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CIIOCOBBI JIEYEHUA )KEHCKOI'O BECILIIOAUA
ITEPEKPECTHAA CCBIJIKA HA POACTBEHHBIE 3AABKU

[0001] J[lanHas 3asBKa 3asBisieT NPUOPUTET MO mpenasapurenpHoil 3asBke CIHA Ne
62/402018, nomannoi 30 centsadps 2016 r.; u npenBaputenvHoii 3asiBke CIITA Ne 62/402150,
nogauHoi 30 ceHtsiOpst 2016 r., KOTOpPbIE B MOJHOM O0BEMe BKJIFOUEHbI B JAHHBIA TOKYMEHT

MOCPENCTBOM CCBLIOK.
CCBIJIKA HA ITEPEYEHB ITOCJIEJOBATEJIbHOCTENU

[0002] IlepeyeHp mMOCHENOBATENBHOCTEN, ACCOLMMPOBAHHBIA C JAaHHOW 3asBKOM,
MPEICTaBIIeH B TEKCTOBOM (hopmare BMeCTO OyMa’KHOW KOMHH, W HACTOSIIIMM BKJIFOYEH
MOCPEICTBOM CCBUTKM B omucaHue u3odperenus. Mmsi TekcToBoro (haiina, comeprkaiiero
nepedeHb nocnenosarenbHocTeir - MYOV 017 01WOSeqList ST25 txt. TexctoBblii daiin
umeet pasmep ok. 4 k0, Obut coznan 13 centsiOps 2017 r., 1 ObUT IOJAH B SJISKTPOHHOM BHUJIE

gyepe3 EFS-Web.
OBJIACTh TEXHHUKH

[0003] JlanHOe M300peTeHHe OTHOCHTCS K OOJIACTH BCIIOMOTATEIbHBIX PENPOAYKTHBHBIX
texHojoruii (BPT), u Gonee koHKpeTHO, K criocobaM M MpUMeHeHusIM A npoenenuss BPT
y skeHmuH ¢ puckoM CI'Sl (cMHAPOM TUNEPCTHUMYJSIIMU SIMYHUKOB) M K croco0am u
INPUMEHEHUsIM AJI1 MPOMOTHPOBAHMs CO3PEBAaHUS SNLEKIETKH, MOANEPKKU JIOTEHHOBOU

(ba3bl 1 THTUOUPOBAHHUSI TPEKAEBPEMEHHOM OBYJISALIUH.
W3BECTHBIN YPOBEHb TEXHUKU

[0004] B wmwupe exerogHo NPOBOAUTCS NPUONM3UTENBHO 1,5 MHJUTHOHA TPOLEAYP
BCIIOMOTATEJIbHONH PEeNpOAYKTUBHOW TexHojorun. Kpome Toro, npubmusutensHo 25%
JKEHIIHMH, CTPAJIAIOLINX OT OECIIONNS, UMEIOT MPOOJIEMBI C JOCTHXKEHUM OBYJISILIUU, BKITFOUAsT
HECITOCOOHOCTh MPOAYLHUPOBATH IMOJIHOCTBIO CO3PEBINNE STHLEKIETKH (TaKke Ha3bIBAEMBbIC
OOLITAMH) WM HECIOCOOHOCTh K OBYJSIMH. CrenuaaucThl 1mo (pepTHIbHOCTH MOMOTAOT
PEnpoOAYKLUHU MyTEM HCIIOIb30BAHMs TPYMIIbI JEKAPCTBEHHBIX MPENapaToB AJisi BPEMEHHOIO
UCTIPaBJIEHUs] TPOOJIEeM OBYJSIIMM M JJIsl YBEIMYEHHs INAHCOB JKEHINUHBI 3a0epEMEHETb.
MHorue UHKJIbl BCIOMOTAaTENIbHOW PENPOAYKTUBHON TEXHOJIOTMM BKJIKYAKT OAHY WIH

HECKOJIbKO U3 CJIEAYIOIINX CTaIuid B paMKaxX NOCTHXKEHHUS KOHEUHOH Lelu - OepeMEeHHOCTH:



(1) cospeBaHue (OJUIMKYJIOB SIMUHUKOB, KOTOpPBIE KOHTPOJHUPYIOT BBICBOOOXKIEHUE
AWLEKJIETOK B SWYHUKAX, (2) TNpemoTBpallleHue MpeKAEBPEMEHHOW oOBymauud;, (3)
MHULIMUPOBAHUE CO3PEBAHUs SHIEKJIETKH B HY>KHOE Bpems;, (4) H3BJIeUEHUE SIMLEKJIETKH U
OIJIOAOTBOPEHUE; U (5) TPAHCIUIAHTALIMIO OTUIOAOTBOPEHHON SHIIEKJIETKH C MOCIeNyIOIUMH
OMOXMMHUECKUMH TecTaMH Ha OepeMeHHOCTb. OnHako, npyrue BaxkHble cxembl BPT
BKJIFOYAIOT KOHCEPBALIUIO OOLIUTOB UJIM AOHOPCTBO, PETYJISILUI0 MEHCTPYAJIbHOIO LIMKJIA, IIPU
KOTOPOH CO3/1aeTCsi BO3MOKHOCTb MPOXOKACHUS OBYJISILUHM TMOCiae WHUIMUpoBaHus (3), C
MOCTIeAYIONIeH BHYTPUMATOYHON WHCemuHanuen (BMU) win moioBbIM aKTOM B 33JaHHOE
BpeMsi. Takske, Ui JKEHIIUH C MEPBUYHBIM HAPYLICHWEM (PYHKLUUHU SIMYHUKOB (Hampumep,
JKEHIIMH, HECIIOCOOHBIX JOBECTH OOLUT N0 3PEJOCTH MM OByJsiuuu naxe ¢ BPT) wmu B
paMKax TPOLEAYypbl CyppOraTHOH OepeMEeHHOCTH, MOXKET OBIThb HCIHOJBb30BAH NEPEHOC
smbOpuona (I19) ¢ mopgmep:kkol JHOTEMHOBOW (has3pl, MpPUUYEM CPEACTBO U TOINEPIKKH
JFOTEUHOBOH (pa3bl MOJKET ObITh BBEACHO /10, OAHOBPEMEHHO ¢, Wi nocie 12, unm BBoguTcs

B OWH WJIX HECKOJIBKO MPEAIICCTBYOIIIUX MOMCHTOB BPEMCHU.

[000S] Tpamuumonno,  mporokonel  BPT  ucnonp3oBamu  Takue  areHTh,  Kak
dommukynoctumynupyromuii  ropmorn  (®CI) wu  denmoBedeckwii  MEHOMNAy3aJbHBIN
roHagorpornud (4MI') B ¢asze HavanbHOM CTUMYJSILIUM, C NPEALIECTBYIOIIUM BBEICHUEM
aroHucra roHajgotrponuH-puin3uHr ropmoHa (I'HPI') (aronuct peuentopa I'aPI’) wnm
nobasnennem antaronucra ['HPI' (amtaronucr peuenropa I'HPI) mis mpenorBpaimeHus
(monmaBneHMs1) OBYJSIMMM M TNPEJOTBPALUEHHS BBICBOOOXKIECHUS HE3PENbIX  OOLMTOB
BCJIEZICTBUE BbIOpOCca JOTeHHM3Upyromero ropmona (JIIN). OBynsiuus momaBiasieTcsi, YTOOBI
STMLIEKJIETKH MOTJIM CO3PETh U MO3JHee ObITh M3BJIEUEHBI HEMOCPEACTBEHHO M3 SIMYHUKOB (a
He U3 (ajUIONHUeBbIX TPYOD), a TakKe JJIsi MPEeIOTBPAIIEHHs] MHOTOIUIONHOW OepeMeHHOCTU
BBICOKOH CTENeHH, KOTOopask MOXKET BO3HUKHYThb B pe3yJbTaTe BO3AEHCTBUS Ha SILEKIETKU
criepMoi B auonueBoil Tpyde B Cilydae UX KOHTakTa. BmecTe, Takoil mpouecc CTUMYJISILIUN
¢ nomoupto PCI' u anrtaronucra unu aronucra I'HPI' Has3piBaeTcs KOHTpoOJMpyemMoi
crumyssinuein  ssmaaukoB  (KCH). Tlocme Toro, kak (OJUIMKYJIBI MPOTPECCHPYIOT IO
NPEIBAPUTENBHO OINpPENENeHHOr0 COCTOSIHMS, B KOTOPOM psii  OOLMTOB TOTOB K
OKOHYATENIbHOMY CO3PEBAaHUIO, MHCIONb3YIOT areHT CO3pPEBaHUs OOLMTOB, WM Tak
Ha3bIBAE€MbI ““TPUITEPHBIA  areHT (HampuMmep, XOPUOHMYECKHH TOHAIOTPONHH YeJOBeKa
(uXT" mmu XI'Y), aroruct I'uPI', unu oba), ¢ uenvio (1) mpoMOTHPOBaHUA OKOHYATEIBHOTO

CO3pE€BaHUsA U BbICBO60)K)IeHI/I$I ﬂﬁL{GKJ’IGTOK U3 sAMYHUKA IpPU TTOATOTOBKE K IMOJIOBOMY 4AKTY
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wm BMMU, wm (2) 11 OKOHYATEIBHOrO CO3PEBaHUS U M3BJIEYEHHUS OOLIMTOB C
nocnenyromuM I3 B wmarky, ans cxem BPT, Bmodamomux CTagui0 HUMILIAHTALUU
(nampumep, orutopotrBopenue in vitro (IVF, 3KO)). MHayKIusi OKOHYaTEIbHOTO CO3PEBAHHSI
OOLIUTOB MPEACTABISIET COOOH MpoLeaypy, KOTOpyr 00bI4HO mpoBoAsT B pamkax KCH mus
obecrieueHns MOJHOTO Pa3BUTHSI OOLIUTOB, YTO MPHUBOAUT K XOPOIIEMY BBIXOAY OOLMTOB JJIS
U3BJICUCHHS], U ONTHMAJIbHBIX LIAHCOB OepeMeHHOCTH. Tak, TpUrrep mo CyIlecTBY 3aMEHsSET
BeIOpoc JII', 3dexTsl KOTOPOro BKIIOYAIOT OKOHYATENIbHOE CO3PEBAHUE OOLIUTOB MeEpPe
OBYJLSILIEH B €CTECTBEHHBIX MEHCTpyalibHbIX LukiIax. B nwuknax OKO, uHunuuposaHue
OKOHYATEJIbHOTO CO3pPEBaHUsl OOLUUTOB ¢ nomoulpto aronucra ['HPI' Bmecto uXI' cHumkaer
puck cuHapoma runepctumyssinny sudHUKOB (CI'S), HO TakKe CHMIKAeT YacTOTy pPOJIOB
xuBbIM peberkoM. B nmkiaax BPT ¢ mocnenyromum AOHOPCTBOM OOLIMTOB, HCIIOJIb30BAHHE
aronuctoB I'HPI" BMecTo uXI' cHumxaer puck CI'Sl npu oTCyTCTBUM JaHHBIX, YKa3bIBAOLINX
HAa CHIKEHHE YaCTOThI PONOB JKMBbIM pebenkoMm. Manumupyemsie aroanctoM ['HPT n uXT'

ukJiel KO uMeroT cXoskue mokas3aTesid BbIX01a OOLUTOB M Ka4eCTBa SMOPHUOHOB.

[0006] Ilocie BBemeHUs] TPUITEPHOTO areHTa, Npyrue areHThl (Hanpumep, 94X 1 3CTpaguon
U TMPOTeCTHHBI) WCTOJB3YIOTCS IUIsl MOANEP’KaHUS MAaTKU (3HAOMETpPHs), TaK Ha3bIBAEMOU
MOJAEPKKH JIFOTEMHOBOH (pa3bl, mpu MOAroTOBKe K MMILIaHTauuu. [lognepikka JFOTEMHOBOM
¢a3bl HeoOxoauma moromy, uto nocyie KCS roHanorponuHamMu HaOMIOMAIOTCS HAPYIISHUS,
BbI3BaHHbIe HMHrHOuUpoBaHueM cekpeuuu JII' cBepX(pHU3HOIOrHMYEeCKMMU KOHLEHTPALUSIMU
CTEPOUIHOIO TOPMOHA MOCPEICTBOM OTpPULIATEbHONW OOpaTHOH CBA3M HAa YPOBHE OCH
runoTanamyc-runodus-ronanbl. M3-3a Huzkux yposHeit JII, Ge3 moanmep:Kku JIFOTEMHOBOM
(asbl, yPOBHU MPOrecTepoHa OyAyT ManaTh, MPUBOAS K OOJiee HU3KUM IAHCAM YCIELTHON

HUMILIJIAHTAallMX U, BCJICACTBUE 5TOI0, 6epeMeHHOCTI/I.

[0007] YenoBeueckuit xopuonudeckuidi roHanoTponuH (4XI[) HCMONB3YIOT B KadecTBe
TpUITEpPa BCIEACTBUE €ro CTPyKTypHOro cxozactsa ¢ JII' m cnocoOHOCTHM aKTUBHUPOBATH
peuenTtopsl JII' u nedcTBOBAaTH Kak TPUITEPHBIM areHT, YTO MNPUBOAUT K 3HAYUTENBHBIM
KOJINYECTBAM 3peJbIX OOLHTOB. biaronapst Oonpiomy nepuony nodysbiBeneHust uXI (24-36
94acoB) M CIIOCOOHOCTH aKTHBHPOBATH perentopsl JIIT Ha MPOTSHKEHUH OT CEMH 10 AECATH
nHel, u nHoraa aaxke no 16 nuel, uXI' Takke obecrieunBaeT MOANEPIKKY JIFOTEHHOBOU (ha3bl
NyTeM TOBBIIEHHs nporectepoHa. Takum obpazom, uXI' MOXKET UCHOIB30BATHCS B KAUECTBE

Tpurrepa (Co3peBaHHe OOLMTOB) W/WIM U TOAMEPXKKH JTIOTeUHOBOH ¢a3pl. Kpome Toro,
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U3BECTHO, YTO MCIIOJb30BAHHUE BKIFOUAOIINX 4X] Tepamuii B KaueCTBE TPUITEPHBIX areHTOB
NPUBOANT K TMPOAYLHPOBAHHIO 3HAUUTEJbHBIX KOJNUYECTB 3peibIXx oouuToB. OmgHAKO,
ucnonb3oBanne 4XI' ¢ mOOOH M3 3TUX LeNell aCCOLMUPOBAHO C OYEHb BBICOKMM PHCKOM
CI'S. Oro ycunuBaer 03a00U€HHOCTb O€30MaCHOCTBIO AJIS JKEHINUH C BBICOKUM puckom CI'A
U, BO3MO)KHO, TPUBOIUT K OOJbIIeH HEOOXOIUMOCTH HCHOJIb30BAHUS CErMEHTHPOBAHHBIX
MPOTOKOJIOB C 3aMOpa’KUBaHHEM (T.€., KPHOKOHCepBalueil 3MOPUOHOB C MOCIIEAYIOLIUM
MIEPEHOCOM ~ TMOABEPTHYTOrO  3aMOPAKMBAHUIO M pPa3MOPaKMBAaHHIO 3MOpHUOHA B
MOCJIEAYIOLUIEM MEHCTPYaJbHOM IHMKJIE), KOTopble MoryT ymenbmarb CIS, HO OyayT
3anepkuBath 1D u Bpemsi HacTyruieHusi OepemenHoctu. Kak ommcano 6ojee moapoOHO
Hiwke, npu CI'S MOryT yBenM4YMBaThCS SIMYHUKH, MOXKET HAKAIUIMBATBCS JKUAKOCTH B
OpIOITHOWM TONOCTH (aCHWT), W MALUEHT MOKET HUCHBITBIBATH B3AyTHE >XWUBOTa U OOJb,
TowHOTY U auapero. Tsokenbie popmbl CI'S MOTyT BbI3bIBATH T€MOKOHLIEHTPALIUIO, TPOMOO3,
MOBBILIEHHOE  KOJIMYECTBO  JIGHKOLIUTOB, OJIMTYPHIO, TOYEUHYK)  HEIOCTATOYHOCTb,
IUIEBPAJIbHBIN BBINOT, HAPYIIEHHs AbIXaHHs, BKIIFOUAs OCTPbIA PECIUPATOPHBIN AUCTpecC-

CHUHJPOM, U JaK€ CMEPTh.

[0008] Cunppom runepcrumyssinun ssuaHukoB (CIS) mpencrasiser coOo# 3HAUUTENBHOE
ocnoxHeHue (mobounslii 3¢¢exkr) BPT. Cumuraercs, 4To CHHAPOM THUNEPCTUMYJISALUH
suayHUKOB (CI'S) BO3HMKaeT B pe3ynbrare CBEpX()U3HOJOTHUEeCKOro aroHM3Ma peLenTopoB
JI' B simuHMKe, BO3HHUKAIOLIETO B PE3yJbTAaTe CO3PEBaHUS SANLEKICTKH, WHULUHUPYEMOTO
YEJIOBEUECKHM XOPHUOHMYECKMM TOHAJOTPOIMHOM (ZEHCTBYIOIIMM HAMOCPEACTBEHHO Ha
SUYHUKOBbIe peuenTopsl JII') u, B MeHbIIell crenmeHH, aroHUcTamu perentopos [HPT
(MHULUHUPYIOMUMHA  BBIOpOC  sHAoreHHoro JII', mpeBblmarommii  HaOMIOAAeMbld  MPH
HOPMaJIbHOM LIMKJIE) B SIMYHUKAX C OOJBIIUM KOJHYECTBOM 3pEJbIX (DOJUTUKYJIOB.
LleHnTpanbHOM O0COOEHHOCTBHIO KiIMHUYeCKH 3Haunmoro CI'Sl siBisieTcst pa3BuTHE COCYAMCTOM
TUIMEPIIPOHUIIAEMOCTH, BbI3bIBaroleil mepemernenus (shifts) sxumkocred. HMcmonp3oBaHue
yXI" BbI3bIBaCT OOIIMPHYIO JIOTEUHU3ALHUIO SIMYHUKA, T7l€ BBICBOOOXKAAKOTCS OOJbIIne
KOJIMYECTBA 3CTPOr€HOB, MPOTreCTEPOHA M MECTHBIX ILUTOKHHOB. DK30reHHbIil uXI Moker
OKa3bIBaTh JJIUTENbHBIE 3(P(QEKThI in Vivo, KOTOPBIE BEPOSITHO BBI3BAHBI MPOAOJIKHTEIBHOM
cBepxakruBauueii peuentopos JII'. IlpoayuupoBanue (axkropa pocra 3HAOTENHS] COCYIOB
(VEGF) ¢ommukynamu mon BoszelictBHeM uXI  MOXKeT yCHJIMBATh COCYIOHCTYIO
TUTEPIIPOHUIIAEMOCTh, Jexamyto B ocHoBe CISl. Kak Obuto ommcano, Tspkensiii CIS

Habmomaercst y 10 2% ot ob1melt nmomy isiniuy HCKyCCTBEHHOTO OIUIONOTBOPeHUs, 'y 10 20%
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NanueHTOB C BBICOKHMM pPHCKOM PAa3BUTHUA CFH, TAKHUX KaK IMallUC€HTbl C CHUHAPOMOM

noymkucrosa (polyscystic) suunukos (CITA).

[0009] Vcnionb3oBanue aronucra ['HPI' B kauecTBe TpPHUITEPHOrO areHTa CBsi3aHO ¢ Oolee
Hm3kol wacroroii CI'Sl, HO Takke NPUBOAMT K Ooee HU3KMM MOKA3aTeNsIM YacTOTHI
OepeMeHHOCTH, OCOOEHHO 0e3 SK30I€HHO BBOAMMOH MONACPIKKH JIFOTEMHOBOH (ha3bl.
ITpoTOKOIIBI, UCTIONB3YIOIIKME TPUTTephl-arOHUCThI [ HPI, TpeOyloT BBEAEHUS areHTOB IS
NOJ/IEPKKH JIFOTEMHOBOW (hasbl, MOTOMY 4YTO BbIOpoCc JII' mJisi TaKUX TPHUITEPOB SIBIISETCS
pe3KuM (HampuMep, MUK ¢ aMIUIUTYIOH, JOCTATOYHOH Uil MHULMHUPOBAHUS OKOHYATEIIBHOTO
CO3pEBaHMs, HO C MAJIOH JJIMHOW BOJIHBI) M UMEET MAJIYIO JJINTENbHOCTh (< 20 4acoB WK
uHorna 24-36 gacos). Kpome TOro, UpKyJUPYIONMUE YPOBHU MPOTECTEPOHA U 3CTPAIHOIA
nociie Tpurrepa-aronucra ['HPI' SBISIOTCS 3HAYUTENbHO OoJiee HM3KUMH HA MPOTSHKACHHUU
JFOTEUHOBOH (ha3bl MO CPABHEHUIO C MOJYYEHHBIMHU TOCIIE HHUIIMAPOBAHUS C ITOMOLIBI0 94X
Onaromapsi Oojiee KOpoTKOoMy Tiepuoay mnosyBbiBeneHus: JII' (ok.60 MHHYT) MO CPAaBHEHUIO C
yXI'. be3 3K30reHHO BBOAMMOW MOANEPKKHU JIFOTEUHOBOH (pas3bl mocie TpHUrrepa-aroHUCTa
I'HPI" BO3MOKHBI PEKIEBPEMEHHBIN JIFOTEOIN3 U Heyada umiiastauuu. Kpome Toro, puck
CI'Sl He ycTpaHsieTcsi MOJHOCTBIO MpU uUcnonb3oBaHuu aroHucra ['HPIT B kauecTse
TPUITEPHOTO areHTa, M TepeHOC 3aMOPOKEHHOro HMOpPHOHA B  IOCIEAYIOIIEM
MEHCTpYaJIbHOM IKie ansi cHkeHust pucka CI'Sl Bce eme cumraercs Oosee O6e30macHbIM.
IToMuMO 3TOrO, CyLIECTBYET JKEJIaHHE YMEHBLINTh BPEMS HACTYIUIEHUs] OEPEeMEHHOCTH IS
JKeHLIWH, npoxonsamux npouenypbl BPT, 6e3 yBenuuenus pucka CI'Sl. B Hacrosiiiee Bpemsi
TPYAHO OOECTeYnTh BAPUAHT IMEPEHOCa HE IMOABEPTHYTOrO KPHOKOHCEPBALMU SMOpHOHA
(fresh transfer) mpu ymenpmenun pucka CI'Sl U ITOCTHKEHUH JKeJATENIbHBIX MOKa3aTesel
NOJJIEP’KKH  JIFOTEMHOBOW (hasbl, BBIXOAA CO3PEBIIMX OOLIMTOB, YacTOThl HACTYIUICHHS

6epeMeHHOCTI/I 1 9aCTOTHI pOAOB JKUBbIMU OE€THbMMU.

[0010] C ydeTom HEOOXOAMMOCTH YJyUIIeHHsS Kak Oe30macHOCTH, Tak u 3(dexTuBHOCTH,
JKeNaTeIbHO 00eCNevnTh HOBBIE TPUITEpHble areHThl st BPT, a Takike JOMONHUTENbHBIE

areHTbl, KOTOPBIE MOTYT OBITh BBEICHBI ISl OAIEPKKU JTFOTEUHOBOH (passbl.
CYIIHOCTDb U30BPETEHUA

[0011] JlanHOe M300peTeHHe OTHOCUTCS K Croco0am, MPUMEHEHUI0 M KOMITO3HLIUSAM JIJIst

MIOMOIIY JKEHIIMHAM ¢ rpobnemamu Oecrutogusi. B npyrux acmekrax, naHHOe n3o0pereHue
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OTHOCHUTCA K ITOBBIIICHHIO ypOBHeﬁ OHAOT'€HHOI'O JIT Y KCHIIWHBI, Hymz{a}omeﬁc:ﬂ B TaKOM
NOBBLIIIEHNH. B HEKOTOpBIX acHeKkTax, JaHHOe H300peTeHHe OTHOCHUTCS K TOANEpPIKKe
JTIOTEMHOBOH (ha3bl, KOTOpass obecneynBaeT yJIy4IleHHYI0 0e30macHOCTh U (P (EeKTHBHOCTD
npouecca BPT myTem npeniokeHHsl aJbTepHATHBBI COBPEMEHHBIM CIIOCOOAM MOAIEPIKKH
motenHoBoM (aspl. JKeHmmHa MoxkeT npoxonuTh npouenypsl BPT wmm wer. OnHo
MOTCHUUAJIBHOC MNPEUMYUICCTBO TaKHX YCOBCPIICHCTBOBAHHBIX crocoboB u HpI/IMeHeHI/Iﬁ
3aKJIIO4Yac€TCsd B TOM, 4YTO OHHU MOI'YT 3HAUUTEJIbHO CHUXATb PUCK Ccri JJId JKEHIIWH,

npoxozamux npouenypsl BPT.

[0012] OpuH u3 acmekToB H300pPETeHHs] OTHOCUTCS K CIOCOOY TOBBIIICHHS YPOBHS
sHporeHHoro JII' y Hyknaromencss B 5TOM >KEHIIHHBI, BKIIIOYAIOIIEMY BBEICHHE KEHIINHE
HavanbHOH 10361 OT npuMepHo 0,00003 mr o mpumepHo 0,030 mr 2-(N-auerun-D-Tuposun-
TpaHc-4-ruapokcu-L-npomun-L-acnaparuamni-L-tpeonun-L-¢pennnanannn)-

ruapasuHokapoonmn-L-nefnmn-No-mernin-L-apruaun-L-tpunrodpanamuna (B JaHHOM
nokymeHte HasbBaercsi CoennHeHue 1), WM COOTBETCTBYIOLIETO KOJMYECTBA €ro
(dapManieBTUYECKH TPUEMIIEMON COJIM, MPHUYEM >KEHIIMHA MpoxoauT mpouenypel BPT u
umeer puck CI'Sl, u mocne BBeAEHMs] HA4aJIbHOI NO3bl YpOBEeHb 3HAOreHHoro JII' B kpoBu
JKEHLIWHBI MTOBBILIEH 10 CPAaBHEHUIO C YPOBHEM 3HAOTeHHOro JII' B KpOBU XKEHIIUHBI NIEPEN

BBCACHHECM Ha4vaJIbHOM JIO3BI.

[0013] [pyroii acmekr u300peTeHHs OTHOCHUTCS K CrHoco0y MOBBIIEHHS YPOBHS
sHporeHHoro JII' y Hyskparowelcs B 3TOM JKEHIIMHBI, npoxopsieid npoueaypsl BPT,
BKJIIOYAIOIIEMY BBEJEHUE KEHIIMHE Ha4albHON 103kl OT npuMepHo 0,00003 Mr 1o npumMepHo
0,030 mr CoemuHeHus: 1, WM COOTBETCTBYIOINErO KOJIMYECTBA €ro (hapMareBTHUECKU
MIPUEMIIEMON COJIY, IPUYEM JKEHIIMHA MpoxoauT npouenypsl BPT, u B Teuenune no MeHbluen
Mepe 36 4YacoB MOC/IE BBEAEHUS HA4YalbHOW A03bl ypoBeHb 3HAoreHHoro JII' B kposu
JKEHIIWHBI MTOBBILIEH MO CPABHEHUIO C YPOBHEM 3HIAOTeHHOro JII' B KpOBU KEHILUMHBI NEpPEA

BBeJE€HMNEM HayaJbHOU TO3bI.

[0014] Opua acmexkt u300peTeHUs OTHOCUTCS K CIMOCOOy TIOBBIIEHHS] YPOBHS
sHporenHoro JII' y Hykparowencs B 3TOM SKEHIUMHBL, Npoxopsieid npouenypst BPT,
BKJIFOYAIOIIEMY BBEAECHHUE XKEHIIMHE HA4aabHON 103kl OT npuMepHo 0,00003 Mr 1o mpumMepHO
0,030 mr CoemuHeHus: 1, WM COOTBETCTBYIOIIETO KOJIHYECTBA €ro (hapMaleBTHUECKU

INPUEMJIEMON COJIM, MPUYEM >KEHIIUHA MNpoxomauT npoueaypel BPT, m MmakcumanbHbIN
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ypoBeHb sHaoreHHoro JII' B kpoBu HaOmromaercst yepes3 MO MeHbIIEH Mepe mpumepHO 12

YacOB MOCJI€ BBEACHUSI Ha4aJIbHOMH JTO3BI.

[0015] [pyroii acnekt u3oOpereHust OTHOCHTCSA K 2-(N-auetun-D-Tuposus-tpaHc-4-
ruapokcu-L-nponun-L-acnaparunun-L-tpeonun-L-¢ eHnnananuin) ruapasnHokapOOHHII-

L-neititmn-No-merun-L-aprunni-L-tpuntodanamuny, 1581051 (bapManeBTHYECKH
NPUEMJIEMOM COJTH, JIJIsl UCTIONIb30BAHMsSI B ClIOCOOE MOBBIMIEHUS! YPOBHS SHAOreHHOoro JII©
y SKeHIIMHBI, mpoxoxsmei npouenypel BPT u umeromeit puck CI'Sl, mpuuem crmocob
BKJIFOYAET BBEICHUE JKEHIMHE Ha4aJIbHOU 103kl OT npumMepHo 0,00003 mr no npumepHO
0,030 wmr  2-(N-auermn-D-tuposun-tpanc-4-runpokcu-L-nponun-L-acnaparunamn-L-
TpeoHmI-L-pernnanann) ruapasuHokapOoHmI-L-neiunn-No-merni-L-apruamn-L-
TpuntopaHamMuia, WIM COOTBETCTBYIOINETO KOJHYECTBA €ro  (papMameBTHYECKH

MPUEMIIEMOU COJH.

[0016] Opun acmekt m3o0perenuss oTHocutcs: K 2-(N-amerwmn-D-tuposmn-tpanc-4-
runpokcu-L-npommn-L-acniaparunmn-L-Tpeonni-L-dennnananum)rugpa3snHoOKapOOHNII-
L-nefitmn-No-merun-L-aprunnn-L-rpuntodpanamuny, 15R1051 bapmareBTHUECKH
NPUEMJIEMO COJH, JIJIs1 UCTIONB30BAHUS B CIIOCOOE MOBBILIEHUS YPOBHA SHAOreHHOro JIII
y SKeHIIMHBI, npoxopsmeid npounenypst BPT, mpudyem croco® BkiOUaeT BBenEHUE
JKEHIIMHE Ha4yaJbHOW 103bI OoT mpumepHo 0,00003 mr no mpumepnHo 0,030 mr 2-(N-
auetus-D-tuposun-tpanc-4-ruapokcu-L-nponun-L-acnaparuaun-L-Tpeonnn-L-
benunananun)ruapasuHokapoonm-L-neiunn-No-merun-L-aprunui-L-
TpuntopaHaMuia, WIM COOTBETCTBYIOINETO KOJHYECTBA €ro  (apMaleBTUYECKH

MIPUEMIIEMON COJH.

[0017] B onpeneneHHBIX BapuaHTax peaju3allid M3 OMNHUCAHHBIX BBIIIE WA HUXKE,
MaKCHUMaJIbHBIN YpOBeHb 3HAOreHHoro JII' B kpoBW HaOmonmaercs Mexay NpuMepHO 12

yacaMu U NpuMepHO 48 yacamu Nociie BBEACHHs] HA4YaJIbHON A03BL.

[0018] [Ipyroii acmekr wH300peTeHHsT OTHOCUTCS K CHOCOOY TOBBIIEHHUS YPOBHS
sHporeHHoro JII' y skeHmuHbl, npoxoaswen npouenypsl BPT u Hyknaromencst B noanepKke
JEOTEMHOBOHM (ha3bl, BKIIIOYAIOLIEMY BBEICHUE JKCHIIMHE HA4daJbHOW O3Bl OT MPUMEPHO
0,00003 mr no nmpumepHo 0,030 mr CoenuHeHus 1, WM COOTBETCTBYIOIIETO KOJUYECTBA €0

(bapMarieBTUIECKH IPUEMIIEMOH COJIH, MOCTIe MOAYYEeHUs YKa3aHHON JKEHIMHON TPUITEPHOM
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JO3bI areHTa CO3PEBaHUsl OOLIUTOB B paMKax cxeMbl BPT.

[0019] B onpeneneHHBbIX BapHaHTaxX peajlu3aliy U3 ONMHUCAHHBIX BBILIE WK HUKE, YPOBEHb
sHAoreHHoro JII' B KpOBH JKEHIIMHBI MOBBIIIEH MEXAY NpUMepHO 12 yacamu u npumepHo 96
JacaMM IOCJ€ BBEACHMs HA4ajJbHOW NO3bI IO CPAaBHEHUIO C ypoBHeM 3HuoreHHoro JII' B

KPOBH KCHIIWHBI IEPE] BBEACHUCM HA4aJIbHOM JO3BI.

[0020] B ompeneneHHbIX BapUaHTaX peaJn3alliy U3 ONHUCAHHBIX BBILIE WIH HUXKE, YPOBEHb
3HAOreHHoro JII' B KpOBU >KEHIIMHBI MOBBILIEH HA NPOTSKEHUH MO MEHbIIEH Mepe 36 4acoB
IIOCJIE BBEIECHMs] HA4aJIbHOW JO03bl MO CPaBHEHHMIO C ypoBHeM sHaoreHHoro JII' B kposu
JKEHIIUHBl Iepell BBEJCHHUEM HA4YaJIbHOW [03bl. B HEKOTOpBIX BapHaHTax peanu3alui,
ypoBeHb 3HAOreHHOro JII' B KpOBU MOBBIIIEH HA MPOTSLKEHUM OT NMPUMEPHO 36 4acoB 10

NpuUMepHO 16 nHel niK Ha NPOTSKEHUHU OT MPUMEPHO 36 4acoB 10 NPUMEPHO 12 nHEN.

[0021] B omnpeneneHHBIX BapuaHTax peaju3alyMd M3 ONHCAHHBIX BBIIIE WA HUXKE,
BBEJICHNWE HA4YaJbHON A03bl MPOMOTHUPYET CO3PEBAHHE OOLMTOB. B HEKOTOPBIX BapHaHTax
peanu3alnny, CO3PEeBaHHE OOLUTOB MPOUCXOAUT O3 BBENEeHUs OK30reHHOro uXIl wid
sk3oreHHoro JII'. B apyrux BapuaHTax peajn3alnuy, CO3PEBAHNUE OOLMTOB NPOUCXOAUT MOCIIE
BBeneHus aronucra I'HPI' win skx3orenHoro uXI'. B HEKOTOpPBIX BapHaHTax pealu3alui,

BBIXOJl 3p€JIbIX OOLIUTOB COCTABJISIET MO MeHbLIel Mepe 50%.

[0022] B onpeneneHHbIX BapuaHTaxX peaJM3allUd U3 ONMUCAHHBIX BBIIE UM HUXKE, TOCTE
BBEJICHHS] HAYAJIbHOM JI03bl, JKEHIIMHA HE UCIBITHIBAET OJJHOTO WUJIM HECKOJIbKHUX CUMIITOMOB,
BBIOPAHHBIX M3 TPYIIbL, COCTOSIIIEH W3 acLMTa, IUIEBPAJBHOIO BBINOTA W CHIXKEHHOMH
noyeyHor nepdy3un. B HEKOTOpBIX BapWaHTax peayn3aldy, MOCIe BBEICHUS HAYaJbHOM

N03bI, pa3Mep STMYHUKA YBEJTUYUBAETCS 10 He Oojiee 4eM 5 CM B TuaMeTpe.

[0023] B omnpeneneHHBIX BapuaHTax peaju3alUd M3 ONHCAHHBIX BBIIIE WA HUXKE,
JKEHIMHA HEe WCIBITBIBAET OJHOTO WM Heckonbkux cumnTomMoB CI'Sl mocne BBemeHHs
Ha4yaJbHON N103bl. B HEKOTOpBIX BapHaHTax peaju3aluy, MOCJe BBEICHHS HAa4aJbHOW 03BI,

JKECHIMHA HE UCHBITHIBACT YXYALICHUA OAHOIO UJIN HECKOJIBKUX CUMIITOMOB CI'i.

[0024] B onpeneneHHBIX BapuaHTax peaju3alydd W3 ONMCAHHBIX BBIIIE WU HUXKE,
HAYaJIbHYIO 03y BBOZST, KOTZa MO MEHbLIEH Mepe Tpu (OJUIHKYJIA SIMYHUKOB Pa3MepoM IO

MeHblIel Mepe 14 MM HabmogaroTes ¢ nomotnbo Y3U, win koraa nmo MeHblled mMepe Tpu
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donuKya SMIHUKOB pa3MepoM o MeHbleit Mepe 18 MM HabmonatoTes ¢ momornb Y3U.

[002S] B onpeneneHHbIX BapuaHTAaxX pealu3alUU U3 ONHCAHHBIX BBIINIE WM HIKE,
HAaYaJIbHYKO J03y BBOJSAT, KOIZAA KOHLEHTPALMsl SCTPaguoyia ChIBOPOTKH COCTaBJIAET I10

MeHblel Mepe 0,49 HMOoIb/I1.

[0026] B ompeneneHHBIX BapuUaHTaX peajH3alMy M3 OMMCAHHBIX BBIIE WM HIDKE, CIIOCO0
WM TIPUMEHEHNE JOTOJIHUTEIbHO BKIIO4aroT BBeaeHne ®CI B mepuoa ot nmpuMepHO S5 nHen

10 IPUMEpPHO 12 nHel nepexn BBEAEHUEM HAa4aIbHOU O3B

[0027] B ompeneneHHBIX BapHaHTaxX peajM3allid M3 OMUCAHHBIX BBIIIE WM HIDKE, CIOCOO
WIM TPUMEHEHHE JOMNOJHUTENbHO BKJIIOYAlOT BBefeHue aHtaroHucra I'HPI' B mepuop ot
MpUMEpPHO 2 Hel no npuMepHO 10 gHel nepen BBEAEHHWEM HayaldbHOM A03bl. B HEKOTOPBIX
BapUAHTaX peanu3auuy, aHTaroHucT ['HPIT BbIOMparOT W3 TIpymmbl, COCTOSIIEH W3
penyronukca (relugolix), smaronukca (elagolix), merpopenukca, raHUpEINKCa, adapenkca,
Han-Oy (nal-blu), antuna (antide), azanunaa B, nerapenukca, D63153 (o3apenukc), OBE2109
u TeBepenukca (teverelix). B HeKOTOpBIX BapuaHTax pean3aluy, Crocod WM MPUMEHEHHe
JOMOJIHUTENBPHO BKJIIOYAOT BBeaeHue aroHucra ['HPI' B mepuon ot mpumepno 14 no
IPUMEPHO 28 AHEH Mepea BBEICHMEM HadalbHOW N03bl. B oOmpeneneHHbIX BapuaHTax
peanu3alMu M3 ONMCAHHBIX BbIIe WIM HWke, aroHuct ['HPIT BeiOMparoT w3 rpymnmsl,
COCTOSIIIEM W3 JIEWNpOpeNrHA alerara, TOHAAOpeNuHa, OycepennHa, TPHUITOPEIHHA,

rocepenuHa, HaapenuHa, THCTPEeNNHA, AeCIOpPEeNINHA, METepeNINHA 1 JICLUPEIHA.

[0028] B ompeneneHHbIX BapuaHTax peaju3alliM U3 OINUCAHHBIX BBIIIE WU HUXKE,
HAYaJbHYIO 03y BBOZAAT MEPEA U3BJICUYECHUEM OOLIMTOB, MOCJE U3BJICYEHHUs] OOLUTOB, MEPEN
OBYJISILIMEH WJIM TOCNEe OBYJIILMM. B HEKOTOPBIX BapHUaHTaxX peau3alliy, Ha4daJbHYIO A03Y

BBOJAT nocJie BBeAeHus aronucta ['HPI' B kauecTBe areHta co3peBaHusi OOLUTOB.

[0029] B omnpeneneHHBIX BapuaHTaxX peaJln3alUd W3 OMNHUCAHHBIX BBIIE WIM HUXE, B
KOTOPBIX CHOCOO WJIM NMPHUMEHEHHE AOMOJHHUTENbHO BKJIOYAIOT BBEIEHHE BTOPOW JO3bI OT
npumepHo 0,00003 mr po mpumepHo 0,030 mr CoeaunHenust 1, WM COOTBETCTBYIOILErO
KOJINYECTBA €ro (papMaleBTHYECKHU MPUEMIIEMOI coti. B HEKOTOPBIX BapHaHTax peajn3alny,
BTOPYIO 03y BBOIAT Ha MPOTSLKEHUH NEPUOAA OT MPUMEPHO 8 10 mpumepHo 60 9acos mocie

BBEOECHMS HAYaJIbHOU MO3bI.
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[0030] B ompeneneHHBIX BapuaHTaxX peajH3aldy M3 ONMMCAHHBIX BBIIIE WM HIDKE, CIIOCOO
UJIY IPUMEHEHUE TOMOJIHUTENIBHO BKJIKOYAKOT BBEIECHUE TPeThel A03bl OT npuMmepHo 0,00003
mr no npumepHo 0,030 mr CoenuHeHus 1, MIM COOTBETCTBYIOIIETO KOJMYECTBA €O
(apmaneBTHYECKH MTPUEMIIEMOI COM. B HEKOTOPBIX BapuaHTax peaju3allyH, TPEThIO J03Y
BBOJAT HA MPOTSDKEHUM MEPUOAA OT MPUMEPHO 8 10 mpuMepHO 60 4acoB MOCie€ BBEAEHUs

BTOPOM JO3BIL.

[0031] B omnpeneneHHBIX BapuaHTax peaju3alUd M3 ONMHUCAHHBIX BBIIIE WA HUXKE,
Croco0bl M TNPUMEHEHHUS JOMOJHUTENbHO BKJIOYAIOT BBEOEHHE OT OJHOW 1O IISATH
JOTOJHUTENBHBIX 103 OT mpumepHo 0,00003 mr no npumepHo 0,030 mr Coenunenus 1, unu
COOTBETCTBYIOIIETO KOJNMYECTBA €ro (papmMaumeBTHYECKH NpUeMiIeMOH coyd. B HEKoTOphIX
BAPUAHTAX peaN3aLH, BBEJEHUE OT OJHON 1O MATH AONOJHUTENBHBIX 103 MPOBOAUTCS HA
NPOTSKEHUHM Iepuona OT npuMmepHO 8 10 npumepHo 60 dYacoB MocCie BBEAEHUS
MPEeALIEeCTBYOLEH AOMOJHUTEIBPHON A03bl. B HEKOTOPBIX BapHaHTax peaJn3aluy, OJHA WIH
HECKOJIbKO HAQYaJIbHbIX J03, BTOpas A03a, TPeTbid 1034, WJIH OT OAHOW [A0 IATH
JOTMOJHUTENBHBIX 7103 TMPOMOTHPYIOT TMOIAEPIKKY JEOTEMHOBOW (assl. B HekoTOopbIxX
BAPUAHTaX peaJU3alUH, OJHY WU HECKOJbKO HAYaJbHBIX 103, BTOPYIO 103y, TPETHIO HO3Y,
UM OT OJHOHM 0 MSATU JOINOJHUTENBHBIX 03 BBOIAT IyTEM UHBEKUUU. B ompeneneHHbIX
TAKUX BAapUAHTAX pealn3alMy, WHbEKLUUS MPEACTaBsieT COOOW BHYTPUMBIIIEYHYIO WU
NOJKOXHYI0 MHBEKLMIO. B OnpeneneHHbIX BapuaHTax peaanu3aluy U3 OMMCAHHBIX BBILIE WIH
HIDKe, JII00ast 13 OHOW MJIM HECKOJIbKUX HAa4yaJIbHbIX J103, BTOPOI O3Bl TPEThEil MO3bI, HIIH
OT OHOW 1O MATH JONOJHUTENBbHBIX 103 COCTaBisieT oT npuMepHo 0,0003 Mr 1o nmpumMepHO

0,03 mr.

[0032] B ompeneneHHBIX BapUaHTaX peajH3alMy M3 OMMCAHHBIX BBIIIE MM HIDKE, CIIOCO0
WU TPUMEHEHUE [OINOJHUTENbHO BKJIKOYAKOT BBEICHHE OJHOW WM HECKOJIbKHUX 03
MIPOrecTOreHa. B ompeneneHHbIX BapuUaHTaxX peaju3allid U3 OMUCAHHBIX BBINIE WIM HUXE,

cIIocob uamn MPUMEHCHUE HE BKIIFOYAOT BBCACHUA OI[HOfI HJIN HECKOJIBKUX NO03 MPOreCTorcHa.

[0033] B ompeneneHHBIX BapuaHTaX peajH3alMy M3 ONMCAHHBIX BBIIIE WM HIDKE, CIIOCOO

WU MPUMEHCHUE JOMMOJIHUTEIbHO BKIIIOYAOT U3BJICHCHUE OOLUTOB.

[0034] B ompeneneHHbIX BapuaHTax peaju3allid W3 ONUCAHHBIX BBIIIE WU HUXKE,

runous SKEHINWHBI JeCeHCHOMIM3HPYIOT Mo oTHomeHutro kK I['HPIT mepen BBemeHuem
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Ha4yaJbHOH JO3BI.

[0035] B ompeneneHHBIX BapHaHTAX PeANU3aLMU U3 OMHCAHHBIX BBILIE MM HUXE, CIOCO0
WIM TPUMEHEHHEe JOMNOJHUTENBPHO BKJIOYAIOT HMMIUIAHTALUIO 3MOpuoHa. B HekoTophix
BapMAHTAX peaJM3alliy, UMILIAHTALMs IPOUCXOAUT B TEUEHUE OT MPUMEPHO 2 1O NPUMEPHO
10 nHe#ll mocne BBeNEHUS HAYaJIbHOM 103bl. B HEKOTOpPBIX BapuaHTax pealu3aluy,
UMIIJIAHTALUsl MPOUCXOAMT B TEUEHHE OT MNpPUMEpHO 1 10 mnpumepHo 7 aHeH mocne
U3BJICUEHHS OOLIMTOB. B HEKOTOPBIX BapUaHTaX peajn3aliu, SMOPHUOH HE 3aMOpaXHBalOT. B
HEKOTOPBIX BapHAHTAX pPEANIN3aLNH, SMOPHOH HMMIUIAHTHPYIOT B TOM JX€ MEHCTPYaJbHOM

LUKJIE, B KOTOPOM IIPOBOAAT U3BJICUCHUEC OOILIUTOB.

[0036] B ompeneneHHBIX BapuaHTaX peajH3alMy M3 ONMCAHHBIX BBIIIE WM HIDKE, CIIOCOO

WY IPUMEHEHUE UHAYLUPYIOT OBYJISILUIO.

[0037] B ompeneneHHbIX BapuaHTax peaju3alliM W3 ONUCAHHBIX BBIIIE WU HUXKE,
JKEHIUHA OepeMeHeeT MOCPEACTBOM MOIOBOro akta i BMU nocie BBeneHMs O MeHbIIEH
Mepe HavyajabHOM A03bl. B HEKOTOPBIX BapuaHTax peajn3aluy, MOCJIe BBEACHUS 10 MEHbIIEN

Mepe Ha4aJIbHOU O3B, JKeHINUHA OepeMeHeeT /Ui POKaeT.

[0038] B ompeneneHHbIX BapuaHTax peaju3allid U3 OINUCAHHBIX BBIIE WU HUXKE,
xeHuHe npoBoasT KCS. B HeKkOTOpBIX BapuaHTax peann3aliiy, >KeHIIMHAa UMEET YTO-TO
onHOo unu Heckonbko u3 CIIS, ceiBopoTrouHOro anTumrosieposa ropmona (AMIY) Beme 15
IMOJIB/JI1, 001Iero Yucia antTpaibHbix Gosuukynos (HAD) 6onee 23 mo Y3U, scrpaauona E2
cpiBOpoTKH Bbime 3000 mr/mul, WM mepeHeciaa ONUH N HECKOJBKO MPEAIIeCTBYIOIIUX
snuzonoB CI'Sl. B HekoTOpbIX BapHaHTax peanu3aliy, KeHIUHA XapaKTepU3yeTcsl 4eM-TO
OHUM WJIM HECKOJBbKUMH W3 AHOBYJATOPHBIX LIUKJOB, WJIH CTAapLIUM PENpOAYKTHUBHBIM
BO3PACTOM, WJIM HCIBITHIBAET BTOPUYHYIO SIMYHMKOBYHO HEAOCTATOYHOCTb, OJIUTOMEHOPEIO,

ameHopeto, sHnomeTpro3 wiu CITA.

[0039] B omnpeneneHHBIX BapHaHTAaX peajv3allid U3 ONMMCAHHBIX Bblle win Huxe, BPT-
TEPANUI0 BBIOUPAIOT W3 TPYIIIBL, COCTOSALIEH M3 OHOPCTBA OOLMTOB, CO3MaHUS OaHKa
OOLIMTOB, BHYTPUIIUTOILIaA3MaTHUYeCKON nHbeknn criepmarozonaa (MKCH), DKO, nporecca

nepeHoca smOpuona (I19), manykunu opynsauuu 1 BMU.

[0040] Opur acrmekt u300peTeHHss  OTHOCUTCA K  Crmoco0y — MHAYLHPOBAHUSA
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OKOHYATEJIBbHOTO CO3pEeBaHNsl (DONTMKYJIOB U paHHEH JIIOTEMHU3ALUU Y HYKAAIOIIEics B 3TOM
JKEHIIWHBI, IPUYEM YyKa3aHHas >KEeHIMHAa npoxoauT mnpouenypsl BPT, mnoxasepriach
AeceHCHOMIM3auy runodusa U NpPeIBapUTEeNIbHO Ioydana (OJIMKYJIOCTUMYJIHPYIOIIUE
ropMoHsl B pamkax BPT, BkirovaroimeMy BBeE€HUE XKEHIIUHE HAYAJIbHOU O3Bl OT NPUMEPHO
0,00003 mr go npumepHo 0,030 mr CoenuHenus 1, Wi COOTBETCTBYIOIIETO KOJHUYECTBA €r0
(apMaleBTUYECKH TMPUEMIIEMON COJIM, W TIOCJ€ BBEISHHUS HA4YaJlbHOH JI03bI YPOBEHb
SHAOI'C€HHOI'O JI' B KPOBH JKCHINHWHBI IMOBBIIICH 110 CPABHCHUIO C YPOBHEM SHAOTCHHOI'O JII' B

KPOBH KCHIIWHDBI IEPE] BBEACHUEM HA4YaJIbHOM JO3BI.

[0041] [Ipyroii acnekT M300peTeHUs OTHOCHTCSI K CIIOCOOY MHAYLHPOBAHUS OBYJISILHH Y
HY’KJAIOIIENHCs B 3TOM JKEHUIVHBI, NPUYEM YKAa3aHHAs JKEHINUHA SBJSETCS AHOBYJSATOPHO
OecrutonHON W yka3aHHOe OeCIulofne He BBI3BAHO IEPBUYHBIM HapylIeHHEM (QyHKIUH
SIMYHUKOB, BKJIFOYAKOIIEMY BBEICHHE KEHIIMHE Ha4aJbHOU 10361 OT npuMepHo 0,00003 mr no
npumepHo 0,030 wmr CoeguHeHuss 1, MAM  COOTBETCTBYIOLIEIO KOJUYECTBA €r0
dapmManieBTUYECKH TPUEMIIEMOH COJIM, W TIOCJI€ BBENEHHs HAYaJIbHOM 03Bl YpPOBEHb
3HAOreHHoro JII' B KpOBH >KEHIIMHBI TOBBILIEH 10 CPABHEHUIO C YPOBHEM SHIoreHHoro JII' B

KPOBHU KCHIIWHbI NIEPE BBEACHUCM Ha4aJIbHOM JO3bI.

[0042] [Ipyroii acmekt uzobpereHus orHocurcs K 2-(N-auerun-D-tuposun-Tpanc-4-
ruapokcu-L-nponun-L-acnaparunun-L-tpeonun-L-¢ eHnnananuin) ruapasnHoKapOOHNII-

L-neiimun-No-merun-L-aprunun-L-tpuntodanamuny UJIn dapmaneBTHUECKH
NPUEMJIEMOM COJIM JUIsi MCIOJB30BAHUSI B CMOCOOE HMHIOYLUPOBAHHS OKOHYATEIBHOTO
co3peBaHuss (DOJUIMKYJIOB W paHHEH JIFOTEMHHU3AIUH Yy SKEHIIUHBL, MPOXOISIIEH
npouenypbl BPT, mnoxpeepriuerics neceHcuOmnmm3anmuu THNOPU3A W TPEABAPUTEITHHO
NOJIy4aBIIeH (hOJUTMKYJIOCTHMYJIUPYIOIINE TOPMOHBI B pamkax BPT, npudem yka3aHHBIH
croco0 BKJIFOYAET BBENEHHUE JKEHINMHE HadajbHOH 103kl OT mpumepro 0,00003 mr mo
IIPUMEPHO 0,030 Mr 2-(N-auermn-D-tuposun-tpanc-4-runpokcu-L-nponni-L-
acnaparuHmi-L-Tpeonmn-L-dennnananmn)ruapasnHokapoonni-L-neinun-No-metun-L-
apruaui-L-tpunrodanammna, UIn COOTBETCTBYIOILETO KOJIN4€eCTBa €ero

(hapMaeBTHYECKH TPHEMJIEMOU COJTH.

[0043] Opun acmekt m3o0pereHusi orHocutcs: K 2-(N-amertun-D-tuposmn-tpanc-4-
ruapokcu-L-nponmn-L-acnaparunmn-L-Tpeonni-L-¢ennnananum)runpa3snHoKkapOOoHmII-

L-neiitmn-No-merun-L-aprunni-L-rpunrodanamuny 15RI01 dapmareBTHUECKH
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NPUEeMJIEMONM COJIM JUIsI WCIOJIb30BAaHUSI B CIIOCOO€ WHIYLMPOBAHHUS OBYJSILUU Y
JKEHIIMHBI, SBJISIOIIENHCS aHOBYJIITOPHO OECIUIONHOMN, NpUYeM yKa3aHHOe Oecruiogue He
BBI3BAHO TIEPBUYHBIM HapylleHHeM (YHKIUM SHUYHUKOB, IZ€ VKa3aHHbIA Crocod
BKJIFOUAET BBEACHUE XKEHIIMHE HadalbHOH 103b1 OT 0,00003 Mr no npumepHo 0,030 mr 2-
(N-anerun-D-tuposui-rpanc-4-ruapokcu-L-npomun-L-acnaparuaun-L-tpeonun-L-
benunananwn)ruapasuHokapoonm-L-neiuun-No-merun-L-aprunui-L-
TpI/Il'ITO(baHaMI/ILIa, 1500051 COOTBETCTBYIOLIECTO KOJIMYEeCTBa ero (1)apMaLIeBTI/I‘ICCKI/I

MIPUEMIIEMON COJH.

[0044] B ompeneneHHbIX BapuaHTax peaNu3alMy W3 OINUCAHHBIX BBIIIE WU HUXKE,

keHuHa umeet puck CIA.

[0045] B ompeneneHHbIX BapuaHTax peaju3allid W3 ONUCAHHBIX BBIIIE WU HUXKE,
JKEHIIIMHA MCIIBITHIBAET AHOBYJIATOPHOE OECIIONE, HE BBI3BAHHOE TIEPBUYHBIM HAPYLICHUEM

(YHKUNHU STHUHUKOB.

[0046] B ompeneneHHbIX BapuaHTaxX peaqu3alMd U3 ONUCAHHBIX BBIIIE WU HUXKE,
Croco0Obl M NMPHUMEHEHHs BKJIIOYAIOT BBEACHHE SKEHIIMHE HA4YaJbHOW J03bI OT IMPUMEPHO
0,001 mr no mpumepno 0,003 mr, or nmpumepno 0,001 mr no npumepno 0,030 mr, uiu ot
npumepHo 0,0003 mr po mpumepno 0,003 mr CoenuHeHus 1, UiaM COOTBETCTBYIOILETO

KOJIMYECTBA €ro (hapMaleBTUIECKH IPUEMIIEMOH COoNu.

[0047] Opun acmekt W300peTeHMss OTHOCUTCS K HCMonb3oBaHuio 2-(N-ametui-D-
TUPO3U-TpaHc-4-ruapokcu-L-nponun-L-acnaparnnun-L-tpeonun-L-
benunananwn)rugpasuHokapoonm-L-neiuun-No-merun-L-apruani-L-
TpuntopaHamuna, WK ero (papManeBTUYECKH NPUEMJIEMON COJH, B IPOU3BOICTBE
JIEKAPCTBEHHOTO CPEACTBA JJIsI TOBBIMIEHUS YPOBHSA SHAOreHHoro JIIT y >KeHIIUHBI,

npoxoasiein npouenypst BPT u umeromeii puck CI'A.

[0048] [Ipyroii acmekT M300peTeHMsT OTHOCUTCS K HUCMONb30BaHUIO 2-(N-ametni-D-
TUPO3U-TpaHc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonun-L-
benmnananmn)rugpasuHokapoonmi-L-neiumnn-No-mermn-L-apruani-L-
TpunrtopaHamuzia, WM ero (papMaueBTUUECKU TNPHUEMIIEMON COJH, B IPOU3BOICTBE
JIEKapCTBEHHOI'O CpEACTBAa [JIsl MOBBILIEHUs YPOBHs BSHAoreHHoro JII' y >KeHLIWHBI,

npoxoznswen npouenypst BPT.



14

[0049] Opun acmekt w300peTeHHss OTHOCUTCS K HCIonb3oBaHmioo 2-(N-ametui-D-
TUPO3UJI-TpaHCc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonun-L-
benunananmn)ruapasuHokapOoHmi-L-nefnun-No-merun-L-apruaun-L-
TpunropaHamuga, WM ero (apMalEeBTHUECKH NPHEMIIEMON COJHM, B IPOH3BOACTBE
JIEKapCTBEHHOTO  CPEACTBA  [JI1  MHAYLUPOBAHUA  OKOHYATEIbHOIO  CO3PEBAHMS
(OJUTMKYJIOB M paHHEW JIOTEMHU3ALUH Y SKeHIIWHBL, mpoxoxsmei npouenypsl BPT,
noABeprieiicss AeceHCHOWIM3auMu runopusa M IPEABAPUTEIBHO  IMOJydYaBIIeH

(b OJTUKYJIOCTUMYJIUPYIOIIHE TOPMOHBI B pamkax BPT.

[0050] Jlpyroii acmekT w300peTeHHs] OTHOCUTCS K UCTmojib3oBaHuio 2-(N-ametmi-D-
TUPO3U-TpaHc-4-ruapokcu-L-nponun-L-acnaparnnun-L-tpeonun-L-
benunananwn)rugpasuHokapoonm-L-neinmnn-No-merun-L-apruani-L-
TpunrodaHaMuaa, WK ero (hapMaleBTHUYECKH NPUEMJIEMON COJNH, B MPOHU3BOICTBE
JIEKAPCTBEHHOT'O CPENCTBA IJIsi MHAYLHUPOBAHUS OBYJSALMHM Y SKEHIIUHBI, SBJSTFOLIEHCS
AHOBYJIATOPHO OECIUIONHOHN, MpHYeM YKa3aHHOe OeCIuiogue HE BBI3BAHO MMEPBUYHBIM

HapyuieHneM (pyHKLUNHN STHUHUKOB.

[0051] JlomosiHUTENbHBIE BapUAHTHI PEAM3ANH JAHHOTO M300PETEeHUs] OMHCAHbI HIDKE,

rAc NpOUJINIIOCTPUPOBAHBI HEKOTOPBIC, HO HE BCC, BAPHUAHTHBI pCaJin3aliun I/1306peTeHI/I$l.

[0052] Kaxnplii BapuaHT peaju3allii, PacKPBITHII B JAHHOM JOKYMEHTE, MOXKET OBITh
UCIIOJIb30BaH OT/AEIbHO WJIM B COYETAaHMHM C JIEOOBIM JPYTMM BapHaHTOM peasU3alluy,

PacKpBITbIM B JAHHOM JIOKYMEHTE.

[0053] TIlyOnukaiuu, maTeHTbl U OMyOJMKOBAaHHbIE MATEHTHBIE 3asBKH, YIIOMHHAEMbIE B

TAHHOM 3as1BKe, NPSIMO BKJIFOYEHBI B TAHHBIN JOKYMEHT IOCPEACTBOM CCBUIOK.
KPATKOE OIIMCAHUE I'PAGUYECKNX MATEPHUAJIOB

[0054] Dur. 1 uzobpaxkaer HarjsimHYK cxeMy mporokosna BPT. Dra cxema He NOJKHA

pacCcMaTpuBaTbCs KaK OrpaHUYIUTEIIbHAS.

[0055] Ha Pur. 2 npusenens! rpaguky, H300pakaroLIe CPEIHNE KOHIEHTPALIMH B TIa3Me
Coenunenus 1 moHoanerata (APHM-MA) o 72 4acoB 1O SKCIEPUMEHTATIBHBIM TPYIIIIAM MPH
BBEJICHUU 37I0POBBIM My’>KUHMHaM eBporeiickoii pacel (European men), kak OmmcaHO B

IIpumepe 5.
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[0056] Dur. 3 mpencrasisier cobol rpaduk, M300pakarMUi CpeaHIoK (£ CTaHTapTHOE
otkyoHenue [CO]) xonuentpaumo Coemunenust 1 monoauerara (APH-MA) B nmpodusx
3aBHCHUMOCTH KOHIIEHTPALMHU B IUia3Me OT BpemeHu (plasma-time profiles) mocne 2-4yacoBoro
noakokHoro (IIK) Beemenus 0,5 u 1,0 mr/nens A®H-MA B Teuenue 14 nHeil 310pOBBIM

MY>KUYHMHAM €BpONENCKON packl, kak onucaHo B [Ipumepe 6.

[0057] Dur. 4 npencrabnser coboil rpaduk, HU300pAKAKOIINN KPHUBbIE 3aBHCHMOCTH
CpelHeNW KOHLEHTPALUU B IUIa3Me OT BPEMEHU MO rpymnmnam aosuposanus: [lenp 1 mo 12
4acOB My>KYMHAM €BPOIEHCKON pachl ¢ PAKOM NPEACTATEIbHON >KeNe3bl, KaK ONUCAHO B

ITpumepe 7, ¢ ucrionszoBarueM noakoxkHoi (1K) neno-uabeximm.

[0058] Dur. 5 npencrabnser coboil rpaduk, H300pAKAMOIIMI KPHUBBIE 3aBHUCHMOCTH
CpelHEeN KOHLIEHTPaLMK B IU1a3Me OT BPEMEHHU MO rpynnam no3uposanus: oT Jus 2 Mecsna 1
70 KOHLA Mecsila 3 MY>KYHMHaM €BPOMNENCKON pachl ¢ PAKOM MPEACTATENIbHON JKeNe3bl, KaK

onucaHo B [Ipumepe 7, ¢ ©CONIB30BaHUEM MOAKOKHON AETO-UHBEKLIUU.

[0059] Dur. 6 mpexacraBnsier coboii rpaduk, M3oOpaxarmuil cpenHue (+ CTaHTAPTHOE
otrkyioHeHne (CO)) xonumeHtpaumu JII' B CHIBOPOTKE TMOCIE OAHOPA30BOIO MOIKOXKHOTO
bomoca APU-MA MyxunMHaM €BpPONEHCKONH pachkl C PaKOM INPENCTATEIbHOMN JKee3bl, Kak

onucaHo B IIpumepe 7.

[0060] ®ur. 7 mpencrasusier coboli rpaduk, M300pakarouil cpepHue (+ CTaHZAPTHOE
orkjonenne (CO)) konmentpauuu ®CI' B CHIBOPOTKE TMOCHE OIHOPA30BOTO MOIKOKHOTO

bomoca APU-MA, xak onucano B [Ipumepe 7.

[0061] Dur. 8 mpencrasmsier coboit rpaduk, w3oOpaxkawmWMil npodHIM  CpemHss

KOHLIEHTpaLus B CbIBOpOTKe-Bpems s JII', kak onucano B IIpumepe 7.

[0062] Dur. 9 npencraBisier coboil rpaduk, uzoOpakarommii MPOYUIN 3aBHCHMOCTH

CpenHell KOHLIEHTpaluu B ChIBOpoTKe OT BpeMeHu ans PCI', kak onucano B [Ipumepe 7.

[0063] Dur. 10 mpencraBnsier coboit rpaduk, M300paKaAIUN CPETHIOI KOHIICHTPAIUIO
JII' B ceiBopotke nocie BBeneHust APHU-MA ¢ nmomoripio nmogkokHoro Oomoca (neHs 1) u

HeTpepbIBHOM noakoxxHoi nadpys3nu (uu 2-14), kak onucano B [Ipumepe 8.
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[0064] Dur. 11 mpencraBisier cobol rpaduk, M300paKAIOIIUI CPETHIOK KOHIICHTPAIUIO
@OCI" B coiBopotke nociie Beenenus AOH-MA ¢ nomorbio noakoxkHoro 6omoca (enb 1) u

HernpepbIBHOH noakoxHoi nHpysun (IIK MH®) ([uu 2-14), kak onucano B [Ipumepe 8.

[0065] @ur. 12 npencrasisier coboii rpaduk, nzodbpaxkaroumii JII' mo cydrvexktam (N = 3) B

rpymne 0,5 mr/nenb AOU-MA, kak onncano B [Ipumepe 8.

[0066] Dur. 13 npeacrasiser codoii rpadpuk, nzodpaxarommii @CI" no cyosekram (N = 3)

B rpynme 0,5 mr/nens A@U-MA kak onmcano B [Ipumepe 8.
[0067] @ur. 14 wurocTpUpyeT MIaH uccaeaoBanuil, onucanHbid B [Ipumepe 11, Yacts 1.

[0068] Dur. 15A, 15B, u 15C wunmoctpupyror usmenenus JII', ®CI, scrpanuona u
nporecTepoHa Ha MPOTsKeHWH 48 4YacoB MOCje BBeNeHUs 9,6 HMOJB/KI KHCCIENTHHA-54
(kisspeptin-54, KP54), 0,003 mmons/kr Coenunenns 1 u 0,03 mmons/kr Coenunenus 1

340POBBIM JKEHIMHAM B Bo3pacte 18-35 net, kak onucano B [Ipumepe 11.

[0069] Dur. 16A, 16B, u 16C ummoctpupyror usmenenus JII' Ha npotskeHun 48 yacos
nocyie BeeneHus 9,6 HMmonb/kr kuccnentuHa-54 (KP54), 0,003 amons/kr Coenunenus 1 u
0,03 amons/kr CoenuHeHust 1 370pOBBIM KEHIIUHAM B Bo3pacTe 18-35 jer, kak OmHCaHO B

ITpumepe 11.

[0070] ®wur. 17 wwmoctpupyer cpennue usmeHeHuss JIIT ans Bcex CyOBEKTOB Ha
npoTsbkeHnn 48 4acoB mociie BBeneHHs 9,6 HMonb/Kr kuccrnentuHa-54 (KP54), 0,003
HmoJib/kr Coenunenust 1 u 0,03 Hmonb/kr CoenviHeHus 1 310pPOBBIM KEHIIIMHAM B BO3pacTe

18-35 ner, kak onucano B [Ipumepe 11.

[0071] Dwur. 18 wumoctpupyer cpennue wusMenenuss JIIT s Bcex CyObeKTOB Ha
nposokernn 48 dwacoB mocne BBemenwst 0,003 HMmonb/kr CoenwHeHuss | 310pOBBIM

JkeHIMHaM B Bo3pacte 18-35 ner, kak onucano B [Ipumepe 11.

[0072] Dwur. 19 wwmmoctpupyer cpemnue wusMeneHuss JIIT s Bcex CyObeKTOB Ha
npotsokeHnH 48 vacos nocne BeeneHust 0,03 Hmonb/kr CoenuHeHnst 1 310pOBBIM JKEHIIMHAM

B Bo3pacte 18-35 ner, kak onucano B [Ipumepe 11.
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[0073] Dur. 20A u 20B unmoctpupyrot usmenenus ®CI" u sctpanuona Ha NpoTsbkeHUU 48
4acoB rociie BBeneHus 9,6 HMonb/kr kuccrnentuHa-54 (KP54), 0,003 amons/kr CoenuHenus
1 u 0,03 umonb/kr Coenunenus 1 310pOBBIM JKEHIIUHAM B Bo3pacte 18-35 jer, kak onucaHo

B [Ipumepe 11.
JETAJIbHOE OITMCAHUE

[0074] BcrnomorarenbHbie penponykTuBHble TexHojoruu (BPT) mnpeacrasnsitor coboii
KOMIUIEKC, IPUYEM KaKIbIH IIUKJ BCIIOMOTaTeNbHBIX PENPOAYKTUBHBIX TEXHOJIOTHH COCTOUT
U3 HECKOJIPKUX TIIATEIbHO OPraHM30BaHHBIX craauid. Ecmu molble n3 Takux craauii OyayT
BBINTOJIHEHB HEHQUIEKAIIUM 00pa3oM, BO3MOXKHBI HeyAada OIUIOIOTBOPEHHUS SHIEKJIETKH
Wi natojorus OepemeHHOCTH. JlomomHuTenpHO, ycmex mnpoTtokonoB BPT  cunbpHO
paznuvaercsi Ui Pa3HbIX JKEHINUH, YTO YBEJINYMBAET CIOXKHOCTh. Tunuunble a3zl BPT
BKJIFOYAIOT HavyainbHYO (pasy KCS st mpoMOTHPOBAaHUS U CTUMYJSIIUUA KOHTPOIUPYEMOTO
pocTa W pa3BUTHUA (POJUTMKYJOB SUYHUKOB, C IIOCIENYIOIIUM HCIIOJb30BAHUEM TakK
Ha3bIBAEMOTO “TPUITEPHOrO” areHTa sl IMPOMOTHUPOBAHMA/MHAYKLHUH OKOHYATEIBbHOTO
co3peBaHMs OOLHMTOB. B Hekoropeix cxemax BPT, 3penble oomuTsl MOTyT 3aTeM OBITH
U3BJE€UeHbl U3 (OJIIMKYJIOB SIMYHUKOB, OIJIOAOTBOpeHbl in1 vitro winum nyreM UKCHU, u
SMOpHOH(bI) TIEpEHECEHbl B MATKy WJIM, BMECTO H3BJICUEHUs SIHLEKIETOK U3 (POJIIMKYJIOB
SUYHUKOB, MPOMCXOOUT OBYJSILUS M 3peible OOLHUTbI MOTYT OBITh OIJIOAOTBOPEHBI
HoCpencTBOM nosioBoro akra wi BMU. B oOmewm Bune tunuunas cxema BPT npencrasnena
Ha Qur. 1. [Tockonbky npouenypel BPT sBisA0TCS MHBa3UBHBIMU, JOPOTMMH, U MOTYT UMETh
oTpuLaTeNbHble TO0OYHBbIE 3((EeKTh, BaXXHO NPEAOTBPALICHHE WM yMEHBbLICHUE

BO3MOKHOCTHU HEYAAYU OIIJIOOOTBOPEHUA ﬂflL[GKJ'IGTKPI WU T1aTOJIOI'NH 6epeMeHHOCTI/I.

[0075] Hanpumep, kak cxemarmyeckn u3zoOpakeHo Ha Pur. 1, mpoBeneHUE UIUTENBHOTO
Kypca JsiedeHusi aroHucroM [HPI, nnsa mnonmaBnenuss BbeiOpoca JII, HaumHaeTcss B
MEHCTPYAJIbHOM LHKJIE TMeped MEHCTPYaJbHbIM LHKIOM, B KOTOpPOM OyneT BBeneH
TpurrepHslii areHT. Benenue aronncra I'HPI” MoxeT npoBOANTHCS B KOMOMHALIMH C KypCOM
aedenuss OCIT wm OCI/AMI’ gnst ctumynsuuu  QOJUIMKYJIOB WM, B OTCYTCTBHE
JUTUTENBHOTO Kypca jeueHust aronuctoM ['HPI', nporokon neyenust BPT moker HaunHaThCs €
kypca neuernns PCI' mmu @CI/uMI. AnprepHatnBHO, aHtaroHuct I'HPI' moxxer ObITH
UCNOBp30BaH BMecTo aronHucra ['HPI' mis momasnenust BbiOpoca JIIT u ucmonb3yercs: B

komOuHaumu ¢ kypcom JiedeHus @CIT wiu OCI/9aMI. B atom ciyvae, antaronuct ['HPT
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BBOAAT B 3TOM JK€ MEHCTPYyaJbHOM ILMKJEe U mocje Hadana kypca jedeHus PCIT unm
komMOuHatmu @CI/AMI. Kypc nedeHuss MokeT OBITb 3aTeéM IPOAOJDKEH BBEACHHUEM
Tpurrepa, tunudHo aronucra I'HPI, uXI' wunam, kak yka3aHO B [aHHOM OIMCaHWUH,
Coenunenus 1, ero merabonura, Wi (apManeBTUUECKH MPHEMIIEMOIN comu Jiroboro us3
BhILIIETIEpeYrCIeHHOro. YenoBevyeckuii Xxopuonnyeckuii ronagorponus (uXI') obnmanaer JII'-
NOJOOHON aKTHBHOCTBIO, KOTOpasi BO3AEHCTBYET Ha peuenTophl JII' 1 BbI3bIBAET OBYJISLIUIO.
Tunnyno uepes 30-62 yaca nocsie BBEIEHUs TPUITEPA TPOBOAUTCS U3BJIECYEHUE OOLIUTOB WM

npoucxoaut oByJsinus. JKeHmuue , mpoxozmsmeil npouenypst BPT, moxer ObiTh 3arem

)
nposeneHa BMU, wim oHa MOXKET MPOBECTH MOJIOBOW aKT JJISl TOCTHXKEHUS] OEPEMEHHOCTH.
Ilocne Tpurrepa m Ha mpoTsbkeHun nepuoga nposenenus 113, BMU unu nmonosoro axra,
JKEHIIMHA MOXET TMOJIy4aTh WM He TOJy4aTh MOANEPIKKY JIIOTEMHOBOH (a3bl, BKIItOUasi, 0e3
OTpaHUYeHUH, BBEAEHNE HU3KOM N03bl UXI, mporecToreHa, scrpaauona uiu Coenunenus 1,

ero Merabonura, win  (apManeBTHYECKH  TpHEMJIEeMOW  coiau  Jirodoro  u3

BBIICTICPEYNUCIICHHOI'O.

[0076] B nanHOM AOKyMEHTE pPacKpbIThI CriocoObpl U mpuMeHeHHss BPT, Bkmouaromme
BeeneHue CoemuHeHuss 1, ero merabonuTa, WM (apMaleBTHUECKH MPUEMIIEMON COJH
mo00ro M3 BBILIENIEPEUUCIEHHOr0. B HCHoOMp3yeMOM B JaHHOM JOKYMEHTE 3HAueHHH,
Coenunenne 1 npencrasisier coboit 2-(N-auerun-D-tuposun-mpanc-4-rugpokcu-L-nposu-
L-acnaparunann-L-tpeonun-L-denunananmn)-rugpasnokapoonni-L-neinun-No-merun-L-

apruaui-L-tpunropanamun. Coenunenue 2 sBisercs Mertabomutom Coenunenust 1.
Coenunenue 1, ero metabonuT, wid (hpapMaleBTHYECKH MpHEMIIEMasi COJib JIFOOOro u3
BBILICTIEPEYNCIEHHOTO  MOXET  UMHUTHUPOBATh  MPUPONHYKH  (DHU3HOJNOTHIO  MyTeEM
WHIYLHUPOBAHMs BBICBOOOXKIEHUs SHAOTeHHOro JIIT B XO/1e BCIIOMOTraTeIbHON PenpOayKIINY,
TEM CaMbIM, BO3MOJKHO, TIOBBIIIAsi BEPOSTHOCTh YCIEUIHOTO CO3PEBAHUS SIMLEKIJIETKH
(oounTa) M, B HEKOTOPBIX CIIy4YasX, OBYJSILMH B HYKHBII MOMEHT LHMKJa 0€3 BO3MOXKHBIX
Cepbe3HBIX MOOOUHBIX 3(P(PEKTOB, CBI3AaHHBIX C COBPEMEHHBIMH BAPHAHTAMH JICUCHUS MyTEM
TOPMOHAJIBHOTO CTHUMYJIMpOBaHUs, TakuMu kKak 4XI. IlpemmecTByrommue HCCIEIOBAHUS
Coenunenuss 1 mMpoOBOAMNIMCH HA JIIOASX WM JKUBOTHBIX, TaKMX KaK KPBICHL, COOAKH H
00e3bsiHBI, C LENbI0 OLEHKH (apMakoOKuHeTHdecknx cBoicTB CoenuHeHust 1 wim ero
3¢ ($EeKTUBHOCTH P JICUEHUH paKa MpencTaTeIbHOol xene3rl. buonocrynaocts CoenuHenns
1 y xpsic (66,3%) cymecTBeHHO OTJIMYajiach OT Mokaszarens st cobak (92,4%). Ycunenue

MOJKOKHOTO TPECUCTEMHOTO MeTaboIM3Ma BBI3BIBAIIO HEJTUHEHHYI (apMaKOKHHETHUKY
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Coenunenuss 1 mocne pasosoro mnoakoskHoro (IIK) Bemenust kpeicam. Coenunenue 1
NPOIEMOHCTPUPOBAJIO CyONPONOPLUOHANBHYIO 103€ HEIMHEHHYI (apMakOKHHETHKY CO
camwkenneM AUC (rutomanb 1o KpUBOH) MOCie MOAKOXKHOIO BBEEHUS B JUana3oHe 103 1
mr/kr 1 10 mr/kr y xpbic. CyOnpornopiroHanbHyO 03¢ HEeNTUHEHHYH (apMaKOKHHETHUKY
HaOJIF0 1AM TIOCIe TIOJKOKHOTO BBEACHUS ¢ orpanudeHHoi abcopbumeri Coennnenust 1 npu
HAVWBBICIIEM YypPOBHE JO3bl, B OTIMYHE OT JIMHEHHOH (PapMaKOKHMHETHUKU TOCHe
BHyTpuBeHHOro (BB) BBemeHuWst 103bI, 4YTO YKa3blBAeT HA YCHJIEHHE IOJKOXHOTO
Metabonu3ma ¢ sckajanuei 1o3bl. Cucremuas abcopOuust CoenquHenusi 1 BOCCTaHABIMBAIACH
NpU COBMECTHOM BBEJCHHU TIOAKOKHO HWHTHOMTOPOB MPOTEa3bl, YTO TO3BOJISET
NPEATOJNIOKUTE BOBJICUEHHE IMPOTEa3 MOAKOKHO B TMPECHCTEMHBbIH MerabonnsMm. BepxHss
7033 UL JIFOAEH, BBOOUBINASCS MYKYMHAM IyTeM OOJIFOCA TOJKOJKHO, COCTaBJIsIa BCETO
numb npudmmsurensHo 0,008 MI/kr u sKkcmo3unus ObuTa JO30MPOMOPLHMOHATBHOW A0 3TOH
no3bl. [logkosxHble HHPY3UN Takke ObUTH MPOIOPLUUOHAIBHBI 10 mpubnu3uTensHo 0,1 MI/Kr.
Komno3unuss neno nasana CyONpONOPLMOHATIBHYIO SKCHMO3MLMI0 B AHMANA30HE 3HAYCHHH
npudmuTensbHo ot 0,1 mr/kr go 0,4 mr/kr. JlanHOoe H300peTeHne OMICHIBAET UCTIOIh30BAHHIE
Coenunenus 1, ero merabonura, win (apMaleBTHUECKH NPUEMIIEMON COJMH JIOOOro H3
BBILIECNIEPEYUCIIEHHOT O, Y JKEHIIUH B Ka4e€CTBE BCIIOMOrareynbHoro cpencrsa npu BPT. 1o3el
Coenunenuss 1, wucromp3yeMble B JaHHOM  M300pETEHMH, 3HAUUTENBHO  HUXKE
TECTUPOBABLIUXCS] Y KPBIC U Y MY>KUUH, C MAaKCUMaJIbHOWU 11030M, paBHON 30 Mkr wimm 0,25
MKI/KT, 10 cpaBHeHHIO ¢ 1 Mr/kr u 10 mr/kr y kpbic, u 8 MKr/kr u ot 0,1 mr/kr no 0,4 Mr/kr y

MY>KUHH.

[0077] Coenunenue 1, ero mMetabonut, uiau GapMaleBTUYECKH TpUeMJIeMasi COJb JIF0OOTo
U3 BBILIETIEPEUNCIIEHHOTO, MOKET HE TOJBKO CIIOCOOCTBOBATh CO3PEBAHMIO, BHICBOOOKIEHHUIO
(OBYJISILIMM), U U3BJICYEHUIO CBEXHX 3PEJBIX OOLUTOB (MM SHIEKJIETOK, KaK HCIOJIb3YeTCsI
B3aHMO3aMEHSIEMO B JTAHHOM JOKYMEHTE) U3 STMYHUKOB, TIPUBOS K YPOBHIM OEPEMEHHOCTH,
AQHAJIOTUYHBIM WJIH YJIYYLIEHHbIM IO CPABHEHHUIO C HCIOJIB30BAHMEM B KaueCTBE TpUITEpa
yXI', HO TaKke MOXET B 3HAUUTEJIbHOW CTENEeHM YMEHbIIATh PUCK OCHOBHBIX MOOOYHBIX
s¢dexros, Takux kak CI'A, mo cpasHenmo ¢ uXI u aronucramu ['HPI'. JlonmonHUTENBHO, 11O
CPAaBHEHHMIO C JOCTYIHBIMH B HACTOSINEE BPEeMs TPUITEPHBIMH areHTamMu (B YacCTHOCTH,
TpurrepabiMu  areHtramMu  Ha ocHoBe uXI), Coemunenme 1, ero wmerabonurt, wuM
dapmanieBTUYECKH NpHEMJIEMass COJb JIFOOOrO W3  BBILUICTIEPEUHCICHHOTO, MOXKET

o0ecrieunBaTh MPEUMYINECTBO 3HAYHUTEIBbHOrO CHIDKeHHs 3aboneBaemoctu CI'Sl mys Bcex
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NAlMEHTOB, BKJIIOYas MMEIOLINX TIOBbIIIEHHbIE ypoBHHM AMI, Wi DanueHToB C
BOCIIPUUMYMBOCTBIO K MyTanusm peuentopos @CI' u JII'. Kpome Toro, Coeaunenue 1, ero
MeTaboNuT, Win (apMaleBTUUECKU IMPUEMIIEMasi COJb JIFOOOTO M3 BBIIENIEPEUHUCIICHHOTO,
MOXKeT oOecreunBaTh MOANEPIKKY JTIOTEMHOBOW (hasbl mytem aktuBaumu BbiOpoca JII' 1o
MPUPOIHOTO MHKA U ¢ OOJBLION UIUTENBHOCTHIO (>20 4acoB, UMHTHPYS IPUPOIHBIN BBIOPOC
JII' mponosskutenbHOCThIO 48 uacoB) ¢ Hu3kuM puckoM CI'S. Takoit monesHbii 3¢ dekT
Coenunenus 1, ero merabonmra, win (papMaleBTUYECKH NPUEMIIEMOH COib JIFOOOro u3
BBILIECTIEPEYNCIEHHOTO, MOXET YCTPaHITh HEOOXOAMMOCTb B JOMOJHHUTEIBHON MOAIEPIKKE
JIOTEUHOBOH (ha3bl, TAKOH Kak eXeIHEBHble BHyTpuMbIeyHble (BM) uHBEKINH
NpOorecTepoHa WM AOMOJHUTeNbHAs nobaBka uXI, ynpomas nporokonsl BPT u takke
MO3BOJISISI TPOBOAMTH HMIUIAHTALIMIO ‘CBEKMX  ~ SMOPHOHOB B TEUYEHHE TOTO Ke

MCHCTPYAJIbHOT'O LIMKJIA, MOTCHUUAJIBHO YMEHbIIAA BPEMS HACTYIIIICHUA 6epeMeHHOCTI/I.

[0078] Ilo cpaBHeHHIO C OOCTYNHBIMH B HACTOSILIEE BPEMsl TPUITEPHBIMH areHTaMmuy,
Coenunaenne 1, ero merabonut, wiu (papMaleBTHUECKH MpUeMIIieMasl COJib JI0OOro us3
BBILIETIEPEUNCIEHHOTO, MOXeT O0eClevYnBaTh MPEUMYIIECTBO 0ojiee KOPOTKOrO BPEMEHHU
HacTtymieHuss OepemeHHoctu. CoenuHenue 1, ero merabonut, wiu ¢papMaleBTUYECKH
npuemsiemMasl CoJib JII0OOr0 M3 BBIIENEPEUNCIEHHOr0, MOTIYT O0€CIeYHTh MOBBIIIEHHBIE
NOKa3aTeNN IepeHoca CBEeXKero SMOpPHOHA, CHIJKEHHE TNOTPeOHOCTH B CErMEHTALUH
(3aMOpakMBaHUM SHLEKIETKH WIM SMOpPHOHA MEXAy H3BJICYEHHUEM M HMMIUIAHTALUEH).
bnaromapst cnocoOy nefictBusi Coenunenust 1, ero merabonura, wiu (papmManeBTUYECKH
NPUEMJIEMON COJIM  JIFOOOTO W3  BBILICNIEPEUUCIEHHOTO, MOXeT HaOJIOaThCsl MeHee
OTPULIATEJIbHOE BO3ACHCTBUE HA SHIOMETPUI MO CPABHEHUIO C COBPEMEHHBIMH CIIOCOOAMHU.
Takum oOpa3om, SHAOMETPUII MOXeT ObITh TOTOB K HUMIUIAaHTAuK (OoJjiee BBICOKAs
BOCIIPHUMYHBOCTD YHIOMETPHsI) HEMEIJIEHHO TIOCHIE U3BJICUEHHS SHIEKIeTKN (0oLuTa). DTO
MOKET TO3BOJIMTH TMPOBOAUTH HMMIUIAHTAIIMIO B TOM JK€ MEHCTPYaJbHOM LHKJE, YTO H
WHULIMUPOBAHUE M W3BJICYEHHE OOLUTOB. [l0 CpaBHEHHMIO C TPUITEPHBIMH areHTaMH Ha
ocHoBe uXI (Bkirouasi naBoiiHbIe Tpurrepel ¢ aronucramu ['HPI), Coemmuenme 1, ero
MeTaboauT, uin (GapMaleBTHYECKH MpUEMIIeMasl COJIb JIFOOOrO W3 BBIIETIEPEUHCIEHHOTO,
MOXET TIPUBOJUTH K MEHbIIEH MOTPeOHOCTH B CETMEHTHPOBAHHOM IPOTOKOJE C
KPHOKOHCEpBaLMel, TeM camMbiM yMeHblmas uyuciao nukios KO, cokpamas Bpewms
HACTYIUJIEHUsT OepEeMEeHHOCTH, TIPH COXPAaHEHHWH MPHUEMIIEMOM 4YacTOThl HACTYIUICHHS

OepeMEHHOCTH, CHIDKEHHIO 3aTpaT, M YMEHBIIEHHI0 NOOOYHBIX 3(PQEKTOB, TaKMX Kak
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MakpocoMusi (KpYIHBIH AJisl TeCTALMOHHOrO BO3pacTa pasMep), MPHPOCIIas IUIALCHTa |
NPE’KIIAMIICHS], BCE€ CO 3Ha4uuTeNbHO Oosee HM3KOM vactoro CI'Sl. Coenunenue 1, ero
MeTaboNuT, Win (apMaleBTUUECKU IMPUEMIIEMasi COJb JII0OOTrO M3 BBIMIENEPEYHUCIICHHOTO,
MoxkeT oOecreunBaTh aTpuOyThl Oe3omacHOCTH U O(P(PEKTHBHOCTH,  SIBJISIOIIUECS
NPEMYIIECTBOM IO CPABHEHHIO C CYIIECTBYIOIIUMH CHOCOOAMH JieueHHs, TpeOyroImumu

CETrMECHTALINH.

[0079] J[laHHOe wu300peTeHHEe TaKXKe OTHOCUTCS K CrocodaM ¢ IPUMEHEHUSIM,

BKJrOUaromnM  BBeneHue CoenuHeHuws 1, ero Merabonmuta, WM (apMaleBTUYECKH

>
NpUEMJIEMONH CONM  JIIOOOTO W3  BBILICNIEPEYUCIEHHOTrO, JJIsi TOBBIMEHHsS YPOBHEH
suaorenHoro JII' y skeHuuHel, npoxozasmed npoueaypsl BPT, takune kxak OKO, MKCH,
JOHOPCTBO M KOHCEPBALMsl OOLMTOB, PEryJSILUS MEHCTPYaJbHOrO LUKJIA TAKHUM 00pasom,
9TOOBI KEHIIIMHA MOTrJia 3a0epeMeHeTh MOCPEACTBOM IMOJIOBOro akra wiu BMU, nHayknus

oByJsiLmH, n/nnn B porecce [13. ITopblnenue ypoBHe# sHA0reHHOro JII' MOJKET MOMOYb Kak

IPY CO3PEBAHUHU OOLIMTOB, TaK M MPH MOJAEPIKKE JTFOTEUHOBOH (a3l

[0080] /lanHOe W300peTeHHME IOMOJHHUTEIBPHO OTHOCHUTCS K CIOCO0aM W TPUMEHEHHSIM,

BKJrovaromnuM  BBeneHue CoenuHeHus 1, ero Meradonura, uin  ¢papMaleBTUYECKH

>
INpUEMJIEMON CONK JTIOOOT0 U3 BBILIETIEPEUHCIEHHOIO, AJsi WHTMOMPOBAHUS OBYJSALUU U
NPEXAEBPEMEHHOTO BBICBOOOXKIECHUST OOLMTOB BO BpeMmsi HaudanbHOH ¢a3el KCA. Takue
criocoObl W TPHUMEHEHHsT MOryT OBITh NpHUMEHMMbIMH K mnportokonam BPT, kortopsle
UCTIOJIB3YIOT AarOHUCT WJIM AHTaroHUCT TOHANOTPONUH-pwIM3UHT ropmoHa (I'HPI) Ha

HavanbHOM (aze KCAL.

[0081] B nanHOM pmoKkymMeHTe mpenycMmarpuBaercss ucrnosb3oBaHue CoenuHeHust 1, ero
MetabonuTa, Wi GpapMaleBTUYECKH MPUEMIIEMON COJTH JIFOOOTO M3 BBILIETIEPEUNCIEHHOTO, B
NPOM3BOJCTBE JIEKAPCTBEHHOTO CPEACTBA IS JIYEHUS] B COOTBETCTBUH C JIOOBIM W3
croco0OB, ONMMCAHHBIX B JAHHOM JOKyMeHTe. Takxke npenycmatpusaercs Coenuaenue 1, ero
MeTaboJHT, WK (papMaleBTUUECKH IIPUEMIIeMasi COJIb JJI0OOT0 U3 BBIIENEPEUNCIEHHOTO, IS

UCTIOJTb30BAHUS B JIFOOOM M3 CIOCOOOB, OMUCAHHBIX B TAHHOM JOKYMEHTE.

