MHUHUCTEPCTBO 3/IPABOOXPAHEHUSI POCCUMCKOM ®EJIEPALIMA

UHCTPYKIUA 110 MEJJULIMHCKOMY ITPUMEHEHHUIO JIEKAPCTBEHHOI'O
ITPETIAPATA ‘

PEIIATA MHH3 ]

Perncrpanmonnsiii nomep: JII1-003574
Toprosoe naumenosanue: PEIIATA
MexayHapo/iHoe HENATEHTOBAHHOE HANMEHOBAHHME: YBOJIOKYMal

JlekapcrBennas popma: pacTBOp Jiisl HOJKOKHOTO BBE/ICHHS.

Cocras

Kaxcaas npeasapurensho sanonuennas mmpui-pyuaka (I1311P) conepxur:

leticmeylowee seugecmso. 38onokymad — 140 mr.

Bcnomozamenvnvie  6ewjecmea: mponmH — 25 Mr, ykcycHas Kuciota JeasHas — 1,2 r,

noymcopdar 80 — 0,10 mr, Harpus ruapokcua — q.s. 10 pH 5,0, Boga wis uHbeKIwMii — q.s. 10

1 M.

Onucanue

Hpo3paqﬂaﬂ WA OonajieCuypyromiast XuUIKOCTb, OT OecrBeTHOIrO A0 JKECJITOBATOI0 IBETA,

cB00O/1HAS OT MEXAHMYECKUX BKIIIOUYCHHIA.

®apmakoTepaneBTHYECKAs IPyNNa

Jlpyrue npenaparsl, BIUSIONME HA JIUIHAHBIA 06MeH. MOHOK/IOHAIbHBIE AHTHTEIA.
Koa ATX: C10AX13

DapmMaKoJI0rHYecKHe CBOHCTBA

Dapmaxkoounamuxa

Mexanuzm oesicmeus

OBonokymab  cenekTuBHO  cBsi3piBaercss ¢ PCSK9 W mpenmsTCTBYeT  CBSI3BIBAHHIO
uupkymmpytomen PCSK9 ¢ penentopamu iunonporennoB Huskoil miotHoctu (P-JIITHIT) na
MOBEPXHOCTH IEeNaToOLMTOB, TeM caMbiM npenoTspamas PCSK9-onocpenosannyo nerpanamnuio

P-JIITHIL. ITosbuuenue comepxkanusi neyenounsix P-JITTHIT npuBOAMT K COOTBETCTBYIOIIEMY
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CHHIKCHHIO KOHLECHTPALMH XOJIECTEPUHA JIMIIONPOTEHHOB HU3KOH tuiotHocTH (XC-JIITHIT) B
CBIBOPOTKE KPOBH.

Dapmarxoounamuyeckue 3¢hhexmoi

B Xoze KIMHHYECKMX HMCCIENOBAHHI y NAUMEHTOB C MEPBHYHON TMIEPXOIECTEPHHEMHEH H
CMCIIAHHOM JIMCIMIUAEMHEH 5BOJOKYMaO CHWXK&l KOHLEHTpanuu HecBs3aHHoi PCSKO9,
XC-JIITHIL, XC, AnoB, XC-ue-JITIBII, XC/XC-JIIIBII, AnoB/AnoAl, XC-JITIOHIL, TT u
JIn(a), a Taxxe nossiman kouuentpanuu XC-JITIBIT u AnoAl.

OnHokparHoe mnoakoxkHoe Beesenne 140 mr wm 420 Mr  sBonoKymaba yepe3 4 yaca
obecrnie4yrBaiO MakCHMMalbHOE [OJABJIEHHE UHMPKYJIHpylomel Hecss3anHoiik PCSK9 ¢
nocneayomum  cHmwkenreM XC-JIITHII, koHneHTpaums KOTOPOro B CpeiHEM JOCTHrana
MHHMMYMa Ha 14 u 21 1enb cooTBeTCTBEHHO. 3MEHEHMs KOHIEHTpaluy HecsizanHoi PCSK9
H  ChIBOPOTOYHBIX JIMIONPOTEHHOB ObUIM  OOpaTMMBl MOCIHE MPEKpAllEHHs Tepanuy
9BOJI0OKYMaboM. He oTMedeHo noBbienns KouuenTpamuii necpsizanuoit PCSK9 wm XC-JITHIT
BBIUIE HMCXOJHOH KOHUECHTPAlMM B MEPHOJA BHIMBIBAHHMS 3BOJOKYMaba. JTO [03BOJISET
NIpEANOIOKAT, YTO BO BpPEMs JICYECHHS KOMIIEHCATOPHBIE MEXAHH3MbI 110 YBEJIHYEHHIO
BbIpaboTku PCSK9 u XC-JITTHIT He akTuBHpYyIOTCSL.

Cxemsl Tepanuu ¢ moakoKHBIM BBegeHueM 140 mr 1 pa3 B 2 Hexenu u 420 mr 1 pa3 B Mecsll
ObUIH SKBHBAJICHTHBI 10 cpeaHeMy cHikernioo XC-JIITHIT (cpennee 3uavyenwe uepes 10-
12 Henenb), KOHUEHTpAIMs KOTOpOro cHwxainacb Ha 57-72 % OT MCXOAHOrO 3HAYEHHS [0
CpaBHEHHIO ¢ manebo. Jleyenue 5B00KyMaboOM MPHUBEIO K aHAJIOTMYHOMY CHEIKeHHIO XC-
JIIIHIT 1mpu npHMEHEHWH B BHAE MOHOTEPANMH WIH B KOMOMHAIMH C JIpYyTAMH
TUIIOJIMITHIEMHYECKHMH CPEICTBAMM.

