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OIMMCAHUE WM3OBPETEHNA
2420-576102EA/045
VHTMBUPYIOLIME AHTUTEJIA [MPOTUB PCSK9 IJisd JIEUEHUS TMALMEHTOB C
TUMNEPIUIIMIEMAEN TOOBEPTAIONMXCSI ASEPERY JIMIIOINPOTEMHOB
OIIMCAHVE
OBJIACTh TEXHMKM, K KOTOPOW OTHOCUTCSI MBOBPETEHUE
[0001] HacTodmee n300peTeHne OTHOCUTCHA K oBJjlacTH

TepalleBTUUECKUX BO3OEeMCTBMM Ha  3afojileBaHMS UM PacCcTpoMCcTBa,

KOTOPHE aCCoOUMUPOBAHE C [TOBHIIE HHEIMU YPOBHAMA JIUIINTOB u
JIUIIONIPOTENHOB . BoJiee KOHKPEeTHO, n3obpeTeHUe OTHOCUTCH K
IIPMMEeHEeHUIO VHITUOUTOPOR PCSK9 njida JIeUeHN A nalnumMeHTOB C

TUIepIUIUIEeMUEe ¥ OTHOCAMUMMMCA K Hel COCTOSHUAMM, KOTOPHE B
paccMaTpmuBaeMoe BpeMd I[IOOBEepIlalTCid JIEUEeHMK C  MCIOJB30BaHUEM
pexrMa JIedeHWs, BKJIOUaAnIeIo adepes  JIMIOIPOTEMHOB (RampumMep,
adpepes LDL mam adepes Lp(a)) .

[IPEINECTBYINA YPOBEHB TEXHMUKU

[0002] TwunepsunuuoeMmsa OpeAdCTaBJsgeT cobom ofmui TepMHUH,
KOTOPEM OXBaTHBaeT 3abojieBaHUA M pPacCTPOMCTBa, XapaKTepu3yeMHe

ITIOBHIIEHHEIMIM YPOBHAMIM JIMIIMIOB M/MHM JIMIIOIIPOTEMHOB B KpPOBU, MJIin

aCCOUMMPOBaHHEE c HVMU . T'MnepamUnuIeMnUn BRJIOUAIT
TUIIePXOJIeCTEPUHEMUIO, TUIIEPTPUIJIMLIEPUIEMUIO, KOMOVHUPOBaHHYIO
TUNEPJIUINIOEMUI0 M IIOBHIIEHHHM JMIonpoTerMH a (Lp(a)). KoHkpeTHOM

npeobJyamnanmen bopmon TUIePJINUNINIEMAN BO MHOTHMX IMIOIIYJIALMAX
ABJIAETCH TUIIEPXOJIeCTepUHEMNU .

[0003] TwunepxoJjecTepuHeMMs, KOHKPETHO, YBeJIMUeHMe YPOBHeM
xoJecTepurHa (LDL-C) B JMIONPOTeMHax HMBKOW I1JoTHocTu  (LDL),

cocTaBJigeT OCHOBHOM PUCK @OJIA Pa3BUTUA aTepOoOCKJIepO3a M KOpOHapHOﬁ

foJie3HM ceplla (CHD) (Sharrett et al., 2001, Circulation
104:1108-1113) . XoJIeCTepUH JIUIIOIIPOTENHOB HUBKOMU ILJIOTHOCTH
NOESHTUOUUNPYIT B KadecTee IepBOOUEpPEenHOM MUIIEHN

XOJIECTEPUHOCHMXKAKIMEY TepalMy M OH IIPMHAT B KauecTBe IIPaBOMEpPHOMU
cCyppoTraTHOM TepaleBTUUeCKOM KOHEeUHOM TOUKMU. MHOTOUMCJIIEHHEE
MCCJIegOBaHMAa IHNPOIOEeMOHCTPUPOBAaJX, UTO CHMXeHMe ypoBHew LDL-C
noHmxaeT puck CHD BMecTe C CHUJIBHOM TNIPAMOM B3aMMOCBA3LID MeXIy

ypoBHAMU LDL-C m coOwuTuaMu CHD; 1mjd kaxnoro cHuxeHusa LDL-C Ha 1



MMOJIB/JI  (~40 wMr/mj), CMEPTHOCT: M 3ab0JIeBaeMOCTL OT CepOeuHO-—
cocymmucToro 3abojieBaHmMsa (CVD) noHmxamoTcd Ha 22%. bBojiee BHCOKMe
cHmxeHrsa LDL-C nOpousBOoOAT OoJibllee yMeHBLIIeHME UYaCTOTH COOHTUM, U
CpaBHUTEJIbHHE OaHHHE MHTEHCUMBHOM TepaluM CTaTMHaMM B CPaBHEHUU
CO CTaHIapTHHEM JeueHMeM I[IO3BOJIART IIPelloJIOXUTL, UTO UeM HUXe
ypoBeHb LDL-C, TeM Bume OJIaTOIPMATHOE BO3IEeMCTBMe Yy IMHallMeHTOB C
OUeHb BHCOKMM PUCKOM CepledHO-COoCyIMCTOoTro =zabojeBaHusa (CV).

[0004] CeMmelHasa TUIIEPXOJIECTEePUHEMN A (FH) aBJIgeTcsa
HacCJIeOCTBEHHBM PacCcTPOMCTBOM MeTaboJn3Ma JIUTINIOB, KOTOpoOe
coznmaeT Y yeJjioBeKa NpenpacrojIOXeHHOCTE K IpexneBpeMeHHOMY
TIXKEJIOMYy CeplOedHo-cocymucToMy 3aboJjeBanHuin (CVD). JedeKTEH B IO
MeHbllel  Mepe 3 pPa3JIMUHBIX TeHax, KOTOPHE KOOVPYT OeJiky,
BOBJICUEHHEE B IeUeHOUHEN KJIMPEeHC XoJlecTeprHa (LDL-C) B
JUMIONPOTEMHAX HU3KOWM IIJIOTHOCTM (LDL) MOTYT BH3HEBaTh FH. IIpUMepH
TaKMxX »OedeKTOR BKINUAKT MyTallUM OPM KOOWMPOBAHMM TEe€HOM pellelnTopa

ILDL (LDLR), KOTOpHM ynaJjsgeT LDL-C u3 KpoBooOOpameHMs, ¥ B TeHe

arloJIMIIONPOTEVHA (Apo) B, KOTOPEM  ABJISETCH  OCHOBHHM  OeJIKOM
YyaCTUIIE LDL. B HEKOTOPHX cIIydadax FH, TeH, KOIMP YoM
IPONPOTEMHOBYI KOHBepTasy CyYyOTHUIM3MH/KeKCUMH Tuna 9 (PCSK9),

bepMeHT, BOBJIEUEHHHM B paspymleHre LDLR (MyTauusda C OIproBpeTeHUeM
byHKLIMM) , ronBepraeTcsd MyTaluM . Bo BCcex cayyadax, FH

XapakTepmusyercsd HaKOIIJIEeHMEM LDL-C B JiasMme C POXIOeHNAa "

[10CJIe OYIOUMM PasBUTHUEM CYXOXMJIIb HBEIX KCaHTOM, KCcaHTeJlasM,
aTepoMaTo30B u CVD. FH MOXHO KJIaCCUPULIMPOBATH Kak JInBo
TeTEPOSUTOTHYIO FH (heFH) MJIIN TOMOBUI'OTHYIO FH (hoFH) B

3aBUCHMMOCTM OT TOTO, MUMeeT JIM MUHIOVMBUIYYM TeHeTHUeCKUM »OedeKT B
OoHOM (reTepo3uUroTHaL) WU obeux (roMoBUTOTHAA) KOMNIMAX
BOBJIEUEHHOI'O I'€Ha.

[0005] [MpUMeH geMbEe B HacTodlee BpeMsa LDL-C-cHMuXxamnmme
MeOUUMHCKME IIpellapaTh BKJKYAKT CTATWHE, MWHIUOMUTOPE BCaCHBAaHMA
XOoJleCTepuHa, ©OmbpaTe, HMaAUMH WM CeKBeCTPaHTH XeJIUHEX KUCJOT.
CTaTHHE ABJIAIOTCS OOBUHO Ha3HadaeMOVW Tepalmel OJaa CcHuwXeHus LDL-C.
OOoHakKO, HEeCMOTpS Ha HOOCTYINHOCTE TakKMUX JIMIMIOOCHWXAKIUX Tepalul,
MHOTMM alyeHTaM C BBCOKMM PUCKOM He yIOaeTcsda »OOCTHUYUb WUX

PEKOMEeHIyeMOoTO IleJIleBOoTo YpoBHsS LDL-C (Gitt et al., 2010, Clin



Res Cardiol 99(11):723-733). IJa T[alMeHTOB, KOTOPHE BCe elle
HECHOCOOHH OOCTHUUL WUX PeKOMEeHOYyeMOoIT'o IlleJIeBoTo yporHA LDL-C,
HECMOTPSA Ha OOCTYNHYIR JUIWUI-MOIMOMUIMPYKRIYH Tepanuio (LMT), wmHOTOa
Has3HauvanT MexXaHMuecKkoe yoaJjieHue LDL-C [IOCPenCcTBOM abepesa
JIUTIOTIPOTEUHOB (Hanpmumep, abpepesa LDL). Adepe3s JMUIOCIPOTEMHOB
yoajaseT amnonporeudH Bl00-comepxamme JIUIIONPOTEMHE M3 KpPOoBM. ETO
OBOBIUHO paccMaTpUBanT Kak CpencTBO nocJyienHemn HaOexXIbl OJIs
NalMeHTOB C I[IPOTPECCUPYRIIMM CepOeUHO—COCYIUCTHEM 3aboJieBaHueM U
[IOCTOAHHO IIOBBIIeHHEM LDL-C.

[0006] OnmHako, adpepes LDL ABJIAETCSA OOPOTOCTOAmen
opolenypol, KoTopasd MABRJAETCHA MHBA3UBHOM U OOpeMeHUTeJILHOM MJIid
naumMeHToB. Adpepes, B LI&JIOM, BKJIDUaeT B Cebd MexXxaHMUuecKoe
yoajleHVe KPOBM M3 IMallMeHTa; KPOBb MNOOBEPpTalnT LeHTPUOYTUPOBAHUL,
OUILTPaALIVM WJIM OPYTMM CTaouvsaM pasndesjieHMsS BHe opTraHu3Ma OJd
yoaJleHVSd HexXeJlaTeJIbHHX COCTaBHHEX SJIEMEeHTOB M 3aTeM IIOBTOPHO
BBOIOAT Haszal B HalMeHTa. Adpepe3s JUIONPOTEMHOB Pe3KO CHUXAeT
kKoHIeHTpauui LDL-C Ha 50-75%, uTo npeobpal3yeTcsa B YCPeIOHEeHHOe IIO
BpeMeHU CHIDKEHME LDL-C, paBHOE NPUOIIU3UTEJIEHO 30% Mexny
npollenypaMu abpepesa. THUNOMUHEE IIPOLeCCH adepesa XapaKTepUsyonTcd
OpexondamuM CHWXEeHMEM CHBOPOTOUHOM KOHIEHTpaluMM JIMIIOIPOTEMHORB,
KoTopoe CONpOBOXIOaeTcCHd C TeueHMEeM  BpeMeHU IOUTH  JIMHEMVHBIM
BO3BpalleHeM YPOBHEM JIMIONPOTEMHOB IO IIOBHIIEHHOTO "MCXOOHOTO"
YVPOBHA. OTa KoJedJomascsa KapTHHa YPOBHEWM JIMIOIPOTEMHOB, KOTOpasd
ABJISETCA XapaKTepHOoM IJIs Tepalul ¢ adpepe3oM JIUIOIPOTEMHOB,
ODBACHAET HeOoOXOIOMMOCTH IpoBeleHUS I[IepPUMOoIUMUeCcKUX  Tepalum C
abepes30M, KOTOPHE TPpedyonTcd Ha NPOTAXKEeHMM BCEeTrOo CpoKa XU3HU
VHIVBUOYYMA . Kpome TOTO, BCJIEOCTBME pasbpoCaHHOCTM  ILIeHTPOB
abepesa BO MHOTHMX TeoTlpadpruueCKUX pPaclOJIOXEeHUMAX, MHOTHEe IIallMeHTH
OOJIXKHEL IIepeMellaTbCa Ha SHaAuMTeJIbHOE pPacCcTodHMe OIS [IpOoBelOeHUd
IpOoLIenypPH, KOTOPYK Ha3HadvawnT C IIPpOTMSKEeHHOCTBK 3 Yaca M OOBYHO
IpenoCcTaBJIgRT OIVMH pPa3 B HEeOeJI©w - OIMH pa3 B 4 Henmelu, B
3aBUCHMOCTM OT YpoBHA LDL-C Yy IHaluMeHTa W CEePOEeYHO-COCYIOMCTOIO
pPHUCKa. B IOoIoJiHeHUEe, OJIS DTOM [IPOLelypEH MOXeT TpeBoBaThLCHA
YCTaHOBKAa myHTa oI JyacToro COCYIOMCTOTO OOoCTyIa. Adpepes
JIUIIONIPOTEMHOB HM3KOM IIJIOTHOCTM, KakK IPaBUJIO, XOpPOUO II€peHOCUTCH,

HO MOXeT IIpMBOIOMTE K TITUIIOTEH3IUNM, I'MIIoKaJIb I MeMnm, aJjijieprmuyeCKVM



pearkumaMm u pe3KoMy CHIVIDXEHUIO YPOBHEM OeJIKOB CEIBOPOTKMU.
HOoKyMeHTaJIbHO NOOTBEPXKICHO, uTo KauecCcTBO KU 3HU (Qol, Kak
OIIPEeleJIalnT 10 OINPOCHUKY) OBJIO HMXEe Y IallMeEHTOB, KOTOPEM IIPOBOIOAT
adepes B IOONOJIHEHME K JIMIMOOCHMXAKIMM JeKapCTBEHHEIM CpencTBaM B
CpaBHEeHUU c nauveHTamm, NIPOXOOAlNM JieueHue JIVIIEB C
JIUNIMOOCHMWKAMMMMA JIeKapCTBeHHEMM cpencTeamu (Schiel et al., 1995,
Int J Artif Organs 18:786-793). Takum oBOpasoM, IIallMeHTH, KOTOPHE
He MOTYT OOCTHUUL LIeJIeBOTO LDL-C, HecMOTpP4A Ha IIOJIyUeHue
ONITUMM3UPOBAHHOM cxXeMH LMT, 1, KOTOPHIM TpedyeTcs abdepes, UYUTOOH
CHU3UTEL LDL-C, CMOTUIN OB oprodpecTn OUeHb 3HauUMTeJIbHOe
OJIaronpUATHOE BO3OEUCTBUE oT aJIb TePHAaTUBHEX LDL-C-CcHMXanmmMx
Tepalui, KOTOPHE CHOCOOHH CHM3UTL WJIM YCTPaAHUTL I[IOTPed®HOCTL B
abepese.

KPATKOE COIOEPXAHME CYIUHOCTU MBOEPETEHNA

[0007] HacTosamee wu300peTeHMEe IMIPEeOOCTaBJIAEeT CIOCOOH JIeueHUA
TUIIEPJIUNIUOEeMM Y  [HalMeHTOB, noJjiydammmx  Tepalmon Cc  adepesoM
JIUIIOTNIPOTENHOB . TepaleBTUUeCKMe CIOCOOB HacCTOodAMero u300peTeHud
OPUBOIOAT K CHWXEHMIO YPOBHEM JIMIIONPOTEMHOB CHBOPOTKM, M, TaKKM
oBpasoM, cJyXaT OJ4d yCTpaHeHMAa WM  YMEeHBIIEeHUA  HOTPeOHOCTHU
naumMeHTa B abpepese JIUIIONPOTENHOB . B HEKOTOPHIX BapmMaHTax
OCyIleCTBJIEHUHA, JyacToTa JleueHunsAa C MCIIOJIE 30BaHUEM adepesa,
TpebyeMOoT O NaluMeHTy OJIS OOCTMXEeHMA LeJIeBOT'O YPOBHS JIUIIONPOTEMHOB
(HampuMmep, 1IeJIEBOTO YPOBHA LDL-C), CHUXaeTCcd IIOCPEenoCTBOM
IIPpUMEHEHUSI TepaleBTUUECKUX CIIOCOOOB HaCTOAlero u300peTeHMd. B
HEKOTOPEHIX BapmMaHTax OCYIIECTRJIEHUS, NOTPeBHOCTHL nauveHTa B
adepese OJ4d OOCTWXEHMA I1LeJIEBOT'O YPOBHHA JIMIIONPOTEMHOB (HaIpHUMEp,
11eJIeBOT'O YPOBHSHA LDL-C) YCTPaHAKT [IOCPenCTBOM IIPMMEeHEHU A
TepaleBTUUEeCKUX CIOCOOOBR HACTOAMEIO M300peTeHUd.

[0008] CormJlacHO OIOHOMY acIIeKkTy, CIIOCOBOEL HacToAamero
n300peTeHrsa BKJIOUAT BBeleHMe OOHOM uIM ©0o0Jiee @OO3 UHTUOUTOPA
PCSK©9 naimMeHTy, KOoTOpOMYy IPOBOLOAT NI [IPOBOONIIN JleueHue
(HampuMmep, B WHTepBalle IIOCIEeIHMX MeCTH MeCHIeB) C MCIOJIbE30BaHUEM
adpepesa JMIIOIIPOTEMHORB, TI'Ie BBeldeHuUe MHITUOUTOpa PCSKY9 naumeHTy
IPUBOIMUT K CHMXEHM IO YPOBHSA IIO MeHbIley Mepe OIHOTO JIMIIONPOTeMHa B
CHIBOPOTKe IaluueHTa U, cJlemoBaTeJIbHO, CHMXaeT WIM YyCTpaHdgeT

[IOTPeOHOCTh B TepaluM C adpepesoM JIMIIONPOTEMHOB Yy IallMeHTa.



[0009] CorjacHO OIHOMY IPYI'OMy AacIleKTy, CIOCOOE HaCTOAMETO
n30bpeTeHrsa BKJIOUaALT OoTOOp HalMeHTa C TIUIepXoJieCTepuHeMMren,
KOTOPOMY IIPOBOOAT WMV IIPOBOOUIIM JieUeHMe C MCIOJIb30BaHMeM adpepesa
JIMIIOIIPOTENHOB c HadvaJlbHOM (mns npenBapuUTesIbHOTO JIeUeHM )
YacToTOM¥, ¥ BBeIeHMe OIOHOM wuam ©OoJee 1no3 wuHIrubuTopa PCSK9
nauyMeHTy, CHMWXasd I[OCPeICTBOM DTOTO YPOBEHL II0 MeHBIeM Mepe
OOHOTO JIMIIOIIPOTEMHa B CHBOPOTKe IlallMeHTa, u CcJenoBaTeJIbHO,
CHMXad dYacToTy adpepesa JUIOIPOTEMHOR, TpebyeMyrn IIalMeHTy OJI4
OOCTIMKEHM S LIEJIEBOTO YPOBHSA JIUIIONPOTEUHOB.

[0010] ITaluMeHTH, KOTOPHM [POBOOUTCHA JIeUeHMe WM MOXeT
IPOBOOUTECHA JIeUueHMe crocofaMr HacCTOoAlero M300peTeHMrd, BKIKYAnT,
HanpuMep, OalMeHTOB C THUIlepxoJlecTepuMHeMMrel, BRJUAasg [HalMeHTOB C
ceMeMHOM TUIIepXOoJleCcTepuHeMren (FH) . B HEKOTOPHIX BapMaHTax
OCYIIECTRBRJIEHMA, IMallMeHTH, KOTOPHEM IIPOBOOUTCHA JIeUeHMe WM MOXeT
NIPOBOOUTHCHA JeueHue crnocobaMr HaACTOANeTOo UW300peTeHMd, MABJISTCHI
ralumMeHTaMu, Y  KOTOPHX OMaAarHOCTURYIT (MM  nauMeHTaMM, VIHEIM
oBpa30M WM3BECTHHEMM, KaK WMeKIre) roMo3muroTHyio FH (hoFH) wmam
reTepos3urorTHyn FH (heFH).

[0011] CorjlacHO HEKOTOPLM BapuaHTaM OCYIIeCTBJIEHUA
HacTodamero ns3obpeTeHnd, MHTUOUTOP PCSK9 BBOOAT nalumeHTy B
KauecTBe Tepanuy, »OOINOJHUTEJLHOM K CYMeCcTBYWMeN JUIMIOCHMXAMeN
TepaluM IalMeHTa (HamopuMep, IIOMMMO MCXOIOHOM Tepaluu IallMeHTa
cTaTMHaMm) .

[0012] HacTosdmee n300peTeHne Takxe IpenoCTaBJIAET
bapMalleBTUUECKME  KOMIIO3UILINN, comepxamme uHTIMOMTOP PCSK9, o4
IIpMMeHeHMs T[IPpY CHWXeHUM WIM YCTPaHeHUMM IIOTPpedHOCTM B Tepalum C
abepes30M JIUIONPOTEMHOE, WM OJ4 NOPMMEeHeHMS IIPpM CHWXKEeHUM UYaCTOTH
IpoBeOeHUI Tepaluu C adpepe330M JIUIIONPOTEMHOR IJIS HallMeHTa.

[0013] VImocTpaTUBHEE VHTUOUTOPH PCSK9, KOTOPHE MOT'YT
IPMMEeHSAThCH B KOHTEKCTE criocobos HaCcToOAmeTo n300peTeHnd,
BKJIOUAT, HanpuMep, aHTUTeJla npotmuB PCSK9, HM3KOMOJIEKYJIAPHEE
nHTUbuTOopEl PCSK9 wm PCSK9-cBa3HBalMMe MOJIEKYJIEL Ha KapKacHOM
OCHOBe.

[0014] Ipyrue BapMaHTH OCYIECTBJIEHMS HACTOSAMETIO MU300peTeHUsd
CTaHYT MNOHATHHEMM M3 0030pa NOCJenyKlero IOOPpOOHOTO OIMCaHMAg.

KPATKOE OIIMCAHME YEPEXEN



[0015] émr. 1 mpencTaBJsgeT OMarpaMMy, WIJIOCTPUPYIIYH OOMUi
OV3aVH MCCcJIeOoBaHMsAa, OIMCaHHOTO B IlpuMepe 2 @OaHHOTO OIMCAaHUA.
VicciienoBaHMe BKJIOUAJO 2-HeNeJIbHBEM [epuol CKPMHMHTA, 18-HeOeJIbHHM
Iepmon JedueHrsa B pexuMe C YCJOBMAMM HOBOVHOM AaHOHMMHOCTHU U
HeoBsa3aTesIbHEM 8-HeeJbH BN nepuon MIPOCIEKTUBHOTO/OTKPHTOTO
OOIIOJIHUTEJIbHOT'O MCCJIeODOBaHUA.

[0016] dur. 2 npencraejgeT coBoM IOTOUHYI IOMarpaMmy,
[IOKa3EIBaKIyo CHIWXEeHUe mokKaszsaTelis JeueHms adpepe3oM v

VHIVIBYOYaJIBHBEIX I[IallMeHTOB OT HelIeJlr 7 mo HemeJgu 18 B T'pyIlniax

rNalurMeHTOB, MIOJIYUAaBIIUX  JIeUueHMe rlane®o nu aJImMporyma, (ITT-
IIONYJIALMA) . ToOJIBKO 3HaAUEHUE LDL-C oJjig JleueHn s abepesoM,
IpOIyleHHOe Ha MecCcTe [IPpOoBeleHMd, YUUTHBaKLT kak "abpepe3z He
nposonuica” . [MponymeHHaa (mo oM HIpUUMHE) nHOOpMalMd IO

JeueHun adepe3oM OT HeneJau / OO Heneaum 18 3BamMemaeTcd Ha
pe3yJbTaT JiedeHUA adpepesoM "NpopoIuBILIeTOCA" IIpM BUSUTE.

[0017] &ur. 3 T1oOKalHBaeT CTaHIapTUAUPOBAHHLEI IIOKa3aTellb
adepesa OT Hemesam 7/ OO HeleJu 18 B TIpyllax I[HallMEHTOBR, IIOJIydaBIMX
JiedueHue I1uIaneto um almpokyMmabd. IlokaszaTenn adpepesa I[IOKa3aHH BIOOJb
X—0OCM; VY—OCBb IIOKa3HBaeT IIPOLEHTHYKD OOJIK I[allMEHTOR, IIPOABJIAKINX
COOTBETCTRYKIMY MHTepBaJl IokasaTelyda adpepesza.

[0018] &mr. 4 1[OKasHBAaeT IMIPOLEHT IIalMeHTOB, IIOJIy4daBIIMX
abepes B TI'pylnax I[DalMeHTOB, [IOJIy4YaBIIMX JledueHue IJlauebo u
aIupokyMad, TMNIpM Pa3JIMUHHX BPEeMeHHBX OTMeTkax OT HemeJau /7 IO
Henmeqau 18 wmcciaenoBaHMA. IlallMeHTH, I[IOKa3aHHHE Ha BToOM Ipaduke,
ABJIATCA NallMeHTaMM, KOTOPEM POBOIMIM adepezs exeHeneJlbHO (QW) B
HauvajJjle MCCJeOOoBaHMuLg.

[0019] &umr. 5 nmnoka3HBaeT IIPOLEHT I[IalMeHTOB, [I0JIyYaBIIMX
adpepes B TIpylloax [DallMeHTOB, [IOJIyUYaBIIMX JIeueHue I[uaunebo mu
anpokyMad, TIIpM pPa3JIMUHHX BPEMEHHBX OTMEeTKax OT Heneau / 10
Heneau 18 wmcciaenoBaHMA. I[lallMeHTH, I[IOKa3aHHBHE Ha BToM Ipaduke,
ABJIATCA MallMeHTaMM, KOTOPEM MNpOoBOOIMJIM adpepes OIMH pa3 B IOBe
Henean (Q2W) B HauvaJie MCCJeOOBaHWUA.

[0020] &éumur. 6 T1oKa3HBaeT IIPOLEHT [IalMeHTOB, [I0JIy4YaBIIMX
adbepes B TI'pyllax [DalMeHTOB, [IOJIy4YaBIIMX JIeueHue IuJlauebo mu
almpokyMad, I[IpM pPa3JIMUHBEX BPEMEHHBX OTMeTKax OT Heneau /1 1o

Henmeim 18 wuMccienoBaHUAg. [lauMeHTH, IIOKa3saHHEE Ha 3J8TOM I'pachKe,



OpenCcTaBJIgnT BCeX NAallMeHTOB, BKJIOUEHHHX B MCCJelOoBaHME.

[0021] &éumur. 7 1noka3HBaeT pacCCUMTaHHOEe IIPOILEHTHOE M3MeHeHMe
LDL-C oT MCXOOHOTO YpPOBHA B Ipyllax I[IallMeHTOB, TI0JIyUYaBIMX
JeueHre Iauedbo M aJMpokyMad, IIpM Pas3JIMUHEIX OTMEeTKax BpeMeHM Ha
OIPOTAXKEHUN BCETO nccjenoBaHmdg. UepHad CTpeliKa, [IoMeueHHad
"abepezs wusBMeHseTca" yKasHBaeT OTMETKY BpPeMeHHM, IIpU KOTOPOU
JyacToTy adpepesa B IIEPCIEeKTUMBE ONpenesyisalr OJS MHIOIUMBUIOYAJIbHEBIX
IallMeHTOBR Ha OCHOBaHMM ypoBHA LDL-C. o »TOM BpPEeMeHHOM OTMEeTKM,
NaluMeHTH IIoJiyuajau adepes3 HOpu (UKCHUPOBAHHOM UYacToTe Ha OCHOBAHUU

YCTAaHOBJIEHHOTO Ppa@MKa IJIAd VMHIVBMIOYAaJIbHOT'O IIallMMeHTa.

[0022] dur. 8 IIoKaszeBaeT paccumMTaHHbEE YPOBHU LDL-C
(BHpaXeHHEe B dopMe LS—-cpenHee [+/- SE] wmr/mi) B TI'pyHmnax
[IalMeHTOB, [IOJIy4YaBIIMX JieueHue mjanedo " anupokyMab, Ipu

PasJIMUHEIX OTMEeTKaxX BpeMeHM Ha [IPOTIXeHMM BCeT'0 WMCCJeIOBaHMA.
UepHad cCTpeJika, IIoMeueHHas "adepes maMeHseTca" yKasbHBaeT OTMETKY
BpeMeHM, IIpM KOTOPOM UYacToTy adepesa B IIepClIeKTUBe OoIpelesiain
I0JIS VHIOVBUOYAJILHHEX I[IallMeHTOBR Ha OCHOBaHuMM ypoBHA LDL-C. Jo »Tou
BpeMeHHOM OTMeTKM, I[alMeHTH [IoJdydaau abepezs Opu QUKCUPOBAHHOM
Y4acTOTe Ha OCHOBaHMM YCTAHOBJIEHHOTO I'padMKa OJS MHIOVWBUIYAJIBEHOI'O
nauueHTa.