CoenrHeHHs 10 H300PETEHHIO

[0082] B wucnonap3yeMoOM B AaHHOM JOKyMeHTe 3HaueHuu, CoeauHeHue | mpeacraBisieT

coboit  2-(N-auerun-D-tuposun-mpanc-4-runpoxcu-L-nponun-Lacnaparuaui-L-Tpeonun-L-
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bennnananwn)ruapazuHokapOoHmI-L-nefiiun-Nw-merun-L-apruaun-L-rpuntopanamu.
Monekymsipaas gopmyna - CsgHgoN16O14, 1 Monekyssipublii Bec — 122535, Coenunenue 1

HAXOIUTCs B CBOOOIHOM (hOpMe U MPEACTABIEHO MOCIEI0BATENIbHOCTBIO !
Ac-D-Tyr-Hyp-Asn-Thr-Phe-AzaGly-Leu-Arg(Me)-Trp-NHz (SEQ ID Ne 1),

U CTPYKTYPHOH (GOopMyIIOit:

HN NH
o —_—
o] (0] [0} (o]
H
ﬁ\/lL §\ /u\ N\)‘\ NH,
N - N N N > N
HOmm: H : H H H ‘S‘ H

[0083] B HekoTOpBIX BapHaHTax pealn3allud, COEAMHEHHE MO H300PETEHHIO SIBISIETCS
merabonurom Coenuuenus 1. B ompeneneHHbIX TaKMX BapHAHTAX pealn3alliy, METa0OINUT

npezacrasJsier coboi CoenuHeHue 2, MpencTaBlIeHHOe CEAYIOMmeH CTPYKTYpHOH (HOpMyJION:

CHs

[0084] B HekoTOpBIX BapuUaHTaX peaH3alHH, HUCHOJNb3yeTcsl  (papMaleBTUYECKU
npuemsiemasi conb Coennaenust 1 w/unu ero merabonura. “@HU3HOIOrHYECKH TPUEMIIEMBbIE”,
“(bapMarieBTHUECKH MTpHEeMIIeMble”, HIH “(apMaKOJOTHYECKH NpHeMJIeMble” COEAMHEHUsS U

KOMIIO3WLIMK MOTYT BKJ/IFOYAaThb MAaTCpHAJIbl, HEC SBJIAIOIIHUCCA 6I/IOJ'IOFI/ILIeCKI/I, HWJIM HHaA4eC,
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He)kenatenbHbIME. Hampumep, marepuan MoXeT ObIThb BBEIEH WHIWUBUAYYMY, HE BBI3bIBAs
KaKUX-THOO CyIIECTBEHHO HEXeNaTeNbHbIX OHUONOrn4eckux 3(PQeKToB HIN BpEIHBIX
B3aMOJIEHCTBUI C MOOBIMI KOMIIOHEHTAMH COZIEPIKAllel NX KOMITO3ULIMK. B onpeneneHHbIx
BapUaHTax peanusanmy, (apmanesrndeckn mnpuemiemas conb CoenmHenus | w/mnm ero
MeTaboJnTa MpeacTaBisier coboil (papMaleBTUYECKH MPUEMIIEMYIO KHCIOTHO-aATUTHBHYHO
coib. Takue COJM BKJIIOYAIOT, O€3 OrpaHMYeHHH, COJMU C HEOPTraHMYECKHMH KHCIOTAMH
(Hampumep, XJOPUCTOBOIOPOMHON KHCIOTOH, OpPOMHCTOBOAOPOIHOM KHUCJIOTOM, a30THOM
KUCJIOTOM, CepHOH KucIoTol, (HochOopHON KHUCIOTOW M T.I.) U COJNU C OPTraHHMYECKHMHU
KUCJIOTaMH (HampuMep, MYpPaBbUHOW KHCIIOTOH, YKCYCHOW KHCJIOTOH, TpuU(TOPYKCYCHOM
KUCJIOTOH, (hyMapoOBOW KHCJIOTOH, IIaBENeBOM KUCJIOTOW, BUHHOW KHCJIOTOW, MaJIeMHOBOM
KUCJIOTOH,  JIMMOHHOW  KHCJIOTOH,  SIHTAPHOH  KHUCIOTOH,  SI0JIOYHON  KHCIIOTOM,
METaHCYJIb(OHOBON KHCIIOTOH, OeH30/CyNb()OHOBOM KHUCIOTOH, M-TOIYOJNCYJIb(HOHOBOM
KUCJIOTOH U T.11.). B onpeneneHHbIX BapHaHTax peanusanuy, papMareBTHIECKH IpruemMiieMast
conmb CoemuHenuss 1 w/mmum ero MeraboiuTa IpencTaBisieT coOOH (apMareBTHYECKH
NPUEMIIEMYIO COJIb NMPUCOENNHEHHsI OCHOBaHUs. Takue CONM BKIIIOYAIOT, O€3 OrpaHu4eHuH,
HEOPraHM4YeCKOe OCHOBaHHE (HAmpuMep, IIEeJOYHble MEeTAIbl U  IIEJIOYHO3EMEIIbHbBIE
METaJlIbl, TAKUe KaK HATPUH, Kajui, KaJbLHii, MArHUH, aMMHaK U T.I.) WIH OPTaHUYECKOe
OCHOBaHUE (HampuMep, TPUMETWIAMHH, TPUITUJIAMUH, MHUPUIWH, MUKOJHH, 3TaHOJAMUH,
AMATAHOJAMUH, TPUSTAHOJNAMHH, IUOUKIOrekcwiamMuH, N,N'-anOeH3WITUIeHIUaAMUH U

T.IL).

[0085] B ucnonbp3yemMom B JaHHOM JOKyMeHTe 3HaueHuu, Coenunenue 1 Haxogutcs B popme
2-(N-auerun-D-tuposun-mpanc-4-ruppoxcu-L-nponmn-Lacnaparuaun-L-Tpeormn-L-
benmnananmn)ruapasuHokapOoHmI-L-nefmn-No-merin-L-apriuaun-L-rpunrodanamuna
MoOHoarerara. JJis MOHOAETaTHO! coJi, MonekysipHas popmysna umeeT Bun CsgHgoN16O14 ©

C2H40; u monexymnsipHblii Bec paBeH 1285,41. CtpyktypHast popmyna uMeeT Takol BUA:
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Ha. NH
CH3 —
0] H Q H
H S F
N N NH,
""NJ-LN \,gkN
H H & H
0 H o}
: NH
04\ HN==( - HyC—COH
CHa, ' NH
HyC

[0086] B onmcanmm panHOro wu300pereHus, kojmuectBa CoemuHeHuss 1 wim  ero
MeTabOJINTa OTHOCATCS K KOJMUecTBy cBoOoaHO# (popmbl CoenuHeHust 1, MpUCYTCTBYOLIEH
B KOMNO3ULMH. TepMHH “COOTBETCTBYIOIEE KOJUYECTBO , B MCIOJIb3yEMOM B JaHHOM
IOKYMEHTE 3HAYeHWH, OTHOCHTCS K KOJHYECTBY (PapMaleBTUYECKU TNPUEMIIEMON COJIU
Coenunenus 1, wim ero MeTadoauTa, HEOOXOIUMOMY ISl OJYYEHHS KOJINIeCTBA CBOOOTHOMN
¢dopmel Coenunenus 1, wam ero MeraboiuTa, YKAa3aHHOTO B pELENType KOMIIO3MLIUH.
Crnenuanucty B JaHHOW OONACTH TEXHUKHU IOHATHO, KaK PAacCUUTATh ‘‘COOTBETCTBYIOLIEE
KOJINYECTBO™ COJIM COETMHEHMUs, TAKOE KaK COOTBETCTBYIOIIEE KOJMUECTBO (hapMalieBTUIECKH
npuemsiemoii conu CoenuHeHuss 1, yuuThIBas pasHULy B MOJIEKYJSIDHOM BeCE MEXAY
cBobonHOM Gopmoii coenrHeHus u coneBoi ¢popmoit. Hanpumep, 10,0 Mr cBobomHOH (OpMBI

coenuHeHus1 OyIyT COOTBETCTBOBATh 10,5 MI MOHOALIETATHOM COJIH.

[0087] Coenunenue 1, wiu papManeBTHYECKH TpHeMJieMasl COJib, U (papMaleBTUYECKHE
xomno3uimu, copepxkamue Coenuuenue 1, win ero gapMaleBTUYECKU MPUEMIIEMYIO COJIb,
MOTYT OBITh MONy4YeHbl crocobamu, omucaHHbiIMH B marteHtax CIIIA NeNe 7960348 wu

8404643, onucanusi KOTOPBIX BKJIKYEHBI B TaHHBINA JOKYMEHT OCPEACTBOM CCBUIOK.

[0088] Coenunenne 1 Oputo omucano kak aHanor kuccrnentuHa. Kuccrenmun (kisspeptin),
runoTanaMudeckuil Heliponentun, koxupyemblii reHom KISS1, sBnsercs LeHTpalbHBIM
perynsatopom cekpeuun I'HPI' 1 HegaBHO OTKPBITBIM TOPMOHOM, JKM3HEHHO Ba)KHBIM JUJISI
HOPMAJIBHOTO TOJIOBOTO co3peBaHusi. KuccrnenTuH npeacrasisieT cOOOH MenTUAHbBIN JTUTaH -
aroHucT yenosedeckoro G-Oenok-conpspkerHoro peuenropa 54 (GPR54)/penentopa KISS1

(KISSIR) (panee mssectren kak OT7T175/GPR54). Myrauuu wnm HokayT reHa KISSIR
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NPUBOAAT K HaApyLIEHUsIM IIOJOBOrO pas3BuTus. B rumoranamyce, KUCCIENTHH HUIrpPaeT
KJIIOUEBYIO POJIb B PETyJSIUUM KOJWYECTBA U IYJIbCATUIBHOCTU CEKPELUU TOHAAOTPONHH-
puwmsuHr ropmoHa (I'HPI'). BBenenue kuccnenTuHa MIIEKONUTAIOIIMM, BKIIOUAs JIHOIEH,
uHAyLupyer BoicBoOokaenne ['HPIT u ronanorponuHa, u 3TOT 3G GeKT sBisieTcs, Hanbdoee
BEPOSITHO, MPsIMBIM BO3AeHCTBUEM nenTtuaa Ha HelpoHbl I'HPI'. I'HPI" aBnsiercst kirodeBbIM
KOMIIOHEHTOM OCHU THIIOTaJIaMyC-THIIO(QH3-TOHAABl M KOHTPOJHPYET PEnpONyKTHBHbIE
(yHKUMH, Takhe Kak CcrepMaTtoreHes, (QOJUIMKYJISIPHOE CO3PEBaHHWE U OBYJSILUIO, U
crepouznorenes. Takum o0Opa3oM, KUCCIENTHH SIBIAECTCS KPUTHYECKHUM PEryJIAITOPOM OCH
THIOTAIaMy C-TUNO(U3-TOHAIbI TIOCPENCTBOM KOHTpousisi HeliponoB ['HPI. CymectByer nBa
pexxuMma cekpeunu I'HPI'. OgHum pexxumom siBiisieTcss UMIyJibcHast cekperus I'HPI, koTopas
IJIaBHBIM 00pa30M PEryJIHpyeT CrepMaToreHes, (pouTMKyIoreHes 1 CTepOUOreHe3, KOTOPBIH
peryaupyercsi mo oOpaTHOH CBsi3U (OTPULATENBHO) CTEPOMIHBIMUA TOpMOHaMu. [lpyrum
pesxxumoM siBiisiercst BeiOpoc I'HPI, mpuBoasimuii k Beibpocy JII', HaOmronaromeMycst TOJIBKO Y
JKEHIIWH, U MHAYLUPYIOLUIMN OKOHYATENIbHOE CO3PEBAHME OOLUTOB U, B KOHEYHOM CHYETE,
oyssiuio. HeHpoHBl KHCCIIENTHHA B THUIOTAJaMyCe MOTYT peryJjJHpoBaTh oba pexuma
cexpeuuu ['HPI". @apMakosornuecky, y MHOTMX BUAOB, BKJIHOYAsl JFOJAEH, OCTPast SKCIO3ULIUS
KHCCIIENNTUHOM MOXET CTUMYyJIUpoBaTh cexpeuuto I'HPI-roHagorponuHa, B TO BpeMsi Kak
XpOHHMYeCKast (BBICOKOZO30Bas) SKCIIO3ULMS KHUCCIIENITUHOM IOKET IOAABIATh CEKPELHIO
I'hPI' u ock runoranamyc-runous-roHagsl Onaromapss MOTEHIHMAIbHBIM MeEXaHH3MaM
CYNpecCHH, TaKUM Kak JaeceHcuOmnusauusi peuentopoB ['HPIT w/unu ucromeHne pe3epBOB
I'aPI". XpoHudeckoe BBEIEHHE aHAJOTOB KHCCIENTHHA IMOAABIISIET eCTeCTBEeHHbIE (intrinsic)
umnysibebl THPIT u cHIpkaer roHaaHble QYHKIMM THNO(H3a. ITO MOXKET OBITh BBI3BAHO
ociallieHneM  YyBCTBUTENIHOCTH HEWpoHOB ['HPIT K  CTUMyJSIIMM — 3HIOTE€HHBIM
KUCCTIETITUHOM M CTUMYJIsiueil HeiipoHoB [ HPI™ k HenpepbIBHOMY BBICBOOOKIEHHIO HU3KHX

yposHeil 'HPT.

[0089] KuccnentuH-54 wumeeT nOepUON TMOJYBBIBEAEHUS 32 MHUHYTBI U CTUMYJUPYET
BbICBOOOKAEeHHe dSHHoreHHoro [HPI, KOTOpBI 3aTeM CTUMYyJIHPYeT BBICBOOOXKIECHHE
FOHAJOTPONMHA U, BIOCJIEACTBHUH, IOJOBBIX I'OPMOHOB. bBUIO MPOAEMOHCTPUPOBAHO, YTO
BBE/ICHHE KHUCCIENTHHA 3A0POBBIM TOOPOBOJBLIAM MYKCKOTO U YKEHCKOTO I0JIa 3HAYUTEIHHO
nosbliiaer koHueHtpauuu JII, @CI' u TecrocTepoHa B Mja3Me, U MOAKOXHOE BBEACHHE
KHCCIIETITUHAa ~ A00OpOBOJNbLAM-KEHINMHAM — roBblmaer JIIT mmasmMbl  Bo  Beex  (hasax

MEHCTPYaJIbHOrO IUkKJa. D PeKT KuccnenTnHa Obul HANOONBLINM B IPEAOBYJISITOPHOH dasze,
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KOraa OOBIMHO BBOIAT TPUITEPHBIE areHThI, U HAUMEHBIIUM B (DOJTHKYJISIPHOH (ase UK.
KuccnenTtus Obln Takke HCHBITAH 3KCIIEPUMEHTAJBHO B KadeCTBE TPUITEPAa B IPOTOKOJE
BPT, Bxmouaromem antaronuct I'HPI' u ®@CI' kak B momynsALMM SKEHILIUH, MNPOXOASIINX
OKO, Ttax u B nonysiiuu KO ¢ Beicokum puckom CI'Sl. Kuccnentus ucnonb3oBaics B
KauecTBe Tpurrepa Tosubko B 1ukiaax BPT, ucnonpsyromux nporokon antaronucra ['HPI.
COOTBETCTBEHHO, TOBBIIIEHHAST HEAOCTATOYHOCTD JIOTEMHOBOH (pasbl MOXeT HaOIHoAaThCs
npu nporokonax BPT ¢ wucnonp3oBaHMeM KHUCCIENTHHA, IOCKOJBKY IPOTOKOJIBI €
aHTaroHUCToM [ HPI” THIMMYHO MPUBOIAT K HEIOCTATOYHOCTH JIFOTEUHOBOH (a3bl, korga 4XI[
He SIBJIAIETCS TPUITEpoM. bbUIO OOHApY’KEHO, YTO KUCCHENTHH CTHMYJHPYET YPOBHH
sHporeHHoro JII', onHaKo MPOAOIDKUTENBHOCTH BbIOpoca JII' Oblna 3HauuTenbHO Oojee
KOPOTKOH, 4eM y BbIOpoca, HaOmomaemoro st uXl wiu TpurrepoB-aroHUCTOB [ HPI,
BBI3bIBASI HEOOXOAMMOCTD B JTOTIOJIHUTENIbHON MONJEPIKKE HK30T€HHON JIFOTEMHOBOH (a3bl. B
cnydae kuccrientuHa-54, BeiOpoc JII' paccaceiBaics B TedeHue 360 9acoB. Y HEKOTOPBIX
JKEHINUH, TOJHBINA BbIOpoc JIIT He HaOMromaCs, 4TO CHUKAIO BBIXON oouuToB. Kpome Toro,
Oomee BBICOKME AO03bl KHCCIENTHHA MPUBOAMIN K IOHMKEHHONH YacTOTe€ HACTYIUICHHUS
OepeMeHHOCTH, U HAeaNbHas 1032 MOKa He onpeneneHa. /[omonHuTenpHbIE HCCIENOBAHNS,
onucanuble B [Ipumepe 11 (@ur. 15A u 16A), NOKa3bIBAIOT, YTO XKEHIIUHBI, MOJyYaBIINE
KUCCTIENTUH-54 BO BpeMst poyuuKyIsspHOH (assl (korna yposHu JII' B HanMeHbIIel cTeneHu
3aBHUCAT OT TPUITEPHBIX ar€HTOB), UCTBITHIBANN MOBbIeHUe JII' ¢ KoM npumepHo depes 4-
6 YacoB TOCIE BBEIEHHUs KHUCCIIENTHHA B KadecTBe Tpurrepa, npudeMm BwiOpoc JII
npopoJikancs MeHee 14 vyacoB. HecMOTpsi Ha ero HEOCTATKHU, UCCIENOBAHUS KUCCIIENTHHA-
54 mNOKa3BpIBAIOT, YTO TMEPEHOC HE3aMOPOKEHHOro 3MOpHOHAa (IEpeHOC B TOM  Ke

MEHCTPYaJIbHOM LIMKJIE) SIBJISIETCSI BO3MOKHBIM Y JKEHIIUH C BBICOKUM prckom CI'S.

[0090] Coenunenue 1, wnu QapManeBTUYECKH TpUeMjeMasl COJb, HMEET TMEPHON

>
NOJyBbIBEZIEHHsT 10 4eTbipex 4yacoB. Kak mokazano B Ilpumepe 11 (®ur. 16B, 17, u 18),
nocie BBeneHust 1036l 0,003 HMmons/kr Coemmnenust 1 (mpubnmsurensro 0,00022 mr) Bo
BpeMs1 QOITHKYIIAPHOH (asbl y xKeHIUH (korna ypoBHHU JII' B HAMMEHbIIEH CTETIEHN 3aBUCST
OT TPUITEPHBIX AreHTOB), MUKOBbIE YPOBHHU JII' CHIBOPOTKH, MO OLIEHKaM, HAOIIOMAIOTCS B
nepuop 14-36 vacoB mocie BBeAeHHs 03I, U BbIOpoc JII' mpomomkancst mo MeHblel mMepe
NpUMEPHO 48 4YacoOB, YTO COOTBETCTBYET MPOAOJLKUTENIBHOCTH €CTECTBEHHOro BhiOpoca JII.

Takum obpaszom, BBenenue Coenunenus: 1, wiu ero papMaLeBTHUECKH MPUEMIIEMON COJH,

NOTCHUUAJIBHO MOKET IMO3BOJIATh HE TOJBKO HHULIMHUPOBATH OKOHYATCJIBHOC CO3PCBAHUC
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OOLITOB, HO TaKke 00ecneunBaTh JIOTEHHOBYIO MOINEPKKY U, TAKMM OOpa3oM, MOBBIIATH
BEPOSITHOCTh yCremHol wumrmuiantaimu. Heoxxupanno, BeiOpoc JII, HaOmonmaemserit muis
Coenunenusi 1, uMeeT KPHUBYIO, CXOXKYIO C €CTEeCTBEHHBIM BbiOpocom JII', Gosee mmpokoi
dopmbl, yem mnpu BeIOpocax JII, mHAyLIMPOBaHHBIX Tpurrepamu-aronucramu ['HPI, u
MOTEHLMAJIBHO C OOJbINEH MPOAOKUTENbHOCThIO. Takke HEOKUAAHHBIM OBbLIO TO, YTO
Coenunenue 1 nMeno Takoe CUIbHOE Bo3JeHCTBHe HA ypoBHU JII' BO BpeMst OJUTUKYISIPHOI
¢asbl y xkeHIMH. [ToCKONBKY ero aeicTBre ObUTO 0OJiee CUIIBHBIM, YeM Y KHCCIENTHHA-54,
3TO yKa3biBaeT Ha To, 4To CoenuHeHue 1 MOKHO TakKe BbI3BIBATH PE3KOE IOBBIIIEHHE
ypoBHei#i JII' B npenoBynsaTopHO# (aze, MOTEHIIMANIBHO MPEBBIIIAIOIIEEe KaK MO aMIUTUTY]IE,
TaK W IO MPONOJDKUTEBHOCTH, HAOJIOAaeMOe Jisi KHUCCIENTHHA-54 B MPENOBYJIATOPHOMN
¢daze. B ucnonp3yeMoM B JaHHOM JOKYMEHTE 3HAYCHHH, TPEAOBYJSTOpHAas (a3za MOXKET
OTHOCHUTBC K NMEpUOAY BpeMeHHU 3a 15-16 nHel no Havana cieayroueill MpOrHO3UpyeMou

MCHCTpYaLWUH KCHIIUHBIL.

[0091] Bcrencrsue xapakrepa BeiOpoca JII', Habmomaemoro mist CoenuHenus 1, KOTOpPbIH
0ojiee TOUHO MMUTHUPYET €CTECTBEHHBIH BBIOPOC, OHO, WJIM €ro MeTabOJUT, MOTYT ObITh
UCaJbHbIM areHToM Ui BkitoueHus B npotokonsl BPT. Bsenenue Coenunenus 1, ero
MetadonuTa, Wik papMaleBTUYECKH MPUEMIIEMOM COJIH JIFOOOTO M3 BBILICTIEPEUNCICHHOTO, B
KauecTBe TPUITEPa MOXKET OIPAHUYUTh MOTPEOHOCTh B MOAAEPIKKE JIOTEHHOBOH (a3pl. OHO
MOXET Takke O0eCreYnTh BO3MOXKHOCTb IE€PEHOCAa HE3aMOPOXKEHHBIX HSMOPHOHOB,
3HAYUTENBHO COKpalasi BpeMsl HACTYIUICHUS] OEepeMEHHOCTH M 3aTpaThl, CBsI3aHHBIE C

MHOTOKpaTHbIMU LukjiamMu BPT.

[0092] [TononuutensHoe mnpeumyinectBo Coenwnenus 1, ero MerabojuTa, WM
(apmaLeBTHYECKH ~ MpUEMJIEMOl  coiu  Ji0OOro W3 BBILIENEPEYUCIEHHOTO,  Haj
COBPEMEHHBIMU KypPCaMH JICYCHHUS 3aKJFOUAETCS B TOM, 4TO ero 3¢¢ekT Oyaer 3aBUCETh OT
SHIOTEHHOTO BbICBOOOKAEHUs1 myja [HPI >keHIMHBL JTO MOXKET MPUBOOUTH K OoJee
(pU3HONOTUYECKON ~ CTUMYJISILMH  TOHAJAOTPOIIMHOB W MPENOTBpAllaTh  UYPEe3MEPHYIO
CTUMYJSILMIO, KOTOpasi SIBJISIETCSl OrPaHUYEHHEM  COBPEMEHHBIX  PernpOIYKTHBHBIX
texHojoruii. [Tockonbky Coenunenue 1, niu ero MetaboJIUT, CTUMYJIUPYET BBICBOOOKICHHE
sHporenHoro JII' B KkpoBooOpalleHHe >»KEHIUMHBI, CYIIECTBYeT 3HAYMUTENPHO MEHbLIAs

BEPOSITHOCTh MOTEHLUAIBHO OMacHOro st sku3Hu CIA.
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Crioco0bl JIeYeHHS U IPUMEHEHHS COeAMHEHHUH 10 H300peTeHHI0

[0093] [lanHOe wu300peTeHHe MNpeayCcMaTpUBaeT CrocoObl M MPUMEHEHHsS C LEJbIo
NOBBILIEHNUs] YPOBHsA 3HAOreHHoro JII' y Hy’kmaromelcs B 3TOM JKEHIUMHBI, BKIFOYAIOIINE
BBEICHHE SKEHINMHE HavaibHOW mo3pl  Coenmnenus 1, ero wmerabomura, WM
(apManeBTUYECKH MPHEMJIEMOI COJIM JIFOOOrO M3 BBIMIENEPEYHCICHHOTO. B HEKOTOpBIX
BapMaHTaX peanu3alluy, >kKeHIuHa npoxoaut npouenypsi BPT u umeer puck CI'l. B
ONpENEICHHBIX TAKUX BAPUAHTAX peau3alliM, MOCIEe BBEICHMs HA4YaJbHON O3Bl YPOBEHb
3HAOreHHoro JII' B KpOBM >KE€HIIMHBI TOBBILIEH 10 CPABHEHUIO C YpOBHEM SHioreHHoro JII' B

KPOBHU KCHIIWHbBI IEPET BBEACHUCM HA4YaJIbHOM JO3bI.

[0094] B omnmcanuu naHHOTrO M300peTeHus, No3bl win kojmuectBa Coenuuenus 1, ero
Metabonuta, Wik (HapMaLEeBTHUECKHA MPUEMJIEMONW COJIU JIFOOOTO U3 BBIIIETIEPEYHCICHHOTO
(marmpumep, ot mpumepro 0,00003 mr mo mpumepHo 0,030 mr, or mpumepno 0,0003 mo
npumepHo 0,003 mr, ot npumepHo 0,001 mr no npumepro 0,003 mr, uinu ot npumepHo 0,001
mr po npumepHo 0,03 mr CoeauHenuss 1, WJIM COOTBETCTBYIOIIME KOJMYECTBA €rO
(apMalleBTUYECKH TPUEMJIEMON COJIH), WCIOJb3yeMble B JIIOOOM U3 CIOCOOOB WM
NPUMEHEHUH, PAacKPbITBIX B IAHHOM JOKYMEHTE, MOTryT OBbITb JIOOBIMH M3 1103 HIIU
KOJIUYECTB, PACKPBITBIX B JaHHOM JOKYMEHTe HIDKE. JIOMOJIHUTENbHO, COCTaBbl WM
dapmauesTnyeckue kommnosuimu, copepxkamue CoenuHenue 1, ero MeraOomuT, WIH
(apmaLieBTHYECKH MPHEMIIEMYIO COJIb JIOOOTO M3 BBIICNEPEUHCICHHOTO, UCTIONb3yEeMble B
JT000M U3 CrTOcOOOB M MPUMEHEHH, PACKPBITBIX B JAHHOM JOKYMEHTE, MOTYT OBITb JIFOOBIMU
U3 COCTABOB WJIH (hapMaLEBTHUECKUX KOMITO3ULIMH, PACKPBITHIX B TAHHOM JOKYMEHTE HIDKE.
Jo3bl u konumuectBa CoenuHenus 1, ero Merabonuta, i (papManeBTUYECKU MPUEMIIEMON
coiu JTI0OOT0 M3 BBILIETIEPEYHCISCHHOTO, U COCTAaBbl MJIH (hapMaLeBTHUECKHE KOMIO3HLIUH,
cogepxkamme CoenuHenne 1, ero meradonur, win (papManeBTUYECKH MPUEMIIEMYIO COJb
Tr000r0 M3 BBIMIETIEPEUHCICHHOTO, PACKPBIThIE B JAHHOM JOKYMEHTE, MOTYT OBITh BBEIEHBI

JIHOOBIMH CIOCOOAMH BBEACHUS, PACKPBITBIMH B JAHHOM NOKYMCHTE.

[0095] B nanHOM u300peTeHHH, ypOBeHb SHAOreHHOro JII' B KPOBH JKEHIIMHBI TEpen
BBEJICHUEM HA4YaJbHOW O3Bl MOXKET OBbITh PACCUMTAH Kak cpenHee mNATH 3HaueHwi JII,
HETIOCPEACTBEHHO MPEIIECTBYIOINX HA3HAYEHHOMY AHIO Hadaja BeiOpoca JII' (T.e., 5 nHEH,
npenmecTByomux BBeneHuto CoenmHeHust 1, ero merabonura, wiu (papManeBTUYECKH

MIPUEMJIEMON COJIH JIFOOOTO U3 BbIlIenepednucaeHHoro). Ilosbimenne Oyner yBeqTudeHneM o
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CPaBHEHHUIO C ypOBHEM 3HJoreHHoro JII' B KpOBHU >KEHILMHBI Nepesl BBEACHHEM HaudajlbHOU
no3pl. Konen mnosbileHuss HacTynaer, korga ypoBHu JIIT BO3BpawaroTCs K YPOBHIO
sHaorenHoro JII' B KpOBH JKEHIIUHBI Iepes BBEAEHUEM HauaJlbHON N03bl. B ncnonapzyemMoMm B
JaHHOM JOKyMeHTe 3HadeHuu, muk JII' mpeacraBnser coOoli HauBbiciiee 3HadeHue JII,
ammuntyaa JII' npencrasiser coboit pasHUIy Me)kay MUKOBbIM 3HadeHueM JII' u 3HaueHnem
sHaoreHHoro JII' B KpOBU JKEHINUHBI Tepe] BBEAEHHEM HauaJbHOW IIO3bl, U KPaTHOCTb
npupocrta BeiOpoca JII' npeacrasisier coboli nmukoBoe 3HaueHue JII', neneHHOe HAa 3HAYEHUE
sHaoreHHoro JII' B KpOBH >KEHINMHBI NTepesl BBeeHHeM HadanbHOH n03bl. B ycnosusix KCA,
3HaueHue HsHAoreHHoro JII' B KpOBM >KEHIIMHBI Iepel BBEJEHHEM HAYalbHOM 03bI
HAaxXOOUTCs B Auana3one 3HadeHuil 2-10 ME/n (IU/n), ¢ nuana3oHOM NMUKOBBIX 3HAYEHHH MPH
BeIOpoce JII' ot 20 no 120 ME/n, (AMmiuTyna = nUKOBOE 3HAYEHHE — YPOBEHb SHIOTEHHOTO
JII' B KpOBM >KEHIIUHBI TIepel BBEACHUEM Ha4daJbHOM 103b1). KpaTHOCT MpHpOCTa TUITHYHO
COCTaBIISIET OT 2-KpaTHOH 10 60-kpaTHOH. Y OONBIIMHCTBA JKEHIIWH Okupaercst mpupoct JII

ot 2-kpatHoro 1o 11-kpatHoro (npu nposenennu B ycnoBusax KCA nnm B npenoByissTopHOR

daze).

[0096] Kak Oyner moHATHO KBaNM(UIMPOBAHHOMY ClienuanucTy, ycrnex cxem BPT moxer
3aBHCETh KaK OT BbIOOpa BPEMEHH, TaK M OT JO3UPOBKU BBEIEHUS Pa3JIMYHBIX areHTOB Ha
NPOTSKEHUM Kypca JIEUEHHUs] M B PA3JIMYHBIX (pa3aX MEHCTPYaJbHOTO LIMKJIA XKeHUIUHBI. Kak
OMNMCAHO B JAHHOM JOKYMEHTE, Pa3JINYHbIE CXEMbl 3aBUCIT OT TOYHOI'O BBEIEHMs areHTOB,
Brirodass OCI wim OCI/9MIT mast MHOYKUMU CO3pPEBaHMs OOLIMTOB, a TAKXKE BBENEHHSI
JOTOJHUTEJIBHBIX areHTOB (HAIIpUMep, arOHUCTOB MK aHTaroHucToB I HPI') B onpeneneHHbie
MOMEHTBI MEHCTPYaJIbHOTO IIUKJIA M B ONPENENCHHBbIX 033X Ui O0ECreueHus] CO3PEBaHMsI
MHOKECTBA OOLIMTOB B TEUEHUE AaHAJOTHYHOrO IEPHOAA, TaK YTOOBI TOCIE BBEIEHHS
TPUITEPHOTO areHTa, OOLMTBI, TMOABEPIIIHECS OKOHYATEJIbHOMY CO3PEBAHUIO, ObUIH
JNOCTYIIHBI JJIs1 W3BJICYEHUs Iepel IPEeKICBPEMEHHON OBYJSALIMEN IJIs1 HUCIOJIb30BAHMS,
HampuMep, JJIsl Co3aHus OaHka oomuToB, AoHopcTBa oouutoB, DKO, UKCHU u T.a., wim
MOABEPrarOTCsl OBYJSILUM M BIIOCJIENCTBUM OILUIOAOTBOPEHUI0 mnocpeactsoMm BMM unu
MIOJIOBOTO aKTa B TEUEHUE ONMPENEIEHHOIO NEPUOAa BPEMEHH NOCIIE MNIAHUPYEMOU OBYJISILIUM.
s Bcex Ttakux acnektoB BPT Baxen xonTposas yposHen JII. Hanpumep, AomxHO
NPUCYTCTBOBATh JAOCTaTOuHOE KojmuectBo JII' mna crumymsiunn  (“MHHLUUPOBAHUSA )
OKOHYATEJIbHOIO CO3PEBAaHUsI MHOTOYMCJICHHBIX OOLUMTOB 33 JAHHBIN MEPHUOJ BPEMEHU U B

AOCTATOYHOM KOJIIMYECTBE MJIA IMOJIYYCHHs BbIXOHAa OOLMUTOB, AOCTATOYHO BBICOKOI'O MJIdA
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YCIIEIIHOTO W3BJIEYEHUS OOLMTOB (HAIpPUMEP, JOCTATOYHOrO BBIXOAA OOLMTOB) U, TAKUM
obopazom, mpurognoro mis UKCHU wumu OKO. JlonmonHUTENpHO, B TeX CIydasix, KOraa
npenycmatpusaercs IID, B 4acTHOCTH, B 3TOM K€ MEHCTPYAJIbHOM LUKJIE, IOJDKEH
CyLIeCTBOBAaTh  MOBBIMEHHBbIM  ypoBeHb JII',  mOCTaToOYHBIl AN MPOAOJKECHMS
NPOAYLIMPOBAHMS MPOTECTEPOHA U3 JKEJITOrO Tesa, YTOOBI MOMOYb O0ECIEeYHUTh MOAAEPIKKY
SHAOMETPHs (TaKXKe HA3bIBAEMYIO JIFOTEMHOBOW MOJAEPIKKOH) M TEM CaMbIM MOBBICHTH
BEPOSITHOCTh YCIEINHOW WMIUIAHTALWU 3MOpPHOHA, MPUBOAS TaKMM OOpa3oM K YCIEUTHOH
OEpeMEHHOCTH W POXIEHHUIO >KUBOTO peOeHKa. AHAJIOTMYHO, B TeX CIydYasix, KOraa
MIPOUCXOAUT OBYJISALUSA ¢ nocneayroueil BMU unu nojoBbIM akToM, JIOTEMHOBAsI MOANIEPIKKA
Y BOCHPUMMYHUBBIM 3HIOMETPHUIl TakKe BaXKHbI MO 3TUM e npuunHam. OCHOBBIBasCh Ha
KOHTPOJIE BPEMEHHU BBeINeHHMs U BBedeHOW no3bl CoenmHeHus 1, ero MmeradonuTa, WIH
dapmManieBTHYECKH TNPUEMIIEMON COJH JIIOOOrO U3  BBIMIETIEPEUUCIEHHOTO, C IEJbIO
NOBBILIEHUs] YPOBHEH 3HAOreHHOro JII' JKeHIIUHBI A0 HYXKHOTO KOJUYECTBA U B HYKHOE
Bpemsi, Coenunenue 1, ero merabonut, min GapMaLeBTHUECKH TpUeMIIeMasi COJIb JIF000T0 13
BBILIETIEPEUNCIEHHOTO, MOTYT OBITh O€30MacHO HCIOJIb30BaHbl B pasiuyHbIX cxemax BPT,
ONMMCAHHBIX B JJAHHOM JOKyMeHTe. Kak ommcaHo B NaHHOM [JOKYMEHTE, HCIOJIb30BaHHUE
Coenunenus 1, ero merabonura, wiu (apMaleBTHUECKH NPUEMIIEMON CONMU JIOOOro H3
BBILLENIEPEYUCIEHHOr0, TMOBbIAaeT ypoBeHb »3HAoreHHoro JII' B kposu. Ilockomnbky
ucrogyHukoMm JII' siBisiercss cOOCTBEHHBIN TMNO(U3 SKEHINMHBI, a He SK30reHHsid JII' wmmm
areHt, aroHmsupyromui peunentop JII, puUCK CTUMYyNSALUH  CBEPX(PU3MOIOTrMYECKUX
xonudecTB JII' (Hampumep, upe3sMepHasi CTUMYJISILIUSA ), KOTOpble MOryT npuBoauTb K CI'A wiun
APYTUM OCJIOKHEHHUSIM, 3HUYUTENbHO CHIDKAETCS, B TO JK€ BPEeMsl TakKe IMO3BOJISS MOJIYIHUTh
BBICOKUH BBIXO/ OOLIMTOB IPHU U3BJIEUEHUU OOLIMTOB U MOAMEPKKY YCHENIHONW UMIUIAHTALUH

npu I13.

[0097] [laHHOe M300peTeHHe BKIIOYAET CIOCOOBI M MPUMEHEHHUs, BKIIIOYAOIINE BBEACHHE
Coenunenusi 1, ero merabonura, win (apMaleBTHUECKH NPUEMIIEMONH CONU JIOOOro W3
BBIIICTICPEUNCIICHHOTO, BO BCIIOMOTATEIbHBIX PEMPOAYKTUBHBIX TEXHOJOTHUSX, TAKUX Kak
OKO, MKCH, noHOpPCTBO M KOHCEpBALMS OOLMTOB, PETYJSILUs MEHCTPYaJbHOTO LIHUKJIA
TakuM 00pa3oM, dYTOOBI JKEHIIMHA MOIJIa 3a4aTh MOCPEACTBOM IIOJIOBOTO aKTa WM

BHYTpUMaTO4YHOH nHCeMuHauuu (BMU), nHayKIws oBysiuy, w/wm B npouecce 113.



31

[0098] B wucnoap3yeMOM B JAHHOM JOKYMEHTE 3HAY€HUH, ‘‘OIUJIONOTBOPEHHE in Vilro”
(OKO) Moker OTHOCHUTBCS K CIOCOOy, BKJIIOYAIOIIEMY H3BJICUYCHUE 3PEeJIoN SMLEeKJIETKH,
OTJIOAOTBOPEHHE SULEKJIETKH i Vilro CIepMaTO30MIOM U, TIOCJIe MPOXOKAECHHUs TPOOIEHHS B
OTpeNeNIEHHON CTeNeHH, BBEAEHHE SULEKJIETKH B IOJIOCTh MAaTKU. Takum oOpa3oMm, OHO
MO>KET BKJIIOYATh MPOLIECChl MHAYKLUU OBYJISILUY, B3ATUA sAlinekyneTky, OKO u kyapTUBaum,
u nepenoca smOpuoHa. [Tpu DKO, uHAyKIMS OKOHYATEIbHOTO CO3PEBAHMUS MOXKET MO3BOJISITh
U3BJICYEHUE SULIEKJIETKH (OOLMTA), KOT/Ia SIHIEKJIETKH (OOLKTHI) MOJHOCTHIO co3peroT. Kpome

Toro, B OKO, HHIyKIIMN OKOHYATENIbHOTO CO3peBaHus MokeT npenimectsoBaTs KCA.

[0099] “Tlepenoc »mOpuoHAa” MOKET OTHOCUTBCS, B mpoueccax OKO, k mnpoueccy
UMILJIAaHTAllH 3M6pI/IOHa B mojoctb Matku. Ot OOHOI'o0 A0 HECKOJBbKHX 3M6pI/IOHOB,
BBCACHHBIX B TIIOJIOCTH MATKHU, MOIYT 6]:>ITb HUMIUTAHTUPOBAHBI B MATKy, TEM CaMbIM,
BO3MOJXKHO, MPUBOAA K 6epeMeHHOCTI/I. Otor TEPMUH MOXKET TAKXKEC OXBATbIBATH MNEPCHOC
3aMOpPO’KEHHOTO 3MOpHOHa U mepeHoc 3MOpuoHOB B (ammonueBbie TpyObl (GIFT), =He
CBsI3aHHBIE C in Vifro oruonotrBopenueM. “Ilporecc neperoca sSMOpHOHA” MOKET OTHOCHUTBCS
KO BCEMY NIEPUOAY, HAa NPOTAKCHHUU KOTOPOr0 MPOBOAATCA BBCACHUC 3M6pI/IOHa HUJIN raMeEThbl
B IIOJIOCTb MATKH, IOCJIEA0BATEIbHOCTh MPOLIECCOB MMITJIAHTALMM SMOPHUOHA WJIM TaMeThl B
MaTKy U O€peMEHHOCTh, BBEJICHHE JIEKAPCTBEHHBIX CPEACTB A0 M IMOCJe nepeHoca sMOpHOHa

JJIA DOCTUXKCHUSA 6epeMeHHOCTI/I U T.IL

[0100] “BayrpunuromnazMaruueckoid uHbekuus crnepmarozoupa’  (MKCH) wmoxer
OTHOCHUTBCS K JITAOOpATOPHOI mpoueaype, Mpu KOTOPOi OTOMPAIOT OTAEIbHbII CIIepMaTO30U/
(single sperm) C MOMOLIBKO TOHKOW CTEKJISIHHOM WIJIbI M BBONST MyTEM WHBEKIIMU
HETIOCPEACTBEHHO B Kaxknyrw sitneknerky. [lpu oObrHOoM DKO, sSHUEKIETKH U criepmy
CMEIIUBAIOT HA Yalllke U crepMma "eCTeCTBEHHBbIM 00pa3oM" OIUIOAOTBOpSIET SULIEKIIETKY.
OnHako ISt MOJMYYeHHs IIAHCA TOCTHXKEHUSI 3TOr0 TpeOyeTcst O0JIbIIOe KOTMYECTBO AKTHBHO
IUIaBAIOIIUX HOPMAJbHBIX ClepMaTo30ufoB. Jljii MHOTMX ©ap, IOCTYIIHOE KOJIMYECTBO
MPUTOTHOUW CIIEPMBI MOXKET OBbITb OY€Hb OTPAHUYCHHBIM HJIM MOTYT CYIIECTBOBATH APyTHE
(bakTOpBl, MPEMATCTBYIOIIHME OIUIONOTBOPEHHIO, MO3TOMYy o0ObHOe JKO He sBisercs
BapHaHTOM, HO MoxeT ObiTh ucnonb3oBaHa MKCHU. MUKCHU ortHocuTcss Kk j1abopaTopHOU
nporeaype, MpH KOTOPOW OTHENbHBIA CHEPMATO30M OTOMPAIOT € MOMOIIBK) TOHKOM
CTEKJITHHOW WTJIBI U BBOZST IyT€M MHBEKLIMH HETIOCPEICTBEHHO B KAKAYIO SHLIEKIETKY. JTO

ACIacTCsA B J'Ia60paTOpI/II/I OIIBITHBIMH 3M6pI/IOHOJ'IOFaMI/I ¢ MNOMOIIBK CIICHIUAJIBHOI'O
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obopynoBanusi. Ilpu sTom Tpebyercsi oueHb HEOONBIIOE KOJUYECTBO CIIEPMATO30HAOB H
CHOCO6HOCTb CriepMaTO30u 0B MMIPOHUKATH B ﬂﬁL{eKJ’IeTKy HE UMECT 3HAYCHUs, [TOCKOJIbKY IJIsA
storo ucnoaedyercs Meronuka MKCH. HMKCH He rapaHTupyerT HaCTyIUIEHUS
OILUIOIOTBOPEHHUSI, TIOTOMY YTO IOCJIE MOMEIIEHHsI CIIePMaTO301Ia B SIHLIEKIETKY BCE PABHO

JOJIDKHBI HpOHSOﬁTH HOPMAaJIbHBIC KJIETOYHBIC CcOOBITHS OILNIOAOTBOPEHUA.

[0101] B HekoTOpbIX BapHMaHTaX peaju3aluy CIOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
naHHOM paokymeHte, BPT mnpexacraBisitor coOol JOHOPCTBO OOLMTOB. B HEKOTOpPBIX
BapUAHTAX peAM3alfK CIIOCOOOB U NMPUMEHEHHH, OMUCAHHBIX B JAHHOM JOKyMeHTe, BPT
NPEACTABISIIOT COOOM KOHCEPBALIMIO OOLMTOB. B  HEKOTOPBIX BapHaHTax peajnu3aluu
croco0OB M MPHMEHEHHH, OMHCAHHBIX B HaHHOM aokymeHTe, BPT mpencrasmstor coboit
HUKCH. B HeKkoTOpbIX BapHaHTaX peajH3alud CIOCOOOB U TMPHMEHEHHH, OMHCAHHBIX B
nanHoM nokymente, BPT mpencrasmsiror coboii DKO. B HEKOTOpBIX BapHaHTaxX pear3aluu
croco0OB M MPHMEHEHMH, ONMHCAHHBIX B AaHHOM aokymeHTte, BPT mpencrasmstor coboit
nporecc I1D. B HEKOTOPBIX BapHaHTax peayn3aliil CocOOOB U MPUMEHEHUH, OMMCAHHBIX B
naHHOM pnokymeHre, BPT mnpencraBnsror coOol HHIYKIHMIO OBYJSIUH. B  HEKOTOpPBIX
BApUAHTAX pealn3alfy CIOCOOOB U NMPHUMEHEHHH, ONMUCAHHBIX B JTAHHOM JOKyMeHTe, BPT
npeacTasisiroT codboit BMU. B HekoTOpBIX BapuaHTax peann3aluy criocoOOB U MPUMEHEHUH,
OINHUCAaHHBIX B JaHHOM aokymeHTe, BPT mpeacraBisttor coOoil peryisuuo MEHCTPYaJbHOIO

IHKJIa TAKHUM o6pa30M, YTOOBI JKEHIIMHA MOTIJIa 3a4aTh MMOCPEACTBOM IMOJIOBOI'O aKTa.

[0102] >KeHmwmHBI B crioco0ax U MPUMEHEHHSIX, OMUCAHHBIX B JAHHOM JTOKYMEHTE, MOTYT
BKJIIOYATh JKEHIIHMH, CTPEMSINUXCS 3a0epeMeHeTh. JKeHIMHbI B Croco0ax W MPUMEHEHUSsIX,
ONMHUCAHHBIX B JAHHOM JOKYMEHTE, MOTYT BKJIIOYAaTh >KEHIIHUH, CTPEMSIIINXCS OBYJHUPOBATD.
YKeHuuHb! B criocobax v MPUMEHEHHSIX, ONMMCAHHBIX B TAHHOM JOKYMEHTE, MOTYT BKITFOUYATh
JKEHIIUH, CTPEMSIIINXCS BBICTYNAaTh JOHOPAMH HJIM KOHCEPBHPOBATH OOLMTHI (HAMPHUMED,
JOHOpBI siillekIeToK). JKeHImUHbI B CcrocobaX W MPUMEHEHUSIX, OMUCAHHBIX B JIAHHOM
JOKYMEHTE, MOTYT BKJIFOUATh >KEHIIWH, CTPEMSIIUXCA BBICTYIIaTh B KAYECTBE CYPPOraTHBIX
matepeli. JKeHIMUHBI B Criocobax U MPUMEHEHHSIX, OMMCAHHBIX B TAHHOM JOKYMEHTE, MOTYT
BKJIFOUATh KeHIOWH, nonasepraromuxcs KCA. JKeHmmubl B cnocobax M NPUMEHEHUSIX,
OMHUCAHHBIX B JAHHOM JOKYMEHTE, MOTYT TaKXe BKJIIOYaTh >KeHIIWH ¢ puckom CIA
KenuHe!l B criocobax W MPUMEHEHHSIX, OMFCAHHBIX B JAHHOM JOKYMEHTE, MOTYT TaKiKe

BKJIKOYAaTh JKCHIIHWH, ABJIAOIINXCA 66CHJ’IOI[HI:;IMI/I; AHOBYJIAATOPHBIMH, OTHOCALIHUXCA K
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CTaplieMy pemnpoAYKTHMBHOMY BO3pacTy (T.e., crapuie 35 JeT), WM HCHBIThIBAIOIINX
BTOPHYHYIO SIMUHUKOBYIO HEJOCTATOYHOCTb, OJUIOMEHOPEI, aMEHOPEI0, SHAOMETPHO3 HIIN
cuHApoM  mnojukuctoda  simyHMkoB  (CILA);  wnmm komOmHammm — moOBIX W3
BBILIENIEpEYNCIeHHOr0. JKeHIMHb B cnoco0ax M NPHMEHEHUsX, OMHCAHHBIX B JIAHHOM
JAOKYMEHTE, MOTYT BKJIIOYATh JKEHIIMH, HCIBITHIBAIOIINX AHOBYJSITOpHOE Oecruionue, He
BbI3BAHHOE MEPBUYHbIM HapylleHHeM (YHKIMKU SUYHUKOB. JKEHINMHBI B CrOco0ax W
NPUMEHEHHsIX, ONUCAHHBIX B JAHHOM JOKYMEHTe, MOIYT BKJIIOYaTh JKEHIIHH,
UCTIBITBIBAIOIIUX AHOBYJISITOPHOE OECIIONe BCIENCTBUE MEPBHYHOTO HapyIIEHHs! (PYHKLUU
SUYHUKOB (HampuMep, KOrja >KeHIIMHA HeCrocOoOHa K OKOHYATEIbHOMY CO3PEBAHHUIO
OOLIMTOB WJIM OBYJSLMHU naxke B ycioBusix KCH). XKeHimuHbl B crocobax U MPUMEHEHHSIX,
OMUCAHHBIX B [AaHHOM JOKYMEHTE, MOTYT BKJIOYaTh KEHINWH, HCIHbITHIBAIOIINX
aHOBYJISITOPHOE Oecruiogue BCJIEACTBHE BTOPHUYHOW SIMUHUKOBOH HENOCTATOYHOCTH.
Uenoeuecknii cyOBeKT (CyOBEKTHI) )KEHCKOTO TOJIa U JKEHINWHA (’KEHIIMHBI) HCIIONB3YIOTCS

B IaHHOM JOKYMECHTEC B3aMO3aMCHIACMO.

[0103] ‘Kenmuner ¢ puckom CI'Sl moryT BKIIOUaTh, O€3 OrpaHUYEHUH, KEHIIUH C YEM-TO
onHuM win Heckoiabkumu u3 CITA, AMIT ceiBopoTkH Bbite 15 nMosns/i, odmero YAD Gonee
23 mo Y3U, scrpanuona ceiBopotku (E2) Bbime 3000 mr/mut, UM SKEHIIWH, UCTIBITABIINX
OJMH WM HECKOJbKO mpeaumectsyromux osnu3onos CISl. B HekoTOpbIX BapuaHTax
peanuzarmu, xeHmuHbl ¢ puckoM CI'S umeror AMIT Bbimie 30 MMOJNB/J, U B HEKOTOPBIX
BapUaHTaX peanuzauuu - Bbime 40 TMOJB/JI. B HEKOTOPBIX BapHaHTaxX peajH3allvH,
»eHuuHbl ¢ puckoM CI'Sl mmeror sctpagron E2 ceiBopoTtku Bbime 3500 nr/mu. B ppyrux
BapuaHTax peanuzanuu, E2 cbiBopoTku umeeT 3HaveHue Bbime 4000 mr/mut, win Beime S000
nr/mi. B npyrux BapuaHtax peanusanuu, skeHIuHbI ¢ puckom CI'Sl umeroT sctpaguon E2
ceiBopoTkH Bblime 6000 mnr/mu. JKenmmubl ¢ puckom CI'Sl moryr Brimowath, 0e3
OrpaHUYEHUH, KEHIINH B Bo3pacte 10 30 JIeT, JKEeHIMUH C HU3KUM BECOM Telia (Xy[AbIX) M
H3kuM HUMT (uHZEKCOM Macchl Teja), KeHUIMH C ObICTPO pacTymUMH YpoBHSMH E2,

JKEHIIHH C OOJIBIIIMM YHCJIOM (I)OJ'IJ'II/IKYJ'IOB, u KOM6I/IHaLII/II/I BBIIICTICPECIUCICHHOTO.

[0104] Koutpomupyemass  crumyssinust  simgaukoB  (KCS)  wu xoHTponmpyemas
runepctumyssinus ssmaHUKOB (KI'S) ucronp3yroTest B JAHHOM JOKYMEHTE B3aHMMO3aMEHSIEMO
U MOTYT OTHOCHUTBCSI K MEIMLUHCKOMY JICYEHUI) C LENbI0 HWHAYLUPOBAHUS Pa3BUTUSA

MHOXKECTBaA (l)OJ'IJ'II/IKyJ'[OB SAUYHUKOB IJIsd TMOJIYYCHHS MHOXKECTBAa OOLIMTOB IIpU aCIIUpallvU
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¢domnukynos. KCS MmoxeT BkirOUaTh Tpu 0a30BBIX 3JIeMEHTA: |. 3K30r€HHbIE TOHAOTPOITUHBI
IUISL CTUMYJIILIAN MYJIbTU(OJITMKYJISIPHOTO Pa3BUTHSL, 2. COBMECTHOE BBEACHNUE arOHNCTa WIIN
AHTarOHHUCTOB TOHANOTPONMUH-pHIM3UHT TopmoHa (I'HPI) nmns nomaenenust  QyHKUuM
runopusa W NPEeJOTBPAIUCHMS NPEKACBPEMEHHON OBYJSALMM, W 3. HHUIHMHPOBAHUE

OKOHYATCJIbHOTO CO3PEBAHU OOLIUTOB MEPE U3BJICHCHUEM OOLIUTOB.

[0105] WcnonezoBanue Coenunenuss 1, ero wmerabonurta, wWiu (papMaleBTHYECKH

)
IPUEMJIEMON COJIU JIFOOOTO U3 BBILIETIEPEYHCIEHHOTO, B KAYECTBE TPUITEPHOTO areHTa IMpH
BPT wnu jans mommepskku JIFOTEMHOBOU (ha3bl MOMKET TPHBOIUTH K 0OoJjiee KOPOTKOMY
BPEMEHH HACTYIUIEHUSI OEPEeMEHHOCTH, B YaCTHOCTH, MO CPaBHEHHUIO C TPUITEPHBIMH
areHtamMu Ha ocHoBe 9XI, TOCKONBKY JOJDKHA CHIDKATBCS HEOOXOIUMOCTh B
CEerMEHTHUPOBAHHBIX TMPOTOKOJIAX 3aMOPA’KUBAHMS, KOTOPbIE MPUBOIAT K HEOOXOIUMOCTH

6onpburero yucna nukiioB JKO. “MHuunupoBanne”, B UCTIONb3YEMOM B JAHHOM JIOKYMEHTE

>
3HAYEHUH, MOXKET O3HA4aTh MHAYKLHIO, NMOCPEACTBOM BbIOpoca JII', mporpeccupoBaHHs OT
npodasel I ko BTOpoit 3anep:kke B Meradasze II, koTopas cOXpaHATCS OO OIUIOAOTBOPEHUS.
OTa UHAYKLUS OKOHYATEIbHOIO CO3PEBAHUS MHULIMUPYET MEXaHU3MbI, KOTOPbIE B KOHEUHOM
c4eTe MPUBOAAT K OBYJIALIMH, U TEM CaMbIM IPENONPEACIAIOT OBYJISALIUIO OOLIUTOB, €CIIU 10
TOrO He OyJeT MPOBEAEHO UCKYCCTBEHHOE U3BJICUEHHE OOLIUTOB. B HCIOIB3yeMOM B JaHHOM
JIOKYMEHTE 3HauUeHHUH, “I0TenHOoBas (paza”’ mpeacTaBisieT OO0 Nepuos MKy OBYJIALUEH U
WIN HACTyIUIGHHeM OepeMeHHOCTH, WJIM Ha4yajJoOM MEHCTPYAJIbHOrO LHUKJIA 2 HeneNlsiMH
nosxe. JlroremHoBass ¢asa xapakTepusyercs (OPMHPOBAHHEM JKEJNTOrO Teja, CeKperus
KOTOPBIM CTEPOMAHBIX TOPMOHOB O3CTPOT€HAa U MPOreCTepOHa 3aBUCUT OT CTUMYJISILUU
peuenrropa JII' ¢ momompro JII' mmn uXT'. ITocne numnanTauny passuBaroiascs 0aacrorucra
cekperupyer uXI misa mompmepikaHust (YHKIMH JKEJNTOrO Tejina. BMemaTenbCTBO BO BpeMs
BPT, Takoe kak BBeaeHue aroHucToB I'HPI', MokeT NpUBOAUTE K MOHUKEHHBIM YpOBHsAM JII,
BBbI3bIBAsl HEJOCTATOYHOE MPOAYLHUPOBAHHE MPOreCTePOHA, HEAOCTATOYHOCTH JIFOTEMHOBOU
¢da3pl 1 BO3MOXKHYIO TOTepro OepemeHHocTH. “Tlommep:kka JOTENHOBOH (a3pl” MOMOraeT
NPOTUBOAECHCTBOBATh HEJOCTATOYHOCTH JIFOTENHOBOH (hasbl MyTeM MOBBIEHHUs ypoBHeH JIIT
u/vm crumyJsinuu penenTtopa JII', Tem cambIiM noanepkuBast QyHKIHIO JKEITOTO Teja, W/ Hin

MOBBIIIAs IPOTECTEPOH M MPOMOTHUPYSI UMIUTAHTAIIMIO SMOPHOHA.

[0106] W300pereHue Takke BKIIIOUAET CIIOCOOBI M MPUMEHEHUs, BKJIFOYAIOIIHE BBEICHHE

Coenunenus 1, ero merabonura, win (apMaleBTHUECKH NPUEMIIEMON CONMH JIOOOro H3
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BBILIETIEPEUNCIEHHOrO, UIs1 cHIkeHus: yactorbl CI'Sl. B ompeneneHHBIX Takux BapHaHTaX
peanuszanuu, BBenenue CoenunHenus 1, ero Mmeradonuta, win ¢papMaleBTHIECKH TPHEMIIEMO
conu JO0O0ro U3 BBILICNEPEUUCICHHOTO, 00ECIeunBaeT COMOCTABUMYIO WM YIJIYYIIEHHYIO
YaCTOTY HACTYIUICHUs] OEPEMEHHOCTH, YMEHbILIEHHOE BPeMsl HACTYIJICHUs] OepeMEeHHOCTH U
UHrUOMPOBaHUE TpPEXKIeBpeMeHHONH oByssauuu. “VHruOupoBaHue mNpeKAeBPEMEHHOM
OBYJSIUU~ MOXKET OTHOCHUTBCS K HMHTHOUPOBAHHMIO MPEKICBPEMEHHOTO BBICBOOOMKIECHUS
(oByssinmm) GosuTHKyJia/oouuTa (T.€. paHee CO3PEBaHNE OOLUTOB U BpeMsi 3a00pa sIMIeKIeTKH
mis OKO wmm  gpyroéi cxembl BPT) BcnenctBue ecrectBeHHoro BwiOpoca JIT,
WHIYLUPYIOIEro OBYJSLMI. IIpu ecTecTBeHHOH OBYALMH, 3a00p SIALEKJIETKH MOCTe
BO3JIEHCTBHSI SK30T€HHBIMU cpenctBamu (exogenous collection) mMoxker ObITb 3aTpynHEH, U
OKO wnu npyrue METOIUKH OIUIONOTBOPEHHUSI HE MOTYT OBITh MPOBEAEHBL, IO3TOMY B TaKHX

00CTOSITENBCTBAX CIENyeT N30eraTb €CTECTBEHHONW OBYJISILIUH.

[0107] Kak omumcano Beime, CI'Sl mpencraBisier co0OM CHHAPOM, XapaKTEPU3YEOLIHICS
YBEJIMYEHUEM SIMYHUKOB M OCTPBIM IIEPEMELICHHEM JKHUAKOCTH BO BHECOCYAUCTOE
npoctpancTBO. CHMOTOMBI MOTYT BKJIIOYaTh, O€3 OrpaHUYEHHH, B3IyTHE JKHUBOTA U
IUCKOM(OPT, TUAPOTOPAKC, CHIDKEHHYIO TOYEUHYIO Nep(dy3uio, OTeK, JIOKAIN30BaHHBIN B
AUYHHUKAX, IUAMETP SSUYHUKA >5 CM WU >8 CM, CBOOOIHYIO JKUAKOCTH B OPIOLIHON MOJOCTH,
reMaTokput >45%, neiikouutsl >15%10°/n, ALT (ananunamunoTpanchepasa) umu AST
(acmapratamuHoTpaHcepasa) > 2x ULN (BepxHwuii npenen HopMbl), oOmuii 6enok > 80 1/,
kpeatuHuH > 110 mxmonb/n (mol/L), umm, B Oosee TSDKENbIX Ciydasx, acUUT /WK
IUIEBPAJIbHBIA  BBIIOT M WX TMOCJEACTBUS, BO3HHMKAIOIIUE BCIIEACTBUE TMOBBIIIEHHON
cocymucroii nponunaemoctu. Ocnoxuenuss CI'Sl morytr Brimouatrbh, 0e3 OrpaHUYECHHUH,
TeMOKOHIIEHTPAIUIO, THIIOBOJIEMHUIO WM 3JIeKTpojuTHbIe nucOanancel. Cnadeii CI'SI mMoxkHO
KJIaccupUIIpoBaTh cieayommM obpasom: CteneHb 1 — pacTskeHne )KHUBOTa H TUCKOM(OPT,
00Jb B KUBOTE OT CJIa0ON 1O YMEPEHHOM, B3IyTHE KUBOTA HJIM YBEIHMYEHHBIN pa3Mep TaJuy,
YyBCTBUTEJIBHOCTh B OOJIACTH STMYHUKOB, U BHE3AITHOE YBEJIIMYEHHE Beca OoJjiee 4yeM Ha 3 Kr
(6,6 dynToB); u Crenenp 2 — 3ab6onesanne CteneHu 1 mroC TOIHOTA, PBOTA W/WIIK AWApes], a
TaKXKe YBENMUeHHe SUYHUKOB 10 S5-12 cm. Ymepennsiii CI'Sl mMoxHO KiaccupuuupoBathb
cnenyrommM obpazom: Crenenpb 3 — npusHaku cinadoro CI'Sl mimroc ynerpacoHorpagudeckoe
NOATBEPIKIEHNE acCLUTa U CHIDKEHHas modedyHas nepdysus u ¢ysxoms. Tsoxensiii CIS
MOKHO KJjiaccuuimpoBaTh ciaenyrmuM odpaszom: Crenenb 4 — mpusHaku ymepenHoro CI'A

IIFOC KIIMHUYCCKHUE CBUACTCIILCTBA aCLUTa W/ Wm rUAPOTOPAKCa, 3aTPYAHCHHOE ObIXaHUC
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WIM ONBIIKA, TsDKeNIass OONb B JKUBOTE, TsDKeNas TOIIHOTA M PBOTA, TPOMOBI B HOrax,
YMEHBIIEHHOE MOYEHCITyCKaHUE U HAIPSDKEHHBIN MM yBEJTUYEHHBIN sKkUBOT, U CTeneHp S5 —
BCE BBILICTIEPEUNCIICHHOE IUIFOC M3MEHEeHHe oO0beMa KPOBH, MOBBIMIEHHAS BSI3KOCTb KPOBH
BCJIEICTBHE T€MOKOHLIEHTPALUK, HAPYIIEHHs CBEPTHIBAHUS M OBICTPBIH HAOOp Beca, TaKOH
kak oT 15 no 20 xunorpamm (33-44 ¢yHTOB) 3a mepuon ot matu 10 10 nHeil. B Tsokenbix
ciyvasix, CI'Sl moxker npusectu k cmept. CI'S MokeT BO3HUKATh BCIAEACTBUE MMOBBIIIICHHOM
COCYZIUCTOH MPOHULIAEMOCTH, OOBIMHO BbI3bIBaeMO# ¢ dekramu 3x30reHHOro uXI . CriocoOsbl
U TIPUMEHEHHS], ONMCAHHbIC B JJAHHOM JOKyMeHTe, BKItoJaromue BeeneHne Coenunenus 1,
ero  wMerabosnurta, WM  (apmMameBTUYECKH ~ NpHeMIeMol  comu  Jroboro W3
BBILIETIEPEYNCIEHHOTO, MOTYT OBITh MCIIOJBb30BAHBI LIS JiedeHus1 win npenorspammenust CI
WM IS0 JISYSHUs] WM TPENOTBPAIlCHHUs] OJHOrO WM Heckonbkux cumnromoB CI'A. B
HCIOJIb3yEMOM B JAHHOM JIOKyMEHTE 3HaU€HUH, “JIeUUTh MU “JieueHue” COCTOSIHUS, TAKOTO
KaK ompesneneHHoe 3a00JieBaHNE MM PACCTPONCTBO, MOTYT BKJIFOYAThH JIEUEHHE OIHOTO HIIH
HECKOJIbKUX CHMIITOMOB COCTOSIHUSI W/WJIM TIPENOTBpAIlEHHEe BO3HHUKHOBEHHSI COCTOSIHUS.
JleueHne MOKET BKIFOYATh OCJAOJIEHHE OAHOTO WJIM HECKOJIBKHUX CHMIITOMOB (HAIpHMED,
Oonu), WK MPenoTBpAIEHHe OJHOTO WM HECKOJBKUX CHMIITOMOB, TAKO€ Kak OOJerdeHue

WM TIPEIOTBPALLEHH B3AYTH KHUBOTA U AHCKOM(oOpTa, cBsizaHHBIX ¢ CI'S.

[0108] B HekoTOpBIX BapuaHTaxX peaju3alud CIMOCOOOB M NMPUMEHEHUH, OMHCAHHBIX B
TAHHOM JTIOKYMEHTE, JKEHIIIMHA MOKET HE UCIBIThIBATh OJHOTO WUJIM HECKOJIBKUX CHMIITOMOB
CI'sl nocne BBemeHuss HauvanbHOM 1o3bl Coemubenuss 1, ero wmerabonura, WIH

(bapMaeBTHYECKH MTPUEMJIEMOI COJTH JIFOOOT0 U3 BBILIETIEPEUHUCIEHHOTO.

[0109] B HekoTOpbIX BapHaHTaX peau3aluu CIOCOOOB M TPUMEHEHWH, OMHMCAHHBIX B
JAHHOM JIOKYMEHTE, JIEYEHHE OHOTO MM HeCKOJIbKUX cuMnToMoB CI'Sl MoxeT mpoBOaUTHCS
nocJie BBeZeHUs] HadanbHOH 1036l CoenuHenus 1, ero merabonura, uimu GapMareBTHYECKU

HpI/IeMHeMOfI COJIH JTFOOOTO U3 BBIICTIIEPCIUCIICHHOTO.

[0110] B HekoTOpBIX BapHaHTaX peaTM3aLUN CHOCOOOB M NPUMEHEHUH, ONMHCAHHBIX B
JaHHOM JIOKYMEHTE, TI0CiIe BBeIEHHs HauanbHOH n03bl Coennnenus 1, ero merabonuTa, win
bapmManeBTHYECKH MPUEMIIEMOH COJNH JIFOOOTO U3 BBILICTIEPEYHCICHHOTO, KEHIIIMHA MOXKET

HE UCTIBITBIBATH YXYALICHUA OAHOIO UJIM HECKOJIBKUX CUMIITOMOB Crs.
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[0111] B HekoTOpBIX BapHaHTaX peaTU3aLUN CHOCOOOB M NPUMEHEHUH, ONHCAHHBIX B
JAHHOM JIOKYMEHTE, T0CIe BBeeHUs HauanbHOH no3bl Coenunenus 1, ero merabonuTa, win
(apmaLeBTHYECKH TPUEMIIEMOH COJMM JIFOOOrO M3  BBIMIENEPEYHCICHHOrO, OJAWH HJIH

Heckosbko cumntomMoB CI'S moryT ocnabeBath.

[0112] B HekoTOpBIX BapuaHTaX peaTH3aLUU CHOCOOOB M TPUMEHEHUH, ONMHCAHHBIX B
JaHHOM JIOKYMEHTE, TI0C/Ie BBeIEeHHUs HauainbHOM 103kl Coenuuenus 1, ero merabonuTa, Win
(apMaleBTHYECKH MPUEMIIEMOH COJNH JIF0OOOTO U3 BBILICTIEPEYHCICHHOTO, JKEHIIIMHA MOXKET
HE MCIIBITBIBATH OJTHOTO MJIM HECKOJIbKMX CHMITTOMOB, BBIOPAHHBIX W3 PYIIIBI, COCTOSIIIEHN 13

aCIINTA, MJIEBPAJILHOTO BBHINOTA U CHIKEHHOH MMOUeqHOH nepdy3uu.

[0113] B HekoTOpbIX BapHaHTaX peau3alud CIOCOOOB M TPHMEHEHWH, OMHCAHHBIX B
JAaHHOM JTOKYMEHTe, MOCie BBeASHUs] HadaibHOH no3bl CoenuHenus 1, ero meradonuTa, WiH
(dapMalleBTHYECKH TPUEMJIEMONH COJM  JIFOOOTO W3  BBIMICTIEPEUUCICHHOTO, MOXKET
MIPOBOMTBLCS JICYSHHE OJHOTO WJIM HECKOJIbKMX CHMIITOMOB, BBIOPAHHBIX W3 TPYIIIIHI

COCTOSIIIEN U3 aCLIUTA, IUIEBPAJIBHOTO BBINOTA U CHIKEHHOH IMOUedHON nepdy3un.

[0114] B HekoTOpBIX BapHaHTaX peaIU3alUN CHOCOOOB M NPUMEHEHUH, ONHCAHHBIX B
JAHHOM JIOKYMEHTE, T0CiIe BBeeHUs HauanbHOH no3bl Coenunenus 1, ero merabonuTa, uin
(apmaLeBTHYECKH TPUEMJIEMOH COJIM JIFOOOrO M3 BBILIENIEPEYUCIEHHOTO, pa3Mep STUYHHKA
yBeIM4YMBaeTCs 10 He Oosee 4eM 5 c¢M B nuameTpe. B HEKOTOpPBIX BapuaHTaxX peasu3anuu
crocoOOB U NPUMEHEHHH, OMMCAHHBIX B JAHHOM JOKYMEHTE, IOCJe BBEINCHMS Ha4aIbHOH
no3bel CoenuHenus 1, ero merabomnura, uin papMalieBTHUIECKH IPUEMIIEMON COJIH JIF0OOro 13

BBILIETIEPEYNCIEHHOT 0, pa3Mep STMYHUKA YBEJIHMYUBAETCA 10 He Oojiee 4eM 8 ¢M B Tuamerpe.

[0115] Hcnonp3oBanue uXI' BBI3BIBAET SKCTEHCUBHYK) JIIOTEMHU3ALUIO SIUYHUKA, TPHU
KOTOPOU BBICBOOOKIAOTCS OOJIBINKE KOJHMYECTBA 3CTPOTEHOB, MPOTECTEPOHA M MECTHBIX
utoknHOB. [Iponyuuposanue VEGF (dakrop pocta sHIOTENNs COCYAOB) (DOTUKYIaMU MO
Bo3aelictBeM 4XI[ MOXET MOBBILATH COCYIHCTYI0 THUIEPIPOHULAEMOCTh, JICKAILIYIO B
ocioBe CI'fl. B cmocofax ¥ TPUMEHEHHUsX, OMUCAHHBIX B JAaHHOM JOKYMEHTE,
ucnonp3oBanne Coenuuenus 1, ero meradonura, win (apMaeBTHUECKH MTPUEMIIEMON COJTU
JF0O0ro M3 BBHIMICTIEPEUHCIICHHOTO, MOXeT MHrubupoBarh uinu cHwkath VEGF u, takum
00pa3oM, yMEHbBIIATh COCYAUCTYIO MpOHULaeMocTh, cBszanHyio ¢ CI'S. Coenmnenue 1, ero

MeTabonuT, Ui (papMaleBTUYeCKH MpUeMiIeMasl COJb JIOOOro U3 BBIIENEPEIUCIEHHOrO,
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MOXeT 00safaTh crocoOHOCThIO HHAYLHUPOBaTh OBy LMo B KCS Oe3 yBennueHus ypoBHEN
yXI" wmn VEGF. Coenunenue 1, ero merabonur, win papManeBTHUECKH MpuemMiieMas CoJib
JI000r0 U3 BBIIETIEPEYHCICHHOTO, MOXeT Takke 00janaTh CIOCOOHOCTBIO O0ecreunBaTh

HOANEPIKKY JFOTEUHOBOM (a3pl Oe3 yBennueHust yposneit VEGF.

[0116] Xots aronuctsl ['HPI, mpu ucnonp30BaHUM B KadeCTBE TPUITEPHBIX AareHTOB,
cBsi3aHbl ¢ Oosee Hu3kuM puckoM CI'Sl, oHM TakKe MPUBOIAT K 3HAYMTEIBHO MEHbINEH
YyacToTe HacTyIuieHus: Oepemennoctu. Mcnonb3oBanne CoenuHenus 1, ero merabonuta, win
(apManieBTUYECKH TPUEMJIEMOH COJIM JIFOOOTO W3 BBIIETIEPEUUCIEHHOTO, B Ka4eCTBe
TPUITEPHOTO areHTa MOXKET NPUBOAUTH K OoJee BBICOKOH YacTOTe HACTYIUICHUS
OepeMEeHHOCTH TO CpaBHEHUIO C Tpurrep-aronuctamu ['HPI. B HekoTopeIx BapuaHTax
peanmzanmu, wucnonp3oBanue CoenmHenus 1, ero merabomura, Wi (papMaleBTHYECKH
MPUEMIIEMON COJIH JIFOOOTO U3 BBIIENEPEUNCICHHOTO, B KAY€CTBE TPUITEPHOTO areHTa MOKET
NPUBOIUTE K Oojiee BBICOKOM YacTOTe HACTYIUICHHS OEpEeMEHHOCTH IO CPaBHEHUIO C
Tpurrepamu uXI'. B HEKOTOpBIX BapuaHTax peanusaluy, ucnoib3zoBaHue CoennHeHus 1, ero
MetadonuTa, Wik GpapMaleBTUYECKH MPUEMIIEMOM COJIN JIFOOOTO M3 BBILICTIEPEUNCICHHOTO, B
Ka4eCTBE TPUITEPHOTO areHTa MOXKET MPHUBOAUTH K YaCTOTE€ HACTYIUIEHUS OMOXHMMUYECKOM
OepemenHoctu Oonee 40%. buoxumuyeckas OepeMEHHOCTb MOXKET OTHOCUThCS K 4XI
ceiBOpoTkH > 10 MME/mMn uepe3s 11 nneli mocne mnepeHoca smMOpuoHa. B HekoTOphIX
BapUAHTaxX peanu3auuu, wucnojb3oBanne CoenuneHuss 1, ero Merabomura, WM
(dapmaLieBTHYECKH TNPUEMJIEMOH COJNU JHOOOTr0 M3  BBIIENEPEYHCICHHOrO, B Ka4yeCTBe
TPUITEPHOT'O areHTa MOKET MPUBOIUTH K YaCTOTE HACTYIUICHHS KIMHUYECKOH OepeMEHHOCTH
Oonee 40%. Kiuauueckass OepeMEHHOCTb MOXKET OTHOCHUTBCS K BHYTPHMATOUYHOMY
reCTalMOHHOMY MeIlIKy ¢ cepauedbuenuem Ha Y3U Ha 6 Henene OepeMeHHOCTH. B HEKOTOpPBIX

BapHAaHTax peanm3auuy, wucnojp3oBanne CoenuneHust 1, ero Merabomura, WM

,
(dapManieBTUYECKH TPUEMJIEMOH COJIM JIFOOOTO W3 BBIMIETIEPEUUCIEHHOTO, B KadeCTBE
TPUITEPHOrO areHTa MOXKET MPUBOAMTH K TOKA3aTessiM 4YacTOThl POJOB JKUBBIMH JETbMHU
bonee 40%. Coenmnenne 1, ero merabomut, Wi (papManeBTUYECKH TNpPUEMIIEMAst COJb
Tr000r0 M3 BBILIETIEPEUUCIEHHOTO, MOTYT HMHAYLHUPOBATH OBYJIILHIO, 0€3 MPOAYLHPOBAHUS
u3obITouHoro VEGF B ¢omnukynax, 6e3 ycroiunBoro noseiueHuss 4XI' 1 CBEPXCTUMYJISILIUN
peuenTopoB JII', u 6e3 M30BITOYHOrO KOJUYECTBA 3CTPOr€HOB, MPOTeCTEPOHA MIJIM MECTHBIX

IIUTOKMHOB, TakuM oOpa3oMm, Bo3MOxHO, cHmxkass puck CI'Sl. CospeBaHue OOLMTOB H

WHAYKIHSA OBYJISIUU COG)II/IHeHI/IeM 1, €ro MeTa6OJ'II/ITOM, 50858 (I)apMa]_IeBTI/I"IeCKI/I
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IPHEMIIEMOI COJIBIO JIFOOOTO M3 BBIIIENEPEUHCICHHOTO, B Ka4eCTBE TPHUITEPHOrO areHra
MOXET B KOHCYHOM CUCTC NNPHUBOAUTH K HaCTOTC HACTYIIJICHUA 6epeMeHHOCTI/I, COIIOCTAaBUMOH
¢ uiu OoJiee BBICOKOH, yeM HabJroaeMast Jisi ZOCTYIHBIX B HACTOSIIIIEE BPEMsI TPUTTEPHBIX
arentoB. Coenunnenue 1, ero merabonut, win GpapmMaLeBTHYECKU TpUemiieMasi CoJib JIO0ro
W3 BBIIENIEPEUNUCIEHHOTO, MOXET TaK:Ke OCNabNiATh CHMITOMBI CHHAPOMA TOJMKHCTO3a
sugHUKOB (CITS), MOCKOJIBKY OHHM MOTYT CTUMYJIMPOBATh HOPMAJU3ALMIO OBYJISILIUU Y

MALUEHTOB C TUCPYHKLIUEH SUIYHUKOB.

[0117] B HexoTOpbIX BapuaHTax peanu3aluy, wHcnoib3oBaHue CoenuHeHus 1, ero
mMetabonuta, uiau (papMareBTHIECKH TTPUEMJIEMOU COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
IUISL TIOAAEPKKU JEOTenHOBOH (pasel mpu BPT mosker 3HaumrenbHO cHipkath puck CI'S mo
CpPaBHEHHUIO ¢ OOBIYHOW Tepamuel (T.e., MonAeps:Kka JOTeMHOBOH (a3wl ¢ momomnsro 9XI).
Coenunenue 1, ero merabonut, win (apMaleBTUYECKH MpHeMJieMas COJb J00ro us3
BBILIETIEPEUNCIEHHOTO, MOXET OOecreYnBaTh TMOANEPKKY JIOTEMHOBOH (asel, 0Oe3
nponyuupoBanust n3obitouHoro VEGF B ¢omnmmkynax u 6e3 M30BITOYHOrO KOJWYECTBA
SCTPOTEHOB, NMPOreCTEPOHA UM MECTHBIX LIMTOKMHOB, TEM CAMbIM, BO3MOXKHO, CHIDKAsI PUCK
CI'sl. Ucnonb3zoBanune Coenunenus 1, ero merabonura, win (papmManeBTHIECKH MPHEMIIEMO
COJIM JIFOOOTO M3 BBILIENEPEUNCIEHHOTO, Ul TOAJMEPKKU JIFOTEMHOBON (Da3bl MOXKET TaKXKe B
KOHEYHOM CUeTe MPUBOAUTH K YaCTOTE HACTYIUIEHUS OEPEeMEHHOCTH, COMOCTABUMOH C, WU
Oonee BBICOKOH, uyeM HaOmomaemas Al AOCTYHHBIX B HACTOSINEE BpeMsl CPEACTB IS
NOANEPKKH JIOTEMHOBOH (pasel. B HEKOTOpBIX BapuaHTaxX peaju3aluy, HCIIOJNB30BAHUE
Coenunenusi 1, ero merabonura, win (apMaleBTHUECKH NPUEMIIEMOW COJU JIOOOro H3
BBILICTIEPEYNCICHHOTO, JJISl MOAAEPKKU JFOTEMHOBOH (ha3bl MOXKET MPUBOAUTH K HYACTOTE
HACTyIJIeHHss Ouoxumudeckoii OepemeHHocTH Oonee 40%. B HEKOTOpPBIX BapUaHTaxX
peanmmzarmu, wucnojgp3oBanue CoenmHenust 1, ero merabomura, Wi (papMaleBTHYECKH
NPUEMJIEMON COJH JIFOOOTO M3 BBIMENEPEUUCICHHOTO, Il TOANEPKKU JIFOTEHHOBOH (hasbl
MOET TMPHUBOAWTh K YAacTOTE€ HACTYIUICHHs KIMHUYeCKOH OepemeHHocTH Oonee 40%. B
HEKOTOPBIX BapHaHTaX peanu3anuu, ucrnonb3oBanne CoennHeHus 1, ero merabonura, WM
(apmMarieBTHIECKH TPUEMIIEMON COJU JFOOOTO U3 BBIMIENEPEUHUCICHHOTO, Ul TOANEPKKU
JFOTEUHOBOH (pa3pl, MOXKET NPUBOAWTH K IOKA3aTEJIM YaCTOThl POAOB JKUBBIMH IETbMH

oonee 40%.
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[0118] J[lannOe m300peTeHME MpeayCMAaTPUBAET CIIOCOOBI U MPUMEHEHUS ISl YBEIUYEHUs
JaCTOThl HACTYIUIEHUs] OEPEMEHHOCTH MOCje CTUMyIupoBaHus oByssiun CoennHeHueM 1,
ero MerabomuroMm, WM  (apMaleBTUUECKH NPUEMJIEMOH  CONbl  Jiro0oro w3
BBILLENEPEYUCICHHOTO, BMECTO TpurrepHelx areHToB uXI' wnm aronucros I'HPI. B
HEKOTOPBIX BapuaHTax peanuzauuy, Coenunenue 1, ero Merabonut, WM GpapManeBTHIECKH
NPUEMJIEMYIO COJIb JIFOOOTO M3 BBILIEIEPEUUCIEHHOTO, BBOISAT JKEHIIUHE B KaueCTBE
TPUITEPHOTO areHra, nmpu4yeM BBeaeHue cienyer 3a ¢aszoil KCA. B HekoTOophIX BapuaHTax
peammzarmu, CoenuHenune 1, ero meradonur, win (hapMaLEeBTHUECKH MpHEMJIeMas COJb
a000ro M3  BBIICTIEPEYHCICHHOTO, MOTYT 3((EKTUBHO MPOMOTHPOBATh CO3PEBAHUE
(OJUTMKYIIOB U MHAYLHUPOBATh OBYJILUIO (1) 6€3 MOBBILIEHHs O0OIIEro YPOBHS KOHIIEHTPALIUH
VEGF B kxpoBu, wiu (ii) nmyrem moswimenusi obmero yposHss VEGF Ha mepuon menee 24
4JacoB Tmocje BBeneHus. B Hekoropbix BapuaHtax peanusaimu, CoenuHenue 1, ero
MeTaboanuT, Ui (papMaleBTHYECKH MpUeMJIeMasl COJIb JIIOOOro W3 BBIMIETIEPEUHCIEHHOTO,
UCTIONIb3YIOTCS TSI TOAAEPIKKH JIFOTEMHOBOM (pa3bl C LENbI0 YBEJIWYEHHUS] YaCTOTBI

HACTYTIJIEHHUsI OE€PEMEHHOCTH.

[0119] [lamnoe wu300peTeHME Takke NPEAYCMATPUBAET CHOCOOBI W NPUMEHEHHUS IS
YBEJNIMYEHUSI YacTOThl HACTYIUIEHHs] OEPEeMEHHOCTH TII0C]ie CTUMYJIMPOBAHUS OBYJIILHMU
TPUITEPHBIM AareHToM, BKIIOYaromero BeeaeHue CoenuHeHust 1, ero MmerabonuTa, WU
(apmaLeBTHYECKH MPUEMIIEMOH COJIM JIOOOrO W3 BBILIENIEPEUNCIEHHOTO, IS MOANEPIKKH
JTIOTEMHOBOH (ha3pl. B HekoTophIX BapmaHTax peanusauuu, BeneHue CoenuHeHus 1, ero
metabonurta, uian (papMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
CJIEAYeT 32 WJIM MPOUCXOMUT MO CYIIECTBY B TO K€ CaMOE€ BPEMsi, YTO U MHHLUHpPOBaHHE. B
ONpeNeNIeHHbIX TakuX BapuaHTax peanusanuy, CoenuHenme 1, ero MerabOJHT, WIH
dapmManeBTHYECKH ~TpUeMIIeMasl  COJb  JIIOOOrO0 M3  BBILICTIEPEYUCIEHHOTO, MOTYT
o0ecrieunBaTh MONAEPIKKY JEOTEMHOBOW (a3el (1) Oe3 MOBBILIEHHS OOIIEero ypOBHS
xoHueHntpauun VEGF B kpoBu, wiu (i1) mytem nosbimenuss odmiero ypoBHs VEGF Ha

nepuoa MeHee 24 4acoB MOCE€ BBEICHUS.

[0120] IIporecToreHsl, Takue Kak MPOTre€CTEPOH, MOTYT BBOAMTBCS WM HE BBOAUTHCS B
CBSI3U CO CIOCOOaMM M MPUMEHEHHUSIMH, OMUCAHHBIMU B JTAHHOM JIOKYMeHTe. B HeKOTOpBIX
BapUAHTAX pea3aliH, POreCTEPOH HE BBOIAT B CIIOCO0AX U MPUMEHEHHUSIX, ONHMCAHHBIX B

AaHHOM JOOKYMECHTC. I{eﬁCTBHTeHbHO, OOHHUM BO3MOXHBIM MNPECUMYILICCTBOM BBCIACHUA



41

MHOrokpatHbIx 1103 CoenunHenus 1, ero meradonura, Win (papMaleBTUYECKH MPHEMIIEMOIt
coau J0OOro W3 BBILIETIEPEUUCIEHHOTO, SBJAETCS TO, YTO IPOreCTOT€H MOXET He
TpeOoBaTbCs AN MOANEPKKH JIFOTEMHOBOH (Dasbl. DTO B 3HAYUTEIBHOW CTETEHH YIPOLIAET
nportokonbl BPT, nockonpky MHOTHE U3 HUX TPeOYyIOT €XKeIHEBHOTO BBEEHHS IIPOreCTOreHa,
TAKOr0 KakK MPOTeCTEPOH, 4acTO MyTeM MHbeKUMU. MHOrna, BBeIeHHE NMPOrecTOreHa, Takoro
KaK MPOrecTepoH, TpeOyeTcs Ha MPOTSHKEHUU 3 MeCsleB Wid OOJblie, MOCe WU3BJICYEHUS
SHLEeKJIeTKH. VICKJIIOYeHne WM YMEHbLICHHE NOTPEeOHOCTH B TPOTECTOTEHE, TaKOM Kak

nporectepoH, mnocpeactsom  BBemenuwss CoenguHenms 1, ero  MerabonuTta, WU

2

(bapMaleBTUYECKH TPUEMJIEMON COJIH JIFOOOTO U3 BBIIIENIEPEUUCIIEHHOrO0, OyneT obserdarsb

Harpysky, cozaasaemyto BPT, u ynpomats npoTOKOJIBL.

[0121] [lansOe m300peTeHHe NOTONHHUTEIBHO NMPEeNyCMaTPUBAET CIIOCOObI U MPUMEHEHUS
I CHIWKeHus BepositHocTH  pasButuss CISl  mocne cTuUMynupoBaHMsI  OBYJISILIMM
Coenunenuem 1, ero MmerabonuToMm, WM (papMaeBTUUECKH TPUEMIIEMON COJIBIO JIFOOOTO 13
BBILIECTIEPEYUCIIEHHOTO, BMECTO CXEMbl JIeYeHUs C ucnosnb3oBaHueM uXI-tpurrepa. B
HEKOTOPBIX BapUaHTaX peaM3aluy, Crocod WM nmpuMeHeHue cienyroT 3a (asoit KCA u

npenycMaTpuBarOT  BBeneHue okeHmuHe CoenmHenuss 1, ero  MeraonuTta, WA

,
(dapManieBTUYECKH TNpPUEMJIEMON COJNM JIFOOOrO M3 BBIIETIEPEUUCIEHHOTO, B KadyecTBe
TPUTTEPHOTO areHTa, KOTOPbIi MOXeT 3¢ (peKTHBHO MPOMOTHPOBATEL CO3peBaHKE (POJUTUKYJIIOB
U MHAYUHUPOBATh OBYJSALMIO. B HEKOTOPBIX BapuaHTaX peaju3aluy, HCIIONb30BAHUE
Coenunenusi 1, ero merabonuta, win (apMaleBTHUECKH MPUEMIIEMOW COJU JIOOOro H3
BBIIIETIEPEYNCIIEHHOTO, B Ka4eCTBE TPUITEPHOro areHta (i) He MOBBIIIAET OOLUN YPOBEHb

xoHuentpauun VEGF B xpoBu, wnu (ii) noseimaer odumii yposenb VEGF Ha nepuon menee

24 yacoB MOCJIe BBEAEHUS.

[0122] [lanHOe M300peTeHHEe IOMOJHUTEIBHO MPEAyCMATPUBAET CHIKEHUE BEPOSITHOCTH
pazButusi CI'f mocie cTuMyTupOBaHUs OBYJISILIMK MyTeM UcToiib3oBaHusi Coennnaenus 1, ero
mMetabonuTta, Uin (HapMalEeBTHUYECKH MPUEMIIEMOUN COJIU JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
Ui TIONAEPKKH JIFOTEMHOBOUW (ha3bl. B ompeneneHHbIX TaKUX BapHaHTaX peau3alluy,
BBeneHne Coenmuenusi 1, ero merabomnura, win (apMaleBTUYECKH TPUEMJIEMON COJIU
1000T0 U3 BBIMIETIEPEUUCIEHHOTO, CIEAYET 32 UM MPOUCXOANT IO CYIIECTBY B TO XK€ CaMOe
BpeMsi, YTO W HWHUIUUPOBAaHUE. B HEKOTOPBIX BapHUAHTAX peaH3alfH, HCIOIb30BAHHUE

Coenunenus 1, ero merabonura, win (apMaleBTHUECKH NPUEMIIEMON CONMH JIOOOro H3
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BBILIETIEPEYNCIIEHHOTO, JIJIsl IOAAEPKKHU JIFOTEMHOBOH (pa3bl (1) He MOBbIMAET OO YPOBEHb
xoHuentpauun VEGF B xpoBu, mnu (i) noseiaer odmuii yposenb VEGF Ha nepuon menee

24 4acoB MOCJIE BBEIECHHUSI.