Knunuueckan spgpexmuenocme u 6ezonacnocme

Knunuyeckan  sgpgpexmusnocme  npu  nepeuunoii 2unepxoiecmepuremue U CMEUaHHou
oucnunudemuetl

B pesyibrate Tepanuu sBonoxymabom Ha Hezene 1 GbUIO JOCTHIHYTO CHHKEHHE KOHIECHTpAIHH
XC-JIIHIT npubnusutensho Ha 55-75 Y%, KOTOPOE COXPAHSIIOCH IPH JIOJIFOCPOYHON TEeparmy.
MakcuMaiibHbIi  OTBET NOCTHTalCs, KakK MpaBuio, 4epe3 1-2 HElENH IPH HCIOIB30BAHHH
pexkuma 140 mr 1 pa3 B 2 wesenn 1 420 mr 1 pas B mMecsn. DBonokymad Gbut sdexTuBen Bo
BCEX IMOArpynmax M0 CpaBHEHHIO C IwUianebo H 93eTHMHOOM IPH OTCYTCTBHM 3HAUYMMBIX
Pas/MuMi MEKy OTAC/IbHBIMA MOAIPYNNAMH, BBIICJCHHBIMA B 3aBUCHMOCTH OT BO3pAcTa,
packl, moja, reorpapuyeckoro permoHa, HHIEKCa Macchl TeNa, KaTerOpHH PHCKA IO JaHHBIM
HanmonanbHoii 06pa3oBateTbHON NMPOrpaMMbl 110 XOJIECTEPHHY, TEKYIIEro CTaTyca KypEeHHS,
HCXOJHBIX (paKTOpOB pHcka Miemuyeckoil Gosnesnn cepaua (MBC), Hamnuns panneit UBC B

CEeMEHHOM aHaMHE3€, cTaryca TOJICPAHTHOCTH K IJIFOKO3€e (T. €. Caxaprlﬁ nuaber 2TPIIla,
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MeTabOIMYeCKHii CHHAPOM MM OTCYTCTBHE ODOMX COCTOSHHIA), apTepHalbHOM TMIEPTEH3HH,
A03bl ¥ HHTCHCHBHOCTH TEpAlluK CTATHHAMHM, UCXOJHON KOHILIeHTpaiuu HecsizaHHoM PCSKO,
XC-JIITHIT u Tpuriuiepuios.

Y 80-85% Bcex mauMeHTOB C NEPBHYHOH THIEPIMIAAEMHEH, TOIYYaBIIMX 3BOJOKYMad B
moboi 103upoBKe, Habmoaanock cHmwkenne konuentpauuu XC-JITTHIT na > 50 % B cpearem
yepe3 10-12 nenens Tepanuu. Jlo 99 % nainmentoB, KOTOpbIE MOMyYaTH BOJOKYMab B 060l
Ao3se, gocturand  KoHueHrpauum XC-JITTHIT <2,6 mmons/n, u g0 95 % jpocruraim
xonuenTpauun XC-JITTHIT < 1,8 mmons/ B cpesiem yepes 10-12 neens Tepanum.
lIpumenenue 6 KoMOUHAYUU CO CMAMUHOM UAU CO CIMAMUHOM U OPY2UMU 2UNONUNUOEMUYECKUMU
cpeocmeamu

UccnenoBanne LAPLACE-2 sBisu1och HCCIIEI0BAHHEM [UIHTEILHOCTBIO 12 HeJlellb, B KOTOpOE
Obuto BKIOYEHO | 896 MALMEHTOB C MEPBHYHON THIEpXOJeCTepHHEMHEH HIM CMEeIaHHOi
JUCITHITHIEMHUCH.

[Ipenapar Penara obecrieunBa 10cTOBEpHOE CHHIKEHHE koHuenTpauuu XC-JIITHIT no cpeauux
3HaueHui depe3 10-12 Hejlelb OTHOCHTEIBHO HCXOAHOIO YPOBHS 110 CPABHEHHIO ¢ Uianebo B
rpynmax po3yBacTaTWHA W CHMBACTATHHA W 110 CPABHEHHIO ¢ IUIanebo u 33eTHMHOOM B rpymme
aropsacratuna (p < 0,001). [Ipenapar Penara obecnieunsan noctoseproe cuimkenne XC, AnoB,
XC-ne-JITBII, XC/XC-JITBII, AnoB/AnoAl, XC-JITTOHIT, TT u JIn(a), a Takke MOBBILICHHE
xonuentpaiun XC-JITIBIT (cpennee 3uauenne uepes 10-12 Henenb OTHOCHTEIBHO MCXOIHOTO
YPOBHS) O CpPaBHEHHMIO ¢ IuIanebo B Ipynnax po3yBacTaTHHA M CHMBACTATHHA (p<0,05) un
A0CTOBEpHO cHMKal KoHUeHTpauun XC, AnoB, XC-ue-JIIIBII, XC/XC-JITIBII, AnoB/AnoAl
u JIn(a) mo cpasrenuio ¢ nuiane6o u 33eTUMUGOM B IpyIIe aTOpBACTATHHA (» <0,001).
Uccnenosanne RUTHERFORD-2 sBsuioch HCCiEIOBAaHHEM JUIMTEILHOCTHIO 12 HeJlenb, B
KOTOpOE ObLI0 BKIHOYEHO 329 MAIMEeHTOB C reTepO3UTOTHOH ceMeifHOM THIIEPXO0JIECTEPUHEMHEH,
NOJTy4aBUINX THIOJIUIHACMHYECKYI0 Tepanuio. Ilpemapar Pemara poctoBepHO —CHEMKaN
koHuenTpauuio XC-JIITHIT no cpeanux 3Hauenwit uepes 10-12 Hemenb OTHOCHTENHHO
MCXOZIHOTO YpOBHA 1O cpaBHeHHIO ¢ mianebo (p <0,001). IIpenapar Penara 3Haunmo cHikai
XC, AnoB, XC-ue-JIIIBII, XC/XC-JITIBII, AnoB/AmnoAl, XC-JITTOHII, TT" u JIn(a), a Takxe
noseinan kouueHtpauun XC-JIIIBIT u AnoAl po cpeasmx 3Havenwmii ma 10-12 Hemene
OTHOCHMTEJILHO HCXOZHOTO YPOBHSI 110 cpaBHEHHIO ¢ ruiaebo (p < 0,05).