[IOOPOEHOE OIIMCAHUE

[0023] Ilepemn TeM, Kak HacTofAmee u300peTeHMe OyIeT OIMCAHO,
cljenyer MIOHATE, uTo OaHHOe nz3obpeTeHue He OTpaHMUMBaEeTCH
ONIMCAaHHHEMM KOHKPEeTHEMM clrocofaM M YCJIOBMAMM BKCIEPMMEHTOB, Tak
KakK TakKMye CIHOCOOH M YCJIOBMSA MOTYT M3MEeHATLCHA. Takxe cjenyerT
[IOHATEL, UYTO TEPMMHOJIOTHA, MCIOJb3yeMasd B HaCTOANEeM OINMCaHuM,
IpMMeHSeTCH TOJIBKO c LEeJIBIo ONIMCAaHUA KOHKPE THBIX BapMaHTOB
OCYIECTRBJIEHMSA W He IpeldHa3HadveHa IJId OI'pPaHMUeHMs, TaK KakK oO0BeM
HacToAmero m300peTeHMa OyIeT OTIpaHMUeH JIMIL IpujaraeMod QopMyJion
n300peTeHud.

[0024] Ecam He omopenesieHO MHaue, BCe TeXHUUECKMEe UM Hay4dHHE
TEePMMHEl, MCIOJIE3YEMEHE B IaHHOM OIMCAaHMM, MWMEKT 3HadueHue, OOBUHO
[IOHATHOE PAOOBOMY CrIeumaJucTy B OaHHOM oBijacTu, KOTOpOMY
IIPMHAOJIEXUT BTO u300peTeHMe. Kak TIMIPpMMEHSAKT B OaHHOM OIMCaHUM,
TepMuH "OKOJIO" IIpM MCHOJBL30BaHMM CO CCHJIKOM Ha KOHKpeTHOe

I[IpmBeIeHHOe UMcJjIioBoe SHaUeHNrEe, Oo3HadaeT, uTo SHaAUEeHN e MOXeT



VM3MEHATHECH OT IPUMBEOEHHOTI'O 3HaueHUsa He 0OoJjiee dYeM Ha 13.
HampumMmep, KakK OPUMMEHSKT B ITaHHOM OIMCaHMM, BHpaxeHue "okojio 100"
prJodaeT 99 m 101 m BCe 3BHaueHUA Mexny HuMu (Hanpumep, 99,1,
99,2, 99,3, 99,4, u v.;m.).

[0025] HecMoTpd Ha TO, UTO MIpM OpaKTHUUeCKOM pealu3aluu
HacToAmero  M300peTeHMsa  MOTyYT IPpMMEeHATbECS  JIoOBle CIIOCOOE. U
MaTepMraJikl, AaHaJOTMYHBE WM SKBMBAJEHTHHE TeM, UTO OIMCAaHH B
HacToAmeM IOOKyMeHTe, Ternepb ByoyT  ONMCAaHB IPedloUuTUTeJIbHBE
CIIOCOOEl M MaTepuaJiel. Bce nyOJamMkaluy, yYKa3aHHBEE B HaCTOAMEM
OOKYMEHTE, BKJIOUEHH B HETO I[IOCPEeICTBOM CCHJIKM IIOJIHOCTBI IJIA
OTIMCaHUA .

CriocoBr CHMXEHMSI WM YCTpaHeHmusT IoTpebHocTM B abdepese
JINIIOIIPOTEMHORB

[0026] HacTosmee mu300peTeHMEe OTHOCUTCS B LIEJIOM K crocofaM u
KOMIIOBUIIMAM @OJIS CHWXKeHUS YPOBHEM JMIIONPOTEMHOB Yy IIallMeHTOB,
KOTOPEIM TIPOBOOMTCS MM  IPOBOOMIICH (HanmpuMep, B MHTepBaJle
[IOCJIEOHUX WMeCcTu wuian ©OoJiee MecslleB) adepe3 JMUIIOINPOTEMHOB, UYTOOH
CHM3UTL CHBOPOTOUHHE YPOBHU JIMIIONPOTEMHOB (Hamnpumep, LDL-C u/uiamu
Lp(a)). CorjlacHO HEKOTOPHEM BapuaHTaM OCYIeCTRBJIEHUS, CIIOCOOEI
HAaCTOAmMETO M300peTeHMSa IIPUMBOOAT K CHMXEHMI YPOBHEM JIUMIIOINPOTEMHOB
B CHBOPOTKe TaKMX IIallMeHTOB, Tak UYTo I[OoTpebHOCTL B adepese
JIUTIOTIPOTEMHOB CHMXAETCd MM YyCTpaHdeTCd.

[0027] Kak NIPUMEH ST B IaHHOM omnMcaHuu, TEePMUH
"JunonpoTerH" o3HauvaeT OMOMOJIEKYJIAPHYI UYacTHIy, COOepXalyl Kak
feJilok, Tak ¥ JUIOIUI. [IpMMepH JMUIONPOTEMHOB BKJKUYAT, HaIpHUMED,
JUIIONPOTEVH HUI3KOM IoTHOCTM (LDL), JIMIONPOTEMH OUeHb HUIKOU
mw1oTHOCTUM (VLDL), JMIOHNPOTEMH I[IPOMEXYyTOUHOWM ILJJoTHOCTM (IDL), u
JurnonpoTeuH (a) (Lp(a)).

[0028] Kak TI[OIpuMeHSAKRT B KOHTEKCTE HaCTOAmMero M300peTeHUud,
"apepes JIUTIOTIPOTEMHORB" OoB3HayvaeT TepaleBTUUeCKUN nmpolecc,

BRJIOUAKIMM B cedbda MexaHuuecKoe yoaJleHrMe KpoBM M3 IIallMeHTa C

ocJenyommMM  yIoaJleHMeM  JIMIIOIPOTEeMHOB (HanpumMep, LDL-C w/wnm
Lp(a)) M3 KpOBM IIallMeHTa IIOCPEeICTBOM IIPOILIeCCOB, TakKMX Kak
buneTPaALMA, ancopbumsd, ocaxIeHue u T.I. u, OKOHUYATEeJILHO,

IIOBTOPHOE BBeIeHME obpaboTaHHOM KPpOBU oBpaTHO B KPOBOTOK

nauveHTa. g LeJel HacToAmeIo packphTusd, "adepeszs LDL" um "adepes



Lp(a)" cuuramnTCcd TUIaMU adepesa, U, CIJIeIOBaTeJIbHO, OXBAaTHBAaKTCH
onpeliejieHreM OoJiee oOmero onpenejieHMsa "adepes JIMUIIONIPOTEMHOB".

[0029] KoHkpeTHEE TUIIEL adepesa JIUIOIPOTEMHORB, KOTOPHE
BKJIOUEHH B KOHTEKCT HacTOoAWllel'o M300peTeHMd, BKIKUYAT, HalIpuMep,
OBOVHYID MeMOpaHHYI OMIILTpaluion, MMMYyHOaOCOpOLUMiO, MHIOYLUMPOBAHHOE
relapmMHoOM ocaxneHre LDL, OpaMyl aZcopOuMio JMUIMOOB, ancopdbumio Ha
cyJibdaTe IekKcTpaHa-lLeJJIoJiose (IIJIasMbl MJIM LeJIbHOW KPOBMU), CHUCTEeMYy
SKCTPAaKOPIIOPaJbHOTO oOcaxXmeHusda LDL TenaprMHOM (HELP), DFPP wmu
TepMOOMIIbL TPAUMOHHEM IIJIasMadepes M IeMolepdysuo.

[0030] HacTosamee wu30obpeTeHMEe, COIJIACHO HEKOTOPHM BapMaHTaM
OCYIMECTRBJIEHN A, BKJOUAeT CIOCODOH yCTPpaHeHMHa I[IOTPpebHOCTM B TepalluMu
Cc adpepe30M JMIIONIPOTEMHOB. Kak T[IPMMEeHSKOT B »OaHHOM OIMCaHuM, VY
KOHKPETHOT'O naumMeHTa "HIOTPeOHOCTE B Tepalnn c adpepesom
JIUTIOTIPOTEMHOB" omnpemesigeTcd TepalleBToM, Q(eJIbImMepoM, IOMarlrHOCTOM
IV OPpYyTVMM MeIVMIIMHCKMM pabOoTHMKOM Ha OCHOBaHWMM YPOBHSA OIOHOTO WMJIM
foJjiee JIMIIONPOTEMHOB (HampmMmep, LDL-C u/miamu Lp(a)), W3MepeHHOTO
VI VIHBEIM oBpa3oM OBHapPyXeHHOT'O B CHBOPOTKE rnauuveHTa.
"lloTpeBHOCTE B TepallM C adpepesoM JMIIONPOTEMHOB" y [HalMeHTa
MOXeT TakXe ONpelelIATbCSa WMJIM HaxXOOMTbLCHA I[IOO BO3OEeMCTBUMEM IPpYyTUX
baxkToOpOB, TakKMx KakK CeMeVHHM aHaMHe3 IallMeHTa, of0mMe CBeOeHUMA
MeIMUIMHCKOT'O xapakTepa, craryc IIPOBOIVMMOTO TepalleBTUYECKOT'O
BOBOEMCTBMA, a TakKxe OOmMeNpMHATHE WM OIpeobiladanmye KOHTPOJLHEE
YPOBHU JIMTIOTIPOTEMHOR, [IPUHATHE HallMOHAaJIb HEIMU MeOMLIMHCKMMA
accouMauuMaMM UM BpadebOHBIMM — TpyIIaMM. Hampumep, B HEeKOTOPHX
KOHTeKCcTax, ypoBeH:L LDL-C CBHIIE MWJIM PaBHHNM okoJio 70 Mr/moi
yKaszeBaeT Ha "HoTpeBOHOCTE B TepallMM C adepe30M JIUIIOCIPOTeMHOB" vy
nauMeHTa. B OpyI'MX KOHTeKCTax, YypoBeHb LDL-C CBHIle WMJIM PaBHHEMU
okoJio 100 Mr/mjn ykas3bBaeT Ha "HOTpe®HOCTL B Tepaluu C adpepesoM
JIUIIONIPOTENHOB" y HnauMeHTa. B HEKOTOPHX KOHTeKCTax, ypoBeHb LDL-C
CBHIIE WMJIM paBHEM oOKoJio 150 wMr/mi, 200 wMr/ma, 250 wMr/ma, 300
Mr/noi, 400 MT/OJl WM BHIle, yKa3bBaeT Ha "NoTpe®HOCTL B TepaluMu C
adpepesoM JMIIONIPOTEMHOB" y TIaluMeHTa. B eme »OpyI'MxX KOHTeKCTax,
He3aBUCKMMO OT TOT'O, IOCTMTaeTCd WMJIM HeT KOHKPEeTHEM IIPOIeHT
CHUXeHUsa ypoBHA LDL-C mim Lp(a), OTHOCHTENBbHEM YypoBeHb LDL-C wmiu
ILp(a) y mnalumMeHTa B KOHKPETHOM MCXOOHOW TOUKe ("Ha MCXOIHOM

ypOBHe" ) MOXeT IIPVMMEHATECHA IOJIA oliperneJIeHnA TOT'O, mMeeT JIN
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nauveHT "IoTpeOHOCTE B Tepaluu C adepesoM JmnonporTemHos". K

opuMepy, cHuxeHre LDL-C wmiam Lp(a) MeHee uYeM Ha 50% (HamnpuMmep,

MeHee 40%, wMeHee 35%, MeHee 30%, MeHee 25% M T.O.) OT MCXOIHOTO
YPOBHA  MOXET O3HayvaThb "TIOTPeOHOCTE B Tepanmumu C adepesom
JINIIOIIPOTEMHOB" |

[0031] HacrTosdmee wu300peTeHMe, COIJIACHO HEKOTOPHM BapMaHTaM
oCcymeCTBJIEeHNA, BRJIOYaAeT CIIOCODH CHVMXeHWM A YaCTOTEL IIpOoBedeHNA
Tepanmu C adepesoM JIUIIONPOTEMHOB Y IMHallMeHTa. Kak OyIoeT TIIOHATHO
PAOOBEIM CllelilaJiCTaM B ,HaHHOIZ O@J’IaCTM, IIallle HTY MOXeT
IIPOBOIOIMTECA JiedeHre ac]_)epeBOM JINIIOIIPOTENMHORB C KOHerTHOﬁ
T«_TaCTOTOIZ, UyTOORL ITOCTUUDL KOHerTHOﬁ ITeJint I1O CHVXEeHVIO YPOBHA

JIUIICTIIPOTEMHOB (HampuMmep, ypoBHS LDL-C MeHee 100 wMr/mia, YypoBHS

LDL-C mMeHee 70 MI'/miI u T.n.). Ha3HaueHHYHD YacTOTy ONpelesIgoT Ha
OCHOBAaHUM KOJIMUEeCTB IpoLenyp JleueHmns adpepesomM, TpebyeMHIX
HaluMeHTy BO BpeMsa KOHKPETHOTO nepuona BpEeMeHU (HampuMmep,

eXeHeNeJIbHO, eXeMeCAYHO M T.O.), 4YTOOH HOOCTHUYL U IIOOHepXaTh
KOHTPOJILHOE 3HaUeHue YPOBHA JIUIIOIIPOTEUHA o4 nauueHTa.
VomocTpaTUBHEIE 3HAUEHMA YaCcTOTH [IpoBenNeHMd adpepesa JIMUIIOIPOTEMHOB
BRJIOUAT, HaIpuMep, OIOMH pas B HeOejw, OIMH pa3 B OBe HemeJwu,
OOVH pa3 B 3 HemeJgu, OIMH paz3 B UeTHpe HeOeJM, OOVH pa3 B IIATh
HeneJjlb, OIMH pa3 B Mecdl, IOBaXIE B MecCAll, OIOMH pas B IOBa MecAlla
n T.n. Hacrosmee wu300peTeHMe BKJKUYAET CIOCOOB CHMXEHUA YaCTOTEH
IpOBeOeHUA Tepallun c abepesoMm JIUIIOTIPOTEMHOB N4 naumMeHTa
IOCPenCTBOM BBeleHMA IIallMeHTy OOHOM uiIM ©OoJiee 103 UMHIUOUTOPA
PCSK9. CorjlacHO HEeKOTOPEM BapMaHTaM OCYMeCTBJIEHUMS HaCTOAMeTro
n300peTeHUda, UYacToTa I[IpoBedeHUA abepesa IIOCJe BBeIEeHMS OOHOW WJIMU
BoJjiee 1no3 uHITMOUTOpa PCSK9 cHmwXaeTcd IO MeHbIle¥ Mepe Ha 50% oT
YacTOTH adpepeza OO JIeUeHMd I[IallMeHTa. Hanpumep, eciau IDalMeHT OO
JIeUeHN A C MCIOJIb30OBaHMEM MHIMOMUTOPA PCSK9, [IPOXOOUT cxeMy
JledeHUsa C adepes3oM JMIOIPOTEMHOB C YacCTOTOM OOMH pas B HeleJko
(QW), a [mocJie JiledeHUs C WCIOJIE30BaHMeM uHIuOUTOopa PCSKY9 uacToTa
adpepesa mOJ4 IalMeHTa CHMWXaeTCsa IO OIOHOTO pa3a B 2 Hemeau (Q2W),
TOI'Da YTBepXOaeTcd, YTo HauuMeHT znocTmur 50% CHWXeHUS dYaCTOTH
npoBeneHma adpepesza JMUIOIPOTEUHOB IIOCJe JiedueHuda. B HeKOTOPHX
BapMaHTax OCYIeCTBJeHMA, YacToTa adepeza I[0OCJe BBeIeHUS OIHOU

i 0oJiee npo3 uHIUOMTOpa PCSKS coIrjlacHO HacToflleMy M300peTeHMD,
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CHWXaeTcsa Ha /5% wmim Ha 100% (T.e., TIIOCJe JIeUeHUS YyCTPaHIKT
IoTpeBHOCTEL B adepese JIMIIOIPOTEMHOB) .

[0032] YacToTa NIpoBeIeHmA adpepesa JIUIIONIPOTEUHOB, B
KOHTEeKCTe HacTOoAmMero M300peTeHMsa, MOXeT OHTL BHpaXeHa C II03ULUN
YaCcTOTH I[IPOBeIeHMA OO JIedeHMda U  4YacTOTH I[IpOoBeIeHuda  IIOCJe
JleyeHus. "JacToTa IOpOBemeHMA OO JiedeHuMA"  oO3HadaeT dYacTOTY
[IpoBeOeHusda Tepaluu C adpepesoM, TpedyeMyl MNalMeHTy, UYTOOB IOOCTUUDL
U/ WY IoOOepXaTh KOHKPETHHI IeJIeBOM YPOBeHL JIMIIONPOTEMHOB OO
3allyCcKa CXeMbBl JieueHud, BRJOUAKIEN BBeIeHMe UHTUOMTOpa PCSK9.
"JacToTa IPOBEeNeHUs IIOCJe JedeHMA" oO3HauaeT dYacToTy IIPOBeIeHUMA
Tepanmuu c abdpepesoM, TpedyeMyl IIalMeHTy, UTOOH TOCTUUL W1/UJINU
IonmepXxaThb KOHKpPETHBEN 1eJIeBOM YPOBEHB JIMTIOTIPOTEVHOB rnocje
3allyCcKa CXeMuEl JieueHud, BRJIOUAKIEN BBeleHMe MHTUOMTOpa PCSK9.
YJacToTa HOpoBeleHMA Tepalum C adpepesoM, TpedyeMas, UTOOE OTOCTUUL
U/ MY OOoOOepXaTh KOHKPETHHM IIeJIeBOM VYPOBEHL JIMIIOIPOTEMHOB MOJIS
KOHKPETHOTO nauveHTa, OpennouTUTEJIbEHO omnpenmessaeTcda
KBaJIUQULIMPOBaHHEM MeIVIVHCKMM pPaboTHUKOM Ha OCHOBaHUU
OOMENPUHATHX KPUTEPMEeB B IaHHOM o00JIacTHM, BKJOUAKIMX CHBOPOTOUHHIM
YPOBEHb JIMIIONPOTEMHOB, KOTOPHM IIHTATCA CHUBUTL WM MHEM 00pasoM
KOHTPOJIUPOBATE .

[0033] HacTosmee nzobpeTeHue, COOTBETCTBEHHO, BKJIIOUaET
CrocoBHl JieueHMa, BRJLUanmye B cebsa BBeleHMe OIOHOM mIM 0Oojiee 03
nHrubmurTopa PCSK9 naumMeHTy, I[IOCPEeOCTBOM UYero UYacToTa I[IpOBeIeHUd
abepesza JIUIONPOTEMHOB IallMeHTy IIOCJIe JIeUeHMSI CTaHOBUTCSI MeHbIle
YacTOTH IpoBeleHUsa abepesa JMUIIOIPOTEMHOB IallMeHTY OO JIeUueHUsd.
Hanpuwmep, HacTodlmee n300peTeHne BKJIOUAET TepaleBTUUeCKUE
crioco®vl, BKJOUAIMe BBeleHMe OIHOM WM O0oJiee 1003 MHIUOMUTOPA
PCSK9 mnalumMeHTy, KOTOPHM IIOoJIyduaeT WM IIoJIydualJ Tepaluio C adepes3oMm
JUIIONIPOTEMHOB C YacCTOTOM MNpoBeIeHMI IO JeueHMA PaBHOW, HaIpHuMep,
oOoHOMY pa3s3y B HeIeJo, I'Oe, II0CJe IIOJyueHMd OomOHOM wWam ©OoJjiee 1O0O3
nHruouTopa PCSK9, JyacToTa [pobeleHMA adepesa JIUIOIPOTEMHOB,
TpebyeMasd IalMeHTY, UYUTOOH IOCTUYL M/MUIM IIOOOePXMBATL KOHKPETHHIM
11eJIeBOM YPOBEeHb JIMIIONPOTEMHOB (T.e., dYacToTa I[IpoBeleHud Ioce
JIeUeHus) COCTaBJIAeT, HalIpuMep, OOWH pas3 B IOBe HeOeJu, OIOMH pas3 B
TPM HemeJu, OOMH pa3 B UeTHpe HemeauM WM MeHee dYacTo. B

HEeKOTOPHX cayyasax, IoTpeB®HOCTDL B adbepese JIUTIOTIPOTEUHOB,
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TpebyeMasd IMIalLMeHTY UTOOH OOCTHMUL U/WIM OOOOEePXMBATE KOHKPETHHIM
11eJIeBOM  YPOBEHbL  JIMIIOIIPOTEMHOB, YyCTpaHsaeTCcsa  IIOJIHOCTBK  I[IOCJe
BBeIeHUd OomoHOM mam OoJjiee mo3 mHIHUOMTOpa PCSKI9.

[0034] CornJjlacHO HEKOTOPLIM BapuaHTaM OCVYIIeCTBJIEHUS,
HacTodllee U300peTeHMe BKJIKUaeT B CceBd CHOCOOH CHWXEHUS WU
YyCTpaHeHa IIOTPpeBHOCTM B TepaluM C adepes30oM JUIONPOTEMHOB, IOe
CriocoO®Bl BKJIOUAKLT OTOOP IauMeHTa C TUlepJunnuigeMuert (HanpuMmep,
TUIIEPXOJIeCTepPUHEMMEN) , KOTOPHM II0JydaJl JeueHMe C MCIIOJIbL30BaHueM
adpepesa JIUIOIPOTEMHOB B MHTepBajle IIOCJeOHero MecHdlla, IIOCIeIHUX 2
MecsleB, IIOoCJeOHUX 3 MecialeB, IIocJelIHMX 4 MecdaleB, IIOCJIeOHuxX 5
MecHdlleB, IOCJIeOIHUMX 6 MeCHdleB WM B TedeHMe 0OoJiee OJIUTEJIBHOTO
epuona, ¥ BBeIeHMe OIOHOM wmiIM ©OoJiee 1Ho3 wuHIHOMTOpa PCSK9
nanmveHTy. Crnoco®eH COIJIACHO 2TOMY acCleKTy M300peTeHMd IPUMBOOAT K
CHMXEHM IO YPOBHSA IO MeHbIleM Mepe OIHOTO JIUIIONPOTEeMHa B CHBOPOTKE
nanuyMeHTa, W CJIedOoBaTeJIbHO o0ecleumMBamnT CHWXEHME WM YCTPpaHeHMe
NoTpe®HOCTM B TepalnMu C ad@epesoM JIMIIONPOTEMHOB Yy IallMeHTa.
Hanpumep, B HEKOTOPHIX BapMaHTax OCYIECTBJIEHUA HaCTO4AmMeTIro
nz3obpeTeHnsa, IIOCJe BBeOeHMsa OoOHOM wuaIm ©0oJiee O03 MHTUOMUTOPA
PCSK9, CEHIBOPOTOUHHM ypoBeHb LDL-C mHaluMeHTa CHWXaeTCsa MeHee
3a0aHHOTO YPOBHA (HanpmMmep, MeHee 100 Mr/nn wiam MmeHee 70 mr/mi),
TakMM ofBpasoM, UTO yYacToTa I[IpoBeldeHusa Tepalum C abepesoM
JIUIIOTIPOTEMHOB IIOCJIe JeueHUd, TpebyeMad IIalMeHTy, UYTOOH TOCTUUL
/W HOOIepXMBATL KOHKPETHHM IeJIeBOM YPOBEHbL JIMIIONPOTEMHOB
CHWXaeTCsa, WIM »OejaeTCcd BEBOI, UYTO adepes JUIONPOTEMHOB ©OOJble
He TpebyeTcsd.

[0035] B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHMsS, IIokKaz3aTeJlb (WUIu
JacToTy) IHIpoBemeHMsa adepesa  BHpaXaonT B BUIe HOPMaJIM30BaHHOTO
nokasarTesyia adepesa, TpedyeMOTo IIalLMeHTy, UTOOH IOCTUYL U/
[IONIEePXBATH KOHKPETHEM  IeJIeBOM  YPOBeHL  JIMIIOIPOTEMHOB. Kak
OPpUMEeHSI0T B IaHHOM OIMCaHuM, HOPMaJM30BaHHHI I[oKa3aTeslkb adepesa
I0JII KOHKpPeTHOTO IMallMeHTa OIpedelidilT Kak UMCJIO OeMCTBUTEJIbLHHX
opouenyp JedeHMAa  adpepesoM, [MoJIydyaeMex IIallMeEHTOM B  TeUeHUe
3aIaHHOTO rnepuona BpeMeHM rocJe VHVIIVA LU CXEMEI JIeueHn s
aHTUTeJIOM HNpoTHe PCSK9, pasmejyleHHOEe Ha UMCIIO Opolelyp JedeHUA
abepesoM, IOJIydyaeMblx IIallMeHTOM B TeUeHMe DKBUBAJIEHTHOT'O Ilepuola

BpeMeHM Iepel MHUIMALMEN CXeMH JedeHMSA aHTUTeJIoM IOIpoTuB PCSKO9.
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HanpuMmep, ecaM OO MHMIMALMKM CXeMB JeueHMs, BKJOUaKIel BBeIeHUue
aHTuTeJla OpoTMeB PCSK9, nauyMeHT I[IoJiydalj 8 I[Ipoledyp JiedeHUd
abepesoM B TeueHMe S-HeOeJIbHOT'O IepMrola (HalpuMep, OIOMH pas3 B
HeneJyw), a I[IocJle MHMUIMAUUKM CXEMBl JIeUeHUHA aHTUTeJIOM poTub PCSKO
DHauMeHT I[oJIydaJl 2 CceaHca JiedeHMsa adepe30M B TeueHMe 8-HeIeJIbHOTO
nepuona (HampumMmep, OOUH ras B YeThpe HeneJu) , TOTOa
HOPMaJIM30BaHHEIL IokKasaTelJlb abpepesa maumMeHT cocTabider 2/8=0,25.
HacTosmee wm300peTeHMe  BKJOYaAeT CIOCOOH, [IOCPEeICTBOM KOTOPHX
HOPMaJIM30BAHHEIM IIoKasaTeJib adpepesa IJS IHalMeHTa IIOocJe BBeOeHUS
umHruburTopa PCSK9 cocTaBjdeT, Hanpumep, MeHee 0,9, wmeHee 0,8,
MeHee 0,7, mMeHee 0,6, MeHee 0,5, mMeHee 0,4, mMeHee 0,3, MeHee 0,2
niImM MeHee 0,1.

[0036] CorjacHO HEKOTOPHEM BapMaHTaM OCYIEeCTBJIEHMSA, I[alMeHT,
KOTOPOMY MOXET IIPOBOINUTHCSH JieueHue criocobamm HaACTOAmeT o
n300peTeHnUsa, WVMeeT TUIEPXOJIECTEPUHEMUD (HaIpHuMep, CHBOPOTOUHY
KOHIleHTpalmuio LDL-C cBeIle MJIM PabBHyo 70 MID/IOJ, WIM CHBOPOTOUHYIO
KOHIeHTpaumio LDL-C cBeme wiIM paBHyi 100 wMr/mia). B  HEeKOTOPHX
BapraHTax OCYIeCTRBJIEHUS, TUIIEPXOJIECTEPMHEMM A y rnaumMeHTa
HEeEOOCTaTOUHO KOHTPOJIUPYETCHA [IOCPenCcTBOM Tepalliu CTaTUHaMA .
Hampumep, HacTodllee M300peTeHMe BKJIUAeT CIOCOOH CHWXEeHUSd WU
YCTpaHeHMad YaCTOTH IIPOBEeOeHMA Tepaluu C adepe30M JIMUIIOINPOTEUMHOB Y
nauueHTa, KOTOPHIM VMeeT TUIIEPXOJIECTEPUHEMND, KoTOopad
HeIOCTaTOUHO KOHTPOJIUPYETCS CYTOUHOM O30V CTaTuMHa, BHOPAHHOTO
us3 TPYIIH, cocToAmen us3 aTopBacTaTHHAa (BrJIIOUA A
aTopBaCTaTUH+23eTUMUO) , po3yBacTaTMHa, lepuBacTaTHHa,
oMTaBacTaTMHa, GQJIyBacTaTHHa, JOBacTaTWUHa, CHMMBACTaTHMHa (BKJIOUAA
CMMBaCTaTHH+533eTuMMb) , TIIpaBacTaTMHa U HUX KoMOMHaluM. HacTosmee
n300peTeHMe TaKXe BKJOUAET CIHOCOOB CHWXEHMS WJIM yYCTPaHEeHUS
YaCTOTH TIIPOBEINEHMA TepaluM C adepe30M JMIIOIPOTEMHOB Y IIallMeHTa,
KOTOPHM MMEEeT TUTIEPXOJIECTEPUHEMUI u KOTOPHM MPOABJIISAET
HelepeHOCMMOCT:L CTAaTUMHOB WM KOTOPHM MHEM 00pasoM MCIHTHEBAET
HeOJIaTONIPUATHEE WM HeXeJlaTeJIbHBEE peaKlIMKe (peakKuMM) Ha Tepalubo
craTuHaMu (HamnpuMmep, OO0JIb B CKeJIETHHX MBIIIAX, JIOMOTY, CJaboCThb
WY CIla3Mbl [HalOpuMep, MUaJIl'Me, MUOIATHI, padOoMuMoJIM3, M T.O.]) .