[0123] M3oOperenne mnpenycmatpuBaer crocoObl ucnosib3oBaHus CoenuHeHust 1, ero
metabonurta, uian (papMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIIENEPEYUCIEHHOTO,
IUI TIOBBILIEHUsI YPOBHsI SHAoreHHOro JII' y Hyknaromeiicss B 3TOM KEHIIUHBI, TPOXOsIIei
npouenyps!l BPT, B kOTOpBIX ypoBeHBb 3HAOr€HHOro JII' B KpOBHM JKEHIIMHBI MOBBIIIEH IO
MEHBbIIEH Mepe NMPUMEPHO 36 4acoB IOCHE BBEACHMsS HAYaJIbHOW NTO3bI, N0 CPAaBHEHUIO C
ypoBHeM sHuoreHHoro JII' B kpOBM >KEHIIWHBI Mepe] BBEACHHEM Ha4dalbHOH A03bl. B
HEKOTOPBIX BapHaHTax pealu3aluy, ypoBeHb dHAoreHHoro JII' B KpoBU JKEHIUHBI OBbILIEH
10 MeHblllel Mepe NpUMepHO 24 yaca nociie BBeAeHHs HadanbHOI no3el CoenuHeHus 1, ero
mMetadonuTta, Uian (HapMareBTHYECKH TPHEMJIEMOU COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
110 CPaBHEHMIO C YPOBHEM 3HAOreHHoro JII' B KpOBU >KEHIIMHBI [1epe]l BBEIEHUEM HaualbHON
703bl. B HEKOTOpBIX BapHaHTax peaju3alliy, IO MeHbllel mepe mpumepHoO 40 yacos mocie
BBelIeHNsT HadanbHON n03bl CoenmHenust 1, ero merabonura, wWin (apMaleBTHYECKH
NPUEMIIEMON COJIM JIFOOOrO M3 BBILIETIEPEUNCIEHHOr0, YpoBeHb »HoreHHoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH MO CPABHEHUIO C YPOBHEM 3HAOreHHOro JII' B KpOBU KEHIIUHBI Iepen
BBEJICHMEM HauyaJbHON [03bl. B HEKOTOpBIX BapuaHTax peaju3alud, MO MEHbIIEH Mepe
npuMepHoO 44 yaca rocje BBeAeHUs] HadaiabHOH no3bl Coenunenus 1, ero meradonura, WiH
dapmaneBTHYECKH TpUEMIEMONW COJIM JIOOOr0 W3  BBILICNIEPEUHCIEHHOTO, YPOBEHb
sHaoreHHoro JII' B KpOBU >KEHIIMHBI MTOBBILLIEH MO0 CPABHEHUIO C ypOBHEM sHaoreHHoro JII' B
KPOBH JKEHIIMHBI TIepe]] BBEIEHUEM HavdallbHOI 03bl. B HEKOTOpBIX BapuaHTax peanu3aluy,
10 MEHbLIeN Mepe MpuMepHO 48 4acoB mociie BBeeHUsI HauanbHO 10361 CoenuHeHus 1, ero
mMetabonuta, uiau (HapMaleBTHYECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
ypoBeHb 3HJOreHHoro JII' B KpOBU JKEHILIWHBI MOBBILIEH IO CPaBHEHHUIO C YPOBHEM
sHaoreHHoro JII' B KpOBM KEHIIMHBI epel BBEAEHHEM HadalbHON 03bl. B HEKOTOpBIX
BapUaHTaxX peaju3aluy, [0 MEHbLIEH Mepe MPUMEPHO 52 4Haca MOCae BBEICHHUS HA4YaJIbHON
no3bl Coenunenus 1, ero merabonuta, wiu papMaleBTHYECKH IPUEMIIEMON COJTU JTF0O0T0 U3
BBILLIENIEPEUNCIEHHOr0, ypOBeHb 3HAOreHHoro JII' B KpPOBM JKEHIIMHBI IOBBIIIEH IO
CPaBHEHHUIO C ypoBHeM 3HaoreHHoro JII' B KpoBM KEHILMHBI Nepesl BBEAEHHEM HauajlbHOU

JO03bI.
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[0124] MU3oOpereHue Takxe mpexycMaTpuBaeT criocoObl mcnoib3oaHus CoenuHeHus 1,
ero  Merabomurta, wiaM  (papmMaueBTHYECKH  IpHeMiIeMoll  comu  Jroboro w3
BBILIENIEPEYNCIEHHOTr 0, AJIsl MOBBIIIEHUsT YPOBHs sHAOreHHoro JII' y Hykparomeics B 3TOM
JKEHIIUHBI, TpoxoasALeil npouenypsl BPT, B KOTOpbIX MakCUMaNbHbIN YPOBEHb 3HJOT€HHOTO
JII' B xpoBu HaOJIONAETCsI Yepe3 MO MEHblIei Mepe MpUMepHO 12 4YacoB MoOCje BBEACHHUS
HAvaJbHOW J103bl. B HEKOTOpBIX BapHaHTaxX pealu3alliy, MOC/e BBEACHUS Ha4yaJlbHOW JTO3BI
Coenunenusi 1, ero merabonura, win (apMaleBTHUECKH NPUEMJIEMOH COJU JIIOOOTo W3
BBILIETIEPEYNCIEHHOTO, MAaKCUMAJIbHBIH YpoBeHb 3HAorenHoro JIIT B kpoBu HaOmromaercs
MeXxay NnpuMepHo 12 wacamu u npumMepHO 48 yacaMu MOcCjae€ BBEAEHHUs HAa4aJIbHOW N03bl. B
HEKOTOPBIX BapHaHTax peaju3aliy, Mocjie BBeAeHUs] HadalbHOU no3bl CoenuHeHus 1, ero
metabonuta, uian (HapMaleBTHIECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIIIENEPEYHCIEHHOTO,
MaKCHUMaJIbHBIH ypoBeHb 3HAOreHHoro JII' B kpoBu HabmromaeTcst Mekay NpuMepHO 12
yacaMu U MpUMepHO 36 JacaMmu NOCJe BBEACHUS Ha4aJbHON N03bl. B HEKOTOPBIX BapuaHTax
peanm3anuu, Tocie BBeNeHHs HadanbHOW 1036l Coenubenust 1, ero merabonura, WIH
dapManeBTUYECKH MPUEMIIEMO COJM JIFOOOr0 W3 BBIMIENEPEUNCICHHOTO, MAaKCHMaJIbHbIHI
ypoBeHb 3HIoreHHoro JII' B KpoBU HaOmogaeTcs MeXay npuMepHO 12 "acamu U mpUMEpPHO
24 yacaMu moOcCJi€ BBEICHUS HAYaJIbHOM A03bl. B HEKOTOpBIX BapHaHTax peajlu3aluy, Mocje
BBeIeHNs HadanbHOM 103bl CoeamHenus 1, ero merabonura, wWin (papMaleBTHYECKH
HPUEMJIEMOH COJH JIFOOOTO U3 BBILIETIEPEUNCIEHHOTO, MAKCHMAJIbHBIH YPOBEHb SHIOT€HHOTO
JI' B xpoBu Habmomaercss Mexay npuMepHoO 12 wacamu u mpumepHo 18 wacamm mocrne
BBEJICHUS] HAYaJIbHOM 103bl. B HEKOTOpBIX BapuaHTax peaju3alyy, IOCJe BBEICHMUS
HauanbHOM 036l CoenuHenust 1, ero merabonura, Wiu papMaleBTUYECKH TPUEMIIEMON COJTH
M000ro W3 BBIENEPEYHCICHHOTO, MaKCUMAJbHBIA ypoBeHb SHAorenHoro JIIT B kpoBu
HabJroaeTcst yepe3 mpuMepHO 14 4acoB mocie BBENEHMs HAdajbHOW H03bl. B HEKOTOpPBIX
BapUAHTaX pean3alliy, Mocie BBeIeHHs HavyaidbHOH no3bl CoenuHenus 1, ero merabonura,
wi  (papManeBTHYECKH TNPHEMJIEMOH  Ccolu  JIOOOro M3 BBIMIENEPEUHCIEHHOTO,
MaKCHUMaJIbHBIN ypoBeHb 3HAoreHHoro JII' B kpoBu Habmogaercs yepe3 npuMepHo 16 4acos
1ocjie BBEJIEHUs HadalbHOM 103bl. B HEKOTOpBIX BapuaHTax peaju3ally, MOCje BBEACHMUs
HauvanbHOM 1036l CoennHenus 1, ero merabonura, Wi GpapManeBTUIECKH PUEMIIEMON COJIH
m000r0 W3 BBIIENEPEYHCICHHOTO, MaKCUMAJbHBIA ypoBeHb sHaorenHoro JIIT B kpoBu
HaOroaeTcs dyepe3 npuMepHO 18 4acoB mocne BBENEHHsI HavalbHOM A03bl. B HEKOTOpBIX
BapUAHTaX peayn3alliy, Mocie BBeIeHHs HadajdbHOH n03bl CoenuHenus 1, ero merabonura,

wii  (apManeBTUYECKH  TNPHEMJIEMON  colu  JII0OOro M3 BBIMIENEPEUHCIEHHOTO,
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MaKCHMaJIbHbIN ypoBeHb 3HAoreHHoro JII' B kpoBu HaOmogaercs yepe3 npumepHo 20 4acos
1ocjie BBEIEHUs HAdajlbHOW 103bl. B HEKOTOpBIX BapHaHTax peaju3aliH, MOCJIe BBEACHMUs
HauabHOM 10361 CoenuHenust 1, ero mertabonura, Wiu GpapMaleBTUYECKH TPUEMIIEMON COJTH
MO0O0ro W3 BBINIENIEPEYUCIEHHOTO, MAaKCHMAJbHBIN ypoBeHb dsHAoreHHoro JIIT B KpoBH
HaOJrolaeTcst uepe3 MpUMepHO 22 yaca Mocje BBEACHUS HadajJbHOH J03bl. B HEKOTOPBIX
BapUAHTAX peayn3aliy, MMoce BBeIeHHs HavaabHOH no3bl Coenunenus 1, ero merabonura,
wii  (papMaueBTUYECKH  TMPHEMJIEMOH  COoNu  JIoOOr0 M3 BBILIETIEPEYUCIEHHOTO,
MaKCHUMaJIbHBIN ypoBeHb 3HIoreHHoro JII' B kpoBu Habmromaercst yepe3 mpuMepHO 24 daca
1ocjie BBENIEHUs HauyalbHOW 103bl. B HEKOTOpBIX BapHaHTax peaju3aliy, MOCJe BBEACHMUS
HauanbHOM 1036l CoennHenus 1, ero merabonura, Wi GpapMareBTUIECKH PUEMIIEMON COJIH
a000ro W3 BBIENEPEYHCICHHOTO, MAaKCUMAaJbHBIA ypoBeHb SHAorenHoro JIIT B kpoBu
HaOrolaeTcst yepe3 NMpUMEpHO 28 4acoB IMOCHE BBEASHHs HaYabHOW A03bl. B HEKOTOPBIX
BapUAHTaX peaM3alliy, Mocie BBeIeHHs HavyajdbHOH n03bl CoenuHenus 1, ero merabonura,
wii  (papManeBTUYECKH  TNPHEMJIEMOH  Colu  JIIOOOro M3 BBIMIENIEPEUHCIEHHOTO,
MaKCHMaJIbHBIN ypoBeHb 3HIOoreHHoro JII' B kpoBu Habmromaercst yepe3 mpuMepHO 32 daca
1ocjie BBEIEHUs HAdajbHOW 103bl. B HEKOTOpBIX BapHaHTax peaju3aliy, MOCJe BBEACHMUs
HauanbHOM 103b1 CoenuHenus 1, ero merabonura, Ui papMareBTUIECKH IPUEMIIEMOI COJH
mo00ro M3 BBIENEPEYUCICHHOTO, MaKCHUMAaJIbHBIA ypoBeHb dSHaorenHoro JII' B kpoBu

HaOJIr01aeTCst Yepe3 mMpuMepHo 36 4acoB MOC/e BBEAECHHS HAYaIbHOMN TO3BI.

[0125] MHzobpereHue nmpeaycMaTpuBaeT CrocoObl M MPUMEHEHUs JJISl TIOBBIIIEHUS] YPOBHS
sHporeHHoro JII' y skeHmuHbl, npoxoasmen npoueaypel BPT u Hyxnaromeiics: B nmogaepkke
JIOTEUHOBOH (ha3bl, BKIIOYAIOLINE BBEICHHE KEHIIMHE HayabHON 1036l CoenuHenus 1, ero
metabonuta, uiau (HapMareBTHYECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
MOCJI€ TIOJyY€HMs] YKA3aHHOHN JKEHIUHON TPUITEPHOHN O3Bl areHTa CO3PEBAaHUs OOLIUTOB B
pamkax cxembl BPT. AreHT co3peBaHUs] OOLMTOB, MJIM TPUITEPHBI areHT, MOXET OBITb
WCIIONIb30BaH JJIsl MPOMOTHUPOBAHUSI OKOHYATEJIBHOIO CO3pEeBaHUs OOLUTOB B cxemax BPT
nepen usBnedeHrneM oouutoB (Hampumep, KO, UKCH) unn nepen oByJsLHMed B paMKax
neueHus, Hanpumep, CIIA, korna, nocie oBynsauuu, BMU unu nonosoii akT npuypoyeHsl K
OTpeeIEeHHOMY BPEMEHH ISl MAKCHMHU3allMHU 1IAHCA OIIONOTBOPEHUS SIMLIEKIETKH. ATE€HTBI
CO3pEeBaHMs OOLIMTOB MOTYT BKO4aTh, Hanpumep, Coenunenue 1, ero merabonut, wim
dapManeBTUYECKH ~IPUEMJIEMYIO COJNb JIFOOOrO M3  BbIENepeunuciIeHHoro, uXI

2

pexkoMOMHaHTHBIN moTenHusupyomuii ropmoH (pJII'), nmu aronuct I'HPI. B HekoTopbIx
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BapHaHTax peainsauu, aroHucT ['HPI' BbIOMpatOT U3 rpymbl, COCTOSIIEH U3 JIEHIpOopeTnHa
alerata, rOHaJIOpeNInHa, OycepenuHa, TPUMITOPEINHA, rocepesinta, HadapeanHa, TUCTPeNHA,
JeCIOpeNnHa, MeTEepeInHa, JISLUpPEeSIHHA, K (papMaleBTHYeCKH IPUEMIIEMBIX COJel JIF0Ooro
U3 BBILIETIEPEYUCIICHHOr0. B HEKOTOPBIX BapuaHTax peaju3aliy, OAHA WJIN HECKOJBKO /103
Coenunenusi 1, ero merabonuta, win (apMaleBTHUECKH NPUEMIIEMON COJU JIOOOro H3
BBIIIENIEPEYUCIIEHHOTO, MOI'YT OBbITh BBENEHbI JKEHIIMHE, HYXKAAIOIIENWCs B MOMIEPIKKE
JEOTEMHOBOM (ha3bl Tepen W3BJICYEHHEM OOLIMTOB, TOCJE H3BJICYEHUS OOLIMTOB, WM Kak
nepen, Tak U MOCe M3BJICYEHUs] OOUMTOB. AHajoru4yHo, 1ysi cxem BPT, He Brimrodarommx
U3BJIEYEHHE OOLIMTA, OJHA WU Heckonbko n03 CoemuHenust 1, ero merabonura, WU
(hapMalleBTUYECKH TPHEMJIEMONW COJIM JIFOOOr0 W3 BBIIIETIEPEYHCIEHHOTO, MOTYT OBITh
BBEJICHBI JKEHIIUHE, HYKIAIOUIEHCS B TMONIEPIKKE JIIOTEUHOBOW (hasbl, Mepen OBYJISIHUEH,

MOCJIC OBYJIAILUU, UJIU KaK IEPE, TaK U IMMOCJIC OBYJIALNN.

[0126] B HekoTOpBIX BapHaHTaX peaTM3aLUN CHOCOOOB M NPUMEHEHHWH, ONHCAHHBIX B
JAHHOM JOKYMEHTE, YypOBEHb 3HAOreHHOro JII' B KPOBM >KEHIIWHBI IOBBILIEH MEXIY
npuMepHo 12 yacamu U npumepHO 96 yacaMu mocje BBeAeHMs HadanbHOH 103bl CoeqMHEeHMs

1, ero wmerabomura, wiu (QapMaueBTUYECKH TpUEMJIEMOl comu  JOOOro  us3

>
BBILIENIEPEYNCIEHHOr0, MO CPaBHEHHIO C YpPOBHEM 3HAOreHHoro JII' B KpOBH KEHIIUHBI
nepes BBEIEHHEM HauyalbHOW 103bl. B HEKOTOpPBIX BapuaHTaxX pean3alud CIOcCOOOB H
NPUMEHEHUH, OINMHUCAHHBIX B JAHHOM JOKYMEHTE, ypoBeHb sHaorenHoro JII' B kpoBu
JKEHIIIHBI MTOBBILIEH MEXIy NpUMepHO 12 dyacamu u npuMepHO 84 yacamu mocjie BBEICHUs
HauanbHOM 1036l CoenuHenus 1, ero merabonura, Wi papMaleBTUYECKH TIPUEMIIEMON COJTH
J000r0 M3 BBILICTIEPEYHCICHHOTO, MO CPAaBHEHHMIO C ypoBHeM sHaoreHHoro JIIT B kpoBu
JKEHIIUHBI Tepell BBEAEHHEM HadalbHON 103bl. B HEKOTOpBIX BapuaHTax pealu3aLuu
croco0OB U MPUMEHEHUH, ONMHMCAHHBIX B JAHHOM JOKYMEHTE, ypoBeHb SHAorenHoro JII' B
KPOBHU >KEHIIUHBI NMOBBILEH MEXAy NpuMmepHO 12 yacamu M npumepHO 72 4dacamu mocie
BBeICHUS] HadanbHOH 103bl CoenmHeHust 1, ero merabonura, Win (apMaleBTHYECKH
NpUEMJIEMON CONM  JIIOOOTO U3  BBILIENIEPEUUCIEHHOTO, IO CPaBHEHUIO C YPOBHEM
sHaoreHHoro JII' B KpoOBM JKEHIIWHBI Epe] BBEAEHHEM HadalbHON N03bl. B HEKOTOpBIX
BApUAHTAX peAN3alli CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HAoreHHoro JII' B KpOBU JKEHIIMHBI IOBBILIEH MeXAy NpuMepHo 12 uyacamu u

npumepHO 60 yacamu rociie BBeIeHsI HadanbHoH 103kl CoennHeHus 1, ero merabonura, HiH

(bapManeBTUYECKH MPUEMIIEMON COJH JIOOOTr0 M3 BBIIETIEPEUNCIEHHOTO, 10 CPABHEHUIO C
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ypoBHEM 5HAOreHHOro JII' B KpOBM >KEHUIMHBI MEpel BBEACHHEM HaydajbHOW 103bl. B
HEKOTOPBIX BapUAHTaX pean3alii CrIocOO0B W MPUMEHEHUMN, OMHCAHHBIX B JAHHOM
JNOKYMEHTE, YpOBEeHb SHAOTeHHOro JII' B KpOBM >KEHIIMHBI MOBBILIEH MEXIy NMpuMepHO 12
yacaMu U mpuMepHO 48 uyacamu mocie BBeneHuUs HadanbHON no3bl CoenwHeHus 1, ero
MetabosnTa, Wik (GpapMareBTUYECKH MPUEMIIEMON COJIM JIFOOOrO M3 BBILIEIEPEUUCIEHHOTO,
10 CPABHEHHIO ¢ ypOBHEM 3HAOreHHOTo JII' B KpOBH *KEHIMHBI TIEPe]l BBEACHHEM Ha4aJIbHOU
103bl. B HEKOTOPBIX BapHaHTaX peau3aliy CIIOCOOOB U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM
JIOKYMEHTe, ypOBEeHb 3HAOTeHHOro JII' B KpOBM JKEHIIUHBI MOBBILIEH MEXIy npuMepHo 14
yacaMu U TpuMepHO 84 wacamMu MOcCje BBeNeHUs HadanbHOW 103kl Coenunenust 1, ero
MetabonuTta, uian (HapMaleBTHYECKH TTPHEMJIEMOU COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
M0 CPABHEHHIO C ypOBHEM 3HAOreHHOro JII' B KpOBH JKEHIIMHBI TIEPE]] BBEACHHUEM Ha4aJIbHON
103bl. B HEKOTOPBIX BapHaHTAaX pean3aliy ClIoCOO0B U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM
JIOKYMEHTE, ypOBEeHb 3HAOTeHHOro JII' B KpOBH >KEHIIWHBI MOBBILIEH MEXIy MpuMepHO 14
yacaMy U TPUMEPHO 72 yacaMu TMOCJ€ BBeNeHHUs HadanbHOM n03bl Coenunenust 1, ero
mMetadonuTta, Uian (papMaleBTHYSCKH TPHEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
M0 CPAaBHEHHIO C ypOBHEM 3HAOreHHOro JII' B KpOBH JKEHIIMHBI NIEPE] BBEACHUEM Ha4aJIbHON
103bl. B HEKOTOPBIX BapHaHTaX pean3aliy Crioco00B U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM
NOKYMEHTE, YPOBEeHb SHAOreHHOro JII' B KpOBM JKEHIIMHBI MOBBILIEH MEXIy NpuMepHo 14
yacaMu U mpuMmepHo 60 dvacamu mocie BBeneHuUs HadanbHON no3bl CoenwHeHnus 1, ero
merabonura, Win (apMaleBTUUECKH IPUEMIEMON COJH JIOOOr0 M3 BBILENEPEYHCICHHOTO,
10 CPAaBHEHHIO ¢ ypoBHEM 3HA0reHHOro JII' B KpOBH JKEHIIMHBI TIEpe]T BBEACHHEM Ha4aJIbHOU
N03bl. B HEKOTOPBIX BapUaHTaX pean3aliy CIIOCOOOB U MPUMEHEHUH, OMMCAHHBIX B JAHHOM
JIOKYMEHTe, ypOBeHb 3HAOTeHHOro JII' B KpOBM JKEHIIUHBI MOBBILIEH MEXIy npuMepHo 14
yacaMu U mpuMepHO 48 wacamMu mocje BBeneHUs HadanbHOW 103kl Coenunenust 1, ero
metabonurta, uian (HapMareBTHYECKH TTPHEMJIEMOU COJIU JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
M0 CPABHEHHIO ¢ ypOBHEM 3HIOreHHOro JII' B KpOBH JKEHIIMHBI TIEPE]] BBEACHUEM Ha4aJIbHOU
N03bl. B HEKOTOPBIX BapHaHTAaX pean3aliy CIIOCOOOB U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM
JOKYMEHTE, YpOBEeHb 3HAOTeHHOro JII' B KpOBH >KEHIIWHBI MOBBILIEH MEXIy MPUMEpPHO 24
yacaMu U TNpuMepHO 84 wacamMu Mocje BBeneHHUs HadanbHOM n03bl Coenunenust 1, ero
mMetadonuTta, Win (HapMareBTHUISCKH TPHEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
M0 CPABHEHHIO C YPOBHEM 3HAOreHHOro JII' B KpOBH JKEHIIMHBI NIEPE] BBEACHUEM Ha4aJIbHON
103bl. B HEKOTOPBIX BapHaHTaX pean3aliy ClIocCOO0B U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM

JOKYMEHTE, YPOBEHb 3HAOTeHHOro JII' B KpOBM JKEHINUHBI MOBBIIEH MEXIy NPUMEpPHO 24
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yacaMy U TMPUMEPHO 72 yacaMu MOCJ€ BBeNEeHHUs HadanbHOW n03bl CoenunHeHust 1, ero
MetadonuTta, Uin (papMareBTHUYECKH MPUEMJIEMON COJH JIFOOOTr0 U3 BbILIENEPEYHCIEHHOTO,
IO CPABHEHHIO C YPOBHEM SHAOreHHOro JII' B KpOBU >KEHIIMHBI Mepe]l BBEIeHUEM HauaIbHOU
103bl. B HEKOTOPBIX BapHaHTaX peaju3alud CIIOCOOOB U MPUMEHEHHI, OMMCAHHBIX B JAHHOM
IOKYMEHTE, YPOBEeHb SHAOTeHHOro JII' B KPOBH JKEHIIHMHBI MOBBIIIEH MEXAy MPUMEPHO 24
yacaMu U mpuMepHo 60 yacamMu mocje BBeneHUs HadanbHOW 103kl Coenunenust 1, ero
mMetabonuTta, Uian (papMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTr0 U3 BBIMIENEPEYUCIEHHOTO,
MO CPaBHEHHIO C YPOBHEM 3HIOreHHOTo JII' B KPOBH JKEHIIMHBI NT€pPel BBEIEHUEM Ha4aIbHOU
N03bl. B HEKOTOPBIX BapHaHTAaX pean3aliy CIIoCOOOB U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM
JOKYMEeHTe, ypoBeHb dHAOreHHOro JII' B KpOBH KEHINMHBI MOBBIIIEH MEXAY MpUMEpHO 24
yacaMu U mpuMepHO 48 wacamMu mocje BBeneHUs HadanbHOM 1036l Coenunenust 1, ero
MetadonuTta, uin (HapMaleBTHYECKH TPHEMJIEMOU COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
MO CPABHEHHIO C YPOBHEM SHAOTeHHOTro JII' B KpOBH KEHIIMHBI MTepe]l BBEIEHUEM HauaIbHOU

JO3bI.

[0127] B HekOTOpBIX BapHaHTaX peATU3aLUN CHOCOOOB M NPUMEHEHHUH, ONHCAHHBIX B
JAHHOM JOKYMEHTE, YPOBEHb 3HAOreHHOro JII' B KpOBU JKEHILMHBI OBBILIEH HA MPOTSKEHUU
110 MEHbLIEH Mepe NpUMepHO 36 4acoB Mocje BBeeHUs HauanbHOU 1036l CoenuHenus 1, ero
merabonura, Wwin (apMaleBTUUECKH TPUEMIEMON COJIH JIOOOr0 U3 BBILIENEPEYHCICHHOTO,
10 CPABHEHHIO C YPOBHEM SHAOTreHHOro JII' B KpOBU JKEHIIMHBI NIepe]l BBEIEHUEM Ha4aJIbHOU
703bl. B HEKOTOPBIX BapHaHTax peaju3aluy COoCOOOB U MPUMEHEHHH, ONMCAHHbBIX B JAHHOM
JOKYMEHTE, YpOBeHb 3HAOreHHOro JII' B KpOBU >KEHINMHBI IMOBBILIEH HA MPOTSIKEHUH I10
MeHbIlIel Mepe MpuMepHO 48 yacoB mocne BBeAeHUs HaudajdbHOW no3bl CoenuHeHus 1, ero
metabonuta, uian (HapMaleBTHYECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
110 CPaBHEHHIO C YPOBHEM 3HAOreHHOro JII' B KpOBU KEHIIUHBI [Iepe]l BBeIEHHEM HauaJIbHOU
n03bl. OHUM TOTEHIHAIBHBIM MPEUMYIIECTBOM CIIOCOOOB M NPUMEHEHUH, ONMHCAHHBIX B
JaHHOM JOKYMEHTE, IO CPaBHEHHIO C COBPEMEHHBIMH TPUITEPaMH, SIBISIETCS YAOOCTBO
nosbimeHnst ypoBHs JIIT Ha mporsokeHnu Oonee 36 uacoB. Ecnu oBymsinmst ¢ OonbIioit
BEPOSITHOCTBIO TPOUCXOAUT NPUOJIM3UTENBHO dYepe3 48 4acoB mocie Ha4YambHOW O3B
Coenunenuss 1, ero meradonura, win (apMaleBTHUECKH NPUEMIIEMONH CONU JIOOOro W3
BBILIETIEPEUNCIEHHOTO, CIIOCOOBI M NMPUMEHEHUs], ONHMCAHHBbIE B JAHHOM IOKYMEHTe OyayT
none3Hsl st coctaBieHus: rpaguka (logistics of scheduling) nasnauenmit BPT mo

CpaBHECHUIO C COBPEMCHHBIM CTAHAAPTOM JICUCHUA. B HACTOALICE BpPEMA, €CIIU TPUITED
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BBOJIAT NIPUMEPHO B 8 4acOB Bedepa, TO 3a00p ANLEKIETKU MPOU3BOAUTCA depe3 36 vacos (8
yacoB yTpa). Ecnu 3abop siinexnerknn MoOXeT ¢ OOJbIIOH CTENeHbI) BEPOSTHOCTH
IPOBONUTBCS 4Yepe3 MpUMEpHO 48 4acoB, Kak MPeayCMaTPUBAETCS NAHHBIM M300peTeHHEM,
HOJyYeHHe TPUITepa MalHeHTaMu U 3a00p SHIEKJIETKH MOTYT IPOBOIUTHCS B HOPMAJbHOE
pabouee Bpemsi. B HEKOTOpPBIX BapHaHTaxX peai3aluy CliocOOOB M MPUMEHEHUH, OMMCAHHBIX
B JAHHOM JIOKyMEHTe, ypoBeHb SHAoreHHoro JII' B KpOBM >KEHIIMHBI TMOBBILIEH HAa
INPOTSKEHUHM N0 MEHbIIEH Mepe NpUMepHO 48 4acoB IMOCE BBEAEHUsS HAYAJIbHOH JO3BI
Coenunenusi 1, ero merabonura, win (apMaleBTHUECKH NPUEMJIEMOH COJU JIIOOOTO W3
BBILIECTIEPEYUCIIEHHOTO, MO CPAaBHEHUID C YPOBHEM BHAOreHHoro JII' B KpOBU KEHILMHBI
nepes BBENEHHEM HAa4YaJbHOW N103bl. B HEKOTOpBHIX BapHaHTaxX peajn3alud CHOCOOOB H
NPUMEHEHUH, OIMHUCAHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHaoreHHoro JII' B kpoBu
JKEHIIWHBI MOBBIIIEH HA NMPOTSDKEHUHU OT NPUMEPHO 36 4acoB 10 MpUMEPHO 16 gHel mocne
BBeIeHUST HadanbHON 103bl CoenmHeHust 1, ero merabonura, Win (apMaleBTHYECKH
NPUEMJIEMON COJM  JIFOOOrO W3  BBIIENIEPEUNCICEHHOrO, MO CPaBHEHHIO C YPOBHEM
sHaoreHHoro JII' B KpoBU JKEHIIWHBI NEpell BBEAEHHEM HadalbHON N03bl. B HEKOTOpBIX
BApUAHTAX peaJn3alii CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HA0reHHoro JII' B KpOBHU JKEHIUMHBI MOBBIIIEH HAa MPOTSKEHUM OT IPUMEpPHO 36
4acoB OO0 npuMmepHo 12 pHel mnocne BBeneHUs HavdanbHOM n03bl CoeauHeHust 1, ero
merabonura, Wwin (apMaleBTUUECKH TPUEMIEMON COJIM JTIOOOr0 U3 BBILENEPEYHCICHHOTO,
110 CPABHEHHIO C YPOBHEM SHAOTeHHOro JII' B KpOBU JKEHIIMHBI NI€pe]l BBEICHUEM HauaIbHOU
103bl. B HEKOTOPBIX BapuaHTaX peaju3alud CIIOCOOOB U MPUMEHEHH, OMMMCAHHBIX B TAHHOM
JOKYMEHTe, ypoBeHb SHAoreHHoro JII' B KpOBH JKEHIUHBI IMOBBILIEH HA MPOTSIKEHUU OT
npuMepHo 36 "acoB 1o mpumMepHo 11 gHEl mocne BBeAeHus: HavanbHOU 10361 CoenuHeHus 1,
ero  Merabonurta, WM  (apmMaueBTUYECKH ~ NpHeMIeMol  comu  Jroboro W3
BBILICTIEPEYUCIIEHHOIO, MO CPaBHEHUID C YPOBHEM BHAOreHHoro JII' B KpOBH KEHIIMHBI
nepes BBENEHHEM HAa4YaJbHOW J03bl. B HEKOTOpPBHIX BapHaHTaxX peaju3alud CHocoOOB H
NPUMEHEHUH, OIMMCAHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHaoreHHoro JII' B kpoBu
JKEHIIWHBI MOBBIIIEH HA MPOTSDKEHUHU OT NPUMEPHO 36 dacoB 10 nmpumepHo 10 gHel mocne
BBeACHUST HadanbHON 103bl CoenmueHust 1, ero merabomura, Win (apMaleBTHYECKH
NPUEMJIEMON CONM  JIFOOOrO W3  BBIIIETIEPEUNCIIEHHOTO, MO CPaBHEHUIO C YPOBHEM
sHaoreHHoro JII' B KpOBM JKEHIIWHBI NEpell BBEIEHHEM HadalbHON N03bl. B HEKOTOpBIX
BApUAHTAX peAN3alll CHOCOOOB W TNPUMEHEHHH, OMNHMCAHHBIX B IaHHOM JOKYMEHTE,

ypOBeHb 3HIOreHHOro JII' B KpOBU >KEHIIUHBI MOBBILIEH HA MPOTSKEHUU OT NMPUMEPHO 36
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4acoB N0 NpUMEPHO 9 nHel mnocie BBeAeHUs HadanbHOM n03bl CoeauHeHusi 1, ero
Mmerabomnura, Wiu (GpapMaleBTUIECKH MPUEMIIEMON COJM JIFOOOr0 U3 BBILIETIEPEUHCIEHHOTO,
110 CPABHEHHIO C YPOBHEM SHAOTeHHOro JII' B KpOBU JKEHIIMHBI NIepe]l BBEIEHUEM HauaJIbHOU
103bl. B HEKOTOPBIX BapHaHTax peaju3aluy CoCOOOB U MPUMEHEHHH, OMMCAHHBIX B JAHHOM
JNOKYMEHTe, ypoBeHb sHAoreHHoro JII' B KpOBH JKEHIIUHBI IMOBBILIEH HA MPOTSIXKEHUU OT
npuMepHo 36 4acoB A0 MPpUMEPHO 8 qHEH mociie BBeAeHUs HadanbHOU 103kl CoenuHenus 1,
ero  Merabomurta, wiau  (apmMaueBTHYECKM ~ HpHeMIeMol  comu  Jroboro W3
BBILIENEPEYNCIEHHOr0, M0 CPaBHEHHIO C YpPOBHEM 3HAoreHHoro JII' B KpOBH >KEHLIUHBI
nepes BBENEHHEM HAa4YaJIbHOW J03bl. B HEKOTOpPBHIX BapHaHTaxX peaju3alud CHocOOOB H
NPUMEHEHUH, OIMMCAHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHpaoreHHoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH HA MPOTSDKEHUH OT MPUMEPHO 36 4acoB A0 MpUMEpHO 7 AHeH mocne
BBeACHUST HadanbHON 103bl Coenmuenust 1, ero merabomura, Win (apMaleBTHYECKH
NPUEMJIEMON COJIM  JIFOOOTO W3  BBIIIETIEPEUNCIEHHOTO, MO CPaBHEHHIO C YPOBHEM
sHaoreHHoro JII' B KpOBM JKEHIIWHBI NEpel BBEAEHHEM HadalbHON 103bl. B HEKOTOpBIX
BApUAHTAX peAN3alUN CHOCOOOB W NPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HA0reHHOoro JII' B KpOBHU JKEHINMHBI MOBBIIIEH Ha MPOTSKEHUM OT IMPUMEpHO 36
4acoB JI0 NpUMEPHO 6 1HeW mnocje BBeAeHUs HadanbHOM no3bl CoeauHeHusi 1, ero
Metabomnura, Win (papMaleBTUYECKH MPUEMIIEMON COJIM JIIOOOro M3 BBILIETIEPEUUCIEHHOTO,
110 CPABHEHHIO C YPOBHEM 3HAOTeHHOro JII' B KpOBM JKEHILMHBI NIepe]l BBEIEHUEM HauaJIbHOU
103bl. B HEKOTOPBIX BapuaHTax peaju3aluy CoCOOOB U MPUMEHEHHH, OMMCAHHBIX B JAHHOM
JOKYMEHTe, ypoBeHb sHAoreHHoro JII' B KpOBH JKEHIIUHBI IMOBBILIEH HA MPOTSIKEHUU OT
npuMepHo 36 4acoB A0 MPUMEPHO S5 qHEH Mociie BBeAEHUs HadanbHOU 103kl Coenuuenus 1,
ero  wMerabomurta, wiau  (apmMaueBTUYECKM ~— NpHeMIeMol  comu  Jroboro W3
BBILIENIEPEUNCIEHHOr0, M0 CPaBHEHUIO C YPOBHEM 3HAOreHHoro JII' B KpOBH KEHIIUHBI
nepes BBENEHHEM HA4YaJbHOW J03bl. B HEKOTOpPBHIX BapHaHTaxX peajlu3alud CHoCcOOOB H
NPUMEHEHUH, OIMHCAHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHpaoreHHoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH HA MPOTSDKEHUH OT MPUMEPHO 36 4acoB A0 MpUMEpHO 4 AHel mocne
BBelIeHUs] HadanbHON 103bl CoenmHeHust 1, ero merabomura, Win (dapMaleBTHYECKH
NPUEMJIEMON COJIM  JIFOOOrO W3  BBIIENEPEUUCIEHHOTO, MO CPaBHEHHIO C YPOBHEM
sHaoreHHoro JII' B KpOBU JKEHIIWHBI NEpel BBEAEHHWEM HadalbHON N03bl. B HEKOTOpBIX
BAPUAHTAX peAJN3alUN CHOCOOOB M TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HA0reHHOoro JII' B KpOBHU JKEHINMHBI MOBBIIIEH HAa MPOTSXKEHUM OT IMPUMEpPHO 36

4acoB JI0 NpUMEpPHO 3 [HeW mnocje BBeAeHUs HadanbHOM no3bl CoeauHeHusi 1, ero
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MerabomnuTa, Win (papManeBTUIECKH TPUEMIIEMON COJIM JIFOOOrO M3 BBILIETIEPEUUCIEHHOTO,
o CPAaBHCHUIO C YPOBHEM SHAOICHHOI'O JII' B KPOBHU KCHINWUHBI IEPEA BBEACHUECM HaYaJIbHOU
703bl. B HEKOTOPBIX BapHaHTaxX peaju3aluy CoCOOOB U MPUMEHEHHH, OMMCAHHBIX B JAHHOM
JIOKYMEHTe, YpOBeHb 3HAOreHHoro JII' B KPOBHM SKEHIIWHBI MOBBINIEH HA MPOTSHKEHUH OT
npuMepHO 36 4acoB A0 MPUMEPHO 2 AHEH mociie BBeleHUs HauaabHOU 103bl CoenuHeHus 1,
ero  Merabomurta, Wi  (apmaueBTHYECKM ~— HpHeMiIeMoil  comu  Jroboro W3
BBILIECTIEPEYUCIIEHHOTO, MO CPaBHEHUID C YPOBHEM SHAOreHHOro JII' B KpOBH JKEHIIMHBI

nepea BBEACHUEM Ha4aJbHOU JO3BbI.

[0128] B HekoTOpbIX BapHaHTaX peau3aluyd CIMOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
JAHHOM JIOKYMEHTE, YPOBEHb 3HAOTeHHOro JII' B KpOBH KEHIIMHBI MOBBILIEH HA MPOTSKEHUU
oT npumMepHO 48 4acoB 10 MpUMeEPHO 16 nHel mocie BBeAeHNs HadanbHOU 10361 COoeMHEeHUs

1, ero wmerabommura, wnn (QapManeBTUYECKH TPHUEMJIEMOIl comu  JEOOOro w3

,
BBILLIENIEPEYNCIEHHOr0, MO CPaBHEHUIO C YpPOBHEM 3HJOreHHoro JII' B KpOBHU JKEHIIUHBI
nepes BBENEHHEM HA4YabHOM M03bl. B HEKOTOpPBHIX BapHaHTaxX peajtu3alud CHoCOOOB H
NPUMEHEHUHN, OIMHUCAHHBIX B JAHHOM JOKYMEHTE, ypoBeHb »HaoreHHoro JII' B kpoBu
JKEHLIWHBI MOBBILIEH HA MPOTSDKEHUH OT NMPUMEPHO 48 dacoB 10 mpuMepHO 12 gHen mocne
BBeIeHUsT HadanbHON 1o3bl CoenmHenuss 1, ero merabonura, wWin (papMaleBTHYECKH
NpUeMJIeMON CONM  JII0OOr0 M3 BBILICTIEPEUUCIEHHOTO, MO CPAaBHEHUIO C YPOBHEM
sHaorenHoro JII' B KpOBU JKEHIIWHBI NEpel BBEACHHUEM Ha4daJbHON 103bl. B HEKOTOpBIX
BapUAHTAX peAN3alUl CHOCOOOB W TPUMEHEHUH, OMHCAHHBIX B JaHHOM JOKYMEHTE,
ypoBeHb 3HIOreHHOro JII' B KpOBHM JKEHIIUHBI TMOBBILIEH HAa MPOTSKEHHU OT MPUMEpPHO 48
yacoB A0 mnpuMmepHo 11 pgHel mocne BBenmeHWs HavdanbHOW n03bl CoemgwHeHust 1, ero
mMetabonuTta, uiau (HapMareBTHYECKH TTPUEMJIEMON COJI JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
110 CPaBHEHHIO C YPOBHEM 3HAOreHHOro JII' B KpOBU KEHIIUHBI [Iepe]l BBeIEHHEM HauaJIbHOU
n03bl. B HEKOTOPBIX BapHaHTaX peau3alyd CIIOCOOOB U MPUMEHEHHH, OMMMCAHHBIX B TAHHOM
JOKYMEHTe, ypoBeHb dHAoreHHoro JII' B KpOBM >KEHLIMHBI MOBBILUIEH HAa MPOTSKEHUU OT
npuMepHo 48 vacoB 1o mpumepHo 10 aHEN nmocne BBeAeHUsI HaYanbHOU 10361 CoennHeHus 1,
ero  Merabomurta, WM  (apmMameBTHYECKH  IpHeMIeMoll  comu  Jroboro w3
BBILIENEPEYNCIEHHOr0, M0 CPaBHEHUIO C YpPOBHEM 3HAOreHHoro JII' B KpOBH >KEHIIUHBI
nepen BBENEHHEM HAuYalbHOM M03bl. B HEKOTOpPBHIX BapHaHTaxX peajlu3alud CHOCOOOB H
NPUMEHEHUHN, OINHMCAHHBIX B JAHHOM JOKYMEHTE, ypoBeHb sHaoreHHoro JII' B kpoBu

JKEHLIWHBI MOBBIIIEH HA MPOTSIKEHUHM OT MPUMEPHO 48 4acoB 10 MPUMEpPHO 9 NHEHU mocie
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BBeJeHUs] HadaimbHOW 103bl CoenmHenuss 1, ero Merabonura, win (apManeBTHUECKU
NpUEeMJIEMON COJNIU  JIFOOOr0 W3  BBIMICTIEPEUUCICHHOTO, [0 CPAaBHEHUIO C YpPOBHEM
sHAOreHHoro JII' B KpOBM >KEHIIMHBI Mepe]] BBEIEHUEM HaydajdbHON N03bl. B HEKOTOpBIX
BapUAHTAX peaJU3alii CIOCOOOB M TNPUMEHEHUH, OMHCAHHBIX B JaHHOM JOKYMEHTE,
ypoBeHb 3HAoreHHoro JII' B KpOBHU JKEHINMHBI MOBBIIEH HAa MPOTSKEHUH OT NMpUMEpHO 48
4acoOB N0 NpPUMEPHO 8 1HeW mocje BBeAeHUs HadanbHOW 103bl CoemgmHeHusi 1, ero
mMetabonuTta, Uian (papMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTr0 U3 BBIMIENEPEYUCIEHHOTO,
M0 CPABHEHHIO C YPOBHEM 3HAOreHHOro JII' B KpOBH *KEHIIMHBI TIEPE]T BBEACHHUEM Ha4aJIbHOU
N03bl. B HEKOTOPBIX BapHaHTAaX pean3aliy CIIoCOOOB U MPUMEHEHUH, OMMMCAHHBIX B JAHHOM
JIOKYMEHTe, ypoBeHb 3HAOTeHHOro JII' B KpPOBW JKEHIIWHBI IMOBBIIIEH HA MPOTSHKEHUH OT
npuMepHO 48 4acoB A0 MpUMEPHO 7 AHEH mociie BBEeAEHUs HadanbHOU 103kl Coenuuenus 1,
ero  Merabomurta, WM  (apmManeBTUYECKH ~ NpHeMIeMOl  comu  Jroboro W3
BBILIECTIEPEYNCIICHHOT0, TI0 CPAaBHEHHIO C YpPOBHEM SHAOreHHoro JII' B KpPOBH KEHIIUHBI
nepes] BBENEHHEM Ha4yaj bHOW NO3bl. B HEKOTOPBIX BapHaHTaX peaM3alld CHOCOO0B H
MPUMEHEHUN, OMHMCAHHBIX B JAHHOM JOKYMEHTE, ypoBeHb sHaoreHHoro JII' B kpoBu
JKEHIIIMHBI TMOBBIIIEH HA MPOTSIKEHUM OT MpUMeEpHO 48 4yacoB 10 mpuMepHO 6 IHEH mocie
BBeIeHUs] HadaimbHOW n03bl CoenmHenuss 1, ero Merabonura, win (apManeBTHUECKU
NpUEeMJIEMONM COJIM  JIFOOOr0 W3  BBIMICNIEPEUUCICHHOTO, [0 CPAaBHEHUIO C YpPOBHEM
sHAOreHHoro JII' B KpOBM >KEHUIMHBI Mepes] BBEIEHUEM HaydajdbHON N03bl. B HEKOTOpBIX
BapUAHTAX peaJM3alil CHOCOOOB M TNPUMEHEHUH, OMHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HIOreHHOro JII' B KpOBHM KEHIMUHBI MOBBIIIEH Ha MPOTSKEHUU OT MpUMEPHO 48
4acoOB JI0 NpPHUMEPHO S5 HHEW mocje BBeAeHUs HadanbHOW 103bl CoemgmHeHusi 1, ero
metabonurta, uian (papMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTr0 U3 BBIMIENEPEYUCIEHHOTO,
M0 CPAaBHEHHIO C ypoBHEM 3HHOreHHOro JII' B KpOBH JKEHIIMHBI TIEPE]] BBEACHHEM Ha4aJIbHON
N03bl. B HEKOTOPBIX BapHaHTAaX pean3alliu CIIOCOOOB U MPUMEHEHHH, OMMMCAHHBIX B JAHHOM
JIOKYMEHTE, ypOoBeHb 3HAOTeHHOro JII' B KpPOBW >KEHIIWHBI IMOBBIIIEH HA MPOTSIKEHUHM OT
npuMepHo 48 "acoB 10 mpuMepHO 4 qHEH mociie BBeAeHUs HadanbHOU 103kl Coenuuenus 1,
ero  Merabomurta, WM (apmManeBTHYECKH ~ NpHEeMIeMOl  comu  Jroboro W3
BBIIIECTIEPEYNCIICHHOTO, MO CPAaBHEHUIO C YpPOBHEM SHAOreHHoro JII' B KpOBH KEHIIUHBI
nepes] BBENEHHEM Ha4yalbHOW NIO3bl. B HEKOTOPBIX BapHWaHTaX pean3alid CIOCO00B U
MPUMEHEHUN, OMHMCAHHBIX B JAaHHOM JOKYMEHTE, ypoBeHb 5HaoreHHoro JII' B kpoBu
JKEHIIIMHBI TMOBBIIIEH HA MPOTSIKEHUU OT MPUMEPHO 48 4acoB 10 MPUMEPHO 3 IHEH mocie

BBeJeHUs1 HadaimbHOW n03bl CoenmnHenus 1, ero Merabonura, win (apMareBTHUECKU
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NPUEMJIEMON COJIM  JIFOOOrO W3  BBIIENEPEUUCIEHHOTO, IO CPaBHEHUIO C YPOBHEM

sHIoreHHoro JII' B KpOBM JK€HIIMHBI ITEPE] BBEAECHUEM HAa4YaJIbHOU 103BI.

[0129] B HekoTOpbIX BapHaHTaX peANU3ALMHU CIOCOOOB M NPHMEHEHUIl, ONMHUCAHHBIX B
JAHHOM JOKYMEHTE, YPOBEHb SHAOTeHHOro JII' B KpOBHU JKEHILMHBI OBBILIEH HA MPOTSKEHUU
OT MPUMEPHO 24 4acoB 10 MPUMEPHO 16 nHel mocie BBeAeHUs HadanbHOU 1036l CoenHeHUs

1, ero wmerabommura, wnn (QapManeBTUYECKH TpUEeMJIeMOl comu  JroOoro w3

>
BBILIENIEPEUNCIEHHOr0, M0 CPaBHEHHIO C YPOBHEM 3HAoreHHoro JII' B KpOBH KEHIIUHBI
nepes BBENEHHEM HAa4YaJbHOW J03bl. B HEKOTOpPBHIX BapHaHTaX peaju3aldd CHoCOOOB H
NPUMEHEHUH, OIMHCAaHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHaoreHsHoro JII' B kpoBu
JKEHIIWHB] MOBBIIIEH HA MPOTSDKEHUU OT NPUMEPHO 24 4acoB 10 NMpUMEpPHO 12 gHel mocne
BBeleHUs] HadanbHOH 103bl Coenmuenust 1, ero merabonura, Win (dapMaleBTHYECKH
NPUEMJIEMON COJIM  JIFOOOrO W3  BBIIIETIEPEUUCICEHHOTO, MO CPaBHEHHIO C YPOBHEM
sHaoreHHoro JII' B KpOBU JKEHIIMHBI NEpel BBEAEHHEM HadalbHON N03bl. B HEKOTOpBIX
BApUAHTAX peaJN3alli CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IAHHOM JOKYMEHTE,
ypoBeHb 3HAoreHHoro JII' B KpOBHU JKEHINMHBI MOBBIIIEH Ha MPOTSKEHUM OT NpUMepHO 24
yacoB A0 npumepHo 11 pgHel mocne BBeneHus HawyanbHOM n03bl CoeauHeHust 1, ero
Merabonura, Win (papMaleBTUYECKH MPUEMIIEMON COJIM JIFOOOrO U3 BBILIETIEPEUHCIEHHOTO,
110 CPABHEHHIO C YPOBHEM dHAOTeHHOro JII' B KpOBU JKEHIIMHBI NIepe]l BBEIEHUEM HauaIbHOU
103bl. B HEKOTOPBIX BapuaHTax peaju3aluy COoCOOOB U MPUMEHEHHH, ONMCAHHBIX B JAHHOM
JOKYMEHTE, ypOBeHb 3HAOreHHOro JII' B KpOBM KEHILIWHBI MOBBILIEH HA MNPOTSIKEHUH OT
npuMepHo 24 yacos 1o npuMepHo 10 nHel mocne BBeneHus: HauainbHOU 10361 Coenunenus 1,
ero  Merabonura, wiaud  (QapMmaleBTHUECKH  MpuUeMjieMod  comu  Jrodoro  us
BBILIENEPEYNCIEHHOr0, M0 CPaBHEHUIO C YpPOBHEM 3HAOreHHoro JII' B KpOBH KEHIIUHBI
nepen BBENEHHEM HAa4yabHON J03bl. B HEKOTOpPBIX BapHaHTaxX pealu3alud CrnocoOOB U
NPUMEHEHUH, OIMMCAaHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHaoreHsoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH HA MPOTSDKEHUU OT MPUMEPHO 24 yacoB A0 mpuMepHO 9 aHell mocne
BBeIeHUs] HadanbHOH 103bl Coenmuenust 1, ero merabonura, Win (apMaleBTHYECKH
NPUEMJIEMON COJM  JIFOOOTO W3  BBIIENEPEUNCIEHHOrO, MO CPaBHEHHIO C YPOBHEM
sHaoreHHoro JII' B KpoOBM JKEHIIWHBI NEpel BBEAEHHEM HadalbHON 03bl. B HEKOTOpBIX
BApUAHTAX peaJN3alil CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HA0reHHOoro JII' B KpOBHU JKEHIIMHBI MOBBIIIEH HAa MPOTSKEHUH OT MpUMeEpHO 24

4acoB JI0 NpUMEPHO 8 nHeW mnocje BBeAeHUs HadanbHOM no3bl CoeauHeHusi 1, ero



53

MerabomnuTa, Win (papManeBTUIECKH TPUEMIIEMON COJIM JIFOOOrO M3 BBILIETIEPEUUCIEHHOTO,
110 CPABHEHHIO C YPOBHEM 3HAOreHHOro JII' B KpOBU KEHIIMHBI NIepe]l BBEIEHUEM HauaJIbHOU
703bl. B HEKOTOPBIX BapHaHTaxX peaju3aluy CoCOOOB U MPUMEHEHHH, OMMCAHHBIX B JAHHOM
JOKYMEHTE, ypoBeHb 5HAOreHHOro JII' B KpOBM KEHILIWHBI MOBBILIEH HA MNPOTSIKEHUH OT
pUMepHO 24 4acoB A0 MPUMEPHO 7 AHEH mocijie BBeleHUs HadadbHOU 103bl CoenuHeHus 1,
ero  Merabomurta, Wi  (apmaueBTHYECKM ~— HpHeMiIeMoil  comu  Jroboro W3
BBILLIENIEPEYNCIEHHOr0, M0 CPaBHEHHIO C YpPOBHEM 3HAoreHHoro JII' B KpOBH KEHIIUHBI
nepes BBENEHHEM HAa4YaJlbHOW J03bl. B HEKOTOpPBHIX BapHaHTaX peaju3aldd CHOCOOOB H
NPUMEHEHUH, OIMHCAHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHpaoreHsoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH HA MPOTSDKEHUU OT MPUMEPHO 24 4acoB A0 MpUMEpHO 6 AHel mocne
BBeICHUs] HadanbHOH 103bl CoenmHeHust 1, ero merabonura, Win (apMaleBTHYECKH
NPUEMJIEMON CONM  JIFOOOTO W3  BBIIENEPEUUCICHHOTO, IO CPaBHEHUIO C YPOBHEM
sHaoreHHoro JII' B KpOBU JKEHIIWHBI Iepe]l BBEAEHHWEM HadalbHOH 03bl. B HEKOTOpBIX
BApUAHTAX peAN3alii CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HAoreHHoro JII' B KpOBHU JKEHINMHBI MOBBIIIEH Ha MPOTSKEHUM OT INpUMEpHO 24
4acoB N0 NPUMEPHO S5 [HEW mnocje BBeAeHUs HadanbHOM no3bl CoeamHeHusi 1, ero
Mmerabomnura, Win (papMaleBTUIECKH MPUEMIIEMON COJIM JIFOOOrO M3 BBILIETIEPEUNCIEHHOTO,
IO CPABHEHHIO C YPOBHEM SHAOreHHOro JII' B KpOBU KEHIIMHBI NIepe]l BBEIEHUEM HauaJIbHOU
703bl. B HEKOTOPBIX BapHaHTax peaju3aluy CocOOOB U MPUMEHEHHH, OMMCAHHBIX B JAHHOM
JOKYMEHTE, ypoBeHb 3HAOreHHOro JII' B KpOBM >KEHILIWHBI MOBBILIEH HA MNPOTSIKEHUH OT
MpUMEpPHO 24 4acoB A0 MpUMEPHO 4 qHEH mociie BBeIeHUs HadanbHOU 103kl CoenuHenus 1,
ero  Merabonurta, Wi  (papmMaueBTUYECKM  NpHeMIeMol  coimm  Jroboro W3
BBILLIENIEPEUNCIEHHOr0, M0 CPaBHEHHIO C YPOBHEM 3HAoreHHoro JII' B KpOBH KEHIIUHBI
nepes BBENEHHEM HAa4YaJlbHOW J03bl. B HEKOTOpPBHIX BapHaHTaX peajlu3aldd CHocOoOOB H
NPUMEHEHUH, OIMHCAHHBIX B JAHHOM JOKYMEHTe, ypoBeHb sHaoreHsoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH HA MPOTSDKEHUU OT MPUMEPHO 24 4acoB A0 MpUMEpHO 3 AHel mocne
BBelICHUS] HadanbHOH 103bl CoenmHeHust 1, ero merabomura, Win (apMaleBTHYECKH
NPUEMJIEMON COJIM  JIFOOOTO W3  BBIIETEPEUUCICEHHOTO, MO CPaBHEHHIO C YpPOBHEM
sHaoreHHoro JII' B KpoOBM JKEHIIWHBI NEpel BBEAEHHEM HadalbHON 103bl. B HEKOTOpBIX
BApUAHTAX peAN3alli CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
ypoBeHb 3HAoreHHoro JII' B KpOBHU JKEHINMHBI MOBBIIIEH Ha MPOTSKEHUM OT IMpUMEpHO 24
4acoB JI0 NpPUMEPHO 2 J[HeW mnocje BBeAeHUs HadanbHOM no3bl CoeauHeHusi 1, ero

merabonura, Win (papMaleBTUIECKH MPUEMIIEMON COJIM JIFOOOrO M3 BBILIETIEPEUHCIEHHOTO,
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o CPAaBHCHUIO C YPOBHEM SHAOICHHOI'O JI'B KPOBHU KCHINUHBI IEPEA BBEACHUEM HaYaJTbHOU

A03bI.

[0130] Coenunenue 1, ero meraboaut, win GpapMaleBTHYECKH MPUEMJIEMasi COJIb JIF0OOro
U3 BBILICTIEPEYHCICHHOTO, MOTYT OBbITh HCIOJIb30BaHbl JJIsl MPOMOTHUPOBAHHS CO3PEBAHHUSI
STMLIEKJIETOK WJIM SHLIEKJIETKH, KOTOPbIe MOTYT OBITh 3aT€M MOCJIEIOBATEIbHO U3BJICUEHBI U
omnonotrBopenbl nmyteM OKO wnm MKCH u 3atem TpancrmianTupoBanHbl B MaTky (I19).
AJNbTepHATUBHO, SHUIEKIETKH WM SHIEKIeTKAa MOTYT OBITh BBICBOOOMKAEHBI U3 SIMYHUKOB
(MHAyLUMpPOBAaHHAS OBYJISILIHSI) U BIIOCJIEACTBUHN OILIOAOTBOPEHBI MOCPEICTBOM IOJIOBOTO aKTa
nmn BMU. [lna Hagnexamero M YCHEIIHOTO U3BJECYEHUs] OOLMTOB, CHavajga JOJKHBI
MPOU30UTU CO3PEBAHUE OOLIUTOB M MHAYKLHUSA 3THX OOLMTOB B HY>KHbI MOMEHT BPEMEHH.
®aza KCS moxeT nomModb MperoTBPaTUTh NPEXIEBPEMEHHYIO OBYJISLUIO, U UCIOIb30BaHUE
Coenunenust 1, ero meradonura, win (apMaleBTHUECKH NPUEMIIEMONH CONH JIOOOro W3
BBILIETIEPEUNCIEHHOT O, B KAY€CTBE TPUITEPHOTO areHTa MOXKET CIIOCOOCTBOBATH CO3PEBAHUIO
OOLIMTOB M MO3BOJIUTH MPOBECTH H3BJICUEHUE, OTUIOAOTBOPEHUE iM Vilr'o M IEPeHOC SMOPHOHA,
WIM WHAYLUUPOBaTh BBICBOOOXKAEHHE OOLUTOB (OBYJISLUIO) M IO3BOJIUTH IPOBECTH
OIUIOAOTBOPEHUE MOCPEeACTBOM mosnoBoro akra wiu BMM. Ilo cymectBy, BBeneHue
Coenunenus 1, ero merabonura, wiu (apMaleBTHUECKH NPUEMJIEMON COJMH JIOOOro H3
BBILIENIEPEYNCICHHOTO, MOXKET NMPUBOIUTh K YaCTOTE HACTYIUIEHHsI OepeMEeHHOCTH, OJIM3KOM
K win OoJiee BBICOKOM, YeM TeKyIlue MoKas3arenu, 0ojee KOPOTKOMY BPEMEHH HACTYIUICHHS

OepeMeHHOCTH, U IOHWKEHHOMY pucKy pasButust CI'S.

[0131] [annoe u300peTeHHe mpenyCcMaTpUBAeT CrOCOObl M MPUMEHEHHMs, BKJIIOYAIOIINE
BeeneHne CoemuHenuss 1, ero merabonuta, Wiu (papMaleBTHYECKH MPUEMIIEMON COJIH
a000r0 W3  BBIIENEPEYUCICHHOTO, I NPOMOTHPOBAHMUS CO3PEBAHHUS OOLUTOB H
WHHULIMUPOBAHMS OBYJISIUM BO BCIIOMOTATEJbHBIX PENpPONYKTHBHBIX TexHosorusix (BPT).
CriocoObl W TpUMEHEHHUs, OIHCAaHHbIE B JAHHOM JOKYMEHTE, MOTYT TIO3BOJIUTH
ucnonb3oBanne CoennHenus 1, ero merabonuTa, Win (papManeBTHYECKH MPUEMIIEMONH COJIH
a000ro W3  BBIIENEPEUNCICHHOTO, Ui NPOMOTHPOBAHMUS CO3PEBAHHUS OOLUTOB H
WHULMUPOBaHMs OBy iy nipu BPT 6e3 BBeneHHUs Apyroro HHULMHUPYIOLIETO areHTa, TAKOTO
kak uXI[', sk3orennbrii JII' w/wmu aronuct ['HPI’. B HEKOTOpPBIX BapuaHTaX peaU3aliH
croco0OB U MPUMEHEHHH, ONTMCAHHBIX B JAHHOM JIOKYMEHTe, HadajibHas no3a Coenunenus 1,

ero  Merabomurta, WM (papmManeBTHYECKH ~ IpHeMIeMOl  comu  Jroboro W3
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BBILIENIEPEYNCIEHHOr0, MPOMOTHUPYET CO3pEBaHHE OOLUTOB. B HEKOTOpBIX BapHUaHTax
peanu3anmuu CrocoOOB M NPHUMEHEHUH, OIMUCAHHBIX B JAHHOM JOKYMEHTE, CO3pEBaHHE
OOLIUTOB MHpPOMCXOAUT Oe3 BBemeHus sSk3oreHHoro uXI[ wmmm sk3orensoro JII. B
ONpEAENCHHBIX TAKUX BAPUAHTAX peAIU3alUM, BbIXOJ 3PENbIX OOLUTOB COCTABISET IO
MmeHbIeli Mepe 50%. B ompeneneHHBIX TakUX BapHaHTAaX pealU3alldd, BBIXOI 3PEbIX
OOLIUTOB COCTaByisieT TO MeHbled Mmepe 75%. BbIXog OOIMTOB MOXKET OTHOCHUTBCS K
nporeHTy 3penbix (Metadaza 2; M2) OOUMTOB, MOJNYYEHHBIX U3 4YHCIA (HOJUTHKYJIOB,
UMEIOLINX pa3Mep 14 MM mpu MocienHeM yJIbTPa3ByKOBOM CKaHUPOBAHUU Iepesl BBEACHHEM
Tpurrepa. OonHUTHI MOTYT ObITh HE3aBUCUMO KJIACCH(PHLIMPOBAHBI KaK OTHOCSIIHECS K M2 o
NPUCYTCTBUIO TE€PBOTO HANPABUTEIBHOIO TeNblla M OKPYIUVION oomja3Mbl. B HekoTOpbIX
BapUAHTaX peajM3alliy, BBEIEHUE Tpurrepa, copepskamero Coennnenue 1, ero merabomnur,
Wi  (papMaLEeBTHUECKH MPHEMJIEMYIO0 COJIb JIFOOOTO M3  BBILIETIEPEYHCIEHHOTO, AaeT

MOBBILIEHHOE KOJIMYECTBO 3PEJIbIX OOLUTOB IO CPABHEHUIO C MHUITUUPOBAHHUEM XTI

[0132] B wucnonb3yeMOM B NaHHOM JOKYMEHTE 3HAYEHUM, ‘3peNbIM~ SIBJSIETCS OOLUT,
nocturimi 11 ctanuu meragassr (M2). Oonutsl KIaccupUIUPYIOTCS Kak OTHOCSIUECs K M2
[0 TIPUCYTCTBUIO TIEPBOTO HANPABUTEIBHOIO TeJblla M OKPYrIOH oorutasMbl. OOLUTHI
BO300OHOBJISIFOT MEHOTUYECKOE CO3pEBaHME B OTBET Ha NMpoMexyTouHbIil (midcycle) BbIOpoC
JII'. Takoe OKOHYATEIbHOE CO3PEBAHNE OOLIUTOB MOXKET ObITh MHAYLUPOBAHO METULITHCKUMHU
cpeacrsamu ¢ nomompro uXI' unu aronucra I'HPI'. Ilepsbiit cBs3biBaeT peuenrtop JII', Toraa
kak aroHuct ['HPI' mpomoTHpyeT BBICBOOOJKIAEHHME 3amacoB HIOTEHHOTO TOHAJAOTPOIHMHA
runodpuzoM. Bo3oOHOBIEHHE Meio3a (T.H. siepHOe CO3peBaHKe) MPOUCXOAUT depe3 14—18
4yacoB mocie Havajga BeiOpoca JII'; meiio3 I 3aBeprumaercst B TeueHHe 35 YacOB M OOLIUTHI
nocturaroT cragun Il metadassr (M2). B o e Bpems, B orBeT Ha BbIOpoc JII', KyMyJIrOCHBIE
KJIETKH JEMOHCTPUPYIOT IMOYTH IOJIHYK 3KCHAaHCHIO K 20 Yacam; 3aTeM 3peblil KOMILIEKC
KYMYJIFOC-OOIIUT OTCOEAMHSETCS] OT CTE€HKH (DOJUIMKYJa mepen OBYJsALueir. XOTs siaepHoe
CO3pPEBAHME W SKCIIAHCHSI KYMYJIFOCA TECHO CBSI3aHBI, OCTAETCS HESCHBIM, HEOOXOAMMBI JIH

pasHble ypoBHU JII' 11 peryysiiuu 3TUX ABYX IMPOLIECCOB.

[0133] B coorBercTBUM C JaHHBIM H300pPETEHHEM, B HEKOTOPBIX BAPHAHTAX PEAU3ALHH,
BeeneHne CoemuHenuss 1, ero merabonuTa, Wiu (QapMaleBTHYECKH NPUEMIIEMON COJH

M000r0 M3 BBIENEPEUNCIEHHOr0, MPOMOTHPYET CO3PEBAHME OOLMTOB W WHAYLUPYET
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(MHULIHMPYET) OBYJIALMIO Y >KeHIUHBI (1) 6e3 nosbineHus yposas VEGF, unu (i1) noBbimast

TaKOW yPOBEHb Ha MEPUOA MeHee 24 4acoB.

[0134] J[lamHoe wu300pereHwe mpenycMaTpuBaeT CHOCOOBI M NPHUMEHEHWs Ui
WHIYLHUPOBaHMUs OBYJISIUU C wucnonab3oBanueM CoemuHenuss 1, ero wmeraboswra, HIN
(apManieBTUYECKH TPUEMIIEMON COJIK JFOOOT0 U3 BBIMIENEPEYHCICHHOr0. B onpeneneHHbIx
TAKUX BAPHAHTAX PEATHM3aLUH, COCOO MIIM MPUMEHEHHE MOTYT BKJKOYATh CTAAMH BBEACHHUS
JKeHIUHe HekoToporo konaudectBa @CI' miam ero aHanora, B COYETaHUM C arOHUCTOM UJIH
antraronucroM ['HPI" st coneiictBus HauanbHO# (paze KCA BPT. B HekoTOpbIX BapuaHTax
peanusanuu, 3a HadaimbHOU (asoit KCA moxer cnenoBath BBenenue CoemuHenwsi 1, ero
MetabonuTa, Wi GpapMaleBTUYECKH MPUEMIIEMON COJTH JIFOOOTO M3 BBILICTIEPEUNCICHHOTO, B
Ka4eCTBE TPUITEPHOrO areHTa, KOTOPbIH 3((EKTUBHO MPOMOTHUPYET CO3PEBAHHE OOLUTOB U
MHAYLUPYET OBYJISILMIO. B HEKOTOpBIX BapuaHTax peajusaluu, BeeaeHne Coenunenus 1, ero
MetadonuTa, Wik GpapMaleBTHYECKH MPUEMIIEMON COJTH JIFOOOTO M3 BBILICTIEPEUNCICHHOTO, B
Ka4eCTBE TPUITEPHOrO areHTa, KOTOPbIH 3((EeKTUBHO MPOMOTHUPYET CO3PEBAHHE OOLUTOB U
uHAyupyet oByJsinuio (1) 0e3 moseimeHus: obmero yposHsi koHHeHTpauun VEGF B kposw,
i (i1) myrem nossienust oomero yposHsi VEGF Ha nepuon menee 24 gacos. B HekoTOpbIx
Bapuanrtax peanmsauuu, B (pasze KCH, anraronuct I'HPI" wmm aronuct I'HPI” moxer ObITh
BBEJICH B KOJMYECTBE U HA MNEPHUOJ BPEMEHH, AOCTATOUHBIM MJs1 BO3ACHCTBUs C LEJIBIO
NIOAABJICHUSI OBYJISILIMH KOHTPOJHMPYEMbIM 00pa3oM, U BBoauTcs B coderanuu ¢ OCI wmm
ananoramu ®CI'. B HekoTOpbIX BapuaHTax peanusauuu, aHtaronucrom ['HPI' sBisiercs

PEeNyrOJIUKC.

[0135] [lannoe wu300peTeHHe TaKKe TMPEAyCMATPUBAET CHOCOOBI W MPHUMEHEHHS,

BKirovarome BBeneHue CoenmHenust 1, ero wmerabomura, wWin  (papManeBTUIECKH

>
NPUEMJIEMON COJIM JIFOOOTO W3 BBIIIENEPEUHUCICHHOTO, JUII MHAYLUPOBAHUS OBYJLSIIHH Y
JKEHIIWHBl C AHOBYJSTOPHBIMU LMKJIAMH, CTPAJarOIIed OT BTOPUYHOM SMYHUKOBOU
HEAOCTaTOYHOCTU. [IpuuMHBI BTOPUYHON SMYHUKOBOM HENOCTATOYHOCTH BO3HUKAKOT B
TUTIOTAJIaMyCe U THIOQH3e MPH UX HECTTOCOOHOCTH FOPMOHAJIBHO CTUMYJINPOBATh SIMUHUKHU U
MOCJIEAYIOLIYI0 OBapHAJIbHYIO (QYHKLHIO. B HEKOTOPBHIX BapuaHTaxX peaju3aluy, Crocod Hiu
npUMeHeHne BKirodaeT ctanuu (1) mpeaBapUTEeNbHOrO BBENEHHsI CYOBEKTY UeIOBEYECKUX

roHagoTpornuHoB, u (2) BBemeHust cyOwbekty Coemubenust 1, ero wmerabonwra, WiIH

bapmMareBTUYECKH IPUEMIIEMOI COJN JIF0OOT0 U3 BBILIETIEPEUNCIEHHOTO.
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[0136] [lamnoe wu300peTeHHe TaKke IMPEAyCMAaTPUBAET CHOCOOBI U MPHUMEHEHMS,

BKJrovaromne BBeneHue CoeamHeHuss 1, ero wmerabonura, wiM  papManeBTUYECKH

>
IpHEMJIEMOH COJM JIFOOOrO U3  BBIIENIEPEUUCICHHOTO, Ul OOECIeUeHUs] MOANEPKKH
JTIOTENHOBOH (Da3bl y KEHIIUHBI C AHOBYJIITOPHBIMU LIUKJIAMH, CTPAAAIOIIEH OT NEPBUYHOIO
HapylleHust GyHKIUH SIMYHUKOB. [lepBruHOe HapymieHue GyHKIUH SIMYHUKOB MPEACTaBIISET
co0o# ucToIEeHne WM TUCPYHKUUIO (HOITHKYJIOB SUYHUKOB C MIPEKPaIeHHeM MEHCTPYaLHii
no noctukeHuss Bospacta 40 ner. “IlepBuuyHas HEAOCTATOYHOCTb SIMYHUKOB  —SIBIISIETCS
NPEANOYTUTENIbHBIM ~ TEPMHUHOM JUI  MEPBUYHOTO HapyuieHus (QYHKUAH —SIHYHUKOB,
pekoMeHnyeMbiM HanmoHanpHBIME HHCTHTYyTaMu 3apaBooxpaHeHust (National Institutes of
Health), motoMy u4TO (QYHKIMSI STMMHUKOB BO MHOTHX CIy4asiX SIBJSIETCSI HEPETYJISIPHOH WIIH
Henpencrkazyemoii. Ilockonpky y 5-10% SkeHIIMH ¢ NEpBUYHON HEAOCTATOYHOCTBHIO
SMYHUKOB TPOUCXOISAT CIIOHTAHHOE OIUIOJOTBOPEHHE SHLEKIETKH U POIbL, NEPBUYHYIO
HEIOCTATOYHOCTh SUYHUKOB MOJKHO OTJIMYHUTh OT €CTECTBEHHONH MEHOMNAY3bl, H MOJKHO TAKKe

ONHUCAaTh KaK IOHIKEHHBIM OBAapPHAJbHBIM pe3epB. B HEKOTOpPBIX BapuaHTax peanu3alui,

CHOCO0BI ¥ MPUMEHEHHs] MOTYT AOMOJHHUTENBHO BKIIOUATh nporecce [13.

[0137] [lannoe n3zo0pereHHe mpenycMaTpUBaeT CrocoObl M NMPUMEHEHHs, BKIIOYAIOIINE
BeneHue CoemuHenus 1, ero merabonuTa, WM (papMaleBTHUYECKH MPUEMIIEMON COJH
MOO0Oro M3 BBIIENEPEUUCICHHOTO, Ul WMHAYLHUPOBAHMUS OKOHYATENBHOIO CO3PEBAHUS
(bONTMKYIOB U paHHEH JIIOTEMHU3AUNHT Y JKEHIIUHBI, poxoasie npoueaypsl BPT, npuuem
yKa3aHHas > KEHIUHA T[IOJBEpPIJach NECeHCHOMIM3anuu Trunopusa U IMPeABAPUTENBHO
nojiy4anga (pOJUIMKYJIOCTHMYJUPYIOIUE TOPMOHBL. B  ompeneneHHbIX TakuxX BapUaHTaX
peanu3anmu, TMOCie BBeOeHHWs HadanbHOW 1036l CoemuHenus 1, ero merabonuTa, WM
(dapManeBTHYECKH TNPUEMJIIEMOH COJHM  JIIOOOr0 W3  BBILICMIEPEYHCICHHOTO, YPOBEHb
3HAOreHHoro JII' B KpOBH >KE€HIIMHBI TOBBILIEH 10 CPABHEHUIO C YpPOBHEM SHioreHHoro JII' B
KPOBU JKEHILMHBI NIEpel BBEACHUEM HA4aJIbHON 103bl. B HEKOTOPBIX BapuaHTaxX peaanu3aliu
Ccroco0OB M TPUMEHEHUH, OINUCAHHBIX B JaHHOM JIOKYMEHTE, B KOTOPBIX BBEICHUE
Coenunenusi 1, ero meradonura, Wi (papMaLEeBTHUECKH MPUEMIIEMON COJH JIOOOro W3
BBILICTIEPEYUCIICHHOr 0, MPEAHA3HAYEHO [JIsl MHAYLUPOBAHUS OKOHYATEIBbHOIO CO3PEBaHUs
(boyMKYIOB M paHHEH JIOTEMHU3ALMH Yy JKEHLIMHbI, mnpoxonsameid npouenypsl BPT, u
yKa3aHHas >JKEHIIWHA T[OJBEPriach JeCeHCHOMmmm3auuu Tunoduza W MpeaBapUTENBbHO
noJiy4aa (poJUTMKYJIOCTUMYJTUPYIOLIHE TOPMOHBI, keHiuHa umeeT puck CI'S. B HexoTopbix

BapuaHTax peaausannu CIoco00B HpHMeHeHHfI, ONMCAHHBIX B AJAaHHOM IOOKYMCHTEC, B
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koTtopbix BeeneHue CoenuHenus 1, ero merabonura, win (papMaleBTUYECKH MPHEMIIEMOI
coqu  JO0Oro M3 BBIUIENIEPEUUCIEHHOrO,  IPeJHAa3HaueHO U1  MHAYLHUPOBAHHS
OKOHYATEJIbHOTO CO3peBaHusl (OJIMKYJIOB M paHHEH JIIOTEeMHH3aUUU Y JKEHIIUHBI,
npoxoznsmei mpouenypel BPT, u yka3aHHasi >KeHIIWHA TOABEPIJach JECEHCHOWIM3ALUN
runouza v npeaBapUTEbHO MOTyyana GOJIHKYIOCTUMYIUPYIOLINE TOPMOHBI, IO MEHbIIEH
Mepe NpUMepHO 36 4acoB MOCHE BBEAEHHUS YPOBEHb SHAOIeHHOro JII' B KPOBHU >KEHIIUHBI
MOBBILIEH IO CPABHEHUIO C YPOBHEM 3HAOreHHOro JII' B KpOBM KEHIIUHBI Nepe]] BBEAEHUEM
HAYaJIbHOW JI03bl. B HEKOTOpPBIX BapHaHTaX peaju3aluu CrnocobOB W MPUMEHEHUH,
OIHCAHHBIX B IAHHOM JOKYMEHTE, B KOTOpbIX BBeaeHne CoennHenns 1, ero MerabonuTa, min
(apManeBTHYECKH MPHEMJIEMON COJIM JIF0OOOr0 M3 BBIENEPEUNCIEHHOTO, MPEAHA3HAYEHO
IUIS. MHAYLIUPOBAHUSI OKOHYATENBHOTO CO3PEBaHUs (POJUIMKYIIOB M PAaHHEW JIOTEHHU3ALUU Y
JKEHIIWHBL, mnpoxopasmeid npoueaypel BPT, u yka3aHHas JKeHINMHA MOABEPIJACh
IeCeHCHOMIM3auuy runodu3a MW MPenBapUTENIbHO NOJy4Yajia (OJUIMKYJIOCTUMYJIHPYOIIUE
TOPMOHBI, MaKCHUMAJIbHbIH ypoBeHb sHAoreHHoro JII' B kpoBu HaOmomaercs yepe3 1o
MeHbLIeH Mepe nmpuMepHO 12 yacoB mocie BBeAeHHs HaudaibHON n03bl CoenuHeHus 1, ero
MetadonuTa, Wik GapMaleBTHUECKH MPUEMIIEMON COJTH JTF0O0TO U3 BBILIETIEPEIHUCICHHOTO. B
HEKOTOPBIX BAapHAHTAX pealu3ali CIOcOO0B M IPUMEHEHHWH, ONMUCAHHBIX B JaHHOM
JIOKyMeHTe, B KOoTOpbIX BBeneHue CoenuHenus 1, ero merabonuta, win (papmaneBTHUECKU
INpUEeMJIEMON COJM JIFOOOTO M3 BBILIENIEPEUNCIEHHOr0, NMPEeJHA3HAYEHO AJIST UHAYLHPOBAHHS
OKOHYATEJIBbHOTO CO3peBaHUsl (OJIMKYJIOB M paHHEH JIIOTEMHM3ALUH Y JKEHIIUHBI,
npoxopsiei npouenypbl BPT, u yka3zaHHas >KEHIIMHA TMOABEPriach JeCEHCUOMITM3AINH
runouza M TPEABAPUTENBHO  TOJdydaita  (DOJUTHKYJIOCTUMYJUPYIOIIHE  TOPMOHBI,
MaKCHUMaJIbHbIH ypoBeHb 3HAOreHHoro JII' B kpoBW HaOmonmaercs Mexay NpuMepHo 12
yacaMu U mpuMepHO 48 wacamu mocje BBeneHUs HadanbHOW 103kl Coenunenust 1, ero
metabonuta, Wwin GapMaleBTHUIECKH MPUEMIIEMOH COJTH JTF0O0TO U3 BhILIETIEPEYHCISHHOTO. B
HEKOTOPBIX BAapUAHTAX peau3alli CIOCOO0B M INPHUMEHEHHWH, ONMWCAHHBIX B JaHHOM
IOKyMeHTe, B KOTOpbIX BBeneHne CoemmHenus 1, ero meradonuta, win (papmManeBTHUECKH
NPUEMIIEMON COJIH JTFOOOTO M3 BBILICTIEPEYHCICHHOTO, MPEAHA3HAYEHO ISl WHAYLUPOBAHHS
OKOHYATEJIbHOTO CO3peBaHUs (OJIMKYJIOB W paHHEH JIOTEMHU3ALUH Y SKEHIIUHBIL,
npoxonsimei npouenypbl BPT, u yka3zaHHas >KEHIIMHA MOABEPriach JECEHCUOMITM3AINH
runouza W TpenBapUTENbHO MOJydaia (POJUIMKYIOCTUMYJIHPYIOIIUE TOPMOHBI, YPOBEHb
5HAOreHHoro JII' B KpOBU JKEHLIUHBI MOBBIIIEH MEXAY NPUMEPHO 12 yacaMu U mpuUMeEpHO 96

yacaMu TIOCjie BBeAeHUsT HadajabHOH po03bl CoemuHeHust 1, ero wmerabonuTa, WM
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(bapMarieBTUIECKH MPUEMIIEMON COJH JIOOOTr0 M3 BBIMIETIEPEUNCIEHHOTO, 110 CPABHEHHUIO C
ypoBHeM SHuoreHHoro JII' B KpOBM >KEHIIWHBI Iepe] BBEACHMEM HaudajlbHOH A03bl. B
HEKOTOPbIX BapPHAHTAX peaJM3alud CHOCOOOB M NPUMEHEHHH, ONHMCAHHBIX B ITaHHOM
JIOKyMeHTe, B KOTOpbIx BBeneHue Coenmuenus 1, ero merabonuta, nim (papManeBTHUECKH
IPUEMJIEMO COJM JIFOOOTO M3 BBIMIETIEPEYHUCIEHHOT0, NMPEJHA3HAYEHO AJIST MHAYLHPOBAHHS
OKOHYATEJIbHOTO CO3peBaHusl (OJUIMKYJIOB W paHHEH JIOTEMHU3ALUH Y SKEHIIUHBIL,
npoxoasiei npouenypbl BPT, u yka3zaHHas >KEHIIMHA MOABEPrach JECEHCUOMITU3AINH
runouza W TpenBapPUTENBbHO NOJydaia (POJUIMKYJIOCTUMYJIHPYIOIUE TOPMOHBI, YPOBEHb
3HAOreHHOro JII' B KpOBU >KEHIIWHBI MOBBILIEH HA MPOTSXKEHUH IO MEHbIIEH Mepe IPUMEPHO
36 4acoB MOCJie BBEAEHUS IO CPABHEHUIO C YPOBHEM 3HAOreHHOro JII' B KpOBM KEHILMHBI
nepen BBENEHHEM Ha4yalbHON J03bl. B HEKOTOpPHIX BapHaHTaxX pealu3alud CrnocoOOB U
NIPUMEHEHUH, OMMCAHHBIX B JAHHOM JOKYMEHTE, B KOTOphIX BBelneHue CoenuHeHus 1, ero
mMetabonuTta, Uin (HapMaleBTHYECKH TPHEMJIEMOU COJH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
NpeAHA3HAYEHO U1 MHIYLHUPOBAHUS OKOHYATENbHOTO CO3peBaHus (POJUIMKYJIOB U PaHHEH
JIOTEUHU3ALUUN Y OSKEHIUHBL, mnpoxozsdwen npoueaypel BPT, u ykasaHHas >xeHIIMHA
MOABEPIIIACHh JeCeHCUOUIM3auu runouza 51 IIPEeNBAPUTENILHO noJry4dasna
(OJTUKYIOCTUMYJIMPYIOIIHE TOPMOHBI, YpPOBEHb SHAOreHHOro JII' B KpPOBH JKEHLIMHBI
MOBBIIIEH Ha MPOTSDKEHUM IO MEHbBIIEH Mepe MNPUMEpHO 24 4YacoB IOCIE€ BBEACHUS
HavyasbHOH 1036l CoenmHenus 1, ero meradomnuTa, WK GapMaleBTHUECKH PUEMIIEMON COJIH
MO00ro M3 BBIIENEPEYHCICHHOrO, MO CPaBHEHHMIO C ypoBHEM sHuoreHHoro JII' B kpoBH
JKEHIIUHBl Tepel BBEAEHUEM HadalbHOM 103bl. B HEKOTOpPBIX BapuaHTax pealnu3aLuu
COCOOOB M TPUMEHEHUH, ONUCAHHBIX B JaHHOM JOKYMEHTE, B KOTOPBIX BBEIEHUE
Coenunenusi 1, ero merabonura, win (papMaLEeBTHUECKH MPUEMJIEMOH COJU JIIOOOro W3
BBILIECTIEPEYUCIIEHHOr 0, MPEAHA3HAYEHO Ul MHAYLHUPOBAHUS OKOHYATEIBHOIO CO3PEBAHUs
(OJUTMKYJIOB M paHHEH JIOTeMHU3AlMM Yy JKeHLIMHbI, npoxonsmeid npoueaypsl BPT, u
yKa3aHHas > KEHIIWHA TMOJBEPriach IeCeHCHOMIM3auun Tunodusa W MpeaBapUTENBHO
nojiy4ana (pOJUTMKYJIOCTUMYJIMPYIOLINE TOPMOHBI, YpOBeHb 3HAoreHHoro JII' B KpoBHU
MOBBIIIEH HA MPOTSLKEHUM OT MPUMEPHO 36 4acoB A0 MPUMEpPHO 16 AHEN mocie HadalabHOU
no3sl Coenunenus 1, ero merabonura, wiu papMaleBTHIECKH PUEMIIEMON CONTK JF0O0T0 U3
BBILIETIEPEUNCIEHHOr0. B HEKOTOPBIX BapHaHTaX peajlu3alyd CHocoOOB M NPUMEHEHUH,
OIMCAHHBIX B JAHHOM JAOKYMEHTE, B KOTOphIX BBeneHne CoenuHenns 1, ero Merabonura, mim
dapMareBTUYECKH MPHEMJIEMOI CONM JIF0OOOr0 U3 BBIMENEPEUNCIEHHOr0, NPEeAHa3HAYeHO

AJIsT UTHAYOUPOBAHH OKOHYATCIIBHOI'O CO3PCBAHUA (I)OJ'IJ'II/IKy.]'IOB u paHHeﬁ JIIOTCHUHU3alHuUu Yy
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JKEHIIUHBL, mpoxopasmeid npoueaypel BPT, u yka3anHas JKeHIUMHA IOABEPIJIACH
IeCeHCHOMIN3aluu runodgusa U IMpenBapUTENIbHO NOJydaja (OJUIHKYJIOCTUMYIIHPYIOIIUE
TOPMOHBI, YpOBEeHb 3HAOreHHOro JII' B KpOBM MOBBILIEH HA MPOTSKEHUM OT NMPUMEPHO 36
4acoB 10 mMpuUMepHO 12 mHel mocie HavyainbHOH n03bl CoenuHeHust 1, ero mMeraboauTa, Win
(apmaLieBTHYECKH TPHEMJIEMOH COJM JIOOOr0 M3 BBILIENIEPEUNCIEHHOT0. B HEKoTophIX
BapUAHTAX peajH3aluyd CIOCOOOB U TNPUMEHEHUH, OMHUCAHHBIX B JTAHHOM JOKYMEHTE, B
kotopbix BBeneHue CoenuHenus 1, ero merabonurta, Win (papMaleBTHYECKH MPHEMIIEMOI
COMM  JIFOOOr0 M3  BBILIETIEPEUUCIIEHHOTO,  MPEeJHA3HAUYeHO Ui  HHIYLHUPOBAHHS
OKOHYATEJIbHOTO CO3peBaHUs (OJUIMKYJIOB W paHHEH JIOTEMHU3ALUH Y SKEHIIUHBIL,
npoxoxasimen npouenypsl BPT, u yka3zaHHas >KEHIIMHA MOABEPrIach JECEHCUOMITM3AIINH
runouza W TpenBapPUTENBbHO TOJdydaia (POJUTUKYJIOCTUMYJIHPYIOIIHNE TOPMOHBI, YPOBEHBb
3HAOreHHOro JII' B KpOBY MOBBILIEH HA MPOTSXKEHUH OT NPUMEPHO 24 4acOB 10 MPUMEPHO 16
nHeW mocne HavdanbHOH no3bl CoenmwHeHus 1, ero meradonura, win (hapMaLeBTHUECKH
NPUEMIIEMON COJIM JTFOOOTO M3 BBIIETIEPEYHCICHHOT0. B HEKOTOPBIX BapHaHTaxX pean3aluu
CrocO0OB M TPUMEHEHUH, OINUCAHHBIX B MJAHHOM JOKYMEHTE, B KOTOPBIX BBEIEHUE
Coenunenus 1, ero meradonura, Wi (papMaLeBTHUECKH NPUEMIIEMON COJH JIOOOro H3
BBILIECNIEPEYUCIICHHOr 0, NMPEAHA3HAYEHO Il MHAYLHUPOBAHUS OKOHYATEIBHOIO CO3PEBaHUS
(GONIMKYIIOB M paHHEH JIOTeMHU3AlMU Yy >KEeHILIMHbI, npoxonsuel npoueaypst BPT, u
yKa3aHHas JKEHINUHA IOJBEpPIjach JeceHCHOmnm3anuu runopusa U MPEeABAPUTENBHO
noiyyana (hoTMKYJIOCTUMYJIMPYIOLINE TOPMOHBI, ypoBeHb 5HporeHHoro JII' B kpoBu
MOBBIIIEH HA MPOTSLKEHUM OT MPUMEPHO 24 4acoB A0 NMpUMEpHO 12 aHel mocie HadalabHOU
no3bl Coenunenus 1, ero merabonuta, wiu papMaleBTHYECKH TPUEMIIEMON COJIK JIFOOOTo U3

BBIICTICPEYNCIICHHOI'O.

