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COCTAB, COIEPXAIIM/ MPOJIEKAPCTBO TI'EMIMTABMHA
[0001] HacrTosmee wu300peTeHMEe OTHOCUTCH K dapMalleBTUUeCKUM
cocTaBaMm reMUMTaOuH [ beHMIIOeH30KCU-L—ajlaHmMHmi) ] dochaTa
(XUMMUEeCcKoe Has3BaHMe: 2 -ne3okcu-2', 2'-oudTop-D-UUTUINH-5"-0-
[deHmI (BeH30KCU—-L—ajlaHuHWII) | docdaT), MOHOPOCHaTHOTO IIPOMU3BOIOHOIO

XOopoumo M3BeCTHOTI'O IIPOTHMBOOIIYXOJIEBOT'O JIeKapCTBEeHHOTI'O cpelCTBa

rTeMiuTa®MHa. B uyacTHOCTM, uU300peTeHMe OTHOCHMTCS K CcocTaBaM,
KOTOPEHIE comepXxar [IOJISOHEM ApPOTOHHEIM PAaCTBOPUTEIIL,
NPenIouTHTeJIbHO OMMeTuIalle TaMUI (OIMA) . CocTaBH, comepxamue

YKasaHHBE pacTBOPUTENM, CIOCODCTBYIT TepaleBTUUeCKr 30PeKTUBHOMY
JIeUeHU reMUIMTaOVH [ peHMIOeH30KCU— L—aJlaHMHanII) ] ochaToM. CocTarBH
comJjlacHO n300peTeHNO MOT'YT OBITH prasBarJieHE oo HYXHOM
KOHIEHTPAlUUNX HEIMNOCPEeICTBEHHO II€pPell BBEeIeHMEM.

YpOBEeHE TEeXHUKU

[0002] TemumTadbua (1; OpomaBaeMell Ha pPHHKe Kak I'emM3ap®)
npencraByageT cobol 20PeKTUBHEM aHaJOT HyKJIeo3uIa, KOTOPHM B
HacTodAmlee BpeMs paspelleH K IOIPpMMeHeHMI0O B JIeUeHMM paka MOJIOUHOM
XeJle3bl, HeMeJIKOKJIETOUHOTO pakKa JIeT'KoT'0o, paka AMUHMKaA U paka
IIOIIKEeJIYOOUHOM XKeJIe3H U MUPOKO TI[IPMMEeHSAeTCHd IOJiS JIeueHMsa pdana
OIPpYTMX BUIOOB paka, BKIOUAKIMX pPakK MOUeBOI'O IIY3HPA, PakK XeJIUHOTO

IIy3HPs, KOJOPEKTAJIbHHM pak ¥ JUMboMy .
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[0003] KimmHnueckoe nprUMeHeHue reMuMTadbMHa OTPaHNUEHO
HaJInureM pana MexXaHM3MOB BPOXIEHHOM u npuobpeTeHHOM

YCTOMUMBOCTK. Ha KJIeTOUHOM YPOBHE YCTOWMUMBOCTL 3aBUCUT OT Tpex
IapaMeTpoB: i) IOHWXKaKIMEeN peryJsaumuu De30KCULUNTUOVNHKMHASH,
HeoBxXoOouMOoMn oJis IpeRpaleHnus B AKTUBHEN bochopmIMpPOBaHHEM
bparmMeHT; (11) DOHMXEHHOM DKCIPECCUM TPaHCIOPTEPOBR HYKJeOo3UIa, B

YacTHOCTH, hENT1, HeoB®XoOMMOTO njs norTpebiieHUS PaKOBLIMU



KJIeTKkaMM; ¥ (111) NoBHmaKMEeN PerydAlUM KaTaJlMTUUeCKUX OGOepMeHTOB,
0COOEeHHO UMTUAMHIEe3aMMHABE, KOoTopasa IerlpalupyeT IeMUMTabOuH.
[0004] MexnoyHaponoHas noyoamkaumsa W02005/012327 onouchHBaeT
cepui GocdaTHEIX IIPOM3BOOHEIX TIeMUIMUTabMHa WM POICTBEHHHX MOJIEKYJI
HYKJIEO3ULOB JIEKaPCTBEHHOTO cpencTeBa. Cpenu HUX
reMuMTaOuH [ QeHMII0eH30KCU—L— ajlaHMHMI) ] docoar (NUC-1031; 2)
UOEeHTUOMUIMPOBAH Kak Haubojiee DodeKTHMBHOe coenuHeHMre. OKaszalJloCh,
YTO DTU COeOMHEHMS He I[OoOBepralnTca OeMCTBMI MHOTUX MeXaHU3MOB
BPOXIEHHOV ¥ TIPUOOPETEeHHOM YCTOWUMBOCTM, KOTOPHE OTPaHUUMBAKT
NPYMEHVMOCTE TeMiuTabuHa ("Application of ProTide Technology to
Gemcitabine: A Successful Approach to Overcome the Key Cancer
Resistance Mechanisms Leads to a New Agent (NUC-1031) 1in

Clinical Development”; Slusarczyk et all; J. Med. Chem.; 2014,
57, 1531-1542).
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[0005] K coxaJeHuo, coemmHeHue NUC-1031 gBjgeTcs KpalHe
JUNIOPUJILHEIM ¥, CJIedOoBaTeJIbHO, IIJIOXO PacCTBOPMMEIM B Bome (IOIpwu
pacueTe: <0,1 Mr/Mi), U MOHMBUPYEMHEe OQparMeHTH, a30T IUMPUMUIUHA
U GOeHOJIbHHM TUIPOKCUJI, MMelT pacCuMTaHHbBe BeJMUuMHH pKa, KOTOpHe
JexarT BHE omariasoHa PH, IoOXonAmero oJs IapeHTepaJIbHOTO
BBeneHUsa. OHO TPaKTUUECKM HEe pacTBOPHAeTCH B BOIOEe, HE3aBUCHUMO OT
comepXaHMsda COJM WM pH, ¥ 5BTO »OaeT Cepbe3HHE OCJOXHEHMSA IJIS
paspaboTKM KIMHUYECKM I[IPUMEMJIEMBIX CIIOCOOOB HOCTaBKM COeIVHEeHUHA
IpM OOCTAaTOYHO  BHCOKMX HO3ax IJa 5BOPeKTMBHOTO JIeUeHMUS. B
OTIOEeJIbHHX CJlydasx, IOCTaBKa MOJIEKYJl JIEKapCTBEHHOT'O CpPeICTBa,
TakKoT'o kKak JUIOQMIIbHEM NUC-1031, MoxeT OHTL OCYIeCTBJIEHa, HO
TOJILKO C HEeOONyCTHMBIM YPOBHeM O0JIM, WMCIETEBaeMOM OOJIbHBEIM.

[0006] CoemmHeHre NUC-1031 cymecTBYyeT B BHMIEe CMeCH IOBYX

OMaCTEPEeOM30MEPOR, SIMMEPHHX IO aToMy ¢ochdopa B LEeHTpe MOJIEKYJIB:
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[0007] LUeJsibl0 HEKOTOPHIX BapMaHTOB OCYIIECTBJIEHMHA  OaHHOIT'O
n300peTeHnsa ABJISETCH IpeloCTabBJeHMe OQapMalleBTUUEeCKOI'O CcocTaBba
TeMiIUTaduH [ beHnBeH30KkCcU-L-aladuHami) ] bochaTa, KOTOPHM IOCTAaBJIAET
20PeKTUBHYID IO3Y.

[0008] IeJibl0 HEKOTOPHX BapMaHTOBR OCYIIECTBJIEHMHA  OaHHOTO

n300peTeHnd ABJIAETCHA openocTaBJIeHue CTabUIILHOTO
bapMaleBTUUEeCKOTO cocTaBa reMUMTaOuH [ peHMIOeH30KCU—L—
aJlaHMHWII) ] docdara. g BHYTPUBEHHOTO BEBeIeHUSd, INOOXOOAre

COCTaBH IJId WHOY3MM, KaK I[IpaBWUJIO, HOOJDKHEL OBTb CTaOWMIBHEMY B
TedeHMe OoJjiee uyeM 30 MMHYT M BILIOTE n00 48 uyacoB. Kak mOpaBUIO,
I0JIS BHYTPUBEHHOT'O BBeIeHWUS, COCTaB OOJIKeH OBTL YCTOMUMBEIM KaK K
ocaxieHM®K TreMUIMTadbuH |[beHMIIOeH30KCKU—L—allaHMHWII) |dochaTa, TakKk U K
nerpamalumy IeMUIMTaOuH [beHnnBeH30KCHU-L-ajlaHMHnII) ] pochaTa.

[0009] LeJsibl0 HEKOTOPHX BapMaHTOBR OCVYIIECTBJIEHMA  OaHHOTO
n3o00peTeHUsa ABJSAETCH IIPpelocTaBJieHMe ¢QapMalleBTUUYECKOT'O CcocTaka

reMumnTaduH [ peHnIOeH30KCcU-L-ajlaunHami) | pochaTa, KOTOPHM IOCTABJIIAET



SQ0OPEKTUBHYI 03y BHYTPUBEHHO.

[0010] LeJsibl0 HEKOTOPHX BapMaHTOB OCYIIECTBJIEHMA  OAaHHOT'O
n300peTeHna  ABJIAeTCA  [IPeNOoCTaBJIEHME  [IapeHTepallbHOT'O cocTaBa
reMuMTadbuH [ eHnIOeH30KCU-L-ajlauMuamI) ] pochaTa, KOTOPHIM MOXeT OHTBH
BBeleH Jmbo B TIepubepuueckKyi BeHy, JuOO Uepe3 LeHTpaJibHBEM
kaTeTep. TaxkuMm o00pas30M, LeJbln HEKOTOPHX BapMaAaHTOB OCYIECTBJIEHUI
OAaHHOTO n300peTeHnd ABJIAETCH openocTaBJieHUe cocTaBa,
OCMOJIIPHOCTE KOTOPOTO ABJAETCA IIOIOXOOAMEN OJS BBeldeHUS CocTaBa
uepes NepudeprUUYeCKyrn BEHY.

[0011] OnpenejyieHHEE BAPMaHTE  OCYWECTBJIEHUA  MU300peTeHUd
YIOOBJIETROPSAKT HEKOTOPHM MM BCEM M3 BHIIENIepPeUMCJIEHHHX IleJIel.

KpaTkoe ommcanHme mnsobpeTeHus

[0012] B COOTBETCTBUMA c [IEePBEM aCIIeKTOM HacToAamero
n300peTeHUa NpenocTaBjieH dapMalleBTUUYeCKUM COCTaB, COIOepXallui:

reMUUTa0OUH [ peHMIIOeH30KCH—L-—ajlaHmuMHuII) | docdaT;

IIOJISPHBIM ANPOTOHHHM PAaCTBOPUTENL; U

HeoO4z3aTeJIbHO OIOMH wiIM 0OoJjiee QpapMalleBTUUECKM [TOOXONAMNX
SKCUUIIMEHTOB .

[0013] IIoJIApHBIL AalpPOTOHHEIN pPaCTBOPUTENIL MOXeT OBTE BHOpPaH
nus3 OVMeTHUJIalleTaMUIa (OMA) , OVMe TUJICYJIEQOKCHUIa (OIMCO) m  N-
MeTUJINNPPOJIMIOHA (NMP) . IpelnodTuTesIbHO, [IOJIAPHBEIM  allpOTOHHEIM
pacTBopuTeJeM sfABJgeTcsa IMA. [IMA OeMOHCTPUPYeT HaWJIyudlly Opoduilb
PACTBOPUMOCTHM M3 BCEX MCIHTYEMHX pPacTBOPUTEJIEeN.

[0014] TIonApHEM AaNpPOTOHHHM PaCTBOPUTEIDb (HanpuMmep, [IOMA,
IMCO wmam NMP) MOXeT MMEThH OQapMalleBTUUYEeCKYK CTelleHb UMCTOTH.
[IOJIAPHBIM alpPOTOHHHM pacTBOPUTeNb (HamopuMmep, IMA) MOXeT MUIPaTh
POJIE  HOCUTeJIA IJIg BBeleHUd WM MOXeT OHTE TakK, UYTO COCTaBb
pas3faBJglT OO MCIOJbL30BaHMA HOCHUTEJeM NOJIS BBeIeHMs, KOTOPHM
obeclieunBaeT XeJlaeMble xXapakKTepucTuku. TakuMm o6pas3oM, cocrTasn
MOXeT OBHTB TOTOBBEM MOJIA MHOY3MM UM MOXeT COHOepPXaTh IIOJISPHHEN
AlpPOTOHHEI pPacTBOPUTEJIL (HanpuMmep, [IMA) B KadeCTBEe OCHOBHOTO
KOMIIOHEHTa; WJIM OH MOXeT IMpeICTaBJIATE COOOM COCTaR, KOTOPHM
CONEPXMUT IIOJIAPHHM alpOTOHHEM pacTBOPUTeJ:E (Hanopumep, IMA) B
KaueCTBe OCHOBHOI'O KOMIIOHEHTAa W IIpelHa3HaueH o4 pas3faBJIeHUd IO
BBeOeHMUd C IIOJIydeHMeM COoCTakBa, KOTOPEM TOTOB IJIA MHQY3UU U

COOEPXUT IOJISPHHIM AalpPOTOHHHN pPaCcTBOPUTENL (Hanpumep, IMA) TOJBKO



KaK MMHOPHEM KOMIIOHEHT,; MJIM OH MOXeT IMIpedcTaBJIST: coBoM CcocTaB,
KOTOPHM  TOTOB  IOJI  MHOY3UHU, COTEPXUT  IOJIAPHHEIM  alpOTOHHLI
pacTBOpUTEJL (HanpuMmep, IOMA) TOJBKO KaK MMHOPHEI KOMIIOHEHT U
oBpasyeTcsa B pes3yJbTaTe paszfaBJIeHMsa CcoCTaBa, B KOTOPOM IIOJISPHEIM
AlPOTOHHEM  PaCTBOPUTEJIb (Hampumep, IMA) ABJISETCHS  OCHOBHEIM
KOMIIOHEeHTOM. TakuMmM oB0pa30M, [OJIAPHHY AalPOTOHHHN pPaCTBOPUTEJIEL

(HanpumMmep, IMA) MoxeT cocTaBJAT: oT 0,1% 06./06. mo 100% 006./00.

cocrTaBa.

[0015] OueHb HEMHOTHME bapmMalleBTUUECKU rpueMJIeMEIe
pPacTBOPUTEIIU pPacTBOP AT OOCTaTOUHHE KOJIMUeCcTBa
reMUMTaOVH [ peHMIOeH30KCU - L—-aJjlaHuMHauI) ] dochaTa, UTOOBRL OOCTaBUTH

TepalleBTUUYECKM 20PeKTUMBHYK 03y BHYTPMBEHHO. M3 Tex, KOTOPHE 3TO
OCYIEeCTBIIAT, MHOTHE ABJIAKTCSA HecTabWJIbHEMHA, T.E.,
reMUIUTa0bUH [ peHMIIOeH30KCH—L—ajladuMHauIl) | pocoar OymeT ocaxIaTbCad U3
pacTreopa. ABTOPEHL n300peTeHnd HEOXMIOAaHHO OBHaAPYXUIINU, uTo
PacTBOPUTENM, KOTOpPHe o00pa3yionT CcTadbMIILHEM pPacTBOP, Kak IpaBUIIoO,
OpenCcTaBJIgT CcOoOOM IMOJIAPHHE alpOTOHHHE PAaCTBOPUTENM, HalpuMep,
IMA, IMCO wm NMP. V3 Tex pacTBOpUTeJIEN, KOTOpPHEE OKas3aJiMCh
CIIOCOOHEIMMA PacTBOPATE reMUMTaOuH [ peHUIIOeH30KCU—L—
aJlaHuHWII) ] ocdaT, aBTOPH MU300peTeHUdA OOHAPYXUIIM, UYTO HEKOTOPHE
[IOJIAPHEE alpOTOHHEE pacTrBoOpUTESIA, u B yacTHOCTM  [MA, B
OCOBEHHOCTHU CIOCOOHE YyIOepXMBaThb eI'0 B pacTBOpe B KOHIeHTpaluu,
HeoOxXOoOMMOM mJIiS IOOCTaBKM TpebyeMOM HIO3H, KOoI'Ia STOT pPacTBOP
pasfaBJIgT BOIOHEIM HOCHTeJIeM. TaKuM ofOpasoM, I[IpMMeHeHMe [IOJISPHEX
allpOTOHHHX pacTBOpUTeJe, ¥, B dYacTHocTM, [IMA, OpedoCTaBJISgeT
IBYKpaTHOE T[PEeuMyImeCTBO II0 CPaBHEHMI C IOPYTMMM PaCTBOPUTEJISAMU
cocTaBa, KOTOPHM, Ha YIMBJeHMe, »OeJlaeT eI'0 OTJIMUHOM cpedou OJd
OOCTaBKM TeMUUTabuH|[peHmnIOeH30kCcU—L—ajladHui) ] pochbaTa OOJILHEM Ha
IPpaKTUKE M TepaleBTHUUYEeCKM 2PPeKTMBHEIM OOpa30M.

[0016] TemunTaduH [ peHMIOeH30KCU-L—aJlaHMHWII) ] pochaT MOXeT
IPUCYTCTBOBaTE B BUIEe CMECH OMAaCTEpPeOM3OMEPOBR IIO aToMy ¢ocdopa

VIV MOXeT OBTE TIIpelcTaBJIeH B Bume (S)-znuMmepa wam B Buie (R)-
sOMMepa B IO CYImeCcTBY IMACTEepeoMepHO uncTou odopme. "Ilo cymecTBY

IMacTepeoMepHO yuCc T’ ornpemnesyIeHo B ONMCaHum HacToAmeTo

MBO@peTeHMH KakK IMMacTepeoMepHad CTeIlleHb UMCTOTEI, COoCTaBJIAdAKIa A



BHIIe uYeM Opubim3uTesibHO 90%. EcCiIM CoelMHeHMe IPUCYTCTBYET B IIO
CYIEeCTRBY OMacCTEPEOUBOMEPHO UyCcTOM dbopwme,
reMUUTabuH [ peHMIIOeH30KCHU—L—aJlaHMHWII) | docdhaT MOXeT MMETh
OMAaCTEPEOU3BOMEPHYK UMCTOTY BhIle uYeM 95%, 98%, 99% wmIM pJaxe
99, 5%.

[0017] TeMmumTabut [ peHmnIIOeH30KkCK-L-ajJlauMHuII) ] pocdaT MOXeT
IIPUCYTCTBOBATE B BUIE CMeCH OMAaCTEepeou30OMepOoB IO aTomy o¢Qochopa.
TakuMm oOpaszsoM, BBeleHre NUC-1031 B BMIOEe CMeCHU IOIMaCTEPEOM30OMEPOB
IpenoCcTaBJIgeT IIPaKTUUeCKUV M  DKOHOMHEM CIOoCc0o®  OCyleCTBJIEHUS
20PeKTUBHOTO JIeUueHUs . IaHHEE OOKJIMHUYUECKUX nccJieIoOBaHuM
CBUIOETEJILCTBYIOT O TOM, UTO He CYMeCTBYeT pPasHMUE B OMOJIOTUUECKOMU
50PeKTUBHOCTU MeXOy IBYMS M30MEpaMN.

[0018] AJIb TEPHATUERHO, reMUIMTa0bMH [ peHMIIOeH30KCU—L—
aJlJaHVMHWII) ] pochaT 2 MOXeT MNIPUCYTCTBOBATE B BuIe (S)-znuMepa 3 B
IO CVYIeCTBY IMaCTepeoMepHO UMCTOM o¢opMe. (S)-zOMMep IIOKa3HBaeT
YIVBUTEJIBHOE ¥ 3aMeTHOe VYBeJIMUeHMEe pPacCTBOPUMMOCTM OTHOCUTEJBHO
(R) —snmmepa, KOTOPHM CIIOCOOCTBYET IIPUTOTOBJIEHUIO foJiee
nonxondmero cocTaka, IIOBHIIAET CTabMIBHOCTE COCTaBa M CHUXaEeT
PUCK BHIIAOEHMS ocalka B MHQY3MOHHEIX CHUCTeMax WM LeHTpaJIbHOM
kaTeTepe. OH TakXe CIOCODOCTBYeT TOMY, UTO JIeKapCTBEHHOE CpPpelCTBO
MOXeT OBTHL IOCTaBJIEHO TaKMM o0pa3oM, UYTOOB CHUBUTE IOUCKOMOOPT VY
OOJIBHOTO, KOoT'Ia CpelcTBO BBOOAT Uepe3 IHepUudepUUuecKyr BEHY B
pazbtaBJIEHHOM COCTaBe.

[0019] CocTaB coIJlaCHO M300peTeHMI MOXeT OHTb IIpedHa3HaudeH
oJjs pazbaBJieHUS npelBapuUTesILHO orpeneJle HHEM KOJINUECTBOM
He3angoJi'o OO BBeleHMHA, T.e., BIJIOTE OO0 48 dYacoB (HaIpuMep,
BILUIOTL mo 24, 12 maIm 2 YacoB) OO BBeIOeHMS.