Crnocofm JIeUeHMSI JIMIIMOHHX ITOBPeXIeHUMN

[0037] Hacrodmee wm300peTeHMe  OONOJHUTEJILHO OTHOCUTCHA K
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criocofaM ¥ KOMIIO3MUMAM IJIA JIeUeHUd, KYINIUPOBAHUA WM pPa3pelleHud
dMBMUeCKNX HOPOABJIEHUM THUIepxoJecTepuHeMuM. COIJIaCHO HEKOTOPHEM
BapMaHTaM OCYyIeCTBJIEHUd, HacTodllee M300peTeHMe IIPemoCTaBJIgeT
CIIOCOOEL JleueHmAa nanumMeHTa, VMeKero JIUNIUOHOE [IOBPEeXIeHre,
acCoOLMMPOBaHHOE C TUIIePXOJIeCTepUHEMEN . Hanpumep, HacTodlmee
n300peTeHre IIpeloCcTaBJideT CIOCO0 JileueHMA NalMeHTa, MKMeKlero OOHY
i  BoJiee KcaHTeJiasM. CHOCOBE M KOMIIO3BMLUMM  COIJIACHO  BTOMY
acrnexkTy wusz00peTeHMI BRKJOUAT BBeIdeHMe OOHOM wmiam 0oJee 103
uHTubuTopa PCSKY9 HyxXmawmeMyCsd B 2TOM IallMEeHTY, I'ne JIUMIIMIOIHEBEE
[IOBPEeXOEeHNd, KOTOPHEe CyIeCTBOBaJAM Yy HDalMeHTa OO JieueHuda C
VCIIOJIE30BaHMeM MuHIUOMTOopa PCSKY9, yMeHBIAKTCHA, pPpa3pemanTcd WIn
YCTPaHARTCA TIOCJe BBEeIeHMA ONHOM WM O0oJee HOO3 MHTUOUTOpa PCSK9
nauneHTy. COIJIACHO HEKOTOPBM BapMaHTaM OCYIIEeCTBJIEHMA, HacCToAllee
n300peTeHre BKJIOUaeT B ceB4d CIHOCOOB JIeUueHMd alMeHTa, MWMeKIer'o
JIUNIMIOHOE IIOBPEeXIeHUe, aCCOLUMMPOBAHHOE C TUIEPXOJIeCTepUHEMUEN,
roe CIHoCOOB BKJIOUAKT OTOOP IHallMeHTa C JIMIOMOHBEM I[IOBPEeXIeHVEeM
(HanpumMep, KCaHTeJlasMou) , M BBeIeHMe OIOHOM wm 0Oojiee 103
nHTubuTopa PCSKY9 naumeHTy.

OTbop HalLMEeHTOB

[0038] Hacrosmee mn300peTeHMEe BKJIOUAET CIOCOOH M KOMIIO3MLMUIO,
[IPMMEHMMYK OJIA JIeueHMA IIallMeHTOB, KOTOPEM [IPOBOOUTCHA WJIM HeIOaBHO
npoBOOMJICA adepes JMUIOINPOTEMHOB (HaIpHMep, B MUHTepBalle IIOCJeOHUX
mecTM MeCcdlleB, B MHTepBRajle I[IOoCJeOHMX 12 HeleJjb, B MHTepBale
IocJieIHVX 8 HeneJib, B MHTeppBalJle I[OCJIeIHMX 6 HeOeJlb, B MHTepBalle
nocyjelHux 4 HeneJlb, B WHTeppaJjle IIOCJeOHMUX 2 HeOejlb M T.0O.) .
[TallMeHTE, KOTOPBIM MOXET IIPOBOOUTLCHA JIeUeHMe cIrIocofaMy HacCTOAmeI'o
M300peTeHnuda, MOTYT TaKXe IIPOABJIATL OOUH WM OoJiee IOOIIOJIHUTEJILHEX
KpuTepuer oTOoOpa. Hamopumep, DauMeHT MOXeT OBTL OTOOpaH IOJidg
JIeUeHUAa C MCIOJIbE30BaHMEM CIOCOO0OB HACTOAMETO M30DpeTeHuA, eCcJu
NalMeHTa IOUATHOCTUPYIT WM WISHTUOUUMPYIOT, KakK MMEnIeI'0 PUCK
Pa3BUTUSA COCTOSHMSA TUIIEPXOJIECTEPUHEMNM, TaKOWM Kak, HalIpuMep,
TeTepOo3UTOTHAA CeMelHas TulepxojiecTepuHeMmusa (heFH), rToMo3uUToOTHasd
ceMeVHasda TUIIEPXOJIECTEPUHEMN A (hoFH), QY TOCOMHO—IOOMMHAHTHAA
TunepxojiecrepmuHemvusa (ADH, HanpmMmep, ADH, accouuMuMpoBaHHas C OOHOMU
uim BoJlee MyTauuym C HOpuobpeTeHueM QYHKUIMM B < T'eHe PCSK9),

ayTOCOMHO-peLleCCMBHaA IuUllepxojiecTepuHemnda (ARH, Hanpmvmep, ARH,
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accouMmMpoBaHHad C My TaluaMm LDLRAP1), a Takxe cJydyaun
TUIIEPXOJIeCTEePMHEMUN, KOTOPHE OTNINYAaTCHA oT ceMeVHOM
TUIIePXOJIeCTePMHEeMNN (nonkFH) . IrarHos3 ceMeVHasa
TUIIEPXOJIeCTEepMHEMN A (HanpumMep, heFH wmm  hoFH) MOXeT OBITE

[IOCTaBJIEH Ha OCHOBaHUU TeHOTUIIMPOBaHM A u/nam KJIMHNY e CKMUX
KpUTepMuerB. g IaLUMEeHTOB, KOTOPHX He TeHOTUIMPYT, KJIMHUUECKUN
IVMarHo3 MOXeT OHTbL OCHOBaH JMOO Ha KpuTepuax Ca¥moHa Bpyma cC
KpUTepusaMM MJIg olpenejieHHoV FH, win kKpuTepuax WHO/ToJIaHICKOM
JimnugHon CeTu mnpu OaJlIJIbHOM OlleHKe > 8 IIYyHKTOB.

[0039] CorjlacHO HEKOTOPHEM BapMaHTaM OCYINEeCTBJIEHMS, [IalMeHT
MOXeT OHTb OTOOpaH Ha OCHOBaHMM TOTO, YTO OH MMeeT MeIULVHCKYIO
UCTOPHUIO KOPOHAapHOM O0oJie3HM cepnua (CHD). Kak OpMMeHSIOT B OaHHOM
ONIMCAaHUU "ucropmsa CHD" (nm "ODOKYMEHTAJIEHO [IOOTBEPXIECHHAA
ucrtopmusa CHD") BkJoOYaeT OIHO MIM OoJlee u3: (1) ocTporo uHdapkTa
MMoKapma (MT) ; (idi) BeccuMmniToMHoro - MI; (iidi) HecTab®uMJIbLHOM
CTeHOKapOuu; (iv) IpoLelypPEl KOpPOHAapHOM peBacKyJapuU3aLlnn
(HanpuMmep, UpPEeCKOXHOE KOPOHAapHOoOe BMellaTeJIbCTBO [PCI] VI
A0OPTOKOPOHAPHOE  WYyHTHUPOBAHUE [CARG]) ; n/ (v) KJIMHUUEeCKU
3HauuMmom CHD, HOMarHOCTMPORBAHHOM I[OCPEeICTBOM MHBA3MBHOTO WU
HEeVMHBa3MBHOTO TeCTUPOBaHMA (Takoro KakKk KOpOHapoaHTHuoIpadudg,
Harpy304YHOe MCIHTaHMe C MCIOJIL30BaHueM OeTOBOM HOOPOXKM, CTpecc-
sXoKaApOMOTpadmsa MM PpalVMOHYKIMIOHAS BU3yaJu3alusa) .

[0040] CorJjlacHO HEKOTOPHEIM BapMaHTaM OCYINEeCTBJIEHMS, IalMeHT
MOXeT OBTBE OTOOpPaH Ha OCHOBaHMM TOI'O, UYTO OH MMeeT CepIedHO-
cocynucToe 3adojieBaHMe, ABJAKMEeecCs HeKOopoHapHOM O00JIe3Hb Ccephala
("He-CHD CVD"). Kak I[IpMMeHSAHT B IOaHHOM onucaHuyu, "He-CHD CVD"
BKJIDUAeT OJIHO WM O0oJee u3: (i) ITOKyMeHTaAJILHO TOITBEPXIEHHOTO
NpelueCTBYRIEeI0 MIeMUYeCKOI'0 MHCYJIBETa C O4YalOBHM MIIeMUYeCKUM

HEBPOJIOTUMUECKUM »OedMLMTOM, KOTOPHIM [IponoJrkajicsa ©OoJjee 24 Yacos,

paccMaTpuBaeMoTro, KakK VMeKrmeTo aTepoTPOMOOTHUECKOE
opoucxoxneHve; (1i) sBaboneBaHuMsa Tnepubepuueckux apTepun; (1iii)
AHEeBPU3ME OpPKIMHOM  aOpPTH; (iv) aTepPOCKIIEPOTUUECKOT'O  CTEHO3a
IIOUEeUHOM apTepun; n/Uim (V) 3aboJjieBaHUA COHHOM apTepun

(TPaH3UTOPHEE MIIEeMUUECKMe T[IPUCTYNH WM >50% oOCTpyKUMM COHHOM
aprepun) .

[0041] CorJjlacHO HEKOTOPHM BapuaHTaM OCYIEeCTBJIEHUS, I[IallMeHT
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MOXeT OHTbL o0ToOpaH Ha OCHOBAHMM TOTO, UTO OH MMeeT OIVH WK
BoJjiee IOOMOJHUTEJILHHEX (aKTOpPOB pPHUCKa, TakKMx Kak, Hamopumep, (1)
OOKYMEHTAaJIbHO IIOOTBepXIeHHAas yMepeHHas XpoHuueckasd OOJIe3Hb II0UeK
(CKD) omnpemensgemas no 30 <eGFR <60 wi/mmu/1,73 M? B TeueHue 3
MecsalueR uiamu 0OoJee; (ii) caxapHEM #Ouaber Tuna 1 wuiamM THUIA 2 C
[IOBpeXOeHMeM  WJIU Bes [IOBPEXIEHUSA opTraHa-MHUIIEHM (Hanpmumep,
peTuHOIIaTHEN, HebpomnaTueiu, MUKPOAJILOYMUHYPUEN) ; (iii) a
nomcurTaHueli BAJUJI pucka 10-jeTHel odaransHo CVD >5% (ESC/EAS
Guidelines for management of dyslipidemias, Conroy et al., 2003,
Eur. Heart J. 24:987-1003).

[0042] CorylacHO HEKOTOPHEM BapMaHTaM OCYINEeCTBJIEHMS, I[IallMeHT
MOXeT OHTbL o0ToOpaH Ha OCHOBAHMM TOTO, UTO OH MMeeT OIOHO WM
BoJjiee  OOMNOJHUTEJILHHX  (aKTOPOB  PMUCKAE, BHOPAHHHX M3  T'PYIIIH,
cocrTodmey u3 Bo3pacTa (Hampumep, cTapme 40, 45, 50, 55, 60, 65,
70, 75 wmiam 80 JeT), pacH, HallMOHAJLHOM MPMHAIJEXHOCTM, IIoJa
(My’KCKOT'O WMJIM KeHCKOTO), CKJOHHOCTM K QU3MUECKMM YIPaXHeHUAM
(HanpuMep, IIOCTOSHHO  BHIOJHAKIMUNY  (MU3UUecKMe  yIpaxHeHUd, He

BRITIOJIH SIOMNWIM @MBquCKMe yﬂanHeHMH), OIPYIHMX PaHee CyleCTBOBaBIINMX

MEIMINVMHCKNMX COCTOSHUM (HaHpMMep, ouabeT THUIla 1T, BEICOKOE
aprTeprmaJIbHOEe DaBJIEHME n T.O.), n cylmecTByrmeIro cTaTycCca
MeIMKaMeHTO3HOTI'O JiedueHIMnA (Hal'.fpf/IMep, HpMHMMaIOHlMﬁ B

paccMaTpuBaeMoe BpeMdad O0eTa-0JIOKaTOPH, HMALMH, D23eTuMub, (udpaTH,
oMeTa-3 XMPHBE KMCJOTH, CEeKBEeCTPAaHTH XEeJIUHEIX KMUCJIOT M T.I.) .
[0043] CorJjilacHO HaCTOAMeMy M300peTeHMu, IalMeHTH MOTYT OHTH
OTOBPaHH Ha OCHOBaHUMA KOMOUHaLUN OIOHOTO NI BoJiee nu3
BHIIENPUBE e HHBIX KPUTEPUEB oTbopa VI TepalleBTUUYECKUX
XapaKTepUCTHK . Hampumep, COTJIaCHO HEKOTOPEM BapraHTaM
OCYIMECTBJIEHVA, [IalMeHT, IMIOOXOOUT NIOJIS JIEUYeHUS C MCIOJIE30BaAHUEM
Criocof0OB HaCTOAmMEeIro M300peTeHMA, B IOIOJIHEHME K IIPOBEINEHUID WK
HenaBHeMy TIPOBeleHMK (HaopuMep, B MWHTepBaJle IIOCJIeIHUX MeCTHUu
MecHdlleB, adpepesa JMIIOINPOTEMHORB, MOXET OOIOJHUTEJIBHO OHTH OTOOpaH
Ha OCHOBAaHMM TOI'O, UYTO OH uMeeT heFH wmam He-FH B kKOMOMHaLUM C:
(i) wmcTopmMeM C @OOKyMeHTHMpoOBaHHOM CHD, (ii1) He-CHD CVD wu/wiu
(1iil) caxapHEM 1OuabeT 0©0e3 T[OBpPeXIeHMs 1LeJIeBOT'O oplaHa; TaKue

MMallMeHTH TakKXe MOI'yT OBTH OTO@paHBI Ha OCHOBaHNMIM TOI'O, UWUTO OHIM
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MMET CHBOPOTOUHYI KOHIeHTpaumio LDL-C cBome wiM pabBuHyio 70 mn/mi.

[0044] CorjlaCHO HEeKOTOPEM OpyI'MM BapMaHTaM OCylleCTBJIEHUID,
nanumeHT, OOOXOOAMMM  OJIS JIedeHMsa C  MCIOJIB30BaHMEM CIOCOOOB
HacToAmero m300peTeHMd, B OOINOJIHEHMEe K TOMYy, UYTO OH UMeerT
TUIIEPXOJIECTEPMHEMUIO, KoTopas HEeCOOTBETCTBYIOIMM oBpasoM
KOHTPOJIMPYEeTCsSa eXeIHeBHOM YMepeHHO¥ IO030M IO TepaleBTUUYeCKON
cxXeMe IIpMeMa CTaTMHOB, MOXeT IOOIOJIHUMTEJIBHO OBTh oToOpaH Ha
OCHOBaHMM TOTO, YTO OH MMeeT heFH mnm He-FH ©es CHD, wmam He-CHD
CVD, HO wumMeeT JboO (1) nomcumMTaHHe BAJIJI pucka 10-JjleTHel
baTaneHoM CVD 2>5%; wmiam (1i) caxapHEM §$uabterT ©6e3 TIIOBPEeXIeHUS
LIeJIEBOTO OpraHa,; TaKMe IIalMeHTH MOTYT Takke OHTL OTOOpaHH Ha
OCHOBaHMM TOTO, UYTO OHM MMEKT CEBOPOTOUHYI KOHIeHTpauuwon LDL-C,
CBHIe MV paBHyo 100 mr/mi.

Beenmenre mHrUOUTOpa PCSKY9 B KaueCTBe IOIOJHUTEJNBEHOM Tepalun

[0045] HacrTosmee wm300peTeHMe  BKJOUaAeT CIOCOOH JIeUueHUsd,
[IOCPEenCTBOM KOTOPEX MalMeHTy, KOTOpOMYy IIPOBOIAT WM HeOaBHO
[IPOBOOMIIN abepes JIMIIONIPOTEMHOB, BBOOAT MHIMOUTOP PCSK9 B
COOTBETCTBUM C KOHKPETHHMM KOJIMUECTBOM M UYaCTOTOM IO3MPOBAaHUA,
1, Tne umHTUOMUTOp PCSK9 BBOIAT B KaudeCTBe OOIOJHUTEJNBLHOM K paHee
CymecTBylIer y [HalMeHTa JIMIOMIOCHMWXAaKIeN  Tepallu (B cJy4dae
IIPMMEHMMOCTH) , TaKOM KaK HOOIOJIHUTEJILHOM K paHee CYHMeCcTByllen Yy
aleHTa CYyTOUHOM TepalleBTHUUeCKOM CxXeMe IIpMeMa CTaTUHOB.

[0046] Hampumep, CHOCOOH HACTOAMEIO M300peTeHMa BKJIIOUAT
OOIIOJIHMTEJIEHEE CXEMEl JIeUueHNd, roe wuHIMOMTOP PCSK9 BBOOAT B
KaueCcTBe HOOIOJIHUTEJILHOM Tepaluu K OOHOM UM TOoM Xe CTabuIbHOM
CYTOUYHOMU TepalleBTUUECKON cxeMme npuema CTaTUHOB (T.e., C
OOVHAKOBEM HOO3MPYEMBIM KOJMYECTBOM CTaTMHA), KOTOPOM MHallMeHT
cJiemoBaJl Oo pmreMa MHTUOBUTOPAa PCSK9. B OPpYTUX BapMaHTax
ocymecTBJIeHUa, MHIUOUTOP PCSK?9 BBOIOAT B KauecTBe OONOJHUTEJLHOM
TepaluM K TepaleBTUUECKOW CxXeMe TIIpMeMa CTaTUHOB, BKJIOUAKIEN
CTaTMH B KOJIMUECTBEe, KOTOPOe COocCTabBJigeT OoJiblle WM MeHbIIe IO3H
CTaTMHa, KOTOPOM MalMeHT CcJeIoBaJl 0o IIpueMa uHTUOMToOpa PCSK9.
HanpuMep, ©DocCJe Hadajla I[IPMMEHeHMSa CXeMH JeueHMsa, BKIOUYaKIeNn
uHTUOUTOP PCSKY9, BBOOMMEI IIPM KOHKPETHHX UYacTOoTe U KOJUUECTBE

JO3SMPOBaAHMA, CyTOUHaAd pJo3a CTaTlMHa, BBEOIOVMMOT'O WMJIM Ha3HAYEeHHOI'O
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nauMeHTy, MOXeT (a) ocTaBaTbCcd TakoM Xxe, (b) yBeIMumBaTbLCS WM
(c) yMeHbBWATBHCH (HaOpuMep, IIpU YBeJMUYEeHMM O3E WM YMeHBIIeHUN
IOO3H) B CpPaBHEHMM C CYTOUHOM HOO30M CTaTHHa, KOTOpyKl IMHalMeHT
IpMHMMAJl IIepell HadaJiOM I[IpUMEeHeHUS CXEeMbl JIeUeHUSI UHIUOUTOPOM
PCSK9, B 3aBUCHMMOCTM OT TepalleBTUUeCKMUX [NOTpeOHOCTeM NaluueHTa.

TepaneBTnUeckass 3QPexTUMBHOCTE

[0047] CrnocofOe HacToAmeIo M300peTeHMSa OIPUMBOIOAT K CHIMKEHUMIO
CHIBOPOTOUHHIX YPOBHEWV OIHOTO WM 0oJiee JIMIMIHEIX KOMIIOHEHTOB,
BHOPAHHHX M3 TIpPYyNOOH, cocTosamer wn3 LDL-C, ApoBl100, He-HDL-C,
ofbmero xojecTepuHa, VLDL-C, TpuIyaMuepuloB, Lp(a) M pPeMHaHTHOIO
XoJiecTepuHa. JINTIONIPOTEeMH— CHMXAIIN E S0OeKTH pexmrMa JleueHn4d
HacTOAmMETO M300peTeHUd, CJIenOoBaTEJIBLHO, IPpUBOOAT K  CHMXEHHOMU
JacToTe [IPOBeIeHUd, WIM yCTpaHeHHOM ToTpebHOoCTM B  abdpepese
JIUTIOTIPOTEMHOB, UYTOOB HOOCTUYUL II&JIEBOTO YPOBHA JIMIIOIPOTEMHOB VY
nanureHTa. HanpuMMep, COTIJIaCHO HEKOTOPHM BapuMaHTaM OCYIEeCTBJIEHUA
HacToAmero wu300peTeHMs, BBeleHMe OQapMalleBTUUECKOM  KOMIIO3UIINK,
comepxame wuHTIMOMTOP PCSK9, mnaumMeHTy, KOTOPOMY IIPOBOIUTCS WM
HenaBHO IMpoBOOMJICA adepes JIMIIONPOTEMHOB, OynmeT IIPUMBOIUTH K
cpenHemy MIPOLLEHTHOMY CHW)XEHUIO CHIBOPOTOUHOTO X0oJIeCTeprHa
JIUIIONIPOTEMHOB HMU3KOM ILJIOTHOCTHU (LDL-C) OT MCXOIOHOTO VYPOBHA,
paBHOMY IIO MeHbIelM Mepe okoJio 25%, 30%, 40%, 50%, 60% wmam OoJiee;
CpeIHeMy IIPOLEHTHOMY CHWXeHur ApoBl00 oT MCXOOHOTO YyPOBHA,
PaBHOMY IIO MeHblleM Mepe okoJjio 25%, 30%, 40%, 50%, 60% wmam OGoJee;
CpelHeMy IIPOLIeHTHOMY CHUMXeHMio He-HDL-C oOT MCXOODHOTO YPOBHA,
pPaBHOMY IIO MeHblle¥ Mepe okoJjio 25%, 30%, 40%, 50%, 60% wmam OGojee;
CpelHeMy IPOLIEHTHOMY CHIMXeHMI of0mero XoJIeCTepuMHa OT MCXOOHOTO
YPOBHS, PaBHOMYy IIO MeHbllel Mepe okoJjio 10%, 15%, 20%, 25%, 30%,
35% mim 0OoJiee; CpelHEeMy IIPOLUEeHTHOMY CHWXeHMK VLDL-C OT MCXOIHOTO
YPOBHA, PaBHOMYy IIO MeHbIel Mepe okoJjo 5%, 10%, 15%, 20%, 25%,
30% wmim OoJiee; CpelHeMy IIPOLEHTHOMY CHWXEHMI TPUIJIMLEPUILOE OT
MCXOIOHOTO YPOBHSA, PaBHOMy IIO MeHblleM Mepe okoJjio 5%, 10%, 15%,
20%, 25%, 30%, 35% wmam BoJjee; U/ MM cpelHeMy IIPOLEeHTHOMY
CHMXeHM Lp(a) OT MCXOIDHOTO YPOBHHA, PaBHOMY IIO MeHBIIEM Mepe
okoJio 5%, 10%, 15%, 20%, 25% mam OoJjee.

[0048] Hacrosmee wm30o0peTeHUe BKJIIOUAET CIIOCOOEL  JIeUeHUHA

INaileHTa C PMHerOHeCTepMHeMMeﬁ, CIIOCOOH, BRJIOUAKIME BBEeIEeHUE
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MHOXECTBa O3 aHTuTeJa npoTuk PCSKY mnaumMeHTy IOIpM JO3UPYEMOM
KOJIMYeCcTBe OT oOkoJjio 75 pmo 150 MI Ha mOo3y, M 4YacTOoTe IO3UMPOBaHUA
OT OKOJIO OIHOTO pa3a B OBe Hemesu, (MJIM IIO0 CXeMe IO3MPOBaHMUA B
COOTBETCTBUM CO CXEeMOM HOO3MPOBaHMA C IIOBHIIEHMEM  OO3H, Kak
ONMCaHO TI'Ie-JMbO B IOPYyI'OM MEeCTe OaHHOTO IOOKYMEHTa), IOe NalMeHTy
IIPOBOOAT, WM HeOaBHO IIpoBOOMIIM adepes JMUIOIPOTEMHOB, U, I'Ie,
yepes okoJjio 12, 14, 16, 18, 20, 22, 24 wuam ©O6o0Jlee HeOeJlb JIeUEHUS
C MCIOJIbL30BaHMEeM aHTuTejla [OIPpOTUB PCSK9, naluMeHT HOPOABJIAET
CHMXeHMe YypoBHA LDL-C 0T MCXOIOHOTO YPOBHS, PaBHOe IIO MeHbIeu
Mepe 50%, wu, uUTO, CJemoBaTeJIbHO, I[IPUBOIOUT K CHMXEHHOM UYacToTe
NPpOBEeOeHUSI WM YCTPaHeHMK IHOTpebHOCTM B adpepese JIUIONPOTEVMHOB VY
maluMeHTa. B HEeKOTOPHX BapMaHTax OoCymMecTBJIeHMs, I[IocJe OOHOM WJu
DoJlee HeIeJlb JedYeHMs C MCIOJB30BaHMeM aHTuTeJa nOpoTue PCSKSI,
raluuMeHT IIpOo4dBJIAeT CHMXeHMe YypoBH4 LDL-C 0T MCXOOHOTO YPOBHA,
paBHOoe okoJio 55%, 60%, 70% wmium OoJee.

Nuruburops PCSK9

[0049] CrniocoBH HaCTOAMEeI'o M300peTeHMd BKIKNUYAKT BBEeIEeHUE
IalMeHTy TepaleBTUUEeCKOV KOMIIO3UIMM, colepxXamey uHIuduTop PCSKI.
Kak HOpMMeHSKT B OaHHOM olucaHuu, "umHrmbuTop PCSK9" mnpencrTarBJsgeT
cobom Jmwboe CpelcTBO, KOTOpPOe CBA3HBAETCS WMJIM B3aMMOIENCTBYET C
yejioBeueckuM PCSK9 M MHTUOUPYET HOPMAJIbHYIRD OMOJOTUMUEeCKYRD (QYHKIIMO
PCSK9 in vitro wunmu 1in vivo. HeoIpaHMUMBaKIMe IIPVMEPH KaTeTopuin
MHTUOMTOPOB PCSKY9 BKJINUAKLT HU3KOMOJIEKYJIAPHHE aHTaroHMCTE PCSK9,
VHTUOUTOPH DKCIPEeCCUM MJIM aKTMBHOCTM PCSK9 Ha OCHOBe HYKJIEMHOBOM
KUCJIOTH (HampuMmep, MuPHK WM aHTHUCMEBICJIOBOM LelM), MOJIeKYJIE Ha
INeNTUIHOM OCHOBe, KOTOPHE CclIelUudruecku Bl3aMMOOeMCcTBYIT ¢ PCSK9
(HampuMmep, MOelNTuTella), MOJIEKYJIE PEeUelNTOPOB, KOTOPHE CIHeUMQUUEeCKU
B3auMoIecTBYIT ¢ PCSK9, ©0eJkM, coIepxaluMe JUITaHI—-CBA3LEBAalIyo
yacThb peLenTopa LDL, MOJIEKVYJIEL C PCSK9-CcBA3EBaKIMM KapKaCOM
(Hampumep, DARPuHE, OeJiIkM C nopTopoM HEAT, Oenkm c noBTopoM ARM,
OeJIKM C TeTPaTPUKOIENTUIOHEM IIOBTOPOM, KapKacHEEe KOHCTPYKUMM Ha
OCHOBe OQUOPOHEKTMHa, ¥ IpyTMe KapKacCH Ha OCHOBE IIPUPONHEX OeJIKOB
C roBTOpaMM, M T.O. [cM., Hamnpumep, Boersma and Pluckthun, 2011,
Curr. Opin. Biotechnol. 22:849-857, u uUMTHUPYeMbBle B HeM CCHJIKM])
u npoTtmue-PCSK9 anTaMeps MM 0 UMX  dJacTH. CoTJlIaCHO  HEKOTOPEM

BapmraHTaM OCYIIEeCTRJIEHU A, MHTUOUTOPH PCSK9, KOTOpPHE MOTYT
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OIPUMEHATBECA B KOHTEKCTEe HacTodllerd M300peTeHusa, IpelCTaBJIART
cobor aHTHUTeJa OpoTUMB PCSK9 wmiIM aHTUMITeHCBAS3HBaKIMe (parMeHTH

AHTUTEJI, KOTOpPHEe CHeludUUeCKM CBA3BBAKTCA C UYeJloBeueckom PCSK9.
[0050] Tepmmu "mponpoTenHoBas KOHBepTasza CyOTWUIM3UH/KEeKCUH

muna 9" wmiam "uejioBeueckas PCSK9" wmiam "hPCSK9", kak I[IPUMEHSIOT B
IODAaHHOM OIIMCaHMM, OTHocCHMTCH K PCSK9, wuMenmeM II0CJIeIoBaTeJIbHOCTEL
HYKJIEMHOBOM KIMCJIOTHI, IIOKazaHHYD B SEQ ID NO:197, n
AMMHOKMCJIOTHYIO IIOCJIedoBaTeJIbHOCTD ¢ SEQ ID NO:198, i ee
BMOJIOTUUYECKM aKTHMBHOMY QpParMeHTY .