ITayuenmul ¢ nenepenocumocmoio cmamunoe

Hccnenoanne GAUSS-2 sBIsioch HCC/ENOBaHMEM JUIMTENBHOCTBIO 12 Helelb, B KOTOpOe
Obuto  BkmoyeHo 307 MALMEHTOB ¢  MOJHOM  HENMEPEHOCHMOCTBIO  CTATHHOB WU
HENEePeHOCHUMOCTBIO (dexTHBHON 10361 crTaTHHOB. [lpemapar Pemara 3Haummo CHuKai

XC-JIITHIT no cpaBrenuio ¢ m3erumudoM (p < 0,001). INpenapar Penara 3naunmo cumkan XC,
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AnoB, XC-ne-JIIIBII, XC/XC-JITIBII, AnoB/AnoAl u JIn(a) a0 cpeanux 3Hadenwii va 10 u
12 Hezeste OTHOCHTENBHO HCXOIHOTO YPOBHS I10 CPABHEHMIO ¢ 33eTHMHGOM (p < 0,001).

Jlewenue 6 omcymemeuu cmamunos

Hccnenosanue MENDEL-2 sBisuioch HccienoBaHHeM Tnpenapata Pemata UIHTENBHOCTBIO
12 Hententb, B KOTOPOM NpPHHSUH yyacTHe 614 MauMeHToB ¢ NepBUYHOM THIIEPX0JIECTEPUHEMHEH
M cMemaHHoH auciunuaemuei. [Ipenapar Penara snauumo cumkan XC-JIITHIT go cpemnux
3HaueHuH Yepe3 10 u 12 HeJlenb OTHOCHTEIBHO HCXOAHOTO YPOBHS 110 CPABHEHHIO ¢ IUIanebo u
azerumubom (p <0,001). Tlpenapar Penara 3maummo chmxan XC, AnoB, XC-ne-JITIBII,
XC/XC-JIIBII, AnoB/AnoAl u JIn(a) a0 cpeanux s3Hauenmii uepes 10 u 12 Hemens
OTHOCHTEJILHO HCXOIHOTO YPOBHS 110 CPaBHEHHIO ¢ muianedo u 33erumubdom (p < 0,001).
Oppexmusrnocms Onumenvrou mepanuu npu nepeUYHOI 2UNePXoNecmepuHemMuu U CMEULanHou
oucaunudoemuu

Hccnenoanue DESCARTES siBiisuioch Mcclie10BAHHEM JUTHTENBHOCTBIO 52 HEJIENH, B KOTOpO€e
Obu10 BKOYeHO 901 MalMeHT ¢ rHNEepIHIHAEMHEH, 0Ty aBIIHe TOJIBKO JHETY, aTOPBACTATHH
HJIH KOMOMHALMIO aTopBacTaTHHa U 93eTuMuba. [Ipumenenue npenapara Penara B 103e 420 mMr
I pa3 B Mecsu obecneumBano JOCTOBEpHOE CHHXKeHMe KoHleHTpammn XC-JITTHII qyepes
52 He/lelM OTHOCHTEIFHO HCXOZHOIO YPOBHS 110 CPABHEHHMIO C IU1ane6o (p <0,001). DpdexTsi
JICYCHUs COXPAHAIMCh B TeYCHHE | roja, 0 4eM CBUJCTEIBCTBYET CHH)KEHHE KOHIIEHTpAIUH
XC-JIIHIT ¢ 12 no 52 nenemn. Ha dore rumonmnumeMuyeckoii Tepammm, ONTHMHU3UPOBAHHOM
no kouuenrpauuu XC-JIITHIT u cepredyno-cocyaucToMy pHCKy, OTMEHYANOCh MOCTOSHHOE
camwkenue konuenTpauun XC-JIITHIT B Teuenne 52 Helesnb OTHOCHTENIBHO MCXOIHOTO YPOBHS
10 CPaBHEHHIO C Ianedo.

[Ipenapar Penara 3naunmo cumxkan XC, AnoB, XC-ue-JITIBII, XC/XC-JITIBIT, AnoB/AnoAl,
XC-JIITOHIT, TT u JIn(a), a Takke noBsIma koHueHTpauun XC-JIIIBIT u AnoA1 Ha 52 Henene
110 CpaBHEHUIO ¢ 1anebo (p < 0,001).

OSLER wu OSLER-2- 1Ba HccefoBaHMsi MO JOJTOCPOYHON OLEHKE 6e30MacHOCTH M
dpdexTuBHOCTH mnpenapara Pemarta y NAlMEHTOB, 3aBEpIIMBIIMX JICYEHHE B OCHOBHOM
HCCJIC/IOBAHHH.

Beero B uccnenosanne OSLER 6buto Brimoueno 1324 manmenta. Ilpenapar Penara B 103e
420 mr 1pa3 B mecsan 3naummo cumkan XC-JIITHIT uepes 12 memens u uepes 52 uemenw
OTHOCHTEJIBHO HCXOIHOrO YPOBHS 10 CPaBHEHMIO C KOHTposieM (HomMuHaibHOE p < 0,001).
I deKTrl seyeHns COXpaHsIHCh B TedeHHe 272 Hejlellb, O YeM CBMJCTENbCTBYET CHHIKCHHE
koHuenrpaunu XC-JIITHIT ¢ 12-if Hemenu B OCHOBHOM HccnenoBaHuM 10 260-# Henenu B
OTKPBITOM JIOIIOJIHHTEJIbHOM HccienoBanuu. Beero B uccnenoBanne OSLER-2 6bul BKIIOYEH

3 681 naument. Ilpumenenuwe mnpenapara Pemara obecreuMBao JOCTOBEPHOE CHHIKEHHE
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xonuentpaius XC-JIITHIT uepes 12 menens u vepes 48 Hemenb OTHOCHTENBHO MCXOIHOTO

YPOBHS 10 CpPaBHEHHIO C KOHTposieM (HomuHanbHOe p <0,001). Dddextsl neyenus
COXPaHSIHCh, O YEM CBHICTENILCTBYET CHHXKeHHME KoHueHTpauuu XC-JIITHIT ¢ 12-it nepenu o
104-ii Hefe M B OTKPBITOM JIONOJHUTENLHOM HcciefoBanun. [IpuMeHenue npenapara Penata
obecrieynBaio J0CTOBEPHOE CHMKeHHe Kouuentpamuii XC, AnoB, XC-ue-JITIBII, XC/XC-
JIIBIIL, AnoB/AnoAl, XC-JITIOHIL, TT u JIn(a), a Takxe yBesmuuBasn XC-JITIBIT u AnoAl
OTHOCHTEJIBLHO HCXOHOI0 ypoBHS Ha 52-i Hexene B ucciegoBaduu OSLER u Ha 48-ii Henene B
uccienoBannu OSLER-2 no cpaBHeHHnio ¢ KOHTposeM (HomuHanbHOE p < 0,001). XC-JIITHIT u
APYrue IapaMeTpbl JIMIHIHOrO OOMEHa BEPHYJIHCh K HCXOJHBIM 3HAYCHHSM B TEYCHHE
12 nenens mocne otmens! npenapara Penara B nauane nccnenosanus OSLER wmm OSLER-2 6e3
NPU3HAKOB PUKOIIETA.