[0020] CocTaB MOXeT Takxe comepXaThb OIIHO WJIN BoJiee
bapMaleBTUUECKM [IPUEMIIEMEIX COJIOOUMIIM3UPYKIIMX CPEeICTB, HallpuMep,
bapMaleBTUUECKM IIPUEMJIEMBIX HEWMOHHBEIX COJOOMIM3UPYKRIMX CPEeICTB.
Conpbunmsnpyrnmme CpeldcTBa MOTYT OHTH Ha3BaHH I[IOBEPXHOCTHO-
AKTMBHEIMM BEMEeCTBaMM. MIJIOCTPaTUBHEE COJOOMIMBUPYKINME CPelcTBa
BKJIOUAKT I[IOJUBTOKCUJIMPOBAHHEE XKUPHHE KMCJIIOTEL W  CJIOXHEE D2QUPEH
XMPHEIX KMCJIOT M MX CMecHu. llogxondmme COJOOMIM3NPpYyKRIMe CpelcTBa

BRJIOYAKT IIOJIMSTOKCHMIIMPOBAHHOE KacCTOopoBOe MacJlo (HaanMep, Taroe,



KoTOpOE noponaeTcsa roxn TOPT'OBLEIM HaszBaHMUEM Kosmmpop® ELP) ;
INOJIMB TOKCUIIMPOBAHHYIO CTeapUHOBYIO KUCJIOTY (HanmpuMep, Takymo,

KOoTOpasd IOpolaeTcsda IIO0O  TOPTOBEMM  HaszBaHuaMM  Solutol®  wm

Kosnmmpop® HS15) ; VI [IOJIMB TOKCUJIMPOBaHHEM (HanpuMep,
IIOJMOKCUBTMIIeH (20)) copb®uTaHMOHOOJeaT (HaIpUMep, TakKoM, KOTOPHM
npomaeTcsd IIOI TOPTOBHM Ha3BaHMeM TBuUH® 80) .

[0021] B HeKOTOPHX IIPENIOUYTHUTEJILHEIX BapMaHTax OCYIeCTBJIEHUSI
n300peTeHnd, COCTak BKJIOUaeT 0oJiee dYeM OIOHO (dapMalleBTUUeCKU
nIpreMiIieMoe COJIOMIM3UPYIIEee CPeOCcTBO.

[0022] CocTaB TakXe MOXEeT BKJIOUATL BOINHEM HOCUTeJ L. CocCTab
comJlacHO u300peTeHMI0 MOXeT OHTL T'OTOB IJIS BBeIeHMI, B TakKoM
cyydae OH OOBUHO BKJIOUAeT BONOHBEIM HOCUTED.

[0023] CocTar MoOXeT OHTE I[IpelIHa3HaueH JIS I[IapeHTepaJIbHOTO
BBelleHUHd, HaIpuMep, 04 BHYTPUBEHHOTO, IIOOKOXHOTO W
BHYTPUMHIIEUHOTO BBeIeHMA. I[IpedlouTUTelIbHO, COCTaB IIpeadHa3HaueH
I0JII BHYTPMBEHHOTO BBeleHUSA. BBeIeHMe MOXeT OCYmMeCTBJIATLCI uepes
LeHTPpaJlbHYIO BeHy, WM OHO MOXET OCYMeCTBJIATLCS yepes
nepudpepnuUuecKyrn BeHY.

[0024] IToJiHa s mosa TreMUIUTabMH [ peHMIJI0eH30KCU—L—
ajlaHnuHui) ] pocdaTta B CoOCcTaBe, I[IoOxXonAmas OJS BBeOeHus, OyIer
OOBUHO cocTaBJATE oT 250 Mr mo 3 1, HaopuMmep, oT 1 T @mo 2 T,
HanpuMep, OpuOIM3UTEeJIbHO 1,5 T.

[0025] BrioJjiHe MOXeT OHTE, yTo [1OJI IPHBIV alpOTOHHEM
pacTBOpuUTeJIb (Hamnpumep, J[IMA) cocTaiBJgdgeT 303 wmam 0OoJjiee 1o obwveMy
cocTaBa. TakuM oOpasoM, MOXeT OHTL, UYTO TIIOJISAPHEM alpOTOHHEMN
pacTBOpuUTEeJsiL (Hamnpumep, [IMA) cocTaBuageT 50% mam OoJjiee, HaAIPUMEPR,
60% VI BoJee 1o oBBeMy cocTaBa. TToJIIpHBIM amnpoOTOHHEMN
pacTBOopUTeJsbE (Hamnpumep, [IOMA) MOXeT COCTaBJIATbH 95% MM MeHee IO
oBwveMy cocTaBa, Hamnpumep, 920% wuim MeHee. CoCcTaB MOXeT TakKxe
comepXaThb BOOHHEM HOCUTEJL (HalpuMep, COJIEBOM pPacTBOP) . BOIHHM
HOCUTEJIbL MOXeT IIPUCYTCTBOBATL B KoJuuecTBe 50% wiIM MeHee IO
obweMy cCocTaBa, HalopuMmep, 30% wmIM MeHee TIo 00BeMy cCoCTaBa.
OOBUHO  BOXOHEIM  HOCUTEJb (HanpuMep, COJIEBOM  pPacTRBROpP) fymer
cocTaBJATe 5% wmim 0OoJiee, Hamnpumep, 10% wmiam ©OoJjee, 1[I0 0OBeEMY

coCcTaBbBa.



[0026] BrioJjiHe MOXeT OHTE, yTo KOHIleHTpalusa
reMUUTabMH [ peHMIIOeH30KCH—L-ajlaHMHMII) | pocdaTa B
pacTBopuUTeJie (paCTBOPUTEJIAX) cocTaBa cocTaiByggeT 500 M MM MeHee
Ha MJI. BHnoJjiHe MOXeT OBTb, UYTO KOHULEeHTpaluusd cocTabjsgeT 100 M mim
BoJjiee Ha M. I[IpedNouTUMTEJIbHO, KOHIEeHTpalusa cocTabjgeT oT 200 wMr
oo 300 w1, HalpuMep, oT 225 wMr oo 275 wmT, HalprMep,
opubamu3uTesbHO 250 M Ha M.

[0027] HekxoTOphle HNPEeNlOUTUTEJILHEIE COCTABH COLOEpXaT:

or 30% mo 95% mo obBwemy IMA;

or 5% mo 50% mo o®weMy BOIOHOTO HOCUTEJISA; U

or 100 mMr mo 400 Mr (HanpuMmep, oT 100 mMr mo 300 mMr) Ha MI
reMUIUTa0bUH [ peHMIIOeH30KCHU—L-ajlaHmMHuII) | pocdaTa.

[0028] BoJjee OpenrnouTUTEJIBEHEIE COCTABH COIEPXaT:

or 70% mo 90% mo obwemy IMA;

or 10% mo 30% mo oBbeMy BOIOHOTO HOCUTEeNAa (HaIpuMep, COJIeBOM
pacTBoOp); "

or 200 mr mo 300 M Ha M

reMUUTabuH [ peHMIIOeH30KCH—L-ajlaHMHMII) | pocdaTa.

CocTaBH, OIIMMICaHHEIE B IMNpenenymmx UeTHpEX napar'paq_)ax, B

KOTOPHIX TIOJISPHHM arpoO TOHHHM PacTBOPUTEIL (HampumMep, IMA)
IPUCYTCTBYyeT KaK OCHOBHOM KOMIIOHEHT, MOTYT OHTH, HalpUMep,
VCIIOJIE30BAaHH s BBeleHUsd TeMunTaduH [beHnabeH30KCH~L—

aJlaHuHuI) ] pocdaTa B BUIOE CMECHM IMACTEepPeoM30MEepOoBR IO  aToMy
dochopa. OHM  Takxke MOT'YT OHTbL MCIOJL30BaHE 1JIS  BBeIeHUI
reMUMTaOuH [peHMIOeH30KCU-L—ajladuuauil) ] pochaTa B BUIOe (S)-sOmMepa
bochaTa B @O CymecTBY IOMacTepeoMepHO umucToy dopme. CoCTaBH,
ONMCAaHHHE B YKa3aHHHEX I[OIYHKTax, MOTYT OBTL MCIOJL30BAaHE I[IyTeM
BBelIeHUA (HalpuMmep, IIOyTeM MHOY3UM MIM MHBLEKLUMM) cocTaBa 0e3 ero
pazbaBJieHUA oo BBEIOEHUSA. OHM MOTYT OBITE BBeIeHE  uepes
IIEHTPAaJIbHY® BEHY.

[0029] AsbTepHaATHMBHO, 5BTM COCTABH MOTYyT OHTH pas30aBJIeHH C
[IOJIy4YEHVEM cocTara, MOOXOOAMETO nJis BBEIOEeHUSA yepes
nepudpepmuUuecKyrn BeHY.

[0030] BrioJjiHe MOXeT OHTE, yTo TIOJIAPHBIM amnpOTOHHEMN
pacrBOpuUTeJib (HamnpuMmep, [IMA) cocrTajageT 10% miam OoJjiee, HaIlPUMEPR,

20% mam 0OoJiee 1o o0OBeMy cocTaBa. TakuM ofpasoM, MOXeT OHTb, UYTO



IIOJIAPHEI AaNOpOTOHHEM pacTBOPUTEJE (Hanopumep, IMA) cocTaBjseT 80%
WM MeHee, HalpuMep, 60% uiIM MeHee IO 00BeMy cCoOCTabBa. [IOJIAPHEN
AllpOTOHHHM pacTBOPUTeJbL (HanopuMmep, IOMA) MoOXeT CcoOCTaBJIATbL 40% wmiam
MeHee IIO0 00OBeMy cocTaka. CocTaB MOXeT TaKXe COOepXaTb OIOHO WU
BoJiee COJIIOOMIIM 3UP VIO X CpencTs (HanpuMep, OOoHY WM  BoJiee
IIOJIUB TOKCUIIMPOBaHHEIX XUPHBIX KMUCJIOT) . OmHO W BoJiee
CONNOOMIIMBUPYIIMX CPeldCTB MOI'yT CcoOcTabBJATE 90% wmiIM MeHee TIO
obweMy cCocCTaBa, HalpuMep, 80% wuiIM MeHee IO 0OBEMy cocCTabBa. Kak
IpaBUJIo, OIOHO VI BoJiee COJIROMIIU B3NP YOINX CpenCcTB OyoyT
cocTaBaaTe 30% wmam OoJjee, HanopuMmMep, 50% wmam O6oJjsiee mam 60% wmm
BoJjiee 110 0OBeMy cocTaBa. OOMH TNPEeONOUTUTEJIEHHM COCTaBR COOEPXUT
JIeKapCTBEHHOE CPEenCTEBO B BUIE pacrBopa B cMeCcu 30%:70%
IMA : coTIoOUIM3MPpyRlee CpenCcTBO.

[0031] Briojsiae MOXeT OLITE , uTo KOHLEHTpaUuMA
reMUIUTa0bUH [ peHMIIOeH30KCH—L—ajlaHmMHMII) | pocdaTa B
pacTBopuUTEeJie (PaCTBOPUTEJIAX) cCcocTaBa cocTaBiasger 200 M MM MeHee
Ha MJI, HalopuMep, 150 Mr wmam MeHee wmiamM 120 MI' WM MeHee. BHoJiHe
MOXeT OBTL, UYTO KOHLeHTpaluuda cocrabjdeT 40 M miam ©0oJiee Ha M,
HalpuMep, 60 M wim 0DoJee. [IpeINOUYTUTENBHO, KOHLIeHTpalud
cocraBjudgeT oT /0 Mr pmo 110 wMr, Hampumep, IPUOIM3UTEJBHO 75 M
Wi npubamsuTresbHo 100 M Ha M.

[0032] HekoTOpble MNPEeNIOUTUTEJILHEE COCTaBH COOepXaT:

or 20% mo 80% mo obwemy IMA;

or 30% mo 80% mno obweMy CONOOMIMBMPYRIETO CpedcTBa WM
COJNIDOMIIMBUPYRIINX CPEeOCTB; U

or 50 wMr gpmo 150 wMr Ha MI TeMuMTabuH|[dpeHMIOeH30KCU-L-—
ajlaHuMHmil) | pocodaTa. CocTaB MOXET Takxke BKJIOUATE BOINHHM HOCUTEJb,
Hallp¥MMep, B KoJMUUecTeBe OT 1% nmo 15% mo ofwemy.

[0033] HexoTopte HauboJee IpennouTUTeJIbLHEE COCTaBEH
comepxar :

or 20% mo 80% mo obwemy IMA;

or 20% mo 60% o ofweMy MNepBOTO COJOOMIM3UPYKRIETO CPelCcTBa;

or 5% mo 40% mo oOBeMy BTOPOTO COJOOMIM3MPYKIETO CpencTRBa;

oT 2% nmo 12% BOOHOTO HOCUTEJIHA; U

or 50 wMr pmo 150 M Ha Ml TreMUMTabuH|[peHUIIOeH30KCU-L-

aJlaHuHuil) | ochdaTa. IIepBEM COJNOUIIMIUPYIIMM CPeOCTBOM MOXeT OHTb
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IIOJIMSTOKCHMIIMPOBaHHOE KaCTopoBOe MacJlo (HaHpMMep, Taroe, KOTOpoe

npomaercd mon TOPIT'OBLEIM Ha3BaHMEM Kosummpop® ELP). BTopoe
CONIOMIIM 3UpPYyRIlee CPeICTBO MOXET IpencTaBJIATh cobon
[IOJIMATOKCUJIMPOBAHHEM COPOMTaHMOHOOJIEAT (HaIpuMep, TaKoM¥, KOTOPHM
npomaeTcsd II0O TOPTOBEM Has3BaHueM TeuH® 80). CocTaB MOXeT TaKxe
BKJIIOUATL BOIOHHBI HOCUTEJIb, HallpuMep, B KoOJMUeCcTBe oOT 3% mo 15% mo
obreMy .

[0034] CocTaB MOXeT COOepXaTh:

or 50% mo 60% mo obwemy IMA;

or 20% mo 30% mo ofbweMy MNepBOTO COJOOMIM3UPYKRIETO CpelcTBa;

oT 8% mo 15% mo oOBeMy BTOPOTO COJROMIM3MPYKIETO CpencTRBa;

or 4% pmo 10% BOOHOTO HOCUTEJHA; U

or 75 M mo 125 MI' Ha MII

reMUUTa0buH [ peHMIIOeH30KCH— L-ajlaHmMHuII) | pocdaTa.

[0035] CocTaBH, ONMCaHHHE B IIpelHOylMxX [IATM [Iapal'padax, B
KOTOPEIX TIOJISPHEM amnpoOTOHHEMN pacTBOPUTEJb (HanpuMmep, IIMA)
IPUCYTCTBYET KaK OCHOBHOM KOMIIOHEHT, MOTYT OHTbL MCIOJb30BaHH,
HanopuMmep, OJId BBeIeHMA reMuMTaduH [ QeHnIO0eH30KCHU—L—
aJlaHMHWII) ] pochaTa B BUIE (S) —snumepa QochaTa B BHAUMTEJILHOMU
CTelleHM B IMacTepeoMepHO umucTom ¢opme. OHM MOTYT Takxe OHTH
MCIIOJIb30BAaHE MOJIA BBeIOeHMSA CMecu R- ¥ S-30MMEepOB WMIM R-snOmmMmepa.
CocTaBE, OIMCAHHEHE B D2TUX Haparpadax, OOHUHO pasfaBJILgT BOIHEM
HOCHTeJIeM IIepel BBeleHMeM. Ilocje pas®aBJIeHMS, MX MOXHO BBOINTH
yepes nepudpepmuuecKyrn BeHY.

[0036] 3Tm cocTaBH MOTYT OHTH IIOJYUEHH OyTeM pasbaBJiIeHUS
cocTaBa, KOTOPEIN He COOEepPXUT Kakue-Jmbo COJIOMIIN3UP YOI/ E
CpencTeBa. TeMmumTabus [ peHMIIOeH30KCK - L—aJlaHMHWII) ] pocdaT MOXeT

TerpallMpoBaTb B IIPHMCYTCTBUMM HEeKOTOPEIX COHD@MHMBMPYDMMX CpellCTB.

[0037] BrioJjiHe MOXeT OHTE, yTo TIOJIAPHBIM AIIpPO TOHHLIM
pacTBOpPUTEJIb (HanpuMep, IMA) coCcTaBJIgeT 0,1% WA BoJiee,

HanpuMep, 0,5% wmium OoJjiee wmiam 1% wmim 0Oojiee 1[I0 00BeMy cCocCTaBa.
TakuM o00pasoM, MOI'yT OHTHL cCcJy4dau, korma [OIMA cocrasjdeT 10% wim
MeHee, HalpuMmep, 5% WM MeHee WIM 3% WIM MeHee II0 0O0BeMy
cocTaBa. IIOJIAPHEM alpOTOHHEM pPacCTBOPUTENL (HalpuMmep, IMA) MOXeT

COCTaBJIATE 8% WMIM MeHee WM 2% WIM MeHee TII0 o0O0BeMy CcocCcTaBa.
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CocTaB MOXeT Takxe BKJIOUATL BONOHEIM HOCHTeJL (HalpuMep, BoIa OJ4g
MHDBEeKIIUN (WE'I)). BonoHem HOCHUTEJIb MOXeT [IPUCYTCTBOBATDH B
koJmuecTee 99,5% MM MeHee 10 0OBeMy CcoOCTaBa, Hanpumep, 99% wmim
98% wmIM MeHee II0 o00beMy cocTaBa. OOBHUHO BOIHEIM HOCHUTEJL OyIer
cocTaBJaATE 85% wmam ©OoJiee, HanpuMmep, 90% wuium ©OoJjgee wmwim 95% wim
BoJjiee, 10 0O0BeMy cocTaBa. CocTaB MOXeT TaKXe comoepXaTb ONHO WU
BoJee COJIIOMIIM BUPYIOMNX CpencTB (HanpuMep, omHy wam  BoJiee
[IOJIN3 TOKCUJIMPOBAHHEX KUPHEBIX KMCJIOT) . OmHO VI BoJee
CONIROMIIMBUPYRIINX CPelCTE MOTI'YyT IIPUCYTCTBOBaATE B KoJudecTeBe 10%
IV MeHee IIo0 oOBeMy CcocCTaBa, Hanpumep, 7,5% MM MeHee maIM 5% MM
MeHee WM 3% WMJIM MeHee IIo o00OBeMy cocTaBa. Kak IMIpaBUJIIO, OIHO WM
foJjlee COJOOMIMBUPYKRIMX CpPelcTB OynyT cocTabJaTe 0,1% wmiam ©OoJee,
HanpuMep, O0,5% wmim Oojiee mwin 1% wuim Oojiee WM 2% wian 0OoJiee, IIO
obbBeMy COCTaBa.

[0038] BrioJjiHe MOXeT OHTE, yTo KOHIleHTpalmnsa
reMUIUTa0bMH [ peHMIIOeH30KCH—L—ajlaHmMHMII) | pocdaTa B
pacTBopuUTEeJie (PaCTBOPUTEJIAX) cocTaBa cocTapJjdeT 12,0 MI' WIM MeHee
Ha M wiu 10,0 M miaM MeHee Ha M, Hanpumep, 7,0 MI MJIM MeHee
wimi 4,5 MI' WJIM MeHee Ha MJ. BIOJIHE BO3MOXHO, UTO KOHIEHTpalus
cocraBjdgeTr 1,0 M miam O6oJiee Ha MJI, Hanpumep, 2,0 Mr wuiamu O6oJiee.
[IpennouTUTEeJIbHO, KOHILEHTpalusda cocTakjsgeT oT 2,5 Mr mo 11 Mr Ha
MJI, HaIopuMep, OoT 3 MI' o 7 MI' Ha M, HalpuMep, OIpUBIM3UTEIIBHO
4,5 M Ha M.

[0039] HekxoToOphle HNPENOUTUTEJILHEIE COCTABH COLOEpXaT:

or 0,1% mo 15% (Hanpumep, oT 0,5 mo 5%) no obwemy IMA;

or 0,1% gmo 15% (Hanpmmep, orT O0,1% @mo 7,5%) no obwemy
CONTOMIIMBUPYRIETO CPEeICTBa WJIM COJOOMIM3VPYKIUX CPeICTB;

oT 85% mo 99% mo oBweMy BOIOHOTO HOCUTEJISA;, U

or 2,0 Mr mo 12,0 mMmr (Hanpmumep, oT 2,0 Mr mo 10,0 M) Ha MI
reMUUTabUH [ peHMIIOeH30KCH—L-ajlaHMHuII) | pocdaTa.

