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CNMOCOBbI NEYEHUA XKEHCKOIO BECNNOANA
NMEPEKPECTHAA CCbIJIKA HA POACTBEHHbBIE 3AABKA

[0001] [anHasa 3asBka 3asBnaeT npuopuTteT no npeasaputensHon 3asske CLUA Ne
62/402018, nopgaHHon 30 ceHTabpsa 2016 r.; n npepsaputensHon 3aaske CLUA Ne
62/402150, nogaHHon 30 ceHTabps 2016 r., KOTOpble B MONHOM OObEME BKIOYEHBLI B

AaHHbIA JOKYMEHT NOCPEACTBOM CChINOK.
CCbINKA HA MEPEYEHb NMOCNEAOBATENbHOCTEN

[0002] T[lepeyeHb noOCRNefOBaTENbHOCTEW, acCoOUMMPOBaHHbLIM C [aHHOW  3asBKOW,
NpeacTaBneH B TEKCTOBOM popmare BMECTO DyMaxHOM KOMUM, U HACTOSALUMM BKITHOYEH
NOCPEACTBOM CCbIIKM B OnuncaHne nsobpeteHus. Mima TekcToBoro danna, cogepxaiiero
nepedeHb nocneposarensHocten - MYOV_017_01WOSeqList_ST25_txt. TekcToBbIM
dann mmeet pasmvep ok. 4 kb6, 6bin cosgaH 13 ceHtabps 2017 r., u Obin nogaH B

3NekTpoHHOM Buae vepes EFS-Web.
OBNACTb TEXHUKW

[0003] [daHHoe mn3obpeTeHne OTHOCUTCHA K 0BnacTy BCOMOraTesnbHbIX PenpoayKTUBHbLIX
TexHonormn (BPT), n 6onee KOHKPETHO, K cnocobam M NpUMEHEHUSM ANS NMPOBEAEHUSN
BPT y »xeHwuH ¢ puckom CIA (CMHAPOM rvnepcTMMynaumm SMYHKMKOB) M K cnocobam um
NPUMEHEHNAM ANS NPOMOTUPOBAHMUSA CO3PEBAHUA AMLIEKNETKN, NOAAEPKKA NFOTEMHOBOM

dasbl U MHIMBNPOBaHNA NPEXAEBPEMEHHOW OBYNALMN.
N3BECTHbIV YPOBEHb TEXHUKN

[0004] B wmupe exerogHO npoBoauTCa NpubnmamtensHo 1,5 munnuoHa npouenyp
BCMOMOraTenbHOW pPenpoaykTuBHoM TexHomnorun. Kpome Toro, npubnusurensHo 25%
XEHLWMH, cTpagarowmx oT Becnnogus, UMeroT npobrnemMbl C AOCTUXKEHUM OBYNALMW,
BKMOYas HEeCnocoBbHOCTb MpoAyLMpOBaTh MOMHOCTBID CO3PEBLUME AMLIEKNETKN (Takke
HasblBaemMble oouuTamn) UnNM HecrnocobHocTb K  oBynaumn. Cneywanuctbl MO
depTUNBEHOCTN NOMOraroT PENPOAYKLUMM NMYTEM MCMNONB30BaHUA TPYMMbl NEKapCTBEHHbIX
npenapatoB A9 BPEMEHHOrNO MUCMNpaBneHus npobnem OBynauuMM WM ANS  yBENMYeHUs
LAHCOB eHLMHbl 3abepeMeHeTb. MHorme uuknbl BCNoOMOraTenbHOW penpoayKTUBHOM
TEXHOMNOMMM BKHOYAKOT OAHY UM HECKOMNBKO U3 CrieayroLmx CTagun B paMKkax gOCTUXKEHNS
KOHEeYHOW uenu - GepemeHHOCTU: (1) cospeBaHMe ONNMKYNOB SAMYHUKOB, KOTOpPbIE

KOHTPONMMPYIOT BbICBODOXAEHME SAWLEKNETOK B AWMYHMKaX; (2) npegoTBpalieHne



npexaeBpemMeHHoON oBynAuuK, (3) MHULMMPOBAHWE CO3pPEBaHUS SWLEKNETKM B HYXHOE
Bpemsi; (4) W3BNEYEHWE SANLEKNETKM W ONNoAoTBOpeHue; U (5) TpaHcnnaHTauuwo
ONNOAOTBOPEHHOW SULEKNETKM C MOCNeayrowmmMm  BUOXMMUYECKMMN TecTamMu  Ha
BepemeHHocTe. OgHako, apyrne BakHble cxembl BPT BknrovaroT KOHCepBauumio OOLUTOB
WNW [OHOPCTBO, PEerynsaumid  MEHCTpyanbHOro Lukna, npuv  KOTOPOW Cco3paeTcd
BO3MOXHOCTb MPOXOXAEHUA OBYNAUMM MOCne WHuUmMmMpoBaHmsa (3), € nocrnepyrowemn
BHYTPMMaTOYHOW MHCEMMHaumen (BMN) vnm nonoBbiM akToM B 3agaHHoe BpeMs. Takke,
ANA KEHWMH C MNEepPBUYHbIM HapylleHUEM QYHKUMM AUYHUKOB (HanpUMep, >XEHLLUWH,
HecnoCOBHbIX A4OBECTM OOUMT A0 3PenocTh unm oBynsaumm aaxe ¢ BPT) vnm B pamkax
npoueaypbl cypporatHon 6epemMeHHOCTN, MOXET ObiTb MCNOMb30BaH NEPEHOC aMOpUoHa
(M3) ¢ noaaepPKKON NMOTEMHOBOW (hasbl, NPUYEM CPEACTBO ANS NOALEPNKKN FHOTENHOBOW
dasbl MoXeT ObITb BBEAEHO A0, OAHOBPEMEHHO C, unu nocne 9, nnm BBOANTCH B OAWH

NI HeCKONbKO npeaLllecTByOLWLMUX MOMEHTOB BPEMEHN.

[0005] TpaguumoHHO,  npoTokonbl  BPT  uvcnonb3oBann  TakMe  areHTbl,  Kak
donnukynoctumynupyrowmn - ropmoH  (PCIN)  m yenoBeyeckut  MeHonaysanbHbI
roHagoTponuH (YMIN) B base HavanbHOM CTUMYNAUMKW, C NPEALLECTBYOWMM BBEAEHVEM
aroHucTa roHagoTpPOnUH-puUnmnanHr ropmoHa (MHPIM) (aroHuct peuentopa [HPI) wnm
pobaesnennem antaroHucta MHPIT (aHTaroHucT peuentopa MHPIN) ansa npepoTBpalleHns
(nopaBneHust) OByNsSUMM W NPeaoTBpPaLLEHMss BbICBODOXAEHUSA He3penbiXx OOLUMTOB
BCneacTeme Bbibpoca ntotenHmnsmpytoLero ropmona (J1IN). Oynsaums nogaesnseTcs, 4Tobbl
ANLEKNETKN MOrNM CO3PEThb U No3aHee ObiTb M3BNEYEHbl HEMOCPEACTBEHHO N3 SNYHUKOB
(a He wu3 dannonueBbix TpyD), a Takke AnNa nNpeaoTBpalleHUs  MHOronnoaHON
©epeMEHHOCTM BbICOKOW CTEMEHWN, KOTOPaa MOXET BO3HUKHYTb B pe3yrbTaTe BO34ENCTBUA
Ha ANLEKNETKM cnepmMon B dannonmeson Tpybe B cnyyae ux KoHTakTa. Bmecrte, Takomn
npouecc ctumynauymm ¢ nomowpto PCI n aHtaroHmucta unm aronmncta NHPIT HasbiBaeTca
KOHTponupyemon ctumynaumen aumdHukoB (KCA). Tocne Toro, kak onnvkynbl
NPOrpeccupyoT A0 NpeaBapuUTENbHO ONPEeAENEHHOro COCTOAHNA, B KOTOPOM psg OOLMUTOB
rOTOB K OKOHYaTeNbHOMY CO3PEBAHWUIO, UCMOMb3YHOT areHT CO3peBaHUs OOLMTOB, UMK Tak
Ha3blBaeMbIW “TPUITEPHBIAN® areHT (Hanpumep, XOPUOHUYECKUA FOHaAOTPOMUH YenoBeka
(uXI” nnn XIr'Y), aronunct MPI, nnu oba), ¢ yensto (1) NPOMOTUPOBAHMS OKOHYATENBLHOIO
CO3pPEBaHNA U BbICBODOXAEHUS SULEKNETOK U3 AUYHMKA NPU NOATOTOBKE K NOSIOBOMY aKTy
mim BMW, wnn (2) AnNsS OKOHYaTENbHOro CO3PEBaHUS W U3BMEYEHUS OOUUTOB C
nocrnegyrowmm M3 B matky, ans cxem BPT, Bkmwovawowmx Ctaguio uvmnnaHtaumm
(Hanpumep, onnogotsopenue in vitro (IVF, 9KO)). UHayKUMSa OKOHYaTEeNbHOro Co3peBaHna

ooUMTOB NpeacTasnaeT cobown npoueaypy, KoTopyro 06bl4HO NpoBoAAaT B pamkax KCA ang



obecneyeHnsa NonHOro passuUTUA OOLMUTOB, YTO MPUBOAWT K XOPOLUEMY BbIXOAY OOLMTOB
ANA U3BMEYEHUNA, U ONTUMarnbHbIX LWAHCOB BepemMeHHOCTU. Tak, Tpurrep no CyLlecTBy
3ameHseT Bbibpoc JII, addekTbl KOTOPOro BKMKOYAT OKOHYaTENbHOE Co3peBaHue
OOUMTOB Mepej OBYNAUMEN B €CTECTBEHHbIX MEHCTpyanbHbIX Luknax. B uyuknax SKO,
WHULMUPOBAHME OKOHYaTEeNbHOro CO3peBaHus OOUMTOB C MOMOLLbH aroHucta [HPI
BMecTo YXI CHWXaeT puck cuHgpoma runepctumynauum amyHmkos (CIMA), Ho Takke
CHWXaET 4acToTy poaoB XuBbiM pebeHkom. B umknax BPT ¢ nocnegyrowmm gOHOPCTBOM
oouuToB, ucnonb3oBaHue aroHuctoB [HPI Bmecto uXl cHwkaeT puck CIA npu
OTCYTCTBUM [aHHbIX, YKa3blBalOWMX Ha CHWKEHME 4acTOTbl POAOB XUBbIM PeOEHKOM.
NHuummpyemble aroHnctom MHPI n uXI ymknbsl OKO nMeroT cxoxune nokasartenu Bbixoaa

OOLIMTOB M Ka4ecTBa 3MOPMOHOB.

[0006] [Nocne BBeAeHUS TPUITEPHOro areHta, pgpyre areHtoel (Hanpumep, uYXl w
3CTPaamon M NporecTuHbl) UCNOMB3YHTCA ANA nogAepXaHus MaTtkm (SHAOMEeTpus), Tak
HasbiBAEMOM MNOAAEPXKKM IMHOTEUMHOBOW (oasbl, NPW MOATOTOBKE K WMMNAHTauuK.
Mopaepxka noTenHoBon dasel Heobxogmuma notomy, 4to nocne KCA roHagoTponmHamm
HabnogarTcs HapyLLEeHNS, Bbl3BaHHbIE NHIrMBMpPOBaHNEM cekpeumm nr
CBEpPXPU3MONOTMYECKUMN  KOHLIEHTPaLUMSIMM  CTEPOUAHOrO  rOpMOHa  MOCPELCTBOM
oTpuuatensHon obpaTHOM CBSA3M Ha YyPOBHE OCK runoTanamyc-runodus-roHagbl. Ms3-3a
HU3kMx ypoBHewn JIIT, 6e3 noaaepkn nTENHOBOW ¢hbasbl, YPOBHW nporectepoHa OyayT
nagatb, NpMBoASA k 6onee HU3KMM LLUaHCaM YCNeLHOM UMnaHTaumm n, BCNeacTeme 3Toro,

BepemMeHHOCTH.

[0007] YenoBe4ecknn XOPUOHUYECKMA TFOHaZoTponmnH (4XI) WMCNonb3yT B KadecTse
Tpurrepa BCNeACTBME €ro CTPYKTypHoro cxoactsa ¢ JII m cnocobHOCTM akTMBMpOBaTb
peuentopbl JIIMN 1 fgencTBoBaTb Kak TPUITEPHBLIA areHT, YTO MPUBOAUT K 3HAYUTENbHbLIM
KOnnyecTBam 3pernbix ooumtoB. bnarogaps 6onbwomy nepuogy nonysbiBegeHns YXI (24-
36 4acoB) n cnocobHocTM akTuempoBaTb peuenTopbl JIIT Ha NPOTSHKEHMM OT CEMU A0
AECATM AHen, n uvHorga paxe po 16 pgHen, uXl Takke obecneunmBaeTr noaAEpPXKKY
NIOTEMHOBOW pasbl MyTEM MOBLIWEHUS nNporectepoHa. Takum obpasom, 4XI MOXeT
NCNonNb30BaTbCs B KayecTBe Tpurrepa (cospeBaHue OouuTOB) W/uMnnv Ana NoaaepKu
notemHoBon asbl. Kpome TOro, M3BEeCTHO, YTO WCMNONb30BaHME BKAYaroWmMx uYXI
Tepanuu B Ka4ecTBE TPUITEPHBIX areHTOB MPUBOAUT K MPOAYLMPOBAHUIO 3HAYUTENbHbIX
Konuyects 3penbix ooumtoB. OpHako, mucnonb3oBaHue 4yXI ¢ nobon M3 STUX ueneun
accoummpoBaHo C O4YeHb BbICOKMM puckom CIA. OT1o0 ycunuBaeT 03ab04YEHHOCTb
©e30nNacHOCTbLIO ANA XEHLLMH C BbICOKMM puckomM CI'A 1, BO3MOXHO, NPMBOAMUT K BonbLUuen

HeobXx0aAMMOCTN UCMONb30BaHUSA CerMeHTMpoOBaHHbIX MPOTOKOJIOB C 3aMopaXmMBaHMEM



(T.e., KpWOKOHCepBauMen SMOPUOHOB C MOCMEAYHLMM MNEPEHOCOM MOABEPrHYTOro
3aMOpaXmMBaHUMIO M pPasMoOpaXMBaHUIO 3MOpMOHa B MOCMEAYHLEM MEHCTpyanbHOM
Luukne), kotopble moryT ymeHbwate CIA, HO Oyayt 3agepxmBatb [10 mn Bpem4
HacTynneHus ©GepemeHHocTU. Kak onucaHo 6Gonee nogpobHo Hwke, npu CIMA moryt
YBENUUMBATLCH ANYHUKM, MOXET HakanmMBaTbCs XUAKOCTb B OPHOLLHOM MOMOCTM (acumT),
N NauneHT MOXET UCMbITbIBaTb B3AyTUE XMBOTa M 60Mb, TOWHOTY W amapeto. Taxenble
dopmbl CIM'A MoryT BbI3biBaTb rEMOKOHLEHTPaUWIO, TPOMOO03, MOBLILLEHHOE KONUYECTBO
NEVKOLUUTOB, ONUIYPUIO, MOYEYHYHO HEAOCTaTOYHOCTb, MNeBpanbHbIM BbINOT, HapYLUEHUS

AblXaHWs, BKOYas OCTPbIN PECNNPaTOPHbIA AUCTPECC-CUHAPOM, U AaXe CMEPThb.

[0008] CuHaopom runepcTumMynauun andHukos (CIMA) npeacraBngeT cobon 3HaunTenbHoe
ocnoxHeHne (noboyHeln adpdpekt) BPT. CuuTtaercs, 4TO CUMHAPOM MMNEPCTUMYNALMU
anyHukos (CIH) BO3HMKaET B pesyrnbTarte CBepXdPr3nMonormyeckoro aroHm3ma peLenTopos
NIl B AYHKMKE, BO3HMKAOLLEro B pes3yfbTaTe CO3pEBaHUSA AWLEKNETKU, MHULMMPYEMOrO
4YernoBEeYECKMM XOPUOHUYECKUM FOHaAOTPOMMHOM (AEUCTBYIOLMM HamnoOCPeACTBEHHO Ha
AanyHukoBble peuentopbl JIIN) ©n, B MeHbllen cTeneHwn, aroHuctamu peuentopoB [HPI
(MHLMmpyowmmKn - BeIBpoc  sHporeHHoro  JIIT,  npeBblwarowmi  Habnwogaemblin  npu
HOPManbHOM LMKNE) B SAMYHMKAX C OONbLUMM  KONMMYECTBOM 3penblX (POMSMKYOB.
LleHTpanbHOM OCOBEHHOCTLIO  KNMHMYECKM 3Haummoro CIA  asnseTtca  pasButme
COCYANCTOMN TMNEPNPOHNLAEMOCTH, BbI3bIBaAOLEN nepemeweHns (shifts) xunpkocten.
Ucnonb3oeaHme uXI  Bbi3biBaeT  ODWIMPHYHO  JIIOTEUMHM3AUMKO  SIMYHWKA,  rae
BbICBODOXgaoTCA BonbluMe KOnMyYecTBa OSCTPOreHOB, MPOrecTepoHa WM MECTHbIX
LMTOKMHOB. JK30reHHbIN YXIT MOXET OKkasblBaTb ANMUTENbHbIE 3MEKTI iN VIVO, KOTOpbIE
BEPOSATHO  BbI3BaHbl  MNPOAOIPKUTENBHON  CBepxaktuBaumen  peuentopos  JII.
MpoayuupoBaHne aktopa pocta 3ngotenua cocypgoB (VEGF) donnukynamm nopg
Bosgenctenem UXl MOXET ycunumBaTb COCYAUCTYHO MMNEPNPOHMLEEMOCTb, NeXallyro B
ocHoBe ClA. Kak 6bino onucaHo, Tsbkenbin CIA Habniogaetcs y oo 2% ot obwen
nonynAUMM MCKYCCTBEHHOMO ONnoaoTBopeHns, Uy Ao 20% nayneHToB C BbICOKMM PUCKOM
pas3sutna CIA, Takmx kak naumeHTbl C CMHAPOMOM MonukucTosa (polyscystic) anyHnkos
(CnsA).

[0009] Ncnonb3oBaHue aroHucta MHPIT B kauecTBe TpUrrepHOro areHta cessaHo ¢ bonee
HM3kon 4vactotom CIMA, HO Takke npuBoAUT K Bonee HU3KMM noKasaTtensam 4acTOoTbl
BepemeHHOCTN, 0COBeHHO ©e3 3K30reHHO BBOAMMOW MNOAAEPXKKM IHOTEMHOBOM asbl.
MpoTokonbl, ncnonbayowme Tpurrepbl-aroHUcTel THPIT, TpebytoT BBEAEHNS areHToB AnNS
NoAAEPXKKN MIOTEMHOBOW basbl, NOTOMY 4TO BbIOpoc JIIT onga Takux TpuUrrepoB SBNAETCA

peskuM  (Hanpumep, NMK C  aMiaMTyAoOW, AOCTaToOuHOM  ANS  WMHULMWMPOBaHWUS



OKOHYaTENbHOrO CO3pPeEBaHNA, HO C Marnou ANIMHOW BOSHbI) M UMEET Manyro ANNTENbHOCTb
(< 20 vacoB unm wuHorga 24-36 4acoB). Kpome TOro, UMpPKynupyrowme YypoBHU
nporecTepoHa W acTpaguona nocne Tpurrepa-aroHucta HPIT aBnaroTca 3HauMTenbHO
tonee HU3KUMKM Ha NPOTHXKAEHUN NIOTEMHOBOW (Pasbl MO CPaABHEHUIO C MONYyYEHHbIMMU
nocrne wHuuumpoBaHma ¢ rnomowpo YXI Bnarogaps 6ornee KOPOTKOMY nepuoay
nonysbiBegeHns JIIT (ok.60 MuHYT) no cpaeBHeHuo ¢ YXI. Be3 3k30reHHO BBOAVMMOM
NOALEPKKN  NIOTEMHOBOM  basbl nocrne  Tpurrepa-aroHncta [HPIT BO3MOXHbI
NpexaeBpeEMEHHbIN NMIOTEONM3 U Heyaada umnnadtaumm. Kpome Ttoro, puck CIA He
YyCTpaHSeTCs MOMHOCTBIO MpW KUcnonb3oBaHuM aroHucta [HPI B kayecTtBe TpurrepHoro
areHTa, 1 NepeHoc 3aMOPOXEHHOro 3MOpMOHa B MOCMEAYHLWEM MEHCTPyanbHOM LUKNe
ana cHwxenna pucka CIMA Bce ewe cuutaetca Bonee 6GesonacHbiM. lomMumo 3TOro,
CYLLECTBYET XenaHume yMEHbLUMUTb BPeMs HacTynneHns OepeMeHHOCTU ANS KEeHLUWH,
npoxoasawmx npoueaypsl BPT, 6e3 yeenuyeHusa pucka CI'H. B HacToswee Bpemsa TpyaHO
obecneunTb BapuaHT nepeHoca He MOABEPrHyTOro KpUOKoHcepBaumm amBpuoHa (fresh
transfer) npu ymeHbweHun pucka CIA m JOCTWKEHUM >KenaTenbHbIX noKasareneu
NOALEPXKKN NIOTEMHOBOM (Pasbl, BbIXOA4A CO3PEBLUMX OOLMUTOB, 4acTOTbl HaCTyMNfeHUs

6epeMeHHOCTI/I M 4acToTbl POAOB XNBbIMA AETbMU.

[0010] C y4yeTOM HEOBXOAMMOCTU YNyuLIEHNS Kak 6e30nNacHOCTU, Tak N 3PIPEKTUBHOCTH,
xenarenbHo obecneunTb HOBbIE TPUITEPHbIe areHTbl Ans BPT, a Takke gononHuTenbHble

areHTbl, KOTOpPble MOTYT ObITb BBEAEHbI ANS NOALEPXKKN NMOTEMHOBOW (hasbl.
CYWHOCTb MBOBPETEHUA

[0011] [daHHoe nsobpeTeHne OTHOCUTCA K cnocobam, NPUMEHEHNIO 1 KOMMO3ULMAM ANS
noMowM xeHwmHam ¢ npobnemammn 6Gecnnogus. B apyrux acnekrax, pAaHHoe
n3obpeTeHne OTHOCUTCS K TMOBBIWEHUO YPOBHEW 3HgoreHHoro JIIT y  KeHWWHBbI,
HY>KOaloLWENCAa B TakOM MNOBbIWEHMM. B HEKOTOpbIX acnektax, AaHHOe u3obpeTeHve
OTHOCUTCA K MOAAEPXKKE IOTEMHOBOM asbl, KOTOpas obecneyvBaeT YNyudLIEHHYHO
Be3onacHoCcTb N aPdeKkTUBHOCTL npouecca BPT nytem npeanoxeHus anbTepHaTuBbI
COBPEMEHHbIM cnocobam MoAAEpPXKKN NMOTEMHOBOW asbl. YKeHmHa MOXeT NpoxXoauTb
npoueaypel BPT v Her. OpgHO  noTeHUManbHOE  MPEUMMYLLECTBO  TakuX
yCOBEpPLLEHCTBOBAHHBLIX CNOCOB0B U NMPUMEHEHWW 3aKM4YaeTCd B TOM, YTO OHW MOTYT

3HaunTENbHO CHWXaTh puck CI'A ans eHwmH, npoxoasawmx npoueaypbsl BPT.

[0012] OpawH 13 acnekTtoB M30OPETEHUS OTHOCUTCA K CnocoBy MNOBbILLEHUA YPOBHSA

aHporeHHoro JII y Hy>KaaroLencs B 3TOM >KEHLUMHbI, BKIHOYaoLLEeMy BBEAEHME XKEHLLMHE



HavanbHOW [03bl OT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-auetun-D-
TUPO3UN-TpaHCc-4-rnapokcu-L-nponun-L-acnaparnHnn-L-tpeoHunn-L-gpeHnnanaHun)-

rmgpasvHokapboHun-L-nevumn-Nw-metun-L-apruimn-L-tpyuntodpaHammga (B AaHHOM
AOKyMeHTe HasbiBaeTca CoefguHeHne 1), unuM COOTBETCTBYHOLLErOo KOMMYecTBa €ro
dhapmaLeBTUHECKM MPUEMMIEMON CONKM, MPUYEM XEHLWMHa npoxoguTt npoueaypbl BPT n
nmeet puck CI'A, n nocne BBegeHNa Ha4anbHOM 403bl yPOBEHb SHAOreHHoro J1IN B kposu
XEHLUWHbI NOBbILLEH MO CPaBHEHWUIO C YpOBHEM 3HAOreHHoro JIIT B KpOBW XeHLMHbI nepeq,

BBEJEHMEM HavarnbHOW [03bl.

[0013] [pyron acnekt wn3obpeTeHnsa OTHOCUTCA K Crnocoby MOBbILWEHNA YPOBHSA
sHgoreHHoro JIIN y Hyxaawwencs B 3TOM XeHLWMHbI, npoxoaswen npoueaypsl BPT,
BKNIOYaOLWEMY BBEAEHME JKEHLUMHE HavanbHOW [03bl OT npumepHo 0,00003 mr go
npumepHo 0,030 wmr CoeguHeHns 1, WM COOTBETCTBYIOLLEro KONMMYecTBa €ero
hapmaLeBTUYECKM NPUEMIEMON COMK, MPUYEM XEHLLMHA NpoxoanT npoueaypsl BPT, n e
TeYyeHne Mo MeHbllen mepe 36 4acoB Mocne BBEAEHWS HadvanbHOW A03bl YPOBEHb
aHgoreHHoro JIIN B KpOBW XEHLLMHBI MOBbILLEH MO CPaBHEHUIO C YPOBHEM dHAoreHHoro J1I B

KPpOBU XeHLLUWHbI Nepen BBegeHNem Ha4yanbHOM A,03bl.

[0014] OpwH acnekT wmn300peTeHnss OTHOCUTCA K crnocoby MNOBbIWEHUS YPOBHS
sHgorenHoro JIIN y Hyxzgarowencs B 3TOM KEHLWMHbI, npoxoaswen npoueaypsl BPT,
BKINHOYAOLWEMY BBEAEHME >KEHLUMHE HavanbHOWM A[03bl OT npumepHo 0,00003 mr go
npumepHo 0,030 wmr CoeguHeHns 1, WM COOTBETCTBYIOLLErO KONMMYecTBa €ro
hapmaueBTUHECKM NPUEMNEMON COMU, MPUYEM XKEHLUMHA npoxoauT npoueaypbl BPT, n
MakcuMarnbHbIM YpoBeEHb sHAoreHHoro J1I B kpoBm HabnogaeTcs Yepes no MeHbLIEN Mepe

NPUMEPHO 12 YacoB NMocne BBEAEHUS Ha4YanbHOW 403bl.

[0015] [dpyron acnekt nsobpeteHnsa otHocuTea Kk 2-(N-auetmn-D-tupoann-tpaHc-4-
rmgpoken-L-nponun-L-acnaparmHun-L-tTpeoHun-L-pennnanannn)rngpasmHokapboHnn-
L-nenumn-Nw-meTtun-L-apruHmn-L-TpuntodaHammay, nnm drapmaneBTU4ECKn
NpMeMnemMon Conu, Ans UCNonb3oBaHUs B CNocobe MoBbILLEHNSA YPOBHS SHAOMEHHOMO
JII y »eHwmHbI, npoxoasaien npouenypbl BPT n umetowen puck CI'A, npuyem cnocob
BKIIOYAET BBEAEHME XEHLWMHE HadanbHOM p[o3bl OT npumepHo 0,00003 mr po
NPUMEPHO 0,030 Mr 2-(N-auetun-D-Tnposun-tpaHc-4-rugpokcu-L-nponun-L-
acnaparnHun-L-tpeoHun-L-pennnananunn) rugpasnHokapbonHun-L-nenymn-Nw-meTunn-
L-apruHun-L-Tpuntodanamnga, nnm COOTBETCTBYHLLENO Konm4yecTea ero

hapmaLeBTUYECKM NPUEMIIEMON CONK.



[0016] OpawH acnekt msobpeteHns otHocutca K 2-(N-ayetun-D-tmposmn-tpaHc-4-
rmgpoken-L-nponun-L-acnaparmHun-L-tTpeoHun-L-dpeHnnanannn)rngpasmHokapboHnn-
L-nenumn-Nw-meTtun-L-apruHmn-L-TpuntodaHammay, nnm drapmaueBTUYECKn
npuemMnemMon conu, Ans UCnonb3oBaHUs B Cnocobe MnoBbILWEHNA YPOBHS 3HAOMEHHOro
NIl y »keHWwmHbI, npoxoadawen npoueaypsl BPT, npuyem cnocob BknoyaeT BBeaeHME
XEHWWHE HavanbHOM A03bl oT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-
aueTtun-D-Tuposun-tTpaHc-4-rugpoken-L-nponun-L-acnaparnHun-L-tTpeoHun-L-
heHunanaxmn)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpynTopaHamuaa, WNM COOTBETCTBYIOLLEro KonuMyectBa ero gapmMaueBTUYeCKU

npUemMnemMomn Conm.

[0017] B onpegeneHHbIX BapuaHTax peanus3aumm M3 OMNUCaHHbIX BbIWE WU HUXKE,
MakcuMarnbHbIW ypoBeHb 3HgoreHHoro JIIT B KpoBM HabnwogaeTca mMexay npumepHo 12

Yyacamu 1 NpuMepHo 48 Yacamm nocne BBeAEHMA HavyanbHOW A03bl.

[0018] [pyrom acnekt m300peTeHMss OTHOCUTCA K CnocoBy MNOBLILWEHUSA YPOBHS
sHgoreHHoro JII y >xeHwwHbl, npoxogswen npoueaypbl BPT u Hyxgarowenca B
noaaepXKe NTEMHOBOM (hasbl, BKOYAOLWEMY BBEAEHNE XKEHLMHE HaYyanbHOW [03bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr CoegumHeHus 1, Mnm COOTBETCTBYHOLLEINO
KonuyecTtea ero apMaueBTUYECKM MPUEMIEMOWN CONMKW, MNOCNE NOMyYeHUss yKasaHHOM

XEHLMHOM TPUITEPHOW A03bl areHTa Co3peBaHnsi OOLMUTOB B pamkax cxembl BPT.

[0019] B onpeaeneHHbIX BapuaHTax peanu3auum M3 OMUCaHHbIX BbIWE WU HUXKE,
ypoBeHb aHAOreHHoro JIIN B KpOBU XEHLUMHbI NOBbILWLEH MexXay npumMepHo 12 4yacamu un
npumepHo 96 yacamn nocne BBELEHUS HadvanbHOW A03bl MO CPaBHEHWHO C YPOBHEM

aHporeHHoro J1I' B KpOBW XKEHLUWHBI Nepe/ BBEAEHNEM HaYarnbHOW 403bl.

[0020] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIWE WU HUXKE,
ypoBeHb 3HA0reHHOro JIIN B KPOBM XKEHLLUMHBLI NOBLILLEH Ha MPOTSKEHUN MO MEHbLLEN Mepe
36 yacoe nocne BBEAEHUS Ha4anbHOM A03bl MO CPABHEHWUIO C YPOBHEM 3HAoreHHoro JIIN B
KPOBM >KEHLUMHbl nepes BBEAEHUMEM HayanbHOWM [03bl. B HekoTopbIX BapuaHTax
peanusauuun, ypoBeHb 3HAoreHHoro JIIT B KpoBM NOBbIWEH HA NPOTSKEHUM OT MPUMEPHO
36 yacoB 40 NPUMEPHO 16 AHEN NN HA NPOTPKEHUN OT NPUMEPHO 36 YacoB 4O NPUMEPHO

12 pHew.

[0021] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIWE WU HUXKE,
BBEAEHME Ha4anbHOW 403bl NPOMOTUPYET CO3peBaHME OoUMTOB. B HEKOTOpPLIX BapuaHTax

peanu3aumM, CO3peBaHMe OOLMUTOB npoucxoaut 6e3 BBefeHMsi ak3oreHHoro uXlm wunm



ak3oreHHoro JII. B gpyrux BapwaHTax peanu3auum, co3peBaHue OOLMTOB MPOUCXOAUT
nocne BBegeHus aroHucta [HPI wnu 3sk3oreHHoro 4XI. B HekoTOpbIX BapuaHTax

peanusauuu, BbIXOZ 3perbiX OOUMTOB COCTaBNAET No MeHbLLen mepe 50%.

[0022] B onpegeneHHbIX BapuaHTax peanusauym U3 ornmcaHHbIX BbilLe UK HUKe, nocne
BBEAEHMS HavanbHOW [03bl, >XEHLUMHA He WUCMbITbIBAET OAHOM0 WM HECKOMbKNX
CYMMTOMOB, BbIOpaHHbIX W3 rpynnbl, COCTOALWEN M3 acuuTa, nneBpanbHOro BbINOTa W
CHWKEHHOW NoYeyHoM nepdysnn. B HEKOTOpPLIX BapuaHTax peanusayuun, nocne sBBeaeHUs

Ha4anbHOM A03bl, pasMep sYHUKa yBenmumBaeTcs 40 He bonee yem 5 cm B guameTpe.

[0023] B onpegeneHHbIXx BapuaHTax peanu3auuy M3 OMNUCaHHbIX BbIWE WU HUXKE,
XEeHLUMHa He WCMbITbIBAEeT OAHOr0 WUNW Heckomnbkmx cumntomoB CIMHA nocne BBeaeHUs
Ha4aneHoW [03bl. B HekoTopbIx BapuaHTax peanu3auuu, nocrne BBEAEHWA HadanbHOU

A03bl, XXeHLMHa HE UCMbITbIBAET yXyALUEeHNA OAHOro U HeCKOJTbKMX CMMMNTOMOB cra.

[0024] B onpegeneHHbIX BapuaHtax peanusauyn M3 OMNUCaHHbIX BbIWE WKW HUXKE,
HayanbHy 403y BBOAAT, KOrga no MeHbLUen mepe Tpu Ponnnkyna SuYHMKOB pasmepoM
no MeHbLlen mepe 14 mm HabnrogaroTes ¢ nomoLbto Y3W, nnu korga no MeHbLIen Mepe
TP onnukyna SMYHMKOB pPasMepoM Mo MeHblen mepe 18 MM HabnwgaroTcs C

nomoLupbo Y3W.

[0025] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIE WMIIU HUXKE,
Ha4anbHyr0 403y BBOAAT, KOrga KOHUEHTpauua 3cTpagunona CbIBOPOTKU COCTaBMNAET MO

MeHbLien mepe 0,49 Hmonb/n.

[0026] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIE WU HUXKE,
cnoco® wnn nNpUMEHeHMEe [OMNONMHUTENBHO BKOYarT BeBeaeHne OCI B nepuopg ot

NPUMEPHO 5 gHEN A0 NPUMEPHO 12 AHEW nepes BBEAEHNEM HaYanbHOW A03bl.

[0027] B onpeaeneHHbIX BapuaHTax peanum3aunum U3 onnmcaHHbIX Bbille UK HKE, crnocod
N1 NPUMEHEHWe AOMONTHUTENBHO BKIMKOYalOT BBeAeHwe aHTaroHucta [HPI B nepuog oT
npuMepHO 2 aHen o npumepHo 10 gHenM nepen BBEAEHMEM HadanbHOW [03bl. B
HEeKOTOpbIX BapnaHTax peanuaauyuu, antaroHuct MHPI BbiBuparoT 13 rpynmnbl, COCTOALLEN
n3 penyronukca (relugolix), onaronukca (elagolix), UeTpopenukca, raHupenukca,
abapenukca, Han-6ny (nal-blu), aHTuga (antide), asanvHa B, perapenukca, D63153
(o3apenukc), OBE2109 n TeBepenukca (teverelix). B HekoTOpbIX BapuaHTax peanusauuu,
cnoco®b vnm NpUMEHEHME AOMNONHUTENBHO BKOYAOT BBeAEHMe aroHucTa MHPIT B nepuog

OT npumepHO 14 [0 npumepHO 28 [OHEW nepen BBEAEHMEM HadvanbHOM [03bl. B



OMNpeAEneHHbIX BapuaHTax peanusaumm M3 OnmMcaHHbIX Bbile MM Hwke, aroHucTt MHPI
BbIOMPaOT K13 rpynnbl, COCTOAWEW M3 NeMnpopenuHa auetarta, roHagopenuHa,
BycepenvHa, TPUNTOPENWHa, rocepenuHa, HadapenuHa, rMcTpenvHa, LecnopenvHa,

MeTepenuHa n neympenvHa.

[0028] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIWE WU HUXKE,
HayanbHyK0 [03y BBOAAT Nnepen W3BMEYEHWEM OOLMTOB, MOCME W3BMEYEHUA OOLUTOB,
nepes oBynauMen unM nocrne oeynauun. B HeKkoTopbIXx BapuaHTax peanusaguu,
HavarnbHy0 403y BBOAAT nocrne BeegeHns aroHucta HPI B kayecTBe areHTa co3peBaHvs

OOLUTOB.

[0029] B onpegeneHHbIX BapuaHTax peanusauum 13 OMNMCaHHbIX BbILE WX HWXe, B
KOTOpPbIX CNOocod UnmM NpUMeHeHWe AOMNONHUTENBHO BKOYaOT BBEAEHWNE BTOPOW A03bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr CoeanHeHus 1, Unn COOTBETCTBYHOLLErO
KonuyectBa ero apmaueBTUYeCKM npuemMnemMon conn. B HekoTopbix BapuaHTax
peanu3auuuy, BTOPYHO 403y BBOAAT HA NPOTHKEHUM Nepuoaa OT NpuMepHoO 8 A0 NPUMEPHO

60 yacoB nocrne BeeAeHNa Ha4yanbHOW 403bl.

[0030] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIWE WU HUXKE,
cnoco® unM nNpUMEHEeHWe [LOMOSHUTENBHO BKNHOYAOT BBEAEHME TpeTben [03bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr CoegumHeHus 1, UM COOTBETCTBYHOLLEINO
Konuyectsa ero dapmMaueBTUYeCckn npuemMnemon conn. B HekoTopbix BapuaHTax
peanusauuun, TPETbO A03Y BBOAAT Ha NPOTSKEHUM nepuoga OT NpUMepHO 8 40 NPUMEPHO

60 yacoB nocne BBEAEHNSA BTOPOWN A403bl.

[0031] B onpeaeneHHbIX BapuaHTax peanu3auum M3 OMUCaHHbIX BbIWE WU HUXKE,
cnocobbl M MNPUMEHEHUS AOMOMHUTENBHO BKMAOYaOT BBEAEHME OT OAHOM A0 NATU
AONONMHUTENBHBIX 403 OT npumepHo 0,00003 mr go npumepHo 0,030 mr CoeanHenuns 1,
WNM  COOTBETCTBYIOLLErO KonuyecTBa ero apmaueBTUyeckn npuemnemon conu. B
HEeKOTOpbIX BapuaHTax peanusauvuv, BBeAeHWe OT OAHOW A0 MATU AOMOSNTHUTENbHbBIX 403
NPOBOANTCA Ha MNPOTSKEHUM MNepuoga OT npumepHo 8 ao npumepHo 60 vyacoB nocne
BBEAEHMS MPEALUecTBYHOLEN AOMONMHUTENBHOM A03bl. B HEKOTOpbIX BapuaHTax
peanu3auun, ofHa UNW HECKOmNbKO HavarbHbIX 03, BTOpaa A03a, TPeTbda A03a, unu OT
O4HOM A0 NATUM AOMNOMNHUTENBHbLIX 403 MPOMOTUPYIOT NOAAEPKKY NMHOTEMHOBOM basbl. B
HEKOTOpbIX BapuaHTax peanusauuy, O4HY WUy HECKONbKO HavanbHbIX 403, BTOPYHO 403y,
TPETLIO 403y, UMM OT OAHOM A0 NATU AOMOSNHUTENBHBIX 403 BBOAAT MyTEM WMHbEKUMU. B

ornpedeneHHbIX TakMX BapuaHTax peanu3auuy, WHbeKuMst npegcrtaenset cobown
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BHYTPUMbILLEYHYO UMM NOAKOXHYH MHBbEKUMIO. B onpeaeneHHbIx BapuaHTax peanusauum
M3 OMUCaHHbIX Bblle WNN Hwke, nodas U3 OAHOM WM HECKONbKMUX HavarnbHbIX 03,
BTOPOW [,03bl, TPETLEN 403bl, UMM OT O4HOM A0 NSTU LOMONHUTENBHbIX 403 COCTaBNseT OT

npumepHo 0,0003 mr go npumepHo 0,03 mr.

[0032] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMNUCaHHbIX BbIWE WU HUXKE,
crnoco® nnn NpUMEHeHWe AOMOMHUTENBHO BKMOYAKT BBEAEHWE OOHOW WIM HECKOSbKMX
03 nporectoreHa. B onpegeneHHbIX BapnaHTax peanusauyum U3 OrnmMcaHHbIX BbIe UMK
HWXKe, Cnocod WNM MpUMEHEHWE He BKIHYaT BBEAEHWS O4HOW UMM HECKOMbKUX [03

nporecroreHa.

[0033] B onpegeneHHbIXx BapuaHTax peanu3aumm M3 OMUCaHHbIX BbIWE WU HUXKE,

cnocob mnu npUMeHeHne ONnoNHNUTENbHO BKIMOYaKT n3BrevYeHne OOLNTOB.

[0034] B onpegeneHHbIX BapuaHtax peanusauym M3 OMNUCaHHbIX BbIWE WKW HUXKE,
MNon3 XEHLMHbI AECEHCMOMNM3MPYIOT No OTHoweHuw Kk THPI nepen BBepeHueM

Ha4anbHoOW A03bl.

[0035] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OnMUCaHHbIX BbIE WU HUXKE,
cnoco® wunu NPUMEHEHWE AOMOMHUTENbHO BKMAKYAT uMMnaHtaumio ambpuoHa. B
HEKOTOPbIX BapuaHTax peanusaumm, UMnnaHTaums NnpouCcCXoquT B TeYeHWe OT NPUMEPHO 2
A0 npumepHo 10 gHenM nocne BBEAEHUS HavanbHOW A03bl. B HEKOTOpLIX BapuaHTax
peanusayuv, UMniaHTayumMs npomcxoauT B TEYEHNe OT NPUMEPHO 1 A0 NPUMEPHO 7 LHEWN
nocne wu3BredeHnss oouuTtoB. B HekoTOpbIX BapmaHTax peanusauum, 3SMOPUOH He
3aMopaxmBaroT. B HEKOTOPLIX BapnaHTax peanusagumn, SMOpUoH UMMNAAHTUPYIOT B TOM Xe

MEHCTpPyanbHOM LKIE, B KOTOPOM NPOBOAST U3BMEYEHNE OOLIUTOB.

[0036] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIE WU HUXKE,

Cnocob Mnu NpUMEHeHNe MHAYLUMPYIOT OBYIISILINIO.

[0037] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIE WU HUXKE,
XeHwuHa BepeMeHeeT nocpeacTBOM MNonoBoro akta unum BMW nocne BBegeHus no
MEHbLLEN Mepe HavanbHOW A03bl. B HEKOTOPLIX BapnaHTax peanusaumm, nocne BBeaeHNs

NoO MEHbLUEW MEPE HavanbHOW A03bl, XXEHLLUMHA BeEpEMEHEET U/MNN POXKAET.

[0038] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIE WU HUXKE,
XeHwmHe nposoaat KCA. B HekoTopbIX BapmaHTax peanuaauuu, XXeHLMHa MMeeT YTo-TO
04HO unun Heckonbko 13 CIA, ceiBOpOTOYHOro aHTumIonneposa ropmoHa (AMI) Bbiwe 15

nmonb/n, obuiero Ymicna aHTpanbHbix dponnukynos (YA®P) Gonee 23 no Y3WU, actpagunona
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E2 cbiBopoTkM Bbiwe 3000 nr/mn, unn nepeHecna ogunH U HECKOMBKO NPeALLECTBYHOLLMX
anmsonoB CIM'A. B HekOTOpbIX BapuaHTax peanuaaymm, XeHLMHa XapakTepuayeTcs Yem-To
OO4HUM UMM HECKOMNBKUMU N3 aHOBYNHATOPHbIX LUMKMOB, UAM CTapLUMM penpoayKTUBHbLIM
BO3pPaCTOM, UMW UCMbITLIBAET BTOPUYHYIO AMYHUKOBYHO HEAOCTaTOYHOCTb, ONIUFOMEHOPE!O,

ameHopeto, aHgomeTpros unu CIrA.

[0039] B onpepeneHHbIX BapuaHTax peannsaumm U3 onucaHHbIX Bbile unun Hmke, BPT-
Tepanuio BbIOMPaKOT M3 rPynnbl, COCTOSALWEN M3 LOHOPCTBaA OOUMUTOB, co3fjaHua BaHka
OOUMTOB, BHyTpUuuTONNasmaTn4eckon wuHbekuun cnepmarosomga (MKCU), 3KO,

npouecca nepeHoca ambpuoHa (13), nHaykumm osynauyum u BMU.

[0040] OpawH acnekt m300peTeHMs  OTHOCUTCA K  cnocoby  MHAyUMpOBaHUS
OKOHYaTEeNbHOro0 Co3peBaHna POMMMUKYNOB U PaHHEeW NITEUHU3aUUN Y HYXAAoLWencs B
3TOM XEHLUMHbI, MPUYEM YKasaHHas XeHwmHa npoxoaut npoueaypbl BPT, noaseprnach
AeceHcnbunmnsauumm runodusa 1 npegBapuTensHoO nonyyana gonnmnkynoCTUMynupyroLme
ropmMoHbl B pamkax BPT, Bkntovarowemy BBeAeHME XEHLUMHE HadanbHOW A[03bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr CoeguHeHus 1, Unm COOTBETCTBYHOLLEINO
KONnu4ecTea ero apmaueBTUYECKM NPUEMIIEMON CONMKM, M MNOCNE BBEAEHUS HadarnbHOM
L03bl YPOBEHb 3HAOreHHoro JII B KPOBM KEHLUMHBI MOBLILLEH MO CPaBHEHMKO C YPOBHEM

aHporeHHoro J1IN B KpOBW XKEHLMHBLI Nepe/ BBEAEHNEM HaYarnbHOW 403bl.

[0041] [dpyron acnekT n3obpeTeHmns OTHOCUTCH K cnocoby MHAYLMPOBaHUS OBYNSALMKN Y
HY>KOAIOLLENCA B 3TOM XKEHLUMHBI, MPUYEM yKa3aHHAA XEHLMHA SBNAETCA aHOBYNATOPHO
ecnnogHon 1 ykasaHHoe Gecnnogve He BbI3BaHO NEPBUYHLIM HapyLUeHWeM (YHKLMM
ANYHNKOB, BKIHOYAOLEMY BBEAEHME XKEHLMHE HaYanbHOM A03bl OT npumMmepHo 0,00003 mr
Ao npumepHo 0,030 mr CoeguHenus 1, unn COOTBETCTBYIOLLErO KOnMyecTBa €ro
dapmayeBTUHECKM MPUEMNEMON CONKW, U MOCNEe BBELAEHUS HadanbHOW [03bl YPOBEHb
aHgoreHHoro J1IT B KpOBW EHLLMHBI MOBbILLEH MO CPaBHEHUIO C YPOBHEM 3HAoreHHoro JII B

KPOBU XeHLLUWHbI nepen BBeaeHNEM Ha4anbHOM A03bl.

[0042] [dpyron acnekt nsobpeteHnsa otHocuTea K 2-(N-auetmn-D-tuposnn-tpaHc-4-
rmgpoken-L-nponun-L-acnaparmHun-L-TpeoHun-L-dpeHnnanannn)rngpasmHokapboHnn-
L-nenumn-Nw-meTtun-L-aprunnn-L-TpuntodpaHammgy nnm drapmaneBTUYECKN
npMemMnemMon conu Ans UCNonb3oBaHUS B Cnocobe MHAYLMPOBaHUSA OKOHYaTENbHOro
CO3peBaHNA (OMNNNKYNIOB N PaHHEN JOTEMHU3ALUMM Y JKEHLUMHBI, MPOXOAALLEN
npoueaypbl BPT, noaseprwenca geceHcubunusauymm rmnodusa v npegsapuTensHO

nonyyaslen  PONNMKYNOCTUMYIMPYOLLUME TOPMOHbI B pamkax BPT, npuyem
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yKasaHHbIn crnocob BKMHOYaET BBEAEHME XEHLMHE HadvanbHOM A03bl OT MPUMEPHO
0,00003 mr po npumepHo 0,030 mr 2-(N-auetun-D-Tmposun-tpaHc-4-rngpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHun-L-pernnananmnn)rngpasmHokapboHun-L-nenumn-

Nw-meTun-L-aprunun-L-TpuntodaHammga, nMnm COOTBETCTBYIOLEro KONM4yecTBa €ero

hapmaLeBTUYECKM NPUEMIEMON CONN.

[0043] OpawH acnekt msobpeteHnsa otHocutca Kk 2-(N-auetun-D-Tmposmn-tpaHc-4-
rmgpoken-L-nponun-L-acnaparmHun-L-TpeoHun-L-dpeHnnanannn)rngpasmHokapboHnn-
L-nenuymn-Nw-meTtun-L-aprunnn-L-tpuntodpaHammgy nnm drapmaneBTUYEeCKn
npuemMneMon conuv ANa WCrnonb3oBaHWsa B crnocobe mHAyumpoBaHUs OBYyNALMK Y
XEHLWWHbI, ABNAOLWENCS aHOBYNSATOPHO OecnnogHou, Npuyem ykasaHHoe Becnnogue
He BbI3BaHO MEPBUYHbIM HapylleHeM YHKUMM SUYHUKOB, rAe ykasaHHbl cnocob
BKINHOYaET BBEAEHME XEeHLWMHE HavanbHoM 4o3bl oT 0,00003 mr go npumepHo 0,030 mr
2-(N-auetun-D-Tuposun-tpaHc-4-rugpokcu-L-nponun-L-acnaparnHnn-L-TpeoHun-L-
dheHnnanaHun)rmgpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpuynTodaHamuaa, WM COOTBETCTBYIOLLEro Konuyectsa ero  dapmaueBTU4ecKu

npUemMnemMon Conm.

[0044] B onpeaeneHHbIX BapuaHTax peanu3auum M3 OMNUCaHHbIX BbIE WU HUXKE,

XeHLwmHa nveet puck CIrA.

[0045] B onpeaeneHHbIX BapuaHTax peanus3aumm M3 OMUCaHHbIX BbIWE WU HUXKE,
XEHLUMHa UWCMbITbIBAET aHOBYNSATOPHOE 6Oecnnogve, He BbI3BAHHOE  MEPBUYHBIM

HapyLleHeM yHKLMM SUYHUKOB.

[0046] B onpeaeneHHbIX BapuaHTax peanu3auum M3 OMUCaHHbIX BbIE WU HUXKE,
cnocobbl U NPUMEHEHUS BKIOYAKOT BBEAEHWE XEHLUMHE HavanbHOW 403bl OT MPUMEPHO
0,001 mr go npumepHo 0,003 mr, oT npumepHo 0,001 mr go npumepHo 0,030 mr, unun oT
npumepHo 0,0003 mr go npumepHo 0,003 mr CoegmHeHnsa 1, mnn COOTBETCTBYHOLLEINO

konu4ecTBa ero hapMaLeBTUYECKN NPUEMMIEMON COSN.

[0047] OpwH acnekt n3obpeTeHna OTHOCUTCA K ucnonb3oBaHuo 2-(N-ayetun-D-
TUPO3UN-TpaHC-4-rngpokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
heHunanaHmn)rngpasmnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpynTodaHamuaa, Unn ero apmaleBTUYECKN NPUEMIIEMON CONW, B NPOU3BOACTBE
NeKkapCTBEHHOro cpeacTtea Anda MOBbIWEHUS YPOBHS 3HAOreHHoro JII y >KeHLWwmHbI,

npoxoasien npouenypsl BPT n nmetowen puck Cra.
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[0048] [pyron acnekt ms3obpeTeHuss OTHOCUTCA K mucnonb3oBaHuo 2-(N-auetun-D-
TUPO3UN-TpaHCc-4-rnapokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
hbeHunanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpynTodaHamuaa, Unn ero apmMaleBTUYECKN NMPUEMIIEMON CONW, B NMPOU3BOACTBE
NeKapCTBEHHOro cpeacTtea AnSA MOBbIWEHUS YPOBHSA 3HAOreHHoro JIIN y >KeHLWmHbI,

npoxogswien npoueayps! BPT.

[0049] OpawH acnekt n3obpeTeHna OTHOCUTCHA K ucrnonb3oBaHuo 2-(N-ayetun-D-
TUPO3UN-TpaHc-4-rngpokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
dheHunanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpynTodaHamuaa, unn ero apmaueBTUYECKM NPUEMNIEMON CONMKW, B MPOU3BOACTBE
NEeKapCTBEHHOro CpefctBa  ANd  WHAYUMPOBaHUS  OKOHYaTEeNbHOro  COo3peBaHus
PONNNKYNOB N pPaHHEN NOTEUHU3AUMM Y XKEHLUMHBI, npoxoaswen npoueaypel BPT,
noaBeprwencs geceHcmbunmsaumm runousa U NpeaBapuTenbHO  NosyYaBLUeN

P oNNnKynoCTUMynMpyroLmMe ropmMoHbl B pamkax BPT.

[0050] [pyron acnekt n3obpeTeHus OTHOCUTCS K mcnonb3oBaHuo 2-(N-auetun-D-
TUPO3UN-TPaHC-4-rnapokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
beHnnananmn)rngpasmHokapboHun-L-nenyun-Nw-metmun-L-aprmHmn-L-
TpynTodaHamuaa, Unn ero apmaueBTUYECKM NPUEMNIEMON CONMKW, B NMPOU3BOACTBE
NEeKapCTBEHHOMO CPeAcTBa ANS MHAYLMPOBAHMUS OBYNALMA Y KEHLUMHBI, SBNSAIOLLENCA
aHOBYNATOPHO 6ecnnogHon, NpMYeM ykasaHHoe Becnnogme He Bbi3BaHO MEPBUYHBLIM

HapyLleHeM YyHKLMM SUYHUKOB.

[0051] [ononHuUTEnNbHbIE BapUaHTbl peanusayum 4aHHOro n3obpeTeHns onncaHbl HAXKE,

rae NPOUNMCTPUPOBaHbI HEKOTOPbLIE, HO HE BCE, BapnaHTbl peanv3aumm n3obpeTeHns.

[0052] Kaxpgbiv BapuaHT peanusaunn, pacKkpbITblid B AAaHHOM LOKYMEHTE, MOXET ObITb
NCMNONb30BaH OTAENBbHO WM B COYETaHMM C NOObIM LPYrMM BapuaHTOM peanusauuu,

PacKpbITbIM B AaHHOM LOKYMEHTE.

[0053] [y6nukaumn, nateHTbl U ONyBNMKOBaHHLIE NATEHTHBLIE 3asBKW, YNOMUHAEMbIE B

JlaHHOW 3asBKe, NMPSMO BKIHOYEHbI B IaHHbIA J,OKYMEHT NMOCPELCTBOM CChINOK.
KPATKOE OIMNCAHUE TPAPUNYECKMX MATEPUANTOB

[0054] dur. 1 nsobpaxaeT HarnagHy cxemy npotokona BPT. Ota cxema He porkHa

paccMaTpmBaTbCA Kak orpaHM4nTesribHasa.
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[0055] Ha dwur. 2 npuBeneHbl rpaduky, msobpaxarlme CpefHue KOHLUEHTpauun B
nnasame CoeauHeHns 1 moHoauetata (APU-MA) no 72 yacoB No 3sKCNepuMeHTanbHbIM
rpynnam npu BBEAEHWUM 340POBLIM MYyX4YMHAM €BPONENCKOM packl (European men), kak

onucaHo B Npumepe 5.

[0056] Pur. 3 npeacTaBnseT coboun rpaduk, nsobpaxarowmn CpeaHior (+ ctaHgapTHoe
oTknoHeHune [CO]) koHueHTpaumo CoegnHeHnsa 1 moHoauetaTta (APU-MA) B npodoumnsax
3aBUCMMOCTM KOHLEHTpauum B nnasme oOT BpemeHwn (plasma-time profiles) nocne 2-
yacosoro nogkoxHoro (INK) seegeHusa 0,5 u 1,0 mr/geHe AGU-MA B TeueHne 14 gHen

34,0POBbIM MY>XHYMHaAM €BPOMNENCKON packl, Kak onucaHo B MNpumepe 6.

[0057] Pur. 4 npeacraBnaeT cobon rpaduk, n3odpaxaroWmn KpMBbIE 3aBUCUMOCTU
cpefHen KOHLUEHTpaumm B nNnasme OoT BPeMeHU Mo rpynnam gosuvposanHua: [deHs 1 go 12
4YacoB MyXX4YMHaM E€BPOMENCKOM pacbl C PakoM MPeacTaTenbHOM Xenesbl, Kak OnmcaHo B

Mpumepe 7, ¢ ncnonbaosaHmeM nogkoxHou (MK) geno-mHbekumm.

[0058] dur. 5 npeacraesnser cobonm rpaduk, mnsobpaxarwmm KpvBble 3aBMCMMOCTU
cpegHen KOHUeHTpauuMyM B nnasme OT BPEeMEHW MO rpynnam AOo3MpoBaHus: OT [Hs 2
Mecsua 1 oo koHUa Mecsala 3 My>X4MHaMm €BPOMENCKON packl C pakoM NpeacTaTeibHON

enesbl, kKak onucaHo B lMNpumepe 7, ¢ UCNOb30BaHMEM MOAKOXKHOW 4ENO-UHBEKLIMM.

[0059] <Pur. 6 npeacTanseT cobon rpaduk, nodbpaxarowmm cpeaHre (+ ctaHgapTHoe
oTknoHeHne (CO)) koHueHTpaumm JIIT B CbIBOPOTKE MNOCNE OAHOPA30BOrO MOAKOXHOrO
Bontoca AGPU-MA myxumHam €BPOMENCKON pacbl C pakoM MNpeacTaTenbHOM XKemnesbl, Kak

onucaHo B Npumepe 7.

[0060] Pur. 7 npepcTanseT cobon rpaduk, nobpaxarowmnm cpeaHne ( ctaHgapTHoe
oTknoHeHne (CO)) koHueHTpaumm OCI B CbIBOPOTKE MOCne O4HOPa30BOro MOAKOXHOMO

Bontoca APUN-MA, kak onmncaHo B Npumepe 7.

[0061] dur. 8 npeacraBnaer cobon rpaduk, wusobpaxarwmn npodunn CcpegHss

KOHLeHTpauma B ceiBopoTke-BpeMa ans JII, kak onucaHo B Npumepe 7.

[0062] Pur. 9 npencrtaBnseT coboun rpaduk, msobpaxarwmmn nNpPounm 3aBUCUMOCTU

CPeAHEeN KOHLEHTpauuKn B CbIBOPOTKe OT BpeMenu ana OCI, kak onuncaHo B MNpumepe 7.

[0063] Pur. 10 npeacraBnaeT cobon rpaduk, N3odparkatoLLMA CPEAHIOK KOHLIEHTPaLMIO
JIlC B cbiBOpOTKE Nocne BBegeHna APU-MA ¢ nomoLybo NogkoxHoro Bontoca (aeHs 1) u

HENPEPLIBHOW NOAKOXHOM MHPY3un (JHn 2-14), kak onucaHo B [Npumepe 8.
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[0064] Pur. 11 npeacraBnaeT cobon rpaduk, nodpaxarowmm CPELHIO KOHLEHTPaLMIO
®CI B cbiBOpoTKe nocne BeegeHna AGU-MA ¢ nomoLbto nogkoxHoro Bonoca (JeHb 1) v

HenpepbIBHOW NogKoxxHOM MHPy3aumn (MK MH) (OHu 2-14), kak onmucaHo B lNpumepe 8.

[0065] ur. 12 npeactasngeT cobon rpaduk, nobpaxatowmn JIIN no cybwvektam (N = 3)

B rpynne 0,5 mr/geHb AOU-MA, kak onncaHo B lNpumepe 8.

[0066] dur. 13 npeacTtasnsaeT coboun rpaduk, naodbpaxarowmm OCI no cybvektam (N =

3) B rpynne 0,5 mr/geHb AOUN-MA kak onncaHo B Npumepe 8.
[0067] Dur. 14 UNNHOCTPUPYET NNaH UCcneoBaHni, onncaHHbIv B MNpumepe 11, YacTs 1.

[0068] dur. 15A, 15B, n 15C wunnoctpupytoT uameHenus JIIL, ®CI, actpaguona w
nporecTepoHa Ha NpoTsKeHun 48 4yacos nocrne BBegeHna 9,6 HMOMbL/KM kuccnenTuHa-54
(kisspeptin-54, KP54), 0,003 Hmonb/kr CoeguHeHus 1 n 0,03 Hmonb/kr CoepguHeHus 1

34,0pOBbIM XeHLmMHaMm B Bo3dpacTe 18-35 neT, kak onmcaHo B Npumepe 11.

[0069] ur. 16A, 16B, n 16C mnnoctpupyroT nameHennsa JIN Ha NpoTskeHun 48 yacos
nocne eeeaeHus 9,6 Hmonb/kr kncenentuHa-54 (KP54), 0,003 Hmonb/kr CoeanHenunsa 1 m
0,03 Hmonb/kr CoegmnHeHns 1 340pOBbIM XeHLWMHaM B Bo3pacTe 18-35 net, kak onncaHo B

Mpumepe 11.

[0070] Dwur. 17 wnnocTpupyeT cpegHue umameHeHus JIIT ans Bcex cybbekToB Ha
NPoTsKeHMM 48 4vacoB nocrne BBeaeHus 9,6 HMmonb/kr kuccnentuHa-54 (KP54), 0,003
HMonb/kr CoeguHerna 1 u 0,03 Hmonb/kr CoeamHeHuss 1 340POBbIM KEHLWMHaM B

BospacTte 18-35 neT, kak onucaHo B [Npumepe 11.

[0071] dwur. 18 wnntocTpupyeT cpegHue umameHeHus JIIT gns Bcex cybbekToB Ha
npotskeHn 48 yvacoe nocne BeegeHuss 0,003 Hmonb/kr CoeamHeHuss 1 340pOBbIM

XeHwmHam B Bospacte 18-35 neT, kak onucaHo B Npumepe 11.

[0072] dwur. 19 wnniocTpupyeT cpegHue uameHeHus JIIT ans Bcex cybbekToB Ha
npoTtskeHMn 48 yvacoB nocne BeegeHus 0,03 Hmonb/kr CoeanHeHus 1 340pPOBLIM

XeHwmHam B Bospacte 18-35 neT, kak onucaHo B Npumepe 11.

[0073] ®ur. 20A n 20B unnocTpupytoT nameHeHna OCI 1 acTpagmona Ha NpoTSKEHUN
48 vacoB nocrne BBegeHus 9,6 HMonb/kr kuccnentuHa-54 (KP54), 0,003 Hmonb/kr
CoepguHerna 1 n 0,03 Hmonb/kr CoeanHeHns 1 340pOBbIM XEHLWMHAM B Bo3pacTe 18-35

nert, kak onuncaHo B lNpumepe 11.
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AETAJIbHOE ONMUCAHUE

[0074] BcnomorartenbHble penpoayktmBHble TexHonorn (BPT) npeacrasnator cobown
KOMMNEKC, MpUYeM KaxAabll LMK  BCHOMOratesbHbIX PenpoayKTUBHBLIX TEXHOMOMW
COCTOUT M3 HECKONbKMX TLLaTENbHO OpraHn3oBaHHbIX cTtagun. Ecnn nobble M3 Takux
ctagnn  ByayT  BbLINOMHEHbl  HeHagnexawmum  obpasoMm, BO3MOXHbI  Heyjada
ONIOAOTBOPEHNA ANLEKNETKM Unn natonorna BepeMeHHOCTU. [JononHUTEnbLHO, ycnex
npotokosioB BPT cunbHO pasnuyaeTca AN pasHbIX KEHLWWH, 4YTO yBenuyuBaeT
CNOXHOCTb. TunuyHble a3el BPT BkntovawT HavaneHyro ¢ady KCA ang
NPOMOTUPOBAHUSA WU CTUMYNALUMM KOHTPOMMPYEMOro pocTa U pasBuUTUS PONNVKYnoB
AWYHMKOB, C NOCNeAYyHLLNM NCNOob30BaHWEM Tak Ha3bIBaEMOro “TPUIrepHOro” areHTa ang
NPOMOTUPOBAHUSA/MHAYKLUMM OKOHYaTENbHOro Co3peBaHUsa oouMToB. B HEKOTopbIX cxemax
BPT, 3penble oouutbl MoOryT 3atemM ObiTb WM3BNEYEHbl M3 OMNUKYNOB AUYHUKOB,
onnogoteopeHsbl in vitro nnn nytem UKCU, n amMOpuoH(bl) nepeHeceHbl B mMaTtky unu,
BMECTO M3BMEYEHNA ANLIEKNETOK U3 PONNNKYNOB SAWNYHMKOB, MPOUCXOAUT OBYNAUMS U
3pernbie 0oUMTbl MOryT ObITb ONNOAOTBOPEHbLI NOCPEACTBOM NMonoBoro akta i BMU. B
obwem Bmnge TunuyHan cxema BPT npegcraeneHa Ha ®ur. 1. MNMockoneky npoueaypbl BPT
ABNAOTCA  MHBA3MBHLIMK, AOPOTMMK, W MOTYT WUMETb oTpuuatenbHble MNOBOYHbIE
3deKTbl, BaXHO MNPeaoTBpaLLEHME W  YMEHbLUEHME BO3MOXHOCTM  Heyaaum

OMNI0A0TBOPEHUSA SNLIEKNETKN UM NaTONorMmM 6epeMeHHOCTU.

[0075] Hanpumep, kak cxemaTudeckn nsobpaxeHo Ha dur. 1, npoBegeHWE ANNTENBLHOMO
Kypca nedyeHus aroHuctoMm [HPI, ana nogasnenus BbiOpoca JII, HaumHaeTcs B
MEHCTPYyanbHOM LUMKNe nepes MeHCTpyanbHbIM LMKIOM, B KOTOopom OyaeT BBeaeH
TpurrepHbln areHT. BeepgeHne aronmucta HPIT moxeT npoBoguTbCca B KOMOMHaUMKM C
kypcoM nedveHns OCI vmnn OCI/AMIT gna ctumynagum onnukynoBs UM, B OTCYTCTBUE
ANUTenbHOro Kypca nedeHns aroHuctom [HPI, npotokon nedveHna BPT  moxer
HaumHatbca ¢ Kypca nedeHna OCI wnm OCI/YMIT. AnbTepHatmBHO, aHTaroHucT [HPI
MOXeT ObITb MCnonb3oBaH BMECTO aroHucta [HPIT ans nopgaesnenums Bbibpoca JIIT um
ncnonb3yeTcsa B KoMBuHauum ¢ kypcom nedvenna CI mnm ¢CIr/uMl. B atom cnyvae,
aHTaroHMcT THPI BBOAAT B 3TOM Xe MEHCTpyanbHOM LMKIEe M MNOocre Havana Kypca
neyenna OCI nnn kombuHayum OCI/4MIT. Kypc neverHms MoxeT BbITb 3aTeM NPOAOIPKEH
BBegeHneM Tpurrepa, TunMyHO aroHucta [HPI, uXl wnm, Kak ykasaHo B [aHHOM
onucaHun, CoegmHenna 1, ero metabonurta, unu apmayeBTUYECKM NPUEMIIEMON COMNU
noboro 13 BbIWENEPEUNCIEHHOrO. YenoBeyeckm XOPUOHUYECKMA roHagoTponuH (4XI)
obnagaet JIM-nogobHOM akTUBHOCTBIO, KOTOpas BoO3genctByeT Ha peuentopbl JII n

Bbl3blBaeT oBynaumio. TunnyHo Yepes 30-62 yaca nocne BBeAESHUSA TpUrrepa nNpoBoOgUTCA
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N3BMEYEHMNE OOLIMTOB UMM NPOUCXOANT OBYNSAUMA. XKEHLUMHE | NpOoXoaswen npoueaypbl
BPT, moxeT 6biTb 3atem nposegeHa BMW, vnu oHa MOXET NpoOBECTM NMOMOBOW akT AN
AOCTMXKeHns BepemMeHHOCTU. [locne Tpurrepa M Ha NPOTSKEHUM Nepuoga NpPOBELEHUSA
M3, BMU mnnn nonoBoro akra, XeHLWMHa MOXET nosiyyaTb UM He nonyyatb NoaaepiKKy
NOTEMHOBOW  pasbl, BKMAo4vasa, ©Oe3 orpaHuyeHun, BBEAEHWME HM3KOWM [03bl  YUXI,
nporecroreHa, actpagunona unn CoegmHennsa 1, ero metabonura, nnn apmaueBTUYECKN

npuemMnemMon conm Ndoro 13 BblLENEPEYNCIIEHHOTO.

[0076] B paHHOM [OKYMEHTE pacKpbITbl CNocobbl U npumeHeHus BPT, Bkntodarowme
BBegeHne CoeguHeHnsa 1, ero metabonuta, unu gapmayeBTUYECKU NMPUEMSIEMON COMU
noboro M3 BbillenepeyncrneHHoro. B ncnonb3yemMom B AaHHOM [OKYMEHTE 3Ha4YeHwuw,
CoegnHenne 1 npeacrtaBnaetr cobon 2-(N-auetun-D-tnposuvn-mpaHc-4-ruapokcn-L-
nponun-L-acnaparnHun-L-TpeoHun-L-dpeHrnnananun)-rugpasnHokapdoHmn-L-nenymn-Nw-
metun-L-apruHun-L-tpyntodpaHammg.  CoeamHeHve 2 aBndetca  mMeTabonuToMm
CoeanHenna 1. CoegunHernne 1, ero metabonut, unu gapmaueBTUYECKM npuemMnemas
conb NoBOro M3 BbILLENEPEYNCIIEHHOrO MOXET UMUTMPOBATE MPUPOAHYIO (PU3NOMOTUIO
nyTeM WHAYUMpOBaHUs BbICBODOXAEHNA sHaoreHHoro JII B xoge BCnomoraTenbHOM
penpoaykumn, TEM camblM, BO3MOXHO, MOBbILLIAs BEPOSATHOCTb YCMELUHOrO CO3peBaHuUs
ANLEKNETKN (OoUMTa) M, B HEKOTOPbLIX Cry4Yasax, OBYNSAUMU B HYXXHbIM MOMEHT LuMkna 6e3
BO3MOXHbIX CEPbE3HbIX NOBOUHBIX 3PPEKTOB, CBA3AHHBIX C COBPEMEHHBIMN BapuaHTaMm
NeYeHnsa NyTeM ropMoHanbHOro CTUMynupoBaHus, Takumm kak uXI. [peglecTtsyrowme
nccnegosanna CoegnHeHnA 1 NPOBOAUNNCE HA NOAAX WU XKUBOTHBIX, TAKMUX KaK KpbIChI,
cobakm n 06e3bsHbIl, C LIENbHO OLEHKM hapMakoKMHETMYECKNX cBoncTB CoeamHeHnsa 1 nnm
ero 3PEKTMBHOCTU MPU NEYEHUM paka npeacTtarenbHon xenesbl. bruogocTynHOCTb
CoegnHerna 1 y kpbic (66,3%) CyLeCTBEHHO OTnuMYanacb OT nokasaTtens ans cobak
(92,4%). YcuneHne nopKoXHOrO NPecUcTeEMHOro metabonmama BbI3biBanNO HENVHENHYHO
dapmakokmHeTky CoeamnHeHns 1 nocne pasosoro nogkoxHoro (MK) BBefeHus Kpbicam.
CoegnHeHne 1 nNpoOAEMOHCTpUpOBaNo CybnponopumoHanbHy0 [03€  HEMVHEWHYH
dapmakokmHeTKy co cHwxkeHnem AUC (nnowaab noa KpuBOM) nocne MNOAKOXHOro
BBeAEeHMS B auanasoHe o3 1 mr/kr n 10 mr/kr y kpbic. CyBnponopumoHanbHyo A03e
HEeNMHEWHYO  PapMakoKMHETMKY  Habnwoganu nocne  MNOAKOXHOrO  BBEAEHWA C
orpaHndeHHoun abcopbumen CoegmHeHna 1 Npy HamBbICLLEM YPOBHE A03bl, B OTM4YME OT
NMHENHOW hapMaKkOKUHETUKM Nocne BHyTpmBeEHHOro (BB) BBeaeHMS 403bl, YTO yKasbiBaeT
Ha ycuneHwe MNOAKOXHOro metabonmama c ackanayven aosbl. CuctemHas abcopbumsa
CoeanHeHna 1 BoccTaHaBnmBanacb nNpu COBMECTHOM BBEAEHWUM MOAKOXHO WHIMOUTOPOB

npoTeasbl, 4YTO NO3BONACT nMNpPeanosioxXnTb BOBEHYEHME TMpoTea3 NoAKOXHO B
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npecucTteMHeln MmeTabonmam. BepxHasa fgosa gnga nogen, BBOAUBLLAACS MyXYMHAM NyTem
fBontoca NogkoXxHO, cocTaBnana Bcero nuwb npmbnuamtensHo 0,008 mr/kr 1 akcnosmuyms
Obina [o30NponopuMoOHanbHON A0 3TOM A03bl. [MoAKOXHbIE MHDY3MM Takke Obinu
nponopumoHaneHel 0 npubnuamtensHo 0,1 wmr/kr.  Komnosvuma pgeno  gaeana
cybnponopumMoOHanbHy SKCNO3ULMIO B AnanasoHe 3HadYeHu npubnunamtensHo ot 0,1 mr/kr
no 0,4 wmr/kr. [daHHoe un3obpeTeHne onucbiBaeT ucnonb3oBaHne CoepuHeHna 1, ero
meTabonuta, nnu dhapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BblLLENEePEeYMCrIEHHOro, y XEHLWWH B Ka4yeCTBe BCnomMoraTtenbHoro cpeacresa npu BPT.
Ho3bl CoeguHeHus 1, uCnonb3yemble B [AaHHOM W30DPETEHUW, 3HAYUTENBHO HWXe
TECTUPOBABLUNXCA Y KPbIC U Y MYXXYMH, C MakcumarnbHoM fosou, pasHon 30 mkr mnn 0,25
MKr/kr, no cpasHeHuto ¢ 1 Mr/kr n 10 mr/kr y kpbic, n 8 Mkr/kr n ot 0,1 mr/kr go 0,4 mr/kr y

MY>KYMH.

[0077] CoepuHenne 1, ero metabonut, MnM QapMaueBTUYEeCKM npuemnemasa conb
noboro M3 BbILWENEPEYNCIIEHHOrO, MOXET He TONbKO CrnocobCTBOBaTbL CO3PEBaHMIO,
BbICBOBOXAEHMIO (OBYNALMM), U U3BMNEYEHMIO CBEXUX 3PESbIX OOLMTOB (UNN AULIEKNETOK,
Kak WCMonb3yeTcsl B3aMMO3aMEHSIEMO B LAHHOM AOKYMEHTE) M3 SIMYHMKOB, NMPUBOASA K
YPOBHAM  OEpeMeHHOCTW, aHanorMyHbIM UMM yIyYWeHHbIM MO  CPaBHEHUHO C
ncnonb3oBaHMeM B kadecTBe Tpurrepa YXI, HO Takke MOXET B 3HAYUTENbHOW CTeneHu
YMeHbLUaTb PUCK OCHOBHbIX NOBOYHbIX adpdekToB, Takmx kak CI'HA, no cpaBHeHUo ¢ UXIl u
aroHnctamum MHPI. [JononHUTENbLHO, MO CpaBHEHUIO C AOCTYMNHbIMA B HACTOsSLLEe Bpems
TPUITEPHBbIMMX  areHTamn (B 4acTHOCTWU, TPUITEPHbIMM areHTamu Ha ocHoBe 4XI),
CoegnHerne 1, ero metabonut, unn apmayeBTUYECKN nNpuemMnemasn conb ndoro mns
BbILLENEPEYMNCNEHHOrO, MOXeT obecneumBaTb NPEUMYLLECTBO 3HAYUTENBHOrO CHWMXKEHUS
3abonesaemoctn CI'A gna Bcex nauyneHTOoB, BKMAOYAS MMEKLMX MOBbILWEHHbIE YPOBHU
AMI, nnn nayneHToB C BOCNPUMMUYMBOCTBLIO K MyTaumam peuentopos ®CIT u JII. Kpome
Toro, CoeanHeHne 1, ero metabonut, nnn apmMaueBTUYECKN NpreMnemas conb nodoro
N3 BbILENEPEYMNCIIEHHOrO, MOXET obecneumBaTb NOAAEPXKKY NMIOTEMHOBOW hasbl nNyTeM
akTmBaumm Bbibpoca JIIT 4o NnpupogHOro nuka u ¢ BoNbLION ANUTENBHOCTLIO (>20 Yacos,
UMUTUPYS NPUPOAHbIM BbIBpoC JIIT NpoaomKUTENBHOCTEIO 48 4YacoB) C HU3KMM PUCKOM
Cr4. Takon nonesHen apdekt CoeanHeHna 1, ero metabonuta, nnn apmaueBTUHECKM
npUeMNeMon corb noboro 13 BbILLENEPEYNCIIEHHOTO, MOXET YCTPaHATb HEODXOAMMOCTb
B OOMONHUTENBHOM MNOAAEPXKKE JIOTEMHOBOW asbl, TakKOW KaK eXefgHEBHbIE
BHyTpUMbIWEYHbIE (BM) mMHbEKUMM nporectepoHa wunu gononHutensHas podaska uXI,

ynpowaa npotokonsl BPT v Takke no3sonaa npoBOAUTL WMMMNaHTauuo “CBeXmx’
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3MOPUOHOB B TEYEHME TOFO e MEHCTPYanbHOro LMKNa, NOTEHUMabHO YMEHbLUAs BpeMs

HacTynneHnst 6epeMeHHOCT!.

[0078] [lo cpaBHEHWMIO C AOCTYMHbLIMWM B HACTOSLEe BPEMSA TPUITEPHbIMU areHTamuy,
CoegnHerne 1, ero metabonut, unu apmayeBTUYecKn npuemMnemasa conb nodoro m3
BbILLENEepeYnNCNEHHOro, MoxeT obecneumBaTtb NpemMyLLecTBO Bonee KOPOTKOro BpeMeHMU
HacTynneHus BepemeHHocTn. CoeauHeHwe 1, ero metabonut, wunu dapmayeBTUYECKU
npuemnemMas conb NBOro 13 BbILLENEPEYUCTIEHHOrO, MOryT obecneudnTb NOBbILEHHbIE
nokasaTenu nepeHoca CBexero aMOpUOHa, CHWXEHWEe nOoTpebHOCTM B CcerMeHTaumm
(3amMopaxmnBaHUM AULEKNETKN UNn 3MOPUOHA MEeXAy W3BMNEYEHVMEM WU UMNNaHTauuen).
Bnarogapsa cnocoby penctena CoegunHennsa 1, ero metabonuta, unu dapmaueBTUHECKN
npuemnemMon conu nobdoro M3 BbIENEPEeYNCIEHHOro, MOXET Habnogatbca MeHee
oTpuuaTenbHOe BO3LEUCTBUME Ha OHAOMETPUM MO CPaBHEHUMIO C COBPEMEHHBLIMU
cnocobamun. Takum obpas3om, SHLOMETPUA MOXET ObiTb rOTOB K umnnaHtaumm (6onee
BbICOKasA BOCMPUMMYMBOCTb 3HAOMETPUSA) HEMEANEHHO MOCME U3BMEYEHUS SANLEKNETKN
(ooumTa). ATO MOXET MO3BOMUTL MPOBOAUTL WUMMIMAHTALMIO B TOM XK€ MEHCTpyanbHOM
LUMKNE, YTO U MHULMMPOBAHWE U M3BMEYEeHne oouuToB. 10 CpaBHEHUIO C TPUITEPHLIMMU
areHTamu Ha ocHoBe YXI™ (Bkntouas ABoWHbIe Tpurrepbl ¢ aroHuctamm MHPIM), CoeauHernne
1

BbiLLenepe4vncrneHHoro, MoXeT nNnpmBoanTb K MEHbLLIEN I'IOTpe6HOCTVI B CerMeHTMpoBaHHOM

, ero wmetabonut, wnM QapMaueBTUYeCKM npuemnemas conb noboro 13

NPOTOKOME C KPUOKOHCEpPBaLMEN, TEM CaMbIM yMeHbLIasa ymcno yuknos IKO; cokpallas
BPEMSI  HacTynneHus OepemMeHHOCTU, TMpPU  COXPaHEHUW MPUEMIIEMON  YacToThbl
HacTynneHnss 6epeMEHHOCTIN; CHUXKEHUIO 3aTpaT; U YMEHbLUEHMO NMOBOoYHbIX 3PdEKTOB,
Takmx Kak MakpocComus (KpymnHbIM ANs recTaumoHHOro BO3pacTa pas3mep), npupocLuas
nnaueHTa W npesknamncus, BCe CO 3HauuTenbHO ©Gonee Hu3kom udactotom ClA.
CoegnHerne 1, ero metabonut, unu dapmaleBTUYECKN NpUemnemMas conb nodoro m3
BbILLENEPEYNCIIEHHOTO, MoxeT  obecneumBaTb atpubyTbl BesonacHocTun "
3P DEKTUBHOCTY, SBNAOLMECA MNPEMMYLLECTBOM MO CPaBHEHUIO C  CyLLECTBYHOLLMMM

cnocobamm neveHus, TpebyrowmMMn CermeHTaummn.

[0079] [daHHOe un300peTeHMe Takke OTHOCUTCA K crnocobam W MPUMEHEHMAM,
BKMovarowmm BeegeHne CoeguHeHns 1, ero metabonura, wunn  dapmaueBTUHeCKU
npueMnemMon conm noboro mn3 BbILWLENEPEYNCNIEHHOTO, ANS MOBbLIWEHUSA YPOBHEN
sHgoreHHoro JII y xeHwmHbl, npoxogdawen npoueaypbl BPT, Takme kak 3KO, UKCWU,
LOHOPCTBO M KOHCEPBAaLMSA OOLMTOB, PErynsaLUMs MEHCTPyanbHOro LMknia TakuMm obpasom,

4TObbI XeEHLWMHa Morna 3abepemMeHeTb NOCPEeACTBOM NMOMoBoro akta unn BMW, nhaykums
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oBynaumm, nvinn B npouecce 3. MNoBbiweHne ypoBHeN 3HAoreHHoro JIIN MoXeT noMouyb

Kak Npn CO3peBaHnM OOLMTOB, TaK W NpW NOAAEPXKKE NIOTEMHOBON asbl.

[0080] [daHHOe n3obpeTeHne AOMOMHUTENBHO OTHOCUTCA K criocobam M MPUMEHEHUAM,
BKMovarowmm BeegeHne CoeguHeHns 1, ero metabonuTa, unn dapmaueBTUHeCcKU
npuemnemMon conu nboro 13 BbiLENepeyncrneHHoro, Ana MHrMbnpoBaHMsa OBynaUMU U
NpexaeBpeMEHHOro BbICBODOXAEHNA OOLUMTOB BO BpemMs HadvanbHon dasbl KCA. Takme
crnocobbl U NPUMEHEHUA MOoryT ObiTb NPUMEHUMbIMM K npoTokonam BPT, koTopble
MCMNOMb3YKT aroHWUCT WNWM aHTaroOHWUCT rOHaZOoTPONMUH-pUNM3nHT ropmoHa (MHPI) Ha

HavaneHou gase KCAH.

[0081] B paHHOM pokymeHTe npepycmatpuBaeTcs ucnonb3oBaHue CoeguHeHnsa 1, ero
meTabdonuta, nnu hapmaLreBTUYECKN npuemnemMom conm noboro n3
BblLLENEepeYnCrieHHoro, B MNPOU3BOACTBE JIEKAPCTBEHHOrO CpeacTBa AndA nevYeHus B
cooTBETCTBUMM C mobbiIM M3 CNocoboB, OMNUCaHHbIX B AaHHOM [AOKyMeHTe. Takke
npeaycmaTtpmBaetca CoeguHeHne 1, ero wmetabonut, wnn  dapmayeBTUYECKN
npuemnemMasi conb NOOro 13 BbILLENEPEUYNCIIEHHOTO, AN UCNONb30BaHNA B NOOOM 13

CI'IOCO6OB, OnncaHHbIX B AaHHOM OKYMEHTE.

CoeauHeHUs Nno n3oodpeTeHnro

[0082] B mncnonb3yemom B AaHHOM AOKyMeHTe 3HaudeHun, CoeauHeHne 1 npeacraBnseT
cobon 2-(N-aueTtun-D-tnposunn-mpaHc-4-rngpokcn-L-nponun-LacnaparmHmn-L-TpeoHmn-L-
dhennnanaHmn)rngpasnHokapboHmn-L-nenyun-Nw-metmn-L-apruHmn-L-tpuntodaHammg,.

MonekynapHasa dopmyna - CsgHsoN160 14, 1 MOnekynspHbin Bec — 1225,35. CoeanHeHne 1

HaxoguTcs B cBOBOLHOM POpME M NpeacTaBNeHO NoCneaoBaTeNbHOCTLIO:
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NH, (SEQ ID Ne 1),

N CTPYKTYPHOM OOPMYNON:
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HN NH
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[0083] B HekoTOpbIX BapuaHtax peanusauuun, cCoegnHeHue Mno U300PEeTEHUD ABNAETCS
meTabonutom CoeauHeHna 1. B onpefeneHHbIX Takux BapwaHTax peanusauyuu,
meTabonut npeacrtaenser cobom CoeauHeHve 2, npeacTaBneHHoe  CnepyloLllen

CTPYKTYPHOM (OOPMYIION:

[0084] B HekOTOpbIX BapuaHTax peanusaumm, UCrnonb3yeTca dapmMaleBTUYECKN
npuemnemas conb CoeanHeHns 1 wwunm  ero metabonuta.  “POU3NMONOrMYECKM
npuemnemsie”, “papmanieBTnHECKM npuemMnemsole”, nnm “dpapmakonormnyeckm
npuemnemMbie” COeAUHEHNA M KOMMO3NLMM MOTYT BKNOYaTbL MaTtepuarnbl, He ABNAOLLMECH
Buonormyeckn, Unu nHade, HexxenarteneHbIMW. Hanpumep, martepran MoXeT ObiTb BBEAEH
WHAVMBUAYYMY, HE BbI3biBaA KaKMX-NMOO CyLLECTBEHHO HexenaternbHbIX OMONorn4yeckmx
aphekToB MM BpeaHbIX B3aMMOAEUCTBUA C NODOLIMM KOMMOHEHTaMK COoAepXalen unx
komnosmumn. B onpeaeneHHbIX BapmaHTax peanusayuu, gpapmMaueBTU4eckM npuemnemas
cone CoeauHenna 1 wwvnu ero metabonuta npeacrasnaetr cobon dapmaueBTUHECKM
NPUEMIEMYIO KMCMNOTHO-aAAUTUBHYIO COMb. Takme conm BKAYarT, ©e3 orpaHuyeHun,
COMM C HEOPraHW4YeCKUMM KUCNoTamun (Hanpumep, XNOpUCTOBOAOPOAHOM KUCNOTOW,
OpOMNCTOBOAOPOAHON KUCNOTOW, a30THOM KUCMOTOW, CEPHOM KUCNOTOW, hochOpHON

KMCMOTOW M T.M.) M COMNM C OPraHNYeCKMMM KUCNoTamMu (Hanpumep, MypaBbWUHON KMCNOTON,
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YKCYCHOW KUCITOTOW, TPUPTOPYKCYCHOM KUCIOTOWN, OyMapoOBOW KUCIOTOW, LLABENEBOU
KMCNOTOW, BMHHOW KUCITOTOW, ManenHOBOW KUCMOTOW, JIMMOHHOW KUCIOTOW, SIHTapHOM
KMCNOTOW, SBMOYHOM KUCNOTOW, METaHCYNb(OHOBOM KUCMOTOW, 6eH30ncynbdOHOBOW
KMCMNOTOW, N-TONyoncynbdOHOBOM KUCNOTOM U T.n.). B onpegeneHHbIX BapuaHTax
peanusauuy, dapmauyeBTmyeckn npuemnemas conb CoeamHenna 1 w/unu  ero
meTabonuTta npeacrasnaeT cobom papmMaueBTUYECKN NPUEMNEMYIO COMb NPUCOEANHEHWS
OCHOBaHWA. Takue comnu BKNOYaKT, 6e3 orpaHUYeHun, HeopraHM4yeckoe OCHOBaHWe
(Hanpumep, WernoyHble MeTanbl U LEenoYHO3EeMErNbHbIE MEeTanmbl, Takne Kak HaTpuw,
Kanuu, Kanbuunh, MarHuW, aMmmmak M T.M.) UM OpraHn4yeckoe OCHOBaHWe (Hanpumep,
TPUMETUNAMUH, TPUITUNAMUH, NUPUAWH, MUKOMWH, 3TaHOMNaMWH, AU3TaHONaMWH,

TpuataHonamuH, guumknorekcunammH, N,N'-gnbeH3nnstTuneHgmamMmmy n T.n.).

[0085] B ncnonb3yemom B AaHHOM AOKYMeHTe 3HaveHun, CoeamHeHue 1 Haxogutcsa B
dopme  2-(N-auetun-D-Tuposun-mpaHc-4-rugpokceun-L-nponun-LacnaparnHnn-L-TpeoHun-
L-dpeHnnananun)rngpasnHokapbonunn-L-nenumn-Nw-metnn-L-aprmHmn-L-

TpunTopaHammaa MoHoaueTarta. [Ins MoHoaueTaTHOM COnu, MonekynspHas dopmyna
nveet Bna CssHgoN16014 + CoH4O2 1 MonekynspHein Bec paseH 1285,41. CtpykTtypHas

dhopMyna MMeeT Takom BUA:

HN==( - HiC—CO,H

[0086] B onucaHun paHHOro wn3obpeteHus, konudectBa CoepguHeHns 1 wnm ero
meTabonuMta OTHOCATCA K  KonuyectBy cBobogHonm  dopmbl  CoepguHeHus 1,
NPUCYTCTBYIOLLEN B  KOMMO3UUMK. TepMuH  “COOTBETCTBYHOLLEE KONMMYECTBO', B
MCNOMb3yeMOM B  [a@HHOM  [OKYMEHTE  3HadYeHuM, OTHOCUTCA K  KONNYECTBY
dapmauyeBTndeckn npuemnemon conu  CoeguHeHna 1, wnmn  ero  metabonura,

HeobxoaMMOMyY Ans NOonyyYeHus konmyectea ceobogHon dopmbl CoeanHenus 1, nnn ero
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meTabonuTta, ykasaHHOro B peuentype komnosvumn. Cneuywanucty B gaHHon obnactum
TEXHUKN MOHATHO, Kak paccymtaTb ‘COOTBETCTBYHOLLEE KOMMYECTBO” COMWU COeAMHEHMS,
Takoe Kak COOTBETCTBYIOLLEE KONMMYECTBO (PapmaueBTUYECKM MNPUEMMEMON  COMU
CoegnHeHna 1, yumtbiBaa pasHuLy B MOMEKYNSPHOM Bece Mexay cBobogHOM opMoun
coeagnHeHna n coneson ¢gopmon. Hanpumep, 10,0 mr ceobogHoM hopmbl CoOegUHEHMS

OyayT cootBeTcTBOBath 10,5 Mr MOHOALETATHOW CONW.

[0087] CoeauHeHne 1, nnn dapmavneBTU4eCKn npuemnemMas COnb, "
dhapmaueBTUyECKME  KOMMO3uumm,  copgepxawme  CoeguHeHme 1,  wnm ero
dhapmaLeBTUHECKM MPUEMIIEMYHO COMb, MOTYT ObITb NOSy4YeHbl cnocobamu, OnNMcaHHbLIMA B
nateHTax CLUA NeNe 7960348 u 8404643, onucaHWA KOTOPbIX BKIHOYEHbI B AaHHbLIN

AOKYMEHT nocpeacTBOM CCbIJTOK.