[0051] Tepmmu "aHTHUTesO", KaK IIPMMEHAKT B IJaHHOM OIMCAaHUM,
IpernHa3HadeH Jid oO0O03HaueHMS MOJIEKYJ MMMYHOTJIOOYJIMHAa, COIepXallx
YeTHpe IOJUIIENTHUIHEIX 1enu, IOBe TaxeJux (H) unenm m nBe Jerkux (L)
len, CcoedVHeHHHEe MexIy Cco0oM IOUCYIbLOUIOHBEMM CBSA3AMM, a TakKke UuX
MyJIb TVMEDPOB (HampuMep, IgM) . Kaxmas Taxesasa Lelb COIEePXUT
BapuabeslbHyD 00JlacTh TSKeJOM lLenM (coKpameHHO ofo3HavaeMyl B
IOaHHOM oIMcaHuMM kak HCVR MM Vy) M KOHCTAHTHYID o00JIacThb TIXeJION
nenr. KoHCTaHTHasg oOJIacTh TAXEJIOM Lelr COOepXUT Tpu »nomMeHa, Cyxl,
Cy2 m Cy3. Kaxmasa Jerkasd Lellb COHOEPXUT BBapuabellbHY© o00JIacThb
JIeTKOM LenM (CcokKpameHHO of6o03HavaeMyl B IaHHOM oIMcaHuMyM Kak LCVR
i V) ¥ KOHCTaHTHYK o00JlacThk JierkoMm ULenm. KoHcTaHTHas o006JacTb
JIeTKOM LenM COmepXuT omamH noMmeH (Cpl). O6jactu Vg M Vi MOTYT OHTH

IOOIIOJIHMTEJIBEHO IIoopasoeJIEHE Ha oBygacTur TUllepBapmuabeJIbHOCTH,

HasHBaeMble o06JlacTIMU, oIpeneIdIMMX  KOMILJIEMEHTAaPHOCThL (CDR),
rnepeMexapimeC s c obJjacTaMu, KOTOPHE ABJISIOTCH doJiee
KOHCEPBATHMBHEMM, HAa3HBAaeMEMM KapkKacHeMM objylacTamy (FR) . Kaxmas Vi

n Vy cocTaBJeHa M3 Tpex CDR u uyeTepex FR, pacCIOJIOXEeHHEX B
HalpabBJIeHUM OT aMMHO-KOHIIa K KapOOKCHM-KOHIY B CJeOyRIleM IIOPpAIKe:
FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. B pas3JMUHEIX BapMaHTax
ocymecTBJeHUd wu300peTeHus, FR aHTuTeso npotuB PCSK9 (mam ero

AHTUT eHCBI3HBaKIen YyacTM) MOXeT OBTb MIEHTUMUHHM C UYeJIOBeUeCKMMMU

II0CJIeIOBaATEeJIEHOCT AMUM SMépMOHaﬂbHOﬁ JIVIHVIVL MJin MOXeT OBITH
IIPMPOIOHEIM O@paSOM MJin MCKYCCTBEHHO MOHM@MHMPOBaHO.
AMMHOKMCJIOTHAa A KOHCEeHCYCHaAa IIOCJIeJOBaTEeJIBHOCTE MOXeT OHITH

olpenmejieHa Ha OCHOBe IMapallJIeJIbHOTO aHajlM3a IOryxX wuiam Oojiee CDR.

[0052] TepmmH "aHTUTeJO", KaK IIPUMEHAIT B IJaHHOM OIMCaHuM,
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TaKXe BKJIOUAET AaHTUIE€HCBA3HBaKIMe (QPAIMeHTH  MOJIEKYJI  I[IOJIHOTO
aHTUTeJa. TepMMHEL "aHTUT'eHCBA3EBAKIA A yacTbs" aHTUTeJNa,
"AaHTUTEeHCBA3BBaKMMUN GpaTMeHT" aHTUTEJa, M T.I., KaK IIPUMEHSIT B
OaHHOM ONMCaHUH, BKJIOU AT Jodon IPUPOIOHEM, IOJIyYdaeMel
bepMeHTaTMBHO, CUHTETUUECKUM WJIM TeHeTUUEeCKM CKOHCTPYUPOBAHHLIM
NOJIUIENTUI WM TJIMKONPOTEeMH, KOTOPHM CHeuuduuecKM CBABHBaAeTCS C
AaHTUTeHOM C ofOpasoBaHMEeM KOMILJIekKca. AHTUIeHCBA3HBalmye (QpaIrMeHTH
aHTUTeJla MOTYT OBRTBE IIOJIYUYeHH, HalIpuMep, W3 MOJIeKyJl IIOJIHOTO
aHTUTeJla, MCIOJIBE3YS JOHEe IMIOoOXOOAIlMe CTaHIapTHHE MeTOnH, Takue
KaK TIPOTeOJIMTUUECKOE  paclellJIeHue WM pPeKOMOMHAHTHHE  METOIH
TeHeTUUeCKOM VHXeHepun, BKJIOUAKIME MaHUITYJI SN c IIHK u
DK CIIPECCUD IHK, KoIupyomen BapuabeJibHEE u HeoOg3aTeJIbHO
KOHCTAHTHEE MOOMEeHHE aHTuUTejla. Takasg IOHK dBjigeTcd M3BECTHOM UM/UIIU
JIeTKOONOCTYIIHOM U3, HAIpHMEP, WCTOUHMKOB KOMMEepUuecCKOoM MHOOpMAalluM,
pubimoTexk [JHK (BrInUawmux, HaIpuMep, OUOIMOTEKM (ar—aHTUTEJO),
VIV  MOXET OHITH CUHTE3MpPOBaHa. IOHK  MOXHO CEeKBEHNVPOBAThH u
IPOBOIUTEL C HeV MaHMOYJIALUMM XVUMMUECKM WM MCIOJb3YS MEeTOIH
MOJIEKYJIAPHOM OMOJIOTMM, HalpuMep, IJS PacIoJIOXeHMSA OOHOTO WU
BoJjiee BapuabeJIbHEIX U/WIM KOHCTAHTHHX JOMEHOB B IIOOXOOAMEeN
KOHOUI'Ypaluu, WY  OJIA  BBelIeHMSA  KOIOHOB, co3mOaHusga OCTaTKOB

UMCTerHa, MooubduKaluuM, HDOOaBJIEHUSA WM OeJlelUrM aMMHOKMCIIOT M T.I.

[0053] HeorpaHnumBammme [IPUMEPEL AHTUIeHCBA3HBAMMX
bparmMeHTOR BKJIOUawLT: (i) Fab-¢parmentm; (ii) F(ab')2-dparMeHTH;
(1ii) Fd-dparMeHTH; (iv) Fv-dpparMeHTH; (v) OIHOILIeIIOUeUHHEe
MOJIekyJIEL Fv  (scFv); (vi) dAb-d¢parmMenTH; ¥ (vii) MMHMMAJLHBE

eOMHUIEL Paclo3HaBaHMg, COCTOoAllMe M3 aMMHOKMCJIOTHHX OCTaTKOB,
KOTOPHE UVMUTUPYT IUIlepBaprabellbHyl 00JIacThk aHTuTeJa (HanpuMmep,
M30JIMpOBaHHaa obJjacThb, OoTIpenesidnmas KOMILJIEMEHTAPHOCTB (CDR) ,
Takasa Kak nentun CDR3), MM KOHOOPMaAMOHHO 3aTPYOHEHHHM IEelTHU
FR3-CDR3-FR4. Ipyrue CKOHCTPYMPOBaAHHEE  MOJIEKYJIH, Takme Kak
OOMEH-CIelMdUUeCKre aHTUTeJla, ONHOIOOMEHHLEe aHTUTeJla, aHTUTeja C
yIOaJIeHHEIM IOMEHOM, XMMepHBEe aHTuTesa, CDR-INPpUBUTHE aHTUTEIA,
onuarTesa, TpUuaTesa, TeTpaTesa, MUHUTEJA, HaHOoTeJa (HanpumMep
MOHOBAJIEHTHEHE HaHOoTeJa, OMBaJIeHTHEE HaHOoTeJa, nu T.O.),
VMMYyHOQapMalleBTUUeCKHUeE Cpencrea Ha OCHOBe MOIOYJIBHOTO  OeJika

MaJioro pas3Mmepa (SMIP), u akyJbu BapuabelibHEle IgNAR-IOMEHE, TakKXe
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OXBaTHBAaKTCA BEIP&XEHNEM "AaHTUT eHCB A 3LBanmu bparmMeHT" Kak
IPMMEHSKT B ITaHHOM OIMCAaHUM.

[0054] AHTHMTIeHCBA3HBaKMIMUM (parMeHT aHTUTeJla OymeT OOBUHO
comepXaThb II0 MEeHbIeM Mepe OIOMH BapuabellbHHM »OoMeH. BapuabeJbHHM
IOMEH MOXeT UuMeTh JiodOoM pasMep WM aMUHOKMCIJIOTHEM COCTaB U
OymeT, Kkak IIpaBWJIO, COOepXaThb IIO MeHbllel Mepe onHy CDR, koTopasd
IpUMEIKAET WMJIM HaXOOUTCS B paMke ¢ OOHOM wmiaM 0o0Jiee KapPKaCHHX
mocjienoBaTeJIbHEeM. B aHTUIeHCBASHBAKMIUX O(parMeHTax, MMeERMUX ITOMeH
Vi, AaCCOLUMMPOBAHHEIM C QOOMeHOM Vi, IOMeHH Vy u Vi MOT'YT OHTH
PacCIIOJIOXKEHEL OIOMH  OTHOCUTEJIBHO OpyIroro B JmoboM  noaxondmen
paccTaHoBke. HamnpuMmep, BapuabeJbHasg o00JacThb MOXeT OHTL IUMMEepPHOM
u comepxaThb OuMeps  Vyg—Vy, V=V, I Vi—-Vyg. AJIE TEPHATUBHO,
AHTUTEeHCBA3HBALIMY (parMeHT aHTUTeJla MOXeT CcOoIepXaTh MOHOMEPHHM
ooMeH Vy miam Vi.

[0055] B HEKOTOPHIX BapMaHTax OCYIIeCTBJIEHU I,
AHTUTEeHCBA3HBaAIMY (parMeHT aHTMTeJla MOXeT CcOoIepXaTh II0 MeHbIeu
Mepe OIMH Bapuab®eJIbHHM IOOMEeH, KOBaJIEHTHO CBA3aHHHIM C IO MeHbIeu
Mepe OIHMM KOHCTAaHTHEM IOOMEHOM. HeoTrpaHUUMBaKINKE, WJJIOCTPAaTWUBHEE
KOHOUIT'Ypauur BapuabeJIbHBIX M KOHCTAHTHEX JOMEHOB, KOTOPHE MOTYT
OBITE OBOHapPyXeHH B AHTUT'eHCBA3HBaKnlieM bparMeHTE aHTUTeJIa
HacToAmero wum300peTeHMs BkJouaklT: (i) Vy-Cyl; (ii) Vy—Cy2; (iii)
Vy—Cy3; (iv) Vg=Cuyl-Cuy2; (v) Vy=Cyl-Cy2-Cy3; (vi) Vy—Cuy2-Cy3; (vii)
Vu—Cr; (viii) Vi=Cyl; (ix) Vy—Cy2; (X) Vi—-Cy3; (x1) Vy—-Cyl-Cy2;
(x1ii) Vp—Cyl-Cy2-Cy3; (xidii) Vy-Cy2-Cy3; um (xiv) V,-Cy. B Jmwobon
KOHQUITYpauuu BapuabeJIbHHX ¥ KOHCTAHTHHX IOMEHOB, BKJIIOU A EN
JIIOBVYIO ns MIJTIOC TP a TUMBHEIX KOHOUTYpaLunM, [IPMBEeIeHHBIX BHINIE,
BapuabeJibHEE n KOHCTAaHTHHE IOOMEHEI MOTYT OHITH JmB0o
HEIOCPEOCTBEHHO CBA3aHH JpyI C IOPpyI'OM WM MOT'YT OHTb CBSA3aHH
IIOCPEenNCTBOM IIOJIHOM WM  YaCTHMUHOM  MapHUPHOM  WIM  JIMHKEepPHOU
objacTtu. IMapHMpHasa o06JacTb MOXeT COCTOATHL M3 IO MeHbllel Mepe 2
(gampmmvep, 5, 10, 15, 20, 40, 60 wmium OoJiee) aMMHOKMCJIOT, UTO
IPUBOIMT K THUOKOMY WM I[OJYTI'MOKOMY CBSA3HBAHMKD MEeXIY CMeXHBEMU
BapuabeJsib HEIMU n/nnm KOHCTaHTHEMN OOMEHaMMU B OOMHOUHOM
IOJIUIIENITUOHOM MOJIeKyJie. KpoMe ToOTo, AaHTUTEeHCBA3HBalIMUM O(parMeHT
aHTUTEeJIa HaCTOoAWETro MU300peTeHMsa MOXeT COOepXaThk I'OMOOMMEP WIIN

TeTepoIuMep (MJIM IOpyToM MyJbLTHUMep) C JwoboM M3 KOHOUIYpauum
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BapnabesJbHOTO M KOHCTAHTHOTO OoMeHa, I[IPUEBEIeHHEIX BHIIE, B
HEKOBAJIEHTHOM accolMaluy IPpYyT ¢ IPYIOM M/UJIM C OIOHUM WM OoJiee
MOHOMEPHEIX IOMeHOB Vy wmiam Vi (HanpuMep, I[IOCPeICTBOM IUCYJIbOUIHEIX
ceasu (cBA3eun)) .

[0056] Ilo aHaJIOT UM c MOJIeKYJIaMM I[IOJIHOT'O aHTuTeJa,
QHTUTEeHCRBA3HRBAKIME QParMeHTE MOTI'yT OBTb MOHOCIEUUOUUECKUMU WJIINU
My JIbL TUCIIe UMY e CKUMHA (HampuMmep, frcneundmUUIeCcCKMMI) .
MyJIb THUCIIEeUUPUUECKUM aHTUTEeHCBA3HBAaKMMUM (palMeHT aHTuTeJa OyaerT
TUIIOBHM 00pasoM CcoIepXaTb 10 MeHblle¥ Mepe IBa  PasJIMUHHBX
BapuabeJIbHHX OOMeHa, TI'Ie KaxXObulM Bapuad®eJIbHEM JOMeH CcIocobeH
CrneumMd@muueckM CBSA3HBATBCS C OTHOEJIbHEM AaHTUTEHOM WM C Pa3JIMUHBEMU
SIUTONIAMA Ha OIOHOM " TOM xe aHTHUTeHe. Jio6om dopmaT
MyJIbTUCIENNPNUIECKOTO aHTUTeJa, BKJIKYad OQOPMATH WIIJICTPaTUBHOTO
OUCIeundUUIEeCKOT'O aHTUTEJa, PaCKPHETEE B HACTOAMEM OIMCAaHMM, MOTYT
OHTE alallTUPOBAHE IJIS [IPMMEeHeHMS B KOHTEeKCTe aHTUITEHCBA3HBAKIET O
bparMeHTa aHTUTeJla HaCTOAmEIo M300peTeHusd, C MCIIOJIb30BaHMEM
YCTAaHOBJIEHHEX METONOB, IOOCTYIIHHX B ITaHHOM OOJIaCTM TeXHUKU.

[0057] KoHcTaHTHasg o00JacThk aHTUTeJla 4BJIdeTcd BaxXHOM IOJIS
CIIOCOOHOCTM  aHTUTeJla (UKCHUPOBATH KOMILJIEMEHT U  OIIOCPenoBaThb
KJIETOUHO3aBUCUMYI UMTOTOKCUUHOCTE . Taxkmm oBpas3omM, M30TUII
aHTHUTeJla MOXeT OHBTL BHOpaH Ha OCHOBaHMUM TOI'O, XeJjlaTeJIbHO JIM OJid
aHTUTeJla OlloCpenoBaTh LUTOTOKCHUUHOCTE .

[0058] TepmmH "uejloBeueckKoe aHTUTeJo", Kak I[IPpUMEeHSnT B

IJaHHOM OIIMCaHunM, IIpedHa3HadeH OJIA BKJIIOUEeHNMA aHTHTeJI, VIMeIMX

Bapmaéeﬂbﬂue 1z KOHCTaHTHEE oBryacTH, IIPOM3BOOHEIE oT
mocjienoBaTeJIbLHOCTEN geJIOBeueCKOI'o SMépMOHaHBHOPO
VMMYHOTJUIOOYJIMHA . YeJioBeUeCKHUe aHTHTeJIa COIJIaCHO MSO@peTeHMD

MOTYT, TeM He MeHee, BKJIOUATEL  aMMHOKMCJIOTHEIE OCTaTKMU, He
KOIVPYEMEIE UeJIOBEeUeCKMMM I[IOCJIeIOBaTeJIbHOCTAMU MMMYHOTJIOOYJIMHOB
SMOpPMOHAJILHOM JIMHMM  (HaopuMep, MyTaluM, BBeIeHHHe IIOCPeldCTBOM
cllyyalHOT'O  WMJIM  CcaMT-chHeuuMduuHOoTo  MyTal'eHes3a in vitro wIu
IOCPeOICTBOM COMATUYECKONM MyTaluyM 1in Vvivo), Hanopumep, B CDR u, B
vyacTHOCTM, CDR3. OnHako, TepMMH "UeJloBeueCckoe aHTUTeJIO", Kak
IIPMMEHSKT B ITaHHOM OIMCaHuM, He IpelHas3HaueH JIS BKJIIKOUEHUA
aHTUTEJI, B KOTOPHX IOocClenoBaTellbHOCTM CDR 4ABJIAITCA IPOU3BOIHEMU

oT SMGPMOHaHbHOﬁ JIMTHVM OIOHOTO IpyITroro B Ioa MJIeKOoIIMTaKrmero,
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TAaKOT'O KaK Melb, ¥ OBJIM IPUBUTE Ha UYeJIOBEUECKME KapKaCHEHEe
[IOCJIENOBATEJIbHOCTHU «

[0059] TepMmH "peKOMOMHaAHTHOE UeJIOBEeUeCKOe aHTuTeJsio", Kak
IPMMEHSKT B OaHHOM OIMCaHMM, I[peldHa3HaueHO [IJIA BKJIIOUEHUS BCeX
UeJIOBEUEeCKMX aHTUTEJI, KOTOPHe IIoJIydalT, DSKCIPeCcCHUpPYT, CO3ITakT
WY U30JUPYIT PeKOMOMHaHTHHMNM CpelcTBaMK, TakuxX KakK aHTuTela,
DKCIIPEeCCUpyeMue c VICIIOJIbL 30BaHMeM BeKTOpa PeKOMOVHAHTHOM
DKCIIPEeCCUM, TPAHCOUIMPOBAHHOTO B KJETKY-XO3AMHa (IOOMNOJIHUTEJBLHO
ONIMCAaHHY HUXE) , aHTUTeJa, V30JIMPOBaHHEE us3 KOMOMHATOPHOM
OUMOIMOTEKM PEeKOMOMHAHTHEX UeJIOBEUEeCKMX aHTUTeJ (IOOMNOJIHUTEJIBHO
ONIMCAaHHOW HWXe), aHTUTeJla, MW30JIMPOBAHHHE M3 XUMBOTHOTO (HalIpuUMep,
MHIIM) , KOTOPHE ABJISITCSA TPaHCTEeHHBEMM IJIA T'€HOB UYeJIOBeUeCKUX
VMMYHOTJIOOYJIMHOB (CcM., HanopuMmep, Taylor et al. (1992) Nucl.
Acids Res. 20:6287-6295), MJIN aHTuTeJa, [IOJIYUEHHEE,
DKCIIPECCUPOBAHHEE, CO3IaHHEE WM WM30JMPOBAHHEE JIOOBMM OPYI'VIMU
CpeICcTBaMM, KOTOPHE BKJUAT CIJIaMCUHT I[I0OCJIeOOBaTeJILHOCTEM TI'eHOB
UeJIOBEUECKMX MMMYHOTIJIOOYJIMHOB B JIpyI'Me IocjienoBaTeslbHOCTM [THK.
Takre pPeKOMOMHAHTHHEE UEJIOBEUECKME aHTHUTEJIa MMeKT BapuabelJIbHHE U
KOHCTaHTHHE oByacTH, [IPOU3BOIHEE oT IocjieIoBaTeJIbHOCTEN
VMMYyHOTJIOOYJIMHOB UYeJIOBeueCcKOM SMOPMOHAJIBHOM JIMHMM. B HEKOTOPHX
BapraHTax OCYIeCTBJIEHUS, OOHAaKO, TaxKue PEKOMOMHAaHTHEE
YyeJIOBEUECKMEe aHTUTeJla IIoOBepralT MyTareHely in vitro (wmamM, KoTrna
VICIIOJIb 3YIOT XMBOTHOE, TpaHCTeHHOoe oJis mocjienoBaTeJIbHOCTEM
yeJIoOBeUueCKMUx Ig, coMaTHUUYeCKOMy MyTareHesy 1In Vivo) U, TaKuM
oBpasoM, aMMHOKMCJIOTHHEE IIocJiefoBaTeJIbHOCTM obJjacTer Vy u Vi
PEKOMOMHAHTHOTO AaHTHTeJa IIPpeldCTaBJIgT CcofoM I[IoCeloBaTeJIbHOCTH,
KOTOPHE IIpPM TOM, UTO OHM IIOJIYUEHH M3 UYeJIOBEUECKUX 5BMOPMOHAJIbHHX
nocjienoBaTeJIbHOCTEM Vg M Vi U OTHOCHATCHA K  HUM, He MOIYT
eCcTeCTBeHHBEM oBpa3oM CylmeCTBOBaTh B >MOPUMOHAJIBHOM Habope
yeJIOBeUeCKMX aHTUTeJ in vivo.

[0060] UYeJsoBeueckMe aHTHUTeJa MOTYT CYIeCTBOBaATL B IOBYX
bopMax, KOTOPHE aCCOLUMMPOBAHHE C TeTepOoTleHHOCTLI IapHMpa. B OIOHOM
bopme, MOJIEKYJIa MMMYyHOTIJIOOYJIMHA COIEPXUT CTabMIbHYKR KOHCTPYKIMI
13 UYeTHpex Lelel C MOJIEKYJIAPHOM Maccom npubiamsmuresbHo 150-160
kla, B KOTOpOMn OVIMEPEL YIOEPXUBAKTCH BMECTEe IIoCpencTBOM

MeXIIeIIOUeUHOM OUCYJIbLOMOHOM CBA3M TIKEeJHX lernel. Bo BTopol dopme,
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OIVMEepPHE He CBA3aHB uUepes MexlelloueuHhe OUCYJIbLOUIOHBEE CBA3M, U
obpasyeTcsa MoOJIeKyJla C Maccou okoJo 75-80 xJa, cocTaBJIeHHasd U3
KOBAaJIEHTHO CBA3aHHBIX JIeTKOM u T SXKEeJION emnen (MoJIOBMHHOE
AHTUTEJIO) . 3™ QopMBEI KpaMHe TPYIOHO pa3delUTh, oaxe IocJie
addMHHOM OUMCTKM.

[0061] UacToTa MHOABJIEHMS BTOPOM GOPMH B pPa3JIMUHHEX M30TUIIAX
MHTAKTHEIX I1gG 00ycJIOBJIeHa, HO He TOJIbBKO MMM, CTPYKTYPHEMA
pPazInuYnsaIMA, aCCOUUMPOBaHHEMMI c mapHUPHOM obJlacThio  M3OTUIIA
aHTuTeJa. OOMHOUHAS AaMMHOKMCIJIOTHAas 3aMeHa B MapPHMPHOM oB6JjlacTu
mapHUpa ueJjioBeueckKoro IgG4 MoOXeT SBHAUMUTEJILHO CHUBUTL I[IOABJIeHUE
BTOpO¥ ¢dopMu (Angal et al. (1993) Molecular Immunology 30:105)
oo YpOoOBHel, OBBIUHO HabJlogaeMeHx  [IPM  MCIOJbL30BaAHMM  MapHUpa
yeJjioBeueckoTro I1gGl. HacTodmee wu300peTeHMe OXBATHBaeT aHTUTEIA,
VMemMe OOHY WM 0o0Jiee MyTaluM B mapHUpe, objgactu Cy2 wmiam Cy3,
KOTOpHE MOTYT OHTL XeJlaTeJILHBEMM, HalpuMep, IIpu IIOJYyUYeHUM, UTOOH
VIIYUNUTE BEXOI XeJlaTeJIbHOM (QOPMBEl aHTHUTeJa.

[0062] '"M30MpPOBaHHOE aHTUTeJIO", KakK I[IPUMEHSAIT B IOaHHOM
ONMCaHuMY, O3HauaeT aHTUTeJIO, KoTopoe OBJIO UISHTUIUUMPOBAHO WU
OTIOeJIEeHO W/UJIM W3BJIEUEeHO M3 II0 MeHbIlel Mepe OIHOTO KOMIOHEeHTa
ero TIpUMPOOHOTO OKpyXeHMA. Hamnopumep, aHTUTEJIO, KOTOpoe  OBUIO
oTHeJIeHO WM @ yIaJlIeHO M3 II0 MeHbIel Mepe OIOHOTO KOMIIOHEHTAa
opTraHm3Ma, WM M3 TKaHM WM KJIEeTKU, B KOTOPHX AaHTUTEJIO
ecTeCTBEeHHBEM oBbpa3zoM CylmeCcTByeT WIIN ecTeCTBeHHBEM obpa3zoM
nponyumupyeTcs, apJsgeTcd "USOJIUMPOBAHHEIM aHTHUTeJIOM" IJIsS lLeJen
HacTosmero u3obpeTeHUd. V30JMPOBAHHOE AHTUTEJIO TakXxe BRJIOUAET
AHTUTEJIO 1in Situ B pPeKOMOMHAHTHOM KJIETKe. M30JIMPOBAHHEE aHTUTEeJIA
OpencTaBJIgT CcoOOM aHTHUTeJa, KOTOpHe IIoIBepralJlM II0 MeHLIel Mepe
OOHOM CTaIuM OUMCTKM WMJIM BHOeJleHMsa. COIJIaCHO HEeKOTOPHM BapMaHTaM
OCYMeCTBJIEHU, U30JMPOBaHHOE AaHTUTEeJIO MOXeT He CcoOepXaTb IIO
CYmEeCTBY IPYyTOoTo KJIETOUHOTO MaTepuaja M/MUIM XUMUKATOB.

[0063] TepMrH "crneuupnuUueckKu cBA3HBaeTca" WJIN T.II.,
03HavaeT, UYUTO AaHTUTEeJO WMIM eTl0 aHTUTeHCBA3HBalmui (parMeHT
obpasyeT KOMILJIEKC C aHTUITEeHOM, KOTOPHEM HABJIAETCI OTHOCUTEJILHO
YCTOMUMBEIM B QUBUOJOTUUECKUX YCJOBMAX. MeTonH oNpelesjIeHusa ToTo,
CBABHBAETCH JIM  AaHTUTEJIO crieumM@uUeCcKu c AHTUTEeHOM, XOPOIIO

VM3BECTHE B IOaHHOM ofbJjlacTM ¥ BKJIOUALT, HallprMep, paBHOBeCHbIﬁ
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oIVaan3, I[IOBEePXHOCTHHM IIJIa3MOHHEM pe30HaHC, ¥ T.IO. Hanopumep,
aHTUTEJIO, KOTOpoe "crneuupnueckm - cBA3EBaeTca" C PCSK9, Kak
IIPMMEHSKT B KOHTEKCTE HaCTOAleI'co M300peTeHMsa, BKIKUYaAeT aHTUTeJa,
KOTOpPHE CBA3HBaTCA ¢ PCSK9 wmiam ee uyacTe Cc Kp, PpPaBHOM MeHee
okoJio 1000 HM, w™MeHee okoJo 500 HM, wMeHee okoJgio 300 HM, MeHee
okoJio 200 HM, MeHee okoJo 100 HM, MeHee okoJjio 90 HM, MeHee OKOJIO
80 HM, MeHee okoJio 70 HM, MeHee okoJio 60 HM, MeHee okoJo 50 HM,
MeHee okoJio 40 HM, MeHee okoJio 30 HM, MeHee okoJo 20 HM, MeHee
okoJio 10 HM, MeHee OKOJIO 5 HM, MeHee okoJiIo 4 HM, MeHee OKOJIO 3
HM, MeHee OKOJIO 2 HM, MeHee OKOJIO 1 HM MM MeHee okoJo 0,5 HM,
U3MepeHHOM npu aHaJmse MEeTOIOM TIIOBEPXHOCTHOTO [1JIa3MOHHOTO
pes30OHaHca. M3oImpoBaHHOE AHTUTEJIO, KOTOPHE crneunuduueckKm
CBA3HBAaEeTCsa C UYeJloBeueckol PCSK9, onmHako, ofjlamaeT IIepeKpecTHOMU
PEaKTUBHOCTREID K JIPpYyI'MM aHTUI'eéHaM, TaKMM KaK MoJiekyJsl PCSK9 wms
IpyToTro (HedueJIOBEUEeCKOTI'O) BMIA.