[0040] HexkoTopre HamboJiee NpenrnouTUTeJIbHEE COCTaBEL
conmepxar :

oT

% mo 10% mo oBwemy IMA;

oT

0,5

or 0,2% mo 4% no ofweMy IIePBOTO COJOOMIM3UPYRIETO CPelcTBa;
0,1% mo 2% 1o 0BBeMy BTOPOIO COJOUIUBUPYIIETO CPenCcTBa;
8

oT 85% mo 99% mo obweMy BOIOHOI'O HOCUTEJISA; U
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or 2,0 Mr mo 12,0 mMmr (Hanpmumep, oT 2,0 Mr mo 10,0 M) Ha MI
reMUMTaOuH [ eHMIIOeH30KCU-L—ajlaHmMHmII) ] dochaTa. [TepBEM

COHD@MHMBMPY@MMM CpellCTBOM MOXeT OHITH IIOJIMSTORCMIIMPOBAHHOE

KacTopoBOe  MacJio (HanpuMep, Taxkoe, KOTOpOe IHOpoIaeTcs IIo&
TOPTOBEIM Ha3BaHueM Kojummpop®  ELP) . BTopoe comobuImMsupyrlee
CPpenCTBO MOXET NpencTaBJIATh cobomn IIOJIMB TOKCUJIMPOBaHHEM
copBuTaHMOHOOJIEAT (HanpuMep, Takom, KOTOPRIM npomaeTcsd non

TOPTOBEIM HasBaHueM TBUH® 80) .

[0041] CocTaB MOXeT BKJIOUATE:

or 0,5% mo 6% no oBwemy IMA;

or 0,5% mo 6% mo ofweMy MIepBOTO COJOOMIM3UPYKRIETO CPpelcTBa;

or 0,2% mo 4% mno ofweMy BTOPOTO COJOOMIM3UPYKRIETO CPelcTBa;

oT 85% mo 99% mo oBweMy BOIOHOTO HOCUTEJSA;, U

[0042] oT 2,0 Mr mo 12,0 wMmr (Hanpumep, ot 2,0 Mr pmo 10,0
MI') Ha MJI TeMUnMTaduH [ peHmIOeH30KCKU-L—-aJlaHMHWII) | pochaTa.

[0043] CocTaBH, OINMCaHHBEE B IPEeOHOYIMX UYeTHpexX IIaparpadax,
B KOTOPHX I[OJAPHHI AaIpPOTOHHHM pPaCTBOPUTEJL (HanpuMmep, IMA)
IPUCYTCTBYET KaK MMHOPHHEM KOMIIOHEHT, MOTYT OHTb MCIOJb30BaHH,
HalpuMep, OJId BBeIeHMA reMuMTaduH [ QeHnI0eH30KCHU—L—
aJlaHMHWII) ] pochaTa B BUIE (S) —srnmumepa QochaTa B 3BHAUUTEJILHOMU
CTelleHM B IOMACTEpPeOoOMepHO uucToM odopMe. OHM MOT'YT Takxke OHTH
MCIIOJIb30BAaHE MOJIA BBeIOeHMSA CMecu R- ¥ S-30MMepOB WIM R-snomMmepa.
CocTaBH, OIMCAaHHEE B 5STHUX Iaparpadax, ByoyT IIOJIYUYeHH, Kak
IpaBuJo, nyTeM pazbaBJieHNA KOHILEHTPUPOBAHHOTO cocTaBa,
comepxamero IIOJIAPHEM alpOTOHHHEM pPacTBOPUTENL (Hamopumep, IMA),
MM KOHLEHTPUMPOBAHHOTO COCTaBa, cCcoIepxXallelo IIOJISPHBEIM alpOTOHHLM
pacTBoOpuUTeJIE (HanopuMep, [IMA) ¥ CcoJoOMIM3MpPpYKIee CPeICcTBO, BOIHHM
HOCHUTEJIEM BIJIOTH 10 48 4YacoB OO BBeOeHMA. I[lOJIYUdeHHHE COCTaBH
MOTYT OBTEL BBEeIOEeHH uUepes IepudeprMuecKyln BeHY.

[0044] B TO BpeMAa Kak COCTaBEL COIJIaCHO N300peTeHNO
IpenHas3HaueHH OIPeOlIoUTUTEeJIEHO IJIS IapeHTepallbHOT'O BBeIOeHUsa, B
HEeKOTOPHX BapMaHTax OCYymMeCcTBJIeHMS M300peTeHMsa OHM MOTYT TakKxe
BBOOUTLCH IIepOopalibHO.

[0045] B COOTBETCTBUMA co BTOPEIM aCIeKTOM mM300peTeHud

InpenocCcTaBJIeH @apMaHeBTquCKMﬁ cocTas, conepxammﬁ:
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reMUUTa0buH [ peHMIIOeH30KCH—L—ajlaHmMHMII) | pocdaT;

IOJIAPHBI alpPOTOHHEM PAaCTBOPUTENL (Hamopumep, IMA); u

HeoO4z3aTeJIbHO OIOMH wWiIM 0OoJiee QpapMalleBTUUECKM [IPUEMIIEMEIX
SKCUUIIMEHTOR ;

IpM 2TOM COCTAaBR IpeOHasHaueH IJIS MeIUMUIMHCKOTO IIPpMMEeHeHM.

[0046] B cooTBeTCcTBMU C TPEeTbEMM  acCIleKTOM M300peTeHUd
npenocTaBJieH dapMalleBTHUEeCKUM CcOCTap, COIepXalmi:

reMUMTa0OuH [ peHMIOeH30KCU-L—aJjlaHuMHamI) ] pocdaT;

[TOJI AP HEIN AlIPOTOHHHM  PACTBOPUTEJH (HampumMep, IOMA) ; n
HeoBsa3aTeJILHO OIIVH AnIZE BoJiee bapMaleBTUUECKH IPYEeMIIEMEIX
SKCHUUIIMEHTOR;

IpM 2TOM COCTaB IpelHa3HadeH OJd JIeUueHMS paka.

[0047] B COOTBETCTBMM C UeTBEPTHM AaCIeKTOM M300peTeHUd
IpenocTaBJIeH CIoco® JieueHMs Ppaka, ClIocod, BKIDUAKIMK BBeleHUE
CyOBEKTY, HYXIanleMyC S B TakKOM  JIeUdeHMM, bapMalleBTUYECKOTO
cocTaBa, coIepXamero:

reMUUTabuH [ peHMIIOeH30KCH—L—ajlaHmMHMII) | pocdaT;

IOJIAPHBIM alpPOTOHHEM PacCTBOPUTENL (Hamopumep, IMA); u

HeoO4z3aTeJIbHO OIOMH wmiIM 0OoJiee QpapMalleBTUUECKM [IPUEMIIEMEIX
SKCUUIIMEHTOB .

[0048] Crnioco® MOXeT BRJIOUATL CTaAIOMUM:

pa3baBJiIeHME pacTBOpa, CcolepXamero TIeMUMTadbuH |[peHnJIOeH30KC U~
L-aJjlaHuumi) ] bocdaT, MOJAPHEI AaAlPOTOHHEM PAaCTBOPUTEJIL (HaIpUMep,
IMA) m Heobda3aTeJIbHO OIMH WM 0OoJiee QapMalleBTUUECKU IIPVEeMIIEMEX
SKCLUUIIMEHTOB, BOIHEIM HOCUTEJIEM C IIOJyUYeHMeM COCTaBa OJa MHQY3UM
WV MHBEKLUM,; U

BBeIeHUe cocTaBa, npelHa3HaAYeHHOTO oJjis VHOY 3UM W
VMHBEKINM, CYOBLeKTy OyTeM MHQY3UM WMIVM UHBLEKLUN.

[0049] Crmioco® MOXxeT BKJIOUATE CTaOuM:

pazbaBJIeHUe pacTBOpa, Ccolepxamero reMiIUMTaduH|[peHnJIOeH30KCU—
L-aJaHnuHui) ] bocdaT M MOJAPHEIM alpOTOHHEM PaCTBOPUTEJL (HaIpuMmep,
IIMA) n HeoOsa3aTeJIbHO BOOHLIM HOCHUTEJE, BTOPEIM  PaCTBOPOM,
comepXamyM IIOJIAPHHM alpOTOHHEM pacTBOPUTEeNb (HanopuMmep, IMA) u
OOHO WM 0oJiee COJOOMIM3UPYKRIMX CPEeICTB, C IOJIYYeHMEM TPEeTBEIO
pacTBOpa;

paB@aBJ’IeHI/Ie TpeTbeI'O pacTBOpPa BOIHEIM HOCHUTEJIeM C IIOJIy4YeHMeEM
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cocTaBa OJg MHOY3UM MIM MHBEKLUUM; U

BBelleHUE cocrTaBa, nIpelHa3HadeHHOT'O 0 VHOY 3UM W
VHBEKIUNM, CYOBEeKTy OyTeM MHOQY3UM WIM UHBLEKLUN.

[0050] Bropon cocTas MOXeT BKJIOUATDH OoJiee OIOHOTO
CcoNMOBUIM3BUPYIero CcpedcTBa. OOHYHO, BTOPOM COCTaR He Oymer
BKJIOUATEL aKTUBHOE BelleCTEBO.

[0051] PazbaBiyeHMe MOXeT OHTH OCYIECTBJIEHO IIpeldBapUTeJIbHO
omnpeleJIeHHBEIM KOJIMUECTBOM.

[0052] VICcxXOOHEIM pacTBOP MOXeT IMpelCTaBJIATL CcoOOM CoCTaB
COoIJIaCHO IIepBOMYy  acCIeKTy. AHaJIOTMYHEM oOpas3oM, cocTaB  OJjd
VMHOY3UM MM UHBEKUUM MOXeT OHTE COCTaBOM COTIJIACHO IIE€PBOMY
acriekTy. BrniojHe MoxeT OBTB, UYUTO CTaOMK BBEIOEHMS OCYMeCTBJISKT
BILUJIOTE OO 48 yacoB (HalpuMep, BIUJICTE OO 12 wmiaM 2 4YacoB) IOCIe
cCTaiun pazbaBJieHUSA, HalpuMep, nepBOMn nIm BTOpPOM cTagnm
pasbaBJjieHUd .

[0053] Pak MOXeT MpelcTaBJIAThL cobo¥ pak, BHOpaHHEM M3: paka
IIOIIKEeJIYOOUHOM XeJIe3H, paka MOJIOUHOM XKeJie3H, paka AWYHMKAa, paka
MOUEeBOTO IIy3HpPS, KOJIOPEKTAJILHOTO  paka, paka JeI'KoTo, paka
IPpOCTATH, XOJIAHTMOKAPLMHOME, Ppaka IIOUKM, pakKa melKuM MaTKM, paka
BMJIOUKOBOM XeJIe3E, paka HeM3BECTHOT'O IepBUUHOTO IPOMCXOXIEHUH,
JIVMOOMEL MJIM JIeMKO3a.

[0054] Cnioco® MOXeT BKJIOUATD :

IPOMEIBKY YCTpPOMCTBAa IJIS BHYTPMBEHHOT'O BBeIeHMS B BUIE
LIIeHTPaJlbHOTO BEHO3HOTO KaTeTepa I[IepBOM IOoplLMel IIepBOT0 COCTaBa,
IpuyeM II€PBHM COCTaB COIEPXUT:

or 30% mo 95% mo obwemy IMA;

or 5% mo 50% mo oBweMy BOOHOTO HOCUTEJISA; U

BBeeHMe BTOPOTO CoCTaBa OOJBHOMYy UYepe3 YCTPOWMCTBO MOJIA
BBelIeHUsdI, IIpUUYeM BTOPOV COCTAaB COINEPXUT :

or 30% mo 95% mo obwemy IMA;

or 5% mo 50% mo o6weMy BOOHOT'O HOCUTEJIA; U

or 100 Mr mo 400 M (HanpuMmep, oT 100 mMr mo 300 mMr) Ha MI
reMUIUTabuH [ peHMIIOeH30KCcHU—L-ajlaHMHuIl) | pocdaTa; u

[0055] Heob4g3aTeJIbHO IIPOMEBKY  YCTPOMCTBA oJis BBeIeHUSA
BTOPOM IMOPLUMEM IIepBOT'O0 cocTaBa. OOBUHO, IIEepPBHM COCTaABR He OyneT

comepXxaTb aAKTMBHOE BeIeCTEBO. B IIATOM aclleKkTe MSO@peTeHMF[
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npenocTaBJieH crioco® [IOJIYyYEeHU A bapMalleBTUUECKOTO cocTaBa
reMUUTabMH [ peHMIIOeH30KCH—L-ajlaHMHMII) | pocdaTa oJjida MHOY3UM I
MHBEKLUNYM, CIOCO00, BKJIOUAKINN:

paszbaBJjieHre pacTeBOpa, cCcomepXxamero I'eMUMTaOVH |[PeHMIIOEeH30KCH -
L-ajnaumuuwi) ] bocdaT, IMOJAPHHM alpOTOHHHY pacTBOPUTEJL (HalIpuMep,
IMA) m HeoO43aTeJIbHO OIOMH MM 0OoJiee OdapMalleBTUUECKM IIpUeMJIEMEBIX
SKCUUINIMEHTOR, BONOHEIM HOCUTEJIEM C IIOJIydeHUMeM coCTakBa IJa MHOYy3MUU
VIV VHBEKIVMA .

[0056] PazbaByjeHMe MOXeT OHTH OCYIECTBJEHO IIpeldBapUTeJIbBHO
oInpeneJIeHHEM KOJIMUEeCTBOM.

[0057] VICXOOHEM pacTBOP MOXeT IMpeICTaBJIATL COOOM CoOCTaB
COIJIaCHO IIepBOMy  acCIleKTy. AHaJIOT'MUHEM o0Opas3oM, cocTaB  OJjd
VMHOY3UM WM MHBEKLMM MOXeT OBHTb COCTaBOM COIJIACHO II€PBOMY
acrekTy. BrojiHe MoxeT OBTB, UYTO CTaOUI BBENeHMS OCYWEeCTBJIISDT
BIUIOTE OO 48 yYacoB (HalpuMep, BIUJICTE OO 12 wmiaM 2 4YacoB) IOCIe
cramuy pas3baBJIeHU.

[0058] BOOHEIM HOCUTEJIbL MOXeT OBTEL BHOpaH M3 COJIEBOTO

pacTBopa (Hanpumep, 0,9% coJjeBoM pacTtBop wmau 0,45% coJsieBom
pacTBop) , pacTBopa TJIIOK O 3EL u BOIEL oJisa VHBEKLUA (WFI) .
[IpennouyTuTeJILHO, BOIHBIM HOCUTEJD IpenCcTaBJIgET cobon WET.

[IpuMeHeHMe WFI TNPMBOOMT K IIOJYUEHMIO COCTaBa, KOTOPHM SABJISETCS B
3HAUUTEJILHOM CTeleHM M30TOHWUUHHEM KPOBU.

[0059] BOIOHHM HOCHUTEJL MOXeT CcoIepXaThb OIOHO WM 0OoJiee
bapMalleBTUUECKHA nprueMJIEMEBIX COJIOMIIN 3UP VIO X CpencTsB (Takxe
M3BECTHHE KakK MMOBEPXHOCTHO-aKTUBHEE BelecTRBa) , HalpuMep,
bapMalleBTUUECKM I[IpUeMIIeMOe HeEMOHHOEe COJIOUIM3UPpYyKIlee CPenCcCTBO.
TUIIMUHEIM COJIOOMIIMBUPYIOMYM CPeICTBOM SABJISEeTCH INOJMOKCUBTHIIeH (20)

COp@MTaHMOHOOHeaT (HpO,HaBaehﬂ::Iﬁ Ha PEHKe II10O0 TOPI'OBEIM Ha3BaHMEM

Teuu® 80).

[0060] B COOTBETCTBUMA c e CTEM aCIIeKTOM n300peTeHUd

IpenocTaBJIeH croco® IIOJIYyUeHM S bapMaleBTUUECKOTO cocTaBa,
comepxamero

reMUUTa0buH [ peHMIIOeH30KCHU—L—aJlaHuMHMII) ] pocdarT, crioco®,
BKJIIOU AIOIMNN

pacTBOpeHMe TI'eMUMTabOMH [bpeHMIOeH30KCU-L—ajlaHuHuI) |bochaTa B



le

I[IOJIAPHOM allpOTOHHOM pacTBOpUTeJie (Hanpumep, IMA) C [OJy4dYeHMEM
pacTBOpa;

nodaBJjieHMe ONOHOTO MM OoJiee OOIIOJIHUTEJIBHEX O(apMalleBTUUeCKUX
SKCUUIMIMEHTOB K pPacTBOPY C I[OJIydeHUeM OQapMalleBTUUeCKOI'O0 CcoCTaBa
reMUnTaduH [ peHMIOeH30KCKU-L-ajlaHMHmII) ] pochaTa.

[0061] ABRTOpH M300peTeHMS OOHAPYXWUIIM, dYTO Oojiee 5bbeKTUBHHIM
crmoco® BHABJIAETCS B pPel3yjibTaTe OIpeldBapMTeJIbHOT'O PacCTBOPEHUSA
TreMUUTabUH [ peHMIIOeH30KCcHU~-L—ajladuMHuII) | pocdaTa B MIOJISPHOM
AaIIpOTOHHOM pPacCTBOPUTEJIe (HanpuMmep, 1IMA) u 3BareM pobaBJIeHUA
TpebyeMHX BKCUMIMEHTOB, HalpMMEpP, COJOOMIM3UPYIINNX CPeldCTB.

[0062] OmvH wmam ©OoJiee OdapMalleBTUUECKUX BKCUUIMEHTOB MOTYT
BKJIOUATH COJIOOMIM3UPYKIee CPeldCTRBO.

[0063] B COOTBETCTBUMA c celbMBEIM aCIIeKTOM HacToAmero
nz3obpeTeHrsa IIpenocTaBJieH dapMaleBTUUECKMM  COCTaB, conepxammn
reMUIUTa0bMH [ eHMIIOeH30KCcH—L—ajlaumumHami) | - (S) —dpocoaT, VI ero
bapMalleBTUMUECKM IIpMeMIIeMyld COJIb MJIM COJIbLBaT M, I[IO MeHbllel Mepe,
oovH (dapMalleBTHUUYECKM IIpUEeMIIEMEI  SKCUUIIMEeHT. [lpennouyTmTeJIbHO,
reMUUTa0bUH [ peHMIIOeH30KkCcH—L—ajadmuMHami) | - (S) —pocoar IpencTaBJIsgeT
coboM B BHAUMTEJILHOM CTelleHM OMAaCTepeOoM30OMEPHO UMCTYID (QopMy .

[0064] CocTar MOXeT OBTH IpelHazHaueH JIS IIapeHTepallbHOTO,
HalpuMep, BHYTPUBEHHOTO, IIOOKOXHOTO NI BHYTPUMBIIEUHOT'O
BBelOeHUA. [IpeOlIouTUTeJIbHO, COCTaB IIpeldHa3HaueH IJId BHYTPUBEHHOTI'O
BBEIOEeHUS.

[0065] CocTaB MOXeT I[IpPenOcTaBJISaTh coBoM BOIHHM COCTAaBsB,
KOTOPHM HeoBg3aTeJIbHO  TakKxe COOEPXMUT  IOJIAPHHM  OpIaHUMUeCKUM
pPacTBOPUTEJIL. B cjlydae IDapeHTepaJlbHOTO (HalpuMep, BHYTPMBEHHOTO)
BBEIOEeHUS, cocTaB NIpennouyTUTEeJIbHO TaKxe COIEepPXUT TIOJIAPHEIM
OpTaHUUYECKUM pPacCTBOPUTENE. COCTaB MOXeT BKI0UaTh IIMCO miam NMP.

[0066] CocTaB MOXET TakXe COINepXaThb LUMKJIOOEKCTPMVH.

[0067] B COOTBETCTBUMA c BOCBHMBIM aCIIeKTOM HacTOoAmero
nz30bpeTeHrsa IIpenocTaBJieH dapMaleBTUUECKMM COCTaB, comepxamu
reMUIUTabMH [ peHmIIOeH30kcHu—L-anadmuuami) | - (R) —dpocoar, VI ero
bapMalleBTUUECKM IIpUeMIIeMyld COJIb WMJIM COJIbBBaAT M, I[IO MeHbllel Mepe,
oovH GdapMalleBTUUYECKM [pMEeMIIEeME  SKCUUIIMEeHT. [lpennouyTmTeJIbHO,
reMUUTabuH [ peHmIIOeH30kCcHu—L—anaHuHami) | — (R) —pocoar opencrapjgeT

coboM B BHAUMTEJILHOM CTelleHU OMaCTEPEOU3OMEPHO UUCTYID QOPMY .
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[0068] B COOTBETCTBUMA c OEeBATEIM AaCIeKTOM M300peTeHUud
npenocTaBJieH Hab®op, KOTOPHM COOEPXUT :

[IepPBHM COCTaB, COIepXalui:

or 30% mo 95% mo obwemy IMA;

or 5% mo 50% mo o6beMy BOOHOTO HOCUTEJISI; U

BTOPOM COCTaB, COIepXalui:

or 30% mo 95% mo obwemy IMA;

or 5% mo 50% mno o®weMy BOIOHOT'O HOCUTEJISA; U

or 100 Mr mo 400 Mr (HanpuMmep, oT 100 mMr mo 300 mMr) Ha MI
reMUIUTabUH [ eHMIIOeH30KCHU—L-ajlaHMHuII) | pocdaTa.