[0088] CoepmHeHne 1 BbINO onmucaHo kak aHanor kuccnentuHa. KnccnentuH (kisspeptin),
rmnoTanamm4eckun HevponenTug, kogupyembin reHom KISS1, aBnseTca LeHTpanbHbIM
perynatopom cekpeuun MNPl v HegaBHO OTKPbITbIM FOPMOHOM, XMU3HEHHO BaXHbIM A4
HOPManbHOrO NoONfioBOro cospesaHus. KuccnentuH npepcrasnser cobon nenTuaHbIN
nvraHg-aroHucT 4enoBEYECKOro G-6enok-conpsKeHHOro peuenTopa 54
(GPR54)/peyentopa KISS1 (KISS1R) (paHee naBecteH kak OT7T175/GPR54). Mytaumm
nnn HokayT reHa KISS1R npnBoaAaT Kk HapyLleHUsiM NonoBoro passutus. B runotanamyce,
KMCCMENTUH WrpaeT KMYEBYHO PONb B PErynsaumMm KOnMYectBa W NynbCaTUNbHOCTU
cekpeunm  roHagoTponuH-punusnHr - ropmoHa  (THPI). BeegeHve  kuccnenTtuHa
MIEKONUTAIOLLMM, BKIOYas Nogen, MHAyuMpyeT BbicBoboxaeHme MHPIT 1 roHagoTponuHa,
N 3TOT SpdeKT aABnseTcs, Hambonee BEPOATHO, MPSMbIM BO3AENCTBMEM NenTuaa Ha
HenpoHbl THPI. THPI saBnseTca kno4YeBbIM KOMMOHEHTOM OCWU rurnoTanamyc-rmnogpuns-
roHagbl W KOHTPONMUPYET pPenpoayKTUBHbIE MYHKLUMM, TakKMe Kak CrnepmMaToreHes,
donnukynapHoe Cco3peBaHMe U OBYNSUMIO, W CTepomporeHes. Takum obpasom,
KMCCNENTUH SABMAETCHA KPUTUYECKMM PErynsaTtopoM OCWU  runoTanamyc-rmnous-roHagbl
nocpeacTBoM KoHTponsa HempoHoB [HPI. CywectByer gBa pexuma cekpeuumn [HPT.
OpHUM pexmnmom aBnseTca umnynecHas cekpeumsa HPIT, koTopasa rnaeBHbiM 0Opasom
perynupyeTt cnepmMaTtoreHes, onnuKynoreHe3 n CTeponaoreHes, KOTopbIa perynmpyeTca
no obpatHoM cBA3M (OTpUUATENBHO) CTEPOUAHLIMA TOPMOHaMW. [pyrum pexumom
anaetca Bbidpoc HPI, npuBogawmn k Bbibpocy JII, Habnogarowemycs TOMNbKO Y
KEHLUMH, N MHAYUMPYIOLLMIA OKOHYaTENbHOE CO3pEBaHME OOLMTOB U, B KOHEYHOM CYETE,
OoBynauUMO. HempoHbel KuccnenTuHa B rvnotanaMmyce MOryT perynupoBaTb oba pexuma
cekpeunm [HPI. ®dapmakonormdeckn, y MHOMMX BMAOB, BKAOYasa nogen, ocTpas

3KCMO3MLMS KMCCNENTMHOM MOXET CTUMynupoBaThb cekpeumto MNPl -roHagoTponuHa, B TO
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BPEMSA KaK XpoHMYecKkasa (BbICOKOA030BasA) SKCMO3ULMA KUCCNENTMHOM MOXET NoaaBnATb
cekpeuymto MHPIT m ocb rmnotanamyc-rmnodus-roHagbl Gnarogaps noTeHuuanbHbIM
MEXaHn3MaMm Cynpeccum, TakuM Kak geceHcubunusaums peuentopoB [HPI w/unu
ncrowleHmne pesepsoB HPI. XpoHunyeckoe BBefeHME aHanoroB KMCCNenTuHa nogaBnseT
ectecTBeHHble (intrinsic) nmnynbscel MHPIT 1 cHwkaeT roHagHble yHKUMKM rmnodusa. 1o
MOXET ObITb BbI3BaHO OcrabneHvem 4yBCTBUTENbHOCTU HenpoHoB [HPI k cTumynsaumm
SHOOrEHHbIM  KUCCMENTUHOM U CTuMynsaumen HeupoHoB [HPIT Kk HenpepbiBHOMY

BbICBODOXAEHNIO HU3KKX ypoBHEW [THPT .

[0089] KuccnenTtuH-54 wumeeT nepuop nonyebiBeAeHUA 32 MUHYTbl U CTUMynuUpyeT
BbicBODOXAEHME 3HAoreHHoro [HPI, KkOTopbIM 3aTemM CTUMYNUPYET BbICBODOXAEHME
roHagoTponMHa W, BNOCNEACTBUN, NMOSMOBbIX FOPMOHOB. BbINo NPOAEMOHCTPMPOBAHO, YTO
BBEAEHME KUCCMNEeNTMHa 340pOBbiM A0OPOBOMbLAEAM  MYXCKOrO U >XEHCKOro rnorna
3Ha4MTEnNbHO noBbIWaeT KoHueHTpauum JIIT, ®CIT n TectocTepoHa B nnasme, 1 NOAKOXKHOE
BBEAEHME KMccnenTuHa fo0poBonbLamM-xeHwmHam nosbiwaeT JIIM nnasmbl BO Bcex ¢hasax
MEHCTpyanbHoro uukna. 9ddekt kuccnentmHa 6bin HavbonblwnM B NpeaoBynATOPHOW
dase, korga 0BblMHO BBOAST TPUIMEPHbIE areHTbl, U HaUMEHbLUMM B (OONSUKYIISAPHON
dase umkna. KnccnentuH Obin Takke UCMbITaH S3KCNEPUMEHTAarbHO B Ka4ecTBe Tpurrepa B
npotokone BPT, skntouvarowem antaronnct MHPI v ©CIT kak B nonynsaumm >KeHLWH,
npoxoasawmx OKO, Tak n B nonynsumm OKO ¢ Bbicokum puckom CIA. KuccnentuH
NCNONb30BasiCaA B KayecTBe Tpurrepa Tonbko B umknax BPT, ncnonb3ayrowmx npoTOKO
aHTaroHucta M'HPI. CooTBETCTBEHHO, NOBbILWEHHAA HEAOCTATOYHOCTL MIOTENMHOBOW (hasbl
MOXeT Habnwgateca npu npotokonax BPT ¢ MCnonb3oBaHWMEM KUCCMENTMHA, NMOCKOMbKY
NPOTOKOMbI C @aHTaroHMCToM [HPI TUNWYHO NPUMBOAAT K HELOCTATOYHOCTM JIIOTENHOBOM
dasbl, korga u4Xl He 4aBnseTca Tpurrepom. bbino obHapyxeHO, 4TO KMCCnenTuH
CTUMYNUPYET ypoBHM 3HZoreHHoro JIIT, ogHako npopormkmtensHOCTh Bbibpoca JIIT Beina
3HauMTENBHO Bonee KOpPOTKOW, YeM y Bbibpoca, Habngaemoro ana Xl unu Tpurrepos-
aroHuctoB HPI, Bbi3biBas HEOOXOAMMOCTb B AOMNONHUTENBHOW MOAAEPKKE SK30reHHOM
notemHoBown asel. B cnyyae kuccnentmHa-54, Boibpoc JIIT paccackiBancsa B TeveHne 36
4acoB. Y HEKOTOPbIX XEHLMH, NonHbln Beibpoc JII He Habnogancs, 4To CHWXano BbIXOA,
oouymtoB. Kpome Toro, Bonee BbICOKME [03bl KUCCMENTMHA MPUBOAWIMM K MOHWXKEHHOM
4yacToTe HacTynneHna OepemMeHHOCTW, U ugeanbHas pJo3a noka He onpegenexa.
[lononHuTenbHble UccnegoBaHus, onucaHHele B [lpumepe 11 (dur. 15A u 16A),
NOKasbIBaKOT, YTO XXEHLMHbI, MonyvaBlIMe KuccnenTuH-54 BO BpemMsa POMMMKYNAPHOM
dasbl (korga ypoBHu JIIT B HavMeHbLUEW CTENeHU 3aBUCAT OT TPUITEPHbIX areHTOB),

ncnbiTbiBanyM nosbiweHne JIIL ¢ nvkoM npuMepHo 4vepe3 4-6 4acoB MNocne BBEAEHUS
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KMCCnenTuHa B KayecTBe Tpurrepa, npudem Bbibpoc JIIT npogomkancsa meHee 14 yacos.
HecmoTpa Ha ero HefocTaTkn, UCCrefoBaHUa KUCCMEnTUHa-54 nokasbIiBaroT, YTO NEPeHOC
HE3aMOPOXEHHOIO 3MOpUOHa (MEPEHOC B TOM XE& MEHCTPyanbHOM UMKNE) SABNAETCS

BO3MOXHbIM Y XEHLUWH C BbICOKUM puckom CIA.

[0090] CoeauHeHne 1, unu QapmayeBTUYeCKM MpuemnemMas Cconb, WMEEeT nepuos
nonysbIBELEHNS A0 veTblpex YacoB. Kak nokasaHo B lNpumepe 11 (dur. 16B, 17, n 18),
nocne eegeHMs Ao3bl 0,003 Hmonb/kr CoeamHennsa 1 (npubnuantensHo 0,00022 mr) BO
Bpemsa onnukynsapHou dasbl y XeHWwuH (korga yposHU JIIT B HavMeHbllen CTeneHu
3aBUCAT OT TPUITEPHbIX areHToB), MUKOBble YPOBHW JIIT CbIBOPOTKM, MO OLEHKawm,
HabntogaroTca B nepmog 14-36 waco nocne BBeAeHns 403bl, 1 Bblbpoc JIIT npogomkancs
No MeHblen Mepe npuMepHo 48 4acoB, 4YTO COOTBETCTBYET MNPOAOIPKUTENBHOCTU
ectectBeHHoro Bbibpoca JII. Takum obpasom, BBegeHue CoeawHeHus 1, unu ero
apmaLeBTUYECKN MPUEMIIEMON COMKM, MNOTEHUMANbHO MOXET MO3BOMSATbL HE TONbKO
WHALMMPOBAaTbL OKOHYaTeNbHOE CO3peBaHME OOUMTOB, HO Takke obecneudvBaTb
NIOTEVHOBYO MOAAEPXKKY W, Takmm o6pasoM, nOBbilaTb BEPOATHOCTb YCMNELLUHOM
nmnnantauymm. HeoxumpganHo, Bbibpoc JII, Habnopaembin gna CoeanHeHus 1, nmeet
KPMBYIO, CXOXYHO C eCTeCTBeHHbIM Bbibpocom JII, Bonee wmpokon ¢OpMbl, YeM MNpu
BoiBpocax JII, vHAYUMPOBaHHbIX Tpurrepamm-aroHuctamm [HPI, n noteHumanbHo
OonbLlIEN NPOAOIMKUTENBHOCTLID. Takke HeoxmaaHHbIM Obino 1O, 4to CoeguHeHne 1
MMENO Takoe CUMbHOEe BO3aencTBMe Ha ypoBHW JIIT BO Bpemsa onnukynapHon dasbl y
XeHwwuH. lMockonbky ero gencteme Obino 6onee CunbHbIM, YEM Y KUccnenTuHa-54, aTo
ykasbiBaeT Ha TO, 4To CoeauHeHve 1 [OMMKHO TakKe BbI3blBaTb PE3KOEe MOBbILLEHNE
ypoBHen JIIT B nNpenoBynaTopHOM ase, NoTeHUManbHO MpeBbIlaLLee Kak no
aMnnuMTyge, Tak U N0 NPOAOIIKUTENBHOCTM, Habnogaemoe Ans KiccnentuHa-54 B
npefoBynaTopHon dase. B  uvcnonb3yemMomM B AaHHOM  AOKYMEHTE  3Ha4YeHuM,
npenoBynaTopHas gasa MOXET OTHOCUTLCS K Mnepuoay BpemeHu 3a 15-16 gHen ao

Ha4ana creayroLwen NPOrHO3MPyEMOM MEHCTPYaLIMMN KEHLLMHDI.

[0091] BcreactBme xapaktepa Bbibpoca JII, Habniogaemoro gna CoeguHenna 1,
KOTOPbIN Bonee TOYHO UMUTUPYET ECTECTBEHHbLIN BbIBPOC, OHO, UM ero MeTabonuT, MoryT
ObITb MaeanbHbIM areHToOM 4NN BKYeHUs B npoTokonbl BPT. BeegeHne CoeanHerHnsa 1,
ero Metabonuta, wnM  apmaueBTUYECKM  Npuemnemon  conu  nwboro  u3
BbILLENEPEYMCNEHHOrO, B KadeCTBe Tpurrepa MOXeET OrpaHuynuTb noTpebHOCTE B
nogaepxke notemHoBon asbl. OHO MOXET Takke obecneynTb BO3MOXHOCTb NMepeHoca
HEe3aMOPOXEHHbIX  3MOPUOHOB,  3HAYMTENbLHO  COKpawas BpemMs  HacTynneHus

BepemMeHHOCTIN K 3aTpaThl, CBSA3aHHbIE C MHOrOKpaTHbIMK LUmknammn BPT.
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[0092] OJononHutensHoe npeummywectso CoeamHenns 1, ero wmetabonuta, wnu
dapmaueBTUHECKM MpUemMnemMon conm  moboro K3  BbIWENEPEYUCIEHHOrO, Haj
COBPEMEHHBLIMU Kypcamn NeYeHUs 3aknio4aeTcs B TOM, YTO ero sddekt dyaeT 3aBuceTb
OT 3HAOreHHoro BbicBOOOXAeHNA nyna MHPI XXeHWWHbI. OTO MOXET NpuBOAUTL K Bonee
du3nonornyeckon CTUMynsauMM roHagoTPOMNMHOB UM MpefoTBpaliaTb  Ype3MepHyHo
CTUMYNAUMIO, KOTOpas SBMSETCH OrpaHWYEeHMEM  COBPEMEHHbIX  PEnpPOAYKTUBHbIX
TexHonormn. [lockonbky CoeguHeHve 1, wnu  ero  meTabonuT, CTUMynuUpyeT
BbiICBODOXAEHWe oHaoreHHoro JIIT B kpoBooOpalleHVe KEeHLMHbI, CyllecTByeT

SHaYNTENBbHO MeHbLUaA BEPOATHOCTb NMNOTEHUMANIbHO ONMacHOro An4d >XU3Hu Crs.

CnocoObl neyeHnsa U NpUMMeHeHUss coeaAuHEeHU No N306peTeHnto

[0093] [daHHOe wu300peTeHne npegycmaTpuBaeT cnocobbl M MPUMEHEHUS C LENbIO
NOBbLILWEHNSA YPOBHS 3HAOreHHoro JII y Hyxaarowencsa B 3TOM XKEHLMHBI, BKMAYaroLwme
BBEAEHME IKEHLMHe HadanbHoM p[o3bl CoeanHenms 1, ero wmetabonuta, WM
hapmaueBTU4ECKN NpUEMEMOon conu noboro 13 BbillenepevncneHHoro. B HekoTopbix
BapuaHTax peanusauun, XeHwmHa npoxoaut npoueaypbl BPT u umeet puck CIrA. B
onpedeneHHbIX TakuMx BapuaHTax peanusauuy, nocne BBEAEHWS HadvanbHOW [03bl
ypoBeHb 3HAOreHHOro JIIT B KPOBM >KEHLUMHbI MOBbIWEH MO CPaBHEHUIO C YPOBHEM

aHporeHHoro J1IN B KpOBW XKEHLMHBI Nepe/ BBEAEHNEM HaYarnbHOW 403bl.

[0094] B onucaHum paHHOro mn3obpeteHuns, Ao3bl Ui konudectea CoeanHeHns 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BblLLEenepeYmncneHHoro (Hanpumep, ot npumepHo 0,00003 mr go npumepHo 0,030 wmr, oT
npumepHo 0,0003 go npumepHo 0,003 mr, ot npumepHo 0,001 mr go npumepHo 0,003 wmr,
unun ot npumepHo 0,001 mr go npmmepHo 0,03 mr CoegmHerns 1, nnn COOTBETCTBYHOLLME
KonuyecTtea ero apMaueBTUYECKM MPUEMMEMON CONW), UCMONb3yemMble B noOOM K3
cnocoboB MM MPUMEHEHUW, PaCKPbITbIX B AAHHOM LOKYMEHTE, MOryT ObiTb NOObIMKU K3
L03 UNN KONMMYECTB, PacKpbITbiX B AAHHOM LOKYMEHTe Hwke. [JOnonHUTENnsHO, COCTaBbl
unn apmanesTnyeckme Komnosmumm, cogepxawme CoeguHeHune 1, ero metabonut, unm
dapmaleBTUHECKM NPUEMMEMYIO COMb NOBOro 13 BbILLENEPEHNCTIEHHOMO, UCMONb3yeMble
B Nobom 13 cnocoboB M MPUMEHEHUW, PacKPbITbIX B AAHHOM AOKYMEHTE, MOryT ObiTb
nobbiMM M3 COCTaBOB UNN  PapMaLEBTUYECKMX KOMMO3ULMKW, PacKpbITbIX B AaHHOM
AOKyMeHTe Hwxke. [osbl u konudectBa CoegumHenna 1, ero wmetabonurta, wnm
dhapmaleBTUHECKM NMPUEMIIEMON CONKM NOBOro N3 BbiLLENEPEYNCNEHHOrO, U COCTaBbl MNA
dapmaueBTHUHeckMe KomMnosnuymn, copgepxawme CoeauHeHwe 1, ero metabonut, mnm

hapmMaLeBTUYECKM NPUEMIIEMYIO COJb NIOOOr0 M3 BbILLENEPEYNCIIEHHOMO, PaCcKPbIThie B
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AJAaHHOM OOKyMEeHTEe, MOryT ObITb BBEAEHBLI NMOBBIMM cnocobamu BBEAEHWNA, PACKPbITEIMA B

AaHHOM [ OKYyMEHTE.

[0095] B paHHOM un300peTeHun, ypoBeHb 3HAOreHHoro JII B KPOBW XXEHLUMHbI nepenq
BBEAEHMEM HavanbHOW A03bl MOXET ObITb pacCuMTaH Kak cpegHee natu 3HadeHun J1I
HenoCpeACTBEHHO MPeALLEeCcTBYHOWMX HasHadYeHHOMY AHO Hadvana Bblbpoca JII (T.e., 5
AHeW, npegwecteyrowmx BBegeHuto CoegumHenmss 1, ero  metabonuta, WM
hapmaueBTUHECKM NpUEMEMON conn noboro M3 BbllenepeyvmcrneHHoro). MNMoebiweHme
OyneTt yBenMyeHneMm rno CpaBHEHWIO C YPOBHEM 3HAOreHHoro JIIN B KPOBW XeHLUMHbI nepes
BBEAEHMEM HadanbHOW [03bl. KoHey noBbllWeHWs HactynaeT, korga yposHu JII
BO3BpaLLatOTCA K YPOBHIO dHaoreHHoro JIIT B KpPOBW >XEHLWWHbI nepej BBeAeHWEM
HayanbHOW A[03bl. B ucnonbdyemMoMm B AaHHOM  AOKYMEHTe 3HadeHuu, nuk JII
npeacraenser cobon HavBbicwee 3HadeHuwe JII, amnnutyga JIIT npepcraBnser cobow
pasHULy Mexay nkoBbIM 3HayveHnem J1IN n 3HavyeHremM aHaoreHHoro J1IT B KpoBW XKEeHLMHbI
nepesg BBeAEHMEM HayanbHOW A03bl, N KPaTHOCTb MpupocTa Bbibpoca JII npeacrasnser
cobon nukosoe 3HaueHue JIIN, geneHHoe Ha 3HaveHmne SHAOreHHoro JIIN B KPOBW XKEHLLMHbI
nepen BBeAeHneM HadanbHon Ao3bl. B ycnosusx KCHA, sHaueHmne aHporeHHoro JII B kpoBw
XEHLUMHbI nepes BBEAEHMEM HadanbHOM A03bl HAXOAUTCS B AMana3oHe 3HadeHun 2-10
ME/n (IU/n), ¢ gnana3oHOM MUKOBbIX 3Ha4veHun npu Bbibpoce JII ot 20 go 120 ME/n,
(AMNMTYAa = NUKOBOE 3HaYeHWe — ypoBeHb 3HAOreHHoro JIIN B KpOBU XEHLUMHBI nepeg,
BBEAEHMEM HauvanbHOM A03bl). KpaTHOCTL NMpupocTa TUMUYHO COCTaBNSAET OT 2-KpaTHOM
A0 60-kpaTtHoW. Y BonbLIMHCTBA XeHWMH oxumaaeTtesa npupoct JII ot 2-kpaTtHoro go 11-

KpaTtHoro (npv nposeaeHun B ycnosuax KCA nnu B npenoBynatopHom dase).

[0096] Kak ByneT noHATHO KBanMUUMPOBaHHOMY crieumanucty, ycnex cxem BPT moxer
3aBUCETb Kak OT BblOOpa BPEMEHW, Tak N OT AO3MPOBKN BBEAEHNA Pa3NNYHbIX areHTOB Ha
NPOTSKEHMM KypCa NEYEHNA N B PasnnyHbIX ¢pasax MEHCTPyanbHOro LMKIa >KEHLMHbI.
Kak onucaHo B AaHHOM [OKYMEHTE, pasfuyHble CXeMbl 3aBUCAT OT TOYHOrO BBELEHUA
arentoB, Bknoyaa ®CI wnn GCI/UWMIT gna MHAYKUMM CO3pEBaHUS OOLMTOB, a Takke
BBEAEHNSA AOMNOSMHUTENbHLIX areHTOoB (Hanpumep, aroHUCTOB WUnn aHTaroHucTos [HPI) B
onpefeneHHble MOMEHTblI MEHCTPyanbHOro LUWKNna W B ONpedeneHHblX [o3ax Ang
obecneyeHnsa Co3peBaHMs MHOXECTBa OOLMTOB B TEYEHME aHanorm4yHoro nepwopa, Tak
4yTOObl MOCNEe BBEAEHUS TPUITEPHOro areHTa, OOuUMTbl, NOABEPrLIMECA OKOHYaTENbHOMY
co3peBaHuto, BbINy AOCTYNHbI ANA U3BNEYEHUA Nepes NpexaeBpeMeHHoON oBynayumMen ang
MCNONb30BaHWA, HanpuMmep, Ans cosgaHna BaHka oouuToB, aoHopcTBa ooumtoB, KO,
MKCU wn 1.4, wnm noaBepraroTca OBYNAUMM U BMOCNEACTBMM  OMNOAOTBOPEHUIO

nocpegctsom BMU mnn nonoBoro akta B TedeHMe OnpeaeneHHoro nepuoga BpeMeEHU
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nocne nnaHnpyemon oynaumn. [na Bcex Takmx acnektoB BPT BaXeH KOHTPOSb YPOBHEN
JIl'. Hanpumep, OOMmMKHO NpuUCyTCTBOBaTh AocTartovHoe konuyectso JII gna ctumynaumm
(“MHMLMNPOBaHNS") OKOHYAaTENBHOINO CO3PEBAHUSA MHOMOYMUCIEHHBLIX OOLUMTOB 3a AaHHbIN
nepuoa BpPEMEHM W B [OCTATOYMHOM KOMMYECTBE [ANA MOMyYeHUs BbiXo4a OOLMUTOB,
AOCTaTOYHO BbICOKOrO ANSA YCMELWHOro U3BMeYeHNs OouMTOB (Hanpumep, AOCTaTto4HOro
BbIXO4a oouMnTOB) W, Takmm obpasom, npurogHoro ansa MKCU nnm 3KO. JononHutensHo, B
Tex crnyyasx, korga npegycmarpmsaetca 13, B 4aCTHOCTU, B STOM XE& MEHCTpyarbHOM
LUuKne, J[OMMKEeH CyllecTBoBaTb MOBbIWEHHbIM ypoBeHb JII,  pocTtaTouHbin Ang
NPOAOIPKEHNA NPOAYLMPOBAHNA MpOrectepoHa U3 »>Xentoro Tena, 4tobbl MOMOYb
obecneunTs NOAAEPXKKY SHAOMETPUA (TaKKe HasblBAEMYHO IHOTEMHOBOW MOALEPXKKON) U
TEM CaMbIM MOBbLICUTb BEPOATHOCTb YCMELUHOW UMMNaHTauum amOpuoHa, NpuBOASA Takum
obpasom K ycnewwHon BepeMeHHOCTU N POXLEHNIO XUMBOro pedeHka. AHanorMyHo, B Tex
crnyyasix, korga npoucxoauT oBynauus ¢ nocnegyrowern BMU mnm nonoBbiM akTom,
NIOTEVHOBAA MOAAEPKKA M BOCMPUMMHMBLIA 3HAOMETPUM TaKKe BaXKHbl MO STUM Xe
npyynHam. OCHOBbIBasCb Ha KOHTpPONe BPEMEHUM BBEAEHUS W BBEAEHOW [03bl
CoeanHenna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMNEMON Conn nrdoro ns3
BbILLENEPEYMNCNEHHOrO, C LENbIO MOBbLIWEHNA ypoBHEW 3HAoreHHoro JII keHWwuHbl 40
HY)>XHOrO KOnmMyectBa W B HyxHoe Bpems, CoegumHeHve 1, ero metabonut, unm
dhapmaueBTUHECKM NpuemnemMasl conb boro M3 BbILENEPEYMNCNEHHOro, MoryT ObITb
BesonacHoO MCNob30BaHbl B pas3nuyHbix cxemax BPT, onncaHHbIX B 4@HHOM LOKYMEHTE.
Kak onmcaHo B JaHHOM fOKYMEHTE, ucnonb3osaHme CoegmHeHus 1, ero metabonuta, nnu
dapmayeBTUHECKM NPUEMIIEMOMN CONMM NMOOOro U3  BbILLENEPEYMCNIEHHOrO, MNOBbILLAET
ypoBeHb aHgoreHHoro JII B kpoBu. Mockoneky mctouHukom JIIT aBnseTca coBCTBEHHbIN
rMNogoun3 XeHLMHbI, @ He 3Kk30reHHbIn JIIT unu areHT, aroHmnamnpyrowmnn peuentop I, puck
CTUMYNAUMKM  cBepxdumavonorndeckmx  konudects  JIIL  (Hanpumep, 4pesmepHas
CTUMYNALMS), KOTOpble MOryT NpmBoauTb K CIMTA nnn gpyrum OCNOXKHEHNAM, 3HNYUTENBHO
CHWKaETCHA, B TO e BPEMS TakkKe MO3BONMAS MOMy4YMTb BbICOKMA BbIXOL OOLMTOB MNpwU

N3BNEYEHNM OOLIMTOB W MOAAEPXKKY YCMELHOM MMnnaHTaumm npm M.

[0097] [daHHoe wun306peTeHne BKMHOYAET CNOCOObl M MPUMEHEHUS, BKIHOYaroLWmMe
BBefeHne CoeauHeHuna 1, ero metabonuta, nnm apmayeBTUYECKM NPUEMMIEMON COMU
noboro 13 BbILLENEPEHNCIEHHOMO, BO BCMOMOraTenbHbIX PENPOAYKTUBHBIX TEXHOMOIMMSX,
Takmx kak IKO, MKCW, LOHOPCTBO M KOHCEpBaLMA OOLMTOB, PErynauma MEHCTPyanbHOro
LUukna Takmm obpasom, YToObl XKEeHLMHa Morna 3advaTb NOCPEeACTBOM MOSIOBOrO akta Unm

BHYTpPUMaTo4HOM nHcemuHauum (BMIW), nraykumsa osynauum, nmnu B npouecce [190.
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[0098] B wncnonb3yemoM B AaHHOM [OKYMEHTE 3HadeHuW, “OnnofoTBOpeHue in vitro”
(OKO) mMoxeT OTHOCUTLCS K Cnocoby, BKIHOYAKLEMY M3BMEYEHUE 3PENOoN ANLEKNETKM,
ONMOAOTBOPEHNE AWLEKNETKN N Vifro cnepmaro3omMaomM W, MoCne MnpOoXoXaeHUs
ApobreHna B onpeaeneHHoW CTEMNeHW, BBEAEHUE SWLEKNETKM B MONMOCTb MaTKW. Takum
0Bpa3oM, OHO MOXET BKMHOYaTh MPOLIECCHI MHAYKLUMM OBYNALMK, B3ATUA auuekneTkn, IKO
N KynbTMBaumm, n nepeHoca smdbpuonHa. MNpu OKO, MHAYKUMSA OKOHYaTENbHOro Co3peBaHnd
MOXET MO3BONATL M3BMNEYEHNE SANLEKNETKM (oouuTa), Korga suuekneTkn (oouuTbl)
NONHOCTLIO co3petoT. Kpome Toro, B OKO, MHAYKUMN OKOHYaTENbHOro CO3peBaHna MOXET

npegwecteoatb KCA.

[0099] “llepeHoc ambpuoHa” MOXeT OTHocuTbCH, B npoueccax IKO, k npoueccy
nMnnaHTaumMm ambpuoHa B nonoctb maTtkn. OT O4HOro A0 HECKONbKUX 3MOPUOHOB,
BBEAEHHbIX B MOMOCTb MaTtkM, MOryT OblTb VMMMMaHTUPOBaHbI B Martky, TeM CaMmblIMm,
BO3MOXHO, NMPUBOAS K BEPEMEHHOCTU. OTOT TEPMUH MOXET TakKKe OXBaTbiBaTb MEpPEHOC
3aMOpOXeHHOro ambpuoHa n nepeHoc ambpuoHoB B dannonuessle Tpybbl (GIFT), He
cBA3aHHble C in vitro onnopgoteBopeHveM. ‘llpouecc nepeHoca SMOpuoOHA” MOXeT
OTHOCUTBCS KO BCEMY Nepuoay, Ha NPOTSHKEHUM KOTOPOro MPOBOASATCA BBEAEHWE
aMBpUoHa Mnn rameTbl B NONOCTb MaTkW, NOCnefoBaTenNbHOCTL NPOLECCOB MMMaHTaLmMm
aMBpuoHa uUnmn rameTbl B Matky U 6epeMEHHOCTb, BBEAEHME NeKaPCTBEHHbLIX CPEACTB A0 U

nocne nepeHoca amMbpuoHa ANs 4OCTUKEHUS BEPEMEHHOCTIN U T.N.

[0100] “BHyTpuumTonnasmartmyeckon uHbekums cnepmarosompa”’  (MKCU) wmoxer
OTHOCUTBCA K nabopaTopHOM npoueaype, npu  KOTOpoWM OTOMparoT  OTAENbHbLIN
cnepmato3ong (single sperm) C NOMOLLBIO TOHKOW CTEKNSIHHOW UMbl U BBOAAT MYyTEM
WHBEKLUMM HEMOCPEACTBEHHO B Kaxayro anuekneTky. lNMpu obbivHoM JKO, aruekneTkn um
CnepMy CMELLMBAKOT Ha 4Yallke M cnepma '"eCTecTBeHHbIM 0Bpasom’’ onnopoTBOPSET
anuekneTtky. OAHaKO ANS MOMyYeHUs LWaHca AOCTWKEHUS 3Toro Tpebyetcs Bonbluoe
KONMMYECTBO akTUBHO MnaBalrolmMxX HOpMarbHbIX Ccnepmaro3ongoB. [Ons MHOrvMx nap,
AOCTYMHOE KOMMYECTBO MPUrO4HON CnEPMbl MOXET ObITb OYEHb OrPaHUYEHHBIM U MOTYT
CyLLLeCTBOBaTb Apyrve dakTopbl, NPENATCTBYOWME ONNOAOTBOPEHMIO, NO3TOMY ODbIYHOE
OKO He aBnseTca BapmaHToM, HO MoXeT BbiTb ncnonssosaHa MKCU. UKCU oTtHocuTcs K
nabopartopHOM npoueaype, Npu KOTOPOW OTAENbHbIA cnepmarosong oTbuparoT C
MOMOLLIbFO TOHKOW CTEKMSHHOW Wrfbl U BBOAAT MYTEM WHBEKUMM HEMNOCPEACTBEHHO B
Kaayro avuekneTky. JTo genaetca B nabopaTtopum OMbITHbIMKM 3MOpMOHOMOramMmm c
nomMoLlblo cneuynansHoro obopyaosaHua. [lpyu atom TpebyeTtca ouyeHb HebonbLuoe
KONM4YEeCTBO CNepmaTo3omnaoB M CrNOCOOHOCTE CNepMaTo30omnaoB NPOHMKaTh B AULIEKNETKY

HE WMMEET 3Ha4yeHus, MOCKONbKY Ans 3Toro mcnonbsyetca metoguka MKCU. UKCU He
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rapaHTMpyeT HacCTynreHus OnfoAO0TBOPEHMS, MOTOMY 4YTO TMOCne  MoMeLleHUs
cnepMaTosouaa B SIALEKNETKY BCE PaBHO AOSTKHbI MPON3OWTU HOPMasbHbIE KNEeTOYHble

cobbITna onnogoTBOpPEHNSA.

[0101] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUW, OMUCaHHLIX B
AaHHOM pokymeHTe, BPT npeacraBnator cobom [OHOPCTBO 00OUMTOB. B HEKOTOpbIX
BapwaHTax peanmsauum crnocoboB U NPUMEHEHUI, ONUCAHHbIX B 4aHHOM A0KymeHTe, BPT
npeacTasnatoT cobonm KoHcepBauuo ooumTtoB. B HekoTopbIX BapuaHTax peanusaumm
cnocoboB M MPUMEHEHMI, ONMUCaHHbIX B AaHHOM AokymeHTe, BPT npeacrasnaoT coboun
MKCWN. B HekoTOpbIX BapuaHTax peanusaumm crnocoboB U MPUMEHEHWW, OMUCaHHbIX B
faHHoMm pokymeHte, BPT npepcrasnator cobom OKO. B HekoTopbIX BapwaHTax
peanu3auum CrnocoboB W MPUMEHEHUW, OMNUCaHHbIX B AaHHOM AoOkymeHTe, BPT
npeacTtasnaoT cobon npouecc 3. B HekoTopbIx BapuaHTax peanusaumm cnocobosB u
NPUMEHEHNI, ONMCaHHbIX B AaHHOM AokymeHTe, BPT npeacraBnawoT cobon MHAYKLMKO
oBynAuMnU. B HEKOTOpbIX BapuaHTax peanvaauum crnocoboB 1 NPUMEHEHUIW, ONUCaHHbIX B
faHHoM pokymeHTe, BPT npeacraenawor cobom BMW. B HekOTOpbIX BapuaHTax
peanu3aymMm CnocoboB W MNPUMEHEHUA, OMMUCaHHbIX B AaHHOM AokymeHte, BPT
nNpeacTaBnatoT cobor perynsaumio  MEHCTPyanbHOro Luukna Takum obpasom, uYToDbl

XeHLnHa Mmorna 3advarb NocpeCTBOM MOJ1I0OBOro akra.

[0102] >KeHwwuHbl B cnocobax n NPUMEHEHUNAX, ONUCaAHHBLIX B AAHHOM AOKYMEHTE, MOryT
BKIHOYATb XKEHLLUMH, CTpeMALLMXCA 3abepemeHeTb. XKeHLWHbI B cnocobax v NpUMeHEHUsX,
ONUCaHHbIX B JAHHOM AOKYMEHTE, MOTyT BKMHOYATb XEHLUMH, CTPEMSLLMXCSH OBYMPOBAaTD.
XKeHwmHbl B cnocobax M NPUMEHEHUNAX, OMUCAHHbIX B AAHHOM [OKYMEHTE, MOryT
BKMOYATb KEHLMH, CTPEMSALLUMXCA BbICTYNaTb AOHOPAMW UMW KOHCEPBUPOBATbL OOLUTHI
(Hanpumep, AOHOPbI AMLEKNETOK). XKeHLWMHbI B cnocobax v NpUMEHEHUSX, ONUCaHHbIX B
AAHHOM [OKYMEHTE, MOTyT BKMHOYaTb KEHLUWMH, CTPEMSALLUMXCA BbICTYNaTb B KayecTse
cypporatHbix Matepen. XKeHwuHel B cnocobax U NPUMEHEHUNAX, OMMUCAHHbIX B AaHHOM
AOKYMEHTE, MOryT BKMtoYaTh XeHwmH, noaseprarowmxca KCA. XeHwmHel B cnocobax um
NPUMEHEHNAX, OMUCAHHBIX B [aAHHOM [AOKYMEHTE, MOryT TaKkkKe BKMHOYaTb KEHLMH C
puckom CI'A. XeHwmHbl B cnocobax U NPUMEHEHUSX, ONUCAHHBIX B AAHHOM LOKYMEHTE,
MOFyT TakKKe BKNOYaTb JKEHLWMH, SBRaoWmMxcs ©OecnnogHbiMU;  aHOBYIATOPHbBIMU;
OTHOCALUMXCA K CTapllemMy penpoaykTMBHOMY Bo3pacTy (T.e., crtapwe 35 neT), wunim
NCNbITBIBAKOLMX BTOPUYHYHO SANYHMKOBYHO HEAOCTaTOYHOCTb, OSNIMFOMEHOPED, aMEHOPELD,
3HAOMETPNO3 MU CUHAPOM nonukmuctosa andHukos (CIA); nnm kombuHaymm nobeix 13
BblLLenepeymcneHHoro. XeHwmuHbl B cnocobax M NpUMEHEHUSX, OMUCaHHbIX B AaHHOM

OOKYMEHTE, MOryT BKIHOYaTb XEHLUMH, UCMNbITbIBAOLWMX aHOBYIATOPHOE 6ecnnop,|/|e, He



31

BbI3BaHHOE MEPBMYHBbIM HapyLleHneM QYHKUMM AUYHUKOB. PKeHLMHbl B cnocobax u
MPUMEHEHNAX, OMUCaHHbIX B AAHHOM  OOKYMEHTE, MOryT BKNHOYaTb  KEHLUWH,
WCMbITbIBAOLMX aHOBYNATOPHOEe Oecnnogve BCNeACTBUE NEPBUYHONO  HapyLleHWUd
PYHKUMM  ANYHMKOB  (Hanpumep, Korga XeHwmHa HecrnocobHa K OKOHYaTernbHOMY
CO3pPEBaHNIO OOLUMUTOB Unu oBynauum gaxe B ycnosmax KCH). XKeHwmHbl B cnocobax u
MPUMEHEHNAX, OMNUCaHHbIX B AaHHOM  OOKYMEHTE, MOryT BKNHOYaTb  KEHLUWH,
UCMbITbIBAKOWMX aHoByNnaTopHoe 6Hecnnogve BCNeAcTBME BTOPUYHOW  ANYHUKOBOM
HefOoCTaTOYHOCTU. YenoBeyeCcknn CyObekT (CyDBbeKTbl) KEHCKOro nona M >KeHmHa

(>KeHLLMHbI) MCMONb3YHOTCH B aHHOM LOKYMEHTE B3aUMO3aMEHSAEMO.

[0103] >KeHwmHbl ¢ puckom CI'A moryT BknovaTth, 6€3 orpaHnYeHnn, XEeHLWNH C YEM-TO
OpHUM UM Heckonbknmn 3 CIA, AMIT ceiBopoTkM Bbilwe 15 nmone/n, obwero YAD
Bonee 23 no Y3W, actpaguona cbiBopoTkM (E2) Bbiwe 3000 nr/mmn, vnn KeHLWH,
MCMbITABLUMX OAWH WM HECKONbKO npealwecTsytowmx asnmsogos CIrA. B HekoTopbIX
BapuaHTax peanusagum, XeHwmHbl ¢ puckom CIA umetor AMIT Bbiwe 30 nmonb/n, 1 B
HEeKOTOpbIX BapuaHTax peanu3auum - Bbiwe 40 nmonb/n. B HEKOTOpbIX BapuaHTax
peanusauuu, XeHwmHel ¢ puckom CIA umetotr actpaguon E2 cbiBopoTkM Bbiwe 3500
nr/mn. B apyrmx BapuaHTax peanusauun, E2 CbiBOPOTKM MMeeT 3HadeHue Bbiwe 4000
nr/mn, iy Beiwe 5000 nr/mn. B apyrx BapmaHtax peannsauum, XeHwmHbl ¢ puckom CIA
nmeroT actpagmon E2 cbiBopoTku Bbiwe 6000 nr/mn. XeHwwmHel ¢ puckom CIA moryT
BKMOYaThb, 6€3 orpaHuyeHnn, xeHwmH B Bo3pacte A0 30 NeT, XKEeHLWMH C HU3KMM BECOM
Tena (xyabix) unm Hu3kmum UMT (MHaekcom macchl Tena), XXEHWMH ¢ BbICTPO pacTyLwmmMm
ypoBHAMM E2, xeHwuH ¢ 6onbwuM  4nucnomMm  QONNMKYNoB, M KOMBuHauMm

BbiLLenepe4ncrneHHoro.

[0104] KoHTponupyemas  ctumynaugma  auuHukoB  (KCA)  um KoHTponupyemas
rmnepctumynauma amdHmkoB  (KMA)  mucnonesyrotca B A@HHOM  JOKYMEHTE
B3aMMO3aMEHAEMO W MOrYT OTHOCUTbCA K MEAULMHCKOMY JIEYEHMIO C  Lenbko
NHAYLMPOBaHUSA PasBUTUS MHOXECTBA (PONMNKYOB SUYHUKOB AN NONYyYEHUS MHOXECTBa
oouyuToB npu acnupauyuun onnukynos. KCA moxeT BkntoyaTh Tpy 6a3oBbIx 3nemeHTa: 1.
3K30reHHble TOHaAOTPOMUHBI ANA CTUMYNSAUMM  MyNbTUAONIMKYNAPHOrO passutus; 2.
COBMECTHOE BBEAEHME arOHUCTa WM aHTaroHWCTOB FOHaAOTPOMNUH-PUNUBUHT FTOPMOHA
(THPI) ana nopaBneHnsa yHKUMKM rvnodumsa M NPeaoTBPaLLEHNS MPEXAEBPEMEHHOMN
oBynaUMM;, W 3. WHULUMMPOBAHME OKOHYaTENbHOrO CO3pEeBaHUA OOUMTOB Nepepq

naerev4yeHnem OoLnTOB.
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[0105] Wcnonb3oBaHve CoepguHeHus 1, ero wmetabonuTta, wnu dapmMaueBTUYECKU
npvemnemMomn conun nroboro 13 BbILLENEPEYNCTIEHHOTO, B KAYECTBE TPUITEPHOrO areHTa npu
BPT vnn gna noanepXknm nOTEMHOBOW hasbl MOXET MPUBOAUTL K Oonee KopoTKoMy
BPEMEHN HacTynneHus ©GepemMeHHOCTW, B YaCTHOCTW, MO CPaBHEHUKO C TPUITEPHbLIMU
areHTamu Ha ocHoBe 4XI, nNOCKOMbKY AOfMKHA CHWXaTtbCd HeobxoauMMoCTb B
CErMEHTMPOBaHHbIX MPOTOKOMax 3aMOPaXMBaHWS, KOTOpble MPUBOAAT K HEOOXOAMMOCTU
Bonbwero ymicna umknos IKO. “UHnummMpoBaHmne”, B UCNOMb3yeEMOM B f@HHOM [OKYMEHTE
3Ha4YeHUN, MOXET O3Ha4aTb MHAYKLUMIO, nocpeacTBoM Beibpoca J1IT, nporpeccupoBaHms ot
npodasbl | Ko BTOpon 3agepxke B metadase I, koTtopasa coxpaHaTca 40 OnnogoTBOPEHUS.
JTa WHAYKUMS OKOHYaTeNbHOro CO3peBaHUS WHULMMPYET MeEeXaHW3Mbl, KOTOpble B
KOHEYHOM CYeTe MNPUBOAAT K OBYNAUMM, W TEM CambiM NPeaonpeaensatoT OBYNALMIO
ooumMTOB, €cnn A0 Toro He OyaeT MpOBEeAEeHO MCKYCCTBEHHOE u3BredyeHwe oouutos. B
NCNoNb3yeMOM B AaHHOM [OKYMEHTE 3HayeHuu, “nrotemHoBaa dasa’ npencraBnseT
cobon nepuoa mexay OBynsSUMENM U UMW HACTyNneHMeM OepeMeHHOCTU, UMM Havarom
MEHCTpyanbHOro uukna 2 Hepgenamm no3xe. JliotemHoBas @asa xapakrepudyeTca
dopMmnpoBaHMEM XKENTOro Tena, CEeKPeLna KOTOPbIM CTEPOUAHBIX TOPMOHOB 3CTPOreHa w
nporectepoHa 3aBucuUT OT cTumynaumm peuentopa JII ¢ nomowsto JII vnn 4XI'. MNocne
nMnnaHTaymMm passuBarolasaca ©bnacroumcra cekpetupyer uUX[ ana noppepkaHus
dyHKUMM xenToro Tena. BmewarensctBo BO Bpems BPT, Takoe kak BBeaeHME arOHUCTOB
MHPI, moxeT npuBOAUTL K MOHWXKEHHbIM ypoBHAM JII, BbI3blBag HepoCTaTouHOE
NpoAyUMpOBaHNE NPOreCTepoHa, HeAOCTaTOYHOCTb JOTEMHOBOW (Pasbl M BO3MOXHYHO
notepto 6epemeHHoCTU. “logaepxka NITENHOBOM hasbl” NOMOraeT NpPOTUBOAENCTBOBATL
HeJO0CTaTO4MHOCTU NIOTEMHOBOW (haskl NyTEM NoBbIWeHUS ypoBHen JIIT n/unm ctumynsaumm
peuentopa JII, TeM cambiM nogaepxmBaa (PYHKLUUIO XenToro Tena, w/wnuv nosblwag

MPOrecTepoH 1 NMPOMOTUPYS UMMNaHTaLMIO SMOpUoHa.

[0106] W30b6peTeHme Takke BKNHOYAET CNOcoObl N MPUMEHEHMS, BKIHOYAOLWME BBELEHNE
CoegnHenna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMNIEMON Conn nrboro n3
BbILLENEPEYMNCNEHHOrO, ANg CHWKeHUs YacTtoTbl CITA. B onpegeneHHbIx Takmx BapuaHTax
peanusauun, BeBegeHne CoeguHeHns 1, ero metabonuta, wnn QapmayeBTUYECKU
npuemMnemMon conm ntodoro 13 BbILLENEPEUNCIIEHHOrO, obecneymBaeT CONOCTaBUMYO UK
YNYULEHHYIO 4acTOTy HacTynneHus 6epeMeHHOCTU, YMEHbLUEHHOE BPEMSA HaCTymnneHus
OepemMeHHOCT U MHIMBUpOBaHWE npexaeBpeMeHHon osynauun. “UHrnbmnposaHme
npexaeBpeEMEHHON OBYNALMU” MOXET OTHOCUTLCH K MHIMOMPOBAHWIO NPeXaeBpeEMEHHOro
BbicBODOXAEHMA (OBynsumn) donnukyna/ooyuta (T.€. paHee CO3peBaHME OOLMUTOB WU

Bpemsa 3abopa anueknetkn ana KO vnu gpyron cxemel BPT) Bcnencreme ecteCTBEHHOroO
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Boibpoca JII, wmHayuupytowero osynaguio. [pn  ectecTBeHHOM oBynauuuM, 3abop
ANLIEKNETKM NOCNe BO3LENCTBUS 3K30reHHbIMU cpeacTBamm (exogenous collection) moxeT
ObiTb 3atpyaHeH, n KO wnu gpyrme MeToAMKW OnnogoTBOPEHUA He MOoryT ObITb
npoBedeHbl, MNO3TOMy B Takux obcrtoatenbctBax cneayet wusberaTtb €CTECTBEHHOM

OBYNSLMN.

[0107] Kak onucaHo Bbiwe, CI'A npeacraBnseT cobon CMHAPOM, XapakTepwuayrLMNCS
yBENMUYEHVEM SNYHMKOB U  OCTPbIM MEPEMELLEHNEM XWAKOCTM BO BHECOCYAUCTOE
npocTpaHcTBO. CMMMATOMbI MOryT BKMOYaTh, 0e3 orpaHvyeHun, B3gyTUe XuBOTa U
ANCKOMMOPT, MMAPOTOPAKC, CHMKEHHYHO MOYEeYHY0 Nepdy3unto, OTeK, NOKanm3oBaHHbIA B
ANYHUKaX, AMaMEeTP SuYHMKa >5 cM unm >8 CM, CBODOAHYH XWAKOCTb B OprOLLHOM
NOSIOCTU, remMaTokpuT >45%, neiikoumtbl >15*10%n, ALT (anaHuHammHoTpaHchepasa)
unn AST (acnaptatammHoTpaHcdepasa) > 2x ULN (BepxHun npepen HOpMbl), OOLLmMM
Benok > 80 r/n, kpeatuHuH > 110 mkmonbe/n (mol/L), nnn, B 6onee TaXenbIx cnydask,
acuuMT wunu nneBpanbHbIA BbINOT W WX MNOCMNEACTBUS, BO3HMKaNOLWME BCNeACTBUE
MOBbLILEHHOW CoCyaMucTon npoHudaemoctn. OcnoxHenns CIA moryT Bknoyatb, 6e3
OrPaHNYEHUA, TEMOKOHLEHTPAUMIO, TUMOBONEMUKD WU 3NEKTPONUTHblIE AncbanaHchbl.
Cnabbmn CI'A moxHO KknaccugpumuympoBate criegyrowmm obpasom: CteneHb 1 —
pacTsKeHne XmMBoTa U aMcKkomMagopT, 60nb B XMBOTE OT cnabon 40 YMEepeHHOW, B3AyTHUE
XMBOTA UMM YBENMYEHHBIN pasMep Tanum, YyBCTBUTENBHOCTb B 0Bnacty SINYHMKOB, U
BHe3anHoe yBenuueHne Beca Honee yem Ha 3 kr (6,6 dyHTOB), M CTeneHb 2 -
3abonesaHve CteneHn 1 nnOC TOLWHOTA, pBOTA WWNK Aavapes, a Takke yBEnMYeHue
ANYHMKOB A0 5-12 cM. YmepeHHbin CIA MOXHO KnaccudpuuympoBaTb CreayroLwmm
obpasom: CteneHb 3 — npusHakm cnaboro CIA nntoc yneTpacoHorpadpuyeckoe
NOATBEPXKAEHNE acuMTa WU CHWKEHHas nodvedHasa nepdyavs u pyHkuma. Tsokeneit CIA
MOXHO KnaccuuuympoaTtb cnegyrowmm obpasom: CTteneHb 4 — NpusHakm yMepeHHOro
ClrAa nnroc KnuHWYECKME CBUAETENBCTBA acuvta Wunuv rmapoTopakca, 3aTpyAHEeHHOe
AbIXaHWe unn oabllka, Taxenaa 6onb B XMBOTE, TSKENas TOWHOTa WU pBOTa, TPOMObI B
HOrax, YMEHbLUEHHOE MOYEUCTYCKaHME W HanPsSXKEHHbIM UM YBENUYEHHbIW XUBOT; U
CteneHb 5 — BCe BbILENEpPEYNCIEHHOE MNIMHOC U3MEHEHME ODbema KpOBW, MOBbILLEHHAA
BA3KOCTb KPOBM BCNEACTBUE FEMOKOHLEHTPaLUMW, HapyLUeHUs CBepTbIBaHUS U ObICTPbIv
Habop Beca, Takon kak oT 15 go 20 kunorpamm (33-44 ¢yHTOB) 3a nepuog oT nsaty go 10
AHen. B taxenbix cnyvasx, CI'A moxeT npusectn Kk cmeptn. CI' MOXeT BO3HUKaTL
BCMNEACTBME  MOBbLILWEHHOW  COCYAMUCTOM  MPOHUL@EMOCTM, OObIMHO  BbI3bIBAEMOW
apdektamm  3k3oreHHoro 4YXI. Cnocobbl UM NPUMEHEHUS, OMNUCaHHblE B AAHHOM

AOKYMeHTe, BkMnovatome BBeaeHne CoeauHenns 1, ero wmetabonuta, wnm



34

dhapmaLeBTUHECKM MPUEMMEMON CONM NMOBOro 13 BbILLENEPEUNCIEHHOTO, MOryT ObiTb
NCNoNb30BaHbl ANA nedYeHns wunum npegorepawenHns CIA wnu gna nedeHna wunu
npefoTBpaLLEHNs OQHOro UN Heckonbkmx cumntomoB CIMA. B ncnonssyemom B gaHHOM
AOKYMEHTEe 3HayeHUW, “nednts’ UM “nedeHne” COCTOSHUS, Takoro Kak onpeperieHHoe
3aboneBaHMe WM pPacCcTPOUCTBO, MOryT BKOYATb f€YEHME OAHOIMO WM HECKOSbKMUX
CUMNTOMOB COCTOSIHUA W/WMNKX NpefoTBpalleHNe BO3HMKHOBEHUS COCTOSHUSA. JleueHue
MOXET BKMo4YaTb ocnabneHne OfHOro MM HECKOSbKMX CUMMMITOMOB (Hanpumep, ©onwm),
UN1 NpefoTBpaLleHne OQHOr0 UMM HECKOSNBbKMX CMMMTOMOB, Takoe Kak obneryeHue wnum

npefoTBpaLleHn B34yTUS X1BoTa 1 guckomdopTa, ceasaHHbIx ¢ CIMA.

[0108] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWW, OMUCaHHLIX B
AaHHOM [OKYMEHTE, XEHLUMHA MOXET HE UCMbITbIBaTb OAHOMO UM HECKOSbKUX CUMMTOMOB
Crad nocne BBeaeHnss HavanbHou p[o3bl CoeaunHenuss 1, ero wmetabonuta, wnm

thapMaLeBTUYECKM NMPUEMITEMON CONM NMOBOro M3 BbILLENEPEYNCTIEHHOTO.

[0109] B HekOTOpbIX BapuaHTax peanusauum CnocoboB M MPUMEHEHUA, OMUCaHHBIX B
AAHHOM [OKYMEHTE, JeveHne OfHOro WnM Heckonbkmx cumntomoB CIA  moxer
NPOBOAUTLCS MOCNe BBEAEHUS HadanbHou Ao3bl CoeauHeHusa 1, ero metabonura, unm

hapmaLeBTUYECKM NPUEMIEMON COMNM NMHBOro 13 BbILLENEPEYNCIIEHHOTO.

[0110] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUW, OMUCaHHLIX B
AaHHOM AOKYMEHTE, nocne BBeAEeHUSA HavanbHou ao3bl CoeanHerHms 1, ero metabonura,
nnn apmaueBTUYECKN NPUEMIEMON CONM NOBOro M3 BbILLENEPEYNCIIEHHOIO, XKEHLMHA

MOXET He MUCMNbITbIBaTb yXyALLEeHNA OAHOro Ui HECKOJTIbKMX CUMIMNTOMOB cra.

[0111] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUW, OMUCaHHLIX B
AaHHOM AOKYMEHTE, nocne BBeAeHNA HavanbHou ao3bl CoeanHenms 1, ero metabonura,
unn apmaueBTUYECKN NPUeMIEMON conm nboro M3 BbiLLENEPEYNCIEHHOTO, OANH UM

Heckonbko cumntomoB CI'A moryT ocnabesarts.

[0112] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWMW, OMUCaHHLIX B
AaHHOM JOKYMEHTE, nocne BBeAeHNA HadanbHou aosbl CoeanHerms 1, ero metabonuta,
unn dapmaueBTUYECKN NMPUEMIEMON CONM NOBOro M3 BbILLENEPEYNCIIEHHOIO, XKEHLUMHA
MOXET HE WCMbITbIBATb OAHOMO WMN HECKONbKMX CUMMTOMOB, BbIOpaHHbIX M3 rpynnbl,

COCTOSALLEWN M3 acuuTa, NNEBPanbHOro BbINOTa N CHKEHHOW NOYEYHON Nepdy3nm.

[0113] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUW, OMUCaHHLIX B

AaHHOM AOKYMEHTe, rnocre BBeAeHUs HadvanbHoW Ao3bl CoeamHeHns 1, ero metabonura,
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nnM apmaueBTUYECKM MPUEMIEMON CONM MOBOro 13 BbILLIENEPEYMNCIIEHHOrO, MOXET
MNPOBOAMTLCS NEeYeHue OAHOrO WM HECKOSbKMX CUMMTOMOB, BbIOpaHHbIX W3 rpynmbl,

COCTOSALLEN M3 acuuTa, NNEBPanbHOro BbINOTa U CHKEHHOW NOYEYHOW Nepdy3unm.

[0114] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUW, ONUCaHHLIX B
AAaHHOM OOKYMEHTe, Nocne BBeAEHNA HavanbHoM fo3bl CoegnHeHus 1, ero metabonura,
nnn apmaueBTUYECKM MPUEMIEMON CONKM MOBOro K3 BbILLENEPEUNCIIEHHOIO, pasmMep
ANYHWKA yBenuumBaeTcs 0 He Bonee yem 5 cm B anameTtpe. B HeKOTOpbIX BapuaHTax
peanusauum CcnocoboB W MNPUMEHEHWM, OMUCaHHbIX B [AaHHOM [AOKYMEHTe, mnocne
BBeAEeHMS HadanbHou fo3bl CoeguHeHusa 1, ero metabonura, unu dapmaueBTUHECKU
npuemMnemMon conm ndoro 13 BbILENEPEYUNCIIEHHOrO, pasMep AUYHUKa YBENUYMBaETCS

[0 He Bonee 4em 8 cMm B guameTpe.

[0115] Wcnonb3oBaHne 4Xl BbI3bIBAET 3KCTEHCUMBHYHO JIOTEUMHU3ALMIO SWUYHKMKA, Npw
KOTOpPOM BbicBOBOXAaoTCA BonblUME KONMMYECTBA SCTPOreHOB, NPOrecTtepoHa U MEeCTHbIX
yntokmHoB. MNpoayumposanne VEGF (daktop pocta sHAOTENMs COCyaoB) PONMnMKynamm
noa sosgencranem YXI MOXET NOBbILWATbL COCYANCTYIO MMNEPNPOHULIAEMOCTD, NEXallyto B
ocHoBe CIA. B cnocobax M NPUMEHEHUSIX, OMUCAHHbIX B [AaHHOM [OOKYMEHTE,
ncnonb3osaHve CoeauHeHusa 1, ero metabonuta, unu apmMmaueBTUYECKM NPUEMNIEMON
conn noboro M3 BbILLENEPEUNCIIEHHOrO, MOXET WHrnMbupoBate unm cHuxkate VEGF n,
TakuMm 00pas3oM, yMeHblaTb COCYAUCTYHD MPOHULAEMOCTb, CBs3aHHyto ¢ CIA.
CoegnHerne 1, ero metabonut, unu dapmaleBTUYECKN NpuemnemMasi conb nobdoro m3
BbILLENEPEYMNCNEHHOro, MOXET 0bnagaTtb cnocOBHOCTLI0 MHAYLMPOBaTL oBynsaumio B KCA
Be3 yBenuuerHuns yposHen uXI wmnn VEGF. CoeguHenne 1, ero metabonut, unm
hapmaleBTUYECKN NpUEMEMast Conb NMBOro M3 BbILLENEPEUYNCIIEHHOTO, MOXET TaKKe
obnapatb cnocobHoCTLO obecneunBaTb NOAAEPXKKY NOTENMHOBOW (hasbl 6e3 yBennyeHms

yposHeun VEGF.

[0116] XoTa aroHucTel HPI, npu mucnonb3oBaHMM B Ka4veCTBE TPUITEPHbLIX areHTOoB,
cBasaHbl ¢ 6onee HM3KkMM puckoMm CIA, OHM Takke NPUBOAAT K 3HAYUTENBHO MEHbLUEN
yacTtoTe HacTtynneHus BepemeHHocTn. Ucnonb3oBanne CoegunHerns 1, ero metabonura,
nnn oapmaueBTUYECKN MPUEMIIEMON CONM NOBOro 13 BbILLENEPEYNCTIEHHOTO, B Ka4eCTBe
TPUITEPHOIO areHTa MOXET npuBOAUTE K Oonee BbICOKOM 4acTOTe HaCTynneHus
OepemMeHHOCTN MO CpaBHEHUKD C Tpurrep-aroHnctamm MHPI. B HekoTopbix BapuaHTax
peanusauuu, mncnonb3oBaHne CoepuHeHus 1, ero metabonurta, Mnu gapmayeBTUYECKU
npuemnemMon conm nboro 13 BbILLENEPEYNCIIEHHOrO, B Ka4eCTBE TPUITEPHOro areHTa

MOXET NMPUBOAUTL K BONnee BbICOKOW YacTOTE HacTynneHnss 6epeEMEHHOCTM MO CPaBHEHWNIO
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¢ Tpurrepamm YXI. B HEKOTOpPLIX BapuaHTax peanusaumm, ncrnonb3osaHne CoeguHeHns 1,
ero Metabonuta, wnM  apmaueBTUYECKM  npuemnemon  conu  nwboro u3
BbILLENEPEYMNCNEHHOrO, B Ka4yecTBe TPUITEPHOrO areHTa MOXET MNPUBOAUTL K 4acTtoTe
HacTtynneHmsa  Buoxummdeckon  BepemeHHocTn  Bonee  40%.  buoxmmmndeckas
BepemMeHHOCTb MOXET OTHOCUTLCA K YXI™ cbiBOpoTKM > 10 MME/Mn yepes 11 gHen nocne
nepeHoca ambpuroHa. B HEKOTOpbIX BapuaHTax peanusaumm, ncnons3osaHne CoeanHeHns
1

BbilLENEPEYNCNeHHOro, B KadecCcrse TPUITEPHOro areHta MOXeT NnpmBoAUTb K 4acToTe

, ero wmetabonuta, wnm dapmaueBTUYECKM nNpueMneMonm conm  nboro  mn3

HacTynneHusa knuHuyeckon GepemeHHocTn Bonee 40%. KnuHudeckaa ©GepemeHHOCTb
MOXET OTHOCUTBLCS K BHYTPUMATOYHOMY reCTaunMoHHOMY MELLKY C cepauebmneHmnem Ha Y3U
Ha 6 Hepene OepemeHHOCTUM. B HEKOTOpLIX BapuaHTax peanu3auuu, WCronb3oBaHue
CoegnHerna 1, ero metabonuta, Unu apmayeBTUYECKM NpUeEMNemMon conn ndoro 13
BbILLENEpPEYMNCNEHHOrO, B KQYeCTBE TPUITEPHOro areHTa MOXET NPUBOANTL K nokasarensam
4acToTbl pPoOAOB xMBbiMM AeTbMn Gonee 40%. CoeguHenune 1, ero metabonuT, wnm
dapmaueBTUyeckn npuemnemas cofb  NoBOro M3  BbIWENEPEYUCIEHHOrO,  MOryT
NHAYUMpOBaTh oBynsauuto, 6e3 npoayumposaHus n3bbitouHoro VEGF B donnukynax, 6e3
ycTonumBoro nosbiweHns YXI n ceepxctumynauymm peuentopoB JIIT, n 6e3 n3bbITouHOro
KONM4ecTBa SCTPOreHOB, MPOrecTepoHa WM MECTHbIX LMTOKMHOB, TakMm 0Opasom,
BO3MOXHO, cHkas puck CI'A. CospeBaHme 0oUMTOB U MHAYKUMS oBynSAumMmM CoegmHeEHEM
1

BbilLenepe4vncrneHHoro, B KadvectBe TPUITEPHOro areHta MOXeT B KOHEeYHOM c4eTe

, ero wmetabonutoMm, wunu apmMaueBTUHYECKM MNPUEMIIEMOM COMblo  foboro w13

NPUBOAUTL K YacTOTe HacTynneHnss 6epeMeHHOCTI, CONOCTaBMMOoKn C Unmn Bonee BbICOKOWN,
4yem Habnogaemas ANA AOCTYMNHbIX B HacTosWwee BpemMs TPUITEPHbIX areHTOoB.
CoegnHerne 1, ero metabonut, Unu dapmaleBTUYECKN NpuemnemMast conb nodoro m3
BbILLEMNEPEYMCNEHHOrO, MOXET Takke ocnabnate CUMMNTOMbI CUMHAPOMAa MNOMMKUCTO3a
anyHmkoB (CIA), NOCKOMNBKY OHW MOryT CTUMYNMPOBaTb HOpManuM3auuo OBYNSUMK Y

NauMeHToB C AUCHYHKLMEN SUYHNKOB.

[0117] B HekoTOpbIX BapuaHTax peanu3ayuu, ucnonb3oBaHve CoeguHeHua 1, ero
meTabonuta, nnm hapmaneBTUYECKN npuemMnemMomn conwm noboro n3
BbILLENEPEYMNCIIEHHOrO, ANS NOAAEPXKKM NMOTEMHOBOW dhasbl Npy BPT MmoxeT 3HauuTensHo
cHxkatb puck CI'A no cpaBHEHMO € 0DbIMHOW Tepanuen (T.e., NOALAEPXKKa NHOTENHOBOM
dasbel ¢ nomowpro 4XI). CoeanHeHwe 1, ero metabonut, wvnu dapmayeBTUYECKM
npuemnemMas conb NoOOoro 13 BbILWENEPEUUCTIEHHOrO, MOXET obecneumBaTb NOALEPKKY
notemHoBon dasbl, 6e3 npogyumpoBaHma unsbbitoyHoro VEGF B donnukynax un 6es

M30bITOYHOrO KonM4ecTea SCTpOreHoB, nporecrepoHa Win MeCTHbIX UWTOKMHOB, TEM
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camblM, BO3MOXHO, cHmxkas puck CI'A. Ucnonb3osanne CoeguHeHus 1, ero metabonura,
nnn apmaueBTUYECKN MPUEMIIEMON CONKM  NOBOro 13  BbILLENEPEYNCIIEHHOTO, AN
NOALEPKKN NIOTEMHOBOW (Pa3bl MOXET Takke B KOHEYHOM CYETE MPUBOAUTL K 4acToTe
HacTynneHmsa 6epeMeHHOCTIN, CONOCTaBMMON C, unu Bonee BbICOKOW, Yem Habnwgaemas
AN OOCTYMHbIX B HaCcTosLee Bpems CPEeACTB ANA MOAAEPXKKM NoTenHoBow ¢asbl. B
HEeKOTOpbIX BapwaHTax peanusauumm, ucnone3oBaHue CoepuHeHwa 1, ero metabonuta,
nnn apmaueBTUYECKN MNPUEMIIEMON CONM  NOBOro 13 BbILLENEPEYNCIIEHHOTO, AN
NOALEPXKKM  JIIOTEMHOBOM  asbl MOXET MPUBOAMTbL K  4acTOTe  HacTynneHus
omnoxnmmyeckon 6GepemeHHoctn 6Bonee 40%. B HEKOTOPbIX BapuaHTax peanuaaumu,
ncnonb3osaHve CoeauHeHua 1, ero metabonuta, unu apmMaueBTUHECKU NpUeEMNIEMON
conu noboro 3 BbILWENEPEUYNCTIEHHOIO, ANA MOAAEPKKA NIOTEMHOBOW (hasbl MOXET
NPUBOAUTL K 4acToTe HacCTyMnneHna KnvHudeckom OepemeHHocTn 6Gonee 40%. B
HEKOTOPbIX BapuaHTax peanusauum, ucnons3oBaHve CoepuHeHuns 1, ero metabonuTa,
nnn apmaueBTU4ECKN NPUEMNIEMON conn nboro 13 BbILENEPEYUCNIEHHOrO, ANS
NOALEPKKN NIOTEMHOBOM (asbl, MOXET MPUBOAUTL K MOKasaTtensaM 4acTtoTbl POAOB

}XuBbIMU AeTbMU bonee 40%.

[0118] [daHHoe w30BpeTeHne npepgycMmaTpmBaeT Ccnocobbl WM NPUMEHEHUA  ANS
YBENMYEHUA 4aCTOTbl HacTynneHuss 6epeMeHHOCTU nocne CTUMYNMPOBaHUS OBYIALMM
CoegnHeHnem 1, ero metabonuTom, nnm apmaleBTUHECKM NPUEMIEMON CONbIO NBOro
N3 BblLLENEPEYNCIIEHHOrO, BMECTO TpurrepHblx areHtoB YXI unu aroHuctos [HPI. B
HEeKOTOpbIX BapwaHtTax peanmsauun, CoeguHeHve 1, ero metabonuTt, UM
dapmayeBTUHECKM NPUEMMNEMYID CONMb  JIIOOOr0 U3  BbILWENEPEYNCIEHHOTO, BBOAST
XEHLUMHE B Ka4yeCTBE TPUITEPHOro areHTa, npudem BBeaeHue cnegyet 3a dasom KCH. B
HEeKOTOpbIX BapwaHtax peanmsaumm, CoeguHenne 1, ero wmetabonut, WM
dapmayeBTUHECKM nNpuemnemMass conb JiobOro mn3  BbIWENEPEYNCIEHHOrO, MOryT
3APPeKTMBHO NPOMOTUPOBATL CO3peBaHWe (ONMMKYNOoB U MHAYUMpOBaTb OBYyNAUMIO (i)
Be3 nosblweHna obuwero ypoBHA koHueHTpauun VEGF B kpoBu, wnm (i) nytem
noebiweHna obuwero yposHa VEGF Ha nepuopg meHee 24 4acoB nocne BBefeHus. B
HEeKOTOpbIX BapwaHtax peanmsaumm, CoeanHenwe 1, ero  metabonuT, wnu
dapmaleBTUHECKM NpuemnemMas conb noboro 13 BbILENEPEYNCIIEHHOMO, UCMONB3YHOTCA
ANA NOALEPXKKM IOTEMHOBOW Pasbl C LEMbH YBENUYEHUA 4YacToTbl HACTyMNeHUS

BepemeHHOCTH.

[0119] [daHHoe m306peTeHne Takke npegycMaTtpmBaceT Cnocobbl U NPUMEHEHUA AnNS
YyBENUYEHUS 4acTOTbl HacTynneHus 6epemMeHHOCTU nocne CTUMYNMPOBaHWSA OBYIALMM

TpUIrepHbIM areHTom, BKIHOYarLlero sBejeHne CoepuHeHus 1, ero MeTa6OJ'II/ITa, nnn
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dhapmaLeBTUHECKM NPUEMNEMON CONKN NMOOOrO N3 BbILLENEPEUNCTIEHHOrO, AN NOAAEPXKKM
nTenHoBow pasbl. B HEKOTOpbIX BapuaHTax peanusayun, BeegeHne CoegmHeHna 1, ero
meTabonuta, nnu hapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BbILLENEPEYMNCNEHHOrO, CneayeT 3a UM NPOUCXoAuT MO CYLLECTBY B TO Xe camoe Bpems,
4YTO U MHULMMPOBaHKE. B onpegeneHHbIX Taknx BapuaHtax peanusauyuun, CoeguHeHue 1,
ero mMmetabonut, wunu  dapmayeBTUYECKM  npuemnemas conb  noboro u3
BbILLENEPEYMCIIEHHOrO, MOryT obecneunmBaTb NOAAEPXKKY NOTEMHOBOM pasbl (i) Oes
noBbIWeHna obLero ypoBHA KoHueHTpauun VEGF B kpoBwW, unu (i) nyTeMm nosbILLEHNS

obwero yposHa VEGF Ha nepuog meHee 24 yacoB nocne BBeAeHUS.

[0120] [lporecTtoreHbl, Takme Kak NporectepoH, MOryT BBOAUTLCHA WUINIU HE BBOAUTLCS B
CBA3KN CO crnocobamu 1 NPUMEHEHNAMMW, ONUCAHHLIMWU B @HHOM AOKyMeHTe. B HeKkoTopbIX
BapuaHTax peanusauum, NporecTepoH He BBOAAT B cnocobax U NpUMEHEHUSX, ONMCaHHBIX
B AaHHOM JOKyMeHTe. [1encTBUTENbHO, O4HUM BO3MOXHbLIM MPEMMYLLECTBOM BBELEHUS
MHOrokpaTtHbIx o3 CoeamHeHna 1, ero metabonuta, nnm gapmayeBTU4ECKN NPUEMIIEMON
conu noboro 13 BbILWENEPEYUCTIEHHOTO, SBNAETCHA TO, YTO MPOrecToreH MOXET He
TpeboBaTbCa ANA NOAAEPKKA IHOTEUMHOBOM asbl. OTO B 3HAYNTENLHOW CTEMNEHU
ynpowaeT npoTtokonel BPT, nockonbky MHOrme m3 Hux TpebyroT exeaHEBHOro BBEAEHUS
NPOrecToreHa, Takoro Kak MpOrecTepoH, 4acto nyTeM WHbekuuu. WHoraa, BBedeHue
NPOrecToreHa, Takoro Kak MNporecTepoH, TpebyeTcsa Ha MNpOTSHKEHMM 3 MeCAUEB WU
fonble, nocne nsBnevYeHns anuekneTkn. UcknioyveHmne nnn ymeHblueHmne notpebHoCcTn B
NPOrecToreHe, TakoM Kak MporecTepoH, nocpeactsomM BeBefeHus CoepuHenna 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BblLLENEpeYMcrneHHoro, Oyaer obnerdatb Harpysky, cosgasaemyto BPT, u ynpowaTtb

MPOTOKONbI.

[0121] [daHHoe un306peTeHne  OOMOMHUTENBHO  npeaycMmaTpuBaeT  Cnocobbl U
NPUMEHEHNA ANA CHWKEHUA BeposTHOCTM pa3sutna CIA nocne CTMMynuMpoBaHWS
oynaumm CoeguHeHnem 1, ero metabonutoMm, unn apmaueBTUYECKN MNPUEMIIEMON
COMnbiO NMOBOro 13 BbLILLENEPEYUNCIIEHHOrO, BMECTO CXEMbl NEYEHUS C UCMOMb30BaHMEM
yXl-Tpurrepa. B HEKOTOPbLIX BapmnaHTax peanusaumm, cnocod nnu npuMMeHeHue CrneayroT
3a ¢ason KCHA w npepgycmaTtpuBaroT BBeaeHue xeHwuHe CoeauHeHns 1, ero
meTabonura, nnm hapmaueBTUYECKN NpuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, B Ka4yecCTBe TPUITEPHOrO areHTa, KOTOpbIM MOXET 3(PdEKTUBHO
NPOMOTUPOBaTL CO3peBaHWe (OMNMKYNOB M MHAYLMPOBaTb OBYNAUMIO. B HeKoTopbix
BapuaHTax peanusaumm, wucnonb3oBaHve CoeanHeHna 1, ero wmetabonuta, WM

hapmaLeBTUYECKM MPUEMIIEMON COMKM NOOOr0 M3 BbILLENEPEYUCTIEHHOMO, B KayecTBe



39

TpurrepHoro areHta (i) He noBbIWaeT obLM ypoBeHb KoHUeHTpauun VEGF B kpoBu, mnu

(i) noBbiwaeT 0bwmn yposeHb VEGF Ha nepuog MeHee 24 yacoB nocne BBeAeHUS.

[0122] [aHHoe n3obpeteHne - LOMNONHUTENBLHO npegycmarpusaeT CHWXKEHWNe
BepodaTHocTM passutua CIA nocne CTUMynMpoBaHWS OBYMALUMM MyTEM MCMNONb30BaHUA
CoegnHerna 1, ero metabonuta, Unn apmaueBTUYECKN NPUEMIEMON Conmn ndoro 13
BbILLENEPEYMNCNEHHOro, ANA MNOAAEPXKKM IoTenHoBou asbl. B onpeneneHHbIx Takux
BapuaHtax peanu3aumv, BeBegeHve CoeauHeHna 1, ero wmetabonuta, UM
hapmaueBTUHECKM NPUEMNEMON CONKN NOOOMO N3 BbILLENEPEYMUCIIEHHOrO, CneayeT 3a Unm
NPOUCXOAMUT MO CYLLECTBY B TO Xe CamMoOe BPEeMSA, YTO U MHUUMmMpoBaHue. B HekoTopbIx
BapuaHtax peanu3aumm, wucnonb3oBaHve CoeanHeHna 1, ero wmetabonuta, wm
dhapmaueBTUHECKM NpUeMNemMon conun ndoro U3 BbILLENEPEYUCTIEHHOrO, AN NOAAEPXKM
noTemHosown asbl (i) He noBbIWaeT obwmn ypoBeHb KoHueHTpaumum VEGF B kposu, nnm

(i) noBbIwaeT 06w yposeHe VEGF Ha nepuog meHee 24 yacoB Nocrne BBEAEHUS.

[0123] WN3o6peTeHne npepycmarpuBaeT cnocobbl ncnonb3oBaHna CoepuHeHuns 1, ero
meTabonura, nnm dhapmaveBTU4ECKN npuemnemMom conu noboro n3
BbILLENEPEYMNCNEHHOrO, AN NOBbIWEHNA YPOBHA aHAOreHHOoro JII y HyXaaroLencsa B 9ToM
XeHLWMHbI, npoxoaswen npoueaypbl BPT, B KOTOpbIX ypoBeHb 3HAoreHHoro JII B KpoBw
YKEHLLMHbI NOBLILEH NO MEHbLUEN Mepe NpuMepHO 36 YacoB Nocne BBEAEHUS HadanbHOW
£03bl, MO CPaBHEHWUO C YPOBHEM 3HAOreHHOro JIIN B KPOBW XEHLUMHbI Nepes BBeAEHNEM
Ha4aneHOW A03bl. B HEKOTOpbIX BapwaHTax peanu3ayuu, ypoBeHb 3HgoreHHoro JII B
KPOBM >KEHLUMHbI MOBBLILEH MO MEHbLUEW Mepe NpUMMEPHO 24 4aca nocne BBeAEeHUS
HavaneHoW A03bl CoeanHenna 1, ero metabonuta, unu dapmMaueBTUHECKM NPUEMNEMON
conn noboro 13 BbILLENEPEUNCIIEHHOrO, MO CPaBHEHUIO C YPOBHEM 3HAoreHHoro JII B
KPOBM >KEHLMHbl nepen BBEAEHMEM HayanbHOW [03bl. B HekoTopbIXx BapuaHTax
peanunsayuu, no MeHbllen mepe npumepHo 40 YyacoB nocne BBEAEHUA HaYanbHOW A03bl
CoegnHenna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMNIEMON COnn NBOoro n3
BbILLENEPEYNCNEHHOrO, ypOoBEHb 3HAOreHHOro JIIL B KPOBW >KEHLWMHbI MNOBbIWEH MO
CPaBHEHWIO C YPOBHEM 3HAOreHHoro JIIT B KPOBU XEHLWMHbI Nepes BBEAEHNEM HaYarnbHOM
[03bl. B HEKOTOpPBLIX BapuaHTax peanusaunn, no MeHbLLEN Mepe NPUMEPHO 44 yaca nocne
BBEAEHUS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUHECKU
npuemnemMmon conu noboro 13 BblENepeYncrieHHOro, ypoBeHb 3HgoreHHoro JII B kposm
YKEHLLMHbI NOBbILEH MO CPaBHEHWUIO C YPOBHEM 3HAOreHHOro JIIN B KPOBW XEHLWMHBI Nepeg,
BBEAEHMEM HadanbHOW A03bl. B HEKOTOPLIX BapmaHTax peanusayuu, no MeHbLlen mepe
npuMeEpPHO 48 yacoB Nocne BBeaeHUS HadvanbHoM fo3bl CoeanHenuns 1, ero metabonura,

nnM apmaleBTUYECKN MPUEMIIEMON CONMM MBOro M3 BbilLENEPEYNCIIEHHOMO, YPOBEHb
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aHgoreHHoro J1IN B KpoOBW EHLLUMHBI NOBbILLEH MO CPaBHEHUIO C YPOBHEM aHAoreHHoro JII B
KPOBM >KEHLWMHbl nepen BBEAEHMEM HayanbHOW p[03bl. B HekoTopbIXx BapuaHTax
peanusauuu, No MeHbLLen Mepe npuMepHO 52 4aca nocne BBeAEHWS HayvarbHOW L03bl
CoegnHerna 1, ero metabonuta, Unuv apmayeBTUYECKM NPUEMNIEMON conn ndoro 13
BbILLENEPEYNCNEHHOro, ypoBeHb 3HAOreHHoro JIIL B KPOBW >KEHLUMHbI MOBbIWEH MO
CpPaBHEHWIO C YpOBHEM 3HAOreHHoro JIIT B KpOBU XEHLWWHbI Nepes BBEAEHUEM HadarnbHOU

Jl03bl.

[0124] W3o6peTeHue Takke npegycmMaTpmBaeT crnocobbl ncnonb3osaHna CoeguHeHna 1,
ero Metabonuta, wnM  apmaueBTUYECKM  npuemnemon  conu  nwboro um3
BbILLENEepEeYNCNEHHOro, AN NOBbIWEHNA ypOoBHA sHAoreHHoro JII y Hyxxaarowencsa B 9ToM
XEeHWWHbI, npoxogswen npouenypsl BPT, B KOTOpbIX MakcumarnbHbIA  YPOBEHb
aHgoreHHoro JIIT B kpoBM HabnogaeTca 4Yepes3 No MeHbluen mepe npumepHo 12 yacos
nocne BBEAEHMS HavanbHOW [03bl. B HeKoTOpbiX BapuaHTax peanusaumu, nocne
BBEAEHMS HadanbHOM [03bl CoeanHeHnsa 1, ero metabonuta, unn gapmaleBTUYECKU
npuemnemon conn nboro 3  BbIWENEPEUYNCNEHHOTO, MaKkCUMasnbHbIM  YPOBEHb
saHgorenHoro JIIN B kpoBM HabnrogaeTcs mexay npumepHo 12 yacamm n npumepHo 48
Yacamu nocne BBeAEHUA HayanbHOM A,03bl. B HEKOTOPLIX BapuaHTax peanusauum, nocne
BBEAEHUS HadanbHou Ao3bl CoeauHeHusa 1, ero metabonurta, unu dapmayeBTUHECKU
npueMnemon conn noboro Kn3  BbIWLENEPEYMNCIIEHHOTO, MaKCUMarbHbIM  YPOBEHb
sHgorenHHoro JIIN B kpoBM HabnrogaeTcs mexay npumepHo 12 yacamum n npumepHo 36
Yacamu nocne BBeAEHUA HayanbHOM A,03bl. B HEKOTOpPLIX BapuaHTax peanusauum, nocne
BBEAEHUS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dapmayeBTUYECKU
npueMnemMon conn nboro 13  BbILWENEPEYMUCIIEHHOTO, MaKCUMarbHbI  YPOBEHb
angorenHoro JIIN B kpoBM HabntogaeTcs Mexay npUMepHo 12 yacamm v NpUMepHO 24
Yacamu nocne BBeAEHWA HayanbHOM A,03bl. B HEKOTOpPLIX BapuaHTax peanusaumm, nocne
BBEAEHMS HadanbHou Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUYECKU
npueMnemMon conn nboro n3  BbIWLENEPEYMCIIEHHOTO, MaKCUMarbHbI  YPOBEHb
sHgorenHHoro JIIN B kpoBM HabntogaeTca Mexay npumepHo 12 yacamm v npymepHo 18
Yacamu nocne BBeAEHWA HayanbHOM A,03bl. B HEKOTOpPLIX BapuaHTax peanusauum, nocne
BBEAEHMS HadanbHou fo3bl CoeguHeHusa 1, ero metabonurta, unu dapmayeBTUHECKU
npueMnemMon conn nboro 13  BbILWLENEPEYMCIIEHHOTO, MaKCUMarbHbI  YPOBEHb
sHgoreHHoro JIIT B kpoBu HabnrogaeTcs yepes npuMmepHo 14 4yacoB nocne BBeLEHUA
Ha4aneHOW [03bl. B HekoTopbIX BapuaHTax peanusayuu, nocne BBEAEHUA HadanbHOMU
fo3bl CoeguHeHna 1, ero metabonurta, unu dapmayeBTUYEeCKM MNPUEMIIEMOM COMU

ntoBoro 13 BbILLENEPEYNCIEHHOTO, MaKCUMarbHbIN ypoBeHb 3HAoreHHoro JII B KpoBwu
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HabnogaeTca 4depes npuUMEpPHO 16 4acoB noOCne BBEAEHUMS HadvanbHOM [03bl. B
HEeKOTOpbIX BapwaHTax peanusauun, nocrne BBeAeHUs HavanbHou A03bl CoeauHeHuna 1,
ero Metabonuta, wnM  apmaueBTUYECKM  npuemnemon  conu  nwboro u3
BbILLENEPEYMNCNEHHOro, MakcuMarbeHbIn YpoBeHb sHaoreHHoro JIIT B kpoBu HabnrogaeTcs
4yepes NpuMepPHO 18 yacoB nocne BBEAEHUSA HadanbHOW A03bl. B HEKOTOPLIX BapuaHTax
peanusauuu, nocne BBEAEHUA HadanbHoW Jo3bl CoeguHeHuna 1, ero metabonura, unu
dhapmaueBTUHECKM NPUEeMIEMON Conm MbdOro 13 BbilLENEpPEeYNCEHHOro, MakCUMarbHbIN
ypoBeHb aHporeHHoro JIIT B kpoBw HabnwogaeTtcs 4depe3 npumepHo 20 yacoB nocne
BBEAEHMS HadanbHOW [03bl. B HeKoTopbIX BapwaHTax peanusauum, nocne BBeLEeHUSA
HavaneHou 03bl CoeanHeHna 1, ero metabonuTa, unu dpapmMaueBTUYECKN NPUEMNEMON
conn noboro M3 BbILENEPEYUCIIEHHOrO, MakCUMarbHbIM YPOBEHb 3HAoreHHoro JIIT B
KpoBW HabnogaeTcs 4vepes NpuMMepHo 22 yaca nocrne BBeAeHUS HadvanbHOM 03bl. B
HEKOTOPbIX BapuaHTax peanusauun, nocrne BBEAEHUA HavanbHoW fo3bl CoeguHenus 1,
ero wmetabonuta, wnKM  apmaueBTUYECKM  NPUEMNEMOM  conm  nboro U3
BbILLENEePEYNCIIEHHOrO, MaKCUMarbHbIA ypOBEHb sHAoreHHoro J1IT B kpoBu Habntogaetca
4yepes NpUMMEpPHO 24 yaca nocne BBeAEHUS HadvanbHOW A03bl. B HEKOTOpbIX BapuaHTax
peanusauuu, nocne BBeAEHUS HadanbHoW A03bl CoegmHeHnsa 1, ero metabonura, unu
hapmaLeBTUHECKM NPUEMMAEMON CONM NOBOro 13 BbILLENEPEYNCIEHHOTO, MakCUMarbHbIN
ypoBeHb sHaoreHHoro JIIT B kpoBu HabntogaeTcs 4depes npuMmepHo 28 4vacoB nocne
BBEAEHMS HaudanbHOW [03bl. B HEKOTOpbIX BapwaHTax peanusauum, nocne BBEeLEHUS
HavaneHoW A03bl CoeanHeHna 1, ero metabonuta, unu dapmMaueBTUYECKM NPUEMNIEMON
conn noboro M3 BbILLENEPEUNCIIEHHOrO, MakCUMmarbHbIM YPOBEHb 3HAoreHHoro JIIN B
KpoBWn HabnopgaeTcsa uvepes npumepHo 32 4aca nocne BBeAeHUS HadvanbHOM 403bl. B
HEeKOTOpbIX BapuaHTax peanusauun, nocne BBeLeHUs HavanbHou A03bl CoeauHeHna 1,
ero Metabonuta, wnM  apmaueBTUYECKM  npuemnemon  conu  nwboro u3
BbILLENEPEYMCNEHHOrO, MakcuMarbHbI YpoBeHb sHAoreHHoro JII B kpoBm HabnrogaeTcs

yepes NPUMEPHO 36 YacoB Mocne BBEAEHUS Ha4YanbHOW 403bl.

[0125] W30b6peTeHme npepycmatpmBaeT Cnocobbl M MPUMEHEHUS ANA  MNOBbILWEHUS
ypoBHs sHaoreHHoro JIIT y eHwumHbl, npoxoasaiwien npoueaypbl BPT 1 Hyxgarowenca B
noaaepxke nOTEMHOBOW (Pasbl, BKNOYAOLME BBELEHME XXEHLUMHE HavanbHOW [O3bl
CoegnHenna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMNEMON Conn nboro n3
BbILLENEPEYMNCNEHHOrO, NOCIE NMOMYyYEHUS YKa3aHHOW XXEHLMHOW TPUITEPHOM A03bl areHTa
CO3peBaHNA 00LMTOB B paMkax cxembl BPT. AreHT cospeBaHms OOLMTOB, UK TPUITEPHBIN
areHT, MOXeT ObITb MCNONb30BaH ANA NPOMOTUPOBAHUS OKOHYATENBHOrO CO3pPEBaHUA

ooymtoB B cxemax BPT nepep wmsBneyeHwem oouutoB (Hanpumep, KO, UKCU) mnn
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nepen oBynauven B pamkax nedenHusa, Hanpumep, CIMA, korga, nocne osynauum, BMU nnm
MONOBOM aKT MPUYPOYEHbl K OMNpeaeneHHOMY BPEMEHW ANS MakCummsauuu LiaHca
ONSIOAOTBOPEHNA ANLEKIETKN. AreHTbl CO3peBaHS OOLUTOB MOrYT BKIHOYaTh, Hanpumep,
CoegnHeHne 1, ero metabonut, unn apmayeBTUYECKM NPUEMMEMYIO COMb MBOro m3
BblenepeymcneHHoro, YXl, pekoMOMHaHTHbIM NOTENHM3MpYoWMn ropmoH (ph), munm
aroHucT MHPI. B HEKOTOpPbIX BapuaHTax peanunsaumm, aroHuct MHPI BeiBupatoT 13 rpynnel,
COCTOSALLEN M3 NENnpopenuHa auetara, roHagopenuHa, OycepenuHa, TPUNTOpenvHa,
rocepenuHa, HadapenuHa, rucTpenuHa, AecrnopenuvHa, MeTepenuHa, neyupenvHa, unm
dapmaueBTUHECKM NpUeEMNEMbIX conen noboro U3 BbIENEePEeYNCIEHHOro. B HEKOTOpbIX
BapuaHTax peanusagun, ogHa unu Heckonbko fo3 CoeauHeHus 1, ero metabonura, Unm
dapmaueBTUHECKM MPUEMMEMON Conu NBOro 13 BbilLENepeyncneHHoro, MoryT ObiTb
BBEAEHbI XXEHLUMHE, HYXXAaroLLEenNcsa B NOAAEPXKKE NIOTENHOBOM dhasbl nepes U3BnevYeHnem
OOLMTOB, NOCMEe N3BMNEYEHNA OOLMTOB, UMK Kak nepea, Tak 1 nocne n3BnevyeHns OoLMTOB.
AHarnormnyHo, ana cxem BPT, He BkNtoYarowmx U3BReYeHne oouuTa, ogHa Unn HECKOSbKO
no3 CoegmHenus 1, ero metabonura, unu apmaueBTUYECKM NPUEMIIEMON CONM NBOoro
N3 BbILENEPEUNCIIEHHOrO, MOryT ObiTb BBEAEHbI XEHLUMHE, HY>XAAOLWENCS B NOALEPXKKE
NIOTENHOBOW hasbl, Nepes OBynAUMEn, nocne OBYNSAUMWU, UMK Kak neped, Tak u nocne

OBYNALMN.