TAUSSIG — npojtenHoe HCCle0BaHUE JUTMTENBHOCTBIO 5 JIeT Ul OLEHKH JOJTOCPOYHOM
OesonacHocTu 1 s dexTHBHOCTH Npenapara Penata, NpHMEHSEMOro B Ka4ecTBe JOMOJHEHHS K
ApPYyro  THIOJIMIMIEMHYECKOH  TepamMM y  NAHEeHTOB ¢  TSKENOH  ceMeifHoi
runepxonectepunemueii (CI'’XC), BKIOYas roMO3UIOTHYIO CEMEHHYIO THIIEPXO0JIECTEPHHEMHIO.
Beero B uccnenopanne TAUSSIG Gbun Bkmouens! 194 mammeHta ¢ Tsokenolf ceMeiHOl
runepxonecrepuiemMueii  (He-I'oCI'’XC) u 106 maumeHTOB ¢ TrOMO3MrOTHOM CeMEHHOI
THIEpXOJIeCTepUHEMHUEH. Bee mauneHTsl B HCC/IeIOBAHNH NIEPBOHAYAIBHO NOMYYalH Mpenapar
Penara B 03¢ 420 Mr 1 pa3 B Mecsll, 3a HCKJIIOYEHHEM TeX, KTO nosiyyan adepes JIMIKHIOB Ha
MOMEHT BKIIIOYCHHS B MCCIIC/IOBAHME; TH MAIMEHThl HAYMHAIM T0JTyYarh npenapar Penara ¢
no3bl 420 Mr 1 pa3s B 2 Henemu. YacToTa 103MpPOBAHUS Y NMALMEHTOB, HE MOJMYYAIOUIMX adepes,
Morja nosblmarbest 10 420 Mr 1pa3 B 2 He/lelM B 3aBHCHMOCTH OT OTBETAa KOHIIGHTPALHi
XC-JIITHIT u PCSK9. Jinurenshoe npumenenne mnpenapara Pemarta obecreumio CTOMKHil
TepaneBTHICCKHH SQPeKT, 0 YeM CBUICTEILCTBOBAIO CHIKeHHe KoHmeHTparmn XC-JITTHIT y
TNAIMEHTOB C TSHKENIOH ceMeiHON runepxonectepunemueii (ne-I'oCI'XC).

V3menenue apyrux napamerpos smmuanoro obmena (XC, AnoB, XC-ue-JITIBIT, XC/XC-
JIIBIT 1 AnoB/AmnoAl) rakke ykasbiBalo Ha cTOMKMH 3((EKT MIHTEIHHOro [IPUMEHEHHS
npenapara Penara y nauueHToB ¢ TsokeIoi ceMeifHOl runepxonecTepHHeMHuei (ae-I'oCI'XC).
Hoarocpounas Geszomacnocts mnomaepxkanus XC-JIITHII Ha o4eHb HH3KOM ypoBHe (T.e.
< 0,65 mmoins/n [<25 mr/mn]) eme He ycraHoBieHa. VIMelommecs JaHHbBIE OKA3bIBAIOT, YTO
KIHMHHYECKH 3HAYUMBIC padiiyus Mexay mnpoduieM 6e30macHOCTH  MAIMEHTOB C
konuentparmern XC-JITHIT < 0,65 mvonb/it 1 nmanmentoB ¢ Gojiee BBICOKOH KOHIGHTpAIHei

XC-JITHIT ne ormeuatotest (cm. paszen «Ilo6ounoe neiicTre»).




Jlevenue 2emeposuzommon cemeuinou zunepxonecmepunemuu y Oemeii

HAUSER-RCT — 510 paHIOMH3HpOBaHHOE, MHOTOILEHTPOBOE, 11anebo-KOHTPOJIMpyEMOe,
JIBOHHOE  CIIENIOE  WCCICAOBAHME, — NPOBOJMBIICECS B NApalleibHBIX  IpyIIax,
MPOJIOJDKHTEIIHOCTBIO 24 Hezlenu ¢ yyacTueM 158 nereit B Bospacte ot 10 JieT BKIFOYHTEIHHO H
Miajme 18 JIeT ¢ reTepo3MroTHOM ceMeiHOl runepxonecTepuHemMueil. [lalMEHTBI JOKHBI
ObLIM IIPHIEPKUBATHCS IMETHI C HH3KAM COJIEPIKAHUEM KMPOB H MOJIYYaTh ONTHMH3HPOBAHHYIO
0a30BYI0 TMIIONMIHIEMHYECKYIO TEPANHIO (TEpaluio CTATHHAMH B ONTHMAIBHONH /03€, He
Tpedyromei nopeimennus). BKiloueHHbIe B HCCIeI0BAHUE MTALMEHTHI OBUTH paH/IOMU3UPOBAHBI B
COOTHOIICHHH 2:1, H OZIMH pa3 B MeCAIl HA NPOTSHKEHUM 24 HeZleb UM MOAKOKHO BBOIMIIM THGO
npenapar Penara B 103e 420 mr, 60 miane6o.