[0064] AHTHTEeNa npoTue PCSK9, NpUMeHMMEIe OJIS CIIOCOOOB
HaCTOAMETO n3obpeTeHnsd, MOTYT comepxaThb OOHY VIV BoJee
AMMHOKMCJIOTHEIX 3aMeH, BCTAaBOK U/WIKM OeJlelMM B KapKaCHHX o00JacTax
u/man CDR ofjacTax Bapuab®eJIbHHX [IOMEHOB TSXEJION UM JIETKOM LelM B
CpaBHEeHMM C COOTBETCTBYKIVMM IIOCJIEeOOBATEJBEHOCTAMM 5SMOPUMOHAJIBHOM
JIMHUNM, W3 KOTOPHX aHTUTeJla OBJIM IIOJIydeHH. TakMe MyTaluy MOTYT
OLTE JIETKO IIOOTBEPXIEHE IIOCPEeOCTBOM CpaBHEHUSA aMUHOKMUCIIOTHEIX
rmocjienoBaTeJIbHOCTEM, PaCKPHBTHX B OaHHOM onMcaHuu, c
[IoCJIegOBaTEeJIbHOCT AMA SMOPUOHAJILHOM JIMHUM, IOCTYIIHEIX us,
HaoprMep, oBmeIOoCTYIHHX 0a3 OaHHBX II0CJIeIOBATEeJILHOCTEM aHTUTe.
Hacrosamee wm300peTeHMe  BKJKUYaAeT  CIOCOOH, BKJIDUaKmMe B cebd
IIpMMeHeHMEe aHTUTEJI M WUX aHTUIeHCBA3HBBakIMX (parMeHTOB, KOTOPHE
ABJIAOTCSH MIPOM3BOIHEMHU Jodon nus3 aMVHOKMCJIO THEIX
IoCJIeIOBaATEJILHOCTENM, PAaCKPHTHEX B IJaHHOM OINMCAaHMM, TIOe OoIHa WIu
foJjlee aMMHOKMCJIOT B OIHOW WM HECKOJbKMX KapKacHuX u/wmiamu CDR-
obJjacTen MoOBepPIramnTCH My Talu 1o COOTEBETCTBYKIMM OCTaTKy
(ocTaTkaM) TIOCJIeOOBaTEeJILHOCTM »SMOPMOHAJNIBLHOW JIMHMM, [IPOM3BOIHON
M3 KOTOPOM HABJAETCHA aHTUTEeJO, WJIM I[I0 COOTBETCTBYIIMM OCTAaTKY
(ocTaTKaM) OPYTOM UeJIOBeUeCKOM IIOCJIedoBaTeJIbHOCTY »MOPMOHAJILEHOM
JMHUM, WJIX KOHCEepBATUBHOM aMMHOKMCJIOTHOM 3aMeHe COOTBeTCTBYIIMMX

ocTaTkKa (oCcTaTKOB) SMOPMOHAJILHOM JIMHUN (Takue V3MEeHEeHM
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[IOCJIENOBATEJIbHOCTY B IaHHOM OIMCAaHMM Has3eBakT o0o0meHHO "MyTaluu
sMOpMoOHaJIbLHOM JMHUKM") . PsaOgoBoOM cHeumaJucT B OaHHOM ob6JjacTH,
HauMHasg C TIocJemoBaTeJIbHOCTeM BapuabelbHOoM o00JJacTM TSXKEeJOoM U
JIETKOM 1IelM, PAaCKPHTHX B IOaHHOM OIMCaHMM, CMOXeT JIeT'KO IIOJYUYUTH
MHOTOUMCJIEHHEE aHTUTEeJIa UM aHTUIeHCBA3HEBaKlMe (palMeHTH, KOTOpPHEe
comepXaT OIHY WM HECKOJIBKO MHIOMBUIOYAJILHHX MyTalul SMOPMOHAJIBLHOM
JIMHUM, WX UX KOMOMHallMM. B HEKOTOPEX BapMaHTax OCYIeCTBJIEHUSI,
BCe oOCTaTKM Kapkaca u/miam CDR B poMeHax Vy M/uiaM Vi IOOBEPTalTCd
obpaTHOM My Talmum oo OCTaTKOB, OBHapPyXeHHEIX B MCXOIOHOM
[IOCJIeIOBATEJILHOCTU 5SMOPMOHAJILHOM JIMHUM, M3 KOTOPOM OBJIO IIOJIYUYEeHO
aHTUTEeJIO. B IOpyrux BapMaHTax OoOCylleCTBJIEHMA, TOJIBKO HEKOTOPHE
OCTaTKMU ronepepramnTcAd obpaTHOM My Taluu B MCXOIOHYIO
[IOCJIEDOBATEJIEHOCTE SMOPUOHAJILHOM JIMHWN, HanpuMmep, TOJILKO
MyTMPOBABIIME OCTaTKM, OOHapyXeHHHEe Cpenau IepBEX 8 aMMHOKUCIIOT
FR1 mam cpenmm MOCJHeIHMX 8 aMMHOKMCJIOT FR4, wmiIv Jume MyTHMPOBAaBIINKE
ocTraTku, OOHapyxeHHBle B CDR1, CDRZ mmm CDR3. B OpyI'mx BapMaHTax
OCYIIECTBJIEHNAI, OIMH MJIM HECKOJBKO OCTaTKOB Kapkaca u/mim CDR
[IOOBepramnTCcsa MyTalMM OO COOTBETCTBYKIIMX OCTaTkKa (OCTaTKOB) U3
OTJIMYaKIEeNC g [I0CJIenOoBaTeJIbHOCTHU SMOPMOHAJILHOM JIVTHUU (T.e.,
[IOCJIEIOBATEJILHOCTU SMOPUMOHAJNIBHOM JIMHMM, KOTOopas OTJIMYaeTCsd OT
IIOCJIeIOBATEJILHOCTY 5SMOPUMOHAJLHOM JIMHUM, M3 KOTOPOM aHTUTeJIO OBLIO
[IepBOHAYAaJIEHO [IOJIYUEHO) . Kpowme TOTO, aHTmTesa HaCcTOoAWEeTOo
n300peTeHrd MOT'YT CoOepXaThb JOyn KOMOMHALML M3 IBYX WIKM OoJee
MyTalMi 5SMOPUMOHAJLHOM JIMHMM B KapkacHbex u/miam  CDR-o6JjacTax,
HanpuMmep, I'Ie HEeKOTOPHEe MHIMBUIOYVAJIBHEE OCTaTKM IIOOBepIramnTCcd
My Taluu oo COOTBETCTBYKIIETO ocTaTka KOHKPETHOM
IOCJIeIOBaATEJILHOCTU 5SMOPUMOHAJLHOM JIMHMM, B TO BpeMad Kak HEeKOTOpLHe
opyrue oCTaTKHY, KOTOpPHE OTJINUAaKnTCA oT VMCXOIOHOM
[1OCJIEDOBATEJIEHOCTH SMOPUOHAJILHOM JIMHWN, COXpaHAKnTCd WMJIn
IIOOBepranTcia MyTaluM OO COOTBETCTBYKHMEeIO OocTaTkKa M3 OTJIMdalmeNcsd
IOCJIeIOBATEJILHOCTU 5SMOPMOHAJILHOM JIMHMM. Cpa3ly IocJe I[IoJyUYeHUS,
AHTHUTEJIa ¥ aHTUTEHCBA3HBaIMe (paTrMeHTH, KOTOPHE comepXaT OIoHY
W DoJiee My Talui SMOPUOHAJILHOM  JIMHUMK, MOTYT OBITH JIET'KO
IPOTEeCTUPOBAHE II0 OIHOMY WM HECKOJBKMM XKeJlaTeJIbHHM CBOMCTBAM,
TaKMM, Kak YJIyulleHHasd CHeUupUuUHOCTbL CBA3LIBAHUA, yBeJIMueHHad

addMHHOCTE CBA3LIBAHUSA, YITyUlle HHEE W YCUJIEHHEIE
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AHTATOHUCTUUECKHME WJIM aTlOHUCTUUecKMe OMOoJIOTMUeCKMe CBOMCTBa (B
3aBUCUMMOCTM OT CUTyalum), [IOHMXEHHASA MMMYHOT'€HHOCTL UM T.I.
[lpyMeHeHMe aHTUTEJ UM aHTUIeHCBA3HBaKIUX (pal'MeHTOB, I[IOJIYYEHHHX
5TUM OOIMUM CIIOCODOOM, OXBATEHBAaETCSA HACTOLAIMM M300peTeHMEM.

[0065] HacTodmee n3obpeTeHMe TakKxe BKJIOUAET CIIOCOOHI,
BKRJIDUaKIMEe B cebd I[IpUMeHeHMe aHTUTeJ NOpoTuB PCSK9, coIepxalnx
BapMaHTH JIHOOBIX aMMHOKMCJIOTHEIX IIocJemoBaTeJibHoCcTel HCVR, LCVR,
u/mar CDR, PacCKpPHTHX B »HaHHOM ONMCaHUM, UMellMe OOHY WJINU
HEeCKOJIbKO KOHCEepPBATHMBHEIX 3aMeH. Hamopumep, HacTodmee M300peTeHNre
BKJIOUAET IIPMMEHEHMEe aHTUTeJI NpoTue PCSKY9, uMenmMxX aMMHOKMCJIIOTHHE
nocjenoBarenrHocTn HCVR, LCVR wu/unm CDR, Hampumep, ¢ 10 wim
MeHee, 8 wWMIM MeHee, 6 WIM MeHee, 4 wiIm MeHee, n  T.I.
KOHCEepPBaTUBHEMU AMMHOKMCJIO THEIMU 3aMeHaMM OTHOCUTEJIBHO  JIIOOHX
AMMHOKMCJIO THEIX nmocJegopaTeJIbHOCTEN HCVR, LCVR, n/miam CDR,
PACKPHETEX B IOaHHOM OIMCAaHWM.

[0066] TepMrH  "IIOBEePXHOCTHH  IIJIA3MOHHEIM  pes3oHaHc", Kak
IIPMMEHSKT B HOaHHOM OIMCaHUM, OTHOCUTCH K OITHUYECKOMY SBJIEHUIO,
KOTOpoOe II0O3BOJIAET MPOBOIMTEL aHallM3 B3aMMOINEMCTBUM B  pPexume
peaJIbHOTO BpPEeMeHM IIOCPelNCTBOM OOHapyXeHMS M3MeHeHUM KOHILeHTpalun
BeJjika B MaTpulle OMOCEeHCOpa, HalpuMep, C MCIOJb30BaHMEM CUCTEMH
BIAcore™ (nompasnmesenve Biacore Life Sciences GE Healthcare,
Piscataway, NJ).

[0067] Tepmuu  "Kp", Kak TIIPMMEHAKRT B JTaHHOM OIMCaHUuM,
openHasHaueH IJIS O0O3HAUeHMS PAaBHOBECHOM KOHCTAHTH OMCCOLMALIUMU
IJISI KOHKPEeTHOT'O B3aMMOIEMCTBUA aHTUTEJIO-aHTUIeH.

[0068] TepmmH "snuTon" OTHOCUTCHA K aHTUIEHHOM IeTepMMHAaHTE,
KoTopasa B3auMOIelCcTBYeT co crneuM@mMUHEM YUJaCTKOM CBS3HBaHUA
aHTHUIeHa B BapuabeJlbHOM 00JacTM MOJIeKYJIH aHTUTeJa, M3BeCTHOM Kak
nmapaTol. EIMHCTBEHHBM aHTUIeH MOXeT WMMeTb CBHIIe OOHOTO SIUTOIA.
TakMm oOpasoM, pas3JIMUHEE aHTUTEeJla MOTYT CBA3HBATHECHA C Pa3JIMUHBEMU
oBjacTAMM Ha AaHTUIEeHe W MOTYT MMETE pPa3JIMUHEE OMOJIOTUUYECKUE
50PeKTE. DSOMUTONE MOTYT OHTL JMOO KOHOOPMAIIMOHHBEIMM WMJIM JIMHEWMHBIMMA .
KoHbOpMaUMOHHEM SIOMUTOIN IPOU3BOOMUTCHA IIPOCTPAHCTBEHHO COJIVMXEeHHBMA
AMMHOKMCJIOTAMM M3 PAa3JIMUHEX CEeIMeHTOB JIMHEeMHOM Lenu IOJMUIeNTHIA.

JIMHeMHBEM SIIMTOIL ABJIAETCA SIITMTOIIOM, IIPOM3BO OVIMEIM COCeIIHVMIM
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AMMHOKMCJIOTHEIMM OCTaTKaMM B I[IOJUIIENTUIHOM ULelMr. IIpM HEeKOTOPHX
oBcToAaTesIbCTRBAX, SIOUTOII MOXeT BKJIOUATL (QparMeHTH CaxXapuioB,
boCcOOPUIILHEIE TPYIINE MM CYJIbQOHMIIbHEE TPYIINE Ha aHTUIT'eHe.

[0069] CorjlaCHO HEKOTOPHIM BapMaHTaM OCYIEeCTBJIEHUS, aHTUTEJIO
npotuk PCSK9, npmuMeHdeMoe B crnocofax HacTodmero M300peTeHusd,
ABJIAEeTCA AaHTUTEJIOM C XapaKTepucTukaMy pH-3aBMCHMMOI'O CBA3BHBaHUA.
Kaxk [OpuMeHIKT B OaHHOM  OINMCaHuM, BHpaXeHNe "pH-3aBUCHUMOE
CBA3HBaHMe" O3HauvaeT, UYTO aHTUTEeJI0O WMIM eT0 aHTUTEeHCBA3HBAIUMI
dparMeHT NOPOABIAT "CHMXeHHOe CBA3BBaHMe ¢ PCSK9 nOpu KUCIOTHOM
PH B cCpaBHeHMM C HelTpaJgbHEM pH" (s UeJie  HacToAmeTo
packpelTusa, ofa BHpPaXeHMHA MOI'YT I[IPUMEHSATHLCS B3aMMO3aMEHSIeMo) .
Hanpumep, aHTUTela "C xapakTepucTukaMmy pH-3aBUMCUMOTIC CBA3HBaHMA"
BKJIOUAT aHTUTEeJla U UMX aHTUIEeHCBA3HEBaKIMe (QparMeHTH, KOTOPHE
CBA3HBaTCA C PCSK9 c 0Oojiee BHCOKOV addMHOCTBID MIPM HeUTpallbHOM
pPH, uYeM mnpmM KMCJIOTHOM pH. B HEKOTOPEHX BapMaHTax OCYIEeCTBJIeHUHI,
QHTUTEeJIa M AaHTUIEHCBA3HBAalIMe (QparMeHTE HaCTOAleI'0 M300peTeHu4d
cBaseBanTCca ¢ PCSK9 ¢ mo wMeHpmew mepe B 3, 5, 10, 15, 20, 25,
30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100 wmmm
BoJiee pa3 0oJiee BEHCOKOM addMHHOCTBI IIPM HeMTpallbHOM pPH, UYeM IIpu
KMCJIOTHOM pH.

[0070] CorJjylacHO 5TOMY acCIekKTy M300peTeHMsa, aHTUTeJla I[IPOTUB
PCSK9 ¢ xapakTepucTukaMy pH-3aBMCHMMOTIO CBASEBaHMKA MOTYT oOJlamaTb
onHOV wmaM ©0oJiee aMHOKMCJIOTHEIMM BapMalMAMM OTHOCUTEJIEHO MCXOOHOTO
aHTuTeJa Hnopotmue PCSK9. Hanpuwmep, a"HTuTeJi0 HnOpotue PCSK9 c
XapakKTepucTukaMr pH-3aBUCHMMOTO CBA3HBAHMA MOXET COOepXaThb OIOHY
i 0BoJylee TUCTUAMHOBHX 3aMeH WMJIM BCTaBOK, HAIPMMEpP, B OIHOW WJIM
HecKoJIbKMX CDR MCXOOHOTO aHTuTeJla OpoTuB PCSK9. TakmMm obpasom,
COTJIaCHO HEKOTOPEIM BapMaHTaM OCYIIECTBJIEHU A HaCTOAWEeI'o
MU300peTeHud, NPpeloCTaBJIeHH CIOCOOE, BKJOUAKIME BBEeINEHMEe aHTUTeJa
nporrue PCSKY9, KOTOpOe COOEpXUT aMUMHOKMCIIOTHEE II0CJIelOoBaTeJIbHOCTU
CDR (HampuMmep, CDR TaxeJIJOM M JIETKOM I1elM), KOTOPHEe ABJAITCH
MOEHTUUYHEMY C aMMHOKUCJIOTHEIMM I[IOCJIenoBaTesibHOCTAMM CDR MCXOOHOTO
aHTUTeJla OpoTuB PCSK9, 3a HMCKIOUEeHMeM 3aMeHH OOHOM WM O0oJiee
AMHOKMCJIOT B OIOHOM wmim Oojiee CDR MCXOOHOTO aHTUTEeJIa Ha OCTaTOK
TUCTUOMHA. AHTHUTeJa HOpoTue PCSKS ¢ pH-3aBuCUMEIM CBA3HBaHUEM

MoryT o6JjganaTb, Hanopumep, 1, 2, 3, 4, 5, 6, 7, 8, 9 wmum OoJiee
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TUCTUIVHOBEHMM  3aMeHaMM, Jmto B enuHCTBeHHOM CDR  MCXOIOHOTO
aHTUTeJla WM paclpeleJIeHHEMM I[10 MHOXeCcTBY (Hanpmmep, 2, 3, 4, 5,
mwi 6) CDR mMCXOOHOTO aHTuTeJla HpoTue PCSK9. Hamnpumep, HacTodllee
n300peTeHre BKJKUYAET [IpUMeHeHMe aHTuTeJ nOpoTtuB PCSK9 ¢ pH-
3aBUCHUMBIM CBSA3EBaHMEM, CcoepXallMxXx OIOHY WM ©0oJiee TIUCTUOMHOBEX
3aMeH B HCDR1, omHy wuIu ©0oJjlee TIHUCTHMIMHOBEIX 3aMeH B HCDR2, omHyY
nJin HoJiee TUCTUINHOBEIX 3aMeH B HCDR3, OIOHY MJin HoJiee
TUCTUIOMHOBHX 3aMeH B LCDR1, omHy wmim 0o0Jlee TIUCTUIMHOBEHX 3aMeH B
LCDR2 u/miaM omOHY WM 0oJiee TIUCTUIMHOBLEIX 3aMeH B LCDR3 MCXOOHOTO
aHTuTeJia npoTmB PCSK9.

[0071] Kak NIPUMEeH ST B IaHHOM onMcaHuM, BEIPaXeHue
"KMCJIOTHHEY pH" o3HadvaeT pH, paBHEM 6,0 wuIM MeHee (HaOpuMep,
MeHee okoJio 6,0, MeHee okoJO 5,5, MeHee okojo 5,0, m T.;m.).
BrpaxeHre "KMCJIOTHHM pH" BKIIUaeT 3HadveHusa pH, paBHBE OKoJO 6,0,
5,95, 5,90, 5,85, 5,8, 5,75, 5,7, 5,65, 5,6, 5,55, 5,5, 5,45,
54, 5,35, 5,3, 5,25, 5,2, 5,15, 5,1, 5,05, 5,0 mium wmeHee. Kak
IPUMEeHSIT B OaHHOM ONMCaHuM, BHpaxeHre "HeMTpalabHBM pH" O3Hauaer
pH or okojo 7,0 @mo oxojo 7,4. BupaxeHue "HeUTpaJabHbM pH"
BKJIOUAeT 3HaueHusa pH, paBHEE oOKOJIO 7,0, 7,05, 7,1, 7,15, 7,2,
7,25, 7,3, 7,35 u 7,4.

[0072] HeorpaHuuuBammme IPMMEPH  aHTUTeJI [IPOTUB PCSK9,
KOTOPHE MOTYT IIPUMEHATLCHA B KOHTEKCTEe HaACTOLAlWeI'o M300peTeHUud,
BKJIIOUAOT, Hanpumep, aJIMporymab, 3BOJIOKYMan, oxoumsymabd,
Jomesuu3yMad, pajnaHumu3yMad® WIM aHTHUIEeHCBA3BBaIMe dYacTy JOoTo
V3 NPUBEOEHHHX BHIIE AHTUTEJ].

[lonyueHre dYeJIOBeYEeCKMX aHTUTEI

[0073] CrniocoBOw TI'eHepallMM UYeJIOBEUECKMX aHTUTEJI Yy TPaHCIeHHHX
MBIIEM M3BECTHHEl B IOaHHOM o6JacTu. JoObe TaKMe M3BEeCTHHEE CIOCOOH
MOTYT [IPMMEHATECH B KOHTEKCTE HaCTOAmMETO n3obpeTeHUsa  IJIA
[IOJIYYEHM S UYeJIOBEUECKMX AaHTUTEJI, KOTOPHEe CIelUUMPUUEeCKM CBA3HEBaKTCH
C uyeJjioBeueckoMm PCSK9.

[0074] HcmoJe3ysg TexHoJoruio VELOCIMMUNE™ (cMm., Hampumep, US
6,596,541, Regeneron Pharmaceuticals) wam Jsobo¥ OpPpYyIOM WM3BECTHHM
crmoco®  I'eHepalMM  MOHOKJIOHAaJIBHBEIX  aHTUTE, CHauvajla M30JIMPYIT

XVIMEPHEIEe aHTUTEe a K PCSK9 C BEICOKOM adPMHHOCTEIO, MMemme
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UeJIOBEUEeCKYKD BapmabellbHYKR O00JIaCcTh M MBIMHYK KOHCTAaHTHYK OO0JIacTh.

Texnojorusa VELOCIMMUNE® sBxJjouaeT B Ccebd TeHepalMiod TpaHCTeHHOM’

MBI , VIMEOMM TeHOM, comepXxamuy  yeJIOBeueCKUue BapuradeJbHEE
oBJlacTM  TSXKeJIOM M JIeTKOM  Lemnu, OYHKIMOHAJILHO CBS3aHHHE C
SHIOOT €HHEIMM MBI Ha M JIOKYCaMM KOHCTAaHTHOM obJjacTH, TaKMUM

oBpas30oM, UTO MBIL OPOOYLUUPYET aHTUTEJIO, CcolepXallee UeJIOBEUeCKYI
BapuabeJibHyK 00JlacTh ¥ MHIIMHYI KOHCTaHTHYKR o6JlacTb B OTBET Ha
AHTUTEeHHYID CTUMYJISLMO. IOHK, KOOMPYRIYHD BapuabeJibHBE oBJjlacTu
TAXEJIHNX M JIeTKUX Leler aHTuTeJa, MW30JUpyoT U (YyHKUMOHAJBLHO
cBa3HBaloT ¢ JHK, Kxooupywomel ueJJoBeuecKMe KOHCTaHTHHe o0JjlacTu
TAXEJIBIX M JIeTKUX llelel. IOHK 3aTeM »SKCIOpecCcHUpyRT B KIETKe,

criocoGHoOM SKCIIpeCCHMPOBATE IIOJIHOCTEBKR UWeJIOBEUWeCKOe aHTUTEJIO.

[0075] OOGruHO, MEIL VELOCIMMUNE® CeHCUOHMIM3UPYIOT aHTUIEHOM,
OpencTaBJILIMM MHTepec, ¥ K3 MBIIeM M3BJIeKalnT JUuMbpaTHUUIeCKHUEe
KJIEeTKM (TakmMe kKak B-KJIeTKM), KOTOPHE BKCIPECCUPYIT aHTUTeJa.
JImmbpaTrUuecKre KIJIETKM MOTYT OHTbL TUOPUIMBUPOBAHEL C KJIETOUHOM
JMHVEN MMEeJIOMB, UYTOOH IIOJIYUMTL MMMOPTAaJIM30BaHHEE KJIETOUHEE JIMHUU
TUMOPUIIOMEHL, u Takue KJIE TOUHEIE JIMHUN TUOPUIOOMEL [IoOBepIaKnT
CKPUHUHTY u oTbupanT oJis UOESHTUPUKALIUN KJIE TOUHEIX JIMHUM
TUOPUIOOMEl, KOTOPHE IIPOOYyLUMPYT aHTHUTeJla, ClIeUuMdUUHEE K aHTUIEHY,
opencrarjgnleMy MHTepec. [IOHK, kooupywomasa BapuabeJibHEHEe 00JIacTU
TSKEJION Lenu ¥ JeTkKoM LenlM, MOXeT OHThL M30JMpOoBaHa M CBS3aHa C
XeJlaTeJIbHEIMY U30TUMIMUECKUMY KOHCTAHTHHEMM OOJIACTAMU TSIXKEJION Lellu
n Jerko uenu. Takoy O6eJIOK aHTUTeJla MOXeT IIPpOOyLUUMPOBATLCS B
KJIeTKe, TakoM Kak kJjJeTka CHO. AlbTepHaTuBHO, IOHK, komoupyomas
AHTUTEeH-CIelUuPUUHEE XMMEPHEE aHTUTeJla WMIM BapuabeJIbHHE IOMEHH
JeTKOM U TaXeJIoM Lemnel, MoXeT OHTb M30JMPOBaHA HENOCPeICTBEeHHO
M3 aHTUTeH-CIeUUPUUHHEX JIMMOOLMTOB .

[0076] CHaualla M30JUPYIT XUMepPHHE aHTHUTeJa c BLEICOKOM

adPMHHOCTLD, MMeKIMe UeJIOBeUecCKyln BapuabelIbHyln o00JIacTh UM MBIIMHYIO

KOHCTAHTHYID 00JlacTb. AHTHTeJla XapaKTepusyoT ¥  oTfupalnT IIo
KeJlaTeJIbHBIM XapakKTepuCTUKAaM, BKJTIOY A 0MM abduHHOCTE,
CEeJIEKTMBHOCTHL, BSIOWUTOI ¥ T.IO., MCIOJNL3YS CTaHIapTHHE MeTOIOUKHU,

M3BeCTHEE ClielilnMaJIMCTaM B ODaHHOM oBJlacTH. MBI HEIE KOHCTaHTHEIE

obrlacTu SaMEeHAKT Ha XKeJlaTeJIBHYIO UeJIOBEeUEeCKYIO KOHCTaHTHYIO
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oBJacTs, UTOOE TEeHEepUMPOBATEL IIOJHOCTBI UeJIOBEeUEeCKOe  aHTUTEJIO
n300peTeHUd, HalpuMep, IgGl WJIIN IgG4 OVMKOTO TUIIAa I
MOIMOUUIMPOBAHHEIE. B TO BpeMs, KaK BHOpaHHas KOHCTaHTHas o0JacThb
MOXeT BapbMpOBaTb B COOTBETCTBMM C KOHKPETHEM IIPUMEHEHUEM,
XapakKTeprUCTUKY CBSA3BBAHMA aHTUITeHa C  BHCOKOM addMHHOCTBID U
CrelMPUUHOCTLI0 K MUIIEHM COXPaHAKnTCA B BapuabesbHOM oBJlacTH.

[0077] Kak mnpaBMJIO, aHTHUTeJla, KOTOPHE MOI'YT IIPMMEHAThLCS B
criocobax HacToLAlero mu300peTeHusa, o0JlamalT BHCOKMMU adOMHHOCTAMU,
KakK OIMCAaHO  BHIIE, IpM M3MEepeHMM IIOCPelICTBOM CBSA3HBBaHUA C
AHTUTEeHOM, JMOO MMMOOMJIM3OBAHHEIM Ha TBepOoM dase MIM HaxXOOAMVMCS
B KUOKOM dbaze. MEIIVHEE KOHCTAaHTHHE obracTu 3aMeHdgT Ha
XeJlaTeJIbHEe UeJIOBeUeCKHMe KOHCTAaHTHHEe oO0JlacTv, UTOOH I'eHepUPOBRaTh
IIOJIHOCTLI UeJIOBEUeCKMe aHTUTeJla Mu300peTeHMda. B ToO BpeMs, Kak
BHOpaHHad KOHCTaHTHad oOO0JIacTb MOXET BapbMpPOBATH B COOTBETCTBUMU C
KOHKPETHEM IIPUMEHEHMEM, XapaKTEepUCTUKM CBA3EBaAHMA aHTUITeHa C
BHICOKOM addPMHHOCTBLID ¥ CHelUMIUMUHOCTBI K MUIIEHM COXPaHAnTCS B
BaprabenpHOM oBJaCcTH.