[0126] B HekoTOpbIX BapuaHTax peanusauuu crnocoboB M MPUMEHEHUM, ONUCaHHLIX B
AAHHOM [OKYMEHTE, ypoBEeHb 3HAOreHHoro JII B KPOBW >KEHLMHbI MOBbLILEH MEXAY
npumepHo 12 vyacamm M npumMepHo 96 4vacamm NOCne BBEAEHUS HadanbHOW [03bl
CoegnHenna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMNEMON Conn nrboro mn3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KPOBU KEHLUMHbI
nepes BBEAEHWEM HadanbHOW A03bl. B HEKOTOPLIX BapuaHTax peanusauum cnocobos u
NPUMEHEHNN, OMUCaHHbIX B AAHHOM [OKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLUMHbI MOBbIWEH MeXay npuMepHo 12 yacamm M npumepHo 84 4vacamu nocne
BBEAEHUS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dapmaleBTUHECKU
npuemnemMon conn nboro M3 BbILWENEPEYNCNIEHHOIO, MO CPaBHEHUIO C YPOBHEM
sHgoreHHoro JII B KPOBW XEHLWMHBI Nepes BBeAEHNWEM HavanbHOW [03bl. B HeKoTopbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb aHAoreHHoro JIIN B KpOBU XEHLMHbI MOBbILLEH MexXay npuMepHo 12 4yacamu un
NPUMEPHO 72 Yacamm nocne BBEAEHUS HavanbHou 403bl CoegnHenus 1, ero metabonura,
unn dapmaueBTUYECKN MPUEeMIEMON conv  Mboro M3  BbIWENEPEYNCIEHHOrO, Mo
CPaBHEHWIO C YPOBHEM 3HAOreHHOro JIIT B KpOBU XEHLUMHbI Nepes BBEAEHNEM HadarnbHOM

A03bl. B HekoTopbix BapuaHTax peanv3aumm crnocoboB M MPUMEHEHWA, OMUCaHHbIX B
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AAHHOM [OKYMEHTE, ypoBeHb 3HAOreHHoro JIIT B KPOBW >KEHLMHbI MOBbIWEH MEXAy
npumepHo 12 vyacamm n npumepHo 60 vacamm nocne BBEAEHUS HadanbHOW [03bl
CoegnHerna 1, ero metabonuta, unum apmayeBTUYECKM NpUEMNIEMON conn ndoro 13
BbILLENEPEYNCNEHHOrO, N0 CPaBHEHWIO C YPOBHEM SHAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHVMEM HavanbHOW A03bl. B HEKOTOpbIX BapwaHTax peanusauyum cnocobos u
MPUMEHEHNN, OMUCaHHbIX B AAHHOM [AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLUMHbI MOBbIWEH Mexay npuMepHo 12 yacamm M npumepHo 48 4vacamu nocne
BBeAeHMs HadanbHou fo3bl CoeguHeHusa 1, ero metabonurta, unu dapmaueBTUHECKU
npuemneMon conn noboro M3 BbILWENEPEYNCNEHHOrO, MO CPaBHEHWUIO C  YPOBHEM
aHgoreHHoro JII B KPOBW XeHLWWHbI Nepes BBeAeHWEeM HavanbHOW 03bl. B HekoTopbIx
BapuaHTax peanu3ayuMmM cnocoboB M MPUMEHEHUN, OMUCAHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb aHAoreHHoro JII' B KpOBU XEHLUMHbI NOBbIWLEH MexXAay npumMepHo 14 4yacamu un
npumepHo 84 yacamu nocne BBeAeHUs HavyanbHoW Ao3bl CoeanHeHns 1, ero metabonura,
nnn  apmaueBTUYECKN NPUEMMEMON COMM  NMOBOro M3  BbILLENEPEYNCIIEHHOrO, Mo
CpPaBHEHUIO C YPOBHEM 3HAOreHHOro JII B KPOBUM XEHLMHbI Nepes BBEAEHWEM HavarnbHOW
L03bl. B HekoTopbix BapuaHTax peanusagum crnocoboB M NPUMEHEHWW, OMUCaHHbIX B
AAHHOM [OKYMEHTE, ypoBeHb 3HAOreHHoro JIIT B KPOBW >KEHLMHbI MOBbILEH MEXAy
npumepHo 14 vyacamm M NPUMEPHO 72 4YacamMmm NOCne BBEAEHUS HadanbHOW [03bl
CoegnHenna 1, ero metabonuta, unm papmayeBTUYECKM NPUEMNEMON Conn nrboro mns3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpLIX BapwaHTax peanusauum cnocobos u
NPUMEHEHNIN, OMUCaHHbIX B AAHHOM [AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLUMHbI MOBbIWEH Mexay npuMepHo 14 yacamm n npumepHo 60 4vacamu nocne
BBEAEHUS HadanbHou Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUHECKU
npuemnemMon conn nboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
sHgoreHHoro JII B KPOBW XEHLMHBI Nepes BBEeAEHNWEM HadanbHOW [03bl. B HEKOTOpbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb aHAoOreHHoro JIIN B KpOBU XEHLMHbI NOBbIWLEH Mexay npumMepHo 14 4yacamu un
npUMEpPHO 48 yacammn nocne BBEAEHUS Ha4vanbHou 403kl CoeanHeHus 1, ero metabonura,
unn  dapmaueBTUYeCKn MpUemMneMon conm nboro M3  BbIWENEPEYNCIEHHOrO, Mo
CPaBHEHWIO C YPOBHEM 3HAOreHHoro JIIT B KpOBU XEHLWMHbI Nepes BBEAEHNEM HadarnbHOM
£A03bl. B HekoTopbix BapuaHTax peanusagum crnocoboB M NPUMEHEHWW, OMUCaHHBIX B
AAHHOM [OKYMEHTE, ypoBeHb 3HAOreHHoro JIIT B KPOBW >KEHLMHbI MOBbILLEH MEXAy
npuMEpPHO 24 vyacamm W nNpuMepHO 84 yacamm NOCne BBEAEHUS HadanbHOW [03bl
CoegnHenna 1, ero metabonuta, unu apmayeBTUYECKM NPUEMNEMON Conn nrdoro n3

BbILLEMNEPEYMNCIEHHOrO, MO CPaBHEHWUIO C YPOBHEM 3HAOreHHoro JII B KPOBW KEHLLMHBbI
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nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpbIX BapwaHTax peanusayum cnocobos u
MPUMEHEHNW, OMUCaHHbIX B AAHHOM AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLUMHbI MOBbIWEH MeXay MPUMEPHO 24 4yacamMmm W NPUMEpHO 72 4Yacamu nocne
BBEAEHMS HadanbHou fo3bl CoeguHeHusa 1, ero metabonurta, unu dapmaleBTUYECKU
npuemneMon conn noboro M3 BbIWENEPEYNCNEHHOIO, MO CPaBHEHUIO C YPOBHEM
aHgoreHHoro JII B KpOBW XeHLWHbI Nepej BBeAEeHWEM HavanbHOW A03bl. B HekoTopbIX
BapuaHTax peanusayuMm cnocoboB M MPUMEHEHUN, OMUCAHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb 3HAoreHHoro JII' B KpOBU XEHLUMHbI MOBbILLEH MeXAy NpuMepHO 24 4acamu n
npumepHo 60 Yyacamun nocne BBeAEHUS HavanbHou 403kl CoeanHeHus 1, ero metabonura,
unn dapmaueBTUYeCcKn npuemMnemMon conm noboro M3  BblWENepeyYncneHHoro, no
CpaBHEHWIO C YPOBHEM 3HAOreHHOoro JIIT B KpOBU XEHLWMHbI Nepes BBEAEHUEM HayarnbHOU
[03bl. B HekoTopbIx BapuaHTax peanu3agum crnocoboB M MPUMEHEHWW, OMUCaHHbIX B
AaHHOM [OKyMeHTe, ypoBeHb 3HAOreHHoro JIIT B KPOBW >KEHLMHbI MOBbIWEH MEeXAy
npUMEpHO 24 4vacamu W NpUMEpPHO 48 vacamu Mocne BBEAEHUS HadanbHOW [03bl
CoepuHenna 1, ero metabonuTa, Unu gapmayeBTUYECKM NPUEeMIEMON ConM nboro 13
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KpOBM KEHLUMHbI

nepen BBeAEHMEM Ha4YanbHOM 403bl.

[0127] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUM, OMUCaHHLIX B
AAHHOM [OKYMEHTe, YpOBEHb dHAoreHHoro JIIT B KPOBW >KEHLMHbI MOBbIWEH Ha
NPOTSKEHMM NO MEHBbLUEN Mepe NpUMEPHO 36 4acoB MOCIe BBEAEHUSA HadarbHOW 403bl
CoegnHenna 1, ero metabonuta, unm papmayeBTUYECKM NPUEMNEMON Conn nboro mn3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KPpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpLIX BapuaHTax peanusauum cnocobos u
MPUMEHEHNIN, OMUCaHHbIX B AAHHOM [AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
EHLUMHbI MOBbLIWEH Ha MPOTSKEHUW MO MEHbLUEN Mepe npumepHo 48 4vacoB nocne
BBEAEHMS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUHECKU
npuemneMon conn nboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
sHgoreHHoro JIIT B KpOBW XEHLWMHbI Nepes BBEAEHVEM HavanbHoW [o3bl. OgHWM
noTeHumnaneHbIM MNPEMMYLLECTBOM CMOCOBOB N MPUMEHEHWUW, OMUCaHHbIX B AaHHOM
LOKYMEHTE, MO CpPaBHEHWIO C COBPEMEHHbIMKM Tpurrepamu, aBnseTca  yaobcTeo
noBbiweHna ypoBHA JIIT Ha npoTsxeHun Gonee 36 4vacos. Ecnm oBynauua ¢ 6onbLliomn
BEPOSATHOCTLIO MPOMCXOAUT NPUONN3UTENBHO Yepe3 48 4acoB MNocne HavanbHOW A03bl
CoegnHenna 1, ero metabonuta, unu apmayeBTUYECKM NPUEMNIEMON COnn MBoro n3
BbILLENEPEYNCNEHHOro, cnocodbl N NPUMEHEHUS, ONUCaHHbIE B AaHHOM AOKYMeHTe ByayT

nonesHol gna coctaeneHus rpaduka (logistics of scheduling) HasHaueHun BPT no
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CPaBHEHWIO C COBPEMEHHbBIM CTaHAapTOM feveHus. B HacTosLwee Bpems, ecnm Tpurrep
BBOAAT NPUMEPHO B 8 4acoB Beuvepa, TO 3abop AWLEKNETKM Npomn3BoguTca depes 36
yacos (8 yacos yTpa). Ecnun 3ab0op anuekneTkn MoXeT ¢ 60MbLUOW CTENEHBH BEPOATHOCTU
NpoOBOAUTBECH 4Yepe3 npumepHo 48 4acoB, Kak npegycMarpuBaeTcs  AaHHbIM
n3obpeTeHnem, nonyyYeHne Tpurrepa naumeHtamm wu  3abop  AWLEKNETKM  MOTyT
NpoBOAUTBECH B HOpmarnbHoe paboyee Bpems. B HeKOTOpbIX BapuaHTax peanusaumm
crnocoboB 1 NPUMEHEHWUI, OMMUCAHHbBIX B AaHHOM LOKYMEHTe, YpOBeHb aHaoreHHoro JIIN B
KPOBM XEHLUMHbI NOBbILLEH Ha NPOTSKEHUM MO MEHbLLEN Mepe NpUMepHO 48 yacoB nocne
BBeAEeHUS HadanbHou fo3bl CoeguHeHusa 1, ero metabonura, unu dapmaueBTUHECKU
npuemneMon conu noboro M3 BbILWLENEPEYNCNEHHOrO, MO CPaBHEHUIO C YPOBHEM
aHgoreHHoro JII B KPOBW XeHLWWHbI Nepes BBeAeHWeM HavanbHOW A03bl. B HeKoTopbIx
BapuaHTax peanui3ayuMmM cnocoboB M MPUMEHEHUN, OMUCAaHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb 3HA0reHHoro JIIN B KpOBUM XXEHLUMHbI MOBbLILLEH Ha MPOTSXEHUN OT NpUMepHO 36
4acoB 4O NpUMMEPHO 16 gHeW nocne BBEAEHUS HadanbHoOM A03bl CoeanHenus 1, ero
meTabonura, nnu hapmaleBTUYECKM npuemnemom conm noboro n3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KpOBM KEHLUMHbI
nepes BBeAEHWMEM HadanbHOM A03bl. B HEKOTOpLIX BapnaHTax peanusauum cnocobos u
NPUMEHEHNN, OMUCaHHbIX B AAHHOM AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B Kposw
XEHLWWMHbI NOBbILWEH Ha NPOTSXKEHUM OT NPUMEPHO 36 YacoB A0 NPUMEPHO 12 AHEeNn nocne
BBEAEHUS HadanbHoM Ao3bl CoeauHeHusa 1, ero metabonurta, unu dapmaleBTUYECKU
npuemneMon conn nboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUO C YPOBHEM
aHgoreHHoro JII B KPOBW XEHLWMHbI Nepes BBeAEHNMEM HadanbHOW 403bl. B HEKOTOpbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII B KpOBU XEHLMHbI MNOBbIWEH Ha NPOTSXEHUN OT nNpumepHo 36
yacoB A0 npumepHo 11 aHeW nocne BBEAEHUA HavanbHOW A03bl CoeguHenusa 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHWUIO C YPOBHEM 3SHAOreHHoro JIIT B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpLIX BapuaHTax peanusayum cnocobos u
NPUMEHEHNN, OMUCaHHbIX B AAHHOM [OKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B Kposw
KEHLWWMHbI NOBLILWEH Ha NPOTSXXEHUM OT NpuUMepHO 36 Yacos Ao npumepHo 10 gHewn nocne
BBEAEHMS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmaleBTUHECKU
npuemnemMon conn nboro M3 BbILWENEPEYNCNIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
sHgoreHHoro JII B KpOBW XEHLWMHBI Nepes BBeAEHWEM HadanbHOW 03bl. B HeKoTopbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHOro JII' B KpOBUM XEHLMHbI MOBbIWEH Ha MPOTSXEHUN OT NpuMepHO 36

4YacoB A0 NpUMEPHO 9 AHEW NOCcne BBEAEHMS HadanbHOM [03bl CoeguHenus 1, ero
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meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BbILLENEPEYNCNEHHOrO, N0 CPaBHEHWUIO C YPOBHEM SHAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpbIX BapwaHTax peanusayum cnocobos u
MPUMEHEHUN, OMUCaHHbIX B AAHHOM [OKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLWWMHbI NOBbLILEH Ha MPOTSKEHUN OT NPUMEPHO 36 YacoB A0 NPUMEPHO 8 aHen nocne
BBEAEHMS HadanbHou fo3bl CoeguHeHusa 1, ero metabonurta, unu dapmayeBTUYECKU
npuemnemMon conu nboro M3 BbIWENEPEYNCNEHHOrO, MO CPaBHEHUID C  YPOBHEM
sHgoreHHoro JII B KpOBW XeHLWWHbI Nepes BBeAeHWEeM HavanbHOW A03bl. B HekoTopbIxX
BapuaHTax peanu3ayuMmM cnocoboB M MPUMEHEHUN, OMUCAHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII' B KpOBU XEHLMHbI MNOBbILWEH Ha MNPOTSXEHUN OT NpuMepHO 36
4YacoB A0 NPUMEPHO 7 AHEW nocne BBEAEHWS HadvanbHoM [03bl CoegmHenns 1, ero
mMeTabdonuta, nnm dhapmaLeBTU4ECKN npuemMmnemMmom conu noboro n3
BbILLENEPEYMNCNEHHOro, N0 CPaBHEHUIO C YPOBHEM 3SHAOreHHoro JII B KpOBU XEHLUMHbI
nepeg BBEAEHWEM HadanbHOM [03bl. B HEKOTOpLIX BapuaHTax peanusaumm cnocoboB m
NPUMEHEHUIN, OMUCaHHbIX B AAHHOM [AOKYMEHTEe, ypoBeHb 3HaoreHHoro JII B kposu
YKEHLLMHbI NOBbILLEH Ha NMPOTSXXEHUM OT NpUMeEpPHO 36 YacoB 4O NPUMEPHO 6 AHen nocne
BBEAEHUS HadanbHou Ao3bl CoeauHeHusa 1, ero metabonurta, unu dapmaleBTUHECKU
npuemnemMon conn nboro M3 BbILWENEPEYNCIIEHHOIO, MO CPaBHEHUIO C YPOBHEM
aHgorenHHoro JII B KPOBW XEHLMHbI Nepes BBeAEHNMEM HadanbHOW 03bl. B HEKOTOpbIX
BapuaHTax peanusayum CnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHOro JII B KpOBUM XEHLMHbI NOBbIWEH Ha NPOTSXEHUN OT nNpumepHo 36
4YacoB A0 NPUMEPHO 5 AHEeW nocne BBEAEHMS HadanbHOM A03bl CoeguHenus 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KPOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpLIX BapwaHTax peanusayum cnocobos u
NPUMEHEHNIN, OMUCaHHbIX B AAHHOM AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLWWMHbI NOBbILLEH Ha MPOTSKEHUN OT NPUMEPHO 36 YacoB A0 NPUMEPHO 4 AHEN nocne
BBEAEHUS HadanbHoM fo3bl CoeguHeHusa 1, ero metabonurta, unu dgapmaleBTUYECKU
npuemneMon conn nboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
sHgoreHHoro JII B KpOBW XEHLWMHBI Nepes BBeAEHWEM HadanbHOW 03bl. B HEKOTOpbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JIIN B KpOBU XEHLUMHbI MOBbIWEH Ha MNPOTSXEHUN OT NpumepHo 36
4YacoB OO0 NPUMEPHO 3 AHEW NOCne BBEAEHMS HadanbHOM [03bl CoeguHenusa 1, ero
meTabonura, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, N0 CPaBHEHWUIO C YPOBHEM SHAOreHHoro JII B KpOBU KEHLUMHbI

nepes BBEAEHMEM HayarbHOW A03bl. B HEkOTOpbIX BapuaHTax peanusauum cnocoboB u
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NMPUMEHEHNIN, OMMUCaHHbLIX B AaHHOM [OKYMEHTE, ypoBeHb 3HgoreHHoro JIIT B kpoBwu
XEHLWWMHbI NOBbLILLEH Ha MPOTSPKEHUN OT NPUMEPHO 36 YacoB A0 NPUMEPHO 2 AHEN nocne
BBEAEHNS HadanbHou Ao3bl CoeguHeHus 1, ero metabonura, unn dapmayeBTUHECKU
npueMnemMon conm nboro 13 BbILWENEPEYMCIIEHHOIO, MO CPaBHEHUD C YPOBHEM

aHporeHHoro J1I B KpOBW XKEHLWHbI Nepe BBEAEHNEM HaYarbHOW 403bl.

[0128] B HekoTOpbIX BapuaHTax peanusauuu criocoboB M MPUMEHEHWW, ONUCaHHLIX B
AAHHOM [OKYMEHTe, YpOBeHb oHAoreHHoro JIIT B KPOBW >KEHLWMHbl MOBbIWEH Ha
NPOTSKEHMM OT NPUMEPHO 48 yacoB A0 NPUMEPHO 16 AHeW nocne BBEAEHUS HayanbHOW
fo3bl CoeguHeHna 1, ero metabonurta, unu dapmayeBTUYeckn MNpUEMIEMON COMU
noboro 13 BbILLENEPEYNCTIEHHOMO, MO CPaBHEHUIO C yPOBHEM 3sHAoreHHoro JIIT B kpoBwu
XEeHLWMHbI nepes BBEAEHMEM HadyanbHOW [03bl. B HEKoTopbIX BapuaHTax peanusaumu
crnocoboB N NPUMEHEHWN, OMMUCAHHbBIX B AAHHOM LOKYMEHTe, YpOBeHb aHaoreHHoro JII B
KPOBM XEHLLMHbI NOBbILLEH Ha MNPOTSKEHUM OT NPUMEPHO 48 YacoB A0 NPUMEPHO 12 AHEN
nocne BBeAeHUA HavanbHoW pAo3bl  CoegmHeHna 1, ero wmetabonurta, wnu
hapmaueBTUYECKN NPUEMMNEMON CONM MOBOro 13 BbILLENEPEYNCIIEHHOTO, MO CPaBHEHWIO
C ypoBHeEM SHaoreHHoro JIIT B KpOBM XEHLMHbI Nepes BBEAEHMEM HadanbHOW 03bl. B
HEeKOTOpbIX BapuaHTax peanusauum crnocoboB M MPUMEHEHWW, OMUCaHHbIX B AaHHOM
LOKYMEHTE, YPOBEHb SHAOreHHoro JIIN B KpOBW XEHLUMHbI MOBbILEH HA MPOTSKEHUN OT
npumepHo 48 vyacoB [0 nNpumepHO 11 AHEW nocne BBEAEHUS HavanbHOW [03bl
CoegnHenna 1, ero metabonuta, unm papmayeBTUYECKM NPUEMNEMON COnNmn nrboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHUIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHVMEM HadanbHOW A03bl. B HEKOTOpLIX BapuaHTax peanusauum cnocobos u
NPUMEHEHNN, OMUCaHHbIX B AAHHOM [AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLWWMHbI NOBLILWEH Ha NPOTSXKEHUM OT NpUMEpPHO 48 yacos Ao npumepHo 10 gHen nocne
BBEAEHUS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUYECKU
npuemneMon connm noboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
sHgoreHHoro JII B KPOBW XEHLWMHbI Nepes BBeAEHNWEM HadanbHOW 03bl. B HEKOTOpbIX
BapuaHTax peanusayum CnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII B KpOBUM XEHLUMHbI MOBbLIWEH Ha MNPOTSXEHUN OT NpumepHOo 48
4YacoB A0 NPUMEPHO 9 AHEW NOCne BBEAEHMS HadanbHOM [03bl CoeguHenusa 1, ero
meTabonura, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWUIO C YPOBHEM 3SHAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpLIX BapwaHTax peanusaymm cnocobos u
MPUMEHEHUW, OMUCaHHbIX B AAHHOM AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B Kposw

XEHLWWMHbI NOBbLILLEH Ha MPOTSKEHUN OT NPUMEPHO 48 YacoB 4O NPUMEPHO 8 gHen nocne
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BBEAEHMS HadanbHou Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUHECKU
npuemneMon conn noboro M3 BbILWENEPEYNCNIEHHOTO, MO CPaBHEHUIO C  YPOBHEM
sHgoreHHoro JII B KpOBW XEHLWMHbI Nepes BBeAEHWEM HavanbHOW A03bl. B HekoTopbIx
BapuaHTax peanusayumM cnocoboB U MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII' B KpOBUM XEHLMHbI MOBbIWEH Ha MNPOTSXEHUN OT nNpumepHOo 48
4YacoB OO0 NPUMEPHO 7 AHEW NOcne BBEAEHWS HadanbHOW [03bl CoeguHeHns 1, ero
meTabonuta, nnu dhapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BbILLENEPEYNCNEHHOrO, N0 CPaBHEHWUIO C YPOBHEM SHAOreHHoro JII B KpOBU KEHLUMHbI
nepen BBeAEeHMEM HavanbHOW A03bl. B HEKOTOpPLIX BapuaHTax peanusaumm cnocobos u
MPUMEHEHNN, OMUCaHHbIX B AAHHOM [OKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B Kposw
XEHLMHbI NOBbILLEH Ha MPOTSKEHUN OT NPUMEPHO 48 YacoB A0 NPUMEPHO 6 AHEN nocne
BBeAeHMs HadanbHou fo3bl CoeguHeHusa 1, ero metabonurta, unu dapmaueBTUHECKU
npyeMnemMon conum nboro M3 BbILENEPEYNCIIEHHOMO, MO CPaBHEHUKO C YPOBHEM
sHporeHHoro JIIN B KpOBW XXEHLWMHBI Nepes BBeAEHWEM HadanbHOW f03bl. B HekoTopbix
BapuaHTax peanusaumm CrnocoboB W MPUMEHEHUW, OMUCAHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII B KPOBUM XKEHLLUMHbI MOBbLILLEH Ha MPOTSXKEHUM OT NPUMEPHO 48
4acoB A0 NPUMEPHO 5 AHEeW nocne BBEAEHWs HadanbHoM A03bl CoeauHeHus 1, ero
meTabonuta, nnu dhapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMCNEHHOrO, MO CPaBHEHUIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLUMHbI
nepen BBeAEHWMEM HadanbHOW A03bl. B HEKOTOpLIX BapuaHTax peanusauum cnocobos u
NPUMEHEHNN, OMUCaHHbIX B AAHHOM AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XEHLWWMHbI NOBbILLEH Ha MPOTKEHUN OT NPUMEPHO 48 YacoB A0 NPUMEPHO 4 AHEN nocne
BBEAEHUS HadanbHou Ao3bl CoeguHeHusa 1, ero metabonurta, unu dapmayeBTUYECKU
npuemneMon conn nboro M3 BbILLENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
aHgoreHHoro JII B KpOBW XEHLWMHbI Nepes BBEAEHNEM HadanbHOW 03bl. B HEKOTOpbIX
BapuaHTax peanusayum CnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII B KpOBUM XEHLUWHbI MNOBbIWEH Ha MNPOTSXEHUN OT NpuMepHOo 48
4YacoB A0 NPUMEPHO 3 AHEW NOCne BBEAEHMS HadanbHOM [03bl CoeguHeHusa 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYNCNEHHOrO, NO CPaBHEHWIO C YPOBHEM 3SHAOreHHoro JIIT B KpOBU KEHLUMHbI

nepen BBeAEHWEM Ha4YanbHOW A03bl.

[0129] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWW, OMUCaHHLIX B
JAaHHOM [OKYMEHTe, YypoBeHb SHAOreHHoro JIIT B KPOBM >KEHWWHbI MOBbIWEH Ha
NPOTSHKEHMM OT MPUMEPHO 24 4acoB A0 NPUMEPHO 16 AHEW nocne BBEAEHUS HaYanbHOW

fo3bel CoeguHeHna 1, ero metabonurta, unu dapmayeBTUYEeCKM MPUEMIIEMOM COMNU
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noboro M3 BbILLENEPEHNCTIEHHONO, MO CPABHEHUIO C YPOBHEM SHAoreHHoro JIIT B kposu
XEHLMHbI nepes BBEAEHMEM HadyanbHOW [03bl. B HEKOTOpbIX BapuaHTax peanuaauuu
crnocoboB 1 NPUMEHEHWUN, OMMUCAHHbBIX B AAHHOM LOKYMEHTE, YpOBeHb sHaoreHHoro JII B
KPOBW >XEHLLMHbI NOBbLILLIEH HA NPOTSKEHUN OT NPUMEPHO 24 YacoB A0 NPUMEPHO 12 aHen
nocrne BBeAEHUSA HadanbHoM p[o03bl  CoeavHeHns 1, ero wmetabonuta, wnm
dapmaueBTUHECKM NPUEMNEMON CONM NOOOro 13 BbILLENEPEHUCITIEHHOMO, NO CPABHEHUIO
C ypoBHeM sHaoreHHoro JIIT B KpOBM XEHLWWHbI nepes BBeAEHVMEM HadanbHOW 03bl. B
HEeKOTOpbIX BapuaHTax peanusagum CrnocoboB U MPUMEHEHWW, OMUCaHHbIX B AaHHOM
LOKYMEHTe, YpOBEeHb SHAOreHHoro JIIN B KpOBW XEHLUMHbI MOBbILWEH Ha MPOTSXKEHWN OT
npuMepHo 24 4yacoB [0 npumepHO 11 AHEeW nocne BBEAEHUSA HavanbHOW [03bl
CoegnHeHna 1, ero metabonuta, Unu apmayeBTUYECKM NpUEMNeMon conn ndoro 13
BbILLENEPEYNCNEHHOrO, N0 CPaBHEHWIO C YPOBHEM 3dHAOreHHoro JIIT B KpOBU EHLUMHbI
nepen BBEAESHWEM HadanbHOW [03bl. B HEKOTOPLIX BapuaHTax peanusaumm cnocoboB u
NPUMEHEHUW, OMUCaHHbIX B AAHHOM [OKYMEHTEe, ypoBeHb 3HaoreHHoro JII B kposu
YKEHLLMHbI NOBbLILEH Ha NPOTSPKEHUM OT NPUMEPHO 24 yacos Ao npumepHo 10 gHen nocne
BBEAEHMS HavanbHOM A03bl CoeanHeHnsa 1, ero metabonuta, unn gapmaleBTUYECKU
npuemneMon conn nboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUO C YPOBHEM
aHgoreHHoro JII B KPOBW XEHLMHbI Nepes BBeAEHNMEM HadanbHOW 403bl. B HEKOTOpbIX
BapuaHTax peanusayum cCnocoboB M MPUMEHEHWUNA, OMUCaHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII B KpOBUM XXEHLMHbI NOBbILWEH Ha MNPOTSXEHUN OT NpUMeEpPHO 24
4YacoB A0 NPUMEPHO 9 AHEW nocne BBEAEHMS HadanbHoM A03bl CoeamHenus 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHUIO C YPOBHEM 3HAOreHHoro JII B KPOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOPLIX BapuaHTax peanusayum cnocobos u
NPUMEHEHNIN, OMUCaHHbIX B AAHHOM [OKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XXEHLWWMHbI NOBbILLEH Ha MPOTKEHUN OT NPUMEPHO 24 4acoB A0 NPUMEPHO 8 aHen nocne
BBEAEHMS HadanbHoU Ao3bl CoeguHeHusa 1, ero metabonurta, unu dapmayeBTUHECKU
npuemneMon conn noboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM
aHgoreHHoro JII B KPOBWM XEHLUMHbI Nepes BBEAEHWEM HadanbHOW A03bl. B HEKOTOPbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHOro JIIN B KpOBUM XEHLUWHbI MOBbIWEH Ha MNPOTSXEHUN OT NpUMepHOo 24
4YacoB A0 NPUMEPHO 7 AHEW NOCne BBEAEHMS HadanbHOW [03bl CoeguHeHus 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHWUIO C YPOBHEM 3SHAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpbIX BapuaHTax peanusayum cnocobos u

MNPUMEHEHWIN, OMUCaHHbIX B AAHHOM [OKYMEHTEe, ypoBeHb 3HaoreHHoro JII B KpoBwu
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XEHLWWMHbI NOBbLILLEH Ha MPOTSKEHUN OT NPUMEPHO 24 4YacoB A0 NPUMEPHO 6 AHEN nocne
BBEAEHMS HadanbHoM Ao3bl CoeguHeHusa 1, ero metabonurta, unu dapmaueBTUYECKU
npuemneMon conn noboro M3 BbILWENEPEYNCNEHHOIO, MO CPaBHEHUIO C  YPOBHEM
aHgoreHHoro JII B KpOBW XEHLWMHbI Nepes BBeAEeHNWEM HavanbHOW 03bl. B HekoTopbIX
BapuaHTax peanusayumM cnocoboB U MPUMEHEHUN, OMUCAHHbIX B AAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHoro JII' B KpOBU XEHLUWHbI MOBbIWEH Ha MNPOTSXEHUN OT NpUMepHO 24
4YacoB A0 NPUMEPHO 5 AHEW nocne BBEAEHWS HadvanbHoM [03bl CoeauHenns 1, ero
meTabonuta, nnu hapmaLeBTUYECKN npuemMnemMom conm noboro n3
BbILLENEPEYNCNEHHOrO, N0 CPaBHEHWUIO C YPOBHEM SHAOreHHoro JII B KpOBU KEHLUMHbI
nepen BBeAEeHVEM HadanbHOW A03bl. B HeKoTOpbIX BapwaHTax peanusauum cnocobos u
MPUMEHEHUN, OMUCaHHbIX B AAHHOM [OKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B Kposw
KEHLMHbI NOBbILLEH Ha MPOTSKEHUN OT NPUMEPHO 24 YacoB A0 NPUMEPHO 4 aHEN nocne
BBEAEHMS HavanbHOM A03bl CoeanHeHnsa 1, ero metabonuta, unn gapmayeBTUYECKU
npyeMnemMon conum nboro M3 BbILWENEPEYNCIIEHHOrO, MO CPaBHEHUKD C  YPOBHEM
sHporeHHoro JIIN B KpOBWU XXEHLWWMHBI Nepes BBeAEHWEM HadanbHOW A03bl. B HekoTopbix
BapuaHTax peanusauum CnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
ypoBeHb 3HAOreHHOro JIIN B KpOBUM XXEHLMHbI NOBbILWEH Ha NPOTAXEHUN OT NPUMEPHO 24
4acoB A0 NPUMEPHO 3 AHEW nocne BBEAEHWs HadanbHoM A03bl CoeauHenus 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HavanbHOM A03bl. B HEKOTOpLIX BapuaHTax peanusauum cnocobos u
NPUMEHEHNIN, OMUCaHHbIX B AAHHOM [AOKYMEHTE, ypoBeHb 3HAoreHHoro JIIT B KpoBw
XXEHLWWMHbI NOBbILLEH HA MPOTPKEHUN OT NPUMEPHO 24 YacoB A0 NPUMEPHO 2 AHEN nocne
BBEAEHUS HadanbHou Ao3bl CoeguHeHusa 1, ero metabonurta, unu dgapmayeBTUHECKU
npuemnemMon conn nboro M3 BbILWENEPEYNCIEHHOIO, MO CPaBHEHUIO C  YPOBHEM

aHporeHHoro JII B KpOBW XKEHLWHBI Nepe BBEAEHNEM HaYarnbHOW 403bl.

[0130] CoeawHenne 1, ero metabonut, mnn dapmMayeBTUYECKM MpUemMnemas Ccosb
noboro M3 BbILWENEPEYMNCNIEHHOrO, MOryT ObITb MCMNONb30BaHbl ANS MNPOMOTUPOBAHUSA
CO3pEBaHNA AWNLEKNETOK UM AWLEKIETKN, KOTOPbIE MOryT ObITh 3aTeM NocrnefoBaTenibHO
nasneyveHbl 1 onnogoteopeHbl nytem KO unu UKCU mn 3atem TpaHCnnaHTMpOBaHbl B
maTky (M3). AnbTepHaTUBHO, SULEKNETKN NN SNLEKNETKA MOTryT ObiTb BbICBODOXKAEHBI 13
ANYHMKOB (MHAYLMPOBaHHas OBYNAUMS) M BNOCNEACTBUN ONNOAOTBOPEHBI NOCPEACTBOM
nonosoro akta unu BMW. [Inga Hagnexaliero 1 ycnewwHoro n3sneYyeHmsa ooumMToB, cHavana
LOJDKHBI MPOU3OUTU CO3PEBaHNE OOLMTOB U MHAYKUMA 3TUX OOLUTOB B HYXHbIM MOMEHT

BpemeHn. Paza KCHA MOXeT nomModb NpefoTBpaTUTb MNPEXAEBPEMEHHYIO OBYNALMIO, U
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ncnonb3osaHve CoeauHeHua 1, ero metabonuta, unu apmMaueBTUHECKM NPUEMNIEMON
conn noboro K13 BbILWENEPEYUCTIEHHOMO, B KayeCTBE TPUIMEPHOro areHta MOXET
cnocobCcTBOBaTb  CO3PEBaAHUIO  OOUMUTOB W MO3BONMUTL  MPOBECTU  U3BMEYEHME,
ONMOAOTBOPEHNE in Vitro N nepeHoc 3MOpuoHa, WM WHAYLUMpOBaTb BbICBOOOXAEHME
oouMTOoB (OBYNALMIO) U MO3BONMUTL MPOBECTU OMNMOAOTBOPEHWE MOCPEACTBOM MOIOBOroO
akta unm BMW. Tlo cywectBy, BBefeHne CoeguHenHna 1, ero metabonuta, unm
dapmaueBTUHECKM NpUeMnemMon conn noboro M3  BbILENEPEUUCTIEHHOMO, MOXeT
NPUBOAMUTL K 4acTOTE HacTynneHus BepemMeHHOCTHN, BNN3KON K unn Bonee BbICOKOW, YeM
Tekywme nokasarenu, Oonee KOPOTKOMY BPEMEHW HacTynneHus OepemMeHHOCTU, WU

NOHWXEHHOMY puUcKy pa3suTna CIA.

[0131] [daHHoe n3obpeTeHne npegycmaTpmBaeT cnocobbl M NPUMEHEHMS, BKOYatoLme
BBegeHne CoegunHeHunsa 1, ero metabonura, unn apmaueBTUYECKM NMPUEMMIEMON CONMK
noboro 13 BbIWENEPEUNCIEHHOTO, ANS NPOMOTUPOBAHWUS CO3PEBaHMS OOLUTOB U
WHULUMMPOBAHNA OBYNALUMM BO BCMOMOraTesbHbIX PenpoayKTUBHbIX TexHonormax (BPT).
CnocoBbl M NpPUMEHEHWsi, OMUCaHHble B [AaHHOM [OKYMEHTE, MOryT MO3BOMUTL
ncnonb3osaHve CoeauHeHusa 1, ero metabonuta, unu gapmMaueBTUYECKM NPUEMIEMON
conn nboro 13 BbILLENEPEYMNCINIEHHOIO, ANA NPOMOTUPOBAHUSA CO3PEBAHUSA OOLMTOB Y
MHULUMKMpoBaHns osynauum npu BPT ©e3 BBeaeHWs APYroro MHULMUPYIOLLEro areHTa,
Takoro kak uXI, ak3oreHHbin JIIT w/mnn aroHmuct THPI. B HeKoTOpbIX BapuaHTax
peanunsaymm cnocoboB 1 NPUMEHEHNIA, ONMCaHHbIX B 4aHHOM AOKYMEHTE, HaYanbHasa f03a
CoegnHenna 1, ero metabonuta, unm papmayeBTUYECKM NPUEMNEMON Conn nboro mn3
BbILLENEPEYMNCNEHHOrO, NPOMOTUPYET CO3peEBaHME OOLMTOB. B HeEKOTOpbIX BapuaHTtax
peannsaymm cnocoboB M MPUMEHEHWIW, OMUCaHHbIX B AAHHOM LOKYMEHTE, CO3peBaHue
ooumtoB npoucxoaut 6e3 BBeaeHus ok3oreHHoro YXI wmnu  3k3oreHHoro JII. B
onpefeneHHbIX Taknx BapuaHTax peanu3auvu, BbIXOA 3penbiX OOLMTOB COCTaBnseT no
MeHben mepe 50%. B onpepeneHHbIX Takmx BapuaHTax peanumsauuu, BbIXO4 3penbiX
OOLMTOB COCTaBMSET MO MeHblen mepe 75%. Bbixoa OOUMTOB MOXET OTHOCUTLCH K
npoueHTy 3pernbix (MeTadasa 2; M2) oouuToB, MNOMYYEHHbIX M3 4Yucna OnNMKyos,
nmerowmx pasmvep 14 MM npu nocnegHeM yrbTPasByKOBOM CKaHMPOBaHUW Nepeg,
BBegeHnem Tpurrepa. OouuTbl MOryT OblTb HE3aBMCUMO KNacCcUULMPOBaHbl  Kak
oTHocAWMecs K M2 no npuUCYTCTBMIO MEPBOro HanpaBUTENMbHOrO TenbLua W OKPYrnown
oonnasmbl. B HeEKOTOpbLIX BapuaHTax peanusauum, BBEAEHUE Tpurrepa, coaepxailero
CoegnHerne 1, ero metabonut, nnu apmayeBTUYECKM NMPUEMMEMYHO CONb NBOro mn3
BbILLENEPEYMNCNEHHOrO, AAET NOBbLILEHHOE KONMMYECTBO 3PEribIX OOLMUTOB NO CPABHEHUIO C

NHULMMpoBaHnem YXrI .
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[0132] B wncnonb3ayemom B AaHHOM AOKYMEHTE 3HaYeHuM, “3penbiM’ aBNAeTCA OOLMT,
pocturwmn 1l ctagumn metadgassl (M2). Oountbl KNaccuULMPYOTCA Kak OTHOCALLMECS K
M2 no npucyTCTBMIO NEPBOro HanpaBUTENBHOIO TenbLa M OKpyrnown oonnasmbl. OQouunTtbl
BO30DOHOBMSAKT MEMOTUYECKOE CO3PEBAHME B OTBET Ha MNPOMEXYTOYHbIM (midcycle)
Boibpoc JII. Takoe OKoOH4YaTenbHOE CO3peBaHME OOLMTOB MOXET ObITb MHAYLMPOBAHO
MEANLMHCKUMU cpeacTBamMm ¢ nomolbto YXI mnun aroHucta HPI. lepBbi cBA3bIBAET
peuentop JII, Torga kak aroHuct [HPI npomoTupyeT BbICBOOOXAEHWE 3anacos
3HAOrEHHOro roHagoTponuMHa runodusom. BosobHoBneHve wmenosa (T.H. saepHoe
cospeBaHune) npoucxogut depes 14-18 vacoB nocne Hadvana Bbeldbpoca I, menos |
3aBepLuaeTca B TedeHue 35 YacoB M oouuTbl gocturarot ctagum Il metadasel (M2). B 10
Xe Bpems, B OTBET Ha Bbibpoc JII', KyMyntoCHbIE KNETKM AEMOHCTPUPYIOT MOYTU MOSHYHO
akcnaHeuo k 20 4yacam; 3atem 3penbll KOMMMEKC KyMyIHC-OOUMT OTCOeAUHAETCA OT
CTEHKM honnuKyna nepes oBynsumen. Xots a4epHoe Co3peBaHue M 3KCMaHCusa Kymynoca
TECHO CBSA3aHbl, OCTaeTCA HEACHbIM, Heobxoanmbl nNu pasHble yposHu JIIT anga perynagum

3TUX ABYX MNPOLIECCOB.

[0133] B cooTBETCTBMM C faHHbIM M30OPETEHMEM, B HEKOTOPbLIX BapuaHTax peanvsaumm,
BeegeHne CoeguHeHusa 1, ero metabonuta, nnm apmaueBTUYECKM NPUEMIEMON COMU
noboro 13 BbILENEPEYNCIEHHOMO, MPOMOTUPYET CO3pPEBaHNE OOLMTOB WU MHAYLMPYET
(MHULMMPYET) OBYNALMIO Y XeHLMHbI (i) 6e3 noBbiweHus ypoHs VEGF, vnu (i) nosbiwas

TakoM ypOBEHb Ha Nepuoa MeHee 24 4acos.

[0134] [daHHoe w30BpeTeHne npepgycMmaTpmBaeT Ccnocobbl M MNPUMEHEHUA  ANS
WHAYLMPOBaHMA OBYyNsSUMM C mucnonb3oBaHnem CoepuHerus 1, ero metabonuta, vnm
dapmayeBTUHECKM npuemnemon  conu  noboro M3 BblenepedmcnenHoro. B
onpeaeneHHbIX TaknX BapuaHTax peanmsauyum, cnocod nnm npuMeHeHne MOryT BKIHOYaTb
CTagum BBELEHNSA XEHLUMHE HekoToporo konmyectea ®CIT vnu ero aHanora, B coveTaHum
C aroHMcTom mnun aHtaroHuctom MHPIT ans copgencrteBua HadanbHou ¢asze KCA BPT. B
HEeKOTOpbIX BapwaHTax peanus3auuun, 3a HadanbHou dason KCHA moxeT cneposaTb
BBegeHne CoeauHenuna 1, ero metabonura, nnm apmayeBTUYECKU NPUEMIEMON COMU
nobB0oro 13 BelLENEPEYNCIIEHHOTO, B KAYECTBE TPUITEPHOrO areHTa, KOTOPbIN 3PIEKTUBHO
NPOMOTUPYET CO3PEBaAHNE OOLUTOB U UHAYUMPYET OBYNAUMIO. B HEKOTOpbIX BapuaHTax
peanusauun, BeBegeHne CoeguHeHns 1, ero metabonuta, wnn QapmayeBTUYECKU
npuemnemMon conu Noboro 13 BbILLENEPEUMNCTIEHHOTO, B Ka4yecTBe TPUITEPHOro areHTa,
KOTOPbIN 3PPEKTUBHO NMPOMOTUPYET CO3PEBAHNE OOLMTOB U MHAYUMPYET oBynauuto (i)
Be3 nosblweHna obuwero ypoBHA koHueHTpauum VEGF B kpoBu, wnm (i) nytem

noBbiweHna obuwero ypoHa VEGF Ha nepuog meHee 24 yacoB. B HeKOTOpbIX BapuaHTax
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peanusauuun, B ase KCA, aHtaronnct MHPT vnu aronuct MHPIT moxeT ObITh BBEAEH B
KONNYECTBE N Ha Nepuos BPEMEHWN, AOCTATOYHbIA ANS BO3AENCTBUS C LEnbio NogaBreHns
OBYNAUMM KOHTpOMMpyembiM 0Bpasom, 1 BBoauTCcAa B codeTaHum ¢ OCIT nunn aHanoramm

®Cl. B HekoTOpbIX BapuaHTax peanusaumuy, aHtaroHncTomM MHPIT aBngeTca penyronukc.

[0135] [daHHoe wn300peTeHne Takke npegycMartpuBaeT Cnocobbl U MNPUMEHEHMS,
BKMovaowme BBegeHne CoeguHennsa 1, ero metabonuta, wnu  dapmayeBTUYECKU
npuemMnemMon conm nboro 13 BbILLENEPEYUCTIEHHOMO, ANS UHAYLMPOBAHUA OBYNALUMK Y
XEHLMHbI C aHOBYMATOPHBIMW LUMKNamK, CcTpajarowen OT BTOPUYHOW  AWYHWUKOBOW
HegoCTaTo4YHOCTU. [1PUYMHBI BTOPUYHOW SUYHWUKOBOW HELOCTaTOYHOCTUM BO3HMKAKOT B
rmnoTanamyce n runouse npu nx HECNOCOBHOCTN rOPMOHaNbHO CTUMYMPOBaTL AUYHUKM
1 NOCneayoLLyro oBapuaneHyo QyHKUMIO. B HEKOTOpPbIX BapuaHTax peanvaayuun, cnocod
UK  nNpUMeHeHWe BkMoYaeT cragum (1) npegBapuUTENbHOrO BBEAEHUS CyObekTy
4YEenoBEeYECKMX roHaZoTponMHOB, U (2) BBeaeHus cybbekty CoeguHeHus 1, ero
meTabonura, nnu hapmareBTUYECKM npMemMnemMon conm noboro n3

BblLlenepe4vncneHHoro.

[0136] [daHHoe wu300peTeHne Takke npeaycMaTtpuBaeT Cnocobbl U MNPUMEHEHUS,
BKMovarowme BBeaeHne CoeguHeHns 1, ero metabonuta, wnu  apmaleBTUYECKU
npueMnemMon conu nboro 13 BbILLENEPEUNCIIEHHOrO, ANA obecneyeHns noaaepPIKKu
NIOTEMHOBOW  asbl Yy KEHLMHbl C aHOBYNSATOPHbIMM  LMKNaMu, CcTpagarowen ot
NEPBMYHOIO HapyLleHUs PYHKLUMM ANYHKKOB. NepBuyHOE HapyLueHne OyHKLUUMN ANYHUKOB
npeacraenser cobonM  UCTOWEHME UIU  AUCHYHKUMIO  POMMMKYMOB  SAMYHUKOB C
npekpaweHeM MeHCTpyaunn Ao AocTwkeHus Bospacta 40 net.  “lNMepsBuyHas
HeAOCTaTOYHOCTb AMYHUKOB™ ABNAETCHA NPEAnOYTUTENBHLIM TEPMUHOM AN NEPBUYHOrO
HapyLweHna QYHKUMN  SUYHKMKOB, pPeKkoMeHrAyeMbiM  HaunoHanbHbIMM  MHCTUTYTaMm
3gpaBooxpaHeHns (National Institutes of Health), notomy 4TO yHKUMS AUYHKMKOB BO
MHOIMX Cryvasx ABNSAETCSA HEPErynsapHOM unn Henpeactkasyemon. NMockonbky y 5—10%
XEHWMH C NEePBUYHOM  HELOCTATOYHOCTBHO  SMYMHWMKOB  MPOUCXOAAT  CMOHTaHHOE
ONSIOAOTBOPEHNE SAULEKINETKN U POAbI, NMEPBUYHYH HEAOCTAaTOYHOCTb AUYHMKOB MOXHO
OTNMYNTE OT ECTECTBEHHOM MeEHOMaysbl, N MOXHO TakKe OnucaTb Kak MOHWKEHHbLIN
oBapuanbHbi pe3epB. B HEKOTOpbIX BapuaHTax peanusayuu, cnocobbl U NPUMEHEHUS

MOryT AOMOMHUTENBHO BKMOYaTh npouecc MJ.

[0137] [daHHoe n3obpeTeHne npegycMmaTpmBaeT cnocobbl U NMPUMEHEHMS, BKOYaoLWme
BBefeHne CoeauHeHuna 1, ero metabonuta, nnm apmayeBTUYECKM NPUEMIEMON COMU

noboro u3 BbilLEnepevyncneHHoro, Ana mMHAyuupoBaHMA OKOHYaTeslbHOro co3peBaHns
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dONNMKyNoB M paHHEW NIOTEMHU3AUMW Y KEHLUMHBLI, npoxoaswen npoueaypbl BPT,
NpUYEM  yKasaHHas J>KeHWWHa noaBeprnack AgeceHcubunusagyum  runodusa  u
npeaBapuTensHO nonyyana ¢onnmMKynoCcTUMyNMpyroLwme ropmMoHbl. B onpepeneHHbIx
Takux BapuaHTax peanusauuu, nocrne BBeAeHWa HadaneHou [o3bl CoeamHeHus 1, ero
meTabonuta, nnu hapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BbILLENEPEYNCNEHHOro, ypoBeHb 3HAoreHHoro JIIL B KPOBWU KEHLUMHbI MOBbIWEH MO
CpPaBHEHWIO C YpOBHEM 3HAOreHHoro JIIT B KpOBU XEHLWUWHbI Nepes BBEAEHNEM HayarnbHOU
[03bl. B HekoTopbix BapuaHTax peanu3ayum crnocoboB U MPUMEHEHWUN, OMUCaHHbLIX B
AaHHOM [OKYMeHTe, B KOTOpblX BBegeHue CoeguHeHus 1, ero metabonurta, wnu
dhapmaueBTUHECKM NpUeEMNeMon Conm nbdoro 13 BellenepevncneHHoro, npegHasHayeHo
ANA MHAYLMPOBAHUS OKOHYaTENbHOro Co3peBaHna OOMMnMKYNoB U paHHEN NMOTENHU3aLmm
Yy KeHWWMHbI, npoxoaswen npoueaypbl BPT, n ykasaHHaa XeHwmHa noaseprinach
AeceHcnbunmnsauyumm runodusa 1 npegBapuTensHO nonyyana gonamnkynocTUMynupyroLme
FOPMOHbI, XeHwmHa nveet puck CIM'A. B HekoTopbIx BapuaHTax peanuaayum cnocobos m
NPUMEHEHNI, ONUCaHHbIX B AA@HHOM AOKYMEHTE, B KOTOPbIX BBeAgeHne CoeanHenns 1, ero
meTabonura, nnu dhapmaveBTU4ECKN npuemnemMomn conu noboro n3
BbILLUENEPEYMCNEHHOrO,  MNpPeAHasHa4YeHo AN MHAYUMPOBAHUSA  OKOHYaTeNbHOro
CO3peBaHNA PONNMKYNOB U paHHEN MOTEMHU3AUMN Y KEHLLMHBI, MPOXOAALLEN NPOLEaYpPb!
BPT

npenBapuTenbHO nosydana onmkynoCTUMYNIUPYOLWME TOPMOHbI, MO MeHbLUEN Mepe

, W yKasaHHas KeHWMHa nofeeprrnacb AeceHcubunusauum - runodusa  u

npumMepHo 36 4acoB nocrne BBEAEHWA YypOBEHb SHAOreHHoro JIIT B KPOBU >KEHLUMHbI
MOBbIWEH MO CPaBHEHMIO C YPOBHEM 3HAOreHHoro JIIL B KPOBM >KEHLMHbI nepeg,
BBEAEHMEM HayanbHOMW [03bl. B HekoTOpbIX BapuaHTax peanusauyum cnocoboB u
NPUMEHEHNI, ONUCaHHbIX B JAHHOM AOKYMEHTE, B KOTOPbIX BBeaeHne CoegunHeHns 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLUENEPEYMCNEHHOrO,  MpPefHasHa4YeHo AN MHAYUMPOBAHWSA  OKOHYaTeNbHOro
CO3peBaHNA PONNMKYNOB U PaHHEWN MIOTENHU3ALMM Y KEHLMHBI, MPOXOAALLEN NPOLEaYPb!
BPT

npenBapuTenbHO nonyyana oMKy NOCTUMYIMPYIOWLME FOPMOHBLI,  MaKCUMarnbHbIA

, W yKasaHHas KeHWMHa nofeeprrnacb AeceHcubunusaumm - runodusa  u

ypoBeHb 3HaoreHHoro J1IM B kpoBm Habnogaetca Yepes rno MeHbLUen Mepe NpuMepHo 12
yacoB MOCHe BBeAEHWs HadanbHoM p[o03bl CoeauvHeHnst 1, ero metadbonuTa, wWnK
hapmaLeBTUHECKM NMPUEMIIEMON CONKM NOOBOro M3 BbILLENEPEYMCNIEHHOTO. B HEKOTOPLIX
BapuaHTax peanusauum crnocoboB M NMPUMEHEHUW, OMUCAHHLIX B AAHHOM LOKYMEHTE, B
KOTOpblX BBeAaeHne CoeguHeHna 1, ero wmetabonuta, unn  dapmaleBTUHECKU
npueMneMon  conn  noboro K13  BbIWENEPEYNCNEHHOrO, NpegHasHa4YeHo  Aans

NHAYLMPOBaAHNS OKOHYaTeNbHOro co3peBaHus (PONNUKYNOB U paHHEN FOTEMHU3aUun y



55

XEHWWHbI, npoxogasawen npoueaypbl BPT, un ykasaHHaa XeHwuHa nogBeprnach
AeceHcmbunusauyum runodmsa n npegsapuTensHO nonyvana gonnukynoCcTUMynmpyroLme
FOPMOHbI, MakCuMarnbHbIA ypoBeHb 3HAoreHHoro JIIT B KkpoBwW HabntogaeTcs mexay
npumMmepHo 12 vyacamm M npuMepHO 48 4yacamm NOCne BBEAEHUS HadanbHOW [03bl
CoegnHerna 1, ero metabonuta, unu apmayeBTUYECKM NPUEMNEMON Conn mrdoro 13
BblLLEeNepeYncneHHoro. B HeKOTOpbIX BapuaHTax peanu3aymm crnocoboB U MPUMEHEHWHN,
ONMCaHHbIX B AaHHOM JOKYMEHTE, B KOTOPbIX BBeAeHne CoeanHeHna 1, ero metabonuTa,
unn  dapmaueBTUYECKM MpUeMEMoOn conu  moboro 13  BbILENEPEYMUCIIEHHOrO,
npefHasHa4YeHo ANA WHAYLMPOBAHWA OKOHYaTenbHOro Cco3peBaHua (OOMNUKYNoB U
paHHEN TOTEUHU3AUMM Y XKEHLWUHbI, npoxoaswen npoueaypsl BPT, n ykasaHHas
XeHWmMHa nogeprnacb AeceHcubunusaumm rmnodusa v npegBapuTenbHO nonyyana
donnNnKynoCcTUMyNMpyroLLMEe TFOPMOHbI, YPOBEHb 3HAOreHHoro JIIT B KPOBU >KEHLUUHbI
NOBbILWEH MeXAy npuMepHO 12 vacamm M npuMepHo 96 vyacamu Mocrne BBeAEHUA
HadaneHoW A03bl CoeanHeHnsa 1, ero metabonuta, unu dapmMaueBTUYECKM NPUEMNIEMON
conu Noboro 13 BbILLIENEPEYNCIIEHHOrO, MO CPaBHEHUID C YpOoBHEM 3HporeHHoro JII B
KPOBM >KEHLUMHbl nepen BBEAEHMEM HadanbHOM [03bl. B HekoTopbIX BapuaHTax
peanu3aymm cnocoboB N MPUMEHEHWW, OMUCaHHbIX B AAHHOM [OKYMEHTE, B KOTOPbIX
BeegeHne CoeauHennsa 1, ero metabonuta, unn apmayeBTUYEeCKM NPUEMIEMON COMU
ntob0oro 13 BbILLENEPEYNCIIEHHOTO, NPeAHAa3Ha4YeHo ANA MHAYLMPOBAHNSA OKOHYaTENbHOro
CO3peBaHNA PONNMKYNOB U PaHHEN NIOTEVMHU3ALMN Y XKEHLMHBI, MPOXOAALLEN NPOLEAYPb!
BPT

npenBapuTernbHO nony4yana onmKynoCTUMYNIMPYOLME FOPMOHbI, YPOBEHb 3HLOMEHHOro

, W yKasaHHas KeHWMHa nofeeprracb AeceHcubunusauum - runodusa  u

JIlC B KPOBW KEHLUMHBI NOBbLILEH Ha NPOTSKEHWUM MO MEHbLLEW Mepe NpuMepHO 36 4yacos
nocrne BBEAEHUSA MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KPOBWU XXEHLUMHbI Nepeg,
BBEAEHMEM HayanbHOW [03bl. B HekoTOopbiX BapuaHTax peanu3aumm cnocoboB U
NPUMEHEHNI, ONUCaHHbIX B AAHHOM AOKYMEHTE, B KOTOPbIX BBeAeHe CoegunHeHns 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conu noboro n3
BbILLUENEPEYMCNEHHOrO,  MNpefHasHa4YeHo AN MHAYUMPOBAHWSA  OKOHYaTeNbHOro
CO3peBaHNA PONNMKYNOB U PaHHEN MIOTEVMHU3ALMN Y KEHLLMHBI, MPOXOAALLEN NpoLEaYypb!
BPT

npenBapuTenbHO nony4yana oMKy noCTUMYIMPYHOLLME FOPMOHbI, YPOBEHb 3HAOMEHHOMO

, W yKasaHHas KeHWMHa nofBeprrnacb AeceHcubunusauum - runodgusa  u

JIlC B KpOBW >KEHLUMHBI NOBBLILLEH Ha NPOTHKEHUM MO MEHbLLEW MEpPe NPUMEPHO 24 4yacos
nocrne BBeAEHUSA HadanbHou p[o03bl  CoeavHenHna 1, ero wmetabonuta, wnm
dapmaueBTUHECKM NPUEMNEMON CONM NOOOro 13 BbILLENEPEHUCITIEHHOMO, NO CPABHEHUIO
C ypoBHeM sHAoreHHoro JIIT B KpOBM XEHLMHbI Nepes BBEeAEHMEM HadanbHOW 03bl. B

HEKOTOPbIX BapuaHTax peanusauum crnocoboB W MPUMEHEHWUA, OMUCaHHbIX B AaHHOM
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AOKYMEHTe, B KoTopblx BBefeHve CoeguHenns 1, ero wMetabonuta, wnu
dapmaleBTUHECKM NPUEMNEMON CONM NOOOro 13 BbiLLENEPEYNCIIEHHOrO, NpeaHa3Ha4YeHo
ANA MHAYLMPOBAHMS OKOHYaTENbHOro CO3peBaHNsA ONMMKYNOB U paHHEW NMIOTENHU3aLMn
Yy KEeHWWMHbI, npoxogsuwen npoueaypbl BPT, un ykasaHHaa XeHwwmHa noaseprnach
AeceHcmbunusauyum runodusa n npegsaputensHO nonyvana gonnukynocTUMynmpyroLme
rOPMOHbI, YPOBEHb 3HAOreHHoro JII' B KpOBWM MOBbILEH Ha MPOTSXEHUM OT NpuMepHO 36
4YacoB A0 nNpuMepHO 16 aHen nocne HadvanbHou Ao3bl CoeanHeHus 1, ero metabonura,
unn dapmaueBTUYeCKM npueMnemMon conm nboro wn3 BbiwenepedyncrneHHoro. B
HEeKOTOpbIX BapuaHTax peanusaumm crnocoboB UM MPUMEHEHWW, OMUCaHHbIX B AaHHOM
AOKYMEHTe, B KoTopblx BBefeHve CoeguHenns 1, ero wMetabonuta, wnu
dhapmaueBTUHECKM NpUeMNemMoun Conm nbdoro 13 BellenepevncneHHoro, npeaHasHayeHo
ANA MHAYLMPOBAHWUS OKOHYaTENbHOro CO3peBaHnsa OONMMKYNOB U paHHeEW NMIOTENHU3aLUMn
Yy JKEeHLWWHbI, npoxogswen npoueaypbl BPT, n ykasaHHas XeHwmHa nopseprnach
AeceHcnbunmnsauumm runodusa 1 npegBapuTensHoO nonyyana onnamnkynoCTUMynupyroLme
FOPMOHBI, YPOBEHb 3HAOreHHoro JIIN B KPpOBM MOBbLILWEH Ha NPOTSXEHUN OT NPUMEpPHO 36
4YacoB A0 NpUMEpPHO 12 aHen nocne HadvanbHou A03bl CoeanHeHus 1, ero metabonura,
unn  dapmMaueBTUYECKM NpUeMNEMon conm noboro u3 BbiwenepeyncrneHHoro. B
HEeKOTOpbIX BapuaHTax peanusauum CrnocoboB M MPUMEHEHWW, OMMUCAaHHbIX B AaHHOM
LOKYMEHTe, B KOTOpbix BBegeHne CoeguHenns 1, ero wMetabonuta, wmnu
dhapmaleBTUHECKM NPUEMNEMOMN CONM NOBOro 13 BbiLLENEPEYNCIIEHHOTO, NPeAHa3HauYeEHO
ANA MHAYLMPOBAHMS OKOHYaTENbHOro CO3peBaHNA PONMMMKYNOB U paHHEW NMIOTENHU3aLMN
Yy KEeHWWMHbI, npoxoaswen npoueaypbl BPT, u ykasaHHas XeHwmHa noaseprinach
AeceHcmbunusaymm runodmsa n npeaBapuTeneHO nony4vana gonnukynoCTUMynmpyroLme
FOPMOHbI, YPOBEHb 3HAOreHHOro JII B KpOBM MOBbILWEH Ha MPOTSXEHUM OT NpUMepHO 24
4YacoB A0 NpUMEPHO 16 aHen nocne HadvanbHou Ao3bl CoeanHeHus 1, ero metabonura,
unn  dapmMayeBTUYECKM NpUeEMNEMONn conum  noboro n3  BbiwenepeyncrneHHoro. B
HEeKOTOpbIX BapuaHTax peanusauum CrnocoboB M MPUMEHEHWW, OMMUCaHHbIX B AaHHOM
LOKYMEHTe, B KOTOpblXx BBefeHne CoeguHenns 1, ero wMetabonuta, wnu
dhapmaleBTUHECKM NPUEMNEMON CONM NOBOro 13 BbiLLENEPEYNCIIEHHOTO, NPefHa3HauYeHo
ANA MHAYLMPOBAHMS OKOHYaTENbHOro CO3peBaHNA OONMMKYNOB U paHHEW NIOTENHU3aLMM
Yy KEeHWWMHbI, npoxoaswen npoueaypbl BPT, un ykasaHHaa xeHwwmHa noaseprinach
AeceHcmbunusauymm rmnodusa n npegsBapuTensHO nonyvana gonnukynocTUMynmpyroLme
rOPMOHbI, YPOBEHb 3HAOreHHOro JII B KpOBWM NOBbILEH Ha MPOTSXEHUM OT NpUMepHO 24
4YacoB A0 NPUMEPHO 12 aHen nocne HadvanbHou Ao3bl CoeanHeHus 1, ero metabonura,

NN hapmMaLeBTUYECKN MPUEMIIEMON COMNM NOOOro U3 BbILLENEPEYNCIIEHHOTO.
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[0138] [daHHoe n3obpeTeHne npegycMmaTpuBaeT cnocobbl M NMPUMEHEHMS, BKOYaoLWme
BBefeHne CoeauHeHuna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMAEMON COMU
noboro 13 BbIWENEPEYNCIEHHOMO, ANA  WHAYUMPOBAHUSA OBYNAUMM Y XKEHLUMHbI,
ABNAKOLLENCA aHOBYNATOPHO BecnnogHon, npuyeMm 6ecnnogue He BbI3BAHO MEPBUYHbLIM
HapyLleHneM QyHKLUMM SUYHUKOB. B onpeaeneHHbIX Takux BapuaHTax peanusagum, nocne
BBEAEHMS HadanbHou Ao3bl CoeamHeHus 1, ero metabonuta, unn gapmauyeBTUYECKN
npuemnemMmon conu nbdoro 13 BbillenepeyncneHHoro, yposeHb aHgoreHHoro JII B kposu
YKEHLLMHbI NOBbILEH MO CPaBHEHWUIO C YPOBHEM 3HAOreHHoro JIIT B KPOBW XXEHLUWHBI Nepeg,

BBEJEHMEM HavanbHOW [03bl.

[0139] B HekoTOpbIX BapuaHTax peanusauum crnocoboB M NMPUMEHEHWW, OMMUCaHHbLIX B
AaHHOM [OKyMeHTe, B KOTOpblX BBeaeHue CoeauHeHus 1, ero metabonurta, wnu
dapmaueBTUHECKM NpUeMnemMon Conm nodoro 13 BellLenepeyncneHHoro, npeaHasHayeHo
ANS MHAYUMPOBAHUSA OBYNALMWN Y KEHLUMHbBI, SABMSIOLENCA aHOBYNATOPHO 6ecnnogHou,
npuyem Becnnogme He BbI3BaHO NEPBUYHBLIM HapyLLUEHNEM YHKLNN SUHYHUKOB, KEHLLMHA
nmeet puck CIA. B HekoTOpbIX BapwuaHTax peanu3auum crnocoboB M NPUMEHEHUN,
ONMCaHHbIX B JaHHOM AOKYMEHTE, B KOTOPbIX BBeAeHne CoeanHennsa 1, ero metabonuTa,
unn  apmaueBTUYECKM MPUEMIEMON  Conn  MoBOro M3 BbILLENEPEYUNCIIEHHOrO,
npeaHasHa4YeHo AN NHAYLMPOBAHNSA OBYNALUMM Y XKEHLMHbI, ABMNSIOLLENCA aHOBYNATOPHO
BecnnogHon, npuyem 6©ecnnogMe He BbI3BAHO MNEPBUYHBIM - HapyLWEeHWEM  (DYHKLMM
ANYHMKOB, MO MEHbLUEN Mepe npuMepHO 36 4acoB NOcne BBEAEHWUS HadanbHOW 403bl
CoegnHenna 1, ero metabonura, nnu apmaleBTUYECKM NpMeMnemMon conu noboro ma
BbILLENEPEYNCNEHHOrO, ypoBEHb 3HAOreHHOro JIIL B KPOBWU KEHLUMHbI MNOBbIWEH MO
CPaBHEHWNIO C YPOBHEM 3HAOreHHoro JII B KPOBU XEHLWMHbI Nepes BBEAEHNEM HaYarnbHOM
L03bl. B HekoTopbix BapmaHTax peanusagum cnocoboB M NPUMEHEHWUN, OMUCaHHbBIX B
AaHHOM [OKYMEHTe, B KOTOpbiX BBeaeHue CoeauHenus 1, ero wmetabonurta, wnu
dhapmaleBTUHECKM NPUEMNEMON CONM NOBOro N3 BbiLLENEPEYNCIIEHHOTO, NPefHa3HauYeHo
ANA MHAYLUMPOBaHUS OBYNALUMU Y KEHLUMHbI, ABNAOLWENCA aHOBYNATOPHO 6ecnnogHou,
npuyeMm 6Hecnnogme He BbI3BAHO MNEPBUYHBIM HapyLUEeHUEM QYHKUMN  SUYHMKOB, MO
MEHbLUEN MepPe NPUMEPHO 24 yaca nocne BBeAEHNSA HavanbHoOW 403kl CoegnHeHna 1, ero
meTabonura, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYNCNEHHOrO, ypoBEHb 3HAOreHHoro JIIL B KPOBW >KEHLUMHbI MNOBbIWEH MO
CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KpOBU XEHLWMHbI Nepes BBEAEHNEM HaYarnbHOM
A03bl. B HekoTopbix BapmaHTax peanusagum cnocoboB M NPUMEHEHWUN, OMUCaHHbBIX B
AaHHOM [OKYMEeHTe, B KOTOpbiX BBeaeHwe CoeauHenus 1, ero metabonurta, wnu

hapmaLeBTUYECKM NPUEMIIEMON COMNM NOOOrO N3 BbILLENEPEYNCIIEHHOIO, NpegHa3HauYeHo
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ANA WHAYLUMPOBaHUS OBYNALUMM Y KEHLUMHBI, ABNAOLLENCA aHOBYNATOPHO GecnnogHowm,
npuyeMm Oecnnogve He BbI3BaAHO MEPBUYHBIM  HapyLUEHWEM  YHKLUMN  SUYHUKOB,
MakcuMarbHbINM YpoBeHb sHAoreHHoro J1I B kpoBm HabnogaeTcs Yyepes no MeHbLIEN Mepe
npumMepHo 12 yacoe nocne BBeaeHUs HadvanbHou fo3bl CoegmnHenuns 1, ero metabonura,
unn dapmaueBTUYECKM NpueMnemMon conm nboro wn3 BbiwenepeyncneHHoro. B
HEeKOTOpPbIX BapuaHTax peanusaumm crnocoboB M MPUMEHEHWW, OMMUCaHHbIX B AaHHOM
AOKYMEHTe, B KoTopblx BBefgeHne CoeguHenns 1, ero wMetabonuta, wnu
dapmaueBTUHECKM NPUEMNEMON CONM NBOro 13 BbiLLENepeYncneHHoro, npegHasHa4yeHo
ANA WHAYLUMPOBaHUS OBYNALUMU Y KEHLUMHbI, ABNAOLLENCA aHOBYNATOPHO HecnnogHown,
npuyeMm Oecnnogve He BbI3BAHO MEPBUYHBIM  HapyLUeHWEeM  YHKUMN  SUYHUKOB,
MakcuMarnbHbIM ypoBeHb 3HgoreHHoro JIIT B KpoBM HabnrogaeTca mexay npumepHo 12
yacamn 1 NpUMEpPHO 48 Yacamm nocrne BBeAEHWA HadvanbHOW f03bl CoeanHeHnsa 1, ero
meTabonura, nnu hapmaueBTUYECKM npuemnemMom conm noboro n3
BbiLLENEepeYncrieHHoro. B HeKoTopbIXx BapnaHTax peanusaumm cnocoboB U NPUMEHEHWNA,
ONMCaHHbIX B aHHOM AOKYMEHTE, B KOTOpbIX BBeaeHne CoeanHeHusa 1, ero metabonura,
unn  apmaueBTUYECKM MPUEMIIEMON  cConMM  MoBOro M3  BbILLENEPEYMNCIIEHHOrO,
npeaHasHa4YeHo AN NHAYLMPOBAHNSA OBYNALUMM Y XKEHLMHbI, ABMNSIOLLENCA aHOBYNATOPHO
BecnnogHon, npuyem 6©ecnnogme He BbI3BAHO MNEPBUYHBIM - HapyLUEeHWEM  (DYHKLMM
ANYHWKOB, YPOBEHb 3HAOreHHOro JIIN B KPOBW XEHLUMHBI NOBbIWEH MexXay npumMepHo 12
yacamn 1 NpumMepHo 96 Yacamm nocne BBeAEHUA HadvanbHOM A03bl CoeanHeHnsa 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHUIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpLIX BapwaHTax peanusauum cnocobos u
NPUMEHEHNI, ONUCaHHbIX B AAHHOM AOKYMEHTE, B KOTOPbIX BBeaeHne CoegunHeHns 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMCNEHHOrO, NPEefHAasHa4YeHo ANA WHAYUMPOBaHUS OBYNALMM Y KEHLLMHBI,
ABNAKOLLENCA aHOBYNATOPHO BecnnogHon, npuyeMm 6ecnnogue He BbI3BAHO MEPBUYHBLIM
HapyLeHneM (OYHKLMN SUYHUKOB, YPOBEHb 3HAOreHHOro JIIN B KPOBM KEHLUMHBI NOBbILLEH
Ha NPOTSKEHMM MO MEHbLLEN Mepe NpMMepPHO 36 YacoB Nnocrne BBEAEHNA HaYanbHOM 403bl
CoegnHenna 1, ero metabonuta, unm apmayeBTUYECKM NPUEMNIEMON Conu nboro n3
BbILLENEPEYMNCNEHHOrO, NO CPaBHEHWUIO C YPOBHEM 3SHAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHWEM HadanbHOW A03bl. B HEKOTOpbIX BapwaHTax peanusaymm cnocobos u
NPUMEHEHNI, ONUCaHHbIX B AAHHOM AOKYMEHTE, B KOTOPbIX BBeaeHne CoegunHeHns 1, ero
meTabonura, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NPEeAHAa3HaYeHo ANA WHAYLUMPOBaHUS OBYNALUM Y KEHLLMHBI,

ABNAKOLLENCA aHOBYNATOPHO BecnnogHon, npuyem 6ecnnogne He BbI3BAHO MEPBUYHBIM
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HapyLeHneM QYHKUMM SUYHUKOB, YpOBEHb 3HAoreHHoro JIIT B KpOBM MNOBbIWEH Ha
NPOTSHKEHMM MO MEHBbLUEW Mepe OT npumepHO 36 4acoB 40 NpUMEpPHO 16 gHen nocne
HavaneHou 03bl CoeanHeHna 1, ero metabonuta, nnu dapmMmayeBTUYECKN NPUEMIIEMOM
conu noboro 13 BeilenepevncneHHoro. B HEKOTOpbIX BapuaHTax peanusaumm cnocobos
N NMPUMEHEHWW, OMNUCaHHbIX B AAHHOM JOKYMEHTE, B KOTOpbIX BBeaeHne CoeauHeHnsa 1,
ero Metabonuta, wnM  apmaueBTUYECKM  npuemnemon  conu  nwboro u3
BbILLENEPEYMNCNEHHOro, NpefHasHa4YeHo ANA WHAYLUMPOBaHUS OBYNALUMM Y KEHLLMHBI,
ABNAKOLLENCA aHOBYNATOPHO BecnnogHoun, npuyeMm 6ecnnogue He BbI3BaHO MEPBUYHbLIM
HapyLeHneM QYHKUMN SUYHUKOB, YpPOBEHb 3HAoreHHoro JIIT B KpOBM MNOBbIWEH Ha
NPOTSKEHMM MO MEHbLUEW Mepe OT NpumepHO 36 4YacoB 4O NpUMepHO 12 gHen nocne
HavanbHoW f03bl CoeauHeHns 1, ero metabonuTa, Unn gapmaueBTUYECKM NMPUEMITEMON
conu noboro 13 BbillenepevncneHHoro. B HeKoTopbIx BapuaHTax peanusaumm cnocobos
N NPUMEHEHWIN, ONUCaHHbLIX B JAaHHOM LOKYMEHTE, B KOTOpPbIX BBeAeHne CoeguHenms 1,
ero wmetabonuta, wnKM  apmaueBTUYECKM  NPUEMNEMOM  conm  nboro U3
BbILLENEPEYMNCNEHHOro, nNpefHasHa4YeHo ANA WHAYLMPOBaHUS OBYNALUM Y KEHLLMHBI,
ABNAKOLLENCA aHOBYNATOPHO GecnnogHon, npuyem 6ecnnoane He BbI3BaHO MEPBUYHbLIM
HapyLeHneM (PYHKLMN SUYHUKOB, YPOBEHb 3HAOreHHOro JIIN B KPOBM >KEHLUMHbBI NOBbILLEH
Ha NPOTSKEHMM MO MEHBbLLEN MEPE NMPUMEPHO 24 4acoB Nocne BBEAEHUS HaYanbHOM 403bl
CoegnHenna 1, ero metabonuta, unm papmayeBTUYECKM NPUEMNEMON Conn nrboro mns3
BbILLENEPEYMNCNEHHOrO, MO CPaBHEHWIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLUMHbI
nepes BBeAEHVMEM HadanbHOW A03bl. B HEKOTOPLIX BapwaHTax peanusauum cnocobos u
NPUMEHEHNI, ONMUCaHHbIX B AAHHOM LOKYMEHTE, B KOTOPbIX BBeAeHne CoeanHeHna 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, NPeAHAasHa4YeHo ANA WHAYUMPOBaHUS OBYNALMM Y KEHLLMHBbI,
ABNAKOLENCA aHOBYNATOPHO BecnnogHon, npuyeMm 6ecnnogue He BbI3BAHO MEPBUYHbLIM
HapyLeHneM QYHKUMM SUYHUKOB, YpPOBEHb 3HAoreHHoro JIIT B KpOBM MOBbIWEH Ha
NPOTSHKEHMM MO MEHBLUEW Mepe OT NPUMEPHO 24 4acoB A0 NpUMEPHO 16 gHen nocne
HavaneHoW A03bl CoeanHenna 1, ero metabonuta, unu dapmMaueBTUHECKM NPUEMNEMON
conu noboro 13 BeilenepeYncneHHoro. B HEKOTOpbIX BapuaHTax peanusaumm cnocobos
N NMPUMEHEHWW, OMNUCaHHbIX B AAHHOM JOKYMEHTE, B KOTOPbIX BBeaeHne CoeanHeHna 1,
ero Metabonuta, wnM  apmaueBTUYECKM  Npuemnemon  conu  nwboro u3
BbILLENEPEYMNCNEHHOrO, NPEeAHAa3Ha4YeHo ANA WHAYLUMPOBaHUS OBYNALUUM Y KEHLLMHBI,
ABNAKOLLENCA aHOBYNATOPHO BecnnogHon, npuyeMm 6ecnnogue He BbI3BAHO MEPBUYHbLIM
HapyLweHnem QYHKUMN SUYHUKOB, YpPOBEHb 3HAoreHHoro JIIT B KpOBWM MOBbIWEH Ha

NPOTSHKEHMM MO MEHBLUEW MepPe OT NPUMEPHO 24 4acoB A0 NPUMEPHO 12 gHen nocne
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HavaneHou f03bl CoeanHeHna 1, ero metabonuta, unu dapmMaueBTUHECKM NPUEMNEMON

conu noboro mn3 BbiLLENnepe4YnCrneHHoro.

[0140] Bonbwunn pasmep ONNUKYNOB BO BPEMSA WMHULMMPOBAHUSA MOXET yryudllaTb
BbIXO4 3penbix oounToB. M3obpeTeHne npegycmatpmBaeT BeBegeHne no3 CoegnHenHmsa 1,
ero Metabonuta, wnM  apmaueBTUYECKM  npuemnemon  conu  nwboro u3
BbILLENEPEYMNCNEHHOrO, NPUYEM HavarnbHyO 403y BBOASAT, KOrga Nno MeHbLUEW mepe Tpu
dhonnukyna AMYHMKOB pPasMeEpPOM MO MEHbLUEN Mepe npumepHO 14 MM HabnrogarTcs ¢
nomowpto Y3U. B HekoTOpbIX BapwaHTax peanu3auum crnocoboB M MPUMEHEHUN,
ONMCaHHbIX B 4@HHOM AOKYMEHTe, HavanbHble Ao3bl CoegnHeHna 1, ero metabonuta, unm
dapmaueBTUHECKM NPUEMIEMON Conn MbOro 13 BblLEeNepeYncreHHOro, BBOAAT, Koraa
NO MEHbLLEN Mepe TPU PONNMKyna ANYHUKOB PasMePOM MO MEHbLUEN Mepe npumMepHo 18

MM HabnogatoTcsa ¢ nomoLso Y3N.

[0141] WN3obpeTeHne Takke npepycmatpuBaeT BeBegeHue po3 CoeawHeHus 1, ero
meTabonura, nnu hapmaleBTUYECKM npuemnemMom conm noboro n3
BbILLENEPEYNCIEHHOrO, NPUYEM HavarbHyH 403y BBOAAT Mocne oBynsaumm. B HeKoTopbIx
BapuaHTax peanusaumm CrocobOB W MPUMEHEHUM, OMUCAHHbIX B AAHHOM [OKYMEHTE,
HavanbHyto go3dy CoeguHeHus 1, ero metabonuta, unu dapmMaueBTUYECKM NPUEMNIEMON

conu Noboro 13 BbilLENEPEYNCIIEHHOTO, BBOAST Nepes oOBysumnen

[0142] B HekoTOpbIX BapwaHTax peanusauum, cnocobbl N NPUMEHEHUS, ONUCaHHbIE B
LAaHHOM [AOKYMEHTE, BKIHOYaT m3BnedeHne ooumtoB. M3obpeTteHne npepycmarpuBaeT
BBeaeHne o3 CoeanHenna 1, ero metabonuta, unm apMaueBTUYECKN NpUEMIEMON
conn noboro M3 BbILWENEPEUNCTIEHHOTO, MNPUYEM HayanbHylO [03y BBOAAT Mocne
N3BneYeHUss ooumMToB. B HEKOTOpbLIX BapuaHTax peanusaumm CrnocoboB M MPUMEHEHUN,
ONUCaHHbIX B JAHHOM AOKYMEHTe, HadanbHyto ao3y CoeanHenns 1, ero metabonuta, unm
dhapmayeBTUHECKM NPUEMIIEMON CONM MOOOro M3 BbILLENEPEYMNCIIEHHOrO, BBOAAT Nepes

naerevYeHnem OoLnTOB.

[0143] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWM, OMUCaHHLIX B
AAaHHOM [AOKyMeHTe, nepen BBeAeHWeM HadanbHou po3bl CoepgumHeHus 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCIIEHHOTO, TMNOMU3 XKEHLWMHBbI ECEHCUDUNNIMPYIOT MO OTHOLWEHWIO K THPI
nepen BBeAEHWEM Ha4yanbHOM A03bl. B onpeneneHHbIx BapnaHTax peanusaymm cnocobos
N NPUMEHEHWI, OMNUCAHHbIX B AAaHHOM AOKYMEHTE, HadanbHyto ao3y CoeanHenua 1, ero

meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMom conwm noboro n3
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BbILLENEPEYNCNEHHOrO, BBOAAT, KOrAa KOHLUEHTpauma scTpagmona CbiBOPOTKN COCTaBNaeT
no meHbwen mepe npumepHo 0,49 HMonb/n. B onpepeneHHbIXx BapuaHTax peanuvsauum
crnocoboB W MPUMEHEHWUWA, OMUCaHHbIX B [AHHOM [OKYMEHTE, HadanbHyrlo [03y
CoegnHenna 1, ero metabonuta, unu apmayeBTUYECKM NpUeMnemMon conun nodoro 13
BbILLENEepeYnNCNEHHOro, BBOAAT, KOrAa KOHLEHTpauma acTpagmona CbiBOPOTKM COCTaBNSaeT

Nno MeHbLlen mepe npumepHo 0,91 HMonb/1.

[0144] B HekoTOpbIX BapuaHTax peanusauum crocoboB M MPUMEHEHWW, ONUCaHHLIX B
AAHHOM [OKyMeHTe, SMOPWOH UMMNaHTUPYKOT MOCne BBEAEHWA HayanbHOW [03bl
CoegnHerna 1, ero metabonuta, Unu apmayeBTUYECKM NpUeMnemMon conn ndoro 13
BblLLenepeyncneHHoro. B onpegeneHHbIX Takmx BapuaHTax peanusaguun, uMmnnaHtagms
NPONCXOAUT B Te4YeHMe OT npumMepHo 2 Jo npumepHo 10 aHen nocne BBeAEeHUS
HavanbHOW A03bl, HanpUMep, NPUMEPHO 2 AHEWN, NPUMEPHO 3 AHEWN, NPUMEPHO 4 AHEW,
NPUMEPHO 5 gHEN, NPUMEPHO 6 AHEN, NPUMEPHO 7 AHEW, NPUMEPHO 8 AHEN, NPUMEPHO 9
AHen, vnm npumepHo 10 aHen. B HekOTOpbIX BapuaHTax peanus3auum crnocobos u
NPUMEHEHNI, ONUCaHHbLIX B AAHHOM AOKYMEHTE, MMNnaHTaunsa smMOproHa nponcxoauT B
TeYeHne OT NpUMEPHO 1 A0 NPUMEPHO 7 AHEWN NOCNe U3BIMEYEHUS OOLMTOB, Hanpumep,
NPUMEPHO 1 AHA, NPUMEPHO 2 AHEN, NMPUMEPHO 3 AHEWN, NPUMEPHO 4 AHEW, NPUMEPHO 5
AHEW, npumepHo 6 JHen, unu npumMepHo 7 paHen. B onpepeneHHbix BapuaHTax
peanusayum crnocoboB WM MPUMEHEHUNM, OMUCaHHbLIX B AAHHOM [AOKYMEHTe, 3MOpPMOH
ABNSETCA CBEXUM (T.€., SMOPUOH He 3amopaxumBaroT). B onpegeneHHbIx Taknmx BapnaHTax
peanusayum, SMOPUOH WUMMAAHTUPYIOT B TOM XE€ MEHCTPYanibHOM LMKNIE, B KOTOPOM
NpoBOAAT m3BnedeHne oouutoB. bnarogapsa cnocoby pewncteua CoepguHeHuna 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCNEHHOrO, MOXET HabnoaaTbCa MEHbLUEE OTpULATENBHOE BO3AENCTBME HA
3HOOMETPUM MO CPaBHEHUKO C COBPEMEHHbIMKU crnocobamm nedeHns. Takum obpasom,
SHOAOMETPUM MOXET ObITb rOTOB K uMAnaHtauum (Gonee BbICOKaA BOCMPUMMYMBOCTb
SHOOMETPUSA) HEMEANEHHO MNOCNe M3BMEYEHUS SULEKNEeTKN. 3a CYEeT TOoro, 4YTto He
NCMOMb3YITCA TPUITEPHbIE areHTbl Ha ocHoBe YXI wmnm aroHuctoB [HPI (Bknroyas
ABOVHbIE Tpurrepbl ¢ aroHuctamu [HPI), CoeawHenne 1, ero wmetabonut, wnu
dapmayeBTUHECKM nNpuemnemMass Cconb boro 13  BbIWENEPEYMUCNIEHHOrO, MOryT
NPMBOAUTE K  MeEHblUeM NOoTpebHOCTM B CErMEHTUPOBaHHOM  MPOTOKONE C
KPMOKOHCEpBaLMeEW, TeM cambiM CHwKaa uymcno uumknos 3OKO; cokpawas Bpems
HacTynneHns OepemMeHHOCTW, NMpU NOAAEPNKAHUM MPUEMMEMON 4YacTOTbl HAaCTyMNfeHUs
OepeMeHHOCTH; CHWXKaa 3aTtpaTbl; M yMmeHbwas noboyHble SPPEKTbl, TakMe Kak

Makpocomms (Bonbluon pasMep Ans recTauMoOHHOro BO3pacTta), PUCK NPUPOCLUEN
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nNaueHTbl, U PUCK NPE3KNamncumn, co 3HaunTensHO Bonee HM3kuMK nokasatenamm CrA.
CoegnHerne 1, ero metabonut, Unu dapmaueBTUYECKN NpuemrnemMas cone nodoro m3
BbILLENEepeYMCreHHoro, moryT obecneumBatb atpmbyThl 6€30nacHOCTN U 3P DEKTUBHOCTH,
ABNSIOLWMNECA MPEMMYLLECTBOM MO CPaBHEHUMIO C COBPEMEHHBIMW METOAAMW FNEYEHMS,

TpebyroLMMN CErMEeHTaLMM.

[0145] [Mockonbky B NpuUMeEHeHMax n cnocobax Ha faHHOMY M300peTeHM0 MOryT ObiTb
NCNONMb30BaHbl HE3aMOPOXEHHblE 3MOPUOHBI, M3obpeTeHne Takke npegycMaTpuBaeT
CHWXKEHWE BPEMEHW HacTynneHna OepemMeHHOCTU nocne CTUMYNMPOBaHWA OBYNALUK
CoegnHeHnem 1, ero metabonuTom, Unn apmaLeBTUHECKM NPUEMIEMON CONbIO NMHBOro
N3 BblLLENepeYnCcreHHoro, BMECTO UCMOMb30BaHUA B KavyecTBe TpurrepHoro areHta yuxl
unn aroHucta [HPI. B HekoTopbix BapwaHTax peanusayun, CoeguHeHve 1, ero
mMeTadonur, nnu hapmaLeBTUYECKN npuemMnemMyro conb noboro n3
BbILLENEPEYMNCNEHHOro, BBOAAT XEHLMHE B Ka4yeCcTBE TPUITEPHOro areHta, W BBeeHue
cnepyeT 3a ¢ason KCA. B onpefeneHHbIxX TakmMx BapuaHtax peanuaagum, CoeguHerve 1,
ero wmetabonut, wunn  papmaueBTUYECKM  npuemrnemas conb  nwboro 13
BbILLENEPEYNCNEHHOrO, MOTyT 3(PPEKTUBHO NPOMOTMPOBATL CO3peBaHNE (PONNUKYOB U
nHayumpoBaTtb oBynsaumio (i) 6e3 nosblweHna obujero ypoBHA koHueHTpauun VEGF B
KpoBu, unn (ii) nytem noebiweHns obuwero yposHa VEGF Ha nepuog meHee 24 4yacoB

nocne sBeacHUA.

[0146] [daHHoOe n3obpeTeHne Takke npegycMaTpmBaeT cnocodbl U NPUMEHEHUS C LEMbHO
CHWXKEHUS BPEMEHN HaCTynneHna OepeMeHHOCTU nocne CTUMYNMPOBaHWA OBYNALMK
TPUITEPHBIM areHToM, BKMovarowero BeegeHne CoepgmHeHus 1, ero metabonuta, mnm
dhapmayeBTUHECKM NPUEMNEMON CONKN NMOOOrO N3 BbILLENEPEUNCTIEHHOrO, AN NOAAEPKKM
NTENHOBOW (pasbl. B HEKOTOPbIX BapuaHTax peanusauun, BeegeHne CoegmHenna 1, ero
meTabonura, nnm hapmaLeBTUYECKN npuemMnemMomn conwm noboro n3
BbILLENEPEYMNCNEHHOrO, CneayeT 3a UM NPOUCXOAUT MO CYLLECTBY B TO Xe camoe BpeMS,
4YTO U MHULMMpOBaHKE. B onpeaeneHHbIX Taknx BapuaHTax peanusauumn, CoegnHerne 1,
ero metabonut, wunu  dapmayeBTMHECKM  nNpuemnemas  conb  noboro  u3
BbILLENEPEYMCIIEHHOrO, MOryT obecneunBaTtb NOAAEPXKKY nOTEMHOBOM hasel (i) Ges
noBbIiWeHNa obLero ypoBHA kKoHueHTpauun VEGF B kpoBw, unu (i) nyTem noBbILLEHNS

obwero yposHa VEGF Ha nepuog meHee 24 yacoB nocne BBeAEHUS.

[0147] W30b6peTeHme npepgycMmatpmBaeTr Ccrnocobbl M MPUMEHEHUS,  BKIOYaroLmne
BBefeHne o3 CoeanHeHna 1, ero metabonuta, vnm apmMaueBTUYECKNM NpUeMnemMon

conun nboro 13 BbILENEPEYMNCIIEHHOTO, NPUYEM Crocod UNK NPUMEHEHNE UHAYLMPYHOT
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oBynaumio. B onpegeneHHbIXx TakMx BapuaHTax peanusauumn, XeHWuHa 3adynHaeT
nocpeacTBOM nonosoro akra unu BMU nocne BBeaeHns NoO MEHbLUEN MEPE HaYanbHOW
fo3bel CoeguHeHna 1, ero metabonurta, unu dapmayeBTUYeCKM MPUEMIIEMOM COMU
noboro m3 BblwenepedncneHHoro. Beepenne CoeguHenna 1, ero metabonura, wnm
dapmaueBTUHECKM npuemMnemMon conu  bdoro M3 BbIWENEPEYMUCNIEHHOro, AN
WHULMMPOBaHMS BbICBODOXAEHMA ooumTa ©e3 13BneyYeHUs OOLMUTOB MOXET NMpuBOAUTL K
npeackasyeMoMy BpEeMEHU OBYynAuuW, C UHTepBanom OT BBEAEHUS OO OByNnsauMM B
ananasoHe ot 30 go 62 yacoB nocne BeegeHns, Unm ot 36 Ao 48 yacoB Nocne BBEAEHUS.
OTO MOXEeT no3BoNUTb yaobHO cnnaHvpoBaTb nonosov akt unm BMW B MOMEHT
OBYNAUMM, YTO MaKCUMarnbHO YBENWYMBAET LUAHCbI OMNMOAOTBOPEHUSA  AULIEKIETKN.
BeegeHne CoeauHenusa 1, ero metabonurta, unuv dapmMaueBTUYECKU NPUemMnemMon Conu
noboro 13 BbIWENEPEUYNCIIEHHOTO, MOXET TaKKe MOMOYb XEHLMHaM, WMERLNM
npobnemebl C OBynAUMEN, OBYNMPOBaTb WM 3a4MHaTb MOCPEACTBOM MONIOBOr0 akta Wnu
BMW. B HekoTOpbIX BapuaHTax peanusaumm, MHALMMPOBaHWE BbICBODOXAEHNA oouuTa C
ncnone3osaHvem CoeguHeHna 1, ero metabonuta, nnm gapmaleBTUHECKU NPUEMIIEMON
conm noboro 13 BbiENEPEYNCIEHHOMO, MOXET BbITb 3anacHbIM BapuaHTOM ANS XKEHLLMH,
Hyxxgarowmxca B BMU, y koTopbix KoHTponb JIIT okasanca TpyaHbIM U HeHaaexHbIM. B
HEeKOTOpbIX BapuaHTax peanusaumm, WHALMMPOBaHWE BbICBODOXAEHMA oouuTta C
ncnonb3osaHveM CoeguHeHus 1, ero metabonuta, nnu papmMaueBTUYECKM NPUEMNIEMON
conn ntoboro 13 BbiLLENEPEYNCNEHHOTO, MOXET ObITb MCNONB30BaHO, Korga KoHTpornb JI
He BbiBNseT Bbibpoca JII k gHo 18 yukna (rae aeHb 1 Uyukna sSBnseTca nepebiM AHEM
NpeaLecTBYOWEN MEHCTPYaUUM) U UMEETCs PONNMKyNn SUYHMKOB pasmepom Gonee 20

MM.