[lepBuuHOi KOHEuHOH TOYKOH S(QPEKTHBHOCTH B [JaHHOM MCCIEJOBAHHH CUMTAIOCH
npoueHTHOe u3MeHenne kKoHueHTpauu XC-JIITHIT yepes 24 nenenu 0THOCHTEIHHO HCXOMHOTO
ypoBHs. PasHula cpeiHuX 3HAYCHHIH POLEHTHOTO H3MeHenHs kouuenTpamnn XC-JITTHIT yepes
24 HellelM  OTHOCHTENLHO MCXOJIHOTO YPOBHS MEXKIy NpPHMEHEHMeM mpenmapara Pemara wu
mranedo cocrasuna 38 % (95 % JU: 45, 31 %; p <0,0001). Cranpaprhas ommbka (SE)
cpennero 3HaueHus kKoHueHTtpauuu XC-JIITHII, paccumtanHOro merojoM HaMMEHBIIHX
KBAJpaToB, 4epe3 24 HeJeNM YMEHbIIMIACh B Tpylle NpHMEHEHHs npenaparta Pemara
(» <0,0001) na 44 % (2 %) OTHOCHTENBHO MCXOJHOrO YPOBHS, a B rpynne NpHMEHEHHs
nianedo — Ha 6 % (3 %). Cpennee abcomorHoe 3Hauenne Konnentpamun XC-JITTHIT yepes
24 nenemu cocrapuiio 2,7 Mmoub/it (104 Mr/ut) B rpynne npuMeHeHus npenapara Penara u 4,5
mMmoub/nt (172 mr/an) B rpynme npumenenus niane6o. ITo pesyabratam NEPBOH IpoLEaypbl
aHajM3a, NpOBE/ICHHON 4epe3 12 Hezlesb MOcie OIEHKH MCXOAHBIX MOKa3aTenei, Haboaanoch
cawkenue konuentpauun XC-JIITHIL, koTopoe coxpaHsioch Ha NPOTSKEHHH BCEro
HCCIICIOBAHHMS.

BropudHol KOHe4HOH TOUKOH B JaHHOM HCCIENOBAHHH CUMTANOCh CpEJHEe IPOLEHTHOE
u3menenue konuenTpauun XC-JIITHIT yepes 22 u 24 Hesem OTHOCHTENBHO HCXOTHOTO YPOBHS,
rae xonuenTpaius XC-JIITHIT na 22 nexene orpaxaeT NMKOBoe 3HaueHHe, a Ha 24 Heaene —
MHHHMAIIbHOC 3HAYEHHE KOHUEHTPALMH [PH MOJKOKHOM BBEJICHHH Ipenapara OJMH pa3 B
MECHLL, YTO JIaeT Mpe/ICTaBieHue 00 yCpeIHEHHOM 10 BPEeMEHH /IeHCTBHHM npenapata Penara Ha
NPOTSDKEHUH BCEr0 NMEPHOZa MEX/Ly €ro BBeJIeHUAMH. PasHuna cpe/iHiX 3Ha4YeH il IPOIIEHTHOTO
usmeHenus konnenTpauun XC-JIIHII, paccuuTanHBIX METOIOM HAMMEHBIIMX KBAJIPATOB, Yepe3
22 u 24 HejenM OTHOCHMTENBHO WCXOHOIO YPOBHSI NPH NpPUMEHEHMH npenapara Pernara u

mauedo cocrasuna 42 % (95 % JIN: 48 %, 36 %; p < 0,0001). JlonoaHATEIbHYO uHbOpMaIHIO

cM. B Tabiuie 1.




Tabauuna 1. TepaneBruuecknii »¢pdext npenapara Penata no CpaBHEHHI0 ¢ Muianebo y

JieTell ¢ TreTepO3HIOTHON ceMeliHOW TrumepxoiecTepHHEMHEH — cpeiHee NPOUEHTHOE
H3MeHeHHe "epe3 24 Hele M OTHOCHTEILHO HCX0AHOI0 ypoBHs (Y3 95 % JIN)
OTHomenne
OTHoOweHHe
Pexum XC-JIIMHIT | XC-ne-JINBIT | AnoB XC/XC-
Hcenenopanne AnoB/AnoAl
JI03HPOBAHKS (%) (%) (%) JIBI %)
o
(%)
HAUSER-RCT
( 420 mr QM -38,3 -35,0 -32,5 -30,3 -36,4
JETH C
(N=104) (-45,5,-31,1) | (-41,8,-28,3) |(-38,8,-26,1)| (-36,4,-24,2) | (43,0, -29.8)
reCI'XC)
QM — 1 pa3 B mecsit (mokoxkHo); JIM — noBepHTEbHbIH unrepsan; XC-JITTHIT — xonectepus AMNONpOTEHMHOB HU3KOM

nnotHoetd;  XC-JINBIT— XosiecTepuH JIMNONPOTEHHOB BLICOKOH MIOTHOCTH, AmnoB — anoaunonporenH B; ApoAl —
anonunonpotent Al; XC — o6umit xonecrepun

Bce ckoppextipoBanmbie 3Hadyenus p < 0,0001

N — KOIHYecTBO PaHIOMHU3HPOBAHHBIX W [0JIYYMBIIHX J103Y npenapara nauMeHTOB, BXOASIIMX B Bblﬁ()pl()’ JUIA TIOJIHOro
aHa/i3a

HAUSER-OLE — 510 OTKpbITOE HEKOHTPOIHpYyeMOe MHOT'OLIEHTPOBOE  HCCJIE/IOBAHHE
npenapara Penara npogomkutensHocTsio 80 Henens ¢ ydactuem 150 mereii B Bo3pacre ot 10 nmo
17 ner ¢ rereposuroTHoii cemeiiHoif runepxosiecTepuHEMHUE (reCI'XC), nepememmux u3
uccnenosanuss HAUSER-RCT, a Takke 13 HOBBIX MAUHEHTOB JIE€TCKOTO BO3pacTa ¢
FOMO3HMIOTHOH ceMeHOH runepxonectepuemueii (roCI'XC). TlammeHTs! M0/DKHBI OBLTH
TIpHJICPXKHUBATBCS.  IMETBI  C  HM3KHM  COJAEPKAHMEM OKHPOB M  IOJy4YaTh  0a30ByiO
THNOHMIMAEMHYECKYl0 Tepanuio. Bee nammentsl ¢ reCI'’XC, yuacTBOBaBIIHE B JaHHOM
HCCIIeI0OBaHUH, MOMyyay npenapar Penara noakoxHo B go3e 420 mr 1 pas B mecsin (Meauana
TNPOJIO/KATE/IbHOCTH  BO3JCHCTBHS  mpenapata: 18,4 mecsina). Cpepnee 3uauenue (SE)
MpOLUCHTHOrO  u3MeHeHus KoHueHTpaud XC-JIITHIT OoTHOCHTENBHO HCXOAHOTO —YpPOBHS
cocraBuio -44,4 % (1,7 %) uepe3 12 menens, -41,0 % (2,1 %) yepez 48 vemens U -35.2 %
(2,5 %) uepe3 80 Henens.