[0078] KoukpeTHEE [IPUMEPEL UeJIOBeUeCKUX aHTUTEJI VI
AHTUT €HCRBA3EBAKIINX bpaIrMeHTOR aHTUTEJ, KOTOPHE creunudruuecKm
cBA3wBawTCa ¢ PCSK9, KOTOpHE MOT'YT IIPUMMEHATHECA B KOHTEKCTE
CIIOCOOOB HacCTOAWEeIo M300peTeHMd, BKJIOUAKT JIoObEe aHTUTEJIO WK
AHTUTEeHCBABHBaAMKM (parMeHT, KOTOpHe comepxaT Tpu CDR TaSxeJon
nenm (HCDR1, HCDR2 u HCDR3) , comepxammecs B npenejax
BapuabesyibHOM objlacTu TsaxeJon uenu (HCVR), uMeomel aMUHOKMCIIOTHYIO
[IOCJIeIOBATEJILHOCTE, BHOPAHHYI M3 TPYINOBE, cocTodmel mu3 ID NO:1 u
11, wmWiIM 1[I0 CYIeCcTBY aHaJOIMUHYI €M II0CJIeIOBATeJILHOCTL, MMEKIY
o MeHbmen wMepe 90%, 1o MeHbmeM Mepe 95%, 00 MeHbmeW Mepe 98%
WIM IO  MeHBIeM  Mepe 99% MOEHTUUYHOCTU  [IOCJIeOOBATEJIbHOCTH.
AJILTepHaTUBHO, KOHKPETHEE IIPUMEPE  UeJIOBEUECKUX aHTUTEJ WU
AHTUT EHCBA3HBAKMNX bparMeHTOR aHTUTEJ, KOTOPHE crneunu@uueckKm
cBA3WBamwTCa C PCSK9, KOTOpEHE MOTYT IIPMMEHATHECAS B KOHTEKCTE
CriocoBOB HACTOLAMeTO MU300peTeHMdI, BRJIKUAKRT JIOOEe aHTUTEJIO WIn
AHTUTEeHCBA3HBAMIMY (parMeHT, KOTOpHe colepxaT Tpu CDR TaxeJon
nenm (HCDR1, HCDR2 u HCDR3), comepxammecda B npenejax
BapuabeybHOM objlacTu TaxeJow uenm (HCVR), uMMeomey aMUMHOKMCIIOTHYIO

[IOCJIeIOBATEJIbHOCTEL, BHOPAHHYI M3 TPYIIHE, cocTodmer mu3 ID NO 37,
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45, 53, 61, 69, 77, 85, 93, 101, 109, 117, 125, 133, 141, 149,
157, 165, 173, 181, wu 189, wmiIM 1[I0 CymMecTBY aHaJIOTUMUHYID eM
[IOCJIeIOBATEJILHOCTE, MMEKNyl 10 MeHbmey Mepe 90%, IO MeHbIeM Mepe
95%, ©no MeHblleM Mepe 98% WM IO MeHbIeM Mepe 99% MNIEHTUUHOCTH
IOCJIeNOBATEJILHOCTY. AHTHUTEJIO WM aHTUIEeHCBA3HWBalmui  dparMeHT
MOTYT comepxaTb Tpu CDR Jerkou uemu (LCVR1, LCVR2, LCVR3),
comepxamuecs B IOpeletaxX BapuadbeJibHOM objlacTu Jerkol unenu (LCVR)
VMMeIey aMMHOKMCIIOTHYIO II0CJIeIOoBaTeJIbHOCTL, BHOPAaHHYID M3 I'PYIIIH,
cocrodme wm3 ID NO 6 wm 15, wuiIuM 1o CYymNecTBY aHaJIOTMUHVYID eu
IOCJIeIOBaATEJILHOCTL, MMEKIyl II0 MeHbler Mepe 90%, IO MeHbIeM Mepe
95%, mno MeHbmeV Mepe 98% MIM OO MeHbIeM Mepe 99% MWIEHTUUHOCTH
[IOCJIeNOBATEJIbHOCTH « AJILTEepHaTUBHO, aHTUTEJIO W
AHTUTEeHCBA3HBaLMIMY (parMeHT MOTYT comepxaThb Tpu CDR JIeTKOoM Lelu
(LCVR1, LCVR2, LCVR3), comepxamyecsa B Ipenejlax BapuabellbHOM
obJjlacTH JleTKOoM LHenm (LCVR), Menlen AMMHOKMCJIO THYIO
IOCJIeIOBaATEJIbHOCTEL, BHOPAHHYI M3 TPYINOHE, cocTodmer m3 ID NO 41,
49, 57, 5, 73, 81, 89, 97, 105, 113, 121, 129, 137, 145, 153,
161, 169, 177, 185, wu 193, wWIM IO CYMeCcTBY aHaJOTMUHYID eM
[IOCJIeIOBATEJILHOCTEL, MMEKNyl IO MeHbmer Mepe 90%, IO MeHbIeM Mepe
95%, ©no MeHblleM Mepe 98% WMIM IO MeHblleM Mepe 99% MNIEHTUUHOCTH
[IOCJIeIOBRATEJIbHOCTU .

[0079] VOeHTUMUYHOCTD [IOCJIEDOBaATEJIbLHOCTU MEeXIoy IOBYMS
AMMHOKMCJIOTHEIMM IIOCJIEOOBATEJILHOCTAMM ONPpenelIsioT Ha OIPOTIXeHUU
IIOJIHOM IJIMHE STaJIOHHOM aMMHOKMCIJIOTHOM I[IOCJIeOOBATEeJILHOCTH, T.e.
AMMHOKMCJIOTHOM I[OCJEeIOBaTEJIbHOCTM, MUIeHTUOMLMpOoBaHHOM Cc SEQ 1ID
NO, MCHOJbL3YS Hawjyullee BHpPaBHMBAHME IIOCJIeNOBATEJBLHOCTM U/UIM IIO
oBJlacTM HaWJIydlleT'o BHPaBHMBAaHUA I[IOCJIEIOBATEJIBHOCTU MEeXIOy IBYMHA
AMMHOKMCJIOTHEIMM TIOCJIENOBATEJILHOCTAMM, TI'Je HauJydllee BHPaBHUBaHUE
[IOCJIeNOBATEJIbHOCTY MOXHO IIOJIYYMTE C WMCIOJIB30BaHMEM WM3BECTHEX B
OaHHOM oBJlacTy MOPOTpPaMMHEX CpelcTB, HalOpuMmep Align, MCHOOJL3YA
CTaHODapTHEE YCTAaHOBKM, IIpelrnouTuresibHO EMBOSS::mrja, MatTpula:
Blosum62, OrkpeiTve T2na 10,0, IpomospkeHme r1mna 0,5.

[0080] B HEeKOTOPEIX BapmMaHTax oCymeCcTBJIEHUS HaCTOAIEeI o
nz3obpeTeHus, AHTUTEJIO WJIXM AaHTUTEeHCBA3LHBaLMUM OeJIOK  COIEepPXUT
mects CDR (HCDR1, HCDR2, HCDR3, LCDR1, LCDR2Z wu LCDR3) w3 map

aMMHOKMCJIOTHEIX IIOCJIeNOBAaTEeJIbHOCTEeY BapuabesIbHOM 00JIaCTU TIXeJION
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n Jerkoi uenu (HCVR/LCVR), BHOPAHHHX M3 TPYIIIH, cocTodmelr m3 1D

NO:1/6 nu 11/15. AJILTEePHATUBHO, B HEKOTOPEIX BapMaHTax
OCYIEeCTBJIEHUA HacToAWero n300peTeHNnd, AHTUTEJIO I
AHTUTeHCBA3HBaKIMY 0OeJIOK CcoIepXuT mecTb CDR (HCDR1, HCDR2Z2,
HCDR3, LCDR1, LCDR2 u LCDR3) us nap aMVMHOKMCJIO THEIX

rocjiefoBaTeJIbHOCTEeN BapuabOeJlbHOM 00JaCTK TAXKeJION M JIeTKOM Lienu
(HCVR/LCVR), BHOpaHHEX W3 IPYINNIH, cocTrodmerr wu3 1D NO:37/41,
45/49, 53/57, 61/65, 69/73, 77/81, 85/89, 93/97, 101/105,
109/113, 117/121, 125/129, 133/137, 141/145, 149/153, 157/161,
165/169, 173/177, 181/185 m 189/193.

[0081] B HEKOTOPEIX BapmMaHTax oCymeCcTBJIEHUS HaCcToOAmeIo
n300peTeHUd, AHTUTEJIO IPOTUR PCSK9, MJin AHTUI'€HCB A'3LBalolMil
BeJioK, KOTOPHE MOT'YT [IPUMEHSATE C A B criocobax HaCTO4meTro
n300peTeHNnd, VMERT aMVUHOKMUCJIO THEIE [IOCJIENOBATEJILHOCTH
HCDR1/HCDR2/HCDR3/LCDR1/LCDR2/LCDR3, BubpaHHee wu3 SEQ ID NO:
2/3/4/7/8/10 (mAb316P [Takxe VMMeHYyeMoe "REGN727" W
"amuporymab"]) mu 12/13/14/16/17/18 (mAb300N) (CMm. OnyOJIMKOBAHHYIO
naTeHTHyl 3agBky CIA N 2010/0166768) u 12/13/14/16/17/18, rOe
SEQ ID NO:16 COOEPXUT 3aMeHy TUCTUIOMHA Ha JIeVMLIMH 10
AMMHOKMCJIOTHOMY ocTaTky 30 (L30H).

[0082] B  HeKOTOPHX BapMaHTax oCylleCTRBJIEHMS  HaCTOAWEIO

MBO@peTeHMH, AHTUTEJIO WMJIM aHTUTEeHCBASHBalmMUl OeJIoK COOEepPXNUT IIaptl

aMVHOKMCJIO THEIX mocJienoBaTeJIbHOCTEN HCVR/LCVR, BHOPaHHEIX nus
TPYIIIIEL, cocTosAmen nus3 ID NO:1/6 7 11/15. B HEKOTOPEHIX
WJLJIICTPaTUBHEIX BapMaHTax OCylWeCTBJIEHUS, aHTUTEJIO VI
AHTUT eHCB 3B almmi DeJIoK COOEPXUT AMUHOKMUCJIIOTHYIO

[IOCJIENOBATEJIbLHOCTE HCVR c SEQ ID NO:1 " AMMHOKUCJIOTHYIO

[IOCJIeDOBATEeJIbHOCTE LCVR C SEQ ID NO: 6. B HEKOTOPEIX
WILJTIOC TP A TUBHEIX BapMaHTax OCYIIECTBJIEHN A, QHTUTEJIO VI
AHTUT &HCB S 3HB Al OeJioK COOEPXUT AMMHOKMCJIOTHYIO

[IOCJIEOOBATEJIBHOCTE HCVR C SEQ ID NO:11 u AMVMHOKHUCJIO THY

[IOCJIEDOBATEJILHOCTE LCVR C SEQ ID NO:15. B HEKOTOPEIX
WJLJIOCTPaTUBHEIX BapMaHTax OCyWeCTBJIEHUSI, AHTUTEJIO VI
AHTUT E€HCB S 3HB Al BeJIoK COOEPXUT AMUHOKMCJIO THYIO

[IOCJIEOOBATEJIBHOCTE HCVR C SEQ ID NO:11 nu AMVMHOKUCJIO THYO

rnocjemoBaTejyibHOCTL HCVR ¢  SEQ ID NO:15, comepXxalyio 3aMeHy
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TVUCTUIMHA Ha JIeMUIMH II0 aMMHOKMCJIOTHOMY ocTaTky 30 (L30H).

dapMalleBTHMUECKME KOMIIOBUIIMM M CIOCOOH BBeIOeHUS

[0083] Hacrosdmee wm300peTeHMe  BKJOUaAeT CIOCOOH, KOTOPHE
BKJIOUAT BBeleHMe MHIMOUTOpa PCSKS naumeHTy, rne uHIUOMTOp PCSK9
COOEPXUTCHA B bapmalleBTHUUECKOM KOMIIO3ULIUN . dapMalleBTUUECKUE
KOMIIO 3ULIUNU COTIJIaCHO n300peTeHU COCTAaBJIAT C [OOXO I AMNVMA
HOCUTEJIAMHA, SKCLUUMIMEHT aMU u Opy UMM cpencTreaMu, KOTOPHE
obecreurBaKRT IIOOXONOANME IIePeHOC, IOOCTaBKY, I[IepPeHOCHUMMOCTbL M T.II.

MHOXeCTBO COOTBeTCTBYIIMX JIEKapCTBEeHHEX (]_)OpM MOXHO HanTu B

bapMakoJIOTHUUECKOM CIIpaBOUHUKE, M3BECTHOM BCEM XVIMUKaM—
bapMalieBTaM: Remington's Pharmaceutical Sciences, Mack
Publishing Company, Easton, PA. CLyYi JIeKapCTBEHHEE bOPMEL

BKJIOUAKT, HalIpuMep, I[IOPOWKM, IIacTe, Ma3M, XeJjle, BOCKa, MacJa,
JUIOINIE, BEe3UKYJIE, CcoIOepXamye JMUIKMIH (KaTUOHHEE WM aHMOHHLE)
(TakMe kakx LIPOFECTIN™), JHK-KOHTLIOTATH, Oe3BOOHLEE BIMTHBALIINME
IacTH, 5SMYyJIBCUMM TUIIla MacCJO-B—-BOIEe ¥ BOIa—-B-Macje, BMYJBCUU C
KapBoBakKCOM (MIOJIMB TUIIEH TUIMKOJI MU C  pPa3JIMUHHEMKM  MOJIEKYJISPHBEMU
Maccamu), IIOJYTBEPOEHEe TeJM W I[OJyTBeplHe CMEeCH, comepxamme
kapborakc. CM. Takxe Powell et al. "Compendium of excipients for
parenteral formulations" PDA (1998) J Pharm Sci Technol 52:238-
311.

[0084] MiumocTpaTuBHEE OQapMalleBTUMUeCKMe JieKapCTBeHHEEe OGOpPMEL,
comepxXxalle aHTUTeJa OpoTMB PCSK9, KOTOpEHE MOTYT I[IPUMEHATHCS B
KOHTEKCTE HacToAmeIro nz3obpeTeHms, BKJIOU AT JIoOBIE n3
JIeKapCTBEeHHEX (QOpM, IMOpuBeOeHHHXx B US 8,795,669 (omoMcCHBaKINMX,
cpennu MOIpodyero, WIJICTPaTUMBHEE JIeKapCTBEHHEE (QOPME, COOepXalyue
anmpokyMatd), miam B W02013/166448 miam W02012/168491.

[0085] N3BeCTHH ¥ MOTYT TIIPUMEHATLCS pPa3JIMUHBE CHUCTEMEH
IOOCTaBKM MOJIS BBeIOeHMS OGapMalleBTUUECKOM KOMIO3ULUMM U300peTeHUs,
HalpuMep, VHKAaTIICYyJINPOBaHMe B JIUTIO COMEI, MMKpPOYaCTUILIEL,
MUKPOKAICYJIE, PeKOMOMHAaHTHEE KJIETKMU, CIIOCOOHHE K BKCIPEeCCHUM
MYyTaHTHEX BUPYCOB, OIOCPeIOBaHHHEM pelelTopoM SHIOUMTO3  (CM.,
HanpuMmep, Wu et al., 1987, J. Biol. Chem. 262:4429-4432).
CriocoBOe BBeIeHMHd BKJIKOUAKT, HO He OI'PaHMUMBAKRTCHI IIepPeuMCIIEHHBIMUA,

BHYTPUKOXHEIM, BHYTPUMBIIEUHLIM, BHYTPUOPIONMHHEI, BHYTPVBEHHEM,
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IIOOKOXHEIY, MHTpaHa3aJIbHEM, »SOUIYPAaJIbHEM WM [IepOopalJIbHEM IIYTH.
KoMmmosuiiysga MOXeT BBOOMTHLCH JIOOHM YIOOOHEM IIyTeM, HaopuMep,
[IOCPEenCcCTBOM VHQY 31N VI BoJICHOM VMHBEKILNN, IIOCPEenCTBOM
BCAaCHBaHMA Uepe3 DOUTEJMaJIbHEE WM  CJIAM3UCTO-KOXHHE  BHEHCTUIIKU
(HanpuMep, CIU3UCTYID OO0OO0OJIOUKY IIOJIOCTM PTa, PeKTaJbHYD M KUIIEeUHYI
CIM3UCTYID ODOJIOUKY M T.O.) ¥ MOXEeT BBOOUTHLCH BMEeCTe C OPYyITUMU
BUMOJIOTUUYECKY aKTUBHEMU CPEeICTBaMM.

[0086] JdapMalleBTUMUECKYK KOMIIO3MIMID HaCTOoAmMeIro mu300peTeHUs
MOXHO IOCTAaBJIATL IIOOKOXHO WJIM BHYTPUBEHHO C IIOMONLID CTaHOAPTHOM
UTJIL M MOpUila. B IOONOJIHEeHMe, I10 OTHOmMEeHMI0 K IIOOKOXHOM OoCTaBKe,
YCTPOMCTBO mOJIS OOCTaBKM B BUIE PYUKM MOXHO JIETKO IIPMMEHSTH IIPU
IOCTaBKe (QapMalleBTHUECKOM  KOMIIO3MIUIMM HACTOAmEeIro M300peTeHUus.
Takoe YCTPOMCTBO IJS IOCTaBKM B BUIe PYUYKM MoxeT OHTL B BHUIE
YCTpOMCTBa IJIS MHOTOKPATHOTO MCIOJbL30BAHMA WM OIHOPas30BOTO
OeicCTBUA. B yCTpoOMCTBe MHOTOKPATHOTO MCIOJbL30BAHUA IJIS OOCTaBKU
B  BUIEe PYYKM OOHUHO MCHOJIL3YIT CMeHHHM KapTpUIX, KOTOPHMN
COOEepPXUT bapMalleBTUUYECKYIO KOMIIO3ULIMIO. Kak TOJIEKO BCIO
bapMalleBTUMUECKYD KOMIIO3UMLMIO BHYTPM KapTpUIXa BBOOAT, UM KapTPUIX
CTAaHOBUTCSA IIYyCTHM, IIYCTOM KapTpUIX MoOXeT OBTH JeI'Ko yIaJleH U
3aMeHeH Ha HOBHM KapTPUIK, KOTOPHM COIEpPXUT OdapMalleBTUUECKYIO
KOMIIOZUIIMIO. YCTPOMCTBO mOJIsS MHOOCTaBKM B BUIEe PYYKM 3aTeM MOXeT
OBITE MCIIOJIE30BAaHO IIOBTOPHO. B YCTPOMCTEE B BUIOE PYUYKU
OOHOPa30BOTO OeMCTBUS nJIs IOOCTAaBKM, CMEHHEIMN KapTPUIX
OTCYTCTBYyeT. Uame BCero, YCTPOMCTBO B BUIE PYUKM OIHOPA30BOTO
OeMcTBUA [OJId OOCTAaBKM IIOCTYIIaeT MIpeldBapuTeJIbHO  BalloJIHEeHHBM
bapMalleBTUUECKOM  KOMIIO3MLIMEN, comepxamercsa B eMKOCTM BHYTPHU
yCcTpoMcTBa. KakKk TOJIBKO €eMKOCTL OIIycTomamnT oT ¢apMalleBTUUeCKOM
KOMIIOBULIKM, lleJioe YCTPOMCTBO BHOPACHBALT.

[0087] MHOTOUMCJIIEHHHE YCTpOMCTBA MHOTOKPAaTHOTO
MCIOJIL30BAHMA B BUIe PYUYKM U YCTPOMCTB IJS ayTOUMHXEeKTOPHOM
IOCTaBKU VIMEIOT IpUMeHeHMU S Ipu IIOOKOXHOM OocTaBKe
bapMalleBTUUECKOM  KOMIIO3UIMM  HacToAmero  M300peTeHUs. IpuMepPH

BKJIIOUAT, HO He OTpaHMUMBAlTCAd IIOpMBeleHHEMM, AUTOPEN™ (Owen

Mumford, 1Inc., Woodstock, UK), pyuky DISETRONIC™ (Disetronic

Medical Systems, Bergdorf, Switzerland), pyuky HUMALOG MIX
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75/25™, pyuxky HUMALOG™, pyuky HUMALIN 70/30™ (Eli Lilly u Co.,
Indianapolis, IN), NOVOPEN™ T, II um III (Novo Nordisk,
Copenhagen, Denmark), NOVOPEN JUNIOR™ (Novo Nordisk, Copenhagen,
Denmark), pyurky BD™ (Becton Dickinson, Franklin Lakes, NJ),

OPTIPEN™, OQOPTIPEN PRO™, OPTIPEN STARLET™ 1y OPTICLIK™ (sanofi-
aventis, Frankfurt, Germany), cpeau IpyIux. IpUMepH YCTPOWCTB
MHOTOKPATHOTO MCIIOJbL30BAHUA B BUIOE PYYKM IJIS IOOCTAaBKM, WMEMUX
IPpUMMEHEeHVS IIpM IONKOXHOW HOoCTaBke GapMalleBTUUECKOM KOMIIO3UIINNA

HaCTOSAMETO n300peTeHNns BKJIOU AT, HO He OTPAaHUUMBATCSA
IpUBEOEeHHEMN, pyuky SOLOSTAR™ (sanofi-aventis), FLEXPEN™ (Novo
Nordisk) m KWIKPEN™ (Eli Lilly), SURECLICK™ Autoinjector (Amgen,
Thousand Oaks, CA), PENLET™ (Haselmeier, Stuttgart, Germany),

EPIPEN (Dey, L.P.) u pyuky HUMIRA™ Pen (Abbott Labs, Abbott Park
IL), cpeIu IpyIHuX.

[0088] B HeKOTOPHX CUTyaluax OQ(apMalleBTUUeCKYK KOMIIO3UIIMII
MOXHO IOCTAaBJIATE B CUCTeMe C KOHTPOJUPYEMEM BHCBOOOXIEeHMEM. B
OOHOM BapMaHTe OCYUeCTBJIeHUSI, MOXHO IIPpMMeHATL Hacoc (cMm. Langer,
Brme; Sefton, 1987, CRC Crit. Ref. Biomed. Eng. 14:201). B onOHOM
IPpYTOM BapMaHTe OCYIEeCTRJEeHUSI, MOTYT [IPUMEHATLCA IIOJIMMEPHEE
MaTepuaJbl; cM., Medical Applications of Controlled Release,
Langer and Wise (eds.), 1974, CRC Pres., Boca Raton, Florida. B
eme OOHOM IpyTOM BapuaHTe oCymeCcTBJIEHUA, cucTeMmy c
KOHTPOJIMPYEMBEIM BEICBODOXIEHMEM MOXHO pas3MemaTb B OJM30CTU OT
MUIIEHV @OJIS  KOMIIO3MUMM, UTO, TakuM ob6pasoM, TpedbyeT TOJILBKO
bpakimMio CUCTEeMHOM IO3H (CM., HanpmuMmep, Goodson, 1984, in Medical
Applications of Controlled Release, supra, vol. 2, pp. 115-138).
IpyTrmMe CHUCTEeMBl C KOHTPOJMPYEMEM BHCBOOOXIeHMEM OOCYXIAnTCId B
o630pe Langer, 1990, Science 249:1527-1533.

[0089] VHBEKUMOHHEE IIpelapaTH MOTYT BKJIKOUYATE OO3UPOBAaHHEE
bopMH IJIS BHYTPMBEHHHX, I[IOOKOXHHX, BHYTPMKOXHHX ¥ BHYTPUMBIIEUHHX
VMHBEeKINWM, KaleJIbHHX MWHOY3UMM ¥ T.O0. OTUM MHBEKLUMOHHHE IIpelapaT
MOTYT OHTL I[IOJIYUeHH M3BEeCTHHMM clocobamm. HanopuMmep, MHBEKLUMOHHLE
IpenapaTH MOTYT OBITE TIOJIYUEHH, HamnpuMep, IIOCpPenCTBOM

pacTeOpEeHMAd, CYCIIEHIMPOBaHMA WIJIM OSMYJIBEITVMPOBaAHMA aHTHUTEeJla WJIIM €TI0
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COJIM, OIMCAaHHEIX BHIIe, B CTEPUIILHOM BOOHOM Cpelde WIM MacCJsSHOM
cpene, TPaOMUMOHHO IIPMMEHSIEeMEX IJIS MHBEKLUMM. BOIHEMM cCcpelaMM OJId
VMHBEKLUUN ABJIAITCHA, HallpUMep, dMBMoJIOTHNUE CKUN pPacTBop,
M30TOHNYUECKUN pacTeop, conepxammi TJIIOKO3Y, n opyrue
BCIIOMOTaTeJIbHEE CpencTBa M T.HO., KOTOPHE MOTYT I[IPUMEHATHLCHA B
KOMOMHALMM C COOTBETCTBYKINVM COJIOOMIMBATOPOM, TaKMM KaK CIOUPT
(HanpuMmep, 2TaHOJI) , [IOJIMCIIUPT (HanpuMep, IPONUJIEHTJIMKOJIE,
[IOJIMB TUJIEHTJIMKOJIE ) , HEMOHHOE [IOBEPXHOCTHO-aKTHBHOE BEMEeCTBO
[HanpumMmep, noJaucopdar 80, HCO-50 (IOJMOKCUBSTMIIEHOBHM (50 MOJIB)
aooyKT TIHUIPUPOBaAHHOTO KacTopoBOI'O Macja)l], ¥ T.n. B kauecTbe
MACJISTHOM Cpelbl MCIOJB3YIT, HAaIpUMep, KYHXYTHOe MacJio, COeBoe
MacJjo ¥u T.O., KOTOPEE MOT'YT IPMMEeHATHLCS B  KOMOMHAUUM  C

COJIOOUIIM3ATOPOM, TaKMM Kak OeH3uIdeH30aT, OEH3WJIOBHEIM CIUPT U

T.IO. VHBEeKILIMOHHYIO bopmy, [IOJIYUYEeHHYID TaKMM oBpa3oM,
IpennouTUTEeJIbHO MCIIOJIbL 3YIOT OoJIs 3arloJIHEHU A COOTBEeTCTBYIIEN
aMITYJIEL .

[0090] [MperMyIeCTBeHHBEM obpasoM, bapMalleBTUUECKUE

KOMIIO SULIMN IJIA IIepopaljlbHOT'O MJin IIapeHTepPpaJIELHOIT'O IIPVMMEeHEHW A,

OIIMCaHHEIE BhIIE, IIOJIYYaKnT B ITO3MPOBAHHEIX (]_)OpMaX B BUIE eIMHMUUHOMN

IJO3EI, HpMCHOCO@J’IeHHOﬁ IOJIA COOTBEeTCTBIMA oTo3se AKTUMBHEIX
VHTPpeIVMeHTOB. Takue JO3VMPOBaHHEE @OpM_T:I B eIMHVUUHOM oo3se
BRJIOUAKT, HallprMep, TabJleTKH, TIMJIJIV, KariCcyJIel, VMHBEKIVOHHEE

bopMEl (aMIIyJIBEl) , CYIIO3UTOPUM M T.I.

JoBUpoOBKa

[0091] KomnuecTBo wmMHITUOUTOpa PCSK9 (HampumMmep, aHTHUTeJa
npotmue PCSK9), BBOIOMMOe CyOBEKTY COTJIaCHO crnocofaM HaCTOAmeIo
n3o0bpeTeHnss, IOpencTaBJgeT coboM, Kak I[IpaBuUJIO, TepaleBTUUeCKU
50PeKTUMBHOE KOJMUYECTBO. Kak TIMIpMMeHSKT B JaHHOM OIMCaHuM, Oopasa
"TepaneBTUUECKU 30PEKTUMBHOEe KOJMUeCTBO" O3HavaeT O3y MHIHMOMUTOpPA
PCSK9, koTopasd OPUBOIUT kK OOHapyXMBaeMOMY CHMWXeHMI (IO MeHbIeu
Mepe Ha okoJo 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70%, 75% wmiam OoJiIee OT MCXOOHOTO YPOBHS) IIO OIOHOMY
MM HEeCKOJIbLKMM IapaMeTpaM, BHOpPaHHEM K3 TPYINHE, COCTOAmMeN u3
LDL-C, ApoB100, He-HDL-C, ofmero XOoJIeCTepHrHa, VLDL-C,
TPUIJIMLEPUIOOB, Lp(a) M PeMHaHTHOTI'O XOJIeCTepuHa, WM KOJIUUECTBO,

KOTOpoOe CHMXaeT WM YCTpaHAaeT HOTpG@HOCTb ITalileHTa B aq)epezae
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JUIIONIPOTEVHOB, WMJIM KOTOpOe CHMXaeT VYV IallMeHTa HOpMaJ30BaHHBEM
oxkasaTellb abpepesa (rak OIIMCAaHO B OpYyTOM  MecCTe OaHHOTO
OOKYMEeHTa) .

