, IOe B3JI0KAYeCTBEHHOE HOBOOOpa30OBaHME
BHIOpaHO M3 TPYINH, COCTOAMEN M3: paka TOJOBHOTO MO3Ta, paka
MOUYEeBOT'O  IIY3HPH, paka MOJIOUHOM  XeJIe3H, paka MeWKu MaTKH,
XOJIaHTMOKAaPLMHOMHE, pPaka TOJCTOM KUIKM, KOJOPeKTallbHOTO paka,
paka p»pHIOMeTpHUA, paka OMIeBOHa, JeMKo3a, paka I[IedeHM, paka

JIET KX, J'H/IM(]_)OBABI, MeJIaHOMEHL, Para AVMYHMKOEB, Para HO,JI)KGJ'IV,HOHHO?I
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XeJIesH, paka TIpelcTaTeJIbHOM XeJle3H, paka IOpAMOM KUIMKM, pPak
IoUek, paka XeJlyIKa, pakKa aMuek M paka MaTKHU.

23. Cnoco® no JjgoboMy M3 II.11. 18-22, Tne CcyOBeKT He CTpalaerT
aHeMmem.

24. Crnoco® mno JgoboMy M3 .. 18-23, Tme y cCcyObekTa He
HabJogaeTcsa yMeHblleHMe oObeMa KPOBU.

25. Crioco® 1o JodoMy U3 II.II. 18-24, rge BBeIOeHMe
bapMalleBTHUUECKOM KOMIIO 3ULIUM cyOBeKTy, HYyXOanmeMy C g B HeH,
IIPOUCXOOUT IIOCPEeICTBOM BHYTPMBEHHOTO BBeIeHUA.

26. Crnoco® mo m. 25, TI'Ie BHYTPMBEHHOE BBeIeHMe BHOpPaHO K3
TPYIIIIH, cocToAmen  U3: LeHTPaJJbHOTO BHYTPMBEHHOTO BBeIeHUd,
nepndeprndeCcKOor0 BHYTPMBEHHOTO BBeOeHMSA U OHCTPOTO BHYTPMBEHHOTO
BBeIeHUs.

27. Cnoco6 1no m. 26, TI'Ie BHYTPMBEHHOEe BBeIeHMe BKJOUaeT
ORICTPOE BHYTPMBEHHOE BBeIeHMe, ¥ I'Ie CKOPOCTh MHQY3UM IIPpU
OLICTPOM BHYTPMBEHHOM BBEIEeHUM HaXOOUTCS B OuanasoHe oT 10 mi/uyac
mo 50 mi/dac.

28. Cnoco6 mo mn. 25, TOe BHYTPMBEHHOE BBeIeHMEe HauMHalT B
TeueHMe IIepuomda BPEeMeHM, COCTaBJIAKNIEero IpuMepHo 1 uYac I1ocie
IPUTOTOBJIEHUS dapMalleBTUUECKOM KOMIIOSUILINNA .

29. Cnoco®6 mo mn. 25, TI'Ioe BHYTPMBEHHOE BBeIeHMEe HauMHalT B
TeueHMe IIeproda BPEeMeHM, COCTaBJdRIeI0 IIPMMEPHO 6 uYacoB Iocie
IPUTOTOBJIEHUSI dapMalleBTUUESCKOM KOMIIOSUILINNA .

30. Cnoco® mno JgobomMy wm3 1I.II. 18-29, rge Jimobasg BOoJib,
VCIILHTHBAaeMa I CcyOBeKToOM B MecTe BBeIeHUS bapMalLleBTUUECKOM
KOMIIOBULIMM, He IpeBhmaeT 2 0aJlJIoB.

31. Crnoco® mno JgobomMy ™3 1m.II. 18-29, rge Jimodasg BOoJib,
VCIHTHBAaeMa I nalueHTOM B MecTe BBeIeHUS bapMalleBTUUECKOM

KOMIIO3UIIMKM, He MpeBemaeT 1 6Gajja.
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