[0148] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWM, OMUCaHHLIX B
AaHHOM JOKYMEHTE, Nocne BBEAEHMS NO MEHbLUEW Mepe Ha4vanbHOW Ao3bl CoeanHenns 1,
ero Metabonuta, wnM  apmaueBTUYECKM  Mpuemnemon  conu  nwboro  u3
BbILLUENEPEYMCNEHHOrO, KEHLMHA 3adnHaeT wunu poxaeT. B HekoTopbIX BapuaHTax
peanusauuy, XeHlmMHa poxaeT MOoCpPeaCcTBOM KecapeBa cedyeHua. B HekoTopbix

BapuaHTax peanunsawuun, XeHLMHa poXxaeT BarnHanbHo.

[0149] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWW, OMUCaHHLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM UCMOMb3yeMOEe KOMMYECTBO UMM [03a, Takad Kak
HavYaneHas posa, CoeanHeHna 1, WM COOTBETCTBYHOLLEE  KOMUYECTBO  €ro
dhapmaueBTUHECKM MNPUEMMEMOM conu, coctaenaer ot npumepHo 0,00003 mr go
npumepHo 0,030 mr. B HekoTOpbIX BapuaHTax peanus3aumm cCrocoboB U NPUMEHEHWUN,

OonncaHHbIX B AaHHOM AOKyMEeHTEe, BBOAMMOE WU NCNOJb3yeEMOE KOJMIMYeCTBO U A03Qa,
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Takas kak HadanbHas posa, CoeguHeHus 1, MnM COOTBETCTBYHOLLEE KONMMYECTBO €ro
dhapmaLeBTUHECKM MPUEMIIEMON CONK, cocTaenseT ot npumepHo 0,001 mMr 4o npuMepHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHUN, OMUCaHHbIX B
AAHHOM [OKYMEHTe, BBOAMMOE UMM WUCMONMb3yeMOEe KONMMYECTBO MMM [03a, Takas Kak
HavYaneHas posa, CoeguHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dhapmaLeBTUHECKM NMPUEMIIEMON CONK, cocTaBnaeT oT npumepHo 0,001 Mr 4o npumMepHoO
0,003 mr. B HekoTOpbIX BapuaHTax peanusaymm crnocoboB U NPUMEHEHUA, OMUCAHHbLIX B
AAHHOM [OKYMEHTe, BBOAMMOE WM WUCMONb3yeMoe KONMMYEeCTBO WNM [03a, Takas Kak
HavYaneHas pgosa, CoegnHeHns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dapmaueBTUYECKM NpUeMnemMon conu, coctaenaet ot npumepHo 0,00003 mr po
npumepHo 0,0003 mr. B HekoTOpbIX BapuaHTax peanusauymm cnocoboB M NPUMEHEHWUN,
ONUCaHHbIX B AaHHOM [JOKYMEHTEe, BBOAMMOE UMW UCMOSMb3yEMOE KONMMYECTBO UK J03a,
Takaa kak HadaneHas posa, CoegwHeHus 1, MM COOTBETCTBYHOLLEE KOMMYECTBO €ro
dhapmaueBTUYECKM MNPUEMNEMOM COMM, cocTaenseT oT npumepHo 0,00003 mr po
npumepHo 0,003 mr. B HekoTOpbIX BapuaHTax peanu3auymm CrnocoboB M MPUMEHEHUN,
OMUCaHHbIX B AAHHOM LOKYMEHTE, BBOAMMOE UMM UCMOMb3yEeMOE KONMMYECTBO UK [03a,
Takaa kak HadanbHas posa, CoeguHeHWs 1, UnNKM COOTBETCTBYHOLLEE KOMNYECTBO €ro
dhapmaueBTUYECKM NpUEMMEMOM conu, coctaBnaeT ot npumepHo 0,00003 mr go
npumepHo 0,00006 mr. B HEKOTOPbLIX BapuaHTax peanu3aumm cnocoboB U NPUMEHEHWUN,
ONUCaHHbIX B AAHHOM LOKYMEHTE, BBOAMMOE WM MUCMNOSb3YyEMOE KONMMYECTBO UNK A03a,
Takaa kak HadanbHas posa, CoeauHeHWs 1, unyM COOTBETCTBYIOLLEE KONMMYECTBO €ro
dhapmaueBTUHECKM NPUEMMEMOM conu, coctaBnaeT oT npumepHo 0,00003 mr go
npumepHo 0,00009 mr. B HEKOTOPbLIX BapuaHTax peanu3aumm cnocoboB M NPUMEHEHWUN,
ONUCaHHbIX B AaHHOM LOKYMEHTE, BBOAWMOE UMM UCMOSb3yEMOE KONMMYECTBO UNK A03a,
Takaa kak HadanbHas posa, CoeauHeHWa 1, uUnn COOTBETCTBYHOLLEE KONMMYECTBO €ro
dhapmaueBTUHECKM NpPUEMMEMOM conu, coctaBnaeT oT npumepHo 0,00003 mr go
npumepHo 0,00015 mr. B HEKOTOPLIX BapuaHTax peanu3aumm crnocoboB U NPUMEHEHUN,
ONUCaHHbIX B AaHHOM LOKYMEHTE, BBOAWMMOE UMM UCMNOSMb3yEMOE KONMMYECTBO UNK A03a,
Takaa kak HadanbHas posa, CoeauHeHWa 1, unn COOTBETCTBYHOLLEE KOMNYECTBO €ro
dhapmaueBTUHECKM NPUEMMEMON Cconu, coctaBnaeT oT npumepHo 0,00003 mr go
npumepHo 0,0006 mr. B HekoTOpbIX BapuaHTax peanusaumm cnocoboB M NPUMEHEHWUN,
ONUCaHHbIX B AAHHOM LOKYMEHTE, BBOANMMOE UMM UCMNOMb3yEMOE KONMMYECTBO UNK A03a,
Takaa kak HadanbHas posa, CoeauHeHWa 1, unn COOTBETCTBYHOLLEE KOMMYECTBO €ro
dhapmaueBTUHECKM NPUEMMEMON conu, coctaBnaeT ot npumepHo 0,00003 mr go
npumepHo 0,0009 mr. B HekOTOpbIX BapuaHTax peanu3aumm cnocoboB M NPUMEHEHWUN,

OnncaHHbIX B AaHHOM AOKyMEeHTe, BBOAMMOE WUITN NCNOJb3yeMOE KOJTIMYeCTBO UK A03a,
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Takaa kak HadanbHas posa, CoeguHeHWs 1, unn COOTBETCTBYHOLLEE KOMUYECTBO €ro
dhapmaueBTUHECKM NPUEMMEMON conKn, coctaBnaeT oT npumepHo 0,00003 mr go
npumepHo 0,0015 mr. B HekoTOpbIX BapuaHTax peanusaumm cnocoboB M NPUMEHEHWUN,
ONUCaHHbIX B AaHHOM LOKYMEHTE, BBOAWUMOE UMM UCMOMb3yEMOE KONMMYECTBO UNK J03a,
Takas kak HayanbHas posa, CoeguHeHWs 1, UM COOTBETCTBYIOLLEE KOMMYECTBO €ro
dhapmaueBTUHECKM NpUEMMEMON conu, coctaBnaet ot npumepHo 0,00003 mr go
npumepHo 0,006 mr. B HekoTOpbIX BapuaHTax peanu3aumm cCriocoboB U NPUMEHEHWUN,
ONUCaHHbIX B AaHHOM JOKYMEHTEe, BBOAMMOE UMM UCMOSMb3yEMOE KONMMYECTBO Unu J03a,
Takaa kak HadanbHas posa, CoeguHeHWs 1, unn COOTBETCTBYHOLLEE KOMUYECTBO €ro
dapmaueBTUYECKM NpUeMnemMon conu, coctaenaet ot npumepHo 0,00003 mr po
npumepHo 0,009 mr. B HekoTOpbIX BapuaHTax peanu3aumm crocoboB U MPUMEHEHWUN,
ONUCaHHbIX B AaHHOM [JOKYMEHTEe, BBOAMMOE UMW UCMOSMb3yEMOE KONMMYECTBO UK J03a,
Takaa kak HadaneHas posa, CoegwHeHus 1, MM COOTBETCTBYHOLLEE KOMMYECTBO €ro
dhapmaueBTUYECKM MNPUEMNEMOM COMM, cocTaenseT oT npumepHo 0,00003 mr po

npumepHo 0,015 wr.

[0150] B HekoTOpbIX BapuaHTax peanusauum CnocoboB M MPUMEHEHUA, OMUCaHHBIX B
LAHHOM [OKYMEHTE, BBOAMMOE WM WUCMONMb3yeMOE KONMMYECTBO UMM [03a, Takas Kak
HauyaneHas pgosa, CoeguHeHns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dhapmaueBTUHECKM NPUEMIIEMON CONnK, cocTaBnsaeT oT npumepHo 0,0003 Mr 4o NpUMEPHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunaaumm crnocoboB 1 NPUMEHEHUN, OMUCAHHbIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yEMOE KONMMYECTBO WNM [03a, Takas Kak
HavyaneHas pgosa, CoeguHeHMs 1, WM COOTBETCTBYHLLEE  KOMMYECTBO  €ro
dhapmaueBTUHECKM NPUEMIIEMOM COMK, cocTaBnsaeT oT npumepHo 0,0003 Mr 4o NpUMEPHO
0,0006 mr. B HekoTOpbIX BapnaHTax peanusauum cnocoboB U NPUMEHEHUA, ONUCaHHbLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yEMOE KONMMYECTBO UMM [03a, Takas Kak
HavYaneHas posa, CoeguHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMOM CONnMK, cocTaBnsaeT oT npuMmepHo 0,0003 Mr 4o NpUMEPHO
0,0009 mr. B HekoTOpbIX BapnaHTax peanusauum cnocoboB v NPUMEHEHWIN, ONUCaHHbLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMONMb3yEMOE KONMMYECTBO UMM [03a, Takas Kak
HavyaneHas posa, CoegnHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMOM COMnK, cocTaBnsaeT oT npumepHo 0,0003 Mr 4o NpUMEpPHO
0,0015 mr. B HekoTOpbIX BapnaHTax peanusaumm cnocoboB U NPUMEHEHUA, ONUCaHHLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMONMb3yEeMOE KONMMYECTBO UMM [03a, Takas Kak
HavYaneHas pgosa, CoegnHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro

hapmaueBTUHECKM NPUEMIIEMOM COMnK, cocTaBnaeT oT npumepHo 0,0003 Mr 4o NpUMeEpPHO
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0,006 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB M NPUMEHEHNN, OMUCAHHbIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yEeMOE KOMMYECTBO MMM [03a, Takas Kak
HavYaneHas posa, CoeguHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dhapmaueBTUHECKM NPUEMIIEMOM COMK, cocTaBnsaeT oT npumepHo 0,0003 Mr 4o NpUMepPHO
0,009 mr. B HekoTOpbIX BapuaHTax peanunsaymm crnocoboB 1 NPUMEHEHUN, OMUCAHHbIX B
AAHHOM [OKYMEHTe, BBOAMMOE UMM WUCMONb3yeMoe KOMMYECTBO WNM [03a, Takas Kak
HavYaneHasa pgosa, CoegunHeHns 1, WM COOTBETCTBYHOLLEE  KOMUYECTBO  €ro
dhapmaLeBTUHECKM NPUEMIIEMOM COMNK, cocTaBnaeT oT npumepHo 0,0003 Mr o NnpumMepHoO
0,015 wr.

[0151] B HekoTOpbIX BapuaHTax peanusauuu crnocoboB M MPUMEHEHWW, OMUCaHHLIX B
AAHHOM [OKYMEHTe, BBOAMMOE WM WUCMOMb3yemMoe KOMMYEeCTBO WNM [03a, Takas Kak
HavYaneHas pgosa, CoeguHeHns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaLeBTUYECKM NPUEMNEMON COnK, cocTaensaeT oT npumepHo 0,003 Mr 4O NpuMepHO
0,030 mr. B HekoTOpbIX BapuaHTax peanusaumm cnocoboB 1 NPUMEHEHUA, ONUCAHHLIX B
AaHHOM [OKYMEHTe, BBOAMMOE WM WUCMOMb3yemMoe KONMMYECTBO WM [03a, Takas Kak
HauyaneHas pgosa, CoeguHeHns 1, WM COOTBETCTBYHLLEE  KOMMYECTBO  €ro
dhapmaueBTUHECKM NMPUEMIIEMON CONKN, cocTasnseT oT npumepHo 0,003 Mr 4o npuMepHO
0,006 mr. B HekoTOpbIX BapuaHTax peanunaaumm crnocoboB 1 NPUMEHEHUA, OMUCAHHbIX B
AAHHOM [OKYMEHTE, BBOAMMOE WM WUCMOMb3yEeMOE KONMMYECTBO WNM [03a, Takas Kak
HauyaneHas posa, CoeguHeHMs 1, WM COOTBETCTBYHLLEE  KOMMYECTBO  €ro
dhapmaLeBTUHECKM MPUEMIIEMON CONKN, cocTasnsaeT oT npumepHo 0,003 Mr 4O NpUMEpPHO
0,009 mr. B HekoTOpbIX BapuaHTax peanunaaumm crnocoboB 1 NPUMEHEHNN, OMUCAHHbIX B
AAHHOM [OKYMEHTE, BBOAMMOE WM WUCMOMb3yEeMOE KONMMYECTBO WNM [03a, Takas Kak
HavYaneHas fosa, CoeanHeHns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaleBTUHECKM MPUEMITEMON CONKM, cocTaBnsaeT oT npumepHo 0,003 Mr 4o npuMeEpHO
0,015 wr.

[0152] B HekoTOpbIX BapuaHTax peanusauuu CriocoboB M MPUMEHEHUW, OMUCaHHLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMONMb3yEMOE KOMMYECTBO UMM [03a, Takas Kak
HavYaneHas posa, CoeanHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMOM COMNK, cocTaBnaeT oT npuMmepHo 0,0003 Mr 4o NpUMEpPHO
0,003 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB M NPUMEHEHNA, OMUCaHHbLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yeMOEe KONMMYECTBO MMM [03a, Takas Kak
HavYaneHas pgosa, CoeanHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMOUN COMNMK, cocTaBnsaeT oT npumepHo 0,0006 Mr 40 NpUMEPHO

0,003 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHUN, OMUCAHHbIX B
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AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yEeMOE KONMMYECTBO MMM [03a, Takas Kak
HavYaneHas posa, CoegnHenns 1, WM COOTBETCTBYHOLEE  KOMMYECTBO  €ro
dhapmaueBTUHECKM NPUEMIIEMOM COMNMK, CocTaBnsaeT oT npumepHo 0,0009 Mr 4o NpUMeEpPHO
0,003 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB U NPUMEHEHNN, OMUCAHHbIX B
AaHHOM [OKYMEHTe, BBOAMMOE UMM WUCMONb3yeMOe KONMMYECTBO WNM [03a, Takas Kak
HavYaneHas posa, CoegnHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMOM CONK, cocTaBnaeT oT npumepHo 0,0015 mr 4o NnpuMepHO
0,003 wr.

[0153] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWW, OMUCaHHLIX B
AaHHOM [OKYMEHTe, BBOAMMOE WM WUCMONb3yeMoe KONMMYEeCTBO WNM [03a, Takas Kak
HavYaneHas pgosa, CoegnHeHns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dapmaueBTUYECKM NpUeMnemMon conu, coctasnser ot npumepHo 0,00006 mr po
npumepHo 0,030 mr. B HekoTOpbIX BapuaHTax peanu3aumm CnocoboB M MpUMEHEHUN,
ONUCaHHbIX B AaHHOM [JOKYMEHTEe, BBOAMMOE WM UCMOMb3yeEMOE KONMMYECTBO WUnu J03a,
Takaa kak HavaneHas posa, CoeagwHeHus 1, MM COOTBETCTBYHOLLEE KOMMYECTBO €ro
dhapmaueBTUYECKM MNPUEMNEMON COMM, cocTaeBnseTr oT npumepHo 0,00009 mr po
npumepHo 0,030 mr. B HekoTopbIXx BapuaHTax peanus3aumm crocoboB U NMPUMEHEHWUN,
ONUCaHHbIX B AaHHOM LOKYMEHTE, BBOAMMOE UMM MUCMOSb3yEMOE KONMMYECTBO UNK A03a,
Takaa kak HadanbHas posa, CoeguHeHWs 1, unn COOTBETCTBYHOLLEE KONMMYECTBO €ro
dhapmaueBTUYECKM NPUEMMEMOM COonKn, coctaBnaet oT npumepHo 0,00015 mr po
npumepHo 0,030 mr. B HekoTOpbIX BapuaHTax peanu3aumm crocoboB U NMPUMEHEHWUN,
ONUCaHHbIX B AaHHOM LOKYMEHTE, BBOANMMOE WM MUCMNOSb3yEMOE KONMMYECTBO UNK J03a,
Takaa kak HadanbHas posa, CoeguHeHWa 1, Unn COOTBETCTBYHOLLEE KONMMYECTBO €ro
hapmaueBTUHECKM NPUEMIIEMOM CONK, cocTaBnsaeT oT npumepHo 0,0006 Mr 4O NPUMEPHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHUN, OMUCAHHbIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yEeMOE KOMMYECTBO UMM [03a, Takas Kak
HavyaneHas posa, CoegnHenMs 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMON COMnK, cocTaBnsaeT oT npumepHo 0,0009 Mr 40 NpUMEPHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHNA, OMUCAHHbLIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yEeMOE KOMMYECTBO MMM [03a, Takas Kak
HavYaneHas posa, CoegnHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
hapmaueBTUHECKM NPUEMIIEMON CONnK, cocTaBnsaeT oT npumepHo 0,0015 mr 4o NpuMepPHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHUN, OMUCaHHbIX B
AAHHOM [OKYMEHTE, BBOAMMOE UMM WUCMOMb3yeMOEe KONMMYECTBO MMM [03a, Takas Kak

Ha4vanbHaa 0033, CoenuHeHus 1, nin COOTBETCTBYHOLLEE KONMnN4eCTBO ero
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hapmaLeBTUHECKM MPUEMITEMON CONKU, COocTaBnseT oT npumepHo 0,006 Mr 4O NpUMEpPHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHNN, OMUCAHHbIX B
AAHHOM [OKYMEHTe, BBOAMMOE UMM WUCMONMb3yEeMOE KOMMYECTBO MMM [03a, Takas Kak
HavYaneHas posa, CoeguHenns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dhapmaLeBTUHECKM NMPUEMITIEMON CONK, cocTtaBnaeT oT npumepHo 0,009 Mr 4o NnpUMepHO
0,030 mr. B HekoTOpbIX BapuaHTax peanunsaumm crnocoboB 1 NPUMEHEHNA, OMUCAHHbLIX B
AaHHOM [OKYMEHTe, BBOAMMOE WM WUCMONb3yeMoe KONMMYECTBO WNM [03a, Takas Kak
HavYaneHas pgosa, CoegnHeHns 1, WM COOTBETCTBYHOLLEE  KOMMYECTBO  €ro
dhapmaLeBTUHECKM NMPUEMITIEMON CONK, cocTtaBnaeT ot npumepHo 0,015 Mr 4o npumepHo
0,030 wmr.

[0154] B HekoTOpbIX BapuaHTax peanusauum crocoboB M MPUMEHEHWW, OMUCaHHLIX B
AaHHOM [OKYMEHTe, BBOAMMOE WM WUCMOMb3yemMoe KOMMYECTBO WNM [03a, Takas Kak
HavanbHas posa, CoegvHeHns 1, WM COOTBETCTBYHOLLEE  KONMUYECTBO  €ro
hapmaueBTUYECKM NpmuemnemMon conm, coctasnseT npumepHo 0,00003 mr. B HEKOTOPbIX
BapuaHTax peanusaumm CrnocoboB W MPUMEHEHUW, OMUCAHHbIX B AAHHOM [OKYMEHTE,
BBOAMMOE WM WUCMNONb3yeMOEe KOMMYECTBO MMM [03a, Takasd Kak HadvanbHas [03a,
CoeanHeHnsa 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro ohapmMaueBTUHYECKN NPUEMITEMON
conu, coctaenseT npumepHo 0,030 mr. B HEKOTOpPbLIX BapuaHTax peanmsauynm crnocobos um
NPUMEHEHNN, OMUCaHHbIX B AaHHOM [AOKYMEHTE, BBOAMMOE MWW  UCMOMb3yemMoe
KONMYECTBO UM [03a, Takas Kak HadvanbHas gosa, CoegmHeHus 1, unm COOTBETCTBYHOLLEE
KONMMYECTBO ero oapmaLeBTUYECKN NPUEMEMOn conum, coctasnaeT npumepHo 0,0003 mr.
B HekoTOpbIX BapuaHTax peanusagum cnocoboB M NMPUMEHEHUN, OMUCAHHBIX B AAHHOM
LOKYMEHTE, BBOAMMOE UMM UCMONb3yeEMOE KONMYECTBO MW [03a, Takasa Kak HadanbHas
posa, CoegunHeHms 1, wunu COOTBETCTBYHOLLEE KONMMYECTBO €ro apmMaueBTUYECKU
npueMnemMmon conu, cocrtaenset npumepHo 0,003 mr. B HekoTOpbIX BapuaHTax
peanunsaymm cnocoboB 1 NPUMEHEHUA, ONMUCAHHBIX B AAHHOM AOKYMEHTE, BBOAMMOE UK
NCNONb3yeMOoe KONMMYECTBO MMM [03a, Takaa Kak HadanbHas posa, CoeguvHeHus 1, nnu
COOTBETCTBYHOLLEE KOMMYECTBO €ro hapmaueBTUYECKM MPUEMIIEMOU COMK, COCTaBnsaeT
npumepHo 0,00005 mr. B HEKOTOPbLIX BapuaHTax peanusaumm cnocoboB U NPUMEHEHWUN,
ONUCaHHbIX B AaHHOM LOKYMEHTE, BBOAWMOE UMM UCMOSMb3yEMOE KONMMYECTBO UNK A03a,
Takaa kak HadanbHas posa, CoeauHeHWa 1, unn COOTBETCTBYHOLLEE KOMUYECTBO €ro
dhapmaLeBTUHECKM NPUEMIIEMON conun, cocTaenseT npumepHo 0,0005 mr. B HekoTopbix
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,
BBOAMMOE WIM WUCMNONMb3yeMOEe KOMMYECTBO MMM [03a, Takad Kak HadvanbHaa [o3a,

CoeanHeHns 1, NN COOTBETCTBYHOLLEE KONMMYECTBO ero hapmMaueBTUYECKM NpUemMnemMon
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conu, coctaensaeT npumepHo 0,005 mr. B HEKOTOpPbLIX BapuaHTax peanmsauynmn crnocobos um
NPUMEHEHUW, OMUCaHHbIX B AaHHOM [OOKYMEHTEe, BBOAMMOE WNN  UCMONb3yemMoe
KONMYECTBO UMM A03a, Takas Kak HavanbHas aosa, CoegmHeHns 1, unum CoOOTBETCTBYHOLLEE
KONMYECTBO €ro hapmMaueBTUYECKM NPUeMemMon conum, coctasnsaet npumepHo 0,010 wmr.
B HekoTOpbIX BapuaHTax peanusayum crnocoboB M NMPUMEHEHWUN, OMUCAHHBIX B AaHHOM
AOKYMEHTe, BBOAMMOE UMM UCMOMb3yeMOE KOMMYECTBO UMW 03a, Takaa Kak HavanbHas
posa, CoeguvHeHus 1, wMnNn COOTBETCTBYHOLLEE KOMUYECTBO €ro dapmaueBTUHEeCKU
npuemnemon conu, coctaenaetr npumepHo 0,0001 mr. B HekOTOpbIX BapuaHTax
peanusauun cnocoboB U NPUMEHEHUNA, OMMUCAHHbBIX B AAHHOM AOKYMEHTE, BBOAVMMOE U
MCNonb3yemMoe KONMMYecTBO MW [03a, Takaa Kak HadanbHas gosa, CoeguHeHunsa 1, unum
COOTBETCTBYHOLLEE KOMUYECTBO €ro gpapmaueBTUYEeCKM MPUEMSIEMOU COMW, COoCTaBnsaeT

npumepHo 0,001 mr.

[0155] [osbl CoeamHeHus 1, mnu COOTBETCTBYHOLUME KONMMYecTBa apmaleBTUYECKM
NPUEMIEMON COMK, Takum 0Bpasom, MOryT Takke ObiTb BbIPaXKeHbl, HAaNpPUMep, B HMOMb/Kr
(Hanpumep, kak BblpaxeHo B lNpumepe 11), unn B Mkr/kr. Hanpumep, 0,003 HMOnb/Kr 1
0,03 Hmonb/kr npubnmamntensHo cooteeTcTBYtOT 0,0037 mkr/kr n 0,037 mkr/kr cBoboaHoOM
dopmbl CoepmHeHna 1, cooTBeTCTBEHHO. [ns XeHwwmHbl Becom 60 kr, posa 0,003
HMOnNb/kr BypeTt coctaenate npubnuautensHo 0,22 mkr, unm 0,00022 mr, n pgosa 0,03

HMONb/Kr ByaeT coctaBnaATb 2,2 Mkr, unm 0,0022 mr.

[0156] B HekoTOpbIX BapuaHTax peanusayuu crnocoboB M MPUMEHEHUM, OMUCaHHLIX B
AAHHOM [OKYMEHTe, BBOAUMOE UMM UCMONMb3yeMOEe KOMMYECTBO UM Ao3a meTtabonura
CoegnHernna 1, Takoro kak CoeAnHEHWe 2, UNN COOTBETCTBYHOLLEE KOMMYECTBO €ro
hapmaueBTUHECKM NPUEMMEMOM CONKM, coctaBnaeT oT npumepHo 0,00002 mr go
npumepHo 0,020 mr. B HekoTOpbIX BapuaHTax peanu3aumm crocoboB U NPUMEHEHWUN,
OMNUCaHHbIX B AAHHOM LOKYMEHTE, BBOAMMOE UMM UCMOMb3yeEMOE KONMMYECTBO MM [03a
metabonuta CoeguHenmna 1, Takoro kak CoeguvHeHne 2, N COOTBETCTBYHOLLEE
KONMMYECTBO ero hapmMaueBTUYECKM NPUEMINEMON CONK, coctaeBnsaeT ot npumepHo 0,001
Mr 4O NpUMepHO 5 Mr. B HeKOTOpbIX BapuaHTax peanu3aumm crnocoboB U NPUMEHEHUN,
OMNUCaHHbIX B AAHHOM LOKYMEHTE, BBOAMMOE WM UCMOMb3yeEMOE KONMMYECTBO MMM [03a
metabonuta CoeguHenmna 1, Takoro kak CoeguvHeHne 2, WnNn COOTBETCTBYHOLLEE
KONMYECTBO €ro hapmMaueBTUYECKM MPUEMIIEMON CONK, cocTarnsaeT oT npumepHo 0,00002
Mr o npumepHo 0,002 wmr. B HeKOTOpbIX BapuaHTax peanusaumm cnocobos wu
NPUMEHEHUW, OMNUCaHHbIX B AaHHOM [OOKYMEHTEe, BBOAMMOE WU  UCMOMb3yemMoe
KonnyectBo mnmn po3a metabonuta CoeaunHenus 1, Takoro kak CoeauHeHue 2, unu

COOTBETCTBYHOLLIEE KOSIMYECTBO €ro papmaueBTUYECKM MPUEMIIEMON COMM, COCTaBsieT
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npumepHo 0,0002 mr go npumepHo 0,002 mr. B HekoTopbIXx BapwaHTax peanusaguu
cnocoboB M MPUMEHEHWW, OMNUCaHHbIX B AaHHOM [JOKYMEHTEe, BBOAMMOE UMn
MCnonb3yemMoe KONMM4ecTBO unM pao3a metabonuta CoeanHeHns 1, Takoro Kak
CoeanHeHne 2, nnm COOTBETCTBYIOLLEE KONMMYECTBO ero hapmMaueBTUYeCKn NpuemMnemMomn
conu, coctasnsaeTt oT npumepHo 0,00002 mr oo npumepHO S Mr. B HeKoTopbIX BapmaHTax
peanusauun cnocoboB U NPUMEHEHUA, OMMUCAHHbBIX B AAHHOM AOKYMEHTE, BBOAMMOE U
ncnonb3yemMoe KONMM4ecTBO unM paos3a  wmetabonuta CoeavHeHns 1, Takoro Kak
CoeanHeHne 2, nnn CoOTBETCTBYIOLLIEE KONMMYECTBO ero oapmMaueBTUYECKn NpuemMnemMon

conu, coctaesnsaeT npumepHo 0,0002 mr go npumepHo 0,020 mr.

KombunHupoBaHHbIe Tepanuu

[0157] Kak BkpaTye onucaHo Bblwe, CoeaguHeHne 1, ero metabonut, UK
hapmaueBTU4ECKN npuemnemas conb NOOro M3 BblENepeyYUCIEHHOro, MoryT ObiTb
BBEAEHbI B KOMOUHAUMW C APYrMMM areHtamm, mcnonb3yembiMm B BPT. Takue areHTbl
MOTYT BKINtOYaTb areHThbl, ucnonbdyemble Ha dase KCHA (Hanpumep, OCIT, uMIT, aroHUCTbI
nnn aHtTaroHncTbl MHPTT, 1 nx koMBuHaunn);, HALUMNPYHOLLME areHTbl, Takue Kak arOHUCTbI
MHPI, XTI, n nx komBuHayum; n 4XI', acTpPagnon, NPOreCToreH, TakoW Kak NporeCTepoH, U
nx KoMBuHauMmn onsa NoAAEPXKKM NIOTEMHOBOW dhasbl Nepes nepeHocom ambpuoHa, BMU,
unn nonosbiM aktom. CoeauHeHwe 1, ero wmetabonut, wunu apmayeBTUYECKU
npuemnemMasi conb nbOro M3 BbILENEPEYNCIEHHOrO, MOryT Takke ObiTb BBEAEHbl B
KOMBMHaumMm apyr ¢ gpyrom. B HekoTopbIx BapuaHTax peanu3auyuyM, MHOrokpaTHble
nocnepoBaTtenbHble A03bl CoeauHeHus 1, ero metabonuta, vnm dapmaleBTUYECKU
npuemMnemMon conmn noboro 13 BbilLENEPEUNCIIEHHOro, MOryT BbITb BBEAEHBLI B criocobax u
NPUMEHEHNAX, OMUCaHHbIX B AaHHOM AOKYMeHTe. TepaneBTUYeckM 3PPeKTUBHBbIE
KONM4YeCTBa areHToB, UCMOMb3yEMbIX B KOMOMHALMAX, MOTYT MEHATLCH B 3@BUCMMOCTU OT
cnocoba BBeAEHMS, BbIOPAHHOrO areHtTa M COCTOSHWA XEeHLMHbl. B uncnonbayemom B
AaHHOM [OKYMEHTE 3HayeHuM, “‘TepaneBTUYecKn SPEPEKTUBHOE KOMMUYECTBO® MOXET
OTHOCUTLCA K KONMMYECTBY COEAMHEHWSA, AOCTaTOYHOMY ANnA Toro, 4TtoObl BbI3BaTb
onpeaeneHHbin apdekT (Hanpumep, WHULMUPOBAHME OKOHYaTENbHOrO CO3pPEBaAHUSA

oouuTa, NoaaepXKka 3HAOMETPUA N T.4.).

[0158] BeepeHune Takmx areHTOB B KOMOMHaUMK TUMMYHO MPOBOAUTCS Ha MPOTSXKEHUU
onpefeneHHoro nepvoga BpemMeHW (OOblMHO MWHYT, 4acoB, AHEW WNW Hepenb, B
3aBMCUMOCTK OT BbIBpaHHOW KOMOMHauuKn). B onpepeneHHbIX BapuaHTax peanuMsauuu,
areHTbl BBOAAT MOCMNELOBaTENbHO, TO €CTb, K&XAblM areHT BBOAAT B pasHOe Bpems, a

Takke BBEAEHME Taknx areHToB, UM MO MEHbLLEN Mepe ABYX U3 areHTOB, (BbIMOMHSAIOT) Mo
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cyljectBy OpHOBpeMeHHo. [1o cywectBy OLHOBPEMEHHOE BBELEHME MOXET ObITb
NPOM3BELEHO, HamMpumep, MNyTEM BBEAEHUSA >KEHLUMHE OLHOW WHBEKUMM, WMEIOLLEN
3ajaHHOE COOTHOLLIEHNE KaXk4Oro areHTa, UM HECKONBKUX OTAENbHbIX MHBEKLMIN KaX4oro
n3 areHtoB. [MocnepoBaTtensHoe MM Mo CyLECTBY OAHOBPEMEHHOE BBEAEHWE KaXKAOro
areHTa MOXeT ObITb npoBefeHO NObIM NPUrogHbIM NyTEM, BKAovas, 6e3 orpaHnyYeHun,
nepoparnbHble, BHYTPUBEHHbIE, MOAKOXHbLIA, BHYTPUMBILEYHBIE MNYTW, W NpsMOe
BCaCbIBaHWE Yepe3 TKaHU CriM3ncTbix obonoyek. AreHTbl MoryT ObiTb BBEAEHbBI OAHUM U
TEM XE NyTEM UMK pasHbIMU NyTAMWU. ANbTEPHATMBHO, HaNnpUMep, BCe TepaneBTUYECKNe
areHTbl MoryT ObITb BBEAEHLI BHYTPUBEHHOW MHBEKUMEW. B Criydyae BBEAEHNA MHBEKUMEN,
CoegnHerne 1, ero metabonut, unu apmayeBTUYeckn npuemMnemasa conb nodoro m3
BbILLENEPEYNCNIEHHOrO, MOryT ObiTb 0ObEANHEHBI C APYTMMWN areHTamMu, UCMonb3yeMbIMU B

BPT, onga ymMeHbLUEHMS YnCna MHBEKUMW, KOTOPbIE AENar0T NaUneHTy.

[0159] CoeaunHeHne 1, ero metabonut, unn apmaueBTUYECKN NpuemMnemMas Corb
noBoro 13 BbILIENEPEYNCNEHHOrO, MOryT ObiTb MCMNONb30BaHbl B KOMBUHaLMM C psSaoM
Tepanun, BKMYEeHHbIx B BPT. Takve Tepanum BkiodaroT, 6e3  orpaHuveHuw,
ncnonb3yemble B pase KCHA npouyecca BPT (Hanpumep, pocToBble areHTbl honnmKyos,
Takme kak ®CI, yMI™ 1 T.n., KOTOPbIE MCNONB3YKTCA ANS CTUMYNALMM PasBUTUA N pocTa
OOLMTOB, M aroHUCTbl UNW aHTaroHUCTbl HPI, KOTOpblIE WCMONb3YHTCA AN KOHTPONS
CTUMYNALMM  SMYHUKOB W MPEeaoTBpalLEHUs NPEXAEBPEMEHHOM  OBYMAUMM, WA

KOMOMHaLMKM NobbIX 13 BbILLENEPEUYNCIIEHHOTO).

[0160] B HekoTOpbIX BapuaHTax peanusayuu crocoboB M MPUMEHEHUM, OMUCaHHLIX B
AaHHOM fokymeHTe, ®CI BBOAAT nepen BBeAeHMEM HavanbHOW A03bl CoeamHeHna 1, ero
meTabonuta, nnm hapmaueBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMCNEHHOro. B HEKOTOpPbIX BapmaHTax peanusaumm cnocoboB U NMPUMEHEHUI,
OMUCaHHbIX B AaHHOM pokymeHTe, ®CI BBOASAT B nepuog OT MNPUMEPHO S5 gHEN [o
npuMeEpPHO 12 gHen nepen BBEAEHMEM HadanbHOW f03bl CoeanHeHuns 1, ero metabonuta,
unn  dapmMaueBTUYECKM NpUeMNemMon conm nboro wn3 BbiwenepedyncrneHHoro. B
onpeaeneHHbIX Taknx BapuaHtax peanusagum, eeegeHmne GCIT npoBOAAT 3a NPUMEPHO 5
AHEW, NPUMEPHO 6 AHEW, MPUMEPHO 7 [HEW, MPUMEPHO 8 AHEW, NPUMEPHO 9 AOHeWn,
npumepHo 10 gHen, npuMepHO 11 AHEW, vnn NpUMEPHO 12 AHEWN nepen BBELEHUEM
Ha4aneHou A03bl CoeanHeHna 1, ero metabonuta, unu dapmMaueBTUHECKM NPUEMNIEMON

conu noboro mn3 BbiLLENEepeYnCrneHHoro.

[0161] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHWMW, OMUCaHHLIX B

AaHHOM [OOKyMeHTe, aHTaroHuct [HPI BBOASAT nepej BBeAEHWMEM HadarbHOW [03bl
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CoegnHenna 1, ero metabonuta, unu apmayeBTUYECKM NPUEMNEMON conn nrdoro n3
BblLLENepeYncneHHoro. B HeKOTOpbLIX BapuaHTax peanusaumm cnocoboB 1 NPUMEHEHUN,
OMMUCaHHbIX B AaHHOM AOKYMeHTe, aHTaroHucT HP[ BBOAAT B nepuog OT NMPUMEPHO 2
AHen o npumepHo 10 gHen nepep BBEAEHMEM HadanbHoM A03bl CoeguHenusa 1, ero
meTabonuta, nnu hapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BbILLENEPEYMNCIIEHHOrO, TakOM Kak OT MPUMEPHO 3 AHEW OO NPUMEPHO 5 AHEW nepen
BBEAEHMEM HauvanbHoW f03bl CoeanHeHus 1, ero metabonurta, unu dapmaleBTUYECKU
npuemnemMon conu nboro 13 BelllenepeyncrneHHoro. B onpegeneHHblx Takmx BapuaHTax
peanu3auuu, BeegeHne aHtaroHucta [HPIT npoBogaT 3a npumepHo 2 gHA, npumepHo 3
AHSA, NPUMEPHO 4 AHSA, NPUMEPHO 5 AHEWN, NPUMEPHO 6 AHEN, NPUMEPHO 7 AHEW, NPUMEPHO
8 aHewn, npumepHo 9 gHen, unm npumepHo 10 gHeW, OO BBEAEHWS HayanbHOW [03bl
CoegnHerna 1, ero metabonuta, Unu apmayeBTUYECKM NpUeEMNemMon conn ndoro 13

BblLlenepe4vncneHHoro.

[0162] B HekOTOpbIX BapuaHTax peanusauum CnocoboB M MPUMEHEHWUNA, OMUCaHHBLIX B
AaHHOM AoKymeHTe, aroHuct [HPI BBOAST nepen BBEAEHMEM HayanbHOW  4O3bl
CoeanHerna 1, ero metabonuta, unm papmayeBTUYECKM NPUEMNEMON Conn nrdoro mns3
BbILLENEPEYMCNEHHOr0. B HEKOTOPbLIX BapuaHTax peanu3aumm cnocoboB N NPUMEHEHUN,
OMUCaHHbIX B A@HHOM AOKYMeHTe, aroHucT MHPI BBOAST B Nepuog OT NpumepHo 14 aHen
A0 MNpuMepHO 28 pOHen nepen BBEAEHMEM HadanbHOM p[o3bl CoeauHeHus 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conwm noboro n3
BbILLENEPEYMNCIIEHHOrO, TakOM Kak OT NpuMepHO 14 aHen Ao npumepHo 17 aHewn nepepg
BBEAEHMEM HauvanbHoW A03bl CoeanHeHus 1, ero metabonurta, unu dapmayeBTUYECKU
npuemnemMon conu nboro 13 BellLenepeyncneHHoro. B onpegeneHHbix Takmx BapmuaHTax
peanusauuun, BeegeHue aroHucta MHPIT nposogaTt 3a npumepHo 14 gHewn, npumepHo 15
AHEW, NpuMepHO 16 aHen, npumepHo 17 gHen, npumepHo 18 aHewn, NnpumepHo 19 aHen,
npumepHo 20 gHeN, NPUMEPHO 21 A€Hb, NPUMEPHO 22 AHS, NPUMEPHO 23 AHS, NPUMEPHO
24 HSA, NPUMEPHO 25 AHEN, NPUMEPHO 26 AHEW, NPUMEPHO 27 OHEWN, NN NPUMEPHO 28
JOHEW [0 BBeaeHuss HadanbHoW p[o3bl CoeaumHenus 1, ero metabonuta, unu

hapmaLeBTUYECKM NPUEMIEMON COMM NMBOro 13 BbILLENEPEYNCIIEHHOTO.

[0163] YTO kacaetca aroHucToB [HPI, paHee ynoMsHyTbIX Kak Takue, KOTopble MOryT
ObITb MCNOMb3oBaHbl B KOMOMHauum ¢ CoeguHeHwem 1, ero metabonutom, unu
hapmaLeBTUHECKM NPUEMIIEMON COMbKO NOBOro M3 BbilenepeuncneHHoro, npyu BPT B
dasze KCHA ana npepoTBpalleHVs MPEXAEBPEMEHHOW OBYNAUMM, TO TakMe areHTbl
BKNHOYAOT  CrneayrLlime: CcynepakTuBHbiM - aroHnct  [HPI  (roHagoTponuH-pUnmnanHr

ropMOHa), TakOM Kak NennpopenvHa aueTar, roHagopenuvH, BycepenuH, TPUNTOPEnuH,
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rocepenuH, HadapenuH, TUCTPENWH, A[ECNOPEnuH, METEPEnVH, neunpenuvH, unm
dapmaueBTUHECKM NpUeMMEMble CONMM fOOOro M3 BbLILWENEPEUNUCTIEHHBIX WU T.M.; WA
aHTaroHncT HPI, Takon kak LUeTpopenukc, raHuvpenukc, abapenukc, Han-6ny, aHTtug,
asannH B, perapenukc, D63153 (o3apenukc), OBE2109, TeBepenukc, anaronukc,
penyronvke, nnn dapmMaueBTUYeCcKn npuemnemMbie Conun nodoro 13 BbllenepeYncrneHHbIX
n T.n. B HeKoTOpbIX BapuaHtTax peanu3auumm, aroHuctom [HPI gna npepoTepalleHus

npexaeBpemeHHon oBynsaumm B ase KCH aBnaeTca nevnpopenvHa auetar.

[0164] B  HekoTopbix BapuaHTax  peanm3aumm, adHtaroHmctom  [THP[ ana
npefoTBpalleHns npexaeBpeMeHHon oBynaumm B dase KCHA moxeT ObiTb penyronukc,
nUnn ero apmaueBTUYecKn npuemrnemas conb. Penyronukce npeacrasnaet cobom N-(4-(1-
(2,6-andpTopbeHsnn)-5-((aumeTnammHo )MeTun)-3-(6-MeToKCU-3-NnpmnaasvHmun)-2,4-

Anokco-1,2,3,4-tetparngpoTneHo[2, 3-dJnupummngnH-6-mn)dpernn)-N'-MeTOKCUMOYEBNHY U

npeacTaeneH opmynon:

[0165] Penyronukc sBnsaeTcs akTUBHBIM NpW NepopanbHOM BBEAEHUN U aHTaroOHU3npyeT
NPl wepes peuentopbl MHPIT, npucytcteytowme B Hasodunax (CEKPETOPHLIX KNeTkax)
nepegHen gonu rmnogusa, n nHrnbunpyet MHPI-ctumynuposaHHyto cekpeuuto JIT n ©CI
3TUMK  KneTkamn. B HekoTopbIX BapuaHTax peanusagum crnocoboB M NPUMEHEHWUN,
ONUCaHHbIX B AJAHHOM AOKYMEHTE, A03a Penyronmkca, Unnm CoOOTBETCTBYHOLLEE KONMNYECTBO
ero hapmaueBTUYECKN NPUEMMIEMON COMNMK, COCTaBMSAET OT NpUMEPHO 20 Mr 4O NPUMEPHO
120 mr, Hanpumep, 80 Mr. B HEKOTOPLIX BapuaHTax peanusayum cnocoboB 1 NPUMEHEHUI,
ONUCaHHbIX B JaHHOM LOKYMEHTE, A03a Penyronnkca, Unnm COOTBETCTBYHOLLEE KONMUYECTBO
ero hapmaueBTUYECKN NPUEMIIEMON CONKU, COCTaBNsSeT MeHee npumepHo 20 Mr, MeHee

npumepHo 40 Mr, meHee npumMmepHo 80 Mr, unm meHee npumepHo 120 mr.

[0166] Penyronukc, nnn dapmaueBTUYECKM NPUEMNEMas Conb, NpeacTtaBnsaeT cobon

AOCTYMHbIM MpY nepoparnbHOM BBeAeHUM aHTaroHucT [HPI, koTopbid MOXeT ObiTb
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nonesHeim B ase KCA BPT npu wucnonbsoBanHmm c¢ PCI unm OCI/WMIT, ans
NpeaoTBpaLLEHNS MPEXAEBPEMEHHON OBYNAUMM MNMyTEM MOAABMEHUS €CTECTBEHHOrO
Bbibpoca JII. 310 MoXeT 3aTeM NO3BONUTL Ucnonb3oBaTb CoeamHeHne 1, ero metabonut,
nnn papmaueBTUYECKN NPUEMIEMYIO CONMU NOBOro 13 BbILLENEPEYNCIEHHOIO, B KA4YECTBE
Tpurrepa Ans NPOMOTUPOBAHWS CO3PEBaHUS OOLMTOB ANSA MOCMEAYHOLEro U3BMEYEHUS,
onnogoTeopenunsa (in vitro), M3, MKCWU, goHopcTBa 1 cosgaHna 6aHka oouuToB, MOMOBOro

akta unm BMU, nnn nhaykumm osynaumu.

[0167] Penyronukc, npu wucnonb3oBaHuM B KombuHauum c CoepuHenvem 1, ero
MeTabonmTom, uwnu  dapmaueBTUYECKM — npuemnemon  conbto  moboro  um3
BbILLENEPEYMNCNEHHOrO (B Ka4YeCcTBe TPUITEPHOro areHTa), MOXeT cHwxaTtb vactoty ClA,
yBenuuMBaTb 4acToTy HacTynneHns BepeMeHHOCTU, U coKpallaTb BpeMs HacTynneHus
BepeMeHHOCTM MO CpaBHEHWUIO C BBEAEeHWEeM BMECTO pernyronukca aroHuctos [HPT.
[ononHUTensHO, B HEKOTOPbIX BapuaHTax peanu3auuu, KOMMo3uuus ANa UHbeKuuW,
cogepxaltas CoeguHeHne 1, ero metabonut, unu dpapmaueBTUHECKN NPUEMIIEMYIO COfMb
noboro n3 BbIWENEPEYNCIEHHOro, MoxeT BbiTb ucnonb3oBaHa ¢ OCI nepopansHO U
aHTaroHmctom [HPIT nepopanbHO, TakMM Kak pPenyrosiMkc, BO3MOXHO, MO3BONAA
obecneunts umkn BPT npenmyllecTBeHHO CpeacTBaMum ANS NepopanbHOro BBEAEHUS
(making the ART cycle predominantly oral), B oTnMuMe OT COBPEMEHHOrO MPOTOKONA,

BKNtoYaroLero 60nbLLIOE KONMMYECTBO MHBEKLUIA.

[0168] CoeawHenne 1, ero metabonut, mnn dapmMayeBTUYECKM MpUeEMNeEMasa Cosb
noboro M3  BbILWENEPEUUCTIEHHOrO, MOMyT TakKe MUCMNOoNb3oBaTbCA C  APYrvMM
WHULMMPYOLLMMM  areHTaMm Ans Co3peBaHus OouMTOB (T.€., areHTamm COo3peBaHus
ooumToB). B HekOTOpbIX BapnaHTax peanusaymm cnocoboB 1 NPUMEHEHUA, OMMUCaHHbIX B
AAaHHOM [OKyMeHTe, HadanbHas posa CoeguvHenns 1, ero wmetabonuTa, wnu
dhapmaueBTUHECKM NPUEMNEMON CONKM NMOBOro N3 BbILLENEPEUYNCNIEHHOIO, MOXET ObITb
BBegeHa nocne BBefeHus aroHucta [HPI B kayecTBe areHTa cospeBaHua oouuTtoB. B
HEeKOTOpbIX BapuaHTax peanusauum CrnocoboB M MPUMEHEHWW, OMUCaHHbIX B AaHHOM
LOKYMeHTe, HavanbHas posa CoepuHeHus 1, ero metabonura, unuv dapmaueBTUHeCcKn
npuemnemMon conm  noboro 13  BbIWENEPEYNCEHHOrO, MOXET OblTb BBeAeHa
OLHOBOPEMEHHO C BBegeHneM aroHucta [HPIT B kayecTBe areHTa co3peBaHus ooumtos. B
HEeKOTOpbIX BapuaHTax peanusayum CrnocoboB M MPUMEHEHWW, OMUCaHHbIX B AaHHOM
AOKYMeHTe, HavaneHas posa CoepuHeHus 1, ero metabonura, unuv dapmaueBTUYeCKn
npuemMnemMon conu nboro U3 BbILLENEPEYNCIIEHHOrO, MOXET ObITb BBEAEHA A0 BBEAEHUNA
aroHucta HPI B kayectBe areHTa cos3peBaHMs ooumToB. B HEKOTOpbIX BapuaHTax

peanusauuu, aroHUCT MHPI BbIBMparoT 13 rpynnbl, COCTOALWEN U3 NENNPOPENMHa aueTaTa,
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roHagopenuHa, OycepenvHa, TPUNTOPENWHa, rocepenuHa, HadapenuHa, rMcTpenvHa,
AecrnopenvHa, MeTepenuHa, neumpennHa, unu gapmaueBTUYECKU NPUEMIIEMbIX CONew
noboro m3 BbIWENEPEYUCTIEHHOrO. B HEKOTOpbIX BapuaHTax peanusaumm, co3peBaHue
OOUMTOB MPOUCXOZUT nocne BBeaeHus aroHucta [HPI. B onpegeneHHbix Takmx
BapuaHTax peanusaumm, BbIXoh 3peribiX OOLUMTOB COCTaBnseT Nno MeHblwen mepe 50%. B
onpefeneHHbIX Taknmx BapuaHTax peanu3aunu, BbIXOL 3penbiX OOLUMTOB COCTaBNAET Mo
MeHbwen mepe 75%. Kak OTMEeYEeHO Bbille, BbIXO4 OOLUMTOB MOXET OTHOCUTBCA K
NPOLEHTY CODpaHHbIX 3pesnbiX OOLUMUTOB OT umcna QOnnvKynoB pasmepom 14 MM npwu
nocrnegHemM ynbTpasBYKOBOM CKaHMpOBaHWM nepenj BBeAeHuem Tpurrepa. [daHHoe
n3obpeTeHne npegycmarpuBaeT, YTo nNpu BeegeHun CoegnHeHna 1, ero metabonuta, unm
dhapmaueBTUHECKN NPUEMITIEMON CONM NOOOrO N3 BbILLENEPEUNCIIEHHOIO, B KOMOMHaLMM C
aroHnctom [HPI B kayecTBe areHTa CO3peBaHUSA OOUMUTOB, XEHLUMHa MOXEeT He
NCMNbITbIBATb YXYALUEHUA OAHOrO UMM HecKonbkux cumntomoB CIA. N3obpeTeHne Takke
npegycmaTtpmBaeT, 4TO npwu BBeaeHun CoeauHenna 1, ero wmetabonura, WM
hapmaLeBTUYECKM NPUEMNEMON CONMM NIOBOro 13 BbiLLENEPEYNCIIEHHOTO, B KOMOMHaLMKM C
aroHnctom MHPIT B kauyecTBe areHTa Co3peBaHUs OOLMTOB, MOXET NPOBOAUTLCA NEYeHne

OJIHOro 1N Heckonbknx cumntomon CIA.

[0169] CoeawHenne 1, ero metabonut, MM dapmaueBTUYECKM NpuemnemMas Ccosb
noboro 13 BbILLENEPEUNCNIEHHOrO, MOryT ObITb MCNonb3oBaHbl ¢ YXI B Ka4yecTBe areHTa
co3peBaHna oounToB. B HEKOTOpPbIX BapmnaHTax peannsauyuu, YXI BBOAAT O4HOBOPEMEHHO
¢ BeegeHvem CoeauHenus 1, ero metabonura, nnu apmaneBTUYECKM NPUEMIIEMON COMNU
noboro 13 BblLLENEPEYUMNCIIEHHOrO. B HEKOTOPLIX BapmaHTax peanusayuu, 4XI BBOAAT 40
BBefeHns CoeanHeHusa 1, ero metabonuta, nnm gapmaueBTUYECKM NPUEMMIEMON COMU
noboro 13 BbllenepevmncneHHoro. B HekoTopbix BapuaHtTax peanusauuu, 4XI BBOAAT
nocne BeeaeHna CoeanHeHna 1, ero metabonurta, nnn apmayeBTUYECKN NPUEMNEMON
conn nmoboro M3 BbIWENEPEYMCNEHHOrO. B HekoTopbix BapuaHtax peanusauum, uYXl
BBOAAT B npepenax 24 vacoB oT BBeaeHuss CoeamHenus 1, ero metabonura, mnu
dapmayeBTUHECKM NpMeMNeMon conm nboro 13 BbILLENEPEYNCTIEHHOTO. B HEKOTOPbIX
BapuaHTax peanusaumm, yXI' BBOAAT B nNpeaenax 48 yacoe oT BBeaeHua CoeanHeHns 1,
ero Metabonuta, wnM  apmaueBTUYECKM  Mpuemnemon  conu  nwboro u3
BblenepeyncneHHoro. Osynauma dyaet npoucxoants B nepmod mexay 38 n 40 yacamum
nocne pasoBon WHbeKUMM 4YXI, U TpaHCBarMHanbHOE W3BMEYEHWE OOLMUTOB TUMUYHO
nposBoanTCcAa B nepuog mexay 34 n 36 yacamu nocne mHbekumn 4XI, HenocpeacTBEHHO
nepes MOMEHTOM paspbiBa onnukynoB. B onpeaeneHHbIXx BapuaHTax peanuaayuu,

co3peBaHne OOLMTOB MPOUCXOAUT nocne BBeaeHna 3k3oreHHoro 4XI. B onpegeneHHbIx
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Takux BapwaHTax peanusauuu, BbIXOL 3perbiX OOLMTOB COCTaBMSET MO MEHbLUENn mMepe
50%. B onpegeneHHbIX TakuMx BapuaHTax peanusauun, BbIXO4 3penblX OOuUTOB
COCTaBnsET MO MeHblen mepe 75%. Kak OTMeYeHO BbIWE, BbIXO4 OOLMTOB MOXET
OTHOCUTBLCS K MPOLIEHTY CODpaHHbIX 3peribiX OOLMTOB OT YMcna onnmkynos pasmepom 14
MM MpW NOCNEAHEM YNbTPa3BYKOBOM CKaHMPOBaHWUM Nepel BeeAeHneM Tpurrepa. [laHHoe
n3obpeTeHne npegycmatpmBaeT, YTo Npu BBegeHun CoeanHeHna 1, ero metabonuta, unm
hapmaueBTUHECKN NPUEMITIEMON CONM NOOOrO N3 BbILLENEPEYUNCIIEHHOTO, B KOMOMHaLUMM C
yXIT B KayeCcTBe areHTa CO3peBaHUs OOUMUTOB, XEHLMHa MOXET He WCMbITbiBaTb
YXyALWEHNAa OfAHOro unuM  Heckonbkux cumntomoB CIA.  UNs3obperteHne Takxke
npegycmatpmeaeTt, 4to npu BBegeHun CoegmHenns 1, ero wmetabonuta, wnu
dhapmaLeBTUHECKN NPUEMITIEMON CONMM NOOOro 13 BbILLENEPEYMCIIEHHOrO, B KOMOMHaLunM ¢
yXI' B Ka4ecTBe areHTa CO3peBaHUsA OOLUTOB, MOXET MPOBOAUTLCA NeYeHne O4HOro Unn
Heckonbkmx cumntomoB CIA. B HeKoTOpbIX BapuaHTax peanusauuu, UCMofb3yeMbln B

BPT uXI” moxeT BbITb pEKOMONHAHTHBLIM UMW BbIAENEHHBIM U3 MOYMN.

[0170] B HekOTOpbIX BapuaHTax peanusauum CnocoboB M MPUMEHEHWUNA, OMUCaHHBIX B
AAHHOM [OKYMEHTE, PEKOMOUMHaHTHbIN MHOTENHU3NpYroWMn ropMmoH (pJIl) moxeT BbITh
NCNoNb30BaH A5 AOCTMXKEHUS] CO3pEBaHMS OOLMTOB. B onpeaeneHHbIX Takmux BapnaHTax
peanusauuun, pJIr BBogAT ogHoBpeMeHHO ¢ CoepguHenvem 1, ero metabonutom, unm
hapmaLeBTUHECKM NPUEMNEMON CONMbIO NMOBOro M3 BbiLLENEPEUNCNEHHOTO. B HEKOTOPBIX
BapmaHtax peanusauyum, pJill Beogar nocne CoeguHenus 1, ero metabonuta, wnu
dhapmaleBTUHECKM NPUEMNEMON CONM NOOOro U3 BbILLENEPEYNCIIEHHOrO. B HEKOTOPBIX
BapmaHTax peanusaummn, pJllr BeoasaTt nepen CoepmHeHvem 1, ero metabonuTom, wunm

thapmaLeBTUYECKM NPUEMIEMON COSbO NOOOro U3 BbiLLENEPEYNCIIEHHOTO.

[0171] WN3obpeTeHne npegycmatpmBaeT  ucnone3oBaHne CoegumHeHns 1,  ero
meTabonura, nnm hapmaLeBTUYECKN npuemMnemMomn conwm noboro n3
BbILLENEPEYMNCIIEHHOTO, C KOMBUHaumen obomnx aroHncta MHPI n uXIT B kayecTBe areHToB
cospeBaHna ooumtoB. B HekoTopbix BapuaHTax peanusauun, CoeguHeHue 1, ero
meTabonur, nnu dapmayeBTNYECKM npUMemMnemMyo Conb noboro n3
BblLLENepPEeYnCrIeHHOro, BBOAAT OAHOBPEMEHHO C aroHncTtoM THPI u uXI. B HekoTopbIx
BapmaHtax peanusauyuy, CoeguHenwe 1, ero metabonut, wnm dapmayeBTUYECKU
NpPUeEMNEMYIO COnb NOOO0ro U3 BbILLENEPEUYNCIEHHOMO, BBOAAT A0 aroHucta MHPI n uXl. B
HEeKOTOpbIX BapwaHtTax peanmsaumn, CoeawHenHne 1, ero  meTtabonuT, wnu
dapmaLeBTUHECKM NPUEMMEMYIO COMb MOOOro M3 BbILLENEPEYNCNEHHOrO, BBOAAT Nocne

aroHucta M'HPTI v uXT.



77

[0172] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUW, OMUCaHHLIX B
AaHHOM pokymeHTe, CoeguHeHve 1, unm ero gapmMaueBTUYECKU MNPUEMIEMYIO COnb,
NCNonb3yrT B KoMOMHaumm ¢ metabonutom CoeamHeHus 1, Takum kak CoeauHeHne 2,
nnn ero hapmMaLeBTUYECKN NPpUEMIieMas Cofb, B KQYECTBE areHTOB CO3pEBaHNSA OOLUTOB.
B onpepeneHHblx BapuaHTax peanusagum crnocoboB W MPUMEHEHWUW, OMUCaHHbIX B
AaHHOM [OOKyMeHTe, [ANS CO3peBaHWsa OOUUTOB MCMOMb3YT MHOroKpaTHble [03bl
CoegnHerna 1, unun ero apmaueBTUYECKM NMPUEMIIEMON CONKW, Hanpumep, Ase 403bl. B
onpefeneHHbIX BapuaHTax peanusaumm cnocoboB 1 NPUMEHEHUA, ONUCAHHBIX B AaHHOM
AOKYMEHTe, ANA CO3peBaHUs OOLUTOB MCMOMb3YHT MHOrOKpaTHble A03bl MeTabonuta
CoeanHeHna 1, Takoro kak CoegnHeHune 2, unn ero papmayeBTUYeckn npuemMnemas cornb,

Hanpumep, ABe A03bl.

[0173] Kpome Toro, CoepuHenwe 1, ero metabonut, wnu QapmayeBTUYeCcKu
npyemnemasi conb noBOro u3 BbILLENEPEYNCIEHHOro, MOryT ObiTb MCMOMb30BaHbl B
npouecce 13, ¢ nonoBbIM aktoM unu BMW, vnu npn nHaykumm oBynsaumu, B KOMGrHaumm
C NPOMOTOPOM WMMMNAHTaUMM Unn BEepemMeHHOCTU, TakMM Kak nogaepka fHoTEMHOBOW
dasbl C NOMOLLbIO 3CTpPagmona, NPOorecToreHa, Takoro Kak MporeCTepoH, HU3KOM [03bl
XTI, unn nx koMGmMHaumn. B HEKOTOPbIX BapnaHTax peannsaumm cnocoboB 1 NPUMEHEHUH,
OMMCaHHbIX B AAHHOM AOKYMEHTEe, KOMOMHaUMIo 3CcTpaamona 1 nporectoreHa, Takoro Kak
NPOrecTepoH, BBOAST ANS NOAAEPXKKM NMHOTEMHOBOW ¢basbl. B HeKoTOpbIX BapuaHTax
peanusaumm cnocoboB M NMPUMEHEHWA, OMUCaHHbLIX B LaHHOM LOKYMEHTE, MPOrecToreH,
TakoW Kak NporecTepoH, BBOAAT B KOMOMHaumm ¢ CoeanHeHnem 1, ero metabonuTom, nnm
dapmaLeBTUYECKN MPUEMIIEMON COMblo  NMOBOr0 13 BbILLENEPEYNCIIEHHOMO,  ANS
NOALEPXKKN NIOTEMHOBOM asbl. B HEKoTopbIx BapuaHTax peanusauum cnocobos wu
NPUMEHEHNIN, OMUCaHHbIX B AAHHOM [AOKYMEHTE, 3CTPagvon BBOAAT B KOMOMHaumMM C
CoegnHeHnem 1, ero metabonuTom, nnm apmayeBTUHECKM NPUEMIEMON CONbIO NBOro
N3 BbILLENEPEYNCIIEHHOrO, ANS MOAAEPKKM NMIOTEMHOBOM haskbl. B HEKOTOPbLIX BapuaHTax
peanusauymm cnocoboB M NMPUMEHEHWUNA, OMUCAHHLIX B AAHHOM LOKYMEHTE, 3CTpaguon w
NPOrecToreH, TakoW Kak MporecTtepoH, BBOAAT B koMbuHaumm ¢ CoeguHeHwem 1, ero
MeTabonuTom, unn  dapmaueBTUYECKM  NpuemMnemon  comnbto  mmoboro w3
BbILLENEPEYNCIIEHHOrO, ANSA MOALEPXKKN MHOTEMHOBOW hasbl. B HEKOTOpbIX BapuaHTax
peanusaymMm crnocoboB M MPUMEHEHUM, OMUCaHHLIX B AAHHOM AOKYMEHTE, OAHY WU
HECKOMbKO [03 MNPOrecTtoreHa, Takoro Kak MnpOorecTepoH, BBOAAT ANS MNOALEPKKM
noTenHoBoW asbl. B onpepeneHHbIx BapmaHTax peanuaauum, nporecToreH, Takou Kak
NpOrecTepoH, MOXET ObITb BBEAEH B NEPMOL BPEMEHN OT MOMEHTA U3BNEYEHNS OOLUTOB

A0 12 Hepenb nocne m3BnevyeHns. B HEKOTOPLIX BapuaHTax peanus3aumm, nporectoreH,
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TaKoW Kak MpOrecTepoH, MoxeT ObiTb BBEAEH MpW W3BneYeHurM ooumutoB. B HekoTopbix
BapuaHTax peanus3auumm, NporecToreH, TakoW Kak MpOorecTepoH, MOXeT ObiTb BBEAEH B
nepnog OT MOMEHTa W3BMEYEeHWss OOUMTOB AO OAHOM Hepenu nocrne u3enedeHus. B
HEKOTOPbLIX BapuaHTax peanunsauuun, NporecToreH, TakoW Kak MporecTepoH, MOXeT ObiTb
BBEJEH B Mepuoj OT MOMEHTa W3BMEYEHNs] OOLMTOB A0 ABYX HEAENb MOCMe U3BMEYEHMS.
B HekoTOpbIX BapuaHTax peanvsauum, NporecToreH, TakoW Kak NporecTepoH, MOXeT BbITb
BBEJEH B MepNo OT MOMEHTA M3BMEYEHNS OOLMTOB A0 TPEX HEeAENb MOCe U3BMEYEHMS.
B HekoTOpbIX BapnaHTax peanvsauum, NporecToreH, TakoW Kak NporecTepoH, MOXeT BbITb
BBEAEH B Mepuvog OT MOMEHTa W3BMEYEHUs OOLUMTOB OO 4eTblpex Heaenb nocne
n3BneyveHnsi. B HEKOTOPbLIX BapnaHTax peanusaummn, NporecToreH, Takon Kak nporecTepoH,
MOXET ObITb BBEAEH B NEPUOL OT MOMEHTa U3BMIEYEHMS OOLMUTOB A0 MATU HeAemnb nocne
n3BneveHnsi. B HEKOTOPbLIX BapmnaHTax peanusaummn, NporecToreH, Takon Kak nporecTepoH,
MOXET ObITb BBEAEH B NEPMOA OT MOMEHTA U3BMEYEHNST OOLMTOB A0 LIECTN HEAENb nocne
n3BneveHnsi. B HEKOTOpPbIX BapmnaHTax peanusauummn, NporecToreH, Takon Kak NporecCTepoH,
MOXET ObITb BBEAEH B NEPMOS OT MOMEHTAa MU3BMNEYEHNSA OOLMTOB 4O CEMU HeLEMb Nnocne
n3BneYeHnsi. B HEKOTOpPbLIX BapuaHTax peanuaawuummn, NporecToreH, Takon Kak NnporecTepoH,
MOXeT ObITb BBEAEH B MEpUoO[ OT MOMEHTa W3BMEYEHMS OOLMTOB 4O BOCbMW HEAEenb
nocrne u3BnedYeHusi. B HekoTopbIX BapuaHTax peanusauun, MporecToreH, TakoM Kak
NPOrecTepoH, MOXET ObITb BBEZEH B NEPMOA OT MOMEHTAa U3BNEYEHNSI OOLUTOB A0 AEBATU
Heaenb nocre naeneveHus. B HekoTopbIX BapuaHTax peanusauun, NporecToreH, Takown
Kak nporectepoH, MOXeT ObiTb BBEAEH B Nepuos OT MOMEHTa W3BMEeYEHUs OOLMTOB A0
NECATU Heaenb nocrne usBneYeHus. B HEKOTOpbIX BapuaHTax peanusauun, nporecToreH,
TaKOW Kak NporecTepoH, MOXeT ObITb BBEAEH B MEPUOS OT MOMEHTa U3BMNEYEHUS OOLIMTOB

[0 OAMHHAaALUATU Heaenb NOCNe U3BNEYEHNS.

[0174] B HekoTOpbIX BapuaHTax peanusauuu crocoboB M MPUMEHEHUM, OMUCaHHLIX B
AAHHOM [OOKYMEHTE, MpOrecTtoreH, TakOMW Kak MpOoreCTepoH, BBOAAT ANA MOALEPKKM
NOTEMHOBOW asbl MOCNe BBeAeHUs Tpurrepa Ha ocHoBe CoeguHeHua 1, ero
meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMon conm noboro n3
BblLLENEepPEeYMCNEeHHOro. B HEKOTOpPbLIX BapmaHTax peanusaumm cnocoboB 1 NPUMEHEHUN,
ONUCaHHbIX B JAHHOM JOKYMEHTE, 3CTPaaMon BBOAAT ANA NOAAEPXKKM NIOTENHOBOW dasbl
nocrne BBeAeHWA Tpurrepa Ha ocHoBe CoeamHeHna 1, ero wmetabonuta, WM
dapmaleBTUHECKM NpMeMnemMon conm nobdoro 13 BbILLENEPEYNCTIEHHOTO. B HEKOTOPbIX
BapuaHTax peanusayum cnocoboB M MPUMEHEHUN, OMUCAHHbIX B LAHHOM [OKYMEHTE,

MPOrecToreH, Takom Kak NporecTepoH, U 3CTpaauon BBOAAT ANSA NOAAEPKKM NOTENHOBON
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asbl nocne BBeaeHWs Tpurrepa Ha ocHoee CoepuHenus 1, ero metabonuTa, Wnn

hapmaLeBTUYECKM NPUEMIEMON CONM NMOBOro 13 BbILLENEPEYNCIIEHHOTO.

[0175] [Ona nopoepxku MHOTEMHOBOW pasbl, B HEKOTOPLIX BapuaHTax peanusagum,
cnocobbl M MPUMEHEHWS, OMUCaHHble B [AaHHOM [OKYMEHTe, npegycmaTpusaroT
ncnonb3oBaHWe MNPUPOAHbLIX npenapaToB nporectepoHa (P4), Bknrovaa AnapOrecTepoH,
MeaporecTepoH, M COBCTBEHHO MpOrecTepoH. B HeKOTOpbIX BapuaHTax peanusaumm
crnocoboB M MNPUMEHEHWW, ONMUCaHHbIX B AaHHOM AOKymMeHTe, P4 moxeT ObiTb BBEeAEH
nepopanbHO, BHyTpuMbIwe4yHO (BM) wunu BarvHanbHO. [lporectoreH BHYTPUMBbILLEYHO,
TakoW Kak NporectepoH, MOXeT ObITb NPUrOTOBIEH B KYHXXYTHOM Macre, KOKOCOBOM Macre
UnNn apaxmcoBOM Macne, 1 gosnposka coctaenget 50 Mr oguH pas B AeHb. CyulecTByeT
HECKONbKO BarnHanbHbIX KOMMO3WLMMA MPOrecToreHa, Takoro Kak MporecTepoH, BKNoyas
renu, cynnosuTopum u Bknaasiwn. MpomeTtprym (Prometrium®) moxeT 6bITb MCMONb30BaH
B Ka4yecTBe BarvHanbHOro npenapara, ¢ pekomeHgyemon poson 200 mMr gns BeBeneHUs
BarvHanbHO 3 pasa B [eHb. BaruHanbHbii renb kpaiHoH (Crinone® 8% (Columbia
Laboratories Inc.; Livingston, New Jersey) MOXeT HaHOCUTLCA OAMH pa3 B [EHb WU
copaepxmt 90 Mr NporecToreHa, Takoro kak nporectepoH. CTo MunamMrpamMmm SHAOMETpUHA
(Endometrin®) (Ferring Pharmaceuticals Inc.; Suffern, New York) MoxeT BBOAWTHCS

BarmvHanbLHO 2 unm 3 pasa B A€Hb.

[0176] B onpepeneHHbIX BapuaHTax peanusauum cnocoboB M NPUMEHEHMUA, ONMUCAHHBIX
B AAHHOM AOKYMEHTE, HM3Kyto Ao3y Y4X[ BBOAAT ANSA NOAAEPXKKA NIOTEMHOBOM (hasbl. B
HEKOTOPbIX BapuaHtax peanu3auum crnocoboB U MPUMEHEHUNA, OMUCaHHBLIX B AaHHOM
AOKYMEHTE, HM3KY0 A03y 4XI BBOAAT ANS NOAAEPKKN NMIOTEMHOBOW dhasbl NOCNE Tpurrepa
Ha ocHoBe CoeguHeHus 1, ero metabonuta, unu apmayeBTUYECKM NPUEMIIEMON COMU
noboro 13 BelLENEPEUYMCTIEHHOrO. B onpeaeneHHbIX BapnaHTax peanmsayum cnocobos n
NPUMEHEHNI, OMUCAHHBIX B AAHHOM AOKYMEHTE, HM3Kyto Ao3y 4YXI BBOAAT B KOMBMHAUMM C
NPOrecCTOreHOM, TakMM Kak MNpPOreCTepPOH, ANS MOAAEPXKM NHOTEMHOBOM basbl MNocne
Tpurrepa Ha ocHoBe CoeanHenuss 1, ero wmetabonuta, unn  apmMaueBTUYECKM
npueMnemon conu noboro 13 BblWENEpPeUYMcneHHoro. B onpepeneHHbIx BapuaHTax
peanusayum cnocoboB N NPUMEHEHMN, OMNUCaAHHBLIX B AAHHOM LOKYMEHTE, HU3KYH 403y
yXl" BBOAAT B KOMOMHaAUMM C 3CTPagnonom ANns NOALAEPXKKN NMIOTEMHOBOM hasbl Nocne
Tpurrepa Ha ocHoBe CoeanHenuss 1, ero wmetabonuta, unu  apmMaueBTUYECKM
npueMnemon conu noboro 13 BblENEpPeYMcneHHoro. B onpepeneHHbIx BapuaHTax
peanmsayum cnocoboB N NPUMEHEHUNA, OMUCAHHBLIX B AAHHOM LOKYMEHTE, HU3KYH 403y
yXl" BBOAAT B KOMOWMHALMM C NMPOrecToreHOM, TakMM Kak MPOrecTeEPOH, WU 3CTPagnorioMm

ANS NOALEPXKKM TOTEMHOBOW ¢basbl Mocne Tpurrepa Ha ocHoBe CoeauHenus 1, ero
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meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMom conm noboro n3

BbilLenepe4ncrneHHoro.

[0177] B HekoTOpbIX BapuaHTax peanusauuu crnocoboB M MPUMEHEHUMW, OMUCaHHLIX B
AAHHOM [OOKyMeHTe, HuM3kyto o3y u4Xl BBogaT B komOuHaumm ¢ CoeguHeHvem 1, ero
MeTabonuTom, uwnu  dapmaueBTUYECKM  npuemnemon  conbto  mmoboro w3
BbILLENEepeYnCNeHHOro, Ans NoaaepXkM MOTEMHOBOW dasbl. B onpegeneHHbIX BapuaHTax
peanu3auum cnocoboB U NPUMEHEHWW, OMUCaHHbLIX B AAHHOM AOKYMEHTE, HU3KYHO A03Y
uyXIl™ BBOAAT B KOMBUHaUmm ¢ CoegmHeHmnem 1, ero MetabonnTom, unm dapmareBTNHeCKn
npuemMnemMon coneto NOBOro M3 BbIWENEPEYNCIEHHOrO, U MPOreCTOreHoOM, TakMM Kak
NPOrecTepoH, Ans nNOAAEPKKM mTeMHoBOW asbl. B onpepgeneHHbIx BapuaHTax
peanu3auun crnocoboB M NPUMEHEHWW, OMUCaHHLIX B AAHHOM LOKYMEHTE, HW3KYH0 A03Y
yXI" BBOAAT B KoOMBUHaumm ¢ CoegmHeHmnem 1, ero metabonnTom, unm dapmareBTUHeCKU
NpMeEMNEMON CONbHO MOBOro 13 BbILLENEPEYMNCIIEHHOTO, U 3CTPaAMONOM ANSA NOALEPKKM
nTEMHOBOW hasbl. B onpeneneHHbIx BapmaHTax peanmsaumm cnocoboB v NPUMEHEHNN,
ONMCaHHbIX B [AAHHOM [OKyMEHTe, Hu3kyto posy uXI BBogAaT B KOMOWHaumm C
CoegnHeHnem 1, ero metabonuTom, nnm apmareBTUHECKM NPUEMIEMON CONbIO NBOro
N3 BbILLENEPEYMNCNEHHOrO, NPOreCToreHoOM, TakMM Kak MporecTepoH, U 3CTPagmonom ans

NOALEPXKKN NFOTENHOBOW (hasbl.

[0178] B HekoTOpbIXx BapuaHTax peanu3auyuu, CoeamHeHwe 1, ero metabonuT, wnu
dhapmaleBTUHECKM NMPUEMMEMYHO COMb HOOOro M3 BbILLENEPEYMNCIIEHHOrO, BBOAAT A4
NoAAEPKKN NIOTEMHOBOM hasbl NOCNE MOMNyYeHUs XEHLWMHOM Tpurrepa Ha ocHose YX[. B
HEeKOTOpbIX BapwaHtTax peanmsaumy, CoeawHenve 1, ero wmetabonut, WM
dhapmayeBTUHECKM NMPUEMMEMYIO COMb MHOOOro M3 BbILLENEPEUMNCIIEHHOrO, BBOAAT A4
NOAAEPKKN NIOTEMHOBOW dhasbl NOCNE NOSNYYEHUS XKEHLLUMHOWN Tpurrepa-aroHncta MHPlI. B
HEeKOTOpbIX BapwaHtTax peanusaumy, CoeawHeHwe 1, ero wmetabonut, UM
dhapmaleBTUHECKM NMPUEMMNEMYIO COMb MHOOOro M3 BbILENEPEYMNCIIEHHOrO, BBOAAT A4
NOALEPKKA NMOTEMHOBOW pasbl NOcne nonyvyeHus XeHwuHou kak yuXl, Tak u Tpurrepa-
aroHucta MHPI. B HekoTopbIx BapuaHTax peanusauun, CoeamHeHve 1, ero metabonur,
unn dapmaueBTUHECKM NPUEMMNEMYIO COMb MOOOro0 U3 BbILENEPEYNCNEHHOIO, BBOAAT
ANA NOAAEPKKN NIOTEUMHOBOW hasbl NOCNE MOMYYEHUS KEHLMHOW TpuUrrepa Ha OCHOBE
CoegnHenna 1, ero metabonuta, unu apmayeBTUYECKM NpUeEMNEMon conun nobdoro 13
BbllLenepeymcneHHoro. B HekoTopbix BapuaHTax peanusaumm, CoeguHeHne 1, ero
meTabonur, nnu hapmayeBTNYECKM npuemMnemMyo Conb noboro n3
BbILLENEPEYMNCNEHHOro, BBOAAT ANS NOAAEPXKKN NMOTEMHOBOW (asbl MOCne nonyyYeHus

XEHLUMHOM Kak Tpurrepa-aroHncta HPIT, Tak u Tpurrepa Ha ocHoBe CoeauHeHuna 1, ero
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meTabonuta, nnm hapmaLeBTUYECKN npuemMnemMom conm noboro n3
BblllenepeymcneHHoro. B HekoTopbix BapuaHTax peanusaumn, CoeavHeHne 1, ero
meTabonur, nnu dapmaneBTNYECKM npuemMnemMyo Conb noboro n3
BbILLENEepPEeYMNCNEHHOro, BBOAAT ANA MNOAAEPXKKN NOTEMHOBOW (Pasbl nocne nonyyYeHns
XEHLLMHOW Kak Tpurrepa Ha ocHoee YXI, Tak u Tpurrepa Ha ocHoe CoeauHeHusa 1, ero
meTabonuta, nnu hapmaLeBTUYECKN npuemMnemMom conwm noboro n3
BbllenepeymcneHHoro. B HekoTopbix BapuaHTax peanusaumn, CoeawHeHne 1, ero
meTabonur, nnu dapmaneBTnYECKM npuemMnemyro Conb noboro n3
BbILLENEepPEeYMCNEHHOro, BBOAAT ANS NOAAEPXKKN INHOTEMHOBOW (asbl MoOcne nonyyvyeHus
XEHWUWHOM Tpurrepa Ha ocHoBe 4XI, Tpurrepa-aroHncta MHPIT n Tpurrepa Ha ocHoBe
CoegnHerna 1, ero metabonuta, Unu apmayeBTUYECKM NpUEMNemMon conn nodoro 13

BbilLenepevncreHHoro.

[0179] B HekOTOpbIX BapuaHTax peanusauum CnocoboB M MPUMEHEHUA, OMUCaHHBIX B
AaHHOM pokymeHTe, CoeguHeHve 1, unn ero apmaueBTUYECKN MPUEMIIEMYIO COfb,
NCNonb3yrT B KOMBUHaumm ¢ metabonmutom CoeguHeHns 1, Takum kak CoeauHeHune 2,
unn ero apmMaueBTUYECKM NMPUEMMNEMYIO COMb, ANS NOAAEPKKN NOTENHOBOW hasbl. B
onpeaeneHHbIX BapuaHTax peanuaaumm cnocoboB M NMPUMEHEHUI, ONMUCAHHbIX B LaHHOM
LOKYMEHTe, MHorokpatHole po3bel CoeguHeHus 1, wnm  ero  apmauyeBTUYECKU
NPUEMIIEMON COMW, Hanpumep, ABE A03bl, UCMOMb3YHTCA ANS NOALEPKKN NHOTENHOBOW
dasbl. B onpeneneHHbIx BapuaHTax peanunsaumm cnocoboB 1 NPUMEHEHUI, ONUCaHHbIX B
AAHHOM [OKYMEHTEe, MHOrokpatHble A03bl MeTabonuta CoeanHeHna 1, Takoro Kak
CoegnHerHna 2, unm ero apmaueBTUYECKM NPUEMIIEMOM COMK, Hanpumep, ABe A03bl,

NCNONb3YHTCA ANA NOALEPXKKN NIOTENHOBOW hasbl.

[0180] T[Mpeumywectso CoeanHerns 1, unu ero apmayeBTUYECKN MPUEMIIEMON COMM,
3aKn4yaeTca B TOM, YTO OHO MOXET ObITb NCNOMb30BaHO HE TOMbKO B KQ4ecTBe Tpurrepa
OBYNALUMM, HO MOXET ObITb MOBTOPHO BBEAEHO OAMH UMM HECKOMBKO pa3s ans obecneyeHns
pononHutensHoro JIIL gna noagepXkm IHOTEMHOBOM asbl. IJTO MOXET CHU3UTL
noTpebHOCTb B MHBbEKUMAX nporectepoHa m fobasok. CoBpemeHHble npoTokonsl BPT
TUNMYHO WNCNONb3YT Tpurrep-aroHuct HPI ¢ nocnepyrowen Huskon poson 4XI ans
NoALEPKKN NOTEMHOBOW hasbl, HO 3TO yBenuumaeT puck CIA. Beegenne ogHon wnum
Heckonbkmnx fo3 CoeanHeHna 1, unm ero apMaueBTUYECKN NMPUEMIIEMON COMU, MOXET
cHwxkatb puck CIA, npucyTCTByOWMA B COBPEMEHHBIX NpoTokonax BPT, n BeicTynaTe B
KayecTBe Tpurrepa Co3peBaHUs OOUUTOB W/MNN  MOALEPXKKM IHOTEMHOBOW  dhasbl.

MHorokpaTHble Ao3bl CoeguHeHna 1, unu ero apmMaueBTUYECKM MPUEMNIEMON COMM,
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MoryT cHwxatb puck CI'A nytem npepotepalyeHna nosbliweHns VEGF cbiBOpoTkM, TeM

CaMbIM CHPKasi COCYAMCTYHO NMPOHNLAEMOCTb.

[0181] B HekoTOpbIX BapuaHTax peanu3auuu, CoeawHeHwe 1, ero metabonuT, wnu
dapmaueBTUHECKM NPUEMMEMYIO COMb NOOOro M3 BbILWENEPEYNCIEHHOIO, BBOAAT B
KOMBUHaUMM ¢ MHIMBUTOPOM npoTeasbl. B onpegeneHHbIX Taknx BapuaHTax peanusaumm,
BBefeHne CoeauHeHusa 1, ero metabonuta, unu dapmayeBTUYECKM NPUEMIEMON COMU
noboro 13  BbIWENEPEYNCTIEHHOrO, B KOMOMHauMmM C  MHIMBUTOPOM  npoTeasbl
npefHasHa4yeHo Ans NOAAEPXKKM NIOTEMHOBOW asbl. B onpeaeneHHbIxX Takux BapuaHTax
peanusauuv, BBOAUMAA KOMMNO3ULMA coaepxuT kak CoeanHeHne 1, ero metabonut, unm
dapmaueBTUHECKM NPUEMIIEMYIO COMb  NOBOro M3 BbIWENEPEeYNCIEHHOro, Tak W
MHIMBUTOP npoTeasbl. B HEKOTOPbLIX BapuaHTax peanu3aumm, KOMMo3uuusa, cogepxailas
kak CoegunHeHve 1, ero metabonut, Unn gapmaueBTUYECKM NPUEMNEMYIO CONMb NOBOoro
M3  BbIWENEPEeYNCIIEHHOro, Tak W UHMMBUTOP npoTeasbl, npegHasHadeHa Ans
HemMeaneHHoro BbICBOBOXAEHWS, 3aMefNeHHoro nnu NPONIOHMMPOBAHHOO
BbICBODOXAEHMS, WU  3afepxaHHoro BbicBoOOXAeHVs. B onpepeneHHbIX Takmx
BapmaHTax peanmsaumm, KOMNo3uumss MOXET AEMOHCTPUPOBATL NPOdUb HEMEANEHHOTO
BbICBODOXAEHNSA. B HEKOTOPbIX BapmaHTax peanusauumm, KOMNo3uuus, copaepxallas Kak
CoegnHerne 1, ero metabonut, unm gapmMaueBTUYECKN NPUEMITEMYIO COMb NOOBOro 13
BbILLENEPEYMNCNEHHOrO, Tak U UHIMBUTOP MpOoTeasbl, MOXET AEMOHCTPUPOBaThL NPOodusb
3aMefNEeHHOro UM NPOSIOHIMPOBAHHOIO BbICBOBOXAEHMS. B HEKOTOpbIX BapuaHTax
peanusauuy, KoMnosvuyus, cogepxawaa kak CoeguHenne 1, ero metabonut, wnm
dapmayeBTUHECKM NPUEMMEMYIO CONMb  NOOOro M3  BbIWENEPEYNCIEHHOTO, Tak U
WHIMBUTOP  npoTeasbl, MOXET  AEMOHCTpUpOBaTb  MPodunb  3a4epXKaHHOro
BbICBODOXAEHNA. B HEKOTOpbIX BapuaHTax peanusauum, KOMMO3ULMIO, COAEPKaLLyHo
CoegnHenne 1, ero metabonut, nnn apmayeBTUYECKN NPUEMMEMYIO COMb NBOro m3
BbILLENEPEYMNCNEHHOrO, BBOAAT OTAENbHO OT KOMMO3WLUMK, copepXallen WHrmbutop
npoteasbl. BoamoxHble MHMIMOUTOPBLI NpoTeasbl, KOTOpble MOryT ObiTb MCMOMNBL30BaHbI B
cnocobax M NPUMEHEHUAX MO KN3OOpPEeTEHMO, BKMYarT, ©e3 orpaHudeHun, 4-(2-
ammHoaTUN)6eH3oncynedoHuna gpropuaa rugpoxnopug (AEBSF), SATA, bectatuH, E-64,
NevnenTuH, TakoW Kak nevnenTuHa remucynbdara MoHorugpar, anpoTuHuH, (2S,3S)-3-
kapbokcmnokcnpaH-2-kapboHun]-L-nenuymH-(4-ryannguHobytun)ammga remmrmngpart, n conum

nroboro n3 BbilLenepe4ncrneHHoro.
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KomMmno3unuuun, nosmpoBaHne u BBeaeHune

[0182] [daHHOe w300peTeHne npegycmaTpuBaeT COCTaBbl WM apMaueBTUYECKNE
komnosuumn, cogepxawme CoeguHeHne 1, ero metabonut, unm dapmMaueBTUYECKU
npuemnemMyro conb NbOoro 13 BbILLENEPEYMUCIIEHHOTO, U hapMaleBTUYECKN NPUEMIEMbIN
SKCUMMUEHT UNN HOCUTENb ANS UCMOMb30BaHMS B crnocobax v NPUMEHEHNAX, PacKpbITbIX B
AaHHom pokymeHTe. lNMpu BPT, CoeanHenne 1, ero metabonut, unn gapmayeBTnyecku
npuemnemMas cone noboro M3 BbIWENEPEYNCIEHHOro, MoryT ObITb BBEAEHbl B BuAe
coctaBa unM apmaueBTUYECKOWM  KOMMO3NULUMM  C  OAHUM WU HECKOSbKUMM
dapmaueBTUHECKM MPUEMMEMBIMM  HOCUTENAMU UM aKcuunueHTamu.  KonmyecTtso
BBegeHoro CoegunHeHus 1, ero metabonuta, unu apmayeBTUYECKN NPUEMIEMON COMU
nobB0oro 13 BbILLENEPEYUCTIEHHOrO, MOXET MEHATHCHA B COOTBETCTBUM C BECOM, BO3PacTOM
N MEAULMHCKMM COCTOSIHUEM XEHLUMHbI. TepaneBTudeckn 3PEEKTUBHbIE KONMMYecTBa
CoepuHenna 1, ero metabonuTa, Unu gapmayeBTUYECKM NPUeMIEMON Conm nboro 13
BbILLENEPEYNCNEHHOro, WCMonb3yeMble B [AaHHOM [OOKYMEHTe, MOryT MEHSTbCA B

3aBUCMMOCTK OT cnocoba BBeAEHMS, Bbl6paHHOI'O areHTa n COCToAHUA XKXEeHLMHbI.

[0183] CoeavHenne 1, wnm ero apmayeBTUYECKM MpUEMMEMAsn COMb, SABMNSETCA
CTabunbHbIM 1 MOXET XpaHUTbCA Npu 4 °C, B OTNINYME OT MHOMMX NENTUAHBIX NpenapaTos,

KOTOpbIE AOSMKHbBI XpaHUTLCS W BOCCTaHaBnmeBaTbCsa npm -20 °C.

[0184] Komnosnumm no msobpeTeHnto MoryT BObiTb COCTaBnEHbI C Lenbio obecneyeHus
Pas3nM4yHbIX CKOPOCTEN BbICBODOXAEHUS, TaKMX Kak HemeasneHHoe BbICBODOXAEHME,
3aMefNeHHoe  WUNM  MPOMOHIMPOBAHHOE  BbLICBOOOXAEHWE, WUNKM  3agepkaHHoe
BbiICBOOOXAEHNE. B  HekoTopbix BapuaHTax peanusaguy, KOMMAO3ULMM  MOryT
AEMOHCTpPUpOBaTh NPodunb HEMEANEHHOro BbicBODOXAEHMS. B HEKOTOpbIX BapuaHTax
peanusauuy, KOMMo3uuuMM MOryT AEMOHCTPUPOBaTb nNpodunb 3amenneHHoro unm
NPONOHIMPOBAHHOMO BbICBOOOXAEHNSA. B HEKOTOPLIX BapuaHTax peanvsaumm, KoMno3uumm

MOryT AEMOHCTPUPOBaTL NPOdUb 3aAepKaHHOro BbICBODOXAEHMS.

[0185] Hocutenb mnu akCUMNUEHTBLI KOMMNO3ULMIA NO M30OPETEHNIO MOTYT BbiTb CMECHIO
SKCLUMMUEHTOB, B KONMMYECTBaX, KOTOPblE MOryT ONMTUMU3NPOBaTL 3PEPEKTUBHOCTL
KOMMO3MLMWN.  DKCUMMUEHTBI  BKIKOYAKT, Hanpumep, pasfndHble OpraHu4eckue unm

HeopraHn4dyeckmne aKCUMnNmeHTbl N BeectBa-HOCUTETN.