[0069] IlepBHM COCTas, Kak IpaBWio, He OyIoeT CcomepXaThb
aKTHMBHOEe BemecTBOo. CJlemoBaTeJIbHO, OH, KakK I[IpaBuJo, He 0Oymer
comepxaThb TreMuUMTabuH [ peHMIIbOeH30KkCU—-L—ajlaHnHnI) ] pochaT. [TepBLM
cocTaB MOXeT OHTL OPedoCTaBJIeH B OBYX pPa3OdeJIbHEX COocylax WMIM B
OIOHOM COCylIe.

[0070] HabGop corJjilaCHO IeBATOMY acIlleKTy M300peTeHUsa IIPUTOINEH
oJyisa BHYTPUBEHHOTO BBeleHUA reMUIMTabMH [ peHMIIO0eH30KCHU—L—
aJlaHvHUII) | pocbaTa Uepe3s LEHTPAaJIbHEM KaTeTep. LeHTpaJIbHEM KaTeTep
IPOMEBAIT IIE€EPBEIM COCTABOM IIepel BBeIOeHMEeM BTOPOTO CcocCTaBa. 9Ta
nopolenypa CHIWXKAET PHUCK BHIIAOEHUSA B ocaloK
TeMiUTaduH [ beHnnBeH30kcU—-L-aladuami) ] bochbara B CcaMOM YCTPOMCTBE
oJis BHYTPMBEHHOTO BBeIeHUSI WM  Ha BXOIe B HeTo, T.€.,
LHeHTPpaJIbHEY KaTeTep, YCTPpaHds IpAMOM KOHTaKT akKTMBHOT'O cCocTaBa C
BOOHOM Ccpenon (HanmpuMep, IIPOMEIB O U HEIM COJIEBHIM pPacTBOpPOM) .
HeHTpalIbHEY KaTeTep MOXHO Takxe IIPOMHBATEL IIEePBHM COCTABOM IIOCJIe
BBeIeHUS BTOPOTO cocrTaBa. 3Ta npouenypa OOIOJIHUTEJILHO
IpenoTBpalaeT OCaXIeHMe.

[0071] B COOTBETCTBUMA c OeCdaTEIM acCIeKTOM M300peTeHUud
openocTaBjieH Hab®op, KOTOPHM BKJIOUAET:

IIepPBHM COCTaB, CcoIepXalmi:

or 30% mo 95% mo obwemy IMA;

or 5% mo 50% mno o6wveMy BOOHOT'O HOCUTEJIA; U

or 100 Mr mo 400 M (HanpuMmep, oT 100 mMr mo 300 Mr) Ha MI
reMUUTabuH [ peHMIIOeH30KCHU—L-ajlaHMHMII) | pocdaTa; u

BTOPOV COCTaB, COIOepXalllM:

or 20% mo 80% mo obwemy IMA;
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or 20% mo 60% o ofweMy IMNepBOTO COJOOMIM3UPYKRIETO CPelCcTBa;

or 10% mo 40% mo ofBweMy BTOPOTO COJOOMIM3UPYKRIETO CPelcTBa.

[0072] Kak mnOpaBMJIO, BTOPOM COCTaR He OyIeT CcoIOepXaThk KaKoe-
hpeZiele) aKTMBHOE BEIleCTBO. Habop ABJIAETCSH [IPUT'OOHEIM oJis
IIPUTOTORJIEHUS COCTaBOB, IMIOOXOOANMX IJIA [IepudepuuyecKoIr'co BBeIeHUHd.
[IepBEM CcoOCTaB pa30aBJIglT BTOPHEIM COCTaBoOM 3a 48 u, HaopuMmep, 3a
24 u po BBeIeHUsS C oOpasoBaHMEeM TpeThbel'o cocTaBa. TpeTul cocTab
OOIIOJIHUTEJIbHO pas3faBJISOT BOIHEIM HOCUTEeJIeM IIepel BBeIeHMeM IO
keJjlaeMOM KOHIEeHTpaluuM C IIoJIydeHMeM CcOCTaBa, KOTOPHM MCIIOJbL3YIOT

OJi4 BBeleHMS OOJIbBHOMY IIYTeM I/IH(]_)VSI/H/I WM MHBEeKUMUM. HJIA [IOJIYUeHUS

CoCcTaBOB, IPUTONHEIX  OJA  HIepudepudecKoro BBeIeHUd, KOTOpPEHIE
ABJIAITCH CTabnJIb HEIMA B OTHOMEeHUN BHIIAOeHU S B ocalok
reMUMTaOVH [ eHMIOeH30KCU - L—-ajlaHmMHaunI) ] pochaTa, KakK npaBWJIO,

XeJlaTeJIbHO BKJIOUMTE B COCTAabB COJOOMIM3MPpyKIMe CcpencTBa. OOHAKO
reMUMTaOVH [ peHMIIOeH30KCHU—-L—aJjlaHMHWII) ] docdaT MOXeT nogepeprarecd
oerpamalld B IOPUCYTCTBUM TaKUX COJOOUMIM3UPYRIINX CPemcTB. TakuMm
obpasoM, IBYXCTaIUMHEIM clIoco® paszbaBJjieHMa, B HEKOTOPHX BapraHTax
OCVYIIECTRJIEHUA U300peTeHusa, [ABJIAETCHA IIPeOIOUTUTEJIBHEIM CPpeOCcTBOM,
C IIOMOIUIBLI KOTOPOTO MOXHO IIOJIYUMTL COCTAaBHE OJA HDepUudpepruUdecKoIo
BBeIEHUA.

llogpoBHOe ommMcaHMe MUBOBPeTeHUs

[0073] ITo BCEMY OIIMCaHMI, TepPMUH S—BomuMep VIV S—
OMacTepeonusoMep OTHOCUTCHA K reMUMTa0uH [ peHMIOeH30KCU—L—
aJlaHnuHui) ] - (S) -pochaTy. AHAJOTMUHO, IIO BCEeMy OIMCAHMI, TepMMH R-
SIVMED WIIN R-IMacTepeomusoMep OTHOCUTCSA K
TreMUIUTabuH [ peHmII0eH30KkcHU—L-asadmuaui) | - (R) —pochaTy.

[0074] Tepmuu "cosieBoi pacTBOpP” IpelHa3HaueH OJIid 00O03HAUEHUS
BOOHOTO PpacTBoOpa XJopuIa HaTpug. COJIEBHE PacTBOPHE  COIJIACHO
HacToAmeMy MW300peTeHMIo OOBUHO CTepPMJIbHLEE, M KOHIEeHTpalud, Kak
[IpaBUJIO, ABJIAEeTCA [IOIXOOAmen nJia UCIIOJIL 30BaHUA pu
napeHTepaJLHOM  BBEIOeHUM. [looxomAmye  KOHILEHTPpalWM  COCTaBJISOT
BILJIOTL OO 2 Macc./o06.% wWiIrM BILUIOTL n[Oo 1  Macc./06.% IOid
O TVIMM B alIUU OCMOJIIPHOCTH, pasIMUHEe KOHIeHTpalmnn COJIEBOTO
pacTBopa MOXHO MCIOJIL30BAaThL B COCTaBax COIJIACHO U300peTeHMb,

HanpuMep, 0,9% wmim 0,45%.
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[0075] CocTaBH COIJIACHO HAaCTOANEMY M300peTeHuIn MOT'yT OHTH
VCIIOJIE30BAHE B JIEUEHUM UYEJIOBEUECKOT'O opTraHusMa. OHM MOTyT OHTH
VICIIOJIE 30BAaHEL B JleueHUn opraHms3Ma XKVBOTHEIX . B YJacTHOCTH,
COoeIVMHeHUd COTJIaCHO HacToAlleMy N300peTeHN MOTYT OBITH
MCIIOJIL30BAHE MOJIA JIeUeHUS CeJIbCKOXOBSMCTBEHHEX XMBOTHEX, TaKUX
KakK OOMallHMM CKOT. AJIbTEPHATHMBHO, COeIMHEeHMS COITJIaCcHO HacCTOoAlleMy
n300peTeHnin  MOTYT OHITH MCIIOJIbL30OBAHE  [OJIS JIeUueHMs  JOoMallHMX
XMBOTHEIX, TakKMX KakK KOmMKM, cobakKum M T.I.

[0076] CoemmuHeHMSA B COCTaBax COIJIACHO M300peTeHun MOTYT
OHTEL IIOJIYUEHH, COXpaHeHH U/UJIM BBelOeHH B BuUIe bapMalleBTUUeCKN
opueMIieMoM coJur. llogxomgamme  dpapMalleBTUUECKM I[IpUeMIJIeMble  COJIMU
BKJIOUAT, HO He OTPaHNYMBAaKTCHA VIMU , coJu bapMalleBTUUECKHU
IPMEMJIEMEIX HEOPTaHUMUECKMX KUMCJIOT, TaKMxX KaK XJOPMCTOBOOOPOIOHAaSA,
cepHada, OoocdoopHas, asz0THasdA, yToJibHasg, OOpHas, aMMHOCYJIBOOHOBaASA U
OPOMMCTOBOOOPOOHAS KWMCJIOTE, WM COJIM OQapMalleBTUUECKM [IPMEMIIEMBIX
OpTaHMYeCKUX KMCJIOT, TaKMX KaK YKCyYyCHas, IIpOIMOHOBAas, MacCJsHasd,
BMHHAA, MaJIeMHOBa#H, TUIPOKCHMMAaJIEMHOBAS, bymMaporad, a6JI0uHa g,
JMMOHHAasA, MOJIOUYHas, CcIu3eBasd, IJIOKOHOBas, OeH30MHas, 4gHTapHagd,
mareJjieras, OQeHWJIYKCYCHas, MeTaHCyJbOOHOBaA, TOJIYOJICYJIEQOHOBAS,
BeH30JICYJIbOOHOBASA, cajuumniioBas, cyJibdaHMIIOBASA, acriaparmMHoBasd,
TJIyTaMMHOBAH, STUIIEHIVaMUHTEeTpayKCyCHa4d, CTeapMHOBaAd,
najJbMUTHUHOBASA, OJIEMHOBad, JlaypMHOBas, I[IaHTOTeHOBad, TaHMHOBAA,
ackopbuHOBasS ¥ BaJjleprMaHoBas KUCJOTH. IloOxXomsmye COJIM OCHOBAHUM
00pas’ynTcsas M3 OCHOBaHWUM, KOTOpPHEe 00pal3yiT HEeTOKCHUYUHEE COJIM.
[lpyMepH BKJKOUAKT COJIM aJIOMMHMSA, aprMHMHa, OeH3aTuMHa, KaJbLud,
XOJIMHA, OB TUIIaMUHA, OMoJiaMMHa, TJIMLVHA, JIM3MHa, MaTHUAg,
MeTJUIyMMHa, OJiaMMHa, KaJiMd, HaTpus, TpoMeTaMMHa M LIMHKa. [[oJIyCOoJu
KMCJIOT ¥ OCHOBaHMM MOTYT Takxe OHTL 00pasoBaHb, HaIpuMep,
[MOJIy CyJIbQaTHEE, MOJIYOKCaJla THHE u [MOJIyKaJIbLIMEBHE COoJn. B
HEKOTOPEX BapMaHTax OCYIEeCTBJIeHMA WM300peTeHMd, OCOOeHHO TaKuX,
KOTOPHE WMCIOJB3YIT S— BIVMMEP, COeIMHEHUe TpPelCTaBJIeHO B BUIE
HCl-coau wmiIM IOJyoKcaJlaTHOW coJM. IlIpedlouTuTe]JIbHO, COoeIMHeHUS
COTJIaCHO M300peTeHMK He I[pelICcTaBJIEHH B BMIe COJM, T.e., OHHU
IpencTaBJIeHH B BUIe CBOOOOHOTO OCHOBAaHMUA/CBOOOOHOM KMCJIOTH.

[0077] OTHOCUTEJIEHO YKas3aHHEBIX BHIIIE COCTaBOB COTJIaCHO

MBO@peTeHMIO, BBOIOVIMBEIE HOO3IMPOBKU oynoyT, KOHEUHO, MSMEHATBECA B
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3aBUCHUMOCTH oT VICIIOJIb 3YEMOTO COEenMHEHNUS, TOUYHOTO criocoBa
BBEIOEHUS, XKeJjlaeMOTI'0O JIeUeHMS M YKa3aHHOT'O HapylleHMsa. YPOBHU
OO3UPOBKHU, JyacToTa OO3MPOBaHMA UM IIPOOOJIKUTEJIBHOCTE  JIEUEHUS
COeNMHEHMSAMM COIJIaCHO M300peTeHMuK, KakK I[oJarawnT, OTJIMYanTCd B
3aBUCHMMOCTM OT COCTaBa U KIMHMUECKOI'O IIoKaszaHusdg, Bo3pacTa U
CONYyTCTBYRIMX MEOIUUIMHCKUX COCTOAHMM OOJIbHOTO. Pa3Mep IOO3H MJIA
TepalleBTUUEeCKUX lLeJleM COeIMHEeHMM CcoIJlacHo us3ofOpeTeHMio OyneT,
eCTeCTBEHHO, WMBMEHSITLCI B COOTBETCTBMM C IIPUPOOOM U TIXKECTHLIO
COCTOAHUM, BO3PACTOM U IIOJIOM XMBOTHOTO MJIM OOJILHOTO U CIOCOOOM
BBeIeHMI, II0 XOPOMO M3BECTHHM IPMHUMIIAM MeIUIIMHE.

[0078] dapMalleBTUUECKUM COCTaB  OOHUHO IHIpMHMMaeT  dopMy
KOMIIOBUIIMM, B KOTOPOM aKTMBHHE COeOMHEeHMS WM MX dQapMalleBTUUeCKU
IpreMIIEMEE COJIM  HaxomdaATcsa B KoMBMHauuM C  dpapMalleBTUUeCKU
IpMeMJIEMEIM aIBOBAHTOM, pa30aBuUTeJIeM WM HocuTeJeM. OIHMM TaKuM
bapMalleBTHUUECKHU IpreMIIEMBIM aoBIOBaHTOM, pazbaBuUTeJIEM VI
HOCUTeJIeM B COCTaBax COIJIaCHO M300peTeHMd HABJSAeTCS I[IOJISPHHM
AlIpOTOHHHM pacTBOPUTENLE. COOTBETCTBYKIMEe NIPOLEeOypH OJ4 BHOOpa U
IPUTOTORBJIEHMA  TMOOXOOAMMX  QapMalleBTUUEeCKMX COCTaBOB  OIIMCAaHH,
HanpuMep, B "Pharmaceuticals - The Science of Dosage Form
Designs", M. E. Aulton, Churchill Livingstone, 1988.

[0079] CocTaBH MOTYT OBITH IIOOX OO MMM/ oJisg MECTHOTO
IpUMeHeHU S (HampumMmep, K KOXe WJIM  MOYEeEBOMYy  IIYy3HpPD), oA
nepopallIbHOTO BBeIeHUA VI oJis napeHTepaJbHOTO (HampuMmep,
BHYTPMBEHHOT'O BBEIEHUI) .

[0080] JlobOele pacTBOPUTEJM, MCIOJb3YeMHEe B (QapMalleBTUUeCKUX
cocTaBax COIJIACHO UB00peTeHMIo, OOJIKHE OHTL  dapMalleBTUUECKOM
CTelleHM UMCTOTH, II0I KOTOPOM MHoAdpal3yMeBalT, YTO OHM MMEKT CIEeKTP
IpuMecH, KOTOPHM OKalHBaeTCd IIOOXOOANMM OJIS BBedeHMsa (HaIpuUMep,
BHYTPMBEHHOT'O BBeIeHMUA) JIOIAM.

[0081] oiisa nepopalibHOTO BBeIeHUs, COCTaBEL COIJIaCHO
N300peTeHnn MOTYT COIOepXaThk aKTMBHOEe COeIMHEeHMe, CMENlaHHOE C
aIBoBaHTOM VIV HOCHUTEJIEM, HaIlpuMep, JIaKTO30M, caxapo3oi,
copBuUTOM, MAaHHMTOM; KpaxXMalJloM, HalpuMep, KapTodeJIbHEM KpaxXMaJioM,
KYKYPY3HEM KpaxMaJIoOM WJIM aMUJIOIeKTMHOM; IMIPOM3BOMOHEIM LI&JIJIIOJIOSE;
CBA3YIMM BEIIECTBOM, HaopuMep, xeJla TMHOM W

IIOJIMBVMHWMIITIMPPOJIMITOHOM ; I/I/I/IJ'H/I CMa 3EIB allliM BelleCTBOM, HallprMep,
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CTeapaTOM MaTlHMUSA, CTeapaToM KaJlbLMdg, IIOJIMBTUIIEHTJIMKOJIEM, BOCKOM,
napadmMHOM M TOMYy TIOIOOHOe, M 3aTeM MOI'yT OHTb I[IPeCCOBAaHH B
TabjgeTku. Ecaum TpebyeTcsa NOJYUMTH IIOKPHTEE O0O00JIOUKOM TabJleTKH,
CeplOlleBMHE, IIPUTIOTOBJIEHHEE KakK OIMCAaHO BHIIEe, MOI'YT OHTH [IOKPHTEH
KOHLUEHTPUPOBAHHEIM pPaCTBOPOM IJIIOKO3H, KOTOPHM MOXeT BKJIOUATH,
HanpuMep, apaBUMCKY KaMmelb, XeJjlaTuH, TaJlbK U OBYOKMCH THTaHa.
AJILTepHaTMBHO, TabjleTka MOXeT OBTEH IIOKPHTAa MIOOXOIAMMM II0JIMMEPOM,
PacCTBOPEHHHEM B JIETKO YJIETYUMBAEMOM OPTaHMUeCKOM pacTBOpUTee.

[0082] Ing 1noJiydyeHMS MATKMX XeJIaTMHOBEIX KallcyJl, aKTMBHOe
coeIMHeHre MOXeT OBTE CMEeMaHO, HalpuMep, C PacCTUTEJBHBEM MacCJIOM
VI [IOJIN3 TUJIEHTJIMKOJIEM. TBepOwe XeJlaTMHOBHE KaliCyJltl  MOTYT
comepxaThb TPaHyJIE COeIMHEHUS c VICIIOJIE 30BaAHMEM 06010 "3
OTIMCAHHHX BHIIE 3ZKCLUUIIMEHTOB nIJg TabjJeTok. Kpome Toro, XMIOKKE WU
[IOJIyTBEPIEE COCTAaBH, COIepXallMe aKTUBHHE COeIVMHEeHUVHd, MOTYT OHTH
3aKJIOUEHE B TBEPOHE XeJIaTMHOBEE KallCYJIH .

[0083] Xunokme mpenapaTh o4 [IepOopaJIbHOT'O I[IPUMEHEeHUS MOIYT
OHITH B  BUIe CUPOIIOB WMJM  CYCIeH3UM, HalpuMep, PacTBOPORE,
comepXxalyx COeOMHEeHME COIJIaCHO M300peTeHUl, PaBHOBECHME B KOTOPHX

YCTaHaBJIMBaeTCHAd nodaBJieHMEM caXapa u CMeCHU STaHOJIa, BOIEI,

TJIMLepPUHA n IPONMIIEHTJIMKOJIA . HeoBsazaTenbHO Takue KUOKUE
nperapaTs MOT'Y'T comepxaThb KpacuTeu, apoMaTU3aTOPH,
[IOOCJIaCTUTEIN (Takue Kak caxapuH) , KOHCEepBaHTH u/mnamn

KapBokCcHUMe TUIILLEJIIIIIIO 3Y B KauecTBe 3aTyCTUTEJA VI opyrue
SKCUUINIMEHTH, M3BECTHBE ClIelMaJMCTaM B IaHHOM ofJlacTy TexXHUKU.

[0084] TIlpenmnoyTUTEJIBHO, TeM He MeHee, CcOoCTaBHE COIJIACHO
n300peTeHUD npelHa3HaUYeHH oJs napeHTepaJIbHOTO (HanpuMep,
BHYTPMBEHHOTO) BBeIleHUSA WM 1OJg pa3baBjieHMsa ¢ obpa30BaHUEM
cocTaBa nOJd IIapeHTepalJIbHOT'O (HalpMMEpP, BHYTPMBEHHOTO) BBEIEHUS.
g napeHTepallbHOTO (HalpMMEepP, BHYTPMBEHHOT'O) BBEIOEeHWUS, AaKTHUBHHE
COeIMHEHMS MOTYT OHTb BBeJeHH B BUIEe CTEPUIM30BAHHOTO BOIHOTO
WV MaACJSHOTO pacTBoOpa. I[IpeldlouTHUTEeNIbHO, aKTWMBHEE COeIVHEeHUA
BBOOAT B BUIE CTEPUIIM30OBAHHOTC BOIOHOTC pacTBoOpa.