Cpeanee 3uauenue (SE) NPOLEHTHOTO M3MEHEHMsS IPYIHX KOHEYHBIX TOYEK, CBS3AHHBIX C
nuaamH, depes 80 Hesenb OTHOCHTENBHO HCXOAHOTO YPOBHS cocTaBhio -32,1 % (2,3 %) s
XC-ue-JIMBII, -25,1 % (2,3 %) s AnoB, -28.5 % (2,0 %) mns orHomenuss XC/XC-JITIBII,
-30,3 % (2,2 %) nnst otHomeHust AnoB/AnoAl u -24,9 % (1,9 %) ais XC.

Jleuenue 2omo3uzomnoll cemetinou 2unepxonecmepunemuu

Wccnenopanue TESLA sBisuioch McclenoBaHHEM JUIMTEIBHOCTBIO 12 Helemb ¢ ydacTHeM
49 malMeHTOB, CTPaJaBIIMX TOMO3HIOTHOH CeMeiHOM rumepxosecTepuHeMueii B BO3pacte OT

12 1o 65 ner. Ilpumenenne npenapata Penara B mo3e 420 Mr 1pa3s B Mecsiil B KayecTBe




JAOINOJHEHHUS K JIpYyIMM BHJAM THIIOJUIIHIEMHAYECKOMN TEparuu (Hanpnmep, CTaTHHaM,

CCKBECTPAHTaM JKET4YHBIX KHCIOT) 3Ha4uMO cHuxkano XC-JITTHIT u AnoB uepes 12 neznens 1o
cpasHenuIo ¢ mianedo (p <0,001). U3sMeHeHns Apyrux mapameTpoB JIHIHAHOTO 0OMeHa (XC,
XC-ne-JITBII, XC/XC-JINIBIT u AnoB/AnoAl) Takke YKa3bIBAIM Ha TepaneBTHYECKHI
opdekr npumeneHus mnpemapata Penara y NAMEHTOB ¢ TOMO3MIOTHON CeMeHHOI
THIIEPX0JIECTEPHHEMHUEH.

Opghexmusnocme onumenvroi mepanuu npu 20mo3u2omnoil cemelinoii 2unepxonecmepunemuu
B wuccnenoanun TAUSSIG iutensHoe npuMeHeHue npenapara Penara obGecneunBaio
CTOHKHH TepaneBTHYECKHH d(QeKkT, 0 4YeM CBHIACTENBCTBYET CHUIKCHHE KOHLIEHTpaLu{
XC-JIITHIT  npu6musutensio wa 20-30 % y NANMEHTOB C TOMO3MIOTHON CeMeHOl
THIICPXOJIECTEPUHEMHEH, KOTOPbIE HE NPOXOAMIH adepes, u npubiusutensho Ha 10-30 % vy
NALHCHTOB C TOMO3UIOTHOH CEMEHHOM runmepxonecTepuHeMueil Ha Gone adepesa. Uamenenus
Apyrux mnapaMeTpoB JsunuaHoro obmena (XC, AnoB, XC-we-JIIIBII, XC/XC-JIIIBIT #u
AnoB/AnoAl) rtaxxke ykashlBaiM Ha CTOHKHMil dQdeKT UMTENBHOTO NPUMEHEHHS Ipenapara
Penara y mnaumMeHTOB ¢ TrOMO3MIOTHON CeMelHOI runepxosiecrepunemMueii. CHMKeHHE
koHnenTpaud  XC-JIIIHIT u wu3MeHeHus Jpyrux napaMeTpoB JHIHAHOTO OOMEHa y
14 mogpoctkoB (B Bo3pacte or 12 neT BKIIOYMTENBHO W Muame 18 JIET) ¢ TOMO3MI'OTHOM
CEMEHHOM IHIIePXO0JIeCTEPUHEMHE CONOCTABMMBI C TAKOBBIMH B 0O1IEH NOMYJISAIHY MallMEHTOB
C JIaHHOH MaTOJIOTHEH.

HAUSER-OLE — 510 OTKpBITOE, HEKOHTpOIHMpYEMOE, MHOTOLIEHTPOBOE  HCCII€OBAHHE
NPOOJDKUTENbHOCTEIO 80 Helenb ¢ y4acTHeM 12 manMEHTOB ¢ TOMO3HIOTHOM CeMeifHOi
THIIEPXOJIECTEPUHEMHEH B Bo3pacTe oT 10 jieT BmounTenbHO U Mitaauie 18 net, mpoBoauMoe ¢
UEJIbIO  OECHKH 0e301acHOCTH, NepeHOCHMOCTH M a(dekTuBHOCTH npenapata Pemara,
npuMenseMoro juiad cHwikeHus KoHuentpauuu XC-JITTHIL, y npereit ¢ roCI'XC. IlaumenTs
MOJKHBI ObLTH MPHACPKUBATLCS JMETHI C HU3KHM COLEP)KAHHEM KHPOB M MONyYaTh GA30BYIO
THIIOJIMITH/IEMHYECKYIO  Tepanuio. Bce nanueHThl, NpHHMMAaBIIME YyuYacTHE B JJAHHOM
HCCIIC/I0BAHMH, NOTy4any npenapar Penara noakoxHo B go3e 420 mr 1 pas B mecsi. Menuana
(Q1, Q3) xonuentpamuu XC-JITITHIT Ha MOMEHT Hayana MCCIIENOBAHMUS COCTABIISIIA 10,3 (8.,9;
12,3) mmons/n (398 (343, 475) mr/mn). Memmana (Q1, Q3) NPOLEHTHOTO HW3MEHEHHUs
konnenTpauud  XC-JIITHIT uepes 80 Hezmenb OTHOCHTENHHO HMCXOJHOTO YPOBHS COCTAaBHIA
munyc 14 % (-41,4). Ilo pesynbrataMm mepBOi NpOUEYpPbl aHANH3a, NPOBEICHHOMN yepes
12 Henens, Habmonanoch cHmwkenwe konuentpaunn XC-JITTHII, kotopoe COXpaHsJIOCh Ha
MPOTSKEHUM BCETO HCCJe/0BaHus, NpH 3ToM Meauana (Q1, Q3) cHMIKeHHS KOHIEHTpaLHH

BapbupoBaiach ot 12 % (-3,32) no 15% (-4, 39). JlononHuTenbHyl0 MHPOPMAIMIO CM. B

Tabmuue 2.