[0186] Komnosuumm, copepxawpe  CoeanHeHne 1, ero  metabonut, wm
hapmaLeBTUYECKN MPUEMIEMYIO COMb JOBOro U3 BbILLENEPEYNCIIEHHOrO, MOryT ObiThb

BBeAEHbl NyTEM UHBbEKUUM, Hanpumep, BHyTpmBeHHO (BB), BHyTpumbIiwe4yHO (BM) mnu
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nogkoxkHo (MK). B HekoTOpbIX BapuaHTax peanusauum, WHbeKuMa saBndeTca
BHyTpuMbIweyHon (IM). B pgpyrvx BapuaHTax peanu3auun, UWHBbEeKUMS SBNAeTCS
nogkoxxHon (MK). B HeKoTopbIX BapuaHTax peanu3aumm, MNOAKOXKHAA WHbEKUMS
npencraenser cobon 6Honoc. B HEKOTOpPbIX BapuaHTax peanusauun, nogKoxHas
WHbEKUMS npeactaBnsgeTr cobon uHpysmo. UHbeKuns TunuyHo npegycmaTpuBaeT
AOCTaBKy OMpPefeneHHOro KonMyecTBa XWAKOW KOMMO3UUMM C MOMOLLLHO Wbl ANS
MNOAKOXHBIX MHBEKLUMW M Wnpyvya unm Apyrux UHBEKUMOHHBIX YCTPOWUCTB, W3BECTHbIX
crneumanmctam. lNMpumepbl MHBEKUMIA MOTYT Takke BKYaTb MHAY3UO U YCTPOUCTBa ANA
BHYTPUBEHHOrO BBeaeHUs. WHbekuna MOXeT npou3BOANTBCA HEMEANEHHO wunn Ha

NPOTSHKEHUM ONPEAENEHHOrO NeEpUoia BPEMEHN.

[0187] JlekapcTBeHHas opmMa ANa UHbekuun, copepxawas CoeauHenve 1, ero
mMeTadonur, nnu dhapmareBTUYECKN npuemMnemMyro conb noboro n3
BbILLENEePEeYNCEHHOro, MOXeT ObITb OCHOBaHa Ha BOAE WM Macne B KayecTse
pasbasutensa unu Hocutens. MNpumepsl pasbaButenen unm HocuTenen BKYarT, e3
orpaHvyeHun, Body [ANA WHBEKUWUA, CIUPT, MPOMUMEHINIMKOML, MaKPOron, KyHXyTHOe
Macno, KyKypy3HOe Macro, OfIMBKOBOE Macro, pacTUTeNbHOe Macno, XJIONKOBOE Macho,
KyKypy3Hoe macno 1 T.4. B HekoTopbix BapwaHTax peanusauun, pasbaBuTens Wnm
HOCUTENb MNpeacTaBnseT cobor BOAy ANSA WMHBEKUMA. AnbTepHaTUBHO, NeKkapcTBEHHas
dopma Ana MHBLEKUMM MOXET UMETb (POPMYy SMYJbCUMM, CYCMEH3UM WNN pacTBopa.
NekapcTBeHHas popma ANs MHBEKLMIN MOXET CoAepXKaTb APYrne UHIPEeAVEHTLI, TakmMe Kak
AVCMEPTUPYIOLLME areHTbl, CPeAcCTBa, yrydllarolme pacTBOPEHME, CyCrneHaupyrowme
areHTbl, CTabunM3aTopbl, MOBEPXHOCTHO-aKTUBHbIE  BeELLUEeCTBa, CONMobMnMaaTopbl,
NMOBEPXHOCTHO-aKTMBHbIE BelecTBa, OydepHble areHTbl, cpeactea Ans obecnedeHus
M30TOHWYHOCTK, perynaTopbl pH 1 ycnokauBarowme  cpegcrtea.  [purogHbie
ANCNeprypyromMe areHTbl BkMovarT, 6e3 orpaHuueHun, Tween 80® (Atlas Powder
Company USA), HCO 60™ (Nikko Chemicals Co., Ltd.), NOAM3TURNEHrNMKOMb,
KapOOKCUMETUNUENNIONO3y,  anbrMHaT  HaTpusi,  TMAPOKCUNPONUIMETUNLENMONO3Y,
LEKCTPO3y M AEKCTPUH. B HEKOTOpbIX BapuaHTax peanusaumv, LUCNEPTUPYIOLLMIA areHT
npeacraenaer cobom pekctposy. [lpurogHble crabunuaatopbl  BkAo4YarwT, 6e3
OrpaHVYeHn,  ackopOMHOBYO  KMCMOTY W nupocynbdut  Hatpusa.  [purogHble
NOBEPXHOCTHO-aKTMBHbLIE BELLECTBa BKOYaKT, 6e3 orpaHuyeHnn, nonucopbar 80 u
mMakporon. [MpurogHblie conobunmMsaTopbl BKMOYaKT, 0e3 OrpaHuYeHUn, TMULEPUH U
ataHon. [lpurogHble OydepHble areHTbl BkOYaT, ©e3 orpaHndeHun, GoChOopHYHO
KUCNOTY UMM €€ COMM LLEMNOYHbIX METANMOB, JIMMOHHYIO KUCIOTY UM €€ CONM LLENOYHbIX

MeTannoB, auetatbl W kapboHaTtbl. [lpurogHble cpeactBa pAans  obecneyeHus
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N30TOHMYHOCTM BKIOYaOT, ©e3 orpaHndeHnn, xnopwug Hatpusa, rivuepuH (glycerine),
XII0pUA Kanus, MaHHUT, copbuT, rmuuepuH (glycerol), u rnoko3y. B HEKOTOPLIX BapuaHTax
peanusauuy, areHt obecnevyeHms W3OTOHWMYHOCTM npeacrtaBnaeTr cobon  MaHHWUT.
MpurogHble perynatopel pH BknovawT, 6e3  orpaHUyYeHun, XNOpPUCTOBOLOPOAHYHO
KMCIOTY, YKCYCHYIO KWUCMOTY W TMAPOKCUL HaTpus. B HEKOTOpbIX BapuaHTax peanusaumu,
perynatop pH npeacraBnaet cobom yYKCyCHyro KucroTy. [lpurogHble KOHCEepBaHTbl
BKNtOYatoT, 6e3 orpaHnYeHnn, 3Tun-n-okcmbeHsoar, BEH30MHYH KUCNOTY, MeTunnapabeH,
nponunnapabeH mn GeHsmnosbin cnUpT. lMpurogHele conobunmsatopbl BKMYaKT, 6e3
OrpaHNYEHU, KOHLEHTPUPOBAHHBIM MULUEPUH U MernymuH. [lpurogHele CpencTsa,
ynydwarowme pactBopeHue, BKNoyarT, 6e3 orpaHn4yeHU, NPONUIEHTNIVKONb U caxapoasy.
MpurogHble ycnokavBarolmMe cpeactsa BKAOYaKT, ©e3 orpaHuYeHur, KO3y U
BeH3unoBbin  cnMpT. [lpumepbl CpeacTs, ynydwarLwmx pacTBOPEHWe, BKMHYaroT
NONNSTUMNEHTNINKONMb, NPONUNEHIIINKOSb, D-maHHuT,  BeHsmnbeH3oar,  aTaHon,
TPUCaMUHOMETaH, XONECTEPWUH, TPUITaHONAMMH, KapboHaT HaTpusa, LuuTpaT HaTpusa 1 T.4.
[MpuMepbl CycneHAMPYIOWMX areHTOB BKIMHOYaKT MOBEPXHOCTHO-aKTUBHbIE BELLECTBA,
Takmue Kak CTeapunTpuaTaHonamuH, naypuncynsdar HaTpus, naypunammHonponMoHar,
neumtuH, 6eHsankoHms xnopua, GeH3eToHus xnopua, ruuepuHMoHocTeapaT U T.4.;
rmapodunbHbIE NOMMMEPDI, TakMe Kak MONMBUMHUMOBLIA CNMPT, NONMBUHUINMPPOSNAOH,
HaTpusa  KapOOKCUMETUNUENN03a, METUNUENNo3a, MApPOKCUMMETUNLENN03A,
TMAPOKCUITUNLENNONO3a, rMapokemnponunuennonosa 1 T1.4. [pyrme  SKCUMNUEHTI,
KOTOpbIE MOryT ObITb MCNONB30BaHbI, BKIOYAKOT, HANPUMEP, NakTo3y, caxapoay, Kpaxmar,
KYKYPY3HbIN Kpaxmar, KpUCTannMyecKkyrd LEnonosy, KPEMHEBbIM aHrmapua, nerkyto

6e3B0AHY0 KPEMHEKMUCIIOTY U T.1M.

[0188] Moryt Tawke wucnonb3oBaTbCa Apyrue Ao0DaBKW, TakMe Kak KOHCEepBaHTb,
aHTWMOKCKMAAHTblI W Kpacsawme areHTbl. BoO3MOXHble KOHCepBaHTbl BkntodaroT, 6e3
OrpaHNYEeHA, CROXHbIN 3UP NapaokCUBEH3OMHON KMCNOTbI, xnopdyTtaHon, 6eH3nnoBbIN
CNVPT, PEHETUNOBLIM CNUPT, AErnapaueToBytO KUCNOTY, COPOMHOBYHO KWUCMOTY M T.M.
Bo3aMOXHblE aHTUOKCUMAAHTbI BKMHOYaKT, 6e3 orpaHuyeHur, cynbduT, ackopOUHOBYHO
KAMCNOTY W T.N. BO3MOXHble Kpacdawume areHTbl BkMo4YarT, 6e3 orpaHvyeHun, OKcuibl

xenesa (3) (ferric oxide).

[0189] B HekoTOpbix BapuaHTax peanu3auuMm, KOMMNOo3UUus Ans WHBLEKUMW Mo
nsobpeteHnto copepxmut CoeanHeHne 1, ero wmetabonut, wnu dapmaleBTUHECKM
npuemMnemMyto cosnb noboro U3 BbILLENEPEHNCTIEHHOMO, MAHHUT, YKCYCHYHO KUCMOTY, U BOAY
ANA  vHbekuun. B onpepeneHHblx Takux BapuaHtax —peanusauum,  KOMMNo3uLMS

AONOJTHUTENTbHO BKIMKOYaET MMHOKO3Y wwvnu OEKCTPO3y.
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[0190] B HekoTOpbiXx BapuaHTax peanu3auumm, KOMMNO3UUMS ANns  MHBEKUMA MO
n3obpeteHnto MoxeT ObITb goBegeHa oo pH ot 2 no 12, npegnoytutensHo, ot 2,5 po 8,0,

nyTem nobaBneHuns areHTa perynmposkm pH.

[0191] KonuuecTBO, BBOAMMOE C NEKAPCTBEHHON (POPMON ANA UMHBEKUMA, MOXET ObITb
3 PeKTUBHLIM ANA NPOMOTUPOBaHNA co3peBaHua avuekneTkm B BPT, Takmx kak 3KO,
NKCW, OHOPCTBO M KOHCepBaLWs OOLMTOB, PErynsauma MEHCTPyanbHOro Lukna Takum
obpasom, 4TODObl XeHWMHa Morna 3a4yaTb MNOCPEACTBOM MONOBOro akra wunm BMWU,
MHAYKUMS oBynaumn, w/unu npouecc [13. B HEKOTOpbIX BapuaHTax peanusauuu,
KOMMO3ULMN ANA MHBEKLMK NO N300peTerHnto MoryT ObITh BBEAEHLI B BUAE PA30BOM A03bl.
B HekoTOpbIX BapuaHTax peanusauun, WHbLEKLMM MOryT ObITb BbINOMHEHbI, KOrga
BbICBODOXAEHNE N U3BMEYEHME 3penbIX OOLMTOB SABMAETCH XenaTernbHbIM, Hanpuvep, B
TpurrepHown ase, nepep uasnedeHmem ooumtos 13 anyHukos, KO, UKCU, goHopcTBOM
N KOHCEpBaUMEN OOLUTOB, PErynsumMen MEHCTpyanbHOro Uukna Takum obpasom, YToObl
XEeHLMHa Morna 3adaTb NocpeacTBOM nonosoro akta wmnu BMU, n umnnaHtaumen
ONNOAOTBOPEHHOrO dMOpuoHa B MaTtky. B HekoTopbiX BapuaHTax peanusauum,
KOMMO3MLMN ANS1 MHBEKLMIM NO M300peTeHnto MoryT BbITh BBEAEHbI B BUAE Pa3oBOM 403b.
B HekoTOpbIX BapuaHTax peanusaumm, KOMNo3nuumn Ansa MHbEKLMIM Mo N30BpETEHMO MOTyT
ObITb BBEAEHbI B BUAE APOOHOM A03bl. B HEKOTOPLIX BapuaHTax peanusauum MoryT ObiTb
BBEAEHbI ABE A03bl WHBEUMPYEMOM KOMMO3ULMKM MO Kn3obpeTeHnto. B  HekoTopbix
BapuaHTax peanusauuu, BTOPYH MHBbELMPYEMYIO 403y BBOAAT Ha MPOTSXKEHUW nepuoga
OT npuMepHo 8 A0 npumMmepHo 60 YacoB Nocne BBEAEHUS HayanbHOW A03bl. B HEKOTOPLIX
BapmaHTax peanusauum MoryT ObiTb BBEAEHbI TPU A03bl UHBELMPYEMOW KOMMO3ULMM MO
n3obpeTteHnto. B HeKOTOpbIX BapuaHTax peanus3auuun, TPETb MHBELMPYEMYHO [03Y
BBOAAT Ha NPOTSKEHUM Nepuoga OT NpuMepHo 8 Ao npumMmepHo 60 YacoB nocne BeeLeHUs
BTOPOM [03bl. B HEKOTOPLIX BapuaHTax peanusauumn BBOAAT TPETHH MHBbELMPYEMYIO A03Y
C nocnegyrwum BBeAEHNEM OT O4HOM A0 NATU AOMNONHUTENBHBIX MHBELUMPYEMbIX 403. B
HEeKOTOpPbIX BapuaHTax peanusauuu, B KOTOPbIX BBOAAT TPETbIO WHBELMPYEMYHD A03Y C
nocrneayowmm BBeAEHMEM OT OAHOW A0 NSATU AOMNONHUTENbHbLIX MHBELMPYEMbIX [03,
BBEAEHME OT O4HOM A0 NATU AOMNONHUTENBHBIX 403 NPOBOAUTCA Ha NPOTAXEHUM Nepuoga

OT NpUMepHO 8 00 NpumepHo 60 YacosB NOCNe BBEAEHNSA NPEALLECTBYIOLWEN A03bI.

[0192] CoeawHenne 1, ero metabonut, mnu dapmMaueBTUYECKM MpUemMnemas Ccosb
noboro 13 BbILWENEPEUNCIIEHHOrO, MOryT Takke ObITb BBEAEHbl B KOMMNO3ULMW AENO.
dopMbl  MHBEUMPYEMOro Aeno MoryT ObiTb MNPUroTOBIEHBI MNyTeEM  (POPMUPOBAHUSA
MUKPOWHKaNCyNMMpOBaHHbIX MaTtpuL, NeKapCTBEHHOrO cCpeactBa B Ouoperpagmpyembix

nonmMMepax, Takmx Kak nonunakTua-nonurnnukonug, nonn(optoadupsl), nonu(aHriMgpuabl),
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n (nonu)rnmkonu, Takme kak M3l B 3aBUMCUMOCTM OT COOTHOLUEHWUSA IEKapCTBEHHOro
CpeAcTBa K MOnMMMepy W MNpUPOAbl KOHKPETHOMO WCMOMb3yeMOro MonMMepa, MOXHO
KOHTPONMPOBaTb CKOPOCTb BbICBODOXAEHUS NeKapCTBEHHOro cpeactsa. Komnosvumm
WHBELMPYEMOrO AEeno MOXHO TakkKe MPUroTOBUTb MyTEM BKIHOYMEHUS JeKapCTBEHHOro

cpencrtea B NMNOCOMbI T MUKPO3SMYITECNI, COBMECTUMbIE C TKAHAMK OpraHmnama.

[0193] Komnosvuum Ans WHBLEKUMA NO M30OpPEeTeHut0 MOryT ObiTb CTEpUnM30OBaHbl,
Hanpumep, nytTemM uUnbTpauun 4Yepes sagepxmBarolmn bakrepum uUnbTp, Unu nyTem
BKIMHOUYEHMS CTEPUIMIYIOLLMX areHTOB B (POPMbl CTEPUMbHBIX TBEPAbLIX KOMMO3ULMK,
KOTOpble MOryT BbITb PaCTBOPEHbLI NN ANCNEPTUPOBaHbI B CTEPUNBHOM BOAE WU APYIOM

CTEPUIbHOM Cpefe ANS NHBEKLMA HEMOCPEACTBEHHO Nepes NPMMEHEHNEM.

[0194] CoegwHenne 1, ero metabonut, vnn dapmMaueBTUYECKM MpuemMnemas Ccorsb
noboro M3 BbILWENEPEYNCNEHHOrO, MOryT Takke ObiTb BBEAEHbl B WHTpaHa3anbHOW
koMnoanyun. KomMnosnymsa MOXeT MMeTb POpMy KUAKOCTWU, Tak 4ToObl €8 MOXHO ObIno
BMPbICKMBATL B HO34PW, XOTA BO3MOXHAa MonyTeBepAas KOMMO3UUMA, Takaa Kak
WHTpaHasanbHbIN Kpem. YXunakme WHTpaHasanbHble KOMMO3MLMW MOTYT MMETb PopmMy
pactBopa, CYCNeH3MM W 3MynbCuM, W MOTryT ObiTb BOAHbIMA UMW HEBOAHBLIMW.
NHrpeameHTbl, NnepevmcnenHble Bbille ANs MHbELMPYEMOWN NEKAPCTBEHHOW (POPMbI, MOTYT
ObITb Takke MCMNONb30BaHbl B COOTBETCTBUN CO Crnocobamm, U3BECTHBIMWU CrieymanmcTam,

AnNn4a npuroToBneHnAa I/IHTpaHa3aJ'II:>HOIZ KOMMO3nunin.

[0195] KonmuectBo CoeguHeHns 1, ero metabonuta, wnum dapmayeBTUYECKU
npuemnemMon conun Noboro 13 BbilLENepeYNCIEHHOro, BBOANMOE UHTpaHasanbHO, MOXET
ObiTb 3hPEKTUBHBIM AN NPOMOTUPOBAHUS CO3peBaHus auuekneTkn B BPT, Takux kak
OKO, MKCW, pOHOPCTBO M KOHCepBaUMA OOLMTOB, PErynsayMs MEHCTpyanbHOro uukna
Takmm 06pasom, 4ToObl XKEeHLMHa Morna 3adaTb NocpeacTBOM MOnoBoro akra unm BMU,
MHAYKUMS  oBynaumn, w/unu npouecc [13. B HeEKOTOpbIX BapuaHTax peanusauum,
WHTpaHasasnbHble KOMMNO3MLMK NO n3oBpeTeHnto MoryT ObiTb BBEAEHBI B BUAE Pa3oBOM
£L03bl. B HekoTOpbIX BapuaHTax peanui3auyuv, MHTpaHasanbHOoe BBeAeHWE MOXET OblITb
npoBefeHo, koraa ByaeT xxenatenbHbiM BbICBODOXAEHNE U U3BIEYEHME 3pENbIX OOLUTOB,
Hanpumep, Ha TpUrrepHou gase, nepes n3BnevYeHmem oounToB m3 amyHnkos, KO, UKCU,
AOHOPCTBOM W KOHCEepBauMen OOUMUTOB, perynaumen MEHCTPyanbHOro LUuWKna Takum
obpasom, 4Tobbl XEHWMHA MOrna 3adatb MNOCPEACTBOM MOnoBoro akra wunu BMWU, um
UMNnaHTayMen OnnoaoTBOPEHHOro 3mbpuoHa B MaTtky. B HekoTopbix BapuaHTax
peanusauuy, WHTpaHasanbHble KOMMNO3UuMmM No mn3obpeTeHuto MoryT ObiTb BBELEHLI B

BMAE pPas3oBOA [A03bl. B HekoTopblx BapuaHTax peanu3auuy, WHTpaHasanbHble
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KOMMO3MLUMn No n3obpeTeHnto MoryT BbITb BBEAEHLI B BUAE APOOHOM 403bl. B HEKOTOPLIX
BapmaHTax peanusayum, MoryT ObiTb BBEAEHbI ABE A03bl MHTPaHa3anbHOW KOMMO3MLMK MO
n3obpeTeHno. B HEKOTOpbIX BapuaHTax peanusauuun, BTOPYK WHTpaHasanbHyl 403y
BBOAAT Ha NPOTSKEHUM nepuoga OT npumepHo 8 Ao npumMmepHo 60 YacoB nocne BBeeHUs
Ha4aneHoOW 403bl. B HEKOTOPLIX BapuaHTax peanusaumm MoryT ObiTb BBEAEHbI TPU LO3bl
WHTpaHasaneHOW KOMMo3uuun no mn3obpeTeHnto. B HEKOTOpbIX BapuaHTax peanusaumu,
TPETLIO MHTpaHasanbHylo 403y BBOAAT Ha MPOTSXKEHWW nepuoga OT npumepHo 8 ao
npumepHo 60 4vacoB nocne BBeAEHUS BTOPOM [03bl. B HekoTopbix BapuaHtax
peanu3auun, BBOAAT TPETbI MHTpaHasanbHyr A03Yy, C NOCMeayrolmMM BBEAEHWEM OT
O4HOM A0 NATU AOMNONHUTENBHBLIX WMHTPaHasanbHblX [03. B HeKkoTopbix BapuaHTtax
peanu3auun, B KOTOPbIX BBOAAT TPETbIO WHTpPaHasanbHyt0 03y, C nocneayowmm
BBEAEHMEM OT OAHOW A0 NATU AOMOMHUTENMbHBIX WHTPaHasanbHbIX 403, BBEAEHWE OT
O4HOW A0 MATWU AOMNOSHUTENBHBIX 403 NPOBOAUTCA Ha NPOTSXEHUM Nepuoga oT NPUMEPHO

8 0o npumepHo 60 YacoB Nocne BBEAEHUS NPEALLECTBYIOLEN A03bI.

[0196] Kpome Toro, obbluHble OBaBKM, TakMe Kak KOHCEPBAHT, aHTUOKCUAAHT, KpacsLlee
BELLEeCTBO, NoAcCnacTuTenb, aacopbeHT, cMauyMBarWMA areHT W T.4., MoryT ObiTb
COOTBETCTBYHOLMM 00pasomM UCMONb30BaHbl B MPUrOAHbIX KONMMYECTBax, BO BCex
NeKapCTBEHHbIX opmax, NMpu HeobxoaMMocTU. BO3MOXHbIE KOHCEPBaHTbl BKIIOYaOT,
Hanpumep, nN-TMAPOKCUBEH30aThl, CNOXHbLIA  3UP NAPaAOKCUMOEH30MHOWM  KUCMOTbI,
xnopByTtaHon, ©eH3MnoBbIN CNMPT, (PEHETUNOBLIA CIUPT, AETUAPOALETOBYH KUCHMOTY,
COPOMHOBYIO  KUCIOTY, 3TUN-N-OKCnbeH3oar, OEH30MHYK KUCNOTYy, MeTunnapabdeH,
nponunnapabeH n T.n. BO3MOXHble aHTUOKCWAAHTLI BKMKOYAOT, Hampumep, CynbduT,

acKOPOWHOBYHO KUCIOTY, a-ToKkodbepos 1 T.M.

[0197] IexkapcTBeHHbIE opMbI, cogepxawme CoeanHeHve 1, 1 ero apmayeBTUYECKM
npuemnemMbie COMnM, PackpbITbl, HANPUMeEP, B Nybnvkaumax nateHTHbIx 3asasok CLUA NeNe
2012/0302508, 2013/0210742, 2011/0312898 wn 2011/0212890, onmcaHus KOTOPbIX
BKMKOYEHbI B AAHHBIA AOKYMEHT MOCPEeACTBOM cCbinok. lNMybnukaumm Takke packpbiBaroT

pasnn4yHble nokasaHmAa N KOHe4Hble Ha3HavYeHn4 CoeavHenus 1.

[0198] B HekoTOpbIX BapwaHTax peanu3auuu, cocTaBbl WK apmMaueBTUYEeCKMe
KOMMO3uLmn no n3obpeteHnto cogepxat ot npumepHo 0,00003 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO ero hapMaueBTUYECKN NPUEMIIEMON
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapMaueBTUYeCKMe
KOMMO3uumMn no n3obpetennto cogepxat ot npumepHo 0,001 mr go npumepHo 0,030 mr

CoeanHeHnst 1, NN COOTBETCTBYHOLLEE KONMMYECTBO ero papmMaueBTUYECKM NPUeMIeMON
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conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapMaueBTUYeCcKMe
KOMMO3uummn no n3obpetennto cogepxat ot npumepHo 0,001 mr go npumepHo 0,003 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO ero hapmaueBTUYeckn npuemnemomn
conn. B HekoTOpbIX BapwaHTax peanusayun, CcoctaBbl UM apMaueBTUYeCcKme
KOMMO3uUMn no mn3obpeTteHnto cogepxat ot npumepHo 0,00003 mr go npumepHo 0,0003
mr  CoeguHeHus 1, wWnNM  COOTBETCTBYHOLLEE KOMUYECTBO €ro dapmMaueBTU4eCcKm
npuemnemon conn. B HeEKOTOpbIX BapuaHTax peanu3ayuy, CcocTaBbl  Unu
dhapmaueBTUHECKME KOMMNO3ULMK NO N300peTeHUIo cogepxaT oT npumepHo 0,00003 mr go
npumepHo 0,003 wmr CoeguHeHna 1, wWnnM  COOTBETCTBYHOLLEE KONMUMYECTBO €ro
dapmaueBTUHeCKM NpuemnemMon conu. B HeKOoTopbIX BapuaHTax peanusaumm, cocTasbl
nnu papmaueBTUYECKMEe KOMMO3MLMN Mo n300peTeHnto cogepxat ot npumepHo 0,00003
Mr go npumepHo 0,00006 mr CoeguHeHus 1, vnmn COOTBETCTBYIOLLEE KONMMYECTBO €ro
dapmaueBTU4ECKN NPUEMNEMON COnn. B HEKOTOpbIX BapuaHTax peanusauum, CocTaBsbl
nnn apmMaueBTUYECKME KOMMO3MLMM MO M300peTeHuto cogepxaT oT npumepHo 0,00003
Mr 4o npmmepHo 0,00009 mr CoepuHeHus 1, MnNM COOTBETCTBYIOLLEE KONMMYECTBO €ro
hapmaueBTUHECKM NPUEMIIEMOM Conu. B HEKOTOpbIX BapuaHTax peanusaumm, cocTasbl
nnn apmaueBTUYECKNE KOMMO3MLMN MO M300peTeHnto cogepxat ot npumepHo 0,00003
Mr go npmmepHo 0,00015 mr CoeguHeHus 1, Mnn COOTBETCTBYIOLLEE KONMMYECTBO €ro
dhapmaueBTUHECKM NpUEMIIEMOM CONn. B HEKOTOpPbIX BapuaHTax peanusaumm, cocTasbl
nnu papmaueBTUYECKNE KOMMO3MLMN MO M300peTeHnto cogepxat ot npumepHo 0,00003
Mr o npumepHo 0,0006 mr CoeguHeHus 1, unu COOTBETCTBYHOLLEE KOMMYECTBO €ro
dhapmaleBTUHECKM NpMeEMNEMOM Conn. B HEKOTOpbIX BapuaHTax peanusauum, cocTasbl
nnu papmaueBTUYECKME KOMMO3MLNN MO M300peTeHnto cogepxat ot npumepHo 0,00003
mMr 4o npumepHo 0,0009 mr CoeguHeHus 1, unu COOTBETCTBYHOLLEE KOMMYECTBO €ro
dhapmayeBTUHECKM NpMEMIIEMOM Conn. B HEKOTOpbIX BapuaHTax peanusaumm, cocTasbl
nnu papmaueBTUYECKME KOMMO3MLMK MO n30BpeTeHnto cogepxat oT npumepHo 0,00003
mr o npumepHo 0,0015 mr CoeguHeHus 1, unu COOTBETCTBYHOLLEE KOMMYECTBO €ro
dapmayeBTUHECKM NpMeMneMon conn. B HEKOTOpbIX BapuaHTax peanusaumm, cocTasbl
nnn papmaueBTUYECKME KOMMO3MLMN MO M300peTeHnto cogepxat ot npumepHo 0,00003
Mr go npumepHo 0,006 mr CoeguHeHus 1, MnuM COOTBETCTBYHOLLEE KOMMYECTBO €ro
dapmayeBTUHECKM NpMeMneMon conn. B HEKOTOpbIX BapuaHTax peanusaumm, cocTasbl
nnn papmaueBTUYECKME KOMMNO3MLMK MO n30bpeTeHnto cogepxaT oT npumepHo 0,00003
mMr go npumepHo 0,009 mr CoeguHeHus 1, MnM COOTBETCTBYHOLLEE KOMMYECTBO €ro
dapmayeBTUHECKM NpMemnemMon conu. B HEKOTopbIX BapuaHTax peanusaumm, cocTasbl

nnn papmaueBTUYECKME KOMMO3MLMN MO M300peTeHnto cogepxat ot npumepHo 0,00003
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mr go npumepHo 0,015 mr CoeguHeHus 1, MnM COOTBETCTBYHOLLEE KOMMYECTBO €ro

hapmaLeBTUYECKM NPUEMITEMON CONK.

[0199] B HekoTOpbIX BapwaHTax peanu3auuu, cocTaBbl WK dapmMaueBTUYeCcKme
KOMMO3MLUMK No n3obpeteHnto cogepxat ot npumepHo 0,0003 mr 4o npumepHo 0,030 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO ero oapMaueBTUYECKN NpUemMieMon
conn. B HekoTOpbIX BapwaHTax peanusagun, CcocTaBbl WM apMaueBTUYecKmne
KOMMO3uLmn no n3obpeteHunto cogepxat oT npumepHo 0,0003 mr go npumepHo 0,0006 mr
CoeanHeHna 1, nnn CoOTBETCTBYIOLLIEE KONMMYECTBO ero hapmaueBTUYeckn npuemnemomn
conn. B HekoTOpbIX BapwaHTax peanusagun, CcocTaBbl UM  dapMaueBTUYeCKme
KOMMO3uLmm rno n3obpeteHunto cogepxat oT npumepHo 0,0003 mr go npmumepHo 0,0009 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO ero hapmayeBTUYeckn npuemnemMomn
conn. B HekoTopbIX BapwaHTax peanusayun, CcocTasbl UM apmMaueBTUYeCKme
KOMMO3MUmmn Nno n3odbpeTteHunto cogepxat ot npumepHo 0,0003 mr go npumepHo 0,0015 mr
CoepunHeHna 1, unn COOTBETCTBYIOLLEE KONMMYECTBO ero hapmMaLeBTUYeCKN Npuemnemon
conn. B HekoTOpbIX BapwaHTax peanusayun, CcocTaBbl UK  dapmMaueBTUYECKme
KOMMO3MUmMmn No n3obpeTteHunto cogepxat ot npumepHo 0,0003 mr go npmumepHo 0,006 mr
CoeanHerHnsa 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro hapmaueBTUYECKM NPUEMIEMON
conn. B HekoTopbIXx BapwaHTax peanusauun, CcocTaBbl WM apMaleBTUYECKME
KOMMO3uUmn no n3obpeteHnto cogepxat ot npumepHo 0,0003 mr o npumepHo 0,009 mr
CoeanHerHna 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro hapmaueBTUYECKM NPUEMIEMON
conn. B HekoTopbIX BapuwaHTax peanusauun, CcocTtaBbl WM apMaueBTUYeCKne
KOMMO3uUMn no n3obpeteHnto cogepxat ot npumepHo 0,0003 mr go npumepHo 0,015 mr
CoeanHerHna 1, nnn CoOTBETCTBYHOLLEE KONMMYECTBO €ro hapmaueBTUYeCKM NPUeEMIeEMOmn

conwn.

[0200] B HekoTOpbIX BapwaHTax peanu3auuu, coctaBbl WK apmMaueBTUYECKME
KOMMO3uummn no n3obpetennto cogepxat ot npumepHo 0,003 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn CoOOTBETCTBYHOLLEE KONMMYECTBO ero oapmMaueBTUHYECKN NPUEMIIEMON
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapmMaueBTUYeCKMe
KOMMO3uummn no n3obpetennto cogepxat ot npumepHo 0,003 mr go npumepHo 0,006 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO €ro papmayeBTUYeCcKn NpUemnemon
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapMaueBTUYeCKMe
KOMMO3uummn no n3obpetennto cogepxat oT npumepHo 0,003 mr o npumepHo 0,009 mr
CoeanHeHna 1, nnn CoOTBETCTBYIOLLEE KONMMYECTBO €ro papmaueBTUYeckn NpuemnemMmomn
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapmMaueBTUYeCcKmne

KOMMO3uumMn no n3obpetennto cogepxat oT npumepHo 0,003 mr o npumepHo 0,015 mr
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CoeanHeHnst 1, UM COOTBETCTBYHOLLEE KOMMMYECTBO ero hapMaLeBTUYECKM NPUEMTIEMON

conwn.

[0201] B HekoTOpbIX BapwaHTax peanu3auuu, cocTaBbl WK  apmMaueBTUYecKme
KOMMO3MLMn No n3obpeteHnto cogepxat ot npumepHo 0,0003 mr go npumepHo 0,003 mr
CoeanHeHna 1, nnu COOTBETCTBYIOLLEE KONMMYECTBO ero hapmaueBTUYeckn npuemnemomn
conn. B HekoTOpbIX BapwaHTax peanusagun, CcocTaBbl WM apMaueBTUYecKmne
KOMMO3MLMKN NO n3obpeTeHnto cogepxat oT npumepHo 0,0006 mr go npumepHo 0,003 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLIEE KONMMYECTBO ero hapmayeBTUYeckn npuemnemomn
conn. B HekoTOpbIX BapwaHTax peanusagun, CcocTaBbl UM  dapMaueBTUYeCKme
KOMMO3MLMn No n3obpeTteHnto cogepxat oT npumepHo 0,0009 mr go npumepHo 0,003 mr
CoeanHeHna 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO ero oapmMaueBTUYeCckn npuemnemMomn
conn. B HekoTopbIX BapwaHTax peanusayun, CcocTasbl UM apmMaueBTUYeCKme
KOMMO3MUmMmn No n3obpeteHunto cogepxat ot npumepHo 0,0015 mr o npumepHo 0,003 mr
CoepuHeHna 1, unn COOTBETCTBYHOLLEE KONMMYECTBO ero hapmMaLeBTUYeCKN NpuemnemMmon

conn.

[0202] B HekoTOpbIX BapwaHTax peanu3auuu, CcoctaBbl WNK  apmMaueBTUYECKME
KOMMO3uumn no n3obpeteHunto cogepxat oT npumepHo 0,00006 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro oapmMaueBTUHECKN NPUEMIIEMON
conn. B HekoTopbIX BapwaHTax peanusauun, CcoctaBbl WM dapMaueBTUYECKME
KOMMO3uumn no n3obpeteHunto cogepxat oT npumepHo 0,00009 mr go npmumepHo 0,030 mr
CoeanHeHna 1, nnn CoOTBETCTBYHOLLEE KONMMYECTBO €ro oapMaleBTUYECKN NPUEMIIEMON
conn. B HekoTopbIX BapwaHTax peanusauun, CcoctaBbl UM dapmMaueBTUYeCKmne
KOMMO3MLMn o n3obpeteHnto cogepxat ot npumepHo 0,00015 mr go npumepHo 0,030 mr
CoeanHernna 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro oapmMaleBTUHYECKN NPUEMITIEMON
conn. B HekoTopbIX BapwaHTax peanusauun, CcoctaBbl UM dapMaueBTUYeCKmne
KOMMO3MLMK1 No n3obpeTteHnto cogepxar ot npumepHo 0,0006 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn CoOOTBETCTBYHOLLEE KONMMYECTBO ero oapmMaueBTUHYECKN NPUEMIIEMON
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapmMaueBTUYeCKMe
KOMMO3MLUMn No n3obpeteHnto cogepxat ot npumepHo 0,0009 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn CoOTBETCTBYHIOLLEE KONMMYECTBO ero oapMaleBTUYECKN NPUEMIIEMON
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapMaueBTUYeCKMe
KOMMO3MUMn No n3obpeteHnto cogepxat ot npumepHo 0,0015 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn COOTBETCTBYHIOLLEE KONMMYECTBO ero oapmManeBTUYECKN NpUeMIIEMON
conn. B HekoTOpbIX BapwaHTax peanusagun, CcoctaBbl UM dapmMaueBTUYeCcKmne

KOMMO3MUMn no n3obpetenHnto cogepxat oT npumepHo 0,006 mr o npumepHo 0,030 mr
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CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO ero hapmMaleBTUYeCcKn NpueMnemMomn
conn. B HekoTOpbIX BapwaHTax peanusayun, CcoctaBbl UM dapMaueBTUYecKmMe
KOMMO3uumMn no n3obpetennto cogepxat ot npumepHo 0,009 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO €ro hapmauyeBTUYeckn npuemnemMomn
conn. B HekoTopbIX BapwaHTax peanusagun, CcoctaBbl UM dapMaueBTUYecKmMe
KOMMO3uumMn no n3obpetennto cogepxat ot npumepHo 0,015 mr go npumepHo 0,030 mr
CoeanHeHna 1, nnn COOTBETCTBYIOLLEE KONMMYECTBO ero oapMaueBTUYeCKn NpuemMriemMon

conn.

[0203] B HekoTOpbIX BapwaHTax peanu3auuu, CcoctaBbl WNK  dapmMaueBTUYeCKMe
Kkomnosmumm no mnsobpeteHuo cogepxar npumepHo 0,00003 mr CoepguHeHus 1, unum
COOTBETCTBYHOLLEE KONMMYECTBO ero rapmMaLeBTUYECKN NpUemMneMon conu. B HekoTopbIx
BapuaHTax peanusaumm, coctasbl Unn apmMaLeBTUYECKMe KOMMNO3ULMK MO N300peTEHUIO
cogepxat npumepHo 0,030 mr CoeanHeHus 1, UnNn COOTBETCTBYHOLLEE KONMMYECTBO €ro
hapmaueBTUYECKN NPUEMNEMON CONWU. B HEKOTOpbIX BapuaHTax peanusauum, CocTaBsbl
nnn apmaueBTUYECKME KOMMO3ULMKM No n3obpeteHnto cogepxat npumepHo 0,0003 mr
CoeanHeHnsa 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro hapmaueBTUYECKM NPUEMIIEMON
conn. B HekoTopbIx BapwaHTax peanusauun, CcocTaBbl WM dapMaleBTUYECKME
KoMno3mumm no m3obpeteHnto copgepxkat npumepHo 0,003 mr CoeguHenns 1, wnm
COOTBETCTBYHOLLEE KOMMYECTBO €ro hapmMaLeBTUYECKN NPUEMIIEMON Conn. B HeEKOTOpbIX
BapuaHTax peanusaumm, CocTaBbl Unn papmMaLeBTUYECKME KOMMO3ULMK MO N30OPETEHMIO
copaepxat npumepHo 0,00005 mr CoegmHeHns 1, nnu COOTBETCTBYHOLLEE KONMMYECTBO €ro
dhapmayeBTUHECKM NpUEMNEMON Conn. B HEKOTOpbIX BapuaHTax peanusaumm, cocTasbl
nnn apmaueBTUYECKME KOMMNO3NLMK MO M300peTeHnto cogepxat npumepHo 0,0005 mr
CoeanHeHna 1, nnn CoOTBETCTBYIOLLIEE KONMMYECTBO €ro hapmaueBTUYeCKM NpUemnemMon
conn. B HekoTopbIX BapuaHTax peanusauun, CcoctaBbl WM apMaleBTUYECKne
KoMnosmumm no m3obpeteHnto copgepxkat npumepHo 0,005 mr CoeguHenna 1, wnm
COOTBETCTBYHOLLEE KONMMYECTBO €ro hapmMaLeBTUYECKN NPUEMIIEMON Cconn. B HeKOTopbIX
BapuaHTax peanusaumm, CocTaBbl Unn papMaLeBTUYECKME KOMMO3ULMK MO N300PETEHMIO
copgepxat npumepHo 0,010 mr CoeanHeHna 1, unn COOTBETCTBYHOLLEE KONMUYECTBO €ro
dapmaueBTUHECKM NpUeMneMon conu. B HEKOTOpbIX BapuaHTax peanusaumm, cocTasbl
nnn apmaueBTUYECKME KOMMNO3ULMK MO n3obpeteHnto cogepxat npumepHo 0,0001 mr
CoeanHeHna 1, nnn COOTBETCTBYHOLLEE KONMMYECTBO €ro hapmaueBTUYeCcKn NpuemnemMomn
conn. B HekoTopbIX BapwaHTax peanusagun, CcoctaBbl UM dapmMaueBTUYecKme
Komnosmumm no umsobpeteHnto copgepxat npumepHo 0,001 mr CoeguHenna 1, wnm

COOTBETCTBYHOLLEE KONMMYECTBO ero hapMaLeBTUYECKM NMPUEMITEMON COSN.
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[0204] B HekoTOpbIX BapwaHTax peanu3auuy, cocTaBbl WK apmMaueBTUYECKMe
KOMMO3uMLmn o n3obpeteHnto cogepxat oT npumepHo 0,00002 mr go npmumepHo 0,020 mr
metabonuta CoeguHenna 1, Takoro kak CoeguvHeHne 2, N COOTBETCTBYHOLLEE
KONMMYECTBO €ro dgapmaueBTUYECKM NpUeMnemMon conn. B HeKoTopbIX BapuaHTax
peanusauumn, CoctaBbl UNN hapMaLeBTUYECKME KOMMO3ULMM MO M30DPETEHUIO copepXaT
oT npumepHo 0,001 mr go npumepHo 5 mr metabonuta CoeanHeHWa 1, Takoro Kak
CoeguHeHe 2, nnm COOTBETCTBYHOLLIEE KONMMYECTBO €ro hapmaLeBTUYECKM NMPUEMIEMON
conn. B HekoTOpbIX BapuaHTax peanusauum, coctaesbl WnM  dapmaueBTUYECKME
KOMMO3uLmn no n3obpeteHunto cogepxat oT npumepHo 0,00002 mr go npmumepHo 0,002 mr
metabonuta CoeguHenna 1, Takoro kak CoeguvHeHne 2, WnNn COOTBETCTBYHOLLEE
KONMMYECTBO ero gapmaueBTUYeCKM npuemMnemMon conn. B HekoTopbIX BapuaHtax
peanusauuun, CoctaBbl UNN hapMaLeBTUYECKME KOMMO3ULMM MO M300PETEHUIO copepXaT
oT npumepHo 0,0002 mr go npumepHo 0,002 mr metabonuta CoeamHeHns 1, Takoro Kak
CoeanHeHne 2, nnn CoOOTBETCTBYHOLLIEE KONMMYECTBO €ro hapmaueBTUYECKM NPUEMITEMON
conn. B HekoTOpbIX BapuaHTax peanusayum, coctaesbl WM dapmaueBTUYeckme
KOMMO3uumn no mn3obpeteHnto cogepxat oT npumepHo 0,00002 mr o npuMepHo 5 mr
metabonuta CoeaguHenna 1, Takoro kak CoeguvHeHne 2, N COOTBETCTBYHOLLEE
KONMMYECTBO €ero dapmaueBTUYeckn npuemMnemMon conn. B HeKoTopbIXx BapuaHtax
peanusauyumn, CoctaBbl UN hapMaLeBTUYECKME KOMMO3NLMM MO N300pEeTEHNIO coaepXKaT
oT npumepHo 0,0002 mr go npumepHo 0,020 mr metabonuta CoegmHeHns 1, Takoro Kak
CoenuHeHne 2, nnm COOTBETCTBYHOLLIEE KONMMYECTBO €ro hapmMaLeBTUYECKM NMPUEMMIEMON

conn.

[0205] B HekoTOpbIX BapwaHTax peanu3auun, coctaB unm  apmMaueBTmyeckas
KOMMO3MLMA Mo n3obpeTeHnto MoryT ObiTb BBEAEHbI B BUAE Pa3oBOM A03bl. B HEKOTOPLIX
BapuaHTax peanusaumm, coctaB unum gapmaueBTUieckas KOMNos3muma no n3odpeTeHnto
moryT ObITb BBeAEHbl B Buae ApoOHOM [03bl. B HEKOTOpbIX BapuaHTax peanusauuu,
HavaneHas p[osa coctaBa wnuM  apMaueBTUYECKOM KOMMO3MUMKM MO M30DPETEHUIO
obecneunBaeT NOAAEPXKKY MOTEMHOBOW (asbl. B HEKOTOpbIX BapuaHTax peanusaumu,
HavaneHas A[osa coctaBa wunuM  apMaueBTUYECKOM KOMMO3UUMKM MO MU30DPETEHUIO
ABNAETCA TPUITEPOM ANA CO3peBaHUs OOUMTOB. B HEKOTOpbIX BapuaHTax peanusaumu,
MoryT ObITb BBeAEHbl ABe A03bl COCTaBa UM apMaueBTUYECKOM KOMMO3ULMKU MO
n3obpeteHno. BTopaa posa coctaBa wnm  papmaueBTUYECKOM KOMMO3WLUMKM MO
N300PETEHNIO MOXET NPUBOAUTL K Bonee XM3HeCnocobHbIM ooumUTamM M Nyyllen 4yactoTe
HacTynneHns 6epemMeHHOCTN ANSA HEKOTOPbIX XeHLWUWH. Kpome Toro, BTopasa 403a MOXeT

ObITb HeobxoamMma Ans AOCTWKEHWUS nonHoro BbiOpoca JIT m Ansa nonyyeHus 3pernbix
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oounTOB, N MOXET BBOAUTBCA KakK Anda AOHOpCTBa U CO34aHWA BaHka oounToB, TaKk N B

umknax OKO/MKCWU. B HekoTOpbIX BapuaHTax peanusauuu, BTopas Ao03a MOXET ObiTb

HeoOxoauma ANS NoALepXKKM NMTenHoBOW ¢asbl. B onpeneneHHbIX Takmx BapuaHTax

peanusauun, BTOpas Ao3a MOXeT ObiTb Heobxogmma B npotokone BPT ¢ nepeHocom

He3aMopOXXeHHOro amMBproHa. B HEKOTOpPbLIX BapmaHTax peanvsaumm, BTOpYH 403y BBOAAT

Ha MPOTSXKEHUW nepuoga OT npumepHo 8 Ao npumepHo 60 yacoB nocne BBeAeHUS

Ha4anbHOM A03bl. B onpefeneHHbIX Taknux BapuaHTax peanusauum, BTOPYH A03y BBOAAT

Ha MNPOTSAXKEHUW nepuoga OT NMpUMepHO 8 A0 npuMepHO 12 4acoB nocrne BBeAeHUS

Ha4aneHoW A[03bl. B HekoTopbix BapwaHTax
NPOTSHKEHUM nepuoja OT npumepHo 8 [o
Ha4aneHoW A[03bl. B HekoTopbix BapwaHTax
NPOTSHKEHUM nepuoja OT npumepHo 8 [o
HayanbHOM [03bl. B HekoTopbIX BapuaHTax
NPOTSHKEHUM nepuoga OT npumepHo 8 [o
HayanbHOM [03bl. B HekoTopbIx BapuaHTax
NPOTSKEHMM nepuoja OT npuMepHo 8 o
HauaneHOM A[03bl. B HekoTopbix BapwaHTax
NPOTSPKEHMM nepuoga OT npumepHo 8 [o
HavaneHOW A[03bl. B HekoTopbix BapwaHTax
NPOTSKEHMM nepuoga OT npumepHo 8 [o
Ha4aneHOW A[03bl. B HekoTopbix BapwaHTax
NPOTSXKEHMM nepuoga oT npumepHo 12 fo
HavaneHOW A[03bl. B HekoTopbiX BapuaHTax
NPOTSXKEHUMM nepuoga oT npumepHo 12 fo
Ha4aneHOW A[03bl. B HekoTopbiX BapuaHTax
NPOTSKEHMM nepuoga oOT npumepHo 12 ao
Ha4aneHOW A[03bl. B HekoTopbiX BapuaHTax
NPOTSKEHMM nepuoga oT npumepHo 12 po
Ha4aneHOW [03bl. B HekoTopbiX BapuaHTax
NPOTSKEHUM nepuoga oT npumepHo 12 fo
Ha4aneHoW A[03bl. B HekoTopbiX BapuaHTax
NPOTSKEHMM nepuoga oT npumepHo 12 o
Ha4aneHoOW A[03bl. B HekoTopbiX BapuaHTax
NPOTSKEHMM nepuoja OT npumepHo 24 1o
Ha4aneHoW A[03bl. B HekoTopbiX BapuaHTax

NPOTSKEHUM nepuoja OT npumepHo 24 1o

peanusayun, BTOPYH
npumepHo 16 4acos
peanusayun, BTOPYH
npumepHo 24 4acos
peanusauun, BTOPYH
npumepHo 32 4acos
peanusauun, BTOPYH
npumepHo 40 yacos
peanusauun, BTOPYH
npumepHo 48 vacos
peanusauun, BTOPYH
npumepHo 54 vacos
peanusauun, BTOPYH
npumepHo 16 4acos
peanusauun, BTOPYH
npuMepHoO 24 4yacos
peanusauun, BTOPYH
npumepHo 32 4acos
peanusauuu, BTOPYH
npumepHo 40 yacos
peanusauun, BTOPYH
npumepHoO 48 4acos
peanvsauun, BTOPYH
npumepHoO 54 4acos
peanusauun, BTOPYH
npumepHo 36 4acos
peanusauun, BTOPYH

npumepHo 48 4acos

03y BBOAST Ha
nocrne BBeAeHWUSs
03y BBOAST Ha
nocrne BBeAeHWUSs
03y BBOAAT Ha
nocne BBeAeHWUs
03y BBOAST Ha
nocne BBeAEHUS
[l03y BBOAAT Ha
rnocrne BBeAeHUs
[l03y BBOAAT Ha
rnocrne BBeAeHUS
[l03y BBOAAT Ha
rnocrne BBeAEHUSA
103y BBOAAT Ha
rnocrne BBeAEHUS
103y BBOASAT Ha
rnocrne BBEAEHUS
103y BBOAST Ha
rnocrne BBEAEHUSA
[l03y BBOAAT Ha
rnocre BBEAEHUS
103y BBOAST Ha
nocre BBEAEHUS
103y BBOAST Ha
rnocre BBEAEHUS
103y BBOAST Ha

nocne BBeAEHUA
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Ha4aneHOW A[03bl. B HekoTopbIX BapwaHTax peanusauum, BTOPYHO A03y BBOAAT Ha
NPOTSKEHMM nepuoga oOT npumepHo 24 o npumepHo 60 4acoB nocne BBeAeHUS
Ha4aneHOW A[03bl. B HekoTopbiX BapwaHTax peanusauum, BTOPYHO A03y BBOAAT Ha
NPOTSKEHMM nepuoga oOT npumepHo 36 A0 nNpuMepHO 48 4YacoB Mnocrne BBeAeHUS
HavaneHOW A[03bl. B HekoTopbiX BapwaHTax peanusauum, BTOPYHO A03y BBOAAT Ha
NPOTSKEHMM nepuoga oT npumepHo 36 o0 npumepHo 60 4acoB nocrne BBeAeHUS
Ha4aneHoOW A[03bl. B HekoTopbiX BapwaHTax peanusauum, BTOPYHO A03y BBOAAT Ha
NPOTSKEeHUM nepuoga oT npumepHo 48 o npumepHo 60 4acoB nocne BBeAeHUS

HavYanbHOW A03bl.

[0206] B HekoTOpbIX BapuaHTax peanusauuu, MoryT ObiTb BBEAEHbI TPU L03bl COCTaBa
unn dapmaueBTUYEeCKON KOMMO3UUMKM no  u3obpeTeHuro. B  HekoTopbIx BapuaHTtax
peanu3auuy, TpeTbA J[03a cocTtaBa WM @apMaueBTUYECKOM  KOMMO3MLMKW MO
n3obpeTteHnto obecneymBaeT MOALEPXKKY NMOTEMHOBOW basbl. B HEKOTOpbIX BapuaHTax
peanu3auuuv, TPETbIO 403y BBOAAT Ha NPOTSKEHUN nepuoga OT NPUMEpPHO 8 A0 NPUMEPHO
60 yacoB nocne BBeAEHNA BTOPOW A03bl. B onpeaeneHHbIX Takmx BapmaHTax peanusaugum,
TPeTbO A03y BBOASAT Ha MPOTSKEHUU Nepuoda OT nNpuUMepHO 8 A0 npumepHo 12 yacos
nocne BBEAEHMS BTOPOM A03bl. B HEKOTOpPbIX BapuaHTax peanusauyuu, TpeTbro [03y
BBOAAT Ha NPOTSXKEHUM Nepuoga OT NpUMepHO 8 40 NpuMepHO 16 YacoB nocne BBeLEHUS
BTOPOM A03bl. B HEKOTOPLIX BapnaHTax peanusaumm, TPETbIO 403y BBOAAT HA NPOTSKEHUM
nepuoga OT NpPMMEpHO 8 A0 NPUMEPHO 24 4acoB MOcCne BBEAEHUS BTOPOM A03bl. B
HEeKOTOpbIX BapvaHTax peanusauum, TPeTbio 03y BBOAAT Ha NMPOTSKEHUW nepuoga oT
npuMEpHO 8 A0 npumepHO 32 4acoB MNOCne BBEAEHUA BTOPOM A03bl. B HekoTopbix
BapuaHTax peanumsauun, TpeTbio 03y BBOAAT Ha NPOTSKEHUM Nepuoga OT NpuMepHO 8 Ao
npumepHo 40 4vacoB NOCNe BBEAEHMS BTOPOM [03bl. B HekoTopbix BapuaHtax
peanunsauuu, TPETbIO A03Y BBOAAT HaA NPOTSKEHUN nepuoga OT NPUMEPHO 8 A0 NPUMEPHO
48 yacoB nocne BBEAEHNA BTOPOW A403bl. B HEKOTOPbLIX BapuaHTax peanusauuu, TPeTbHo
[03y BBOASAT Ha MPOTSKEHUW nepuoga OT NpUMepHO 8 [0 NpUMEPHO 54 4acoB nocne
BBEAEHMS BTOPOW A03bl. B HEKOTOPBIX BapmaHTax peanusauun, TPETbIO A03Y BBOAAT Ha
NPOTSHKEHMM Nepuoga OT NpumepHO 12 4o npuMepHo 16 YacoB nocne BBEAEHUS BTOPOU
A03bl. B HekoTOpbIX BapuaHTax peanusauuun, TPETbO A03Y BBOASAT Ha MNPOTSXKEHUM
nepnoga OT NMPUMEPHO 12 4O NMPUMEPHO 24 4acoB MOCNE BBEAEHUS BTOPON A03bl. B
HEeKOTOpbIX BapvaHTax peanusauum, TPeTbio 03y BBOAAT Ha MPOTSKEHWW nepuoga oT
npumMmepHo 12 oo npumepHO 32 4acoB Mocne BBEAEHUSA BTOPOW 403bl. B HekoTopbIx
BapuaHTax peanusauyum, TPETbHO 403y BBOAAT HA NPOTSXKEHUM nepuoga OT NpuMepHo 12

A0 npumepHo 40 4acoB Mocne BBeAEHUS BTOPOM [03bl. B HeKOTOpbIX BapuaHTax
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peanusauun, TpeTblo A03y BBOAAT Ha MNPOTSKEHUMM nepuoga oT npumepHo 12 ao
npumMepHo 48 4vacoB NOCNe BBEAEHUS BTOPOM [03bl. B HekoTopbix BapuaHtax
peanusauuy, TPeTblo A03y BBOAAT Ha MPOTSKEHUWW nepuoga oOT npumepHo 12 ao
npumepHo 54 yvacoB NocCne BBeAEHUS BTOPOM [03bl. B HekoTopbix BapuaHtax
peanusauun, TpeTblo 03y BBOAAT Ha MPOTSXKEHUMM nepuoda OT MNpuMepHO 24 [0
npumepHo 36 4acoB MNOCNe BBEAEHMS BTOPOM [03bl. B HekoTopbiX BapuaHtax
peanu3auuu, TpeTblo [03y BBOAAT Ha MPOTSXKEHUMM nepuoga OT MpuMepHO 24 [0
npumMepHo 48 4vacoB NOCne BBeAEHUS BTOPOM [03bl. B HekoTopbix BapuaHtax
peanu3auuu, TpeTblo [03y BBOAAT Ha MPOTSXKEHUMM nepuoda oOT MpuMepHO 24 [0
npumepHo 60 4vacoB nocne BBeAEeHUS BTOPOM [03bl. B HekoTopbix BapwuaHtax
peanu3auuu, TpeTblo [03y BBOAAT Ha MPOTSXKEHUMWM nepuoga oT npumepHo 36 [0
npumMepHo 48 4vacoB Nocne BBeAeHUS BTOPOM [03bl. B HekoTopbix BapwuaHtax
peanu3auuy, TpeTbio [03y BBOAAT Ha MPOTSXKEHUWM nepuoga oT npumepHo 36 A0
npumepHo 60 4vacoB nocne BBeAEHWS BTOPOM A[03bl. B HekoTopbIX BapuaHTax
peanu3auuy, TpeTblo [03y BBOAAT Ha MNPOTSXKEHUWM nepuoga oT npumepHo 48 Ao

npumepHo 60 YacoB nocne BBeAEeHWS BTOPOM 403bl.

[0207] B HekoTOpbIX BapuaHTax peanu3auuu, BBOAAT TPETbO A[03y cocTaBa Wnu
dhapmaueBTUHECKON KOMMNO3NLMM NO N30BPETEHUIO C NOCNEAYIOWMM BBEAEHNEM OT OA4HOM
A0 NATW AONONMHUTENbHBIX 403. B HEKOTOPLIX BapnaHTax peanusauumn, oT OAHOW 4O NSATU
AOMNOMNHUTENBHBLIX 403 COCTaBa UM apmaueBTUYECKON KOMMO3ULMKM MO U30BpEeTEHWHO,
BBOAMMbIE MOCMEe TPETbeW [03bl COCTaBa WM apmauleBTUYECKOM KOMMO3MLMU MO
n3obpeteHnto, obecneumBaroT NOAAEPKKY NMHOTEUMHOBOW (hasbl. B HEKOTOPLIX BapuaHTax
peanusauuu, OT O4HOM A0 MATU AOMONMHUTENbHBLIX 403 COCTaBa UNn apmMaLeBTUYECKON
KOMMAO3MUMmM  No  n3obpeTeHno, BBOAMMbIE MOCNe TpeTben [O03bl cocTaBa WU
dhapmaleBTNHECKOM KOMMO3MLMM MO N30DPETEHUIO, BBOAAT NMOCME U3BNEYEHNA OOLMTOB.
B HekoTOpbIX BapuaHTax peanusauuu, B KOTOPbIX BBOASAT TPETbHO A03y COCTaBa Wnu
hapmaLeBTUHECKON KOMMO3NLMM NO N30BPETEHUIO C NOCNEAYIOLWMM BBEAEHNEM OT O4HOM
4O NATWM AONOMHUTENbHBIX 403, BBEAEHWE OT OAHOM A0 MATU AOMOMHUTENbHBIX [03
NPOBOANTCA Ha MNPOTSKEHUMM nNepuoga OT npumepHo 8 Ao npumepHo 60 yacoB nocne
BBEAEHMS MPefLIeCTBYOLWEN A03bl. B onpegeneHHbIX TakMx BapuaHtax peanusayuu, ot
OAHOW A0 NATM AOMNONHUTENBHBLIX 403 BBOAAT HA NPOTSKEHUM NEpUoga OT NpuMepHoO 8 A0
NPUMEPHO 12 YacoB NOCNe BBEAEHUA NPEALLECTBYIOWEN 403bl. B HEKOTOPLIX BapuaHTax
peanusauuu, oT O4HOW A0 NATU AONONHUTENbHbLIX 403 BBOAAT Ha NPOTSKEHUM Nepuopa ot
npumMepHo 8 [0 npuMepHO 16 4acoB MNOCNE BBEAEHUS NPEALUECTBYHOLEN A03bl. B

HEKOTOPbLIX BapmnaHTax peanu3aunn, ot OAHOW A0 NATWU AOMNOSNTHUTENbHbIX 403 BBOAAT Ha
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NPOTSKEHMM nepuoja OT nNpUMeEpHO 8 A0 nNpuMepHO 24 4acoB Mocne BBeAeHUS
npeaLwecTByowen Ao3bl. B HekoTopbIXx BapuaHTax peanus3agun, OT OAHOM A0 NATU
AOMNOMNHUTENBHBIX 403 BBOAAT HA NPOTSKEHUM Nepuoga OT NpUMepHO 8 Ao npumepHo 32
4acoB Mocne BBeAEHUS MPeALUeCTBYIOLWEN A03bl. B HEKOTOPLIX BapuaHTax peanusauuu,
OT OAHOW A0 NATU AOMNOMHUTENBHBIX 403 BBOASAT HA NPOTEXEHUM Nepuoga OT NpuMepHo 8
A0 npumepHO 40 4acoB nocne BBeAEHMS NpeawecTByowen [o3bl. B HekoTopbix
BapuaHTax peanusayuum, oT 04HOW A0 NATU AOMONHUTENbHbBIX 403 BBOAAT HA NPOTHKEHUN
nepnoga OT NPUMEPHO 8 [0 NPUMEPHO 48 4yacoB MNOCNEe BBEAEHUS MNPEALUECTBYIOLLEN
[03bl. B HekoTOpbIX BapuaHTax peanusayuu, OT O4HOM A0 MATU AOMONHUTENbHBIX 403
BBOAAT Ha NPOTSHKEHUM Nepuoga OT NpUMepHO 8 A0 NpUMepHO 54 YacosB nocne BBeLeHUS
npeawecTeyrowen Ao3bl. B HekoTopbIx BapuaHtax peanus3ayun, OT OAHOM A0 NATU
AOMONHUTENbHbIX 403 BBOAAT Ha NPOTSXKEHUM nepuoga oT npumepHo 12 o npumepHo 16
4acoB MOCrne BBEAEHUS NpeaLlecTByrolen Ao3bl. B HEKOTOpbIX BapuaHTax peanusauyuu,
OT OAHOW A0 MNSATU AOMNOMHUTENBHBLIX 403 BBOASAT Ha NPOTSKEHUN Nepuoga OT NPUMEPHO
12 0O NpUMEpPHO 24 4acoB MOCMe BBEAEHVS MPEeLUEecTBYHOLEN A03bl. B HekoTopbIX
BapuaHTax peanusauum, OT 04HOW 40 NATU AOMONHUTENbHbBIX 403 BBOASAT HA NPOTSXXEHUM
nepuoga oT npuMepHo 12 Ao npumepHo 32 4acoB MOCre BBEAEHUS MPEALLECTBYIOLLEN
L03bl. B HekoTOpbIX BapmaHTax peanusauun, OT O4HOM A0 MATU AOMNOSTHUTENbHBLIX 403
BBOAAT Ha MPOTSKEHMM nepuoga OT npumepHo 12 go npumepHo 40 4vacoB nocne
BBEAEHMS MPEALUECTBYIOLEN A03bl. B HEKOTOPbLIX BapnaHTax peanusaumm, OT OAHOM A0
NATM AOMNONHUTENbHBIX A03 BBOASAT Ha MNPOTSXKEHWW nepwoga oT npumepHo 12 ao
npUMEpPHO 48 YacoB NOCne BBEAEHUA NPeALLEecTBYOLWEN 403bl. B HEKOTOPLIX BapuaHTax
peanusauuuy, OT O4HOW A0 NMATU AONONHUTENbHBLIX 403 BBOAAT Ha NPOTSKEHUM Nepuopa oT
npuMepHO 12 o0 nMpUMEpHO 54 4acoB nocne BBEAEHUA MNPEALIECTBYHOLIEN A03bl. B
HEeKOTOpPbIX BapuaHTax peanusaumm, OT OAHOM A0 MATU AOMNONHUTENbHbLIX 403 BBOAAT HA
NPOTSKEHMM nepuoga OT MPUMEPHO 24 [0 npuMmepHo 36 4acoB Mocrne BBeAEHUS
npeaLwecTByowlen Ao3bl. B HekoTopbIXx BapuaHTax peanus3auun, OT OAHOM A0 NATU
AOMONHUTENbHbIX 403 BBOAAT Ha NPOTSKEHUM nNepuoga OT NPUMEPHO 24 A0 npuMepHo 48
4acoB Mocne BBEAEHWS MPEALUECTBYIOLEN A03bl. B HEKOTOPLIX BapuaHTax peanusauyuu,
OT OA4HOM A0 NATWM AONOMHUTENbHbLIX 403 BBOAAT HA NPOTSKEHMM Nepuoga OT NPUMEPHO
24 po npumepHo 60 yacoB nocne BBeAEHUS NpeaLecTByrollen A03bl. B HEKOTOpbIX
BapuaHTax peanvsayum, OT O4HOW A0 NATWU AOMOMHUTENbBHbBIX 403 BBOAAT HA NPOTAXKEHUM
nepnoga oT nNpuMepHO 36 4O NpUMEPHO 48 4acoB MOCne BBEAEHUSA MPEALUECTBYIOLLEN
A03bl. B HekoTOpbIX BapmaHTax peanusayun, OT O4HOM A0 MATU AOMNOSIHUTENbHBIX 403
BBOOAT Ha MPOTSKEHMM nepuoga OT npumepHo 36 o0 npumepHo 60 4vacoB nocne

BBEAEHWS MpeaLlecTByoWwen 103bl. B HEKOTOpLIX BapnaHTax peanusaumm, OT O4HOW 4O
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NSTWU OOMONMHUTENbHBIX 003 BBOAST Ha MPOTSXKEHMM MNepuoga oT npumepHo 48 fo

npumepHo 60 YacoB nocne BBEAEHUS NPEALLECTBYHOLLEN 403bI.

[0208] [anee npuBeneHbl NPUMEPLI BapuaHTOB peanu3aunmn n3obpeTeHns, KoTopble He

AOMKHbI paccMaTpmBaTbCA Kak OrpaHnYnTebHbIE.
NPUMEPBHI

[0209] Ha dwurypax n B lMpumepax, TepmmH “API-FB” (akTvBHbIVM thapmaleBTUYECKNN
WHrpegmeHT — cBobo4HOE OCHOBaHME) UCMONb3YEeTCs NO OTHOLLEHMIO K cBOBOAHOM hopme
CoegnHerna 1. TepmuH “APU-MA” (akTvBHbIM apMaueBTUYECKUA WHIPEAUEHT —
MOHOAaLeTaT) UCMNONb3YEeTCA MO OTHOLEHMIO K popMe MoHoaueTaTHon conu CoeanHeHns
1.

[0210] [dononHuTenbHo, Ha durypax n B MNpumepax, BENNYMHBI LO3MPOBOK OTHOCATCS K
konnyecTtBy API-FB, npucytcteytowemy B komnosmuymn. Cneumanncty B gaHHon obnactu
TEXHWMKM MOHATHO, Kak paccumTtate konudectBO API-FB, ¢ ydeTtom pasHuubl B
monekynspHom Becee mexay API-FB n A®U-MA. Hanpumep, 10,0 mr API-FB, 6yaet

cooTtBeTcTBOBaThb 10,5 Mr AOU-MA.

[0211] bBasoBble ypoOBHW, yKasaHHble B MNpuUMepax, OTHOCATCHA K YPOBHAM FOpMOHa Yy
nHavMBMAYymMa nepen BBEAEHVMEM OAHOW WM HECKONbKMX [03 COeAVMHEHWA no

N300peTeEHNIO.

[0212] AxtmBHOCTE ADPU-MA umsyyanu in vitro v in vivo B cepun apmMakonorm4yeckmx

ncecnenoBaHun.

[0213] /n vitro nccnepoBaHWsa CBA3bIBAHUA C PELENTOPOM MPOAEMOHCTPUpPOBanu, YTo
ADPUN-MA obnapaeT BbicokoM adpdPUHHOCTLIO K 4denoBedeckomy KISS1R, co cpenHum
3HadeHnem ICsq, paBHbiM 230 nmone/n. B aHannse mobunmsaumm kanbuys 4enoBe4Yeckoro
GPR54, aroHucTtudeckas aktmBHocTb APU-MA uvmena KOHUEHTpauuio, CO3aaroLyyto
nonymMakcmmarnbHyto 3eKTUBHYO KoHLUeHTpauuio (ECsg), cocTaBnsaoLwyro 266 nmons/n.

ECso knccnentuHa (45-54) 6eina pasHa 314 nmons/n.
Mpumep 1: In vitro hbapmakonorua

[0214] AgppuHHOCMb cesasbisaHus ADV-MA ¢ KISSTR: AdpdurHHOCTE cBa3biBaHus ADU-
MA ¢ memBpaHHbeiMK1 dpakumamm skcnpeccmpyrowmx KISSTR pekoMBuHaHTHBIX KNeToK
aHanuampoBanu nNyTeM aHanmaa KOHKYPEHTHOro CBA3bIBaHWSA. PasnunyHble KOHUEHTpaumm

APU-MA 1 "lkuccnentuHa (45-54) wHKyBUpoBanuM ¢ MeMBpaHHbIMU  PpaKLMSMU
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akcnpeccupyrowmx KISS1R  pekoMBWHaHTHbIX KNETOK KpbICbl, cobaku, obedbaHbl W

yerioBeka.

[0215] Pesynbtatel wuccnegoBaHWA  CBA3bIBAHUA C  PELENTOPOM  MNoKasanu, uTo
adhdpurHHOCTL cBasbiBaHMa APU-MA ¢ KISS1R gna nccnegoBaHHbIX BUAOB pasnuyanacs,
co 3HauveHuamn 1Cs5q B gnanasoHe ot 230 go 870 nmonb/n. Ana peKOMOMHAHTHBLIX KNETOK
ANYHWKA KUTaMUCKOro xomsudka (knetodyHas nunHus h175-KB34), askcnpeccupyrowmx
yenoseyvecknn KISS1R, 3HauveHune ICso ana APU-MA Bbino npubnuantensHo B 2,5 pasa
BbllLE, YeM Ans KuccnentuHa (45-54), npeacrasnsrowero cobon nentma, CoCTOAWMMN U3
10 C-KOHUEBbBIX aMWHOKUCMOTHbLIX OCTaTKOB KMUCCMenTuHa, co 3HadYeHueM [Cso, paBHbIM

230 nmonk/n ana AGU-MA, npotme 93 nmone/n gna kucenentuHa (45-54).

Mpumep 2: BnusHune A®U-MA Ha ypoBHM BHYTpUKNeTouHoro Ca?* B kneTkax

ANYHUKA KUTAUCKOro XoMsiuka, akcnpeccupyrowmx KISS1R

[0216] Odcekt APU-MA Ha  mMobunusaumio  BHyTpukrneTouHoro  Ca®t B
akcnpeccupyrowmx KISS1R pekoMOMHaHTHBIX KreTkax OoueHMBanu nyTeM NpoBeAEHMUS
aHanusa C MCNONb30BaHWEM MnaHWeT-puaepa C PIroopoOMETPUHECKON BU3yanmsaumen.
A®U-MA noBbllian BHYTPUKNETOYHble ypoBHM Ca** B oTpuuatenbHbix MO
avrngpodonarpenykrase Knetkax SMYHMKa KUTaWCKOro XOMSYKa, SKCMPEeCCUpYHOLLMX
KISS1R kpbicbl, cobakn, o6e3bsfHbl MNM 4YenoBeka, 3aBUCKMMbIM OT  KOHLEHTpaumu
obpasomMm. 3HauveHus ECsp gna APU-MA B kneTtkax, SKCNpecCcUpyrowmx peuentop
KpbICMHOro, cobaybero, 06e3bAHBEro UNKM YenoBeYeckoro Tuna, cocraesnsanm 632, 2010,
74,0 n 266 nMonb/n, COOTBETCTBEHHO. PedepeHcHoe coeanHeHne, KucenenTtuH (45-54),
npogemoHcTpmuposano 3HaveHus ECsy,, paBHble 310, 1680, 78,7, v 314 nmonb/n,
cooTBeTcTBEHHO. COOTHOWeEHMA 3HadeHnn ECso ana AOPU-MA un kuccnentuHa (45-54)
coctansanm 2,0, 1,2, 0,94, n 0,85 ansa KNeTOK, 3KCNPECCUPYIOLLNX KaXAbIA TUMN peLenTopa,
COOTBETCTBEHHO. OTW pe3ynbTaTbl MO3BONAT MNPEANnONOXUTb, YTO aroHUCTUYeckas
aktmBHocTb APU-MA no otHoweHuto k KISST1R aBnserca Takom Xe CUNMbHOW, Kak U

KnccnentuHa (45-54).

[0217] BmopuyHas ¢papmakoOuHamuka: B cepum aHanm3oB  CBA3bIBaHWA C
ncnonb3oBaHnem 127 depmeHToB 1 pagnonuraHgos, APU-MA, B koHueHTpauum 10
MKMOMb/T, HEe MPOAEMOHCTPUPOBAN CKOMbKO-NMMOO 3HAYMTENBHOrO  UHrMBUpPYOLLEro

apdpekTa B yKasaHHbIX aHanusax ceasblBaHNS (EPMEHTOB U PeLEnTOPOB.
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Mpumep 3: dapmakoKMHEeTMKA M MeTabonuam rnekapCTBEHHOro npenapara y

XKNBOTHbIX

[0218] dapmakokmHeTuky (PK) APU-MA umsyuanm Ha kpbicax, cobakax un obesbsaHax.
Mocne nogkoxHoro (MK) seegeHna, AGPU-MA ObicTpo BcacbiBancsa, M OBMOAOCTYMNHOCTb

ADU-MA 6bina xopoLlen y pasHbix BuaoB (>55%).

[0219] /lccnedosarusi pacnpeldeneHuss in vitro u wmemabonuama: KoadpdpuuneHTsl
pacnpenenenus in vitro ['*CJA®U-MA B kneTkax KpoBm B koHLeHTpauwmsix 0,01, 0,1, 1 n 10
mkr/mn gna API-FB (cBobogHasa dopma) Obinn paeHbl 7,8%, 8,0%, 7,1%, n 4,8% ansa
KpbiC, 2,4%, 2,0%, 1,6% v 1,2% pna cobak, n 2,0%, 0,0%, 0,0%, n 0,5% ans nogewn,
COOTBETCTBEHHO. JTW pe3ynbTaTbl yKasbIBatOT, YTO KO duLmMeHTbl pacnpegeneHms API-
FB B kneTkax KpoBW BbInn HUSKUMU U MOYTU MOCTOAHHBIMWU B AMana3oHe KOHUEHTpauun ot
0,01 go 10 mkr/mn B Buae API-FB y kpeic, cobak n nogen. In vitro KosdpuumeHTbl
cBaA3blBaHMA ©Oenka nnasmbl AnNS [14C]API-FB y KpbiC, cobak, obe3bsH un nopen
onpegenany MeTOAOM  ynbTpaueHTpudyrmposaHna. Kpome TOoro, wuccnegosanu
cBA3biBaHME Benka ¢ YenoBeYECKMM CbIBOPOTOUHBLIM anbOyMmHoM (HSA), 04-KUCNOTHBIM
rnnkonpotemHoM (AGP), n HSA/AGP. PesynbTaTbl 3TUX MUCCNEAOBaHWM Mnokasanu, YTo
ceasbiBaHMe 6enkoB nnasmbl ¢ API-FB ©Obino ymepeHHbIM ANS BCEX WCCNEAOBaHHbIX
B1AoB (B npeaenax ot 55,3% a0 73,3%). Y kpbic 1 cobak Habnoganocb HE3HaUYNTENBHOE
CHWXeHWe koapduumeHTa CBA3bIBaHMS B AuanasoHe KoHueHTpauui mexay 0,1 mn 1,0
mkr/mn API-FB. Y o6e3bsiH 1 nogen, ceasbiBaHMe Obino HE3aBUCUMbIM OT KOHLEHTpaLmm
nekapcTBeHHOro cpeacresa B gmanasoHe ot 0,01 go 10 mkr/mn API-FB. KosdduuymeHt
ceasbiBaHus B cmec HSA/AGP 6bin HUKe, YeM B YENOBEYECKOM NMnasmMe U, B OTNin4me oT
4YenoBeyeckon nnas3mbl, KOSIPDPULMEHT UMEN TEHAEHUMIO K CHWDKEHWHO 3aBUCKMMbIM OT
KOHLEeHTpaumMm obpasom, 4TO MO3BONSET npeanonoxunts, 4Yto API-FB cessbiBaeTcs He
TONBKO C anbOyMMHOM M Q1-KUCITOTHBIM TFIMKONPOTENUHOM, HO TakKke U C ApyrM Benkom

(6enkammn) 4enoBEECKOW Nrasmbil.

[0220] WHrnbuposanme CYP ¢ nomowpto APU-MA ouenwBanu in  vitro c
ncnonb3oBaHveM pekombuHaHTHeIx CYP; paHHble (3HadeHna [Cse >10  mkr/n)
nokasbieatoT, 4To AOU-MA Bpsag nu asnaetca nHrmbutopom CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 nnn CYP3A4.

[0221] QapmakokuHemuka y Kpbic: ®apmakokmHeTuky (PK) A®UN-MA wvccneposaru y
KpbiC nocne noakoxHoro (MK) n BHyTpuBeHHoro (BB) BBegeHunsa. dapmMakoKMHETUHYECKNN

npoduns AGU-MA y kpbiC npeacTtaeneH B Tabnuvue 1.
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[0222] [locne nogkoxHoro BeegeHns APU-MA B posax 1 m 10 mr/kr, yBenuyeHue
MakcumaneHou Habnwogaemon koHueHTpauum B nnasme (Cmax) Ana API-FB B nnasve
Obino cybnponopumoHaneHoO [o3e (yBenudeHwe npumepHo B 2,3 pasa). CpenHwe
3HayeHnsa coctansanm 381,3 u 2846 Hr/mn, cootBeTcTBEHHO. C ApyroM CTOPOHBI,
yBENMYEHWE NNOoLWaan nog KPMBOW 3aBUCUMOCTM KOHLUEHTPaUUK B Nnasme OT BPEMEHM B
nepunog ot 0 Ao 24 vacos (AUC.24)) Ana API-FB nocne noakoxHoro seegeHua 10 mr/kr
Obino B >2,5 pas MeHbLUMM, YeM Habnrogaemoe npu 1 mr/kr. CpeaHue 3HayveHna ansa 4os
10 u 1 mr/kr coctaenann 309 n 804 Hr-y/mn, cooTBeTCTBEHHO. [lpuynHa TOro, novemy
3HayeHna Cmax 1 AUC y KpbIC He Obiny NponopuUmMoHaneHbl 403e, OCTaeTCa HEU3BECTHOWN.
OpHako, BpeMs A0 AOCTMXKEHUS MakCumMarbHOW HabnogaemMom KOHLEHTpaumMn B nnasve
(Tmax) ObINO MPMMEPHO MNOCTOSHHLIM AN BCEX WCCNeAOBaHHbIX [[03; 3Ha4yeHus
Haxogunuce B AmanasoHe ot 0,3 go 0,9 yaca. KoHeYHbIN 3NMMMHALMOHHBLIM Nepros

nonyebiBeaeHns (T12) He Obln onpeaeneH n3-3a orpaHUYEeHHOro YMcHa TOYEK JaHHbIX.

[0223] [Mocne BHyTpuBeHHOro (BB) BeBeaeHns AGPU-MA B nose 1 Mr/kr, KOHUEHTpaums B
nnasme 4yeped 5 MuHyT (Csmin) cocTaBnana 2672,3 Hr/mn. KoHueHTpauusa 3aTtem
CHxaeTca budasHo, co 3HadveHnem T4, paBHbiM 0,5 vaca, gns anbda-dasbl. T, ana
BeTta-asbl He BbINO paccyUMTaHO M3-3a OrPaHNYEHHOrO YMcna TOYEK AaHHbIX. 3HaYeHwe

AUC 0.24y Ob1110 paBHO 1457 Hr-y/mn.

[0224] BuwogoctynHocTb nogkoxHon (MK) gosbl 1 mr/kr AGU-MA y kpbic Obina xopoLuen
(55,3%).

[0225] JlvHewnHoCcTb hapmakokmHeTukmn ans APU-MA Takke nccnenoBsanm y Kpbic nocne
BHYTpPMBEHHOro BBeAeHus. 3HadeHus Csmin nnasmel M AUCp.o4 BO3pactanu
nponopumoHansHo ao3e. 3HadeHns Csmin NNasmbl coctaenanm 24,1, 250,0 n 2577,8 Hr/mn,
n 3HaveHna AUC .24y cocTasnanu 14, 140 n 1390 Hry/mn ansa gos 0,01, 0,1 n 1 mr/kr,
Cco0TBETCTBEHHO. 3HaueHna T2 anuMmmnHaumm 6einm paeHbl 0,4 yaca npu 0,01 n 0,1 mr/kr, n
0,5 yaca npu 1 mr/kr. 3T pesynbTaTbl NOKasbiBaloOT, YTO papmakoknHeTmka API-FB 6bina
NIMHENHOW Y KPbIC NOCNe pasoBOro BHyTPUMBEHHOIO BBEAEHUA B AnanasoHe o3 ot 0,01 go
1 mr/kr. CBepxnponopumoHansHoe A03€ yBENUYEHWe npecucteMHon anumuHayum (first-
pass kinetics) npn noagkoxHoMm ([MK) BBeneHun Oyper ykasbiBaTb Ha HENMUHEWHYHO

hpapMakoKMHETUKY Y KpbIC NOCIE NOAKOXHOIO BBEAEHUS.
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Tabnuua 1. PapmakoknHeTnyeckme napameTpbl API-FB y kpbic

MyTb Hosza (a) Tmax Cmax AUC(0-24) AUC/poay BA (b)
BBEAEHUA .

/ / Y/ 107 kr-u/ %
03b! (mr/kr)  (4) (Hr/mn) (Hr-v/mn)  ( Kr-a/mn) (%)
MoakoxHbIn 0,1 0,540,0 90,0+£12,5 12349 1234492 -

(MNK)
0,940,2 381,3475,5 804+133 804+133 55,3186
10 0,3+0,0 284,6+58,6 309170 3117 -
BHyTpmu- 1 - 2672 342343 1457+143 -- -
BEHHbIN (c)

(BB)

-- = He oueHmBanock; BA = 6nogocTynHoCTb.

CpepnHee 3HayeHue + ctangaptHoe oTknoHeHne (CO) (n=5).

(a) Hocutenb npeacraenset cobon cmech gumetunauetammaa n 5% pacrasopa rnokosbl
(1:9, 06./06.).

(b) BA = (AUC TNK/AUC BB) x (Josa BB/do3a lNK) x 100.

(c) C5min.

[0226] WccnepoBann KOHUEHTPALUN PagMOaKTUBHOCTM B TKAHAX CamMLOB anbOUHOCHBIX U
MUrMEHTUPOBAaHHbIX KPbIC MOCHEe Pa3oBoro BHyTPUBEHHOro (BB) Beeaerus [*CIAGU-MA B
pose 1,049 wmr/kr (1 wmr/kr API-FB). PesynbTatbl STOr0 MUcCCnefoBaHUs nokasanu, 4To
poactBeHHble ¢ AOPU-MA coeguHeHMa UMENW LUMPOKOE pacrnpefeneHne B TKaHax, C
Bonee HNU3KNMM KOHLEHTPaUNAMM, MO CPABHEHMIO C NMnasmou, B BONbLUMHCTBE TKAHEWN, 3a
WCKIMFOYEHNEM NOYEK MU MOYEBOrO NMy3bIps. PagnoakTMBHOCTE, M3MepeHHas y anbOMHOCHBIX
KpbIC, ObICTPO 3NMMMMHMPOBanack U3 BCEX TKAHEW MOcne BHYTPUBEHHOrO BBeageHna ADU-
MA. bbino Takke onpegeneHo, 4to poactBeHHble ¢ APU-MA coeguHeHns wumenu

He3HauYnTeNbHY aPPUHHOCTE K MENAHWHY in VIvVOo.

[0227] Okckpeunto BBEAEHHOW PaaMOaKTUBHOCTU C MOYOW, KaroM, XXenuybto, U AblXaHNnem
VMCCreAoBan NOCHe PasoBOro NOAKOXHOTO UNu BHyTpuBeHHoro BeeaeHus [“CIAGU-MA B

fose 1,049 mr/kr (1 mr/kr API-FB) camuam kpbic Sprague-Dawley B AByx nccnegoBaHmsx.
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[0228] B nepBbix MCCNEAOBAHUSX U3yYanu 3KCKPELMIO C MOYON, Kanom un xenysto. Nocne
nogkoxHoro (MK) wnmn BHyTpuBeHHoro (BB) BBegenna, APU-MA BbiBOAMNCA
NPenMyLLECTBEHHO C MoYou (84,7% n 76,6%, COOTBETCTBEHHO), U B MEHbLUEW CTEMNEHN C
xenubto (15,5% wn 20,7%, cootBeTcTBEHHO) U KanoMm (0,2% n 0,3%, COOTBETCTBEHHO) B

MOMEHT BpeMeHM 24 yaca nocne BBeLeHUS 403bl.

[0229] Bo BTOpPbLIX MCCNEAOBaHUSAX M3ydanu 3KCKPELMIO C MOYOW, KaroM U AblXaHUEM.
[Mocne  nogkoXHOro  wvnNu  BHyTpuBEHHOro  BeBegeHuna, APU-MA  BeiBOAgMNCA
npenMyLLecTBEHHO ¢ Mo4om (78,1% n 70,0%, cooTBeTCTBEHHO) M KanoMm (20,4% n 28,2%,
COOTBETCTBEHHO) Ha8 MOMEHT BPEMEHU Yepe3s 48 YyacoB Nocrne BBeAEHUS 403bl. JKCKpeLuns
C AbIxaHueM Obina MUHUManNbLHOW. Pe3ynbTaTtbl 3TOr0 UCCrNefoBaHNA TakKe NoKasbIBaroT,
YTO 3KCKpeLMs NoYTK 3aBepLuanacbk K MOMEHTY BpeMeHn 48 4yacoB nocne BBeAEHUS 403bl

NPV NOAKOXHOM UIU BHYTPUBEHHOM BBEAEHUN [14C]A¢VI-MA KpbiCcam.

[0230] ®apmakokuHemuka y cobak:. PapmakokmHeTuky APU-MA nccnepgosanu y cobak
nocne NOAKOXHOro U BHYTPUBEHHOIO BBeAEHUNA. PapmakoKMHeTun4eckmn npodpuns APU-

MA y cobak npeacrasneH B Tabnuue 2 Huxe.

[0231] [Mocne nopkoxHoro BBeaeHus APU-MA cobakam, 3HaueHUs Crmax NMNasmbl U
AUC .24 BO3pacTann nponopumoHansHo fose B guanasoHe o3 ot 0,1 go 10 wmr/kr.
3HaveHns Cmax NNasMbl coctasnanu 86,6, 882,7, n 8842,5 Hr/mn, v 3HaveHns AUC g.24
nnasmbl coctaBnann 252, 2596, n 28626 Hry/mn agna po3 01, 1 mn 10 wr/kr,
COOTBETCTBEHHO. BenunuumHbl Tmax Nnasmbl umenu 3HaderHms ot 0,8 po 1,0 yaca ans

ncenepoBaHHbIX 03.

[0232] [Mocne 6ontocHoro BHyTpMBEHHOIO BBeAEHNA APUN-MA B fo3e 1 mr/kr, 3Ha4eHue
Csmin MNasmbl 6bin0 paBHO 42544 Hr/Mn, U KOHUEHTpauMsa CHWxanacb C TpexdasHou
AnHamukon. 3HadveHme T4, anmmmHaumm 6eino pasHo 3,0 yacam. 3HaveHne AUC .04y Obino

paBHO 3093 Hr-y/mn.

[0233] BuogoctynHocTe APU-MA nocne nogkoxHOro BBeaeHusa Oblna Xxopowewn, ¢
pacyeTHbIMWU 3HaYeHUaIMK, pasHbiMU 81,5%, 84,0%, n 92,7% npn gosax 0,1, 1 n 10 mr/kr,

COOTBETCTBEHHO.

[0234] Ha ocHOBaHMM Takmx pe3ynbTaTtoB, XOTS BBOAMMBIA nogkoxHO APU-MA
noaBepranca HesHaunTeENbHOW npecuctemHon anumuHauum (first-pass kinetics) nepepg

BcacbiBaHnem, APUN-MA xopowo BcackiBancs y cobak, n dapmakokmHeTnka (PK) AOU-
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MA npogemMoHCTpupoBana nponopumnoHansHoe 403e yBennyeHne B gnanasoHe 403 ot 0,1

Ao 10 mr/kr.

Tabnuua 2. PapmakoknHeTnyeckme napameTpol API-FB y cobak

Myte Hdosa Tmax Cmax T1/2 () AUC(0- AUC/gno BA (b)
BBeAeH (a) 24) 3y
N (4)  (Hr/mn) @ B v (%)
R (mr/kr) (Hr-y/mn (10°°
) Kr-4/mn)
Moa- 0,1 0,81£0,3 86,6+£19 ND 1,410,2 NC 252434 2518+3 81,511
KOXHbIN 0 39 5
(MK)
1 0,81£0,3 882,72 ND 1,410,3 2,6+0,2 259612 259612 84,048,
51,3 19 19 1
10 1,0+£0,0 8842,5+ ND 1,5+0,4 2,6+0,1 28626+ 286311 92,717,
1202,1 1814 81 7
BryTtpn 1 -- 4254,4+0,2+0,0 1,1£0,0 3,0+0,1 30093+ -- --
- 543,4 80
BEHHbIN (c)
(BB)

-- = He oueHmBanocbk;, BA = BuopoctynHocTe;, NC = He paccuutbiBanocb, ND = He
LETEKTUPOBANOCH.

CpegnHee 3Ha4yeHue + ctangapTHoe oTknoHeHune (CO) (n=4).

(a) Hocutenb npepcraenseT cobon cmeck gumeTtunadetammaa u 5% pacrteopa rnroKo3sbl
(1:9, 06./06.).

(b) BA = (AUC NK/AUC BB)x(Josa BB/Jo3za INK)x100.

(c) C5min.

[0235] ®apmakokuHemuka y obesbsiH: PapmakoknHeTnky APU-MA y obesbsaH mnaydanm
nocne noakoxHoro (IMK) n BHyTpuBeHHoro (BB) BBepeHusa. PapmakoKMHETUYECKNN

npoduns AGU-MA y obesbsaH npeacraeneH B Tabnuuye 3 Huxe.

[0236] [Mocne nopkoxHoro BBeAeHWs oBesbsHaMm, 3HayYeHUs Cmax U AUC(0.24)
yBENMYMBANMCh NPONOpUMOHanbHO 403e B AnanasoHe 103 oT 0,1 go 10 mr/kr. 3HaueHns
Cmax NNasmbl coctaenanmn 122,6, 1323,4 n 12089,6 Hr/mn, n 3HadveHns AUCg24) ANA

nnasmbl coctaBnann 295, 2791 wn 31576 Hry/mn, npn pgosax 0,1, 1, n 10 wr/kr,
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COOTBETCTBEHHO. BennumHbl Thnax Haxogunucb B npegenax ot 0,3 go 0,4 vaca anga
nccnegyemblx po3. [llocne poctmkeHUs Cmax KOHUEHTpauuu cHwxkanucb. [locne
BHYTPMBEHHOIO BBEeAEHUA HabnoaanoCb MyNbTUSKCMOHEHUMANBHOE CHWXKEHME CO
CPEAHUM KOHEYHBIM SNMMUHALUMOHHBIM T42 NpMbnuanTensHO 2,6 4aca, kotopoe Obino
Onn3knm K Nony4YeHHOMy nocne BHYTPUBEHHOrO BBeAeHUNA. KpyTasa dasa pacnpegeneHms
He Obina o4YeBMAHOWN Nocne BBEAEHUS MOAKOXHOM A03bl U3-3a MEANEHHOrO BCaCbIBaHUA
AON-MA mn3 MeCta nNOAKOXKHOM MHBLEKUMM, YaCTUYHO  MackMpyemoro  asomn

pacnpegeneHus.