[0085] dapMalLeBTHMUeCKaAd  KOMIIO3MIUMA COTJIACHO M300peTeHU

OyoeT NPemlIodTUTEeJIbHO comepXxaTk oT 0,05 mo 99% macc. (IpOoLeHTHOe
OTHOIIeHKE infe) Macce) reMUMTa0OuH [ QeHUIIOeH30KCU—L—

ajlaHuHuil) ] pocdbaTa, OoJiee nnpennoururessHo oT 0,05 mo 80% wMacc.
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reMUUTa0buH [ peHMIIOeH30KCHU—L—aJlaHumMHMII) | pocdaTa, eme BoJiee
npenmnourmresibHo oT 0,10 mo 70% mMacc. TeMuMTadOuH [ beHUIOeH30KCU—L—
ajlaHuHuII) ] pocdaTa, M »maxe OoJee MnpennoururessHo oT 0,10 mo 50%
Macc. reMUnTabuH [ peHMIOeH30KCU—L— ajlaHuHMII) ] bocdhara, BCe
IIPOLIEHTH IO Macce OT Beca BCeM KOMIIO3ULUMA.

[0086] bBrulo IHDOKaszsaHO, UYTO LMKIOOEKCTPMHE HaXOOAT MUPOKOEe
IpMMeHeHMe B IOCTaBKe JeKapCcTBeHHOTOo cpenctBa (Rasheed et al,
Sci. Pharm., 2008, 76, 567-598). IMKJIODEKCTPMHE IPeICTaBJISOT
coboM CceMeMCTBO LUUKIJIMUECKMX OJIMTocaxapumoB. OHM OeMCTBYIT Kak
"MoJIeKYyIIgpHad kjeTka”, KoTOpada MHKAIICYyJIUpyeT MOJIEKYJIBI
JIEKapCTBEHHOTO cpencTBa ¥ = U3MeHAeT CBOMCTBa STUX  MOJIEKYJI
JIeKapCTBEHHOTO CpelcTBa, TaKMe KakK PacTBOPMMOCTL. [MKJIOODEKCTPMHE
BKJIOUAKT (=1, 4) —~cBa3aHHLeE O~ D—TUIKONIMP aHO 3HEE e IVHUIIEL.
[IUKJIOOEKCTPUHE MOTYT BKJIOUATL 6, 7 WM 8 TJIOKOIMPAHOSBHHX eOMHUII
(oBo3HaueHHHE, KakKk o-, - U Y-UMKJIOIEKCTPWHE, COOTBETCTBEHHO) .
[IMKJIOOEKCTPUHE, MCIOJb3yeMele B QapMalleBTUUEeCKMX CcoCTaBax, dYacTo
NpPenCcTaBJIgioT CoO0M B-UMKIONEKCTPMHLE. BOKOBHE TIMIPOKCUJIbLHEE I'PYIIIE

MOTYT  OHTBH  aJKUJIMpoOBaHH Ci1-C¢ 3aMelleHHOM WM  Hes3aMelleHHOM

AJIKMJIBLHOM TPYIIION . [MpruMepamMmm UMKIIOOEKCTPUHOB ABJIATCA o
LIMKIJIIOOEKCTPUH, B-uukIOomeKCTPUH, Y-LUUKIJIIOOEKCTPUH, 2=
TUAPOKCUIIPOIUII-B- LMKJIOOEKCTPUH (HP-B-CD), HaTpueBasa COJIb

CYJIbGOBOYTMIIOBOTO 3dupa B-UUKIONEKCTPMHA, UYaCTHUUHO MeTUJIMPOBAaHHEI

B-LUMKIJIOODEeKCTPHH . CoCcTaBH COTJIaCHO n300peTeHnio  MOTYT TaKxe
BKJIIOUATL II0 MeHbIleM Mepe OIMH LMKJIOOeKCTPUH.

[0087] HacTodamee wun300peTeHMe TakXe BKJOUaeT COCTaBEH BCeX
bapMalleBTUUECKM MIPpMEeMJIEMHX MeUeHHBX M30TolaMu (opM CcoedVHeHUd,
roe oIMH MM OoJiee aTOMOB 3aMeHeHH aToOMaMM, MMeIMMM OIVMHAKOBHIM
ATOMHHM HOMEep, HO aToMHasg Macca MJIM MacCCOBOEe UMCJO KOTOPEIX
OTJIMYATCHA OT AaTOMHOM MacCCh MJIM MaCCOBOTO uMcJa Opeobjamanmero
M30TOomNa, OBOHUHO BCTpeUaeMoI'o B IIpHupoIe.

[0088] [MpuMepH M30TOIIOB, MOOXO I AMMX OJis BKJIIOUEHU A B
COENMHEHMS COIJIACHO M300peTeHun, BKJIOUAIT M30TOIE BOOOPOIA,
TakMe Kak 2H um 3H, yIrJjepona, Takme Kak 1C, 13C um 14C, =xJjopa, Takue

Kak 3°Cl, odTopa, Takmue kKak 18F, Moma, Takme kKak 1231 u 125, asora,
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TakMe Kak 3N m 15N, xucjopoma, Takue kak 1°0, 170 um 180, odocoopa,
TakMe Kak 32P, U CepH, TakKue Kak 3°S.

[0089] HexoToprle M3OTOIHO MeUeHHEE COeIMHEeHUHd, HallpUMep,
Taxkue, KOTOPHE BKJIIOUAOT pannoakTMBHLI M30TOoII, ABJIAIOTCS
NPUTOOHEMM B JIeKAPCTBEHHHEX CpedcTBax W/WIX B UCCIeIOBAHUIX
pacnpemnejeHus cydcTpaTa B TKaHAX. PaIMOaKTUBHHY M30TOII BOIOOPOIAa
TpUTHM, T.e., °H, wu ynjaepoma-14, T.e. }C, 4gBiasgioTca Haubojee
OPUTOOHEIMM MB0TOIaMM IJIS STOM LUeJlM, MUCXOoOsS U3 JEeTKOCTU UX
BKJIOUEHVSA M IOOCTYIIHHX CPeIOCTB OlpeleJIeHUHd.

[00S0] BaMeHa BoJiee T ke JIEIMMA M30TOIIaMI, TaKMMHI Kak
nerTepuii, T.e., 2H, MOXeT NPUBECTM K OIpeleJIeHHHM TepalleBTUYeCKUM
npeuMymecTBaM, BO3HMKAIMM B pesyJbTaTe BoJiee BHICOKOM
MeTaboJIMueCcKoOm YCTOMUYMBOCTH, HaopuMep, IIOBHIIEHM I BpeMeHU
INOJIYXUBHM 1In VIVO WJIM CHMXeHUS TpeOOoBaHMM K OO3UPOBKe, U,
CJIENOBATEJBHO, MOXeT OHTE IpennouYTUTEeILHOM B HEKOTOPHIX
oBCcTOATENILCTRAX .

[0091] OOBHUHO, MeUeHHHE M30TOIaMM COeIMHeHMS MOIyT OHThH
IIPUTOTORJIEHEL COOTBETCTBYKRIIMMU CllocofaMM, M3BECTHHMM CIelMaJiMCcTaM
B IOaHHOM ofBJlacTM TexXHUKM, MM clocobaMyM, aHaJOTMUHEMM cCcIIiocodaM,
OIIMCAHHEIM C MCIIOJIb30BaHMEM COOTBETCTBYKIIETO MEUEHHOTO WM30TOIIOM
peareHTa BMECTO paHee VCIIOJIE3YEeMOTO HEMEUEeHHOT'O MU30TOIIOM
peareHTa.

[0082] Crnoco® JileyeHMda MJIM COCTaB, npenHa3HAUeHHEM  IJIS
JleueHUsa Ppaka, JUMMOOME MJIM JIeMKO3a, MOXeT BKJIOUATL, B IOOIOJIHEHUE
K CcOoCTaBaM COIJIaCHO M300peTeHMD, OBMmenNpMUHATEE Ollepaluin WJIN
pamuMoTepaluin WM XMMMOTepaluion. Takad XUMMOTepalMad MOXET BKJIIOUATH
BBeIOeHMe OIHOTO WM 0OoJiee IPYI'MX aKTUBHHX CPelICTB.

[0093] B cayuyadax, KoOI'Ia IOOINOJHUTEJBLHOEe aKTHMBHOE CPeICTBO
BBOOAT KakK dYacThk crocoba JIedeHUS COIJIACHO M300peTeHuB, TaKoe
KOMOMHUPOBAHHOE JieueHue MOXeT OBITH OOCTUTHYTO nyTeMm
OOHOBPEMEHHOTO, IIOCJEeOOBaTEeJIbHOTO WMIM pPa30eJIbHOTO HO3MPOBAaHUA
VHOMBUOY aJIbHEIX KOMIIOHEHTOBR JeueHus. Taxkue KOMOVMHUPOBAaHHHE
JIEKApPCTBEHHEE CpPeICcTBa BKJOUYAKT COeOIMHEHUS COIJIACHO JaHHOMY
N300pEeTeHUI B TepaleBTUUEeCKM 5HOPeKTMBHOM Oualla30He OO3UPOBOK,
OIIMCaHHOM BHIIEe, UM OIHO MM O0o0Jiee HOpyroe dapMaleBTUUECKU aKTUMBHOE

Cpe,JICTBO(CpeI[CTBa) B PaMKaX YTBEPXIEHHOI'O IMalla3OHa ITO3MPOBOK.
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[0094] TaxkuMm oO0OpazoM, OdapMaleBTUUeCKMEe COCTaBE COIJIACHO
M300pPEeTEeHN MOTYT BKJIOUATE OPYI'Oe aKTUBHOEe CPpelCcTBO.

[0095] OnHo wmIu OBoJiee IOpyIMe AaKTUMBHHE CpencTBa MOTYT
IpeICTaBJIATE CcoOoM omOHY WM 0oJjiee M3 CJedyllux KaTeIl'opun
IPOTUBOOIIYXOJIEBEHX CPENCTB:

(1) aHTUNpoMbepaTBHEE / aHTUHEOIJIACTHUUECKE  JIEKAPCTBEHHHE

cpeIlCTBa n nux KoMOMHaAUUMA, Tarue Kak aJIKVMJIMpyrmme CpelCTBa

(HanpuMep, umMrJIopochamMmm, as0TUC THHA UIIPUT, BeHIaMyCTUH,
MeJihaJiaH, xXJIopaMOy LI, oycyibdaH, TeMO30JIaM]], n
HUTPO3OMOUEBUHE) ; aHTUMe Ta®oJIMTE (HanpuMep, TreMUIMTadrH u

aHTOOJIaTE, TaKMe Kak OQOTOPHMPMMUOMHE, I[IO0OOOHEE 5S-@Topypallly U
Teradypy, PaJITUTPEKCHUL, MeTOoTpeKcarT, IeMeTpeKcen, LUUTO3UHA
apabuHO3UL u TUMOPOKCHMOUYEBMHA) ; QHTUOMOTUKNU (HanpuMep,
QHTPALMKJIIMHEL, [IOOOOHEE aIpMaMULUHY, OJEOMULMHY, TOKCOPYOMLUUHY,
DayHOMULUHY , SIUPYDOULUHY , nioapyOonumay, MUTOMULIUHY —C,
DAaKTUHOMMLIMHY M MUTPAMUIMHY) ; aHTUMUTOTHUUECKME aTeHTH (HalpMuMep,
ajkaJioune OapBMHKA, [IONOOHEE BUHKPUCTHHY, BUHOJIACTMHY, BUHIE3UHY
¥ BMHOpPeJIOMHY, W TaKCOMUOH, IIOHOOOHEE TaKCoOJly ¥ TaKCcoTepy, u
VMHIVOUTOPH TIIOJIOKMHA3H) ; IpoTeaCOMHEE VMHIVOUTOPH, HallpUMep,
Kappunzsommud wm OopTe3oMub; TepalmMiad MHTepepPOHOM; U MHIUOUTOPH
TOIIOM30Mepas3k (HalpuUMep, BSHIUIOIOOUIIJIOTOKCUHE, I[IOOOOHEE STOIO3ULY
M TEeHUIIO3UNY, aMCaKpMH, TOIIOTeKaH, MUTOKCAHTPOH M KaMIITOTelLMH) ;

(ii) umMTOCTaTHMUEeCKMe CpeIcTBa, Takue KaK aHTUDCTPOTEeHH
(HanpuMep, TaMokcudeH, byJsBeCcTpaHT, TopeMmubeH, paJjiokcudpeH,
IPOJIOKCUDEeH ¥ MOIOoKCHbeH), aHTHMaHOPOTeHH (HalpuMmep, OMKaJIyTaMuI,
bayTamMmno, HWIyTaMMI M LIUIPOTEepOHa alleTaT), aHTaroHuMcTe LHRH wiam
aroHucTH LHRH (HamopuMmep, TO3epesMH, JIEUOpopelMH u OycepeJuH),
IpOoTeCTOT'eHH (HalpuMep, MeT'ecTpoJia alleTaT), MHIMOMTOPHE apoMaTa3H
(HallpuMep, TakKe Kak aHacTpO30JI, JIeTpO30JI, BOpas30Jl U BK3eMeCTaH)
M MHIMOUTOPE S50-pelyKTasH, Takue Kak QuHacTepun;

(1ii) cpencTea I[IPOTUMB WMHBa3UM, HalpuMep, oaz’aTvMHud u
BocyTrHMO (SKI-606), ¥ MHIMOMTOPH MeTaJJIOIPOTEeMHAas3, WHIMOUTOPEL
GYHKLIMM PeLelTOPOB aKTMBaATOPpa IJIa3MMHOTEHa YPOKMHAZHOTO TUlla WU
aHTUTeJla K TrelapaHase;

(iv) wmHTHMOMTOPH OYHKIUMM dakTopa poCTa: HalpuMep, Takue
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MHIMOUTOPE BKJIOUYAKT aHTUTeJla K QakTopy pocTa ™M aHTUTeJa K
peLenTopy daxTOpPAa pocTa, HalIpuMep, aHT—-erbB2 AHTUTEJIO
TpacTy3yMad [repuentmH™], a”HTM-EGFR aHTUTEeJIO HNaHuUuTyMyMad, aHTUu-
erbBl aHTUTeJO UeTyKCcHMMa®, MHIMOMUTOPHE TUPO3MHKMHASZE, HaIpUMep,
VMHTUOUTOPE CeMeMCTBa pPelelTopoB BOMIepMallbHOTO dakTopa pocTa
(HanipuMep, VHIVONTOPEL ceMeMcTBa EGEFR C TUPO3UHKMHA3HON
aKTMBHOCTBIO, TaKMe KaK TedUHUTUD, >PpJIoTHMHMO M 6-akpujiaMuio-N- (3-
xJjop—-4-dTopdenHn) -7- (3- MOPQOJIMHOMNIPOIIOKCHU ) XMHAa30JIMH— 4 —aMUH (CI
1033), wWHIUOMTOPH erbB2 THUPO3MHKMHASZE, TakKe Kak JalaTuHUOD) ;
VMHTUOUTOPE CceMelcTBa (GakKTOPOBR pPOCTa TeNaToOLUTOB; MHIUOUTOPEH
ceMeMcTBa (aKTOPOB POCTa MHCYJMHA; MOOYJIATOPH OeJIKOB-PeTlyJIATOPOB
KJIETOYUHOT'O allollTo3a (HalpuMep, WHIMOUTOPH Bcl-2); MHIMOUTOPEL
ceMelicTBa GaKTOPOB pPOCTa TPOMOOLMTOB, TakKMe KaK UMATUHUO W/UIu
HUJIOTUHUO (AMN107) ; MHIUOUTOPEL CepuH/ TPeOoHVH IPOTEMHKMHA S
(HampuMep, MUHIUOUTOPH CUTHAJBHOTO HOyTM IO Ras/Raf-kackamy, Takue
Kak VHTUOUTOPH bapHesuITpaHchepasH, Halpumep, copadpeHmnd,
TUNINOaAPHUDO ¥ JIOHa®apHUO), MHIMOMTOPE CUCTEMBl KJIETOUHHX CUIHAJIOB
yepe3 MEK wu/mim AKT KMHa3H, MWHTUOMTOPE c-kit, wuHrmMdbmuTopH abl-
KMHAa3H, VHIMOUTOPEL PI3-kmnHa3H, VMHIMOUTOPEL PIt3-xMHa3H,
MHTUOMTOPH CSF-1R  KMHa3H, pelLenTop IGF, VHIMOMTOPE KMHA3;
VMHTUMOUTOPE KMHa3H ABpopa ¥ MUHIUOUTOPH UMKJIMH-3aBUCUMOM KMHA3H,
Takre Kak MHTMOuTOopn CDK2 mu/wmiamu CDK4;

(V) aHTHMaHTMOTeHHHE CpeICTBa, Takue KaK CpenOcTBa, KOTOPHEe
MHTUOMPYIOT OeMcTBUe daKTopa PpocCTa DHIOTeJMSA COCYIOOB, [HaIpuMmep,
QHTUTEJIO NPpOTUE OQakTopa pocTa DHOOTENMI COCYyIDOoB Oeralum3yMad
(aBacTmH™) ; TaJIMOOMUL ; JIeHaJIUMIOOMUL ; u, HalpuMep, MHTUOUTOP
penenTopa VEGF c TUPO3UHKMHA3HOM AKTUBHOCTLIO, Takom Kak
BaHOeTaHMO, BaTaJlaHMO, CYHUTUMHMO, aKCUTMHUO U Das30llaHub;

(vi) M™MeToOH TEeHHOM TepaluM, BKJOUaKIMe, HalpuUMep, MeTOIH
3aMeHH aHOMaJIbHHX TeHOB, Takux Kak pb3 mIM aHoMaJlbHHM TeH BRCAIL
mim BRCAZ;

(vii) MeTOIE MMMyHOTepalMM, BKJKOUaKIMEe, HaIpUMep, Tepanuio

AHTUTEJIaMM, TaKMMM Kak ajJleMTy3yMab, pPUTyKCHUMao, nopnUTyMoOMa b
TUYKCeTaH (zeBaJIMH®) n  odprarymMymMad; UHTepdepOHEH, TakMe Kak

MHTepdepOoH Oo; MHTEepPJIeMKMHE, Takue Kak IL-2 (aJIbIOeCcJIeIKUH) ;
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VHTUOUTOPH VHTepJIeKrHa, HanopuMep, VHTUOUTOPH IRAKA4;
IPOTUBOPAKOBHE BAaKIMHE, BKJOUAKIMEe BaKUMHE OJS OIPOQOUMIAKTUKU U
JleueHMsa, Takue Kak BaKUMHE NOpoTMB HPV, HamopuMmep, Taplacwui,
llepBapMkKC, OHkKoQar m cunyJjenuen-T (Provenge); ¥ MOIOYJATOPH TOJLJI-
IOOODHOTO pelelTopa, HanpuMep, aroHucTH TLR-7 wmiam TLR-9;

(viii) LUUTOTOKCUUECKHE CcpeIcTBa, HallpuMep, baynapabuH
(barymapa), kJanpudbuH, nedHTocTaTrH (Nipent™) ;

(ix) CTEepPOUIH, Takme Kak KOPTHUKOCTEPOUIH, BKJIOUAKIME
TJIOKOKOPTUKOMUIOE U  MUHEPaJIOKOPTUKOMIE, HaIlpuMep, akKJIOMeTas0H,
akJIoMeTas0Ha OUIIPONMOHAaT, aJIbIOCTEePOH, aMUIMHOHMI, OeKJIOMEeTa30H,
BekJIoMeETa30Ha OUIIPOIIMOHAT, BeTaMeTas0H, beTamMeTas0OHa
OUNIPONIMOHAaT, OeTaMeTasoHa HaTpua odochaT, OeTaMeTasoHa BajJjeparT,
OynmecoHnn, kJj06eTas0oH, kJjIo6eTasoHa oyTuparT, kJIo6eTas30Ha

IIporimoHaT, KRJIOITPpEeIHOJI, KOPTMU30OH, KOpTM30OHa aleTaT, KOopTmMBasoJI,

Ie30KCUKOPTOH, OeCOoHM I, Oe30KCHMMeTas0oH, oexKxcaMeTas0H,
oexkcaMeTas30Ha HaTpuUA docoaT, IOeKcaMeTa30Ha M30HMKOTMHAT,
OUPTOPKOPTOJIOH, GIIYKJIIOPOJIOH, dIymMeTas0H, GIIYHM3OJINI,

GIIYOLIMHOJIOH, GIIYOLUMHOJIOHa  alleTOHUI, GIIYOLMHOHNUI, GIIYyOKOpPTUHA
OyTIII, OQIYOPOKOPTU30H, (QIYOPOKOPTOJIOH, OQIYOPOKOPTOJIOHa KalpoarT,
GIIYOPOKOPTOJIOHA nmBajar, GIIyOpOMETOJIOH, baynpenHUIEH,
baynpelHuOeHa alleTaT, OQIYyPaHOPEeHOJIOH, QIIyTHUKa30H, by THUKas30Ha
[IpOIIMOHAT, TaJILMHOHUI, TUIPOKOPTMU30H, TUIPOKOPTM30OHA alileTarT,
TUIPOKOPTM30HA OyTHUpaT, IUIPOKOPTM30HAa allelloHaT, IUIPOKOPTU3O0HA
fyTenpar, TUIPOKOPTU30HA BaJjiepar, VKOMEeTa30H, MKOMEeTa30Ha
»HOyTaT, MeNpeOHM30H, MEeTUINPeldHM30JIOH, MOMeTas0H, IIapaMeTasOoH,
MOMeTa30Ha bypoaTa MOHOTMIpPAT, npengHuKapbdaT, IpPeOHN30JI0H,
IpeIHU30H, TUKCOKOPTOJI, TMKCOKOPTOJa [IMBajarT, TPUaMIIVHOJIOH,
TPUAaMIVHOJIOHA aleToOHUI, TPUaMUIMHOJIOHOBEI CIIUpPT u 17D:4
COOTBETCTByKIME (QdapMalleBTUUECKM [IPUMEMIIEMEE IIPOM3BOOHEE. MOXHO
VICIIOJIE30BATE KOMOMHAIIMI CTEPOUIOOEB, HAaIpMMep, KOMOMHALVMKD IOBYX WK
foJjiee CTEpPOUIOB, OIMCaHHEX B 2TOM IMapalpadpe;

(X) HamopaBbJIeHHad Tepallud, HalpuMmep, uHIMOMTOpamMm PI3Kd,
HalpuMep, uIeJlaJIuCcuOoM U IepPUPO3MHOM,; WM COEeIUHEHMSAMM, KOTOPHE
nHrubupyior PD-1, PD-L1 m CAR T.