Tabamua 2. Tepanesrudecknii >dpdexr IBosI0KymMaba mo cpaBHenmio ¢ miane6o y
NAlHEHTOB € IrOMO3HIOTHOH cemeilHON runepxosiecrepuneMueii — meauana (Q1, Q3)

NPONEHTHOI0 H3MEHEHHS Yepe3 80 Henesb oTHOCHTENILHO HCXO/ITHOI'0 YPOBHSH

OTtHowenue
OTHOmenne
Pexum XC-JITTHIT | XC-ue-JITBIT AnoB XC/XC-
Hcenenosanne AnoB/AnoAl
J03HPOBAHHS (%) (%) (%) JINBII %)
o
(%)
HAUSER-OLE
420 mr QM -14,3 -13 -19,1 -3,7 -3
(et (N=12) (-40,6, 3,5) 40,7,2,7) 33,3, 11,6) | (-41,6,7 (-35,7,9,3)
= Uy Jy ('s1¢ TAI,J, 1y 'vv-6 TIJy 1y Ty
roCI'XC) ( )
QM — 1 pa3 B mecsn (noakoxkHo): XC-JITTHIT — XosecTepun MnonpoTenHoB Hu3koil mothocti; XC-JITTBIT — XOJIECTEPUH
JMIONPOTEHHOB  BBICOKOM 110THOCTH; AnoB — anonunonporens B; ApoAl — anonunonporenn Al; XC —  o6uwmii
XOJIECTEPHH
N—  KO/MYECTBO DaHIOMHM3MPOBAHHBIX W TMONYYMBIIMX /03y MpeNapara NAUMEHTOB, BXOASIIMX B BHIGOPKY JUIA

NPOMEXKYTOYHOIO aHa/IM3a

A pexmusnocms npu amepockrepomuyeckux sabonesanusx

Biusuue npemapara Pemata B gose 420mMr 1pas B Mecsll y NAlMEHTOB  C
aTepOCKICPOTHYECCKUMH  3aD0JICBAaHUAMHU, H3MEpPSBIIEECS C MOMOIIBIO BHYTPHCOCYAMCTOIO
yabTpasBykoBoro wucciaenoBanus (BCY3HM), ouenuBaiock B paMkax 78-HeIeNbHOro
HCCJIe/IOBaHMs C ydacTHeM 968 manueHTOB ¢ MIIeMH4ecKo Oone3Hblo cepama Ha (Qowe
cTa0uiibHOM ONTUMAIbHONH Tepanuum cratuHamu. I[lpemapar Penara ymeHbman —Kak
OTHOCHTENIbHBIH 00beM atepombl (PAV; 1,01% [95% JIU 0,64-1,38], p < 0,0001), Tak 1 o6umii
o6bem arepomst (TAV; 4,89 mm® [95% JIU 2,53, 7,25], p <0,0001) no cpaHeHHIO ¢ miaue6o.
Perpeccus arepockiepoTHYECKHX MOPaKeHHH corjiacHo nanHbM PAV nabmonanack y 64,3 %
(95 % ]I 59,6, 68,7) u 47,3 % (95% JIU 42,6, 52,0) nauuenTos, nojyyasmux npenapar Penara
Wi wianebo coorserctBeHHo. [Ipu u3mepenun TAV  perpeccusi arepockKIepOTHUECKHX
nopaxenuit Habmopamace y 61,5 % (95 % JIU 56,7, 66,0) u 48,9 % (95 % JIU 44,2, 53,7)
MALKEHTOB, M0JIy4aBIIHX npenapar Penara win mianebo cooTBeTCTBEHHO. B Mcciei0BaHuU He

H3y4alach KOpPpEIslHs MEXIy perpeccHedl arepocKiIepoTHUecKoro 3abojieBaHHs M 4acTOTOM

CEPACYHO-COCY AUCTBIX COOBITHIA.

Bausinue na mopgonozuio amepocknepomuueckux 61suex 6 KOPOHAPHbIX APMEPUX

Bimsuue npenapara Penara, npumensiemoro B 103e 420 mr 1 pa3 B mecsi Ha (oHe Tepanuu
CTaTHHAMM B MAaKCHMaJbHO IIEPEHOCHMON [103€, Ha aTepoOCKJIepOTHYEeCKHe OJIAIKH B
KOPOHApHBIX apTEPHAX OLEHHMBAJIOCH C IOMOUIbIO ONTHYECKOW KOrepeHTHOH ToMorpaduu
(OKT) B xome HABOWHOro, CJIEMNOro, paHJIOMH3UPOBAHHOTO, IUIALEO0-KOHTPOIUPYEMOro