[0237] [Mocne GontocHoro BHyTpMBEHHOrO BBeAeHNA APU-MA B fo3e 1 mr/kr, 3Ha4eHue
Csmin MNasmbel 6bino pasHo 5027,0 Hr/MN, U KOHUEHTpaumMsa CHWxanacb C TpexdasHow
AVHamukon. 3HayeHne Tq anumnHaummn coctaenano 3,2 vaca. 3HaveHne AUC o.24) ObIno

paBHO 3160 Hr-y/mn.

[0238] bBuwogoctynHocTe APU-MA npu NogKOXHOM BBeaeHuM Obina Xopowen, co
3HavyeHnamn, pasHbiMM 94,9%, 90,1% u 101,9%, gna po3 0,1, 1,0 n 1,0 wmr/kr,

COOTBETCTBEHHO.

[0239] Otn pesynbTatbl nokasbiBaroT, 4To APU-MA xopowwo BcaceiBancsa y o06esbsiH, 1
4yTO Npwn BBEeAEHUM nopkoxHo, APU-MA nogeeprancad MUHMMAanNbHOWM MNPECUCTEMHOMN
ANUMUHAUMM MNN AEMOHCTPUPOBaN OTCYTCTBME addekTa nepBOro MNpoOxXoXaeHna [o
BcacbiBaHMa. PapmakokmHeTnka APU-MA npoaemoHCTpupoBana nponopunoHansHoe

[03e yBennyeHne y obesbsH B gnanasoHe ao3 ot 0,1 go 10 mr/kr.
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Tabnuua 3. PapmakoknHeTnyeckme napameTpol API-FB y cobak

Myte  Josza Tmax Cmax T1/2 () AUC(0- AUC/go BA (b)
BBegeH (a) 24) 3y
N (4)  (Hr/mn) a B v (%)
03b (mr/kr) (Hr-y/mn (107
) Kr-4/mn)
Moa- 0,1 0,410,1 122,62 ND 1,640,3 NC 295127 295012 94,9+1
KOXHbIN 7,3 66 2,4
(MK)
1 0,310,0 1323,4+ND 1,410,2 2,5+0,2 279112 279112 90,111
316,1 62 62 54
10 0,41+0,1 12089,6 ND 1,5+0,3 2,6+0,3 31576+ 3157+1 101,9+
+2370,2 1396 40 14,3
BryTpn 1 -- 5027,0£0,3£0,0 1,2+0,1 3,2+0,1 316015 NE NE
- 786,7 94
BEHHbIN (c)
(BB)

BA = 6uogoctynHoctb, NC = He paccumtbiBanoch; ND = He pgetektuposanock; NE = He
OL|eHMBArOCh.

CpegnHee 3Ha4eHue + ctangapTHoe oTknoHeHune (CO) (n=4).

(a) Hocutenb npeacraenseTr cobon cmeck gumeTtunadetammaa u 5% pacrteopa rnroKo3abl
(1:9, 06./06.).

(b) BA = (AUC NK/AUC BB)x(Josa BB/Josa lNK)x100.

(c) C5min.

[0240] ®apmakokuHemuka u memabonusm npodykma: beinn 0606LeHbI cnepyrowme
dhapmakokmHeTnyeckmne (PK) napametpel gna AGUN-MA B nnasme n moye, B 3aBUCUMOCTU
OT cuTyaumn, nocne seeegeHna AGU-MA:

Cmax, MakcumaneHas Habnogaemasn KOHUEHTpauus B nnasme.

Tmax, BPEMS A0 AOCTMXKEHUSA Cmax.

Css, paBHOBECHAs KOHLUEHTpauuma B nnasme.

AUC .24y, Nrowiab MNoA KPUBOW 3aBMCMMOCTU KOHLIEHTpauuMu B nnasme ot

BpemeHn (AUC) 3a nepvog ot 0 go 24 vacos.
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AUC @.iny, AUC 3a nepuop Bpemeru ot 0 o 6eckoHe4YHOCT!.
T1/2, KOHEYHBIA STUMUHALMOHHBIN NEPUOL NONYyBbIBEAEHWUS.
CL/F, kaxywmmncs knupeHc (nocne nogkoxHoro [[K] BBeaeHnsa osbl).

Fe, dbpakuma nosbl, BIBOAMMAA C MOYOMW.
Mpumep 4: Pe3tome nccnenoBaHum

[0241] QapmakokuHemuka (PK) pa3osol 003bi — Pe3some: Y HANOHCKUX MYXKUUH,
cuctemHaa akcrnosnuma APU-MA, unamepeHHas kak Cmax M AUC.in, BO3pacTtana
NponopuUMOHansHO 403e B UcCcrnefoBaHHOM ananasoHe o3, ot 0,001 go 0,5 mr. CpegHee
3HayeHne CL/F Haxogwnocb B npegenax or 13,7 go 19,8 n/M. MeguaHHoe Tmax 4na
noakoxHoro 6ontocHoro seeaeHns APUN-MA coctaenano ot 0,375 go 0,750 vyaca, 4to
No3BONSET NpPeanonoxutb 6ObICTpoe cuctemHoe BcacbiBaHne APU-MA uns wmecta
MOAKOXHOrO BBeAeHua p[o3bl. B obwem, cpegHwe 3HaveHna Tqp BO3pactawT C
yBENUYEHMEM [03bl. ATO MOXHO OBBACHUTE KOHUeHTpaumsammu APU-MA Huxe npepena
KONMNYECTBEHHOIO OMNpPefeneHns aHanmaa, YTO MPUBOAWUT K 3aHMKEHHOW oueHke Tqo U
KaXXyLLencs 3aBUCMMOCTW 3TOr0 napameTtpa OT [03bl Nocne BBeAeHUS HU3Knx o3 AOU-
MA. Tlpu HauBbICLLKMX uccnepoBaHHbIXx gosax, 0,25 u 0,5 wmr, cpegHue Tq2 Mmenu
3Ha4veHusa ot 3,77 pno 4,27 vacos. CpeaHue Fe umenun 3HadveHuns ot 4,24% po 7,10 % ot

BBeAEHHOM A03bl Ana o3 ot 0,004 no 0,5 wmr.

[0242] Ha ocHoBaHUM hapMakKOKMHETUYECKMX AaHHbIX nccnegosannn AOU-MA dasbl 1,
NpoBeAEHHbIX Y MyX4nH eBponerckon packl, AUC o.iny YBENMYMBANaChL NPOnopLmoHansHoO
[03e Nocne BBEAEHNA NOAKOXHO pasosoun Ao3bl oT 0,001 go 0,3, n 2-4acoBowW NOAKOXKHON
nHdy3mm 1, 3 n 6 mr. Bennunuel CL/F nmenn 3HaveHns B gnanasoHe ot 18,9 go 27,1 n/u
nocne pasoBOWN MOAKOXKHOM DONMKOCHON MHBLEKLUMM U 2-4acoBOW MHPY3MM 103bl AOU-MA.
MeaunanHoe Tmax ANs noakoxHoro 6ontocHoro BBeaeHns APU-MA coctaenano ot 0,5 go
0,750 4aca, 4TO yKasbiBaeT Ha ObIcTpoe cuctemHoe BcacbiBaHne APU-MA n3 mecta
NOAKOXHOro BBEAEHWS A03bl, KOTOPOE HE ObINo 403a3aBNUCMMbIM B AManasoHe NOAKOXKHbIX
[03, OLEeHMBaEMbIX B 3TOM MccrneaoBaHmn. [1pn HamBbICLLUMX UCCNeaoBaHHbIX Ao3ax, 3 1 6
Mr, cpegHee Tq2 cocTaBnano NpubnmsmMTensHO 52 4acoB M Kak nMpaBuio Bo3pactano C
yBenuyeHnem fo3bl. Fe nmeno sHaveHme B gnanasoHe ot 3,09% a0 5,40% oT BBEAEHHON

no3bl ans ao3 ot 0,003 go 6 mr.

[0243] QapmakokuHemuka MHO20KpamHbix 003 — Pe3rome: B nccnepgosaHnax dassl 1
NPONOHIMPOBAHHON (HENPEPBLIBHON Ha MNPOTsKeHUM 13 gHen) noakoxHou mHdpysum (MK

NH®) APUN-MA, BennumHa Css AOU-MA Bo3pacTana KaxyLmMmca nponopumoHanbHbIM
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nose obpasom u cpegHue 3HadenHus CL/F cocrasnanu ot 17,7 po 20,6 n/u B
aHanusmpyemom pauanasoHe po3 (0,01-1 wmr). B wuccnegoBaHnsx ropMOH-HauBHbIX
ANOHCKMX naumeHToB ¢ pakom npoctatel, AOU-MA Beogunun B gosax 0,5 nnmn 1,0 mr/geHb
nyTeM 2-4acoBOW MOAKOXHOW WHAY3mMM B TedeHne 14 agHewn. KoHueHTpaumm APU-MA B
nnasme Bo3pactanm u gocturanym Cmax HemeamneHHO rnocne 3aBepLleHna MHAY3uK, a
3aTeM CHWXanwucb CO CpefHUMUN 3HaYeHUsaIMU T npumepHo 3-4 yaca B gHM 1 1 14 npm
obomx posax. Habnoganocb npubnManTeENbHO NPOMOPUMOHANbHOE [03€ YBENUYEHME
akcnosnumm goszamm AGU-MA 0,5 n 1,0 Mr/geHb nyTem NogkoxXHOM MHAY3mn. HakonneHme
ADPUN-MA He HabnroganocCb Nocne MHOrOKPaTHOro NMOAKOXHOrO BBEAEHUA B TedeHune 14

OHewn.

[0244] Pesrome Ona 1-mecsyHoz2o Oerno: B apyrux nccnepoBaHusx, NauyeHTbl C pakom
npeacTaTenbHOW xenesbl, nonyvarwme Tepanuio aroHnctamu MNP vnu asnaowmecs
noTeHymnanbsHbIMM ByaylmMMmM KaHgmaatamm Ha Tepanuio aroHnctamm MHPI, nonyyanu 6,
12 vim 24 Mr B Buae pasoBOM UWHbekumn 1-mecauHoro geno (N=3 Ha rpynny
L03npoBaHuns). Bbeicokas mHTeHcmBHOCTL (high-burst) BbiIcBODOXAEHMA NEKAPCTBEHHOMO
cpeactea AGUN-MA Habnoganacb Ha MPOTSKEHUN HECKONbKUX 4aCoB MOCne BBEAEHUS
Aeno-nHvekumn. BennumHa AUC 24y cocTaBnana 6onee 60% OT nnowaan noj KpyBou
3aBUCMMOCTWN KOHLEHTpaUmMn B nnasme OT BPeMEHM C MOMeHTa BpeMeHun 0 O BpeMeHU
nocneaHen KonmyecTseHHo onpeaenaemMon KoHueHTpauum (AUC g.uqq), YTO yKasbiBaeT Ha
3HauUTENbHOE BbICBODOXAEHWE NEKapCTBEHHOrO CpeacTBa W3 KOMMO3UUMK  Ha
npoTskeHMn pasbl Bbibpoca. O4YeHb HU3KME YPOBHM KOHLEHTpaUW neKapCTBEHHOro
CpeAcTBa Habnoaanmcb Ha NPOTSKEHUN CREAYIOLLMX HECKONBKMX AHEW C NocneayroLwmm
MeANEHHbIM MOBbILLEHNWEM, 4YTO COrnacyeTcsa C npeanonaraemblM 3ajepXaHHbIM U
MEANEeHHbIM BbICBODOXAEHNMEM M3 KOMmMno3vumm. Bo Bcex cnydasax, APU-MA He

L eTeKTUpPOBarnca Yepes 8 Heaenb Nocne BBEAEHUS [03bl.

[0245] ®apmakokuHemuka pa3osol 003bi APK-MA: 3T nccnefosaHms NpoBOAUNINCE B
AnoHnn B BUAE paH4OMU3NPOBaHHLIX, ABOWHBLIX CrienbIX UCCreaoBaHNM C KOHTPOMEM Mo
nnayebo, ¢ napannenbHbIMW rpynnamy, C BOCXOAAWMMM [03aMW, C LENbio OLEHKM
BesonacHoctn APU-MA, dapmakoKMHETMKM B NnasmMe M MOYEe, U SHOOKPUHHbBIX
dhapmakognHammndeckmnx (PD) adbbekToB nocne BBEAEHNA MOLAKOXHO pasoBon BONHOCHON
Ao3bl (0,001-0,5 mr) nnun 2-4acoBom NOAKOXHOW MHPY3mm (0,25 n 0,5 mr), KoTopble, Kak
OXWAANoCh, AOMKHbI CTUMYNMPOBaTL YPOBHWM TECTOCTEPOHA. TpuaLatb CEMb 340POBbIX
MYX4YMH-NOHUEB B Bo3pacte oT 50 o 74 net Obinv BKAOYEHBI B AEBATH KOrOpPT.
CybbekTbl, BKIKOYEHHbIE B NEPBLIE CeMb KoropT, nonydanu 0,001, 0,004, 0,01, 0,04, 0,1,

0,25 vnn 0,5 mr AGU-MA nnun nnauebo B Buge pasoBoro nogkoxHoro Gonwca. B koroprte
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0,001 wmr, 3 cybvekta nonydanm AOPU-MA mn gea nonydann nnauebo. B ocrtanbHbIX
koroptax, 3 cybbekta nonydann APU-MA u ogmH nonyyan nnauyebo. CybbekThl,
BKITHOUYEHHbIE B BOCbMYIO U AEBATYHO KoropTbl, nonydanu 0,25 vnn 0,5 mr AGU-MA mnnu
nnauebo pasoBoOn 2-4acoBOM MOAKOXHOW WHGYy3men. B oboux koroptax, 3 cybbekrta
nonyyanm AOPU-MA wn oguwH nonyyan nnayebo. AHanmsmpyemas  nonynayus
hapMakokMHETUKM Nnasmbl coctosna wm3 31 cybbekta (BOntOCHblE KOropTthl:  25;
MHQY3MOHHbIE KOropTbl: 6), U aHanuavpyemasa nonynauusa dapmMakoKUHETUKN MOYMU

cocTtosna mns 35 cybbekToB (BONOCHbIE KOropThl: 27; MHAY3MOHHbIE KOropThI: 8).

[0246] [Ona wu3mepeHus KoHueHTpaumm APU-MA B nnasme cybbLekToB KOropT
noakoxHoro Gontoca, obpasubl KpoBu Opann B Crnegyrowme HOMUHaNbHbIE MOMEHTDI
BpeMeHu: nepepg BeegeHnem gosbl, 0,083, 0,25, 0,5, 0,75, 1, 2, 3, 4, 6, 8, 12, 16, 24, 36,
48 n 72 vacoB nocrne BBeaeHWa npenapara. [Onsa mamepeHusa askckpeuumn APU-MA c
mMoyour, obpasubl Moy Bpanv B crnegyrowme HOMUHarNbHbIE MOMEHTbI BPEMEHU: Nepef,
BBeaeHmemM ao3bl, ot0 o4, ot4 008, or 8 00 12, o1 12 no 24, ot 24 no 36, ot 36 A0 48

n oT 48 [0 72 YacoB nocne BBeAEHUS npenapara.

[0247] [Ons wuamepeHus koHueHTpauun APU-MA B nnasme cybbekToB B KOroptax
MOAKOXHOW WHY3nMM, obpasupl KpOBM Opann B Creaytolme HOMUHarbHbIE MOMEHTbI
BpPEMEHW: Nepen BBeageHueM npenapata n vyepes 0,25, 0,5, 1, 2, 2,25, 2,5, 2,75, 3, 4, 5, 6,
8, 10, 14, 24, 36, 48 n 72 vyaca nocne Ha4yana nHdpyauun. [Ana namepenus skckpeumm AOU-
MA ¢ mouon, obpasubl Moun Bpanm B cnepyrolme HOMUHAaNbHbIE MOMEHTbI BPEMEHM:
nepen BBeAeHWEM npenapara 1 Yepes nepuog spemeHn ot 0 oo 4, ot 4 po 8, ot 8 oo 12,

oT 12 po 24, ot 24 no 36, ot 36 70 48 1 0T 48 00O 72 YacoB nocne Havana NHQPY3UK.

[0248] CpepnHve 3HadeHUs PapMaKOKMHETUMYECKMX NapameTpoB MNnasmbl M MOYM ANS
pasoBon o3bl APUN-MA, BBEAEHHOW NOAKOXHBIM BOMOCOM, 1 ANna pasoBon [03bl AOU-

MA, BBE4EHHOWN 2-4aCOBOW NOAKOXHOW MHY3NEN, NpuBeaeHbl B Tabnumue 4 Huxe.
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Tabnuua 4. CpegHue dapMakoKMHETUYECKME MapamMeTpbl ANA pasoBOro MOAKOXHOro

Bontoca 1 pasoBon 2-4aCoBOW NOAKOXKHOWN MHDY3NK

Mapam [o3sa (mr)

eTp PaszoBbIv noakoxHbIv Bontoc PasoBas 2-
yacoBas
noaKoXHasa
MHY3na

0,001 0,004 0,01 0,04 0,1 025 05 025 0,5

MNnasm

a

N 2 3 3 3 2 2 3 1 3

Cmax 201 61,7 221 966 2415 5895 9050 |4020 8230

(nr/imn) (3,3) (91)  (28) (230) (318) (247) (1429) |(NC) (1500)

Tmax 0,5 0,5 0,5 0,5 0,375 0,75 0,5 225 25

(@ () (0,5 (0,5 (0,5 (0,25- (0,25- (0,75- (0,5- |(2,25- (2,5-

0,5 0,75 0,75 0,5 0,5) 0,75) 0,75) (2,25) 2,75)

AUC(0- 54,1 205 671 2606 5785 18320 29970 (13280 34650

inf) (3,7) (33) (49) (868) (1463) (1713) (3950) [(NC) (4181)

(4-nr/m

n)

T1/2 (4) 1,59 1,91 1,82 335 358 409 427 3,77 4,02

(0,08) (0,25) (0,13) (1,00) (0,88) (0,33) (0,56) |(NC) (0,45)

CL/F 186 198 15,0 16,7 17,9 13,7 16,9 18,8 14,6

(nv)  (1,3) 33 (1,1 B1) 45 (1,3 (24) |(NC) (1,8)

Moua

N 2 3 3 3 3 3 3 3 3

Fe (%) 0(0) 616 540 424 520 710 6,33 6,21 5,22

(1,48) (1,16) (1,51) (1,19) (0,46) (0,54) ((1,94) (2,04)

NC = He paccumTbiBanNoch

(a) MeanaHa (auanasoH 3Ha4YeHun)

[0249] [Mocne opHopasosoro nogkoxHoro Hontoca APU-MA, cuctemHas 3KCnos3nums

ADPU-MA, namepeHHas kak Cmax U AUCo.in, YBEMMYMBaANacCL NponopLUmoHansHoO A03e B

nccnegosaHHoM pauanasoHe o3, ot 0,001 go 0,5 wmr. [MponopumoHaneHOCTL [03e
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oueHmBanu opMarnbHO, MyTEM annpPOKCUMaLUMM AaHHBIX CTENEHHON MOAENbLI0. ToveyHas
oueHka nokasatens crteneHn coctaBngana 1,023 ana Cmax (95% poBepuTenbHbIN
nHtepsan [Cl], 0,970-1,076) n 1,027 ana AUCq.iny (95% CI, 0,979-1,075). CpeaHne
3Ha4YeHNs Cmax U AUC 0.inp Nocne 2-4yacosown nofgkoxHon nHpysum 0,5 mr AGU-MA 6binn
O3k K CPefHNUM 3HAYEHNAM NOCIE NOAKOXHOW BontocHoM nHbekumn (8230 npoTtme 9050
nr/mn 1 34650 npotmB 29970 4-nr/mn, COOTBETCTBEHHO). CrnegyeTr OTMETUTb, YTO B
koropte 0,25 Mr nHdy3mm Obin Tonbko oanH cydwekT. CpegHue CL/F nmenn 3HaveHuns B
AnanasoHe ot 13,7 pgo 19,8 n/4 nocne BBeaeHWsa pasoBoro Honoca M 2-4acoBOW

NOAKOXHOW MHPY3MM f03bl AGU-MA.

[0250] MepuaHHoe Tmax ANA noakoxHoro 6GontocHoro BBegeHus APU-MA umeno
3HayeHua B gmanasoHe ot 0,375 po 0,750 vyaca, 4To NO3BONSET NPEANONOXUTL ObICTpOe
cucteMHoe BcacbiBaHne APU-MA mn3 mecta nogkoxHOro BBeAeHUs [03bl. bbicTpoe

BcacbiBaHne A®UN-MA, no-BnanmMomy, He 3aBmCenO OT A403bl.

[0251] B obwiem, cpeaHune 3HaveHns T BO3pacTaroT C yBENMYEHNEM [03bl. ITO MOXET
ObITb OOBACHEHO 3Ha4YeHUAMM KOoHUeHTpaumn APU-MA Hwke npepena KOnmM4yeCTBEHHOrO
onpefeneHns aHanusa, NpPUBOASALMMN K 3aHWKEHHOW OuUeHKe T2 W KaxyLlencs
3aBUCMMOCTM OT A03bl 3TOro napameTtpa nocrne BeeaeHusa Huakux o3 AOU-MA. Tpu
HauMBbICLLMX nccnenoBaHHblx gosax (0,25 n 0,5 mr), cpeanue T4, coctasnanu ot 3,77 o

4.27 yacos.

[0252] A®UN-MA He peTekTupoBancsa B MOYe Nocne ogHOpPasoBOWN MOAKOXHOW BOMHOCHON
nHbekymm 0,001 mr AGU-MA. B BOntOCHBIX U MHPY3MOHHBIX Koroptax ¢ 6onee BbICOKMMMN
nosamm (ot 0,004 go 0,5 mr), cpegHee 3HadveHne Fe gna pasoBoW 403bl COCTaABMANO OT
4,24% po 7,10% ot BBegeHHON f03bl AGPU-MA. Npadmkmn kymynatmeHom akckpeumm APN-

MA ¢ MO4OW NoKasbIBaOT, UTO SKCKPELMSA MO CyLLECTBY 3aBepLuanach 3a 24 yaca.

Mpumep 5: dapmakoguHamuueckne 3dpcektol APU-MA, BBegeHHoOro B Buae

NoAaKoOXHoOro 6onroca

[0253] [pyrne wuccnepoBaHus npeacrtaBnanm cobon paH4OMU3UPOBAaHHbIE ABOWHbIE
cnenble uccnegoBaHna asel 1 ¢ kKoHTponem no nnauebo, ¢ napannenbHbIMX rpynnamu, ¢
BOCXOAAWMMM [03aMWN, ANS OLUEHKN B6e30nacHOCTU, NEPEHOCUMOCTH, PapMaKOKUHETUKM
nnasmbl M MOYN, W SHAOKPUHHBLIX apmakoguHammudecknx adgektos ADPU-MA,
BBEAEHHOro B BMAE noakoxHoro Gontoca (0,001-0,3 Mr) mvnmn 2-4acoBOW MNOAKOXKHOM
WHPY3nn (1-6 Mr), KOTopble, Kak oXxuaanocb, OyayT CTUMyNMpoOBatb TECTOCTEPOH. JTU

nccnenosaHus 6biny NpoBeaeHsbl BO PpaHLmu.
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[0254] Bocembaecar aea 34,0pOBbIX MYXXUMHBI EBPOMNENCKOM packl B Bo3pacTe oT 50 o
76 net ObInK BKMOYEHBI B AE€BATL KOropT. 81/82 cybvekToB (98,8%) Obinn 6enbimm n 1/82
cybbektoB (1,2%) 6bInn  4YepHbiMu/adpoamepukaHuamn. CyObekTbl, BKMHOYEHHbIE B
nepsble WecTb koropT, nonyyvanu 0,001, 0,003, 0,01, 0,03, 0,1 vnn 0,3 mr AOU-MA mnnu
nnauebo nyTem pasoBon NOAKOXKHOM BONMOCHON MHBEKUMK. B koropTte 0,3 mr, 6 cybbekToB
nonyyann A®PU-MA n pgea nonydanu nnauebo. B octanbHbiX koroptax, 7 CyObekToB
nonyyann A®PU-MA n Tpu nonyyanu nnayebo. CyObekTbl, BKMHOYEHHbIE B CEAbMYIHO,
BOCbMYIO M AEBATYH KOroptbl, nonydann 1, 3 unu 6 mr AOGU-MA vnm nnauebo nytem
pasoBOU 2-4aCOBOW MOAKOXHOW MHPY3uK. B aTux koropTtax, 6 cybbekToB nonyyanm AOU-

MA v gBa nony4yanm nnaue6o.

[0255] [Ona wuamepeHuna koHueHTpaumnm APU-MA B nnasme CyObekToB B KOroptax
noakoxHoro Gontoca, obpasubl KpoBu Opann B Crnegyrowme HOMUHaNbHbIE MOMEHTbI
BpeMeHu: nepej BeBegeHemM npenapara un vyepes 0,083, 0,25, 0,5, 0,75, 1, 2, 3, 4, 6, 8, 12,
16, 24, 36, 48 n 72 yaca nocne BBefeHnA npenapata. [Ana namepeHna akckpeummn APU-
MA ¢ mouon, obpasupl Moum Bpann B cneayrowme HOMMHarnbHble MOMEHTbI BPEMEHU: OT
12 yacoB A0 BBeAeHUA npenapara 40 MoMeHTa BeegeHua, n ot 0 go 6, ot 6 go 12, ot 12

[0 24, oT 24 no 48 n ot 48 oo 72 yacoB nocrne BBeAEHUS npenapara.

[0256] [Ona wuamepeHua koHueHTpaumn APU-MA B nnasme cyObekToB B KOroprax
MOAKOXHOW WHY3MM, obpasupl KpOBM Opann B creayrolme HOMUHarbHbIE MOMEHTbI
BpEMEHW: Nepes BeBeageHneM npenapara nvepes 0,5, 1, 1,5, 2, 2,25, 2,5, 3, 4, 6, 8, 10, 14,
18, 26, 50 n 74 yaca nocne Hadana wHpy3mn. Ona namepenus skckpeumm APU-MA ¢
Moyou, obpasubl Moum Bpanu B cCneayrolme HOMUHaNbHbIE MOMEHTbI BPEMEHWU: OT 12
4YacoB 40 BBeAeHUa npenapaTta 40 MOMeHTa BBegeHus, 1 ot 0 o 6, ot 6 go 12, ot 12 go

24, oT 24 po 48, n 0T 48 [0 72 yacoB nocrne Havyana MHQy3nn.

[0257] KpuBbie 3aBUCUMOCTU cpeaHen kKoHueHTpaumm APU-MA B nnasme OT BpPEMEHMU
nocne pasoBoro nogkoxHoro eeegeHna AOU-MA B gosax ot 0,001 o 6 Mr nokasaHbl Ha
dur. 2. CpegHue npoueHTHble KoadpduymeHTsl Bapuauymn (%CV)  3HaveHun
hapMakOKMHETUYECKMX NapaMeTpPoB Mnasmbl U MOYM Ans pasoBon [o3bl ACU-MA,
BBEAEHHOW NOAKOXHbIM Bontocom, n ana pasoson gossl AOU-MA, BBegeHHOM 2-4acoBou

NOAKOXHOW MHPY3MEN, NPUBELEHBI HUXKE B Tabnuuax 5-8.

Ta6bnuua 5. CpepgHue (%CV) dapmakokMHETUYECKMX NapameTpoB MnasMbel nocne

pas3oBoro nogkoxHoro eeegeHna AGU-MA B gosax ot 0,001 go 0,3 mr
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Mapametp [eomeTpudeckoe cpegHee (%CV) (a)

0,001 mr  0,003mMr 0,01 mr 0,03 mr 0,1 mr 0,3 mr
(N=7) (N=7) (N=7) (N=7) (N=7) (N=6)

Cmax 13,253 42,384 140,140 340,182 1382,196 4349,244

(nr/mn) (19,10) (30,36) (44,26) (17,60) (26,77) (34,08)

AUC(0- 47,459 122,246 370,975 1108,096 3943,856 13213,549

inf) (33,78) (16,03) (26,81) (20,49) (14,92) (25,03)

(4-nr/mn)

AUC(0- 26,693 100,915 345,193 1069,885 3887,968 13155,656

tlgc) (21,64) (20,18) (28,87) (20,65) (14,81) (25,06)

(4-nr/mn)

T1/2 (W) 1,796 1,425 2172 2,610 3,079 3,451

(b) (1,20- (1,18- (1,82- (1,50- (2,29- (2,98-
4,58) 2,34) 2,72) 3,11) 3,56) 4,10)

Tmax (4) 0,500 0,750 0,500 0,500 0,500 0,625

(b) (0,25- (0,50- (0,25- (0,25- (0,25- (0,25-
1,00) 1,00) 0,75) 0,75) 0,75) 0,75)

CL/F (nm) 21,071 24,541 26,956 27,073 25,356 22,704
(33,78) (16,03) (26,81) (20,49) (14,92) (25,03)

Vz/F (n) 63,925 55,862 85,629 95,981 108,017 114,225
(27,13) (34,30) (34,48) (14,77) (21,08) (32,60)

Vz/F = kaxywumnca obbem pacnpegeneHus
(@) CV(%) = 100xV(exp(SDlog2)-1), rae SDlog - craHgapTHoe OTKMOHeHUe

norapnMmM4Yeckm TPaHCHOPMUPOBAHHBIX 3HAYEHNI

(b) MegmaHHble 3Ha4YeHNs (MUHUMYM-MaKCUMyM)

Tabnuua 6. CpegHune (%CV) dapMakoKMHETUYECKMX NapameTpoB MnasmMbl nocne 2-

yacoBou nHpy3nm ACPU-MA B gosax ot 1 go 6 mr

MapameTp "eomeTpuyeckoe cpegHee (%CV) (a)
1 mr (N=6) 3 Mr (N=6) 6 mr (N=6)
13050,559 (20,79) 39402,798 (14,80) 82477,820 (22,63)

43825,188 (25,51) 141488,720 (11,42) 317753,435 (25,60)

Cmax (nr/mn)
AUC(0-inf)
(4-nr/mn)
AUC(0-tlqc)

43656,011 (25,51) 141392,642 (11,41) 317666,507 (25,60)
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(4-nr/mn)

T1/2 (4) (b) 3,643 (3,46-3,83) 5,249 (3,19-586) 5,264 (4,56-5,62)
Tmax (4) (b) 2,250 (2,00-2,25) 2,250 (2,25-2,50) 2,250 (2,00-2,50)
CL/F (n/y) 22,818 (25,51) 21,203 (11,42) 18,883 (25,60)
Vz/F () 119,955 (27,97) 149,910 (28,78) 140,984 (28,67)

Vz/F = kaxywumca obbem pacnpegeneHns
(@) CV(%) = 100xV(exp(SDlog2)-1), rae SDlog — craHgapTHoe OTKNOHeHue
norapnmMmnyeckm TpaHcHOPMNPOBaHHbBIX 3HAYEHNI

(b) MegmaHHble 3Ha4YeHNs (MUHUMYM-MaKCUMyM)

Tabnuua 7. CpegHue (%CV) bapmakoKMHETUYECKMX NapaMeTpoB MOYM MOCne pasoBoro

noakoxHoro seeaeHns APU-MA B gosax ot 0,001 go 0,3 mr

Mapametp [eomeTtpuyeckoe cpegHee (%CV)
0,001 mr 0,003mMr 0,01 mr 0,03 mr 0,1 mr 0,3 mr
(N=7)(a) (N=7) (N=7) (N=7) (N=7) (N=6)
CLr(n/4) 1048,546 1180,964 1073,430 937,560 1048,697 860,937
(15,74) (21,35) (30,52) (24,89) (41,44)
Ae(0-t) 34,658 119,177 370,540 1003,082 4077,298 11326,187
(Hr) (17,70) (20,69) (31,55) (28,29) (30,17)
Fe (%) 3,466 3,973 3,705 3,344 4,077 3,775
(17,70) (20,69) (31,56) (28,29) (30,17)

(a) Tonbko 1 CyBBLEKT C KOHLUEHTPaAUMEWN BbIWE HWXKHEro npegena KONMMYECTBEHHOO

onpegeneHus (LLOQ), ansa 6 cybbekToB NpuHATEI 3Ha4YeHns, pasHble O.
Ae(0-t) = kONMYECTBO NEKAPCTBEHHOrO npenapara, BbIBOAMMOrO C MOYOM, C MOMEHTa

BpemeHn 0 no Bpemenun t, CLr = ne4eHOYHbIN KNpEeHC
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Ta6nuua 8. CpegHue (%CV) bapmMakOKMHETUYECKMX NapamMeTPOB MOYM NOCIE 2-4aCcOoBOW

nHpy3mm AGN-MA B fosax oT 1 o 6 mr

"feomeTpuyeckoe cpegHee (%CV)

MapameTp 1 mr (N=6) 3 mr (N=6) 6 mr (N=6)
CLr (n/v) 686,544 (29,02) 835,762 (45,31) 1016,230 (27,70)
Ae(0-t) (Hr) 29971,789 (27,97) 118170,544 (41,46) 322822,342 (10,34)
Fe (%) 2,997 (27,97) 3,939 (41,46) 5,380 (10,34)

Ae(0-t) = KOnNMYeCTBO NEKapCTBEHHOrO npenapara, BbIBOAMMOrO C MOYOW, C MOMEHTA

BpemeHn O go Bpemenun t, CLr = ne4eHoYHbIN KnpeHe

[0258] T[Mukosas koHueHTpauna APU-MA (Chrax) yBENUYMBaNach NponopLmMoHanbHO A03€e
nocne BBEAEHUS Pa3oBbIX NOAKOXHbIX BOMOCHbIX 403 B gmanasoHe ot 0,001 go 0,3 wmr.
CuctemHas oakcnosvums  APU-MA, wuamepenHHas kak AUCqin, YyBenuymMBanach
NpOoNopLUMOHanbeHO 403€ NMocne BBEAEHUA NOAKOXHO pasoBon o3kl oT 0,001 go 0,3 u 2-
4acoBOM MNOAKOXHOM WHpY3Mm 1, 3 n 6 wmr. PacuyeTHble nok3atenu cTeneHn ans
creneHHoro ypaeHeHus Obinm paeHbl 1,003 ana Chax (95% Cl, 0,956-1,050) n 1,019 ans
AUC .in (95% CI, 0,997-1,040). 3Ha4ennsa CL/F coctasnanu ot 18,9 go 27,1 n/4 nocne

pasoBOro NOAKOXHOro Gonca n 2-4yacoson MHPY3nKM 403l AGU-MA.

[0259] MepunaHHoe Tmax ANS NOAKOXHOro BontocHoro BeeaeHuss AGUN-MA coctaBnsano ot
0,5 po 0,750 vaca, 4TO ykasbiBaeT Ha ObiCTpoe cucteMHoe BcacbiBaHne APU-MA um3
MeCTa MOAKOXHOro BBeAeHMs A03bl. bbicTpoe BcackiBaHne APU-MA npu noakoXXHOM
BBEAEHWM HE BbINO 403a3aBUCMMbIM B AMaNa3oHe MOAKOXHbIX 403, NPOaHanM3nMpoOBaHHOM

B J@HHOM UCCNeaoBaHuN.

[0260] B obwem, cpeaHue 3HadeHnsa T, BO3pacTarOT C yBENUMYEHMEM A03bl. AHanm3
dur. 2 no3BONAET NPEANONOXUTb, YTO BEPOATHOW MpuumHOM Bonee anuTtenbHbIX Tip
noTeHUnansHO MOXeT ObiTb 4YyBCTBUTEMBHOCTb aHanms3a U BKIHOYEHWE U3MEPUMBIX
KOHUeHTpaumn APUN-MA Ha KOHEYHOM y4acTKke KpuUBOW MNpu oueHke T, ansa 6Gonee
BbICOKMX f[03. [loatomy Habniogaemas 3aBMCMMOCTb 3TOr0 napameTpa OT A03bl He
ABNSETCA CBMAETENBCTBOM HENUHEMHOW dhapMakokmHeTukn APU-MA. Tpu HamBbICLLMX

nccnenoBaHHbIxX Ao3ax, 3 u 6 mr, cpegHee T4, cocTaBnaeT npubnuantensHo 5,2 yacos.

[0261] Jlvwbe Hebonbwoe konmyectBo APU-MA ObinO AETEKTMPOBAHO B MOYe nocne
opgHopasoBoro nogkoxHoro 6ontoca 0,001 mr AOU-MA. CpegHee (CV%) Fe ana aton

KOropTbl Obino paBHO 3,466%. [Ana gpyrx KOropT OONHOCHBIX U MHMY3MOHHBIX 403 (OT
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0,003 go 6 wmr), cpegHne Fe pasoBon [03bl cocTaensanm ot 2,997% po 5,380% ot

BBeaeHHoW A03bl APU-MA.
Mpumep 6: ®apmakoKMHETUKA MHOroKpaTHbIX o3 APU-MA

[0262] [pyrne mnccnepoBaHus NpeactaBnsanm cobon KIMMHUYECKME UCCnenoBaHna dasbl
1 mHorokparHoro BeegeHns APU-MA. 3Ttn uccnepgosaHna nposogunm Bo dpaHumm. OHu
npepcraenanm cobon paHgOMU3NPOBaHHbIE ABOMHbIE CrEnble, C KOHTponem no nnauebo,
C napanneneHbIMU rpynnamuy, ¢ BOCXOAALMMKM AO3aMu, uccregoBaHna 6e3onacHoCTy,
NepeHOCUMOCTH, (PapPMaKOKMHETUKN Mnasmbl U 3HAOKPWHHBIX apMakogMHaMUYECKUX
appektoB AGPU-MA, BBOAMMOro B BMAe nogkoxHoro 6ontoca (0,1 mr) B geHb 1 €
nocneayoLwen HenpPepbIBHON NOAKOXHOW MHPY3nen (T.€., 24 Jy/peHb) ¢ [Ha 2 po Ha 14
(0,01, 0,1, 0,3 nnn 1,0 mMr/geHb), 4YTO, KaK oxmaanocb, OyaeT nogaBnsATb TECTOCTEPOH.
TpnauTb 340POBbIX MYX4YMH E€BPOMNENCKON packl B Bo3pacte oT 50 go 78 net OGbinu
BKIOYEHbI B YeTbipe koropTbl; 29/30 cybvekToB (96,7%) 6binn GenbiMm 1 oauH CyObekT

(3,3%) 6bin YepHbIM.

[0263] Ana wuamepeHus koHueHTpauum APU-MA B nnasme nocne noAKOXHOro
fontocHoro BBeaeHus, obpasupl kpoBu Bpann B crneayrolme HOMUHAamNbHbIE MOMEHTbI
BpEMEHW: Nepes BeBeageHneM npenapara u vyepes 0,083, 0,25, 0,5, 0,75, 1, 2, 4,6, 12, 16 n
24 yaca nocne BeeaeHUs npenaparta. B Bpemsa npoBeaeHus nogkoxxHoOW nHpyaumm, bpanm
oBpasupbl KPOBM B CrneayrolmMe HOMUHambHbIE MOMEHTLI BpemeHu: 6, 12, 24, 54, 60, 72,
150, 156, 168, 222, 228, 240, 294, 300 1 312 yacoB nocne Havana MHQysunu.

[0264] CpepnHve 3HayYeHUA PapMakOKMHETUYECKMX MapamMeTpoB MnasMbl AN pasoBOU
no3bl AGN-MA, BBEAEHHOW MOAKOXHOW BONOCHOM MHBEKUMEN, NpuBeaeHbl B Tabnvuye 9
Nno A030BbIM rpynnam Ans CPaBHEHUS CO 3HAYEHUAMWU Mocne HenpepbiBHOW 13-gHEBHOM
NOOAKOXHOM MHY3mm B [OdHn 2-14, kak nokasaHo B Tabnumuye 7. [lockonbky
dhapmakokmHeTuky pasoson [03bl APU-MA MOXHO 6ObIO  OueHMBaTh TOMBKO Ha
NPOTSKEeHMM 24 4yacoB A0 Havana wuHpysmm APU-MA, m3 dapmakoKMHETUYECKNX
napameTpoB MOXHO Obino  onpegenutb  TOMBKO  Cmax, Tmax W AUC (.24
UHTepuHavBMayaneHas W3MEHYMBOCTE (PapMakoKMHETUYECKMX MapamMeTpoB Obina B

Lenom Hmskou, ¢ %CV <58%.

Tabnuua 9. CpegHune (%CV) dapmakokMHeTUYECKME NapamMeTpbl MO A030BbIM rpynnam

nocne pasoBown NogkoxHom 6ontocHon Hbekynmn (0,1 mr) B eHb 1

Feometpuueckoe cpeanHee (%CV)
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MapameTp 0,01 mr/penb 0,1 mr/peHb 0,3 mr/aeHb 1,0 mr/aeHb
N 6 6 6 5

Crnax (nr/mn) 1870 (27) 1590 (31) 1650 (26) 1290 (58)
Tmax (4) (a) 0,500 0,500 0,500 0,500

(0,500, 0,750) (0,250, 1,000) (0,250, 1,033) (0,250, 0,750)
AUC(0-tlqe) (4-nr/mMn)5080 (22) 4280 (12) 4680 (27) 4050 (29)

MpumevanHne: Bce rpynnbl nonyYann nOAKOXHYH B6ontcHy nHbekyuto (0,1 mr) B

HeHb 1; posoBas rpynna ykasblBaeT, Kakylo paH4OMU3MPOBAHHYIO A03Y CyObeKTbl
nony4vany nytTem NoAKOXHOW HAY3mm ¢ AHa 2 no eHb 14 (0,01-1,0 mr/aeHb).

(a) Meanana (gmanasoH 3Ha4YeHnn).

(b) AUC(0-tlqc), B aTom crniyyae, pasHa AUC(0-24).

[0265] CpenHve 3HayeHWA PapMakoKMHETUYECKUX napamMeTpoB nnasmbel anga AOU-MA,
BBEAEHHOro MyTEM HENpPepbIBHOW 13-AHEBHOM MOAKOXHOW WHGY3unm B [OHu 2-14,
npvBegeHel B Tabnuye 7. Css BO3pactann KaxymMmcs nponopumoHarnbHbIM - [03e
obpasom B mccrnegoBaHHOM amnanasoHe fos, ot 0,01 go 1,0 mr. Ansa Bscex koropt, CL/F
coctaBngetr ot 17,7 po 20,6 n/M.  WHTepuHauBMAyanbHas  U3MEHYMBOCTb

hapmakoknMHeTn4ecknx napameTpos Obina Hu3kon, ¢ CV% <40%.

Tabnuua 10. (%CV) dapmakoKMHETUYECKME napameTpbl B Nepuog npoBeaeHUs

HenpepbIBHOW 13-A4HEBHOW NOAKOXHOW MHDY3UN ADU-MA (OHn 2-14)

Feometpunueckoe cpeaHee (%CV)

MapameTp 0,01 mr/peHb 0,1 mr/geHb 0,3 mr/geHb 1,0 mr/aeHb
N 6 6 6 5

Css (nr/mn) 20,2 (34) 226 (17) 708 (19) 2280 (16)
CL/F (n/v) 20,6 (40) 18,5 (18) 17,7 (18) 18,3 (16)

Css=onpegenanu kak AUC(JeHb 2-[eHb 14) / bakTnyeckoe Bpems, npoLlejLuee
C MOMEHTa B3ATUA obpasuya B [leHb 2, 6 yacoB, 4O MOMeEHTa B3sATMS obpasua B

JeHb 14, 24 yaca.

[0266] [pyrne mnccnepoBaHus NpeactaBnsanm cobon KIMHUYECKUE UCCnenoBaHna doasbl
1 ¢ mHorokpaTHbIM BBegeHneMm AGUN-MA. OHM NpoOBOAMNNCE KaK OTKPbITbIE UCCNEAOBAHNSA
¢ Bocxogsawmmm gosamm AGUN-MA, BBOAUMBIMKM NYTEM 2-4aCOBOW MOAKOXHOW MHAY3MM
pa3 B AE€Hb B TeueHMe 14 gHEN, 4To, Kak oxupanocb, ByaeTr nogaBnsATb TECTOCTEPOH Y
ANOHCKMX FOPMOHAarnbHO-HaMBHbLIX MaUMEHTOB C pPakOM npeacTatensHom xenesbl. Lectb
naumeHToB nony4vanu AGUN-MA B gosax 0,5 mr (3 naumeHTa) 1 1,0 mr (3 naymeHTa) B A€Hb

B TeyeHue 14 gHen.
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[0267] [Ona mamepeHusa koHueHTpauun APU-MA B nnasme, obpasupl kpoBu Bpanu B
cnegyrowme MOMEHTbI BpeMeHu: aeHb 1 (4o BBegeHua [03bl 1 vepes 2, 4, 6, 10 yacos
nocne BBefeHWa npenapaTta); gHu 2, 4, 6, 8, 10 n 12 (4o BBegeHna Ao3bl); ageHb 14 (oo
BBeAEeHNA A03bl U Yepes 2, 4, 6, 10, 24, 48 yacoB nocne BBeLeHUs npenapara); AeHb 21;
n aeHb 28. Ona uamepenus okckpeummn APU-MA c mououn, obpasupl mMoum Opanu B
cnepyoLwme MOMEHTbI BPEMEHN: AeHb 1 (4O BBEAEHMNA L03bl U B Nepuogbl BpemeHn ot 0
[0 4,014 008, 0T 8 8012, ot 12 0o 24 yacos Nnocne BBeAeHUS npenaparta) n aeHb 14 (oT

Opo4,or4p08, 01870012, oT 12 o 24 yacoB nocrne BBEAEHUS nNpenapara).

[0268] BpemeHHble npodunm CpefHMxX [tCTaHaapTHOE OTKNOHEHWe] KoHueHTpaumn API-
FB B nnasme gna mHorokpatHoro nogkoxHoro seegeHna APU-MA no 0,5 n 1,0 mr/geHb B
TeueHne 14 pHen msobpaxeHbl Ha dur. 3. CBOAHblE AaHHblE (PapPMaKOKMHETUYECKMX
napameTpoB B AeHb 1 1 geHb 14 npu AByX fo3ax npeacraerieHbl B Tabnuue 11 Hmke.
3HadeHmna Cmax n AUC B aHn 1 1 14 Bbinmn 6nns3kmmMm, 4TO AEMOHCTPUPYET OTCYTCTBUE

HakonneHuns nentuaa. Cmax n AUC 6binm nponopumoHanbHbl 403e.

Tabnuua 11. CBopHble JaHHble CcpeaHux (xrcTaHpgapTHoe OTKJTOHEHWE)
drapmakokmHeTn4ecknx napametpos B [iHn 1 1 14
0,5 1,0
HeHb 1 HeHb 14 HeHb 1 HeHb 14
N 3 3 3 3
Tmax (4) 2,11 (0,0344) 2,08 (0,0165) 2,11 (0,0510) 2,11 (0,0587)
Cmax (nr/mr) 8120 (1420) 8130 (1710) 16000 (1210) 15500 (503)
Az (1/4) 0,200 (0,0160) 0,198 (0,00349) | 0,221 (0,0187) 0,205 (0,0103)
T1/2 (u) 3,48 (0,290) 3,50 (0,0614) 3,15 (0,260) 3,38 (0,164)
AUC(0-tau) 36500 (7740) 39100 (8050) 70200 (5840) 71200 (5650)
(4-nr/mn)
CL/F (n/v) 13,4 (3,27) 12,6 (2,86) 13,6 (1,10) 13,4 (1,10)
Vz/F (n) 66,9 (13,3) 63,5 (13,2) 61,6 (6,32) 65,7 (7,83)
AUC(0-inf) (4-nr/mm) 36800 (7860) NA 70600 (5990) NA
MRT (4) 4,78 (0,522) NA 4,64 (0,405) NA
Al(AUC) NA 1,07 (0,0659) NA 1,01 (0,112)
Al(T1/2) NA 1,01 (0,0678) NA 1,07 (0,0429)
R(AUC) NA 1,07 (0,0676) NA 1,02 (0,111)
R(Cmax) NA 1,00 (0,0916) NA 0,967 (0,0502)

Bce napaMeTpbl M CBOAHbIE AAHHbIE NPUBEAEHbI C TOYHOCTBIO A0 TPEX 3HaAYaLUX LUdp.

AZ=KaxKyLlasca KOHCTaHTa CKOPOCTU anumuHauuun, Al=nHaekc HakonneHus, AUC(0-tau)=nnowaab noj

KPMBOWM 3aBUCMMOCTM KOHLEHTpauun B nnasme ot BpeMeHu oT 0 4o MOMeHTa BpemeHu T (tau) (24 yaca),

MRT=cpeaHee BpeMsa npebbiBaHus 3a nepuog BpemeHu oT 0 g0 OGecKOHEYHOCTU, NA=HEeT AaHHbIX,
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R=koathpuLUMEHT HaKoNNeHus,

Vz/F=kaxyLumincss o6beM pacnpeaeneHums.

MNpumeyvarue: R(AUC) paccuutbiBatoT kak AUC(0-tau) (deHb 14)/AUC(0-tau) (deHb 1).
Mpumevanue: AI(AUC) paccuutbiBatoT kak AUC(0-tau) (deHb 14)/AUC(0-inf) (deHb 1).

[0269] [locne nogkoxHoro BeegeHna AOPU-MA B gose 0,5 mr/geHb, a Takke 1,0 Mr/geHs,
B TedeHne 14 pgHen, Cnax ONPEAEensany HeMeaneHHO MNOCne 3aBepLUeHUs 2-4acoBOU
nHPY3uMmM B HM 1 1 14, 1 3aTeM CHWXKanocCb, CO CPEAHUM 3HaYeHneM T4 NPUMEPHO OT 3
A0 4 yacos B 0o6a gHa 1 1 14 npun obomx gosax. MNpun 0,5 mr/geHb, cpeaHne 3HauveHna CL/F
coctaenann 13,4 n 12,6 n/u B gHn 1 n 14, cootsetctBeHHO, U Npwn 1,0 Mr/geHb — 13,6 1
13,4 n/4 B gHM 1 1 14, COOTBETCTBEHHO, YTO YyKa3blBaAET Ha TO, YTO KaXKYLUMNCA KITMPEHC
API-FB 6bin nouytn oanHakoBbiM Ansa obounx ao3. 3Havenuna Vz/F ana API-FB Takke Obinm
Onn3kn npm obomx ypoBHAX [03. PacyeTHble BenuMUMHbI MHAEKca Hakonnenusa (Al),
onpegensemMoro kak cooTHoweHne AUC .ty Nocne MHorokpatHoro Ao3mpoBaHns/AUC o.
inp Mocne pasoBon pAo3bl, U R, onpegensemoro kak cootHoweHne AUCq.tayy Mocne
MHorokpaTtHoro Ao03upoBaHnsa/AUC .y Nocne pasosor A03bl, Obinn oba Gnunskm K 1,
yKasblBag Ha He3aBUCUMYHO OT BpeMeHun dapmakokmHeTuky API-FB, npn MuHMmansHOM
U1 OTCYTCTBUM HaAKOMMEHUA NEKAPCTBEHHOrO npenapara nocne 2-4acoBOW MOAKOXHOM

nHdY3mmn 0o3 0,5 n 1 Mr exxeaHeBHO B Te4eHne 14 gHen.

[0270] [locne nogkoxHoro BeeaeHns AOU-MA B pose 0,5 nnn 1,0 mr/geHb B TeveHue 14
AHen, akckpeumsa ¢ movon API-FB noutn 3aBepluanack 4epes 8 4acoB nocne BBEAEHUSA
npenapata B gHn 1 1 14. CpeaHnn NpOLEHT KYMYNSATMBHOW 3KCKpeuuu depes 24 vaca
nocne eeegeHua npenaparta coctasnan 6,50% B aeHb 1 1 8,99% B aeHb 14 ana nosel 0,5
Mr/aeHb, 8,86% B aeHb 1 1 9,41% B aeHb 14 ansa aosbl 1,0 Mr/aeHb, COOTBETCTBEHHO. ITH
pesynbTaTtbl MNO3BOMSKOT MPEANONOXUTb, 4YTO MNOYEYHAs OKCKPeuuss He  BHOCUT

3HaunTENBbHOro BKnaga B knvpeHc API-FB.
Mpumep 7: ®apmakoknHeTuka 1-mecsauHoro aeno AOGU-MA

[0271] [Opyrnme wccnepoBaHWsa OXBaTbiBanM MaUMEHTOB C  PakoM npeacraTenbHOW
Xenesbl, KOTOpble 3aBepLUMiIN MEPBUYHOE NEYEHME paka NpeacTaTtenbHOW Xenesbl Mo
MEHbLUEN Mepe 3a 6 MecaueB A0 CKPUHMHra n nnbo nonydanu tepanmio NPT unn nnubo
Obinn NoTeHUManbHbIMK KaHamgatamm Ha Oyayulyro Tepanuio MHPI. Bbbino npmuBneyveHo
AEBATb NaUMEHTOB, NO TPU B Kaxaown gososou rpynne (6, 12 n 24 wmr). Bce 6binm 6enbivn
MyxumnHamu. MaymenTtsl nonydanm AOU-MA B Buge 0gHOKpaTHOM 1-MECAYHOW NOAKOXKHOW
WHbEKUMM-AENo B oOOnacTe XWBOTQ, KOTOpas [OSpkHa Obina  uHMUMMpoBaTh  Kak

BbICOKOMHTEHCMBHOE BbICBOOOXAEHNE ADPU-MA, Tak n ObICTPyrO CTUMYMSUMIO OCUK
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rmnoTanamyc-runous-roHagbl 1, Kak oXuganocs, No4aBnATb TECTOCTEPOH. Beero, 4 us 9
naynMeHToB nony4ann conyTtcTeytowlyro Tepanmio MHPI. [Ana namepeHmsa kOoHUEeHTpaumn
AOUN-MA B nnasme, obpasupl kpoBu Opann nepen BBEAEHMEM A03bl U B Criegyrowme
HOMWHanbHbIE MOMEHTbI BPEMEHWN MOCne MHbeKuMn 1-mecadHoro geno. Mecsay 1 (0,25,
0,5 0,75 1, 2,4, 6 n12 yacos, u gHn 2, 3, 5, 8, 15, 22 n 29), mecay, 2 (Hn 8, 15, 22 n
29), n mecsy, 3.

[0272] ®wur. 4 n 5 nokasbiBaKOT KPUBbIE 3aBUCMMOCTU CPELHEN KOHLEHTpaLMM B nnasve
OT BPEMEHM NO A030BbIM rpynnam ans gHa 1 (o 12 yacoB) v nonHeit npodunes (40
mMecsua 3). Bbicokas MHTEHCMBHOCTb BbICBOOOXAEHUS KOHLUEHTpauun nekapCTBEHHOro
cpeactBa ana AOU-MA Habnwopganack 4epe3 HECKONMbKO 4acoB MoOCne BBeAEHWS
nHbekummn-geno. BennunHa AUC .24y cocTaBnaeT bonee 60% ot Habnogaemont AUC o.tiqe),
AEMOHCTPUPYS  3HauMTEenbHOE  BbICBODOXAEHME  NeKapCTBEHHOro  cpeacrsa U3
koMnoanyum B pase Bbibpoca. KoHueHTpauun nekapcTBeHHOro cpeacrsa Obinv OYeHb
HU3KUMW Ha MNPOTSIKEHUN HECKONBKUX CNEefyHoWMX AHEN C MNOCNefyrolwmM MeLNEeHHbIM
NOABLEMOM, YTO MO3BONAET NPEANONOXUTL 3a4epKaHHOe N MeANeHHOe BbiCBOBOXAEHME
M3 KOMMNO3MUMM, a TakKe Hayano geceHcmbunusauum nocrne HenpepbiBHOO BBEAEHUS
APN-MA. Bo Bcex cniyyasax, APU-MA He petektupoBancsa 4depes 8 Hegenb nocne

BBEAEHWSA A03bl.

[0273] B Tabnuue 12 npueBeaeHa onucatensHas CTaTUCTMKa MO rpynnamM 403NpoBaHuS,
BKNtoYasa apmakokmHeTndeckme napamMeTpbl Cmax, Tmax, AUC (0-24), NNOWAAL NOA KPUBOW
3aBMCMMOCTW KOHLEHTpauun B nnasme ot Bpemeru ¢ [1Ha 0 no JeHb 29 Mecsaua 1 (AUCo.
299)), AUC(0-tige), Y BpemMsA [O MocrnefHen KONMMYECTBEHHO OnpefensiemMon KOHLUEHTpaLumm
(Tlgc). CpepHue 3Ha4YeHnsa, NPeacTaBNALWME SKCMO3ULMIO NEKAPCTBEHHOIO CPEAcCTBa, B

LieNloM BO3pacTaroT HEMHOro CyonponopLmMoHarnsHO 403e€.
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Tabnuua 12. Pe3tome doapmMakoKMHETUYECKNX NapamMeTpOB Nocne MHbEKLUUN-AEMNO

"feomeTpunyeckoe cpegHee (%CV)

MapameTp 6 mr/mecay, (N=3) 12 mr/mecay (N=3) 24 mr/mecay (N=3)
Cmax (nr/mn) 16541,7 (45,3) 14408,6 (41,7) 25518,0 (17,5)
Tmax (4) (a) 2,000 (1,03, 2,12) 2,050 (1,02, 4,07) 2,050 (2,00, 4,00)
AUC(0-24) 3316,6 (28,7) 4979,1 (23,4) 7466,3 (31,9)
(8eHb nr/mn)
AUC(0-29d) 4328,8 (33,1) 5753,2 (30,9) 8701,2 (42,1)
(8eHb-nr/mn)
AUC(0-tlqc) 49476 (39,0) 6582,9 (43,7) 9948,6 (54,4)
(AeHb-nr/mn)
Tlgc (v) 42,9 (16,2) 41,5 (44,6) 47,2 (21,1)

(a) MegwaHa (gnanasoH 3Ha4YeHuIn)

[0274] B obwem, Huskme koHueHTpauumn APU-MA B nnasme, npodunb 3agepxaHHOro
BbICBODOXAEHNSA Ha NPOTSKEHUN 1 MecsiLa Nnocne BBEAEHMS, N BbICOKas MeXnaumeHTHas
BapuabenbHOCTb  1-MecsauHOM  KOMMO3UUMM  Aeno  COYNM  HernpuemMneMbiMu  ANis
JanbHenWen KIMHUYECKOW paspaboTku Ans nauMeHToB C  pakoM npeacraTtenbHOn
xenesbl. Kpome Toro, atu pesynbTathl HEMPUMEHMMbI K CTpaTernm 4o3MpoBaHus, KoTopas
OyneT uMCcnonb3oBaTbCA ANS  NaUMEHTOB C  FMNOTanaMMYeckMm  rMnoroHagu3mMom,
MOCKOMbKY (4N HWX) XenaTenbHa CTUMYNAUMS OCu rmnoTanamyc-runodus-roHaabl 6es

Cyrnpeccum TeCTOCTEPOHaA.

[0275] Pesrome gpapmakoduHamuku pasosoli 003bl (Pharmacodynamics Single Dose
Pharmacodynamics Summary): Nocne BBegeHna pasosoun ao3bl AGU-MA 37 MmykunHam-
AnoHUam Habnoganock noBblweHWe KoHueHTpauun JII m ®CI B CbIBOpOTKE.
KoHueHTpauum JIN n ®CIT goctvranm nUKOBLIX 3HadYeHun mexay 12 u 24 vacammn um
BO3BpaLlanuchk Kk 6asoBov NMHUKM Yepes 72 vaca. BenunumHbl NOBbILEHNSA KOHLEHTPaLNK
ropMoHa 6bInn CXoXMMM BO BCeM gmanasoHe o3, ot 0,001 go 0,5 mr. B uccneposaHmnsax
dasbl 1 ¢ ogHokpaTtHoM fo3on AGU-MA, npoBoamBLLMXCS Ha 82 MyXYMHAX €BPOMENCKON
pacbl, BBeaeHne APU-MA npmBoaMno K MNOBbIWEHHBIM KOHUeHTpauuam JIIF n ¢CI B
CbIBOPOTKE, KOTOPbIE AOCTUranm TMUKOBbIX 3HA4YeHUMM Mexgy 6 m 12 vacamm un
BO3Bpallanucb Kk ©asoBoM nMHUKM K 72 4Yacam. BenuuuHbl M NpOAOITKUTENBHOCTU
NOBbILLEHNA KOHLUEHTPaUMM ropMoHa BbInn CXOXMMK BO BCEM agnanasoHe o3, ot 0,001 go

6 Mr.
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[0276] Pesrome gpapmakoQuHaMuKu MHO20KpamHbix 003: B pAByx wuccnegoBaHUsXx
MHOMOKpaTHbIX 03, BCE MUCMNOMb3yeMble A03bl NMPUBOAUIN K MOCTENEHHOMY MOAABMNEHUIO
ypoBHen JII, kak n oxupanocs. B wuccneposaHmsax C18001, 30 340pOBbIX MY>XYWMH
E€BPOMENCKOM pacbkl NonyYann pasoByr MOAKOXHYH MHbekuyuto 0,1 Mr ¢ nocneayroLlen
NPONOHIMPOBAHHON (HENPEPLIBHOW HE NPOTSXKEHUN 13 AHEN) NOAKOXHOWN MHGY3nen AOU-
MA B posax 0,01, 0,1, 0,3 n 1,0 mr/geHb. KoHueHTpaumm roHagoTponuHOB AocTuranu
MUKOBbIX 3Ha4YeHUn yepes 24 yaca nocne Gonoca 0,1 Mr B geHb 1, 4TO cornacyetcsa ¢
Apyrumn uccnegosaHmamm dasel 1 ¢ pasoBon [030M. B xoge npOnoHrMpoBaHHOW
nHPpy3nmn AGPU-MA, koHueHTpauum JIIN u @CI B CbIBOPOTKE CHUXANUCh A0 3HAYEHUN HDKE
6a30BOM NNMHUMM M BO3BpaWAnMCb K 3HA4YeHMsSM 0as3oBOW NUMHUM Yepes3 7 fHeW nocne
BBeAeHMs pJo3bl. [Ona 6OonblmHCTBaA CyObEeKToB, KOHUeHTpauum JIIT B CbIBOpOTKE
onycKkanucb A0 HU3KKUX 3HadYeHun. Bce cybvekTbl B koroptax 0,1 u 0,3 mMr/aeHb nmenm
KOHUeHTpaumm JIIT MeHblue HWKHero npegena HOPMbl Ha MPOTSKEHUN 3HAYNTENBHOW
4YacTu nepuoaa nNpoBeaeHNA NOAKOXKHON MHAY3nn. AGU-MA cHwkaeT yposhu JITT n ©CI B
CbIBOPOTKE MOCNEe NPEXOAALLEero NoBbILWEHUS, U Takoe MHrMBupoBaHue MNOALEPKNBAETCS
Ha nNpoTskeHun BBeaeHus. YpoBHu PSA (cneumdpuyeckmn aHTUreH npegcraTenbHOM
Xenesbl) B CbIBOPOTKE CHWXanucb nocne BeegeHna APU-MA, 6Gonee BbipaxeHO Yy

naumeHToB, nony4vaswmx AOU-MA 1,0 mr/aeHb.

[0277] ®apmaxkoduHamuyeckue aghgpekmbi pasosoli 003bi ADPU-MA: B KnMHWUYeCKnx
nccnegosarnax AOPU-MA dasbl 1, cybbekTbl, BKMOYEHHbIE B MNEPBLIE CEMb KOrOPT,
nony4ann pasoByH MOAKOXHYH BOMOCHY0 nHbekumto ¢ gosamm 0,001, 0,004, 0,01, 0,04,
0,1, 0,25 vrm 0,5 mr AOU-MA mnn nnayebo. CybbekTbl, BKMHOYEHHBLIE B BOCBMYH W
AEBATYHO KOropThbl, Nofiyvanu pasoByr MOAKOXHYH MHy3uo ¢ gosamm 0,25 mnm 0,5 mr
ADPU-MA vnn nnauebo. OuerHnBanu dapmakognHamuky cnegyrowmx ropmonos: JIIF, ¢CI,
aerngposnuaHgpoctepoH cynedat (DHEA-S), ropmon pocta (GH), nponaktuH (PRL),
TupeocTumynmpyrowmn  ropmoH  (TSH) ©n  agpeHokopTUKOTpOnHbIn  ropmoH  (ACTH).
Monynauma dapmakogmHammyeckoro aHanmsa cocrosna ms 37 cybbektoB (BOntoCHbIE
KOropTbl: 29; MHMPY3MOHHbIE KOropTbl: 8). [na M3MepeHuss KOHUEHTpauun rOpMOHOB B
CbIBOPOTKE CyOBEKTOB Kak B BOMIOCHBIX, TaK M B MHAY3MOHHBIX KOropTax, obpasLpl KpoBU
Bpanun B cnegyowme HoMMHarnbHbIE MOMEHTLI BPEMEHW: 4O BBEAEHUS [03bl U Yepes 2, 4,
6, 8, 12, 24, 48, 72 n 312 vacoB nocne BBegeHus npenapara. Kpome Ttoro, Gpanu
oBpasupl kpoen gna namepenunsa JIF m ®CI B geHb nepen BeBegeHnem fo3bl AOU-MA.
BpemeHHble 3aBUCMMOCTU CpeaHnX KoHueHTpauun JIIT B CbIBOPOTKE NOCRe 04HOPasoBoOro
nogkoxHoro Gontoca APU-MA B posax ot 0,001 mr go 0,5 mr nokasanbl Ha dur. 6.

KoHueHTpauun JIIT gocturany nuKoBbIX 3Ha4YeHun mexay 12 n 24 yacamm n 0Bbl4HO
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BO3BpaLlanuch kK 6asoBoV NMHUM Yepes 72 Yaca nocne BBEAEHUS npenapaTa. BennumHel
N NPOAOIDKMTENBHOCTU MNOBbIWEHNA KOoHueHTpauum JIIT Obinn 6nnskn  ang  Bcero
AnanasoHa o3, ot 0,001 go 0,5 mr. BpemeHHbie 3aBucumocTn JIIT Bbinm CXOXMMKM nocne

pasoBOU 2-4acoBOW MOAKOXHOWN MHAPY3n ADU-MA (aaHHble HE NpUBEAEHbI).

[0278] Kak nokasaHo Ha dur. 7, koHueHTpauum PCI B CbIBOPOTKE MOBbLILWANUCH NOCHe
pasoBou nogkoxHom BontocHon fo3sbl AGPU-MA no cpasHeHutoo ¢ nnauebo. lNosbiweHne
®CIT pocTurano MNUKOBbIX 3HaAYeHWW B TeveHue 24 4acoB M ODObIMHO BO3BpaLlanochb K
YPOBHIO OO0 BBEAEHUS npenapara 4epe3 /72 4aca nocrne WHbekuun. BenuuuHbl w
NPOAOIPKUTENBHOCTU NOBbIWEHNA KoHueHTpauun JII n ®¢CI Bbinv CxoXMMM BO BCEM
AnanasoHe ao3, ot 0,001 go 0,5 mr. BpemeHHble 3aBucumoctn ansa JII u ®CI 6binm
CXOXMMW MOCne pasoBOM 2-4aCoOBOW MOAKOXHOW WHPYy3Mm APU-MA (gaHHble He

npuBeaeHbl).

[0279] [Apyrve nccnepoBaHns NpeacTaBnsann cobon KnNMHUYECKne nccnegosaHnsa dasbl
1 pasosoun fo3bl APU-MA y 300p0oBbIX Myx4MH B Bo3pacTe oT 50 go 76 net. CyObekTsl,
BKITHOYEHHbIE B NepBble ceMb koropT, nonydanu 0,001, 0,003, 0,01, 0,03, 0,1 vnn 0,3 mr
APU-MA nnm nnauyebo nytem pasoBOM MNOAKOXKHOW OOMOCHOM MHbeKUMKU. CyBbekThbl,
BKITHOUYEHHbIE B CEAbMYHO, BOCbMYHIO U AEBATYHO KOropThl, nonyyanu 1, 3 unu 6 mr AOGU-MA
unn nnayebo nytem pasoBoM  2-4acOBOWM  MOAKOXHOM  WHY3un.  OueHunBanm
hapmakognHaMmKy KaxK4oro M3 Cregyrowmx ropMoHoB: koHueHTpauun JIM u ¢CI, PRL
(nponaktuH), TSH  (TMpeoCTMMynupyrWmMM  rOPMOH),  KOpTM3ona,  rnobynuHa,
ceasbiBarowero nonosble ropmoHel (MCMIMN), n ACTH (agpeHOKOPTUKOTPOMHLIM FTOPMOH)
nnasmbl (Takke M3BECTHbIM Kak KOPTUKOTPOMMH) U3MEPSiNM B LEHb Nepes BBeAEHUEM
[03bl U B AeHb 4, npu nocrnegHem noceweHnn Bpada (Final Visit). Ona mamepeHus
kKOHUeHTpaumn JIIN n ®CI B cbiBOpoTKE B BONMOCHBLIX KOroptax, obpasupsl kposu bpanu B
CneayLme HOMUHaNbHbIE MOMEHTbI BPEMEHW:. 3a AEHb A0 BBEAEHVS A03bl, nepeq
BBegeHneM fo3bl, 1 vYepes 0,083, 0,25, 0,75, 1, 2, 3, 4, 6, 8, 12, 16, 24, 36, 48 n 72 vaca
nocne BBefgeHus npenapata. B mHQyY3noHHbIX koropTax, obpasubl kpoBu Opanv B
CneayLme HOMUHanNbHbIE MOMEHTbI BPEMEHW: 3a AEHb OO BBEAEHMS [03bl, nepen
BBeAEHNEM [03bl UK Ha4vanomMm nHdyasum, u vepes 0,5, 1, 1,5, 2 (koHel, HDy3un), 2,25,
2,5 3, 4, 6, 8 10, 14, 18, 26, 50 n 74 yaca nocne Ha4yana uHdy3Mn. 3aBUCUMOCTHU
KOHUeHTpaumn JIIT B CbIBOPOTKE OT BpeMeHW nokasaHbl Ha dur. 8. KoHueHTpauyumn JII B
CbIBOPOTKE MOBbILLANUCL MOCNE PasoBOW NOAKOXHOWM GomntocHOM mHbekummn APU-MA, a
Takke MoOCrne pasoBON 2-4aCoBOW NOAKOXKHOM WHPy3nmn APU-MA. KoHueHTpayum

AOCTUrany nMKoBbIX 3HaAYeHU Mexay 6 1 12 yacamu 1 Bo3Bpalanmcb k 6a3oBon NNHUK
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yepes3 72 vaca. BennumHbl 1 NpoaomKUTENBHOCTY NOBbILEHUS KOHUeHTpauum JII 6binm

CXOXXUMKM BO BCeEM AmnanasoHe 03, ot 0,001 go 6 mr.

[0280] BeepeHune AGU-MA 06bI4HO NPMBOANIMIO K HAYaNbHOMY YMEPEHHOMY MOBbLILLEHMIO
cpefHux koHueHTpaumun ®CI npy BCex ypoBHAX 03, C MOCNEAYIOLMM CHWKEHUM K
YpOBHAM 6a30BOM NMHUK Yepes 72 vaca, kak nokasaHo Ha dur. 9. Takoe noBbILLEHNE HE
ObIno 3aBUCKMMbIM OT A03bl. [MMkoBbIE 3Ha4YeHUA OObIMHO JOCTUranucb NPUBAM3UTENBHO
yepes 12 yacoB ANA BCEX YPOBHEN [03. He Habntoganock COOTBETCTBYHOLMX U3MEHEHNN
KOHUeHTpaumn B cbiBopoTke ana [CII, nponaktuHa, TSH, kopTukoTponuHa unm

kopTuaona nocne seegeHna AGU-MA npu nobom ypoBHe [03.
Mpumep 8: ®apmakoanHamuuyeckue acpdekTbl MHOrokpatHoro sBegeHnss AOU-MA

[0281] Otn nccneposaHus npeacraenann cobom nccnegoBaHnsa dasbl 1 MHOrOAHEBHOM
HenpepbIBHON MNOAKOXHOM MHGY3MM APU-MA 30 340pOBbIM My>XYMHAM E€BPOMNENCKON
pacbkl B Bo3pacte craplie 50 net. CybbeKTbl, BKMHOYEHHbIE B YETbIPE KOropThbl, MOMyYanm
pPasoByl0 MOAKOXHYI OOMOCHYH MHbekumo APU-MA 0,1 mr vnm nnauyebo (aeHb 1) ¢
nocneaytowmm seegeHmem 0,01, 0,1, 0,3, nrm 1,0 mr/geHs AGU-MA nnn nnauebo nytem
HEeNPEepPLIBHOWM MOAKOXHON MHAY3UKM Ha npoTskeHun 13 gHen (OAHm 2-14). MaTb-wecTb
MYX4YMH nonyyanu aktueHbii APU-MA, n 1-2 Myx4mHbl nonydanu nnauebo B kaxaoun
Koropte A030BOro ypoBHs. OueHnBanu apmakognHamuky crnegyrowmx ropmoHos: JII m
¢Cr.

[0282] [ns namepenus koHueHTpauun JIIT n dCI B cbiBOpOTKE, 06pasLbl KpoBn Bpann B
AeHb nepef BeegeHnem osbl AOU-MA B crnegyroume HOMUHaNbHbIE MOMEHTLI BPEMEHMU:
-24, -16, n -12 yacos (nepen) BBEAEHMEM MOAKOXKHON BONMOCHOW 403bl, HENOCPEACTBEHHO
nepen BBEAEHMEM NOAKOXHOro Gontoca, n vepes 6, 12, 24, 30, 36, 48, 78, 84, 96, 174,
180, 192, 246, 252, 264, 318, 324 n 336 yacos nocne GoncHoM Ao3bl. [MoaKOXKHYHO
NHADY3MIO HaumMHann 4Yepes 24 yaca nocne HOMCHON MHBbEKUMK, BCe obpasupl, B3ATbIE
nocrne MOMeHTa BpeMeHN 24 yaca, Bpann BO BPeEMS MPOBEAEHUSA MOAKOXHON MHPY3UK.
O6pasubl kpoBu Takke bpanu B aHW 16, 17, 21, 28 n 44 pna KOHTPONS BO3BpaLLEHUS

KOHLEHTPaLMN rOPpMOHa K 3Ha4YeHUsM 6a30BON NTIUHUN.

[0283] Kak nokasaHo Ha ®ur. 10 n 11, BO BCex rpynnax akTUBHOrO NeYeHus, cpegHue
kKoHUeHTpaumm JII n dCI B cbiBOpoTKe nosbiwanucs nocne 0,1 Mr noakoxxHoW 60nHCHOM
nHbekumm AGUN-MA B aeHb 1. Bo Bpemsa npoegeHns 13-4HEBHOMN MOAKOXHON MHAY3NK
ADPU-MA, cpepHue koHueHTpauun JIIN 1 ®CI B CbIBOPOTKE YMEHbLUANUChL A0 3HAYEHUW

Hwke 6a30BON NMHMM N NOYTM BO3BPAaLLaNNCb K 3Ha4YeHnaM 6a3oBOM NUHUK B TEYEHUE 7
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AHen nocne BBeAeHWa [03bl. Ana bonblmHCTBa CyObEekToB, KOHUeHTpauun JIIT B
CbIBOPOTKE YMEHbLUAnacb A0 HU3KMX 3HadeHun. Bce cybbekTbl B koroptax 0,1 u 0,3
Mr/geHb Mmenun KoHueHTpauum JIIT MeHblue HWXKHEro npegena HopMbl Ha MPOTSXEHUU
fonblWwen 4yactu nepwoga MNpPoOBEeAEHUS MNOAKOXHOM WHPY3MKU. Y cyObekToB B rpynne
nnauyebo, HaobopoT, cpeaHue koHueHTpauum JI n ®CIT B CbIBOpOTKE OCTaBanucb B

HOpMalribHOM Aunana3oHe 3Ha4YEeHNM Ha NPOTAXEHUN ncenenoBaHni.

[0284] WccneposaHuna npeactaBnsanu cobon mccnepoBaHus dasel 1 C ropMoHanbHoO-
HaWBHbLIMW AMOHCKMMM NaUMEeHTaMn C pakoM npeacTaTenbHOW xenesbl. LLecTe naymeHToB
nonyyanu gosel AGU-MA 0,5 mr (3 naymenTa) 1 1,0 mr (3 naumneHTa), KOTOpblE BBOAUIU
nyTem 2-4acoBOW MOAKOXHOM WHPY3MM pas B AeHb B TedeHue 14 pgHen. CBopHas
crtatuctmka KoHueHtpauun JII, ®CI, GH (ropmoH pocta), PRL (nponaktnH) n TSH
(TMPEOCTUMYNPYIOLLIMIA TOPMOH) B CbIBOPOTKE, a Takke KoHUeHTpauusa B nnasme ACTH un
KOHLIEHTpaums B CbIBOPOTKE crieyuduyeckoro aHtureHa npoctatbl (PSA), Ha 6asosown
NVMHUN 1 B Ka&XXA0WN TOYKE OLEHKM, pacCYMTbIBanMCb OTKNOHEHMSA OT ©a3oBOW NUHUKM ANA
KaXKaoW A03bl, U CTPOUMUCE rpadumkn 3aBUCUMOCTEN AaHHbIX (MHAMBMAYaNbHbIE 3HAYEHWSA
N cpefHee + CTaHpapTHOE OTKMOHEHWE) OT BPeMEHW Ansa kaxaown aosbl. MNpodunu JII B
CbIBOPOTKE npeacTaeneHbl Ha dur. 12 ansa rpynnel gosvposanns AOU-MA 0,5 mr/geHs.
YposHu JIIT B CbIBOPOTKE PEe3KO MNOBbIWANUCL B AEHb 2, W BO3Bpallanncb A0 YPOBHSA
©a30B0OM NUHUM K AHIO 4. ITK yPOBHKM ObINn NONMHOCTLIO NogasneHbl ¢ [AHA 6 no [eHb 16, n
BO3Bpallanucb K ypoBHKO ©0as30BOM NUHUM 4Yepe3 HEeAEento nocne nocrneaHen n[o3bl.
NameHeHms JII B cbiBopoTke Obinn cxoxummn gna 0,5 n 1,0 mr AOU-MA (gaHHble ans

posoon rpynnsl AOU-MA 1,0 Mr/aeHb HE NpUBELEHDI).

[0285] T[Mpodumnn ©CI B cbiBOpOTKE NpeacTaBneHbl Ha dur. 13 ana rpynnel 403MPOBaHUS
ADPU-MA 0,5 mr/geHb. YposHu PCI B CbIBOPOTKE TakkKe pPesko BO3pacTtanm B AeHb 2, U
BO3BpaWannucb K YpOBHIO ©a30BOWN NUHUMM K AHKO 4. 3TW ypoBHU ObiNM MOMHOCTBHO
nogaeneHol ¢ [Ha 6 no [deHb 16, n BO3BpaWanMcb K ypoBHHO ©as30BOM NMHUM 4epes
Hegento nocne nocnegHen ao3sbl. UameHeHns B PCI cbiBOpOTKM Bbinm cxoxmnmm ans 0,5 un

1,0 mr AOU-MA (gaHHble ans gososown rpynnsl AGPU-MA 1,0 Mr/geHb HE NPUBELEHDI).

[0286] YpoBHM PSA B cbiBOpoTKe CHwxanucb nocrne eeegeHna APU-MA n Huskue
ypoBHM PSA coxpaHanuck B TEYEHWE Heaenu nocrne nocrnegHen 4osbl y BCex CyObeKToB.
YpoBHM PSA B CbIBOPOTKE CHWXanucb NpubnuantensHo Ha 40% no CpaBHEHWO C
ypoBHEM 6a30BOW NMHUM y naumeHToB, nonyyaswmx 0,5 mr AOU-MA, n 6onee cunbHoE,
npnbnmnantensHo Ha 50-60%, CHwkeHWe Habnganock y NaumMeHToB, nony4daswmx 1,0 mr
ADPUN-MA.
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Mpumep 9: ekl 1-mecauHoro aeno AOU-MA

[0287] [deBaTb nNauMeHTOB C pPakoM MNpPeAcTaTeNibHOM Xenesbl NPUHUMann ydactue B
APYrMX nccnepoBaHusx, No TpU B Kaxaowm pososou rpynne (6, 12, u 24 wmr). MNMayueHTsl
nonyyann A®UN-MA B Buae pasoBon 1-MeECAYHON WHBEKUMM-AENO, KoTopas Obina
npegHasHaveHa Ansa MHULMNPOBAaHNSA BbICOKOMHTEHCMBHOIO BbicBOOOXaeHMa APU-MA u
ObICTPOW CTUMYNSAUMKM OCKU rMnoTanamyc-runodpua-roHagsl. B obwen cnoxHoctn, 4 ms 9
nagneHToB nonyyanu conytcteyowyo Tepanumo [HPI. OueHka dapmakognHaMmkm
BKMoYana KoHueHtpauum JIIT n  koHuyeHTpauum PSA B cbiBopoTke. PesynbTaTbl
rpynnmpoBany Ang nauueHTOB, KOTOpble nonyyanu UM He nofydann COonyTCTBYHOLLYHO

Tepanuio MHPT.

[0288] CHwxeHuna JII, cooTBETCTBYIOLNE U3MEHEHUSAM TECTOCTepoHa, Habnwjanuch y
MHPlr-HamBHbIX nauueHToB. [lOCTCKpUHMHIrOBblE KOHUeHTpauun JIIL B cbiBOpOTKE
coctansanm ot 0,1 go 0,5 MME/mn B rpynne gosmposanHua 6 mr, ot <0,1 go 7,9 MME/mn B
rpynne posuvpoBaHna 12 mr, n ot 0,3 go 9,8 MME/Mn B rpynne gosmpoBaHna 24 mr, C
UHOVMBUAYaNbHbIMM  BapuauusaMn  MeXay nauueHTamum Ha nNpoTSKEHUM nepuopa
nocneayrowero HabnogeHns. [1ga 13 AeBATM NaUMEHTOB, NOSyYaBLUME COMYTCTBYHOLLYHO
Tepanuo aHanoromMm MHPIT (oavH — B rpynne 4o3mpoBaHus 6 Mr, 1 oguH — B rpynne 12 mr)
nmenn koHueHtpaumm PSA <0,01 Hr/Mn € HeaekTMpyembiMUM  OTHOCUTENbHLIMMU
OTKNOHEHNAMWN OT Ba30BOWN NNHUK AN BCEX U3MEPEHUMU, KPOME OLHOrO, Ha MPOTKEHUM
nccnepoBaHnn. Y octanbHbIX CEMU NaUMEHTOB, Hanbonbluee OTHOCUTENBHOE CHDKEHUE
PSA no cpasHeHuio ¢ Ba3oBon NuHMen Habnoganock B AeHb 29 mecauya 1, (8% mn 19%
AN nauMeHToB B rpynne posuvpoBaHna 6 mr, 25% n 62% pna nayneHtoB B rpynne
posnpoBaHua 12 mr, u 74%, 79% n 88% Ana nauMeHToB B rpynne Ao3vpoBaHna 24 Mmr).
[danbHenwee CHWXEHWe nokasaTtens rno cpaBHEHUO ¢ Bas3oBOM NuHMEN Habnwoganock y
Tpex naumeHToB (04HOro B rpynne 4o3npoBaHMa 6 Mr, ogHOro — B rpynne 12 mr, U 0gHOro
— B rpynne 24 mr) B AeHb 29 mecsauya 2, npudem Hambonbluee cHwkeHne PSA, pasHoe

91%, Habnoganocs y nayneHTa B rpynne 403MpoBaHns 24 Mr.
Mpumep 10: Ucnonb3oBaHue CoegnHeHnsa 1 u penyronukca B BPT

[0289] B uensax ynyudweHuna 6eszonacHoOCTM 1 apdekTBHOCTU pesynbTato BPT, Takmnx
kak KO, n/vnm B npouecce N3, B AaHHOM LOKYMEHTE yKa3aHbl KNtoYeBble Mogndurkaumm
HEeKOTOPbIX OCHOBHbIX CTaAWW 3TOrO0 Mpouecca, BKAYaWMe  UCNOMb30oBaHWE

CoeanHeHus 1 1 penyronukca.
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[0290] TpaawnymoHHble npoTokonbl IKO HaumMHaroTCs C HavaneHOW asbl, U3BECTHOW Kak
KCA. B stom ase, B AeHb 2 wvnn 3 MeHCTpyaumm naumeHta, Besogat OCI agng
NPOMOTUPOBAHMUS pPOCTa WU pPasBUTUS ONMWKYNOB, M MNPOAOIHKAT A0 MNPOXOXAEHUS
oBynaumm (ok. AHa 14). MpubnuamntensHo Yepes 3-5 gHen nocne Havana eeegeHns OCrT,
B Cxemy npuema godasnaroT aroHnct MHPI unm, B HacTosLee BpeMs, valle, aHTaroHUCT
NPT gna npenoTBpalleHnsa NpexaeBpeMeEHHON OBYNSaLMN (BbICBODOXAEHNE HEQO3PENbIX
donnukynos Bcneacteme Bbibpoca JIIN) un, ananormyHo, npogorkawt PCI go
npoxoxaeHna oBynauun. OOblMHBIM  aHTaroHncTom [HPI, ucnonb3yemMbiM B 3TUX
NPOTOKOMNax B HacTosdLWee Bpems, SBMAKTCH MHbEKUMM LIETPOpenukca, HO B AaHHOM
KOHKPETHOM MNpUMEPE BO3MOXHOIO MPUMEHEHUS WCMOMb3yeTCs OpalnbHbi aHTaroOHUCT
NPl penyronukc, NOCKOMbKY OH YMEHBLUAET YMCIO MHOMOKPaTHbIX WMHbeKkuun B BPT,
Takmx kak OKO, w/mnn B npouecce 109, M MOXeET nNO3BONUTL NPOBOAUTL Oornee
nHamBuayanuanposaHHoe (tailored) TuTpoBaHWe akTMBHOCTM aHTaroHucta [HPI no
CPaBHEHUIO C MHBEUMAMM Npenapara. YnyylweHne oCTaTOYHOW akTUBHOCTU aHTaroHuUcTa
MHPT moxeT ynydwate JIMF-otknuk Ha Tpurrep (CoegmHeHne 1, ONMCaHHOE HDKE), YTO B
KOHEYHOM CYeTe ynydwaeT 4acTtoTy uMnnaHTaumm. Penyronukc MOXeT nopaeBnaTb U
npenoTBpallatb MNPEeXAEBPEMEHHYIO OBYIAUMIO, MO3BOMSAS SMWLEKNETKaMm co3peBaTb C
NOCneayoWnM N3BNEYEHMEM M3 ANMYHUKOB (@ He K3 dannonmeBblx TpyD). Penyronukc
MOXET TaKkKke npeaoTBpallaTtb MHOrONNoAHYH 6epeMeHHOCTb BbICOKOW CTEMNeHU, KoTopas
MOXET BO3HMKATb B PE3yNbTaTe KOHTaKTa SULEKNETOK CO Cnepmon B hannonmesomn Tpyde
B Cry4ae nonosoro akrta. Bmecrte, sTOT npouecc ctumynauyum ¢ nomoupto OCI um

aHTaroHucta NPl penyronukca HasbiBaeTcs KCA.

[0291] [locne pgocTmxkeHUa PONNMKynaMmm npeaBapuTenibHO ONpeaeneHHOro COCTOAHUS,
B KOTOPOM AOMWHAHTHbIN QONNMKYN WMEET U3MEPSEMbIM pasMep >14 MM, Tak
Ha3blBaeMbIW “TPUITEPHBIA® areHT WCNONb3YyT AN NMPOMOTUPOBAHUA OKOHYaTENLHOrO
CO3peBaHNA, BbICBODOXAEHNA U U3BNEYEHNA ANLIEKNETOK U3 SUYHMKA NPU MOATOTOBKE K
OKO un M3 B matky. B kayectBe TpurrepHoro areHta mucnone3dytot CoeguHerHne 1 (2-(N-
aueTtun-D-Tuposun-tpaHc-4-rugpokcn-L-nponun-L-acnaparnHmn-L-TpeoHun-L-
heHmnanaHmn)rngpasmnHokapboHnn-L-nenyun-Nw-metun-L-apruHmn-L-tpyntodaHammng,
unn - apmaueBTUYECKM MPUEMMEMYIO COMb, W dapmMaueBTUYECKM MNPUEMIIEMbIN
akcymnmeHT). CoeanHeHne 1 MCNONb3YOT B KadecTBe Tpurrepa ANA NpOMOTUPOBaHUA
CO3pPEBaHNA OOLMTOB N MHAYLMPOBAHNA OBYNALUMM C LN NOCNEeAYHOLWEro N3BneYeHns,
onnogoTeopenHna (in vitro) n M3. Jpyrne areHTbl (Hanpumep, SCTpagnon U NporeCTuHbl)
TakKke UCNonb3yrTCa ANA NOAAEPXKKM MaTKM (SHAOMETPUS), Tak Ha3biBAEMOW NOAAEPKKM

NHOTENHOBOW hasbl NPY NOATOTOBKE K MMMaHTaLmu.
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[0292] OpgHWM M3 OCHOBHBIX pPUCKOB, cBA3aHHbIX ¢ BPT, Bkntovas KO w/vnn npouecc
M3, asngetca passutne CIA. XoTS HEKOTOpble NaUMEHTbl MMEKT MOBbIWEHHbIA PUCK
passutnsa CI'A, n3BEeCTHO, YTO MCMNOMb30BaHWE TPUIMEPHbIX areHToB Ha ocHoe uXI (T.e.,
coberBeHHO uXI™ unum uXI™ ¢ aroHmucTom MHPT) yBenuumsaeT puck CI'A. CoegmHenve 1, kak

OXMAaeTcs, 3HAUYUTENBHO CHKaeT puck CIrA.

[0293] Oxwmpaetcqa, 4yTo Npy MUcnone3oBaHun CoeguHeHUs 1 B KadecTBe TPUITEpPHOro
areHTa OH OygeT ofecneumBaTb CXOXYH WM YAYYULWEHHYK 4YacToTy HacTynneHus
©epeMeHHOCTN MO CPaBHEHWUIO C TPUITEPHbIM areHToM Ha ocHoBe YXI unM aroHucTamm
MPI. CoeguHeHve 1 cnocobCTBYEeT CO3pPEeBaHWIO, BbICBODOXAEHWIO (OBynAuun) u
N3NEYEHMNI0 CBEXMX 3pernbiX OOUMTOB (AWLEKNETOK) M3 AWYHMKOB, MpuBOASA K Bonee
BbICOKOM YacTOTe HacTynneHmsa 6epeMeHHOCTH, B TO Xe BPEMSA 3HAYUTENBbHO CHDKas PUCK

KNroYeBbIX NOBOYHbIX adpdekToB, Takmx kak ClIA.