[0138] [lannoe u300pereHHe mpenycMaTpUBaeT CrocoObl M MPUMEHEHHs, BKIIOYAIOIINE
BBeneHne CoemuHenuss 1, ero merabonuta, Wiu (GapMaleBTHYECKH MPUEMIIEMON COJIH
a000ro W3  BBILENEPEUUCIIEHHOrO, JUIl HMHAYLUPOBAHHMS OBYJSIMUH Yy JKEHIIHHBL
SIBJISTFOIICHCS. aHOBYJISITOPHO O€CIUIONHOH, mpudeM Oecruionue He BBI3BAHO IEPBHYHBIM
HapyLieHneM (pyHKIUHN SMYHUKOB. B ompeneneHHBIX TaKMX BapHaHTAX peai3allfH, IOCHe
BBelleHUs1 HaudanbHOU 103bl Coemmuenust 1, ero merabomura, Wiu (papManeBTUYECKH
NPUEMIIEMON COJIM JIFOOOTO M3 BBILIETIEPEUHCIEHHOrO, YpOBeHb 3HIOreHHoro JII' B KpoBH
JKEHLIWHBI MTOBBILUIEH MO CPABHEHUIO C YPOBHEM 3HIAOTeHHOro JII' B KpOBU KEHILUUHBI NEPEA

BBE€OEHHNEM HayaJbHOU O3bI.
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[0139] B HekoTOpBIX BapuUaHTaX peaju3aldy CHOCOOOB M TNPUMEHEHUH, ONMHCAHHBIX B

JaHHOM JOKyMeHTe, B KoTopbix BBefeHue CoemuHenus 1, ero werabonura, wWiIu

>
(apmaLeBTHYECKH TPUEMIIEMON COJIM JIFOOOTO M3 BBILIETIEPEUNCIEHHOTO, MPeIHa3HAYEHO
ISl MHAYLMPOBAHUS OBYJUSIIMU Y JKEHIUMHBL, SIBJSIFOINEHCS aHOBYJIITOPHO OECIIONHOM,
npuueM Oecruiofue He BBI3BAHO NEPBHYHBIM HApyLIeHHeM (YHKIUU SIMYHUKOB, JKEHIIMHA
umeer puck CI'Sl. B HekOTOpbIX BapuaHTaX peajlnu3alud CHIOCOOOB M TNPUMEHEHUH,
OIHCAHHBIX B IAHHOM JOKYMEHTE, B KOTOpbIX BBeaeHne CoenuHenns 1, ero MerabonuTa, min
(apManeBTHYECKH MPHEMJIEMO COJIM JIF0OOr0 M3 BBIIENEPEUNCICHHOrO, NPEAHA3HAYEHO
IUIE MHIYUHMPOBAHUS OBYJISIUH Yy JKEHLIWHBI, SBISIOLICHCS AHOBYJSITOPHO OECIUIONHOM,
npudeM Oecriofue He BhI3BAHO NMEPBUYHBIM HapyLIeHHEM ()YHKIHH STHYHUKOB, TIO MEHbIIEH
Mepe mpuMepHO 36 4acoB NOCHe BBeAEHH HayanbHON 1036l CoenmHeHus 1, ero merabonmra,
win  ($apMaLeBTHYECKH NPUEMIIEMON COJM JIFOOOr0 M3 BBILIETIEPEUHCICHHOTO, YPOBEHb
3HAOreHHOro JII' B KpOBH >KE€HIIMHBI TOBBILIEH [0 CPABHEHUIO C YPOBHEM SHorenHoro JII' B
KPOBU JKCHILMHBI NIEpel BBEACHUEM HAYAJIBbHON N03bl. B HEKOTOPBIX BapuaHTaxX peaau3aluu
CrocO0OB M TPUMEHEHUH, OINUCAHHBIX B MJAHHOM JOKYMEHTE, B KOTOPBIX BBEIEHUE
Coenunenus 1, ero meradonura, Wi (papMaLeBTHUECKH NPUEMIIEMON CONMH JIOOOro H3
BBILICNIEPEYUCIICHHOrO, MPEeAHA3HAYEHO JJIi WHAYLUMPOBAHUA OBYJSILUU Y JKEHIIUHBIL,
ABJISFOIIENCS aHOBYJIATOPHO O€CIIOAHOH, mpuueM OecIuionue He BBI3BAHO IEPBHUYHBIM
HapylleHneM (QYHKIMU SMYHUKOB, TIO MEHbLIEH Mepe NMPUMEPHO 24 yaca mocje BBENeHHs
HavyasnbHOH 1036l Coenuuenus 1, ero meradomnura, Wi GapMaleBTUYeCKH NPUEMIIEMOH COJIH
J000r0 M3 BBIIENIEPEYHCICHHOTO, YPOBeHb SHAOreHHOro JII' B KpOBHU JKEHIIMHBI MMOBBILICH
10 CPAaBHEHUIO C YPOBHEM 3HAOreHHOro JII' B KpOBH JKEHIIMHBI NIEPE] BBEACHUEM HAa4aJIbHON
103bl. B HEKOTOPBIX BapUaHTaX peaju3aliy ClOoCOOOB U MPUMEHEHHH, ONIMCAHHBIX B JTAHHOM
JIOKyMeHTe, B KOTOpbIX BBeneHne CoemuHenus 1, ero meradonuta, win (papmManeBTHUECKH
NPUEMJIEMON COJIH JTIFOOOTO M3 BBILICTIEPEUYHCICHHOTO, PEAHA3HAYEHO ISl WHIYLUPOBAHHS
OBYJSILIMU Yy JKEHIIWHBI, SIBIISTFOIIEHCS aHOBYJIATOPHO OECIUIONHOW, MpU4eM Oecruionue He
BBI3BAHO TMEPBUYHBIM HApyLIeHHEM (YHKIUH SUYHUKOB, MAaKCHUMAJIbHBI YpPOBEHb
suporeHHoro JII' B kpoBU HAOJIIOAAETCS Uepe3 Mo MeHbIIeH Mepe mpuMepHO 12 JacoB mocie
BBeACHUST HadanbHON 103bl CoenmueHust 1, ero merabomura, Win (apMaleBTHYECKH
NPUEMIIEMON COJIH JTFOOOTO M3 BBIIENIEPEYHCICHHOT0. B HEKOTOPBIX BapHaHTaX pean3aluu
Croco0OB M TPUMEHEHUH, OINUCAHHBIX B MJAaHHOM JIOKYMEHTE, B KOTOPBIX BBEIEHUE
Coenunenus 1, ero merabonura, Wi (papMaLeBTHUECKH NPUEMIIEMON CONMU JIOOOro H3

BBIICTICPCUUCIICHHOI'O, MNPCAHA3HAYUCHO MJIsI HWHAYLHUPOBAHHA OBYJISIUU Yy JKCHIIWHBI,
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ABJISTIOIIENCS aHOBYJISTOPHO O€CIUIOAHOH, mpuueM Oecruionue He BBI3BAHO IEPBHYHBIM
HapymeHueM (yHKLUUU SIMYHUKOB, MAaKCHUMaJbHBIH ypoBeHb sHAorenHoro JIIT B kpoBu
HaOroaeTcss Mexnay mnpuMmepHo 12 wacamu U mpumMepHo 48 wacaMu MOCHEe BBEIEHHSI
HavyasbHOH 1036l CoenmHenus 1, ero meradomnura, uian GapMaleBTHUECKH TPUEMIIEMON COJIH
a000ro W3 BBIIENEPEYHCICHHOTO. B HEKOTOPBIX BapUaHTaX peaju3alud CrIocoO0B U
MPUMEHEHUH, ONMUCAHHBIX B JAHHOM JOKyMEHTE, B KOTOpbIX BBermeHue CoenmHenus 1, ero
mMetabonuta, Uian (HapMaleBTHYECKH TTPUEMIIEMOUN COJI JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
MPEeNHA3HAYEHO MJII MHIYIIUPOBAHUS OBYJSIUU Y >KEHILIWHBI, SIBJSIOIIEHCS aHOBYJISITOPHO
OecIIoHOM, mpuyeM OeCIUIoAre He BhI3BAHO MEPBUYHBIM HAPYIIEHUEM (YHKIIUU SUIHUKOB,
ypoBeHb 3HAoreHHoro JII' B KpOBU JKEHIIWHBI MOBBIIIEH MEXKAY MpUMEpHO 12 uvacamu H
npuMepHO 96 yacamu rociie BBeneHHsI HadaibHOH 103bI CoennHeHus 1, ero MerabonuTa, HiH
(dapManieBTHYECKH MPUEMIIEMONH COJH JEOOOT0 M3 BBIMIETIEPEUHCIEHHOTO, 10 CPABHEHHUIO C
ypoBHEM 5HAOreHHoro JII' B KpOBM >KEHUIMHBI Mepel BBEACHHEM HaydajbHOW 103bl. B
HEKOTOPBIX BAapUAHTAX peau3alfi CIOCOO0B M IPHMEHEHHWH, ONMUCAHHBIX B JaHHOM
TIOKyMeHTe, B KOTOpbIX BBeneHne CoenuHenus 1, ero merabonuta, win (papManeBTHUECKH
NPUEMIIEMON COJIM JTFOOOTO M3 BBILIETIEPEYHCIEHHOTO, PEAHA3HAYEHO ISl MHIYLIUPOBAHHUS
OBYJISILIMU Yy SKEHIIWHBI, SBISFOINENHCS aHOBYJSATOPHO OECIUIONHOMW, mpu4eM Oecruionue He
BBI3BAHO MMEPBUYHBIM HapyIleHHeM (PYHKIUU SUYHUKOB, YpoBeHb 3HAOreHHoro JII' B kpoBu
JKEHIIIUHBI TTOBBILIEH HAa MPOTSKEHUH [0 MEHBIIEH Mepe NpUMepHO 36 4acOB MOCJIE BBEICHUS
HavyasnbHOH 036l CoenmnHenus 1, ero meradomnura, WM GpapMaleBTUYECKH NPUEMIIEMOH COJH
M000r0 M3 BBILICTIEPEYHCICHHOTO, MO CPAaBHEHHMIO C ypoBHeM sHaorenHoro JIIT B kpoBu
JKEHIIUHBI Tepea BBEAEHHWEM HadyalbHOW 103bl. B HEKOTOpPBIX BapHUaHTaX peau3aluH
crocoO0OB M TPHMEHEHWI, OIMUCAHHBIX B JAaHHOM JOKYMEHTE, B KOTOPBIX BBEIEHHE
Coenunenusi 1, ero merabonura, Wi (papMaLEeBTHUECKH MPUEMJIEMOH COJU JIIOOOTo W3
BBIIICTICPEUNCIICHHOTO, TPENHA3HAYEHO Ui WHAYUHPOBAHUS OBYJSIUU Y JKEHIIUHBI,
SIBJISTFOICHCS. aHOBYJISITOPHO O€CIUIONHOH, mpuueM Oecruionue He BBI3BAHO IEPBUYHBIM
HapylmeHneM (QYHKIUUA SIMYHUKOB, YpPOBeHb SHporeHHoro JIIT B KpOBU TOBBIIIEH Ha
NPOTSKEHUM MO MEHbLIEH Mepe OT NPUMEpPHO 36 4acoB A0 NPHUMEpPHO 16 aHel mnocne
HavanbHOU 1036l CoenuHenns 1, ero meradonura, uia GpapMaleBTUIECKH PUEMIIEMON COJIH
m000ro W3 BBIENEPEYHCICHHOT0. B HEKOTOPBIX BapHaHTaX peaju3alud CrocoOOB U
MPUMEHEHUH, OMUCAHHBIX B JAHHOM JOKYMEHTE, B KOTOpbIX BBeneHue CoenmHeHus 1, ero
MetadonuTta, Uin (papMareBTHYCCKH MPUEMJIEMON COJIH JIFOOOTO U3 BBILIENEPEYHCIEHHOTO,

NpeaAHasHA4YCHO MAJId MHAYHUHUPOBAHUSA OBYJISALUH Y JKCHIIWHBI, HBJ'IHIOH_IGI\/'ICH AHOBYJIITOPHO
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OecrutonHOM, MpuyeM Oecruionue He BhI3BAHO NMEPBUYHBIM HApYLIEHHEM (QYHKLNN SUIHHUKOB,
ypoBeHb sHAOreHHoro JII' B KpOBH MOBBILIEH HA NPOTSIKEHUM IO MEHbIIEH Mepe OT
npuMepHO 36 4acoB 10 mpumepHO 12 nHel nocne HadanbHOW n03bl CoenunHenus 1, ero
merabonura, WK GapMaleBTHUECKU MPHEMIIEMOH COJIH JII000T0 U3 BbIIIENePEeYnCIeHHOro. B
HEKOTOPBIX BAPHAHTAX pEaJM3aLUN CHOCOOOB M NPUMEHEHHH, ONHMCAHHBIX B ITaHHOM
JIOKyMeHTe, B KOTOpbIX BBeneHue CoemuHenusi 1, ero merabonuta, win (papmaneBTHUECKU
NPUEMJIEMON COJIH JTFOOOTO M3 BBILICTIEPEYHCICHHOTO, PEAHA3HAYEHO ISl WHIYLUPOBAHHSI
OBYJSILIMU Yy JKEHIIUHBI, SIBJSIFOIIEHCS aHOBYJIATOPHO OECIUIONHOW, mpudyeM Oecruionue He
BBI3BAHO MEPBUYHBIM HapyIIEHHEM (PYHKIHMH SUYHUKOB, YPOBEHb SHAOTreHHOoro JII' B kpoBH
JKEHIIWHBI MTOBBILIEH HAa MPOTSKEHUU [0 MEHBLIEH Mepe NPUMEPHO 24 4acOB MOCJIE BBEICHUs
HauvanbHOU 1036l CoennHenus 1, ero merabonura, Wi GpapMareBTUIECKH TPUEMIIEMON COJIH
1000r0 M3 BBILICTIEPEUYHCICHHOTO, MO CPAaBHEHHMIO C YpoBHEM sHporeHHoro JIIT B kpoBu
JKEHIIUHBbI Tepe]] BBEAEHHEM HadalbHON 103bl. B HEKOTOpBIX BapuaHTax peaju3aLuu
Croco0OB M TPUMEHEHUH, OIMCAHHBIX B JAHHOM JIOKYMEHTE, B KOTOPBIX BBEICHUE
Coenunenus 1, ero merabonura, WM (papMaLEeBTHUECKH NPUEMIIEMON CONU JIOOOro W3
BBILIETIEPEYNCIEHHOTO, TMPEAHA3HAYEHO JJIs1 HWHIYLUHUPOBAHHUS OBYJALMU Yy >KEHIUHBL,
ABJISFOIIENCS aHOBYJISITOPHO O€CIIONHOH, mpudeM Oecruionue He BBI3BAHO IEPBHYHBIM
HapyluieHneM (QYHKIMU SUYHUKOB, YPOBEHb SHAOreHHoro JII' B KpOBH MOBBILIEH Ha
NPOTSLKEHUM 10 MEHbLIeH Mepe OT NpuMepHO 24 4acoB 10 IpUMepHO 16 aHell mocie
HavyasnbHOH 1036l CoennHenus 1, ero meradomnura, uian GapMaleBTHUECKH IPUEMIIEMON COJIH
a000ro W3 BBIIENIEPEYHCICHHOTO. B HEKOTOPBIX BapUaHTaX peaju3alud CIocoO0B U
NIPUMEHEHUH, OMUCAHHBIX B TAHHOM JOKYMEHTE, B KOTOphIX BBeneHue CoenuHeHus 1, ero
metabonurta, uian (papMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTr0 U3 BBIMIENEPEYUCIEHHOTO,
NpeIHa3HAYEeHO ISl MHAYLUPOBAHUS OBYJISILUHU Yy SKEHIIUHBI, SBISIOLIENHCS aHOBYJSITOPHO
OecrutonHOM, nmpuyeM OeCruionue He BhI3BAHO MEPBUYHBIM HAPYLICHHEM (QYHKLUUU SUIHHKOB,
ypoBeHb 5HporeHHoro JII' B KpOBM TOBBIEH HAa MPOTSDKEHHH IO MEHBIIEH Mepe OT
npuMepHoO 24 vacoB o npumepHo 12 nHel nocne HauvanbHON n03bl CoenuHeHust 1, ero

meTtadonuTa, nin papMaLeBTHIECKH IPUEMIIEMON COJU JIF0O0T0 U3 BBILIENIEPEUNCIEHHOTO.

[0140] Bonbmwmii pasmep GOJUTMKYIOB BO BpEMsI HHULIMUPOBAHHS MOKET YIIYYIIATh BBIXOT
3penpix oouuToB. M3o0perenne mnpemycmaTtpuBaer BBeneHue n03 CoemuHenus 1, ero
MerabomnuTa, Wik (PpapMaleBTUIECKH MPUEMIIEMON COJIM JIFOOOrO M3 BBILIETIEPEUHCIEHHOTO,

NprU4EeM Ha4daJIbHYIO O03y BBOAAT, KOrja IO MeHBIIIEH MEpPE TpHU (1)OJ'IJ'II/IKYJ'Ia SAMYHHUKOB
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pasMepoM IO MeHblnel mepe mnpumepHo 14 mm HabmomaroTcss ¢ momomeio Y3U. B
HEKOTOPBIX BAapUAHTAX peaNu3ali CIIOCOO0B M TNPUMEHEHUH, ONMHMCAHHBIX B JAHHOM
JIOKyMeHTe, HaudanbHble 1036l CoenuHeHust 1, ero merabonuta, WM (apManeBTHYECKH
IPUEMJIEMO COJIM JIOOOTO M3 BBILICNEPEUNCICHHOTO, BBOAAT, KOTAA 0 MEHbLIEH Mepe TpH
dosKyna SUYHUKOB Pa3MepOM IO MEHbLIeH Mepe nmpuMepHO 18 MM HaOMOmarTCs C

nomoriubr Y3U.

[0141] MUzoOperenue Takke mnpenycmatpuBaer BBeneHue no3 CoemguHeHust 1, ero

,
metabonuta, uian (papMaleBTHYECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYHCIEHHOTO,
MPpUYIEM HAYaJIbHYHO A03y BBOIAT IOCJE OBYJIALUHA. B HEKOTOPBIX BapHaHTaxX pe€ain3aluu
CHOCO6OB u HpHMeHeHI/IfI, OMHUCAHHBIX B JAHHOM AOKYMCHTC, HAYaJIbHYHO O3y COeI[I/IHeHI/Iﬂ
1, ero wMmerabonura, wWid (QapMaLEBTUYECKH TMpUEMJIEMONl  coimu  JiroOoro W3

BBILICTICPEUYUCIICHHOI'O, BBOIAAT NICPE OBy.]'I;ILIPIGfI

[0142] B HexkoTOpBHIX BapHaHTaxX peaTU3aALNHU, CHOCOOBI M TPUMEHEHUs, ONHCAHHBIE B
JaHHOM JOKYMEHTE, BKJIIOYAIOT H3BJEUeHHE OOLHUTOB. HM300peTeHne mnpemycMmarpuBaeT
BBenieHne 103 Coenunenus 1, ero merabonura, nimm (papMaleBTUYECKH MPUEMIIEMOIl Cou
M000ro M3 BBILIETIEPEUUCIEHHOTO, NMPUYEM HAudajbHYIO 03y BBOIAT IOCJIE W3BJICUYEHUS
OOLIMTOB. B HEKOTOpBIX BapHaHTax peann3aluu CHocOOOB U NPUMEHEHHH, ONHCAHHBIX B
JaHHOM JOKyMeHTe, HadaibHylo no3y Coenunenus 1, ero Merabonura, WIH
(apmaLieBTHYECKH TIPHEMJIEMOI COJM JIOOOrO M3 BBIIENEPEUHCICHHOTO, BBOMAT IEpen

HU3BJICUCHUEM OOLIUTOB.

[0143] B HekoTOpbIX BapHaHTaX peaju3aluy CIOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
JaHHOM JOKYMEHTe, Tepen BBeAeHHeM HaudanbHOH no3bl CoenuHenus 1, ero merabonwra,
win (papManeBTHYECKH MPUEMIIEMON COJM JII0OOr0 W3 BBIMIENIEPEUUCICHHOTO, THITO(pU3
JKEHIIMHbI JeCEHCHOMIN3UPYIOT N0 OTHOIIeHUIO K ['HPI™ mepen BBeneHneM HauvaibHOM JTO3BL
B ompeneneHHBIX BapuaHTaX pealu3alH CIIOCOOOB U MPUMEHEHUH, OMMCAHHBIX B JaHHOM
nokyMeHTe, HadanbHyro no3y CoemuHenusi 1, ero merabomura, win (hapMaleBTHUECKU
NpUeMJIEMON CONMM JTIOOOTO M3  BBIIENEPEYHCIIEHHOr0, BBOIAT, KOIrZa KOHIEHTPALIUS
3CTPaZiNoNia ChIBOPOTKH COCTaBJIIET MO MeHblueld Mepe mnpumepHo 0,49 Hmons/n. B
OTIpPENeNIEHHBbIX BAPHAHTAX PEaN3alli CIOCOOOB M NPUMEHEHMH, ONMCAHHBIX B JAHHOM

nokyMeHTe, HadaibHyro no3y CoemuHenusi 1, ero merabonwura, win (apManeBTHUECKU
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HpHeMHeMOﬁ conu Jr0Ooro us BBILICTICPEHYUCIICHHOI'O, BBOJAT, KOIJda KOHLCHTpPALUA

3CTPANOIIa CBIBOPOTKU COCTABJISIET 11O MeHbIel Mepe mpumepHo 0,91 HMomb/i.

[0144] B HekoTOpbIX BapHaHTaX peANTU3ALMH CIOCOOOB M NPHMEHEHUl, OMHUCAHHBIX B
JaHHOM JIOKYMEHTe, OMOPHOH HMIUIAHTHPYIOT TIOCJIE BBENEHHMS HA4YaJbHOH  J1O3BI
Coenunenusi 1, ero merabonura, Wi (apMaleBTHUECKH NPUEMIIEMONW COJU JIOOOro H3
BBILIECTIEPEUUCIIEHHOrO. B onpeneneHHbIX TakUX BapUaHTaxX peaju3alyy, HWMIUIAHTALUS
MPOUCXOJUT B TE€UEHHUE OT MpPUMEpPHO 2 1o npumepHo 10 aHel mociie BBENEHUS Ha4aJIbHOU
ZIO3bl, HAIpUMeEp, NPUMEPHO 2 NHEH, IPUMEPHO 3 THEH, MPUMEPHO 4 AHEeH, IPUMEPHO 5 AHeH,
NPUMEPHO 6 NHEH, NPUMEpPHO 7 AHEH, NIPUMEPHO 8 IHEW, MPUMEPHO 9 nHeH, WIu NPUMEPHO
10 mHell. B HeKOTOpBIX BapuaHTaX pean3alMHu CIIOCOOOB M NMPUMEHEHWH, ONMHCAHHBIX B
JaHHOM JTOKYMEHTE, MMIUIAHTAIMs 5MOPHUOHA MPOUCXOAUT B TE€YEHHE OT NMpPUMEpPHO 1 1o
INPUMEPHO 7 JHEW MOCJE U3BJICUYECHHs] OOLUMTOB, HAPUMEp, NPUMEPHO 1 nHsA, mpuMepHO 2
IHEH, NpUMEpHO 3 AHEH, mMpuMepHO 4 NHEW, NPUMEPHO 5 AHEH, NPUMEPHO O AHEW, WU
npuMepHO 7 AHEW. B ompeneneHHBIX BapuUaHTaX pealn3alid CIOCOOOB W NMPUMEHEHHH,
OMHCAHHBIX B JAHHOM JOKYMEHTe, 3MOPHOH SBISIeTCS CBEXHM (T.€., SMOpPHOH He
3aMOpPaXMBAIOT). B ompeneneHHbIX TaKUX BapUaHTaX pean3aliy, SMOPUOH HMIUIAHTHPYIOT
B TOM >X€ MEHCTPY&JbHOM LHKJE, B KOTOPOM MPOBOAAT W3BJ€YeHHE OOLUTOB. braromaps
ciocoOy neiictust Coenunenus 1, ero merabonura, win GapMaLeBTHYECKU MPUEMIIEMOH
conmu JOOOro M3 BBILENEPEYHCICHHOrO, MOXET HaOJIONaTbhCsl MEHbLIee OTPHLATEbHOE
BO3JICHICTBHE HA SHIOMETPHUI MO CPABHEHHIO C COBPEMEHHBIMU CIOCOOaMHU JieueHHs. Takum
o0pa3oM, OSHIOOMETPUl MOKeT ObITb TOTOB K UMIUTaHTauuu (Oojiee  BBICOKas
BOCIIPHUMYHBOCTD YHIOMETPHSI) HEMEIJIEHHO TOC/Ie U3BJICUEHHs STHIEKIETKH. 3a CYET TOro,
YTO HE HMCIMOJB3YOTCS TPUITEPHbIE areHThl Ha ocHOBe 4XI wiu aronuctoB [ HPI (Bkirouas

nBoiiHple Tpurrepel ¢ aronucramu [HPI), Coemmnenme 1, ero werabonut, wWiIH

,
(hapMaLleBTUYECKH MPUEMJIEMAsi COJIb JIFOOOTO M3 BBIIIETIEPEYHCICHHOTO, MOTYT MPUBOIUTH K
MEHbIIeH MOTPEOHOCTH B CETMEHTHPOBAHHOM MPOTOKOJIE ¢ KPUOKOHCEPBAIUEH, TeM CaMbIM
cHmwkas uyucyio mukiaoB OJKO; cokpamass BpeMsi HACTyIUIGHHS OEpeMEHHOCTH, TMpH
MONAECPKAaHUHM TPUEMJIEMON YacTOThI HACTYIUICHUS] OEPEeMEHHOCTH, CHIKAsl 3aTpaThl, U
yMeHbinass mobodHble 3(PQEKTh, Takue Kak Makpocomusi (OONbIIONW pasMep ISt
reCTAl[MOHHOTO BO3pacra), PHUCK NPHPOCIIEH TUTALIGHTbI, W PHUCK MPEIKJIAMIICUU, CO

3Ha4YuTeNbHO Ooniee Hu3kumu mnokazateasimu CI'Sl. Coenunenue 1, ero meta®oauT, WM

(dapMalleBTUYECKH TMpUeMiieMas COJb JIIOOOro W3  BBIMIENEPEYUCIEHHOTO, MOTYT
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obecrieunBaTh aTpuOyTH O€30MaCHOCTU U 3P PEKTUBHOCTH, SBJIAIOLINECS MIPEUMYIIECTBOM I10

CpaBHEHHUIO C COBPEMCHHBIMU METOAAMHU JICHUCHUS, Tpe6y1-OH_II/IMI/I CErMCHTAalllH.

[0145] TIlockonbky B MPUMEHEHHUSX W CIIOCOOAX HAa JAHHOMY H300PETEHHIO MOTYT OBITH
UCIIOJIb30BAaHBl  HE3aMOpPOJKEHHbIE 3MOpPHOHBI, H300peTeHHe TakXke IpenyCMaTpHBaeT
CHIDKEHHE BPEMEHH HACTyIUIeHHs OEepPeMEeHHOCTH TIOC/Ie CTUMYJIHPOBAHUS OBYJISILIUH
Coenunenuem 1, ero metabonuToM, WM (papMaLeBTUYECKHU TPUEMIIEMON COJIBIO JIFOOOTO 13
BBILIECTIEPEYNCIEHHOTO, BMECTO HCIIOJIb30BAHMS B KAUeCTBE TPUITEPHOro areHTa uXIl Him
aroancta ['HPI'. B HekoTopbIx BapuaHtax peanusanun, CoequHenue 1, ero MeTaboauT, WK
(bapManeBTUYECKH MPUEMIIEMYIO COJIb JIFOOOTO M3 BBILIETIEPEUNCIEHHOTO, BBOAST JKEHIIUHE B
Ka4eCcTBe TPUITEPHOTO areHTta, u BBeneHue cienyet 3a ¢azoii KCA. B onpeneneHHbIX Takux
BapuaHTax peanmzaunu, Coenuaenue 1, ero Mmerabonut, min GpapMaleBTHYECKH pUeMIIeMast
COJb JTIOOOTO W3 BBIMIETIEPEUUCIEHHOTO, MOTYT 3(Q(EeKTHBHO MPOMOTHPOBATh CO3PEBAHUE
(hOJTHKYJIOB ¥ MHAYLHUPOBATh OBYJSILHIO (1) €3 MOBBIIeHHsT O0IIero YPOBHS KOHIICHTPALHH
VEGF B kxpoBu, wu (ii) nmyrem noseimenusi obmero yposHsi VEGF Ha nepuon menee 24

HaCOB IIOCJIC BBEACHUA.

[0146] [lannoe m300peTeHHe TakXKe NMpeayCMaTpUBAET CIIOCOObI U MPUMEHEHHUS C LENbI0
CHIDKEHHMsI BPEMEHH HACTYIUIEHHs OEepeMEeHHOCTH TIOCie CTUMYJHPOBAHMUS OBYJIALIUU
TPUITEPHBIM AareHToM, BKIOHaromero BBeaeHue CoenuHeHust 1, ero MmerabonuTa, WIN
(apmaLeBTHYECKH MPUEMIIEMOH COJIM JIOOOrO W3 BBIMIENEPEUNCIEHHOTO, VIS MOANEPKKH
JFOTEHHOBOM (a3pl. B HekOTOpbIX BapuaHTax peanusanuu, BBeneHue CoemuHeHus: 1, ero
mMetabonuta, uian (HapMaleBTHUECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
CJIEAYET 32 WM MPOUCXOMUT MO CYIIECTBY B TO K€ CaMOE€ BPEMsi, YTO U MHHLUHpPOBaHHE. B
ONpENeNIEHHbIX TakuX BapuaHTax peanusauuy, CoemuHenue 1, ero MerabonUT, HIH
dapManeBTHYECKH ~TpUeMIIeMasl  COJIb  JIFOOOrO0 M3  BBILICTIEPEYHCIEHHOTO, MOTYT
o0ecrieunBaTh MONAEPIKKY JEOTEMHOBOW (asel (1) Oe3 MOBBIIEHHS OOIIEero ypOBHS
koHuentpauun VEGF B kxpoBu, mnu (i1) mytem nosbimenuss odmero ypoBHs VEGF Ha

nepuoa MeHee 24 4acoB MOCE€ BBEICHUS.

[0147] MW3oOperenue nmpeaycMaTpuBaeT CrocoObl M MPUMEHEHUs], BKIIOYAIOIINE BBEICHNE
no3 Coenunenus 1, ero merabomnura, uian GpapMaleBTUIECKH MPUEMJIEMON COJIU JIFOOOTo 13
BBILIETIEPEYNCIEHHOTO, TPUYEM CIIOCOO WM TNPUMEHEHHWE HHAYLHUPYIOT OByJsmoo. B

OMNPEACIICHHBIX TAKUX BApHUAHTAX pCaU3alivii, >KCHIIHHA 3a4YUMHACT IMOCPEACTBOM IIOJIOBOIO
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akta unmu BMU nocne BBeneHus mo MeHbllel Mepe HadaibHOW n03bl CoeanHeHus 1, ero
Metadonuta, Uik (papMareBTHUYECKH MPUEMJIEMON COJIH JIFOOOro U3 BBILIENEPEYHCIEHHOTO.
Beenenne CoenuHenust 1, ero merabosnurta, Wid (papMaleBTUYECKH MPHEMJIEMOI COJn
J000r0 W3 BBIMICTIEPEYHCICHHOTO, Ui WHULMHPOBAHUS BBICBOOOXKIEHUS ooLHUTa 0Oe3
W3BJICUEHUST OOLIUTOB MOXKET IMPUBOAUTL K IIPENCKA3yeMOMY BPEMEHU OBYJSILUU, C
HWHTEPBAJIOM OT BBEIECHUS O OBYJISILUM B Auarna3zoHe oT 30 10 62 4acoB MOCje BBEAEHUS, WIH
oT 36 10 48 4acoB mociie BBEACHHs. JTO MOXKET MO3BOJUTh YIOOHO CIUIAHUPOBATh MOJIOBOM
akT i BMU B MOMEHT OBYJIAALIMK, YTO MAKCUMAJIBHO YBEJIUUUBAET HIAHCHI OTJIOIOTBOPEHHUS

suuexnerku. Bsegenne CoenuHenust 1

2

ero Merabonurta, wWid (apMaLEeBTHIECKH
NpUEMJIEMON CONU JIFOOOTO U3 BBIMIENEPEUHUCICHHOTO, MOXKET TaKXKe MOMOYb JKCHIIHHAM,
UMEIOIIUM MPOOJIEMBI C OBYJISIIMEH, OBYJIMPOBATh M 3aUWHATH IMOCPEACTBOM IIOJIOBOTO aKTa
wii BMU. B HEKOTOpBIX BapHaHTaxX peaju3aliy, MTHULUHIPOBAHNE BBICBOOOKACHUS OOLMTA
¢ ucnonpzoBanneM CoenuHeHus 1, ero merabonura, WM (GpapMareBTUYECKH MPHEMIIEMOI
coJM JIF0OOTO M3 BBIIIENEPEUNCICEHHOTO, MOXKET OBbITh 3aIaCHBIM BAPHUAHTOM ISl JKEHINWH,
Hy>xparomuxcss B BMH, y koropeix koHTpousb JII' Okaszancs TpyaHBIM WIIM HEHAIEKHbIM. B
HEKOTOPBIX ~ BAapHAaHTaxX peajHu3alyy, WHULIUUPOBAHUE BBICBOOOXKAEGHUS OOLMTA C
ucnonb3oBanneM CoennHenus 1, ero MmeradonuTa, win (papMaLeBTHUECKH IPUEMIIEMON COJIH
Mo00ro M3 BBIIETIEPEUHCIEHHOTO, MOXKET OBbITh MCIIOJNB30BAHO, Korpa KoHTpoib JII' He
BoIsBIsIeT BbIOpoca JII' x mgHro 18 mmkia (rme geHb | mukia sIBISETCS NEPBBIM JIHEM

NPEALECTBYIOIIEeH MEHCTPYaLK) U UMeeTCsl (POJUTHKYIT SIMYHUKOB pasMepom Ooiee 20 MM,

[0148] B HekoTOpbIX BapHWaHTaX peaju3aluu CIMOCOOOB M TNPUMEHEHWH, OMHCAHHBIX B
JaHHOM JOKYMEHTE, TIOCJIe BBEIEHUsI TI0 MEHbIIeH Mepe HadabHOU 103kl CoenuHenus 1, ero
metabonuta, uian (HapMaleBTHYECKH TTPUEMJIEMON COJIH JIFOOOTO U3 BBIMIENEPEYUCIEHHOTO,
JKEHIIMHA 3a4YMHAET WM POKAeT. B HEKOTOPBIX BapHaHTAX peajM3alliy, *KEHIIUHA POJKAET
MOCPEICTBOM KecapeBa CedeHrsi. B HEKOTOpPBIX BapUaHTAX peau3alliy, SKEHIIMHA POKAeT

BAarvHaJIbHO.

[0149] B HekoTOpBIX BapHaHTaX peau3alud CIMOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
JAHHOM JIOKYMEHTE, BBOAMMOE WJIM HCIHOJb3YEMO€ KOJWYECTBO WM J03a, TakKas Kak
HadajibHas 103a, CoenuHeHust 1, WM COOTBETCTBYIOLIEE KOJIMYECTBO €ro (hapMalleBTHYECKU
npuemsieMon comnu, cocrasisser or npumepHo 0,00003 mr no mpumepno 0,030 mr. B

HEKOTOPBIX BAapUAHTaX peaM3ali CroCOO0B W MPUMEHEHUMN, OMHCAHHBIX B JTAHHOM
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JOKYMEHTE, BBOJUMOE UJIU UCIIOJIb3yEMO€E KOJUYECTBO WM 4034, TaKas KaK HadajbHas 1034,
Coenunenus 1, WM COOTBETCTBYIOIEE KOJUYECTBO €ro (papmManeBTUYECKH NPHEMIIEMOt
cony, coctasisier oT npuMepHo 0,001 mr no nmpumepno 0,030 mMr. B HeKOTOpbIX BapuaHTax
peanusaiyy Cnoco0OB M NMPUMEHEHMH, OMUCAHHBIX B JAHHOM JOKYMEHTE, BBOAMMOE WU
UCIIOJIb3yeMOe KOJIMYEeCTBO WJIM 11033, Takas Kak HaudanbHass pno3a, CoeauHeHust 1, wiam
COOTBETCTBYIOIIEE KOJIUYECTBO €ro (papMareBTHYECKH MPHUEMIIEMOH COJIM, COCTABJIIET OT
npumepHo 0,001 mr no mpumepro 0,003 mr. B HEKOTOpBIX BapuaHTaX peajr3aluu CrocoOOB
Y IPUMEHEHUH, OMMCAHHBIX B JAHHOM JOKYMEHTE, BBOAUMOE WJIH UCIIOIb3YyEMOE KOIMYECTBO
WIH 71034, Takas Kak HavajbHas n1o3a, CoenvHeHus 1, UM COOTBETCTBYIOLIEE KOJIUYECTBO €ro
(dapmanieBTHYECKH TIPUEMIIEMON COk, cocTarisier oT npuMepro 0,00003 Mr no mpuMepHO
0,0003 Mr. B HeKOTOpBIX BapHaHTaX peajH3alfy CIIOCOOOB M NMPUMEHEHHH, OMUCAHHBIX B
JAHHOM JIOKYMEHTE, BBOJMMOE WJIM HCMOJIB3YEMOE KOJMYECTBO WIM 033, Takas Kak
HauvanbHas no3a, CoenuHeHus 1, WM COOTBETCTBYIOLIEE KOJMYECTBO €ro (papManeBTUIECKH
npuemsieMon comnu, cocrasisger or npumepHo 0,00003 mr no mpumepno 0,003 mr. B
HEKOTOPBIX BAapUAHTAX peaNu3ali CIocOO0B M TNPUMEHEHUH, ONHMCAHHBIX B JaHHOM
JOKYMEHTE, BBOJUMOE UJIN UCIIOIb3YEMOE KOJUYECTBO UM 4034, TaKasl Kak HadajbHas 1034,
Coenunenus 1, WiIM COOTBETCTBYIOIEE KOJIMYECTBO €ro (hapMaleBTUYECKH MPHEMIIEMOIl
conu, cocrasgier or npumepHo 0,00003 mr mo mpumepno 0,00006 mr. B HexoTOpBIX
BAPUAHTAX peaM3aluy CIOCOO0B W TNPHMEHEHUH, OINMUCAHHBIX B JAHHOM JIOKYMEHTE,
BBOJIMMOE WJIN HCIIOJIb3yEeMO€E KOJIMUYECTBO MIIU J103a, TaKas Kak HadanbHas 103a, CoennHeHus
1, MM COOTBETCTBYIOIEE KOJIMYECTBO ero (hapMaleBTUYEeCKH MPUEMJIEMOI COJIH, COCTABIISIET
ot npumepHo 0,00003 mr no npumepro 0,00009 mr. B HEKOTOPBIX BapHaHTax peaau3aLuu
CHOCO0OB U MPUMEHEHHH, ONMMCAHHBIX B JAHHOM JIOKYMEHTE, BBOAMMOE HJIU HCIIOJIb3yEeMOe
KOJIMYECTBO WJIM 103a, Takas Kak HadanbHas no3a, CoennHeHus 1, miM COOTBETCTBYHOILEE
KOJIMYECTBO €ro (hapMalleBTHYECKH MPUEMIIEMOI CoJu, cocTasisier ot mpumepHo 0,00003 mr
no npumepro 0,00015 mr. B HEKOTOpBIX BapuaHTaX peajlu3aldd CIOCOOOB U NMPUMEHEHUH,
ONHMCAHHBIX B JAHHOM JOKYMEHTE, BBOAMMOE HJIM HCIOJb3yeMOE KOJWYECTBO WM 1033,
Takass Kak HadanbHas f1o03a, CoenuHeHus 1, MIM COOTBETCTBYIOLEE KOJHUYECTBO €ro
bapmanieBTHYECKH TIpUEMIIEMON COH, cocTarisieT oT npuMepro 0,00003 Mr mo mpuMepHO
0,0006 Mr. B HEKOTOpBIX BapHaHTaX peajH3ally CIIOCOOOB M NMPUMEHEHHH, ONMUCAHHBIX B
JAHHOM JOKYMEHTE, BBOAMMOE WM HCIOJB3YEMOE KOJMYECTBO WIM 1033, Takas Kak
HauanbHas 103a, CoenuHeHus 1, WM COOTBETCTBYIOLIEE KOJNYECTBO €ro (papmManeBTUIECKU

IIpUEMIIEMON CoJi, cocTasysger OoT npumepHo 0,00003 mr mo mpumepno 0,0009 mr. B
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HEKOTOPBIX BAapUAHTAX peaNu3ali CIIOCOO0B M TNPUMEHEHUH, ONHMCAHHBIX B JAaHHOM
JOKYMEHTE, BBOJUMOE UJIU UCIIOJIb3yEMOE KOJUYECTBO UM 4034, TaKasl KaKk HadajbHas 103a,
Coenunenus 1, WM COOTBETCTBYIOIEE KOJMYECTBO €ro (hapMaleBTUYECKH NPHEMIIEMOl
comyu, cocrtaBiasier or npumepHo 0,00003 mr mo mpumepHo 0,0015 mr. B HexoTOpbIX
BAPUAHTAX peaM3aluy CIIOCOOOB W TNPHMEHEHUH, OIMCAHHBIX B JAHHOM JOKYMEHTE,
BBOAMMOE HJIM UCTIOJIb3yeMOe KOJIMYECTBO WUJIH 1034, Takasi Kak HadaiipHas 103a, CoenuHeHus
1, MM COOTBETCTBYIOIEE KOJIMYECTBO €ro (PapMaleBTUYECKH MPHUEMJIEMOI COJIH, COCTABIISET
ot npumepHo 0,00003 mr mo npumepHo 0,006 mMr. B HEKOTOpBIX BapHaHTax peanu3aluu
Croco0OB M MPHUMEHEHHH, ONMMCAHHBIX B JAHHOM JIOKYMEHTE, BBOAMMOE HJIM HCIIOJB3yEeMOe
KOJIMYECTBO WJIM J03a, Takas Kak HadanbHas no3a, CoennHeHus 1, miM COOTBETCTBYHOILEE
KOJIMYECTBO ero (hapMaleBTHYECKH MPUEMIIEMOI CoJu, cocTaBisier ot mpumepHo 0,00003 mr
no nmpumepro 0,009 mr. B HEKOTOpPBHIX BapHaHTaxX peasu3alii CIIOCOOOB U NMPUMEHEHUH,
ONHMCAHHBIX B JAHHOM JOOKYMEHTE, BBOAMMOE HJIM HCIOJb3yeMOE KOJHWYECTBO WM 1033,
Takas Kak HadanbHas 71o03a, CoenuHeHuss 1, MIM COOTBETCTBYIOILEE KOJHYECTBO €ro
dapmanieBTHYECKH TIPUEMIIEMON cok, cocTarisier oT npuMmepro 0,00003 Mr no mpuMepHO

0,015 mr.

[0150] B HekoTOpBIX BapHaHTaX peau3aluy CIMOCOOOB M TNPUMEHEHWH, OMHCAHHBIX B
JAQHHOM JIOKYMEHTE€, BBOJMMOE WM HCIOJIB3YEMOE KOJMYECTBO WM [103a, Takas Kak
HavyanbHas 103a, CoennHeHus 1, M COOTBETCTBYIOIIEE KOINYECTBO €ro (papMaleBTHIECKH
npuemsIeMol conu, cocrasysier oT npumepHo 0,0003 mr no npumepno 0,030 mr. B
HEKOTOPBIX BAapUAHTAX pealu3alui CrIocOO0B M NPUMEHEHUWH, OMHMCAHHBIX B JaHHOM
JOKYMEHTE, BBOJUMOE UJIM UCITIOIB3YEMOE KOJUYECTBO MJIM 4034, TaKasl KaK HadajbHas 11034,
CoenuHenus 1, WM COOTBETCTBYIOINEE KOJMYECTBO €ro (hapMaleBTUYECKH MPHEMIIEMO
cony, coctasisieT oT npuMmepHo 0,0003 mr go npumepno 0,0006 Mr. B HEKOTOpBIX BapuaHTax
peanm3anmu CrocoOOB W MPUMEHEHUH, ONMHUCAHHBIX B JAHHOM JOKYMEHTE, BBOAUMOE WIIH
UCIIOJIb3yeMOe KOJIMYEeCTBO WJIM 71033, Takas Kak HadanbHas nos3a, Coegunenust 1, wnu
COOTBETCTBYIOIIEE KOJUYECTBO €ro (papManeBTHUYECKH MPHUEMIIEMOH COJIM, COCTAaBJIAET OT
npumepno 0,0003 mr go npumepHo 0,0009 mMr. B HEKOTOpBIX BapuaHTax peanu3aluu
Croco0OB U MPUMEHEHHH, ONMCAHHBIX B JAHHOM JIOKYMEHTE, BBOAMMOE HIIM HCIIONb3yEeMOe
KOJIMYECTBO WJIM A03a, Takas Kak HadanbHas no3a, CoeanHeHus 1, miM COOTBETCTBYIOILEE
KOJIMYECTBO €ro (hapMarieBTHUECKH MPUEMIIEMOl coiH, coctasisier oT npumepro 0,0003 mr

no npumepHo 0,0015 mr. B HeKoTOpBIX BapmaHTax peaju3aly CIOCOOOB M NMPUMEHEHHH,
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OMMCAHHBIX B JAHHOM JIOKYMEHTE, BBOAMMOE WJIM MHCIOJNB3YEMOE KOJUYECTBO WJIHU 7103,
Takasg Kak HadanbHas f1o03a, CoenuHeHus 1, MIM COOTBETCTBYIOLEE KOJIMYECTBO €ro
(papmaLieBTHYECKH TPUEMIIEMOW COJH, COCTaBisgeT oT nmpumepHo 0,0003 mr mo mpuMepHO
0,006 mr. B HEKOTOpBIX BapHaHTaX peaju3aluf CIIOCOOOB M MPUMEHEHHH, ONMHCAHHBIX B
JAHHOM JOKYMEHTE, BBOAMMOE WM HCHOJB3yeMOE KOJWYECTBO WM [A03a, Takas Kak
HavanbHas 1033, CoennHeHus 1, iIM COOTBETCTBYIOINEE KOJINYECTBO €ro (papManeBTHIECKH
IpuemMiIeMol conu, cocrasysger oT npumepHo 0,0003 mr go npumepno 0,009 mr. B
HEKOTOPBIX BAapUAHTAX peaTU3alUi CIOCOO0B W TNPUMEHEHUWH, ONMHCAHHBIX B JaHHOM
JOKyMEHTE, BBOJUMOE UJIH HCIIOJIb3yeMOe KOJIMYECTBO WU 1032, TaKas KaKk HadajlbHas 1034,
CoenuHenus 1, WM COOTBETCTBYIOIIEE KOJIMYECTBO €ro (papManeBTUYECKH MPHEMIIEMOI

cony, cocrasisieT oT npumepHo 0,0003 mr no mpumepno 0,015 mr.

[0151] B HekoTOpBIX BapuaHTaX peaTH3aLUN CHOCOOOB M NPUMEHEHUWH, ONMHCAHHBIX B
JAHHOM JIOKYMEHTE, BBOJMMOE WJIM HCMOJB3YEMOE KOJMYECTBO WIM 1033, Takas Kak
HaudanbHas n03a, CoenuHeHus 1, WM COOTBETCTBYIOLIEE KOJMYECTBO €ro (papManeBTUIECKH
MIPUEMIIEMOH COMH, cocTasisieT oT npuMepHOo 0,003 mr no mpumepno 0,030 mMr. B HEKOTOpBIX
BApUAHTAX peaJn3alli CHOCOOOB W TNPUMEHEHMH, OMNHMCAHHBIX B IaHHOM JOKYMEHTE,
BBOAMMOE WJIM UCIIOJIb3yEeMOEe KOIMUYECTBO UJIU 1033, TaKasl Kak HadajubHas n103a, CoennHeHus
1, M COOTBETCTBYIOIEE KOJINYECTBO €ro (papMaLeBTHUYECKU NTPUEMIIEMOI COJIU, COCTaBIISIET
ot npumepno 0,003 mr go npumepno 0,006 mr. B HEKOTOpPBIX BapuaHTax peaTu3aLUH
crocoOOB M NMPUMEHEHHH, OMMCAHHBIX B JAHHOM JIOKYMEHTE, BBOIUMOE HIIM HCIOJIb3yEeMOe
KOJIMYECTBO WJIM J03a, Takas Kak HadanbHas no3a, CoennHeHus 1, mim COOTBETCTBYHOILEE
KOJIMYECTBO €ro (apMarleBTHUECKH MPUEMIIEMOU COMH, cocTaBiisieT ot npumepHo 0,003 mr o
npumepHo 0,009 mMr. B HEKOTOpPBIX BapHUaHTAX peaIM3alUUd CIOCOOOB M MPUMEHEHHH,
ONMCAHHBIX B JAHHOM JOKYMEHTE, BBOAMMOE HJIM HCIOJb3yeMOE KOJWYECTBO WM 1033,
Takas Kak HadanbHas J1o03a, CoenuHeHus 1, MIM COOTBETCTBYIOLEE KOJHUYECTBO €ro
(dapManeBTHYECKH MPUEMIIEMOH COJH, COCTaBysieT OT mpumepHo 0,003 Mr no mpuUMepHO

0,015 mr.

[0152] B HekoTOpbIX BapHaHTaX peau3alud CIMOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
JAHHOM JIOKYMEHTE€, BBOAMMOE WM HCIOJb3YEMOE KOJIMYECTBO WM 103a, TakKasg Kak
HadajibHas 103a, CoenuHeHust 1, WM COOTBETCTBYIOIIEE KOJMYECTBO €ro (papMaleBTUIECKU

IIpUeMIIeMON cosn, cocrasysier OT npumepHo 0,0003 mr go npumeprHo 0,003 mr. B
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HEKOTOPBIX BAapUAHTAX peaTu3ali CIIOCOO0B M TNPUMEHEHUH, ONHMCAHHBIX B JAHHOM
JOKYMEHTE, BBOJUMOE UJIH MCIIOJIb3yEeMOE KOJIMYECTBO MJIU 1032, TaKas KaK HadajbHas 1034,
Coenunenuss 1, uaM COOTBETCTBYIOINEE KOJIMYECTBO €ro (papmManeBTUYEeCKU IMPHEMIIEMOl
cosy, coctasiseT oT npumepHo 0,0006 mr no mpumepHo 0,003 mr. B HEKOTOpBIX BapUaHTax
peanusaiy Cnoco0OB M NMPUMEHEHMH, OMHCAHHBIX B JAHHOM JOKYMEHTE, BBOAMMOE WU
UCIIOJIb3yeMOe KOJIMYECTBO WJIM 1033, Takas Kak HaudanbHas pno3a, CoeauHenust 1, wiam
COOTBETCTBYIOIEE KOJIMYECTBO €ro (papMaleBTHYECKU NPHEMIIEMOH COJIH, COCTABISIET OT
npumepHo 0,0009 mr no mpumepHo 0,003 Mr. B HEKOTOPBIX BapuaHTaX peau3aluy CriocoO0B
Y IPUMEHEHUI, OMUCaHHBIX B JAHHOM JIOKyMEHTE, BBOJUMOE UJIH UCIIOJIb3YEeMO€E KOJIUYECTBO
WU 1033, TaKasl Kak HadajbHas 1033, CoequHeHus 1, nin COOTBETCTBYIOLIEE KOIUYECTBO €TI0
dapmanieBTHYECKH MPUEMIIEMOI conH, coctarisier or npuMepHo 0,0015 mr no mpumepHo

0,003 mr.

[0153] B HekoTOpbIX BapHaHTaX peau3aluyd CIMOCOOOB M TPHMEHEHWH, OMHCAHHBIX B
JAHHOM JOKYMEHTE, BBOJMMOE WJIM HCIOJIB3YEMOE KOJMYECTBO WM 1033, Takas Kak
HauanbHas no3a, CoenuHeHus 1, WM COOTBETCTBYIOLIEE KOJINYECTBO €ro (papmManeBTUIeCKH
IpUeMiIeMOn comu, cocrasisser oT npumepHo 0,00006 mr no mpumepno 0,030 mr. B
HEKOTOpBIX BapUAHTaX peaju3alUy CIOCOO00B M TNPUMEHEHUH, OMHMCAHHBIX B JAHHOM
JOKYMEHTE, BBOAUMOE UJIU UCIIOJIB3YEMOE KOJUYECTBO UM 4034, TaKas Kak HadajbHas 1034,
CoenuHenus 1, WM COOTBETCTBYIOIIEE KOJIMYECTBO €ro (papMaLeBTHYECKH NPUEMIIEMOH
cony, coctasisier ot npuMmepHo 0,00009 mr no npumepHo 0,030 mr. B HEKOTOpPBIX BapuaHTax
peanu3anmu CrocoOOB M MPUMEHEHUM, OMUCAHHBIX B JAHHOM JOKYMEHTE, BBOAUMOE WIIH
UCIIOJIb3yeMOe KOJIMYEeCTBO WJIM 11034, Takas Kak HavanbHas nos3a, Coegunenust 1, wnu
COOTBETCTBYIOLIEE KOJUYECTBO €ro (papMareBTHYECKH MPUEMIIEMOH COJIM, COCTAaBJIIET OT
npumepro 0,00015 mr no nmpumepno 0,030 mMr. B HEKOTOpBIX BapuaHTax peanu3aluu
Croco0OB U MPUMEHEHHH, ONMMCAHHBIX B JAHHOM JIOKYMEHTE, BBOAMMOE HIIH HCIIOJB3yEeMOe
KOJIMYECTBO WJIM A03a, Takas Kak HadanbHas no3a, CoennHeHus 1, miM COOTBETCTBYIOILEE
KOJIMYECTBO €ro (hapMarleBTHYECKH MPUEMIIEMOH cojH, cocTaBisieT oT npumepHo 0,0006 mr
no nmpumepro 0,030 mr. B HEKOTOpPBIX BapHaHTaxX peasu3aliil CIIOCOOOB U NMPUMEHEHHH,
ONHMCAHHBIX B JAHHOM IOKYMEHTE, BBOAMMOE HJIM HCIOJB3yeMOE KOJWYECTBO WM 1033,
Takasg Kak HadanbHas p1o3a, CoenuHeHus 1, MIM COOTBETCTBYIOLEE KOJHUYECTBO €ro
dapmarieBTUYECKH NPUEMIIEMOI conH, cocTarisier oT npuMepHo 0,0009 mr no mpumMepHO

0,030 mMr. B HEKOTOpPBIX BapHaHTaxX peasu3aliy CrOCOOOB M NMPUMEHEHHH, ONMHMCAHHBIX B
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JAHHOM JIOKYMEHTE, BBOJMMOE WM HCIOJIb3YEMOE KOJMYECTBO WM 1033, Takas Kak
HavajbHas 1033, CoeanHeHUs 1, UM COOTBETCTBYIOIIEE KOIUYECTBO €ro (papMaleBTUIECKU
npueMiaemMon coiu, coctasiasier or nmpumepHo 0,0015 mr mo mpumepno 0,030 mr. B
HEKOTOPbIX BAPHAHTAX peaJH3alud CHOCOOOB M IPUMEHEHWH, ONMHCAHHBIX B JAaHHOM
JOKYMEHTE, BBOAMMOE UJIH UCIOJb3yeMOe KOJUYECTBO UM 034, TaKas KaK HadajbHAas 403,
Coenunenus: 1, WiaM COOTBETCTBYIOIIEE KOJMYECTBO €ro (papManeBTU4YeCKU MPHEeMIIEMO
cony, coctasisieT oT npuMmepHo 0,006 mr no npumepHo 0,030 mr. B HexoTOpBIX BapuaHTax
peanm3anuu CrocoOOB M MPUMEHEHUH, ONMHUCAHHBIX B JAHHOM JOKYMEHTE, BBOAUMOE WIIH
UCIOJIb3YEMOE KOJIMYEeCTBO WM [103a, Takas Kak HaudanbHas no3a, CoeauHenus 1, wiam
COOTBETCTBYIOIEE KOJIUYECTBO €ro (papMaleBTHYECKH NPHEMIIEMONH COJIH, COCTABIAET OT
npumepHo 0,009 mr no npumepro 0,030 mr. B HEKOTOPBIX BapuaHTax peajH3aluy CrocoOO0B
Y IPUMEHEHUH, OMMCAHHBIX B JAHHOM JOKYMEHTE, BBOAUMOE WJIH UCIIOIb3yEMOE KOIUIECTBO
WU 1033, TaKasl Kak HadajbHas 1033, CoequHeHus 1, nin COOTBETCTBYIOLIEE KOIUYECTBO €r0
dapmMarieBTUYECKH MPUEMIIEMOH COJH, COCTaBisieT OT npumepHo 0,015 mMr mo mpumepHO

0,030 mr.

[0154] B HekoTOpBIX BapHaHTaX peaju3alrd CIMOCOOOB M TNPHUMEHEHWH, OMHCAHHBIX B
JAHHOM JIOKYMEHTE€, BBOJAMMOE WM HCIOJIB3YEMOE KOJMYECTBO WM 1033, Takas Kak
HavyaybHas 1033, CoenuHeHus 1, MM COOTBETCTBYIOIIEE KOIUYECTBO ero (papMaleBTHIECKH
npueMieMon conu, cocrasisger npumepHo 0,00003 mr. B HEKOTOPBIX BapuaHTax peaau3alyy
crocoOOB M NMPUMEHEHHH, OMMCAHHBIX B JAHHOM JIOKYMEHTE, BBOIUMOE HIIM HCIOJIb3yEeMOe
KOJIMYECTBO WJIM J03a, Takas Kak HadanbHas no3a, CoennHeHus 1, mim COOTBETCTBYHOILEE
KOJIMYECTBO €ro (papMaleBTHYECKH MPHUEMJIeMOH coim, cocTtasisier mpumepno 0,030 mr. B
HEKOTOPBIX BAapUAHTAX peau3alii CIOCOO0B M TNPUMEHEHUWH, ONMHCAHHBIX B JAHHOM
JOKYMEHTE, BBOJUMOE UJIN UCIIOJIB3yEMOE KOJUYECTBO WM 4034, TaKasl KaK HadajabHas 11034,
CoenuHenuss 1, WM COOTBETCTBYIOINEE KOJMYECTBO €ro (hapMaleBTUYECKH MPHEMIIEMO
comu, cocrasisier npuMepHO 0,0003 mr. B HEKOTOpPBIX BapHaHTaxX peaju3alyd CIOCOOOB H
MIPUMEHEHUN, OMUCAHHBIX B JAHHOM JOKYMEHTE, BBOJAMMOE HUJIM HUCIOJIb3yeMOE KOJIMYECTBO
WM 71034, Takas Kak HadajbHas n1o3a, CoennHeHus 1, Uu COOTBETCTBYIOLIEE KOJIMYECTBO €ro
dapmaneBTHYeCKH TpUeMIIeMON coii, coctasisier npumepHo 0,003 mr. B HekoTOphIX
BApUAHTAX peaJN3alil CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
BBOAMMOE WJIM UCIIOJIb3yEMOe KOJIMUYECTBO UJIH 1033, TaKasl Kak HadajubHas n103a, CoennHeHus

1, UM COOTBETCTBYIOIEE KOJIMYECTBO €ro (PapMaleBTHUECKU NTPUEMIIEMOI COJIN, COCTaBIISIET
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npumepHo 0,00005 Mr. B HeKOTOpHIX BapuaHTax peannu3alud CrnocoOOB M NMPUMEHEHUH,
OMNHMCAHHBIX B JAHHOM IOKYMEHTE, BBOAMMOE WJIM HCIIOJIb3yeMOE KOJUYECTBO WM 1033,
Takasg Kak HadanbHasg f1o03a, CoenuHeHust 1, MIM COOTBETCTBYIOLIEE KOJIMYECTBO €ro
¢dapmaueBTHYeCKH TNpueMIIEeMOI comu, coctaBisier npumepHo 0,0005 mr. B HexoTopsix
BAPUAHTAX peaM3aluy CIIOCOOOB W TNPHMEHEHUH, OIMCAHHBIX B JAHHOM JOKYMEHTE,
BBOJIMMOE WJIN HCIIOJIb3yEMOE KOJMUECTBO MU J103a, TaKask Kak HaudanbHas 1032, CoennHeHus!
1, mm COOTBETCTBYIOIIEE KOJMUYECTBO €ro (hapMaeBTHYECKH IPUEMIIEMOI COJTH, COCTABIIAET
npumepHo 0,005 mr. B HEKOTOpPbIX BapHUaHTaxX peaIu3alUd CIOCOOOB M TMPUMEHEHHH,
ONHMCAHHBIX B JAHHOM [OKYMEHTE, BBOAMMOE HJIM HCIOJb3yeMOE KOJWYECTBO WM 1033,
Takas Kak HadanbHas p103a, CoenuHenus 1, WM COOTBETCTBYIOILEE KOJUYECTBO €r0
dapmaneBTHdeckn TpuemMiieMol conH, cocrasiser npumepHo 0,010 mr. B HekoTOphIX
BapUAHTAX peaJN3aliil CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
BBOJIMMOE WJIU HCIIOJIb3yEeMO€E KOJMUYECTBO MU 1032, TaKasl Kak HadanbHas 1032, CoennHeHus
1, unu COOTBETCTBYIOIIEE KOJHMUYECTBO €ro (hapMaLeBTHUECKH IPUEMIIEMOI COJIH, COCTABIIAET
npumepHo 0,0001 mMr. B HEKOTOpPBHIX BapHaHTax peajn3aluu CrHocoOOB M NMPUMEHEHHUH,
OMHMCAHHBIX B JAHHOM IOKYMEHTE, BBOAMMOE WJIM HCIOJIb3yeMOE KOJMUYECTBO WM 1033,
Takas Kak HadanbHas 71o03a, CoenuHeHuss 1, MIM COOTBETCTBYIOLEE KOJMYECTBO €ro

dapmaneBTUYECKH TPUEMJIEMOMN coJii, cocTasisiet npumMepHo 0,001 wmr.

[0155] J[o3sr CoemuHenust 1, WM COOTBETCTBYIOIIME KOJMYECTBA (hapMareBTUYeCKH
IPUEMJIEMOH COJIM, TAKMM 00pa3oM, MOTYT Takke ObITb BBIPAKEHbI, HATIPHIMEpP, B HMOJIb/KT
(Hampumep, kak BeipakeHO B [Ipumepe 11), unu B Mxr/kr. Hanpumep, 0,003 umons/kr u 0,03
HMOJIB/KT TPHOIU3UTENBHO cOOTBETCTBYIOT 0,0037 MKI/KT 1 0,037 MKI/KT cBOOOAHOH GopMBI
Coenunenust 1, coorBercTBeHHO. J{iis skeHImUHBI BecoM 60 kr, mo3a 0,003 HMoJb/KT OyneT
coctaBysTh npudmusutenbHo 0,22 mkr, wian 0,00022 mr, u no3a 0,03 HMoONb/Kr Oymer

coctaBysiTh 2,2 MKT, uu 0,0022 mr.

[0156] B HekoTOpBIX BapuaHTaX peaTM3aLUN CHOCOOOB M NPUMEHEHUH, ONMHCAHHBIX B
JaHHOM JOKYMEHTE, BBOANMOE WM HCIIONB3yeMOe KOJMYECTBO MM 032 MeTadoamuTa
Coenunenus 1, takoro kak CoenuHeHHe 2, WM COOTBETCTBYIOLIEE KOJUYECTBO €ro
dapmanieBTHYECKH TIPUEMIIEMON COJH, cocTaisier oT npuMepHo 0,00002 Mr o mpuMepHO
0,020 mMr. B HEKOTOpBIX BapHaHTaxX peasu3alUH CIOCOOOB W NMPUMEHEHHH, ONHUCAHHBIX B

AaHHOM JOOKYMEHTC, BBOAUMOC HJIM HUCIOJB3YEMOC KOJIUYECTBO WM O03a MeTaboauTa
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Coenunenus 1, takoro kak CoenuHeHHe 2, WM COOTBETCTBYIOLIEE KOJMUYECTBO €r0
dapMarieBTUYECKH TPUEMIIEMOH conu, cocTasisieT ot npuMepHo 0,001 Mr 1o nmpumepHo 5 mr.
B HexoTOpBIX BapHaHTaX peaju3aluy CrocoOO0B M NPHUMEHEHUH, ONMHMCAHHBIX B JTaHHOM
JTOKYMEHTE, BBOAUMOE MJIN HCIOJIb3yeMOe KONNUeCTBO min f103a Meradonaura Coenunenus 1,
takoro kak CoenuHeHue 2, WM COOTBETCTBYIOIIEE KOJIMYECTBO €ro (hapMaleBTHYECKH
npuemsieMon comnu, cocraensger orT npumepHo 0,00002 mr no mpumepno 0,002 mr. B
HEKOTOPBIX BAapUAHTAX peATU3alUi CIOCOO0B M TNPUMEHEHUWH, ONMHCAHHBIX B JaHHOM
JAOKYMEHTE, BBOAMMOE MIJIN UCTIONb3yeMOe KOJIMYEeCTBO WK 1032 MeTabonuTta CoenuHenus 1,
takoro kak CoenwHeHWe 2, WM COOTBETCTBYIOIIEE KOJHYECTBO ero (hapMaleBTHUYECKH
npuemsieMon cony, coctasisier npumepHo 0,0002 mr no npumepno 0,002 mr. B HexoTOpbIX
BApUAHTAX peaN3ali CHOCOOOB W TNPUMEHEHUH, ONHMCAHHBIX B IaHHOM JOKYMEHTE,
BBOJMMOE WJIM HCHOJIb3yeMOe KOJIHMUYeCTBO WK 103a Meradonuta CoequHeHus 1, Takoro kKak
CoenuHeHne 2, WM COOTBETCTBYIOIEE KOJIMYECTBO €ro (papManeBTHYECKH NpUEMIIEMON
conu, coctasysier oT npuMmepHo 0,00002 Mr no mpumepHoO 5 Mr. B HEKOTOpPBIX BapuaHTax
peanm3anuu CrocoOOB W NMPUMEHEHHH, ONMHUCAHHBIX B JAHHOM JOKYMEHTE, BBOAUMOE WU
HCTIONIb3yeMOe KOJIMUYeCTBO min no3a Meradonura Coennnenus 1, takoro kak Coenunenue 2,
WIH COOTBETCTBYIOLIEE KOJIUUYECTBO €ro (hapMaleBTHUECKH MPUEMJIEMON COJU, COCTABISIET

npumepHo 0,0002 mr no npumepno 0,020 mr.

KomM0nHHpoOBaHHbIE TepaANIUU

[0157] Kak Bkparue omnwucano Bbime, CoenuHenne 1, ero MeTabojuT, WU

>
(dapManieBTHYECKH TIpUeMJieMasi COJib JIFOOOrO M3 BBIIENEPEUUCIEHHOTO, MOTYT OBITh
BBE/ICHbI B KOMOMHALIMYU C IPYTHMHU areHTamu, ucnojbdyeMbiMu B BPT. Takue areHTh MOTYT
BKJIFOYATh areHThl, ucnojib3dyeMble Ha (paze KCA (mampumep, ®CI, uMI’, aroHUCTHI MK
antaroHUCTl ['HPI, W MX KOMOHWHALMM), WHULMHUPYIOLIHE AareHThl, TAKHE KaK arOHHUCTHI
I'aPT, uXT', u ux komOuHaIWK;, U uXI, 3CTPaHOI, MPOreCTOreH, TAKOH KaK MPOTreCTePOH, U
WX KOMOWHALIMH TSI TIOAIEPIKKH JIFOTEMHOBOM (has3wl mepen nepeHocom smopuoHa, BMU, wiu
noJjioBbIM akToM. Coenunenne 1, ero merabonut, uiu GpapMareBTUIECKH MpueMieMast Cojb
T000r0 M3 BBILIETIEPEUUCIEHHOTO, MOTYT TaK)ke€ OBITh BBEAECHbI B KOMOWHALIMU IPYT C
ApyroM. B HEKOTOpBIX BapuaHTax peaju3allii, MHOTOKPAaTHbIE IOCJENI0BATENbHbIE 103bI

Coenunenuss 1, ero meradonura, win (apMaleBTHUECKH NPUEMIIEMON COJH JIOOOro H3

BBIICTICPECHYUCIICHHOI'O, MOI'yT OBITH BBCIACHLI B crocobax u MNPUMCHCHHAX, OIMHCAHHBIX B
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AaHHOM HNOKYMECHTE. TepaHeBTI/ILIeCKI/I 3(1)(1)6KTI/IBHI:;I€ KOJIMYCCTBA ar€¢HTOB, UCIIOJIb3YyEMbIX B
KOM6I/IHaHI/IHX, MOTYT MCHATHCS B 3aBUCUMOCTH OT crocoba BBCIACHUAA, BbI6paHHOFO arcHra u
COCTOSIHMSI JKEHINUHBI. B HMCIONB3yeMOM B JaHHOM JOKYMEHTE 3HAYEeHUH, ‘‘TeparneBTHYECKH
5 PeKTHBHOE KOJMYECTBO MOXKET OTHOCHUTBCA K KOJHMYECTBY COEAWHEHHUS, JOCTATOUYHOMY
IJIE  TOro, uTOOBl BbI3BaTh oOmpeneneHHb dp¢dekT (Hanmpumep, HWHULUHUPOBAHUE

OKOHYATEJIbHOTO CO3PEBaHMsI OOLUTA, MOIAEPIKKA SHIOMETPHS U T.11.).

[0158] Baenenue TakuMx areHTOB B KOMOWHAIIMM THUIIMYHO MPOBOIUTCS HA TPOTSHKEHHH
OTIPENeNIEHHOrO Nepro/ia BpeMeHH (0OBIMHO MHUHYT, YacOB, THEH MIJIN HEeNeNb, B 3aBUCUMOCTH
OT BbIOpaHHOW KOMOWHaNMM). B ompeneneHHBIX BapHaHTaX peaiM3alllid, areHTbl BBOIAT
MIOCJIEIOBATENBHO, TO €CTh, KaXK/AbIH areHT BBOAST B pa3HOE BpeMs, a TaK)Ke BBEICHHE TaKUX
areHTOB, WJIM 10 MeHbIIEeH Mepe IBYX M3 areHToB, (BBIIOJNHSIOT) IO CYIIECTBY
omHoBpeMeHHO. Ilo cymecTBy OIHOBPEMEHHOE BBEIAEHHE MOXKET OBbIThb IPOHM3BENEHO,
HanpuMep, MyTeM BBEAEHMsI JKEHIIMHE OJJHOM MHBEKINH, UMEIOIel 3aJaHHOe COOTHOLIEHHE
KQXJAOr0 areHTa, WM HECKOJbKUX OTHAEJIbHBIX WHBEKLUH KaXIOr0 U3 areHTOB.
IlocnenoBarenbHOE WM MO CYLIECTBY OAHOBPEMEHHOE BBEIECHHME KAaKIOrO areHTa MOXKET
OBITH TPOBENEHO JIOOBIM NPUTOAHBIM IyTEeM, BKJIOYas, Oe3 OrpaHHYeHul, NmepopasbHbIE,
BHYTPUBEHHbBIE, IMOAKOKHBINM, BHYTPUMBILIEUHbIE MyTH, U NMPSIMOE BCACBIBAHUE Uepe3 TKAHU
CITU3UCTBIX 000JI04YeK. AT€HThI MOTYT OBITH BBEIEHBI OAHUM M TE€M K€ MyTeM WIH Pa3HbIMU
NyTAMU. AJIBTEPHATHBHO, HANpUMEp, BCE TEPANEBTUYECKHUE areHThl MOTYT ObITb BBEIEHBI
BHYTPUBEHHOW MHBEKIUEH. B cinydae BBeneHus unbekiuei, Coenunenue 1, ero merabour,
wii (papMaleBTHYECKH TPUEMIIEMasi COJIb JII00OT0 M3 BBIIENEPEYHUCICHHOTO, MOTYT OBITh
OOBEUHEHbI C JPYTMMHU areHTamu, ucnojpdyeMbiMd B BPT, 1y ymeHblieHus wucia

HH’bGKL{Hﬁ, KOTOPBIC ACJIA0T MAllUCHTY.

[0159] Coenunenne 1, ero meTaboMUT, WU (GapMalEeBTUYECKH TTpHEMJIEMas COJb JIF0OOTO
U3 BBIMIENIEPEYHCIEHHOTO, MOTYT OBITH HCIIOJNIb30BAHBI B KOMOWHAIIMM C PSIIOM TEparuii,
BKJItOueHHBbIX B BPT. Takue Tepamuu BKIIOUYAIOT, O0€3 OrpaHUYEHUM, UCTIONb3yeMble B (ase
KCA mpouecca BPT (manpumep, pocToBbie areHThl (Gosutnkynos, Takue kak @CI, uMI™ u
T.1., KOTOPBIE UCIIOJB3YIOTCS AJIsI CTUMYJISILMU Pa3BUTHSI U POCTA OOLIMTOB, U arOHUCTBI WUJIU
aHTtaroHucThl ['HPI', KOTOpBIE HCHONB3YIOTCA AJS KOHTPOJIS CTUMYJSILMM SIMYHUKOB M
NPEeIOTBPAILICHUST  MPEKIEBPEMEHHONW  OBYJSINMHM, WM KOMOMHAuu  JOOBIX U3

BBILIETIEPEUNCIEHHOTO).
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[0160] B HekoTOpBIX BapHaHTaX peau3alnd CIMOCOOOB M TNPHUMEHEHWH, OMHCAHHBIX B
nanHoM nokyMeHte, @CI' BBOmAT mepen BBeAeHHEM HadanbHOW n03bl CoeauHeHus 1, ero
mertabonuTa, Wi GapMaleBTUUECKU MPHEMIIEMON COJTU JII000T0 U3 BbIIIENepeYnciIeHHoro. B
HEKOTOPbIX BAapPHAHTAX peajH3alud CHOCOOOB M IPUMEHEHWH, OIMCAHHBIX B JAHHOM
nokymente, ®CI" BBOAST B mepuoa OT IpUMepHO S5 nHeW no nmpumepHo 12 nHel mepen
BBEICHWEM HaudanbHOW n03bl CoenmuHenust 1, ero merabonuta, Win (papMaleBTUYECKH
NpUEMJIEMON COJIH JIFOOOTO M3 BBIICTIEPEYHCICHHOTO. B OnpeneseHHbIX TaKuX BapUaHTaX
peanuzauuu, BBefeHue O@CI" mpoBoasT 3a mpuMepHO S5 nHeH, mpuMepHo 6 AHel, mpuMepHo 7
IHeH, npuMepHoO 8 nHel, npuMepHo 9 aueli, npumepHo 10 nnelt, mpumepHo 11 nuel, wnm
npumepHo 12 nHelt nepen BBeneHneM HadanbHOU 1036l CoenuHenus 1, ero merabonura, Wn

(bapMarieBTHYECKH TPUEMIIEMOH COJTH JIFOOOT0 U3 BBILIETIEPEUHCIEHHOTO.

[0161] B HekoTOpBIX BapuaHTaX peaTH3aLUN CHOCOOOB M NPUMEHEHUH, ONMHCAHHBIX B
JAHHOM JOKyMmeHTe, aHtaroHuct ['HPI' BBOAST nepen BBeAeHHWEM HA4YaJbHOM JO3BI
Coenunenuss 1, ero meradonura, win (apMaleBTHUECKH NPUEMIIEMONH COJH JIOOOro W3
BBILIETIEPEUNCIEHHOTO. B HEKOTOPBIX BapHaHTaX peajlu3aluyd CrnocoOOB M NMPUMEHEHUH,
OMNMCAHHBIX B JaHHOM JOKyMeHTe, aHTaroHucT I HPl' BBOZAT B mepuoa OT NpuMepHO 2 nHeu
no npumepHo 10 nHelt mepen BBeneHueM HaudajbHOI n03bl CoenuHeHus 1, ero merabomnmura,
i (papMaleBTHYECKU MPUEMIIEMOI COJIM JIFOOOTr0O U3 BBILIENIEPEUNCIEHHOTO, TAKOH KaK OT
npuMepHO 3 AHeH 10 NMpUMepHO 5 aHel mepen BBeleHHEM HadajabHOH No3bl CoenuHeHus 1,
ero  Merabomurta, wiau  (papmaueBTHYECKM ~ NpHeMiIeMoil  comu  Jroboro W3
BBILICTIEPEUUCIIEHHOTO. B OmpeneneHHbIX TakWX BapUaHTaX pealus3alud, BBEACHUE
antaronucra I'HPI' mpoBoasT 3a mpumepHO 2 OHA, NPUMEPHO 3 OHA, NPUMEPHO 4 nHH,
NPUMEPHO 5 OHEH, MPUMEPHO 6 NHEW, MpUMEpHO 7 AHEH, MPUMEpPHO 8 NHeH, mpuMepHo 9
nHed, unu npumepHo 10 naHel, A0 BBeneHus HavanbHOM no3bl CoenuHeHust 1, ero

merabonuTta, uian GpapMaLeBTHIECKH IPUEMIIEMON COJU JIF000T0 U3 BBILIENIEPEUNCIEHHOTO.

[0162] B HekoTOpbIX BapHaHTaX peau3alud CIMOCOOOB M TPHMEHEHWH, OMHCAHHBIX B
naHHOM JokymeHTe, aroHuCT ['HPI BBOAST mepen BBeneHueM HavaibHOU 0361 COeTUHEHUS

1, ero wmerabomura, wnmn (QapMaLUeBTUYECKH TpUEMJIEMOIl comu  JrOOOro  us3

2
BBIIIETIEPEYNCIIEHHOTO. B HEKOTOPBIX BapHaHTaX peaiu3alid CIIOCOOOB U MPUMEHEHHH,
ONMCAaHHBIX B JAHHOM J1OKyMeHTe, aroHUCT I ' HPI' BBOAAT B nmepuopn oT npumepHo 14 nHei a0

npumMepHo 28 nHel nepen BBegeHHEeM HadainbHOU n03bl CoenuHenus 1, ero merabonura, WM
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dapManeBTUYECKH NPUEMJIEMOH COJHM JI0OOOr0 M3 BBILIETIEPEUUCIEHHOTO, TaKOM Kak OT
npumMepHo 14 aHel no nmpumepHo 17 nHell nepen BBeneHUeM HadanbHOU n03bl CoennHenus 1,
ero  merabomura, WM (apMaLEBTHYECKH  NpPUEMIIEMOH  coiau  Jo0oro w3
BBILLENIEPEYUCICHHOr0. B onpeneneHHpIX TakUX BapUaHTax peanu3aliy, BBEACHUE arOHUCTA
I'uPI" npoBoasaT 3a npumepHo 14 aHelt, npumepHo 15 nHel, npumepHO 16 nHEH, nmpUMepHO
17 nueit, npumepHo 18 nuel, npumepHo 19 nuel, npumepHo 20 gHel, npumepHo 21 neHb,
NpUMEPHO 22 AHA, IPUMEPHO 23 AHs, MPUMEPHO 24 NHsA, NPUMEPHO 25 THEW, NpuMepHo 26
OHEeH, mpuMepHO 27 nHeW, wiu npuMepHo 28 nHEH 10 BBEACHUs HAYaJbHON JO3BI
Coenunenus 1, ero merabonura, wnn (papMaLeBTHUECKH MPUEMIIEMOH coiu Jiroboro us

BBIIICTICPEYNCIICHHOTO.

[0163] Uro kacaercs aronuctoB I'HPI, paHee ymOMSIHyTBIX KaK Takue, KOTOPbIE MOTYT

ObITh HMCHONIB30BaHBI B KomOuHaumu ¢ CoenuHeHneM 1, ero MeTadOIUTOM, HIIH

>
(bapmMarieBTHIECKH TPUEMIIEMOH COJIBIO JTF000ro U3 BblmenepeuncieHHoro, npu BPT B ¢aze
KCA nnsa npenoTBpallieHUsi NPEKAEBPEMEHHOHN OBYJSALMH, TO TaKM€ areHThl BKIIOYAIOT
crenyromue: cynepakTuBHbIN aroHucT I'HPI™ (roHagoTpONMH-PUIM3HHT TOPMOHA), TAKON Kak
JEUNpopenrHa aueTar, IOHAJOpPeINH, OyCepeiHH, TPUIITOPENNH, TOocepeNnH, Hadapeaus,
TUCTPEJNH, JECIOPENNH, METEPEIINH, JIELUPEIH, WIN (papMaleBTUIeCKU MPUEMIIEMbIE COJIH
M000r0 M3 BBILICTIEPEUNCIEHHBIX M T.I., WM aHTaronuct I'HPI', Takol Kak LeTpopesukc,
raHupesukc, abdapenukc, Han-Ojiy, aHTHn, asajauH B, nerapenukc, D63153 (o3apenmkc),
OBE2109, TeBepesuKc, 31arojiKC, PelyrouKe, Wi GapMaleBTHUECKH MPUEMIIEMbIE COJIH
J000r0 U3 BBILICNIEPEYHCICHHBIX W T.I. B HEKOTOPBIX BapHaHTAaX peaU3alliH, arOHUCTOM

I'sPI' st mpenoTBpaineHust mpekaeBpeMeHHor oByssiumu B ¢asze KCH  sBnsercs

JEUNpOpeINHa aLeTar.

[0164] B HexOTOpBIX BapuaHTax peanusauuu, antaroHuctoMm I'HPI' nnsa npenorspainenus
npexaespeMeHHor oByssnuu B (aze KCSA  moxer ObITh peNyrojuKke, WIH €ro
dapmaneBTHYecKH mpuemiieMas coib. Penmyronmkc mnpencrasnsier coboit N-(4-(1-(2,6-
mudropOenrs3un)-5-((numeTnIaMuHO )MeTH )-3-(6-METOKCH-3 -ITMPUAA3HHII)-2,4 - THOKCO-

1,2,3,4-terparunporueno| 2,3 -d jnupumunua-6-ni)dernn)-N'-MeTOKCUMOYEBHHY u

npeacTaBiieH (OpMyJION:
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[016S] Penyronukc siBAS€TCA aKTUBHBIM IIPU MEPOPAJBHOM BBEIECHUM U AHTATOHU3UPYET
I'aPI" wepe3 peuentopsl I'HPI, mpucyrcTByromue B Oa3zoduiax (CEKpPETOPHBIX KIIETKaX)
nepenneii nonu runodusza, u uaruoupyer ['HPI-ctumynuposannyio cekperuro JIIT u @CI0
STUMH KJIETKaMU. B HEKOTOpBIX BapuaHTaX peajlu3alud CHoco0OB M NPUMEHEHU,
OMHMCAHHBIX B JAHHOM AOKYMEHTE, 032 PEIyroJIMKCa, WIH COOTBETCTBYIOLIEE KOIUYECTBO
ero (papmManeBTHYECKH MPUEMIIEMOM COJIH, COCTAaBIIAET OT mpuMepHo 20 Mr 10 npumepHo 120
mr, Hampumep, 80 mr. B HekoTOpBIX BapuaHTax peann3alud CIOCO0OB U NMPUMEHEHUH,
OMNMCAHHBIX B JAHHOM AOKYMEHTE, 0332 PEIyroJIUKCa, WIH COOTBETCTBYIOLIEE KOJIUYECTBO
ero (apMarneBTHYECKH IMPUEMIIEMOI COJIM, COCTaBJsieT MeHee mnpumMepHo 20 Mr, MeHee

npuMepHo 40 mr, MeHee npuMepHO 80 mr, unu MeHee npumMepHo 120 mr.

[0166] Penyronukc, wuiau ¢dapMalLeBTHUECKH TMpPUEMIIEMAsl COJib, TMPEACTABIsIET COOOM
JNOCTYMHBIA TPU TMEPOPaANIbHOM BBeAeHMM aHTAaroHucT ['HPI, KOTOpBIE MOKeT ObITh
nonesubiM B (¢aze KCA BPT mnpu wucnonszoBanuun ¢ DCIT wim DCI/aMI, s
MPeIOTBPALIeHHs] TIPEKISBPEMEHHON OBYJISILIUN MMyTEM MMOAABIIEHUSI €CTECTBEHHOTO BHIOpOCa
JII'. D10 MOXeT 3aTeM IO3BOJHUTh HCIONb30BaTh CoenuHeHue 1, ero mMeTabOJUT, HIH
(dapMaleBTUYECKH MPUEMIIEMYIO COJIM JIFOOOTO W3 BBIIIEIEPEUUCICHHOTO, B Ka4eCTBe
TPUTTEpPa IUIsl MPOMOTHUPOBAHUSL CO3PEBAHHUS OOLMTOB JJIsI TMOCHIEOYIOLIEro W3BJICUYCHHUS,
omnonotrBopenus (in vitro), 119, UKCH, noHopcTBa U co3maHusi OaHKa OOLIMTOB, MOJIOBOTO

axta uiu BMHU, nunu nHAyKIUHN OBYJISILIUM.

[0167] Penyromukc, npu wucnonb3oBaHuun B KoMmOmHaumu ¢ CoenuHeHnmem 1, ero
MeTabOJINTOM, WIu bapmareBTHUECKH pUeMJIEMON COJIBIO 000r0 u3

BBILIETIEPEYNCIEHHOTO (B KaueCTBe TPUITEPHOrO areHTa), MokeT cHikath 4acrtoty CIS,
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yBEJIINYMBATh YacTOTY HACTYIUIEHUS OEpeMEeHHOCTH, M COKpallaThb BpeMs HACTYIUICHUS
OEepeMEHHOCTH 110 CpPAaBHEHHIO C BBEIEGHHEM BMECTO penyrojukca aroHucroB I'HPT.
JIONONMHUTENBHO, B HEKOTOPBIX BapUAHTAX pealu3alyy, KOMIIO3ULMS Il HHBEKLUH,
copepkamasi Coenuuaenune 1, ero mera®onuTt, Wi (papMaLEeBTHYECKU MPUEMIIEMYIO COJb
a000r0 W3 BBILICTIEPEYUCIEHHOrO, MOXeT ObiTh ucrnonb3oBaHa ¢ @®CIT mepopayibHO U
antaronrcroMm I'HPI” mepopasibHO, TaKMM KaK PeyroJUKC, BO3MOXKHO, MO3BOJIsISI 00ECTIEUUTh
k1 BPT npeumyinecTBeHHO cpencTBaMu sl epopajibHOro BBeaeHus: (making the ART
cycle predominantly oral), B oTiiHune OT COBPEMEHHOTO MPOTOKOJIA, BKJIFOYAIOIIEro OONIbIIoe

KOJIMYECTBO UHBEKIIUIL.

[0168] Coenunenne 1, ero meTaboMUT, MU (GapMallEeBTUYECKH TTPHEMJIEMasi COJTb JIF0OOTO
13 BBIIIENEPEUYHCICHHOIO, MOTYT TAaK)Ke HCIONb30BaTbC € APYTMMU HWHULUHUPYIOLIUMU
areHTaMu JUIsl CO3PEBAHUsI OOLUTOB (T.€., ar€HTaMH CO3PEBAHMS OOLMTOB). B HEKOTOPBIX
BApUAHTAX peaJN3alii CHOCOOOB W TNPUMEHEHUH, OMNHMCAHHBIX B IaHHOM JOKYMEHTE,
HauanbHas no3a Coenunenus 1, ero merabonura, nin $papMaleBTHUECKH MPHUEMIIEMOI COJH
JF0O0T0 U3 BBHIMICTIEPEUHCIICHHOTO, MOXKeT ObITh BBeleHa mociie BBeaeHus aronucta [HPI B
Ka4eCTBE areHTa CO3PEBaHUs OOLMTOB. B HEKOTOPBIX BapHaHTaX peasu3alid CrOoCOO0B H
NPUMEHEHUHN, ONMCAHHBIX B JAaHHOM JAOKyMeHTe, HauajbHasi Ao3a CoenuHenus 1, ero
merabonura, Wwin (apMaleBTUUECKH TPUEMIEMON COJIH JIOOOr0 U3 BBILIENEPEYHCICHHOTO,
MOXKeT OBITh BBEIEHA OJHOBOPEMEHHO C BBeneHueM aroHucra I'HPIT B kauecTBe areHTa
CO3pEBaHMsI OOLMTOB. B HEKOTOpBIX BapuaHTaX peajlu3aluH CIIOCOOOB M NPUMEHEHUH,
ONHUCAHHBIX B JTAHHOM JOKyMeHTe, HaudanbHas no3a CoemawnHenusi 1, ero merabonura, WMIIH
(apManieBTHYECKH TPUEMJIEMON COJIM JIFOOOTO M3 BBIIENEPEUUCICHHOTO, MOXET OBITh
BBeJIeHa 10 BBeieHMs aroHucta ['HPI' B kayecTBe areHTa co3peBaHusi OOLUMTOB. B HEKOTOPBIX
BapHaHTax peannsanuu, aroHucT ['HPT' BBIOMPAIOT U3 TPYIIbI, COCTOSIIEN U3 JIEHIpOpeTnHa
areraTa, FOHaJIOpeNHA, OycepennHa, TPUITOPENINHA, TOCEepeNHa, HadapenuHa, THCTPENNHA,
AECTIOpENNHA, METEPETNHA, JICLUPEIIHHA, N (papMaleBTHYeCKN IPUEMIIEMBIX COJEH JIF0O0ro
U3 BBIIIECNEPEYUCICHHOr0. B HEKOTOpBIX BapuaHTaxX pealu3alud, CO3PEBAHHE OOLIUTOB
IMPOUCXOOMUT TMocne BBeneHHs aroHucta I'HPI. B omnpeneneHHbIX Takux BapHaHTax
peanu3alnu, BBIXOJ 3pebIX OOLIUTOB COCTaBIsieT Mo MeHbuleld Mepe 50%. B onpeneneHHbIX
TAKUX BapUaHTaX pealn3allii, BBIXOJ 3PENIbIX OOLMTOB COCTaBJAET MO MeHbllel Mepe 75%.
Kak oTMeueHO BbIllIe, BBIXOA OOLIUTOB MOXKET OTHOCHTBCSA K IMPOLEHTY COOpPaHHBIX 3PENbIX

OOLIUTOB OT 4HCia (ONIHKYJIOB pasMepoM 14 MM IpuU MOCHEIHEM YIbTPa3BYKOBOM
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CKaHMPOBAHUU IIepe]] BBEACHUEM Tpurrepa. JlaHHoe n3o0peTeHne npenycMaTpUBaeT, YTO IpU
BeneHun CoemuHenuss 1, ero merabonura, win (apMaleBTHUECKH MPUEMIIEMON COJH
Jr000r0 M3 BBILIETIEPEYUCICHHOr0, B KOMOUHauuu ¢ aronuctom I'HPIT B kauecTBe areHra
CO3PEBaHUsI OOLIMTOB, JKEHIIMHA MOKET HE MCIIBITHIBATh YXYALIEHUS] OJHOTO HJIM HECKOJIBKUX
cumnromoB CI'fl. M300peTeHne Takke mpeaycMaTpuBaeT, Yto npu BeeaenHnn CoenuHeHus 1,
ero  Merabomurta, Wi  (QapMaleBTUYECKH  NpUeMieMod  coinu  Jroboro w3
BBILIECTIEPEYNCIEHHOTO, B KOMOMHaImu ¢ aroHuctoM ['HPI' B kayecTBe areHTa CO3pEBaHMUsI

OOLUTOB, MOXKET IMPOBOAUTHCA JICHCHHUEC OOAHOT'O UJIUW HECKOJBbKUX CUMIITOMOB Crsi.

[0169] Coenunenue 1, ero MeTaboOMUT, WM (papMaLIEBTUYECKH TIpUEeMJIeMasi COJTb JIFOOOTO
U3 BBIIENEPEUNCICHHOTO, MOTYT OBbITh HCMOB30BaHbI ¢ UXI B Ka4eCTBE areHTa CO3PEBAHMUS
ooLMTOB. B HEKOTOpBIX BapuaHTax peanusauuu, 4XI BBOAST ONHOBOPEMEHHO C BBEIECHHUEM
Coenunenust 1, ero meradonura, win (apMaleBTHUECKH NPUEMIIEMONH CONH JIOOOro W3
BBILICTIEPEYUCIIEHHOr0. B HEKOTOpBIX BapuaHTax peanusauuu, 4XI' BBOOAT 1O BBEACHHUS
Coenunenuss 1, ero meradonura, win (apMaleBTHUECKH NPUEMIIEMONH COJH JIOOOro W3
BBILIECNIEPEYUCIICHHOr0. B HEKOTOpBIX BapuaHTax peanusauuu, 4XI' BBOIAT MOCJE BBEACHUS
Coenunenus 1, ero merabonura, win (apMaleBTHUECKH NPUEMIIEMON CONMU JIOOOro H3
BBILIENIEPEYUCICHHOr0. B HeKOTOpBIX BapuaHTax peanusauuu, uXI' BBOAST B mpenenax 24
yacoB oT BBeneHus: CoenuHenust 1, ero merabonuta, Wiu (apMaleBTUUECKH MPUEMIIEMOH
conu JIF0OOro U3 BBIIENIEPEYUCIEHHOT0. B HEKOTOpBIX BapuaHTax peanusanuy, 4XI BBOIST
B nipenenax 48 yaco ot BBeneHusi Coenunenus 1, ero merabonuTa, win papMaleBTHYECKH
NPUEMJIEMON COJI JIF0OOOr0 M3 BhILIENEpednucieHHoro. OByJsinust OyneT NMpOUCXOOUTh B
nepuon mexay 38 u 40 yacamu mnocne pa3oBoM MHBbEKUMU 4XI, U TpaHCBAarMHAJIbHOE
W3BJICUEHHUE OOLMTOB THUIMYHO MPOBOAUTCA B mepuon Mexay 34 m 36 yacamu nocne
uHbeKuMn uXI[, HEMOCPEACTBEHHO Iepe] MOMEHTOM paspbiBa (omKyjJaoB. B
ONpENEICHHBIX BAPUAHTAX pEATNU3aLUH, CO3PEBAHNE OOLUTOB MPOMCXOAMUT IOCHE BBEICHUS
sk30reHHoro uXI'. B onpeneneHHbIX TaKUX BAPUAHTAX PEANU3ALUH, BBIXOJ 3pPEJIbIX OOLUTOB
cocTtapJsieT o MeHbllel Mepe 50%. B onpeneneHHbIX TakUX BapUaHTaxX peaju3alliy, BbIXOJ
3peJIbIX OOLIMTOB COCTABJISAET MO MEHbIIeH Mepe 75%. Kak oTMedeHO BbIle, BBIXOJ OOLMTOB
MOXET OTHOCHUTBCSI K MPOIEHTY COOpPaHHBIX 3pENIbIX OOLWTOB OT HYHCHA (POJUTUKYJIOB
pasmepom 14 MM nOpH MNOCIEAHEM YJIBTPa3BYKOBOM CKAHUPOBAHWUU IE€pPEeN BBEIECHUEM
Tpurrepa. JlanHoe u3obpeTeHune mpenycMarpuBaeT, 4To npu BeeneHun CoenwHenus 1, ero

MetadonuTa, Wi GpapMaeBTUYECKH MPUEMIIEMOI COJIU JIF0OOTO M3 BBILICTIEPEUNCICHHOTO, B
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koMOuHammu ¢ uX[ B KauecTBe areHTra CO3PEBAaHUs OOLMTOB, JKEHIIMHA MOXET He
UCTIBITHIBATh YXYILIEHUS ONHOTO WJIM HecKoibkux cumnroMmoB CISl. M3o0pereHue Takske
npenycMarpuBaer, uto npu BeemeHun Coeamnenus 1, ero wmerabonura, WM
(apmaLieBTHYECKH MPHEMIIEMOH COJIH JIFOOOTO M3 BBILIENEPEUNCICHHOTO, B KOMOMHALINH C
yXI' B Ka4yecTBe areHTa CO3PEBAHMs OOLUTOB, MOXKET MPOBOAUTHLCS JICYEHHE OAHOIO MU
HecKoNbkux cumnToMoB CI'Sl. B HeKOTOpBIX BapuaHTax peanu3aluu, ucnosib3yembiii B BPT

yXI" MOXKET OBITb peKOM6I/IHaHTHbIM WUJIH BBIJACJICHHBIM U3 MOYH.