[0096] OpmuuM wmaM 0OoJiee OPYIMMM aKTUBHEIMKM CPeldCTBaMM MOXET

Takxe OHTH aAHTUOMOTHUK.
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[0097] B kauecTBe WJUIKCTPATHMBHOT'O IIpUMepa, IMaCTepeoMepHas
CMecChb reMUMTaOuH [ eHMIIOeH30KCU-L—ajlaHmMHamII) ] dochaTa MOXeT  OHTH

IoJIydyeHa CoOIJlacHO crocobaM CHHTe3sa, OIIMCaHHEIM B Me)K,HYHapO,]IHOﬁ

nyGaukauuy  W02005/012327, waum oHM omomcaHe B "Application of
ProTide Technology to Gemcitabine: A Successful Approach to

Overcome th Key Cancer Resistance Mechanisms Leads to a New

Agent (NUC-1031) in Clinical Development”, Slusarczyk et all; J.
Med. Chem.; 2014, 57, 1531-1542.

[0098] (R) - " (S) —MBOMEPEH TreMUIMTabUH [ peHMIIO0eH30KCU—L—
aJlaHMHWII) ] pochaTa MOXHO pPa3OeIMThE IIOCpencTBOM BOXX mOpmu clenyrmmx
YCJIOBMSAX :

OB6opymoBaHUE : cepusd XxpoMaTorpad®oB Agilent 1200™ C
oDeTexTopoM DAD

CKOpPOCTL moToKa: 1,0 MJI/MUH

KojioHka: Chiralpak AD™ 250x4,6 Mm ID (HOopMalbHasa dasz3a)

TeMmIlepaTypa: TeMIlepaTypa OKpyXawlell Cpent

PazMep yacTuupl: 20 MKM

[lomaBaeMuli MaTepHualjl: pacTBopeH B MeOH; 10 r/ia

PacTBOpUTEeJIb: H-TenTad/MUIC 10->50% WUIIC

(S) —mnumMep JOUpyeTcd 3a 8,6 MUHYT, U (R)-sOUMep DIIOUPYETCH
3a 10,3 MMHYTH.

[0099] MHOMBUOYAJILHHE MBOMEpPH MOI'YT OHTBE OXapaKTepM3OBaHH
IpY UCIOJBBOBAHUM CJISOYIOUIMX MeTONOB XapakTepmuBaumum: CleKTpsl AMP
OpOTOHHEM (1H), yrjeponmumis (13C), dochopurmt (31P) m dTopHEmL (19F)
3anMCHBAJIM Ha CcHekTpoMeTpe Bruker Avance 500 npm 25°C. ChoexTpw
aBTOMATUUECKU KaJIUOPYITCS 10 NIMKY IeMTepUpPOBaHHOTO pPacTBOPUTENS,
M BCe CHekTpr 13C AMP m 3P fAMP nokaszajM IIoOaBJIeHMEe CIMH-CIMHOBOIO

B3aMMOIeMCTBUS C IIpoTOHaMM. BeUIO IOKas3aHoO, UTO UMCTOTa KOHEUHHX

CoeIMHeHUM COCTaBJIAET >95%, MCXOOA ns aHaJm3a BOXX C
MCIIOJIbL30BaHMeM Varian Polaris Cl8-A (10 MKM) B KauecTBe

AHAJIUTUUECKOM KOJIOHKM C TpaluMeHTOM B»JjmovpoBanmusa H,O0/MeOH or 100/0
no 0/100 3a 35 MmH. AHaIM3 BOXX OPOBOOMIM C IIOMOmBI XUIKOCTHOTO
xpoMaToTrpada Varian Prostar (LC Workstation-Varian prostar 335
LC meTexTOp) .

2'-Iesokcu-2',2'-mmprop-D-umTumnua-5"-0- [ benmn (BeHBMIOKCH~ L-
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ajslaumHami) 1 - (S) —docoaT 3

(ES+) m/z, HallgeHo: (M+Na™) 603, 14. C25H27F2N40gNaP
paccuuTaHo: (M*) 580,47.

31p gMP (202 MI'u, MeOD): & 3,66

H aMP (500 MI'u, MeOD): Ow 7,58 (m, J=7,5 Tu, 1H, H-6),
7,38-7,32 (m, 7H, ArH), 7,26-7,20 (M, 3H, ArH), 6,24 (T, J=7,5
I'n, 1H, H-1'), 5,84 (m, J=7,5 Tu, 1H, H-5), 5,20 (AB cucrema,
Jab=12,0 T'u, 2H, OCHPh), 4,46-4,43 (m, 1H, H-5"), 4,36-4,31 (M,
1H, H-5"), 4,25-4,19 (m, 1H, H-3"), 4,07-4,00 (M, 2H, H-4', CHCHs),
1,38 (m, J=7,2 Tu, 3H, CHCHs).

1°F aMP (470 MI't, MeOD): Or - 118,0 (m, J=241 Tu, F), 120,24
(ym. o,

Jg=241 Tu, F).

13C AaMP (125 MI'u, MeOD): Oc 174,61 nd, 3Jce= 5,0 Tu, C=0,
CJIOXHHM »0Mup), 167,63 (C-NHz), 157,74 (C=0 ocHoBaHmMe), 152,10 (m,
2Jc-p=7,0 IT'u, C-Ar), 142,40 (CH-ocHoBaume), 137,22 (C-Ar), 130,90,
129,63, 129,39, 129,32, 126,32 (CH-Ar), 124,51 (m, 1Jc»=257 Tu,
CFz), 121,47, 121,43 (CH-Ar), 96,67 (CH-ocHoBaHMue), 85,92 (ym.
curhajs, C-1'), 80,31 (c-4"), 71,27 (xaxymuiica T, 2Jc-y=23,7 Tu, C-
3'), 68,03 (OCHzPh), 65,73 (m, 2Jce=5,30 Tu, C-5"), 51,66 (CHCHs),
20,42 (nm, 3Jc»=6,25 T'u, CHCHsz).

BOXX ¢ ob6pameHHON @dasoi, simomupoBaHme Hz0/MeOH ot 100/0 mo
0/100 B Teuenue 35 MMH, @OKaszadH OIMH I[IMK IMacTepeousoMepa C
tr=22,53 MmMH.

2'-TIesokcu-2',2'-morop-D-umTuamu-5'-0- [ bennsn (BeHsmiIokcu— L-
ajaumuami) 1 - (R) —pocoaT 4

(ES+) m/z, HallgeHo: (M+Na™) 603, 14. C25H27F2N10gNaP
paccuuTaHo: (M) 580,47.

31p gMP (202 MI'u, MeOD): & 3,83

H AMP (500 MI'u, MeOD): O 7,56 (m, J=7,5 Twu, 1H, H-6),
7,38-7,31 (m, 7H, ArH), 7,23-7,19 (M, 3H, ArH), 6,26 (7, J=7,5
ru, 1H, H-1'), 5,88 (m, J=7,5 T'u, 1H, H-5), 5,20 (c, 2H, OCH2Ph),
4,49-4,4¢6 (m, 1H, H-5"), 4,38-4,34 (M, 1H, H-5"), 4,23-4,17 (M,

1H, H-3"), 4,07-4,01 (m, 2H, H-4', CHCHs), 1,38 (m, J=7,2 Tu, 3H,
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CHCH3) .

1°Fr aMP (470 MI'u, MeOD): & - 118,3 (m, J=241 Tu, F), -
120,38 (ym.m, J=241 Tu, F).

13C AMP (125 MI'u, MeOD): Oc 174,65 (m, 3Jce= 5,0 Tu, C=0,
CJIOXHEM 50up), 167,65 (C-NHz), 157,75 (C=0 ocnHoBaume), 152,10 (m,
2J¢-»=7,0 T'u, C-Ar), 142,28 (CH-ocHoBaHue), 137,50 (C-Ar), 130,86,
129,63, 129,40, 129,32, 126,31 (CH-Ar), 124,50 (m, 1Jcs=257 Tu,
CF2), 121,44, 121,40 (CH-Ar), 96,67 (CH-ocHOBaHMue), 85,90 (ym.
cur”as, C-1'), 80,27 (c-4')y, 71,30 (xaxymmrica T, 2Jc-g= 23,7 T'u, C-
3"), 68,02 (OCH:Ph), 65,50 (C-5"), 51,83 (CHCH3), 20,22 (m, 3Jc
p=7,5 I'n, CHCHs) .

BOXX B oOpameHHOM Oase, osioMpoBaHmMe H;0/MeOH oT 100/0 mo
0/100 B Teuenue 35 wMMH, OOKasz3adH OIMH IMOIMK IMacTepeoMusoMepa C
tr=21,87 MmH.

[00100] IIo BCeMy OIMCAaHMIK M QOpMyJie HacTOoAllel'o M300peTeHUs,
cyoBa "comepxatrs” u "comepxmuT” M MX BapualuMM oO3HauvaoT 'BKJIOUAL, HO

He OTpaHMUMBASACL”, UM OHM He IpeOHAa3HAaUeHH (M He) MCKJIoYaTh IOpyTue
dparMeHTH, OOOABKM, KOMIIOHEHTH, Il&JlHe uMKcja WM CcTaguM. [Io BceMy
OIIMCaHUKL U QOpMYyJIe HacTOoAmero wm3o00peTeHUsa, OGopMa eIOMHCTBEHHOTI'O
uycijia OXBaTHBaeT MHOXECTBEHHOE UMCJIO, eCJIM KOHTEeKCT He TpebyerT
MHOTO.

[00101] OTJIMUUTEJIbLHEE IPM3HAaKH, LeJisle uucia,
XapaKTepUCTUKY, COeIMHEHMUS, XUMMUecKMre O(parMeHTH WM TPYIIIH,
ONMCAaHHEHE B CBSA3M C OIpeleJIeHHBM aclleKTOM, BapMaHT OCYMeCTBJIEHUS
n300peTeHns WM OpUMepoM U300peTeHMS  cJelyeT IIOHMMAaTh  Kak
IpUMeHMMBEIe K JioOoMy IpyT'OMY AacIleKTy, BapMaHTy OoCylleCTBJIeHUS
n300peTeHnsa WIM IIpUMepy, OIMCAaHHHM B IDaHHOM OOKYMeHTe, 3a
VCKJIIUEHVEM CIIyJaes HECOBMECTHUMOCTHU c HYMM . Bce n3
XapaKTepUCTUK, PAaCKPHTHX B OaHHOM ONMCAHMM (BRJOUAL OpuilaTaeMylo
bopMyIsly uU300peTeHUd, pedepaT U UepPTexXM), U/UIUM BCe U3 CTaIUM

Jgodoro crocoba WM [Opollecca, pPacKpeBaeMele TakuM o0pasoM, MOTYT

OHIT B 0O BbeIVMHEHEL B JIOOVYIO KOMOMHAaLNIO, 3a MCKJIIUEeHEeM Tex
KoMOMHAaLWN, roe, I10 MeHLbIIen Mepe, HEKOTOPHE n3 TaKMX
XapaKTeprUCTUK W/ N cTagum, ABJIATCSA B2aMMOMCKJIIIOYAIMMHI .

MBO@peTeHMe He OTI'baHMUYVBaeTCHAd HOeTaJldMM JIHIOOOTO M3 BHIIEeYKAa3aHHEIX



30

BapMaHTOB OCYIIEeCTRBJIEHUA n3obpeTeHn. V30bpeTeHUe
pacrnpocTpaHdgeTcd Ha Jwoboe HOBOe M300peTeHMe WIM JKOOYIR HOBYI
KOMOMHALUD XapaKTepUCTHUK, PAaACKPHTEX B OaHHOM OIMCaHuM (BKJIKOUYAL
JOOyI npuiaraeMyrn QopMyJly M300peTeHusa, pedbepaT WIM UePTexu), WU
Ha Jmoboe HOBoOe wu300peTeHMe WM JoOYID HOBYKD KOMOMHALMID CTalum
JboTo crnocoba MM IIpollecca, PAaCKPHTHX TaKMM o0pas3OM.

[00102] BHMMaHMe UMTATEeJII HalpaBJIeHO Ha Bce OyOJMKaALUM U
OOKYMEHTH, KOTOPHEE IIOIOaHHE OIJHOBPEMEeHHO C MJIM OO BTOI0 OIMCaHMSa B
CBABM C BSTOW  3asaBKOM, M KOTOPHE OTKPHTH OJS9 [OYOJIMUHOTO
OB3HaAKOMJIEHU A c 2TUM  OIMCaHUEM, u comepXxaHue BCeXx TaKUX

Hy@ﬂMKaHMﬁ M IOOKYMEeHTORB BKJIOKUEHO B OTaHHOE OIIMCaHMe IIOCpeIlICTBOM

CCBUIKM .

[00103] Crlenynmme COKpallleH1 A MCIIOJIbL 30BaHEL B OaHHOM
OIIMCAaHUN :

AU - aKTUBHBI bapMalleBTHUUECKUN MHTPpeOIneHT, T.e.,

reMUIUTa0bUH [ peHMIIOeH30KCH—L—aJlaHMHMII) | docdaT

IMA - muMeTuiaueTammun HOMOA - N, N-gumeTmiadopMaMmI

IMCO -muMeTUJICYJIbQoKCHA WUIIC - M3O0MNPONMJIOBHM CIUPT

NMP - N-MeTUINUPPOJMIOOH IIST' - IOJMSTUIIEHTJIMKOIEL

IpuMep 1 - PaBpaboTxka cocTaBa IIepPBOI'O IOKOJIEHUS

[00104] TeMumTadbut [ peHmuIIOeH30KkCK-L-aJlauuHuII) ] pocdaT (NUC-
1031; 2) O6wbul HOOJYYeH B BHUIe CMEeCU IMacTEepeoM30MepoB docdaTa
CIIOCOBOM, OIMCAHHEM B MexIyHapoOHoM oyoJjamkaumm W02005/012327.

[00105] Bce SCIEPVMEHTH [TpumMmepa 1 OCVYIIeCTBJIISAIN c
ucrnoJib30BaHmueM NUC-1031 B BMIe CMeCcH IMacTepeoM30MepoB docdaTa.

[00106] PacTBOPUMOCTB NUC-1031 oTpenessanmu B oMarasoHe
bapMalleBTUUECKNU [IpUeMIIeMBIX cCuUcTeM pacTBOpuUTEJIeN . [TPMH A THIM
IPOTOKOJI OBUI CJIENYIOmMUN :

[00107] HebBoJspmon obbeM, 1-2 MII, KaxIom CHUCTEeMEH
pacTBOpUTeNIeV OBJI TPUTOTORJEH, M MaccCa M3ydaeMOoTO COelIMHEeHUS
OrJ1a nobaBJieHa. PacCTBOPH IIepeMelMBaJIM B TeUueHUe NIPUOIU3UTENBEHO 4
yacos, u 3areM 0,45 MKJI pacTBOpa OQ(UILTPOBaJIM UYepes MeMOpaHHBM
bubTp. 3aTeM, KOHLUEHTpalUMK M3y4YaeMOoI'0 COeOMHEHUSa OIPeNelisaiid B
pmeTpaTe MeTOonmoM BIXX.

[00108] Ha OCHOBAaHUU pexuMa OO3BUPOBaAHUA reMuUnTabmuHa,

MCIIOJIE3yeMOI'O B JIeUEeHNN Paka IOIKEeJIY DOUHOM XeJIEe3H,
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CKOppeKTHpoBaHHad noza NUC-1031 moJpKHa COCTaBJIATE IPUOIIM3UTEIJIBEHO
3200 ™M1, @»DocTaBJgeMas B BUIEe MHQY3MM pas3 B HeOeJw. B KadvecTBe
IokaszaTesyda TpebyeMor'o VYPOBHA pPacTBOPMMOCTHU, IIPUHAB pacueTHOe
3HaueHMe oO0beMa MHQY3MOHHOTO pacTtBopa 3a 500 w™jua, Tpebyemad
pacTBOoprMOCTL NUC-1031 moJrkHa COCTaBJIATE >6 MI'/MI B MHOY3MOHHOM
KUOKOCTM. OOHAKO HSTOT YPOBEeHL pPaCTBOPMMOCTM ABJIAETCHA  TOJBKO
yKaszaHueM, u 0oJjlee HM3KMEe YPOBHM PaCTBOPMMOCTM MOTYT BCe Xe
obecrneunTs 20PeKTUMBHEE Tepalluu.

Tabauua 1 OEMOHCTPUPYET YPOBEHD PacTBOPUMOCTHA
reMUMTaOuH [peHMIOeH30KCU - L—-aJlaHMHauII) ] pochaTa 2 B p4ane

paCTBOpMTeHeIZ, IIOOXOoOAIMX OJIA BHYTPUMBEHHOI'O BBeIcHNMA.

AHanmMs
PacTBROpPUTEIE BHemwHnMi BUI
(vMr /1)
BricTpo conpbunmsupyetTcs, nociye 30
STaHOJ MUHYT OCaXmaeTcAa C ofpa30BaHMUEM
BeJioM IIacTEH
T'nmiiepmuH AQV OUeBMIHHIN
[MpONMIIeHTJINKOJIb Ocamok nogapJjigercd nocJje 30 MUHYT 371
Iner 400 Ocamok nofarJigeTcsa nocje 30 MMHYT 385
NMP [Ipo3pauHEll pacTBOP >207
IOMCO [Ipo3pPavHLEl pPacTBOP >217
IMA [Ipo3paydHHl PacCTEOP >656

[00109] @©@IMCO, IMA wm NMP, KOTOpPHE BCe HABJAOTCHA IOJISAPHEMA
AlIPOTOHHEMM PaCTBOPUTEIAMM, CIOCODOCTBYKRT CTabUIBHOCTM PacTBOPOB.

[00110] Tlocye pasBarjeHuda 1:1 BOIOM WMJIM COJIEBHM PacTBOPOM,
cocTaBel ¢ NMP m [IMA He NPOABJIAT KaKUX-JUOO IPU3HAKOB OCaXIEeHMUI.
B Tadnule 2 IpUBeneHa PaCcTBOPUMOCTE NUC-1031 B pdane
pacTBOpUTEeNIeV HOpu pa30aBJIeHUU. IMA  crnocofBCcTeyeT  OOCTVKEHUI
DOCTATOUYHOM PaCTBOPMMOCTM IJIS BBeIOeHUS TpedyeMoM HOO3H.