[0294] WN3BeCTHO, YTO UCMONBL30BaHME TPUITEPHbIX areHToB Ha OcHoBe YXI yBenunumMBaeT
HeoBXOAMMOCTb B CEermMeHTauMM MpPOTOKOMOB 3aMOPaXMBaHWUS, 3ajepKuBasd MnepeHoc
ambpuoHa. bnarogaps mexanuamy peunctems (MOA) CoepuHeHust 1, OHO oOkasbiBaeT
MeHbLUEee oTpuLaTenbHOE BO3LENCTBME HA SHAOMETPUIA MO CPABHEHUIO C COBPEMEHHBLIMMN
mMeTohamm neveHus. Takmm obpasom, 3HLOMETPUM roTOB K MMMNnaHTauymm (bonee Bbicokas
BOCMPUMMYMBOCTb 3HAOMETPUS) HEMEANEHHO TMOCne W3BMEYEHUS SNLEKNETKM, TeM
caMblM CHWXas HeobXoAMMOCTb B CErMeHTauum (3amMopaxvBaHWe SNLEKNETKU WK
aMOpMoOHa Mexay W3BMEYEHMEM M UMNNaHTaumen). llocne usBneYeHus, ANLEKNETKY
ONnNOAOTBOPSAIOT CNEPMOM, W HE MNOABEPraBLUMWCA  3aMOPaXMBAHUIO  3MOPUOH
UMNIaHTUPYIOT B 3HAOMETPUIN C HacTynneHnem depemeHHocTn. CoegmHeHve 1 npuBoauT
K MEHbLen noTPeOHOCTN B CErMEHTUMPOBAHHOM MPOTOKONE C KPUOKOHCEpPBALUMEN, TEM
camMbIM yMeHbLas Yncno umknos KO n cokpawan Bpemsa HacTynneHms 6epeMeHHOCTH,
NPy NOALEPKAHUN NMPUEMIIEMOM YacTOTbl HacTynneHns BEepPeMEHHOCTU, CO 3HAYUTENBHO

Bonee Hm3kown yactotom CIA.
Mpumep 11: UccnepoBaHue pusmonornyecknx adpcgpekroB CoeanHeHUA 1y XKEHWMH
Yacmeb 1: MdeHmugukayusi duanasoHa o3 CoeduHeHus 1

[0295] PaHee 6bina NpoaeMOHCTPUPOBaHa KnMHM4Yeckasa 3EKTUBHOCTL KMCCNENTUHA-
54 B kayecTBe Tpurrepa Ans cospeBaHna oounTtoB B uccnegosaHmax OKO. B pgaHHoM
nccnepgoBaHun  aHanmamposanu  o3bl CoegvHeHus 1, BBOAMMbIE Ha  paHHEN

onnukynspHon ase MeHCTpyanbHOro uukna pans  obecneyeHuss BO3MOXHOCTU
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naeHTndrKaumMm o3, cnocobHbIXx CTUMynupoBaTtb JIM-OTKNMK, U CpaBHEHUS CXOACTBa WU

pasnunumi ¢ JIMN-oTkNrkom KncenentuHa-54.

[0296] [Monynsuma nccnepoBaHuK BKAOYana 3gopoBbIX XEHLWWH, B Bo3pacTte 18-35 ner,
c UMT 18-30 kr/M?, He UMERLLMX MEeLULMHCKMX NpoBneM U He MPUHUMAIOLLMX HUKaKWX
NEeKapCTBEHHbIX MpenapaTtoB WM rOPMOHaNbHOM KOHTpauenuuu. beinv BbibpaHbl ©
paH4OMU3MPOBaHbI TPU 340POBbIX KEHLUWHBI, KOTOPbIE MOMNYYUIN Pa3oByro 403y KaKaou
N3 TPex UccneayemblXx CXem NeYeHUs, OMMUCaHHbIX HWKe (MO OAHOW CXeme 3a Nepuop,
ncecnepoBanHns). Becem xeHwmHam Bbinm HasHadeHbl Tpy noceweHns Bpada B geHb 1 (D1)
nccnefoBaHnn (kaxkgoe B nepuos  PONNUKYNAPHON dhasbl MEHCTpyanbHOro Lukna).
Kaxxabih cyObeKkT nonyyvan pasoByo 403y O4HOM U3 CeayroLmMx TPeEX UCCNefyEMbIX CXEM
nevyeHnsa npu noceweHn B AeHb 1 uccnepoBaHUi B KaxAabiM MEpUo UCCrenoBaHuin
(BCEero Tpu nepuvoga uccneaoBaHun), Tak YTOObl K KOHLY 3TOM 4acTu UCCrnenoBaHWW
KaxKabln CyObeKT nonyymn Bce TpyU Cneayowme nccnegyemble CxemMbl nedeHms (no oqHown

3a nepwopg uccrnegoBaHun):
o KuccnentunH-54 (KP54), 9,6 HmMonb/kr
e CoepunHerune 1, 0,003 Hmonb/kr* nnmn 0,00368 mKr/kr
e CoepunHerune 1, 0,03 HMonb/kr* nnm 0,0368 MKr/kr

* Hanpumep, xeHwmHa Becom 60 kr, koTtopor BBOAAT Ao3y CoeaunHenns 1, pasHyro 0,003
HMonb/kr, nonyunt 0,18 HMonb unun 0,221 mkr. MNMopsaok, B KOTOPOM Kakon-nmbo cyObekT
nonyyan OAHY W3 TPeX WCCreayeMblX CXEM JeYeHus, Onpeaenanca no marpuvue

paHAOMUN3LMM.

[0297] ®nakoHbl CoeanHeHna 1 xpaHunuce npu 4 °C n copepxkanm 200 mkr (0,2 mr) B
2000 mkn (2 mn), T.€., 0,1 mkr/mkn (0,1 mr/mn). JlnocomnmnamposaHHbin kncenenTnH-54 (600
HMOMb Ha dnakoH) BoccTaHasnmBanm B 0,5-1 Mn HOpManbHOro (OU3MONOrMYeCcKoro

pacTBopa Npu NOAroTOBKE K NOAKOXHOW MHBbEKUMM (Tabnmuya 13).

Tabnuua 13: Komnosnuymsa CoegnHennsa 1 onsa NnoAKOXHOro BBEAEHUS

KoMnoHeHT DyHKUUA KonunyectBo Ha d¢nakoH (2
M)

CoegnHenve 1| API (aktvBHbIA | 0,21 Mr

nekapcTBeHHas hapmaneBTUYeCKMn (0,2 wr)

cybcraHums WHIPEANEHT)
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KomMnoHeHT DyHKUUA KonunyectBOo Ha dnakoH (2

mn)

CoeaunHeHne 1 -

cBoOoHOEe OCHOBaHUe

D-MaHHuT, Perynarop 100 mr
JP/USP/Ph.Eur. TOHWUYHOCTHU
JlegaHagq ykcycHass | Perynatop pH Heobxoanmoe KonmyecTso

kncnota, JP/USP/Ph.Eur.

Boga ans  wuHbekumn, | PactBopuTtens g.s. (Tpebyemoe KONMU4YeCTBO)
JP/USP/Ph.Eur. 00 2 mn

[0298] WccnepoBaHmsa BkMOYanM MNOCELLEHWE CKPUHWMHIOBOro obcnefoBaHus  Ans
3anofiHEHMA MOMHOM MEAMLMHCKON KapTbl YYaCTHWMKOB W AnNs npoBefeHus obuiero
MeJoCMOTpa M aHanuaa KpoBwu. Tpu nepuoga UCCnenoBaHUi COCTOSANN KaXKAbIN U3 Tpex
3annaHMpOBaHHbIX KOHTPOSbHbLIX MOCELLEHNA 3a NEPNOS UCCNEA0BaHNI (3a UCKITHOYEHNEM
CKPpUHUHra n nocnepytowlero HabnoaeHus). MNMocewerne B [eHb 1 nccneposanmn (N1 -
AeHb uccnefoBaHui 1) Kaxgoro nepuoja MCCnegoBaHWMM NPOUMCXOAUNO BO BPEMS
dbonnukynspHon asbl MeHcTpyanbHoro uwkna (AHm 1-4), n nocewenns N2 n N3
NpoBOANINCE Yepes 24 n 48 yacoB Nocne BBEAEHUA npenapaTa, COOTBETCTBEHHO (dwur.
14). TenedoHHbIN Pa3roBOp MNOCNEAYHLWEro KOHTponsa nposoauncs 4vepes 7-10 aHen

nocne BBeAEHUs Npenaparta B KaXabli Nepuos UCCrneaoBaHni.

[0299] B [eHb wuccnepoBaHun 1, nocne nonyyYeHus OTPULATENBHOrO TecTa MOouM,
noaTBEPXKAAOLWEro OTCyTCTBME BEPEMEHHOCTM, BBOAMIN B MOMEHT BpemMeHu Honb (0)
pasoByo 03y (NyTemM NOAKOXHOW MHbeKUMM B obnacTtb xwmBota) CoeamHenma 1 (0,003

HMOnbL/Kr unn 0,03 HMOMB/Kr) nn KnccnentuHa-54 (9,6 HMONb/Kr).

[0300] HemepgneHHo nocne BBefeHus p[o3bl onpegensanu yposHu JII, ®CI, E2
(sctpagmon), P (nporectepoH) n I'CININ B ceiBopoTKe € 30-MUHYTHLIMWU MHTEpPBanamm Ha
npotskeHn 14 vacoe (dur. 15A-15C, 16A-16C, 17, 18, 19, 20A un 20B). 31
dhapmakognHamudeckne nokasatenu (PD variables) Takke oueHmuBanu vepes 24 (JeHb 2
nccnegosaHuin) 1 48 vacos (JeHb 3 nccnegosaHun) nocne BeeaeHna npenapata. [CIl
N3MEHSNCSH MEeANEHHee M ero MU3MEepeHus MpPoBOAUIUCE 4Yepe3 Kaxable 3 4vaca Ans

yMeHbLUEeHWS 00bemMa KpoBMU.
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[0301] [Ana muamepenus yposHen nonosblx ropmoHoB (JIIN, ®CI, E2 n P) B cbiBOpOTKE
Tpebyetca go 3 mn obbema kposu. OBpasubl KPOBM ANS aHanmsa CbiBOPOTKM OepyT B
npoctele npobupkn Vacutainer (Beckton Dickson, Franklin Lakes, NJ, USA), u
LEeHTPUYrMpyoT nocne ceepTbiBaHMA (OK.1 4yaca nNpu KOMHarHOW TemnepaTtype) B
TeyeHne 10 MuHyT npm 3000 06/MUH. CbIBOPOTKY 3aTEM XPaHAT B 3aKPbITOW MOPO3UIbHON

kamepe npu -20 °C go npoBefeHNa aHanmaa ypOBHEN MOMOBbIX FTOPMOHOB CbIBOPOTKMW.

[0302] YpoBHu CoeauHeHnsa 1 mn kuccnenTuHa-54 B nnasme oueHWBarT AN nepsblxX 6

4YacoB AN MUHUMU3aLMN N30bITOYHOrO obbema B3STOM KPOBU.

[0303] Kak nokasaHo Ha dur. 15A mn 16A, cybbekTbl, nonydaBLUME KUCCNENTUH-54,
NpoAEMOHCTpUpOBanu yBenuyeHne nukosoro 3HadeHusa JIIT npymepHo yepes 4-6 yacos
nocne BeBeAeHWS KMCcnenTuHa-54, ¢ NpoaomKUTENBHOCTLIO Bbibpoca JIIT npnbnnantensHo
14 vacoB. CybvekTbl, nonyumswmne 0,003 Hmonb/kr CoegmHenna 1 (dur. 15C n 16B) um
0,03 Hmonb/kr CoeanHeHunsa 1 (dur. 15B n 16C), Takke NpOAEMOHCTPMPOBany NoBbILLEHNE
JNIC nocne BBegeHus CoeanHeHmsa 1, ogHako nukoBble ypoBHWM JIIT gocTuranuchb
3HaYMTENBHO MNO3KEe, YeM Habnoaanocb Npu BBEAEHUW KuccnenTuHa-54, mn Beibpoc JIIT
nNpoAomKancsa 3aHaunTensHo gonewe (dur. 17-19). MNocne BeegeHnsa ao3sbl 0,003 HMoOnNb/Kr
CoeanHerna 1, nukoBblie ypoBHWM JIIT B cbiBOpOTKE Habnoganuce mexgy 14-36 yacamum
nocne BeeaeHus 4o3bl, 1 Bbibpoc JIIN npogomkanca npubnunantensHo 48 yacos. [ns 403kl
0,03 Hmonb/kr CoegmnHenuns 1, nocne HavanbHOro cHwkeHus J1IT, nukosble ypoBHu JII B
cbiBOpOTKE Habntoganuce mexay 18-20 yacoB nocne BeBeaeHusi, u Bbibpoc JII
npogomkanca npubnuantensHo 14 4yacoB, 3akaH4yMBasiCb 4epe3 28 yacoB nocne
BBeAeHus. bonee npogomkuTensHein Beibpoc JIIT aensaetca npegnoytutensHeiM npy SKO
ANA NpOMOTMPOBaHUA co3peBaHus oouutoB. Kpome Toro, HabnropeHve AnmMTenbHOro
Boibpoca JIIT Ha paHHen GonnuMkynapHon dase Obino HeoXmAaHHbIM, B 4aCTHOCTMU
NOTOMY, YTO BbI3bIBAEMbIA KMCCNENTUMHOM-54 BbiBpoc JIIT npogomkanca Toneko 14 4yacos
Nno CpaBHEHUIO C NpubnmMamnTenbHO 48-4acoBbiM BbIOPOCOM, HabngaemMbiM ANA 403bl

0,003 Hmonb/kr CoegmHeHusa 1.

[0304] Hebonbwoe nosbiweHne E2 nocne eeepeHns CoeamHeHus 1 ObiNo CXOXMM C
HabnogaemMbiM Ans KMCCNENTUHa-54 1 NOATBEPXKAAET CXOXUMA MEXaHU3M AEWCTBUSA MPU
CTUMYNALUMM  BbICBODOXAEHMS TrOHAQOTPONMMHOB UM MNONMoBbIX ropmoHoB (dur. 20B).
HeoxungaHHo, oTknuk ®CI Bbin 04EHb HU3KKMM MO CPaBHEHUKO C OTKAMKOM JIIT, 4TO O4YeHb
OTNIMYaETCA OT pPe3ynbTaTtoB, HabnAaemMbiX AN MYX4YMH, Yy KOTOPbIX HECOMHEHHO
HabnrogaroTca cunbHble 0TBETLI Kak ansa JII, Tak n gna OCI (dur. 20A m Mpumep 7, dur. 8

n 9). JononHutenbHO, Habnganacb HEKoTopas noTeHuuanbHas aeceHcubunusauus
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oTknuka ®CI B MOMEHTLI BpeMeHN 24 1 48 4acoB, Takke He 04eBUAHaa y My>4nH (dur. 9
n 20A).

[0305] Ana posbi 0,003 Hmonb/kr CoeanHeHna 1 pesynbTatbl ObinM NOMNyYeHbl TOMNBKO Y
ABYX CyObEKTOB, MOCKONbKY TPETUM CyDBLEKT cuMTanacb HaxOAdALeUcs Ha gHe 4 uukna
nocne HebOMbLWIOro MeHCTpyanbHOro kposoTeuveHuss (dur. 16B). daktnueckm ee
MEHCTpyaunsa Hayanacb Ha HECKOMbKO AHEW NO3Xe, N YPOBEHb NPOrecTepoHa CbIBOPOTKU
noaATBEpAnN, YTO BO BPEeMS KOHTPOSbHOMO MOCEWEHNa OHa B AEUCTBUTENbHOCTU

Haxo4unachk B NOTEMHOBOW ¢hase npegblayLlero umkna (aeHo 36).

Hacmb 2: PaHOomMu3uposaHHbie OMKPbIMbIe NMepeKkpecmHsbie uccriedosaHusi rno U3y4yeHuro

agbgpekmos CoeduHeHus 1y 300p08bIX XEeHWUH

[0306] B oatoM 4actu wuccnenoBaHWW, LEnb 3aknovaeTcs B uaeHTudukaumm 403
CoepuHenna 1 (BBOAMMOro B nepuog OOonnuKynapHOM ¢asbl MEHCTpyanbHOro uukna),
KOTOopble obecneumBatoT Havbonee onTumanbHble 6e30nMacHOCTb, MEePEeHOCMMOCTb U
dapmakognHammuyeckmin (PD) npodunb (@ mmeHHo, oTknuk JIIN) y 340pOBbIX KEHLUWH.
Huskune, npoMexyTouHble 1 BbicokMe A03bl CoegnHeHus 1, oxBaTbiBaloLMe nanasoH 403
CoeanHernsa 1, ykasaHHbIn B Yactn 1, ByayT cpaBHMBaTBLCA C A0O30M KMccnenTuHa-54 (9,6
HMONb/Kr), obecneymBarolen 3PPEKTUBHOE NHULMMPOBAHME CO3PEBAHUSA OOLIMTOB MpU
nposefeHnn nedveHus metogom OKO B npealwlecTBYHOLMX UCCNEAOBaHUAX, Takke C
Lenbto AOCTWKEHUS yBenu4eHus nukooro otknuka JIIN npubnuamntensHo Ha 10-20% no
CPaBHEHWIO C [030M KuccnentuHa-54. 3To nos3sonuT ObICTPO  OnpeaenvTb  A03Y
CoegnHeHna 1, kotopass MOXeT OblTb BMOCNEACTBMM UCMNONb30OBaHa B KadecTBe
TpurrepHoro areHta B OKO-tepanuun. MNogkoxHaa fosa aroHucta MHPI (tpyntopenuH 0,2
Mr), UCNOMb3yeMas B HaCcTosLee BpeMsa ANS UHULMMPOBAHUS CO3peBaHUs OOLMUTOB MNpu
nposegeHnn IKO-Tepanuu, Takke ByaeT ncnone3oBaHa ana obecnevyeHns CpaBHEHUA C

CoeaunHeHnem 1.

[0307] Kak 6bIno oTmedeHO paHee, B Yactm 1 atoro uccneposanus, CoegnHeHve 1
BBOAMNN Ha PONNMKYNAPHOM hase MEHCTPyanbHOro Lukna, B TO BpeMS Kak AaHHasa dasa
(nccneposanun) nposoautca B ycnoBuax KCHA B pamkax BPT nepeag 3KO. Takum
obpasom, oxupaetcq, 4to amnnutyaa Bbibpoca JIIT Oyper otnmyaTteCa OT amMnnuTyAbl
Boibpoca J1I, Habnogaemoro npu BeBeaeHun CoegmHeHna 1 BO BpeMa POMNMKYNAPHOM

dasbl.

[0308] Bxogswas B uccnegoBaHusa nonynsaumsa Oyaet BknrodaTh 8 300POBbIX XKEHLUMH, B

BospacTe 18-35 net, ¢ UMT 18-30 kr/M%, He MMERLMX MEAVLMHCKUX Mpobrnem u He
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MPUHUMAIOWNX  Kakue-nMbo  NeKkapCTBeHHble  Mpenapatbl  WNKM  FTOPMOHarbHYHO
KOHTpauenumto. MNoceleHne Ans CKPUHMHIOBOro OOCNefoBaHns B 3TUX UCCReAoBaHUsIX

OyneT ncnonb3oBaHo ansa cbopa Takou xe nHpopmaunn, kak be1no ykasaHo B Hactu 1.

[0309] O3ta uyactb muccnegoBaHu ByaeT COCTOATb M3 LUECTU NEPUOAOB UCCNEAOBAHUA.
[MoceweHe ansa KOHTPOMbHOrO rnocneayrowero ocMoTpa dyaeTt NpoBOANTLCH B TEYEHME
7-10 gHeW nocne BBEAEHWA npenapara B Kaxabii nepuopg wuccnegosaHun. Bocewmb
cybbekToB OyayT paHOOMU3NPOBaHbl AN BBEAEHUA pPasOBOM [03bl KaXaon um3 6
NCCnefyeMbIX CXEM NedeHns (Mo OgHOW CXeMe Ha nepuon muccneposaHun). [na Bcex
XeHwuH ByayT 3annaHmpoBaHbl 6 nocelweHu Ha 1 nccnegoBaHnin (Kaxpoe BO BpeMS
dhonnukynspHon dasbl MeHCTpyanbHOro ymkna). Kaxabii cybbekT nonyymT pasoByro 403y
OQHOW M3 criegyrowmx 6 uccnegyembiXx CXem nedeHus npu  noceweHnn [OHa 1
NccnefoBaHM B Kaxabii Nepuos WUCCrnefoBaHUi, Tak YTOObl K KOHLY AaHHOWM 4acTu
ncecneaoBaHNn Kaxabli CyObekT nonyymn Bce 6 Uccnegyemblx CXeM nedeHns (no OgHoM

Ha nepuoa nccneaoBaHumn):
o  ®usmonormyeckun pacteop (0,9%) 100 mkn

e HUN3KAA posa CoeauHenunsa 1, Hanpumep, 0,003 Hmonb/kr* nnu 0,00368 Mkr/kr (nnm

anbtepHatmHyto HU3KYHO fo3y, yctaHoBneHHyro nocne yactu 1)

e [IPOMEXYTOYHAA posa CoeguHenua 1, Hanpumep, 0,01 Hmonb/kr* nnm 0,0123
MKr/kr (unn anbtepHatmeHyro NMPOMEXXKYTOYHYIO fosy, ycTaHOBMNEHHYHO nocne

yactn 1)

e BbICOKAA posa CoeguHenuns 1, Hanpumep, 0,03 Hmonb/kr* nnmn 0,0368 mkr/kr (nnm

anbtepHatmaHyto BbICOKYO o3y, ycTaHoBneHHyto nocne yactu 1)
e KuccnenTtmnH-54 9,6 HMonb/Kr
o AroHuct MHPT (TpuntopenuH 0,2 mr nogkoxHo (1K)

* Hanpumep, xxeHwmHa Becom 60 kr, kotopoun BBogaT Ao3y 0,003 Hmonb/kr CoeanHenms 1,
nonyynt 0,18 HMonb mnmn 0,221 Mkr. Mopsgok, B KOTOPOM UHAMBUAYalbHbIE XXEHLMHbI
nonyyar O4Hy W3 LLUECTU UCCREAYEMbIX CXeM NeuveHus, Oyaer onpenendarbcs mMatpuuen

paHAOMUN3LMM.

[0310] B [eHb uccnepoBaHun 1, nocne nomyyYeHns oTpuUaTenbHOro pesynbTaTta Tecta

MOYM, NOATBEPKAAIOLLErO OTCYTCTBME DEPEMEHHOCTHN, B MOMEHT BpemMeHu Homnb (0) Bypet
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BBEeAEHa pasoBag Ao3a (NnyTemM NoAKOXHOW MHbeKUMM B obnacTtb xuBota) CoeguHeHns 1
(HW3KAA, Hanpumep, 0,003 Hmonb/kr; NMPOMEXYTOUYHAA, Hanpumep, 0,01 HMonb/Kr;
nnn BbICOKAA, nHanpumep, 0,03 Hmonb/kr, posa), kuccnentuHa-54 (9,6 Hmonb/Kr),

aroHucta MHPI (TpuntopenuH 0,2 mr) nnm dpusmonormyeckun pactesop (0,9%, 100 mkn).

[0311] Baatne npob KpoBW, TECTMPOBaAHME, XPaHEHUE NEKAPCTBEHHbLIX MPenapaTtoB U

NpPUroToBreHWe f03a NPoBOAATCA, Kak B YacTtu 1.

Hacmb 3: PaHOOMU3UpPOBaHHbIE OMKPbIMbIE NepPeKpecmHelie uccriedosaHusi C UEesbio

oueHKu agpgpekmos CoeduHeHus1 1y XeHWUH ¢ aHogynsamopHbim ClA

[0312] B 3TON YacTtu ncenepoBaHum CTaBUTCSH uenb CpaBHEHNSA
dhapmakokmHeTnyeckoro/papmakoguHammyeckoro  (PK/PD) npoduna (B 4acTHOCTM,
otknuk JIM 1 ®CIN) ontumanbHon po3bl CoeamHeHns 1 (onpepeneHHon B Yactn 2 gns
300p0BbIX XeHLWwmH) ¢ PK/PD npodunem, HabniogarowmmMes Y KEHLWWH C aHOBYNSTOPHbBIM
CMNA. XKeHwmHam Bypet crtaButbCs gnarHos aHosynstopHoro CIA npu onuromeHopee
(NPOAOIMKNTENBHOCTL MEHCTPYarnbHOro umkna >35 gHen), nosbiweHHOM AMIT CbIBOPOTKM
(>35 nmonb/n) nnn Yncne aHTpanbHbix onnukynoe Ha Y3WU >23, + knuHW4Yeckue unm
ropmMoHarnbHble CBMAETENBLCTBA rMnepaHgporeHmMaMa. Ha ocHoBaHWM MpefLuecTBYHOLMX
NCCneaoBaHn C WUCMNONb3OBaHMEM KuccnenTtuHa-54, y xeHwuH ¢ CIA oxupaetcs
CXOXMN, HO HEMHOTO MOBbILLEHHbIN OTKNMK JII' N0 CpaBHEHWUIO CO 340POBLIMU XKEHLLMHAMMW.
OTknuk Ha pasoByto fo3y CoeamHeHna 1 OypeT Takke CpaBHMBATLCS C AaHHbIMW ANK
aroHucta [HPI (tTpunTtopenvH 0,2 mr), npeactaBnstowlero cobor Tepanuio, LLUMPOKO
ncnonb3yemyro y XeHwmH ¢ ClMA ans vHMUMMPOBaHMA CO3peBaHUs OOLUMUTOB. ITO
NO3BONUT MPOBECTM CPaBHEHWe onTumanbHOM [o03bl CoeanHennsa 1 (npepBapuTenbHO

onpeaeneHHon B YacTtu 2) co ctaHgapTHOM B JaHHOE BPEMS TEpanuen.

[0313] Bxogswas B uccnegosaHus nonynaumsa Oyaer BKNOYAaTh XKEHLWMH B Bo3pacTe 18-

35 net ¢ aHoBynaTtopHbiM CIIA.

[0314] [MoceweHne ckpuHUMHroBoro obcnegoBaHuMss B STUX uMccnepoBaHusax Oyper
ncnonb3oBaHo ans cbopa Takon xe uHdopmauuu, kak onucaHo B Yactm 1, HO co
cnegyrowmmm asymsa gononHenuamu: 1) MNepeg ON1 (deHb nccnepoBaHni 1), XEHLMH
OyayT nHayumpoBaTtb C NOMOLLBO nposepa (BBegeHue no 10 mr gea pasa B AeHb (BID) B
TeuyeHne Hepenu HenocpeacTBeHHO nepen [AWN1). 2) lNocne nHayUuMpyemoro npoBepow
BBOAHOrO nepmoga, XeHwuHbl ByayT HaumHaTb KaAbl Nepuoj UCCRnefoBaHWKW, Kak B
Yactax 1 n 2, HauvHaa B geHb 1-4 MX VMHAYUMPOBAHHOrO MPOBEPOU MEHCTPyaribHOro

umkna (dponnukynsapHaa gasa).
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[0315] Bocemb cybvektoB OyayT paHAOMU3MPOBaHbI Ha MNONyYeEHME Pa30BOW A03bl
KaXXaown 13 4 nccnefyemMbix CXem npuemMa nekapcTBeHHOro npenapata (No 0g4HOW cxeme
Ha Nepuoh UCCrneaoBaHnn) B COOTBETCTBMM C MatpuLen pangommsynn. Beem xxeHwmHam
OyayT 3annaHuvpoBaHbl 4 noceweHna [Ha 1 uccnepoBaHun (Kaxpoe - BO BpeMs
dhonnmnKynsapHOM dasbl MEHCTPYanbHOMoO UMKna B rnocnegoBatesnbHble Mecaubl). Kaxabin
cybbekT ByaeT nonyvartb pa3oByro 403y OQHOW U3 CReayrowmx YeTbipex (4) nccnegyemblx
CXeM neyveHus npu nocewleHmn Ha 1 nccnegoBaHuy B KaXAoM NeEpUoAe UCCnenoBaHum,
Tak 4tobbl K KOHLlY 3TOW 4acTM UCCNeaoBaHUA KaxAbli cyObekT nonyuin Bce 4

cneayLme nccneyemble CXeMbl ieYeHns (No O4HOM Ha NEpUOA UCCNELOBaHNN):
o  duanonormyeckmin pacteop (0,9%) 100 mkn
e CoepuHeHne 1*
o KP54 9,6 Hmonb/kr nogkoxHoO (M1K)
e AroHuct MNPl (TpyntopenuH 0,2 mr, nogkoxHo (IM1K))

* [losa CoepguHenns 1 OByper onpegeneHa B Yactm 2 (3popoBble A0OPOBOSbLbI)
ncecneaoBaHnn, M NPOAOIIKUTENBHOCTE B3ATUS NPob KpoBM ANna apMakogmHaMn4eCcKkoro
(PD) ananusa nocrne Kaxnow WUCCNeayeEMOM Cxembl nedveHusa ByaeT onpepeneHa nocne
YactTn 1 wnccnegoBaHWKW, Hanpumep, NPOAOIIKUTENBHOCTL B3ATUA Npod KpOBM nocne
(eBegeHns) CoegmHeHna 1 moxeT ObiTb yMeHblleHa ¢ 14 yacoB o 8-12 vacos, nocne

KncenentmHa-54 — no 8-10 yacos, 1 nocne husmonorm4eckoro pacTesopa — 4o 6-8 yacos.

[0316] B [deHb 1 nccnepgoBaHuii, nocne nofyyYeHns oTpuUaTensHOro pesynbrtarta TecTta
MOYM, NOATBEPXKAAIOLLErO OTCYTCTBME BEPEMEHHOCTHN, B MOMEHT BpemMeHu Homnb (0) Byaet
BBEAEHa pasoBas fo3a (NyTemM MOAKOXHOM MHBEKUMM B 0DNacTb XMBOTA) ONTUMAIbHOM
no3bl CoeanHenus 1 (onpepgeneHHon B Yactm 2 uccnepoBaHui), KuccnenTtuHa-54 (9,6
HMonb/kr), aroHncta MHPI (0,2 mr TpunTopenuHa) nnu dpusmonormdeckmnin pacteop (0,9%,
100 mkn).

[0317] BaaTtne npob KpoBW, TECTUPOBAHME, XPaHEHUE NEKAPCTBEHHbLIX MPEnapaTtoB U

NPUroToBnNEHME 03 ByayT NpoBOANTLCS, Kak B Yactax 1 mn 2.
NMEPEYNCNEHHBLIE BAPUAHTbBI PEANTU3ALINA

[0318] HekoTopble BapuaHTbl peanusauum Kn3obpeTeHna oTHocaTca K BapuaHTty

peanusauuu I
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[0319] BapwaHT peanusayumn I-1. Cnocob NpoMOTUPOBaHUS CO3PEBaHUS AWLEKINETKN U
WHAYLMPOBaHNA OBYNALMM BO BCOMOraterbHbIX PenpoayKTMBHbIX TexHonormax (BPT),
Takmx kak OKO, mnu B npouecce nepeHoca ambpuoHa (M13), BkNoOYarOLWmM: BBEAEHNE
XeHLMHe TepaneBTU4Yeckn 3PPPEKTUBHOrO kKonmdectBa OT npumepHo 0,001 mr go
npumepHo 600 mr 2-(N-aueTtun-D-Tnposun-TpaHc-4-rngpoken-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-pennnananun)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

TpynTopaHammMga WM COOTBETCTBYIOLLEro Konmuyectsa ero  apmauyeBTUYecKU

npUemMnNemMomn Conm.

[0320] BapwaHT peanmsaumm I-2. Crnocob B cooTBeTCTBMM C BapnaHTom peanusaumm -1,
B KOTOPOM (papmaleBTUYECKM Npuemnemas conb npegcrasnseTr cobon 2-(N-auetun-D-
TUPO3nN-TpaHc-4-rngpokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-

dheHunanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-TpuntodaHamuga

MOHoOaLeTar.

[0321] BapwaHnTt peanmsauyum I-3. Cnocob B cooTBeTCcTBMM C BapmnaHTtom peanusauyum I-1,
B KOTOPOM TepaneBTUYeCKn 3PPEeKTUBHOE Konuyectso OT npumepHo 0,001 mr go
npumepHo 600 mr 2-(N-aueTtun-D-Tnpoaun-TpaHc-4-rngpoken-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-bennnananunn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

TpynTopaHammga WM COOTBETCTBYHOLLEE  KOMMYECTBO €ro  papmaueBTUYECKU

NPUEMNEMON CONMN BBOAST NYyTEM UHBEKLMN.

[0322] BapwaHT peanmsaumm I-4. Cnocob B cooTBeTCTBMM C BapnaHtom peanmsaymm -1,
B KOTOPOM TepaneBTUYeCKUM I3PEEKTUBHOE KOnM4ecTBO OT npumepHo 0,001 mr go
npumepHo 600 mr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpoken-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-pennnananunn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

TpynTopaHammMga WM COOTBETCTBYIOLLEE  KOMMYECTBO €ro  (papmaueBTUYECKU

npUeMNeMON Conm BBOAAT B (POPME C 3aAepKaHHbIM BbICBODOXAEHNAM, B pa30BOM A03E.

[0323] BapwaHT peanmsaumm I-5. Cnocob B cooTBeTCTBMM C BapnaHtom peanmsaymm -1,
B KOTOPOM 2-(N-ayeTtun-D-tnposun-tpaHc-4-rugpokcn-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-pennnananun)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

TpuntoaHamma npeacrasneH gopMynou:
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[0324] BapwaHT peanmsaumm |-6. Crnocob B cooTBeTCTBUM C BapnaHTom peanusaumm 1-2,
B KOTOPOM 2-(N-ayeTtnn-D-tnpoaun-tpaHc-4-rugpoken-L-nponun-L-acnaparmuHmn-L-
TpeoHun-L-berHnnananunn)rugpasmHokapboHun-L-nenumn-Nw-metmn-L-aprmHmn-L-

TpunTodaHammaa MoHoaleTaT npeacrasneH opMynon:

[0325] BapwaHT peanmsaumm I-7. Cnocob B cooTBeTCTBMM C BapnaHtom peanmsaymm I-1,
B KOTOPOM BBegEeHNe 2-(N-auetmn-D-tnposun-tpaHc-4-rngpokceu-L-nponmn-L-
acnaparnHun-L-tpeoHun-L-pennnananunn)rugpasmHokapbonHun-L-nenumn-Nw-metmn-L-

apruHun-L-tpyuntodaHammga, wnu ero  apmMaueBTUYECKM  MPUEMIIEMON  COMN,
MHULMMPYET OBYNALMIO Y XeHLWmHbI (i) 6e3 noBbiweHus ypoHen VEGF, vnu (i) noBbiwaeT

yposHu VEGF Ha nepunop meHee 24 yacos.

[0326] BapwaHT peanusauyum I-8. Cnocob NpoMOTUPOBaHUS CO3PEBAHUSA AWLIEKNETKN B
BPT, takux kak OKO, vnn B npouecce 13, BKkNOYaOWMN: BBEAEHNE XKEHLUMHE, NyTem
WHBEKLWNKW, TepaneBTUYEeCKNn 3PdPeKkTMBHOro konmyectsa oT npumepHo 0,001 mr go

npumepHo 5 wmr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpoken-L-nponun-L-acnaparmHmn-L-
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TpeoHun-L-pennnananunn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-
TpynTopaHammuaa WM COOTBETCTBYIOLLEE  KOMMYECTBO €ro  papmayeBTUYeCKU

NpPUeMNEMON COnu.

[0327] BapwaHT peanmsaumm I-9. Crnocob B cooTBeTCTBMM C BapnaHTom peanusaumm |-8,
B KOTOPOM (bapmaueBTUYECKM Npuemnemas conb npeacraenser cobon 2-(N-auetun-D-
TUPO3UN-TpaHc-4-rngpokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-

hbeHunanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-TpuntodaHamuaa

MOHoaLeTar.

[0328] BapwaHT peanusayum I-10. Cnocob B cooTBeTCcTBUM C BapuaHTom peanusauum |-

8, B KOTOPOM BBEEHME OCYLLECTBNAETCSA NOAKOXKHO.

[0329] BapwaHnTt peanusaumm I-11. Cnocob B cooTBeTCTBUM C BapmaHTom peanusayumm |-

8, B KOTOPOM BBEAEHME OCYLLECTBNAETCA BHYTPUMbBILLEYHO.

[0330] BapwaHTt peanusaumm I-12. Cnocob B cooTBeTCTBUM C BapmaHTom peanusayum |-

8, B KOTOPOM BBE[EHME OCYLLECTBNSAETCA BHYTPUBEHHO.

[0331] BapwaHT peanusayum I-13. Cnocob B cootBeTCcTBUM C BapmnaHtom peanunsauum |-
8

TpeoHun-L-bennnananunn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

, B koTtopom 2-(N-auetun-D-tuposmn-tpaHc-4-rugpokcun-L-nponun-L-acnaparmHmn-L-

TpuntoaHamma npeacrasneH hopmMyon:
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[0332] BapwaHT peanusayum I-14. Cnocob B cooTBeTCcTBUM C BapmnaHtom peanusauum |-
8

TpeoHun-L-pennnananunn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

, B koTtopom 2-(N-auetun-D-tuposun-tpaHc-4-rugpokcu-L-nponun-L-acnaparmHmn-L-

TpuntoaHammaa MoHoaueTaT npeacTaBneH opMyon:
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[0333] BapwaHT peanusauyum I-15. Cnocod npoMoOTUpPOBaHNA CO3peBaHUS AWNLEKIETKA B
BPT, Takmx kak OKO, wnm B npouecce [10, BKNOYawoWMA: BBEAEHWE >XEHLUMHE,
WHTpaHasasnkeHbIM MyTEM, TepaneBTUYEeCKM SPPEKTUBHOIO KOnM4ecTBa OT MPUMEPHO
0,001 mr go npumepHo 5 wmr 2-(N-ayetun-D-Tnposun-tpaHc-4-rugpokceu-L-nponun-L-
acnaparmHun-L-TpeoHun-L-peHnnananHmn)rmgpasnHokapboHmn-L-nenymn-Nw-metumn-L-

aprymHun-L-TpuntodaHammaa nnn COOTBETCTBYHOLLEE KONMMYECTBO ero hapmaneBTUHECKU

npUemMnemMon Conm.

[0334] BapwaHT peanusayum I-16. Cnocob B cootBeTCcTBUM C BapmnaHtom peanunsauum |-
15, B KOTOPOM hapmaLeBTUYECKM NMPUEMNEMas conb npeacrtaenset cobon 2-(N-aueTtun-
D-tuposun-tpaHc-4-rngpokcun-L-nponun-L-acnaparmHmn-L-TpeoHun-L-

beHunanaHmn)rngpasunHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-tpuntodaHammpa

MOHoOaLleTar.

[0335] BapwaHT peanusayum I-17. Cnocob B cooTBeTCcTBUM C BapmaHtom peanusauum |-
15, B koTopom 2-(N-auetun-D-tuposun-tpaHc-4-rngpokcun-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-pbennnananunn)rngpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

TpuntoaHammg npeacrasneH opmMyIon:
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[0336] BapwaHT peanusayum |-18. Cnocob B cooTBeTCcTBUM C BapuaHTom peanusauum I-
15, B koTtopom 2-(N-auyetun-D-tuposun-tpaHc-4-rngpokcu-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-berHmnnanannn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-aprmHmn-L-

TpynTodaHammaa MoHoalueTaT npeacraBneH popmyron:

/
HaC

[0337] BapwaHT peanusayum 1-19. Cnocob mHayumposaHusa osynsauum B BPT, Takmnx kak
OKO, nnn B npouecce I3, BknoYaoWmA cnegyroliee. BBEAEHNE XEHLMHE OOHOMO UM
HECKOINMbKMX  YENOBEYECKMX T[OHaAOTPOMMHOB, B COYETaHMM C  aroHUCTOM UMM
aHTaroHmctom MHPI (npumepHO Ha 2-3 aHA no3xe) Ans COAEUCTBMSA HadanbHou dase
KCA v npepotBpalleHna npexaeBpemeHHon osynsaumm B BPT, Takmx kak KO, w/unm
npouecce 13, npuuem 3a HavanbHoW dasom KCA cnepyet BeBeaeHue 2-(N-ayetun-D-
TUPO3UN-TpaHCc-4-rnapokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-

hbeHmnanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmun-L-apruHmn-L-tpuntodaHamuaa,
Unn ero dapmaueBTUYECKN MPUEMIIEMON CONKU, ANs 3PDEKTUBHOMO MPOMOTUPOBAHUS

CO3peBaHMs OOLMTOB N MHAYLMPOBaHUS oBynaumn (i) 6e3 nosbieHns obLero ypoBHS
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kKoHueHTpaumm VEGF B kposu, vnm (i) nytem nosbiweHns obuwero ypoBHa VEGF Ha

nepuoa MeHee 24 4acos.

[0338] BapwaHT peanusayum |1-20. Cnocob B cooTBeTCTBUM C BapmnaHTom peanusauum |-
19, B KOTOPOM hapmaLeBTUYECKM NMPUEMIIEMan Conb npeactasnset coboun 2-(N-aueTtun-
D-tuposun-tpaHc-4-rngpokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
heHunanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-TpuntodaHamuga

MOHoaLeTar.

[0339] BapwaHT peanusayum |-21. Cnocob B cooTBeTCcTBUM C BapuaHTom peanusauum -
19, B koTopom 2-(N-ayetun-D-tuposun-tpaHc-4-rngpokcun-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-peHnnananunn)rugpasvHokapboHun-L-nenumn-Nw-metmn-L-aprmHmn-L-

TpynTopaHamua, WM COOTBETCTBYHOLLEE  KONMMYECTBO  ero  papmauyeBTUYeCcKU

NpMeMnemMon Conun, BBOAAT B Konunyectae oT npumepHo 0,001 mr go npumepHo 600 mr.

[0340] BapwaHTt peanusaumm I-22. Cnocob B cooTBeTCTBUM C BapmaHTom peanusayum |-
19, B kKoTtopoMm 2-(N-aueTtun-D-Tnposmn-tpaHc-4-rugpokcn-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-beHmnnanannn)rugpasmHokapbonun-L-nenumn-Nw-metmn-L-aprmHmn-L-

TpynTopaHamug, WAM  COOTBETCTBYHOLLEE  KONMMYECTBO  €ro  papmaueBTUYECKU
npUeMNEMON CONKn, BBOASAT NYTEM MHBLEKUMM B KonmyectBe oT npumepHo 0,001 mr go

NPUMEPHO 5 M.

[0341] BapwaHT peanusayum |-23. Cnocob B cooTBeTCcTBUM C BapmnaHtom peanunsauum |-
19, B koTopom 2-(N-auetun-D-tuposun-tpaHc-4-rngpokcun-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-pbennnananunn)rngpasmHokapbonun-L-nenumn-Nw-metmn-L-apruHmn-L-

TpynTopaHamug, WM COOTBETCTBYHOLLEE  KONMMYECTBO  e€ro  papmaueBTUYECKU
NpUeMNEMON COMM, BBOAAT WHTpPaHasanbHO B Konm4yecTBe OT npumepHo 0,001 mr go

NPUMEPHO 5 M.

[0342] BapwaHT peanusayum |-24. Cnocob B cooTBeTCTBUM C BapmaHTom peanusauum |-
19, B KOTOPOM OAWH WM HECKONBKO YEerioBEYECKUX TOHaLOTPOMMHOB BBOAATCS
nepopansHO UNn NyTEM MHBLEKUUN U COCTOAT M3 PONNUKYNOCTUMYNMPYIOLLErO ropMOHa,

NHOTENHU3NPYHOLLLErO FOPMOHA, U UX KOMOMHaLMK.

[0343] BapwaHT peanusayum |-25. Cnocob B cooTeTCcTBUM C BaprnaHtom peanusauum |-
19, B KOTOPOM, Npn Ucnone3oBaHun aroHncta MNHPIB dase KCHA B ogHomM npoTokone ¢ 2-
(N-aueTtun-D-Tnposun-tpaHc-4-rugpokcn-L-nponun-L-acnaparnHun-L-tTpeoHun-L-

heHunanaHmn)rngpasmnHokapboHun-L-nenyun-Nw-metmn-L-aprmHmn-L-
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TpuntopaHammaom, unn  papmMaueBTUYECKM MPUEMMEMOM COMblo, (B  KayecTee
TpurrepHoro areHta), aroHuct HPI npeacraBnser cobon komOuHauuio nemnpopenvHa
auertarta, 1 npu ucnonb3oBaHum aHtroHucta MHPIB dpase KCA B ogHom npoTtokone ¢ 2-(N-
aueTtun-D-Tuposun-tTpaHc-4-rugpoken-L-nponun-L-acnaparnHun-L-tpeoHun-L-
heHunanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpuntopaHammaom, unn  papmMaueBTUYECKM MPUEMMEMOM COMblo, (B  KayecTee
TpUIrepHOro areHta), adntaroHnct [HPI BbiOuMparoT u3  rpynnbl, COCTOALIEN U3
raHMpenukca, LeTpopenukea, penyronvkca, n dapmaueBTUYecKn npuemMnemMblx COnewn

nroboro n3 BbilLenepe4vncrneHHoro.

[0344] BapwaHT peanusayum |-26. Crnocob B cooTBeTCcTBUM C BapuaHTom peanusauum |-
19, B KoTopoM aroHuct [HPIT BbiOupatroT 13 rpynnbl, COCTOALWEN U3 NennpopenuHa
auetaTta, roHagopenuHa, OycepenvHa, TPUNTOPENWHa, rocepenuHa, HadapenuHa,
rMCTpenuHa, AecnopenuHa, MeTepenuHa, neuyupenuHa, U dapmMaueBTU4eCKm

npuemnemMbix conen nboro U3 BbiLLENEPEYMNCIIEHHOTO.

[0345] BapwaHT peanusayum |-27. Cnocob B cootBeTCcTBUM C BapmaHtom peanunsauum |-
19, B koTtopomM aHTaroHuct [HPI npeacraenser cobow  penyronukc, Unu

thapmMaLeBTUYECKM NPUEMIEMYHO COfb.

[0346] BapwaHT peanusayum |-28. Cnocob B cootBeTCcTBUM C BapmaHtom peanunsauum |-
19, B KOTOPOM aHTaroHuct MHPIT BbIBMpaoT 13 rpynnbl, COCTOALWEN U3 LETPOPENnMKea,
raHmpenukca, abapenukca, Han-bny, aHTMpa, asanuHa B, perapenukca, D63153,
penyronukca, TeBepenukca, M ¢apMaueBTUYECKN NPUEMIIEMbIX conen noboro m3

BbiLLenepe4ncrneHHoro.

[0347] BapwaHT peanusauyum |-29. Cnocob cHwxkenns yactotel CIMA B BPT, Takmx kak
OKO, nnu B npouecce 13, B KOTOPOM B Ka4eCTBE TPUITEPHOro areHTa ncrnonbayroT 2-(N-
aueTtun-D-tuposunn-tpaHc-4-rugpokcn-L-nponun-L-acnaparnHun-L-TpeoHun-L-
hbeHmnanaHmn)rngpasmHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-tpuntodaHamumg,

NN hapmMaLeBTUYECKN MPUEMIIEMYIO COMb, BMECTO TPUITEPHbIX areHTOB Ha ocHoBe YXI .

[0348] Bapuwant peanusaymm 1-30. Cnocof® (obecneyeHns) CONOCTaBMMOW UMK
YNYYLWEHHOM 4acToTbl HactynneHna 6epemeHHoctn B BPT, Takmx kak OKO, wnn B
npouecce 13, B KOTOPOM B KayecCTBe TPUITEPHOro areHta mcnonb3yoT 2-(N-ayetun-D-
TUPO3UN-TpaHCc-4-rnapokcu-L-nponun-L-acnaparnHnn-L-tpeoHunn-L-gpeHnnanaxun)-

rmgpasmHokapboHun-L-nerumn-Nw-metun-L-apruHmn-L-TpyntodaHammg, nnm



143

dhapmaLeBTUHECKN NPUEMINEMYIO COSb, BMECTO TPUITEPHBIX ar€HTOB Ha OCHOBE aroHUcCTa
MHPT nnn uXr.

[0349] BapwaHT peanusaumm |-31. Cnocob (obecneveHns) Bonee KOpOTKOro BpeEMEHMU
HacTynneHus 6epemenHocTn B BPT, Takmx kak 9KO, nnun B npouecce 3, B kOTOpOM B
KadecTBe TpurrepHoro areHta mcnonb3ytoT 2-(N-aueTtun-D-tuposun-tpaHc-4-rngpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rugpasmHokapboHmnn-L-nenumnn-Nw-

MeTun-L-apruHun-L-TpuntodaHamumg, nnm gapmaueBTUYeckn NpuemMnemMyro Comnb, BMECTO

TPUIrEPHbIX areHToB Ha ocHoBe YXI .

[0350] BapwaHT peanusauymm |-32. Cnoco® WHAYUMPOBaHUSA OBYNALUUN Y XEHLUMHbI C
aHOBYNATOPHbIMWU LMKNamu, cTpagarowen oT BTOPUYHON SAUYHMKOBOW HELOCTaTOYHOCTMU,
BKMOYaroLWnn ctagum (1) npeaBapuTensHOro BBeAeHNS CyObekTy O4HOro UMM HECKOSbKMX
4YenoBeYeckMx roHagoTPONMHOB, U (2) BBeAeHus CcybbekTy TepaneBTUYECKM
apdpektmBHoro  konmdyectea  2-(N-ayetun-D-Tnposun-tpaHc-4-rugpokceu-L-nponun-L-
acnaparmHun-L-tpeoHun-L-peHnnananHmn)rmngpasnHokapborHmn-L-nenymn-Nw-metmn-L-

aprmHun-L-tpuntodaHammnaa, nnu ero papmaneBTUYECKM NPUEMIEMON CONN.

[0351] BapuanHt peanusauymm |-33. Cnocob npenoTBpalleHns NpexaeBpeEMEHHON
oynsaumm B pase KCA BPT, Takumx kak IKO, wwmnu B npouecce [13, B KOTOpOM
NCMNONb3YKT  PEnyronukc, wunn  dapmMaueBTUYeCKn MPUEMIEMYI0  COMb, BMECTO

ncnonb3oBaHus aroHncTta MHPIM B ghase KCA.

[0352] HekoTopble BapuaHTbl peanusaumm Kn3obpeTeHna oTHocaTca K BapuaHTty

peanusauum Il

[0353] BapwaHT peanusayum lI-1. Cnoco® noBbiweHs ypoBHA sHaoreHHoro JII y
HY>KO,AIOLLENCA B 3TOM JKEHLLUMHbI, BKIOYAIOLMA. BBELEHME XKEHLUMHE Ha4arnbHOW 403bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-tnposun-TpaHc-4-rugpokcu-
L-nponun-L-acnaparmHmn-L-tpeoHun-L-dpeHmnananun)rugpasnHokapboHmn-L-nenyuyn-

Nw-meTun-L-aprunun-L-TpuntodaHammga, WM COOTBETCTBYHOLLEro KonmyectBa ero
hapmaueBTUHECKM NPUEMIIEMOM COMM, B KOTOPOM XEHLUMHA NpoxoauT npoueaypsl BPT n
nmeet puck CI'A, n nocne BeegeHNa Ha4YanbHOW L03bl ypOBEHb 3HAOreHHoro JIIN B KpoBu
XEHLWMHbI NOBbILLEH MO CPaBHEHUIO C YPOBHEM 3HAOreHHoro J1IT B KpOBW XeHLWHbI nepeq

BBEJEeHMEM HavyanbHOW [03bl.

[0354] BapwaHT peanusayum lI-2. Cnoco® noBbiWeHUs YypoBHA sSHaoreHHoro JII y

Hy>XZatoLEencsi B 3TOM XKeHLMHbI, Mpoxoasiuen npoueaypsl BPT, Bkrtovarowmi: BBegeHWe
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XEHLWWMHE HavanbHoM ao3bl oT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-
D-Tuposun-tpaHc-4-rngpokcun-L-nponun-L-acnaparmHmn-L-tpeoHun-L-

heHmnanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-TpuntodaHamuaa,
WUNM  COOTBETCTBYIOLLEro KOMMYecTBa ero dapmMaueBTUYEeCKn MNpUEeMneEMOnN CONnu, B
KOTOPOM >XEHLUMHa npoxoauT npoueaypbl BPT, n no meHbwen mepe 36 4acoB nocne
BBEAEHMS HavanbHOW [03bl YPOBEHb 3HAOrEHHOro JIIN B KPOBW XEHLUMHbI MOBbILWEH MO
CpPaBHEHWIO C YpOBHEM 3HAOreHHoro JIIT B KpOBU XEHLWUWHbI Nepes BBEAEHNEM HayarnbHOU

Jl03bl.

[0355] BapwaHT peanusauyuu II-3. Cnoco® noBbiweHUs ypoBHA dSHaoreHHoro JII y
HY>XAatoLLENCa B 3TOM XeHLUMHbI, npoxoasawien npoueaypbl BPT, Bknrovarowmn: BBefeHne
XEeHLWUHE HavanbHoM o3kl oT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-
D-tuposun-tpaHc-4-rugpokcu-L-nponun-L-acnaparmHmnn-L-tTpeoHun-L-

dhennnanaHmn)rmgpasmHokapboHun-L-nenymn-Nw-metun-L-aprmHmn-L-tpuntodaHammnga,
WNN  COOTBETCTBYIOLLErOo KONMWYecTBa ero gapmaueBTUYEeCKM MNPUEMIEMON  COMMU,
B KOTOPOM XeHLUMHa npoxoauT npoueaypbl BPT, n makcumanbHbIM ypOBEHb SHAOMEHHOrO
JIlC B kpoBKM HabnogaeTca Yepes No MeHbLLEN Mepe NPUMEPHO 12 YacoB Nocne BBeAEHUSN

HavYanbHOW A03bl.

[0356] BapwaHT peanusauyum lI-4. Cnocob B cooTBETCTBMM C BapuaHTom peanusauyuu
[I-3, B KOTOPOM MakcuMmarnbHbIN ypoBeHb 3HA0reHHoro JIIT B KpoBM HabnogaeTcs mexay

NpPUMEPHO 12 Yyacamm 1 NPUMEPHO 48 Yacamm Nocne BBEAEHNSA Ha4YanbHOW A03bl.

[0357] BapwaHT peanusayum lI-5. Cnoco® noBbiweHs ypoBHA sHaoreHHoro JII y
XEHWWHbI, npoxoaswen npoueaypbl BPT n Hyxparowencs B nogaepkke NHOTEMHOBOW
dhasbl, BKNHOYaOLWMW: BBEAEHME XKEHLUMHE HavanbHOW A03bl OT npumMmepHo 0,00003 mr go
npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpoken-L-nponun-L-acnaparnHmn-
L-TpeoHun-L-tbenmnnananunn)rngpasmHokapboHmn-L-nenymn-Nw-metun-L-apruHnn-L-

TpynTopaHamuaga, WnM  COOTBETCTBYIOLLEro  KONMMYecTBa €ro  apmaueBTUYECKU
NPUEMNEMON COMK, MOCIE MNONYYEHUS] YKA3aHHOM XEHLLUMHOW TPUITEPHOW A03bl areHTa

CO3peBaHNA OOLIMTOB B pamkax cxembl BPT.

[0358] BapwaHT peanusayum lI-6. Cnocob B  COOTBETCTBUU C  OfHWUM n3
npejLuecTeyrox BapnaHToB peanmsaumuy, B KOTOPOM ypOBeHb 3HAoreHHoro JIIT B kpoBsw
XEHLUMHbI MOBbILWEH MeXay npuMepHo 12 4yacamm M npuMepHo 96 4vacamum nocne
BBEAEHMS Ha4YanbHOW 403bl NO CPABHEHUIO C YPOBHEM 3HA0reHHOro JIIN B KPOBM XKEHLUMHbI

nepen BBeAEHMEM Ha4YanbHOW A03bl.
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[0359] BapwaHT peanusayum lI-7. Cnoco® B COOTBETCTBUM C  OfHWUM n3
npegLecTeyrox BapnaHToB peanmsauynuy, B KOTOPOM ypOBeHb 3HAoreHHoro JIIT B kposw
KEHLUMHbI MOBbIWEH Ha MPOTSKEHUMM MO MeHbluen mMepe 36 4acoB nocrne BBEAEHMUS
Ha4aneHOW [03bl MO CPaBHEHWUIO C YPOBHEM 3SHAOreHHoro JIIT B KPOBUM KEHLMHbI nepeg,

BBEJEHMEM HavarnbHOW [03bl.

[0360] BapwaHT peanusauyum lI-8. Cnocob B cooTBeTCTBMM C BapuaHToM peanusauuu
[I-7, B KOTOpPOM ypoBeHb 3HAOreHHOro JII' B KpOBM MOBbLILLEH Ha MNPOTSHXEHUN OT NPUMEPHO

36 yacoB o npumepHo 16 gHewn.

[0361] BapwuaHT peanusauyum lI-9. Cnocob B cooTBeTCTBMM C BapuaHToM peanusauyuu
[I-7, B KOTOpPOM ypoBeHb 3HAOreHHOro JII' B KPOBW MOBbLILLEH Ha MNPOTSHXEHUN OT NPUMEPHO

36 yacoB Ao npumMepHo 12 gHen.

[0362] BapwaHnTt peanusayum II-10. Cnoco6 B COOTBETCTBMM C  OAHUM U3
npeawecTByowmx BapunaHToB peanusauumn, B KOTOPOM BBEAEHVME HayanbHOM [03bl

MPOMOTUPYET CO3PEBAHME OOLIUTOB.

[0363] BapwuaHT peanusauyum lI-11. Cnocob B cooTBeTCTBMM C BapuaHTomM peanusauyuu
[1-10, B KOTOPOM CO3peBaHME OOLUMTOB npoucxoauTt 6e3 BeBeaeHus ak3oreHHoro YXI mnum

ak3oreHHoro J1I.

[0364] BapwaHT peanusauyum llI-12. Cnocob B cooTBeTcTBMM C BapuaHTom peanusauyumu
[1-10 vnun 1l-11, B KOTOPOM CO3peBaHME OOLMTOB MPOUCXOAUT MOCNe BBEAEHUA arOHUCTa
P

[0365] BapwuaHT peanusayum lI-13. Cnocob B CooTBETCTBMM C BapuaHToM peanusauyuu

[1-10, B KOTOPOM CO3pEBaHNE OOLMTOB MNPOUCXOAMUT Mocne BBeAeHUNSA 9K30reHHoro YXI .

[0366] BapwaHT peanusayum llI-14. Cnoco® B cootBeTcTBUMM C nobbiM 13 BapuaHTtos
peanmsayum [I-10 - 1I-13, B KOTOPOM BbIXOZ, 3PESbIX OOLMUTOB COCTABMSAET MO MEHbLUEN

mepe 50%.

[0367] BapwaHT peanusayum lI-15. Cnocob B  COOTBETCTBUU C  OfHWUM n3
npeaLecTByoWmx BapunaHtoB peanusaumm, B KOTOPOM, MOCNE BBELEHWS HayanbHOW
L,03bl, XEHLWMHA HE UCMbITbIBAET OAHOMO WM HECKONbKMX CUMMTOMOB, BbIOpPaHHbIX U3

Fpynnbl, COCTOSILLIEN U3 acLMTa, MneBparibHOro BbiNOTa M CHUXKEHHOM NOYEYHOM Nepdy3nu.
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[0368] BapwaHT peanusayum lI-16. Cnoco6 B COOTBETCTBUM C  OfHWUM n3
npeaLecTByoWmx BapuaHtoB peanusaumm, B KOTOPOM, MOCNE BBELEHWS HadarbHOM

[,03bl, pa3Mep sINYHKKa yBENMYMBaETCS 40 He Bonee Yyem 5 cM B guametpe.

[0369] BapwaHT peanusauyum lI-17. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLecTByoWmx BapnaHtoB peannsaumm, B KOTOPOM XEHLMHA HE UCTbITBIBAET OLHOMO

NN Heckonbknx cumntomoB CI'A nocne BBeaeHUs Ha4YansHOM 403bl.

[0370] BapwaHT peanusauyuu lI-18. Cnocob B cootBeTcTBUMM C nMobbiM 13 BapuaHTtos
peanmsauyum -1 - 1I-16, B KOTOPOM NoOCne BBEAEHUA HadanbHOW [03bl, XEHLWWHa He

NCnbiTbiBaET yXyaLlEHNA OAHOIo U HECKOJIbKMX CUMIMTOMOB cra.

[0371] BapwaHT peanusauyum lI-19. Cnoco®6 B COOTBETCTBUM C  OAHWUM n3
npeaLwecTByoWmx BapnaHToB peanmsaymm, B KOTOPOM HavasbHyH 403y BBOAST, KOraa no
MEHbLUEN Mepe Tpu QONNMKyna SUYHMKOB pasMepoM MO MeHblien mepe 14 Mm

Habnogatotca ¢ nomouysto Y3W.

[0372] BapwaHT peanusayumm l1-20. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTayowmx BapnaHToB peanmsaumm, B KOTOPOM HavanbHy 403y BBOAAT, kKOrga no
MEHbLUEN Mepe Tpu ONnMKyna SMYHMKOB pPasMepoM Mo MeHblen mepe 18 Mm

HabntogaroTca ¢ nomoLso Y3U.

[0373] BapwaHT peanusayum lI-21. Cnoco®6 B COOTBETCTBUM C  OfHUM n3
npeaLecTByoWmMx BapnaHToB peanus3ayum, B KOTOPOM HavanbHyr0 403y BBOAAT, Korga

KOHLEHTpaUmMa 3CTpagnona CbiBOPOTKN COCTaBNAeT No MeHblwen mepe 0,49 Hmonb/n.

[0374] BapwaHT peanusayum lI-22. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTayomx BaprnaHTos peanusauyum, B KOTOPOM crnoco® AOMONHUTENBHO BKNHOYaeT
BeBegeHne ®CI B nepmoa OT NnpumepHO 5 aHer Ao NpUMEpPHO 12 AHeW nepen BBEAEHUEM

HavyanbHOW A03bl.

[0375] BapwaHT peanusayum |1-23. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTeyowmx BapmaHToB peanusaumm, [OMOMHUTENBLHO BKMHOYAOWMA BBELEHME
aHTaroHmucta HPI B nepuog oT npumepHo 2 gHen po npumepHo 10 gHen nepegq

BBEJEeHMEM HavanbHOW A03bl.

[0376] BapwaHT peanusayuu l1-24. Cnocob B cooTBeTCcTBUMM C BapuaHtom peanusayuu

[1-23, B koTOpOM aHTaroHncT HPIT BbIBMpatOT M3 rpynnbl, COCTOSALLEN U3 PENYroNnMKea,
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anaronvkca, LEeTPOopenukca, raHuvpenukca, abapenukca, Han-6ny, aHTMg, asanuHa B,

fAerapenukca, D63153 (o3apenukca), OBE2109 n TeBepenukca.

[0377] BapwaHT peanusayuu 11-25. Cnocob no nrobomy 13 BapmaHtos peanusaumm 11-1 -
[1-24, pononHUTENBLHO BKOYaoLWMn BBeaeHne aroHucta MHPIT B nepuog ot npumepHo 14

A0 NPUMEPHO 28 aHEN Nepen BBEAEHMEM HaYanbHOW A03bl.

[0378] BapwaHT peanusauyuu l1-26. Cnocob B cooTBeTCTBUM C BapuaHToM peanusauyuu
[1-25, B koTOpOM aroHucT MHPI BbIOMpatoT K3 rpynnbl, COCTOALWEN M3 NennpopenvHa
auertaTta, roHagopenuHa, OycepenvHa, TPUNTOPENWHa, rocepenuHa, HadapenuHa,

rMCTpenuHa, AecrnopenuHa, MeTepenuHa u neympenvHa.

[0379] BapwaHT peanusauyuum |I-27. Cnoco®6 B COOTBETCTBUM C  OAHWUM n3
npeaLwecTByoWmx BapnaHtoB peanusaymm, B KOTOPOM HayanbHyr 403y BBOAAT nepen

n3snevyeHmnem OoLNTOB.

[0380] BapwaHT peanusauyum II-28. Cnocob B cootBeTCcTBUM C ntobbiIM 13 BapuaHToB

peanusauuu ll-1 - 11-27, B KOTOPOM HavanbHyro 403y BBOAAT MOCIE U3BMEYEHUS OOLIUTOB.

[0381] BapwaHT peanusauyum 11-29. Cnocob B cootBeTcTBUMM C ntobbiM 13 BapuaHTtos

peanmsauuu lI-1 - 11-27, B KOTOPOM HavanbHyHO 403y BBOASAT NEPES OBYNSALMNEN.

[0382] BapwaHT peanusauyum 1I-30. Cnocob® B cootBeTcTBUMM C nobbiM 13 BapuaHTtoB

peanusayuu lI-1 - [I-27, B KOTOPOM Ha4yanbHy 403y BBOAAT NOCNE OBYNALUN.

[0383] BapwaHT peanusayumm lI-31. Cnoco6 B COOTBETCTBUM C  OfHWUM n3
npeaLecTByoWmMx BapnaHtoB peanu3agum, B KOTOPOM HauvanbHyl 403y BBOAST Mnocne

BBegeHnsa aroHncta NHPI B kayecTBe areHTa co3peBaHus OOLMTOB.

[0384] BapwaHT peanusayum l1-32. Cnocob B cooTBeTcTBUMM C BapuaHTom peanusauyuu
[I-31, B koTOpOM aroHucT MHPI BbIOMpaoT K3 rpynnbl, COCTOSALWEN U3 NEWUNPOPENMHa
auetarta, roHagopenuHa, OycepenvHa, TPUNTOPENWHA, rocCepenuHa, HadapenuHa,

FMCTPEenunHa, AecrnopenuHa, MeTepenuHa u neympenvHa.

[0385] BapwaHT peanusauyum 11-33. Cnocob B  COOTBETCTBUU C  OfHWUM n3
npeaLecTByoWwmx BapuaHToB peanu3auum, AOMOMHUTENBHO BKIHOYAKWMA BBELEHME
BTOPOW A03bl OT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-auetun-D-tuposun-
TpaHc-4-rngpokcun-L-nponun-L-acnaparvHun-L-TpeoHun-L-

heHmnanaHmn)rngpasmnHokapboHmn-L-nenyun-Nw-metmun-L-aprmnmn-L-tpuntodaHamuga,

NI COOTBETCTBYHOLLErO KONMYECTBa ero hapMaLeBTUYECKN MPUEMIEMON COSK.
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[0386] BapwaHT peanusauyuu 11-34. Cnocob B cooTBeTCTBMM C BapuaHTom peanusauyuu
[I-33, B KOTOPOM BTOPYIH 403y BBOAAT Ha MPOTSKEHUW nepuoga OT nMpumepHo 8 Ao

npumepHo 60 YacoB nocne BBEAEHUS Ha4YanbHOW 403bl.

[0387] BapwaHT peanusauyum 11-35. Cnocob B cooTBeTcTBUMM C BapuaHToMm peanusauyuu
[1-33 mnun 11-34, [ONONHUTENBHO BKNHOYaOWMN BBEAEHME TPETHEW A03bl OT MPUMEPHO
0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpokcn-L-nponun-
L-acnaparmHun-L-tpeoHun-L-beHnnananun)rmgpasmnHokapbonun-L-nenyun-Nw-metun-L-
apruHun-L-tpuntodaHammaa, nnm coOOTBETCTBYHOLLEIO KONMMYeCTBa ero hapmMaLeBTUHeCKm

npuemMnemMomn Conm.

[0388] BapwaHT peanusauyuu |I-36. Cnocob B cooTBeTCTBUMM C BapuaHToM peanusauyuu
[I-35, B KOTOPOM TpPeTbio A03y BBOAAT Ha MNPOTSHKEHUMM nepuoga OT npumepHo 8 f[o

npumepHo 60 YacoB nocne BBeAEeHNS BTOPOM 403bl.

[0389] BapwaHnT peanusayum II-37. Cnocob B cooTBeTCcTBUM C BapuaHtom peanusaumm
[1-35 wnn 11-36, [OMNONHUTENBHO BKMKOYAKOWMA  BBEAEHME OT OAHOW [0 NATU
AONOSNHUTENBHBIX 403 OT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-auetmn-D-
TUPO3UN-TPaHC-4-rnapokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-

dheHnnanaHmn)rngpasunHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-tpuntodaHamuaa,

NN COOTBETCTBYHOLLErO KONMYECTBa ero hapMaLeBTUYECKN MPUEMITEMON CONN.

[0390] BapwaHT peanusauyum 1I-38. Cnocob B cooTBeTCcTBMM C BapuaHTom peanvsauyumu
[I-37, B KOTOPOM BBEAEHME OT OAHOM A0 NSATU AOMNOSNHUTENbHBLIX 403 MPOBOAUTCH Ha
NPOTSXKEHMM nepuoga oOT npumepHo 8 A0 npumepHo 60 4YacoB nocne BBeAEHUS

npeaLwecTBYyOWEN AOMNONHUTENBHOW 403bI.

[0391] BapwaHT peanusayum II-39. Cnoco6 B COOTBETCTBUM C  OfHWUM n3
npeaLecTByowmx BapuaHToB peanus3auum, AOMOMHUTENBHO BKIHOYAKWMA BBELEHME

OHOW NN HECKOINBKMX 403 NporecTorexa.

[0392] BapwaHT peanusayum 11-40. Cnocob6 B cootBeTcTBUMM C nobbiM 13 BapuaHTtos
peanmsauuu lI-1 - 11-38, B KOTOpOM cnocob He BKNOYaeT BBEAEHUS O4HOWN NI HECKONbKNX

[A03 nporecrtoreHa.

[0393] BapwanT peanusayum ll-41. Cnocob B  COOTBETCTBUU C  OfHWUM n3
npeaLecTByoWmx BapuaHToB peanusaumm, AONONMHUTENBHO BKIOYAOLWMNA U3BNEYEHNE

OOLUTOB.
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[0394] BapwuaHTt peanusauun l1-42. Cnoco6 B cootBetcTBUM C  BapuaHtom
peanmsauuu [1-41, B KOTOPOM rMnodoms XKeHLNHbI 4ECEHCUBUNM3UPYIOT MO OTHOLLUEHWUIO K

MHPI" nepep BBEAEHMEM HAYanbHOM 4,03bI.

[0395] BapwaHT peanusauyum 11-43. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTyowmx BapmaHToB peanusayum, LONOMHUTENBHO BKFOYAOLMIA MMMNNAHTaLMNIo

amMBpmoHa.

[0396] BapwaHT peanusauyuu l1-44. Cnocob B cooTBETCTBUM C BapuaHToM peanusauyuu
[1-43, B KOTOPOM MMMNMAHTaUMA NPOUCXOLUT B TEYEHMEe OT NpuMepHo 2 Ao npumepHo 10

JHEen nocne BBeAEHNSA HAYanbHOM 4,03bl.

[0397] BapwuaHT peanusauyuu 11-45. Cnocob B cooTBeTCTBUM C BapuaHToMm peanusauyuu
1-43 vnn 1lI-44, B KOTOPOM MMMMNAHTaLUMA MPOUCXOAUT B TeyeHue OT npumepHo 1 go

NPUMEPHO 7 AHEW NOCne U3BNEYEHMS OOLUTOB.

[0398] BapwaHT peanusauyum II-46. Crnocob B cootBeTCcTBUM C NobbiIM 13 BapuaHTtoB

peanunsayuu 11-43 - 11-45, B KOTOPOM 3MBPUOH HE 3aMOPaKMBAKOT.

[0399] BapwaHT peanusauyum l1-47. Cnocob B cooTBeTCTBMM C BapmaHTom peanusauyumu
[1-46, B KOTOPOM 3MOPUMOH MMMNNAHTUPYIOT B TOM XE€ MEHCTPyarbHOM LMKNE, B KOTOPOM

npoBOAAT N3Brie4YyeHne OoOLUTOB.

[0400] BapwaHT peanusauyuu 11-48. Cnoco6 B cootBeTcTBUMM C ntobbiM 13 BapuaHTtos
peanmsayum -1 - 11-23, 1I-25 - [I-26, vinun [I-28 - [I-30, B koTOpOM cnoco® mHayumpyet

OBYNSALMIO.

[0401] BapwaHT peanusayum 11-49. Cnocob B cooTBeTCcTBMM C BapuaHTom peanusauyumu
[1-48, B KOTOPOM XeHwmHa OepemMeHeeT NOCPEACTBOM MOMIOBOrO akra unm

BHYTPUMATOYHON MHCEMUHALMW MOCTe BBEAEHWUS MO MEHbLUEN Mepe HavyanbHOM 403bl.

[0402] BapwaHT peanusayum lI-50. Cnoco6 B COOTBETCTBUM C  OfHWUM n3
npeaLecTByoWmx BapmnaHtoB peanusaumm, B KOTOPOM MOCINE BBEAEHUS MO MEHbLUEW

MEpPE HavanbHOW A03bl, XXEHLLUMHA BEPEMEHEET W/NNN POXKAET.

[0403] BapwaHT peanusayum lI-51. Cnocob no nrobomy 13 BapmaHtos peanusaumm I1-1 -
[1-4 vnn 116 - 1I-50, B KOTOPOM OfHa UNU HECKONBKO HavarnbHbIX 403, BTOpasa 403a, TPETbS
A03a, MNM OT OAHOWM A0 NATUM  AOMOSHUTENBbHBIX A03 MNPOMOTUPYHOT MOAAEPXKKY

NOTEMHOBOW ¢hasbl.
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[0404] BapwaHT peanusayum lI-52. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTByoWmx BapruaHToB peanusaumm, B KOTOPOM OfHY WITM HECKOSbKO HadarnbHbIX
[,03, BTOPYIO [03y, TPETBO A03Y, UK OT OAHOW A0 MNSATUM AOMNOSNHUTENBHLIX 403 BBOAAT

NyTEM UHBEKLMM.

[0405] BapwaHT peanusauyuu 1I-53. Cnocob B cooTBeTcTBUMM C BapuaHToMm peanusauyumu
[I-52, B KOTOPOM WHBEKUMA MNpeactaBnsaeT CoOOM BHYTPUMBILLEYHYIO WK NOLKOXHYHO

NHBEKLMIO.

[0406] BapwaHT peanusauyum lI-54. Cnoco6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTByowmx BapmaHtos peanmsaymm, B KOToOpom ntobas n3 0gHON UM HECKOMbKMX
HayanbHbIX 403, BTOPOM A03bl, TPETbEW A03bl, UM OT OAHOM 4O NSATU AOMOMHUTENbHbIX

A03 coctasngaeT oT npmumepHo 0,0003 mr go npumepHo 0,03 wmr.

[0407] BapwaHnt peanusayum II-55. Cnoco6 B COOTBETCTBMM C  OAHUM U3

npeaLwecTByoWmx BapnaHToB peanmsayum, B KOTOPOM XeHLmHe npooaat KCA.

[0408] BapwaHT peanusayum lI-56. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npegwecTeyowmx BapmanTtoB peanmsauyum, B kotopom BPT-tepanuto BbiOupatoT u3
rpynnbl, COCTOAWEW W3  AOHOPCTBA  OOUMTOB, cosgaHma ©GaHka  OOUMTOB,
BHyTpUUMTONNasmaTU4eckom WHbekummn cnepmatosomga (MKCW), OKO, npouecca

nepeHoca ambpuoHa (3), NHAYKLMM OBYNALMM U BHYTPUMATOYHON MHCEMUHALMN.

[0409] BapwaHT peanusayum lI-57. Cnoco®6 B COOTBETCTBUM C  OfHWUM n3
npeaLwecTyowmx BapmaHtoB peanusaymm, B KOTOPOM XEHLMHA MMEET YTO-TO O4HO UMK
Heckonbko 13 CIA, AMIT coiBopoTkn 6onee 15 nmone/n, obwero YA® Gonee 23 no Y3N,
actpagunona E2 ceiBopotkn Gonee 3000 nr/mn, unu nepeHecna OAWH UMW HECKONBbKO

npeaLwectayowmx anmsonos CrrA.

[0410] BapwaHT peanusayum lI-58. Cnoco6 B COOTBETCTBUM C  OfHWUM n3
npeaLecTByoWmx BaprnaHToB peannsaumm, B KOTOPOM KEHLLMHA XapaKTEPU3yeTCsa YeM-
TO OAHUM UM HECKONBKUMU N3 aHOBYIATOPHBLIX LMKIIOB, UMW CTapLUMM PENPOLYKTUBHBIM
BO3PacTOM, UM UCTbITLIBAET BTOPUYHYIO SUYHUKOBYH HEAOCTATOYHOCTb, OJTIMFOMEHOPEN,

aMEHOPEID, 3HAOMETPUO3 NN CUHAPOM NONMKMUCTO3a anyHmnkoB (CIMA).

[0411] BapwaHT peanusayum 11-59. Cnocob MHAyLMpOoBaHUA OKOHYaTensLHOro
CO3peBaHNA POMMMKYNOB U PaHHEN NOTEMHN3AUMN Y HYXAAMOWENCA B STOM KEHLUMHBI,
npUYEM  yKasaHHas  XeHwuHa  npoxoguTt  npoueaypel  BPT, nogeeprraco

AeceHcnbunmusauum runodursa n npeaBapuTensHO nonyyvana oMKy noCTUMynMpyoLme
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ropMOHbl B pamkax BPT, Bknwovalowmy BBEAEHWE XEHLMHE HadanbHOW [03bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-TpaHc-4-rugpokcu-
L-nponun-L-acnaparmHmn-L-tpeoHunn-L-gpeHmnananun)rugpasnHokapboHmn-L-nenyuyn-

Nw-meTun-L-aprunun-L-TpuntodaHammga, wWnnm COOTBETCTBYHOLLEro KonuyecTtBa ero
dapmaueBTUHECKM MPUEMNEMON CONKW, WU MOCne BBEAEHUS HayanbHOW [03bl YPOBEHb
aHgoreHHoro J1IN B KpoOBW EHLLUMHBI NOBbILLEH MO CPaBHEHUIO C YpoBHEM aHaoreHHoro J1I B

KPOBW XeHLLUWHbI nepen BBeaEeHNEM Ha4anbHOM A03bl.

[0412] BapwaHT peanusayuu 11-60. Cnocod nHAYLMPOBaHNA OBYNALUUM Y HY>XKAAKOLWEeNcs
B O9TOM XEHLUMHbI, NPUYEM YyKa3aHHAs XEHLUMHA SBNAETCA aHOBYNATOPHO BecnnogHou u
ykaszaHHoe 6ecnnogme He BbI3BaHO MNEPBUYHBIM  HapyleHeM QYHKUMU  SUYHWUKOB,
BKNHOYaOWMMA BBEAEHME KEHLMHE HadvanbHOM [o3bl OT npumepHo 0,00003 mr go
npumepHo 0,030 mr 2-(N-auyeTtun-D-tuposunn-tTpaHc-4-rugpoken-L-nponun-L-acnaparmHmn-
L-TpeoHun-L-dpeHnnananmn)rmgpasnHokapboHun-L-nenymn-Nw-meTtun-L-aprHmnn-L-

TpuynTopaHamuaa, WM COOTBETCTBYIOLLEro KonMuyectea ero  dapmaueBTUYecKku
npuemMnemMon Conu, U Mocne BBEAEHUA HadanbHOW [A03bl ypoBeHb 3HAoreHHoro JIIT B
KPOBM EHLUMHbBI NOBbILIEH MO CPABHEHMIO C YPOBHEM 3HAOreHHoro JII B KpOBU KEHLMHbI

nepen BBeAEHMEM Ha4YanbHOM A03bl.

[0413] BapwaHT peanusauyum l1-61. Cnocob B cooTBeTcTBMM C BapuaHTom peanusauyumu

[1-59 nnu 11-60, B KOTOPOM XeHLmHa nmeeT puck CIrA.

[0414] BapwaHT peanusauyum lI-62. Cnoco® B cootBeTcTBUMM C ntobbim 13 BapuaHTtos
peanmsayum 11-59 - 11-61, B KOTOPOM MO MeHbLeEN Mepe 36 4YacoB MNOCME BBEAEHUS
Ha4aneHOW 403bl YPOBEHb 3HA0reHHOro J1IM B KPOBM XKEHLLUMHBI MOBBLILLEH MO CPABHEHMIO C

ypoBHeM 3HAoreHHoro JII B KPOBW XEHLLUMHbI Nepes BBeLeHWEM HauanbHOW A03bl.

[0415] BapwaHT peanusayum 11-63. Cnocob B cootBeTcTBUMM C nobbiM 13 BapuaHTtos
peanusayumn 11-59 - [I-62, B KOTOPOM MakcUmManbHbIA ypPOBEHb 3HAOreHHoro JIIT B kpoBw
HabnogaeTca Yepes No MEHbLUEW MEPE NPUMEPHO 12 YacoB NMocne BBEAEHUSA HaYanbHOW

J03bl.

[0416] BapwaHT peanusauyuu |1-64. Cnocob B cooTBeTCcTBMM C BapuaHTom peanusauyuu
[I-63, B KOTOPOM MakcMMarnbHbIN ypOBEHb 3HA0reHHoro JII B KpoBu Habnogaetca mexay

NPUMEPHO 12 Yyacammn 1 NPUMEPHO 48 Yacamm Nocne BBEAEHNA Ha4YanbHOW 403bl.

[0417] BapwaHT peanusayum |1-65. Cnocob B cootBeTcTBUMM C nobbiM 13 BapuaHTtos

peanmsauyuun [1-59 - 11-64, B KOoTOpOoM ypoBeHb 3HAOreHHoro JIIL B KPOBU KEHLLMHbI
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NnoBbIlEH MeXay MnpuMepHo 12 vacamu M npumMepHo 96 4yacamm nocne BBeAESHWUA
Ha4aneHOW [03bl MO CPaBHEHWUIO C YPOBHEM 3SHAOreHHoro JIIT B KpOBW XEeHLUMHbI nepeg,

BBEJEHMEM HavarnbHOW [03bl.

[0418] BapwaHT peanusauyum l1-66. Cnocob B cootBeTcTBUMM C nMobbiM 13 BapuaHTtos
peanmsauyuun [1-59 - 1I-65, B koTOopoM ypoBeHb 3HAOreHHoro JIIL B KPOBU KEHLLMHbI
NOBbILWEH Ha NPOTSXEHUM NO MeHbLLEW Mepe 36 YacoB Nnocne BBEAEHNSA HadYansHOM 403bl
NO CpaBHEHMIO C YPOBHEM 3HAOreHHoro JIIT B KPOBW XEHLMHbI nepen BBeAEHUEM

HavYanbHOW A03bl.

[0419] BapwaHT peanusauyuu |1-67. Cnocob B cooTBeTCTBUMM C BapuaHToM peanusauyuu
[I-66, B kOTOpOM ypoBeHb 3HAOreHHoro JIIT B KpoBWM MNOBbIWEH Ha MPOTHXKEHUN OT

npuMepHO 36 4YacoB A0 NPUMEPHO 16 AHEN.

[0420] BapwaHnT peanusayum II-68. Crnocob B cooTBeTcTBUM C BapuaHTom peanusaumm
[I-66, B KOTOPOM ypoOBeHb 3HAoOreHHoro JIIL B KPOBW MOBbLIWEH Ha MPOTSKEHUN OT

npumepHo 36 4YacoB 40 NPUMEPHO 12 gHEN.

[0421] BapwaHT peanusayum lI-69. Cnoco®6 B COOTBETCTBUM C  OfHUM n3
npealwecTeyowmx BapuaHToB peanusaumm, B KOTOPOM JKEHLUMHA UCMbITbIBAET

aHoOBynATOpHOEe Becnnoane, He Bbi3aBaHHOE NEPBUYHBIM HapyLLUEHWEM DYHKLMN SUYHNKOB.

[0422] BapwaHT peanusayum lI-70. Cnoco®6 B COOTBETCTBUM C  OfHUM n3
npeplecTeyowmMx BapmaHToB peanmsaumun, BKIHOYAKOWWA  BBEAEHUE  KEHLUMHE
HavanbHOW A03bl oT npumepHo 0,001 mr go npumepHo 0,003 mr 2-(N-auetun-D-Tuposun-
TpaHc-4-rngpokcun-L-nponun-L-acnaparuHun-L-tpeoHun-L-

hbeHmnanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmun-L-apruHmn-L-tpuntodaHamuaa,

NN COOTBETCTBYHOLLEE KONMYECTBO €ro hapMaLeBTUYECKN NPUEMNEMON CONN.

[0423] BapwaHT peanusayum lI-71. Cnocob B cootBeTcTBUMM C nobbiM 13 BapuaHTtos
peanmsauuu lI-1 - [I-69, BknouaroLWLmMn BBEAEHNE XKEHLLUMHE HAYanbHOW 403bl OT MPUMEPHO
0,001 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpokcn-L-nponun-L-
acnaparnHun-L-tpeoHun-L-pennnananunn)rugpasmHokapboHun-L-nenumn-Nw-metmn-L-

apruHun-L-tpuntoaHammaa, nnnm CoOoTBETCTBYHOLLEE KONMMYECTBO €ro hapmaLeBTUYECKM

NpUeMNEMON Conu.

[0424] BapwaHT peanusayum lI-72. Cnocob B cootBeTcTBUMM C nMobbiM 13 BapuaHTtos
peanmsauuu lI-1 - [I-69, BknouaroLWLmMn BBEAEHNE XEHLLUMHE HAYanbHOW 403bl OT MPUMEPHO

0,0003 mr go npumepHo 0,003 mr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-
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acnaparnHun-L-tpeoHun-L-pennnanannn)rugpasmHokapboHun-L-nenumn-Nw-metmn-L-
apruHun-L-tpuntodaHammaa, nnnm CoOoTBETCTBYIOLLEE KONMMYECTBO €ro hapmaLeBTUYECKM

NpPUeMNEMON COnu.

[0425] BapwuaHnTt peanusayum lI-73. 2-(N-Auetnn-D-Tnposnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rugpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHamug, nnu ero dpapmMaueBTUYECKM npuemnemMas cosb, 4ng
ncnonb3oBaHWs B cnocobe noBbIWEHUA YPOBHA 3sHAoreHHoro JIIT y  KeHLWWHBbI,
npoxogsawen  npoueaypel BPT un  wumerowen puck CIA,  Bknrovarowem:
BBEAEHME XEHLWMHE HavanbHOM 403kl 0T npumepHo 0,00003 mr go npumepHo 0,030 mr 2-
(N-aueTtun-D-Tnposun-tpaHc-4-rugpoken-L-nponun-L-acnaparnHun-L-TpeoHun-L-
dheHunanaHmn)rngpasnHokapboHun-L-nenynn-Nw-metun-L-apruHmn-L-TpuntodaHamuaa,

NN COOTBETCTBYHIOLLLErO KONMMYECTBAa ero hapmMaueBTUYECKM NMPUEMITEMON COMMU.

[0426] BapwuaHt peanusaumm ll-74. 2-(N-Auetnn-D-Tnposmn-TpaHc-4-rugpokcum-L-
nponun-L-acnaparmHun-L-TpeoHun-L-deHmnnananmn)rugpasmHokapboHunn-L-nenymn-Nw-
meTun-L-aprmHunn-L-tpyntodaHamug nnm ero papmaueBTUYECKM NpUeMnemas conb ANs
NCNonb30BaHNUS B COOTBETCTBUM C BapuaHntom peanusayuum 1I-73, npuyem nocne
BBEAEHMS Ha4anbHOW L03bl YPOBEHb 3HAOrEHHOro JII B KPOBM XEHLUMHbI MOBbILEH MO
CpaBHEHWNIO C YPOBHEM 3HAOreHHoro JIIT B KPOBU XEHLMHbI Nepes BBEAEHNEM HaYarnbHOM

J03bl.

[0427] BapwaHnTt peanusauum lI-75. 2-(N-AueTtnn-D-tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHunn-L-pennnanannn)rngpasmHokapboHmnn-L-nenumnn-Nw-
MeTun-L-aprmiun-L-TpyntodaHamug, nnu ero apmMaueBTUYECKM NpuemMnemas conb, 4ng
MCNonb3oBaHMs B Ccnocobe noBbIWEHUA YPOBHA 3HAoreHHoro JII y  KeHWWHBbI,
npoxoasawen npoueaypsl BPT, BknroyarowWmii: BBEAEHWE XEHLUMHE HadanbHOW A03bl OT
npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-tnposnn-TpaHc-4-rugpokcu-
L-nponun-L-acnaparnHmn-L-tpeoHunn-L-dpeHmnananvn)rugpasnHokapboHmn-L-nenyyn-
Nw-meTun-L-aprunun-L-TpuntodaHammaa, WM  COOTBETCTBYHOLLEro KonuyectBa €ro

hapmaLeBTUYECKM NPUEMIIEMON COSN.

[0428] BapwaHnT peanusauum lI-76. 2-(N-AueTtnn-D-Tnposnn-TpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMas comnb ANS
NCNoNb30BaHNA B COOTBETCTBMM C BapuaHtom peanusauum II-75, npuyem no MeHbLuen

Mepe 36 4yacoB nocne BBEAEHWA HayanbHOM [03bl YPOBEHb SHAOreHHoro JIIT B KpoBu
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XKEHLLMHbI MOBbILLEH MO CPaBHEHMIO C YPOBHEM 3HAOreHHOro JII B KPOBU XKEHLMHbI Nepes,

BBEJEHMEM HavanbHOW [03bl.

[0429] BapwaHnTt peanusauyum lI-77. 2-(N-Agetnn-D-Tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMas comnb ANS
NCNONb30BaHNA B COOTBETCTBUM C BapmaHtom peanusauum II-75, nppuyem makcumanbHbIN
ypoBeHb sHaoreHHoro J1IN B kpoBm HabnogaeTca Yepes no MeHbLuen mepe npumepHo 12

4yacoB Mocre BBeAeHUS Ha4yanbHOM A,03bl.

[0430] BapwaHnTt peanusayum lI-78. 2-(N-AueTtnn-D-Tnposunn-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-peHnnanannn)rugpasmHokapboHun-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero goapmMaueBTUYECKM nNpuemMniemMasn comnb AN
NCNoNb30BaHNA B COOTBETCTBMM C BapwaHtom peanusauum [I-75, npuyem xeHwmHa
nony4vyaeT TPUITEPHYIO 03y areHta co3peBaHus OouuToB B pamkax cxembl BPT nepep
BBEAEHMEM HayanbHoM p[03bl  2-(N-auetun-D-tmposun-tpaHc-4-rugpoken-L-nponun-L-
acnaparmHun-L-tpeoHun-L-dpeHnnananHmn)rmgpasnHokapboHmn-L-nenymn-Nw-metumn-L-

apruHn-L-tpuntodaHammuaa nnmn ero dapmauyeBTUYECKN NMPUEMITIEMON COMN.

[0431] BapwaHnTt peanusayum lI-79. 2-(N-AueTtnn-D-tnposnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHun-L-pennnanannn)rngpasmHokapboHmnn-L-nenumnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMmnemas Ccomnb ANS
NCNONb30BaHWs B COOTBETCTBMM C NOObIM M3 NpeaLlecTByrowmx BapmaHToB peanunsaumn,
NPUYEM HauvarnbHyHO 03y BBOAAT, KOrga no MeHbLUEW Mepe Tpu POonnukyna SMYHUKOB

pasmepoM no MeHbLluen mepe 14 mm HabngaroTca ¢ nomoLwso Y3WU.

[0432] BapwaHnTt peanusauyumm II-80. 2-(N-AueTtnn-D-Tnposunn-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero goapmMaueBTUYECKM NpuemMnemMas Ccomnb AN1S
NCNONb30BaHWS B COOTBETCTBMM C NOObIM M3 NpeaLlecTByoWmMX BapmuaHToB peanusaymn,
NpUYEM HauvarnbHyr0 03y BBOAAT, KOrga no MEeHbLUEW Mepe Tpu POonnukyna SMYHUKOB

pasmepom no MeHbluen mepe 18 mm HabnogaroTca ¢ nomoLso Y3WU.

[0433] BapwaHnTt peanusauum lI-81. 2-(N-AueTtnn-D-Tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHun-L-TpeoHnn-L-pennnanannn)rngpasmHokapboHunn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemas comnb ANS

MCMONb30BaHWSA B COOTBETCTBMM C NOOLIM M3 NpeaLlecTByoLMX BapnaHToB peanunsauumu,
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Mpu4YeM HauvanbHyr0 [03y BBOAST, KOTA4a KOHUEHTpauus SCTpaauona CbIBOPOTKM

COCTaBnsET NO MeHbLLEN mepe 0,49 Hmonb/n.

[0434] BapwaHnTt peanusauyum lI-82. 2-(N-AueTtnn-D-tnposnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMas comnb ANS
NCNONb30BaHWS B COOTBETCTBMM C NOObIM M3 NpeaLllecTByrowmx BapmaHtos peanusauyuu,
AONONMHUTENBHO BKNtovarowero BeegeHne PCI B nepwog OT npuMepHo S5 aHen [o

NPUMEpPHO 12 aHEN Nepen BBEAEHNEM HavanbHOM 403bl.