[0092] B ciayuae aHTUTeJla npoTtue PCSK9, TepaleBTUUeCKU
20peKTUMBHOE KOJMUECTBO MOXeT COCTaBJIATE oT okoJo 0,05 wMr gmo
okoJio 600 w™Mr, Hanpmumep, okxojso 0,05 mMr, oxoso 0,1 mr, oxkojo 1,0
MI', okoJio 1,5 mMmr, okojio 2,0 M, okojgo 10 Mr, okojo 20 MI', OKOJIO
30 mr, okoJjo 40 M, okojio 50 mMr, oxkoJjo 60 mMr, okoJo 70 MI', OKOJIO
80 mr, oxkxoJjgo 90 mMr, okojgo 100 mMr, okxoJjio 110 mMr, okoJjio 120 w1,
okoJio 130 mr, okojo 140 wmMr, okoJjgio 160 M, okojijo 170 MI', OKOJIO
180 mMr, oxkoJo 190 mMr, okoJjio 200 mMmr, okoJjio 210 mMr, okojio 220 wMT,
okoJio 230 mMr, okoJo 240 wMr, okoJgio 250 M, okoJjilo 260 MI', OKOJIO
270 Mr, okoJjio 280 mMr, okoJjo 290 Mr, okojo 300 mr, okoJjio 310 wmr,
okoJio 320 wmr, okoJjo 330 wMr, okoJsgio 340 wMr, okojio 350 M, OKOJO
360 mMmr, okxojgo 370 Mr, okoJo 380 mr, okoJjyio 390 mr, oxojsio 400 wmT,
okoJjijo 410 mr, okojo 420 wMr, okoJsgio 430 wMr, okojio 440 Mr, OKOJIO
450 mMmr, oxojgo 460 Mr, okoJjo 470 mr, okoJjio 480 mMr, okxojio 490 wmr,
okoJio 500 mr, okojgio 510 wmMr, okoJsgio 520 wMr, okojio 530 M, OKOJIO
540 wmr, oxojgio 550 mMr, okoJjo 560 mr, okoJjio 570 mMr, okojio 580 wmT,
okoJio 590 wMr wmiam okojio 600 M aHTUTesa nOpoTuke PCSK9. CorJjiacHO
HEKOTOPEIM WJJIOCTPATUBHEM  BapMaHTaM  OCYIeCTBJIEHMS  HaCTOAWeI'o
n3obpeTeHuUd, TepalleBTUUEeCKU 50beKkTUBHOE KOJIMUECTBO aHTUTeJIa
npotue PCSK9 cocrarjasger 75 M1, 150 Mr wmam 300 Mr (HanpuMmep, B
claydyae aJupokymad®), wmiau 140 mMr wiam 420 M (HaopuMmMep, B ciydae
3BOJIOKYMa0b) . IpyTrre OO3MPYyEMEEe KOJMUecTBa MHIUOMTOpoB PCSKI
ByOoyT TIIOHATHHMM IJIS PAIOBHEX CIelMaJMCTOB B HOaHHOM o6JlacTu U
IpenIyCMOTPEeHH B O00BeMe HaCTOAmeIro M300peTeHMrd.

[0093] KommuecTBO aHTUTeJa OpoTue PCSKY9, conepxameecsa B
VHOMBUOYAJBHHEX J03ax MOXeT OHTH BHPaXeHO B MWJIMI'PaMMax aHTUTeJla
Ha KWJoT'paMM MaCCH TeJjla IalMeHTa (r.e., MU/xr). Hanpumep,
aHTuTeJiOo npoTuB PCSKS MOXeT BBOOMTECHA IMallMEHTY IIPpU IOO3e OT OKOJIO
0,0001 mo okoJjo 10 MI'/KI' Macco TeJjla HaluMeHTa.

KoMOUMHEMpPOBaHHEE Tepalnuu

[0094] Kak OIIMCAaHO roe—-Jmbo B IpyIoM MecTe OAaHHOTO
OOKYMEHTa, CIIOCOOEL HacTOAmMEero nz3obpeTeHmUs MOTYT BKJIIOUATH

BBeleHUe wMHIUOMUTOpa PCSK9 naumeHTy B KOMOMHauum c ("Hapdamy c')
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Ha3HaAUeHHOV MMallMeHTy IMOpexne JMUIMIOCHMXalmel Tepaluel. Hamnopumep,
B KOHTEKCTe CHMXEeHMS WIM YCTpaHeHMa TIoTpebHOCTM B adepese
JIUIIOIIPOTENHOB, MHTUOUTOP PCSK9 MOXeT BBOIOUTLCHA nalmeHTy B
KoMOMHaALMM C  YCTOMUMBEIM €XeIHEBHEIM TepalleBTUUYEeCKVM  PEeXUMOM
npmreMa CTaTHHOB. Mimoc Tpa TUBHEE eXenHeBHEe TepalleBTUYEeCKME
PeXuMEl IIpueMa CTaTMHOB, B KOMOMHAaUMM C KOTOPHMM MOXET BBOOMUTHLCH
uHrubuTop PCSK9, B KOHTEKCTEe HacCToAmero Ku300peTeHus BKJIOUAT,
HanopuMep, aTopBacTaTUH (10, 20, 40 wmmm 80 MI' eXeIHEeBHO),
(aTopBaCTaATHH/33€TUMUO 10/10 WIIN 40/10 MT' exenIHeBHO) ,
posyBacTaTuH (5, 10 mam 20 MI' exelHeBHO), UepuBacTaTuH (0,4 wnim
0,8 MI' exeIHeBHO), NOMTaBacTaTuMH (1, 2 wim 4 MI' eXeIHEeBHO),
daypacTatmua (20, 40 wmiam 80 MI' exeIHeBHO), cuMBacTtaTtmH (5, 10,
20, 40 mmm 80 MI' exemHEeBHO), CUMBacTaTHUH/»3eTmMm6® (10/10, 20/10,
40/10 mym 80/10 MT exenHeBHO), JoBacTatmH (10, 20, 40 mmm 80 MU
exenHeBHO), nOpaBacTaTmH (10, 20, 40 wmiam 80 MI' eXeIHEeBHO) U UuX
KOMOUMHALIUMN . IpyTre  JIMOMIOCHMWXaKIMEe  Tepalnu, B KOMOMHaLUuUM C
KOTOPEMM MHIMOUTOP PCSKY9 MOXeT BBOIOMTLCSA B KOHTEKCTEe HaCTOAMEeI'O
nz3obpeTeHus, BKJIOUAT, HalpuMep, (1) CpencTEBoO, KOoTOpoe
MHTUOMPYET 3axBaT XoJieCTepuHa U/MJM IIOBTOPHOE BCAaCHBaHUE XeJIUHOM
KUCJIOTH (HamopuMep, 23eTuMub); (2) CpemOcTBO, KOTOpOoe YyCUIIMBaeT
KaTaboJaImszMm JIUIIOTIPOTEMHORB (Takoe Kak HMAaLMH) ; "/ uim (3)
aKTMBATOPE QakTopa TpaHckpunuuu LXR, KOTOpEE HUIpalT pPOJIb IIPpU

YCTPpaHeHNM XOJIeCTepPMHa, TaKMe Kak 22—I‘I/I,JIpOKCMXO.J'IeCTepMH.

[0095] CorJjiacHO HEKOTOPEIM BapMaHTaM OCYIIeCTBJIEHNA
HacToAmero n3obpeTeHNUd, nIpenoCTaBJIeHE CIIOCOOHI, BKJIOUALIME
BBelleHUe wuHIUOUTOpa PCSK9 (HanpumMmep, aHTuTeJla HnOpotue PCSK9,

TaKoT'O KaK aJIMpokyMad, 5HBBOJIOKyMad, OokoumsyMad, Jomellun3ymMad WIn
pajlnaHuusymad) TalMeHTYy B KOMOMHaAIMM C MUHIUOUTOPOM aHTMOIIO3TUH-—
nonooHoro Oeynka 3 (HanpuMep, aHTUTeJIOM NpoTME ANGPTL3, TakuMM Kak
REGN1500), WMHIMOMTOPOM aHIMONO®TMH-IomoOHOoTO Oenka 4 (Hanpumep,
aHTuTeJla OpoTue ANGPTL4, TakMM KakK aHTUTeJIO HOpoTue ANGPTL4
MMeHYeMOe B I[laTeHTe CIIA N 9,120,851 Kak "H1H268P" WJIN
"H4H284P"), WY  MHIUOMTOPOM AHTMOIOBTUH-TIOLOOHOTO DeJika 8
(HampuMep, aHTUTeJIOM HNpoTHeE ANGPTLS) .

[0096] B KOHTEKCTe criocofos HacToAmeTo n300peTeHMUd,

OJOIIOJIHMTEJIBHEIE TepalleBTUMUYEeCKM aKTVMBHEE KOMIIOHEHT (KOMITOHEHTH ) 7
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HapuMep, JIoOBIE "3 CPencTs, [IPpUBeIeHHEIX BHIIE, VI X
IIPOMUBBOOHEIX, MOTYT BBOOMUTLCHA HEINOCPEIOCTBEHHO OO, OINHOBPEMEHHO C,
nim BCKOpe rocJje BBeIOeHUA MHITMOUTOPAa PCSK9; (oJisa neJjen
HaCTOAMEeI'0 PAaCKPHTHA, TaKMe pPeXuMbl BBeleHMHA CUMTalTCd BBEeIeHUEM
nHruduropa PCSK9 "B koMOMHauuM C" IOONOJIHUTEJIBHEIM TepalleBTUUYeCKU
aKTMBHEIM KOMIIOHEHTOM) . Hacrodmee n300peTeHNrEe BKJIOUAET
bapMalleBTHUUECKME KOMIIO3MIUWM U CIOCOOHE MX [IPMMEeHeHUHA, B KOTOPHX
MHIUOUTOP PCSK9 KOMOUHUPYIOT C OIOHUM W HEeCKOJIbKMMU
OOIIOJIHUT €JIb HEIMI TepalleBTUUeCKU aKTUBHEIMU KOMIIOHEHTOM
(KkOMIIOHeHTaMHn) , kak OIMCaHO TIHme-Jubo B IOPYT'OM MecTe IaHHOTO
OOKYMEHTa.

PexuMel BBeOeHUS

[0097] CorJjiacHO HEKOTOPEIM BapMaHTaM OCYIIECTBJIEHNA
HacTodAmleI'o Mu300peTeHusa, MHOXeCTBO -HO3 MHIMOMTOpa PCSK9 (7.e.,
bapMalleBTMUECKOM KOMIO3MLIMM, CoOepXamer MHTIuMOuTop PCSK9) MoxeT
BBOOUTLCHA CYyOBEKTY B TeueHNe 3a0aHHOTO nepuona OelicTBUSA
(HampuMep, Hapdoy C CYTOUYHEIM TepalleBTUUECKMM pPeXVMMOM IIpueMa
CTAaTMHOB WJIM IPYyTOM MCXOOHOMW JIMIMIOOCHWXaKMel Tepanued). CHOCOOH
COIJIaCHO 5STOMY AacCIeKTy M300peTeHUA BKJIUAT IIOCJemoBaTeJIbHOe
BBelleHUe CYyOBEeKTY MHOXeCTBa O3 MHI'MOuTOpa PCSK9. Kak [IpUMEeHST
B IOaHHOM oOIMCaHuM, "IHocjleODoBaTeJIbHOe BBeIeHMe" O3HauaeT, UTO
Kaxaoyio »no3y wuHrubuTopa PCSK9 BBOOAT CcyOBeKTy IMOIpUM pPazjMuHOM
BpeMeHHOM  OTMeTKe, HalpuMep, B  pas3JIMuHEEe [OHU, pasnejyieHHBEe
IpenBapUTeJIbHO OIpelelJIeHHBEM MHTEepBaJIOM (HalopuMep, dYacaMu, OHIMU,
HelleJiAMM WM Mecsalammu) . HacTosmee M300peTeHMe BKJIOUAET CIOCOOH,
KOTOPHEE BKJUAT I[IOCJeNOBaATeNbHOE BBeIeHMe IMallMeHTy eOVMHCTBEeHHOU
HauvaJIbHOM MOO3H MHITUOMTOpa PCSK9, ¢ OocjelylomMMM OIOHOM MM ©OoJiee
BTOPUYHEMN oo3aMu MHTUOUTOPAa PCSK9, n HeoB4a3aTeJIbHO C

IoCJIeOyRIMMMY OIHOWM MM 00Jiee TPEeTUUHHEMM JI03aMM MHIHMOMTOpa PCSK9.

[0098] TepMUHE "HayvaJibHAa4g moza", "BTOPUYHEIE nos3u", "
"TpeTUUHEE no3w" OTHOCATCH K BpPeMeHHOM [IOCJIEDOBATEJILHOCTH
BBeOeHUs VHIMBUIOY aJIbHEIX nos bapmMalleBTHUUECKOMU KOMIIO3ULINN,
comepxamenn wuHIMOMUTOP PCSK9. TaxmumMm o6pasz3oM, "HadajJibHasa posza”

ABJIAeTCHA IO30M, KOTOPYK BBOIAT B HadaJle pexXxyuMa JiedeHUd (TaKxe
MMeHyeMOM "mozsa MCXOIHOTO YPOBHA"); "BTOpMUHEE HO3H" ABJIAOTCSA

oo3aMu, KOTOPHE BBOOAT IIOCJe HadaJIbHOM HOO3H; ¥ "TpeTUUHHEe OO3H"
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ABJIATCH OO3aMM, KOTOPEE BBOIAT IIOCJI€ BTOPMUYHEIX 1O3. HauaJlbHHE,
BTOPUUYUHEHE ¥ TPETUMUHEE HOO3E MOI'YT BCe COIOepXaThb OIMHAKOBOE
KOJIMUeCTBO MHIMOMTOpa PCSKY9, HO, OOBUYHO, MOI'YT OTJUUATBCH IOPYT
oT IOpyra B TOM, UTO KacaeTCsa YacTOTH BBeIOeHMSA. B HeKOTOPHX
BapMaHTax OCYUeCTBJIeHud, OOHakKO, KOoJMYeCcTBO MHIubmuTopa PCSK9,
comepxalleecd B  HadvaJIbHEX, BTOPUYHEIX U/WUJIM TPETUUHEIX I03aXx,
oTJIMYaeTcsa Opyr OoT IOpyTra (HaopuMmep, PeryJnupyeTcs C IIOBHIIEHVEM
WY TIOHMXeHMEeM COOTBETCTBYIMMM o0pasoM) BO BpeMsa Kypca JeueHUS.
B HeKOTOPEX BapMaHTaxX OCYIeCTBJIeHMSA, IOBe uIM OoJee (HamopuMmep, 2,
3, 4, wmiam 5) 1§o3 BBOOAT B HauaJjle pexXxuMma JedeHMs B BUIE
"HaTpy304YHEX 1Jo3" C TIOCJenNyKRIMMM  [IOCJIeDOBaTEeJIbHEMKY  OO3aMu,
KOTOpHE BBOIOAT Ha MeHee YacTOoM OCHOBe (HanpuMmep, "IOoOOepXMBAMMX
nos3") .

[0099] CorJlacHO WJLJIIC TP A TUBHEIM BapuUaHTaM OCVYIeCTBJIEHUA
HacTodmero M300peTeHMd, KaxIyl BTOPUUHYID U/MIM TPETUUHYID HOO3Y
BBOOAT Yyepe3 oT 1 pmo 26 (Hanpumep, 1, 1%, 2, 2%, 3, 3%, 4, 43,
5, 5%, 6, ©¥%, 7, 7%, 8, 8%, 9, 9%, 10, 10%, 11, 11%, 12, 12,
13, 13%, 14, 14%, 15, 15%, 16, 1e*s, 17, 17%%, 18, 18%, 19, 19,
20, 20%, 21, 21%, 22, 22%, 23, 23%, 24, 24, 25, 2b5%, 26, 26%,
uam ©oJiee) HeIdeJib I[IOCJe HelOoCPeOCTBEHHO IpPellecTBYKIEN IO3H.
O®pa3a "HEeNOCPeICTBEeHHO IMIpelmecTRBykmasa nos3a", Kak I[IPpUMEHST B
OaHHOM OIIMCaHuu, O3HaudvaerT, B [ocjienoBaTeJIbHOCTHU MHOXeCTBa
BBEeIOCSHUM, o003y AHTUIeH-CBAS3HBAKIEeN MOJIeKYJIH, KOTOPYK BBOOAT
nIalMeHTy IO BBeIeHUd CcJledyiled Xe IO3H B IIOCJIeIOBaTeJILHOCTHU 0e3
KaKUxX—JMOO MPOMEXYyTOUHEX O3.

[0100] CrniocoBr COTIJIACHO D2TOMY aclIekKTy Mu300peTeHusS MOTYT
BKJIOUATH BBeIeHMe naumMeHTy JIoB0oTO yncJa BTOPUYHHX "/ Ui
TPeTUUHEX O3 MHIMOMTOopa PCSKY9. HamnpuMmep, B HEeKOTOPHX BapMaHTax
OCYIECTRBJIEHN A, IIallMEHTY BBOIAT JIMIIL EOMHCTBEHHYK BTOPMYHYK IIO3Y.
B Ipyrux BapuaHTax OCYIEeCTBJIIEHMSA IIallMeHTy BBOOAT IBe WM OoJee
(ganpumep, 2, 3, 4, 5, 6, 7T, 8 wim 0oJee) BTOPUYHHEX O3.
AHaJIOTMUYHO, B HEKOTOPHX BapMaHTax OCYIMECTBJIEHUA IIallMeHTy BBOIAT
JINIE eOMHCTBEHHYIO TPETUUHYIO Oo3y. B OIpyITMX BapraHTax
OCVYIIECTRBJIEHUA TlallMEHTY BBONOAT IBe WIM 0OoJee (Hanpumep, 2, 3, 4,
5, 6, 7, 8 wiuu OoJiee) TPETUUHEX O3.

[0101] B BapmaHTax OCYLleCTBJIEHNUA, BKJIOUAKIMX  MHOXECTBO
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BTOPUUHHX 03, KaxXIad BTOPMUHAasA IJO3a MOXeT BBOIOUTLCH C TOM Xe
JacToTOM, Kak ¥ »OpyI'Me BTOPMYHBEIE  OO3H. Hanpumep, Kaxmas
BTOPUUYHAA HOO3a MOXeT BBOIMTHLCHA I[NallMEHTY d4yepe3 oT 1 mo 2, 4, 6, 8
uam ©0oJiee HeOeJlb IIOCJIe HelOoCpPpelCTBeHHO IIpenmecTByKIeN IO3H.
AHaJIOTUUHO, B BapMaHTax OCYIEeCTBJIeHUH, BKJIOUAKIUX  MHOXEeCTBO
TPEeTUUHEX 03, KaxIasd TpeTuuHasd mOo3a MOXeT BBOIUTHLCS C TOM Xe
yacToTOoM, Kak u Opyrue TPpeTUUHHE  OO3H. HanpumMmep, Kaxmoas
TpeTHUUyHass IJo3a MOXeT BBOOMUTLCHA IIalMeHTy depe3 1-2, 4, 6, 8 wiu
BoJee HeneJb noce HelIoCpeICTBEHHO IpennecTRYyIen OO3H.
AJILTepHaTUBHO, YacToTa, C KOTOPOM BTOPMUHLEIE U/UJIM TPEeTHUUHBEE IOS3H
BBOOAT IIallMEHTY, MOXeT BapbMPOBATE B TeUeHMEe I[IPOXOXIEHMS pPexXuMa
JedeHuUsa. YacToTa BBeIeHUSA MOXeET TakKXe PperyJMpOBaTbCA BO BpeMd
Kypca JieueHMSd JledyallMM BpayoM B 3BaBUCHUMOCTM OT IHoTpebHOCTeM
VHOMBUOYAJBHOTO IMallMeHTa II0CJI€ KIMHMUYECKOT O oOCJIeIOBaHUA.

[0102] HacTosmee mM300peTeHMe  BKJOUaAeT PEeXMMHE BBeJIEeHUS,
BRJIOUAKIME BapMaHT C IIOBHIMeHMEeM HO3H (TakXe Ha3hHBaeMBl B ITaHHOM
onmcaHuy "mMommdmkalyverm nos3e"). Kak OpMMeHSIT B OaHHOM OIMCAaHUM,
"BapuMaHT C I[IOBHIIEHMEeM HO3H" 0O3HauaeT, UYTO, I[IOCJe IIOJIyUdeHUd
KOHKPETHOT'O uMcCila o3 uHIuobturtopa PCSK9, ecaM naluMeHT He JOCTUT
YCTaHOBJIEHHOTO CHMXEHU A OIOHOTO VIV BoJiee 3alaHHEIX
TepalleBTUUECKUX IlapaMeTpoB, Ho3y uHIubOuTopa PCSK9 B pajbHeMmeM
yBerurpanT. HamopuMmep, B CcJydae pexuMa JIeueHM’d, BKJIIUaKIeI'o
BBelleHMe mo3 II0 75 MI' aHTHUTeJa OpoTuB PCSKO nalMeHTY C UYaCTOTOM
OOMH pazs B IBe HeJeJu, eCciIu dUepes 8 HegjmeJdb (T.e., b5 1mos,
BROIOMMEIX Ha HegneJsie 0, Hegnejie 2 u HegneJjie 4, Hemejsile 6 u HepneJjie 8),
NauyMeHT He OOCTUTaeT CHBOPOTOUHOM KOHIeHTpauuu LDL-C wMeHee 70
MT/ 0J1, TOTODa oo3y aHTUTeIa IIPOTUR PCSK9 YBeJIUUMBaKT 0o,
Hanpumep, 150 MT', BBOOMMEIX B JIalJlbHeWIeM OINMH pas3 B IBe HeIelu
(HanpuMep, HaumHasas C¢ Hemesm 10 mim Hepmesmm 12 wiu [IOo3OHee) .

[0103] B HeKOTOPHX BapMaHTaxX OCYWeCTBJIEHUS, aHTUTEeJIO IIPOTUB
PCSK9 BBOmAT CyOBEeKTy IIpM HO3&€ OKoJIOo 75 MI' OIMH pas3 B HIBe
HeIeJu, HalpuMep, B o0beMe I[I0O MeHblley Mepe Tpex Oo3 (MJIM Ha
IIPOTSIXEHUNM pPeXrMa JIEUEeHMS, OXBaTHBAKIETO IHM, HENEeNM, MeCHdUBE WU
TOIHL) .

[0104] B HeKOTOPHX BapMaHTaxX OCYWEeCTBJIEHUA, aHTUTEJIO IIPOTUB

PCSK9 BBOOAT CyOBEeKTY IIpu HO3e OkoJio 150 MI omoMH pa3 B IOBe
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HeIeJu, HalpuMep, B oO0beMe IO MeHblley Mepe Tpex Oo3 (MJIM Ha
IIPOTSIXKEHUM pPeXMMa JIEUEeHMSI, OXBaTHBAKIETO IHM, HENEeJNM, MeCHdUBE WU
TOIEL) .

[0105] B HECKOJIbKUX BapraHTax OCVyIeCTBJIEHUS, AHTUTEJIO
BBOOAT CYOBEKTY IIpM -HO3€ OKOJIO 75 MI' OOMH pa3 B [OBe HeleJln B
TeueHre 12 HeIeJb, M J03a OcCTaeTcsd paBHOM 75 MI oOMH pas B IBe
HemeJu, ecJM, Ha HemeJe 8, 3HaueHMe LDL-C cy®bekTa 0OyIOeT MeHee
100 mMr/monn u 6ymer 30% cHuxeHme LDL-C.

[0106] B 1mOpyrux BapMaHTax OCYINEeCTBJIEHMS, aHTUTeJIO BBOIOAT
CyDBeEKTY IpM OO3€e OKOJIO 75 MI' OOMH pa3 B IOBe HeIeJlM B TeueHue 12
HeneJbk, ¥ O3y IMOBHMAKT OO0 oOkoJio 150 MI' oOIMH pa3 B IBEe HeOeJu
ecyiM, Ha HenmeJile 8, B2BHaueHMe LDL-C cydOwekTa OymeT OoJblle WU
paBuo 100 mr/mi.

[0107] B HEeCKOJIbKMX BapMaHTax oCymeCcTBJIEHUS, AHTUTEJIO
BBOOAT CyYOBEKTY IIpPM HOO3€ OKOJIO 75 MI' OOMH pa3 B JIBe HeJIeJM B
TeueHMe 12 HeIeJlb, M IO03a OcCTaeTcd paBHOM 75 MI oIMH pa3 B IBe
HeOeJM, ecJiM, Ha HegeJjle 8, B3HaueHMe LDL-C cydObekTa 0OyIOeT MeHee
70 Mr/mon m 6ymer 30% cHmxkeHme LDL-C.

[0108] B omHOM HOPpYyI'OM BapuaHTe OCYIeCTBJIEHUS, AHTUTEJIO
BBOOAT CYOBeKTY IIpu Lo3e okoJio 300 MI' OOMH pas B UeTHpPEe Helelll.

[0109] B [OOHNOJIHUTEJBLHOM BapMaHTe OCYUEeCTBJIEHUI, aHTUTEIO
BBOIOAT CyOBeKTy IpM Ho3e OkoJio 300 MI' oOMH pa3 B UYEeTHpe HeOeJu B
obbveMe Tpex Oo3, M Oo3Yy Mu3MeHInT Ha 150 MI' OoIMH pas B IOBe HeleJu
B TeueHMe IOpyI'mMx 36 HemeJylb eCliM, Ha Henejie 8, CyOBEeKT He OOCTUT
IpendBapuTeJIbHO OlIpeleJIeHHOM LeJM JeueHud, WIM CYOLeKT He U’MeerT
no MeHomel Mepe 30% cHmxeHusa LDL-C OT MCXOOHOTO YPOBHA.

[0110] B HEeKOTOPHX BapMaHTax OCYIECTBJIEHMSA, aHTUTEJIO IPOTUBR
PCSK9 BBOIOAT CyOBEeKTY IIpM »Oo3e okoJio 150 MI' oIMH pas B UeTHpPEe
HeleJu B oObeMe IO MeHbllel Mepe Tpex IO3.

[0111] B HEeCKOJIbKMX BapmMaHTax oCcymecTBJIEHUS, AHTUTEJIO
BBOOAT CyOBEKTYy IHpM IOo3e okoJio 150 MI' OOMH pas B UeTHpPEe HeOeJu B
TeueHre 12 HeOmeJb, M J03a ocTaeTca paBHoM 150 M ommMH pas B
UeTHpEe HeIOeJM, eClM, Ha Heleje 8, 3HadeHMe LDL-C cyOwekTa OyIeT
MeHee 100 mr/mi m OymeT 30% cumxeHme LDL-C.

[0112] B 1nOpyrux BapuaHTax OCYIEeCTBJIEHMS, aHTUTEeJIO BBOIOAT

CyOBeKTYy IIpM n0o3e okoJio 150 MI omoMH pa3 B UeTHpe HeOeJu B
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TedeHMe 12 Henenab, ¥ 003y INOBHMAKLT 10 OkoJio 300 MI' oOmMH pas3 B
IOBe HegmjeJlM, e€CJM, Ha Hepgejle 8, 23HaueHMe LDL-C cybrexTa OyIerT
Goabme myIM paBHOo 100 mr/mi.

[0113] B HECKOJIbKUX BapraHTax OCVyIeCTBJIEHUS, AHTUTEJIO
BBOIOAT CyOBeKTy IIpM Ho3e OKoJIO 150 MI' oOMH pa3 B UYEeTHpe HeOeJlu B
TeueHre 12 HemeJb, M [OO03a ocTaeTcs paBHOM 150 MI' oIMH pa3 B
UeTHpEe HeOeJM B TeueHMe »Opyrux 12 HeneJsb, eClIM, Ha HemeJle 8§,
3HaueHme LDL-C cyBrekTa OyneT MeHee 70 wMr/mn m  6ymer 30%
cHuxeHue LDL-C.

[0114] B opmHOM »OpYyI'OM BapMaHTEe OCYIeCTRBJIEHUS, AHTUTEJIO
BBOOAT CyOBeKTYy HIpu IOo3e okoJio 300 MI' OOMH pas B UYETHpPEe Helelll.

[0115] B [OOHNOJHUTEJNBEHOM BapMaHTE OCYIECTBJIeHMSa, aHTUTEJO
BBOOAT CyOBEKTYy INpM IOo03e oOkoJio 300 MI' OOMH pas B UEeTHpPEe HeOeJu B
oBBeMe Tpex 03, M OO3Y M3MeHAnT Ha 150 MI' OIMH pas3s B IOBe HeJelM
B TedueHMe OpyI'Mx 36 HemeJlb, eClM, Ha Heneje 8, cyOBeKT He IOOCTUT
IpeldBapuUTeJIbHO OlIpeleJIeHHOW e JedeHud, WIM CYOLeKT He UMeerT
no MeHbmel Mepe 30% cHmkeHusa LDL-C OT MCXOOHOTO YPOBHA.

[1PVIME PEI

[0116] Cienywoumme IIPUMEPH OpenjlarainTCcs, oJjia Toro, YTOOH
IpenoCTaBUThL PAIOOBHM CIlelMaliucTaM B 00JlaCTU IIOJIHOe pPacCKpETHUE U
onMcaHue TOI'0, KaK IIPOM3BOOUTL U IIPMMEHATH CIOCOOH M KOMIIO3ULUN
n300peTeHUsa, M He IIpelHa3HaueHb OJI4 OI'paHMUeHMHA TOI'O, UYUTO aBTOPEH
n300peTeHnsa CcuMTanT UX u3o0bpeTeHMeM. BRIV OPUJIOXEHB YCUJINUA,
UyTOoOH o0ecneumThk TOUYHOCTE B OTHOIUEHMM IPUMEHSEeMHX  UMCJIOBEX
3HaueHuM (HaopuMmep, IJIS KOJMUeCTB, TeMlIepaTyph ¥ T.O.), HO
cjlenyeT YUYMTHEHBATE HEKOTOPHE OMMOKM DSKCIEPUMMEHTa UM OTKJIOHEeHUS.
Ecim He ykaszaHO MHEM 00pa30M, YacTU SBJIAKRTCHA MaCCOBHMM YacCTIMU,
MOJIEKYJIApPHasd Macca [pencTaBJIsgeT coBoM  CcpelHKK MOJEeKYJIAPHYIO
Maccy, TeMIepaTypa IIPpMBOOMTCHA B TI'palycax IIo mKaJje lledbcuda, M
oaBJIeHME ABJISETCH aTMOCQEPHBEM WMJIM OJIM3KMM K aTMOCOEPHOMY .