[0170] B HekoTOpBIX BapHWaHTaX peaju3aluy CIMOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
JaHHOM JIOKYMEHTe, PEeKOMOWHAHTHBIN JOTenHH3upyromuii ropmos (pJII') moxer ObITh
UCTIONBb30BaH Uil TOCTHIKEHHUSI CO3PEBAaHUSI OOLMTOB. B OmpeneseHHbIX TakuxX BapUaHTaX
peamm3armu, pJIIT BBOmAT oxHOBpeMmeHHO ¢ CoenuHeHweM 1, ero MeTa0OJIMTOM, WIH
(apManieBTUYECKH MPUEMIIEMOH COJIBIO JIFOOOrO M3 BBIIENEPEYHCICHHOTO. B HEKOTOPBIX
BapuaHtax peammzauuyu, pJIIT BBomsaT mnocne CoemuHenust 1, ero wmerabomura, WIH
dapManeBTUYECKH MPHEMIIEMON COJHM JIFOOOro M3 BBIMIENEPEYHCICHHOT0. B HEKOTOPBIX
BapuaHtax peammsanuu, pJII' BBomaT mnepen CoenuHenuem 1, ero meraboiuTOM, HIH

bapMareBTUIECKH TPUEMIIEMOH COJIBIO JIF000T0 U3 BHIIENEPEUNCIEHHOTO.

[0171] MU3oOperenue mpenycmatpuBaer ucrnonbzoBaHue CoenuHeHus 1, ero merabonmura,
Wi (papManeBTUYECKH TNPUEMJIEMOH COJMM  JIFOOOr0o W3  BBIMIENEPEUUCICHHOTO, C
koMmOuHarmelt oboux aronucta I'HPI” m uXI' B KadecTBe areHTOB CO3PEBaHHs OOLMTOB. B
HEKOTOPBIX BapuaHTax peaiu3auuu, CoenuHenue 1, ero MeTabomuT, win GpapMaeBTUIECKH
NPUEMJIEMYIO COJIb JIFOOOTO M3 BBIIENEPEUHCICHHOTO, BBOJST OAHOBPEMEHHO C arOHHUCTOM
I'aPI" u uXI'. B HekoTopbix BapuaHTax peanusaumn, CoenmuHenue 1, ero meraboauT, wiIn
(dapmaLeBTHYECKH TNPHEMIIEMYIO COJIb JHOOOTO W3 BBILIIENIEPEUUCIEHHOTO, BBOAST [0
aronucra I'HPI' u uXI. B HekoTtopeix BapuaHtax peanusauuyu, CoenuHeHue 1, ero
MeTabonmuT, Win (HapMaleBTUIECKH MPUEMIIEMYIO COJNb JIOOOTO U3 BBIMIENEPEUHCICHHOTO,

BBOIAT Iociie aronucta I'HPT n uXT'.

[0172] B HekoTOpBIX BapHWaHTaX peau3alud CIMOCOOOB M TPUMEHEHWH, OMHCAHHBIX B
naHHoM nokymeHte, CoemuHenuwe 1, wuimm ero (apMaleBTHYECKH TPUEMJIEMYIO COJIb,
UCTIONIB3YIOT B KoMOMHaiuu ¢ Merabonurom Coenunenus 1, Takum kak CoennHeHue 2, Win
ero (apmaneBTHUECKH NpuUeMjieMasi COJib, B Ka4eCTBE AareHTOB CO3PEBaHUs OOLHTOB. B

OTpeeNIeHHbIX BapHaHTaX pean3alui CIIOCOOOB M MPUMEHEHHH, OMHCAHHBIX B JAHHOM
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JOKYMEHTE, JJI1 CO3PEBAaHUs OOLIMTOB UCIIONB3YIOT MHOTOKpaTHble 103bl Coeaunenus 1, wim
ero (papmaueBTHUECKH MPUEMJIEMOH COJNM, HampuMmep, IB€ JMA03bl. B omnpeneneHHbIX
BAPUAHTAX pPeaNn3alMU CIIOCOOOB M MPUMEHEHHI, OMUCAHHBIX B JAHHOM JOKYMEHTE, JUIS
CO3PEBaHMsI OOLIMTOB HCIIOJIB3YIOT MHOTOKpaTHbIe 1036l MeTabonuta Coenunenus 1, Takoro

kak CoenuHeHue 2, i ero papMaLeBTHIECKU IIpUeMiIeMast COJlb, HAPHMeED, J1BE T03bI.

[0173] Kpowme toro, Coenunenrie 1, ero MeraboauT, win GapMaleBTHIECKH pUeMyIeMast
COJIb JIFOOOTO M3 BBILICTIEPEYUCIEHHOIO, MOTYT OBbITh MCHOJB30BaHbI B mpouecce 113, ¢
NOJIOBBIM akToM wuian BMU, wiu nmpu MHAYKUMW OBYJISIMH, B KOMOWHAIIMU C TIPOMOTOPOM
UMIUIAHTALUN WA OEPEMEHHOCTH, TAKMM KaK TMOANEPKKa JIFOTEHHOBOH (ha3bl ¢ MOMOIIBO
3CTpajuojia, MNPOreCTOreHa, TaKOro Kak MpOrecTepoH, HU3KOM pao3bl uXl, wim ux
KOMOMHaIMU. B HEKOTOPBIX BapHaHTax peaM3aliy CIIocO0OB M MPUMEHEHHUH, ONMCAHHBIX B
JaHHOM JOKYMEHTE, KOMOWHALMIO 3CTPAJMONIa U MPOTECTOreHa, TaKOro Kak MpPOTreCTEpPOH,
BBOJIIAT JUIS TIOAZIEPKKHU JIFOTEMHOBOH (pa3pl. B HEKOTOPBIX BapHaHTaxX peajn3alud CrocoOoB
U TNPUMEHEHUI, ONMHCAHHBIX B JAAHHOM JOKYMEHTE, MPOrecTOreH, TaKOH Kak MpPOrecTepoH,
BBOAAT B KoMmOuHaimu ¢ CoemuHeHuem 1, ero meraboiuroM, Wik (apMaleBTHUECKU
NPUEMIIEMON COJIBIO JIFOOOTO U3 BBILICMIEPEUUCICHHOTO, AJIS TOAAEPKKH JIFOTEMHOBOH (hassl.
B HekoTOpBIX BapuaHTax peaju3allud CHOCOOOB M NPUMEHEHUH, ONMUCAHHBIX B JaHHOM
JIOKYMEHTe, 3CTpaguoi BBOAAT B komOuHaumu ¢ CoennHeHneM 1, ero mMeTaOoIMTOM, HIIH
(apmaLeBTHYECKH MPUEMIIEMOH COJIBIO JIFOOOTO M3 BBILICTIEPEUNCIEHHOTO, Ui MOIEPKKH
mMOoTenHOBOH (paspl. B HEKOTOpBIX BapuaHTax peann3aliu CHocoO00B M NMPUMEHEHHH,
OMMCAHHBIX B JaHHOM JOKYMEHTE, 3CTPaJuOJI U IPOreCTOreH, TAaKOH KakK IMPOrecTepOH,
BBOAAT B KkomOuHaimu ¢ CoemuHeHuem 1, ero merabojutToM, WM (apMaleBTHUECKU
NPUEMJIEMON COJIBIO JIFOOOTO U3 BBILICMIEPEUHCICHHOTO, AJIS TIOAAEPKKHU JIFOTEMHOBOH (hassl.
B HEKOTOpBIX BapuaHTaX peaJH3alMUd CIOCOOOB U NPUMEHEHHH, OMHUCAHHBIX B JaHHOM
JOKYMEHTE, OJJHY WJIH HECKOJbKO J03 MPOrecTOreHa, TAaKOro Kak IpOreCTepoH, BBOJAT IS
NOJJIEPKKH JIFOTEMHOBOH (pa3bl. B ompeneneHHBIX BapHaHTaxX peajH3allld, MPOTECTOTEH,
TaKOM KakK MPOreCTEPOH, MOXKET ObITh BBEIEH B MEPUOJ BPEMEHU OT MOMEHTA H3BJICUEHHUS
oouuToB 10 12 Henmenp mocie wu3BiIeueHUss. B HEKOTOpBIX BapHaHTax peagu3aLui,
NPOTeCTOreH, TAKOH KaK MPOTreCTepOH, MOXKET ObITh BBEIEH NPHU HM3BJICYCHUH OOLHUTOB. B
HEKOTOPBIX BApUAHTAX pEANU3aLUH, MPOreCTOreH, TaKOW KakK IPOreCTePOH, MOXET OBITh
BBEJICH B MEPUOA OT MOMEHTA U3BJIEYEHUs OOLIUTOB 10 OJHOM Hezenu mocje u3snedeHus. B

HEKOTOPBIX BapUAHTAX peaJM3alfH, MPOTeCTOreH, TAaKOH KaK MPOTeCTePOH, MOXKET ObITh
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BBE/ICH B MEPUOJ OT MOMEHTA M3BJICUCHHUS OOLIUTOB A0 ABYX HENENb MOCJE HU3BjedeHus. B
HEKOTOPBIX BapUAHTaX peaJM3alfH, MPOTeCTOreH, TAaKOH KaK MPOTeCTepOH, MOXKET ObITh
BBEJICH B MEPUOJ OT MOMEHTA U3BJIEUECHMs] OOLIMTOB O TPEX HeNeb Mocie u3BjieueHus. B
HEKOTOPBIX BapUAHTaX peaU3alliH, MPOreCTOreH, TAKOW KAk MPOreCTepOH, MOXKET ObITh
BBEJICH B IIEPUOJI OT MOMEHTA U3BJIEUEHHUSI OOLIUTOB J0 YEThIPEX HEAENb M0Ce u3BieueHus. B
HEKOTOPBIX BapUAHTAX peaNM3al|H, MPOTreCTOreH, TaKOH KaK MPOTreCTePOH, MOXKET ObITh
BBE/ICH B MEPUOJ OT MOMEHTA M3BJICUEHHUS OOLUTOB JO IATH HENENb IMOCJe u3BJjedeHus. B
HEKOTOPBIX BapUAHTAX peANM3AlNH, MPOTreCTOreH, TaKOH KaK MPOTeCTePOH, MOXKET ObITh
BBE/ICH B NEPUOA OT MOMEHTA U3BJICUCHHS] OOLIUTOB JI0 IIECTH HEAeNb MOcje u3BjieueHus. B
HEKOTOPBIX BapHUAHTAX peaH3alNH, MPOTeCTOreH, TAaKOH KaK MPOTeCTePOH, MOXKET ObITh
BBE/ICH B MEPUOA OT MOMEHTA W3BJIEYEHHUs] OOLIMTOB IO CEMH HeNeNb MOocie u3BiedeHus. B
HEKOTOPBIX BapHUAHTAX peaNHM3alfH, MPOTeCTOreH, TaKOH KaK MPOTECTePOH, MOXKET ObITh
BBE/ICH B MEPUOJ OT MOMEHTA M3BJICUCHHUSI OOLIUTOB A0 BOCbMH HENENb MOCTE U3BJieueHus. B
HEKOTOPBIX BApHUAHTAX pEANM3AINH, MPOTeCTOreH, TAaKOH KaK MPOTeCTePOH, MOXKET ObITh
BBE/ICH B MEPUOJ OT MOMEHTA U3BJICUYEHHs] OOLUTOB A0 AEBITH HEAENb MOCHE u3BjieueHus. B
HEKOTOPBIX BapHUAHTaX peaJM3alfH, MPOTeCTOreH, TAaKOH KaK MPOTeCTePOH, MOXKET ObITh
BBE/ICH B MEPHUOJ OT MOMEHTA U3BJICUCHUS] OOLIUTOB JI0 ECSITU HEAENb MOocie u3BjeyeHus. B
HEKOTOPBIX BapUAHTaX peaJM3alfH, MPOTeCTOreH, TaKOH KaK MPOTeCTepOH, MOXKET ObITh
BBEJACH B IIEPUOA OT MOMEHTA M3BJICUYEHHUS OOLMTOB A0 OAWHHAALATH HEAENIb IIOCTe

H3BJICUCHMUA.

[0174] B HekoTOpbIX BapHaHTaX peaju3aluu CIOCOOOB M TPUMEHEHHWH, OMHCAHHBIX B
JAHHOM JIOKYMEHTE, IPOreCTOreH, TaKOW Kak IIPOreCTePOH, BBOAST sl TOANEPKKH
JEOTEMHOBOHM (ha3bl mocyie BBeneHusi Tpurrepa Ha ocHoBe CoenuHeHwusi 1, ero merabosuTa,
win (apMalleBTHUECKU MTPUEMIIEMON COJTU JTF0O0TO U3 BBIMENEPEYUCIEHHOT0. B HEKOTOPBIX
BapHAHTaX peajn3ali CIOCOOOB U MPUMEHEHH, OMHCAHHBIX B IaHHOM JOKYMEHTE,
3CTPAUOI BBOIST JJISl TIOJIEPKKHU JIFOTEUMHOBOM (hasbl TOCTIe BBENEHUSI TPUITEpPA HA OCHOBE
Coenunenust 1, ero mertabomura, win (papManeBTUYECKH MPHEMIIEMOW CONH JII0O0ro u3
BBIIIETIEPEYNCIIEHHOTO. B HEKOTOPBIX BapHWaHTaX peaiu3alid CIIOCOOOB U MPUMEHEHH,
ONMCAHHBIX B JAHHOM JOKYMEHTE, INMPOreCTOreH, TAaKOW KaK MPOreCTepOH, W 3CTPAaUON
BBOASIT JJIi TIOANEPKKH JIFOTEMHOBOH (ha3bl TMOCJEe BBEACHHSI TpPUITEPa HA OCHOBE
Coenunenust 1, ero merabonura, win (papManeBTUYSCKH MPHEMIIEMONW COJNM JII0OOOro U3

BBIIICTICPCUNCIICHHOT 0.
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[0175] [ina nomnmepkku MIOTEMHOBOH (has3bl, B HEKOTOPHIX BapUaHTaX peasu3aliH,
croco0bl W TNPUMEHEHHUs, OIHUCAHHbIE B JAHHOM JOKYMEHTE, MpPedyCMaTpHBAIOT
UCTIONIb30BAaHNE MPUPOAHBIX IpernapaTroB mnporectepoHa (P4), Bkmodas IUAPOTeCTEPOH,
MEIPOreCTepOH, M COOCTBEHHO MPOrecTepoH. B HEKOTOPBIX BapuaHTax peasu3aluy CrnocoOoB
U NPUMEHEHUH, ONHMCAHHbIX B JAHHOM NOKyMeHTe, P4 MoxkeT ObITh BBEAEH NEpOpabHO,
BHyTpuMbIieuHo (BM) wnm BarumHambHO. [IporecToreH BHYTPHUMBIIIEUHO, TAaKOW Kak
NPOTeCTePOH, MOXKET OBITh MPHUIOTOBJEH B KYHXXYTHOM Macje, KOKOCOBOM Maciie MU
apaxucoBOM Maclie, U 103UpOoBKa cocTasisieT SO Mr ofuH pa3 B fieHb. CyIeCcTBYeT HECKOJIBKO
BarvHaJbHbIX KOMIIO3UIMI MPOrecTOreHa, TaKOro Kak IIPOrecTepoH, BKJIOYasl Tej,
cynmosutopud U Bkaaemu. IIpomerpuym (Prometrium®) MoskeT GbITH MCHONB30BAaH B
KaueCTBE BarvMHaJbHOIO IIpenapara, ¢ pexkoMeHayemon npo3oii 200 Mmr ans BBeAeHUs
BAarMHANLHO 3 pasa B JeHb. BarmnaneHbli renb kpaitHon (Crinone® 8% (Columbia
Laboratories Inc.; Livingston, New Jersey) MO:keT HAHOCUTBCSI OZIUH pa3 B IEHb U CONEPKUT
90 wMr mporectoreHa, Takoro kak mnporectepoH. CTO MWIIMIPpaMM 3HAOMETPHUHA
(Endometrin®) (Ferring Pharmaceuticals Inc.; Suffern, New York) MosxeT BBOAMTBCS

BarvHAJIbHO 2 WJIM 3 pa3a B JICHb.

[0176] B ompeneneHHbIX BapuaHTaX peajH3allii CIIOCOOOB M MPUMEHEHHH, OMHCAHHBIX B
JaHHOM JOKYMEHTe, HM3KYK 103y uXI[ BBOZST IJsl MOAAEPIKKHU JIIOTEMHOBOW (aspl. B
HEKOTOPBIX BapUAHTAX peau3alui CrIocoO00B M TNPUMEHEHUH, OMHMCAHHBIX B JaHHOM
IOKyMeHTe, HH3KYI0 103y 4XI BBOIAT AJsl MOAAEPKKU JIFOTEMHOBOMW (hasbl MOCHE TPUTTEPa
Ha ocHoBe CoenuueHusi 1, ero merabonurta, Wik (apMaleBTHYECKU MNPUEMIIEMON COJU
Jr000r0 W3 BBILIETIEPEUUCIICHHOTO. B ompeeneHHbIX BapuaHTaxX peaju3alid CIocoOOB U
MPUMEHEHUH, OMMCAHHBIX B TAHHOM JIOKYMEHTe, HU3KYIO 103y 4XI BBOAST B KOMOHMHALIUU C
MPOTeCTOr€HOM, TaKUM KaK TPOTreCTEepPOH, I MOANEPKKH JIOTEMHOBOUW (a3bl moce
Tpurrepa Ha ocHoBe CoenuHeHust 1, ero mMeradonuta, Ui GpapMareBTHYECKH MPUEMIIEMON
coJiu JIIOOOTO U3 BBILIETIEPEUUCTICHHOTO. B onpe/ieieHHbIX BapuaHTaxX peaju3alud CriocoOoB
U MIPUMEHEHUN, OMMCAHHBIX B JAHHOM JJOKYMEHTE, HU3KYIO 103y 4uX| BBOIAT B KOMOMHALIUU
C ACTPAIUOJIOM TSI TIONAEPKKH JFOTEMHOBOH (ha3wl mociie Tpurrepa Ha ocHoBe CoennHeHus

1, ero wmerabomura, wnn (apManeBTUYeCKH IpUEeMIIEeMOH coau  moboro  u3

2
BBILIIETIEPEUNCIEHHOTO. B ompeneneHHbIX BapuaHTax pean3aly Croco0OB U MPUMEHEHHH,
OMHCAHHBIX B JAHHOM JIOKYMeHTe, HM3Kyl0 na03y uXI[ BBOZIT B KOMOMHAIMU C

MNPOreCTOrcHOM, TAKUM KakK MPOreCTCPOH, U 3CTPAAUOJIOM AJI MMOAACPIKKU JIFOTEUHOBOM (I)a3bl
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nocie Tpurrepa Ha ocHoBe Coenunenuss 1, ero merabomura, Wi (papMareBTUIECKH

aneMneMoﬁ COJIH JIFOOOTO U3 BBILICTICPCYHUCICHHOIO.

[0177] B HekoTOpbIX BapHaHTaX peANU3ALMHU CIOCOOOB M NPHMEHEHUI, ONMHCAHHBIX B
JaHHOM JOKyMeHTe, Hu3Kyro no3y uXI BBomsar B komOuHammu c¢ CoenuHeHueM 1, ero
MeTabOJIUTOM, Wi bapmaLeBTHYECKU pUEeMJIEMOM COJIBIO Jr000Tr0 u3
BBILIECTIEPEYNCICHHOTO, JJIs TOANEPKKU JIOTEMHOBOH (pasel. B ompeneneHHbIX BapuaHTax
peanu3anuu crnocoOOB U MPUMEHEHHH, OMMCAHHBIX B TAHHOM JOKYMEHTE, HU3KYIO 103y uXI['
BBOASAT B komOuHaimu ¢ CoemuHeHuem 1, ero meraboiuroM, Wik (hapMaleBTHUECKU
NPUEMJIEMON COJIBIO JIFOOOTO M3 BBILICTIEPEUHCIEHHOTO, M MPOreCTOr€HOM, TaKUM Kak
NPOTECTEPOH, UIsl TIOAJIEPKKHU JIIOTEMHOBOH (pa3pl. B ompeneneHHbIX BapHaHTaxX peain3alun
croco0OB U MPHUMEHEHH, ONMHUCAHHBIX B JAHHOM JOKYMEHTE, HU3KYIO 103y uXIl BBOIAT B
kombOuHamu ¢ CoenuHenneMm 1, ero merabonutoMm, win (apMalleBTHUECKH MPHEMIIEMON
COJIBIO JIFOOOTO M3 BBILICTIEPEUHCICHHOTO, U 3CTPAAUONIOM U MOAAEPIKKH JIFOTEHMHOBOH
¢a3pl. B ompeneneHHBIX BapuaHTaX peajH3alUy CIOCOOOB M NMPUMEHEHWH, ONMHCAHHBIX B
JaHHOM JOKyMeHTe, Hu3kyr 103y uXIl BBomar B koMmOmHammu ¢ CoenuHeHuem 1, ero
MeTabOJINTOM, 10051 (bapmareBTHUECKH pUeMIIEMON COJIBIO m000ro u3
BBILIETIEPEUNCIEHHOTO, IPOreCTOreHOM, TaKUM KaK IIPOTeCTePOH, U 3CTPATUOIOM  JJIs

HOJIEPKKH JFOTEUHOBOMH (asbl.

[0178] B Hexoropeix BapuaHTax peanmmzauuy, CoeaunHenue 1, ero merabonuT, WU
(apManeBTUYECKH TMPHEMJIEMYIO COJIb JIFOOOrO M3 BBILICIEPEYUCIEHHOTO, BBOIST IS
NOJIEPKKH JIFOTEHMHOBOW (pa3bl mociie MoSydeHus: JKEHIIMHOW Tpurrepa Ha ocHoBe uXI . B
HEKOTOPBIX BapuaHTax peaim3aunu, CoequHeHue 1, ero MeTadomuT, win GpapMaleBTHIECKH
NPUEMJIEMYIO COJIb JIFOOOTO M3 BBILIETIEPEUNUCIEHHOTO, BBOIST IUJIsI MOAAEPIKKH JIFOTEUHOBOM
¢a3pl mocne MoNyueHHs JKEHIMWHOW Tpurrepa-aronncra I'HPI. B HekoTOphIX BapuaHTax
peamnsaimu, CoenuHenue 1, ero merabonut, uiand (apMaLeBTHYECKH NPUEMIIEMYIO COJb
a000r0 M3 BBILICTIEPEYHCICHHOTO, BBOIAT ISl TOINEPKKH JIIOTEMHOBOW (pa3bl mOCie
nosydeHusi xkeHIuHon kak uXI', tak u tpurrepa-aronucra I'HPI'. B HekoTOpBIX BapuaHTax
peamusaimu, CoenuHenue 1, ero merabonut, uiand (papMaLeBTHYECKH NPUEMIIEMYIO COJb
m000r0 M3 BBILICTIEPEYHCICHHOTO, BBOIAT ISl TOINEPKKH JIIOTEMHOBOW (pa3pl mOCie
NOJIy4eHHUs] JKEHINWHOW Tpurrepa Ha ocHoBe CoeamnHeHust 1, ero wmerabonura, WIH

(apMaleBTUYECKH TPUEMJIEMON COJIM JIFOOOTO W3 BBILIENEPEYHCIEHHOr0. B HEKOTOpBIX
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BapuaHtax peanusaimy, CoenuHenue 1, ero wmerabonut, wuiaM (¢papManeBTUIECKH

>
NPUEMIIEMYIO COJIb JFOOOTO U3 BBIMIENEPEUNCIEHHOTO, BBOAAT JJIsl MOAAEPIKKH JIFOTEUHOBOM
(a3bl mocne moNy4eHus )KeHIMNHOM Kak Tpurrepa-aronucra ['HPI, Tak u Tpurrepa Ha OCHOBE
Coenunenus 1, ero merabonuta, uiau (apMaleBTHUECKU NPUEMIEMONH COMH JI00O0ro u3
BBILIIETIEPEUUCIEHHOr0. B Hekorophix BapuaHTax peanusauuu, Coenunenue 1, ero
MeTabonmuT, Win (HapMaleBTUYECKH MPUEMIIEMYIO COJIb JIFOOOTO M3 BBILIETIEPEUNCIEHHOTO,
BBOIAT OJIA NOAACPKKH JIFOTEUHOBOI (1)a351 MOCJIC MOJIYUYCHUA }KeHLHHHOﬁ KaK TpUITE€pa Ha
ocHoBe uXI, Tak u Tpurrepa Ha ocHoBe CoenuHenuss 1, ero MeradonuTa, WM
(apManieBTUYECKH MPHEMIIEMOH CONM JIFOOOTO M3 BBIMIENEPEUNCICEHHOr0. B HEKOTOpBIX

BapuaHTtax peanmsaimy, CoexnmHeHue 1, ero Merabonut, WM  (papMaleBTUIECKH

2
NPUEMIIEMYIO COJIb JIFOOOTO M3 BBIIENEPEUNCIIEHHOTO, BBOIAAT ISl MOAAEPIKKH JIFOTEUHOBOM
¢a3pl mocne mosyueHus KEHIMMHON Tpurrepa Ha ocHoBe 4XI, Tpurrepa-aroaucra I'uPI” u
Tpurrepa Ha ocHoBe CoenmuHenus 1, ero meradonuTa, Wik (papMaLEeBTHYECKH MPUEMIIEMOM

cou JIro00ro U3 BBILICTICPECIHUCIICHHOT'O.

[0179] B HekoTOpBIX BapHaHTaX peau3alndyd CIMOCOOOB M TPHUMEHEHWH, OMHCAHHBIX B
naHHoM pnokymeHte, CoemuHeHwe 1, unmm ero (apMareBTUYECKH NPUEMIIEMYIO COJIb,
UCTIONB3YIOT B KOMOMHaimu ¢ Meradbonurom Coenunenus 1, takum kak CoenanHeHue 2, wiu
ero (apMaleBTHYECKH MNPUEMJIEMYIO COJIb, JJISi TMOAAEPKKH JIIOTeHHOBOH (hasbl. B
OTMpeNeNIEHHbIX BapHAaHTaX peau3alli CIOCOOOB M TMPUMEHEHUH, OMHCAHHBIX B JaHHOM
JIOKyMeHTe, MHOTOKpaTHble 103bl CoenuHenust 1, win ero (apmMauneBTHYECKH MPUEMIIEMOMN
COJIM, HAMpUMep, [BE JMAO03bl, HCIOJB3YIOTCS ISl TOANEPKKH JIFOTEMHOBOW (ha3bl. B
OMpeNeNieHHbIX BapHaHTaX pean3alii CIIOCOOOB M MPUMEHEHHH, OMHCAHHBIX B JAHHOM
JOKYMEHTE, MHOTOKpaTHbie 03kl MeTabonura Coenunenusi 1, takoro kak CoemuHeHUs 2,
win ero (apMaleBTHYECKU MPUEMIIEMON COJIU, HANpUMEp, NBE NO3bI, HCIOJIB3YIOTCS IS

NOJIEPIKKH JIFOTEUHOBOH (hasbl.

[0180] IIpeumymecteo Coenwnenust 1, wnu ero QapmMareBTHYECKH MPUEMIIEMON COJIH,
3aKJIFOYAETCS B TOM, YTO OHO MOJKET OBbITh HCIIONB30BAHO HE TOJBKO B KAUeCTBE TPUITEPA
OBYJISILIMU, HO MOJKET OBITh IIOBTOPHO BBEIACHO OIWH WJIM HECKOJBKO pa3 Iyt obecredeHus
nonogHUTeapHOTo JII U1 Mogaep KKK JIFOTEMHOBOM (ha3bl. ITO MOXKET CHU3UTh MOTPEOHOCTD
B MHBEKIUSAX mporecrepoHa u noOaBok. CospemeHHble mnpoTokoisl BPT  tunmgaO

UCNONB3YIOT Tpurrep-aroHuct I'HPI' ¢ mocnenyromeit Huskon noson uXI' ansg nmoaneps:kku
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TOTENHOBOH (pa3el, HO 3T0 yBenmuuuBaeT puck CI'Sl. BBenenue ogHON MM HECKOJIBKHX 103
Coenunenus 1, unu ero gapmMareBTHYECKH NMPUEMIIEMON cosn, MoxeT cHuxkath puck CI'S,
NPUCYTCTBYIOLUIUI B COBpPEeMEHHbIX IpoTokojax BPT, u BbiCTymaTe B KauecTBe TpUITEPA
CO3pPEBaHMsl OOLMTOB W/WIM TOANEPKKH JIOTEMHOBOH (pa3bl. MHOTrOKpaTHbIE O3bI
Coenunenus 1, uim ero papMaleBTUYECKH MPUEMIIEMON COJH, MOTYT cHIKaTh puck CI'S
nyTeM npenotrspainenus nosbiieHUs VEGF cpIBOpoTkH, T€M caMbIM CHUKasi COCYIUCTYIO

IMPOHULAEMOCTD.

[0181] B Hekortopeix BapuanTax peanusauun, CoenuHerue 1, ero MeTadoONHT, WIH
(apManieBTUYECKH MNPUEMJIEMYIO COJb JIOOOTO U3  BBILICTIEPEYHCICHHOTO, BBOJSAT B
KOMOMHAIIMK ¢ WHTUOUTOPOM IpOTea3bl. B OmpeneneHHbIX TaKMX BapUAHTAaX peaji3allvy,
BeeneHne CoemuHenuss 1, ero merabonuTa, Wiu (papMaleBTHYECKH MPUEMIIEMON COJH
JTr000T0 U3 BBILIETIEPEUNCIEHHOTO, B KOMOWHAIIMY ¢ HHTHOUTOPOM MPOTEa3bl MPeIHA3HAUEHO
U TIOANEPXKKH JIOTEMHOBOH (hasbl. B ompemeneHHBIX TaKMX BapHaHTax peau3alii,

BBOIMMAs Kommo3unust comepxkutr kak CoemuHenme 1, ero merabonuT, WK

,
(papMaLeBTHYECKH MPUEMIIEMYIO COJIb JIFOOOr0 M3 BBIIENEPEUUCICHHOTO, TAK U UHTUOUTOP
nporeasel. B HEKOTOpPBIX BapuaHTax peaju3aldy, KOMIIO3MLHUs, COAepsKamas Kak
Coenunenue 1, ero merabonurt, win (papManeBTUYECKH MPUEMIIEMYIO COJIb JIEOOOro u3
BBILIENIEPEYNCICHHOTO, TaK W WHTHOUTOp IpoTeasbl, NMpeAHa3HAueHa Uil HEMEIJICHHOTO
BBICBOOOXKIEHUS, 3aMEIJICHHOIO  MJIM  IPOJIOHTMPOBAHHOTO  BBICBOOOXKIEHMS,  HIIH
3aIep’KAHHOTO  BBICBOOOXKIEHMs. B OmpeneneHHbIX TaKMX BapUaHTaX peasu3aliH,
KOMITIO3ULUA MOXKET OCMOHCTPHUPOBATh Hpoq)HHb HECMECOJICHHOTO BBICBO60)K,IICHI/I$[. B
HEKOTOPBbIX BapHaHTAX peaju3aliy, KOMIIO3MLus, conmep:kaimnas kak CoenuHenue 1, ero
MetabonuT, Wik (HapMalleBTHYECKH MPUEMIIEMYIO COJIb JIFOOOrO M3 BBILIETIEPEUNCIEHHOTO,
TaK W UHTHOUTOpP MpOoTeasbl, MOXKET JAEMOHCTPHUPOBaTh NPOQUIb 3aMENJIEHHOrO WU
IMMPOJIOHTUPOBAHHOI'O B]::ICBO60}KI[€HI/I$I. B HEKOTOPBIX BaPpHUAHTAX p€ain3alilii, KOMIIO3ULUA,
comepskamasi kak Coenunenue 1, ero MetabouT, Wi (apMaLEeBTUYECKU MPUEMIIEMYIO COJb
M000r0 M3 BBILICTIEPEYHCICHHOTO, TAaK U MHTUOWTOP MPOTEas3bl, MOXKET AEMOHCTPHPOBATH
npodusib  33A€PIKAHHOTO  BBICBOOOXKIEHMA. B HEKOTOPBIX BapHaHTax peajH3allvy,
KoMmmosuimo, conepxkamyro CoenuHenne 1, ero merabomut, wim ¢papMareBTHUECKH
NPUEMJIEMYIO COJIb JIFOOOr0 M3 BBIIENEPEUNCICHHOrO, BBOIST OTHAENBbHO OT KOMITO3HLIUH,
cozeprkaliell HHruOUTOp mpoTeasbl. Bo3MOKHBIE MHIMOUTOPBI MPOTEasbl, KOTOPbIE MOTYT

OBITh HCHOJB30BaHBI B CHoco0ax W NPHUMEHEHHUSX IO H300pPETeHHIO, BKJIFOYAIOT, 0e3
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orpannueHudi, 4-(2-amuHostun)oensoncynbdonmna ¢ropuna ruapoxiopun (AEBSF),
ONTA, Oecratun, E-64, nelinmenTuH, Takoil Kak JeHnenTuHa reMucyjbpara MOHOTHAPAT,
anpOTHHMH, (285,35)-3-kapbokcuokcupan-2-kapoonwn |-L-nevinun-(4-

I'yaHUIUHOOYTHII)aMHUia TeMUTUAPAT, M COJIH JIF0OO0TO U3 BbILIETIEPEUHCIEHHOTO.

KOMH03I/IHl/ll/l, A0O3HPOBAHHEC H BBECJICHHE

[0182] [lanHoe wu300peTeHHEe mMpeaycMaTpUBAEeT COCTaBbl WM  (papMaleBTUYECKHE
komnosuimy, copepkamme CoemuHenue 1, ero wmeradonur, win (apMaLeBTHUYECKH
NPUEMJIEMYIO COJIb JIFOOOTO M3 BBIIIETIEPEUHCIEHHOTO, U (PapMaleBTUYEeCKU NPHEMIIEMBbIit
SKCLUUMHUEHT WA HOCHUTENb U UCTIOJMB30BAHUS B CIIOCOOAX M NMPUMEHEHHUSX, PACKPBITHIX B
nanHoMm nokymente. IIpu BPT, Coemmuenue 1, ero merabonut, mnm (apManeBTHUYECKH
npuemMieMasi CoJib JTF0OOT0 M3 BBIENEPEUNCICEHHOTO, MOTYT ObITh BBEIEHBI B BHJIE COCTaBa
wim  (papMaLEeBTHUECKOH KOMITO3UIMM C OJHHUM WM HECKOJNBKUMH (papMaleBTHYECKH
IIpUEeMJIEMBIMU HOCUTENSIMU WM dkcuunueHtamu. Konndectso BBeneHoro Coenusenus 1,
ero  Merabomurta, wiaM  (apmManeBTHYECKH ~— IpHeMIeMOl  comu  Jroboro W3
BBILLENIEPEYNCIEHHOTO, MOXXET MEHSATbCSI B COOTBETCTBUM C BECOM, BO3PAacTOM U
MEIUIUHCKUM COCTOSIHUEM JKeHUIMHbL. TepaneBrudeckn 53(QeKTHBHbIE KOIUYECTBA
Coenunenus 1, ero merabonura, wiu (apMaleBTHUECKH NPUEMJIEMON COJMH JIOOOro u3
BBILIENIEPEYUCIEHHOIO, HCIOJIb3yeMbleé B JaHHOM JOKYMEHTE, MOIYT MEHSTbCS B

3aBUCHMOCTH OT CItocoda BBCIACHUA, BI:I6p8,HHOFO arcHra U COCTOAHUA KCHIIUHBI.

[0183] Coemunenne 1, wim ero QapManeBTUYECKH TpUEMJIEMasl COJib, SIBJISIETCSI

2

CTaOWJIBHBIM U MOJKET XPAHUTDBCA TIPU 4 OC, B OTJIMYUEC OT MHOT'HMX MNENTUAHBIX IMPENapaTos,

KOTOpBI€ AOJDKHBI XPAaHUTBCS U BOCCTaHaBIMBaThCs npu -20 °C.

[0184] Kommosumun no u300peTeHUI0 MOTYT OBbITh COCTABJIEHBI C IENBI0 OOeCIeYeHMsI
Pa3JIMYHBIX CKOPOCTEH BBICBOOOXKNEHHUS, TAaKHUX KaK HEMeIJIEHHOE BBICBOOOKICHNUE,
3aMeIJICHHOE I MPOJIOHTUPOBAHHOE BBICBOOOKICHUE, WIIN 3aJ€PKAHHOE BHICBOOOXKICHHE.
B HeKoTOphIX BapUaHTaX peajr3aliy, KOMIIO3WIHUHA MOTYT JE€MOHCTPUPOBATH MPOdHIb
HEMEIJICHHOTO BBICBOOOXKNIEHHUSI. B HEKOTOPBIX BapHaHTaX peajr3allii, KOMIIO3ULIUA MOTYT
JEeMOHCTPUPOBATh MPOPIIH 3aMEIJIEHHOTO WJIM MPOJIOHTUPOBAHHOTO BBICBOOOXKAEHHs. B
HEKOTOPBIX BapHaHTaX peAM3alHK, KOMIO3WIHUA MOTYT IE€MOHCTPUPOBATh MPOPIIIb

3a/1ep>KaHHOTO BBICBOOOKIACHHSI.
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[0185] Hocurenp win 3KCHUMHEHTH KOMITO3ULUH IO M300PETEHUI0O MOTYT OBITH CMECHIO
SKCLUIUEHTOB, B KOJMYECTBAX, KOTOPbIE MOTYT ONTUMH3UPOBAaTh 3(PPEKTUBHOCTD
KOMITO3ULIUM. DKCLUMIIUEHThl BKJIOYAIOT, HANpUMEp, pPas3IMuHble OpPraHUYecKue WIH

HEOPTraHNYICCKHUE SKCIUITUCHTDI UJIW BEIECTBA-HOCUTEIIN.

[0186] Kommnosuium, conepskamue Coenunenue 1, ero MetadbosuT, win GapMareBTHIECKH
NPUEMJIEMYIO COJIb JIIOOOTO W3 BBILIEIEPEUUCIEHHOTO, MOTYT OBbITh BBEACHBI MyTEM
UHBbEKUUH, Harpumep, BHyTpuBeHHO (BB), BHyTpuMbIneyno (BM) wmu nonkoxuo (I1K). B
HEKOTOPBIX BAPHAHTAX PEaM3alMH, HHBEKIUS sBIsieTcss BHyTpuMbImeyHoi (IM). B npyrux
BapUAHTaX peanu3anuu, UHbeKIus siBisiercs noakoxHod (I1K). B HekoTophIX BapuaHTax
peanu3anuy, MOAKOXKHAS WHBEKLUS MpencraBisieT codoil 6omroc. B HEKOTOPBIX BapHaHTax
peanu3anyy, MOAKOKHAsi MHBEKLUS TNpeAcTaBisieT coOoi mHQy3uro. MHBEKLIUS THIUYHO
MIPenyCMaTPUBAET JOCTABKY OINPEAEIEHHOIO KOJWYECTBA JKUAKOW KOMIO3ULUU C MOMOULIBI)
WUINIBl JJIs1 TOAKOXHBIX WMHBEKLUUNM W IINPULA WX JOPYTUX HHBEKLUOHHBIX YCTPOMWCTB,
U3BECTHBIX CrienuanucTaM. lIpumepbl MHBEKLUMH MOTYT TakXKe BKIKOYAaTh HHQPY3UIO U
YCTPOWCTBA Uil BHYTPUBEHHOIO BBeneHUs. MHBEKIMA MOXKET NMPOU3BOAUTHLCS HEMENJIEHHO

WUJIKM Ha IPOTSAKEHNHU OIMPEACIICHHOTO NnEpruoaa BpEMEHU.

[0187] JlexapctBennas ¢Qopma s uHBbekuuid, comepxamas CoenuHenue 1, ero
MeTabonmuT, WM (papMaleBTUYECKH MPHEMJIEMYIO COJb JIOOOrO M3 BBILENEPEYHCIEHHOTO,
MOKeT ObITh OCHOBaHa Ha BOJIE MUIM MacJie B KauecTse pazbaBurens min Hocutesns. [Ipumepsr
pa3baBuTeNiell WM HOCHTENEH BKJIIOYAKOT, O0€3 OrpaHWYeHHd, BOAY Ui MHBEKLUN, CITHPT,
MIPOMUJICHIVIUKOJIb, MaKpOToJ, KYH)XXYTHOE MAacjo, KyKypy3HOE€ Macjo, OJMBKOBOE Maclio,
pacTUTEIbHOE MAacio, XJIOMKOBOE Macio, KYKypy3HOe Macjo U T.7. B HekoTopeIx BapuaHTax
peanm3anmy, pa30aBHTENb WM HOCHUTENb TPEACTABJIACT COOOW BOAY MJISI WHBEKIHMA.
ANBTEpHATHUBHO, JIEKAPCTBEHHAsI (popMa Il MHBEKUUH MOXKET UMETh (HOPMY SMYJIbCHH,
CYCHEH3MH WJIHM pacTBopa. JlekapcTBeHHast popma il HHBEKIUH MOXET COIepKaTb APyrue
UHIPEOUEHTHI, TAKHE KaK JUCIEPTHPYIOLINE areHThl, CPEACTBA, YIAYYIIAIOIINE PACTBOPEHHUE,
CYCIEHOUPYIOIIUE  areHTbl, CTaOWIM3aTOpPbl,  IOBEPXHOCTHO-AaKTHUBHBIE  BEIIECTBA,
COMIOOUIIM3ATOPBI, MMOBEPXHOCTHO-AaKTUBHBIC BEINECTBA, Oy(epHble areHThl, CPeACTBa IS
o0ecriedeHns M30TOHUYHOCTH, peryistopsl pH u ycnokamsaromme cpencrsa. Ilpuromnsie
IVMCTIEPTUPYIOIINE areHThl BKJIIOYAKOT, Oe3 orpanundeHuii, Tween 80® (Atlas Powder

Company USA), HCO 60™ (Nikko Chemicals Co., Ltd.), NOJIUSTUIEHIIUKO,
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KapOOKCHMETIIILIEIUTIONIO3y, ~ aJbIMHAT  HATPUs,  TUAPOKCHUIIPOMIIMETHUIILEIUIIOINO3Y,
JEKCTPO3y U AEKCTpUH. B HEKOTOpBIX BapuaHTax pealu3alyd, AUCHEPTUPYIOLIMHA areHT
npencrasisier coboi aekcTpo3y. Ilpuroansie crabuan3aTopsl BKIOYAIOT, O3 OrpaHHYEeHUH,
ACKOpOMHOBYIO KHCIOTY W NUPOCYJIb(GHUT HaTpus. lIpuromHele NOBEpXHOCTHO-aKTUBHbIE
BEIECTBA BKJIIOYAIOT, Oe3 orpaHuueHuii, nonucopdbar 80 u wmakporon. I[IpuromHbie
COTFOOUITM3ATOPBI BKIIIOYAIOT, 0€3 OrpaHu4YeHuH, IIMLEepHH U 3TaHou. [Ipuronssie OydepHbie
areHThbl BKIIOYAIOT, 0e3 orpaHudeHuil, (GochOpHYK KHCIOTYy MM €€ COJH INEeJOYHBIX
METAJJIOB, JINIMOHHYIO KHCJIOTY WJIH €€ COJIM INEJIOYHBIX METAJUIOB, aleTaThl U KapOOHATHI.
[TpurogHele cpeacTBa aisi OOECIEYEHUS] M30TOHHMYHOCTH BKJIIOYAIOT, O€3 OrpaHUYeHUH,
XJIOpUA HaTpus, TIUepuH (glycerine), XIopua Kaiusi, MaHHUT, copouTt, rmunepuH (glycerol),
U [IIOKO3y. B HEKOTOpBIX BapHaHTax peajn3aldy, areHT obOecneueHHs W30TOHHYHOCTH
npezacrasisier codoir MaHHUT. [lpuromnsie perymsaropel pH BkiIrouaroT, 6€3 orpaHUYeHHH,
XJIOPUCTOBOJIOPOJHYIO KHCJIOTY, YKCYCHYIO KHCJIOTY M TUAPOKCHI HaTpus. B HEKOTOpBIX
BapUaHTax peanusauuy, peryistop pH npeacrasisier codoli ykeycHyr0 kucnoty. Ilpuronnsie
KOHCEPBAHTHl BKIIIOYAIOT, 0€3 OrpaHUYeHHH, 3TUI-NI-OKCUOEH30aT, OEH30WHYI KHCIOTY,
MmetuinapadeH, nponwmunapabeH u OeH3mnoBbll cnupT. IlpurogHsle COMOOMIN3ATOPHI
BKJIFOYAIOT, O€3 OrpaHWuYeHHH, KOHIEHTPUPOBAHHBIA TJIMLEPUH U MerayMuH. IIpuromHbie
CPEeACTBa, YJIYUIIAIOUINE PACTBOPEHHE, BKIIOYAIOT, O€3 OrpaHHMuYEHHH, NMPOMMIEHIIMKOIb U
caxaposy. IIpuronHsle yCrokauBaroIyue CpeACTBa BKIOYAIOT, Oe3 OrpaHUYeHuH, IIIFOKO3Y U
OensmnoBblii  criupt. IIpumepsl  CpeACTB, YJIyULIAOMIUX — PACTBOPEHHE, BKIOYAIOT
MTOJIHUA THJIEHTJIMKOJIb, MPOIUJIEHT UK OJIb, D-manHur, OeH31I0eH30aT, STaHOJI,
TPUCAMHUHOMETAH, XOJIECTEPHUH, TPUITAHONAMUH, KapOOHAT HATPHs, LMTPAT HATPUS MU T.I.
[TpuMepsl CyCIEHANPYIOLINX areHTOB BKJIIOYAIOT MOBEPXHOCTHO-AKTHBHBIC BEIECTBA, TAKHE
KaK CTEapPIJITPUITAHOJIAMHUH, JIAypUICYJIb(paT HATPUSA, JIAYPHJIAMHHONMPONHOHAT, JICLUTHH,
OEH3aJIKOHUS XJIOpUA, OCH3ETOHHS XJIOPUA, TIMLEPUHMOHOCTEapaT U T.1., TUAPO(UIbHBIE
NOJIMMEPBI, TaKW€ KaK TOJMBUHWIOBBIA CIHPT, MNOJHUBHHWINHUPPOIUAOH, HATPHUS
KapOOKCHMETHIILEIUI0I03a, METUIILEILTION03a, T'HAPOKCUMETHIILEIUTIONIO3a,
TUAPOKCUSTHIILIEIUION03a, THAPOKCUIPONUINEIUII0I03a W T.A. Jpyrue SKCUUMHEHTH,
KOTOpbIE MOTYT OBITh MCIOJIB30BAHBI, BKIFOUAIOT, HAMPUMED, JIAKTO3Y, caxapo3y, Kpaxmal,
KYKYPY3HBIH Kpaxmall, KPHUCTAJUIMYECKYI0 LEJUTI0JI03Y, KPEMHEBBI aHTUAPHUA, JIETKYIO

0€3BOHYIO KPEMHEKHUCIIOTY U T.1I.
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[0188] Moryr Takke WCHONB30BATHCSA Jpyrue n0OaBKM, TakhMe Kak KOHCEPBAHTH,
AHTUOKCHJIAHTBI UM KpacsIiue areHTbl. Bo3MOXHBIE KOHCEPBAaHTBHl BKIIOYAIOT, 0Oe3
OTPaHUYEHUH, CIOXKHBIA 3(Up NMapaoKCHOSH30HHONH KHCIOTBIL, XJOpOyTaHOJ, OEH3MIIOBBIM
CIUPT, (PEHETHJIOBBIA CHHUPT, NETUAPALETOBYIO KHCJIOTY, COpPOMHOBYIO KHCJIOTY M T.IL
Bo3MOKHBIE AHTHOKCHIAHTBI BKJIOYAOT, O€3 OrpaHuyYeHHi, Cyab(UT, acCKOPOMHOBYIO
KUCJIOTY | T.I. BO3MOJKHBIE KpacsIIie areHThl BKIIIOYAIOT, 0e3 OrpaHHYeHHH, OKCHIIBI XKeJie3a

(3) (ferric oxide).

[0189] B HekoTOpBIX BapHaHTAX peANU3aALNHN, KOMIIO3ULIUS JIs1 HHBEKLUH 110 H300PETEHUIO
copepxkutr CoenuHenue 1, ero meradonut, win (apMaLEBTHYECKH INPHEMIIEMYIO COJb
1000r0 U3 BBIICTIEPEUHCICHHOTO, MAHHUT, YKCYCHYIO KHCJIOTY, U BOAY Ul MHBEKIUH. B
ONpENETICHHBIX TAaKUX BapUAHTaX peaJn3aluy, KOMIIO3ULMS NOMNOJHUTEIBHO BKJIIOYAET

TJIFOKO3Y W/WJIH JEKCTPO3Y.

[0190] B HekoTOpbIX BapUaHTaxX pean3aln{, KOMIIO3ULIUS AJIs1 HHBEKLUH 110 H300PETEHNIO
MokeT ObITh noeeneHa no pH or 2 go 12, mpenmoururensHo, oT 2,5 mo 8,0, myrem

nobaBneHust arenTa perynuposku pH.

[0191] KonuuecTBo, BBOAMMOE C JIEKAPCTBEHHON (POPMOI JJisi MHBEKIHH, MOXKET OBbITh
3¢ GeKTUBHBIM I MPOMOTUpPOBaHMs co3peBaHus siinekinerku B BPT, takux kak JKO,
HUKCH, noHOpPCTBO M KOHCEpBALMSl OOLIMTOB, PEryJIsiLUsS MEHCTPYaJIbHOrO LHKJIA TaKUM
00pazom, 4ToOBI JKEHIMHA MOTJIA 3a4aTh MOCPEACTBOM MOJIOBOro akTa wiu BMU, uHaykimst
oByJsILMM, w/uimu mporece I1D. B HeKoTOpbIX BapuaHTax peasu3alud, KOMIO3ULIMK sl
UHBEKIUI MO M300pEeTeHUI0 MOTYT OBbITh BBEJEHBI B BHAE Pa30BOM H03bl. B HEKOTOpPHIX
BapHAHTaX peajM3alii, UHBEKIUU MOTYT OBbITb BBIMOJHEHBI, KOTNA BBICBOOOKICHHE WU
U3BJICYEHHE 3PEJIbIX OOLUTOB SIBJISIETCS JKEJIaTeNIbHbIM, HAPUMED, B TPUTTEPHOH (ase, mepen
u3BjeueHueM oonuToB u3 suuHukoB, JKO, MKCH, noHOpCTBOM M KOHCEpBaLMel OOIMTOB,
peryysuuell MEHCTPYaJlbHOTO IMKJIa TakuM oO0pa3oM, 4YTOoObl SKEHIIWHA MOrJia 3a4aTh
MIOCPENCTBOM MOJIOBOrO akTa wiv BMU, n nummiaHTaumeil ormiogoTBOPEHHOTO 3MOPHOHA B
MaTKy. B HEKOTOPBIX BapuUaHTaX peau3alny, KOMIIO3UIINH JJISI UHBEKIUH 110 N300PETSHHIO
MOTyT OBITh BBEACHBI B BHUAE pPa30BOW J03bl. B HEKOTOPBIX BapUaHTAX peaH3alUH,
KOMTIO3UIIMH JUJIsl MHBEKIIMH 10 U300peTEeHUI0 MOTYT OBITh BBEIEHBI B BUE IpOoOHOM 1036l B
HEKOTOPBIX BapUAHTAaX peajH3aldd MOTYT ObITh BBENEHbI JBE JO3bl HHBEIUPYEMOU

KOMIO3UIMK 10 u300pereHn0. B  HEKOTOPbIX BapWaHTaXx peau3aluy, BTOPYIO
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UHBELUPYEMYIO N03y BBOIST HA NPOTSKEHUU NEpUoAa OT NMpuMepHO 8 no mpumepHo 60
9JacoB I1OCJIE BBEEHUS] HA4aJIbHON 03bl. B HEKOTOPBIX BapHaHTax peajH3aluyd MOTYT OBITh
BBE/ICHBI TP J103bl HHBELIMPYEMON KOMITO3ULIMU MO M300peTeHHI0. B HEKOTOPBIX BapHaHTax
peanu3aluu, TPETbI0 HHBELUPYEMYIO 103y BBOJAT HA MPOTSKEHUH NEPHOAA OT NPUMEPHO 8
10 mpuMepHO 60 4acoB MOCJe BBEICHUsI BTOPOM 103bl. B HEKOTOPBIX BapHaHTax peaju3aluu
BBOST TPETHIO HMHBELUPYEMYIO NO3y C MOCIEAYIOLUIUM BBEAEHHEM OT OAHOH [0 MSITU
JIOTIOJIHUTEJIbHBIX HHBELMPYEMbIX 103. B HEKOTOpBIX BapuaHTax peaju3alid, B KOTOPBIX
BBOAST TPETHbIO HMHBELUPYEMYIO N03y C MOCIEAYIOLUIUM BBEAEHHEM OT OAHOH A0 IISITH
JOTIOJIHUTEJIBHBIX MHBELMPYEMbIX 103, BBE€HHE OT OAHOW 10 MATHU AOIOJHUTENIbHBIX A03
IIPOBOAMTCA Ha MPOTSDKEHUHU Iepuojia oT mpumepHo 8 1o mpumepHo 60 yacoB mocie

BBEJICHUs IPEALIECTBYIOIIEHN 03B

[0192] Coenunenne 1, ero meTaboauT, MU (GapMalleBTUYECKH TTPHEMJIEMasi COJIb JIF0OOTO
U3 BBIIIETIEPEUNCIEHHOTO, MOTYT TaKke OBITh BBEIEHbI B KOMIIO3ULMH Jeno. Popmbl
UHBELUPYEMOT0  Jen0  MOryT  ObITh  NPHUIOTOBJIEHBI  myTeM  (OpPMHPOBaHUS
MHUKPOUHKAIICYJUPOBAHHBIX MATPHIl JIEKAPCTBEHHOTO CpPEACTBa B OHOAErpagupyeMbIX
NOJIMMEPAX, TAKUX KaK MOJMIAKTUA-TIONUTIUKOIN, TOIH(OpTO3(hUPHI), NOTH(AHTUAPUABL), U
(momm)raukony, Takue kak [191°. B 3aBUCUMOCTH OT COOTHOLIEHUS JIEKAPCTBEHHOTO CPENICTBA
K IOJIUMEPY U MPUPOABI KOHKPETHOI'O MCIOJIb3YEMOIO IMOJMMEPA, MOKHO KOHTPOJIUPOBATH
CKOPOCTb BBICBOOOXIEHHSI JIEKAPCTBEHHOrO CpeacTBa. KoMmmosunum MHBELHUPYEMOro Aero
MO’KHO TaK)K€ MPUTOTOBUTH IyTEM BKJIIOYEHHUS JIEKAPCTBEHHOIO CPEACTBA B JIMIIOCOMBI WU

MUKPOOMYJIbCHU, COBMECTUMBIC C TKAHAMHU OPraHu3Ma.

[0193] Kommo3uuuu s HHBEKIHMA MO H300pPETeHUI0 MOTYT OBbITh CTEPUIIU30BAHBbI,
HampuMmep, myTeM QUIBTPALMK 4Yepe3 3aAep KUBAIOLINN OakTepuu (QHUIBTP, WM IyTeM
BKJIFOUEHUS CTEPIITM3YIOLIUX areéHTOB B (DOPMBI CTEPHIIbHBIX TBEPABIX KOMIO3HLINH, KOTOPBIE
MOTYT OBITh PACTBOPEHBI WJIM AUCIIEPIHPOBAHBI B CTEPIIIBHONW BOAE MIIM APYTOH CTEPUIIBHON

cpeac s I/IH"beKI_II/Iﬁ HEMOCPEACTBCHHO NNEPEL MPUMEHCHUEM.

[0194] Coenunenne 1, ero meTabonauT, MU (GapMaleBTUYECKH TIPpHEMIIEMasi COJb JIF0OOTO
N3 BBIHICNIEPCUUCTICHHOTO, MOT'YT TaKXKE 6I:>ITb BBEACHbLI B I/IHTpaHaSaJIbHOfI KOMITO3UITUH.
KOMHOSI/II_II/IH MOXET HUMETh (I)OpMy JKHUAKOCTH, TaK LITO6I:;I €€ MOXHO 6bIJ’IO BIIPBICKHMBATh B
HO3ApHU, XOTdA BO3MOXKHA MOJYTBEpAas KOMIIO3ULIMA, TaKasad Kak I/IHTpaHaSaJ'IbHHﬁ KpeEM.

Kunkue wHTpaHa3aJIbHBIE KOMITO3ULUHM MOTYT HUMEThb (POpMY pacTBOpa, CYCHEH3UU WU
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SMYJBCUU, U MOTYT ObITb BOIHBIMU HJIN HEBOAHBIMU. MHIpEeIUEHTDI, IepeunCIIeHHbIE BBILIE
Il UHBELUPYEMOH JIeKapCTBEHHOH (OpMbI, MOryT OBITb TakXe HCIONb30BaHbl B
COOTBETCTBHMH CO CHmoco0amy, W3BECTHBIMH  CHELMANNCTAM, JUIA  [PUTOTOBJICHUS

HHTpaHaSaHbHOﬁ KOMITIO3UIIUH.

[0195] KonuuectBo Coenunenus 1, ero metabonura, Wik GpapMaleBTHYECKH MPHEMIIEMO
com JI000ro W3  BBIIENEPEYUCICHHOTO, BBOAMMOE WHTPAHA3AJIbHO, MOXKET OBITh
3¢ ¢GexTUBHBIM I MPOMOTUpPOBaHMsA co3peBanus sinekinerkn B BPT, takux kak JKO,
HUKCH, noHOpPCTBO M KOHCepBAaLUsl OOLIUTOB, PEryJisiliis MEHCTPYaJbHOIO LHKJIA TaKUM
o0pa3om, 4ToOBI JKEHIMHA MOTJIa 3a4aTh MOCPEACTBOM MOJIOBOro akta wim BMU, unnykuus
oByysinuy, wwnu mporecc I13. B HEKOTOpBIX BapuaHTax peajH3aluy, WHTPaHA3aJIbHbIE
KOMTIO3HIIMH O W300PETEeHUI0 MOTYT OBbITh BBENEHBI B BUIE Pa30BOMl J03bl. B HEKOTOpPBIX
BapUAHTAX pPeaJN3aliy, UHTPAHA3aJIbHOE BBEIEHHE MOXKET ObITh NMPOBENEHO, Korma Oyner
JKeJIaTeIbHBIM BBICBOOOK/IEHNE U M3BJICUEHUE 3PEJIbIX OOLMTOB, HAPUMEP, HA TPUTTEPHOH
dase, mepen wusBiedeHWEM oouUTOB u3 simyHMKoB, OJKO, HWKCH, noHopcTBOM W
KOHCEpBallMell OOLMTOB, PEryJsLHed MEHCTPYaJbHOrO LHKJIA TakUM 00pa3oM, YTOOBI
JKEHIMHA MOrJja 3a4aTh IOCPEACTBOM MOJOBOro akra uiau BMMHM, u wumnnantauuen
OMJIOAOTBOPEHHOTO 3MOpPMOHa B MaTKy. B HEKOTOpbIX BapuaHTax peajH3aluy,
UHTPaHa3aJIbHbIE KOMITO3UIHH 110 W300pPETEHUIO MOTYT OBITh BBEJCHBI B BUJE PAa30BOM O3BI.
B HEKOTOpbIX BapHaHTax peaNU3alMM, HHTPAHA3aJbHbIE KOMIIO3MLMHM MO H300pPETEeHHIO
MOTyT ObITh BBEEHBbI B BUAE IPOOHOI 103bl. B HEKOTOPBIX BapHaHTaX peaju3alMu, MOTYT
OBITh BBEAEHBI JIB€ J03bl MHTPAHA3AJIbHOW KOMIIO3WMIIMK MO HU300peTeHut0. B HEKoTOpbhIx
BApPUAHTAaX peajn3alliy, BTOPYK) MHTPAHA3aJIbHYI A03Y BBOJAT HAa MPOTSKEHUU NEPUOAA OT
npuMepHo 8 10 npumepHo 60 YacoB MOCJHE BBEACHMsS HA4aJIbHON 103bl. B HEKOTOpBIX
BapHaHTaX peaju3aliid MOTYT ObITh BBEIEHBI TPU JO3bl MHTPAHA3AIBLHOW KOMITO3HMLIUU IO
N300peTeHN0. B HEKOTOPBIX BapUaHTaX peaf3allii, TPEThIO HHTPAHA3AIBHYIO 103y BBOMST
Ha MPOTSDKEHUU TepuoAa OT MpUMepHO 8 A0 mpumepHO 60 4acoB MOC€ BBEICHHUS BTOPOM
7n03bl. B HEKOTOpBIX BapuaHTax peanu3alldd, BBOAST TPETHIO HHTPAHA3AIBHYK) OO03Y, C
MOCJIEAYIOUIMM BBEICHUEM OT OAHON N0 MATU IOMOJHUTENBbHBIX HWHTpPaHa3albHbIX A03. B
HEKOTOPBIX BapHUaHTaxX peaju3alyy, B KOTOPBIX BBOASAT TPETHIO HMHTPAHA3ZAIBHYIO N0O3Y, C
MOCJEAYIOUIMM BBE€ICHUEM OT OJHOM 10 IATH AOMNOJHUTENIBHBIX HWHTPAHA3AJIbHBIX 03,
BBEACHUE OT OAHOM 0 IATH JONOJHUTEIbHBIX 03 NMPOBOAUTCS HA NMPOTSKEHUHU MEPUOa OT

npuMepHo 8 10 npuMepHO 60 4acoB MOCJE BBEACHUS NPEALIECTBYIOIIEH JO3bI.
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[0196] Kpowme Toro, oObryHBIE 100OABKH, TaKME KaK KOHCEPBAHT, aHTHOKCHIAHT, Kpacsiee
BELECTBO, MOACIACTUTENb, anCOpOeHT, CMAyMBAIOIIMH areHT W T.J.,, MOIyT OBbITh
COOTBETCTBYIOIIMM 00pa3soM HCIIOJb30BAaHbl B IPHUIOAHBIX KOJMYECTBAX, BO BCEX
JeKapCTBEHHBbIX (popMax, mpu HeoOxomuMocTH. BoO3MOXKHBIE KOHCEPBAHTHI BKIIIOYAIOT,
HampUMep, M-TUAPOKCHOEH30aThl, CJIOKHBIA  3(Up NapaoKCHOEH30MHOH  KHCJIOTHI,
xJopOyTaHoN, OEH3WIOBBIM CIUPT, (PEHETHUJIOBBIA CIUPT, AETHIPOALETOBYI) KHCIOTY,
COpOMHOBYIO ~ KHCJIOTY, 3THJ-TI-OKCHOEH30aT, OCH30HHYI KHCJIOTy, MeTHiInapadeH,
nporwinapabeH U T.n. BO3MOKHBIE aHTHOKCHIAHTHI BKJIOYAIOT, HAmpuMmep, CyabQuT,

ACKOPOWHOBYIO KHCJIOTY, 0-TOKO(EpOs U T.1I.

[0197] JlexapctBennsie ¢opmbl, comepxamue CoenmuHeHue 1, u ero (apmaneBTHYECKH
NpUEMJIEMBIE COJIM, PACKPBITHI, HAMpUMep, B MyONuKanusx naTeHTHbIX 3asBOK CIIIA NelNe
2012/0302508, 2013/0210742, 2011/0312898 wu 2011/0212890, omnucaHuss KOTOPBIX
BKJIFOUEHBI B JaHHBII JOKYMEHT IOCPEACTBOM CChUIOK. [IyOnmukamum Takke pacKpbIBAIOT

Pa3JIMYHbIC TOKAa3aHUs U KOHCYHbIC HA3HAYCHUSA COGI[I/IHGHI/ISI 1.

[0198] B HekoTOpHIX BapHaHTAaX peaju3aldd, COCTaBbl WIH (PapMaleBTUYECKHE
KOMITO3ULIMH 110 U300peTeHmo copepskat ot npumepHo 0,00003 mr mo mpumepso 0,030 mr
Coenunenus 1, uiaM COOTBETCTBYIOIIEE KOJMYECTBO €ro (papmManeBTUYEeCKU IMPHEMIIEMOl
conu. B HEKOTOPBIX BapuaHTax peasn3alMy, COCTaBbl MM (hapMaleBTHUECKHE KOMIO3ULIMH
no m3obperenuo conepxar ot npumepro 0,001 mr o npumepno 0,030 mr Coenunenus 1,
WA COOTBETCTBYIOLIEE KOJMYECTBO €ro (papMaueBTH4YeCKU NMpUeMIIeMOi coii. B HEKOTOpBIX
BapUAHTAX pEeaJM3alUK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300pETEHHIO
conepkat ot mnpumepno 0,001 mr mo mnpumepno 0,003 wmr Coenunenwst 1, wim
COOTBETCTBYIOLIEE KOJHYECTBO €ro (papMaleBTHYECKH NpueMyieMol coiu. B HeKoTOphIX
BApUAHTAX peAJM3alfK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300pETEHHIO
conepkatr ot mnpumepHo 0,00003 mr mo npumepno 0,0003 mr Coenunenust 1, wim
COOTBETCTBYIOLIEE KOJHYECTBO €ro (papMaleBTHUECKH NpUeMIIeMOl coimu. B HeKoTophIX
BApUAHTAX pEeaJM3alK, COCTaBbl WM (papManeBTUYECKHE KOMITO3ULMH MO H300pETEHHIO
conepkat ot mnpumepno 0,00003 mr no npumepno 0,003 mr Coenunenust 1, wim
COOTBETCTBYIOLIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpuemMieMoll coimu. B HekoTophIx
BApUAHTAX peaJM3aliK, COCTaBbl WU (papManeBTUYECKHE KOMIIO3ULMH MO H300pETEHHIO

conepkatr ot npumepno 0,00003 mr no npumepHo 0,00006 mr Coenunenus 1, wum
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COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpuemieMoil comu. B HekoTophIx
BApUAHTAX peaJN3alliy, COCTaBbl WM (papMalleBTUYECKHE KOMIIO3UIUHU IO H300PETEHUIO
comgepxkat ot mnpumepHo 0,00003 mr mo npumepno 0,00009 mr Coegunenust 1, unm
COOTBETCTBYIOIEE KOJHMYECTBO €ro (hpapMauneBTHUECKH MpuemiaeMoil comu. B HekoTophix
BAPUAHTAX peaN3alUy, COCTAaBbl WM (PapMaleBTUYECKHE KOMIIO3HLMH O H300pPETEeHHIO
comepkat or mnpumepHo 0,00003 mr mo npumepno 0,00015 mr Coegunenust 1, wnmu
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHYECKU MPUEMIIEMON COMU. B HEKOTOpBIX
BApUAHTAX pEeaJM3aLUK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH MO H300PETEHHIO
comgepxkat ot mnpumepHo 0,00003 mr go mnpumepro 0,0006 mr Coegunenust 1, wnmum
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpUeMIIeMOl coiu. B HEeKoTOphIX
BApUAHTAX PEAJM3aLUK, COCTaBbl WU (PapMaleBTUYECKHE KOMITO3ULHH O H300PETEHHIO
cogepkat ot npumepHo 0,00003 mr go mnpumepro 0,0009 mr Coeaunenust 1, wnmu
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpUeMIIeMON coimu. B HeKoTophIX
BApUAHTAX pEeaJM3alliH, COCTaBbl HIM (papManeBTUYECKHE KOMITO3ULMH MO H300pETEHHIO
comgepkat ot npumepHo 0,00003 mr go npumepno 0,0015 mr Coeagunenuss 1, wnmum
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpuemieMoll coimu. B HekoTopsIx
BApUAHTAX peaJN3ally, COCTaBbl WIU (papMaleBTHYECKHE KOMIIO3ULMHM MO H300pETEHHIO
conepkatr or npumepHo 0,00003 mr no npumepHo 0,006 mr Coenunenus 1, wm
COOTBETCTBYIOIIEE KOJHMYECTBO €ro (papMaleBTHUECKH MpuemieMoil comu. B HekoTophix
BAPUAHTAX peaN3alUy, COCTaBbl MM (HapMaleBTUYECKHE KOMIIO3MLMH MO H300pETEeHHIO
comepkat ot mnpumepno 0,00003 mr no npumepno 0,009 mr Coenunenws 1, wim
COOTBETCTBYIOLIEe KOJHYECTBO €ro (papMaleBTHYECKU MPUEMIIEMON COMu. B HEKOTOpBIX
BApUAHTAX peAJM3alliK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300PETEHHIO
conepkat ot mnpumepno 0,00003 mr nmo npumepno 0,015 mr Coenunenwst 1, wmm

COOTBETCTBYIOLIEE KOJIMYECTBO €ro (hapMalieBTHUECKU MPHUEMIIEMOH COJTH.

[0199] B HekoTOpBIX BapHaHTAaX peaju3alldd, COCTaBbl WJIH (papMaleBTUYECKHE
KOMITO3ULIMH TI0 M300peTeHmo coneprkar ot mpumepno 0,0003 mr no mpumepso 0,030 mr
Coenunenusi 1, uiaM COOTBETCTBYIOIIEE KOJMYECTBO €ro (papManeBTUYEeCKU MPHEMIIEMOI
coiy. B HEKOTOpBIX BapuaHTaX peasu3alfi, COCTaBbl WK (hapMaleBTUYECKHE KOMITO3ULIUH
no nzobperenuro coxepxar ot npumepHo 0,0003 mr no npumepno 0,0006 mr Coenunenus 1,
WJIA COOTBETCTBYIOLIEE KOJMYECTBO €ro (papManeBTHIecKu nprueMiieMoii coin. B HeKoTophIx

BapUAHTAX peaJN3aliH, COCTaBbl WM (papMalleBTUYECKHE KOMIIO3UIUMHU IO HU300PETEHUIO
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conepkatr ot npumepno 0,0003 mr po mpumepro 0,0009 mr Coenunenus 1, wim
COOTBETCTBYIOIIEE KOJHYECTBO €ro QapmMaleBTHUECKH MpuemieMoil comu. B HekoTophIx
BapUAHTAX peaNM3alliH, COCTaBbl WK (papMaleBTUYECKHE KOMIIO3ULMH O H300pEeTEHHIO
comepkat ot mnpumepHo 0,0003 mr go mpumepHo 0,0015 mr Coemunenust 1, wmm
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHYECKU MPUEMIIEMON COMU. B HEKOTOpBIX
BapHAHTaX peajM3allK, COCTABbl MJIM (hapMalEeBTHUECKUE KOMIIO3UIMH MO HM300pETEHUI0
comepkatr ot mnpumepHo 0,0003 mr go mnpumepHo 0,006 mr Coemunenus 1, wim
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHYECKH NPUEMIIEMON COMu. B HEKOTOpBIX
BapHAHTaX peaJM3alMK, COCTABbI WM (hapMaLEeBTHUECKUE KOMIIO3UIMH MO H300PETEHUI0
conepkatr ot mnpumepHo 0,0003 mr mgo mnpumepHo 0,009 wmr Coemunenus 1, wm
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpUeMiIeMOl coimu. B HeKoTophIX
BapHAHTaX peaJH3alfK, COCTABbl WK (hapMaLEBTHUECKUE KOMIO3UIMH MO H300PETEHUIO
comepkatr ot mnpumepHo 0,0003 mr go npumepHo 0,015 wmr Coenunenuss 1, wmm

COOTBETCTBYIOLIEE KOJIMIECTBO €ro (hapMalieBTHUECKH MPHUEMIIEMO COJTH.

[0200] B HekoTOpHIX BapHaHTAaX peaju3aldd, COCTaBbl WIH (PapMaleBTUYECKHE
KOMITO3ULIMM 0 H300peTeHmo copepkar ot mpumepHo 0,003 mr go mpumepno 0,030 mr
Coenunenus 1, WaM COOTBETCTBYIOINEE KOJUYECTBO €ro (papmManeBTUYEeCKU NMPHEMIIEMOl
coiu. B HEKOTOpBIX BapuaHTax peann3aliy, COCTaBbl WK (papMaleBTUYECKHE KOMITO3ULIUH
no m3obperenuto conepxar ot npumepro 0,003 mr no npumepno 0,006 mr Coenunenust 1,
WA COOTBETCTBYIOLIEE KOJMYECTBO €ro (papManeBTU4eCcKu MprueMiieMoii coiii. B HeKOTOpBIX
BApUAHTAX peaJM3aliK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300pETEHHIO
comepkat ot mnpumepno 0,003 mr go mnpumepno 0,009 wmr Coenunenust 1, wm
COOTBETCTBYIOLIEE KOJHYECTBO €ro (papMaleBTHYECKH NpUeMIIEMON COMu. B HEKOTOpBIX
BApUAHTAX pEeAJM3aLliK, COCTaBbl WU (PapMaleBTUYECKHE KOMITO3ULMH O H300pETEHHIO
conepxkat ot mnpumepno 0,003 mr mgo mnpumepno 0,015 wmr Coenunenwst 1, wmm

COOTBETCTBYIOLIEE KOJIMYECTBO €ro (hapMalieBTHUECKU MPHUEMIIEMOH COJTH.

[0201] B HekoTOphIX BapHaHTAaX peajH3alldd, COCTaBbl WIH (papMaleBTUYECKHE
KOMITO3ULIMH IO M300peTeHno coneprkar ot mpumepno 0,0003 mr no mpumepso 0,003 mr
Coenunenuss 1, WM COOTBETCTBYIOIEE KOJMYECTBO €ro (papManeBTUYECKH MPHEMIIEMOI
coiy. B HEKOTOpBIX BapHaHTaX pean3allfi, COCTaBbl WK (hapMaleBTUYECKHE KOMITO3ULIUH

1o m3o0pereHnro coxep:kar ot npumepHo 0,0006 mr no npumepHo 0,003 mr Coenunenus 1,
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WA COOTBETCTBYIOIIEE KOJIMYECTBO €ro (papMaleBTUYECKU MPUEMIIEMOI Coli. B HEKOTOpPBIX
BapHaHTaX peaH3alfy, COCTaBbl MWIN (hapMaLEBTHUECKUE KOMIIO3UIUU IO H300PETCHHIO
comepkatr ot npumepHo 0,0009 mr pgo nmpumepHo 0,003 wmr Coenunenuss 1, wum
COOTBETCTBYIOIEE KOJHMYECTBO €ro (hpapMauneBTHUECKH MpuemiaeMoil comu. B HekoTophix
BapUAHTAX peaNM3aliK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH IO H300pETEHHIO
comepkatr ot mnpumepHo 0,0015 mr go mnpumepHo 0,003 wmr Coemunenust 1, wim

COOTBETCTBYIOLIEE KOJIMYECTBO €ro (hapMalieBTHYECKU MPUEMIIEMOH COJTH.

[0202] B HekOoTOpBIX BapHaHTAaX peajU3alldd, COCTaBbl WK (papMaleBTUYECKHE
KOMITO3UILIMH 110 U300peTeHmo copepskat ot npumepHo 0,00006 mr no mpumepro 0,030 mr
CoenuHenusi 1, WiaM COOTBETCTBYIOIIEE KOJMYECTBO €ro (papManeBTUHYECKH MPHEMIIEMOI
coiy. B HEKOTOpBIX BapHaHTaX peasu3alfH, COCTaBbl WK (hapMaLeBTHYECKHE KOMITO3ULIH
no nzobperenuro coxepxar ot npumepHo 0,00009 mr no nmpumepno 0,030 mr Coenunenus 1,
WJIA COOTBETCTBYIOLIEE KOJMYECTBO €ro (papManeBTH4YeCKU NMprueMiIeMoii coi. B HeKOTOphIX
BApUAHTAX PEeAJM3alliK, COCTaBbl WIM (papManeBTUYECKHE KOMITO3ULMH O H300pETEHHIO
conepkat ot mnpumepno 0,00015 mr po npumepno 0,030 mr Coenunenust 1, unu
COOTBETCTBYIOIIEE KOJHUYECTBO €ro (apMaleBTHUECKH NpuemieMoil comu. B HekoTophIx
BApUAHTaX peaJN3alliy, COCTaBbl WU (papMaleBTHYECKHE KOMIIO3ULMHM MO H300pETEHHIO
conepkatr ot npumepHo 0,0006 mr pgo npumepHo 0,030 mr Coenunenuss 1, wm
COOTBETCTBYIOIIEE KOJHMYECTBO €ro (hapMaLeBTHUECKH MpUeMJIeMOH coimu. B HekoTophix
BapUAHTAX peaJM3alliK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300pEeTEHHIO
comepkat ot mnpumepHo 0,0009 mr mo mnpumepHo 0,030 mr Coemunenuss 1, wim
COOTBETCTBYIOLIEE KOJHYECTBO €ro (papMaleBTHUECKH MPHUEMIIEMON coiu. B HEKOTOpBIX
BapUAHTAX peaJM3alK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300pETEHHIO
conepkat ot mnpumepHo 0,0015 wmr go mpumeprHo 0,030 mr Coenunenuss 1, wmm
COOTBETCTBYIOLIEE KOJHYECTBO €ro (papMaleBTHUECKH NpHEMIIEMOH coiu. B HeKoTophIX
BAPUAHTAX PEeAJM3alK, COCTaBbl WK (PapMalleBTUYECKHE KOMIIO3ULUU IO HU300PETEHUIO
comepxkat ot mnpumepuo 0,006 mr mo mnpumepno 0,030 mr Coenunenust 1, wm
COOTBETCTBYIOLIEE KOJHYECTBO €ro (papMaleBTHUECKH NpPHEMIIEMON coimu. B HeKoTophIX
BApUAHTAX peaJM3aliK, COCTaBbl WIM (papManeBTUYECKHE KOMITO3ULMH MO H300pETEHHIO
comepkat ot mnpumepno 0,009 mr no npumepno 0,030 mr Coenunenus 1, wnu
COOTBETCTBYIOLIIEE KOJHYECTBO €ro (QapMaleBTHUECKH NpHeMJIeMOil coimu. B HekoTophIx

BApUAHTAX peaJN3aliH, COCTaBbl WU (papMaleBTHYECKHE KOMITO3ULMHM MO H300pETEeHHIO
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conepkat ot mnpumepHo 0,015 mr no npumepno 0,030 mr Coenunenuss 1, wim

COOTBETCTBYHOILICC KOJIUYECTBO €TI0 (I)apMaLIeBTI/ILIeCKI/I HpHeMHeMOfI COJIH.

[0203] B HekoTOpbIX BapuaHTAaX pealu3aluy, COCTaBbl MK (papmMaleBTHUECKUE
KOMIO3UIMKH 10 u3o0perenuto comepkar mpumepHo 0,00003 mr Coepunenust 1, wim
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHYECKU MPUEMIIEMON COMU. B HEKOTOpBIX
BApUAHTAX peaJM3aliK, COCTaBbl WU (PapMaleBTUYECKHE KOMIIO3ULMH O H300pETEHHIO
conepxkatr npumepHo 0,030 mr CoenmHeHHst 1, WM COOTBETCTBYIOIIEE KOJUYECTBO €r0
(apmManieBTHYECKH TIPUEMIIEMON COJTU. B HEKOTOPBIX BapuaHTaX peajM3alMy, COCTABbI MIIH
dapmanieBTHYECKHE KOMIIO3UIMHM TIO w300peTeHnto coxepkar mnpumepHo 0,0003 wr
CoenuHenusi 1, WM COOTBETCTBYIOINEE KOJMYECTBO €ro (papMameBTUYECKH MPHEMIIEMOI
coiy. B HEKOTOpBIX BapHaHTaX peasu3alfH, COCTaBbl WK (hapMaLeBTHYECKHE KOMITO3ULIH
no usoOpereHuro coxepkar npumepHo 0,003 mr CoeamHeHust 1, WM COOTBETCTBYHOLIEE
KOJIMYECTBO €ro (apMaLeBTHUECKH NpUeMIIeMOH Ccoau. B HEKOTOpBIX BapuaHTax
peanm3anuy, COCTaBbl WIH (apMaleBTUYECKHE KOMIIO3MLUU IO H300PETEHHIO COAepKaT

npumepHo 0,00005 wmr Coeaunenus 1, uUIM  COOTBETCTBYIOIEE KOJUYECTBO €rO

>
dapmanieBTUYECKH TIpUEMIIEMON CONMU. B HEKOTOPBIX BapuaHTax peaju3alMy, COCTaBbl UIIH
dapmaneBTUYeCKHE KOMIIO3ULMM TIO H300peTeHMto conepxkar npumepHo 0,0005 wr
CoenuHenus 1, WM COOTBETCTBYIOIEE KOJUYECTBO €ro (papmMaleBTUYEeCKH NPHEMIIEMOl
conu. B HEKOTOpBIX BapuaHTaxX peajn3aluy, COCTaBbl MM (hapMalEBTHUECKHE KOMIO3ULIMH
no uzobpereHuro conepkar npumepHo 0,005 mr CoenuHeHust 1, WM COOTBETCTBYIOLIEE
KOJIMYECTBO €ro (apMaLeBTHUECKH NpPUEMIIEMONW COJMUM. B  HEKOTOpBIX BapUaHTax
peanu3alyy, COCTaBbl WIM (papMaleBTUUECKHE KOMIIO3UIMU IO H300PETEeHHIO COAEpIKar

npumepHo 0,010 wmr CoeauHenus 1, wWIM  COOTBETCTBYIOIlEE KOJIMYECTBO  €ro

>
(apmManieBTHYECKH TIPUEMIIEMON COJTU. B HEKOTOPBIX BapuaHTaX peajH3alMy, COCTABbI MIIH
dapmanieBTHYECKHE KOMIIO3UIMHM TIO u300peTeHnto comepkar mnpumepHo 0,0001 wr
CoenuHenus: 1, WM COOTBETCTBYIOINEE KOJMYECTBO €ro (papManeBTUYECKH MPHEMIIEMON
coiy. B HEKOTOpBIX BapHaHTaX pean3allfi, COCTaBbl WIN (hapMaLeBTHYECKHE KOMIO3ULIUU

no u3odpereHuto coxepkar npumepHo 0,001 mr CoeamHeHust 1, WM COOTBETCTBYHOLIEE

KOJIMYECTBO €ro (hapMaleBTUUECKH IPUEMIIEMOIT COJIH.

[0204] B HekoTOpHIX BapHaHTAX peaju3aldd, COCTaBbl WIH (papMaleBTUYECKHE

KOMITO3UILIMH 10 U300peTeHmo copepskat ot npumepHo 0,00002 mr mo mpumepso 0,020 mr
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merabonura Coenunaenus 1, takoro kak CoeanHeHue 2, WIM COOTBETCTBYIOLIEE KOJIUYECTBO
ero (apMaleBTHUECKH NMpHEeMIIEMOI conu. B HEKOTOpPBhIX BapuaHTax pean3allH, COCTaBbI
W (papManeBTHYECKHe KOMITO3HLINH 10 300peTeHnto coaepxkar ot npumepHo 0,001 mr no
npumepHo S5 wr wmerabomura Coenunenust 1, Takoro kak CoemnuHenue 2, wiM
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHYECKH MPUEMIIEMON COMU. B HEKOTOpBIX
BApUAHTAX peaJM3aliK, COCTaBbl WU (papMaleBTUYECKHE KOMIIO3ULMH O H300pETEHHIO
comepskat ot npumepHo 0,00002 mr mo npumepro 0,002 mr merabomura Coenunenust 1,
takoro kak CoenwHeHHe 2, WM COOTBETCTBYIOINEE KOJHYECTBO €ro (papmMauneBTUYECKH
NPUEMJIEMON COJH. B HEKOTOPBIX BapHaHTaX peaji3aliy, COCTAaBbI MIIH (hapMaleBTHUECKUE
KOMITO3UIIMH IO M300peTeHmo coneprkar ot mpumepno 0,0002 mr no mpumepsro 0,002 mr
merabonura Coenunaenus 1, Takoro kak CoeanHEeHUE 2, WIM COOTBETCTBYIOLIEE KOJIUYECTBO
ero (apMaLeBTHUECKH MPHEMJIEMOI coi. B HEKOTOpPBIX BapuaHTaxX peau3alllH, COCTABbBI
Wi (papManeBTUYECKHe KOMITO3ULNH 10 U300peTeHuto coaepkar ot npumepHo 0,00002 mr
no mpumepHo S5 wmr wmerabomuta Coenunenusi 1, Takoro kak CoeguHenwe 2, WIH
COOTBETCTBYIOIIEE KOJHYECTBO €ro (papMaleBTHUECKH NpuemieMoil comu. B HekoTophIx
BapUAHTaX peaJM3alliy, COCTaBbl WJIM (papManeBTHYECKHE KOMIIO3ULMH MO H300pETEHHIO
comepkat ot mpumepro 0,0002 mr go mpumepno 0,020 mr merabonura CoemuHenwus 1,
takoro kak CoenauHeHue 2, WM COOTBETCTBYIOIEE KOJHUYECTBO €ro (papmauneBTHYECKU

IIPUEMJIEMOM COJIN.

[0205] B HekOTOpBIX BapuUaHTAX peajH3alMy, COCTaB WK (papMaleBTHYeCKasi KOMIIO3HLIUS
1o M300peTeHHI0 MOTyT OBITh BBEICHBI B BHIE Pa30BOH 103bl. B HEKOTOPBIX BapUaHTaX
peanu3aiyy, COCTaB WM (apMaleBTHYECKas KOMITO3UIMSA MO U300PETEHUI0 MOTYT OBITh
BBEICHbI B BHUIE JAPOOHOH 103bl. B HEKOTOpBHIX BapHaHTaX peajH3alMd, HadajbHAs 1032
cocraBa WM (papMareBTUUECKONH KOMITO3UIMU MO H300pPETeHHI0 00eCneunBaeT MOAAEPKKY
MOTEeNHOBOH (a3bl. B HEKOTOPBIX BapHaHTAax peajM3alliy, HadajbHAas 1032 COCTaBa WU
(dapManeBTHIECKOH KOMITO3ULUH MO HU300PETEHUIO SIBISIETCS TPUITEPOM IS CO3PEBAHHS
OOLIUTOB. B HEKOTOPBIX BapHUAHTAX pealin3aliu, MOryT OBITD BBCACHBI 1B€ A03bI COCTaBa UJIN
dapmauesTHdeckoil KoMmo3uuuu 1O u3o0pereHmto. Bropas mosa  coctaBa  miaH
dapmaneBTHYECKOH KOMIO3MLMK MO HM300PETEHHI0O MOXET NPUBOOUTH K Ooree
JKM3HECITIOCOOHBIM oouTaM u .]'Iy‘lH.IGfI HaCTOTC HACTYIJICHUSA 6epeMeHHOCTI/I AJIsT HCKOTOPBIX
JKCHIIHH. KpOMe TOro, BTOpass A03a MOXKET OBITD HeO6XOI[I/IMa JJI1 AOCTHUIKECHHA ITOJIHOI'O

BbI6pOca JI' u AJI TOJIYYEHUS 3PEJIbIX OOLUTOB, U MOXKET BBOAUTHCSA KaK IJIA JOHOPCTBA U
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co3manust Oanka oouutoB, Tak W B mukiax OKO/MKCH. B HekoTOpbIX BapuaHTax
peanu3anuy, BTopast 103a MOXKET ObITh HEOOXOaMMa Il MOAMEPKKHU JIIOTEHHOBOH (asbl. B
OIPEAEICHHBIX TAKMX BAapHUAHTAX peaM3aldM, BTOpas 1032 MOXeT ObITb HeoOXoauma B
nporokone BPT ¢ mepeHocom He3aMOpOKeHHOro 3MOpuoHa. B HEKOTOpBIX BapuaHTax
peanusaluy, BTOPYIO 103y BBOAST Ha MPOTSDKEHUM NEpUOJa OT MPUMEPHO 8 10 mpumepHo 60
4acoB I0OCJI€ BBEAEHUs HA4YalIbHOW NO3bl. B ONpeneneHHbIX TakuX BapUAHTaxX peainu3aluy,
BTOPYIO 103y BBOAAT Ha MPOTSHKEHUM NEPUOAA OT MPUMEPHO 8 1o npuMepHo 12 yacos nocine
BBEJICHUsI HA4YaJIBbHON N03bl. B HEKOTOpPBIX BapuaHTax pealnu3alyuy, BTOPYIO 03y BBOJAT Ha
NPOTSKEHUH NEpUOAa OT NPUMEPHO 8 A0 MpUMEPHO 16 4acoB MmocCie BBENECHMs] HA4albHOU
703bl. B HEKOTOPBIX BapHaHTaxX pealu3alliy, BTOPYH A03Y BBOAAT HA MPOTSKEHUU NEPUOAA
OT MPUMEPHO 8 A0 MpUMEpPHO 24 4YacOB MOCJE BBEAEHUs HaydajdbHOW N03bl. B HEKOTOpBIX
BAPUAHTAX peaJn3aluy, BTOPYIO 03y BBOASAT HA MPOTSKEHMM NEPUOAA OT MPUMEPHO 8 1o
MpUMEPHO 32 4acOB MOCJIE BBEICHUs HAYaJIbHON N03bl. B HEKOTOPBIX BapUaHTaxX pean3aluy,
BTOPYIO 103y BBOZAAT Ha MPOTSLKEHUM NEPUOAA OT MpuUMeEpPHO 8 1o npumMepHo 40 yacos nocine
BBEJICHHs HAYaJIBbHON N03bl. B HEKOTOpPBIX BapuaHTax pean3aluy, BTOPYIO 103y BBOIAT Ha
MPOTSKEHUH MEePUoAa OT MPUMEPHO 8 A0 MpUMEPHO 48 4acoOB IMOCJE BBEICHMs] HAYaJIbHOU
703bl. B HEKOTOPBIX BapUaHTaxX pealu3ally, BTOPYH AO3Y BBOAAT HA MPOTSKEHUU NEPUOAA
OT IPUMEPHO 8 A0 IMpUMEpPHO 54 4YacOB IOCJE BBEAEHUsI HAa4dajdbHOW N03bl. B HEKOTOPBIX
BapMAHTAaX peajlu3alyy, BTOPYIO 103y BBOIAT Ha MPOTSHKEHUU MEpUoAa OT mpuMmepHo 12 mo
npuMepHO 16 4acoB nocie BBEACHUs Ha4aIbHOHI 103bl. B HEKOTOPBIX BapuaHTax peanusaluy,
BTOPYIO 103y BBOAAT HA MPOTSDKEHUU IEepuoaa OT ONpuMmepHo 12 1o npumepHO 24 4dacos
IOCJIE BBEAEHUs HA4daJbHON NO03bl. B HEKOTOpBIX BapHaHTaxX pealnu3aluy, BTOPYIO A03Y
BBOJAT HA MPOTSDKEHUM NMEPUOJA OT IpUMEpPHO 12 1o npumMepHO 32 4acoB NOCHE BBENEHUS
Ha4yaJbHOM [03bl. B HEKOTOPBIX BapHaHTax peaju3alyy, BTOPYK JAO03Y BBOASAT Ha
MPOTSKEHUH Nepuosa OT npuMepHo 12 no mpumepHo 40 4acoB MOCHE BBEAEHUS HA4aJlbHOU
N03bl. B HEKOTOPBIX BapHaHTaxX pealu3aliy, BTOPYH AO3Y BBOJAT HA MPOTSKEHUU NEPUOAA
OoT npumepHO 12 1o mpumepHO 48 4YacOB MOCJ€ BBEAEHUs HadaJbHOW N03bl. B HEKOTOPBIX
BAPUAHTAaX peaju3alliy, BTOPYIO 03y BBOAST HA MPOTSKEHMM NMEPUOAA OT MpUMepHO 12 no
NpUMEPHO 54 4acoOB MOCJIE BBEICHNs HAYaJIbHON N03bl. B HEKOTOPBIX BapUAaHTax pean3aluy,
BTOPYIO 03y BBOAAT HA NMPOTSDKEHUHU NMEPUOAAa OT NPUMEpPHO 24 n0 npumepHO 36 4acos
IIOCJIE BBEAEHUS HAYaJIbHOM NO3bl. B HEKOTOpBIX BapHaHTaxX pealnu3alud, BTOPYIO A03Y
BBOJSIT HA MPOTSDKEHUHU NMEPUOJA OT MPUMEPHO 24 10 npuMepHO 48 4acoB MOCJIE BBENECHUS

Ha4yaJIbHOM J03bl. B HEKOTOPBIX BapHaHTax peajgu3aliy, BTOPYK) JAO03Y BBOAST Ha
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MPOTSKEHUH NEePUoAa OT NpUMepHO 24 1o npuMepHO 60 4acoB MOCIE BBEACHUS HAYaJIbHOU
103bl. B HEKOTOPBIX BapUaHTaxX peaju3ally, BTOPYHO AO3Y BBOIAAT HA MPOTSKEHUU NEPUOAA
OT IpuMepHO 36 10 mpuMepHO 48 4acoB MOCJE BBENEHUS HaydalbHON 03bl. B HEKOTOpBIX
BapMaHTaX peajlu3alMH, BTOPYIO 103y BBOIAT Ha MPOTSLKEHUU MEpUOAa OT MpUMepHO 36 1o
npuMepHo 60 4acoB MocJie BBEICHUs HAUYaJbHOHN 103bl. B HEKOTOPBIX BapUaHTax pean3aluy,
BTOPYIO 103y BBOAAT HA MPOTSDKEHUU IEepuoAa OT nmpumepHO 48 no mpumepHo 60 dacos

IIOCJIe BBEIEHMSI HAYaJIbHOM JTO3BI.