[0435] BapwaHnTt peanusayum lI-83. 2-(N-AueTtnn-D-Tnposunn-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-peHnnanannn)rugpasmHokapboHun-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero goapmMaueBTUYECKM nNpuemMniemMasn comnb AN
NCMNONb30BaHMA B COOTBETCTBUN C NoBbIM 13 nNpegLuecTsyowmx BapmaHtos peanusauumu,
AOMNOSNHUTENBHO BKOYaroLWero BeeaeHne aHtaroHucta MHPIT B nepuog oT npumepHo 2

AHen o npumepHo 10 gHen nepes BBEAEHNEM HaYanbHOM 403bl.

[0436] BapwuaHt peanusauum 11-84. 2-(N-Auetnn-D-tnposmn-tpaHc-4-rugpokcu-L-
nponun-L-acnaparnHun-L-TpeoHunn-L-pbennnanannn)rngpasmHokapboHmnn-L-nenumnn-Nw-
MeTun-L-aprmiun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemasi conb ANs
NCNONb30BaHNS B COOTBETCTBMM C BapwmaHtom peanusaumm [I-83, npuyem aHTaroHUCT
NPl BbIGMpaloT K3 rpynnbl, COCTOSALWEN U3 PENyronvkca, dnaronvkca, LeTpopenukea,
raHmpenukca, abapenukca, Han-bny, aHTMga, asanvHa B, perapenukca, D63153

(o3apenukca), OBE2109 n TeBepenukca.

[0437] BapwaHnTt peanusauyum lI-85. 2-(N-AueTtnn-D-tnposunn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero hapmMaueBTUYECKM nNpuemMnemas conb ANS
NCNONb30BaHNA B COOTBETCTBMM C MoObiM M3 BapuaHToB peanusauuu 1I-73 - 11-84,
AOMONHUTENBHO BKNHOYaroLero seegeHne aroHucta HPI B nepuog ot npumepHo 14 o

NPUMEPHO 28 oHEN Nepen BBEAEHNEM Ha4anbHOM 403bl.

[0438] BapwuaHnT peanusauyum lI-86. 2-(N-AueTtnn-D-tnposnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHun-L-pennnanannn)rmgpasmHokapboHmnn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemMas comnb 4115
NCNonb30BaHUSA B COOTBETCTBUM C BapmaHtom peanmsaumn 11-85, npuyem aroHmncTt MHPI

BbIOMpaOT M3  rpynnbl, COCTOAWEW W3 NENNpopenuHa aueTtaTta, roHagopenuHa,
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OycepenvHa, TPUNTOPEnuHa, rocepenvHa, HadgapenuHa, MCTPenuHa, AEeCrnopenuHa,

MeTepenuHa n neympenvHa.

[0439] BapwaHnTt peanusauyum lI-87. 2-(N-AueTtnn-D-Tnposunn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMas comnb ANS
NCNONb30BaHWS B COOTBETCTBMM C NOOLIM M3 NpeaLlecTByoWmMx BapmuaHToB peanusaymu,

NpyYeM HavanbHyt 403y BBOASAT Nepes UsBneyYeHnemM ooLmToB.

[0440] BapwaHnTt peanusauyum II-88. 2-(N-AueTtnn-D-Tnposnn-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rugpasmHokapboHun-L-nemymn-Nw-
MeTun-L-apruHun-L-TpyntodaHammg nnu ero goapmMaueBTUYECKM npuemnemMas conb AN
NCNONb30BaHNA B COOTBETCTBMM C NoBbIM 13 BapnaHToB peanusayuu II-73 - 1I-87, npuyem

Ha4YanbHY 403y BBOAAT NOCNe U3Bne4veHna ooLunToB.

[0441] BapwuaHt peanusauum 11-89. 2-(N-Auetmn-D-Tnposmn-TpaHc-4-rugpokcu-L-
nponun-L-acnaparmHun-L-TpeoHun-L-dpeHmnnananmn)rugpasmHokapborun-L-nenymn-Nw-
meTun-L-aprmHunn-L-tpyntodaHamug nnm ero papmaueBTUYeCKM Npuemnemas conb Ans
NCNONb30BaHNA B COOTBETCTBMM C NtobbiM 13 BapnaHToB peanusayum II-73 - 1I-87, npuyem

HavarnbHyt 403y BBOAST Nepen OBynsALUEN.

[0442] BapwaHnTt peanusauyum 11-90. 2-(N-AueTtnn-D-tnposnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM nNpuemMnemMmas Ccosnb ANS
NCNONb30BaHNA B COOTBETCTBMM C NtobbiM 13 BapunaHToB peanusayum [I-73 - 1I-87, npuyem

HaYarnbHyH 403y BBOAST NOCIE OBYSLMN.

[0443] BapwaHnTt peanusayum 1I-91. 2-(N-AueTtnn-D-Tnposunn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHun-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmiun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemast conb ANs
NCNONb30BaHWS B COOTBETCTBMM C NOObLIM M3 NpeaLlecTByoWmMX BapmuaHToB peanusaymu,
npuYyeM HadanbHy0 003y BBOAAT nocrne BBeaeHus aroHucta MHPIT B kadecTBe areHTta

CO3peBaHNA OOLMTOB.

[0444] BapwaHnTt peanusauum 11-92. 2-(N-AueTtnn-D-Tnposunn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-tTpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemas comnb AN

NCnonb3oBaHUS B COOTBETCTBUM C Bapmantom peanmsaumn 11-91, npuyem aroHmncTt MHPI
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BbIOMpaOT M3 rpynnbl, COCTOAWEW M3 NENNpopenvHa aueTtarta, roHagopenunHa,
BycepenvHa, TPUNTOPENWHA, rocepenuHa, HadapenuHa, rMCTpenvHa, AEeCnopenvHa,

MeTepenuHa n neympenvHa.

[0445] BapwuanTt peanusayum 1-93. 2-(N-AueTtnn-D-Tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rugpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMasn comnb ANS
MCNONb30BaHWS B COOTBETCTBMM C NOObLIM 13 NpeaLlecTByoWmMx BapmuaHToB peanusaymu,
AONOSTHUTENBHO BKNHOYaKOLWEro BBeAEHWE BTOpPOM A03bl OT npumepHo 0,00003 mr go
npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-tTpaHc-4-rugpokeu-L-nponun-L-acnaparnHmn-
L-TpeoHun-L-bennnananunn)rngpasmHokapboHun-L-nenuymn-Nw-metun-L-apruHnn-L-
TpunTopaHamuaa, WM COOTBETCTBYIOLLEro  KonmyectBa ero  dapmaueBTUYecku

npuemMnemMomn Conm.

[0446] BapwuaHt peanusaumm 11-94. 2-(N-Auetmn-D-Tnposmn-TpaHc-4-rugpokcu-L-
nponun-L-acnaparmHun-L-TpeoHun-L-deHmnnananmn)rugpasmHokapboHunn-L-nenymn-Nw-
meTun-L-aprmHunn-L-tpyntodaHamug nnm ero papmaueBTUYECKM NpUeMnemas conb ANs
NCNONb30BaHNSA B COOTBETCTBUM C BapmaHtom peanusaguum [1-93, npuyem BTOpyHO 403y
BBOAAT Ha NPOTSXKEHUM Nepuoga OT npumepHo 8 o npumepHo 60 YacoB nocne BeeLeHUs

HavYanbHOW A03bl.

[0447] BapwaHnTt peanusayum 11-95. 2-(N-AueTtnn-D-Tnposnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-TpeoHunn-L-pennnanannn)rngpasmHokapboHun-L-nenumnn-Nw-
MeTun-L-aprmiun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemas Ccomnb ANS
NCNonbL3oBaHWS B COOTBETCTBMM C Bapumantom peanusauum  [1-93  wnun  11-94,
AOMNOSNTHUTENBHO BKITHOYAKOLLEr0 BBEAEHME TPETbEN A03bl OT npumepHo 0,00003 mr go
npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-tpaHc-4-rugpokeu-L-nponun-L-acnaparnHmn-
L-TpeoHun-L-tbenmnnananunn)rngpasmHokapboHun-L-nenymn-Nw-metun-L-apruHnn-L-
TpynTopaHamuga, WnM  COOTBETCTBYIOLLEro  KONMMYecTBa ero  apmaueBTUYECKU

NpPUeMNEMON COMMW.

[0448] BapwaHnT peanusauyum 1I-96. 2-(N-AueTtnn-D-tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero goapmMaueBTUYECKM NpuemMnemas comnb ANS
NCMNoOMb30BaHNS B COOTBETCTBUMM C BapwmaHToM peanusauum 11-95, npudem TpeTbio 403y
BBOAAT Ha NPOTSKEHUM Nepuoga OT npumepHo 8 Ao npumMmepHOo 60 YacoB nocne BeeLeHus

BTOPOW A,03bl.
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[0449] BapwaHnTt peanusauyum 1I-97. 2-(N-AgeTtnn-D-Tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHnn-L-tTpeoHun-L-pennnanannn)rugpasmHokapboHmnn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemMas comnb AN
MCnonbL3oBaHWs B COOTBETCTBMM C  Bapwantom peanusauum [1-95  wnun  11-96,
AOMOMHUTENBHO BKIHOYAKOLWEro BBeAEHWe OT OAHOW A0 MNATU AOMNOMHUTENbHBIX 403 OT
npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-tnposun-tpaHc-4-ruapokcu-
L-nponun-L-acnaparmHmn-L-tpeoHun-L-gpeHmnananun)rugpasnHokapboHmn-L-nenyuyn-
Nw-meTun-L-aprunun-L-TpuntodaHammga, wWnnM COOTBETCTBYHOLLEro KonmyectBa ero

hapmaLeBTUYECKM NPUEMIEMON CONN.

[0450] BapwanTt peanusayum 11-98. 2-(N-AueTtnn-D-Tnpo3unn-TpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pernnanannn)rngpasmHokapboHun-L-nenymn-Nw-
MeTun-L-apruHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM nNpuemMniemMasn comnb AN
NCNonNb30BaHNA B COOTBETCTBUMM C BapuaHtom peanusauun |1-97, npuyem BBegeHue OT
OOHOW A0 MATWU AOMNOMHUTENbHBIX 403 NPOBOAUTCA Ha NPOTSXEHUM Nepuoga oT NPUMEPHO

8 no npumepHo 60 YacoB Nocne BBEAEHUS NPEALLECTBYOLEN AOMNOMNHUTENBHON 403bI.

[0451] BapwaHnTt peanusayum 11-99. 2-(N-AueTtnn-D-tnposnn-tTpaHc-4-rugpokcn-L-
nponun-L-acnaparnHun-L-TpeoHunn-L-bennnanannn)rngpasmHokapboHmnn-L-nenumnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero apmMaueBTUYECKM nNpuemMnemas Ccomnb ANS
NCNONb30BaHMs B COOTBETCTBMM C NOObIM M3 NpeaLllecTByowmnx BapmnaHtoB peanunsaumn,

AONONTHUTENbHO BKNO4YaroLLero sBegeHmne OAHOW N HECKOMBbKMX 403 nporecroreHa.

[0452] BapwaHnT peanusauyum 11-100. 2-(N-Auetun-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHun-L-nenumnn-Nw-
MeTun-L-aprmiun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemas comnb 415
NCNoNb30BaHNA B COOTBETCTBMM C NoBbIM 13 BapnaHToB peanusayum [I-73 - 11-98, npuyem

crnoco® He BKIMoYaeT BBEAEHUS OAHOW UMM HECKONBKNX 403 NPOrecToreHa.

[0453] BapwaHnTt peanusayum lI-101. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHnn-L-pennnanannn)rugpasmHokapbonmnn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMmas comnb ANS
NCNONb30BaHWS B COOTBETCTBMM C NOObIM M3 NpeaLllecTByoWmMx BapmuaHToB peanusaymm,
NPUYEM OfHY UM HECKONbKO HavasnbHbIX 403, BTOPYI 403y, TPETbH A03Y, UK OT O4HOW

A0 NATW A0NONHNTENbHBIX 403 BBOAAT NYyTEM UHBEKLMN.

[0454] BapwaHnTt peanusauyum l1-102. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rngpokcu-L-

nponun-L-acnaparnHnn-L-tTpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymn-Nw-
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MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemMas comnb ANS
MCnonbL30BaHNs B COOTBETCTBMM C BapwaHtom peanmusaumn [1-101, npuyem mHbekums

npeacTaBnseT cOboN BHYTPUMbILLEYHYHO UMW MOAKOXHYH NHBEKLMIO.

[0455] BapwanT peanusayum 1I-103. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rngpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rugpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMasn comnb ANS
MCNONb30BaHWS B COOTBETCTBMM C NOBbIM 13 NpeaLllecTByrowmx BapmaHtos peanusayuu,
npudem nobdas n3 ogHON UM HECKONBKMX HavarnbHbIX 403, BTOPOM A403bl, TPETHEN 403bI,
UNM OT OAHOW 4O MATKM AOMNONHUTENBHBLIX A03 COCTaBnseT oT npumepHo 0,0003 mr go

npumepHo 0,03 mr.

[0456] BapwvanT peanusayum lI-104. 2-(N-Auetunn-D-tnposun-tTpaHc-4-rngpokcu-L-
nponun-L-acnaparmHun-L-TpeoHun-L-dpeHmnnananmn)rugpasmHokapborHun-L-nenymn-Nw-
meTun-L-aprmHunn-L-tpyntodaHamug nnm ero hapmaueBTUYECKM NpUeMnemas conb AnNs
NCNONb30BaHMA B COOTBETCTBUN C NoBbIM 13 nNpegluecTsyowmx BapmaHtos peanusauumu,

npuyeM xeHwmHe nposoaat KCA.

[0457] BapwaHnT peanusauyum lI-105. 2-(N-Auetun-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pbennnanannn)rngpasmHokapboHun-L-nenumnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg mnu ero goapmMaueBTUYECKM NpuemMnemas Ccomnb ANS
NCNONb30BaHWS B COOTBETCTBMM C NOObIM M3 NpeaLlecTByoWmMX BapmnaHToB peanunsauymn,
npuyem BPT-tepanuto BbIOUpaOT M3 rpynnbl, COCTOSALWEN U3 AOHOPCTBA OOLMTOB,
cospaHmsa ©anka ooumtoB, WUKCW, 3KO, npouyecca [13, wHAyKUMM OByNnAUUKW, U

BHYTPUMaTOYHON MHCEMUHALMN.

[0458] BapwanT peanusauyum lI-106. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero goapmMaueBTUYECKM npuemMnemMmas comnb ANS
NCNONb30BaHWS B COOTBETCTBMM C NOObIM M3 NpeaLluecTByrowmx BapmaHtoB peanusauymn,
MNPUYEM KEHLLUMHA UMEET YTO-TO OA4HO UNn Heckonbko n3 CIA, AMIT ceiBopoTkm Bonee 15
nmone/n, obwero YAP bonee 23 no Y3, sctpagmona E2 ceiBopoTkn Bonee 3000 nr/mn,

UM NepeHecna OAWH UM HECKOMbKO NpejLuecTBytoLmx ann3ogoe CrA.

[0459] BapwaHnT peanusayum lI-107. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHun-L-pennnanannn)rngpasmHokapboHmnn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemMmas comnb ANS

MCMONb30BaHWSA B COOTBETCTBMM C NOOLIM 13 NpeaLlecTBytoLmMx BapnaHtoB peanunsauumu,
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MPUYEM XKEHLUMHA XapaKTEPU3YeTCs YEM-TO OAHUM UMM HECKONBKUMM N3 aHOBYNSATOPHBLIX
UMKMOB, WM CTapluMM pPenpoAyKTUBHBIM BO3PAaCTOM, WU UCMbITbIBAET BTOPUYHYHO
SAMYHMKOBYH HEAOCTaTOYHOCTb, ONIMFOMEHOPEHD, aMEHOPELD, 3HAOMETPMO3 UMM CUHAPOM

nonukmctosa amyHukos (CI1A).

[0460] BapwaHnT peanusauyum lI-108. 2-(N-Auetnn-D-tnposunn-tpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rugpasmHokapboHmnn-L-nenumnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero dapmMaueBTUYeCcKM npuemnemas conb AN
MCNonb3oBaHWs B cnocobe MHAYLMPOBaAHNA OKOHYaTEeNbHOro CO3peBaHnsa PONMNKYIoB U
paHHEN NIOTEMHU3AUMM Y KEHLUMHBbI, npoxogswen npoueaypsl BPT, noasepruencs
AeceHcmbununsagmm rmnogousa n npeaBapuTensHO nonyyasLLeEN
donnMKynoCTUMyNUpyroLLME ropMoHbl B pamkax BPT, Bkrrovarowem BBeAEHWE XEHLWMUHE
HavanbHOW A[03bl OT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-auetun-D-
TUPO3UN-TpaHc-4-rngpoken-L-nponun-L-acnaparnHnn-L-TpeoHnn-L-
dhennnanaHmn)rmgpasmHokapboHun-L-nenuymn-Nw-metun-L-aprmHnn-L-tpuntodaHammnga,

MW COOTBETCTBYIOLLIETO KONUYECTBA ero hapmaLeBTUYECKM NPUEMIIEMON COMN.

[0461] BapwaHnT peanusayum 1I-109. 2-(N-Auetun-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHun-L-TpeoHunn-L-bennnanannn)rngpasmHokapboHmnn-L-nenumnn-Nw-
MeTun-L-aprmiun-L-TpyntodaHammg nnu ero goapmMaueBTUYECKM NpuemMnemas Ccomnb ANS
NCNoOnb30BaHNS B COOTBETCTBMM C BapuaHtom peanusauymm [1-108, npuuem nocne
BBEAEHMS Ha4anbHOW 03bl YPOBEHb 3HAOrEHHOro JIIT B KPOBM XEHLUMHbI MOBbILEH MO
CPaBHEHWIO C YPOBHEM SHAOreHHoro JII B KPOBUM XKEHLUMHBI Nepes BBEAEHNEM HaYarnbHOM

J03bl.

[0462] BapwaHnT peanusauyum lI-110. 2-(N-Auetunn-D-tnposumn-tTpaHc-4-rugpokcu-L-

nponun-L-acnaparnHnn-L-tTpeoHun-L-pennnanannn)rngpasmHokapboHun-L-nenumnn-Nw-

MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemMas Ccomnb AN1S
MCNonNb3oBaHMs B Cnocobe WHAYLMPOBAHUSA OBYIAUMM Y XEHLWWHbI, ABNAOLENCA
aHoBYyNATOpPHO ©GecnnogHon, npuyYeM ykasaHHoe ©Oecnnogme He BbI3BaHO MNEPBUYHBLIM
HapyLeHneM OYHKLMM AUYHWKOB, BKIOYAOLWEM BBEAEHWE XEHLUMHE HavyanbHOW A03bl OT
0,00003 mr go npumepHo 0,030 mr 2-(N-aueTtun-D-Tnposun-TpaHc-4-rugpokcn-L-nponun-
L-acnaparmHun-L-tpeoHun-L-beHnnananun)rmgpasmnHokapbonun-L-nengun-Nw-metun-L-
aprmHun-L-tpuntodaHammaa, nnv COOTBETCTBYHOLLENO KONNYECTBa ero hapmaLeBTUHECKM

NpUeMNEMON COnu.
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[0463] BapwanTt peanusayum lI-111. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rngpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHun-L-pennnanannn)rugpasmHokapboHmnn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero gapmMaueBTUYECKM NpuemMnemMas comnb AN
ncnonbL3oBaHWs B CooTBeTCTBMM € BapuaHtom peanusauymm [1-110, npudem nocne
BBEAEHMS HavanbHOW [03bl YPOBEHb 3HAOrEHHOro JIIN B KPOBW XEHLUMHbI MOBbILWEH MO
CpPaBHEHWIO C YpOBHEM 3HAOreHHoro JIIT B KpOBU XEHLWWHbI Nepes BBEAEHUEM HadarnbHOU

Jl03bl.

[0464] BapwanTt peanusayum lI-112. 2-(N-Auetunn-D-tnposun-tpaHc-4-rngpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-peHnnanannn)rugpasmHokapboHnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpyntodaHammg nnu ero goapmMaueBTUYECKM npuemMnemMasn comnb AN
NCNONb30BaHNA B COOTBETCTBUM C NOOLIM M3 BapmaHTtoB peanu3aumm 11-108 - 11-111,

npuyeM xeHwmHa nmeet puck CIA.

[0465] BapwuaHt peanusauum 11-113. 2-(N-AueTtun-D-tnposmnn-tpaHc-4-rugpokcn-L-
nponun-L-acnaparmHun-L-TpeoHun-L-deHmnnananmn)rugpasmHokapboHunn-L-nenymn-Nw-
meTun-L-aprmHunn-L-tpyntodaHamug nnm ero papmaueBTUYECKM Npuemnemasn conb Ans
NCNONb30BaHMs B COOTBETCTBMM C NOObIM M3 NpeaLllecTByowmnx BapmnaHtoB peanunsauymn,
npuyem HavaneHasa gosa cocrasnsaet ot 0,001 mr go npumepHo 0,003 mr 2-(N-auetun-D-
TUPO3UN-TPaHC-4-rnapokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
beHnnanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-tpuntodaHamuaa,

NN COOTBETCTBYHOLLEE KONMYECTBO €ro hapMaLeBTUYECKN NPUEMIIEMON CONN.

[0466] BapwuanT peanusayum lI-114. 2-(N-Auetun-D-tnposun-tTpaHc-4-rugpokcu-L-
nponun-L-acnaparnHnn-L-tTpeoHunn-L-pennnanannn)rngpasmHokapboHun-L-nenumnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemnemas conb ANs
NCNONb30BaHNA B COOTBETCTBMM C NobbiM M3 BapuaHToB peanmsagumn 1I-73 - 11-112,
npuyem HavaneHaa fosa cocrasnaet ot 0,001 mr go npumepHo 0,030 mr 2-(N-auyetun-D-
TUPO3UN-TpaHCc-4-rmapokcu-L-nponun-L-acnaparnHnn-L-tpeoHunn-L-gpeHnnanaxun)-
rmgpasvHokapboHun-L-nerumn-Nw-metmn-L-apruHmn-L-tpyntodhaHammaa, nnm

COOTBETCTBYHOLLIEE KONMMYECTBO ero hapMaLeBTUYECKM NPUEMITEMON COSN.

[0467] BapwaHnT peanusayum lI-115. 2-(N-Auetnn-D-tnposun-tTpaHc-4-rngpokcu-L-
nponun-L-acnaparnHnn-L-TpeoHnn-L-pennnanannn)rngpasmHokapboHmnn-L-nenymnn-Nw-
MeTun-L-aprmHun-L-TpuntodaHammg nnu ero gapmMaueBTUYECKM npuemMnemas comnb ANS
NCNONb30BaHNA B COOTBETCTBMM C NobbiM M3 BapuaHToB peanmsauumn 11-73 - 11-112,

npuyem HadvanobHas go3sa cocraesnget ot 0,0003 mr go npumepHo 0,003 mr 2-(N-ayetun-D-
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TUPO3UN-TpaHC-4-rnapokcu-L-nponun-L-acnaparnHnn-L-tpeoHunn-L-gpeHnnanaxun)-
rmgpasvHokapboHun-L-nerumn-Nw-metmun-L-apruHmn-L-tpyntodaHammaa, nnm

COOTBETCTBYHOLLIEE KONMMYECTBO €ro hapMaLeBTUYECKM NMPUEMITEMON COSN.

[0468] BapwanT peanusayum lI-116. Ncnone3oBaHue 2-(N-auetnn-D-tnposun-
TpaHc-4-rngpokeun-L-nponun-L-acnaparuHun-L-tpeoHun-L-

heHmnanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metun-L-apruHmn-L-TpuntodaHamuaa,
unn ero dgapmMaueBTUYeCKn MNpUEMIIEMON CONMW, B MPOW3BOACTBE IEKapCTBEHHOro
CpeAcTBa AN NoBbIWEHNA yPOBHSA 3HAOreHHOro J1IM y XXeHLWMHbI, NPOXOAALLen npoueaypbl

BPT v nmetowen puck CIr'A.

[0469] BapwaHnT peanusayum lI-117. Ncnonb3oBaHue 2-(N-auetnn-D-tnposun-
TpaHc-4-rngpokcu-L-nponun-L-acnaparuHun-L-TpeoHun-L-
dheHnnanaHmn)rmgpasnHokapboHun-L-nenymn-Nw-metun-L-aprmHmn-L-tpuntodaHammnaa,
unn ero dgapmaueBTUYECKM MPUEMIIEMON CONMW, B MNPOU3BOACTBE IEKapPCTBEHHOrO
cpeacTBa AN NOBbILWEHNS YPOBHA 3HAOreHHoro J1IM y )eHLWwmHbI, npoxoasaien npoueaypbl
BPT.

[0470] BapwaHnTt peanusayum l1-118. Ncnonb3oBaHue 2-(N-auetnn-D-Tnposun-
TpaHc-4-rngpokcun-L-nponun-L-acnaparuHun-L-TpeoHunn-L-

beHnnanaHmn)rngpasnHokapboHun-L-nenyun-Nw-metmun-L-aprmHnn-L-tpuntodaHamuaa,
unn ero gapmMaueBTUYeCKM MNPUEMIIEMOM CONMW, B MPOU3BOACTBE JIEKAPCTBEHHOIO
CpeAcTBa ANS MHAYLMPOBAHUSA OKOHYaTENbHOro CO3PEBaHUA ONMMKYNIOB U PaHHEN
MOTEMHM3AUMN Y KEHLWMHbI, npoxogswen npoueaypsl BPT, nopeeprwencsa
AeceHcmbunmnsaumm rmnogousa n npeaBapuTensHO nony4asLLEN

B oNNMKYNOCTUMYNMPYHOLLIME TOPMOHBI B pamkax BPT.

[0471] BapwaHnT peanusayum lI-119. Ncnonb3oBaHue 2-(N-auetnn-D-Tnposun-
TpaHc-4-rngpokcun-L-nponun-L-acnaparnHun-L-tpeoHun-L-

heHmnanaxmn)rngpasnHokapboHun-L-nenyun-Nw-metmun-L-aprmHmnn-L-tpuntodaHamuaa,
unn ero dgapmMaueBTUYeCKM MNPUEMIIEMOM CONMW, B MPOU3BOACTBE IIEKAPCTBEHHOIO
CpeAcTBa ANA MHAYLUMPOBaHUS OBYIAUMM Y KEHLUMHbI, ABNAKOLWENCH aHOBYIATOPHO
BecnnogHon, npudem ykasaHHoe 6Hecnnogme He BbI3BAHO MNEPBUYHBLIM  HapPYyLUEHNEM

PYHKLNN SNYHNKOB.
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®OPMYJIA U3OBPETEHUA

1. 2-(N-AueTun-D-tnposunn-tTpaHc-4-rngpokcu-L-nponun-L-acnaparmHnn-L-TpeoHun-
L-doenmnnanaHun)rugpasnHokapbonmn-L-nenuymn-Nw-metun-L-apruHnn-L-
TpuynTodaHamug Unm ero apmMaueBTUHECKn npuemnemMas conb, ANA NPUMEHEHUS
B cnocobe MoBbILEHNSA YPOBHA 3HAOMEHHOro NntoTemHuanpyrowero ropmona (J) y
XKEHLMHbI,  NpoXoAsAwWen  npouefypbl  BCMOMOraresibHbIX  PenpoayKTUBHBLIX
TexHonormn (BPT) n nmerowen pmuck cuHapoma runepctumynsaumm andHnkos (Cra),
BKIHOYaKOLLEM:

BBEAEHWNE XEHLLUMHE HavanbHOW A03bl OT npumepHo 0,00003 mr go npumepHo 0,030
Mr 2-(N-ayeTtun-D-Tnposunn-tTpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-
TpynToaHamnaa, WM COOTBETCTBYHOLLEro KONMMYecTBa ero dgrapmMaueBTUYECKM

NpUeMNEMON COMMu.

2. 2-(N-Auetun-D-tuposun-tpaHc-4-rugpokcu-L-nponun-L-acnaparnHnn-L-TpeoHnn-
L-doenmnnananHun)rugpasmnHokapbonmn-L-nenymn-Nw-metun-L-apruHmnn-L-

TpynTodaHamng unn ero dpapmaueBTUYeCcKn npuemMnemas cofb ANs NPUMEHEHUS
no n. 1, oTnMyaroeroca Tem, YTO MNocne BBEeAEHWA HayanbHOW [03bl YPOBEHb
aHgoreHHoro JIIT B KPOBWM >KEHLUMHbI NOBbIWEH MO CPaBHEHWKO C  YPOBHEM

aHporeHHoro JIIN B KpOBW XXEeHLWHbI Nepes BBeLEHMEM HauarbHOM 403bl.

3. 2-(N-Auetnn-D-tnpoaun-tTpaHc-4-rugpokcn-L-nponun-L-acnaparnHmn-L-TpeoHun-
L-dbenunnananun)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpunTodaHammng, nnn ero papmaueBTUYECKM NpUemMnemas cosb, ANS NPUMEHEHUS
B cnocobe MoBbILLEHNSA YPOBHA 3HAOMEHHOro NnioTenHuanpyrowero ropmoHa (J) y
XEHLMHbI, NpoXoAslen  npouedypbl  BCNOMOratefbHbIX — PENPOAYKTUBHBLIX
TEXHONOrMMn (BPT), BKINHOYaKOLLEM:
BBEAEHWNE XEHLLUMHE HavanbHOW 403kl 0T npumepHo 0,00003 mr go npumepHo 0,030
Mr 2-(N-auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
Tpeonun-L-benmnnananmn)rngpasmnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpynToaHamnaa, WM COOTBETCTBYIOLLEro KONMMYecTBa ero dgapmaueBTUYECKU

NpUeMNEMON COMMW.

4. 2-(N-Auetun-D-tnposunn-tpaHc-4-rngpoken-L-nponun-L-acnaparnHnn-L-TpeoHun-
L-doenHmnnananHun)rugpasnHokapbonmn-L-nenuymn-Nw-metun-L-apruHnn-L-

TpunTocdaHamMmma nnm ero papMaLeBTUYECKM Npuemnemasi Conb ANS NPUMEHEHUs

3AMEH STIOIAM JIUCT



no n. 3, OTAMYarOLLErocs TEM, YTO MO MEHbLUEN Mepe B TedeHne 36 4acoB nocrne
BBEAEHUS Ha4yanbHOW 403bl YPOBEHb 3HAOreHHOro JIIN B KpOBM KEHLWMHBI NOBbILLEH
MO CPaBHEHWIO C YpOBHEM 3HAOreHHoro JIIT B KpOBW XeHLUMHbI nepes BBeAeHUEM

Ha4yanbHOW A03bl.

5. 2-(N-Auetnn-D-tnpoaun-tTpaHc-4-rugpokcn-L-nponun-L-acnaparnHmn-L-TpeoHun-
L-dbenunnananun)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmnn-L-

TpynTodaHamng unn ero hapmaueBTUYECKN NpuemMnemas Cofb ANs NPUMEHEHMS
no n. 3, OTNMYalroLeroca TeM, YTO MakCuUmarnbHbIA ypoBeHb 3HAoreHHoro JIIT B
KpOBM HabnogaeTcs 4epes3 Mo MeHblen Mepe npumepHo 12 yacoB nocne

BBEJEHWA HavYanbHOW 403bl.

6. 2-(N-Auetun-D-tnposunn-tTpaHc-4-rngpokcn-L-nponun-L-acnaparnHnn-L-TpeoHun-
L-doenmnnananHun)rugpasmnHokapbonmn-L-nenuymn-Nw-metun-L-apruHmnn-L-
TpynTodaHamng nnn ero dhapmaueBTUYecKn npuemnemas cofb AN NPUMEHEHUS
no n. 3, OTNMYaOLWMEroca TEM, YTO KEHLUMHA NOny4YyaeT TPUITEPHYHO 403y areHTa
CcO3peBaHMsa 0OLUMUTOB B pamkax cxembl BPT nepeg BBegeHMeEM HavanbHOM 403bl 2-
(N-aueTun-D-tnposunn-tTpaHc-4-rugpokcn-L-nponun-L-acnaparnHun-L-TpeoHun-L-
dheHunananun)rmgpasmHokapboHun-L-nenumn-Nw-meTtun-L-aprmHmn-L-

TpunTodaHammaa unm ero apmaleBTUHECKN NPUEMITIEMON CONW.

7. 2-(N-AueTtun-D-tnposun-tpaHc-4-rugpokcu-L-nponun-L-acnaparnHmn-L-TpeoHun-
L-dbenunnananun)rngpasnHokapboHun-L-nenyun-Nw-metmn-L-apruHmnn-L-

TpunTodaHamng nnn ero hapmaueBTUYecKn npuemnemas cofb Ans NPUMEHEHMUS
no nobomy 13 NPepLUEeCTBYHOLWMX NMYHKTOB POPMYSibl, OTNMYAOLWLEroca TeM, YTO
HayanbHyt0 [03y BBOAAT, KOrga no MeHblen mepe Tpyu Ponnmkyna SAnNYHUKOB

pasmepom no MeHbLLen Mepe 14 Mm HabntogaroTes ¢ nomoLbo Y3,

8. 2-(N-Auetunn-D-tnposumn-tpaHc-4-rugpokcun-L-nponun-L-acnaparmHmn-L-TpeoHnn-
L-doenmnananun)rugpasunHokapbonmn-L-nenymn-Nw-metun-L-apruHnn-L-

TpynTodaHamng nnn ero hapmaueBTUYecKn npuemnemas cofb AN NPUMEHEHUS
no nobomy 13 NPefLUECTBYOWMX NMYHKTOB POPMYySbl, OTAMYAOLWEroca TeEM, YTO
HayanbHyt0 [03y BBOASAT, KOrga no MeHblen mepe Tpu Ponnukyna SAnYHUKOB

pasmepom no MeHbLLen Mepe 18 mm HabnrogaroTca ¢ nomouso Y3W.

9. 2-(N-Auetunn-D-Tnposunn-tpaHc-4-rugpokcu-L-nponun-L-acnaparmHmn-L-TpeoHnn-
L-doenmnnananHun)rugpasnHokapbonmn-L-nenuymn-Nw-metun-L-apruHnn-L-
TpunTodaHamng nnu ero dapmaueBTUYeCcKn npuemMnemas cofb Ans NPUMEHEHUS
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no noboMy M3 MPeALIeCTBYIOWMX NMYHKTOB (DOPMYyIbl, OTNMYaKOLErocs TEM, YTO
HayarnbHy0 L03y BBOAAT, KOrAa KOHLUEHTpaUMsa 3CTpagmona CbiBOPOTKN COCTaBnseT

no MmeHbLwen mepe 0,49 HMonb/n.

10. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-cbeHmnanaHmn)rmapasnHokapboHmn-L-nenuymn-Nw-metun-L-aprHnn-L-
TpynTodaHamng nnn ero hapmaueBTUYeCKn npuemnemas cofb ANs NPUMEHEHMUS
no nobomy 13 NPefLUEeCTBYHOLWMX MYHKTOB (POPMYSbl, OTNMYAOLWEroca TeEM, YTO
cnoco®  [OMOMHUTENBHO  BKOYAET BBeAEHWE  PONMKYNOCTUMYNPYHOLLETO
ropmoHa (PCIN) B nepwog OT nNpuMmepHo 5 aHen A0 npumepHo 12 aHen nepesn

BBEJEHMEeM Ha4anbHOM 403bl.

11. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnu ero papmaueBTUYeCckn npuemnemas conb AN NpUMEHEHNS
no nobomy 13 NPefLUECTBYOLWMX NMYHKTOB (POPMYSbl, OTNAMYaOWLEroca TeM, 4TO
cnoco® AOoMOMHUTENBHO BKOYAET BBeAeHWEe aHTaroHucta HPIT (roHagoTponuH-
PUNMU3MHI TOPMOHA) B Nepuog OT NPUMEPHO 2 aHen o0 npumepHo 10 aHewn nepen

BBEJEHMEM Ha4anbHOM 403bl.

12. 2-(N-AuyeTtun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-penmnnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpunTodaHamng nnn ero dapmaueBTUYeCcKn npuemMnemas cofb Ans NPUMEHEHUS
no n. 11, otnuyarowerocs Tem, 4YTo aHtaroHuct HPI BbIBupatoT n3 rpynnsi,
COCTOSALLEM W3  PEenyrofnvkca, odnaronukca, LEeTpOopenukca, raHupenukea,
abapenukca, Han-6ny, aHtTua, asanvHa B, perapenukca, D63153 (o3apenukca),

OBE2109 u TeBepenukca.

13. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananmn)rngpasmnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-

TpynTodaHamng nnn ero hapmaueBTUYecKn npuemnemas cofb AN NPUMEHEHUS
no nmobomy m3 nn. 1-12, oTnuyaroweroca Tem, 4YTO crnoco® [OMONHUTENBHO
BKNtoYaeT BBefeHue aroHucta HPI B nepuog ot npumepHo 14 fo npumepHo 28

AHEWN nepep BBEAEHNEM Ha4YanbHOU 403bl.

14. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-pennnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpunTodaHamng nnu ero dapmaueBTUYeCcKn npuemMnemas cofb Ans NPUMEHEHUS
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no n. 13, oTnMyaroLLEerocs Tem, 4Yto aroHncT MHPI BbiBupatoT 13 rpynnbl, COCTOALEN
U3 nevnpopenuHa auetarta, roHagopenvHa, 6OycepenuHa, TPUNTOPENUHA,
rocepenuHa, HadapenuHa, rUCTpenuHa, JAecrnopenuHa, MeTepenuHa U

neumpenuHa.

15. 2-(N-Auetun-D-tuposumn-tTpaHc-4-rugpokcu-L-nponun-L-acnaparnmHnn-L-
TpeoHun-L-beHmnnanaHmn)rmapasnHokapborHmn-L-nenymn-Nw-metun-L-aprHmnn-L-

TpynTodaHamng unn ero hapmaueBTUYECKN NpuemMnemas Cofb ANs NPUMEHEHMS
no nobomy 13 NPefLUECTBYHOLWMX MYHKTOB (POPMYSbl, OTNAMYAOWEroca TeM, 4TO

Ha4vanbHyrO 403y BBOAAT nepe n3snevyeHnem ooLmTOB.

16. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpynTodaHamng nnu ero hapmaueBTUYeckn npuemnemas cofb AN NPUMEHEHUS
no nodomy 13 nn. 1-15, oTnMyaroLLEerocs TemM, YTO Ha4arnbHyH 403y BBOAAT nocne

naere4eHmna ooLmTOB.

17. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-penmnnananHmn)rugpasmnHokapborHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnu ero dhapmaueBTUYecKn npuemMnemas cofb Ans NPUMEHEHUS
no nodomy 13 nn. 1-15, oTAMYaroLWeroca Tem, YToO HadanbHyO 403y BBOAAT Nepen

OBYNSALMEN.

18. 2-(N-AueTtun-D-tuposumn-tTpaHc-4-rugpokcu-L-nponun-L-acnaparmHnn-L-
TpeoHun-L-bennnananqmn)rngpasnHokapborHmn-L-nenymn-Nw-metun-L-aprmHnn-L-

TpunTodaHamng nnn ero papmaueBTUYeCcKn npuemnemas cofb Ans NPUMEHEHMUS
no nodomy 13 nn. 1-15, oTnMyaroWEeroca TemM, YTO HavanbHy 403y BBOAST nocne

OBYNALMN.

19. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-

TpynTodaHamng unn ero dhapmaueBTUYeCKN nNpuemMnemas cofb ANs NPUMEHEHUS
no nobomy 13 NPefLUECTBYOWMX MYHKTOB (POPMYSbl, OTAMYaOLWEroca TeM, YTO
HadanbHyrO 403y BBOAAT nocne BBegeHua aroHucta [HPI B kadecTBe areHTa

CO3pEBaHMA OOLIMTOB.

20. 2-(N-AuyeTtun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-bennnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmn-L-

TpunTocdaHamma nnm ero papMaLeBTUYECKM Npuemnemasi Conb ANs NPUMEHEHUs
4
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no n. 19, oTnMyaroLLEerocs Tem, 4Yto aroHncT MHPI BbIBMpatoT 13 rpynnbl, COCTOALLEN
U3 nevnpopenuHa audetarta, roHagopenuHa, OycepenuHa, TPUNTOPENWUHA,
rocepenuHa, HadapenuHa, rUCTpenuHa, JAecrnopenuHa, MeTepenuHa U

neumpenuHa.

21. 2-(N-Auetun-D-tuposumn-tTpaHc-4-rugpokcu-L-nponun-L-acnaparnmHnn-L-
TpeoHun-L-beHmnnanaHmn)rmapasnHokapborHmn-L-nenymn-Nw-metun-L-aprHmnn-L-
TpynTodaHamng nnn ero hapmaueBTUYeCKn npuemnemas cofb ANs NPUMEHEHMUS
no nobomy 13 NPefLUECTBYHOLWMX MYHKTOB (POPMYSbl, OTNAMYAOWEroca TeM, 4TO
cnoco® AOMOMHUTENBHO BKOYAET BBEAEHME BTOPOM A03bl OT npumepHo 0,00003
Mr go npumepHo 0,030 mr 2-(N-auetun-D-tnposmn-tpaHc-4-rugpokcun-L-nponun-L-
acnaparnHun-L-tpeonun-L-benmnnananmn)rngpasmHokapbonmn-L-nenymn-Nw-
MeTun-L-apruHun-L-TpuntoaHammga, Wnnm COOTBETCTBYHOLErO KONM4ecTtsa ero

thapmaLeBTUYECKM NPUEMIIEMON COSMN.

22. 2-(N-Auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rugpasmnHokapborHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnu ero dapmaueBTUYeckn npuemMnemas cofb Ans NPUMEHEHUS
no n. 21, oTnNn4arLLerocs Tem, YTo BTOPYIO 403y BBOAAT Ha NPOTSKEHUM nepuoja

OT NpUMepHO 8 A0 NpmepHO 60 YacoB NOCNe BBEAEHMNSA HAYaNbHOM A03bI.

23. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-beHmnanaHmn)rmapasnHokapboHmn-L-nenuymn-Nw-metun-L-aprHnn-L-
TpunTodaHamng unn ero hapmaueBTUYeCKN NpuemMnemas cofb ANs NPUMEHEHMUS
no n. 21 vnn 22, OTAMYaOLErocs Tem, YTO cnoco® AOMOMHUTENBHO BKIHOYAET
BBEAEHME TpeTben A03bl 0T npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-
auetun-D-tnposun-tTpaHc-4-rugpokcu-L-nponun-L-acnaparnHnn-L-TpeoHun-L-
heHunananun)rmapasmHokapboHun-L-nenumn-Nw-metun-L-aprmHmn-L-
TpynToaHamnaa, WM COOTBETCTBYIOLLErO KONMMYecTBa ero gapmayeBTUYECKU

NpUeMNEMON Conu.

24. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rugpasmnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnu ero dhapmaueBTUYeckn npuemMmnemas cofb AN NPUMEHEHUS
no n. 23, OTNMYaroLLEroca TeM, YTO TPETbHO A03Y BBOAAT HaA NPOTSKEHUM nepuoja

OT NpUMepHO 8 A0 NpumepHO 60 YacoB Nocne BBeEAEHMS BTOPOM 403b.
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25. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmn-L-
TpunTodaHamng nnn ero dapmaueBTUYecKn npuemnemas cofb Ans NPUMEHEHUS
no n. 23 vnn 24, OTNMYaroLLErocs Tem, YTO crnoco® AOMNOMHUTENBHO BKMAOYaET
BBEEHME OT O4HOW A0 MATW AOMNOMNHUTENbHLIX 403 OT npumepHo 0,00003 mr go
npumepHo 0,030 wmr  2-(N-ayeTtun-D-tuposunn-tpaHc-4-rugpokcn-L-nponmn-L-
acnaparnHun-L-tpeonun-L-bermnnananmn)rngpasmHokapbonmn-L-nenymn-Nw-
MeTun-L-aprmHun-L-TpyntoaHammga, Unnu COOTBETCTBYHOLEro KONMMYecTBa ero

thapmaLeBTUYECKM NPUEMIIEMON COSM.

26. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-benmnnananmn)rngpasnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmn-L-

TpynTodaHamng nnu ero papmaueBTUYeCKn npuemMnemMas Cconb NS NpUMEHEHNS
no n. 25, OTNUYaroLWEerocs Tem, YTO BBEAEHME OT OA4HOW A0 NATM AOMONHUTENbHBLIX
03 NpOoBOAMTCSH Ha NPOTKEHMN nepuoa OT npumepHo 8 Ao npumepHo 60 yacos

nocne BBeAEHWSA NPeaLLECTBYHOLEN AOMONMHUTENBHON A03bI.

27. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpunTodaHamng nnu ero dapmaueBTUYecKn npuemnemas cofb Ans NPUMEHEHUS
no nobdomy 13 NPefLUecTBYOWMX NYHKTOB (POPMYySbl, OTNMYarOWEroca TeM, 4TO
crnoco® [ONOMHUTENbHO BKNOYAET BBEAeHWe OAHOW WM HECKOMbKMX 403

nporecroreHa.

28. 2-(N-Auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-bennnananqmn)rngpasnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpynTodaHamng nnn ero hapmaueBTUYeCcKn npuemnemas cofb ANs NPUMEHEHMUS
no nobomy 13 nn. 1-26, oTNMYatOLLErocs TeM, YTO Cnocob He BKIKOYAET BBEAEHUS

OLHOW UM HECKONBKUX 403 MNPOrecToreHa.

29. 2-(N-Auetmn-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-

TpunTodaHamng nnn ero dhapmaueBTUYecKn npuemnemas cofb AN NPUMEHEHUS
no nobomy 13 NPefLUecTBYOWMX NMYHKTOB (POPMYSbl, OTAMYaOLWEroca TeM, YTO
OAHY W HECKOMBKO HavarnbHbIX 403, BTOPYHO 403y, TPETLIO A03Y, UNX OT O4HOM A0

NATK AONOJIHUTENbHBIX 403 BBOAAT NYyTEM UHBEKLUNN.
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30. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmn-L-
TpynTodaHamng nnu ero apmaueBTUYeckn npuemnemMas conb AN NPUMEHEeHUs
no n. 29, oTnuyarwerocs TeMm, 4YTO WHbeKUMs npeacraBnaetr cobown

BHYTPUMbILLEYHYHO UM MOLKOXHYIO MHBEKLMIO.

31. 2-(N-Auetun-D-tuposumn-tTpaHc-4-rugpokcu-L-nponun-L-acnaparnHnn-L-
TpeoHun-L-bennnananqmn)rngpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-

TpuntodaHamug vnm ero apmMaueBTUUECKN NMPUEMMEMAs COMb ANS NPUMEHEHUS
no nbomy 13 NPeaLecTBYHOLMX MYHKTOB OOPMYIbl, OT/INYAIOLLErOoCs TEM, YTO
nmobas M3 ogHOM NN HECKONBbKUX HadanbHbIX 403, BTOPOM A03bl, TPETLEW AO03bI,
UM OT O4HOM A0 NATKM AOMNOSNHUTENbBHLIX 403 cocTaBndaeT oT npumepHo 0,0003 mr

A0 npumepHo 0,03 mr.

32. 2-(N-Auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-benmnnananHmn)rugpasnHokapborHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpynTodaHamng nnu ero dpapmaueBTUYecKn npuemnemMas conb Ana NpUMeHeHUs
no nobomy 13 MNPefLUEeCTBYOWMX NMYHKTOB (POPMYSbl, OTAMYaOWEroca TeM, YTO

XXEHLLMHE NPoBOANTCSH KOHTpONMpyemas ctTumynagma audHmnkos (KCH).

33. 2-(N-AuyeTtun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-penmnnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnn ero dapmaueBTUYeCcKn npuemMnemas cofb Ans NPUMEHEHUS
no nobomy 13 NPefLUECTBYHOLWMX MYHKTOB (POPMYSbl, OTNMYAOLWEroCa TEM, YTO
BPT-tepanuto BbIOMparoT 13 rpynnbl, COCTOAWEN N3 4OHOPCTBA OOLMTOB, CO34aHUS
BaHka oouMTOB, BHYTPULMTONNA3MaTtm4eckon nHbekumm cnepmatosomga (MKCW), in
vitro onnopoteopenna (IKO), npouecca nepeHoca smbpuoHa (M13), vHAyKuMK

OBYNALMUN U BHYTPUMATOUYHON MHCEMUHALIMN.

34. 2-(N-Auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnu ero dhapmaueBTUYeCcKn npuemnemas cofb AN NPUMEHEHUS
no nobomy 13 NPefLUECTBYOWMX NMYHKTOB (POPMYSbl, OTNAMYaOLWEroca TeM, YTO
XKEHLLMHA UMEET YTO-TO OAHO UM HECKOMBKO M3 CUHAPOMA MOMMKUCTO3a SUYHUKOB
(CIA), 6onee 15 nMonb/n CbIBOPOTOYHOrO aHTUMIoNNeposa ropmoHa (AMIT), Gonee

23 no Y3WN obuwero yvmicna aHtpanbHbix donnukynos (YA®P), 6onee 3000 nr/mn
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actpaguona E2  cblBOpOTKM, WNAM  nepeHecna OAWH  WIM  HECKOJbKO

npeaLwecTayowmx annsogos CIrA.

35. 2-(N-Auetun-D-tnposun-tpaHc-4-rugpokcu-L-nponun-L-acnaparnHmn-L-
TpeoHun-L-pennnananHmn)rugpasnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpunTodaHamng nnu ero dapmaueBTUYecKn npuemMnemas cofb Ans NPUMEHEHUS
no nobomy 13 nNpeaLUecTBYOWMX MYHKTOB POPMYIbl, OT/IMYaIOLWEroca TEM, YTO
XEHLLMHa XapaKTepU3yeTCa YEM-TO OAHUM WU HECKONBbKMMU U3 aHOBYNATOPHbIX
LMKNOB, UNN CTapLUMM PENPOAYKTMBHBIM BO3PaCTOM, MU UCMbITbIBAET BTOPUYHYHO
ANYHMKOBYHO HEAOCTaTOYHOCTb, OJIMFOMEHOPED, aMEHOPERD, 3HAOMETPUO3 UMK

CYHAPOM NONMKMCTO3a anyHmnkoB (CIMA).

36. 2-(N-Auetun-D-tuposun-tpaHc-4-rngpokcu-L-nponun-L-acnaparmHmnn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpunTodaHamng 1nm ero papmaueBTUMYECKM NpUemMnemas comnb ANa NPUMEHEHNS B
crnocobe WMHAYLMPOBAHUA OKOHYaTENbHOro Co3peBaHus (OOMMUKYNOB N pPaHHEW
MOTEVHU3AUMM Y XEHLWMHbI, NpPOXOoAfAWen npoueaypbl  BCNOMOraresnbHbIX
penpoaykTMBHbIX TexHonormnh (BPT), nogseprwenca geceHcnbunmsaumm rmnodpusa
N NpeaBapuTenbHO nonyyasLlen onnmMKynoCTUMYNMPYOLME rOPMOHbI B pamMKax
BCMOMOraTesbHbIX PEnPOAYKTUBHBIX TexHonornn (BPT), Bkntovarowlem BBeLEHUE
XEHLWWHE HavyanbHou A03bl OT npumepHo 0,00003 mr go npmumepHo 0,030 mr 2-(N-
auetun-D-Tnpo3sun-tTpaHc-4-rngpokcu-L-nponun-L-acnaparnHnn-L-TpeoHun-L-
dherHunananun)rmgpasmHokapboHun-L-nenyun-Nw-metmn-L-apruHmn-L-
TpunToaHammnaa, WM COOTBETCTBYHOLLErO KONMMYECTBa ero gapmaueBTUYECKU

npUemMnemMon Conm.

37. 2-(N-Auetun-D-tuposumn-tpaHc-4-rngpokcu-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-bennnananqmn)rngpasmnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmn-L-
TpynTodaHamng nnu ero papmaueBTUYECKN NpUeMnemMas Conb AN NPUMEHEHNs
no n. 36, OTNMYaloLWEeroca Tem, YTO Nocne BBEAEHUS HayanbHOW [03bl YPOBEHb
aHgoreHHoro JIIT B KPOBWM >KEHLUMHbI NOBbIWEH MO CPaBHEHUMKO C  YPOBHEM

aHporeHHoro JII B KpOBW XKEHLWHbI Nepes BBEAEHMEM HavarbHOM 403bl.

38. 2-(N-Auetmnn-D-tnposumn-tpaHc-4-rngpokcu-L-nponun-L-acnaparmHmnn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpynTodaHamng Unm ero papmaueBTUYECKU NpUemMnemas comnb ANa NPUMEHEHNS B

cnocobe MHAYLMPOBaHMSA OBYNSLUMW Y KEHLMHbI, SBMASIOWENCS aHOBYNSTOPHO
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BecnnogHon, npuyem ykasaHHoe becnnogue He BbI3BaHO NEPBUYHBIM HAPYLLUEHMEM
PYHKLUMN  AMYHWUKOB, BKIHOYaoWEM BBEAEHWE XEHLUMHE HavanbHOW [03bl OT
0,00003 mr go npumepHo 0,030 mr 2-(N-auetnn-D-Tnposnn-tTpaHc-4-rmgpokeu-L-
nponun-L-acnaparnHnn-L-Tpeonunn-L-dpenmnnananqmn)rugpasnHokapboHmn-L-

nenymn-Nw-metun-L-aprmHun-L-tpuntodanamuaa, nnm COOTBETCTBYHOLLErO

KOSNIMYECTBa ero hapmaLeBTUYECKM MPUEMIIEMOI COMMN.

39. 2-(N-Auetun-D-tuposun-tpaHc-4-rngpokcu-L-nponun-L-acnaparmHmn-L-
TpeoHun-L-bennnananHmn)rngpasnHokapdorHmn-L-nenymn-Nw-metun-L-aprmHnn-L-
TpunTodaHamng nnn ero papmaueBTUYeCcKn npuemnemas cofb AN NPUMEHEHUS
no n. 38, OTNMYaroLWeroca Tem, YTO Nocne BBEAEHUS HayanbHOW [03bl YPOBEHb
aHgoreHHoro JIIT B KPOBWM >KEHLUMHbI NOBbIWEH MO CPaBHEHUMIO C  YPOBHEM

aHporeHHoro JIIN B KpOBU XXEHLNHbI Nepes BBEAEHMEM HaYarlbHOM 403bl.

40. 2-(N-Auetun-D-tuposun-tpaHc-4-rngpokcu-L-nponun-L-acnaparmHmnn-L-
TpeoHun-L-benmnnananHmn)rngpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-
TpynTodaHamng nnn ero dapmaueBTUYecKn npuemnemas cofb ANs NPUMEHEHUS

no nobomy m3 nn. 36-39, OTAMYAKOLLEroca TeM, YTO XeHwuHa nmeet puck CIMA.

41. 2-(N-AuyeTtun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-bennnananHmn)rngpasnHokapboHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpunTodaHamng unn ero dapmaueBTUYECKN npuemMnemas cofb Ans NPUMEHEHUS
no nobomy M3 NPeaLecTBYHOLWMX MYHKTOB (POPMYnbl, OTAMYAOLWEroca Tem, 4To
HavaneHaa fosa cocraensaet oT 0,001 mr go npumepHo 0,003 mr 2-(N-auetun-D-
TUPO3UN-TpaHc-4-rngpokcn-L-nponun-L-acnaparnHun-L-Tpeonun-L-
bheHunananun)rmapasmHokapboHun-L-nenumn-Nw-metun-L-aprHmn-L-
TpynToaHamnaa, WM COOTBETCTBYHOLLEE KONMMYECTBO €ro  rapmMaueBTUYECKU

NpPUeMNEMON COMMW.

42. 2-(N-Auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-benmnnananHmn)rngpasnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpynTodaHamng nnu ero dapmaueBTUYeCcKn npuemnemas cofb AN NPUMEHEHUS
no nodomy n3 nn. 1-40, oTAMYaroLLEroca TEM, YTO Ha4yanbHas 403a COCTaBnseT OT
0,001 mr go npumepHo 0,030 mr 2-(N-auetnn-D-Tnposunn-tpaHc-4-rmapokcu-L-
nponun-L-acnaparnHunn-L-Tpeonunn-L-deHmnnananqmn)rugpasnHokapboHmn-L-
nenymn-Nw-metun-L-apruHmnn-L-tpuntodanamuaa, nnu COOTBETCTBYHOLLEE

KONMMYECTBO ero hapmMaLeBTUYECKM NMPUEMITEMON COMK.
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43. 2-(N-Auyetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-bennnananHmn)rngpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmn-L-
TpunTodaHamng nnn ero dapmaueBTUYecKn npuemnemas cofb Ans NPUMEHEHUS
no nodomy n3 nn. 1-40, oTAMYaroLeroca Tem, YTO HavyanbHas 4o3a COCTaBnseT OT
0,0003 mr po npumepHo 0,003 mr 2-(N-auetun-D-Tmposmn-tpaHc-4-rngpokcn-L-
nponun-L-acnaparmHnn-L-tpeonun-L-ennnanardmn)rngpasnHokapboHmn-L-
nenymn-Nw-metun-L-aprmHunn-L-tpuntodanamuaa, nnn COOTBETCTBYHOLLEE

KONMWMYECTBO ero hapmMaueBTUYECKM NPUEMITEMON COMM.

44. Cnocob NOBbILWEHMS YPOBHA 3HAOMEHHOro noTenHMUsMpyrolero roomona (Jh) y
Hy>KaaroLemncsa B 3TOM XKEHLWMHbI, BKITHOYAIOLLIA:
BBEAEHMNE XEHLLUMHE HavanbHOW A03bl OT npumepHo 0,00003 mr go npumepHo 0,030
Mr 2-(N-ayeTtun-D-Tnposunn-tTpaHc-4-rugpokcn-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-benmnnananHmn)rngpasmnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-

TpynToaHamnaa, WM COOTBETCTBYIOLLErO KOMMYecTBa ero gapmaueBTU4eCcKu
npuemMnemMon conum,
MPUYEM KEHLUMHA MPOXOAUT Mpouedypbl BCNOMOrartenbHbIX PEenpOAYKTUBHBIX
TexHonormn (BPT) 1 nmeet puck cuHgpoma runepctumynaummn amydHmnkos (CIMA), wm
nocrne BBeAEHWA HayanbHOW [03bl YPOBEHb 3HAOreHHoro JIIN B KpOBW KEHLUWHbI
MOBbILWEH MO CPaBHEHWIO C YpOBHEM aHaoreHHoro JII B KpOBW XXEeHLWMHbI nepeg,

BBEJEHMEM Ha4anbHOM 403bl.

45. Cnocob NoBbILWEHMST YPOBHSA 3HAONEHHOro noTenHmnsmpyolero ropmoHa (Jh) y
HY>KZalOLWENCa B 3TOM XXEHLUWMHbI, npoxoaswen npoueaypbl BPT, Bknrovaromm:
BBEEHMNE XEHLLUMHE HavanbHOW A03bl 0T npumepHo 0,00003 mr go npumepHo 0,030
Mr 2-(N-auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-bennnananHmn)rngpasnHokapdonHmn-L-nenymn-Nw-metun-L-aprmHnn-L-
TpuynToaHamnaa, WM COOTBETCTBYIOLLEro KONMMYeCcTBa ero dgapmaueBTUYECKM
npuemMnemMon conum,
MPUYEM KEHLIMHA NpOXOoAUT MpoLedypbl BCNOMOraTenbHbIX PEnpPOAYKTUBHBIX
TexHonormn (BPT), n no meHblen mepe B TeueHne 36 4acoB MNocne BBELEHMSA
HayanbHOW [03bl YPOBEHb 3HAOreHHoro JIIT B KPOBW >KEHLUMHbI MOBbLIWEH MO
CPaBHEHWUIO C YpOBHEM SHAOreHHoro JIIT B KPOBWM KEHLWWHbI Nepes BBEAEHWEM

Ha4yanbLHOW A03bl.

46. Cnocob NoBbILWEHWS YPOBHA 3HAOMEHHOro noTenHusnpyrowero roomoHa (JIh) y

HY>XOalOLWENCA B 3TOM XXEHLUMHbI, npoxogdawien npoueaypbl BPT, Bknrovaromn:
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BBEEHMNE XEHLLUMHE HavanbHOW Ao3bl OT npumepHo 0,00003 mr go npumepHo 0,030
Mr 2-(N-auetun-D-Tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-
TpeoHun-L-bennnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpunTodaHamnaa, WM COOTBETCTBYIOLLEro KOMMYecTBa ero dgapmaueBTU4eCKU
npuemMmnemMomn conw,
NPUYEM KEHLMHA npoxXoauT Mpouedypbl BCNOMOraTenbHbIX  PenpoayKTUBHBIX
TexHonormn (BPT), m mMakcummanbHbIi  ypoBeHb 3HporeHHoro JII B KpoBum
HabnogaeTcs Yepes no MeHbLen Mepe npuMMeEpHO 12 4acoB nocne BBeAEHWUS

Ha4anbLHOW A03bl.

47. Cnoco® no n. 46, OTNMYalWMACA TeM, 4YTO MakCUmarbHbIA YPOBEHb
sHgoreHHoro JIIN B kpoBM HabnogaeTcs Mexay npumepHo 12 yacamm v NpUMEpPHO

48 yacamMmu nocne BBeAeHUS HaYanbHoW A03bl.

48. Cnocob NOBbILWEHWS YPOBHA 3HAOMEHHOro noTenHM3npyroLero ropmoHa (JIh) y
XEHWWHbI, npoxogsawen npoueaypsl BPT u  Hyxpawowencs B NOALEPKKE
NIOTENHOBOW dasbl, BKITFOYaIOLLNN:
BBEEHME XEHLUMHE HavanbHOW 403kl 0T npumepHo 0,00003 mr go npumepHo 0,030
Mr 2-(N-auetun-D-Tnpoaun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHun-L-
TpeoHun-L-benmnnananHmn)rugpasnHokapbonHmn-L-nenymn-Nw-metun-L-aprmHmnn-L-
TpynTodaHamnaa, WM COOTBETCTBYIOLLEro KOMMYecTBa ero dgapmaueBTUYECKU
NpUeMNEMON COMK, NOCMEe MOMYYEHUA YKa3aHHOW >KEHLUMHOW TPUITEPHOW [03bl

areHTa co3peBaHnsa OOLMTOB B pamkax cxembl BPT.

49. Cnocob6 no nobomy un3 nn. 44-48, oOTNUMYaOWLMACA TEM, 4YTO YPOBEHb
3HgoreHHoro JIIT B KPOBM >KEHLMHbI MOBbIWEH MexAy NpUMepHO 12 4acamu U
npuMmepHo 96 Yyacamm nocne BBEAEHUS HaYanbHOM A03bl MO CPABHEHUIO C YPOBHEM

aHporeHHoro JIIN B KpOBW XKeHLWHbI Nepes BBEAEHMEM HavarbHOM A03bl.

50. Cnoco6 no mobomy w3 nn. 44-49, oTnMYarWMUCa TeM, 4YTO YPOBEHb
3HgoreHHoro JII B KPOBW JKEHLMHBI MOBbLILEH Ha NMPOTSXEHUM MO MeHbLUen mepe 36
4acoB Mocne BBEAEHWA HadanbHOW [03bl MO CPABHEHMIO C YPOBHEM 3HAOMEHHOrO

NI B KPOBU XEHLLMHBI Nepes BBEAEHNEM HaYarbHOM A03bl.

51. Cnocob no n. 50, oTnuyarLWmMmca Tem, YTO ypoBeHb 3HAoreHHoro JIIT B kpoBwu

NOBbILLEH Ha MPOTSKEHUN OT NPUMEPHO 36 YacoB A0 NMPUMEPHO 16 gHEN.

52. Cnocob no n. 51, oTnUyarLWmMmnca Tem, YTO ypoBeHb 3HgoreHHoro JII B kpoBwu

NOBbILLEH Ha MPOTSKEHUN OT NPUMEPHO 36 YacoB A0 NMPUMEPHO 12 gHEN.
11
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53. Cnoco6 no nwobomy u3 nn. 44-52, oTnuyarwmmca Tem, 4YTO BBEAEHWE

HayarnbHOWM A403bl MPOMOTMPYET CO3PEBAHME OOLIMTOB.

54. Cnocob no n. 53, oTnuyarWMnca TeM, YTO CO3PEBaHNE OOLMTOB MPOUCXOAUT
0e3 BBeAEHUS 3K30reHHOro YerioBe4YECKOro XOPMOHMYECKOro roHagoTponuHa (X4

nnun 4XI) nnu ak3oreHHoro JII.

55. Cnoco® no n. 53 wnn 54, oTnMyaloWMNCA TEM, YTO CO3pPEBaHWE OOLMTOB

npoucxoauT nocne BeegenHna aroHucta HPT.

56. Cnocob no n. 53, oTnuuyarWMnNcs TeM, YTO CO3PEBaAHNE OOLMTOB MPOUCXOAUT

rnocrne BBeAeHUS 3K30reHHoro YXr.

57. Cnoco® no nobomy 13 nn. 53-56, OTNMYaOWMNCA TEM, YTO BbIXOA 3penblxX

OOLMTOB COCTaBMAET MO MeHbLUeN mepe 50%.

58. Cnocob no nobomy n3 nn. 44-57, OTNMYaOWNACA TEM, YTO MOCNEe BBELEHMUS
Ha4yanbHOW [03bl, XXEHLUMHA HE WUCMbITLIBAET OAHOMO UMM HECKONBKUX CUMMTOMOB,
BbIBpaHHbIX U3 rpynnbl, COCTOSALLEN U3 acuMTa, NNEBPasribHOroO BbINOTa N CHUKEHHON

noveyHou nepdysmn.

59. Cnocob no nobomy n3 nn. 44-58, oTNMYarWNACA TEM, YTO MOCrne BBEAEHMUS
Ha4yanbHOW A03bl, pasMep sMYHMKa yBenuumBaeTcsa OO He 6Bonee 4em 5 cm B

anameTpe.

60. Cnoco® no nobomy m3 nn. 44-59, OTAMYAOWMNCA TEM, YTO KEHLWMHA He
NCMNbITbIBAET OAHOrO UMM HECKOMbkMX cumnTomoB CIA nocne BBeaeHUs HayvansHoOm

J03bl.

61. Cnocob no nobomy n3 nn. 44-59, OTAMYalOWMNCA TEM, YTO MOCNE BBELEHMS
Ha4yanbHOW A03bl, XEHLMHA HE UCMbITbIBAET YXYALUEHUS OLHOrO MM HECKOSbKMX

cumnTomos CI4.

62. Cnocob no nobomy m3 nn. 44-61, oTNUYAOLWMINCA TEM, YTO HaYanbHyO LO3Y
BBOAAT, KOrga MO MeHblIen Mepe Tpu onnmkyna sMYHMKOB pasmMepom Mo

MeHbLUEW Mepe 14 MM HabnrogaroTes ¢ nomoLbio Y3,

63. Cnocob no nobomy m3 nn. 44-62, OTNUYAOLWMUCA TEM, YTO HayarnbHyHO 403y
BBOAAT, KOrga MO MeHblUer Mepe Tpu Qonnmkyna sMYHMKOB pasmMepom Mo

MeHbLLEeW Mepe 18 MM HabnrogaroTes ¢ nomoLbio Y3,
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64. Cnocob no nobomy m3 nn. 44-63, oTNUYAOLWMINCA TEM, YTO HayarnbHyO 403y
BBOAAT, KOrAa KOHLUEHTpauus 3CTpaguona CbIBOPOTKM COCTaBMNSAET MO MEHbLUEN

mMepe 0,49 Hmonb/n.

65. Cnoco®6 no nwbomy wu3 nn. 44-64, oTnuvyarowmmMca Tem, 4YTo Ccnocob
AONoNHUTENBbHO BkNtovaeT BeeaeHne PCI B nepuog OT npumepHo 5 aHen ao

npuMepHo 12 aHewn nepen BBEAEHNEM Ha4YanbHOW 403bl.

66. Cnoco® no nwbomy wm3 nn. 44-64, oTnuyarowMmMca Tem, 4YTO cnocob
AOMONHUTENBHO BKIOYaeT BBeaeHne aHtaroHmcta NHPI B nepuog oT npumMepHo 2

AHen no npumepHo 10 gHen nepen BBEAEHMEM HAYanbHOW 403b.

67. Cnocob no n. 66, oTnuyarWUnUcs Tem, YTo aHTaroHucT HPI BbiBuparoT 13
rpynnbl, COCTOSILLEN W3 PENyrofivkca, anaronvkca, LETPOPEnMKea, raHMpenmkea,
abapenwukca, Han-6ny (nal-blu), antTnga (antide), asanvHa B, gerapenukca, D63153

(o3apenukca), OBE2109 n TeBepenukca.

68. Cnoco® no nwobomy wm3 nn. 44-67, oTnuvyarowmmMca Tem, 4YTo Ccnocob
AOMONHUTENBHO BKNtOYaeT BBegeHWe aroHucTa MHPI B nepuog ot npumepHo 14 oo

NPUMEPHO 28 aHEW nepes BBEAEHNEM Ha4YanbHOW 403bl.

69. Cnocob no n. 68, oTnuyarommca Tem, 4to aroHncT MHPT BeIGMparoT 13 rpynnel,
COCTOSALEN M3  feunpopenuHa  auetarta, roHagopenuHa, ©OycepenuHa,
TPUNTOPENUHA,  rocepenvHa,  HadapenuHa, rucTpenuHa,  AecrnopenvHa,

MeTepenuHa 1 neumpenvHa.

70. Cnocob no ntobomy 13 nn. 44-69, oTNMYAOLWMIACA TEM, YTO HaYanbHyO 403y

BBOOAT nepen mn3srnedyeHnem ooLnTOB.

71. Cnocob no ntobomy m3 nn. 44-70, OTANYAOLWMIACA TEM, YTO HaYanbHyO LO3Y

BBOOAT nocre mn3snevyeHna OoLnTOB.

72. Cnocob no nobomy m3 nn. 44-70, OTANYAOLWMIACA TEM, YTO HaYanbHyO LO3Y

BBOASIT Nepes OBynsumen.

73. Cnocob no ntobomy m3 nn. 44-70, OTANMYAOLWMIACA TEM, YTO HayanbHyO LO3Y

BBOAAT NocCrie oBylAaUnn.

74. Cnocob no nobomy 13 nn. 44-73, OTANYAOLWMWUCA TEM, YTO HavanbHy 403y

BBOASAT nocne BeBegeHnsa aroHncta HPI B kayecTBe areHTa co3peBaHuUsa OOLMTOB.
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75. Cnocob no n. 74, oTnMyarowmncs Tem, 4to aroHuct MHPIT BeiBupatoT 13 rpynnsl,
COCTOAWEN M3  feunpopenuHa  auertarta, roHagopenuHa, ©OycepenuHa,
TPUNTOPENWHA,  rocepenuHa,  HadapenuHa, rUCTpenuHa,  AecrnopenuHa,

MeTepenuHa 1 neympenvHa.

76. Cnoco® no mwobomy w3 nn. 44-75, ornuyarowmmca Tem, 4To crnocodb
AOMNONMHUTENBHO BKNHOYaeT BBeAEHME BTOPOW 403bl OT npumepHo 0,00003 mr go
npumepHo 0,030 wmr  2-(N-auetun-D-tnposun-tpaHc-4-rugpokcun-L-nponun-L-
acnaparnHun-L-tpeonun-L-benmnnananmn)rngpasmHokapbonmn-L-nenymn-Nw-

MeTun-L-aprmHnn-L-TpuntoaHammga, Wnnm COOTBETCTBYHOLErO KONMYecTtsa ero

thapmaLeBTUYECKM NPUEMIIEMON COSM.

77. Cnocob no n. 76, OTNMYaroLNNCs TEM, YTO BTOPYHO 403y BBOAAT HA NPOTSIKEHUN

nepwoga ot NnpumepHO 8 o npuMepHO 60 Yacoe NOCNe BBEAEHNSA HAYaNbHOW 403bl.

78. Cnoco® no n. 76 vnn 77, OTNUYaOWMNCA TEM, YTO CNoco® AOMOMHUTENBHO
BKINHOYAET BBEAEHNE TPETbEWN A03bI OT NpumepHo 0,00003 mr go npmumepHo 0,030 mr
2-(N-auetun-D-tnposun-tpaHc-4-rugpokcun-L-nponun-L-acnaparuHmn-L-tpeoHun-L-
heHunananun)rmgpasmHokapboHun-L-nenumn-Nw-meTtun-L-aprmHmn-L-

TpynToaHamnaa, WM COOTBETCTBYIOLLEro KOMMYecTBa ero dgapmaueBTU4EeCKU

npUeMnIeMOon Conu.

79. Cnocob no n. 78, oTnn4aroLMnUCcs TeM, YTO TPETLIO 03y BBOAAT HA MNPOTSIKEHUN

nepuoga ot npumepHo 8 1o npumepHo 60 YacoB nNocne BBEAEHUS BTOPOM 403bl.

80. Cnocob no n. 78 vnu 79, AONONMHUTENBHO BKNHOYANOLWMW BBEAEHNE OT OAHOW A0
NATW AONOMAHUTENBHBLIX 403 OT npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-
auetun-D-tnposunn-tTpaHc-4-rugpokcu-L-nponun-L-acnaparnHnn-L-TpeoHun-L-
heHunananun)rmapasmHokapboHun-L-nenumn-Nw-meTtun-L-aprmHmn-L-
TpynToaHamnaa, WM COOTBETCTBYIOLLErO KONMMYecTBa ero gapmayeBTUYECKU

NpPUeMNEMON COMMW.

81. Cnocob no n. 80, oTnuyarOWMUCA TEM, YTO BBEAEHWE OT OAHOM A0 NATU
LAOMONHUTENbHBIX A03 MPOBOAUTCS Ha MPOTSXKEHUW nepuoga OT nNpuMepHo 8 Ao

npumMepHo 60 YacoB Nocne BBeAEHUS NPEALLECTBYIOLLEN LOMONHUTENBHOWN 403bl.

82. Cnoco® no nwbomy u3 nn. 44-81, oTnuyaowmmca Tem, 4To Ccnocob

AOMONHUTENBHO BKITHOYAET BBEAEHNE O4HOW UNN HECKONMBKMX 03 nporecroreHa.
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83. Cnocob no nobomy 13 nn. 44-81, OTANYAKOWMWCS TEM, YTO CMOCOD He BKNOYaeT

BBEAEHNS O4HOW UM HECKONBKUX 403 NporecToreHa.

84. Cnoco® no nwbomy u3 nn. 44-83, oTnuyarowmmca Tem, 4To Ccnocodb

A0NOJIHNTENTbHO BKIMHOYaeT n3BrevYeHne ooumTOoB.

85. Crnoco®6 no n. 84, oTnMyarWMNUCa Tem, 4YTO TIUMNodu3 KEHLUMHDI

AeCeHCUdbunmnanpyroT nNo oTHowweHuto k NPT nepen BBeAEHMEM HaYanbHOW A03bl.

86. Cnocob no nobomy m3 nn. 44-85, ONONHUTENBHO BKNHOYAKOLMIA MMMNaHTaLMo

amBpuroHa.

87. Cnocob no n. 86, oTnuyarWMUca TEM, YTO MMMNNaHTaumsa MNpPOUCXOANT B

TEYEHME OT NPUMEPHO 2 A0 npumepHO 10 gHEN nocne BBeAEHMS HAYanbHOM 403b.

88. Cnocob no n. 86 nnm 87, OTNMYaOWMACA TEM, YTO UMMNAHTaUMa NPONCXOANT B

TeYeHne oT NPUMEpPHO 1 A0 NPUMEPHO 7 AHEW Nocre N3BNEYEHMs OOLMTOB.

89. Cnocob6 no nwbomy m3 nn. 86-88, oTnuyarowmMmca TeM, 4TO SMOPUOH He

3aMopaXXmBaroT.

90. Cnocob no n. 89, oTAMYaOWNACA TEM, YTO SMOPUOH UMMNNAHTUPYIOT B TOM Xe

MEHCTpyanbHOM LMKIe, B KOTOPOM NPOBOAST U3BMEYEHME OOLMTOB.

91. Cnocob no ntobomy m3 nn. 44-66, 68-69, unn 71-73, OTNNYaOWMNCA TEM, YTO

cnoco® MHAYLMPYET OBYNALMIO.

92. Cnocob no n. 91, OTAMYaKOLMACA TEM, YTO XeHLmMHa BepeMeHeeT NocpesCTBOM
MOMIOBOr0 akTa U BHYTPUMATOYHON MHCEMUHALMM NOCINe BBEAEHUS MO MEHbLUEN

MEpEe yKasaHHOW Ha4yanbHOW A403bl.

93. Cnocob no nobomy 13 nn. 44-92, OTNNYAKOWWWCS TEM, YTO NOCne BBEAEHUS MO

MEHbLLUEN MEPE YKa3aHHOW Ha4yanbHOW A,03bl XXeHLnHa BepemMeHeET U/nnm poxaer.

94. Cnocob no nbomy 13 nn. 44-47 nnu 49-93, oTNNHaOLWMINCA TEM, YTO OAHA UMK
HECKONMbKO HavanbHbIX 03, BTOpas [03a, TPeTbsA A03a, MM OT OAHOM A0 MATU

AOMNOJNHUTENbHBLIX 403 MPOMOTUPYIOT NOALEPKKY NOTENHOBOM hasbl.

95. Cnocob no nbomy 13 nn. 44-94, OTANYAIOLWNNCA TEM, YTO OAHY UMM HECKOMBKO
HayanbHbIX 03, BTOPYH A03y, TPeTbio [03y, WM OT OAHOW [0 NATU

A0ONOJIHNTENBbHbBIX 403 BBOAAT NYyTEM UHBEKLUN.
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96. Cnocob no n. 95, oTnUYarWMNCa TeM, YTO WHBbEKUMS MNpeacTtaBnaeT cobou

BHYTPUMbILLEYHYHO U NMOLKOXHYI0 MHBEKLMIO.

97. Cnocob no nobomy 13 nn. 44-96, oTnMyaroWnMncs Tem, 4yTo nrobas m3 ogHou
NN HECKONBbKMX HayanbHbIX 403, BTOPON A03bl, TPETbEN A03bl, UM OT O4HOW A0
NATU 4OMNONHUTENBHBIX 403 cocTaBnseT oT npumepHo 0,0003 mr go npumepHo 0,03

Mr.

98. Cnoco® no nwbomy wn3 nn. 44-97, OTNMYAOWMACA TEM, YTO >XEHLUMHE

NPOBOAMUTCA KOHTpONMpyemasa Ctumynaums amndHmkos (KCA).

99. Cnocob no nwobomy m3 nn. 44-98, otnuyarowmmca Tem, yto BPT-Tepanuio
BbIBUpatoT M3 rpynnbl, COCTOSALLEN M3 AOHOPCTBA OOUMTOB, co3gaHus 6aHka
OOUMTOB, BHYTpUUMTOMNNA3MaTUYECKOM MHbekumMm cnepmatosonga (MKCW), in vitro
onnogoteopeHna (IKO), npouecca nepeHoca ambpuona (IM3), nHAyKUMM oBYNALmMN

N BHYTPMMAaTO4YHOW MHCEMUHALMM.

100. Cnocob no ntobomy 13 nn. 44-99, OTNMYAOLWMNCA TEM, YTO XEHLMHA UMEET
YTO-TO OA4HO UINMN HECKOMBKO U3 CMHAPOMa nonukmucTosa andHukos (CIA), Gonee 15
MMOnb/N CbIBOPOTOYHOIO aHTumionneposa ropmoHa (AMI), Gonee 23 no Y3U
obuero umicna anTpanbHbix donnukynos (YUA®P), 6onee 3000 nr/mn actpagnona E2

CbIBOPOTKM UMW NepeHecna ogMH UM HECKOMbKO NpeaLuecTByowmx annsogos CrA.

101. Cnoco® no nobomy um3 nn. 44-100, OTNUYaKOWMACA TEM, YTO XEHLMHa
XapakTepmayeTCcs YeM-TO OAHUM UMM HECKOSBKMMU U3 aHOBYNATOPHBIX LIMKIIOB, WA
CTapLUMM PENPOAYKTUBHBIM BO3PaCTOM, UM UCTLITLIBAET BTOPUYHYH ANYHUKOBYHD
HEAOCTaTOYHOCTb, OJIMFOMEHOPEd, aMeHOPel, SHAOMETPMO3 WU CUHAPOM

nonukMcTosa amyHmnkos (CIA).

102. Cnocob nHAYyLMPOBaHNA OKOHYaTENbHOrO CO3peBaHna POMNNNKYIIOB U paHHEN
NOTEVHU3AUMM Y HYXAAKOWENCA B STOM KEHLUMHbI, OTNNYaWMUCA TEeM, YTO
yKasaHHasa >XeHLMHa MNpOXoAWT Npouedypbl BCMOMOratenbHbIX PEenpOAYKTUBHBIX
TexHonormn (BPT), nogeeprnack geceHcnbunmsayum runogusa n npegBaputensHO
nonyyana QONNMKynOCTUMYNMPYIOWME TFOPMOHbI B pamKax BCMoMOraTerbHbIX
penpoayKTMBHbIX TexHonorun (BPT), Bkntovarowmnm BBEAEHMNE XKEHLLMHE HAYanbHOW
A03bl 0T npumepHo 0,00003 mr go npumepHo 0,030 mr 2-(N-ayeTtun-D-Tnpoaun-
TpaHc-4-rngpoken-L-nponun-L-acnaparmHmn-L-tpeoHun-L-
dheHrnananun)rmgpasmHokapboHun-L-nenumn-Nw-meTtun-L-aprmHmn-L-

TpunTocaHammaa, MnM COOTBETCTBYHOLLErO KONMMYecTBa ero gapmaleBTUYECKU
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NpMeMneMon COnu, U Nocne BBEAEHWUA HadanbHOW [03bl, YPOBEHb SHAOMEHHOro
noTenHuavpyrowero ropmoHa (J1IN) B KpOBW >XEHLLUMHBI MOBbLIWEH MO CPaBHEHWUIO C

ypoBHEM 3HAOreHHoro JII B KPOBU KEHLLMHbI Nepes BBeLEHMEM HauanbHOW 03bl.

103. Cnoco® wHAYUMPOBaHWA OBYNSAUMM Y HYXAAOWENCA B 3TOM KEHLUMHbI,
OTNNYAKOLWMACA TEM, YTO yKasaHHas KeHWwuHa SBNSeTCa  aHOBYNATOPHO
BecnnogHoOM ©n ykasaHHoe 6ecnnogve He BbI3BaHO MNEPBUYHBIM  HapyLLEHWEM
PYHKLUMN  AMYHWKOB, BKNIOYaAKOLWMWA BBEAEHME >KEHLMHE HadyanbHOW [03bl OT
0,00003 mr go npumepHo 0,030 mr 2-(N-auetnn-D-Tmposnn-tpaHc-4-rmapokcu-L-
nponun-L-acnaparnnmnn-L-tpeonunn-L-deHmnnananmn)rugpasmnHokapboHmn-L-

nenymn-Nw-metun-L-aprmHun-L-tpuntodanamuaa, nnm COOTBETCTBYHLLENO
Konuyectea ero apmaueBTUYECKN MPUEMSIEMON CONMW, WM NOCNEe BBEAEHUA
HayarnbHOW A03bl, YPOBEHb 3HAOMEHHOro noTenHuampyowero ropmoHa (1IN B kposm
YKEHLLMHbI NOBbLILLIEH MO CPaBHEHMIO C YPOBHEM 3HAOreHHOro JIIN B KpOBU KEHLUMHbI

nepen BBEAEHNEM Ha4YanbHOW A03bl.

104. Cnoco6 no n. 102 vnn 103, OTAMYaKOWNNCA TEM, YTO XEHLUMHa UMEET PUCK
Ccr4.

105. Cnocob no ntobomy m3 nn. 102-104, OoTAMYaOWMACA TEM, YTO MO MEHbLUEN
Mepe B TeyeHne 36 4acoB nocne BeeAeHUS HavanbHOM 403bl YPOBEHb 3HAOMEHHOro
JII' B KpOBU XEHLLMHBI NOBbILLEH MO CPaBHEHUIO C YPOBHEM 3HA0reHHoro JII' B KpoBU

XEHLUMHBI Nepen BBeAEHWEM HavarbHOW 403bl.

106. Cnocob no nobomy mn3 nn. 102-105, oTnnyarowmMinca Tem, YTO MakCUMarbHbIV
ypoBeHb 3HaoreHHoro JII B KpoBuM HabniogaeTcs 4epes no MeEHbLIEW Mepe

npUMeEpPHO 12 Yacos Nocne BBEAEHNSA HAYaNbHOM 403bl.

107. Cnoco® no n. 106, oTnMYarwWMNCA TeM, YTO MaKCUMarbHbIA YPOBEHb
sHgoreHHoro JIIT B KpoBM HabnogaetTca Mexay npumMepHo 12 yacamm v NPpUMEPHO

48 yacamu nocne BBeAeHUSA HaYvanbHoOW A03bl.

108. Cnoco® no nwbomy um3 nn. 102-107, oTnMYarOWMUCA TeM, YTO YpPOBEHb
aHgoreHHoro JIIT B KpOBM XeHLWWHbI MOBbIWEH Mexay npumepHo 12 yacamu u
npumepHo 96 Yyacamm nocne BBEAEHUS Ha4vanbHOM 403bl NO CPABHEHUIO C YPOBHEM

aHporeHHoro JII B KpOBW XKeHLWWHbI Nepes BBeAEHMEM HauarbHOM 403bl.

17
3AMEH STIOIAM JIUCT



109. Cnoco® no nwbomy n3 nn. 102-108, oTnmMyarOWMUCa Tem, YTO YpPOBEHb
3HgoreHHoro JIIN B KPOBW XXEHLMHBI MOBbLILEH Ha NPOTSKEHUN MO MeHbLUen mepe 36
4acoB Mocne BBEAEHWUSA HavanbHOW L03bl NO CPABHEHUKO C YPOBHEM SHAOMEHHOro

NI B KPOBU XKEHLLUMHbI Nepes BBeAEHNEM HavarbHOM A,03bl.

110. Cnocob no n. 109, oTnnyYaroLLMINCa TEM, YTO YpoBEHb 3HAOreHHoro J1I B KpoBwm

NOBbILIEH Ha NPOTSXKEHUN OT NPUMEpPHO 36 YacoB 40 NPUMEPHO 16 AHEN.

111. Cnocob no n. 109, oTAMYarOLWLMINCA TEM, YTO YpOBEHb 3HAOoreHHoro JII B kpoBwm

NOBbILLEH Ha MPOTSKEHUN OT NPUMEPHO 36 YacoB A0 NMPUMEPHO 12 oHEN.

112. Cnoco® no nwobomy m3 nn. 44-111, OTNNMYaOWMUCA TEM, YTO XEHLUMHa
NCMNbITbIBAET aHOBYNATOPHOE Becnnogme, He BbI3BaHHOE NMEPBUYHBIM HapYLLUEHUEM

PYHKLMM ANYHUKOB.

113. Cnoco®6 no nwobomy m3 nn. 44-112, BKNHOYAOLWMA BBELEHWE KEHLUMHE
Ha4anbHOoW [03bl oT 0,001 mr go npumepHo 0,003 mr 2-(N-auetmn-D-tmposun-
TpaHc-4-rngpoken-L-nponun-L-acnaparmHmn-L-TpeoHun-L-
heHunananun)rmgpasmHokapboHun-L-nenumn-Nw-meTtun-L-aprmHmn-L-
TpuynToaHamnaa, WM COOTBETCTBYIOLLEro KOMMYecTBa ero dgapmaueBTU4EeCKU

npUemMneMon Conm.

114. Cnoco6 no nmwobomy w3 nn. 44-112, BKNOYAIOWMA BBEAEHNE XEHLUUHE
HavanbHon Ao3bl ot 0,001 mr go npumepHo 0,030 mr 2-(N-auetmn-D-Tmnposun-
TpaHc-4-rngpokcn-L-nponun-L-acnaparmHmn-L-tpeoHnn-L-
dheHnnananun)rmapasmHokapboHun-L-nenumn-Nw-metun-L-aprmHmn-L-
TpynToaHammnaa, WM COOTBETCTBYHOLLErO KONMMYECTBa ero gapmaueBTUYECKM

NpUeMNEMON Conu.

115. Cnoco6 no nobomy wm3 nn. 44-112, BKNHOYaOWMA BBELEHWE KEHLUMHE
HadanbHOW fo3bl o1 0,0003 mr go npumepHo 0,003 mr 2-(N-auetmn-D-tmposun-
TpaHc-4-rngpoken-L-nponun-L-acnaparmHmn-L-TpeoHun-L-
heHunananun)rmapasmHokapboHun-L-nenumn-Nw-metun-L-aprmHmn-L-
TpynToaHamnaa, WM COOTBETCTBYIOLLEro KONMMYecTBa ero gapmMaueBTUYeCKU

NpUeMNEMON Conu.
116. [MpumeHeHve 2-(N-ayetun-D-Tnposumn-tpaHc-4-rugpokcu-L-nponun-L-
acnaparnHun-L-tpeoHun-L-enmnnanadmn)rngpasmHokapbonmn-L-nenymn-Nw-
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meTun-L-apruHmn-L-tpuntodaHammnga, mnu ero gapmaueBTUYECKUM MPUEMITIEMON
ConM, B MNPOU3BOACTBE JEKapCTBEHHONO CpeAcTBa [AnS MOBbIWEHUA YPOBHSA
3HAOreHHoro nwTenHusmpyrowero ropmoHa (JlN y  >keHWwwHbl, npoxoasLen
npoueaypbl BCnoMoraTesnbHbIX penpoaykTmBHbIX TexHonorun (BPT) n umerowen

PUCK CUHAPOM runepcTumynaummn andHmukos (CIrd).

117. MpmeHeHve 2-(N-auetun-D-Tuposun-tpaHc-4-rugpokcu-L-nponun-L-
acnaparnHun-L-tpeonun-L-benmnnananmn)rngpasmHokapbonmn-L-nenymn-Nw-

meTun-L-apruHmn-L-tpuntodaHammnga, unu ero gapmaueBTUYECKM MPUEMMIEMOMN
CONnMM, B MNPOM3BOACTBE JIEKAPCTBEHHOMO CpPeACTBa [ANS MOBbLILWEHNA YPOBHSA
SHAOreHHOro nTenHmsmpyrowero ropmoHa (JlN y  KeHWmHbIl, npoxoasLen

npoLueaypbl BCMOMOraTenbHbIX PENPOAYKTUBHBLIX TexHonornn (BPT).

118. MpnmeHeHve 2-(N-auetun-D-tuposumn-tpaHc-4-rugpokcu-L-nponunn-L-
acnaparnHun-L-tpeonun-L-bermnananmn)rngpasmHokapbonmn-L-nenuymn-Nw-

meTun-L-apruHmn-L-tpuntodaHammnga, nnu ero gapmaueBTUYECKUM MPUEMIIEMON
ConM, B MNPOU3BOACTBE IEKAPCTBEHHOro CpeactBa ANa  WMHAYLMPOBaHWUA
OKOHYaTEeNbHOro CO3peBaHNA POMMMKYNOB U PaHHEeN NIOTEUHU3AUUN Y XKEHLLMHBI,
KOTOpas npoxoauT npoueaypbl BCHOMOratenbHbIX PenpoOAYKTUBHBIX TEXHOMOMMMN
(BPT), nogseprnace geceHcnbunmsauymm rmnodusa 1 npeaBaputensHo nonyvana
donnukynocTumynmpyroLme FOPMOHBI B pamkax BCNomMoraTesbHbIX

penpoayKTMBHbIX TexHonormn (BPT).

119. MpmeHeHve 2-(N-auetmnn-D-Tuposmn-tpaHc-4-rugpokcu-L-nponun-L-
acnaparnHun-L-tpeonunn-L-bermnnananmn)rngpasmHokapbonmn-L-nenymn-Nw-

meTun-L-apruHmn-L-tpuntodaHammnga, unu ero gapmaueBTUYECKUM MPUEMMIEMOMN
COnn, B NPON3BOACTBE NEKAPCTBEHHOrO CPeAcTBa ANS MHAYLMPOBAHNSA OBYNALMM Y
XKEHLWWHbI, SABNAOWENCS aHOBYNSATOPHO  OecnnogHoW, npuUYeEM  yKasaHHoe

Becnnoave He BbI3BaHO NEPBUYHBLIM HapyLUEHNEM DYHKLMN SUYHUKOB.
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