IpuMep 1. T'eHepalMsl UYeJIOBEUECKMX AHTUTEJ K UYeJIOBeUeCKOM
PCSK9

[0117] UYesoBeueckMe aHTUTeJla IpoTue PCSKY reHepupoBamM, Kak
IoKkasaHo B IaTeHTe CIMA W 8,062,640. MIIJIOCTPATUBHEM MHTUOUTOP
PCSK9, wucHnoJb3yeMell B cJjenywomeM IlpuMepe, opencraBygeT cobomn

yeJIoOBeUeCKOoe aHTUTeJio npoTue PCSKS9, ofo3HaueHHOe kak "mAb316P",
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Takxe wu3BecTHoe Kak "REGN727" wnnm "amumpokyMad". mAb316P wumeerT
clenyoumme XapaKTepUCTUKN AMMHOKMCJIO THOM [I0CJIenOBaATEJILHOCTHI
TOKEJIYD Lelb, comepxamyw SEQ ID NO:5, M Jerkypw Lelb, COIepXallyl
SEQ ID NO:9; BapuabeJIbHYI obJacThb T AXKeJION Lenm (HCVR) ,
comepxamyio SEQ ID NO:1, u BapmaBeJbHEM »OoMeH Jerkol uemnmu (LCVR),
comepxamuy SEQ ID NO:6; ob6jgacTts 1 TaxeJoM lLenu, OoIpelelIsiolyo
KOMILJIEMEHTAPHOCTD (HCDR1), comepxamyrn  SEQ ID NO:2, HCDR2,
comepxamyo SEQ ID NO:3, HCDR3, comepxamyk SEQ ID NO:4, ob6jacte 1
JeTKOM Lelnr, OIpelelidllyld KoMIJIeMeHTapHocTh (LCDR1), coIepXxallyio
SEQ ID NO:7, LCDR2, comepxamywn SEQ ID NO:8 m LCDR3, comepxamlyk
SEQ ID NO:10.

IpuMep 2. PaHOOMMBUPOBAHHOE B YCJIOBUSIX IBOMHOM aHOHMMHOCTMH,
1alefo-KOHTPOJIMPYEMOe MCCIeOOBaAHME C HapaJUIeJbHEMM TIPYyINIaMi IOJIsI
OlLleHKM B2dbexTMBHOCTM OeMCTBUS U 6eB0IacHOCTM alupokyMad vy
IalMeHTOB c TeTepPOBUT'OTHOM ceMelHOM TUIIEPXOJIeCTEePUHEMUNEN ,
KOTOPEM IIPOBOIUTCSH Tepanuss ¢ adpepesoM IUNIMIOB

BBEJEHHUE

[0118] Iesir HacTOAmMeIO MCCJIedOBaHMA 323akjioualjlack B OlleHKe
BozmevicTBUa 150 Mr ajgmpokyma®, BBOOMMHX OIOVMH pas B OBe HeOeJu
("Q2W") B cCpaBHeHuM C IJauebo Ha YacToTy I[IPOBeOeHMS IIPpOoLenyp
JleueHra agdpepesoM LDL y mnaumeHToR C HeFH, KOTOpPEM IPOBOIUTCHA
Tepanmusa Cc adepesomMm LDL.

[0119] B maHHOe MCCeloBaHMe OBJIM BKJIOUEHHE B3POCJHE MyXUMHE
M KEHMMHBE, Y KOTOPHX OMATHOCTUPOBaJIM HeFH, KOTOPHM IIPOBOIOMIIN
Tepanrio Cc abdepesoM LDL C YaCTOTOM OOMH pa3 B HeleJlilo MM OOVH pas
B IOBe HemeJiM. JVcxXomHoOe JleueHMe CYOBEKTOB C MCIOJIb30BaHMeM LMT
IIOONePXVBAaJIM Ha IIPOTSKEHMM BCeI'0 MCCJIeOoBaHMsAa. Y TaKMX [IalleHTOB
BHOOP IIaleBOo B KadeCTBe KOHTPOJS [ABJSAETCS COOTBEeTCTBYIUM IIJIA
nejie »TOTO UCCJeloBaHUA, Tak kKak OH ofecHneumBaeT 0DoJiee
OOCTOBEPHYI OLIEHKY 30PeKTUBHOCTHA OeMCTBUL " Hes30mnacHOCTH
aInmporymab.

[0120] CpenHee CHMXeHMe 3HAUEHUA LDL-C HaxoOUTCHA B
MHTepBaJe oT 30% oo 75% B 3aBUCHUMOCTU oT MeTOoIna n
IPOOOJIKUTEJIEHOCTHA adpepesa
(Bambaueretal.,ScientificWorldJournal, 2012, 2012:1-19). [Ipu

IIpoBelleHMNM JIeUeHMA eXeHelleJIbHO WJIM IOIBa Ppas3a B HeOeJlo, YPOBHM
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LDL-C w™MoryT OHTE CHIMXeHH Ha 40% - 50%. CorjlacHO HacTodleMy
HUCCJIenoBaHMn, abdpepes He OPpOoBOOMIIM, KoTI'ma 3HaueHMe LDL-C mnpm 3TOM
BU3UTe OBUIO Ha 230% HMXe, UYeM MCXOOHOe (mo adpepesa) 3HaueHue LDL-
C. VYpoBHM LDL-C MHDOBHIIAKTCHA DO MCXOOHOTO YPOBHA IIOCJe KaXIou
npolenypH adepesa, HO He JIOCTHTalT MCXOIHHX YPOBHEN; npu
[IOBTOPHOM abdepese eXeHeleJIbHO WM »OBa pa3a B HeleJln, MWCXOIOHHE
YPOBHU IPOOOJIKAT nagarThb oo OOCTMXKEHU S JaTo
(Thompsenetal.,Atherosclerosis, 2006, 189:31-38). Kax TakoOBOI,
KpUTepui oIpenejieHusa HeoOXoIMMOCTM abepes3a, OCHOBaHHHM Ha 30%
CHMXeHuM VypoBHenm LDL-C, ABJIAETCA OlIpaBIaHHEM, Tak KakKk 5BTOo
CHMXeHMe, eCaM ero HabjlomaowT IOpM BBeIeHUM aJMpokyMad, Oyner
IIOCTOSHHEIM C TeUeHMEM BPeMeHU, IOCTUTAasa IPUOJIM3UTEJIEHO TakKoT'o Xe
YPOBHA cHMXeHUsa LDL-C, kKak M Opu Opolienype abdepesa.

[0121] PexuMel »Oo3MpoBaHMA aJupokymMad Q2W (75 mMr m 150 wMr
SC) m Q4w (150 mMr m 300 M SC) oUeHMBaJIM Ha JIpyrou ¢asze 3
UCHOHTaHUM aJdupokyMad®. Ha OCHOBaHMM pe3yJILTATOB 2 MCCJedOoBaHMUM IIO
nondbopy mHOO3, pPexuM OO3MPpOoBaHMA Q2W BHOUpaauM oJId OOOOepXaHUA
IIOCTOAHHOTO CHVXEeHU A LDL-C Ha IIPOTAXEHUN MHTepBaJja MeXnoy
OO3MpPOBaHMEM Yy BCexX IIallMeHTOB, C MaKCUMaJbHOM 50OeKTHUBHOCTHLIO
neyicTeua IOpu 12 Hezmejax, oOeclIeueHHOM »Jo3upoBaHueM 150 M Q2W.
[TauMeHTH C TeTepO3UTOTHOM CeMeMHOM IUIlepxXoJiecTepuHeMrel OBOBUHO
MMelT BHCOKMEe MCXOIOHEe YyporHM LDL-C. C yueTOM TOT'O, UTO 5BTHU
IDalMeHTH MMeJIM I[IOXM3HEeHHOe BO3IEeMCTBMe IIOoBbmeHHoTo LDL-C, mux
eJjieBoe 3HaueHme LDL-C cocrajdger Jjgudo 100 mr/mn wiam 70 MT/mJi, B
3aBUCHMMOCTM OT MX ucrtopum CVD wmiamM »Opyrmux ©QakTopoB pUcCKa. UYTOOH
OOCTUTHYTE U HNOOOepXaThb MX LeJieBOoe 3HaueHMe LDL-C, npennoJjaraiu,
UTO IJIS STUX [allMeHTOB HauboJiee BepOATHO TpedyonTcid CcaMble MOIHBE
IOO3EL aJInpoKyMab u c JyacToTOoMn BReIOeHud, HeoOxXoIOMMOM oJjisg
IommepXaHMsa STOTO BO3IOEeMCTBMA B KOHIEe MHTepBajla »OO3MPOBAHUA.
CiemoBaTeJIbHO, IJIA 5STOTO MUCCIeOoBaHMsa OwvJla BHOpaHa -OO3a, paBHad
150 Mmr Q2W.

[0122] B  TeueHue nepuoma JieueHUud B  VYCJIOBUSEX  IBOMHOM
AHOHMMHOCTM STOTO MccienoBaHmusa, 150 M1 anmpokryMad Q2W, BBOIOMMEE
B TedeHMe 18 HenmeJyis naumeHTamM C HeFH, koTopemM TpeboBajica adepes

Kaxnoele 1 wiauM 2 Henedu nJsa cHuXeHud LDL-C, OlLeHuMBallM Ha IIpelIMeT
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CrIOoCOOHOCTM CHMXATh UYacTOTy IIpoBeleHUA adepesa oOT Hemeau 7 IO
Hemesu 18 B CpaBHEHMM C YacTOTOM BO BpeMAa 8 HeleJlb OO CKPUMHMHTA.
MaumeHTH noJgydasu 150 MI anuMpokyMad Q2W »mo Hemejm 76 B TeueHUe
nepmona JIedeHVS B OTKPHTOM pPEXMME.

[0123] IlpenBapuUTeJIbHEIE »OaHHEE OGapMakokuMHeTuku (OK) odaser 2
uccJiegoraumuy, DFI11565, DFI11566 m R727-CL-1003, rmokas3ajM, UYUTO
BO3IeCcTBUE aInporyMad rnagajio B TeueHUe 8-HemeJIbHOTO
IIPOCIIEKTUBHOTO IIeprona, KOTOPHM CJeIoBaJl 3a JeueHMeM B TeueHUue
nepuozna B YCJIOBUAX OIBOMHOM AHOHMMHOCTH, npu BCE eme

O@HB.py?KMBaeMLIX oBmmx CEIBOPOTOUHEX KOHIEHTpalMMAadX a.J'II/IpOKyMaG, HO

Ha OUeHb HUBKKMX YPOBHSAX. CJylemoBaTeJIbHO, OJIS T[ONTBEPXIEHUSI
OOCTAaTOYHO HU3KUX, HendpPeKTHUBHEIX CHEBOPOTOUHEIX KOHIIeHTpalun
aImMporyma, alumMeHTOB HabJlnnaJn B TeueHMe IPOCIEKTUBHOTO

nepuona, paBHOTO 8 HemeaaMm (r.e., 10 HeleJdp [OCJe MOCJeIHeN
IOSH) .

LEJIM MCCJIEJOBAHUA

[0124] [lepBUUHaA 1eJlb MCCJIenoBaHmMsa cocTodJa B OlleHKe
s0pexkTa oT 150 wMr anupokymMat® Q2W B CcpaBHeHuMM C IUJialed®o Ha
YyacToTy TepanmuM c adpepesoM LDL y nHaumeHToB Cc HeFH, KOTOpPEM
NpOoBOOMIIM Tepaluio C adepesom LDL exeHeOeJJbHO MM IOBa pas3a B
HeOeJo.

[0125] BTOpMUHHE LeJIM MCCJENOBaHMA 3BaKJoUaJMCh B CJeOyKIEeM:
(a) OueHuTp 2ddpexT 150 w™Mr agupokymMa®d Q2W Ha ypoBHM LDL-C vy
nauveHTor C HeFH, KOTOpEM MNPOBOOMIIM Tepaluw C abdepeszom LDL; (b)
OueHuTes sddpexT 150 M ajgupokymad Q2W Ha clenoyomuve JUINIHHE
napameTprl: ApoB, He-HDL-C, o6muy xoJjecTepuH, Lp(a), HDL-C, TG, u
ApoA-1 y mnaumeHToB C HeFH, KOTOpPHM MNPOBOIUTCHA TepalMsa C adepe3oM
LDL BO BpeMsa nccJaengoBaHmsa; (c) OLIeHUTDb He30I1acHOCTb "
nepeHocuMocThs 150 Mr ammpokyMad Q2W y naumeHToB C HeFH, KoOTOpHM
OpoBOOUTCH Tepanma ¢ adpepesom LDL; (d) OuenmrTe OK 150 ™MD
anpokyMad Q2W y mnaumeHToB C HeFH, KOTOpPEM I[IPOBOOUTCH TepallMd C
apepesom LDL (QW B cCcpaBHeHUM C Q2W); (e) OueHMTB pPas3BUTHUE
BHPaOOTKM aHTUTEeJI [NPpOTUB ainpokyMad; (L) OueHuTs ypoBHUM PCSK9 B
OTBeT Ha TepalMio C aJlupokyMad, a Takke OO M Iocjye adepesa; u (g)
OLeHUTL KadecTBO XM3HM ("QOL") y »TUX NALMEeHTOB.

[IJIAH KJIMHUYECKOI'O MCCIJIEIOBAHHMA
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[0126] HacTosamee uccJenoBaHme OpencTaBJIgaiio cobomn
PaHIOMM3VPOBaHHOE, B YCJIOBMAX OBOMHOWM  aHOHMMHOCTM, rmranedo-
KOHTPOJIMPYyEMOe, B IapaJlJleJIbHEX TpyIlax MCCJeloBaHMe IIalMeHTOB C
HeFH, xoTopeM IIpoBOOMUTCHA Tepamnmd ¢C apepesom LDL omomH pas B
HeleJlilo WIM B 2 HeIeJu.

[0127] JccraenmoBaHMe COCTOSAJO M3 4 I[IepuomoB: CKPUHMHT,
nepmroln JeueHUsS B YCJIOBUSAX OBOMHOM AHOHMMHOCTM, IIepMOoI JieueHUS B
OTKPHTOM PexXyMe U IIPOCIEeKTUMBHHM IIepuon. [lepuon JieyeHUS B
YCJIOBUAX IOBOMHOM AHOHMMHOCTM BKJIOUAJI 2 MHTepBaja: OT OHS 1 1o
Hemeqau 6 (C IUJIaHUMPYEMBM BeIeHMEM MCCJIeOyeMOoTo JIeKapCTBEHHOTO
cCpencrtea B OHU 1, 15 n 29), Kor'ma dYacToTa abdepesa OymerT
dMKCHUpOBaHa COIJIACHO YCTAHOBJIEHHOMY TIpadukKy IJA MHIVMBUIYAJIBHOTO
naumMeHTa, WM OT HeIeJduM / »1O0 Hejeau 18 (C TILJIaHMPYEMBIM BEeIEHUEM
VCCIIeyeMOTO JIEKapCTBEeHHOTO cpencTBa B nHm 43, 57, 71, 85, 99 wu
113), xorma dyacToTa adpepesa OyIOeT peryJUupoBaTBLCH Ha OCHOBaHUU
OTBETHOM pPeaKlMuM MallMeHTa Ha JeueHUe.

[0128] CxpuHMHI': [lallMeHTH, KOTOPHE HaAXOIMJIMCH Ha CTabMJIIBHOM
rpaduke abepesa (KaxOHe 7 MJIN 14 oHeM) , opu  CcTabuJIbHEIX
yCTaHOBKax adpepesa B TeueHMe I[I0 MeHble¥ Mepe 4 HeleJlb OO BU3UTAa
CKpMHMHTI'a (Hemeysa -2) ¥ CTabuJbHOM MCXOOHOM MeOMUMHCKOM LMT B
TeueHMre II0 MeHbIlel Mepe 8 Helejlb IO BU3MTaA CKPMHMHTA (Hemeas -
2), BXOIWJIM B 2-HeIeJILHHM IepMOI CKPMHMHTA.

[0129] JleueHMe B YCJIOBUSAX IOBOMHOM aHOHMMHOCTM: I[lallMeHTH,
KOTOPHE COOTBETCTBOBAJIM BCEM KPUTEPUAM BKJIOUEHMS M HM OIOHOMYy M3
KpUTEPUEB VCKJIIOUEHN I OBLIIN PaHIOMM3UPOBAHHO pasieJieHH npu
OTHoOmeHMM 2:1 »0Jja [noJiydeHrsa 18-HemeJIbHOTO JIeUeHM: 150 w™mr
anmnpokyMat SC Q2W, wmim Iljnauebo njd aJdmpokymad SC Q2W.

[0130] Jleue®HBHE MHBEKLMM  BO BpeMsa IIepuola JieueHUd B
YCJIOBUAX  IOBOMHOM  aHOHMMHOCTM  BBOIMJIM  Q2W, HauMHasg C  OHHA
paunomuzaliuy  (Hemesis 0 [mews 1]/BusuT 2). IlallMeHTOB IIOABEpPTalu
MOHMTOPMHTY Ha KJIMHMUecKOoM ©ase B TeueHMe 30 MUHYT IIOCJIe IIepBOM
IOO3HL. Ecmiu abepes LDL COoBIIamaJl C BeIeHMeM HUCCJenyeMoro
JIEKapPCTBEHHOTO cpencrTea, VCCIIelyeMoe JIeKapCTBEHHOE CpencTBO
BBOOWJIM Cpasy Xe II0CJIe 3aBeplieHUdA IIpolenyps adpepeszsa LDL.

[0131] Ot nguHa 1 @mo Hemeau 6, 4YacToTy adepesa OQUKCHUPOBAJIU

COTJIACHO YCTaHOBJIEHHOMY TIpaduky OoJsS MHIMBUOYAJLHOTO HaumeHTa (QW
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i Q2W) . HaumHas c Hepmeau 7, adepe3s LDL NOpoBOOMIIM Ha OCHOBAaHUM
3HaUEeHUA LDL-C pu 3TOM BU3UTE (OIlpemelIeHHOTO Ha MecTe
[NpoBeneHns TeCTUPOBAaHUA) . Adpepes LDL HE NpoOBOOMIIN, korma

3HaueHre LDL-C HOpM 2TOM BU3UTe OBUIO IO MeHbIleM Mepe Ha 30% Hmxe,
yeM B3HaueHre LDL-C Ha MCXOIOHOM YPOBHe mOo adepesza (mens 1).
Kpurepuin onpenejeHmusa Heod®xoIuMocTu abdepesza, OCHOBaHHHM Ha 30%
CHMXeHUM YpoBHelm LDL-C, ABJIAeTCHA  OllpaBIOaHHEM, Tak Kak 5BTo
CHMXeHMe, eCauM ero HabjJomamowT IOpM BBeIeHUM aJiMpokyMatd, Oymer
IIOCTOSHHEIM C TEeUeHMEM BPEeMeHUM, IOCTUTasa OPUOJIM3UTEJIBHO TaKoI'o Xe
YPOBHSA CHMXEHU A LDL-C, Kak u rpm nponenype adepesa.
HccrenoBaTelin OCTaBaJIMCh B YCIJIOBMAX AHOHMMHOCTM II0 OTHOIEHUID K
JadopaTopHeEM 3HaueHUsaM LDL-C B MeCTe NPOBENeHMI U JIMIIb I[IOJIyYaJiu
CUTHAaJI NpenylpexneHrsa IO IIOBOOY TOTO, OOJDKEH WMJIM HeT IPOBOOUTHCA
abepes LDL.

[0132] JleueHMe B OTKPHTOM pexuMme: Ilpy JiedeHMM B Ilepuone
OTKPHEITOTO peXuma, I[DalMeHTH noJydaJu 150 wMmr anumpokymat IIK Q2W.
JleueHre TnpomoJrkaju ©6e3 IIepepHBOB OT IIOCJeOHEeM IO3H MCCJIeOyeMOTIO
JIeKapCTBEHHOTO CpelcTBa BO EBpeMda [Iepuoma JIeueHMHA B YCJIOBUAX
OBOVMHOM AaHOHMMHOCTM ([IOCJIeIHeM IO3E Ha HemeJe 16) @ODo Hemeau 18
(mepBOM IHpM JeUeHMM B I[IepMrole OTKPHTOTO peXwuma), BIJIOTH OO
Hepmeynu 76.

[0133] IlepByK MHBEKLMIO BO BpeMsa IIepMona JiedeHUS B OTKPHTOM
pexuMe BBOIWJIM IIPM BU3UTe Ha HemeJie 18 (IIepBoM BU3UTE IIepHoma
JIedeHUsS B OTKPHTOM pPexuMe) KakK dYacTb O0O0yUYeHMS HallMeHTa BRBROIY
VHBEKLNUMA . MNocrenywoume VHBEKLIUN BEOIOUJIUCE naumMeHTOM VI
YIIOJJHOMOUEHHEM OIIEKYHOM (CYIpyI'OM, POICTBEHHMKOM M T.I.) B
IpenIouTUTEeJIbHOM NJIS [allMeHTa MecTe HaxXOXIeHus (HanopuMmep, IooMa
Wiy Ha paboueM MecTe). IllaumMeHTaM TaKXe pas3pemaJioCcbk BHOMPATH
BOBBpalleHMe Ha canT Q2W 1njgg T[oJdydYeHMS  MHBeKIUH, BBOIOVMOM
IIepCcoHAaJIoOM MCCJIeOOBaHUA.

[0134] JleueHue adpepesoM He TpebyeTcd BO BpeMsda Iepuona
JleueHusa MCCJenoBaHM g B OTKPETOM pexuMe HUCCJenoBaHmAg. Ha
YCMOTpeHHue nccijemoBsaTes, nauveHTaMm paspemaioch NIPOOOJIXAThE
npoBeOeHMe Ipollenyp abdepesza IHOpu HeodOxXomuMocTu. Ilpu COOHTHUH,
Kor'ma IlaHMpyeMad IHOpollenypa abdpepesa corBlIamaja ¢ KIMHUUECKUM

BM3MTOM VUJIM OHeM TO3MPOBaHMA aJ'H/IpOKyMaG, OLIEHKNM MNCCJIeOOBaHMA
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INIPOBOOMIIM OO adepesa, a aJupokyMa® BBOIWMIIM IIOCJe adpepesa.

[0135] IIpocnexTMBHEM IIepMon: IlalMeHTOR HabjomaluM B KOHIe
BM3MTa, INPedyCMOTPEHHOTO MCCJeIOBaHMEM Ha HeneJe 86.

[0136] HccnenoBaHMSI B TeUeHME BCeIr'o IIepMola MCIHTaHMM: Bce
obpasus IJA KIMHMUeckoM JabopaTopumu (OJg aHaJlMz3a JUIMIOB U B
YaCTHOCTHM JMOMIOTpPaMM) M oleHKM OK [noJjydaamM HeMeIJIeHHO OO U
HeMeOJIeHHO IIoCJie Npolenype adepesza LDL (ecau adepes LDL HOpPOBOOAT
IpM 5STOM BUM3UTE) U IIepel BeldeHMEeM MCCJIeOyeMOoT'o JeKapCTBEHHOTO
CpencrTrBa.

[0137] [Iias Tex [AUMEeHTOB, KOTOPHM He OpoBoouiau adpepe3 LDL
Opu BUBUTe, Bce o00pal3Uu OJI4 KIMHMUECKOV JadopaTopHOM OlLiIeHKU
[IoJIydyaJl Tepel BBeIeHMEM MCCIeldyeMOT'O JIEKAapCTBEHHOTO CpelCcTBa.

[0138] O6myrn OlleHKYy 0e30I0acHOCTM IIPOBOOMIIM IIOCPEINCTBOM
MOHMUTOPUHT A/ OLleHKN TEAE, PUBUUECKUX yIIpaxHeHUM, OCHOBHEIX
moxkasaTeJel XKM3HeIeATeJIbLHOCTM (YacTOTH IIyJbCa UM apTeprallbHOTO
DaBJIEHUA) , DJeKTpokapiuorpaMMm (9KI'), ¥ KIMHMUeCKOM O0e30IacHOCTU
J1aBopaToOpPHEX TECTOB IIPM 3apaHee YCTAHOBJIEHHEIX OTMETKaxX BPEMEHMU.
OLeHUBaJM I[IOTEHUMAJIEHOE IIOABJIEHME AaHTUTEJ IIPOTUB aJIMpokyMab.

YpoBHM PCSK9 oueHMBaJIM 0O M IIOCJe adpepesa.

[0139] [MpruMeHeHMe BCeX MeIMUIMHCKMX IpernapaToB u
OMOJIOTMYECKY  aKTMBHEX I[IMIEBHX  I00aBOK (BrJOUas IHOoTpebileHUE
KpacCHEIX OGepMeHTUPOBAHHEIX [IPOIYKTOB), M3BECTHEX KakK MW3MEeHAIUX
CEHIBOPOTOUHEIE  JIMIIMIH, BKJIIOY a0 X (HO He OT'paHMYMBasChb MMM)

CTAaTHHE, 323eTuMmb, (mubpaTH, HMALMH M CEKBECTPAHTH XeJIUHHX KMUCJIOT
paszpemaljiock, IOIPM YCJIOBUM, UTO 5STa Tepaluu Obla CTadbuJIbLHOM B
TeueHMe IIO0 MeHbIleM Mepe 8 HeneJb IO BM3UTa CKPUMHMHIA (Hemejlsa -
2) . TlalMeHTOB MHCTPYKTHMPOBAJIM MOIPOIOJIKATL IIOJIyUeHMe UX UMCXOIOHOM
MeouuuMHckoM LMT Ha BceM OPOTSXeHMM MCCJIeOOoBaHMsA, HauMHasg Co
CKPMHMHI'a BILJIOTH IO KOHIlA BUBUTa BO BPeMS JIEUEHUS.

[0140] IneTs IIalMeHTOB  OoCTaBaJluChb cTabMJILHEIMM Ha  BCeM
IIPOTAXEHUM WMCCJIEeNOBaHMA, HauMHadA CO CKPMHMHI'A BIUJIOTE O KOHIA
BM3MTa BO BpeMS JIeUeHUHd.

[0141] PexuMH OQUIUUECKUX YIPaXHEHMM OCTaBaJMCh CTabuJIbHBEMA
Ha BCEeM IPOTAXEHUM MCCIJelOBaHMA, HauMHasd CO CKPMHMHITA BILJIOTH OO
KOHIla BM3MTa BO BpeMd JIeUeHUHd.

OTBOP ITAIIMEHTOB



52

[0142] [IpoToKOI UccJenoBaHma TpedboBal BKJIIOUEHN I
OpUOIIN3UTEJIEHO 63 IMallMEHTOB He MeHee uUYeM B 15 mMcclenoBaTeJlbCKUX
neHTpax B CIHA m TI'epMaHuM. IlallMEeHTOB pPaHIOMU3MPOBAJIM CJEIYIIINVM
oBbpa3oM: IIpUOIMBUTEJIEHO OHOHa TPeTh BKJIUEHHHEX [IaluMeHTOB (~21)
[IoJIy4yalin manedo; u OIPUOIIUBUTEJIEHO oBe TpeTu BKJIIOUEHHEIX

nauMeHToOR (~42) nojgydau aJMpokymab.

[0143] NcciemyeMasa MHONYJALMSA COCTOAJNIAa M3 B3POCJHHX MyXUMH U
XeHIMMH, Y KOTOPHX IMaTHOCTUMpoBaJM HeFH, KOTOpEM Kaxiwe 1 WM 2
HeOeJlu OPpOBOOAT Tepalmion ¢ adpepesoMm LDL.

[0144] PaHmoMmMzalMi pPa30elidiM coIJlacHo: YacToTe adepezsa: QW

B CpaBHeHMM C Q2Z2W; ¥ MCXOIOHHM YypOBHAM Lp(a): HOpMaJIbHEM (<30

MT/OJI) B CPaBHEHMM C IOBHIMeHHEM (=30 Mr/mi). Tak Kak HeKOTOopHe
MalMeHTHE C TOBBMeHHEM LDL-C Takxe MMEeJM IIOBHIMEHHHEe YpPOBHM Lp(a),
pasieljieHre oOOecleuMBaJIO COOTBETCTBYKIEE IMPelICTaBJIEHMEe B TpyIllax
nanedo/IeueHnss .

[0145] KpuTepuM BKJIOUEHMI: TpeboBayoCk, UTOOH TMIallMeHTH,

BRJIOUEHHEIE B IOaHHOE MCCJIeIOOBaHNIeE, COOTBETCTBOBaJIM YCIIOBMAM 1-6

(H1KE) , UTOOB OHITHL OONYIIEHHHMM IJIS BKJIOUEHMS B MCCJIeOOBaHUE:

[0146] (1) MyxXuMHE M XeHIMHBE B BO3pacTe =18 BO BpeMs BU3UTA
CKPMHMHTA .

[0147] (2) ImarHos HeFH; [BaMeuaHMe: ImardHos HeFH Owl
mocTarjieH JmMOO Ha OCHOBaAHMM TeHOTUIMPOBAHUA MM KIMHUUIECKUX
KpuTepuer. [IJsg Tex HalMEeHTOB, K