Tabiuua 2 »OeMOHCTpUpYeT YPOBEeHL pacrTBopuMMocTM NUC-1031 B

pAame pacTBOPUTENeN OpY pas3faBlIeHUU
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llodBJjieHUE
PacTrOpUTEJIb NUC-1031 DODABOYHOTO
PacTBOpUTEIE
CoJieBOUI MT/MJI, aHaJus3 Brxom oT ocalkKa Ipu
kKoJmMuyecTBO NUC- BHemHMM BUO
1031 pacTBop pueTPaTa TEeOpPeTUUEeCKOTO XPpaHeHNN
(0,9%) B9XX duneTpaTa npu KT
>24 u
s 400, 91,2 [Ipo3payuHbl
1:1 HeT ImaHHEIX HeT ImaHHBIX IOa
MI'/ MJT pacTBoOp
ner 400, 91,2 Ocanmok
1:2 16,2 53% Ia
MT'/ MJI BEIpAXeH
1 400, 91,2 CJlerka MY THEBI
1:2*% 18,8 62% Ia
MI'/MJT pacTBoOp
31 400, 45,06 [Ipo3pauHbEl
1:1,5" HeT ImaHHEIX HeT maHHEIX na
MI'/MJT pPacTBoOp
31 400, 45,06 [Ipo3pauHbE
1:2*% HeT OaHHEX HeT anHammsza Oa
MI'/MJT pPacTBoOp
Ocamok, mu3
pacTBOpa TakKxe
Imer 400, 45,6
1:2,5" BHIIAJI OCamoK 10,5 80% IOa
MI/ MIT

1o cjie

ML TPaLNU
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[Ipo3pPadYHHM
IMA 92,5 mr/mi :1 1DJmoKo3a 47,3 102% HetT
pPacTBOP
CJjlerka MY THHM
IMA 92,5 mMD/mIi 12 TJIOKO3a 29,7 96% IOa
pacTBOP
nmsr 400, 87,7 Cjerka MyTHHM
;1 1DJmoxko=3a 46,1 105% Ia
MT'/ MJT pacTBop
nsr 400, 87,7 MyTHEIM pacTBop/
12 TJIIOKO3a 17,4 60% Hem
MI'/ MJI ocamok
:1 coJleBOM Cijlerka MYTHHM
NMP 115, 0 mr/mi 60,0 104% HeT
pacTBOp PacTBOP
12 CoJIeBOM CljleTka MY THHM
NMP 115, 0 Mr/mi 40,5 106% IOa
pacTBOp pPacTBOPR
Cljlerka MY THHM
NMP 115, 0 mr/mi :1 TUmoKO3a 58,5 102% Hem
pPacTBOP
Cljlerka MY THHM
NMP 115, 0 mr/mi 12 TJIDKO3a 39,06 103% Ia
pacTBOP
[Ipo3pPayvYHHM
IMA 91, 6 mMr/mi 1:1 47,0 103%
pPacTBOP
CJjlerka MY THHM
IMA 91, 6 mMr/mi 1:2 30,2 99%
pacTBOP
OcaxnoeHue
IMA 91, 6 MT/MII 1:3 14,8 65%

BHIPAXEHO
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BuauaJjie
IPO3PaYHHM
IMA 91, 6 Mr/mi 1:2* 30,9 101%
pacTBop=>30 MHUH
JIeTKUM ocalok
OcaxneHue
IMA 91, 6 MT/MmMI 1:3" 15,2 66%
BHIPaXeHO
OcaxmeHne
IMA 73,3 Mr/mi 1:3% 14,7 80%
BHIPAXEHO
Cijlerka MYTHHM
IMA 55,0 mr/mi 1:3% 13,9 101%
pPacTBOPR
[Ipo3pPayvYHHM
IMA 45,8 mr/mi 1:3% 11,5 100%
PacTBOP
[Ipo3pPayvYHHM
IMA 45,8 mr/mi 1:3,5* HeT pmaHHBEX HeT pmaHHHEX
pPacTBOPR
BuauaJjie
IPO3PaYHHM
pPacTBOpP,
ocaxmaeTcsa=>30
IMA 45,8 Mr/mi 1:4% 8,4 92%

MWH, IIpHU
IepeMellBaHUN
ocallok

pracTBoOopAaAeTCAd
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IMA 45,8 mr/mi

1:4,5"

Cljlerka MY THHM

pacTBOpP

87

o©

*0, 9% coJileBOM pPacTBOP,

comepxamun 0,13% TBuH 80
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BnusHme pasbaBiieHMsT Ha pPacTBOPMMOCTE B IMA
Tabmauila 2 OeMOHCTPUPYEeT BJIMSHME pasbarjieHU A BOIIHEIM
pPacTBOPOM Ha pacTBOPMMOCTE B [IMA.

Tabauila 2

PacTBOP AHamus (Mr/mn) | OcaxgeHme >24 UYacoB

100% IOMA 592 Het

95:5 IMA:0, 9% coJeBou
518 Hem
pacTBop

90:10 IMA:0,9% coJieBOHI
483 Hem
pacTBOp

80:20 IMA:0,9% coJjieBOM
386 Ia
pacTBOp

70:30 IMA:0,9% coJjeBou
339 Ia
pacTBoOp

60:40 IMA:0,9% coJjieBOM
293 Ia
pacTBoOp

50:50 IMA:0,9% coJjeBou
06 oa
pPacTBOp

[00111] VYkaszaHHHE BHIIEe COCTaAaBH B pacTeBopax Cc IMA Takxe
OLIEHMBAJIM B OTHOWEHUM QUBUUECKOM CcTadbMJIbHOCTM B TeueHMe OoJee
OJIMTEJIbHOTO BPEMEeHM, U pesyJIbTaThH IIpelCTaBJIeHH B Tabjulle 2a.

Tabauia 2a

PacTBop B 0,9%
Axamus (Mr/min) | OcaxdeHue (2 Hemenm)

COJIEBOM PpacTBOpe

80:20 IOMA 304 IOa

80:20 IMA 272 HeT

80:20 IMA 315 IOa

80:20 IMA 270 IOa

85:15 IIM® 338 HeT
[00112] ITocJie DKCIEPMMEHTOR, OIIMCAaHHHX BHIIE, cocTasn,

comepxamuit 250 Mr NUC-1031 B 80:20 IOMA:0,9% coJIeBOM pacTeBope B b
MII-CcoCcynax, WCIOJNIE30BaiM B  KJMHMUECKMX  MCIHTAHUAX. Cocras,
OoKas3aBlun OJIaTOIPUATHOES JleueHue B KJIMHUYECKOM  UCIIETaHUM,
HeoOXoOouMo OBJIO BBOIOUTEL JIMIIL [IOCPENCTBOM LEeHTpalJIbHOT'O KaTeTepa

M3-3a O0O0JIM IIPU MHBEKLUM.
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[00113] [Hajyiee BHABJAJIM COCTaB, OOINyCKaKMMM BBeleHMe Uepes
nepudpepmuUueCcKMe BEHH.

NpuMmep 2

[00114] OKCIEPMMEHTH IIPUMEPOB 2-6 OCYIECTBJIAIN, MCIOJb3YSA
(S) —snmmMmep NUC-1031.

CMelMBaHME KOMIIOHEHTOB

[00115] NUC-1031 wmcHnoJp30BaJiM OJA9 [IPUTIOTOBRJIEHUS HOEBATHU
PasJIMUHEIX COCTaBOB ¢ JMA ¥ KO-3KCUMIMEHTOM, KaK OIMCaHO B

Tabjmile 3.

Tabmuua 3
CocTaBel, comepxamye NUC-1031
Macca
IMA Ko-sxcuunmeHT
CocTarB | NUC-1031 Ko-sxcUuUnIMeHT
O6peM O6eM
A 1 3 M Kommmpop® EL 7 MII
B 1 4 My Kommmpop® EL 6 M
C 1 3 M Kommmpop® ELP 7 MII
D 1 4 My Kommmdpop® ELP 6 MII
E 1 3 M Kommmpop® HS15 7 MII
F 1 o 4 Mt Kosummpop® HS15 6 MII
G 1o 4w IIer 400 6 M
H 1T 4 M s 300 6 M
I 1T 4 M [ToNMMB TUIIEeHTJINKOJIb 6 M
[00116] ADU MCIIOJIbL 30BaJIn oJjisa IPUTOTOBJIEHUS cocTaBa

CleOyKmUM CIIOCODOM:

1. IMA pmo®aBjaaaM kK NUC-1031 B CTekKJISHHOM CLUMHTUIIJISLIMOHHOM
bdJakoHe. Habumwomanm OHCTPOe pacTBOpeHMe ADU.

2. Ko-skcumnmeHT no0aBJIAJIM BTOPEM M OBCTPO CMEeNMUBaJIM (MeHee
yeM B3a MMHYTY), MCIHOJL3YSA BopTekc-MMKcep (Whirlmixer, Fisher
brand) .

[00117] Brulo  HalgeHo, yToO STOT Ccrnocod okaszajica 0BoJee
5Q0PeKTUBHEM CIIOCOOOM MNPUI'OTOBJEHMS cocTaea AdM, uUYeM pacTBOPEHME
NUC-1031 B cmMecum [IMA M KO-BKCUMIMeHTa. PacTeopeHue NUC-1031 B

CMecCH, TeM He MeHee, NPMBOOMUT K IIOJIYUeHMIO cocTaBa AOM, HO crocod
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ABJIAeTCAa MeHee 50OeKTUBHEM.

[00118] Bce wmBydyaeMele COCTaBH OBJIM IIPO3PAaUYHEIMM pPacTBOpaMu,
KOTOpPHE OCTaBaJIMChk CTaOMIJIBHEIMM (Ha IJla3) B TeUeHMe HeCKOJBbKUX
nHew (> 7 mHewm) .

[00119] Bmulo OTMEUeHO, yro A®M BHOCHUT BKJam B o0OBeM
cocTaBa. OOBUHHN COCTAB B YKasaHHOM MCCJIedOBaHUM MMeeT OOBheM
10,6-10,7 M (KoHIeHTpaluda A®OM cocrabydeT 93-94 mr/mi) .

[IpmMep 3 - HccunemoBaHMSI MHOYBMOHHOI'O pacTBoOpa

[00120] Vccienoraln pPacTBOPUMOCTE cocTaBoB NUC-1031 B
VHQY3MOHHEBIX pacTBOpax. [Tpm KJIMHUUECKUX MCCJeIOBaHUAX
Ipennojlarajlock CoOJNOMIM3upoBaTe 2 I AOM B 500 MI MHQY3MOHHOTO
pacTBopa (4  wmr/moT) . OnMcaHHEE  BHIIE COCTAaBH paszfapjadau C
IoJiydeHreM MHQY3MOHHOTO pacTBopa C KOHUeHTpaluue AOYM UYyTL BLIIe
(4,6-4,7 M /M) , YTOOR npencTaBJisaTh coboim HauboJiee
HeOJIaTONPUATHEM ClleHapul. Pes3yJbLTaTH OpelcTaBJIeHE B Tabjauie 4.

Tabmauia 4

PacTropmMOoCTe cocTaBoB NUC-1031 B MHQY3MOHHEIX pacTBOpax

(o=ocanok; O=NpO3pPaudHLEl PacTBOP)

NHOYBMOHHEDL T=0 T=2 T=4,5 T=7 T=24
CocTare
pacTBOpP YacH yaca yaca YacoB yaca
0,45% coJsieBOM
A I II II I )
pacTBOpP
Boma misa
B I II o) o) e}
MHLEKIIMUN
0,45% coJsieBOM
C I I II o) )
pacTBOpP
Boma mioga
D I II e) ) O
MHLEKIINUMN
0,45% coJieBOM
E I II II II e
pacTBOpP
Boma mig
F I I I II I1
MHLEKIINUN
Boma mig HeT Hemr HemT Hem
G o)
MHBLEKIIUN OaHHBX | DaHHBIX | ODaHHBX | DaHHBIX
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Boma mig Hem Hemr HemT Hem
H o)
MHBLEKIINMN OAHHBX | DaHHBIX | OaHHBX | ODaHHBIX
Boma mJig
Hem HemT HemT Hem
I MHBLEeKIIUN o
OaHHBIX | JaHHBIX | ODaHHBIX | DaHHBIX

[00121] CocTaBel B m F OwpuiM BHOpaHH OJS MCCIeOOBaHUM
VHQY3MOHHEIX MEIKOB.

[IprMep 4 - HNccnenoBauusi, BHIIOJIHEHHEHE c IIpMeHeHNEeM
MHQYSMOHHEX MEIIKOB

[00122] CocTaBel B m F (5 mia xaxmoro) BHOpPHCKMBaIM B 100-Mi
Memky WFI Baxter Viaflo®. Memxkm Viaflo® O6ouiM M3TOTOBJIGHH U3
[JIaCTUYECKOTO MaTepuaja 0ez I[IBX. 39TO MCKIKUYAET PUCK BHMBEBAHUA
TOKCUUHEX QTaJIaTHHX COeOMHeHUMN.

Tabmmuua 5
PacTBOpPMMOCTE COCTaBOB B M F B MHOY3MOHHEX MemkKax WEFI

(o=ocanok; O=NpPO3pPaudHHEl PacTBOP)

PacTBOpP
T=2 T=24
CocrTas IOJIs T=0
yaca Jaca
UHOY B3N

CocrmaB B: AOM - 1 r», IMA - {4 Boma mjs

M1, Kommnbop® EL - 6 M UHBEKUIUN

CocraB F: AOM - 1 1, IMA - 4 Boma mJjga

w1, Kosmmpop® HS15-6 M VHBEKLUMT

[00123] OmnmMcaHHEE BHIIE Pe3yJBTATHEH I[IOKa3HBAKT, UYTO MOTYT
OHTBb IIOJIYYEHE COCTaBE, coIepxXxamue J[IMA, KOTOpHEe, Ipu pa3baBJIeHUU
BOIOHBEIM HOCUTEJIEM, CIOCOOHE OCTaBaThbCHd CTaOMJIBHEMKM B TeUeHMe
OJIMTEeJIbHOTO BPEMeHM, IOCTAaTOYHOT'O OJA BBeneHMda OoJiIbHOMY. COCTaBH
MOTYT OHTL pasbaBJIeHE OO Tex II0op, IHoka JIMA mnpencrTaBiigeT cobon
OTHOCUTEJIbHO HeOOJIBIOY KOMIIOHeHT (1-2%), mnOpuueM OoJbllad dYacThb
OCTaBIETOCH pPacTBOPUTEI S nIpelCcTaBJIgeT cobon BOIY ez
reMUIUTa0bUH [ peHMIIOeH30KCH—L—aJlaHumMHMII) | pocdaTa, BHIIADAanIeIro B
ocaIok M3 pacTBoOpa.

[IprMep 5 - HNccnenmoBaHus cTabuIbHOCTHU IOOIIOJIHUTEJILHEIX

COCTaBOB
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[00124] Pan OOIIOJIHUTEJIE HEIX COCTAaBOB (S) —mzoMepa
reMUUTabMH [ peHMIIOeH30KCH—L-ajlaHMHMII) | pocdaTa noJiy4dajm u

uccisegoBanm (Tabamua 6) .

Tabauia 6
IHOMNOJIHUTEJIEHEE COCTaBH (S)-M30Mepa
BanpauHast AdHU Cocrasr
CocTaR | KOHLIeHTpalms | Macca* | OfbeM DK CLIUIIMEHTE
(M /Mi1) (r) (»u1)
30% IIMA, 70% Kosmupop®
J 75 1,90 25
ELP
40% IIMA, 60% Kommupop®
K 75 1,90 25
ELP
50% IIMA, 50% Kommupop®
L 75 1,89 25
ELP
M 75 1,89 25 50% IMA, 50% TemH® 80
30% IMA, 70% Kommupop®
N 100 2,53 25
ELP
40% IMA, 60% Kosmmbpop®
0 100 2,54 25 ’ P
ELP
50% IIMA, 50% Kosummpop®
P 100 2,54 25 ' o
ELP
Q 100 2,53 25 50% IMA, 50% TemH® 80

*PakTUUYecKad Macca A0V, OpuBomAmas K aKTUBHocTM 99,1% ADU

[00125] Ins kaxmoro cocTabBa, A®M BHauvalle COJOOMIMBUPOBAJIM B
IMA ¥ 3aTeM IJOBOIMJIM 0O OObeMa B MepHOM JlabopaTopHOM koJibe JMbO
Kowmbopom® ELP, mmbo TBrHOM® 80. Komwmbop® ELP pacriaBidaau,
IpMMeHS s MMHMMAJIbHOE KOJMUEeCTBO Terlja, TpedbyeMoro IJIS IOCTMXKEeHWUS
mwiaBJjedusa (50°C B meum, 10 MmuyT) .

duneTpaLMsE M HAIOJIHEeHUue

[00126] CocTaBH OQOUILTPOBAIM BPYUHYID UYepes (OUILTPYOIMM IIIPHWIL
B 2-MJI (QJIAKOHH M3 IIPO3PAadHOTO CTEKJIA.

[00127] CocTapBH IpeTeplleBajJu obOpaTHOEe IaBJIEHUMEe BO BpeMs
bubTpauuM, UTO OeJaJio  (QUBUMUECKM TPYOHEM I[IPOIIyCKaThk pPacTBOPR

yepes IaHHEM QUIBTP M UYTO CIOCOOCTBOBAJIO IIoTepe obpasla. UYeM
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BHIIE KOHIeHTpalua Koiumbopa® ELP B cocTaBe, TeM Bome oOpaTHOe
DaBJIeHVe, MCIHTHBaeMOe B TeueHMe QUIILTPOBaHMUA.

[00128] CBoBomHOEe IPOCTPaHCTBO HalOJIHEHHEIX GJIaKOHOB
IpoOyBajiM as30TOM Iepel TepMeTHMUHHM 3aKpeHTHMeM 13-MM OpoOKOM
KoMIIaHuy West M OOXMMaHMEeM aJIOMMHMEBBM KOJIIIAUKOM.

[00129] Bce oGJakoHB xXpaHuiyM 0Opu 2-8°C B TeueHMe 3 OHEM MO
T=0 uMCHOEITaHMA ¥ I[OIpPpMUBEOeHMA B CTabuJIbHOe cocTosHMe. O6pas3oBaHue
ocamka WM TeJid He HabjmomailM B JIOOOM M3 QJIaKOHOB.

CTabuiIbBHOCTE

[00130] ;g xaxmoro cocTaiBa, yeTHpe (QJIaKoOHa IPpOBEepAIiN
OTHOCUTEJILHO CcTabuibHOoCTU Hpu 25°C M ueTHpe dJakoHa opu 2-8°C.

[00131] BHemHMM BUL - MapTum MaTepmasa 1-3 " 5-7

COOTBETCTBOBAJIM ONMCaHMID 'Npo3pauHHll OecClBeTHHM pPacTBOp, 0es3
BUOVMMEIX uYacTui’, npu T=0 m 1 Mecdl IIpM BCeX YCJIOBUAX XpPaHeHUS.
MapTr 4 1 8 COOTBETCTBOBAJM OINMCAHUI "MPOBPAaUHBIM XeJITHM pPacTBOpR,

6e3 BuauMMEIX uvacTun’, npu T=0 m 1 Mecdll TIIpM BCexX YCJOBUAX
XpaHeHusd .

[00132] AHaJn3 u COOTBETCTBYIIINE BelmecTBa - Ofpa3uL

aHaIM3UPOBaJIM, MCIOJb3ys aHajlu3 UM COOTBEeTCTByKIMe BelecTBa,
mMeTomoM ADP173 vs. 04 mis NUC-1031. Ina ofpa3loB C KOHIEHTpallueu
100 mr/mi, 200 MKJ IepeHoCUIM B 20-MJI MepHYI J1ab®opaTopHYK KOJOY
IUIIETKOV MNPSAMOTO BHTEeCHeHUSA U paszbaBidaiaM Oo obbeMa paszbaBUTeJIEM.
09 ofpas3loB C KOHUeHTpaumeX 75 Mr/mi, 250 MKJ HepeHocuym B 20-
MJI MepHyD JabopaTopHyK KoJOY TMMUIEeTKOM TNIpAMOTO BHTECHEeHUSA U

paszbaridaiin mo obbeMa pasbaBUTeJIEM.

[00133]
Tabmmua 7
AHaius cTabujIbHOCTHM HOpu 2-8°C
Anmayms (Mr/m) Anayms (Mr/mr)
CocrTas

T=0 2-8°C T=1 mMecsIs

J 77,43 73,96

K 78,56 74,82

L 75,59 75,90

M 74,21 71,73
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N 108,27 101,05
0] 95,09 97,97
P 96,48 95,75
Q 94,95 73,90
[00134]
Tabmunua 8

AHaJIM3 CcTabMJILHOCTHM HNpu 25°C/60% OTHOCUTEJILHOM BJIAXHOCTU

AHanms (Mr/m)
AHanmus (Mr/mMi)
CocTas 0 25°C/60% RH, T=1

’ MeCcs1],
J 77,43 73,90
K 78,56 74,74
L 75,59 75,94
M 74,21 64,80
N 108,27 103,76
0] 95,09 98,51
P 96,48 97,70
Q 94,95 89,05

[00135] BaTem, cocTaBh pazomusu B 0,45% coJjieBOM pacTBOpE,

U CTabMJIIBHOCTL OLEHUBAaJH,

KaK ykasaHo B Tabjguiue 9.
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Tabmuua 9
CrabuilbHOCTE cocTaBa B 0,45% coJjieBOM pacTBOpe
KoHueHTpaumsa
AP OCMOJIAPHOCTB Ha6moneHnne HaGsomeHne
CocTas SKCUMIIMEHTH PH
B 0,45% coneBoM (MOcMoOIL / KT) T=6 uyacosB T=24 uyaca
pacTBOope (Mr/Mi)
30% IMA, 70%
[Ipo3pPayvHLM [Ipo3payuHbEm
J Kommpopa® 3 6,2 281
pacTBOpP pacTBop
ELP
40% IMA, 60%
[Ipo3payvHLM [Ipo3payHE’
K Kommmdpopa® 3 6,3 316
pacTBROpP pacTBop
ELP
50% IMA, 50%
[Ipo3payvHLIM [Ipo3payuHEm
L Kommdbopa® 3 6,5 371
pacTBROpP pacTBop
ELP
50% IMA, 50% [IpO3payuHE1 [IpO3payuHLIL
M 3 7,1 377
TeuHa® 80 pacTBROpP pacTBop
30% IMA, 70% Ocapgok -
[Tpo3payuHLlL
N Koﬂﬂy{@opa@ 5 6,3 292 MaJioe
pacTBOpP
ELP KOJIMYEeCTBO
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40% JIMA, 60% OCB.,HOK -
[Ipo3pPayvHL
Kommmpopa® 6,3 458 MaJioe
pacTeop
ELP KOJIMYECTRBO
50% IMA, 50% Ocamok -
[Ipo3payuHLl
Kosmmmpopa® 6,3 437 BoJibIoe
pacTeop
ELP KOJIMUeCTBO
50% IMA, 50% [IpO3padHEl
7,0 471 TBepOel Tellb

TeuHa® 80

pacTBOp




[00136]
COCTaBHE C KOHIEHTpalureyr coelIuHeHVsa 75 Mr/mi
IO KOHILEeHTpauuu 3 MI'/MI B

dUsUUeCKHU

cTabniib HEIMI B

45

IloJslyueHHEE Pe3yIJIETATEL

KOHHGHTpaHMeﬁ COelMHeHMA

100 wmr/mi
pacTBope,

Cocrarel L m O OlLEHMBAJNIM Ha OPYyTOM HOeHL M IPYI'MM OIIepaTopOoM,

(N_Q)/

OKaz3aJIMChb

dusmMUeckr CTaOUIJILHEIMKM BILJIOTH

XKe pes3syJIETaTH OBUIV IIOJIYUYEHEH.