[0206] B HEeKOTOPBIX BapUaHTAX peaJH3alMU, MOTYT OBITh BBEIACHBI TPU 03Bl COCTABA WIIH
(apManeBTHIECKOH KOMITO3ULMH MO HW300peTeHUI0. B HEKOTOPBIX BapHaHTaX peaji3allvy,
TPeThsl 1033 COCTaBa WK (hapMaIeBTHUECKONH KOMIO3UIUK O U300pEeTEHHI0 00ecreunBaeT
MOJ/IEPIKKY JIFOTEMHOBOH (pa3bl. B HEKOTOPBIX BapHaHTaX peau3allH, TPETHIO 03y BBOISAT
Ha MPOTSDKEHUU TepuoAa OT MpUMepHO 8 A0 mpumepHOo 60 4acoB MOCE BBEICHUS BTOPOH
703bl. B OnpeneneHHbIX TakKUX BAPUAHTAX PEATNU3ALNH, TPEThIO 103y BBOAAT HAa MPOTSHKEHUH
rnepuoaa OT NpUMEPHO 8 10 MpUMeEpPHO 12 4acoB mocie BBEAEHUsI BTOPOU 103bl. B HEKOTOPBIX
BAPUAHTAX peaJn3aluy, TPEThIO O3y BBOAAT HA MPOTSLKEHUM NEPUOAA OT NPUMEPHO 8 10
IpUMEPHO 16 4acoB mocyie BBEACHUsI BTOPOM AO3bl. B HEKOTOPBIX BapHaHTax pealu3alui,
TPETHIO 103y BBOAAT Ha MPOTSHKEHUU MEPUOAA OT MPUMEPHO 8 4O MPUMEPHO 24 4acoB MOCIe
BBEJICHUs] BTOPOM A03bl. B HEKOTOPBIX BapuUaHTaxX peanus3ally, TPETbIO 03y BBOAAT Ha
IPOTSLKEHUU NEPUOJa OT MPUMEPHO 8 10 MpUMEPHO 32 4acoB MOCHE BBEACHHsI BTOPOM TO3bL.
B HexoTOpBIX BapHaHTax pealu3aliy, TPETbK O3y BBOAAT HAa MPOTSDKEHUM MEepUuoja OT
npumepHo 8 1o npumepHO 40 4acoB mocye BBEAEHUsI BTOPOH 03bl. B HEKOTOpBIX BapuaHTax
peanusanuu, TPETHIO 103y BBOAAT HA MPOTSDKEHUH MEPUOAA OT NIPUMEPHO 8 10 mpuMepHO 48
4acoB MOCJE€ BBEIEHUsI BTOPOH [03bl. B HEKOTOPBIX BapUaHTaX peaju3aluy, TPETBK HO3Y
BBOJAT HA MPOTSDKEHUM NEPUOAA OT MPUMEPHO 8 10 MpUMEpHO 54 4acoB MocCie BBEAEHUS
BTOPOH N103bl. B HEKOTOPBIX BapHaHTAX pPeaJHU3aLUH, TPETbIO AO03Y BBOAST HA MPOTSXKEHUU
nepuoga OT mpuMepHo 12 no mpumepHo 16 4HacoB mocne BBEAEHUs BTOPOMl A03bl. B
HEKOTOPBIX BApHAHTAX pPEANIM3ALUH, TPEThKO AO03Y BBOAAT HA MNPOTSKEHUU NEpPUOAA OT
npumepHo 12 no npumepHo 24 4YacoB NOCHE BBEACHHMS BTOPOM A03bL. B HEKOTOpBIX
BAPUAHTAX pEan3alMy, TPETBIO 103y BBOJAT HA NMPOTSLKEHUH NEpuoja OT MpUMEpHO 12 no
MIPUMEPHO 32 4YacoB MOCJIE BBEACHHsI BTOPOM AO3bl. B HEKOTOPBIX BapHaHTax pealnu3alui,
TPETBIO 103y BBOAST Ha NPOTSIKEHUU NEpUoa OT npuMepHO 12 1o npumepHo 40 4acos nocie

BBCICHUA BTOpOﬁ no3el. B HEKOTOPBIX BapHAHTAX pCailn3allui, TPETbIO A03Yy BBOAAT Ha
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MPOTSKEHUM Nepuoja OT mpuMepHO 12 1o mpumepHo 48 4acoB IMOCiE BBENECHHUs BTOPOU
703bl. B HEKOTOPBIX BapuaHTax pealnu3aluu, TPETbIO 103y BBOASAT Ha IMPOTSHKEHUU NMEPHOIA
OoT npuMepHO 12 1o mpumepHO 54 4acoB mocje BBENEHUs BTOPOH A03bl. B HEKOTOPBIX
BapMaHTaX peajlu3alyH, TPEThIO A03y BBOAAT HA MPOTSLKEHUM MEepUoja OT MPUMEpPHO 24 1o
NpUMeEpPHO 36 4acoB MOCJE€ BBEACHUsI BTOPOM N03bl. B HEKOTOpPBIX BapuaHTax peannu3alui,
TPETHIO 103y BBOAAT HAa NPOTSKEHUU NEPUOJia OT IPUMEPHO 24 10 NpuMepHO 48 4acoB nocie
BBEJICHUsI BTOPOH [03bl. B HEKOTOPBIX BapuUaHTax peanlus3alud, TPETbH AO03Y BBOIAT Ha
NPOTSKEHUM Nepuoja OT nmpuMepHO 24 no npumepHo 60 4acoB MOCie BBENEHHUS BTOPOU
103bl. B HEKOTOPBIX BapuaHTax pealnu3aluy, TPEThIO 103y BBOASAT HA MPOTSKEHUM NEPUONa
OT npuMepHO 36 a0 mpuMepHO 48 4acoB MoOcCi€ BBEIECHMs BTOPOM A03bl. B HexoTOpBIX
BAPUAHTAX peaju3ally, TPETBIO 03y BBOJAT HA NMPOTSLKEHUH NEpUoja OT MPUMEpPHO 36 A0
npuMepHo 60 4acoB mocyie BBEAECHUsI BTOPOU AO03bl. B HEKOTOPBIX BapHAaHTax peannu3alui,
TPETBIO 103y BBOAST HAa NPOTSKEHUU NEPUOa OT NpuMepHO 48 1o npumepHo 60 4acos nocie

BBE/ICHUSI BTOPOU JIO3bL.

[0207] B HexkOTOpBIX BapUaHTaX peAJTU3ALUM, BBOASAT TPETHIO [A03y COCTaBa WU
bapmareBTUIeCKON KOMITO3ULIUH 110 H300PETEHHIO € MOCIEeNYIOINM BBEACHUEM OT OJJHON 10
IATH JOMOJHUTENbHBIX A03. B HEKOTOpBIX BapHaHTax peanu3alud, OT OJHOW A0 ISATH
JOTOJIHUTENBHBIX 7103 COCTaBa WM (papMaleBTUYECKOH KOMIO3HLUU IO H300pETeHHIO,
BBOJMMbBIE IIOCJI€ TpPeTheH MHO03bl cOocTaBa MM (hapMaLEBTHYECKOH KOMIIO3UIMU IO
u300peTeHn0, 00ECTIeYNBAIOT TOANEPIKKY JIIOTEHHOBOW (asbl. B HEKOTOpBIX BapuaHTaX
peanu3anyy, OT OJHOH O MATH AONOJHHUTEIBHBIX J03 COCTaBa MM (papMarieBTHYECKON
KOMIIO3UIIMM 1O M300pPETEHUI0, BBOIMUMBIC IIOCHE TPEThEH O3Bl COCTaBa MM
(bapMarieBTHYECKOH KOMITO3ULMU 1O W300PETEHUI0, BBOIST MOCJE H3BJICYEHHUS OOLMTOB. B
HEKOTOPBIX BapUaHTax peaju3alld, B KOTOPBIX BBONAT TPETBHIO 103y COCTaBa WU
(apmMareBTHIeCKOH KOMITO3ULIUH 110 H300PETEHHIO ¢ MOCIENYIOINM BBEACHUEM OT OJJHON 10
IATH JOMOJHUTEBHBIX 7103, BBEIEHUE OT OJHON 10 MSTHU AOIMOJHUTENbHBIX 103 IPOBOAUTCS
Ha MPOTSKEHUM IepuoAa OT NpuMepHO 8 A0 npumepHo 60 4YacoB MOCHE BBEAEHUS
MPEALIECTBYIONIEN N03bl. B onpeneneHHbIx TaAKMX BapUaHTaxX peagn3aluy, OT OJHOM 10 MATH
JIOTIOJIHUTEJIBHBIX J103 BBOJST Ha MPOTSDKEHHWH NMEpUoAa OT NpuMepHO 8 a0 mpumepHo 12
4acoB IOCJ€ BBEJEHUS MPEAIIECTBYIOIIEeH A03bl. B HEKOTOpBIX BapuaHTax peaju3aluu, OT
OJIHOM [0 MATU JOMOJHUTENIbHBIX A03 BBOAAT Ha MPOTSDKEHUHU NepHoja OT MPUMEpHO 8 10

npuMEpHO 16 4acoB mocie BBEACHHUs] MPEALIECTBYIOLIENH N03bl. B HEKOTOPBIX BapHaHTax
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peanusanuy, OT OAHOW IO MATH AONOJHUTENBHBIX 03 BBOAST HA MPOTSHKEHUU MEPUOAA OT
MIPUMEPHO 8 10 MPUMEPHO 24 4acOB MOCJE BBEACHUS NPEALIECTBYOLIEH 103bl. B HEKOTOPBIX
BapMaHTaX pealu3aly, OT OAHON A0 IMSATH JOMOJHUTENbHBIX 03 BBOAST HA NMPOTSKEHUU
nepuoaa OT NpUMEPHO 8 10 mpUMEPHO 32 4acoB MOCTE BBEICHUsI IPENLIECTBYIOLEN 103bl. B
HEKOTOPBIX BAPHAHTAX pEANMU3alMH, OT OJHOW A0 MATH AONOJHUTENBHBIX 103 BBOAAT Ha
MPOTSDKEHUM Tepuona OT npumepHo 8 1o mnpumepHo 40 dYacoB T1OCH€ BBEAEHUS
MPEAIECTBYIOMEN N103bl. B HEKOTOpBIX BapuaHTax pealu3aluu, OT OJHOH A0 IATH
JOTOJHUTENBHBIX 03 BBOIAT HA MPOTSKEHUU MEPUOAa OT MPUMEPHO 8 1o mpumepHO 48
4acoB I0CJI€ BBEAECHUS MNPEILIECTBYIOLIEH N03bl. B HEKOTOPBIX BapHUaHTaxX peaju3alyy, OT
OHOHM JI0 MATH JOIMOJHUTENBHBIX 03 BBOJAAT HA MPOTSKEHMM NEPUOAA OT MPUMEPHO 8 1o
IPUMEPHO 54 4YacoB MOCJIE BBEAECHUS NPENIIECTBYIOLIEH A03bl. B HEKOTOPBIX BapHaHTax
peanusanuy, OT OAHOW O MATH AOMOJHUTENbHBIX 03 BBOAST HA MPOTSKEHUU MEPUOAA OT
npumepHo 12 po npumepHo 16 4acoB MNoOcCie BBEACHMs NPENLIECTBYHOLIENH 103bl B
HEKOTOPBIX BapUaHTaxX peaau3alyy, OT ONAHOW A0 IMSATH NONOJHUTENBHBIX A03 BBOAST HA
NPOTSKEHUHM IMepuoja oOT npumepHo 12 go npumepHO 24 4YacoB mOCHE BBENEHUS
MPEALIECTBYIOIIEN [03bl. B HEKOTOpPBIX BapuaHTax pealu3aluy, OT OAHOHW A0 IIATH
JOTOJHUTENBHBIX 103 BBOAAT Ha MPOTSLKEHUU MEepUoAa OT NMpuMepHO 12 no mpumepno 32
4acoB I10CJI€ BBEACHUS MPEALIECTBYIOLIEH N03bl. B HEKOTOpPBIX BapuUaHTaxX peaju3alyu, OT
OJIHOM 110 MATU AOMOJHUTENbHBIX A03 BBOAAT HAa MPOTSHKEHUHU NEpUOAa OT MpUMepHO 12 no
npuMepHO 40 4acoB MoOcie BBEACHMs NPEALIECTBYIOIIEH N03bl. B HEKOTOpBIX BapuaHTax
peanusanuy, OT OAHOW 1O MATH AOMOJHUTENbHBIX 103 BBOASAT HA MPOTSKEHUU MEPUOAA OT
npumepHo 12 no npumepHo 48 wyacoB MOCJ€ BBEACHMs NPENLIECTBYOLIEH n03bl. B
HEKOTOPBIX BAPUAHTAX peaIu3alMM, OT OJHOW A0 MSATH JONOJHUTENBHBIX 103 BBOAST Ha
NPOTSKEHUHM nepuoga oT npumepHo 12 go npumepHo 54 4YacoB mocne BBENEHUs
MPEALIECTBYIOMEN N03bl. B HEKOTOpBIX BapuUaHTax pealu3alud, OT OJHOW A0 IMATH
JOTOJHUTENBHBIX 103 BBOJAT HAa MPOTSKEHUU MEepUoAa OT NMPUMEpHO 24 no mpumepHo 36
4acoB I0OCJ€ BBEAECHUS MNPEALIECTBYIOLIEH N03bl. B HEKOTOpPBIX BapHUaHTaxX peaju3alyy, OT
OIHOH A0 MATH AOMNOJHUTENBHBIX A03 BBOASAT HA MPOTSKEHUH NMEPUOAA OT NPUMEPHO 24 10
npuMepHo 48 4acoB MOCE BBEACHHUS NMPENLIECTBYIOLIEH NO03bl. B HEKOTOPBIX BapHaHTaxX
peanusanuy, OT OAHOW IO MATH AOMOJHUTENBHBIX 403 BBOAST HA MPOTSKEHUU MEPUOAA OT
npumMepHo 24 po npumepHo 60 4acoB MOCJIE€ BBEACHMs NPENLIECTBYHOLIEH A03bl. B
HEKOTOPbIX BAPUAHTaX peaau3alyy, OT ONHOW A0 ISITU NOMOJHUTENBHBIX 103 BBOAST Ha

NPOTSDKEHUM IepuoAa OT npuMepHo 36 10 npumepHo 48 4YacoB 1OCie BBEAECHUS
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MPEAUIECTBYIOIEN N03bl. B HEKOTOpPBIX BapuaHTax pealu3aluy, OT OJHOH A0 IIATH
JOTOJHUTENBHBIX 103 BBOAAT Ha MPOTSLKEHUU MEepUoAa OT NMpUMepHO 36 1o mpumepHo 60
4acoOB MOCJE BBEAEHUS MPEAIIESCTBYIOIIEH A03bl. B HEKOTOpBIX BapuaHTax peaju3auuu, OT
OJIHOM 110 MATU AOMOJHUTENBHBIX 403 BBOJAAT HAa NMPOTSDKEHUU MEpUOAa OT MpUMepHO 48 1o

npumMepHo 60 4acoB MOCJIE€ BBEICHUsI IPEALIECTBYIOLIEH AO3HL.

[0208] [lanee mpuBeneHbl MpUMEPHl BAPUAHTOB peaNU3alMd U300pETEeHHs], KOTOpbIE HE

JOJKHBI pPACCMATPUBATLCS] KAK OTPAHUYUTENIbHBIE.
ITPUMEPBI

[0209] Ha ®urypax u B Ilpumepax, tepmun “API-FB” (akTuBHBIH (hapmaneBTHUECKUN
WHTPEIUEeHT — CBOOOAHOE OCHOBAHUE) HCIOJIb3YETCSl TIO OTHOLICHUIO K CBOOOIHOW (hopme
Coenunenuss 1. Tepmun “A®PU-MA” (akTuBHBIA (papMaleBTHUECKUN HMHIPEAUEHT —

MOHOAIIETAT) HUCHOJb3YETCs 10 OTHOIIEHUIO K opMe MoHoaueTaTHO! conu CoennHeHns 1.

[0210] [ononnutensHo, Ha Purypax u B lIpumepax, BeIUUYMHBI AO3UPOBOK OTHOCATCS K
xonudectBy API-FB, mpucyrcrByromemy B komnosunuy. Crenuanucty B JaHHOW OONacTH
TEXHHUKH MOHATHO, KaK paccuuTaTh KoianuecTso API-FB, ¢ yueToM pa3sHuULbl B MOJIEKYJISIPHOM
Becee Mexxny API-FB u AOM-MA. Hanpuwmep, 10,0 mr API-FB, Oyner coorsercrBoBaTh 10,5
mr AOH-MA.

[0211] ba3oBble ypOBHU, YKa3aHHbIE B IIpUMepax, OTHOCSATCS K YPOBHSIM TOPMOHa Yy

WHIUBUAYYMA Tepel BBEICHHEM OHON MJIH HECKOJIbKHX J103 COSNUHEHHS IO U300PETEHHIO.

[0212] AxtuBHOCTE ADPU-MA wusyuanu in vitro u in vivo B cepun (HpapMaKkoIOrHIECKHX

HUCCJIEIOBAHUN.

[0213] [n vitro wuccnenoBaHUsl CBSI3BIBAHUSI C PELENTOPOM IMPOAEMOHCTPHUPOBANIU, HUTO
ADPU-MA obnagaer Beicokoil addunHOCTRIO K uenoeueckomy KISSIR, co cpemnum
3HaueHneM ICso, paBHbIM 230 mMonb/n. B ananm3e MOOMIM3aLMK KaJbLHs YE€JIOBEYECKOTO
GPR54, aronuctuueckass akTuBHOCTh ADU-MA wumena KOHUEHTPALMIO, CO3JAOIIYIO
noJiyMakcuMaibHy0 3¢ ¢ekTuBHyro koHueHtrpaumo (ECso), cocraBmsromyo 266 mMOIb/I.

ECso xuccnentuna (45-54) 6su1a paBHa 314 nmons/i.
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Ipumep 1: In vitro papmaxoJiorus

[0214] Appunnocms ceazvieanus ADH-MA ¢ KISSIR: Addunnocts cBsaspiBanuss ADU-
MA ¢ memOpanHbiMu (pakuusimu dkcrpeccupyromux KISSIR pekOMOMHAHTHBIX KIJIETOK
aHAJIM3UPOBAIM NyTEM aHAJIN3a KOHKYPEHTHOTO CBS3bIBAHMs. Pa3nnuHble KOHLIEHTpAaLUH
A®U-MA u 'Pl-kuccnentuna (45-54) uHKYOUpPOBaIM ¢ MeMOPaHHBIMU (DPAKIUSAMU
skcnpeccupyrommux KISS1IR  pekoMOMHAHTHBIX KJIETOK KPbIChL, COOaKkH, OOE3bsHbI U

YEJIOBCKaA.

[0215] PesynbraThl UCCIEIOBAHUI CBSI3bIBAHMS C PELENTOPOM MOKa3ajH, 4To ahGUHHOCTD
cesazbiBaHusl ADPH-MA ¢ KISSIR nns uccrnenoBaHHbIX BUJOB pas3jindaliach, CO 3HAUEHUSIMU
ICso B mmamazone ot 230 go 870 nmonb/a. s peKOMOMHAHTHBIX KJIETOK SIMYHUKA
KuTalickoro xomsiuka (knerounas jauHMA h175-KB34), skcnpeccHpyrOmuX YenoBeUecKUui
KISS1R, 3Hauenue ICso mnst A@H-MA 0bu10 mpuOIM3UTENBHO B 2,5 pas3a BbIIIE, YeM IS
kuccrienTuHa (45-54), mpencrasisiromero codoit mentua, cocrosiumii u3 10 C-KOHLIEBBIX
AMUHOKHCIIOTHBIX OCTaTKOB KHCCIIENTHHA, O 3HadeHueM ICso, paBHbIM 230 mMONB/N ISt

A®U-MA, npotuB 93 Mo/ 111 kuccnentuna (45-54).

IMpumep 2: Bausuune AD®U-MA na ypoBuu BHyTpukjJerouHoro Ca’* B kierkax

SIMYHUKA KHTalCKOro XoMsiuka, skcnpeccupyromux KISS1R

[0216] Dddpext AOU-MA Ha MOOUIM3ALMIO BHYTPHKIeTOuHOro Ca’” B 5KCIpeccupyroIumx
KISS1R  pexkoMOMHAaHTHBIX KJIETKaX OLEHUBAJIM TIyTeM TMPOBENEHHs aHalu3a C
UCTIONb30BAaHUEM IUIAHIIET-puzaepa ¢ (Quroopomerpuyeckor Busyanmsanued. ADPH-MA
TMOBbIIIA] BHYTPHKIETOUHble ypoBHH Ca’’ B OTpHIATENbHBIX MO AUrHAPOdONaTPeayKTa3e
KJIEeTKaX SIMYHUKA KUTAaiCKoro xomsuka, skcmpeccupyrommx KISSIR  kpwickr, cobakwy,
00e3bsTHBI UJIH YeJIOBEKAa, 3aBUCHMbIM OT KOHLeHTpauuu obpaszom. 3Hauenust ECso nns ADU-
MA B KIeTKax, 3KCHPECCHPYIOLINX PEeLEenTOp KPBICHHOTO, cobadbero, 00e3bssHbEro WIIH
YyeJioBeuecKkoro THma, cocraBmsiu 632, 2010, 74,0 u 266 nMOJB/JI, COOTBETCTBEHHO.
PedepencHoe coenmnenue, kuccrnentuH (45-54), mpomemonctpuposano 3HaueHuss ECso,
pasabie 310, 1680, 78,7, u 314 nmos/n, coorBeTcTBeHHO. CooTHOIIeHHst 3HaueHud ECso must
AO®U-MA wu xuccnentuHa (45-54) cocraemsmu 2,0, 1,2, 094, u 0,85 pmna KIETOK,

SKCIPECCUPYIOUINX KaKIbIH TUIl PELIENITOPA, COOTBETCTBEHHO. JTHU PE3YJIbTATHI MMO3BOJISIOT
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MPEANOJOXKUTh, UYTO aroHucTuueckass akTuBHOCT ADPU-MA no orHomenniro k KISSIR

SIBJISIETCS] TAKOW K€ CHJIbHOM, KaK W KuccrentuHa (45-54).

[0217] Bmopuunas ¢hapmaxoounamura: B cepun aHaIN30B CBSI3bIBAHUS C UCIIOIb30BAHUEM
127 ¢epmentoB u paguonurannos, A®PU-MA, B koHueHtpaumu 10 MKMONb/1, He
MPOIEMOHCTPUPOBAJ CKOJIBKO-THOO0 3HAYMTEILHOTO HHruOupyromero 3 dexra B yka3aHHBIX

aHAJIN3axX CBSI3bIBAHUS (PEPMEHTOB U PELIETITOPOB.

[pumep 3: PapMakoKHHETHKA H MeTa00JHU3M JIEKAPCTBEHHOI0 TMpemapara Yy

KHUBOTHBIX

[0218] ®apmakokuneruky (PK) A®U-MA wusydanm Ha Kpbicax, cobakax M 00e3bsHax.
ITocne monkoxknoro (ITIK) Beemenums, APHU-MA ObicTpo BcachiBajCs, U OMOIOCTYITHOCTD

ADU-MA 6bia xoporel y pasHbx BUAOB (>55%).

[0219] Ziccneoosanua pacnpeoenenus in  vitro u memabdonusma: KoapurmeHTs
pacnpenenenus in vitro [*C]JA®HU-MA B kneTkax kpoBu B koHueHTpauusax 0,01, 0,1, 1 u 10
mkr/mi gt API-FB (cBobonnast popma) Obmu pasabl 7,8%, 8,0%, 7,1%, u 4,8% st kpbIc,
2,4%, 2,0%, 1,6% u 1,2% ngns cobak, u 2,0%, 0,0%, 0,0%, u 0,5% npnsa monei,
COOTBETCTBEHHO. JTHU PE3yJIbTaThl YKA3bIBAIOT, 4TO kod(¢uiuentsl pacnpenenenus API-FB
B KJIETKAaX KPOBU ObLIM HU3KMMHU U MOYTH MOCTOSIHHBIMH B TUana3oHe KoHueHTpamwuii ot 0,01
no 10 mxr/mn B Bune API-FB y kpbic, cobak u moneit. In vitro ko3(QUIIHEHThI CBSI3bIBAHUS
6enka mmasmel 1s [*C]API-FB y kpwic, cobak, 00€3bsSH M TOfeH OMpenessid MeTOLOM
ynbTpaneHTpudyrupoanus. Kpome Toro, uccienoBaiu CBsi3bIBaHHE O€JIKa C YEIOBEYECKUM
chIBOpOTOUHBIM anbOymMuHoM (HSA), ai-kucinotasiM rnmukonporenHoM (AGP), u HSA/AGP.
PesybpTaThl 3TUX HCCIENOBAHUN MOKA3aJIH, YTO CBsI3bIBaHUE OenkoB 1ia3mbl ¢ API-FB 6bu10
YMEPEHHBIM JUIsI BCEX HCCIENOBAHHBIX BHIOB (B mpenenax ot 55,3% no 73,3%). Y kpeic u
cobak HaOMIOANOCh HE3HAUUTENbHOE CHIDKEHHE KO3((UIMEHTAa CBS3bIBAHUS B JHAIAa30HE
koHeHTpanuit mexxay 0,1 u 1,0 mxr/mn API-FB. ¥V o0e3bsiH 1 mrofieli, CBsi3bIBAaHUE OBLIO
HE3aBUCUMBIM OT KOHLIEHTpaLUU JIEKapCTBEHHOro cpeactsa B auanaszoHe ot 0,01 mo 10
Mkr/mn  API-FB. Kos¢pduument cesaspBanms B cmecu HSA/AGP Obul Hmke, 4em B
YeJOBEYECKOH Iula3Me M, B OTIMYHE OT YeJOBEYECKOH IuasMbl, Kod(dduuumeHT wumen

TEHACHLIUIKO K CHHUKCHUIO 3aBUCUMBIM OT KOHLCHTpAalUU o6pa30M, YTO IIO3BOJIACT
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npeanonoxutb, 4yto API-FB cBsi3bIBaeTcs HE TONBKO C albOYMHHOM M 0,1-KHCJIOTHBIM

TJIMKOIIPOTEMHOM, HO TaKXKe U C PYTruM OenkoM (OenkaMu) 4enoBeeckoi MIa3Mbl.

[0220] Wurubuposanue CYP ¢ mnomombro A®PU-MA ounenuBanu in  vitro ¢
ucnonb3oBaHreM pekoMOnHaHTHBIX CYP; nannbie (3Hauenusi ICso >10 MKI/J) MOKa3bIBAIOT,
yro AD®U-MA Bpsin mu siBysiercss uaruouropom CYP1A2, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP2D6 unu CYP3A4.

[0221] Dapmaxokunemuxa y kpwic: Papmakokunetnky (PK) A®HU-MA wuccnenosanmu y
kpbic nocie noakokHoro (IIK) u BHyTpuBenHoro (BB) Beenmenusi. d@apMakOKHHETHUECKHUIA

npodue ADPH-MA y kpbic npencrasieH B Tabmune 1.

[0222] Tlocne momkokHoro BBeaeHus A®DH-MA B nozax 1 u 10 mr/kr, yBenudeHue
MaKCUMaTbHON Habmonaemon koHmeHTpannu B TuiazMe (Cmax) st API-FB B mnma3sme Obi10
cyOnponopiuoHanbHO 03¢ (yBenudeHue npumepHo B 2,3 pasa). CpenHue 3HaUeHUsS
cocraBmsiin 381,3 u 284,6 Hr/min, coorBercTBeHHO. C Ipyroil CTOPOHBI, yBETUYEHUE
IUIOIAU MO KPUBOM 3aBUCUMOCTH KOHLIEHTpALMH B IJIa3Me OT BpeMeHH B nepuop ot 0 1o
24 gacos (AUC0-24)) mist API-FB mocne nmonko»xHoro BeeneHust 10 mr/kr 6buto B >2.5 pas
MeHbLINM, 4YeM HaOmomaemoe npu 1 mr/kr. CpenHue 3HaueHus st no3 10 m 1 mr/kr
cocraBsm 309 u 804 Hr-4/mu, coorBeTcTBeHHO. [Ipnunna Toro, nmouemy 3HaueHHs Cmax U
AUC y kppIc He ObUIH TPOIMOPIIMOHANBHBI 103€, OCTAaeTCsl Hen3BeCcTHOH. OHAKO, BpeMs 10
JOCTIDKEHUSI MAKCUMAJIbHOW HaOoaeMoil KoHIeHTpaunu B miasMe (Tmax) OpUIO0 mpumMepHO
MIOCTOSIHHBIM JUUIsI BCEX HMCCIIENOBAHHBIX N103; 3HAUEHHUS HaXOMWIMCh B nuamnasoHe oT 0,3 mo
0,9 yaca. KoneuHblii 3 TMMUHALIMOHHBIHN Tiepuon noyBbiBeneHus (T12) He ObLT OnpenesneH us-

3a OrpaHU4YCHHOr0 4ucjia TOUYCK JaHHBIX.

[0223] TIlocne Baytpusennoro (BB) Beenenus A@H-MA B no3e | Mr/kr, KOHLEHTpaHs B
miasme depe3 5 MUHYT (Csmin) cocTaBisiia 2672,3 Hr/mi. KoHmeHTpanwms 3aTeM CHUXAETCS
oudasno, co 3HauenueM T1, paBHbiM 0,5 uaca, mnsa anbda-daser. Tin mis Oera-daser He
OBLJIO PacCUMTAHO H3-332 OTPAHUYEHHOrO 4Ymcyia Touek naHHbIX. 3HadueHue AUC(o-24) ObLIO

paBHO 1457 Hr4/mu.

[0224] buonoctynHocts nonkoxkHo (ITK) no3er 1 mr/kr A@HM-MA y kpeic Obluia Xoporei
(55,3%).
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[0225] JluneitnocTth papmakokmHeTuku st ADHU-MA Takke UCCIeNOBaIH y KPBIC TOCTE
BHYTpUBEHHOro  BBejaeHus. 3HaueHust Csmin  mnasmel 1 AUC-24)y BO3pacTanu
NPOTNOPLUUOHATBHO 103€. 3HaueHUs] Csmin TUIA3MbI cocTaBisiin 24,1, 250,0 u 2577,8 ur/mn, u
sHaueHusi AUC 24y coctaBmsun 14, 140 u 1390 wru/mn ans go3 0,01, 0,1 u 1 wmr/kr,
COOTBETCTBeHHO. 3HaueHus 112 snumuHanmu Obutk paBHbl 0,4 waca npu 0,01 u 0,1 mr/kr, u
0,5 waca mpu 1 Mr/kr. DTu pe3yibTaThl MOKA3bIBAKOT, 4TO (papmakokuHetuka API-FB Obuia
JIMHENHOMN y KPBIC MOCJE Pa30BOrO0 BHYTPUBEHHOIO BBeNEeHMs B nuanaszoHe 103 ot 0,01 go 1
Mr/kr. CBEpXIpPONOPLUOHATIBHOE 03¢ YBEJIWYCHUE MpecucTeMHOr snumuHanmu (first-pass
kinetics) mnpu mnoakoxkHom (ITIK) BBemeHum Oymer yKa3blBaTh Ha HEJIWHEHHYIO

(hbapMaKOKUHETHKY Y KPBIC TIOCJIE TOAKOKHOTO BBEACHHSI.

Tabanua 1. Papmakokunerndeckue napamerpsl API-FB y kpbic

ITyTe Hoza(a) Tmax  Cmax AUC(0-24) AUC/mosy BA (b)
BBEICHUS
(mr/xr) (1) (ar/mu) (aru/mn) (10 xkru/mn) (%)
T03Bl
IMonkoxwsrit 0,1 0,5£0,0 90,0+12,5 123+9 1234492 --
(TIK)
1 0,9+0,2 381,3+75,5 804+133  804+133 55,3+8,6
10 0,3+0,0 284,6+58,6 309+70 317 --
BuyTtpu- 1 - 2672,34234,3 (¢) 1457+143 -- --
BEHHbII
(BB)

-- = He OLEHUBAJIOCh;, BA = OHOIOCTYTHOCTS.

Cpennee 3HaueHue + crannaptaoe otkionenue (CO) (n=5).

(a) Hocurenp nmpencrasinsier coboii cmech numernianeramuna U 5% pactsopa rimroko3sl (1:9,
00./00.).

(b) BA = (AUC IIK/AUC BB) x ([lo3a BB//{o3a ITK) x 100.

(c) C5min.
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[0226] WHccnenoBanu KOHLEHTPALMU PAAMOAKTUBHOCTH B TKAHSIX CAMLIOB aJbOMHOCHBIX U
MUIMEHTHPOBAHHBIX KPbIC MOCHE pa3osoro BHyTpuseHHoro (BB) Beenenus [C]A®H-MA B
no3ze 1,049 mr/kr (1 mr/kr API-FB). Pesymprarel 3TOro ucciaenoBaHHs MNOKA3aid, YTO
poacteBenHbie ¢ ADU-MA coenuHeHHs1 UMENU IMPOKOE pacrpeniesieHne B TKaHsX, ¢ Oonee
HIBKHMH KOHLEHTPALMSIMM, IO CPaBHEHUIO C IUIa3MOH, B OONBIIMHCTBE TKaHeH, 3a
UCKJIFOYEHHEM TOYeK M MOYEBOTO My3bIps. PaaroakTUBHOCTb, U3MEPEHHAst Y aJbOMHOCHBIX
KPBIC, OBICTPO SJMMHHHPOBAJIACH M3 BCEX TKaHEH IMOCie BHYTPUBEHHOro BBeneHusi ADU-
MA. bbiio Takke ompenenaeHo, uto poacTBeHHble ¢ ADU-MA coeguHeHus uMenu

HE3HAYUTENbHYI0 aQQUHHOCTD K MEIAHUHY i1 ViVO.

[0227] Oxckpeuuro BBEAEHHON PaJIMOAKTHBHOCTH C MOYOH, KaJOM, JKEJIYbIO, U JIbIXaHHUEM
HCCIEN0BAIM MOCTE Pa30BOr0 MOJKOKHOTO MM BHyTpHBeHHOro eeneHus [ ‘C]ADPU-MA s

noze 1,049 mr/kr (1 mr/kr API-FB) camiiam kpbic Sprague-Dawley B AByX HCCIeIOBaHUSX.

[0228] B mepBbIX UCCAEAOBAHUSIX M3YyYaIH SKCKPELUIO C MOYOH, KajloM M kenubto. [locne
noakokHoro  (ITK) wmum  BHytpuBenHoro (BB) Beenmenwmss, A®PHU-MA  BbBOAMICS
NPEUMYIIEeCTBEHHO ¢ Mouoil (84,7% u 76,6%, COOTBETCTBEHHO), U B MEHBILNEH CTENEHU C
xemapto (15,5% wu 20,7%, coorBerctBeHHO) u KajoM (0,2% u 0,3%, COOTBETCTBEHHO) B

MOMEHT BpPEMEHHU 24 yaca MOCje BBEIEHUS 035l

[0229] BoO BTOpPBIX HCCIAENOBAHMSX U3YHaIM HKCKPELUIO C MOYOH, KaJOM M JIbIXaHUEM.
ITocne  mOAKOXXHOTO  WJIM  BHYTpUBEHHOro  BBenmeHus, A®U-MA  BeBOAMICS
npeumyiiecTBeHHO ¢ Mouoii (78,1% u 70,0%, coorBercTBeHHO) M KaynoM (20,4% u 28,2%,
COOTBETCTBEHHO) HA MOMEHT BPEMEHH uepe3 48 4acoB MOCie BBEACHHS A03bl. DKCKPELHUs C
IbIXaHueM ObUla MUHHMAJbHOH. Pe3ysbTaThl 3TOr0 MCCIENOBAHUS TaKXKE IMOKA3BIBAIOT, YTO
SKCKpeLUsl MOYTH 3aBepllanach K MOMEHTY BpeMeHU 48 4JacoB Mocje BBENEHHUS 03bl NpU

TIOZIKOKHOM UM BHyTpuBeHHOM BBefeHu [ *CJADU-MA kpricam.

[0230] Dapmarokunemuxa y cooak: Papmakoknnetnky ADPH-MA uccnenoBanu y cobak
1OCJI€ MOJKOKHOTO M BHYTPHUBEHHOTO BBeneHus. PapmakokuHernueckuii npoduas ADU-

MA y cobak npencrasneH B Tabnuie 2 Huxe.

[0231] TIlocne momkokHoro BBeaeHuss ADPH-MA cobakam, 3HaueHHS] Cmax TUIa3MbI U
AUC0-24) BO3pacTaan MpornopuHOHAIbHO 103€ B quamna3one 103 ot 0,1 1o 10 mr/kr. 3HaueHus

Cumax masmbl coctaBisiin 86,6, 8827, m 88425 nur/mn, u 3HaueHuss AUC(-24) Ma3mel
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coctaBisin 252, 2596, u 28626 ur-u/mn mns no3 0,1, 1 u 10 MI/KI, COOTBETCTBEHHO.

Bennunnbl Tmax m1a3mel umenu 3Hauenust ot 0,8 1o 1,0 vaca nnist uccienoBaHHBIX J03.

[0232] TIlocne GomocHoro BHyTpuBeHHOro BBeneHust AOU-MA B nose 1 mr/kr, 3HaueHHue
Csmin TIa3Mbl Obuto paBHO 42544 Hr/mi, W KOHLEHTpALUS CHIDKanach ¢ TpexdasHoi
nuHamukou. 3Hadyenue T1i, smumuHamu Obuto paBHO 3,0 vacam. 3Hadenue AUC (0-24) OBLTO

paBuo 3093 Hr-9/mu

[0233] bBuomoctynmHocts ADU-MA mociae MOAKOKHOTO BBENEHHUs Oblla XOPOIIEH, C
pacueTHbIMU 3HaueHUsiMU, paBHbIMU 81,5%, 84,0%, u 92,7% npu nozax 0,1, 1 u 10 mr/kr,

COOTBCTCTBCHHO.

[0234] Ha ocHOBaHMHM TaKHX pPE3yJbTATOB, XOTS BBOAUMBIA TmOnkoxkHO ADU-MA
MOJIBEPTaJICsl HE3HAUUTENbHOW mpecucTteMHon snumuHaimu  (first-pass kinetics) mepen
BcacbiBaHneM, ADPH-MA xoporro BcacsBascs y codak, u ¢papmakokunerrka (PK) A®PH-MA
MPOAEMOHCTPUPOBAJA MPONOPLUOHAIBHOE 03€ YBeJIUUYeHue B auanasone A03 ot 0,1 go 10

MI/KT.

Taoauna 2. ®apmakokunernueckue napamerpsl API-FB y cobax

IIyre [Joza(a) Tmax Cmax T1/2 (u) AUC(0- AUC/mno BA (b)
BBE/ICHU 24) 3y
4 710351 (mr/kr)  (u) (ar/mn) a B Y (%)
(ar-u/mn (10
) KI+4/MT)
Mon- 0,1 0.8+03 86,619, ND 1,402 NC 252434 2518+33 81.5+11,
KOKHBIN 0 9 )
(TK)
1 0,803 882,7+2 ND 14403 2,602 259621 2596+21 84,0+8,1
51,3 9 9
10 1,040,0 8842,5+ ND 15404 2,6£0,1 28626+1 2863%18 92,777
12021 814 1
BayTpu- 1 - 42544+ 02400 1,120,0 3,040,1 300938 - -
BEHHBIN 543,4 (¢) 0

(BB)
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-- = He oueHMBANOCh, BA = OuomoctymHocts; NC = He paccuutbiBaniock, ND = He
JE€TEKTHPOBAJIOCH.

Cpennee 3nHayenue + crannaptaoe otkionenue (CO) (n=4).

(a) Hocurens nmpencrasinsier coboii cMech numernianeramuna u 5% pactBopa rimroko3sr (1:9,
00./00.).

(b) BA = (AUC IIK/AUC BB)x(1o3a BB/[{o3a I1K)*100.

(c) CSmin.

[0235] Dapmaxokunemuxa y obeszvsan: Papmakokunetnky ADPH-MA y o0e3bsiH U3ydaiu
nocie mnoxpkoxkHoro (ITK) wu BHyrpuBeHHoro (BB) BBenmeHus. @PapMakOKHHETHUECKHIA

npodme ADPH-MA y o6e3bsiH npeactanieH B Tabnure 3 HiKe.

[0236] Ilocme moxpkoxkHOTO BBeneHUs o00Oe3bsiHAM, 3HaYeHUS] Cpax U AUC(0-24)
YBEJIMYUBAJINCH MPOMOPIMOHAIBHO 03¢ B quana3one 103 ot 0,1 mo 10 mr/kr. 3naderust Cmax
miaa3mbl coctaBsin 1226, 1323,4 u 12089,6 ur/mn, u 3HaueHuss AUC-24) IS TUTa3MBI
coctaBsua 295, 2791 u 31576 wur-y/mu, mpu no3ax 0,1, 1, u 10 MI/kr, COOTBETCTBEHHO.
Bennuunbl Tmax Haxoaunuch B npenenax ot 0,3 no 0,4 ygaca nnsa uccaenyemsix n103. Ilocne
nocTkeHUs Cmax  KOHLIEHTpALMM  CHIDKAIUCh. Ilociae  BHYTPUBEHHOIO  BBEIEHUS
HAOJIONATIOCh  MYJIBTUOKCIIOHEHIMAIbHOE  CHIDKEHHE  CO  CPeOIHHUM  KOHEYHBIM
SNMUMUHALMOHHBIM T2 mpubamu3uresbHO 2,6 4aca, KOTOpoe ObLIO OJIIM3KMM K MOJYYEHHOMY
nocjie BHyTpuBEHHOTo BBenmeHus. Kpyras dasza pacnpeneneHuss He ObLia OYEBUIHOU IMOCITE
BBEIECHUS ITOAKOKHON O3Bl U3-3a MEMIEHHOrO BcachiBaHust ADPH-MA u3 Mecra IOaKOKHOMH

UHBEKIUH, YACTHYHO MAaCKUPyeMoro (a3oli pacrpeneneHus.

[0237] Tlocne GomocHoro BHyTpuBeHHOTO BBeneHuss APU-MA B nosze 1 mr/kr, 3HaueHHe
Csmin Tu1a3Mbl ObuIO paBHO 5027,0 HI/MI, U KOHLEHTpPALUs CHUXKANAch € Tpex(dasHO
nuHaMukou. 3HadeHue Ti» smuMuHanmu coctaBisuio 3,2 yaca. 3HadeHue AUC(o-24) ObLIO

paBHO 3160 Hr-9/mu.

[0238] buomoctymHocte A®H-MA mnpu TOAKOKHOM BBEeINeHMHM ObDIa XOpOIIeH, Co
3HaueHusiMu, paBHbIMH 94,9%, 90,1% wu 101,9%, nmas mo3 0,1, 1,0 mu 10 wr/kr,

COOTBCTCTBCHHO.
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[0239] Otu pesynbraTsl nokassBaroT, 4T0 ADH-MA X0pomo BcackiBajcs y 00€3bsH, U U4TO
npu BBeAeHMM MoakoxkHO, A®HN-MA nonsepraicsi MHUHUMANIbHONH IPECUCTEMHOM
SNMMUHALIMM WM JI€MOHCTPUPOBAN OTCYTCTBUE 3(dexra NepBoro MpOXOXKIAEHUs [0
BcaceiBanus. PapmakokuHeTnka APH-MA npopeMOHCTpUpOBasia MPOMOPLHOHAIBHOE J03€

yBenuueHue y 00e3bsiH B quamna3one 103 ot 0,1 xo 10 mr/kr.

Taoauna 3. ®apmakokunernueckue napamerpbl API-FB y cobak

IIyre Jo3a(a) Tmax Cmax T1/2 (v) AUC(0- AUC/mno BA (b)
BBEIICHU 24) 3y

(Mr/kr) (u) (ar/mn) « B Y (%)
s1 03Bl

(ar-u/mn (10

) KI4/MIT)
Ion- 0,1 0,4£0,1 122,62 ND 1,6£0,3 NC 295427 2950426 94,9+12
KOKHBIN 7,3 6 4
(TIK)
1 0,3+0,0 1323,4+ ND 1,4£0,2 2,5+0,2 2791426 27914£26 90,115
316,1 2 2 4
10 0,4+0,1 12089,6 ND 1,5¢0,3 2,6+0,3 31576+1 3157414 101,9+1
+2370,2 396 0 43
BayTpu- 1 -- 5027,0+ 0,3+0,0 1,2+0,1 3,2+0,1 3160+59 NE NE
BEHHBIT 786,7 (¢) 4
(BB)

BA = GuomoctynHocth; NC = He paccumtbhiBasioch, ND = He merektupoBanoch, NE = He
OLIEHUBAJIOCh.

Cpennee 3Hauyenue + crannaptHoe otkioHeHue (CO) (n=4).

(a) Hocurens npencrasinsier coboii cmech numernianeramuna U 5% pactsopa rimroko3sl (1:9,
00./00.).

(b) BA = (AUC IIK/AUC BB)x(1o3za BB//{o3a IIK)*100.

(c) CSmin.
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[0240] Dapmaxokunemuxa u memadonruzm npooykma: beimum 0000IIEHBI CleayroIINe
dapmakoxunernyeckue (PK) mapamerpsl niust AGH-MA B nnasme 1 Mo4de, B 3aBUCUMOCTH OT

cutyauus, nociue seeneHus AGHU-MA:

Cmax, MaKCUMaJIbHAS HAOMIOAaeMast KOHLIEHTPALIS B TIa3Me.
Tmax, Bpemst 10 nocTKeHUST Crmax.
Css, paBHOBECHAsI KOHLICHTPALUS B IJIA3MeE.

AUC0-24, TUIOWAAL TOA KPUBOH 3aBUCUMOCTH KOHLEHTPAIMH B TIUIa3Me OT

Bpemenu (AUC) 3a nepuon ot 0 1o 24 yacos.
AUC0-infy, AUC 3a nepuon BpemeHnu oT 0 10 OECKOHEUHOCTH.
T1/2, KOHEUHBIN 3TMMUHALIMOHHBIN NEPUOJT MOJYBbIBEICHUS.
CL/F, xaxymmiics kiupeHc (rmocie nmonkoxkHoro [I1K] BBeneHust 10361).

Fe, ppakius 10361, BBIBOIUMAs C MOYOH.
IIpumep 4: Pe3rome uccienosanui

[0241] Dapmaxoxunemuxa (PK) pazoeoii 0o3et — Pesziome: Y AMNOHCKUX MY>KUUH,
cucremMHass skcnozunuss APU-MA, usmepenHas kak Cmax U AUC(o.inf), BO3pacrana
MIPOMOPLMOHAIIBHO J103€ B UCCIENOBAHHOM nuanaszoHe n03, ot 0,001 go 0,5 mr. Cpennee
sHauenne CL/F Haxomwnoch B mpexenax ot 13,7 mo 19,8 n/u. MenmanHoe Tmax 1uis
noakoxkHoro OosrocHoro BeBemeHuss ADPHM-MA cocrasisuio ot 0,375 mo 0,750 waca, yto
MO3BOJIIET  MPENINONIOKUTh OBICTpOe cucreMHoe BcachiBanue ADU-MA wu3 wmecra
MOJIKOKHOTO BBeAEeHMsI 103bl. B 00mem, cpenuue 3HadeHus T12 BO3PACTAIOT ¢ YBEJIMYEHUEM
J03bl. ITO MOXKHO OOBSICHUTh KOHLeHTparmsiMu ADPH-MA Huxe npenena KOJINIeCTBEHHOTO
ONpPEACNICHUS] aHAJIN3a, YTO NMIPUBOAUT K 3aHMKEHHOMN OLeHKe T12 U Kaxyuencs 3aBUCUMOCTH
3TOTO TMapamMeTpa OT J03bl MOcje BBeneHWs HU3kux A03 APHU-MA. Ilpu HauBbIiCIIUX
uccienoBaHHbIx A03ax, 0,25 u 0,5 mr, cpennue Ti, umenu 3Hauenus ot 3,77 no 4,27 4acos.
Cpennue Fe umenu 3nauenus ot 4,24% no 7,10 % ot BBeaeHHOM 10361 1151 103 oT 0,004 no

0,5 mr.

[0242] Ha ocnoBannu (papMakOKMHETHUECKUX NaHHbIX ucciepoBannii APHU-MA ¢assr 1,

NPOBEIEHHbIX Y My>X4uH eBponeickoi pacbl, AUC.inf) yBEINYHBAIACh NPONOPLUOHATIBHO
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7103€ MOCJI€ BBEAEHUsI MOAKOXKHO pa3osoit o3kl OT 0,001 no 0,3 mr, u 2-4acoBOW NOAKOXKHON
uHpy3uu 1, 3 u 6 mr. Benuuuner CL/F umenu 3nadenus B nuanasone ot 18,9 mo 27,1 n/g
HOCJIe PAa30BOM MOAKOXKHOW OONIOCHOW MHBEKIMU U 2-4acoBoil mHQy3um no3sl AOHU-MA.
Menuannoe Tmax i moakoskHOoro oomocHoro Beenennss AOHU-MA cocrasisiio or 0.5 1o
0,750 waca, uro ykasbiBaeT Ha ObICTpoe cucremHoe BcacbiBanue ADPU-MA wu3 mecra
MOJKOKHOTO BBEAEHHMsI J03bl, KOTOPOE He ObLIO 1033a3aBUCHMbIM B JHAMA30HE MOIKOMKHBIX
7103, OLICHUBAEMBbIX B 3TOM UCCJIeA0BaHUM. | Ipy HAUBBICIIMX UCCIEAOBAHHBIX 103aX, 3 U 6 MT,
cpennee Tin cocTaBisyio MPUOMU3HTENBHO 5,2 YacOB M Kak MPaBUJIO BO3PACcTalio C
yBenuyeHueM 103bl. Fe umeno 3Hauenue B amamnaszoHe ot 3,09% no 5,40% ot BBegeHHOM

nmo3bl 1Jist 703 ot 0,003 no 6 mr.

[0243] Dapmaxokunemuxa mnocokpammnvix 003 — Pesiome: B uccnenoanusx ¢asel 1
NPOJIOHTHPOBAHHON (HETIpephIBHOW Ha mpoTspkeHuH 13 mHel) mopkoxkHoW uHOy3un (IIK
HUH®) ADPU-MA, Benmnunna Css AOU-MA Bo3pactana KaXyIIUMCS MPOMOPLHUOHAIBHBIM
nose obpasom u cpennue 3HaueHust CL/F cocrasmsim ot 17,7 no 20,6 n/4 B aHamu3upyemMom
nnanasone n03 (0,01-1 mr). B uccnenoBaHUsSIX TOPMOH-HAWBHBIX SIMOHCKUX MAIEHTOB C
pakoMm mpoctatel, APH-MA BBogmnu B nozax 0,5 mmm 1,0 mMr/menp mytem 2-4acoBoit
noaKokHOU nHQy3uu B Teuenue 14 nueil. Konnenrpauun A®H-MA B nna3zMe BO3pacTaiu U
nocturany Cmax HeMeMJIEeHHO TIOocie 3aBeplieHus HHQY3UH, a 3aTeM CHIDKAIUCh CO
cpenHuMH 3HadeHusmMu T12 mpumepHo 3-4 uwaca B gHu | u 14 mpu obomx no3ax.
Habmonanock nmpubIu3UTENbHO MPONOPLHMOHAIBHOE 03¢ YBEIMYEHUE SKCIIO3HLIUH 103aMU
AOU-MA 0,5 u 1,0 mr/nerp nyrem noakoxHOH wHOy3un. Haxomnenne ADPH-MA He

HaOJTFO IAIOCh TIOC]IE MHOTOKPATHOTO MOIKOKHOTO BBEIEHHUS B TeueHue 14 nHei.

[0244] Pestome Ona [-mecaunoco Odeno: B Apyrux HMCCIENOBAHUSX, MALUEHTHI C PAKOM
MIPEACTATENbHON JKeJe3bl, Nosydaroumue Tepanuto aroHucramu ['HPI wnm sBisrommecs
NOTEHIMAJIBHBIME OyIyIIUMH KaHAMJATaAMHU Ha Tepanuio aroHucramu ['HPI, monyyanu 6, 12
win 24 Mr B BUJe pa30BOd HMHBEKIMH 1-mecsaHoro nemno (N=3 Ha rpymnmy JO3UpPOBAHUS).
Bricokas nateHcuBHOCTD (high-burst) BeicBOOOKAEHNS NekapcTBeHHOTO cpencrsa APH-MA
HaOMr0/lanach Ha TPOTSDKEHHMH HECKOJNBKMX YacOB IIOCJE BBEIEHHs JIEMO-UHBEKIHH.
Bemmunnaa AUC(0-24) coctaBnsiia Oonee 60% oOT mjomanu IMOA KPUBOH 3aBUCUMOCTH
KOHLIEHTpaLMy B IJla3M€ OT BPEMEHM C MOMeHTa BpeMeHu O [0 BpeMEHM IOoCleAHel

konudecTBeHHO omnpenensseMoi koHueHTpauu (AUC o-1qc)), YTO YKa3bIBAET HA 3HAUYUTEIBHOE
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BBICBOOOJKIEHHE JICKAPCTBEHHOTO CPENICTBA M3 KOMITO3ULIUK HA MPOTsDKeHUH (has3bl BBIOpOCaA.
OdeHb HU3KHE YPOBHU KOHIIGHTPALM JIEKAPCTBEHHOTO CPEACTBA HAOMIOAAINCh Ha
MPOTSKEHUH CIAEAYIOIUX HECKOJBKUX THEH ¢ MOCIEeNYOUUM MEJIEHHBIM MOBBILIEHUEM, YTO
COTJIACyeTCsl € TPENANoJaraéMbiM 3a7epKaHHbIM W MEJIEHHbIM BBICBOOOXKICHHEM W3
komno3unuu. Bo Bcex ciyuasx, AOM-MA He nerexTupoBajcs depe3 8 Hedeslb IOCTe

BBCIACHHA JO3bI.

[0245] Dapmaxokunemuxa pazoeoii 003t ADH-MA: ITn uccaenoBaHusl MPOBOIUIINCH B
Slnonun B BHUIE PAaHIOMHU3MPOBAHHBIX, ABONHBIX CJIENBIX HCCIENOBAHMI C KOHTPOJEM IO
wiane®o, C NapaUIeNbHBIMU TPYINAMH, C BOCXOMIIIMMH J03aMH, C LEJNbI0 OLEHKH
OesomacHoctn  AOU-MA, ¢dapMakOKMHETHKM B IUla3Me€ W MO4Ye, H SHIOKPUHHBIX
dapmakonuHamudecknx (PD) sddekToB mocne BBeNeHUsS MOAKOKHO Pa3OBOH OOJFOCHOM
no3sl (0,001-0,5 mr) mnm 2-gacoBod moakokHoW uHQy3uu (0,25 u 0,5 Mr), KOTopele, Kak
OJKUAANOCh, AOJKHBI CTHUMYJMPOBAaThb YPOBHU TECTOCTEpOHA. TpuUALATh CEMb 3A0POBBIX
MY KYHH-STIOHIEB B Bo3pacte oT 50 10 74 net ObLTH BKIFOYEHBI B A€BATH KOropT. CyOBeKTHl,
BKJIFOUEHHBIE B ITEPBbIE CeMb KOropT, nonyyaiu 0,001, 0,004, 0,01, 0,04, 0,1, 0,25 unu 0,5 mr
AOPU-MA wm mianedo B BHIOE pa3oBOro monkoxkHoro Oomroca. B xoropre 0,001 wmr, 3
cyobekra nonydanmun APU-MA u nBa nmonydamu muanedo. B ocrampHbIX KOroprax, 3
cyovekra monydanu A®PU-MA wu omua nonydan mane6o. CyObekTsl, BKIIFOYEHHbBIE B
BOCBMYIO M JI€BATYIO KOroptsl, nony4anu 0,25 wmm 0,5 mr AOU-MA unn mnane6o pa3oBoit
2-yacoBoW moAkoxHOW mH(y3ueit. B oboux koroprax, 3 cyObekra nonydann AOU-MA u
OIWH Tojydan ranedo. AHaau3upyeMas momyssiuus (papMaKOKHHETHKU TUIA3Mbl COCTOSIA
u3 31 cyOpekra (OomocHBIE KOTOPTHI: 25; WH(PY3HMOHHBIE KOTOPTHL 6), U aHAIU3HPyeMast
nonyJsinus (papMaKOKUHETUKH MOYH COCTOsIa U3 35 cyOBekToB (OOJMIOCHBIE KOTOpTHL 27,

UH(Y3UOHHBIE KOTOPTHI: 8).

[0246] [ns w3mepenuss koHHeHTpanuii A®HU-MA B mjnasmMe CcyOBeKTOB KOTOPT
MOJIKOXKHOTO 0OJIFoca, o0pasibl KPOBH Opaiu B CJIEOYIONINE HOMUHAJBHBIE MOMEHTBI
BpeMeHu: nepen BeeaeHuem no3el, 0,083, 0,25, 0,5, 0,75, 1, 2, 3,4, 6, 8, 12, 16, 24, 36, 48 u
72 vacoB mocne BBeAeHMs npemnaparta. [lna usmepenus skckpeunn ADPHU-MA ¢ mouoii,
o0pa3iel Moun Opayid B CJIEIyIOIIHEe HOMHHAJIbHBIE MOMEHTHI BPEMEHU: Tepel BBEICHUEM
no3bl, 0T 0 o 4, or 4 1o 8, ot 8 mo 12, or 12 mo 24, ot 24 no 36, ot 36 mo 48 u ot 48 mo 72

HJaCOB IIOCJIE BBEACHUS TIperapara.



116

[0247] [nsa wusmepenus: kouueHtpauuii A®M-MA B minasMe CyOBEKTOB B KOropTax
NONKOXKHOH WH(y3uH, o0pa3ubl KpoBH Opajd B ClEAYIOIIHEe HOMUHAJIbHBIE MOMEHTBI
BpPEMEHU. Mepen BBeAeHueM mnpenaparta u uepes 0,25, 0,5, 1, 2, 2,25, 2.5, 2,75, 3, 4, 5, 6, &,
10, 14, 24, 36, 48 u 72 yaca nocne Havana uHpy3un. s usmepenus sxckpeunn AOU-MA ¢
MOYOH, 00pa3ibl MOYM Opajii B CIEAYIOIIMEe HOMHHAJIbHBIE MOMEHTHI BPEMEHH. Mepes
BBEJICHUEM Mpenapara u yepes nepuos Bpemeru ot 0 1o 4, or 4 10 8, ot 8 no 12, ot 12 no 24,

ot 24 1o 36, ot 36 10 48 1 oT 48 10 72 yacoB nocJyie Havajga HHQPY3uu.

[0248] Cpennue 3HaueHHs (PapMAKOKMHETUYECKUX MApaMETPOB IUIA3Mbl M MOYH IS
pazoBoit no3el ADPH-MA, BBeIEeHHOW MOAKOKHBIM OONIOCOM, M AJisi pa3oBod 103b1 ADH-

MA, BBeneHHOH 2-4acoOBOI MOAKOXKHOHN nH(Y3ueH, npuseneHsl B Tadmuue 4 Hibke.
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Tadauna 4. Cpennue QapMakOKMHETHYECKHE MapaMeTpbl ANl Pa3OBOrO  IMOJKOXKHOTO

Ooroca 1 pa3oBoi 2-4acoBOI MOAKOXKHON MHPY3UH

ITapame Jlo3a (Mmr)

TP Pa30BbIii MOIKOXKHBIH O0FOC PazoBas 2-
4acoBasi
MTOAKOYKHAS
uH}y3Hs

0,25 0,5 0,25 0,5

2 >

0,001 0,004 0,01 0,04 0,1

2 2

Inasma

N 2 3 3 3 2 2 3 1 3
Cmax 20,1 61,7 221 (28) 966 2415 5895 9050 4020 8230
(nr/mm) (3,3)  (9,1) (230)  (318) (247) (1429) |(NC) (1500)

Tmax 0,5 0,5 (0,5-0,5 (0,5-0,5 0375 0,75 05 (0,5]225 25 (2,5
(@) (1) (05- 075 0,75 (0,25- (0,25- (0,75- 0,75) [(2,25- 2,75)

0,5) 0,50 05 0,75 2,25)
AUC(0- 54,1 205 (33) 671 (49) 2606 5785 18320 29970 (13280 34650
inf)  (3,7) (868)  (1463) (1713) (3950) |(NC)  (4181)
(9 /M

)

T1/2 (1) 1,59 191 1,82 3,35 3,58 4,09 4,27 3,77 4,02
(0,08) (0,25) (0,13) (1,00) (0,88) (0,33) (0,56) |(NC) (0,45

CL/F 186 19,8 15,0 16,7 17,9 13,7 16,9 18,8 14,6

(71/9) (1,3) (3,3) (1,1) 6,1) 4,5 (1,3) (2,4) (NC) (1,8

Moua

N 2 3 3 3 3 3 3 3 3

Fe (%) 0(0) 6,16 5,40 4,24 5,20 7,10 6,33 6,21 5,22

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

NC = He paccUUTBIBAIOCH

(a) MenuaHa (quama3oH 3HAYCHHUI )
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[0249] Tlocne omHOpa3oBoro moakokHoro Oomoca ADPU-MA, cucreMHass 3KCHO3ULIHS
ADPU-MA, usmeperHass Kak Cmax U1 AUC(0-inf), yBEIMUMUBANIACh MPOMOPLUOHAIBHO A03€ B
HCCJIeNOBaHHOM auana3one 103, ot 0,001 no 0,5 mr. IIponopuuOHaIbHOCTh 103€ OLIEHUBAIH
¢dopManbHO, TyTEeM anmpOKCHMAIMK JaHHBIX CTENEeHHOH Monenblo. TouyeyHas OLEHKa
nokasarejst crenenu coctabiisiia 1,023 mist Cmax (95% nosepurenshbiii untepsan [CI], 0,970-
1,076) u 1,027 pnst AUC0-inp) (95% CI, 0,979-1,075). Cpennue 3HaueHust Cmax 1 AUC 0-inf)
nocie 2-dacoBod mnonkoxkHoil wuHpysmu 0,5 mMr AOU-MA Obum ONu3KH K CpPEIHUM
3HAYEHUSIM TIOCJIE TOAKOXKHON OomrocHOi mHbekuuu (8230 mporuB 9050 nr/min u 34650
npotuB 29970 u-mr/mi, coorBercTBeHHO). Cienyer oTMeTHTh, 4TO B Koropre 0,25 wr
uH(py3un Obut ToNbKO onuH cyOobekT. Cpennue CL/F umenu 3HaueHus: B auamasone ot 13,7

no 19,8 n/4 mocne BBemeHHsI pa3oBOro OONOCAa W 2-4aCOBOHM MOAKOKHOW WMH(Y3HH O3B

APU-MA.

[0250] MenunanHoe Tmax AN momgkokHOTO OomocHOro BBemeHust ADUM-MA  wumeno
3HaueHus: B amamazone ot 0,375 mo 0,750 waca, 4TO MO3BOJSIET MPEATONOKUTH OBICTPOE
cucreMHoe BcacbiBaHne A®U-MA u3 Mecta NOIKOXKHOTO BBENEHUs A03bl. bBbicTpoe

BcacbiBaHue APU-MA, no-BUaAuMOMY, HE 3aBUCENO OT J103bL

[0251] B oOmewm, cpennue 3HaueHus: T12 BO3PACTAIOT C YBEJIUYEHHEM JO3bl. DTO MOXKET
ObITb OOBACHEHO 3HAa4YeHWsIMH KOHLeHTpauuii APHU-MA Hipke mpenena KOJHMYECTBEHHOTO
ONpeneeHns] aHalu3a, MPUBOASALIMMHU K 3aHWKEHHON oueHke Tiz u  kaxyumelcs
3aBUCUMOCTH OT JO3bl 3TOrO MapaMmerpa mnociie BBeAeHUs Hu3kux no3 APHU-MA. Ilpu
HAUBBICIINX UCCIenoBaHHbIX 103ax (0,25 u 0,5 mr), cpennue T2 coctasmsuiu ot 3,77 no 4,27

JaCoOB.

[0252] A®U-MA He AeTeKTHPOBAJICS B MOYE MOCJE OTHOPA30BOU MOAKOKHOUN OONFOCHOMH
unbekuuu 0,001 mr AOHM-MA. B GomocHbIX 1 HH(Y3UOHHBIX KOropTax ¢ 0ojiee BBICOKUMH
no3zamiu (ot 0,004 o 0,5 mr), cpennee 3HaueHue Fe st pa3oBoii 103kl cocTaBisuio oT 4,24%
no 7,10% ot BBenenHoi no3sl ADPH-MA. I'padpuku kymynsatuBHOM skckpernun APH-MA ¢

MOYOM MOKA3bIBAIOT, YTO SKCKPELIHs MO CYLIECTBY 3aBepluaiach 3a 24 yaca.
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IIpumep S: dDapmaxkoguHamuyeckue 3¢ppexTni ADHU-MA, BBeaeHHOro B BHAE

MOAKOKHOI0 00.110CA

[0253] [pyrue wuccnenoBaHusi NPEACTaBIsLUIM COOOH  paHIOMHM3HPOBAHHBIE JBONHHbBIE
crenble uccnenoBaHus (Gassl 1 ¢ KOHTposieM Io 1uianebo, ¢ napauiebHbIMUA TPYNIIAMH, C
BOCXOJSIIIUMHU JTO3aMH, Uil OLIGHKH Oe30MacHOCTH, MEPEHOCUMOCTH, (PapMaKOKHHETUKU
IUIA3Mbl 1 MOYH, U SHAOKPHUHHBIX (papMakonuHamudeckux s¢pdexkros AOU-MA, BBeIeHHOTO
B Buze nogkokHoro 6omoca (0,001-0,3 mr) min 2-yacoBoli moakokHoW uHGpy3uu (1-6 mr),
KOTOpbIE, KaK OKUAAJIOCh, OyIyT CTHMYJUPOBATh TECTOCTEPOH. DTH HUCCIENOBaHUS ObLIH

nposeneHsl BO @paHuny.

[0254] BocembaecsaT ABa 300pOBBIX My»KYMHBI €BPONENCKOMN packl B Bo3pacte oT 50 1o 76
JeT ObUIM BKIFOUEHBI B AeBsTh KOropT. 81/82 cyObekroB (98,8%) Obutn Oenmbivu u 1/82
cyobekToB (1,2%) Obutn uepHbiMu/adpoameprkanuamMu. CyOBbeKThl, BKIFOYEHHBIC B MEPBbIE
mrecTb koropt, noiydanu 0,001, 0,003, 0,01, 0,03, 0,1 wiu 0,3 mr AOU-MA wunu mnanedo
IyTEM Pa30BON MONKOXKHOHN O0M0CHON nHBeKIU. B xoropte 0,3 Mr, 6 CyOBEKTOB MOTyJaiIH
A®H-MA wu aBa nonydainu miarnedo. B ocranpHbIX Koroprax, 7 cyobekTos nonydanun ADH-
MA u tpu nonyyanu miane6o. CyObekThl, BKIIOUEHHbIE B CEIbMYI0, BOCBMYIO U AEBSTYIO
koroptel, monydanu 1, 3 wim 6 mr AOHU-MA unu nnanebo myremM pa3oBod 2-4acoBOM
NOAKOXHOW MHQY3uu. B aTux koroprax, 6 cyOwpexkros nonydanu AOHU-MA u iBa nonyvaniu

ianeoo.

[0255] [ns wusmepenus: koHueHtpaiuii ADM-MA B mjnasmMe CyOBEKTOB B KOroprax
MOIKOXKHOTO 0oJiroca, 0Opasibl KPOBH Opaiu B CJEOYIOIIME HOMHUHAJbHBIE MOMEHTBI
BPEMEHU: mepen BBeneHueM mnpenapara u yepes 0,083, 0,25, 0,5, 0,75, 1, 2, 3, 4, 6, 8, 12, 16,
24, 36, 48 u 72 4daca nocne BBeAeHus npemnapara. s usmepenus sxckpeunn AGU-MA ¢
MOYOM, 00pa3Ibl MOYH Opalid B CIEAYIOIINEe HOMHHAJbHbIE MOMEHTHI BpeMeHH: OT 12 4acoB
110 BBEICHUS Tpernapara 10 MOMeHTa BBeneHus1, u ot 0 10 6, ot 6 1o 12, ot 12 no 24, ot 24 no

48 u o1 48 10 72 4acoB MocCye BBEICHUS Mpernapara.

[0256] [ns wusmepenus: konueHtpaiuii AOM-MA B mnasMe CyOBEKTOB B KOToOpTax
nonkokHoH uH(Qy3un, oOpasubl KpoBu Opaiii B CHEAYIOIIHE HOMUHAJIbHBIE MOMEHTBI
BPEMEHU: Mepen BBeaeHueM npenapara u uepes 0,5, 1, 1,5, 2, 2,25, 2.5, 3, 4, 6, 8, 10, 14, 18,

26, 50 u 74 yaca nocne Havana uHQy3uu. s usmepenus sxckperun APH-MA ¢ Mouoi,
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o0Opa3ipl MOYH Opaiii B CIIEAYIOIINEe HOMHUHAJIbHBIE MOMEHTBHI BPEMEHH: OT 12 4acoB A0
BBEACHUS Ipernapara 10 MOMEHTa BBeaeHus, 1 ot 0 1o 6, ot 6 no 12, ot 12 no 24, ot 24 no

48, u ot 48 110 72 yacoB mocie Havaja HHPY3HUH.

[0257] Kpusble 3aBucumoctu cpeaHel koHueHtpauuu APHU-MA B njasme OT BpeMeHHU
nocJyie pasoBoro nonakoskHoro BeeneHuss A®H-MA B nozax ot 0,001 o 6 mMr mokasaHsl Ha
@ur. 2. Cpenuue npoueHtHble kodppuumentsr Bapuamu (%CV)  3HavyeHui
(hbapMaKOKUHETHYECKUX TMapaMeTPOB IJIa3Mbl W MO4YHM JUIsl pa3oBoil n03bl ADU-MA,
BBEJICHHOW TOJIKOXHBIM OOJIFOCOM, W s pa3oBoii o3l ADH-MA, BBeneHHON 2-4acOBOM

MOKOXKHOW UH(QY3Ue, npuBeneHsl Hibke B Tadumax 5-8.

Taoauna 5. Cpennue (%CV) dpapMakOKMHETHYECKHX MapaMeTPOB ILJIa3Mbl TIOCIIE Pa30BOTO

noakokHoro Beenennst AOU-MA B noszax ot 0,001 no 0,3 mr

ITapamerp I'eomerpuueckoe cpenuee (%CV) (a)

0,001 mr 0,003 mr 0,01 mr 0,03 mr 0,1 mr 0,3 mr
(N=7) (N=7) (N=T7) (N=T7) (N=T7) (N=6)
Cmax 13,253 42,384 140,140 340,182 1382,196  4349,244
(ir/mut) (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)
(u-mir/mut)
AUC(0- 26,693 100,915 345,193 1069,885 3887,968 13155,656
tlqc) (21,64) (20,18) (28,87) (20,65) (14,81) (25,006)
(9 Tir/mu)
T1/2 (9) 1,796 1,425 2,172 2,610 3,079 3,451
(b) (1,20-4,58) (1,18-2,34) (1,82-2,72) (1,50-3,11) (2,29-3,56) (2,98-4,10)
Tmax (u) 0,500 0,750 0,500 0,500 0,500 0,625
(b) (0,25-1,00) (0,50-1,00) (0,25-0,75) (0,25-0,75) (0,25-0,75) (0,25-0,75)
CL/F 21,071 24,541 26,956 27,073 25,356 22,704
(71/9) (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 = xaxyumiics 00beM pacripeeneHus
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OTKJIOHEHHE

(@) CV() =

sorapuMuyIeck TpaHC(HOPMUPOBAHHBIX 3HAUECHUH

100xV(exp(SDlog2)-1), rtme SDlog — craHmapTHOE

(b) MenuanHble 3HaYeHUs (MUHUMYM-MaKCHMYM)

Ta6mmua 6. Cpennuie (%CV) hapMakOKHHETHYECKUX MAPAMETPOB TLIA3MbI MTOCIE 2-4aCOBOM

uHpy3un AOU-MA B nosax ot 1 10 6 mMr

ITapamerp I'eomerpuueckoe cpennee (%CV) (a)

1 mr (N=06) 3 mr (N=6)
13050,559 (20,79) 39402,798 (14,80)
AUC(0-inf) (unir/mim) 43825,188 (25,51) 141488,720 (11,42)
AUC(0-tlqc) 43656,011 (25,51) 141392,642 (11,41)

6 mr (N=0)
82477,820 (22,63)
317753,435 (25,60)
317666,507 (25,60)

Cmax (mr/mn)

(u-mr/m)

T1/2 (4) (b) 3,643 (3,46-3,83) 5,249 (3,19-5,86) 5,264 (4,56-5,62)
Tmax (1) (b) 2,250 (2,00-2,25) 2,250 (2,25-2,50) 2,250 (2,00-2,50)
CL/F (n/4) 22,818 (25,51) 21,203 (11,42) 18,883 (25,60)
V2z/F (1) 119,955 (27,97) 149,910 (28,78) 140,984 (28,67)

Vz/F = kaxymuiicsa o0beM pacrpeneneHus

@) CV(%)

100xV(exp(SDlog2)-1),

rne  SDlog -

JorapupmMuYecku TpaHCHOPMHUPOBAHHBIX 3HAYECHUIT

(b) MenuanHble 3HaUeHHsT (MHHUMYM-MaKCUMYyM)

CTaHIapTHOE

OTKJIOHCHHE
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Tadauna 7. Cpennue (%CV) papmMakOKMHETHUYECKUX MApaMETPOB MOYH IOCJIE Pa30OBOro

noakokHoro Beenenust AGHU-MA B nozax ot 0,001 no 0,3 mr

[Mapamerp T'eomerpuyeckoe cpennee (%oCV)

0,001 mr 0,003 mr 0,01 mr 0,03 mr 0,1 mr 0,3 mr
(N=7) (@) (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(0t) 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) Tompko 1 CyOBEKT ¢ KOHIEHTpalMel BBIIE HIDKHErO TNpefeNia KOJIMYECTBEHHOTO
onpenenenus (LLOQ), nist 6 cyOBeKTOB NPUHATHI 3HAUEHUs, paBHbIe 0.
Ae(0-t) = KOMMYECTBO JIEKAPCTBEHHOIO IIpemnapara, BBIBOAMMOIO C MOYOW, C MOMEHTa

Bpemenu 0 10 BpeMenu t, CLr = ne4eHO4YHbIN KIUPEHC

Ta6muua 8. Cpennue (%CV) papmakoknHETHYECKUX MapaMeTpOB MOUYU MOCTE 2-4aCOBOM

unpy3nu APH-MA B nozax ot 1 10 6 mr

I'eomeTpuueckoe cpeanee (%oCV)

[Tapamerp 1 mr (N=0) 3 mr (N=0) 6 mr (N=0)
CLr (/9) 686,544 (29,02) 835,762 (45,31) 1016,230 (27,70)
Ae(0-t) (ar) 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) = KOMMUYECTBO JIEKAPCTBEHHOIO TIpernapara, BBIBOAMMOTO C MOYOH, C MOMEHTa

BpemeHu 0 10 BpeMenu t, CLr = ne4eHO4YHbIN KIMpEHC

[0258] TIlIukoBas xonueHtparmsa APHU-MA (Cmax) yBENIUYHMBAIACh MPONOPIHOHATIBHO 103€
MOCJIe BBEIEHUS] PA30BBIX IMOAKOXKHBIX OONMOCHBIX 103 B auama3one or 0,001 mo 0,3 wmr.
Cucremnass oskcnosuuuss A®PU-MA, wusmepenHass kak AUC(-inf), yBEIUYHBAIACH

MPONOPLMOHAIBHO A03€ MOCJE BBEAEHUs MOAKOXKHO pa3oBoil no3bl oT 0,001 go 0,3 u 2-
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4acoBOH moakoHOH uHQY3uu 1, 3 u 6 mMr. PacueTHble TIOK3aTeNH CTENEHU Ul CTETIEHHOTO
ypaaenust ObuH paBHBI 1,003 mi1s1 Cax (95% CI, 0,956-1,050) u 1,019 nnst AUC 0-inf) (95%
CI, 0,997-1,040). 3nauenuss CL/F cocraBiasiiu or 18,9 mo 27,1 n/u mocne pa3oBOro

HOAKOXKHOTO Ooroca u 2-4yacoBoit nHGpy3nun 103e1 AGH-MA.

[0259] Menunannoe Tmax TSI TOOKOXKHOTO OOMOCHOTO BBeAeHust ADH-MA cocTaBisijio oT
0,5 mo 0,750 4aca, 4TO yKa3bIBaeT Ha ObICTPOe cucTeMHoe BcachiBaHne ADU-MA u3 mecra
MOJIKOXKHOTO BBeZeHus 103bl. boicTpoe BcacbiBaHne APH-MA npu nogko:XKHOM BBEIEHUH HeE
ObUIO 103a3aBHUCHMBIM B AHANa30HE MOJKOXKHBIX 103, MPOAHAIU3UPOBAHHOM B ITaHHOM

HUCCIICOOBaHUMN.

[0260] B obwmewm, cpennare 3HaueHus: T1/2 BO3pacTaroT ¢ yBeludeHneM 103bl. AHanu3 @ur. 2
TIO3BOJISIET MPEIOJIOKUTD, YTO BEPOSITHON MPUUHUHON Oojiee INTEeNbHBIX T1/2 MOTEHIHATBHO
MO3KET OBITh YyBCTBUTEJIbHOCTh aHAJN3a W BKIIFOYEHHE M3MEPUMBIX KOHIeHTpauuid ADU-
MA Ha KOHEYHOM ydYacTke KpuBOH mnpu oueHke Tip ans Gornee BbICOKHX 103. [losTomy
HabJroTaemMasi  3aBUCMMOCTH 3TOTO TapaMeTpa OT J03bl He SBISIETCS CBUAETEIHCTBOM
HenmHelHON (papmakoknaeTnkn AD®U-MA. Tlpu HauBBICIINX MCCIIEAOBAHHBIX 03aX, 3 U 6

mr, cpenHee T1/2 cocTaBisieT MpUONHU3UTENBHO 5,2 4acoB.

[0261] JIuwe HeGombimoe komuvyectBO ADPU-MA ObUIO JETEKTHPOBAHO B MOYE IOCIHE
oxHopazoBoro noxakoxuoro 6omoca 0,001 mr A®U-MA. Cpennee (CV%) Fe mnsa stoi
KOrOpThI ObLIO paBHO 3,466%. 1yt ApYTrUX KOrOpT OOMOCHBIX M MHPY3HOHHBIX 7103 (0T 0,003
1o 6 mr), cpennuie Fe pa3oBoii 1o3bl cocTtaBisiin OT 2,997% no 5,380% oT BBEAEHHOMN 103bI

ADPU-MA.
IIpumep 6: PapMakoKHHETHKA MHOTOKpaTHBIX 103 ADU-MA

[0262] [pyrue uccienoBaHus MPENCTaBJsUTH COOOW KIIMHHYECKHE HCClenoBaHus ¢asbl 1
MHOTokpaTtHoro BeeneHust AOU-MA. Dtu uccnenoanusi mposoauiaun Bo Ppanuun. OHH
NPEACTABISUT COOOH PaHAOMH3UPOBAHHBIE ABOWHBIE CIIETble, C KOHTPOJEM MO muianedo, ¢
NapajyieIbHBIMUA  TPYNIIAMH, C BOCXOMALIMMH J03aMH, HCCIENOBaHUS Oe30MacHOCTH,
NEPEHOCUMOCTH, (PAPMAKOKMHETHKH IUIa3Mbl M SHIOKPUHHBIX (PapMakOIMHAMUYECKHX
spdpexroB APH-MA, BBOmMMOro B BHAe moakoxkHoro Oomoca (0,1 mr) B menp 1 ¢
NOCJIEYIOLIeH HenpepbIBHON MOAKOXHON MH(pYy3uen (T.e., 24 u/nenp) ¢ dua 2 no Hus 14

(0,01, 0,1, 0,3 mmu 1,0 mMr/meHp), 4TO, KaKk OXHIAJIOCh, OyAET MOMABJISTH TECTOCTEPOH.
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TpuauTte 310pOBBIX MY>KYHH €BpOMEckol pacel B Bo3pacte oT 50 10 78 et OblIN BKIIOUEHBI
B 4eTbIpe Koroptel, 29/30 cyowexToB (96,7%) Obinn OenbiMu U onuH cyOBexT (3,3%) Obln

YEPHBIM.

[0263] [Insa usmepenus konuentparmii AOGH-MA B miazme mocie nmoakoKHOTO OOIFOCHOTO
BBEICHUs, 00pa3Lpl KPOBU Opajiu B CJIEOYIOLIME HOMUHAJIbHbIE MOMEHTBI BPEMEHH: IMEpe
BBeAeHUeM mnpemnapara u uepe3 0,083, 0,25, 0,5, 0,75, 1, 2, 4, 6, 12, 16 u 24 yaca nocne
BBEJICHUS Tpenapara. B Bpems mpoBeneHus MOAKOKHOW MH(pY3uH, Opanu o0pasubl KPOBH B
CIeAYIOLIME HOMUHAIbHBIE MOMEHTBI BpeMeHU: 6, 12, 24, 54, 60, 72, 150, 156, 168, 222, 228,

240, 294, 300 u 312 yacos mocye Hadajga nHQy3uu.

[0264] Cpennue 3HaueHUs HapMAKOKMHETHUECKUX NMAPAMETPOB TUIA3MBbI JIST PA30OBOH JTO3BI
A®H-MA, BBeneHHOW MOAKOKHOH OOMIOCHOW WHBEKIUeH, npuBeaeHsl B Tabmuie 9 mo
JNO30BBIM TIpylInaM [Jisi CPaBHEHHs CO 3HAYEHUSIMU IIOCJE€ HeNpepbiBHOW 13-mHEBHOMN
nonkokHo! nHpy3uu B J{Hu 2-14, xak nokazano B Tabnune 7. ITockonbky papMaKOKHHETHKY
pazoBoii 10361 APH-MA MOXHO OBUIO OLIGHWBATh TOJBKO HAa MPOTSHKEHUH 24 YacoB IO
Hauana wuHQy3mu AOPU-MA, u3 (apMakOKMHETHUECKHUX MapaMeTpoOB MOXHO ObLIO
onpenenutb TOMBKO Cmax, Tmax U AUC(-24). HHTepunauBuayaibHasi H3MEHYHBOCTb

(dbapMaKOKMHETHUYECKUX ITapaMeTpoB ObLIa B LieJIoM HU3KOH, ¢ %CV <58%.

Ta6muua 9. Cpennue (%CV) ¢dapMakokHHETHYECKHE MapaMeTpbl MO O030BBIM TIPyIIaM

TOCJIe Pa30BO MOAKOKHOM OomocHoi nabekimu (0,1 mr) B [lens 1

I'eomerpuueckoe cpeanee (% CV)

MMapamerp 0,01 mr/nens 0,1 mMr/menn 0,3 mr/neHb 1,0 mr/nenn
N 6 6 6 5
Cnax (Tir/mut) 1870 (27) 1590 (31) 1650 (26) 1290 (58)
Tmax (9) (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-tlqc) (u-nr/mim)S080 (22) 4280 (12) 4680 (27) 4050 (29)

[Tpumeuanue: Bce rpynmbl momydany NOAKOXKHYO OomrocHyro uHbekuuio (0,1 mr) B
Jlenb 1, mo3oBasi Tpymma YKas3bIBaeT, KaKyl) PaHIOMHU3UPOBAHHYIO J03y CYOBEKTHI
NOJTy4aJH IyTeM NoaKoxHoH nHdpy3nu ¢ [Just 2 o denn 14 (0,01-1,0 mr/nens).

(a) Menuana (auama3oH 3HAYEeHUH).

(b) AUC(0-tlqc), B aTom ciiyuae, paaa AUC(0-24).



125

[0265] Cpennue 3HaueHHs (PapMaKOKMHETHYECKMX MapaMeTpoB IuasMmbl 1t ADOU-MA,
BBEICHHOTO ITyTe€M HenpepbIBHOH 13-mHeBHON noakoskHOM nHy3uu B [lHu 2-14, npuseneHsl
B Tabmume 7. Css BO3pacTasu KaxyIIUMCS MPONOPLHMOHAJIbHBIM 03¢ 00pa3oM B
UCCIIeIOBAaHHOM Juana3one 103, ot 0,01 mo 1,0 mr. [{na Bcex xoropt, CL/F cocraBnsier ot
17,7 no 20,6 n/4. UHTepuHIUBUAYaTbHASI K3MEHYHBOCTh (PApMAKOKHHETUYECKUX MTAPaMETPOB

Ob1a HU3KOM, ¢ CV% <40%.

Ta6auma 10. (%CV) @apmakoKMHETHUECKHE TapamMeTpbl B MNEPUOJ MPOBENEHHS

HerpepbIBHOH 13-mHeBHOI nonkoxkHoH nHGy3un APU-MA (JIau 2-14)

I'eomerpuueckoe cpennee (% CV)

ITapameTtp 0,01 mr/nenn 0,1 mr/nenp 0,3 Mr/nesb 1,0 Mr/nenn
N 6 6 6 5

Css (ir/mu) 20,2 (34) 226 (17) 708 (19) 2280 (16)
CL/F (n/q) 20,6 (40) 18,5 (18) 17,7 (18) 18,3 (16)

Css=onpenemsuu kak AUC([dens 2-/lens 14) / pakrrueckoe BpeMsi, MpoLIeaIIee C
MOMeHTa B3siTusi oOpasna B Jlenb 2, 6 acoB, 10 MOMeHTa B3siTUsl oOpa3ua B JleHb

14, 24 ygaca.

[0266] /[Ipyrue umccnenoBaHus MPEACTABIISIIM COOON KIMHMYECKHE ucciaenoBanus ¢assl 1 ¢
MHOrokpatHbiM BBerieHHeM ADH-MA. OHM NpOBOAMINUCH KaK OTKPBITHIE HCCIENOBAHUS C
Bocxomsmumu no3amu A@H-MA, BBOOZUMBIMHU MyTeM 2-4aCOBOH MOAKOXKHOW HH(Y3UU pa3 B
JeHb B TeyeHue 14 mHel, 4To, KaK OKUAAJIOCh, OyNeT MOJaBJIATh TECTOCTEPOH Y SITOHCKUX
rOPMOHAJIbHO-HAUBHBIX MAILMEHTOB C pakoM MpexacraTenbHO skenespl. Illects manueHTOB
nony4ann APHM-MA B no3ax 0,5 mr (3 nanuenta) u 1,0 mr (3 nauueHTa) B AeHb B TeueHue 14

THEH.

[0267] [nsa msmepenuss koHuentpaunii APU-MA B mmasme, oOpasubl KpoBu Opanu B
CIIeYIOIe MOMEHTBI BpeMEHHU: IeHb | (10 BBenmeHus: 1o3bl U yepes 2, 4, 6, 10 yacos mocie
BBeZIeHUs Tipernapara), nuu 2, 4, 6, 8, 10 u 12 (no BBeneHUs A03b1), AeHb 14 (10 BBEOCHHUS
no3bl 1 uepes 2, 4, 6, 10, 24, 48 yacos nocie BBeAeHUs npemnapara); aAedb 21; u nenp 28. Jns
u3mepenus skckpeunun AOHU-MA ¢ mouoi, o0pa3ipl MOUM Opanu B CIEAYIOLINE MOMEHTBI

BpeMeHU: ieHb | (10 BBeIEeHUs 03Bl U B repuoabl Bpemenu ot 0 1o 4, ot 4 1o 8, ot 8 1o 12,
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ot 12 no 24 yacos nocie BBeneHus npemnapara) u neHb 14 (ot 0 go 4, ot 4 no 8, or 8 mo 12,

ot 12 10 24 4acoB nocje BBEICHUS Mpernapara).

[0268] Bpemennbie npodunu cpenHUX [fCTaHAAPTHOE OTKJIOHeHHe| KoHueHTparmii API-
FB B mazme 1uist MHOTOKpaTHOTroO nonkoxHoro BeeneHust AGHM-MA no 0,5 u 1,0 mr/nens B
Teyenue 14 pHeir m3oOpakenel Ha @ur. 3. CBogHble naHHbIE (PapMAKOKHMHETHYECKUX
napameTpoB B IeHb | u jaeHb 14 mpu nByX no3ax mnpexacrasieHbl B TaOmmue 11 Humke.

3nayennss Cmax u AUC B nuu 1 u 14 Obun OJIM3KUMU, YTO JNEMOHCTPUPYET OTCYTCTBHUE

HakoruteHus: nentuaa. Cmax u AUC ObUi MPONOpLHOHANIBHBI T03€.

Tabdauua 11. CBonHble  naHHbIE CpeIHUX (+cranmapTHOE OTKJIOHEHUE)
(dapmMakokuHeTHYECKUX mapameTpoB B Jluu 1 u 14
0,5 1,0
Hdenn 1 Henn 14 Henn 1 Henb 14
N 3 3 3 3
Tmax (u) 2,11 (0,0344) 2,08 (0,0165) 2,11 (0,0510) 2,11 (0,0587)
Cmax (nr/mu) 8120 (1420) 8130 (1710) 16000 (1210) 15500 (503)
Az (1/9) 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)
(a-1ir/mun)
CL/F (1/u) 13,4 (3,27) 12,6 (2,86) 13,6 (1,10) 13,4 (1,10)
Vz/F (i) 66,9 (13,3) 63,5 (13,2) 61,6 (6,32) 65,7 (7,83)
AUC(0-inf) 36800 (7860) NA 70600 (5990) NA
(4 ir/mut)
MRT (u) 4,78 (0,522) NA 4,64 (0,405) NA
AI(AUC) NA 1,07 (0,0659) NA 1,01 (0,112)
AI(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 napamMeTpbl U CBOAHBIE JAHHBIC MIPUBEACHBI C TOUHOCTBIO OO TPEX 3HAYALIUX LII/I(I)p

Az=Kakymiasicsi KOHCTaHTa ckopoctu synumuHaimy, Al=wHpaekc nHakoreHusi, AUC(0-

tau)=TuroLIaae NMOA KPUBOH 3aBUCHMOCTH KOHLEHTPALMHM B IUIa3Me OT BpeMeHu oT O 1o
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MOMeEHTa BpeMeHH T (tau) (24 yaca), MR T=cpennee Bpemsi npeObIBaHUs 3a TIEPUOJ BPEMEHU
ot 0 no GeckoHeuHocTH, NA=HeT naHHBIX, R=K03(PUIeHT HaKOIIeH!s,
Vz/F=kaxymuiicsi o0beM pacrpeneneHus.

IMpumeuanne: R(AUC) paccuntbiBatoT kak AUC(0-tau) (lens 14)/AUC(0-tau) ([dens 1).
IMpumeuanne: AI(AUC) paccuntbiBatoT kak AUC(0-tau) (dens 14)/AUC(0-inf) ([dens 1).

[0269] Ilocne monkoskHoro BBenennss ADHU-MA B noze 0,5 mr/nens, a Takxke 1,0 Mr/neHs,
B TeueHue 14 nHel, Cmax ONPENEIsTH HEMEUIEHHO MOCIe 3aBEPIICHUs 2-4aCOBON UHPY3UH B
Huu 1 u 14, u 3aTeM CHUXAJIOCh, CO CPEIHUM 3HaUeHueM 11, mpuMepHO OT 3 110 4 4acoB B
oba mus 1 u 14 npu oboux nozax. Ilpu 0,5 mr/nens, cpennue 3nauenust CL/F cocramsuim
13,4 u 12,6 /4 B nau 1 u 14, coorBercTBeHHO, 1 nipu 1,0 mr/aeds — 13,6 u 13,4 /4 B nau 1 u
14, COOTBETCTBEHHO, UTO YKa3blBaeT Ha TO, 4TO Kaxymuiics kmupeHc API-FB Obim1 moutn
ONMHAKOBBIM 1Jisi oboux 103. 3HaueHus Vz/F mist API-FB Taxske Obutn Onmusku npu odoux
ypoBHsIX 103. PacuerHele BenmuumHBI WHAEKca HakoruieHusi (Al), ompenenseMoro kak
cootHomeHne AUC (0-tany TOCTIE MHOTOKpPATHOTO 103UpOoBaHUsA/ AUC (0-infy TOCIIE PA30BOI 03B,

u R, onpenmemsemoro kak  coorHomeHHe ~ AUC(.auy TMOCIE  MHOTOKPATHOTO

2
no3upoBaHusi/ AUC (0-tayy TIOCTE pa3oBod 103bl, Obutn 00a Onmsku k 1, yka3biBas Ha
HE3aBHCUMYIO OT BpeMeHU papmakokuHeTuky API-FB, npu MUHMManbHOM WM OTCYTCTBUH
HAKOTUIEHUS JIEKAPCTBEHHOIO Ipernapara nocjie 2-4acoBoi moAaKokHOH nHdpy3uu 103 0,5 u 1

MT €XeIHEBHO B TeueHue 14 nHeil.

[0270] Tlocne moakoskHoro BBenenus APH-MA B no3e 0,5 wiu 1,0 mr/neHs B Teuenue 14
nHel, skckpeuuss ¢ Mouoit API-FB mouru 3aBepimanace uepe3 8 4acoB Iociie BBEAECHMUS
npenapara B 7HU | u 14. CpenHuii NpoLeHT KyMyJISITUBHON SKCKpeLHu uepes3 24 yaca rocie
BBeJIeHHs mpemnapara coctaBisut 6,50% B neub 1 u 8,99% B nenb 14 mns no3si 0,5 Mr/neHs,
8,86% B nenb 1 1 9,41% B nenb 14 s no3sl 1,0 MI/neHb, COOTBETCTBEHHO. DTH PE3YJIbTATHI
MO3BOJISIFOT MPEANOJIOKUATh, YTO MOYEUYHAsl HKCKPELMsl HE BHOCUT 3HAYMTENBHOIO BKJIAJa B

knupeHc API-FB.
IIpumep 7: ®apmakoxkuHeTHka 1-mMecsiuHoro aeno AOU-MA

[0271] [pyrue uccnenoBaHHUs OXBATHIBAJIN MALIUEHTOB C PAKOM MPEACTATENBHOU KEJE3bl,
KOTOPBIE 3aBEPLINIIN NEPBUYHOE JICYEHUE PaKa MPEACTATEbHON KeJe3bl IO MEHbLIEH Mepe

3a 6 MecsAleB 1O CKpWHUHTa u Jjubo mnonydanu tepanuio I'HPIT wnim ngubGo Obum
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NOTeHIMAJIbHBIME KaHauAaTaMu Ha Oynymyro Tepanuto I'HPI'. Bruto mpuBnedeHo neBsATh
NAalMEHTOB, MO TPU B Kaxaod no3zoBoit rpymme (6, 12 um 24 wmr). Bce Obumn Oenbimu
my>kunHaMu. [laumenTts! nonyyanu APH-MA B BUa€e OAHOKPATHON 1-MeCSYHON MOAKOKHOU
UHBEKIIMU-IENIO B O0JAacTh JKMBOTA, KOTOpas JAOKHA ObUla MHULMUPOBATH  Kak
BBICOKOMHTEHCUBHOE BbICBOOOXKIeHHe A®U-MA, Tak u OBICTPYIO CTHMYJISILUIO OCH
TUINOTAJIaMyC-THITO(H3-TOHAbl M, KAK OXHIAJIOCh, MOJABJSATh TECTOCTEpOoH. Beero, 4 u3 9
MaLUeHTOB TOJydalu COmyTCTBYHOWyK Tepanuto ['HPI. Jna u3MepeHus: KOHLEHTpaluil
ADOU-MA B mna3zme, o0Opas3mbl KpoBH Opajin mepen BBEOEHHEM J03bl U B CIEAYIOIINE
HOMHHAJIbHbIE MOMEHTBI BPEMEHH TOCe nHbeKIun 1-mecssaHoro aeno: Mecsi 1 (0,25, 0,5,
0,75, 1,2, 4, 6 u 12 wacos, u nau 2, 3, 5, 8, 15, 22 u 29), mecsau 2 ([Auu 8, 15, 22 u 29), u

Mecsn 3.

[0272] Dur. 4 u S NOKa3bIBAKOT KPUBBIE 3aBUCUMOCTH CPEAHEN KOHLIEHTPALMU B IJIa3Me OT
BPEMEHH 1O JT030BbIM Tpyrmam aiist 1Hsa 1 (o 12 waco) u mosHbIi ipoduis (10 Mecsua 3).
BbicOKass MHTEHCHBHOCTh BBICBOOOXKIEHHMs KOHLIEHTPALMH JIEKAPCTBEHHOTO CPEACTBA IS
ADPU-MA Habmonanach uepe3 HECKOJbKO YacOB IIOCHE€ BBEOEHHS WHBEKIIMU-JEIO.
Benmumunaa AUC(0-24) coctaBisier 6onee 60% ot nadmomaemoir AUC0-1qc), TEMOHCTPUPYS
3HAUYUTEJIbHOE BBICBOOOXKACHHE JIEKAPCTBEHHOI'O CPEACTBA U3 KOMITO3ULIMU B (hasze BbIOpoca.
KoHueHTpauuu JIeKapCTBEHHOI'O CpeacTBa ObLIM  O4YeHb HU3KMMHM Ha TPOTSHKEHHH
HECKOJIbKUX CJIEAYIOIIUX JHEH C IMOCHeNyIOIUM MEJIEHHBIM MOABEMOM, YTO I103BOJISET
NPEANONIOKUTE 3aepPKaHHOE W MEIUIGHHOE BBICBOOOXKIEHHE M3 KOMITO3UIIMH, a TaKKe
Ha4ajo JaeceHcHOmIM3anuu nocje HenpepbiBHOTO BBeaeHuss ADHM-MA. Bo Bcex cnyuasix,

A®U-MA He nerekTupoBalICs yepe3 8 HelleNb I10CIe BBEIEHUS 1035l

[0273] B Tabmuue 12 npuBeneHa ommcaTesnbHasl CTATUCTUKA MO TPYIIAM JTO3UPOBAHMS,
BKIIO4ast papMakokuHeTHdeckue napameTpel Cmax, Tmax, AUC(0-24), TUIOmAAs MOX KPHUBOIA
3aBUCHUMOCTH KOHIEHTpauu B miasme ot Bpemeru ¢ J{us O mo [ens 29 Mecsina 1 (AUC -
204)), AUC(0-tlqc), U BpeMsi 0 TOCTEOHEH KOJMYECTBEHHO ONpEAessieMON KOHLIEHTpAaIH
(Tlqc). Cpennue 3HAa4YEHHs], MPEACTABISIOLINE SKCIO3HULIMIO JIEKAPCTBEHHOTO CPENCTBA, B

LIeJIOM BO3PACTAIOT HEMHOI'O CyOIPONOPLIMOHATIBHO 103€.
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Taoauna 12. Pesrome papMakOKHHETUYECKUX TTAPaMETPOB MOCIIE HHBEKIIHU-/IETIO

I'eomerpuueckoe cpeanee (%oCV)

[Tapamerp 6 mr/mecsan (N=3) 12 mr/mecsi (N=3) 24 mr/mecsn (N=3)
Cmax (mr/mn) 16541,7 (45,3) 14408,6 (41,7) 25518,0 (17,5)
Tmax (1) (a) 2,000 (1,03,2,12) 2,050 (1,02,4,07) 2,050 (2,00, 4,00)
AUC(0-24) (nesbnr/min)  3316,6 (28,7) 4979,1 (23,4) 7466,3 (31,9)
AUC(0-29d) (nens rir/mi) 4328,8 (33,1) 5753,2 (30,9) 8701,2 (42,1)
AUC(0-tlqc) (nenb rir/mi) 49476 (39,0) 6582,9 (43,7) 99486 (54,4)
Tlqc (1) 42,9 (16,2) 41,5 (44,6) 47,2 (21,1)

(a) MenuaHa (quana3oH 3HAYECHMUIA)

[0274] B oOmewm, Huskue koHieHTparuun ADPH-MA B mnazme, mpoduiib 3anepKaHHOTO
BBICBOOOKACHHS] Ha TPOTSDKEHWH | Mecslia MoCiie BBEACHUS, M BBICOKAST MEXIMAI[UEHTHAsI
Bapra0eIbHOCTh 1-MECSIMHON KOMITO3ULIMK JETO COYJIM HETPUEMIIEMbIMH JUTS JaJIbHEHIIeH
KIIMHIUYECKOH pa3paboTKu AJIs MALMEHTOB ¢ PaKOM MpPEICTaTeNbHOU kene3bl. Kpome Toro,
STU PE3yJIbTaThl HEMIPUMEHUMBI K CTPATeruu JO3UPOBAHUS, KOTOpas OydeT MCIOJIb30BaThCS
IUI TIAIMEHTOB C THUIOTAJaMHYECKUM TUIIOTOHAIU3MOM, TMOCKOJBKY (IJIsI HUX) JKelaTebHa

CTUMYJEIIUSA OCU FI/IHOTaJTaMyc-FI/IHO(I)I/IS-FOHaI[bI oe3 CynpecCuu TCCTOCTEPOHA.

[0275] Peswome ghapmakoounamurku pazoeoii oosvt (Pharmacodynamics Single Dose
Pharmacodynamics Summary): Tlocne BBeneHus: pa3oBoii no3bl AOGU-MA 37 myxk4uHaM-
simoHaM HabJroanock nosbiinenue konueHTpauuii JII u @CI' B chiBopoTke. KoHLeHTpanuu
JII' u ®CI' gocturainu MUKOBBIX 3Ha4eHWH Mexny 12 u 24 yacaMu M BO3BpPAINAJIUCH K
0a3oBoil yMHUM dYepe3 72 dyaca. BenuuuHBI TOBBIIIEHHS KOHLEHTPALMH TOpMOHA ObUTH
CXOKUMH BO BceM nuamnaszoHe 103, ot 0,001 nmo 0,5 mr. B uccnemoBanusix aser 1 ¢
onHOKpaTHON nozoii APU-MA, npoBoguBmIMXCA Ha 82 MyXYMHaxX €BpPOMNEMCKON pachl,
BBenieHe ADPH-MA npuBoauio k nosbiieHHbIM KoHUeHTpauusMm JII' u @CI' B cbiBOpoOTKe,
KOTOpbIe JOCTHTaIM MUKOBBIX 3HAYeHUH Mexxay 6 u 12 yacamu W BO3BpaIlajnch K 0a30BOii
JUHUY K 72 yacaMm. BennuuHbI U NPOAOIKUTENBHOCTH MOBBIIIEHUNH KOHLEHTPALUU TOPMOHA

OBLITM CXOKUMH BO BCeM auamnaszone 103, ot 0,001 mo 6 mr.

[0276] Pesiome Qapmakoounamurku mMHO2OKpamusix 003. B JIByX HCCIeNOBaHHIX

MHOTI'OKPATHbBIX A03, BCC HCIIOJB3YEMbIC O03bl MPUBOAUIN K IOCTCNCHHOMY IMOAABJICHUIO
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ypoBHeil JII', xak u oxupganoce. B ucciaenosanusix C18001, 30 3m10pOBBIX My>KUUH
€BPOIEUCKON pPachl MOJYyYaId Pa3OBYyI0 NOAKOXKHYK HMHbekuuro 0,1 mr ¢ mociepyroieiu
IPOJIOHTUPOBAHHON (HENPepBIBHON HE MpOTsuKeHun 13 aHel) moaxoxkHoi nHdysuein ADU-
MA B nmozax 0,01, 0,1, 0,3 u 1,0 mr/menp. KoHueHTpalyi roHaJOTPONUHOB JOCTUTAJIH
NMUKOBBIX 3HaueHWi vepe3 24 dyaca mocye Oomoca 0,1 mMr B aeHb 1, 4To corjacyercs C
APYTUMH HCcienoBaHusiMu ¢as3el 1 ¢ pa3oBoii 1030i. B xoxe npojoHrupoBaHHON UHQY3HH
ADU-MA, xonuentpauwn JII' 1 @CIT B CHIBOPOTKE CHIIKAJIUCH O 3HAUEHUH HIDKE 0a30BOH
JIMHUW ¥ BO3BPAINAIHCh K 3HAYECHUSIM 0a30BOH JMHHUU 4epe3 7 MHEH Mmociie BBEIEHUs O3BL
Jns GonpmmHCTBA CYyOBEKTOB, KOHLEHTpauwu JIIT B CBIBOPOTKE OIMYCKATUCh 0 HHU3KHX
3HaueHud. Bee cyOwpexThl B koroprax 0,1 u 0,3 mr/nenp umenn koHueHtpauuu JII' MeHbIe
HIDKHETO Tpefiela HOPMbl Ha MpPOTSHKEHUM 3HAUUTEIbHOM YacTH MNepUoAa MpPOBEAECHMUs
noakokHo uHPy3un. APU-MA camwkaer yposau JIIT u @CI' B CBIBOPOTKE TMOCHe
NPEXOASAILIEr0 TMOBBIIEHUS, U TAaKOe WHTHOMPOBAaHUE TNOANEPKUBACTCS HA TNPOTSHKEHUH
BBeleHUs. YpoBHU PSA (cneundpuvecknil aHTUIeH MPENCTATENbHON JKeNe3bl) B CHIBOPOTKE
cHIkanuch nocie BeeneHus APH-MA, Gonee BbIpask€HO y MalueHTOB, noay4yasmux ADU-

MA 1,0 mr/neHb.

[0277] Dapmaxoounamuueckue s¢pghexmor pazoeoi 0ozt ADPH-MA: B KIMHHYECKUX
uccienoBanusix ADPH-MA ¢as3er 1, cyObexTbl, BKIIOYEHHBIE B TNEPBbIE CEMb KOTOPT,
MOJIy4ajIi Pa3OBYIO0 TOIAKOKHYK OONIOCHYI0 MHBeKLHo ¢ nosamu 0,001, 0,004, 0,01, 0,04,
0,1, 0,25 umu 0,5 mr A®U-MA unmmn mnanebo. CyObekThl, BKIOYEHHBIE B BOCBMYIO HU
JEBSITYIO KOTOPTBI, MOJyYaJd Pa3OBYI MOAKOXKHYI HHQY3ur0 ¢ gozamu 0,25 wim 0,5 mr
ADU-MA unu mnanedo. OuenuBanu GpapMakogquHAMHUKY clenyroumx ropmonos: JIIT, OCT,
neruaposnuanapocrepon cyibdar (DHEA-S), ropmon pocra (GH), mpomakrun (PRL),
tupeoctumyaupyromuii  ropmon (TSH) u  appeHokoptukorponsbiii ropmon (ACTH).
[Monmynsauust papMakoOIUHAMHYECKOTO aHanmu3a cocrosuia u3 37 cyOwpekToB (OOMOCHBIE
KOropTel: 29; uH(Y3UOHHBIE KOrOopThl: 8). Jlnsd HM3MepeHHs KOHLEHTPALMil TOPMOHOB B
CBIBOPOTKE CyOBEKTOB Kak B OOJFOCHBIX, TAaK U B MH(Y3HOHHBIX KOTOPTaX, 00pasLbl KPOBU
Opanu B ClieAyIOLINEe HOMUHAJIbHBIE MOMEHTBI BPEMEHH. 1O BBEICHUS JO3bI U yepes 2, 4, 6, 8,
12, 24, 48, 72 u 312 ygaco mocinie BBeaeHus npemnapara. Kpome Toro, Opanu oOpasisl KpOBH
ana usMepenus JIIT u ®CI' B menp nepen BseneHueM 1036l ADPH-MA. BpemenHble
3aBUCUMOCTHU CpeAHMX KoHLeHTpauuil JII' B ChIBOPOTKE MOCiIE OJHOPA30BOr0O MOIKOXHOIO

bomoca A®HU-MA B nozax ot 0,001 mr go 0,5 mr nokazansl Ha @ur. 6. Konuenrpanuu JII
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AOCTHUraJId MHUKOBBIX 3HaUeHUH Mexay 12 u 24 yacamu u OOBIYHO BO3BpAINAIUCH K 0a30BOM
JUHUU 4epe3 72 daca mocje BBEACHUs Ipemnapara. BeanuuHel U IPOAOJDKUTEIBHOCTH
noBbIeHust KoHueHTpawu JII' Obutn Onu3ku aiist Bcero auanasona ao3, ot 0,001 go 0,5 mr.
Bpemennbie 3aBucumoctu JII' ObuIM CXOXKHUMH TIOCHE PA30BOil 2-4aCOBOHM IMOAKOXKHOH

uHpysun AOHU-MA (naHHbIE HE IPUBEACHBI).

[0278] Kak noka3zano Ha Pur. 7, koHueHtpanuu ®CI° B ChIBOPOTKE MOBBIIAIKNCH MOCTE
pa3oBoil moakoxHOH OomocHoi n03pl APH-MA no cpaBaenuto ¢ ruianedo. IloBbimeHne
@®CT mocTHraio MUKOBBIX 3HAYEHUH B TeueHHe 24 4aCOB M OOBIMHO BO3BPAIIAIOCH K YPOBHIO
110 BBEJICHUs Mpernapara 4yepe3 72 yaca Mnocje UHbEKUUU. BeluuruHbl U NPOAOJIKUTENbHOCTH
nosbitennst KoHHeHTpanuil JII' u @CI” Obutn cxoxuME BO BCeM auamna3one 103, ot 0,001 no
0,5 mr. Bpemennsie 3asucumoctu it JII' 1 @CI” ObTH CXOKUMH TOCTIE Pa30BON 2-4acOBOM

noakokHoi nHQPy3un APH-MA (naHHBIE HE IPUBEACHBI).

[0279] [pyrue uccrnenoBaHUs MPENCTaBSUIM COOOW KIMHUYECKUE HCChenoBaHusi ¢asbl 1
pazoBoit 1o3el APH-MA y 310poBbIX MykuuH B Bo3pacte oT 50 mo 76 ner. CyObexThl,
BKJIFOUEHHBIE B IEpBbIE ceMb KoropT, noayvanu 0,001, 0,003, 0,01, 0,03, 0,1 umu 0,3 mr
AOPU-MA wmm mnane0o myTeM pa3oBOM MOAKOXKHOW OOOCHOW WHBEKIUH. CyObeKTsl,
BKJIFOUEHHBIE B CEIbMYI0, BOCBMYIO U JIEBATYH0 KOTOpThl, nony4danu 1, 3 wnu 6 mr AOH-MA
win  manebo  myTeM  pasoBOH  2-4acOBOM  MONKOXKHON — mHQY3uu.  OueHuBaau
(apMakoAMHAMUKY KaKAOTO M3 CleRyroumx ropmonos: koHuneHtpammu JII' u @CI, PRL
(mponaktun), TSH  (TUpeOCTUMYJHPYIOIIUHA  TOPMOH),  KOPTH30Ja,  IJIOOYJIHHA,
cs3piBatromero nosiopble ropmonsl (I'CIIT), 1 ACTH (anpeHOKOPTHKOTPOIHBIA TOPMOH)
TUIA3MbI (TaK»Ke M3BECTHBIA KaK KOPTUKOTPOIMH) U3MEPSUTH B JICHb NEPe]] BBEACHUEM J03bI U
B JIeHb 4, pu nocienneM nocemenuu Bpaya (Final Visit). s usmepenus: konnenrpanuii JII
u ®CI' B chIBOpOTKE B OOJIOCHBIX KOroprax, oOpasubl KpOBH Opaiu B CIEOYIOLIUE
HOMMHAJIbHblE€ MOMEHTBl BPEMEHM: 3a JIeHb O BBEIEHHUS J103bl, Nepell BBEAEHUEM I03bl, U
yepe3 0,083, 0,25, 0,75, 1, 2, 3, 4, 6, 8, 12, 16, 24, 36, 48 u 72 4vaca nocje BBEICHHUs
npenapara. B mHQY3MOHHBIX KOropTax, o0pasibl KpOBU Opajiu B CIEIYIOIINEe HOMHHAJIBHBIC
MOMEHTBHI BPEMEHHU: 3a JIeHb 10 BBEACHUs JO03bL, Iepel BBEIEHHWEM A03bl WM HavyajoM
uHdpy3un, u uepes 0,5, 1, 1,5, 2 (koneu nndysun), 2,25, 2.5, 3, 4, 6, 8, 10, 14, 18, 26, S0 u 74
yaca mocje Havaja uHQy3uu. 3aBUCUMOCTH KOHIEeHTpauuid JII' B CHIBOPOTKE OT BpEMEHH

nokasanbl Ha Pur. 8. Konuenrpamuu JII' B CBHIBOPOTKE NOBBILAINCH MOCHIE Pa30BOHN
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NOAKOKHON OomocHOl nHbekn ADPH-MA, a Takke 1ocie pa3oBoil 2-4acOBOH MOAKOKHON
uHpy3un AOHU-MA. KoHueHTpanmu JOCTUTaIM MUKOBBIX 3HAaUeHUH Mexay 6 u 12 yacamu u
BO3BpalaJch K 0a30BOH JuHMM uepe3 72 wyaca. BenumuuHbl M NPOAOIKHTENBHOCTH

NoBbIIIEeHHsI KOHIeHTpauuu JII' Obuin CX0KUMH BO BCeM AuarnaszoHe 103, ot 0,001 1o 6 mr.

[0280] Bgenenue APH-MA 00bIMHO MPUBOIWIIO K HAYAJIHbHOMY YMEPEHHOMY TOBBILICHHIO
cpennux koHueHTpauuii @CI' mpu Bcex YpOBHSAX [03, C MOCIEAYIOLIUM CHIDKEHUM K
ypoBHsIM 0a30BOM JIMHUU 4Yepe3 72 4aca, kKak noka3zaHo Ha ®wur. 9. Takoe MoOBbBILICHHE HE
OBLIO 3aBUCUMBIM OT 03bl. [TMKOBBIE 3HaAUEHHSI OOBIYHO JOCTUTAIHUCH PUOIU3UTENBHO Yepes3
12 dacoB st Bcex ypoBHeW na03. He HaOMIOAANOCh COOTBETCTBYIOIIMX H3MEHEHHIM
koHUeHTpauuil B ceiBopotke ans I'CIID, mponaktuna, TSH, kopTHKOTpOnyHa UK KOPTU30J1a

nociie BBenennss AD®H-MA npu mo0oM ypoBHE 103.
IIpumep 8: ®apmakonnnamuyeckue 3¢ PpexTsl MHOroKpaTHoro speaeHusi AOH-MA

[0281] Otm uccremoBaHWs MPEACTaBISIN cOOOW wucciaenoBaHust Gasbl 1| MHOTOIHEBHOMH
HeTpepbIBHON noakokHON nHpy3un APH-MA 30 310pOBBIM My>KYMHAM €BPOIIEHCKON pachl
B Bo3pacte crapuie 50 ser. CyObeKkTrl, BKIIOUEHHbIE B UEThIPE KOTOPTHI, MOJIYYaIH Pa30BYIO
MOIKOXKHYIO 00MoCcHY0 HHbeKII0 ADPHU-MA 0,1 mr win mianedo (ness 1) ¢ mocnenyromum
Beeaenuem 0,01, 0,1, 0,3, uiu 1,0 mr/nenp A®U-MA wunu manebo myTeM HenpepbIBHOM
NOAKOXHOW MHY3uM Ha npoTspkeHnu 13 nuedt (Juu 2-14). IIaTb-1ectb My>KYHMH MOJyYaiIn
akTuBHBIH A®PU-MA, u 1-2 MyX4uuHBl mojydaigu Iuanedo B KaXKAOH KOropre I030BOTO

ypoBHsi. OuieHrBaU (hapMaKOIUHAMUKY clienyroimux ropmoHos: JII' u @CT.

[0282] [ns usmepenus: konuentpauuii JII' u @®CIT B chiBOpoTke, 0Opa3Lbl KpOBU Opajv B
neHb nepen BBeneHueM a03bl APH-MA B cnenyrolue HOMHUHAIbHbIE MOMEHTHI BpEMEHU: -
24, -16, u -12 yacos (mepex) BBEACHHEM IOAKOKHOW OOMOCHOH N103bI, HEMIOCPEICTBEHHO
nepe]] BBEACHUEM TOJKOXKHOTO Oojroca, u yepes 6, 12, 24, 30, 36, 48, 78, 84, 96, 174, 180,
192, 246, 252, 264, 318, 324 u 336 yacoB mocie OomocHON Mo3bl [ToakokHYIO UHDY3UIO
HAYMHAJIM Yepe3 24 yaca mocie OONMIOCHON MHBEKIINH, BCe 00pa3Ibl, B3SIThIC TOCIE MOMEHTA
BpeMeHU 24 daca, Opanw BO BpeMsl NMPOBEACHUs MOAKOXKHOW MHOy3uu. OOpasubl KpoBH
Takke Opanu B nau 16, 17, 21, 28 1 44 nist KOHTPOJISI BO3BPALIEHUS] KOHIIEHTPALUil TOPMOHA

K 3HaYE€HHUSIM 0A30BOI1 IMHUU.
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[0283] Kaxk nmokaszano Ha @ur. 10 u 11, BO Bcex rpynmnax akTHUBHOIO JICUEHHs], CPEIHUE
xoHuentpauun JII' u @CI' B ceiBOpoTKe noBbimaiuch rnocie 0,1 Mr nonkoxHoi OoMroCHOMN
uavekiuun A®H-MA B nenp 1. Bo Bpems mpoBenenust 13-mHeBHOI nmoAKoXHOH MHDY3HH
ADPU-MA, cpennne konueHtpauuu JII' u @CI' B ChIBOPOTKE YMEHBIIAIUCHh OO 3HAYEHUMN
HIKe 0A30BOM JIMHUU U TTOYTH BO3BPAILAIHNCH K 3HAYEHUSIM 0a30BOM JIMHUU B T€YeHUe 7 THEH
nocjae BBeneHHus: 103bl. st OonblIMHCTBA CyOBEKTOB, KOHIeHTpauuu JII' B CBIBOPOTKE
yMEHbIIAJIACh 1O HU3KHX 3HaueHui. Bce cyOwexThl B koroprax 0,1 m 0,3 mr/meHp umenu
koHUeHTpauuu JIIT MeHble HIKHEro Mpeneia HOPMbl HAa TPOTSIKEHHHU OOJbINEH 4YacTH
nepuoaa MPOBENEHUs] MOAKOXKHOW MH(PY3uu. Y CcyOBeKkTOB B rpymme rmianedo, Hao0opoT,
cpennue koHueHtpauuu JII' u ®CI' B CRIBOPOTKE OCTaBajMChb B HOPMAJbHOM JHaNa3OHe

3HAYEHUN Ha NPOTSHKEHUU UCCIICIOBAHU.

[0284] WccnenoBaHusi mpeACTaBNsIM COOOW uccienoBaHust ¢asbl 1 ¢ TOPMOHAIBHO-
HAaVUBHBIMU SIMOHCKMMH MAaLIMEHTAMHU C PAKOM IPEnCTaTeNbHON kenesbl. IllecTh manueHToB
nony4danu 10361 AOH-MA 0,5 mr (3 maumenta) u 1,0 mr (3 maumeHTa), KOTOpble BBOIMIN
NyTeM 2-49aCcOBOH NMOAKOKHOM MH(QY3UH pa3 B AeHb B TeueHue 14 nueill. CBOAHAs CTAaTHCTHKA
xkoHuentpauuit  JII, @®CI, GH (ropmon pocra), PRL (nmpomaktun) wu TSH
(TUPEOCTUMYJIMPYIOLINIT TOPMOH) B ChIBOPOTKE, a Takxke KoHIeHTpauus B rmiasmMe ACTH u
KOHLIEHTPALMsI B CHIBOPOTKE crienudrueckoro anturena mpocrarsl (PSA), Ha 6a30Boit mruHUM
U B KOKAOH TOYKE OLEHKH, PACCYMTBHIBAINCH OTKJIOHEHMs OT 0a30BOW JMHMHU U KaKAOH
J03bI, U CTPOMJIMCH IpaduKy 3aBUCUMOCTEH NaHHBIX (MHAMBUAYAJIbHbIC 3HAYEHUS U CPEaHee
+ CTaHJApTHOE OTKJIOHEHHWE) OT BpeMeHHU i Kakaod mosbl. Ilpodumu JII' B chiBOpOTKE
npexacrasieHbl Ha Pur. 12 msa rpynnsl nozuposarus AOU-MA 0,5 mr/nens. Yposuu JII' B
CBIBOPOTKE PE3KO MOBBIMIAINCH B IEHb 2, M BO3BPAILAIHNCH O YPOBHS 0a30BOH JIMHUH K JTHEO
4. Oty ypoBHU ObUTH TOJHOCTBIO TonaBiieHbl ¢ JlHs 6 mo Jlenp 16, u BO3Bpamiajiuch K
ypOBHIO 0a30BOM JMHHUU Yepe3 HEeNeto Mmociie nocienten 1o3el. M3menenus JII' B CBIBOPOTKE
obun cxoxxumu i 0,5 u 1,0 mr AOU-MA (manHble s no3oBoil rpynnel APH-MA 1,0

MT/I€Hb HE TIPUBEICHBI).

[0285] IIpodunu @CI" B cbIBOpOTKE mpeacTapieHbl HA Pur. 13 st rpynmnbl JO3HPOBAHUS
ADPU-MA 0,5 mr/nens. Ypoau @CI' B CBIBOPOTKE Takke Pe3KO BO3PACTaIH B JI€Hb 2, U
BO3BpALIAINCh K YPOBHIO 0a30BONW JMHUM K JAHIO 4. DTH YpPOBHU OBUIM MOJHOCTBIO

nonasiieHsl ¢ J{ast 6 mo [lenp 16, 1 Bo3Bpamanuch K YpoBHIO 0a30BOH JIMHUU Yepe3 HEIEIto
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nocinie nocnenHeit no3el. M3menennst B @CI ceiBopoTku Obuu cxoxumu st 0,5 u 1,0 mr

ADU-MA (nannble nis no3osoii rpynmnsl APH-MA 1,0 Mr/neHp He IpUBEEHbI).

[0286] VYposuu PSA B ceiBopoTke cHipkanuch nocie BBeneHus APH-MA u Huskue
ypoBHH PSA COXpaHSINCh B TEUEHHE HEAENU TOCHe MOCIEeOHEeH NO3bl Y BCEX CYOBEKTOB.
VYpouu PSA B ChIBOPOTKE CHIDKAIMCh MPUOMU3UTENBbHO Ha 40% MO CpaBHEHUIO C YPOBHEM
0a3oBol JuHMM Yy manueHTtoB, nohy4aBumx 0,5 mr A®HU-MA, u Oonee CHIIBHOE,

npubnu3uTenbHo Ha 50-60%, CHIKeHHE HAaOMIONANIOCh Y MAIMEHTOB, MOJy4aBmux 1,0 mr

ADPU-MA.
IIpumep 9: I dexTnr 1-Mecsiunoro neno AOPU-MA

[0287] /leBATH MAaLMEHTOB C PAKOM MPEACTATENIBHOM JKele3bl IPUHUMAIH YHaCTUE B APYTUX
UCCIIEIOBAHMSX, 110 TPU B KaKAOH A030BoM rpymme (6, 12, u 24 mr). IlauueHTs! momyvanu
A®H-MA B BHIe pa3oBoi 1-MecsSYHONH MHBEKIUU-IENO0, KOTopas Obula MpenHa3HaYeHa IS
WHHUITUAPOBAHUS BBICOKOMHTEHCUBHOTO BbICBOOOKAeHNST ADU-MA 1 ObICTpOH CTHMYJISILIIH
ocu rumnoranamyc-runodusz-ronansl. B obmieit cnoxkHocTH, 4 M3 9 MALMEHTOB MOJyYalH
conytcrByromyro Tepanuio ['HPI. Onenka papMakognHaMuKy BKJIOYaia KoHUeHTpauuu JII
U KoHUeHTpauuu PSA B cbiBOpoTKke. PesynbTaTel rpynnupoBaiu jsl MallUE€HTOB, KOTOPBIE

NOJTy4aJId WM HE NMOJTy4alu COMyTCTBYIOIYO0 Tepanuto I'nPT .

[0288] Cuwxkenus JII', COOTBETCTBYIOIINE W3MEHEHHMSM TECTOCTEPOHA, HAOJIOAAIHNCH Y
I'nPI'-HauBHbIXx mnauueHToB. llocTckpuHUHTOBBIE KOHLEeHTpauuu JII' B CHIBOPOTKE
coctasysui ot 0,1 mo 0,5 MME/mn B rpynmne nosuposanus 6 mr, ot <0,1 no 7,9 MME/mn B
rpymmne no3upoBanust 12 mr, u or 0,3 mo 9,8 MME/Mn B rpynme nosupoBanusi 24 Mr, C
WHAVBUAYaJbHBIMUA  BapuHalUsAMHM MEXIy [alUeHTaMH Ha [POTSKEHUM — Iepuoja
nocienyouero HaOmoxeHus. J[Ba W3 AEBATH MALMEHTOB, MOJYYaBLIHE COMYTCTBYIOIIYEO
Tepanuio aHasoroMm I'HPI' (oguH — B rpynme no3upoBaHusi 6 MT, U OHMH — B rpymnmne 12 mr)
uMenun koHueHtpamu PSA  <0,01 Hr/mMn ¢ HENEeKTUPYEMBIMH OTHOCHUTEIbHBIMH
OTKJIOHEHUSIMH OT 0a30BOW JIMHMM I BCEX H3MEPEHHH, KpOME OIHOTO, Ha TMPOTSIKEHUH
HCCJIeNOBaHM. Y OCTAJIbHBIX CEMHU MallMeHTOB, HAHOOJIbIIIEE OTHOCUTENIbHOE CHIKeHne PSA
o cpaBHEHHIO ¢ 0a30BOH nmHuMel HaOmomanoce B aeHb 29 mecsma 1, (8% u 19% npns
NALUEeHTOB B Ipymrne A03upoBanus 6 mr, 25% u 62% A5 NalueHToB B IPyMNIe J03UPOBAHMS

12 mr, u 74%, 79% u 88% myis maumeHTOB B rpymme nosupoBaHus 24 wr). [lanbHeiimee
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CHIDKEHHE TIOKA3aTelsl 10 CPAaBHEHHMIO ¢ 0a30BOH JHHMEH HAOMIOAANoCh y TPeX MAaIEeHTOB
(omHOrO B rpymnmne 103UpoBaHMs 6 MI, OMHOrO — B rpymme 12 Mr, U oqHOro — B rpyIme 24 mr)
B JeHb 29 mecsua 2, npuueM HauOonbliee cHikeHre PSA, paBHoe 91%, HaOmonmanoch y

MaLUEeHTa B IPyIe A03UPOBAHUS 24 MT.
Ipumep 10: Ucnonb3oBanue Coexunenus 1 u peayroaukca 8 BPT

[0289] B wensx yayuwmenust 0e3onacHocTy U 3ddexruBHoCcTH pesynbTatoB BPT, Takux kak
JKO, w/wmm B mpouecce I1D, B maHHOM JOKYMEHTE YKa3aHbl KIIIOYEBbIE MOAM(UKAIMH
HEKOTOPBIX OCHOBHBIX CTaIUil 3TOr0 MpoLecca, BKIKYaomue uernonb3opanne Coennnenus 1

U PEJIyTroJIuKCa.

[0290] Tpamuuuonnsie mpoTokoabl KO HAUYMHAIOTCSA ¢ HAYATBHOU (ha3bl, M3BECTHON KaK
KCA. B osroii ¢dase, B nmeHp 2 wmiuu 3 MeHCTpyauuu mnanueHta, BBomar PCIT mns
MPOMOTHPOBAHHST POCTAa U Pa3BUTHA (DOJUIUKYJIOB, W TMPONOJDKAIOT IO MPOXOXKACHHUS
opyssiuu (ok. [ust 14). ITpubnusurtensro depe3 3-5 aneir nmocie Havana BBeneHust OCI, B
cxemy npuema nodasisitoT aronuct ['HPI wim, B HacTosimmee Bpemsi, daine, aHTaroHucT [ HPT
Ui TPENOTBPAIlEHUs] TPEeKICBPEMEHHON OBYJSIIUKM  (BBICBOOOXKICHHUE HEHO3PEJIbIX
¢donnukynos Benencteue Boidpoca JII') u, aHanoruyHo, npoxnowkatoT @CIT 1o npoxoskaeHus
oByssituu. OObrdHBIM aHTaroHUCTOM ['HPI, HCIONb3yeMbIM B 3THX MPOTOKOJIAX B HACTOSIIEE
BpEMsl, SIBJISIFOTCSI UHBEKIUU LETPOPETNKCA, HO B JAHHOM KOHKPETHOM MPUMEPE BO3MOXKHOTO
MIPUMEHEHUsI HUCIONb3yeTCsl OpayibHbId aHTaroHuct I'HPIT penyronukc, NOCKOJABKY OH
YMEHBIIAET YHCIIO MHOTOKpaTHbIX uHbeKui B BPT, Takux kak 9KO, u/unu B mpouecce 13,
U MOXKET TO3BOJUTH MPOBOAUTH Oojiee WHOUBUAyadu3upoBaHHoe (tailored) TurpoBaHue
akTUBHOCTH aHTaroHucra ['HPI' mo cpaBHEHHI0O ¢ UHBELUMSMU TIpenapara. YJIy4dlIeHHUEe
OCTaTO4YHOM akTuBHOCTH aHTaroHucrta I'HPI' moxer ynydmarts JII'-oTknuk Ha Tpurrep
(Coenunenue 1, onrcaHHOE HUKE), YTO B KOHEYHOM CHETE YJyUIIaeT YaCTOTY UMILIAHTALIHH.
Penyronnkc mMokeT mMOAaBisATh M MPENOTBPALIATh MPEKAECBPEMEHHYIO OBYJISILIUIO, TTO3BOJISIS
SIMIIEKJIETKAM CO3PEBATh C MOCIEAYIOIUM H3BJICUCHUEM U3 STMYHHUKOB (2 He U3 (HayIONueBbIX
TpyO). Penyroinkc Moxer Takke MPeaoTBpaIlaTh MHOTOIDIOAHYIO OepeMEHHOCTb BBICOKOH
CTENEHU, KOTOpas MOXKET BO3HUKAThb B PE3yJbTaTe KOHTAKTA SHUIIEKJIETOK CO CIEPMOM B
damnonueBoii TpyOe B cCiydae TOJOBOrO akTa. BmecTe, 3TOT mpomecc CTUMYJISILUUA C

nomoibto @CI" u anraronucra I'HPI" penyronukca HaspiBaercsa KCAL.
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[0291] Tlocne mocTwkeHHs POJUIMKYJIAMH MPEABAPUTENBHO ONPEAEIEHHOIO COCTOSHUS, B
KOTOPOM JOMUHAHTHBIA (POJUIMKYJI MMeeT u3MepsieMblii pazMep >14 MM, Tak Ha3bIBaeMbIil
“TpUITEepHBIM~ AareHT WCHONB3YIOT ISl MPOMOTHPOBAHMS OKOHYATEIBbHOTO CO3pPEBaHUs,
BBICBOOOXKICHNSI M M3BJICUEHHs SHIEKJIETOK M3 sSMuHMKa npu noxaroroske k KO u 110 B
mMaTky. B kausectBe TpurrepHoro arenta ucnonb3ytorT Coemunenue 1 (2-(N-anermi-D-
TUPO3UI-TpaHc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonnn-L-
benunananmn)rugpasuHokapoonu-L-nennun-No-merun-L-aprunwi-L-rpuntodanamusn,
WM (papMaLeBTHUECKH MTPUEMJIEMYIO COJIb, U (hapMaLleBTHUECKU MPUEMJIEMBbII SKCIUITUEHT).
Coenunenue 1 UCHONB3YIOT B KaueCTBE TPUITepa AJisl IPOMOTHUPOBAHUS CO3PEBAHMSI OOLUTOB
U WHAYLHUPOBAHUS OBYJISILIUU C IIEJBIO IMOCHEAYIOIIEro HM3BJICYECHHUS, OIUIONOTBOPEHUs (in
vitro) n 113. Jlpyrue areHTsl (HampuMep, 3CTPAAHON M MPOTECTHHBI) TAKXKE HUCIOIB3YIOTCS
IUISL TIOAZIEPKKA MAaTKH (3HIOMETPHs), TAK Ha3bIBAEMOW MOIAEPIKKH JIOTEHMHOBOW (a3bl MpH

IIOATOTOBKE K UMILJIAHTAITUH.

[0292] OpHUM U3 OCHOBHBIX PUCKOB, cBsizaHHbIX ¢ BPT, Brimouas DKO w/wnm mpornecc
I19, sBnsercs passurue CI'Sl. XoTs HeKOTOpble MALMEHTbl MMEHOT IOBBIIIEHHBINM PHUCK
passutus CI'Sl, n3BecTHO, YTO UCHONB30BAHUE TPUITEPHBIX areHToB Ha ocHOBe uXI (T.e.,
cobctBenHo uXI wmn uXI' ¢ arorncrom I'HPIY) yBennuusaet puck CI'Sl. Coenunenue 1, kax

O’KUJIA€TCsl, 3HAUUTENbHO CHIkaeT puck CI'A.

[0293] Oxupaercs, yto npu ucnojp3oBaHun CoenuHeHHs 1 B KayecTBe TPHUITEPHOTO
areHTa OH Oyzer o0ecrnedyMBaTh CXOXKYI0 WM YJIYYIIEHHYK) 4YacTOTY HACTYIUICHUS
6epeMeHHOCTI/I Mo CpaBHCHHUKO C TPUITCPHBIM Aar€¢HTOM Ha OCHOBE uXI' ujaM aroHUCTaMH
I'aPI'. Coenmuenune 1 CcHocoOCTBYET CO3pPEBAHHIO, BBICBOOOXIECHUIO (OBYJISIUH) H
U3JICUEHUIO CBEIKHX 3PENbIX OOLUTOB (SHLEKJIETOK) U3 SIMYHUKOB, MPUBOJS K OoJiee BBICOKOH
HaCTOTE HACTYIUICHUSA 6epeMeHHOCTI/I, B TO K€ BPEMs 3HAUYUTCIIbHO CHHXKasi PUCK KIIFOYEBBIX

noOouHbIX 3¢ ¢ekToB, Takux kak CI 'S,

[0294] U3BecTHO, YTO MCMNOJIB30BAHHE TPUITEPHBIX areHTOB HAa OCHOBE 4XI' yBenuyuBaeT
HEOOXOIUMOCTh B CErMEHTAllMd MPOTOKOJIOB 3aMOPAKMBAHHS, 3aJEPIKUBasi TMEPEHOC
sMOpuoHa. bmaromapst mexanmmsmy nefictBuss (MOA) CoenmHeHuss 1, OHO OKa3bIBaeT
MEHbIIIEE OTPULIATEIPHOE BO3JAEICTBHE HA HIOMETPUN MO CPAaBHEHHIO C COBPEMEHHBIMU
MeTtofamu JieueHus. Takum oOpa3oM, SHIOMETPUH TOTOB K MMILIaHTaUUU (Ooyiee BBICOKAs

BOCIIPUUMYNBOCTD 3H}:[OMeTpI/I$I) HEMCIJICHHO ITIOCJIC HU3BJICUCHUA HI\/'II_IeKJ'IeTKI/I, TEM CaMbIM
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CHIDKasi HEOOXOIMMOCTh B CErMEHTAIINH (3aMOPa’KUBaHUE STHLEKJIETKU WM SMOPHUOHA MEKIY
u3BJiedeHUeM U UMIUIanTanueit). Ilocne u3BneueHus:, SMUEKIETKY OTUIOAOTBOPSIOT CIIEPMOIA,
U He TOABEPraBIINICS 3aMOPAKUBAHUIO S3MOPHOH WMMIUIAHTHPYIOT B JHIOMETPUH C
HacTymieHneM OepemeHHocTu. CoenuHeHue 1 TPUBOIUT K MEHbIIEH MOTPEOHOCTH B
CEerMEHTHPOBAHHOM TPOTOKOJIE ¢ KPHOKOHCEpBALMEH, TeM CAMbIM YMEHbBIIAsl YHCJIO [IHKJIOB
OKO wu cokpamasi BpeMsi HACTYIUIEHUS] OE€PEeMEHHOCTH, TPU TOANEPKAHUU MPUEMIIEMOM

YaCTOThI HACTYTUIEHUs] OEPEMEHHOCTH, CO 3HAUUTENbHO OoJiee HU3Koi yacroroi CI'A.
IIpumep 11: UccnenoBanue pusnonornyeckux 3Ppdexros CoennHenns 1 y keHIIUH
Yacme 1: Hoenmugurayus ouanasona 003 Coeounenus 1

[0295] Panee Obuta MPOAEMOHCTPUPOBAHA KIMHUYECKAs 3(PPEKTUBHOCTh KUCCIENTHHA-54
B KadecTBE TpUITEpa Ui CO3PeBaHUS OOLMTOB B ucciepoBanmssx JKO. B nmanHOM
UCCIIEIOBAHNN aHaJIH3upoBanu 1036l CoenuHeHus 1, BBOAMMBIE HA paHHEH (OJUTHKYJISPHON
¢dasze MEHCTpyaspHOro IUKJIAa Ui OOeCHeueHHs BO3MOKHOCTH HIEHTH()UKALUU /103,
CHOCOOHBIX CTUMYJIHPOBaTh JII -OTKIIMK, U CpaBHEHUS CXOACTBA U pasianuuil ¢ JII'-oTkinkom

KHUccnenTuHa-54.

[0296] Ilomynsuus uccaenoBaHUM BKJIIOYAJa 3[0POBbIX JKEHIIWH, B Bo3pacTte 18-35 ner, ¢
WUMT 18-30 kr/m’, He UMEIOIMX MEAUIMHCKMX MPOOIeM M He MPUHUMAKOIIMX HUKAKHX
JEKapCTBEHHBIX MPENapaToB WM TOPMOHAJIBHON KOHTpauenuuu. bwum BbIOpaHsBl U
PaHIOMHU3HUPOBAHBI TPH 30POBBIX KEHIIUHBI, KOTOPbIE MOJYYHIN PAa30BYIO 103y KaXKIOH U3
TPEX UCCIENyeMbIX CXEM JICYEHHs], OMNHCAHHBIX HIDKe (M0 OOHOW CXeMe 3a MePHOA
uccnenoBanus). BeceM skeHIMHAM ObLIM Ha3Ha4YeHBI TPH MOCEIeHus: Bpada B AeHb | (D1)
uccienoBanui (kKaxaoe B mepuon (QOJTUKYISPHON (a3bl MEHCTPYaTbHOTO 1ukia). Kakmbrii
CyOBEKT IMoJTydas pa3oBYIO J03y ONHOH W3 CIEAYIOIIHMX TPEX HCCIEAYEMBIX CXEM JICUEHHsI
NpU TOCEIEeHNH B JEeHb | MCCIENOBAaHUI B KaKABIH NMEPHOA HCCIEAOBAHUI (BCEro TpH
Neproaa UCCIIEAOBAHUM), TaK YTOOBI K KOHIYy 3TOH 4YacTH WCCIIENOBAHUN KaXIbIi CyOBEKT
NOJIy4MJI BCE TPHU CIENYIOI[HE HCCIeAyEeMble CXEMbl JIedeHHs (110 OJHOM 3a Tepuon

WCCJICZIOBAHUN )
e Kuccnenrun-54 (KP54), 9,6 Hmomib/kr

e Coenunenue 1, 0,003 amonb/kr* uau 0,00368 MKI/Kr
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e Coenunenue 1, 0,03 umonb/kr* unu 0,0368 MKI/Kr

* Hanpumep, >xeHInuHa BecoM 60 kr, koTopoli BBomAT o3y Coenunenus 1, pasryro 0,003
HMOuB/KT, noay4duT 0,18 mmonp mmu 0,221 mkr. Ilopsaok, B KOTOPOM KaKOH-THOO CyOBEKT
nojydaq OAHY M3 TpeX HCCIEAYyeMbIX CXEM JIEYeHMs], ONpEAesuICs 10 MaTpule

PaAHIOMU3LUH.

[0297] ®nakousl Coenunenust 1 xpanmnucek npu 4 °C u cogepxanu 200 mxkr (0,2 mr) B
2000 Mk (2 mi), T.e., 0,1 mxr/mki (0,1 mr/mi). JInopunusupoBanHslil kuccnenTuH-54 (600
HMOJTb Ha (1akoH) BoccTaHaBmuBaiu B 0,5-1 MJI HOpMaIBbHOTO (PU3UOIOTHYECKOTO pacTBOPa

MIPY MOATOTOBKE K MOAKOKHOM nHbekumu (Tabnuma 13).

Tao6aunua 13: Komnosunus Coequuennst 1 niist HOOKOXKHOTO BBEIEHIS

Komnonent DyHK1IUA KoauyectBo Ha duiakon (2
MJT)

Coenunenue 1 | API (aktuBubIl | 0,21 Mr

JIeKapCTBEHHAs bapmareBTHUECKHI (0,2 mr)

cyOcTaHIus UHTPEIUEHT)

Coenunenue 1 -

cBOOOIHOE OCHOBAHUE

D-Mannur, Perynstop 100 mr
JP/USP/Ph.Eur. TOHHUYHOCTH
Jensnas ykcycHas | Perymstop pH Heobxoammoe KoamuecTBo

kucyota, JP/USP/Ph Eur.

Bona nns umbekuuu, | PactBopuTens q.s. (Tpebyemoe KOJUYECTBO)

JP/USP/Ph Eur. 0 2 M1

[0298] MHccnemoBaHusi BKIIOYAIH TIOCEIIEHHE CKPUHUHTOBOTO OOCNENOBAaHUS  JUIS
3aTMOJITHEHHSI TIOJHOW MEOUIMHCKON KapThl Y4YaCTHUKOB W JJIsi TMPOBENEHUs o00ero
MEIOCMOTpa M aHajlin3a KpoBU. Tpu mepuoaa UCCAEAOBAHUM COCTOSUIM KaXKIbIA U3 TPeX

3aIIAHUPOBAHHBIX KOHTPOJIbHBIX HOCGH_IGHI/Iﬁ 3a Mnepuong I/ICCJ'IeI[OBaHI/Iﬁ (33 HCKIIFOYCHHUEM
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CKpUHHHTA U mocienyroommero HaOmonenus). [locemenne B enp 1 uccnenosanmii (AU1 -
J€Hb HCCIeNOBaHUM 1) KaXIoro mnepuoja UCCIENOBAHMNM MPOUCXOJWIO BO BpeMs
domnukynsapaoit asel MeHcTpyanpHoro umkna (JAuu 1-4), u mocemenus W2 u JAU3
MIPOBOAMIINCE uepe3 24 u 48 yacoB mocye BBEIEHHUs Ipernapara, COOTBETCTBEHHO (Dur. 14).
TenedoHHBI pa3roBOp MOCIEAYIOMIEr0 KOHTPOJS mpoBoxuics depe3 7-10 mHeit mocre

BBEJICHHS MpernaparTa B KaXKAbli epHUO UCCIeNOBAaHUI.

[0299] B J[lenr wuccinegoBaHuii 1, mocie NONy4YEHHUs] OTPHULATEJBHOIO TeCTa MOYH,
MOATBEPIKIAIOINEr0 OTCYTCTBHE OEPEMEHHOCTH, BBOAMIM B MOMEHT BpeMeHH HONb (0)
pa3oByr0 A03y (MyTeM TOIKOXKHOW HHBEKIMH B 0Ojacth xuBota) Coemmnenus 1 (0,003

HMOJTB/KT win 0,03 HMOb/KT) Win kuccnenTuHa-54 (9,6 HMOJb/KT).

[0300] HemennenHo nocie BBeneHus 10361 onpeaensiu yposuu JII', ®CT, E2 (sctpanuon),
P (nporecrepon) u I'CIII" B ceiBopoTKe ¢ 30-MMHYTHBIMU UHTEPBAJaMH Ha MPOTsDKEHUHU 14
gacoB (@ur. 15A-15C, 16A-16C, 17, 18, 19, 20A u 20B). Otu (apmMakonUuHAMUYECKHUE
nokazarenu (PD variables) Takske onenmnBanu uepe3 24 (Jlenb 2 nccnenosanuii) u 48 yacos
(denw 3 uccnenosanuii) mocie Beenenus npenaparta. I'CIIIT u3MeHsicss MenjieHHee W €ro

U3MEPEHUA IPOBOAUINCH Y€PE3 KAXKIABIC 3 yaca AJis1 YMCHBIICHUA o0bema KpPOBH.

[0301] /[Ins usmepenus ypoBHeid mosoBbix ropmoHoB (JII, @CI', E2 u P) B creiBOpoTKe
Tpebyercss 1o 3 mi oObema kpoBu. OOpasipl KpOBH U aHAJIM3a CHIBOPOTKH OepyT B
npocteie mpoOupku  Vacutainer (Beckton Dickson, Franklin Lakes, NJ, USA), wu
HeHTpU(YTUPYIOT MOCe cBepThiBaHUs (OK.l Yaca mpu KOMHATHOW TeMIIepaType) B TEUCHUE
10 munyT mpu 3000 o6/MuH. ChIBOPOTKY 3aT€M XPaHAT B 3aKPHITOW MOPO3WIJIBHOH Kamepe

npu -20 °C 10 npoBeneHUs aHaJIN3a YPOBHEH MOJOBBIX TOPMOHOB ChIBOPOTKH.

[0302] VYpoeuu Coemuuenus 1 u KuccnenTuHa-54 B Tja3Me OLICHUBAKOT ISl MEPBBIX 6

qaCOB 1Ji1 MUHHUMH3alluH M30BITOYHOrO 0OBEMA B3SITOM KpPOBH.

[0303] Kak mokazaHo Ha @ur. 15A u 16A, cyObekThl, MONydYaBIINE KUCCIENTHH-54,
MIPOJEMOHCTPUPOBAIN yBEIWYeHUEe NUKOBOro 3HadeHus JII' mpumepHo uepe3 4-6 4acos
NIOCJI€ BBEACHUSI KHCCIENITUHA-54, ¢ IPOIOIKUTENBHOCTBIO BhiOpoca JII' mpubnmsurensao 14
gacoB. CyOwexTsl, nmonmyuunsimue 0,003 umonb/kr Coenunenns 1 (®@ur. 15C u 16B) u 0,03
HMonb/Kr Coenmnnenust 1 (®@ur. 15B u 16C), Takke mpopeMoHCTpupoBaiu nosbiiierne JIIK

MMOCJIC BBCACHHUA COe)II/IHeHI/ISI 1, OAHAKO IMHKOBBLIC YPOBHU JIT JOCTUTAJIMCh 3HAYUTEIBHO
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no3ke, 4eM HaOJI0JaIoCh TMPU BBEOEHUU KuccrenTuHa-54, u BbiOpoc JII' mpomosmkancs
3HauuTeIbHO Aojbine (Pur. 17-19). ITocne BBenenus no3el 0,003 HMonb/kr CoenuHenus 1,
nukoBble ypoBHH JII' B ChIBOpOTKe HaOmomanuch Mexay 14-36 gacamu mocie BBEIEHUs
no3bl, u BeiOpoc JII' mpomomkancs mpubnusurenbHo 48 uvacos. s no3er 0,03 HMONB/KT
Coenunenus 1, mocne HawyanbHOro cHikenus JII', mmxoseie ypoBHH JIIT B CBIBOpPOTKE
HaOmonamuch wmexny 18-20 wacoB mocnme BBenmeHws, U BeiOpoc JIIT mpomoskancs
npubmu3uTenbHO 14 9acoB, 3akaH4YMBAsACh uepe3 28 wacoB mocie BBeOeHUs. boiee
nponoJuKUTeNbHbI  BbIOpoc  JIIT  sBiusiercs  mpeanoututenbHbiM - npu KO mns
NPOMOTHPOBAHUS co3peBaHus oouuToB. Kpome Toro, Habmoaerne amurenbHoro Beiopoca JIIK
Ha paHHell QouKyJIsIpHOH (ase OBUIO HEOKUAAHHBIM, B YACTHOCTH IIOTOMY, YTO
BBI3BIBAEMBII KHCCTIeNTHHOM-54 BbiOpoc JII™ mponomkaics Toapko 14 4acoB 1Mo CpaBHEHUIO €
npubnu3uTeNnpHO  48-dacoBbIM  BBIOpOCOM, HaOmomaembiM Uit 103kl 0,003 HMOMB/KT

Coenunenus 1.

[0304] Hebonpmoe nosbimenue E2 mocne BBemenust CoenwHenuss | OBLIO CXOXKHM C
HAaOMIOIaeMbIM JIIs1 KUCCIIENITUHA-54 U TIOATBEP)KOAET CXOXHMHA MEXaHWU3M IEeHCTBUS TPU
CTUMYJISILIUM  BBICBOOOX/IEHUS] TOHAAOTPONMHOB U TOJOBBIX ropmMoHOB (Pur. 20B).
Heosxxunanno, otkiuk @CI” ObUT Ou€Hb HU3KUM IO CPAaBHEHHIO ¢ OTKJIMKOM JII', 4TO O4eHb
OTJIMYAeTCS OT pe3yJbTAaTOB, HAOMIOAAEMBIX MJISI MYKYHMH, y KOTOPBIX HECOMHEHHO
HaOmonaroTes cuibHble 0TBeThI Kak aist JII, Tak u gt @CI (Pur. 20A u [Ipumep 7, @ur. 8
1 9). JlononHUTENbHO, HAOMIOAAIACh HEKOTOPAsk NOTEHLIMAIbHAS 1ECEHCUOUTU3ALNST OTKIJINKA

@®CT" B MOMeHTBI BpeMeHH 24 1 48 4acoB, Takke He oueBuAHas y MykuuH (Pur. 9 u 20A).

[0305] [ns mossr 0,003 amonb/kr CoenuHeHust 1 pe3ynbTaThl ObUTH TOJYYEHBI TOJBKO Y
IBYX CyOBEKTOB, MOCKOJIBKY TPETUI CYOBEKT CUMTANIACh HAXOSIIEHCS Ha AHE 4 IMKJIA TOCie
HeOOJNBIIOr0 MEHCTPYaJbHOTrO KpoBoTeueHus: (Pur. 16B). PakTuuecku ee MeEHCTpyarus
HayaJach HA HECKOJIBKO AHEH IM03Ke, U YPOBEHb MPOreCTePOHA CHIBOPOTKU MOATBEPAUI, YTO
BO BpEMsI KOHTPOJIBHOIO MOCELIEHUs] OHA B JEUCTBUTENBHOCTH HAXOAWUJIACh B JIFOTEMHOBOMU

¢aze mpenpiayero nukia (I1eHs 36).
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Yacme 2: Panoomuszupoeannvie OMKpuinvie nepekpecmusie Uccie008anus no u3y4eHuio

aghpexmoes Coedunenus 1 y 300po6uix dHcenuyun

[0306] B oTOl uacTH UCCIENOBaHWIA, IeJb 3aKIOYAaeTcs B HACHTH(QHUKALUMUA 103
Coenunenuss 1 (BBommMOro B mepuop (OJUIMKYJSIPHOH (passl MEHCTPYaJbHOTO LIMKJIA),
KOTOpble o0ecrmeynBaOT Haubojiee ONTUMANbHbIE O€30MacHOCTb, TMEPEHOCHMOCTh U
dapmakoqunamudeckuii (PD) mpodunb (a umeHHo, oTkiuk JII') y 310pOBBIX SKEHIIHH.
Huskue, npomexxyTounble U BbICOKHME 103bl CoenvHeHus 1, oxBaThIBalOIME IWUAINA30H 103
Coenunenus 1, ykazannblii B Hactu 1, OyayT cpaBHMBAThCS € N030H KuccrenTtuHa-54 (9,6
HMOJIB/KT), oOecnieunBaromell 3(p(GEeKTHBHOE HHULMHPOBAHWE CO3PEBAHUS OOLIUTOB TIPH
nposeaeHnH JedeHus: merogoM DKO B mpealiecTBYIOLUINX UCCIEA0BAHUAK, TaAKXKE C LENIbIO
TOCTIDKEHUs YBENIWYeHUs1 MTUKoBOro oTkiuka JII' nmpubmamurensro Ha 10-20% 1o cpaBHEHUIO
C 0300 KuccrenTuHa-54. 1o mo3sosut ObicTpo onpenenuts no3y CoenuHenus 1, koropas
MOXeT ObITh BIOCJIEICTBHH HCIIOJIB30BAHA B KA4eCTBE TpUrrepHOro arenra B DKO-repanun.
ITonkoxnas nosza aronucra ['HPT (Tpunropenun 0,2 Mr), ucnosib3yemasi B HACTOSIIEE BPEeMs
IUIl MHULMMPOBAHUS CO3PEBaHUS OOLUTOB mpH mnposeneHun IJKO-tepanum, takxke Oyner

UCTIONIb30BaHa AJist obecnieueHus cpasHeHus ¢ CoennHeHueM 1.

[0307] Kak Obuto ormeueno panee, B Yactu 1 storo uccnenosanus, CoenuHenue |
BBOJIJIM Ha (DONTMKYJSPHOW (hpaze MEHCTPYaJbHOTO LIMKJIA, B TO BpeMs Kak JaHHas ¢asa
(uccnenosanuit) nposoaurcs B yenosusix KCA B pamkax BPT nepen 9KO. Takum obpazom,
OJKHJaeTcst, 4To amruiutyna BeiOpoca JIIT Oyner orimuarbes oT amMIuuTyAbl BbiOpoca JIT,

HaOmronaemoro npu BBeneHun Coenraenusi 1 BO BpeMst GOJUTUKYIIIPHOH (asbl.

[0308] Bxonsmas B ucCCleNOBaHUS MOMYJISIUS OyIeT BKJIKOYATh 8 3MOPOBBIX KEHINHH, B
Bospacte 18-35 ner, ¢ MMT 18-30 kr/m’, He MMEIOIUX MEIMIMHCKHX TpOONEM H He
MPUHUMAIOIIUX KaKue-JTU00 JIEKAPCTBEHHBIE TPENapaThl I TOPMOHAJIBHYIO KOHTPALIETILIHIO.
IMocemenue st CKpUHHHTOBOTO OOCIEIOBAHUS B 3THX HUCCIIEIOBAHMSIX OyJI€T UCIIOIb30BAHO

st cOopa Takol ke nHpopMaLuy, Kak Obuto ykaszano B Hactu 1.

[0309] Ora wacte uccnenoBaHuWii OymeT COCTOATH M3 IMIECTH TEPUOAOB HCCIIEIOBAHUH.
ITocemenne i1t KOHTPOJIBHOTO MOCIIEAYIOIIEro OCMOTpa OyIeT MPOBOAUTHCS B TeueHue 7-10
IHEW TOocje BBEACHUs Npenapara B KaKAbI mepuox uccienoBaHuil. Bocemb cyObekToB

OyayT paHIOMHU3UPOBAHBI JJII BBEACHHS PA30BOH JO3bI KXKAOW U3 O HCCIENYEMBIX CXeM
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neueHns (MO OAHON cxeMe Ha mepuoi uccienoBaHuil). Jlins Bcex >keHIMUH OyayT
3artaHupoBanbl 6 nocemenuit /las 1 wccnenoBanuil (kaxmoe BO BpeMsl (DOJTHKYJSIPHON
¢a3pl MeHcTpyanmpHOro wLuKia). Kakablii CyOBEKT MONY4YHT pa3oBYH A03y OOHOH H3
CenyrLuX 6 UCCIEeNyEMbIX CXEM JIeUeHUs NpU noceueHnu JAus 1 uccnenoBaHuil B KaKblid
NepUOJ UCCIeTOBAHUMN, TaK YTOOBI K KOHIY JaHHOW YacTH UCCIENOBAHMN KaKAbIH CYyOBEKT

TIOJTYYHJT BCE 6 UCCIIeyEMbIX CXeM JiedeHHs (110 OAHOM Ha MePUO. UCCIIENOBAHMIA):
e ®usuonormueckuii pactop (0,9%) 100 mxn

e HU3KAA noza Coenunenus 1, nHampumep, 0,003 amoss/kr* umu 0,00368 Mkr/kr (vwiu

anprepHatuBHyr0 HU3KVYIO no3y, ycranoBnenHyro nocine yacta 1)

o TIPOMEXYTOYHAA nosa Coenunenust 1, nanpumep, 0,01 amons/kr* mmu 0,0123
MKI/Kr (umu ansrepHaTiBHyI0 [IPOMEXYTOUYHVYIO no3y, yCTaHOBJIEHHYIO MOCIHE

qacTtH 1)

e BbBICOKAA nosa Coenunenus 1, nanpumep, 0,03 umonb/kr* wmm 0,0368 mkr/kr (vwiu

anprepHatuBHyI0 BBICOKVYIO nosy, ycranosneHnHyro nocie qactu 1)
e Kuccnentun-54 9,6 HMOJb/KT
e Aronuct I'HPI" (tpunropenun 0,2 mr nogkosxuo (I1K))

* Hanpumep, keHiquHa BecoM 60 Kr, koTopoit BBoAsAT 103y 0,003 umons/kr CoenvHenus 1,
nonyuut 0,18 wmonb unm 0,221 mxr. Ilopsaok, B KOTOPOM HHAMBHUIYAJIbHBIE KEHIIWHBI
NOJIy4aT OJHY M3 INECTH HUCCIENyeMbIX CXeM JIeUeHHs, OyIeT ONpenessiTbCs MaTpHLeH

PAHIOMU3LHUU.

[0310] B /[lenp ucciaepoBaHuil 1, mociie MOJy4deHUs OTPULIATENIBHOTO PE3yJbTaTa TeCTa
MOYH, TIOATBEPIKIAIOINEr0 OTCYTCTBHE OEPEMEHHOCTH, B MOMEHT BpeMeHH Hoib (0) Oymer
BBEJICHA pPa3oBast 1032 (MyTeM MOIKOKHOW HMHBEKINH B oOnacTh kuBota) CoemuHeHus 1
(HU3KAA, mampumep, 0,003 umons/kr; ITIPOMEXYTOUHAS, nanpumep, 0,01 HMONB/KT;
wii BBICOKAS, wampumep, 0,03 HMoONb/Kr, no3a), kuccrentuHa-54 (9,6 HMOIB/KT),

arorucra ['HPI" (tpunropenun 0,2 mr) nnu pusnonorndeckuii pactsop (0,9%, 100 mk).
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[0311] B3ssitue mpo® KpOBH, TECTHPOBAHHE, XPAHEHHE JIEKAPCTBEHHBIX IIPErapaToB U

IIPUTOTOBJIEHUE 1032 MPOBOAATCs, Kak B HacTu 1.

Yacme 3: Panoomusupoeanusie Omxpwimole nepekpecmuuvle UccieO008aHus ¢ yeavlo OYeHKU

aghgpexmoe Coeounenus 1y sncenwun ¢ anogynsimopnvim CILA

[0312] B 3TOU 4acTHU HUCCIEeOOBaHUN CTaBUTCS ejiab CpaBHEHMUS
bapmakokuHeTnyeckoro/papmakonunamuueckoro (PK/PD) npoguns (B 4aCTHOCTH, OTKIIHK
JII' u ®CTI') ontumanesHoi 1036l Coenunenusi 1 (ompenenennoit B Yactu 2 ais 3M0POBBIX
xeHmuH) ¢ PK/PD mpodwuneM, HaOmomarmumcst y >KeHIUH ¢ aHoByJsiTopHbiM CITSA.
Kenmmnam Oyner craBuThes auarHo3 aHoByjsitopHoro CIIA npu  onmuromeHopee
(MPOIODKUTENBHOCTD MEHCTPYAJIBHOIO LUKJIAa >35 nHei), nmoBbimieHHOM AMIT CBIBOPOTKH
(>35 mmonp/n) WM YUCNEe aHTpaJdbHBIX (PoJuMKynoB Ha Y3U >23, + KIMHUYECKHE WU
FOPMOHAJIBHBIE CBUAETENbCTBA TUIEpaHApOreHusMa. Ha OCHOBaHMM NpEeAIIECTBYIOIIUX
HCCJIEIOBAHMI C MCTIOJB30BaHUEM kuccrnentuHa-54, y xeHmuH ¢ CIIA oxunmaercss cxoxkwuid,
HO HEMHOTO MOBBIEHHbIH oTKIMK JII' Mo cpaBHEHUIO €O 3A0pPOBBIMU >keHIIUHAMU. OTKIUK
Ha pa3oByro 103y CoenuHenust 1 Oymer Takke CpaBHUBATHCA C JAaHHBIMU Uit aroHUcTa [ HPT
(TpunropenuH 0,2 Mr), NPenCTaBIAIOLIEro COOOHM Tepanuio, MHMPOKO HCIONb3YEMYIO Y
xkeHIUH ¢ CIIM nns MHUOUMpPOBaHUS CO3PEBAHMS OOLMUTOB. OTO MO3BOJUT MPOBECTH
cpaBHeHHe onTUMaibHOW n03bl CoenuHenus 1 (nmpenBaputenbHO onpeneneHHON B Yactu 2)

CO CTAaHJAPTHOH B JaHHOE BPEMs TEPAITUEH.

[0313] Bxopnsmas B ucCiieqOBaHUS MOMYJISIKs OyIeT BKJIIOYATh JKEHIIUH B Bo3pacte 18-35

net ¢ aHoBysATOopHbIM CITA.

[0314] TlocemeHue CKPUHUHIOBOrO OOCIENOBAaHUS B JTHX HCCIENOBAHHSIX Oyaer
UCTIOJIb30BAaHO JUIsi cOopa Takod ke wuHpopMaimu, Kak onucaHo B Yactu 1, HO co
cnenyromumu aBymst nonojHeHusimu: 1) Tlepen JAU1 (Jlenp uccnenomanwii 1), skeHIIWH
OyayT MHIyLIHUPOBAaTh C MOMOINBI0 TpoBepa (BBenmeHue mo 10 mr nea pasa B aenp (BID) B
TedeHue Henenu HenocpencrseHHo mnepen JIM1). 2) ITlocme wuHAymupyeMoro mnpoBepoi
BBOJHOIO TMEPUOJA, SKEHIIHHBI OyOyT HAYMHATH KAXKIbIH MEpPHOJ HCCIeNOBAHHM, KaK B
Yactsax | u 2, HaunHas B AeHb 1-4 UX MHAYLHUPOBAHHOIO MPOBEPON MEHCTPYAJbHOIO LUKJIA

(omnmukynsipaas dasa).
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[0315] Bocemsb cyObekTOB OyyT paHAOMU3UPOBAHBI HA MOJIYYEHUE PA30BOH J103bI KasKAOH
U3 4 uccinenyeMbIx CXeM NpueMa JIEKapCTBEHHOro Ipenapara (10 OAHOHM cxeMe Ha MepHOA
UCCJIEZIOBAaHUH) B COOTBETCTBUH C MaTpuled panpomm3uuu. Bcem sxkeHmmHam Oynyt
3ariaHupoBaHbl 4 nocemenus JHs 1 uccnenoBanmii (kaxaoe - BO BpeMs (DOJUTHKYISIPHON
(a3l MEHCTPyaJbHOTO LHMKJA B MOCIeAOBaTeNbHble Mecsbl). Kaxnabiii cyObekT Oyner
NOJIy4aTh PA30BYIO J03y OAHON M3 CIEAYIOUIMX 4YeThIpeX (4) UCCIeNyeMbIX CXeM JICYEeHUS
npu nocemmeHuu [{ast 1 uccnenoBaHuii B KaKIOM MEPHOAE UCCIEAOBAHHM, TAK YTOOBI K KOHITY
STOW YaCTH HUCCIENOBAHMHA KaKIbIH CYOBEKT IMONY4YMJT BCe 4 CIEAYIOIIUE HCCIeTyeMble

CXEeMBI JIedeHHs (TI0 OHOM Ha MEPUOJT HCCISOBAHNH ):
o  ®@usuosnorudeckuii pacteop (0,9%) 100 mkn
e Coenunenne 1*
e KP54 9,6 umons/kr nonkoxxHo (I1K)
e Aronuct I'uPI' (tpuntopenus 0,2 mr, noakoxso (I1K))

* Jloza Coenunenuss 1 Oynmer onpemenena B Yactu 2 (310poBble  HOOPOBOJIBIIBI)
UCCIIEIOBAHUN, M TMPOAOJDKUTENBHOCTh B3SATHS NMPoO KpoBH Ui (apMaKOAMHAMUYECKOTO
(PD) ananu3a mociie KaxIo0i UCCIeAyeMOl CXeMbl JiedeHus: OyieT onpeeneHa nocie 4actu 1
UCCJICZIOBAHUH, HANpPUMeEp, MPOAOJIKUTENBHOCTh B3SITUSI TPOO KPOBHM TMocie (BBEOCHUS)
Coenunenust 1 MokeT ObITh yMeHbIIeHA ¢ 14 yacoB 10 8-12 4acoB, Mocjie KUCCIenTuHa-54 —

1o 8-10 yacoB, u nocje GU3nOIOrHIecKoro pacTBopa — 10 6-8 4acos.

[0316] B J[enp 1 uccnepoBaHuii, mocjie MOJYy4YeHUs OTPULIATEIBHOTO pe3yJibTaTa TecTa
MOYH, MOATBEPKAAIOIIErO OTCYTCTBHE OEPEeMEHHOCTH, B MOMeHT BpemeHH HOb (0) Oymer
BBEJICHA pa3oBas 103a (MyTeM MOAKOKHOW WHBEKLIUU B 00J1aCTh KUBOTA) ONTHMAJIBHOU JTO3bI
Coenunenus 1 (ompenenenHoi B Yactu 2 mccnenosanuii), kuccnentuHa-54 (9,6 HMOJIB/KT),

aronncra ['HPI" (0,2 mr Tpunropenuna) unu pusnonorndeckuii pactsop (0,9%, 100 mxn).

[0317] B3ssitue mpo® KpPOBH, TECTHPOBAHHE, XPAHEHHE JIEKAPCTBEHHBIX IMPErmapaToB U

NPUTOTOBJIEHHE 103 OyyT MpOBOAUTHCH, Kak B Hactsax 1 u 2.
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ITEPEYNCJIEHHBIE BAPUAHTLI PEAJIM3 AL

[0318] Hekoropble BapuaHTBl peanu3aluu HU300peTeHuss OTHOcATCA K Bapuanty

peanuzauuu I:

[0319] Bapuanr peamuzanuu I-1. Crioco® mpoOMOTHPOBAHUS CO3PEBAHUS SIHIEKIETKH U
WHIYLHUPOBAHMs OBYJSILIMM BO BCIIOMOTATEJIbHBIX PENPOAYKTUBHBIX TexHonorusix (BPT),
takux kak OKO, wmm B mpouecce nepeHoca smOpuona (I13), BKIOUarouii: BBeneHUE
JKEHIIMHE TepaneBTuIecKu 3(GekTuBHOro Kommyuectsa ot npumepHo 0,001 Mr no npumepHO
600 mr 2-(N-auerun-D-Tuposun-Tpanc-4-runpokcu-L-nponnin-L-acnaparuaui-L-Tpeormn-L-
dernnananmn)ruapazuHokapOoHmI-L-nefinmn-No-mermn-L-apruami-L-rpunropanamuna

HJIK COOTBETCTBYHOILIETO KOJIUYCCTBA €0 (I)apMaLIeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIH.

[0320] Bapwuant peanuzanuu I-2. Cioco0 B cooreTcTBnu ¢ Bapuantrom peanmsanmu I-1, B
KOTOPOM (papMaLleBTHYECKH TpUeMIIeMasi COJb mnpeacraeisier coboit  2-(N-amerwn-D-
TUPO3UI-TpaHCc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonun-L-
bennnananmn)ruapazuHokapOoHmI-L-nefinun-No-merun-L-apruamn-L-rpunropanamuna

MOHOaILECTarT.

[0321] Bapmuanr peanuszanuu I-3. Croco0 B coorBeTcTBuu ¢ Bapuanrom peanuszauuu I-1, B
KOTOpPOM TepaneBTiuuecku (¢ exkTuBHOe KoamyecTBOo oT npumepno 0,001 Mr no mpumepHO
600 mr 2-(N-auerun-D-Tuposun-tpanc-4-runpokcu-L-nponun-L-acnaparuaui-L-Tpeonun-L-
dennnananmn)ruapasuHokapOoHmI-L-nefnmn-No-merun-L-apruamn-L-rpunropanamuna

WM COOTBETCTBYIOIIEE KOJIUYECTBO €ro (hapMaleBTHUECKU MPUEMIIEMOH COJIM BBOIST MyTEM

HUHBCKIINH.

[0322] Bapwuant peanuzanuu [-4. Crioco0 B coorBeTcTBnu ¢ Bapuanrom peanmuzauuu I-1, B
KOTOpOM TepaneBTudecku 3¢dexrnBHoe KonmudyecTBo oT npumepHo 0,001 Mr mo mpumepHO
600 mr 2-(N-auerun-D-Tuposun-Tpanc-4-runpokcu-L-nponnn-L-acnaparuani-L-Tpeorun-L-
bennnananmn)ruapazuHokapOoHmI-L-nefiun-No-merun-L-apruamn-L-rpunrodanamuna

WIM COOTBETCTBYIOILIEE KOJNUYECTBO €ro (papMameBTUYEeCKH NMPHEMJIEMOH CONHU BBOIST B

¢dopme ¢ 3aaep:kaHHBIM BBICBOOOKAECHUSM, B Pa30BOH 103€.

[0323] Bapwuant peanuzanuu I-5. Coco0 B cooreTcTBuu ¢ Bapuanrom peanuzauuu I-1, B

kotopoMm 2-(N-auermn-D-tuposun-tpanc-4-ruapokcu-L-nponui-L-acnaparuaun-L-Tpeonun-
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L-¢pennnanannn)runpasunokapOonui-L-neiinnn-No-merun-L-apruaun-L-tpunrodpanamun

npeacTasiieH (opMyJION:

HN NH

[0324] Bapwuant peanuzanun I-6. Crioco0 B coorBercTBuu ¢ Bapuanrom peanmnzauuu 1-2, B
kotopoMm 2-(N-auermn-D-tuposuin-tpanc-4-ruapoxcu-L-nponui-L-acnaparuaun-L-Tpeonun-
L-¢dpennnanannn)runpasunokapOonui-L-neiinnn-No-merun-L-apruann-L-rpunrodpanamuna

MOHOAIIeTaT MpeAcTaByieH (HOPMYIION:

[0325] Bapwuant peanuzanuu I-7. Crioco0 B cooreTcTBnu ¢ Bapuanrom peanmnzaunu I-1, B
kotopoMm BBeneHne 2-(N-anerun-D-tuposun-tpanc-4-ruapokcu-L-nponmn-L-acnaparusm-
L-tpeonun-L-pennnananmn)ruapasunokapoonmn-L-nennnn-No-merun-L-apruamn-L-

TpunrodaHamuzia, UK ero GapMaleBTUIECKH MPUEMIIEMON COH, HHULUUPYET OBYJISALIUIO Y
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»keHIUHBI (1) 6e3 nosbimenus yposHe VEGF, wnu (11) nossimaer yposuu VEGF nHa nepuon

MeHee 24 JacoB.

[0326] Bapuanr peammzaumu [-8. Crioco0 mpoOMOTHPOBaHMS CO3PEBAHUS SHIEKJIETKH B
BPT, Ttakux kax OKO, unu B mpouecce 113, Bkmrodarommii: BBeIEHUE >KEHIIMHE, MyTEM
WHBEKLUY, TepaneBTHuecKu 3 dekTruBHOro Kommuectsa ot nmpumepuo 0,001 Mr 10 mpuMepHO
5 wmr 2-(N-auerun-D-tuposun-tpanc-4-rugpokcu-L-nponun-L-acnaparunaun-L-Tpeorun-L-
benmnananmwn)ruapasuHokapOoHmI-L-nefnmn-No-merun-L-apruamn-L-rpunrodanamuna

HJIK COOTBETCTBYHOIIEC KOJIUYICCTBO €I'0 (I)apMaLIeBTI/I"IeCKI/I HpI/IeMHeMOfI COJIH.

[0327] Bapuant peanuzanuu [-9. Cioco0 B coorBercTBuu ¢ Bapuanrom peanmnzauuu 1-8, B
KOTOPOM (papMalleBTUYECKH TMpUeMiieMasi COJb mnpeacrasisieT coboit  2-(N-amerwn-D-
TUPO3UI-TpaHCc-4-ruapokcu-L-nponun-L-acnaparnnun-L-tpeonun-L-
bernnananmn)ruapazuHokapOoHmI-L-nefinun-No-merun-L-apruamn-L-rpunrodanamuna

MOHOaIECTar.

[0328] Bapuant peanuzanuu I-10. Crioco B coorBercTBuu ¢ Bapnanrom peanuzauuu 1-8,

B KOTOPOM BBE€ACHUE OCYHICCTBIIACTCA IMMOAKOKHO.

[0329] Bapmuanr peanuzauuu I-11. Crioco B coorBercTBuu ¢ Bapuanrom peanuzauuu 1-8,

B KOTOPOM BBE€ACHHEC OCYILICCTBIIACTCA BHYTPUMbBIIICYHO.

[0330] Bapuant peanusauuu I-12. Ciocod B coorBercTBuM ¢ Bapuantom peanusauuu 1-8,

B KOTOPOM BBCACHUEC OCYLIECCTBIIACTCA BHYTPHUBCHHO.

[0331] Bapuanrt peanusauuu I-13. Cniocod B coorBercTBuu ¢ Bapuantom peanusauuu 1-8,
B KOTOPOM 2-(N-auerumn-D-tuposun-tpanc-4-runpokcu-L-nponui-L-acnaparuami-L-
TpeoHmI-L-pernnananmn)ruapasuHokapOonmi-L-nefnun-No-merun-L-apruam-L-

TpunrodaHaMuz npeacTaBieH GOPMyIION:
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[0332] Bapuant peanusanuu I-14. Cioco0 B coorBercTBuu ¢ Bapuantom peanuzauuu 1-8,
B KOTOPOM 2-(N-anerun-D-tupo3un-tpanc-4-runpokcu-L-nponmn-L-acnaparuamn-L-
TpeoHmI-L-pernnananmn)ruapasuHokapoonmi-L-nefnun-No-merun-L-apruam-L-

TpunTodaHaMuIa MOHOALIETAT MPEACTABIEH (HOPMYJION:

H O ihyn,

* H3C—COoH

[0333] Bapuanr peanuzammu I-15. Crioco® mpoMOTHPOBaHHS CO3PEBAHMS SIHLIEKIETKH B
BPT, takux kaxk OKO, wunu B mnpomecce IID, Bxirowaromuii: BBEOEHHUE >KEHIIUHE,
MHTPaHA3JIbHBIM MyTeM, TepaneBTHIeckH 3¢ (eKTUBHOro KonmudecTsa ot npumepHo 0,001 mr
no npumepHo S mr 2-(N-anerun-D-tuposun-rpanc-4-rugpokcu-L-nponun-L-aciaparuamn-L-
TpeoHw1-L-pennmnananmn)rugpasuHokapoonui-L-neinun-No-merun-L-apruami-L-

TpunroaHaMuia WM COOTBETCTBYIOLIEE KOJIMYECTBO €ro (papManeBTUYECKH MPUEMIIEMON

COJIH.
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[0334] Bapmuant peammzauuu [-16. Crioco6 B coorBercTBuu ¢ Bapuantom peanmzanuu I-15,
B KOTOpOM (hapMarieBTHUECKH NpuemMjieMasl CoJib mpeacrasisier coboit 2-(N-amerun-D-
TUPO3UI-TpaHC-4-ruapokcu-L-nponun-L-acnaparuamn-L-Tpeonun-L-
benunananmn)ruapasuHokapOoHmI-L-nefnun-No-merun-L-aprunun-L-tpunropanamuna

MOHOaLeTar.

[0335] Bapuant peanuzanuu I-17. Cioco0 B coorBercTBHM ¢ Bapuantom peanuzanvu I-15,
B KOTOPOM 2-(N-auerun-D-tuposun-rpanc-4-rugpokcu-L-nponun-L-acnaparnamn-L-
TpeoHmwI-L-pernnananmn)ruapasuHokapOonmi-L-nefnun-No-merun-L-apruam-L-

TpunrodaHaMuz npeacTaBieH GOPMyIION:
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[0336] Bapuant peanuzamuu I-18. Ciocod B coorBercTBHM ¢ Bapuantom peanuzanvu I-15,
B KOTOPOM 2-(N-auerun-D-tuposun-rpanc-4-runpokcu-L-nponun-L-acnaparuamn-L-
TpeoHmwI-L-pernnananmn)ruapasuHokapOonmi-L-nefnmn-No-merun-L-apruam-L-

TpunToaHaMuIa MOHOALIETAT MPEACTABIICH (hOPMYJIOH:
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[0337] Bapuanr peanuzanun I-19. Criocod maaynupoanus opyysanuu B BPT, Takux kak
OKO, unu B mpouecce [13, Brmrouaromuii cienyroliee. BBEAECHHUE JKEHIIUHE OIHOTO HIIH
HECKOJIbKUX YeJIOBEYECKMX IOHAJOTPOIMHOB, B COYETAHUU C arOHUCTOM WJIM aHTarOHHCTOM
I'aPI" (mpumepHo Ha 2-3 1HA TO3Ke) ISl copelcTBusl HavanbHOW (aze KCA u
NpeoTBpalIeHusT npexneBpeMeHHon opyisiunu B BPT, takux xak OKO, w/mnu mpouecce
I13, nmpuuem 3a HauanbHOU (aszoii KCA cnenyer BBenenue 2-(N-auermn-D-Tuposun-Tpanc-4-
ruapokcu-L-nponmn-L-acnaparunamn-L-Tpeonnn-L-dennnananum)runpasnHokapOorni-L-

nernmn-No-metun-L-aprunmn-L-tpuntopanamuaa, uiam ero ¢papMaleBTHIECKH PUEMIEMON
comu, 1 5(PQPEKTHBHOTO MNPOMOTHUPOBAHUS CO3PEBAHUS OOLUTOB M HWHIYLHPOBAHUS
oByJsinnu (1) 6e3 nosbimenus odwmero yposHs koHueHtpauun VEGF B kposu, niu (ii) myrem

nosbieHust oouero yposast VEGF Ha nepuon menee 24 4acos.

[0338] Bapuant peammzauuu [-20. Criocob B cooTBercTBrM ¢ Bapuantom peanuzanmu 1-19,
B KOTOpOM (hapMalleBTHUECKH MpuUeMjieMasl COJib mpencrapisier coboit 2-(N-amerun-D-
TUPO3U-TpaHc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonnn-L-
dernnananmn)ruapazuHokapOoHmI-L-nefinmn-No-merun-L-apruamin-L-rpunropanamuna

MOHOaILETar.

[0339] Bapuant peanmszanuu [-21. Cioco0 B coorBercTBHE ¢ BapuanTom peanuzanuu 1-19,
B KOTOPOM 2-(N-auerun-D-Tuposun-tpanc-4-runpokcu-L-nponun-L-acnaparuani-L-
TpeoHmI-L-pernnananmn)ruapasuHokapoonmi-L-nefnun-No-merun-L-apruam-L-

TpunToaHaMu, WM COOTBETCTBYIOINEE KOJIMYECTBO €ro (apMaLeBTHYECKH IMPUEMIIEMON

COJIH, BBOJAT B KoauvecTse OT npuMepHo 0,001 mr no npumepno 600 wmr.
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[0340] Bapuant peanmszanuu [-22. Cioco0 B coorBercTBHM ¢ Bapuantom peanuzanuu I-19,
B KOTOPOM 2-(N-auerun-D-tuposun-rpanc-4-rugpokcu-L-nponun-L-acnaparunun-L-
TpeoHmn-L-pennnananmn)runpasuHokapoonmn-L-neiinnia-No-merun-L-apruani-L-

TpunropaHaMHJ, WIH COOTBETCTBYIOINEE KOJHYECTBO €ro (hapMaleBTUUECKH HpPHEeMIIEMON

COJIY, BBOJAT MyT€M UHBEKLUHU B KoJndecTBe OT npumepHo 0,001 Mr 1o npumepHO 5 Mmr.

[0341] Bapuant peanuzanuu [-23. Cnioco0 B coorBercTBHM ¢ Bapuantom peanuzanvu 1-19,
B KOTOPOM 2-(N-auerun-D-tuposun-rpanc-4-rugpokcu-L-nponun-L-acnaparnamn-L-
TpeoHmwI-L-pernnananmn)ruapasuHokapOonmi-L-nefnun-No-merun-L-apruam-L-

TpunToaHaMHU, WM COOTBETCTBYIOINEE KOJIMYECTBO €ro (hapMaleBTHUECKH MPUEMIIEMON

COJIH, BBOJST MHTPAHA3AJIBHO B KoIu4decTse OT npumepHo 0,001 mr no npumepHo 5 mr.

[0342] Bapuant peanmszanuu [-24. Cioco0 B coorBercTBHM ¢ Bapuantom peanusanuu 1-19,
B KOTOPOM OJIMH WJIM HECKOJIBKO Y€JIOBEYECKUX MOHAJTOTPOINUHOB BBOJATCS MEPOPATIBHO WU
MyTeM UHBEKLUU U COCTOSAT U3 (POJUTHKYJIOCTUMYIHPYIOIIErO TOPMOHA, JIFOTEUHU3HPYIOIIETO

rOpMOHa, UJIN UX KOM6I/IHaI_II/II/I.

[0343] Bapuant peammzauuu [-25. Crioco6 B coorBercTBuu ¢ Bapuantom peanmmzanuu I-19,
B KOTOpOM, mpu ucnoib3oBanuu aronucra I'HPI'B ¢aze KCA B ogHom mportokone ¢ 2-(N-
auetun-D-tuposun-tpanc-4-ruapokcu-L-nponun-L-acnaparuaun-L-Tpeonnn-L-
dennnananmn)runpasuHokapoonmn-L-neiunin-No-merun-L-apriuani-L-tpunrodanamunom,
i (papManeBTUYeCKH NPHEMJIEMOH COJIbI0, (B KA4eCTBE TPUITEPHOTO areHTa), aroHUCT
I'aPI" npencrasniser co0Oil KOMOWHAIMIO JIEHITPOpENIMHA aleraTa, U TMPU HCIOJIb30BAHUN
antronucra ['HPI'B ¢aze KCA B omHom mpotokojne ¢ 2-(N-auetwn-D-tuposun-Tpanc-4-
ruapokcu-L-nponmn-L-acnaparunamn-L-Tpeonnin-L-dennnananmn)runpasnHokapOormi-L-
aenm-No-metwn-L-aprusamn-L-tpuntodanamunom, uian ¢papManeBTUYECKH NPUEMIIEMON
CONbI0, (B KauyecTBe TPUITEPHOro areHrta), aHtaroHuct [HPIT BeIOMparoT w3 Tpymnmsl,
COCTOSIIIEH U3 TAHUPEIINKCA, LETPOPENNKCA, PETYTONUKCa, U (hapMaLeBTHUECKH PUEMIIEMBIX

coseit moO0ro U3 BBIIENEPEIHCIEHHOTO.