OLleHKka MHOYBMOHHOT'O pacTBOpa

[00137] CTa®MIBHOCTL COCTABOB B TeUeHMEe OJIUTEJIbHOTO BPEMEHU

OlLleHUBaJIM NyTeM pa3baBjeHusa 0,45%

KakK COCTaBH XPaHMJIMCE B TeUeHNe 1 MecCcAdlla,

pasbaBjeHHrle mo 5 Mr/miu B 0,45%

oo

CBUIETEJLCTBYIOT O TOM, UTO
(J-M) , pas30aBJIeHHEHE

0,45% cCcoJleBOM pacTBOpe, OKas3aJluCh

TeueHue 24 JacoB. CocTaBE

COJIEBEIM pacTBOpPOM IIOCJIEe TOTIO,

KakK yKasaHO B TabJjuile

10.
Tabmmua 10
CocraBel B 0,45% cojieeoM pacTrope T=1 mMecHdn
KoHLleHTPpalnusa
AdU
B 0,45% HaGsmomeHue
CocTar OBpasel; OKCLMIIMEHTH
COJIEBOM T=24 4aca
pacTBope
(Mr/™Mi1)
30% IOMA,
T=1 mecdn [Ipo3payuHHL
J 70% Kosmpopa® 3
2-8°C pacTBOp
ELP
30% IOMA,
T=1 mecdrn [Ipo3payuHLL
J 70% Kosmpopa® 3
25°C pacTBoOp
ELP
40% IOMA,
T=1 mecH1 [Ipo3payuHbEM
K 60% Kosumdpopa® 3
2-8°C pacTBop
ELP
40% IOMA,
T=1 mecdr [Ipo3payuHbL
K 60% Kosummpopa® 3
25°C pacTBOp

ELP

COJIEBOM
6 uYacoB.

n Te
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T=1 mMecdr 50% IOMA, 50% [Ipo3payuHbll
3
2-8°C Kosmupopa® ELP pPacTBOp
50% IOMA,
T=1 mMec4r [Ipo3payuHblL
50% Komnmupopa® 3
25°C pacTBOp
ELP
T=1 MecH4ll 50% IMA, 50% [IpO3payYHbI
3
2-8°C TBuHa® 80 pacTBOP
T=1 MecHl 50% IOMA, 50% [Ipo3payuHH
3
25°C TuHa® 30 pacTBOp
30% IMA,
T=1 mMecHL [Ipo3payuHLL
70% Kosmbpopa® 3
2-8°C pacTBOp
ELP
30% IOMA,
T=1 mMecsaL [Ipo3payuHLl
70% Kosmbpopa® 3
25°C pacTBOp
ELP
40% IOMA,
T=1 mecdr [Ipo3payuHbl
70% Kosmmbpopa® 3
2-8°C PacTBOP
ELP
40% IOMA,
T=1 MecHll [IpO3payYHLI
60% Kosummpopa® 3
25°C pacTBOp
ELP
50% IOMA,
T=1 mec4drn [Ipo3payuHHL
50% Kommmpopa® 3
2-8°C pacTBOp
ELP
50% IMA,
T=1 mecdrn [Ipo3payuHLL
50% Kommmpopa® 3
25°C pacTBop
ELP
T=1 mMecsaL 50% IMA, 50% [Ipo3payuHLll
3
2-8°C TBuHa® 380 pacTBop
[Ipo3pPayvYHLM
T=1 mMecHd1s 50% IMA, 50%
3 pacTBoOp
25°C TBuHa® 80
[00138]
[00139]
[00140] IlosyuyeHHHE pPes3yJILTATE CBUOETEJLCTBYIT O TOM, UYTO
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cocTaBe (J-M)

Q) ¢ xoHUeHTpauuer 100 mr/MmMII,

M 3arTeM pas30aBJAaM OO KOHIEeHTpauuu 3 MI'/MJI B

pacTBOpE,

[00141]

[00142] CocTaBH, KOTOpHEe XpaHwau Tmpu 25°C (B

MecdleB) ¥ KOTOpHeEe comepxanu Kosumpop ELP™,

dunsTpoBaHHoM 0, 45%

yvkaszaHo B Tabimie 11.

C KOHHeHTpaHMeﬁ coemguHeHusa 75 MP/MH n COCTaBEH

0,45%

COJIEBOM pacTBOpe IIpKM pAOe KOHIeHTpalMl,

KOTOPEIE XPaHWMIIM B TEeUeHlNe 1 mMecsua
COJIEBOM

OKa3aJiMCh QU3UUECKM CTaOMJIBHBEIMMU IIOCJIe 24 YacoB.

TedeHMre

OLleHMBaJIn1

[00143]
Tabauua 11
CocTaBe, comepxamue NUC-1031, B 0,45% cojeBoM pacTBope, T=2
Mecsla, 25°C
KoHlleHTpalmsa
AU
HabimoneHue
CocTas KoMriosuims B 0,45% comnerBoM
T=19 uyacor
pacTBOpPE
(MT/MIT)
3 [IpOo3payuHEll PacTBOP
75 mr/min AOM, 30%
3,5 [Tpo3pauHHlM pPacTBO
J IMA, 70% ' pesp P P
4 [Ipo3pPavHEM PacTBOP
Komummnbpopa® ELP
4,5 [Ipo3payvHHl PacTBOP
3 [IpOo3pPauHEl PacTBOP
75 Mmr/mi AOM, 40%
3,5 [Ipo3pauHHll PacTBO
K IMA, 60% ’ po=p P P
4 [IpOo3pPAauHLEll PacTBOP
Komumupopa® ELP
4,5 [IpOo3pauHLEll PacTBOP
3 [Ipo3pauHLEll PacTBOP
75 Mr/mMi1 AOM, 50%
3,5 [Ipo3pPauHLEll PacTBO
L IMA, 50% ’ po=p P P
4 [Ipo3pavHEll PacTBOP
Komnmupopa® ELP
4,5 [Ipo3payHEl pPacTBOP
3 [Ipo3pavHEll PacTBOP
100 mr/mi1 AQM, 30%
3,5 I[Ipo3pauHLEll PacTBO
N IMA, 70% ’ po=p P P
4 [Ipo3pauHEll pPacTBOP
Kosmmupopa® ELP
4,5 [IpOo3pavHEl PacTBOP

(N-

Kak
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3 [Ipo3pauHEl PacTBOP
100 mr/mi AQHU, %
c0e 3,5 [Ipo3payvHEll pPacTBOP
4 [IpOo3pavHEll PacTBOP
Kosmmupopa® ELP
4,5 [Ipo3pauvHEl pacTBOP
3 [Ipo3payuHLElM PacTBOP
100 Mr/mn AQH, %
3,5 [Ipo3payvHHl PacTBOP
P IMA, 50% '
4 [IpO3pPAauHEll PacTBOP
Komumupopa® ELP
4,5 [Ipo3payvHLEl PacTBOP
[00144] Ilonmy4YyeHHHE pPes3VyJILTATE CBUOETEJLCTBYRT O TOM, UYTO
COCTaBHI, pazbaBJIeHHEE 0,45% COJIEBOM pacTBOpPE, oKaszaJiMCh
dusuUeckr CTabMILHEMM BIJIOTHL OO KOHIEeHTpalluM coeduHeHus 4,5
MI'/MJI.

CONOUMIIN3UPYIIUX CPenCcTB.

oyTeM

OpuMep 7 - KoMOMHALIMM COMOOMIMBUPYIOLMUX CPeICTE

[MpuroToBJIAIM OOpPa3LEL,

BHauaJjie,

pacTBOpeHus

S—samMepa B

B KOTOPHEHX TIIPUCYTCTBOBAaJIa KOMOMHALIMUA

pacTBOop 250 w™Mr/mia  S-sauMepa

IMA .

3aTeM, STOT

B IMA [OIpUT'OTOBJIAJIU

pacTBoOp

pasBaBiyaAaIM 0O KOHUeHTpauuy 100 Mr/min myTemM moGaBlIeHMS K pPacTBOPY

12.

XKeJjlaeMoM KOMOMHaUUM COJIOOMIIM3BUPYRIMX CPencTB COIJIaCHO TabJjmie
CocTaB No IMA % Kommipop® | Kommmbop® | Teuu® 80

ELP % HS15% %

1 40 30 30

2 40 50 m

3 40 10 >0

4 40 30 30

> 40 20 10

6 40 40 50

7 40 30 30

8 40 20 40

9 40 40 20

10 40 10 50 70

11 40 10 30 5

12 40 20 10 70
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13 40 20 30 10
14 40 30 20 10
15 40 30 10 20
16 40 20 20 20

Kaxnemi cocTak pasbaeasiau B 0,45% coseBoM pacTBope (pH 5,9)
IJIS TIOJIYUYeHMS pacTBOPOB C KOHLUeHTpauusavu 4 wMr/mi, 6 wMr/mia, 8
Mr/mMi1 wu 10 wMr/miI. BHemHMI  BUI 2 pPacTBopa I[IPOBepdAM  IIOCJe
IepeMelMBaHKMAg M II0CJe 3 dYacoB, 6 dYacoB M 24 UYaca XpPaHeHUA IIpu
TeMIlepaType OKpyXawmel cpenbl. Bce pacTBOPH, BKJOUAS PACTBOPH C
KOHIleHTpaluer 10  wMr/Mi, OoCTaBaJIMCh MpPO3PadYHEIMM  OecliBeTHHEMA
pacTBOopaMmu 1ocje 24 uYacoB. PacTBop C KOHUeHTpaluew 10 wMr/mi
cocTraBa 3, TeM He MeHeeg, OBHAPYXMII HEKOTOPYK MYTHOCTBL WU
obpaszoBaHMe 4YacTHUL IIoCJe 26 uYacok. AHanmm3 BOXX Opyrux pacTBOPOB
C KOHLeHTpauuel 10 ™MT/MJI T@okKaszall, YTO KOHIeHTpalud aKTUBHOTO
VHTpelIVeHTa B pPacCTBOPE M UYMCTOTa aKTMBHOTO MHIpPelMeHTa OCTaeTCHd
Ha OXMIaeMbIX YPOBHSAX.

TakuM o00Opa30M, MCIOJIb30BaHMe KOMOMHalMM M3 O6oJiee UeM OIHOTO
COJIIOOMIIMBUPYRIIETO CpeOcTBa MOXeET I[IO3BOJIUTE IIOJYUUTH CTabUIIbHEE
pacTeOpe NUC-1031 npm ©OoJjiee BHCOKMX KOHLEHTpalMAX.

IpuMep 8

[lpennouTmUTeJIbHAA cucTeMa oJis IPUTOTOBJIEHU S cocTasBa,
comepxamero NUC-1031, BHIIAIMT CJeOyllyM ofpa3oM:

250 wmr/mn  pactBOop NUC-1031 (S—-zumMep, R-somMep wiam Ux
cCMech) OpuroroBJsgerca B cMecu 80:20 (o obwemy) IMA m 0,9%
COJIEBOTO pacTBOpa. O9Ta CHUCTeMa IOCTaTOUHO CTabujibHa B TeUeHMe
OJIUTEJIEHOTO BPEMeHU XpaHeHus M pocTaBkyM NUC-1031.

YKasaHHEM CcoOCTaB MoOXeT OHTb BBeldeH OOJILHEIM BHYTPUBEHHO
yepe3 LeHTpallbHHM KaTeTep (HaopuMmep, kaTeTep Hickman, xaTeTep
PICC, VIMILJIaHTHUPY €MEI IopT Portacath) . YCTPOMCTBO oJjisg
BHYTPMBEHHOTO BBEIEeHMSI, KaK paBujio, OpoMuHBaIM 80:20 (o obbwemy)
cMecrkio IIMA m 0, 9% coJeBOor'o pacTBOpa Kak 0, TaK U IIOCJIE€ BBeJeHUA
cocTaBa, comepxamero NUC-1031. 3To NoMOT'aeT CHUBUTH PUCK JIOOOTO
BO3BMOXHOT'O  BHIIaOeHMHA B ocanok NUC-1031 B  YCTPOMCTBe  IJ4
BHYTPMBEHHOT'O BBEIOEHMS IIpPM KOHTakKTe C COJIEBEM IIPOMBIBOUHEM

pacTBOpPOM.
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AJIbTepHaTMBHO, B CJiydae, KoI'la BHYTPMBEHHOE BBelleHMEe B
nepubpeprueckyid BeHY IIpencTaBJigeT cobo¥ MNpedloUTUTeJIbHEM CIOCOo0

BBeIIE€HNA, TOI'oa STOT HepBHﬁ CcoCTaB 3aTeM paB@aBHHDT oo

koHlIleHTpauun 100 mr/mMi cMecbio 40%:40%:20% IMA:TeuMH® 80 :Kosmmnpop®
ELP (Hanpumep, 6,9 MiI pacTBopa 250 Mr/miu NUC-1031 B cmecu 80:20
IMA:0, 9% COJIEBOTO pacTeopa no®aBJIsain K 10,35 MJI cMecu
pasbaBuTess IOMA:TBuH®80:Kognupop® ELP). Bruio  mmoka3aHo, UTo
[IOJIYUEHHEM (BTOPOM) cCocTaB SABJSeTCS CTadbuMJbLHEM BIJIOTE OO 5 OHeM
KakK B CJIydae S-—-3OMMepa, TaK M B Cclydae CcMecu R- uM S—-3OMMepoB.
BaTeM IIPUTOTOBJIAJIN KOHEeUHLM BBOIVMEIM cocTaB IyTeM
pazbaBJIeHVS STOTO BTOPOIO COCTaBa COJIEBHIM PAaCTBOPOM OO XeJlaeMoM
KOHIeHTpallMM. BBEJIO IIOKaszsaHo, UYTO PACTBOPH CMeCHM R- ¥ S-3IOMMEpPOB
B KOHIeHTpaumu 4, 8 wm 10 Mr/Mia 0OpoaBuiaM CTabuMIBLHOCTH — (Kak
OTHOCUTEJILHO NpeuunmuTalnm NUC-1031, Tak u OTHOCUTEJILHO
Derpaauum NUC-1031) B TeueHue 48 uacob I[ocje pas3baBJIeHMS 3TOTO
cocraBa kKak B 0,45% cojieBOM pacrTtBOope, Tak u B 0,9% cojeBoM
pacTtBOope, B objacTtu BeymumH pH (4,5, 6,0 m 7,0) mOpmM yCJOBUM, UTO
CMECH He IlepeMelmMBaJM. Takxe OBJIO IIOKal3aHO, UYTO OCMOJIAPHOCTB
BCEX BSTUX PacTBOPOB BrLIa IpueMIIeMOM oJis nepudepnuyecKroITo

BBEeIE€HNMA.
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MSMEHEHHASI $OPMYIJIA M3OBPETEHNMS,
NNPENJNIOXEHHAA IOJIA PACCMOTPEHUA

1. dapMalleBTUUECKUM cocTas, comepXxammn
reMUIMTabuH [ peHMIIOeH30KCU—L—ajlaHMHWII) ] docdaT;

IIOJIAPHHIM AalpPOTOHHHM PaCTBOPUTENL, TI'IOe TIOJIAPHEM alpOTOHHBEM
PacTBOPUTEJIL He MOXeT IpeldCcTaBJIATE CcoOOoM IMMeTuJIalleTaMUO; U

HeoO4d3aTeJIbHO OIOMH MM 0OoJjiee QapMalleBTUUECKM IIPpUeMIIEMBIX
SKCUUIIMEHTOR .

2. CocTaB IO M. 1, B KOTOPOM IMOJIAPHHEM alpPOTOHHHEM pPaCTBOPUTEJIb
BHOpaH M3 IMMeTWICYJbEQokcunma (IMCO) m N-MeTunmMpposmmoHa (NMP) .

3. CocTap 1o . 1 wium 2, T'Ime COCTaB OOIOJHUTEJIEHO COINEPXUT
BOOHHM HOCUTEJH .

4, CocTaB o Im. 3, B KOTOPOM BOIHHM HOCUTEJIL IIpencTaBJigeT
cofo¥ CoJIeBOM pPacTBOpP.

5. CocrmaB mo m. 3, B KOTOPOM BOIHHM HOCUTEJIL IIpenNcTaBJigeT
coboM BOOy IJg MHBekIuM (WEI).

6. Cocrar 1o JmwoboMy OIOHOMY M3 II.II. 1-5, IoJe COCTaB
OOIIOJIHUTEJIEHO COIOEPXUT COJIOOMIM3MPpYIee CpPenCcTBO.

7. CocTmaB 1o I. 6, TIIe COCTaB COOEPXMT mOBa MWIu 0oJiee
CONNOUIIMBUPYINX CPEOCTB.

8. CocTaB 1o n. 6 WM Io. 7, TOe Kaxmgoe COJOOUIM3IUPYIIEe
CpeICTBO IpencTaBJigseT cobo¥ MNOJMUBSTOKCUJIMPOBAHHYID XUPHYID KUCJIOTY
MIM UX CMeCh.

9. CocTaB mo jgoboMy M3 .. 1-8 OJ9 BHYTPUBEHHOTO BBeIeHUH.

10. CocTaB no JjgoboMy M3 I.I. 1-3 u 6-8 mniusa pazbaBjieHMS BOIHEIM
HOCUTeJIEM C IIOJIYyUeHMEeM CcOocTaBa JISI BHYTPUMBEHHOT'O BBEIOEHUS.

11. CocTar mno JodboMy M3 OYHKTOB 1-10, npemHasHaUeHHBN oJjidg
JleueHNs paka.

12. Crioco® IOJIYyUeHU S bapMalleBTUUECKOTO cocTaBa
TreMIMTabUH [ peHMIIOeH30KCHU—L—ajlaHMHuII) ] pocdaTa OJIs MHOY3UN WJIn
VMHBEKINVM, T'IOe CIoco® BKJYAaeT:

pazbaBJieHMe PpacTBOpa, cCcoIepXamero TIeMINTabuH|[beHUIOeH30KCU—
L-aJaHuHui) ] docdaT M  TOJSAPHEM  alpOTOHHEM  PaCcTBOPUTEIL, roe
IIOJIAPHHY alpOTOHHHM PAaCTBOPUTEJIL He MOXeT OIpelcTaBJIATL cobol
OIVMeTuJalleTaMrl, BOIHHM HOCUTEJIeM C IIOJIYyUeHMeM cocCTaBa IOJIS MHQY3UU

VJIM MHBEKLINM .
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13. Crioco® IOJIYyUEeHU I bapMalleBTUUECKOTO cocTaBa
TreMUMTa0OKH [ peHMIIOeH30KCKU-L—ajlauMHnII) ] pochaTa, BKIIOUANIMN ;

pacTBoOpeHUe TeMUUTabuH[peHUIOeH30KCKU-L—ajJlaHMHWII) | pochaTa B
IIOJIAPHOM  alpOTOHHOM  pacTBOpUTeIe, Toe TIOJISPHEIMA amnpOTOHHEMN
pPacTBOPUTEJIE He MOXeT IMIpelcTaBJIATE coboM IuMeTualleTaMuI, C
obpaszoBaHMEM pPacTBOpPa;

notamBJjieHMe OIHOTO MM 0OoJiee OOMNOJHUTEJILHHX GapMalleBTUUeCKUX
SKCUUIIMEHTOBR K pacTBOpY C IOoJIydeHMeM OdapMalleBTUMUECKOT'O CcocTaBa
reMUIMTabMH [ peHMIIOeH30KCU—L—-ajlaHMHWII) ] pochaTa.

IIo DOBEepPEeHHOCTHU
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