[0344] Bapwuant peammzaunu [-26. Criocob B coorBercTBun ¢ Bapnantom peanmzanmu 1-19,
B KOTOpoM aroHucT I'HPI' BBIOMpAOT W3 Ipymibl, cOCTOsINEH W3 JeHnpopennHa auerara,

rOHaJiopenuHa, OycepesNnHa, TPHUNTOPENHHA, TrOcepeNuHa, HadapeanHa, THCTPEJNHA,
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A€CTIOpENHa, METEPENNHA, JeUUpeauHa, U (papMaleBTHIeCKH IPUEMIIEMBIX COJIeH Jr000ro

U3 BBIICTICPCUUCIICHHOTO.

[0345] Bapwuant peanuzaunu I-27. Crioco0 B cooTBercTBuM ¢ Bapuanrom peanusaruu I-19,
B kotopoM aHtaroHucT ['HPI' mpencrasnsier coGoii penyrommkc, uiam (hapMareBTHUECKH

MPUEMIIEMYIO COJIb.

[0346] Bapuant peanuzanuu [-28. Cnioco0 B coorBercTBHM ¢ Bapuantom peanuzanuu 1-19,
B KoTOpoM aHTaroHucT ['HPIT BbIOMpArOT W3 TpPYMIbL, COCTOSAMIEH W3 LETPOPEITHKCA,
raHupenukca, abapenukca, Haja-Ony, aHTHnma, asanuHa B, gerapenukca, D63153,
peNyroyiukca, TeBepeNnukca, U (apMaleBTHYECKH MNPUEMJIEMBIX COJied JIro0oro w3

BBIIICTICPEYNCIICHHOT'O.

[0347] Bapuanr peammzaumuu [-29. Cnoco6 camwxkenus dactorsl CI'Sl B BPT, Ttakux kak
OKO, wnmm B mpouecce 113, B KOTOPOM B KadecTBE TPUITEPHOIO areHTa HCMoib3yroT 2-(N-
auetuin-D-tuposun-tpanc-4-ruapokcu-L-nponun-L-acnaparuann-L-tpeonnn-L-

benmnananmn)rugpasuHokapoonmu-L-netnun-No-merun-L-apruani-L-rpuntodanamun nim

(bapMaeBTUYECKH IPUEMJIEMYIO COJIb, BMECTO TPUITEPHBIX areHTOB Ha OCHOBE uXI .

[0348] Bapuanr peamuzaumu 1-30. Crnocob (obecrieueHusi) COMOCTAaBUMON — HWIIH
YJIYYIIEHHOHW 4acTOThl HacTymieHust OepemenHoct B BPT, taknx kak KO, wmu B mpouecce
I13, B KOTOPOM B Ka4eCTBE TPUITEPHOI'O areHTa NCHonb3yioT 2-(N-anernn-D-THpo3ui-TpaHc-
4-runpokcu-L-nponmun-L-acnaparunun-L-tpeonun-L-pennnananmn)ruapasunHokapOormi-L-

aenmn-No-merun-L-aprunmi-L-tpunropanamun, wian  GapManeBTHYECKH NPHEMIIEMYEO

COJIb, BMECTO TPUITEPHBIX areHTOB Ha OCHOBE aroHucTa ['HPI mumm uXT'.

[0349] Bapuantr peamuszaumu [-31. Cnocob (obecrneueHusi) Ooyiee KOPOTKOTO BpEMEHU
Hactymieanss OepemenHoctd B BPT, takux kak DKO, wmm B mpouecce 113, B kotopom B
Ka4ecTBe TPUTTEPHOrO areHTta HCnonb3yroT 2-(N-aumerun-D-tuposun-tpanc-4-runpokcu-L-
nposi-L-acnaparusmn-L-tpeonnn-L-pennnananmn) ruapazuHokapOonmi-L-nefinmn-No-

metui-L-aprunmn-L-tpuntodpanamun, wim (papManeBTHYeCKH MPUEMIIEMYIO COJIb, BMECTO

TPUITEPHBIX areHTOB Ha OCHOBE uXI .

[0350] Bapuantr peamuzaumu [-32. Croco® MHAYUMPOBAHWS OBYJISIUUW Y SKEHIIUHBI C

AHOBYJIATOPHBIMU LIUKJIAMU, CTpaI[aIOLLIefI oT BTOpH‘{HOfI SIMYHHUKOBOH HEOOCTATOYHOCTH,



153

BKJIFOUAOIINH ctaanu (1) mpenBapuTeIbHOTO BBEAECHUS CYOBEKTY OAHOTO MIIM HECKOJIbKHX
YeJIOBEYECKHX TOHAJOTPONMHOB, U (2) BBENEHUS CYOBEKTY TepaneBTHUeCKU 3(P(PEKTUBHOTO
KOJINYEeCTBa 2-(N-auerun-D-tuposun-rpanc-4-runpokcu-L-nponun-L-acnaparuamn-L-
TpeoHm-L-pernnananmn)ruapasuHokapoonmn-L-nefnun-No-merun-L-apruami-L-

TpunropaHamuaa, WM ero papmMaleBTUIeCKH MPHEMIIEMOH COJH.

[0351] Bapuanr peanuzanuu I-33. Criocod® npenoTBpalneHus mpekaeBpeMEeHHON OBYJISILIIH
B (¢asze KCA BPT, takux kak DKO, w/unmu B mpouecce I1D, B KOTOPOM HCHONB3YIOT
PENyrouMKe, Wik (papMaleBTHYECKH MPHEMJIEMYIO COJIb, BMECTO HCIIOJB30BAHMS aroHUCTa

I'aPI” B aze KCAL.

[0352] Hekoropble BapuaHTBl peanu3aldd H300pPETeHUsT OTHOCATCA K BapuaHTty

peanuzauuu I

[03S3] Bapuanr peanuszauuu II-1. Cnoco0 moBbieHust ypoBHsI 3HHoreHHoro JIIN y
HY>KAAIOIIENCs B 3TOM JKEHIIMHBI, BKIIOYAIOIINUN: BBECHHUE JKEHIINHE HAuyajJbHOW 103bI OT
npumepHo 0,00003 mr no npumepno 0,030 mr 2-(N-auerun-D-tuposun-tpanc-4-rugpokcu-L-
nposmi-L-acnaparunaun-L-tpeonnn-L-pennnananmn)ruapazuHokapoonmi-L-nefmn-No-

metui-L-aprunun-L-tpuntodpanamuna,  MIM  COOTBETCTBYIOINETO  KOJMYECTBA  €ro
(apmaLieBTHYECKH MPHEMIIEMOI COJIM, B KOTOPOM JKEHIIMHA npoxoaut mnpouenypsl BPT u
umeer puck CI'Sl, u mocne BBeeHMs HaudalbHOHM A03bI YpoBeHb dHAoreHHoro JII' B kpoBu
JKEHILUHBI MOBBIIIEH MO CPABHEHUIO C YPOBHEM 3HAOreHHOro JII' B KpOBU KEHIIUHBI NIEpen

BBE€AECHNEM HaYaJIbHOU J1O3bI.

[0354] Bapuanr peanuszauuu I1-2. Cnoco0 moBbieHust ypoBHsI 3HHoreHHoro JIIN y
HY>KJAIOLIENCs] B 3TOM JKEHLIMHBI, npoxonsdimeil nmpoueaypsl BPT, Bkimrouaromuii: BBeaeHNE
YKEHIIMHE HavaJIbHOM 10361 oT mpuMepHo 0,00003 mr no npumepHo 0,030 mr 2-(N-anerun-D-
TUPO3U-TpaHc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonun-L-
bernnananmn)ruapazuHokapOoHmI-L-nefinmn-No-merun-L-apruamn-L-rpunropanamuna,
WJIN COOTBETCTBYIOINETO KOJIWYECTBA €ro (papManeBTUYECKU NMPUEMIIEMOI COJIH, B KOTOPOM
J)KeHIMHA mnpoxoauT npouenypsl BPT, u nmo MeHbiieil mMepe 36 4acOB MOCHE BBEICHHS
HA4YaJIbHON JTO3bl YPOBEHb 3HAOIE€HHOro JII' B KpOBU KEHINUHBI MOBBILIEH IO CPABHEHUIO C

ypoBHEM 3H0reHHOro JII' B KpOBU JKEHIUHBI NTEPE]l BBEACHUEM HAa4aIbHON JO3bI.
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[03SS] Bapuanr peanuszauuu II-3. Cnoco0 moBbieHust ypoBHst 3HHoreHHoro JIIN y
HY>KJAOLIENCs] B 3TOM JKEHLIMHBI, poxonsdwei npoueaypsl BPT, Bkirovaromuii: BBegeHue
JKEHIINHE HavalbHOM 10361 oT mpuMepHo 0,00003 mr no npumepHo 0,030 mr 2-(N-auerun-D-
TUPO3UI-TpaHC-4-ruapokcu-L-nponun-L-acnaparuamn-L-Tpeonun-L-
bennnananmn)ruapasuHokapOoHmI-L-nefinun-No-merun-L-apruaun-L-rpunropanamuna,
WIA COOTBETCTBYIOLIErO KOJHYECTBA €ro (papMaueBTUYECKH MPHUEMIIEMOH  COJIH,
B KOTOPOM K€HIIMHA NpoxoauT npouenypbl BPT, n MakcumanbHbIN ypOBEHb 3HAOT€HHOIO
JII' B kpoBu HaOJrOaeTCsl Yepe3 MO MEHbLIeH Mepe MpuMepHO 12 4acoB MoOCje BBEACHHUS

HavyaJIbHOH JO3BL.

[0356] Bapuant peanusauuu 11-4. Crnocob B cooTBeTcTBUH ¢ BapuaHTOoM peanmu3anuu
II-3, B KOTOPOM MaKCHMaJbHbII ypoBeHb SHAOreHHoro JII' B kpoBu HaOmromaercst Mexay

npumepHo 12 gyacamu u npuMepHO 48 yacamu NocJie BBEACHHUsT HAa4aJIbHON A03BL.

[03S7] Bapuanr peanuszauuu II-5. Cnoco0 moBbieHust ypoBHsi 3HHoreHHoro JIIN y
YKEHIIUHBI, Tpoxofsimen npouenypsl BPT u Hyknarommeiics B moanepskke JTIOTEUHOBOU (asbl,
BKJIFOYAIOIIMI: BBEACHHUE KEHIIMHE HA4aJIbHOM 103bI OT mpumepHo 0,00003 Mr g0 npumepHO
0,030 mr 2-(N-auerun-D-tuposuin-tpanc-4-ruapoxcu-L-nponui-L-acnaparuaun-L-Tpeonun-
L-¢pennnananum)runpasunokapOonui-L-neiiuun-No-merun-L-aprunnn-L-rpunrodanamuna,
WM COOTBETCTBYIOIIErO KOJMYECTBA €ro (hapMalleBTUUECKH IPUEMIIEMON COJIH, IOCTe
MOJIyYeHUs] YKa3aHHON KEHIIUHOW TPUITEPHON O3Bl areHTa CO3PEBAHMs OOLIMTOB B PaMKax

cxembl BPT.

[0358] Bapuant peanusauuu I1-6. Croco®6 B COOTBeTCTBMM C  OOHHM W3
IpealecTByoIuX BapuanTos peannsanuu, B KOTOPOM ypOBeHb 3HAoOreHHoro JII' B kpoBu
JKEHIIWHBI MTOBBILIEH MEXIy NPUMEpPHO 12 "yacamu u npuMepHO 96 dacamu MOCJe BBEAEHUs
Ha4yaJbHON 03Bl MO CPABHEHUIO C YPOBHEM SHAOreHHOro JII' B KpOBH KEHIMHBI NEpen

BBeJEHMNEM HayaJbHOU TO3bI.

[0359] Bapuanr peanuszauuu II-7. Croco®d B COOTBETCTBMM C  OOHHM W3
MPEALIECTBYIOINX BapuaHTOB peanusanuu, B KOTOPOM ypoBeHb 3HAoOreHHoro JII' B xpoBu
JKEHIIMHBl TMOBBIIIEH Ha MPOTSIKEHHMM IO MEHbIIe Mepe 36 4YacoB MOCJ€ BBEICHUS
Ha4yajJbHON AO03bl MO CPAaBHEHUIO C yPOBHEM 3HAOTreHHOro JII' B KpOBU KEHIIMHBI NEPEA

BBE€OEHHNEM HayaJbHOU O3bI.
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[0360] Bapuanr peanusauuu I1-8. Cnocob B coorBercTBUHM ¢ Bapuantom peanmusanuu
II-7, B KOTOPOM ypOBEHBb SHAOreHHOro JII' B KpOBM MOBBILIEH HA IMPOTSKEHUH OT NPUMEPHO

36 4acoB 10 NpuMepHO 16 nHeN.

[0361] Bapuanr peanuzauuu II-9. Cnoco6 B cootBercTBUM ¢ BapmantoMm peanusanyu
II-7, B xOTOPpOM ypOBeHb 3HAOreHHOro JII' B KpOBM MOBBIIIEH HA MPOTSIKEHUU OT NMPUMEPHO

36 yacoB 10 npuMepHO 12 gHei.

[0362] Bapuant peamuzauuu II-10. Cnoco® B COOTBETCTBMM € OAHUM U3
NpeAlIecTBYOIUX BapuaHToB peanusauuu, B KOTOPOM BBEAEHUE HAYAJIbHONH JO3BI

IPOMOTHPYET CO3PEBAHHE OOLIHTOB.

[0363] Bapuant peanmuzanuu [I-11. Cnocob B coorBercTBum ¢ BapuantoMm peanmszanmu
[I-10, B KOTOPOM CO3pEBaHHE OOLMTOB MPOMCXOAUT Oe3 BBeAeHMs dK30reHHoro uXI wmim

sk30renHoro JII .

[0364] Bapuant peammzanuu [I-12. Croco0 B coorBeTcTBHM ¢ Bapuantom peanmsanuu
II-10 mmu II-11, B KOTOPOM CO3p€BaHUE OOLMUTOB MPOUCXOAUT IOCIE BBEACHHUS] arOHUCTA

I'uPI'.

[0365] Bapuant peanuzauuu I[I-13. Cnoco6 B cooTBercTBuu ¢ BapuaHtom peanuzauuu

II-10, B KOTOPOM CO3pE€BaHUE OOLIUTOB MPOUCXOANUT NOCIIE BBEACHUs SK30reHHOro uXl'.

[0366] Bapuant peanuzamuu [I-14.  Cnoco0 B cooTBeTCTBUU ¢ JIEOOBIM W3 BapuaHTOB
peanmusauuu I1-10 - II-13, B KOTOPOM BBIXOA 3pEJbIX OOLUTOB COCTABJIAET IO MEHbIIEH Mepe

50%.

[0367] Bapuant peanmuzaruu I[I-15.  Cmoco0 B COOTBETCTBUM € OIHUM W3
MPEALIECTBYIOINX BapuaHTOB peanusaluy, B KOTOPOM, TMOCJE BBEICHUS HAa4ajdbHON I03BI,
JKEHINUHA HE HWCIBITBIBAET OJHOTO WJIM HECKOJBKHX CHUMIITOMOB, BBIOPAHHBIX W3 TPYIIIIHL

COCTOSIIIEH U3 aCLIUTA, IUIEBPAILHOTO BBIIOTA U CHIKEHHOH MMOUEYHON nepdy3un.

[0368] Bapuant peamuzauuu II-16.  Cnoco® B COOTBETCTBMM € OAHUM U3
NpealecTBYOIUX BapuanTos peannsanuu, B KOTOPOM, NOCJE BBEACHUs HA4YaJIbHOWU AO3BI,

pasMep sIMYHHKA YBEJIUIMBAETCS 10 He Ooiee 4eM 5 CM B AnaMeTpe.
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[0369] Bapuanr peamuzauuu II-17.  Cnoco® B COOTBETCTBMM € OAHHUM U3
MPEeALIeCTBYOIUX BapuaHToB peanusalnuy, B KOTOPOM JKEHINMHA HE HCIHBITHIBAET OJHOIO

WM HecKoybkux cumnToMoB CI'A mocite BBEICHUS HAUaJIbLHOMN JO3BI.

[0370] Bapuant peanuzauuu II-18.  Cnocob6 B coorBeTcTBUHM ¢ JI0OBIM K3 BapuaHTOB
peamusauuu [I-1 - II-16, B kOTOpOM moOC/HE BBEACHUS HAYaJIbHOW [O3bI, JKEHIIMHA HE

HCIIBITBIBACT YXYAECHUA OAHOI'O UM HECKOJIbKUX CUMIITOMOB Crsi.

[0371] Bapwuanr peamuzauuu I1-19. Cnoco® B COOTBETCTBMM € OAHUM U3
MpeALecTBYOIUX BapuanTtoB peannsanuyu, B KOTOPOM HA4YajJbHYHK 03y BBOAAT, KOIrZa IO
MEeHbLIeH Mepe TpU (OJUTHKYIIA TUYHUKOB Pa3MEPOM 110 MEHbLIeH Mepe 14 MM HaO IO Jar0TCs

¢ nomoltneo Y3U.

[0372] Bapmant peamuzauuu 11-20. Cnoco® B COOTBETCTBMM €  OAHUM U3
MpeAlecTBYOIUX BapuanTtos peanus3anuyu, B KOTOPOM HA4YajJbHYK 03y BBOAAT, KOrzAa IO
MeHbLIeH Mepe TpU (OJUTHKYIIA STUIHUKOB Pa3MEpOM 10 MeHblIel Mepe 18 MM HaOmomar0TCs

¢ nomMoltnpo Y3U.

[0373] Bapuanr peamuzauuu II-21.  Cnoco® B COOTBETCTBMM €  OAHHUM U3
MPEeALIeCTBYOIUX BapuaHToB peanusanuu, B KOTOPOM HAYajlbHYK 03y BBOIAT, KOIJa

KOHLIEHTPALIHSI SCTPAIHNOJIA CBIBOPOTKH COCTABJIAET 110 MeHbliel mepe 0,49 HMoub/i.

[0374] Bapuanr peanuzaruu [I-22. Crnoco0 B COOTBETCTBUM € OIHUM W3
NpPEAIECTBYIOINX BapuaHTOB peann3anuy, B KOTOPOM CIOCOO TOMOJHUTEIbHO BKJIIOYAET
BeneHne ®@CI' B mepuox ot mpumepHo 5 aHel no mpumepHO 12 nHel mepen BBeAeHUEM

HavyaJIbHOH JTO3BI.

[0375] Bapuant peamuzauuu 11-23. Cnoco® B COOTBETCTBMM € OAHUM U3
NPeAlIeCTBYOIUX BapuaHToB peanusaluy, JONOJHUTEIbHO BKJIIOYAIOIIMI BBEICHUE
antaronucra ' HPI' B nepuon ot npumepHo 2 aHen no nmpumepHo 10 aHel nepen BBEACHUEM

HavyaJIbHOH JO3BI.

[0376] Bapuant peanmuzanuu [I-24. Crioco0 B cooTBeTcTBHH ¢ BapuaHToM peanmsanuu

[I-23, B xoropom antaroHuct I'HPI' BbIOMparOT W3 TpyMNIbL, COCTOSINEH M3 PEIYyTrOJIUKCA,
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ANATOJIMKCA, LETPOpeNuKCa, TaHupenukca, abapenukca, Hain-Ony, aHTHA, asaiuHa B,

nerapenukca, D63153 (o3apenukca), OBE2109 u teBepenmkca.

[0377] Bapwuant peammuzauuu [I-25.  Cnocob no mobomy u3 Bapuantos peammuszanuu 11-1
- [I-24, nonosHuTENPHO BKJIHOYAOLUN BBeneHue aronucra I'HPI' B nmepuon ot mpumepHo 14

110 IPUMEPHO 28 1HEeH nepes BBEAEHUEM HadalbHOM 036

[0378] Bapuant peanuzanuu [I-26.  Criocob B cooTBeTCTBUM ¢ BapuaHToM peanu3anuu
[I-25, B koropom aronuct I'HPI’ BbIOMparOT M3 TPYMNIBI, COCTOSIIEH W3 JIEWNMpPOpETHHA
arieraTa, TOHaJIOpeINHA, OycepeNnHa, TPUIITOPENNHA, TOCEepeNHa, HadapenuHa, TUCTPENNHA,

ACCJIOpECIMHA, METCPEIIMHA U JICLHUPEIINHA.

[0379] Bapmant peamuzauuu II-27. Cnoco® B COOTBETCTBMM €  OAHHUM U3
NpeAlecTBYOIUX BapuanToB peanusanuy, B KOTOPOM HAYajlbHYK) A03Y BBOIAT Hepen

HU3BJICUYCHUEM OOLIUTOB.

[0380] Bapuant peamuzanuu [I-28. Cmoco0 B cooTBeTcTBUU € JIOOBIM M3 BapuaHTOB

peanusauuu II-1 - [I-27, B KOTOpOM Ha4daJbHYIO 103y BBOASAT MOCJE U3BIECYEHUS OOLIUTOB.

[0381] Bapuanr peanmuzanuu [I-29. Cnoco0 B coorBercTBUU C JH0OBIM U3 BapuaHTOB

peanusauuu II-1 - II-27, B KOTOPOM HauvajabHYIO 403y BBOASAT Iepes OBYJIALMEH.

[0382] Bapuant peamuzauuu [I-30. Cnocob6 B coorBeTcTBUHM ¢ JI0OBIM K3 BapuaHTOB

peanusauuu II-1 - I[I-27, B KOTOpOM Ha4anbHYIO 103y BBOJSAT MOCJIE OBYJISILIUU.

[0383] Bapuant peamuzauuu [I-31. Cnoco® B COOTBETCTBMM € OAHUM U3
NpealecTBYOIUX BapuaHnToB peanusaldyd, B KOTOPOM HAYaJbHYK) A03Y BBOJAT IOCIHE

BBeAeHus aroHucta ['HPI B kauecTBe areHTa CO3peBaHusi OOLUTOB.

[0384] Bapuant peanmuzanuu [I-32. Criocob B cooTtBeTcTBUM ¢ Bapuantom peanusanuu
[I-31, B koropom aronuct I'HPI' BbIOMparOT W3 TPyNIbL, COCTOSIIEH W3 JIEUITPOpETHHA
areraTa, FOHaIOpeINHA, OycepennHa, TPUNTOPENINHA, TOCepeNHa, HadapenuHa, TUCTPENNHA,

ACCJIOpECIIHA, METCPEIIMHA U JICLHUPEIJINHA.

[0385] Bapmant peamuzauuu II-33. Cnoco® B COOTBETCTBMM €  OAHUM U3

MPEeALIECTBYOINX BapuanTos peanusanuy, TOMOJHUTEIBHO BKIIFOYAOIINN BBEIEHUE BTOPON



158

no3sl ot npumepHo 0,00003 mr no mpumepno 0,030 mr 2-(N-auerun-D-tuposun-tpanc-4-
ruapoxcu-L-nponun-L-acnaparunun-L-tpeonun-L-dennnananum)runpasuaokapOonui-L-
nemmin-No-merun-L-aprunmn-L-rpuntodanamuza, wiv COOTBETCTBYIOIIETO KOJUYECTBA €ro

(bapMaeBTUYECKH TPUEMIIEMOM COJTH.

[0386] Bapuanr peanuzanuu [I-34.  Criocob B cooTBeTCTBUM ¢ BapuaHTOM peanu3anuu
II-33, B KOTOpPOM BTOPYK 103y BBOJAT Ha MNPOTSDKEHUH NEpuoja OT MPUMEPHO 8 10

npumepHo 60 4acoB Mociie BBEIEHUs Ha4aIbHOM 03Bl

[0387] Bapuanr peanuzanuu [I-35.  Cnocob B cooTBeTcTBUM ¢ BapuaHToM peanu3anuu
II-33 wmu 1I-34, OONMONHUTENBPHO BKJIKOYAIOUIMN BBEAECHHE TPETbEH M03bl OT MPUMEPHO
0,00003 mr mo mpumepho 0,030 mr 2-(N-anerni-D-tuposun-rpanc-4-ruapokcu-L-npommi-L-
acriaparuHmiI-L-rpeonnn-L-dpenunanannn)ruapasuHokapOoonmi-L-neiinnn-No-mernn-L-

apruaui-L-TpunrodanaMunia, WM COOTBETCTBYIOLIETO KOJIWYECTBA €ro (hpapMaleBTHUECKH

MPUEMIIEMOU COJH.

[0388] Bapuanr peamuzanuu [I-36. Crioco0 B coorBeTcTBHM ¢ Bapuantom peanmsanuu
II-35, B KOTOPOM TPETHIO 103y BBOAAT HA MPOTKEHUU MEPUOAA OT IPUMEPHO 8 A0 MPUMEPHO

60 yacoB nocsyie BBEAECHNUs] BTOPOU A03BI.

[0389] Bapuant peanuzauuu [I-37. Cnocob B cooTBeTcTBMM ¢ Bapuantom peanuzanuu
II-35 wmu 1I-36, [OMOJHUTENIbHO BKJIIOYAIOIIMNM BBEAEHHE OT OJHOM [0 IISTH
IOMOJHUTENBHBIX 7103 oT mpumepro 0,00003 mr go mpumepHo 0,030 mr 2-(N-auerun-D-
TUPO3U-TpaHc-4-ruapokcu-L-nponun-L-acnaparnnun-L-tpeonun-L-
bennnananmn)ruapasuHokapOoHmI-L-nefnmn-No-merun-L-apruamn-L-rpunropanamuna,

HJIN COOTBETCTBYHOILIETO KOJIMYECTBA €TI0 (I)apMaLIeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIH.

[0390] Bapuant peanmuzanuu [I-38. Criocob B cooTBeTcTBHM ¢ BapuaHToM peanusanuu
II-37, B xKOTOpOM BBE€AEHHE OT OJHOH A0 MATH JONOJHUTENBHBIX 103 IMPOBOAUTCA HA
NPOTSKEHUHM Iepuofa OT npuMmepHO 8 10 npumepHo 60 4YacoB MoOCie BBEAEHUS

MPEIIECTBYIOLIEH JOMOIHUTENBHOM O3B

[0391] Bapwuanr peamuzauuu I1-39. Cnoco® B COOTBETCTBMM € OAHHUM U3
MpeALeCcTBYOIUX BapuanTos peanusauny, JOMOJHUTENBHO BKIOYAKOWUN BBEACHUE OAHOU

HJIN HECKOJIBKHUX NO3 MPOreCTOrcHa.
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[0392] Bapuanr peanmuzanuu [I-40.  Croco0 B cooTBeTcTBUU C JIOOBIM M3 BapuaHTOB
peanuzauuu II-1 - II-38, B koTOpOM CIOCOO HE BKIIIOYAET BBEACHUS OIHOMN MM HECKOJBKUX

A03 MIPOreCToreHa.

[0393] Bapuant peammzauuu [I-41.  Crnoco® B~ COOTBETCTBMHM € OJHHM U3
npeaAmeCTBYOINUX BapI/IaHTOB peanu3an, AOIOJHHUTCIBHO BKJIIOLIaIOH_II/Iﬁ HU3BJICUCHHEC

OOLIUTOB.

[0394] Bapuant peanuzauuu [1-42. Crmoco60 B COOTBETCTBMM ¢ Bapuwantom
peanuzauuu 11-41, B KOTOpOM THMOPU3 KEHIMUHBI JECEHCHOMTU3UPYIOT MO OTHOLICHUIO K

I'nPI" nepen BBeneHHEM Ha4aIbHOM NO3BI.

[0395] Bapwuant peamuzauuu 11-43. Cnoco® B COOTBETCTBMM C  OAHHUM U3
NpeAlecTBYOIUX BapuanToB peanusanuy, MOMNOJHUTENBHO BKJIOYANOLIUN HMILJIAHTALIUEO

SMOpHOHA.

[0396] Bapuanr peamuzanuu [I-44.  Criocob B cooTrBeTcTBHM ¢ Bapuantom peanmsanuu
I1-43, B KOTOPOM UMILTAHTALMS IPOUCXOAUT B TEUEHUE OT MIPUMEPHO 2 10 npumMepHo 10 nHei

IOCJI€ BBEIEHUSI HAUaJIbHOM T03bI.

[0397] Bapuant peanuzauuu [1-45.  Crnocob B cooTBeTcTBMM ¢ Bapuantom peanuzanuu
[I-43 wnu II-44, B KOTOpPOM MMILIAHTALMs MPOUCXOAUT B TE€YEHHE OT MHpuUMEpHO 1 10

MPUMEPHO 7 THEMN MOCye U3BJICUEHUSI OOLUTOB.

[0398] Bapuant peanuzanuu [I-46.  Crnoco0 B cooTBeTCTBUU C JIEOOBIM W3 BapuaHTOB

peammzarmu 11-43 - 11-45, B KoTOpOM 5MOPHOH HE 3aMOPA’KUBAIOT.

[0399] Bapuanr peanmuzanuu [I-47.  Cnocob B cooTBeTcTBUM ¢ BapuanTom peanusanuu
[I-46, B KOTOPOM 3MOPHOH HUMIUIAHTHPYIOT B TOM K€ MEHCTPYaJbHOM IHKJIE, B KOTOPOM

MPOBOJAT U3BJICUCHUE OOLIUTOB.

[0400] Bapuant peanmuzanuu [I-48.  Crmoco0 B cooTBeTcTBUU ¢ JEOOBIM W3 BapuaHTOB
peammzarmu 11-1 - 11-23, 1I-25 - 11-26, wim 1I-28 - II-30, B kOoTOpOM CrOCOO MHAYLHPYET

OBYJISILIUIO.
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[0401] Bapuanr peanmuzanuu [I-49.  Crioco0 B coorBeTcTBHM ¢ Bapuantom peanmsanuu
11-48, B KOTOPOM >KEHIIMHA OepeMEHeeT MOCPENCTBOM IOJOBOrO aKTa UM BHYTPUMATOYHOMN

WHCEMHUHALIMU TIOCJIe BBEJICHUS 110 MEHbIIIeH MEpe HavaJbHOM! JTO3BI.

[0402] Bapuant peammzauuu [I-50.  Cnoco® B COOTBETCTBMM € OOHHM U3
MpeaLecTBYOIUX BapuaHToB peanusauny, B KOTOPOM IOCJE BBEAECHUsS 110 MEHbIIEH Mepe

HAYaJIbHOU J03bI, )KEHIUHA OepeMeHeeT W/UiIH POKaeT.

[0403] Bapwuant peamuzauuu II-51. Cnoco6 no modomy u3 Bapuantos peanuzarun 11-1
- II-4 ynu 11-6 - 11-50, B KOTOPOM OfiHA WJIM HECKOJIBKO HAa4YaJbHBIX 7103, BTOpas 1034, TPEThs
71033, WIA OT OJHOM JIO MSTH JOTIOJTHHUTENbHBIX 103 MPOMOTUPYIOT MOAIAEPIKKY JIFOTEHHOBOU

¢asbr.

[0404] Bapmant peammzauuu I1I-52. Cnoco® B COOTBETCTBMM € OAHHUM U3
MPeALeCcTBYOIUX BapuaHToB peanusanny, B KOTOPOM OAHY MM HECKOJBKO HA4aJIbHBIX J03,
BTOPYIO [103y, TPETBIO AO03Yy, WM OT OJHOM OO IMATH NONOJHUTENBHBIX O3 BBOAAT IyTEM

HHBCKINH.

[0405] Bapuanr peanmuzanuu [I-53. Croco0 B coorBeTcTBHM ¢ Bapuantom peanmsanuu
[I-52, B KOTOPOM HHBEKLHs MPEACTABISET COOOW BHYTPUMBIIICYHYIO WM MOIKOXKHYIO

HHBCKIUIO.

[0406] Bapuanrt peanuzanuu [I-54. Crnoco0 B COOTBETCTBUM € OIHUM W3
MPeIIIeCTBYIOINX BapuaHTOB peain3anuu, B KOTOPOM JIF00asi M3 OJHOW WJIM HECKOJIbKUX
Ha4daJIbHBIX 03, BTOpOfI JO3bI, TpeTbefI A03bI, HJIK OT OI[HOI\/'I A0 ITATH JOINOJIHUTEJIbHBIX 103

cocrasiisieT oT npumepHo 0,0003 mr no mpumepno 0,03 mr.

[0407] Bapwuant peamuzauuu II-55.  Cnoco® B COOTBETCTBMM € OAHUM U3

MpenmecTByIuX BapuanTos peanusamnuu, B KOTOpoM keHimunae nposoast KCA.

[0408] Bapmuant peanmuzauuu 1I-56. Cnoco6 B COOTBETCTBUM € ONHUM U3
npeamecTByOMmUX Bapuantos peanuzanun, B KoTopoM BPT-Tepanuio BEIOMpPAIOT U3 TPYIIIBI,
COCTOSIIIEH M3 JOHOPCTBA OOLIUTOB, CO3JaHMs OaHKa OOLMTOB, BHYTPHIMTOIIA3MATUIECKON
unbekmn cnepmarosonna (MKCH), 9KO, npouecca nepeHoca smOpuoHa (I13), maaykumu

OBYJISIOHUU U BHyTpI/IMaTOLIHOI‘/'I HMHCEMHHAIIHH.
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[0409] Bapmanr peamuzauuu II-57.  Cnoco® B COOTBETCTBMM € OAHHUM U3
NpeACCTBYOIHUX BapI/IaHTOB peain3anvi, B KOTOPOM KCHIMHA UMECT YTO-TO OAHO WA
Heckosbko u3 CITS, AMI ceiBopoTku Oosiee 15 mmonb/a, obmero HA® Gonee 23 o Y3U,
scrpaauona E2 ceiBopoTku Oosee 3000 mr/mi, WM mepeHecia OOUH WM HECKOJBKO

npenmecTByomux 3musonos CIA.

[0410] Bapuant peamuzauuu I1I-58.  Cnoco® B COOTBETCTBMM € OAHUM U3
NpealecTByoIuX BapuanTtos peanusanuy, B KOTOPOM SKEHIIWHA XapAKTEPU3YETC 4EM-TO
OIHMM WM HECKOJBKHMHU W3 AHOBYJISTOPHBIX LMKJIOB, WJIM CTAPLIMM PENpOAYKTHBHBIM
BO3pPaCTOM, WM HCHBITBIBAET BTOPUYHYIO SIMYHUKOBYIO HENOCTATOYHOCTH, OJIUTOMEHOPER,

aMEHOPEI0, SHAOMETPUO3 UM CHHIPOM MOIUKHCTO3a stmuHUKOB (CITA).

[0411] Bapuant peamuzaruu 1I-59. Cnocob WHIYLUPOBAHUSA OKOHYATEIbHOTO
co3peBaHMs (OJUIMKYJIOB M paHHEH JIIOTEMHHM3ALUN Yy HYXAAKOLIEHCS B 3TOM SKEHIIUHBI,
NpUYeM yKa3aHHAas JKeHIUHA npoxoauT npouenypsl BPT, mogsepriace neceHcnOmnmmzanuu
runouza M MpenBapUTENbHO MoJydaia (HOJTHKYJIOCTHMYJIHUPYIOIINE TOPMOHBI B PaMKax
BPT, Bkirouaroluii BBEEHUE JKEHINMHE HA4aJlbHOM A03bl OT mpumepHo 0,00003 mr no
npumepHo 0,030 mr 2-(N-auerun-D-tuposun-tpanc-4-rugpokcu-L-nponun-L-acnaparusun-
L-tpeonun-L-¢pennnananmn)ruapazunokapoonmn-L-nelinnn-No-merun-L-aprunmn-L-

TpunropaHaMuIa, WX COOTBETCTBYIOIIETO KOJINYECTBA €ro (papMaLeBTHYECKH MPHEeMIEMON
COJIM, M TOCJ€ BBEACHMS HAYajJbHOW JO3bl YPOBEHb 3HAOTeHHOro JII' B KpOBU KEHILUHBI
MOBBIIIEH MO CPABHEHUIO C YPOBHEM 3HAOTeHHOro JII' B KpOBH JKEHILMHBI Nepe]] BBEAECHUEM

HavYaJIbHOH JO3bL.

[0412] Bapwuanr peamuzauuu [1-60.  Cnocod VHIYLUUPOBaHUS OBYJISILIUU y
HY’KJAIOIIENHCs B 3TOM JKEHUIVHBI, NPUYEM YKa3aHHAs JKEHINUHA SIBJSAETCS aHOBYJSATOPHO
OecrutonHON W yka3aHHOe OeCIUlofne He BBI3BAHO IMEPBUYHBIM HapylIeHHeM (QyHKIUH
SIMYHUKOB, BKJIIOYAIOLIMN BBEACHUE JKEHIIMHE HadajabHOU 10361 OT npumepHo 0,00003 mr no
npumepHo 0,030 mr 2-(N-anerun-D-tuposun-tpanc-4-ruapokcu-L-nponun-L-acnaparusm-
L-tpeonmn-L-pennnananmn)rugpasunokapoonmn-L-nennnn-No-merun-L-apruamn-L-

TpunToaHaMuza, UM COOTBETCTBYIOIIETO KOJMUYECTBA €ro (papMareBTHYeCcKH MpUeMIIEMON
COJIM, U MOCJE BBEACHMS] HAa4YaJIbHOW NO3bl YPOBEHb SHAOreHHOro JII' B KpOBH >KEHLIUHBI
MOBBILIEH IO CPABHEHUIO C YPOBHEM 3HAOreHHOro JII' B KpOBU JKEHIIUHBI [1epe]] BBEAECHUEM

Ha4yaJIbHOH JO3BI.
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[0413] Bapuanr peamuzanuu [I-61. Crioco0 B coorBeTcTBHM ¢ Bapuantom peanmsanuu

[I-59 nmu I1-60, B koTOpOoM >keHinuHa umeet puck CI'SL.

[0414] Bapuanr peanuzauuu [1-62.  Crnoco6 B cooTBeTCTBUH ¢ JIOOBIM M3 BapuaHTOB
peanuszanuu [I-59 - [I-61, B koTOpOM 1O MeHbLIEH Mepe 36 4acOB MOCIE BBEAEHUSI HAYaIbHOU
AO03bI YPOBCHb SHAOOTCHHOI'O JI' B KPOBH JKCHINWHBI ITOBBIMIEH IO CPaBHCHHUIKO C YPOBHEM

sHporeHHoro JII' B KpOBH JKEHIIUHBI NTepe] BBEAEHUEM HauaJIbHOM 03B

[0415] Bapuant peanmuzanuu [1-63.  Crnoco0® B cooTBeTcTBUU C JEOOBIM W3 BapuaHTOB
peamusauuu II-59 - II-62, B KOTOPOM MakCHUMaJbHBIA YpOBEeHb 3HAOreHHOro JII' B kpoBu
HaOJIFOTaeTcst Yepe3 MO MeHbIeld Mepe MPUMepHO 12 4HacoB MOCie BBEACHHS] HAYaJIbHOU

JO3bI.

[0416] Bapuant peanmuzanuu [I-64.  Crioco0 B cootBeTcTBUM ¢ Bapuantom peanmsanuu
[I-63, B KOTOPOM MaKCHMAaJbHbIH YpOBeHb 3HAOreHHoro JII' B KpoBH HaOMOZaeTcss MeXay

npumepHo 12 gyacamu u npuMepHO 48 yacamu NocCJie BBEACHUsT HAa4aJIbHON A03BL.

[0417] Bapuanr peamuzanuu [I-65.  Cnoco0 B cooTBeTcTBUU C JH0OBIM W3 BapuaHTOB
peanuzauuu I1-59 - 11-64, B KOTOpOM ypOBeHb 3HAOTeHHOro JII' B KpOBY JKEHIIUHBI TOBBILIEH
MeXAy NMpUMepHO 12 yacamu U npuMepHO 96 yacaMu IOCjE€ BBEACHHsI HAYaJbHOM JO3BI IO
CPaBHEHHUIO C ypoBHeM 3HAoreHHoro JII' B KpOBM KEHILMHBI Nepes BBEACHUEM HaudajlbHOU

AO3bI.

[0418] Bapuant peanuzanuu [1-66.  Crnoco0 B coOTBeTCTBUU C JEOOBIM M3 BapuaHTOB
peanmusauuu [I-59 - II-65, B koTOpoM ypoBeHb 3HAOreHHOro JII' B KpOBU JKEHIUHBI [TOBBILIEH
Ha NpPOTSKEHUHM IO MeHbllel Mepe 30 4acoB IOC/IE BBENCHMS HA4YajJbHOM 03Bl IO
CPaBHEHHUIO C YPOBHEM 3HIOreHHOro JII' B KpOBHU KEHINMHBI NEpe]l BBEIECHUEM HadalbHOU

JO3bI.

[0419] Bapuanr peamuzanuu [I-67.  Croco0 B cooTBeTcTBHM ¢ BapuaHToM peanu3anuu
I1-66, B kOTOpOM ypOBeHb 3HAOreHHOro JII' B KpOBU MOBBILIEH HAa MPOTSKEHUH OT MPUMEPHO

36 yacos 10 npuMepHO 16 gHen.
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[0420] Bapuanr peanmuzanuu [I-68.  Crioco0 B coorBeTcTBHM ¢ Bapuantom peanmsanuu
I1-66, B KOTOpOM ypOBEeHb 3HAOreHHOro JII' B KpOBH MOBBIIIEH HA NPOTSKEHUU OT NPUMEPHO

36 yacoB 10 npuMepHO 12 nHen.

[0421] Bapwuant peammzauuu [I-69.  Cnoco® B~ COOTBETCTBMHM € OOHHM U3
npeaAmeCTBYOINUX BapI/IaHTOB peann3anunu, B KOTOPOM JKeHIIIMHA HUCIIBITBIBACT

AHOBYJISITOPHOE OEeCIIONue, He BBI3BAHHOE MEPBUYHBIM HApYIIeHHEM (DYHKIIUH SMYHUKOB.

[0422] Bapuanr peamuzauuu II-70. Cnoco® B COOTBETCTBMM €  OAHHUM U3
NPeALIeCTBYOIUX BapuaHToB peanu3anuy, BKIHOYANOINN BBEACHUE JKCHIMHE HA4aJlbHOU
no3sl ot mpumepro 0,001 mr mo mpumepno 0,003 mr 2-(N-auerun-D-tuposun-tpanc-4-
ruapokcu-L-nponmn-L-acniaparunmn-L-Tpeonnn-L-dennnananmm)runpasnHokapOorni-L-

nerumn-No-metun-L-aprunamn-L-tpuntodanaMuaa, Uil COOTBETCTBYIOLIEE KOJIMUECTBO €ro

(dapMaeBTHYECKH TPHEMJIEMOU COJTH.

[0423] Bapuant peamuzanuu [I-71. Crmoco0 B cooTBeTcTBUU ¢ JIOOBIM W3 BapuaHTOB
peammsauuu II-1 - II-69, BrirO4arOImMiI BBEIEHUE JKEHIMMHE HA4YaJbHOM A03bI OT NMPUMEPHO
0,001 mr mo mpumepsro 0,030 mr 2-(N-auneruin-D-tuposun-tpanc-4-ruapoxcu-L-npommi-L-
acnaparuHmiI-L-Tpeonmn-L-penmnananmn)rugpasnHokapoonni-L-netuun-No-merun-L-

apruHmiI-L-TpuntopanaMuna, HWIM COOTBETCTBYIOLIEE KOJIWYECTBO €ro (hapMaleBTHYECKH

IIPUEMJIEMOMN COJIN.

[0424] Bapuant peanuzarnuu [I-72. Crnoco0 B cOOTBETCTBUU ¢ JIEOOBIM U3 BapuaHTOB
peanmusauuu [I-1 - II-69, BkirOYarOmMil BBEIEHUE JKEHINMHE HAYaJbHOM A03bI OT MPUMEPHO
0,0003 mr go mpumepno 0,003 mr 2-(N-anerui-D-tuposun-tpanc-4-ruapokcu-L-npommi-L-
acnaparuHui-L-tpeonmn-L-pennnananmn)ruapasuHokapoonni-L-nernun-No-merun-L-

apruaui-L-TpunrodanaMunia, WM COOTBETCTBYIOLIEE KOJUYECTBO €ro (papMaleBTHUECKH

MIPUEMIIEMON CONH.

[0425] Bapwmant peammuzauuu I11-73.  2-(N-Auerun-D-tuposui-tpaHc-4-ruapokcu-L-
nponni-L-acnaparuamn-L-Tpeonnn-L-pennnananmn)ruapazuHokapOonmi-L-nefnmn-No-
metui-L-aprunun-L-tpuntopanamun, win ero (gapmaleBTHUYeCKH MpHeMieMasi COjb, JUIs
UCTIOJIb30BaHKS B CIIOCOOE MOBBILICHUST YPOBHS 3HAOreHHOro JII' y KeHIUNHBI, TPOXOISIIeH

IPOLEAYPBI BPT u MMEIO1IeH pHUCK CcrAa BKJIFOYAOIIEM!

2

BBE/ICHUE JKEHIIMHE HaualbHOH 10361 OT puMepHo 0,00003 mr no npumepHo 0,030 mr 2-(N-
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auetuin-D-tuposun-tpanc-4-ruapokcu-L-nponun-L-acnaparuaun-L-tpeonuin-L-
bennnananmn)ruapazuHokapOoHmI-L-nefinun-No-merun-L-apruaun-L-rpunropanamuna,

NI COOTBETCTBYHOIETO KOJIUYECTBA €TI0 (I)apMaI_IeBTI/I"IeCKI/I aneMneMoﬁ COJIH.

[0426] Bapuant peanuzauuu I1-74.  2-(N-Auerun-D-tuposus-Tpanc-4-ruapokcu-L-
nposmi-L-acnaparuami-L-Tpeonui-L-pennnananmn) ruapasuHokapoonmi-L-einmnn-No-
metui-L-aprunun-L-tpuntodpanamun win ero (apmauneBTHUECKU MpuemiiemMasl COb IS
HCIIOJIb30BaHUsl B COOTBETCTBUM ¢ Bapuantom peanusauuu 1I-73, npuyem nocie BBEOEHUs
HayvaJbHOW J103bl YPOBEHb SHAOreHHOro JII' B KpOBM JKEHIIMHBI MOBBIIIEH [0 CPABHEHUIO C

ypoBHeM 3H0reHHOro JII' B KpOBU KEHIUHBI TEPe]l BBEAEHUEM Ha4albHON JO3bI.

[0427] Bapmant peamuzauuu II-75.  2-(N-Auerun-D-tuposui-TpaHc-4-ruapokcu-L-
nposi-L-acnaparusamn-L-Tpeonni-L-pennnananmn) ruapazuHokapOonmmi-L-nefinmn-No-
metui-L-aprunmn-L-tpuntodpanamun, win ero (apmaueBTH4YeCKH IpuemiiemMasl COJb, IS
UCTIOJIb30BAHMSI B CIIOCOOE MOBBIIICHUST YPOBHS SHAOTeHHOTo JII' y JKeHIIUHBI, MPOXOASIIEi
npoueaypsl BPT, Bkiroyaromuii: BBECHHUE KEHIIMHE Ha4YaJIbHOM 10361 OT npuMepHo 0,00003
mr po mnpumepHo 0,030 wmr 2-(N-aneruin-D-tuposun-tpanc-4-ruapoxcu-L-npommn-L-
acnaparuami-L-Tpeonmn-L-pennnananmn)ruagpasnHokapoonni-L-neuun-No-merun-L-
aprunui-L-tpunrodanamunia, UiIM COOTBETCTBYIOLIErO KOJWYECTBA €ro (papMaleBTHUUECKU

IIPUEMJIEMOMN COJIN.

[0428] Bapuant peanuzauuu I1I-76.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposmi-L-acnaparuami-L-Tpeonui-L-pennnananmn) ruapasuHokapoonmi-L-einmnn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmauneBTHUECKH MpuUemiieMast COJb IS
HCIIOJIb30BaHUsl B COOTBETCTBUM ¢ Bapuantom peanusauuu II-75, npuyeM no MeHbIIed Mepe
36 yacoB Moclie BBEAECHHs] Ha4daJlbHOI J03bl YPOBEeHb dSHAOreHHOro JII' B KpOBU JKEHIUHBI
MOBBILIEH M0 CPAaBHEHUIO C YPOBHEM 3HJ0reHHoro JII' B KpoBM JKEHIIUHBI Nepe]] BBEACHUEM

HavyaJIbHOH JO3BI.

[0429] Bapuant peamuzanuu [I-77.  2-(N-Auerun-D-tuposun-rpanc-4-rugpokcu-L-
nposi-L-acnaparusmn-L-Tpeonni-L-pennnananmn) ruapazuHokapOormi-L-nefnmn-No-
metui-L-aprunmn-L-tpuntopanamun uin ero (papmaleBTHYeCKH MpuemiieMas CONib IS

UCIIONIb30BaHUsl B COOTBETCTBUM C Bapuanrom peanmsaumu 1I-75, nmpuyem MakCHUMabHBIN
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ypoBeHb 3HporeHHoro JII' B kpoBu HaOmromaeTcst yepe3 Mo MeHbInel mepe mpumepHoO 12

YacOB MOCJI€ BBEACHUSI Ha4aJIbHOMH JTO3BI.

[0430] Bapwuant peammzauuu [I-78.  2-(N-Auerun-D-tuposun-rpanc-4-runpokcu-L-
npoyui-L-acnaparuann-L-tpeonmn-L-dennnananmn)runpasnHokapoonmn-L-neinnin-No-
metui-L-aprunun-L-tpuntodpanamun win ero (apmaueBTHUECKU MpuemiiemMasi COb IS
HCIIONIb30BaHUsl B COOTBETCTBUU C Bapumantom peammnsauuu II-75, npuueMm skeHIuHA
NOJIy4aeT TPUITEPHYIO AO03y areHra CO3peBaHHUs OOLMTOB B paMkax cxembl BPT mnepen
BBEJCHHEM HavalnbHOH 103bl  2-(N-anerwi-D-tuposmun-tpanc-4-ruapokcu-L-npommi-L-
acnaparuHuiI-L-tpeonmn-L-ennnananmn)ruapasuHokapoonni-L-neinun-No-merun-L-

apruaui-L-tpunrodanamuna mim ero GapManeBTHUECKN TPHEMIIEMOHN COJIH.

[0431] Bapwuant peammuzauuu I11-79.  2-(N-Auerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposi-L-acnaparuami-L-Tpeonni-L-pennnananmn)ruapasnHokapoormi-L-ieinmn-No-
metui-L-aprunmn-L-tpuntopanamun uin ero (papMmaleBTHYECKH MpuemiieMas COJib IS
UCIIOJIb30BaHHsI B COOTBETCTBUHU C JIOOBIM U3 NPENUIECTBYIOIINX BapuaHTOB peanu3anuu,
NpUYeM HAYajJbHYIO 103y BBOZST, KOTAA MO MEHbIIeH Mepe Tpu (OJUTHKYJIA SUYHUKOB

pa3mepoM 1o MeHblIel Mepe 14 MM HaOmoaaroTCs ¢ nomoinbso Y3HU.

[0432] Bapmuanr peanuzauuu I11-80.  2-(N-Aunerun-D-tuposuin-tpanc-4-ruapokcu-L-
nposmi-L-acnaparuann-L-Tpeonmn-L-denunananmn)runpasnHokapoonmn-L-neinmia-No-
metmi-L-aprunmn-L-tpuntopanamun uiam ero (papmaneBTHYeCKH IpuemiieMas COJb IS
HCIIOJIb30BaHUSI B COOTBETCTBUU C JIIOOBIM U3 NpeaACCTBYOIUX BapI/IaHTOB peain3anuu,
MpUYIEM Ha4daJIbHYHO 03y BBOOAT, KOrga Io MEHBIIIEH MEpE TpHU (1)OJI.HI/IKy.Ha SIMYHHUKOB

pa3mMepoM 1o MeHblIel Mepe 18 MM Habmropar0TCs ¢ momornb Y3U.

[0433] Bapuant peanmuzaruu [I-81.  2-(N-Auerun-D-tuposun-rpanc-4-rugpokcu-L-
nposni-L-acnaparunamn-L-tpeonni-L-pennnananmn)ruapasuHokapOonmi-L-nefinmn-No-
metui-L-aprunun-L-tpuntopanamun uin ero (papMmaleBTHYECKH MpUeMiieMas COJib IS
UCIIOJIb30BaHKsI B COOTBETCTBUHU C JIOOBIM U3 MPENIIECTBYIOIIMX BapuaHTOB peanu3aluu,
NpUYEM HAYaJIbHYIO 03y BBOIST, KOTAd KOHLIEHTPALUS SCTPAIUOJIa CHIBOPOTKH COCTABJISET

no menbiIeit mepe 0,49 HMoNb/ 1.

[0434] Bapmuant peamuzauuu 11-82.  2-(N-Aunerun-D-tuposui-tpaHc-4-ruapokcu-L-

nponui-L-acnaparunun-L-tpeonnn-L-pennnananmn)ruapazusokapOonmi-L-nefnun-No-
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metui-L-aprunun-L-tpuntodpanamun uinu ero (apmauneBTHUECKH NpuemiiemMasl COib IS
HCIIOJIb30BAHMUSI B COOTBETCTBHM C JIIOOBIM M3 NpeAMICCTBYOIIUX BapI/IaHTOB pean3anuu,
JOTMOJIHUTENBHO BKItoUarouero eefenue OCI' B nepuoa ot NpuMepHO 5 JHEH 10 NPUMEPHO

12 nHeli nepen BBEAEHUEM HAYaIbHON O3Bl

[0435] Bapuant peanuzauuu I11-83.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposmi-L-acnaparunami-L-Tpeonnn-L-pennnananmn) runpasuHokapOonmi-L-nefnmn-No-
metui-L-aprunmn-L-tpuntodpanamun wim ero (apmaueBTHUECKH NpuemiiemMasl COb IS
UCTIOJIb30BAHMSI B COOTBETCTBHM C JIOOBIM M3 NPENUIeCTBYIOINX BapuaHTOB peanm3anuy,
JOTIOJIHUTENBHO BKIIOYAOINEro BBefeHne anTaronucra ['HPI' B nepuon ot npumMepHo 2 nHel

1o npuMepHo 10 nHel nepen BBEAEHUEM HAa4aIbHOU O3B

[0436] Bapuant peammzauuu 11-84.  2-(N-Auerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposmi-L-acnaparuami-L-Tpeonni-L-pennnananmn)runpasnHokapoormi-L-neinmn-No-
metui-L-aprunmn-L-tpuntodpanamun mwim ero (apmaneBTHdeckd mnpuemiieMast CONb IS
UCIIOJIb30BaHusl B COOTBeTCTBUU ¢ Bapuantom peanusauuu I1-83, npuuem antaronuct ['nPI’
BBIOMPAIOT W3 TPYNNbI, COCTOSAIIEH M3 PEIyroJINKCa, 3JIAarOJINKCA, LETPOPEINHKCa,
raHupenukca, abapenukca, Han-0Jy, aHTHa, a3ainuHa B, nerapennkca, D63153 (o3apenukca),

OBE2109 u TeBepenukca.

[0437] Bapwuant peammuzauuu [I-85.  2-(N-Aunerun-D-tuposun-rpanc-4-runpokcu-L-
nposui-L-acnaparunun-L-Tpeonun-L-pennnananmn) runpasuHokapOonmi-L-nefinmn-No-
metui-L-aprunun-L-tpuntodpanamun win ero QapmaneBTH4ecKu NpuemiemMasl COJb ISt
UCTIOJIb30BAHMUSI B COOTBETCTBUU C JIOOBIM M3 BapuaHToB peanusaiuu 11-73 - 1I-84,
JOMOJIHUTEPHO BKJIFOHaKOIero BeeaeHue aroHucta ['HPI' B mepuoa or mpumepno 14 no

npuMepHO 28 nHel nepeq BBeIeHUEM Ha4albHON HO3BL.

[0438] Bapwuant peammuzauuu I11-86.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposmi-L-acnaparusamn-L-Tpeonnn-L-pennnananmn) ruapazuHokapOonmmi-L-nefinmn-No-
metui-L-aprunmn-L-tpuntodpanamun wim ero (apmauneBTHUECKH NpuemiieMast COJb IS
UCIIOJIb30BaHUsl B COOTBETCTBUM ¢ Bapuantom peanusaumu I1-85, mpuuem aronuct I'HPI'
BBIOMPAIOT U3 IPYIIBI, COCTOSIIEH M3 JIEWITpOpeNnHa aleraTa, FOHaJOpeanHa, OycepenuHa,
TPUNITOPENINHA, TOCepeNuHa, HadapenuHa, THCTPENINHA, [IECIOpeNnHa, MeTepeluHa U

JeLUpesUHa.
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[0439] Bapmuanr peamuzauuu I11-87.  2-(N-Aunerun-D-tuposui-tpanc-4-ruapokcu-L-
nponui-L-acnaparunun-L-Tpeonnn-L-pennnananmn)ruapazunokapOonmi-L-nefmn-No-
metwi-L-aprunmin-L-tpuntopanamun uiam ero (apmaneBTHYeCKH IMpuemiieMas CONb IS
UCIIOJIb30BAaHKSI B COOTBETCTBHUHU C JIOOBIM U3 MPENIIECTBYIOIIMX BapuaHTOB peanusanuy,

MMPpUYEM HA4YaJIbHYIO 103y BBOIAT IEPEA U3BJIICHCHUEM OOLUTOB.

[0440] Bapuant peamuzauuu I1-88.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposi-L-acnaparunami-L-Tpeonnn-L-pennnananmn)runpasuHokapOonmi-L-nefnmn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmauneBTHUECKH TpuemsieMasl COJb IS
UCTIOJIb30BAHMSI B COOTBETCTBHH C JIFOOBIM M3 BapuaHTOB peanusauuu 11-73 - 11-87, mpuuem

Ha4aJIbHYIO J03Yy BBOOAT MMOCJIC U3BJICUCHUA OOLIUTOB.

[0441] Bapwuant peammzauuu 11-89.  2-(N-Auerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposmi-L-acnaparusamn-L-tpeonnn-L-pennnananmn)ruapazuHokapOonmi-L-nefnmn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmauneBTHUECKH NpUemiieMast COJb IS
UCTIONIb30BAHMS B COOTBETCTBHHU C JIFOOBIM M3 BapuaHTOB peanusauuu 11-73 - 11-87, mpuuem

HA4aJIbHYIO 103y BBOASAT Mepes OBYJIALIUEH.

[0442] Bapuant peamuzauuu I11-90.  2-(N-Aunerun-D-tuposui-tpanc-4-ruapokcu-L-
nposmi-L-acnaparuann-L-tpeonmn-L-denunananmn)runpasnHokapoonmn-L-neinnia-No-
metwi-L-aprunmn-L-Tpuntodanamun uiam ero (papmaneBTHYeCKH IpuemiieMas CONb IS
UCTIOJIb30BaHMsI B COOTBETCTBHHU C JIFOOBIM M3 BapuaHTOB peanusauuu 11-73 - 11-87, mpuuem

Ha4YaJIbHYIO 403y BBOOAT IMOCJIC OBYJIALIUH.

[0443] Bapuant peamuzauuu 11-91.  2-(N-Auerun-D-tuposui-Tpanc-4-ruapokcu-L-
nposi-L-acnaparuami-L-Tpeonui-L-pennnananmn)ruapasnHokapoonmi-L-ieimmn-No-
metui-L-aprunun-L-tpuntopanamun i ero (papMaLeBTUYeCKH MpUeMiieMas COJb IS
UCIIOJIb30BaHKsI B COOTBETCTBUHU C JIOOBIM U3 TPENIIECTBYIOIIMX BapuaHTOB peanu3aluu,
NpUYEeM HAuYaJbHYIO 703y BBOISAT mocje BBeneHus aronucra [HPIT B kaudecTBe areHTa

CO3pECBaHNsA OOLIUTOB.

[0444] Bapuant peammzauuu 11-92.  2-(N-Aunerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposi-L-acnaparuami-L-Tpeonmi-L-penmnananmn) rugpasnHokapoormi-L-neinmn-No-
metui-L-aprunmn-L-tpuntodpanamun uinu ero (apmauneBTUUECKH NpuemiieMasl COib IS

UCIIOJIb30BaHUsl B COOTBETCTBUM ¢ Bapuantom peanusaumu II-91, nmpuuem aronuctr I'sPI’
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BBIOMPAIOT U3 I'PYMIbL, COCTOSINEH W3 JIEHNpopeNnnHa alneraTa, rOHaI0penHa, OycepennHa,
TPUNTOPENINHA, TOCEepeNrHa, HadapenuHa, THCTPENNHA, [eCIOpelInHA, MeTepeNuHa U

JeLUpeNHA.

[0445] Bapuant peamuzauuu 11-93.  2-(N-Auerun-D-tuposusi-tpanc-4-ruapokcu-L-
nposmi-L-acnaparunamn-L-Tpeonun-L-dennnananmn)runpasuHokapOonmi-L-nefinmn-No-
metui-L-aprunun-L-tpuntodpanamun win ero (apmauneBTHUECKU MpuemiiemMasl COb IS
UCTIOJIb30BAHMSI B COOTBETCTBHM C JIOOBIM M3 MPENUIeCTBYIOINX BapuaHTOB peanm3anuu,
JOTIOJHUTENIBHO BKJIIOYAIOLIEr0 BBeAEHHWE BTOPOH n03bl oT npumepHo 0,00003 mr no
npumepHo 0,030 mr 2-(N-anerun-D-tuposun-tpanc-4-ruapokcu-L-nponun-L-acniaparusm-
L-tpeonmn-L-pennnananmn)ruapasunokapoonmn-L-nennnin-No-merun-L-apruamn-L-
TpunToaHaMua, UM COOTBETCTBYIOIIErO KOJUYECTBA €ro (papMareBTHYeCcKH MpUeMIIEMON

COJIH.

[0446] Bapuant peammzauuu 11-94.  2-(N-Aunerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposi-L-acnaparuami-L-Tpeonni-L-pennnananmn)rugpasnHokapoormi-L-ieinmn-No-
metui-L-aprunmn-L-tpuntodpanamun uinu ero (apmauneBTHUECKH NpUemiieMasl COJb IS
WCIIOJIb30BaHusl B COOTBETCTBUM ¢ Bapuantom peanmusauuu II-93, npuuem BTOpPyHO 103y
BBOJSIT HA MPOTSDKEHUM INEPUOAA OT MPUMEPHO 8 10 mpuMepHO 60 4acoB MOCIE BBENCHUS

Ha4vaJIbHOM JO3bI.

[0447] Bapuant peamuzauuu I11-95.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposi-L-acnaparunamn-L-Tpeonnn-L-ennnananmn)runpasuHokapOonmi-L-nefnmn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmauneBTHUECKH MpuUemiieMast COJb IS
HCIIOJIb30BaHUsl B COOTBETCTBUU ¢ Bapuantom peanusanuu 11-93 unu 11-94, nonosHuTenpHO
BKJIFOYAIOIIErO BBEAEHUE TpeThell 103bl oT npuMepHo 0,00003 mr no npumepno 0,030 mr 2-
(N-auermn-D-tuposui-Tpanc-4-ruapokcu-L-nponun-L-acnaparuaui-L-tpeonnn-L-
bernnananmn)ruapazuHokapOoHmI-L-nefinmn-No-mermn-L-apruamn-L-rpunropanamuna,

NI COOTBETCTBYHOILIECTO KOJIMYECTBA €TI0 (I)apMaLIeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIH.

[0448] Bapmant peammzauuu I11-96.  2-(N-Aunerun-D-tuposui-tpanc-4-ruapokcu-L-
npomi-L-acnaparuami-L-Tpeonni-L-penmnananmn) rugpasnHokapOoormi-L-neinmn-No-
metui-L-aprunmin-L-tpuntopanamun uin ero (papmaleBTHYECKH MpuemiieMas CONib IS

WCIIOJIb30BaHUsl B COOTBeTCTBUMU C Bapuantom peamusauuu II-95, mpuyem Tperpro Ao3y
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BBOJSIT HA MPOTSDKEHUM NEPUOAA OT MPUMEPHO 8 10 mpuMepHO 60 4acoB MOCIE BBEAECHUS

BTOPOU JIO3BI.

[0449] Bapwuant peammzauuu [I-97.  2-(N-Auerun-D-tuposun-rpanc-4-runpokcu-L-
npoyui-L-acnaparuann-L-tpeonmn-L-dennnananmn)runpasnHokapoonmn-L-neinnin-No-
metui-L-aprunun-L-tpuntodpanamun win ero (apmaueBTHUECKU MpuemiiemMasi COb IS
HCIIOJIb30BaHUsl B COOTBETCTBUU ¢ Bapuantom peanusanuu 11-95 unu I11-96, nonosHuTenpHO
BKJIFOYAOIIETO BBEAEHNE OT OJHOHN 10 MATH JONOJHUTENBHBIX 403 OT npuMepHo 0,00003 mr
no npumepHo 0,030 wmr  2-(N-auerun-D-tuposun-rpanc-4-ruapokcu-L-mposn-L-
acnaparuHuiI-L-tpeonmn-L-ennnananmn)ruapasuHokapoonni-L-neinun-No-merun-L-
apruaui-L-TpunrodanaMunia, WM COOTBETCTBYIOLIETO KOJWYECTBA €ro (papMaleBTHUECKH

MPUEMIIEMOU CONH.

[0450] Bapwuant peamuzauuu I11-98.  2-(N-Aunerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposi-L-acnaparuami-L-Tpeonni-L-penmnananmn)runpasnHokapOoormi-L-1einmn-No-
metui-L-aprunmn-L-tpuntodpanamun uinu ero (apmauneBTHUECKH NpUemiieMast COJb IS
UCIIOJIb30BaHUsl B COOTBETCTBUM ¢ Bapuantom peanusauuu II-97, npuuem BBeaeHne OT OQHOU
10 MATU JOMOJHUTEIBHBIX 103 MPOBOAUTCS HA MPOTSHKEHUU NEpUoAa OT NMPUMEPHO 8 10

npumMepHo 60 4acoB MOCJIe BBEICHUs NIPEALIECTBYIOLIEH TONOTHUTENbHON AO3BI.

[0451] Bapwuant peammzauuu [1-99.  2-(N-Aunermn-D-tuposun-rpanc-4-runpokcu-L-
nponni-L-acnaparunun-L-Tpeonun-L-dennnananmn)runpasuHokapOonmi-L-nefnmn-No-
metui-L-aprunun-L-tpuntodpanamun win ero (apmaueBTHUECKH MpuemiiemMasl COib IS
HCIIOJIb30BaHUsI B COOTBETCTBUU C JIIOOBIM U3 NMpeAECTBYOIIUX BapI/IaHTOB peain3annu,

JIOTIOJTHUTEJIPHO BKJIFOYAIOINErO BBEASHNE OTHOM MJIU HECKOJIBbKHUX 103 MPpOreCTorcHa.

[0452] Bapwuant peamuzauuu I1-100.  2-(N-Auerun-D-tuposui-TpaHc-4-ruapokcu-L-
nposni-L-acnaparunamn-L-tpeonni-L-pennnananmn)ruapasuHokapOonmi-L-nefinmn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (gapManeBTUYeCKH NpUemiieMasl CONb IS
UCTIONIb30BAHMsI B COOTBETCTBHHU C JIFOOBIM M3 BapuaHTOB peanusauuu 11-73 - 11-98, mpuuem

CIIoco0 He BKIIFOYAET BBEICHUS OMHOM HJIM HECKOJIBKHX 103 mporeCToreHa.

[0453] Bapmuant peamuzauuu I1I-101.  2-(N-Aunerun-D-tuposui-tpaHc-4-ruapokcu-L-
npomi-L-acnaparuami-L-Tpeonni-L-pennnananmn) rugpasnHokapoormi-L-ieimmn-No-

metui-L-aprunun-L-tpuntodpanamun uinu ero (apmauneBTHUECKH NpUemiieMasl COJb IS
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WCTIOJIb30BAHUsI B COOTBETCTBUHU C JIFOOBIM M3 MPEAIISCTBYIOIINX BapuaHTOB peanu3ainu,
MPUYEM OJIHY MJIM HECKOJIbKO HadaJIbHbIX 03, BTOPYIO A03Y, TPETHIO J03Yy, WU OT OJHOU 110

IIATU JOMOJHUTECIIBHBIX O3 BBOOAT NIYTEM MHBCKIIHU.

[0454] Bapuant peanuzauuu I1-102.  2-(N-Auerun-D-tuposusi-Tpanc-4-ruapokcu-L-
nposmi-L-acnaparunamn-L-Tpeonun-L-dennnananmn)runpasuHokapOonmi-L-nefinmn-No-
metui-L-aprunun-L-tpuntodpanamun win ero (apmauneBTHUECKU MpuemiiemMasl COb IS
HCIIONIb30BaHUsl B COOTBETCTBUM ¢ Bapmantom peanuszanuum II-101, npuuem wunBEKLHA

NpeACTaBIsieT COOOH BHYTPUMBIIIEUHYIO WIIH MOJKOKHYIO HHBEKIIHIO .

[0455] Bapwuant peamuzauuu 11-103.  2-(N-Auerun-D-tuposui-TpaHc-4-ruapokcu-L-
nposi-L-acnaparusamn-L-Tpeonni-L-pennnananmn) ruapazuHokapOormi-L-nefinmn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmauneBTHUECKH NpUemiieMast COJb IS
UCTIOJIb30BAHMsI B COOTBETCTBHM C JIOOBIM M3 TpenUIecTBYIOINX BapuaHTOB peanmsanuy,
npudeM Jr00ast U3 OAHOHN MITM HECKOJIBKHUX HAYaJIbHBIX 7103, BTOPOH JO3bI, TPEThEH NO03bI, WIN
OT OHOW 1O MATH AOMOJHUTENBHBIX 103 COCTaBisieT oT npuMepHo 0,0003 Mr 1o nmpumepHo

0,03 mr.

[0456] Bapuant peanmuzauuu I1-104.  2-(N-Aunerun-D-tuposui-tpanc-4-ruapokcu-L-
nposui-L-acnaparuann-L-Tpeonmn-L-enunananmn)runpasnHokapoonun-L-neinnia-No-
metwi-L-aprunmn-L-Tpuntodanamun uiam ero (papmaneBTHYeCKH IpuemiieMas CONb IS
UCIIONIb30BAHMSL B COOTBETCTBUHM C JIOOBIM U3 MPENIIECTBYIOIINX BapuaHToB peanusanuu,

npuyeM xeHiuHe nposoasat KCA.

[0457] Bapwuant peamuzauuu I1-105.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposni-L-acnaparunami-L-Tpeonnn-L-pennnananmn)ruapasuHokapOonmi-L-nefinmi-No-
metui-L-aprunmn-L-tpuntodpanamun wim ero (apmManeBTHUECKH NpUemiieMast COJb IS
UCTIONIb30BAHMsI B COOTBETCTBHM C JIOOBIM M3 NPENUIeCTBYIOIINX BapuaHTOB peanm3anuy,
npudaeM BPT-tepanuro BEIOMPArOT U3 IPYMIIbI, COCTOSIIEH W3 JOHOPCTBA OOLIMTOB, CO3IaHUS
6anka oomuroB, UKCH, JKO, nponecca 11D, uHAyKUMU OBYJSIIMHM, U BHYTPUMATOYHOM

HWHCEMHHAIUH.

[0458] Bapmuant peamuzauuu I11-106.  2-(N-Aunerun-D-tuposui-tpanc-4-ruapokcu-L-
npomi-L-acnaparuami-L-Tpeonni-L-pennnananmn) rugpasnHokapoormi-L-ieimmn-No-

metui-L-aprunun-L-tpuntodpanamun uinu ero (apmauneBTHUECKH NpUemiieMasl COJb IS
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UCTIOJIb30BAHMSI B COOTBETCTBHM C JIOOBIM M3 TpenuiecTByOIuX BapuaHTOB peanmsanuy,
IpUYeM JKEHIIMHA UMEET YTO-TO OfHO MM Heckoibko nu3 CILA, AMI' ceiBopoTku Gonee 15
nmMoJtb/J1, obmero YA®D Gonee 23 no Y3U, sctpaamnona E2 ceiBopotku 60mee 3000 mr/mut, win

NepeHecsa OUH UJIH HeCKOJIBKO MpeamecTByomux snuzonos CIA.

[0459] Bapuant peanuzauuu I1I-107.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposmi-L-acnaparuami-L-Tpeonui-L-pennnananmn) ruapasuHokapOoonmi-L-neimn-No-
metui-L-aprunun-L-rpuntopanamun uin ero (papMmaleBTHYECKH MpuUemiieMas COJib IS
UCIOJIb30BaHKsI B COOTBETCTBUHU C JIFOOBIM M3 TPENIIECTBYIOIIMX BapuaHTOB peanu3aiuu,
NpUYEM JKEHIIMHA XapaKTePH3YeTCs YeM-TO OJHHM HJIH HECKOJbKHUMHU M3 aHOBYJISITOPHBIX
LMKJIOB, WJIM CTApIIMM PENpOAYKTHBHBIM BO3PACTOM, WJIHM WCIBITHIBAET BTOPUYHYIO
SIMYHUKOBYI0 HEOCTATOYHOCTb, OJHMIOMEHOPE0, aMEHOPEI, SHIOMETPHO3 KM CHHAPOM

noJukucTo3a sstmaHukoB (CITA).

[0460] Bapuant peamuzauuu I1-108.  2-(N-Auerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposi-L-acnaparuami-L-Tpeonni-L-penmnananmn) runpasunokapOormi-L-neimmn-No-
metui-L-aprunmn-L-tpuntodpanamun uinu ero (QpapmManeBTU4eCKH HpuemiieMasl CONb IS
UCTIONIb30BAaHMsI B CIOCOO€ HHAYLMPOBAHHUS OKOHYATENbHOIO CO3PEBaHUs (OJUIUKYJIOB H
paHHEH JIIOTEMHU3ALUU Yy JKEHIUMHBI, MHpoxonsimend mnpoueaypsl BPT, mnoxsepriuelics
AeCeHCHOMIMU3auK THIo(pU3a U MPEABAPUTENBHO MONyYaBLIiel (OJUTUKYIOCTUMYIIUPYIOIIUE
ropMoHsl B pamkax BPT, Bkitouaromem BBeEHUE JKEHIIMHE HAYaJIBbHOM A03bl OT IPUMEPHO
0,00003 mr mo npumepho 0,030 mr 2-(N-anerui-D-tuposun-rpanc-4-ruapokcu-L-nposmi-L-
acnaparuHui-L-tpeonun-L-penunananmn)ruapasuHokapoonui-L-neiuun-No-merun-L-
apruHui-L-TpunrodanaMunia, WM COOTBETCTBYIOLIETO KOJWYECTBA €ro (apMareBTUYECKH

MIPUEMIIEMON COJH.

[0461] Bapuant peamuzauuu I1-109.  2-(N-Auerun-D-tuposui-TpaHc-4-ruapokcu-L-
nposmi-L-acnaparunamn-L-tpeonni-L-pennnananmn)ruapazuHokapOonmmi-L-nefnmn-No-
metui-L-aprunmn-L-tpuntodpanamun uim ero (apmMauneBTHUECKH NpUemiieMast CONb IS
HCIIONIb30BaHusl B COOTBETCTBUM ¢ Bapuantom peanusanuu 1I-108, npuuem nocrie BBeneHUs
HA4YaJIbHON J1O3bl YPOBEHb 3HAOrEHHOro JII' B KpOBU >KEHINUHBI MOBBIILIEH MO CPABHEHUIO C

ypoBHEM 3H0reHHOro JII' B KpOBU JKEHIINUHBI TEpe]l BBEACHUEM Ha4albHON JO3bI.
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[0462] Bapmuant peamuzauuu I1-110.  2-(N-Aunerun-D-tuposui-tpanc-4-ruapokcu-L-
npomui-L-acnaparuami-L-Tpeonni-L-pennnananmn)rugpasuHokapoonmi-L-neinmnn-No-
metwi-L-aprunmin-L-tpuntopanamun uiam ero (apmaneBTHYeCKH IMpuemiieMas CONb IS
UCMIOJNIb30BAaHKU B Ccnoco0e HMHAYLNMPOBAaHMS OBYJSIUMM Y OKEHINUHBI, SIBISIOINEHCS
AHOBYJIAITOPHO OECIUIOMHOH, NpHYeM YKa3aHHOe OeCIulofue He BbI3BAHO IEPBHYHBIM
HapyuieHneM (DYHKLUWU SIMYHUKOB, BKJIIOUYAIOILIEM BBEACHUE JKEHINUHE HAYaJIbHON O3Bl OT
0,00003 mr mo npumephno 0,030 mr 2-(N-anerni-D-tuposun-rpanc-4-ruapokcu-L-npommi-L-
acriaparuHmi-L-rpeonnn-L-dennnanannn)ruapasnHokapOonmi-L-neinmnn-No-merui-L-
apruaui-L-TpunrodanaMunia, WM COOTBETCTBYIOLIETO KOJWYECTBA €ro (papMareBTUYECKH

MPUEMIIEMON COJH.

[0463] Bapuant peammzauuu II-111.  2-(N-Auerun-D-Tuposun-tpaHc-4-runpokcu-L-
nposmi-L-acnaparuami-L-Tpeonni-L-pennnananmn)runpasnHokapOoormi-L-ieinmn-No-
metui-L-aprunmn-L-tpuntodpanamun uin ero (apmauneBTHUECKH NpuemiieMast COJb IS
HCIIOJIb30BaHUsl B COOTBETCTBUM ¢ Bapuantom peanusauuu 1I-110, npuuem nocrie BBeneHUs
HA4YaJIbHON J1O3bl YPOBEHb 3HAOreHHOro JII' B KpOBU KEHINUHBI MOBBILIEH MO CPABHEHUIO C

ypoBHEM 3HI0reHHOro JII' B KpOBU KEHIUHBI [Tepe]l BBEACHUEM Ha4albHON JO3bI.

[0464] Bapuanr peamuzauuu II-112.  2-(N-Auerun-D-tuposuin-tpanc-4-ruapokcu-L-
nposmi-L-acnaparuann-L-rpeonmn-L-denunananmn)runpasnHokapOonun-L-neinmia-No-
metwi-L-aprunmn-L-tpuntodanamun uiam ero (apmaneBTHUeCKH INpuemiieMas CONb IS
UCTIOJIb30BAHMsI B COOTBETCTBHH C JIIOOBIM M3 BapuaHToB peanusauuu 11-108 - [I-111, mpuuem

skeHuHa umeet puck CIA.

[0465] Bapuant peamuzauuu II-113.  2-(N-Auerun-D-tuposui-tpanc-4-ruapokcu-L-
nposmi-L-acnaparunami-L-Tpeonni-L-pennnananmn) ruapazuHokapOonmi-L-nefinmi-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmMaueBTHUECKH NpuUemiieMast COJb IS
UCTIONb30BAHMsI B COOTBETCTBHM C JIOOBIM M3 NpENUIecTBYIOIINX BapuaHTOB peanmsanuy,
npudeM HavdanbHas no3a cocraisier ot 0,001 mr mo mpumepno 0,003 mr 2-(N-aneruin-D-
TUPO3U-TpaHCc-4-ruapokcu-L-nponun-L-acnaparunun-L-tpeonnn-L-
bernnananmn)ruapazuHokapOoHmI-L-nefinmn-No-merun-L-apruamn-L-rpunropanamuna,

NI COOTBETCTBYHOIIEC KOJIUYICCTBO €I'0 (I)apMaLIeBTI/I"IeCKI/I HpI/IeMHeMOfI COJIH.



173

[0466] Bapuant peamuzauuu II-114.  2-(N-Aunerun-D-tuposuin-tpanc-4-ruapokcu-L-
nponui-L-acnaparunun-L-Tpeonnn-L-pennnananmn)ruapazunokapOonmi-L-nefmn-No-
metwi-L-aprunmn-L-tpuntopanamun uiam ero (apmaneBTHYeCKH NpuemyieMas COJb IS
UCIIOJIb30BAHMSI B COOTBETCTBUU C JIOOBIM M3 BapuaHTOB peanusarmu 1I-73 - [I-112, npuuem
HauaibHas no3a coctasiser or 0,001 mr mo mpumepno 0,030 mr 2-(N-auetun-D-Tupo3u-
TpaHc-4-ruapokcu-L-nposun-L-acnaparunmi-L-tpeonnn-L-¢enunananmn)-
ruapasuHokapoonm-L-nennmn-No-merni-L-aprunun-L-tpuntodanamuna, UN

COOTBETCTBYIOLIEE KOJIUYECTBO €ro (hapMalleBTHYECKU MPUEMIIEMOH COJTH.

[0467] Bapuant peamuzauuu II-115.  2-(N-Auerun-D-tuposui-tpaHc-4-ruapokcu-L-
nposmi-L-acnaparuamn-L-Tpeonni-L-pennnananmn)runpasnHokapoormi-L-teinmn-No-
metui-L-aprunmn-L-tpuntodpanamun win ero (apmManeBTHUECKH NpuemiieMast CONb IS
UCTIOJIb30BAHMsI B COOTBETCTBHH C JIIOOBIM U3 BapuaHToB peanusaumn 11-73 - [I-112, npuuem
HadajibHasi 1o3a cocrasiser ot 0,0003 mr no npumepro 0,003 mr 2-(N-ametun-D-Tuposui-
TpaHc-4-ruapokcu-L-npommn-L-acnaparunmi-L-rpeonnn-L-¢enunananmn)-
ruapazuHokapoonmn-L-netinmn-No-merni-L-aprunun-L-tpunropanamuna, WU

COOTBETCTBYIOLIIEE KOJIUYECTBO €ro (hapMalieBTHUECKU IPHUEMIIEMO COJH.

[0468] Bapuanr peanuzauuu II-116.  HcnonszoBanue 2-(N-auerun-D-tuposun-tpaHc-4-
ruapokcu-L-nponun-L-acnaparunun-L-rpeonun-L-¢enmnananuin)rugpasnHokapOorni-L-

nedmn-No-merun-L-apruami-L-tpunrodanamuna, nimm ero ¢papManeBTHIeCKH IPUeMIIeMO
COJIH, B POM3BOJICTBE JIEKAPCTBEHHOT'O CPECTBA JUJISl OBBILIEHHs YpOBHS sHAoreHHOro JII'y

JKEHIIUHBI, poxozsmei npouenypsl BPT u numeromeit puck CI'A.

[0469] Bapuanr peanuzanuu [I-117. Hcnonws3zoBanue 2-(N-anerun-D-tuposun-tpaHc-4-
ruapokcu-L-nponmn-L-acniaparuuamn-L-Tpeonnn-L-dennnananmn)runpasnHokapOormi-L-

aenm-No-metwn-L-aprunamn-L-tpuntodanamuna, uian ero papMareBTHYECKH PUEMIIEMON
COJIH, B IPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA AJIsl IOBBIIEHUs ypOBHs dHAorenHoro JII'y

JKEHILUHBIL, poxonsawei npouenypsl BPT.

[0470] Bapuanr peanmuzanuu [I-118.  HMcnons3zoBanue 2-(N-amnerun-D-tuposun-tpanc-4-
ruapokcu-L-nponmn-L-acnaparunmn-L-tpeonnn-L-dennnananmm)runpasnaokapOorni-L-
nenmn-No-metun-L-aprunmn-L-tpuntodanamuna, uian ero ¢papMareBTHIECKH TPUEMIIEMON

COJii, B TPOU3BOACTBE JICKAPCTBCHHOI'O CPCACTBA MAJIsI HMHAYLUHUPOBAHUA OKOHYATCIBHOI'O
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co3peBaHusi (OJUTUKYJIOB M PaHHEH JIFOTEUHHU3ANH Y KEHIIMHBI, MPOXOISIIeH MPOLEeayphI
BPT, mnoneseprmeiicss neceHcubunuzauuu TUnopusza W MOPEABAPUTEIBHO TMOJyYaBIICH

(OJTUKYIOCTUMYJTHPYIOIIHE TOPMOHBI B pamkax BPT.

[0471] Bapuanr peanmuzauuu I1I-119.  Hcnonws3zoBanue 2-(N-auetun-D-Tuposun-tpaHc-4-
ruapokcu-L-npomun-L-acnaparunmi-L-Tpeonni-L-hennnananun)ruapasuHokapOonm-L-

aenmi-No-merwi-L-aprunmi-L-tpuntopanamuna, uian ero papMaleBTHYSCKH MPUEMIIEMON
CONH, B TMPOU3BOJCTBE JIEKAPCTBEHHOIO CPEACTBAa [JIsl MHAYLUPOBAHUSA OBYJSALMUHU Y
JKSHIIMHBI, SBIIIOIIEICS aHOBYJSITOPHO OECIUIONHOHN, MpUYeM yKa3aHHOe Oecruionue He

BBI3BAHO MMEPBUYHBIM HapyIIeHHEM (PYHKLNUN STHIHUKOB.
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N3MEHEHHAS ®OPMVYJIA U3OBPETEHUA

AJISA PerHOHAJBHOM CTAAHHU

1. IIpumenenne 2-(N-Auerun-D-tuposun-rpanc-4-rugpokcu-L-nponun-L-acnaparuamn-
L-tpeonun-L-¢pennnananmn)rugpaznnokapoonmn-L-neiunia-No-merun-L-aprunmn-L-
Tpuntoanamuna win ero papMaleBTHUECKH MPUEMIIEMON COU AJISl IOBBIIIEHUS YPOBHS
SH/IOT€HHOTO JoTenHusupyomero ropmona (JII') y Hyskparomeiicss B 3TOM SKEHIUHBI,
r7e JKeHIIMHE BBOIAT HadaibHy0 no3y ot 0,00003 mr go 0,030 mr 2-(N-auermn-D-
TUPO3UII-TpaHC-4-runpokcu-L-nponun-L-acnaparunui-L-tpeonnn-L-
benunananwn)rugpasnHokapOonm-L-neinmn-No-mermn-L-aprunmi-L-
TpuntopaHamMuIa WIM COOTBETCTBYIOIIEIO KOJMYECTBA €ro  (hapMareBTHYECKH

MPUEMJIEMOM COJIN.

2. Ilpumenenne mo m. 1, roe KEHIIMHA SBJISIETCS OECIUIONHON, aHOBYJISITOPHOI,
XapaKTEPU3YEeTCsl CTAPIIMM PENPOAYKTHBHBIM BO3PACTOM; HJIU HCIIBITHIBAET BTOPUYHYIO
SUYHUKOBYIO HENOCTATOYHOCTb, OJIMTOMEHOPEID, aMEHOPE0, 3HIAOMETPHO3, CHHIPOM
nosjukucro3a sudaHukoB (CITA), wnm aHOByJsiTopHOe Oecruionue, He BBI3BAHHOE
MNEPBUYHBIM HAPYIICHUEM d)YHKLII/II/I SAUYHUKOB, HJIM XapPaKTEPUIYCTCA KOM6I/IH3.L[I/I$IMI/I

MOOBIX U3 BBILICTIEPEYNUCIEHHOTO.

3. ITpumenenue 1o m. 1, rae SKEHIIMHA SIBJSIETCSl OECIUIOAHON, aHOBYJISATOPHOMN, WU
XapaKTePU3yeTCsl CTAPIINM PENPOAYKTUBHBIM BO3PACTOM;, I KOMOWHAIMSIMH JIFOOBIX U3

BBIICTICPEIHUCICHHOIO.

4. Ilpumenenne no mn. 1, rae >KEHINMHA WCHBITBIBAET BTOPUYHYK) SIMUHUKOBYIO

2
HEJOCTaTOYHOCTb, OJIMTOMEHOPEI0, aMEHOPEI0, 3HIAOMETPHO3, CHHAPOM IOJHKHCTO3a
suyaukoB  (CITA), wnm  aHOBymsATOpHOE Oecryiofne, HEe BBI3BAHHOE MEPBUYHBIM

HapyLIeHneM (PYHKLUHU SIMTYHUKOB, WM KOMOWHAIMH JTFOOBIX M3 BBIIETIEPEYHCICHHOTO.

5. IIpumenenue no JroboMy U3 min. 1-4, rae MakCUMaJIbHBIA ypoBeHb 3HIoreHHoro JII' B
KpOBHU HaOmMomaeTcst Mexnay npumepHo 12 uwacamm u mpumepHo 48 wacamu mocie

BBeOEHUS HAYAJILHOU HO3bI.

6. [Ipumenenue no mobomMy u3 mm. 1-5, rae MakCuMasbHBIA ypoBeHb 3HIoreHHoro JII' B

KpOBHU HaOmonmaeTcss Mexnay npumepHo 18 uwacamm u mpumepHo 48 wuacamm mocie

3AMEHSAIOIMNM JTUCT
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BBeAEHUS HAYAJIbHOU HO3bI.

7. Ilpumenenne no modomy u3 niL. 1-6, rae ypoBeHb 3HAOreHHOro JII' B KpOBU JKEHIIUHBI
MOBBILIEH HA MPOTSHKEHUHU 10 MEHbIIEH Mepe 48 4acOB MOC/e BBEACHUs] HAYaJIbHOU 03Bl
2-(N-auerun-D-tuposun-tpanc-4-rugpokcu-L-nponun-L-acnaparunun-L-tpeorn-L-
denmnananwn)rugpasnHokapOoorm-L-neinmn-No-mermn-L-apruami-L-
TpuntopaHaMuza WM COOTBETCTBYIOLIETO KOJHYECTBA €ro  (apMaleBTHYECKH
MIPUEMJIEMON COJIU NI0 CPABHEHHUIO C YPOBHEM 3HIOreHHOro JII' B KpOBU JKEHIUHBI NIEPEN

BBE€OEHHEM HAYAJIbHOU HO3BI.

8. [Ipumenenue no mobomy u3 nm. 1-6, rae ypoBeHb S3HIOreHHOro JII' B KpOBH JKEHIITUHBI
NOBBIIEH MEXAYy NpuMepHO 14 dvacamu u npumepHo 84 yacamu 1OCa€ BBEACHUS
HayasbHOH n03b1 2-(N-auetmin-D-tuposun-rpanc-4-rugpokcu-L-nponmi-L-acnaparuani-
L-tpeonun-L-¢pennnananmn)ruapasunokapoonmn-L-neiunia-No-merun-L-aprunmn-L-

TpuntopaHamMuga WIM COOTBETCTBYIOIIEIO KOJMYEeCTBA €ro (hapMareBTHYECKH
MPUEMJIEMON COJIU MO CPABHEHUIO C YPOBHEM 3HJ0reHHOro JII' B KpOBHU >KEHIIUHBI TIepes

BBEAECHHUEM HAYaJIbHOU HO3bI.

9. ITpumenenue no r000oMy 13 mi. 1-8, rae skeHIMHe BBOAAT HavaibHY0 103y ot 0,0003
mr o 0,030 mr 2-(N-auerun-D-tuposun-tpanc-4-runpokcu-L-nponui-L-acnaparuHui-
L-rpeonun-L-denunananun)ruapasunokapOonmi-L-nefmn-No-metui-L-apruami-L-

TpuntopaHaMuia WIM  COOTBETCTBYIOLIETO  KOJHYECTBA €ro  (papMaleBTHYECKH

MIPUEMIIEMON COJIH.

10. ITpumenenune mo moOomy u3 mm. 1-9, rme KeHIIMHE BBOIST HAYAJIBHYIO O3y OT
0,0003 mr gmo 0,015 wmr 2-(N-auerun-D-tuposun-rpanc-4-ruapokcu-L-nposmi-L-
acriaparuHmi-L-rpeonnn-L-dennnanannn)runpasnaokapOormi-L-neinmn-No-merun-L-
apruaui-L-tpunrodanamuna WUJIn COOTBETCTBYIOILETO KOJIN4YeCTBa €ero

(bapManeBTHYECKU TPUEMJIEMOU COJTH.
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