HCCIICAOBAHUs, MIPOJAO/DKUTCIBHOCTBIO 52 "enenu ¢ y4acTHEM B3POCJIBIX MAIUEHTOB C OCTPLIM
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KOpOHApHBIM CHHIpOMOM Oe3 noabema cermenta ST (OKC6nST). INpenapar Penata BBoamiIcs B
teyenne 7 jauedt or OKCOnST. Cpensee 3nauyenue abGCOMOTHOrO W3MEHEHHS MHHMMATbLHOM
TomuuHbl GpubposHoi kancyisl (TOK) B cOOTBETCTBYIOMEM CErMEHTE apTepHH OTHOCHTEILHO
HCXOZHOTO YPOBHS, PaCCYHTAHHOE METOJIOM HaWMEHbINMX KBaapatoB (95% JIU) (nepsuynas
KOHEYHas TOYKa), YBEIHYMIOCH OTHOCHTEILHO HCXOAHOTO ypoBHs Ha 42,7 mkm (32,4, 53,1) B
rpynne npumeHeHus npenapara Penara m ma 21,5 mxm (10,9, 32,1) B rpynne npumeHenus
wianebo, uro Gosnbme Ha 21,2 mxm (4,7, 37,7) no cpaBHeHHIO ¢ 1uianedo (p =0,015; pazuuna
38 % (p = 0,041)). lannble, nojtyYeHHbIe JUIsS BTOPUYHONH KOHEUHOM TOUKH, CBUJIETENILCTBYIOT O
pasMYMsX B 3HAYCHHAX JUIS TIPYNI JIEYEHHs, B TOM 4HCIe 00 H3MEHEHMH CpeaHeil
muHuMaTbHOM TOK (yBenmuenun na 32,5 mxm (12,7, 52.4); p=0,016) u abcomorHom
M3MCHCHUH 3HAYECHHS MAaKCUMAJIbHOM JIMITUIHOM 1yTH (-26° (-49,6, -2,4); p = 0,041).

Crudicenue pucka  cepoeuno-cocyoucmoix cobbimuil y 63poCibix ¢ OUAZHOCMUPOBAHHBIMU
CepOeyHO-cOCyOUCmbIMU 3ab0ne6anuUsMU, 06YCI06IEHHBIMU AMEPOCKNEPO3OM

Hccnenosanue pesysnbratoB Tepanuu npenapatom Penara (FOURIER) NpeJICTaBiIsAno coboi
PaH/IOMH3MPOBAHHOE, JIBOWHOE CJIENIOE HCCIIEOBAHHE, OCHOBAHHOE HA OLEHKE IeJIEBBIX
COOBITHH, B KOTOPOM NMpHHSUTH yuacTre 27 564 nanmenta B Bo3pacre oT 40 10 86 et (cpemuumii
BO3pacT  62,5r0/a) C  YCTAHOBIGHHBIM  ATEPOCKJIEPOTHYECKHM  CEpIEYHO-COCYAHCTHIM
3aboneBanuem; 81 % umenn npemectByiomuii uHpapkT mMuokapaa (MM), 19 % — HHCYJIBT H
13 % — 3aboneBanus nepudepuueckux aprepuii. Bonee 99 % nauuentos noxyyanu Teparuio
CTaTHHAMM CPEIHEH W BBICOKOW MHTEHCHBHOCTH H, 110 KpaiiHe# Mepe, emie OIHO CepJIeYHO-
COCYZMCTOE JICKApCTBEHHOE CPE/ICTBO, HANPHMMEP aHTHTPOMOOLMTApHBIE MpenapaThl, OeTa-
OJoKaTopbl, MHrHOMTOPBI aHrHOTEH3WHNpeBpamaomero depmenta (AIID) wm Oy0kaTopsl
PeLENTOpOB aHruoTeHsuHa; MeauanHas (Ql, Q3) wucxomnas konumentpamus XC-JITTHIT
cocraBmsia 2,4 mvons/n (2,1, 2,8). AGCOMOTHBINH  CepAEYHO-COCY IMCTBI puck  Obu1
cOanaHCHpOBaH MEXJy IDYINAMH JICYCHHS: B JONOJHEHHE K HHICKCHOMY COGBITHIO y Bcex
NalHCHTOB OTMEYAIMCh MO KpaWHeH Mepe | OCHOBHOH MM 2 MaJlO3HaYHTEbHBIX (haKTopa
cepaeuHo-cocyuctoro pucka; 80 % HMenM aprepHaNbHYIO THIEPTEH3HI0, 36 % caxapHbIii
nuabet u 28 % exeaneBHo Kypuiiu. [lauuenTsl ObUTM paHIOMH3HPOBAHbI B COOTHOLIEHHHM 1:1 1
nosy4anu ubo npenapar Penara (140 mr 1 pa3 B 2 nenenmu wim 420 mr 1 pa3 B mecsi), 6o
COOTBETCTBYIOLIEE IU1anebo; CpeaHsisi MPOJODKUTENLHOCTh HAOMIONEHUST 32 MAlMeHTOM
cocTaBuiia 26 MecsIIeB.

Ha nporsokenun Bcero wuccnenoBanus HaOIIOZAIOCH 3HAYAMOE CHUMKEHHE KOHIGHTPALMH
XC-JIIHII, npu stom menuana qmanasona XC-JIITHIT pocturana 0,8-0,9 MmMob/1 ipu Kask o
oueHke; 25 % namueHToB AocTHriM KoHuenTpauuu XC-JITTHIT menee 0,5 Mmous/i. Hecmotps

Ha JIOCTUTHYTbIH O4eHb HM3KHWii ypoBenb XC-JIITHII, HoBbIX mpoGiem ¢ 6e30macHOCTBIO He
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Habmozanock (cM. pasaen «IToGoyoe feficTBHEY); YACTOTa HOBBIX CIlydaeB caxapHoro auaGera
¥ KOTHHUTHBHBIX HapylueHuH Obuia conoctaBumoit y nanuentos ¢ XC-JITTHIT < 0,65 mMous/1 u
¢ Gosiee BrIcOKO# KoHLeHTparmen XC-JITTHIT.

[Ipenapar Penmara 3HauMMO CHHM3MJI PHCK CepAEYHO-COCYMCTBIX COOBITHIA, KOTOpBIE
ONpeeIsIMCh Kak KOMOMHMPOBaHHas KOHEYHas TOYKa, BK/IOYaBIIas Bpems 10 cmeptu ot CC3,
nepsoro ciay4yas UM, wuHCysnbTa, KOPOHAapHOM peBacKyJSpH3alliM WM TOCHHTAIH3ALMH I10
MOBO/Ty HeCTaOWJIBHOM cTeHOKap/mu; kpuBble Kartana — Meiiepa Juisi IePBHYHBIX H KIIIOYEBBIX
BTOPHYHBIX KOMOMHHDOBAHHBIX KOHEYHBIX TOYEK PA3NENMINCh NPUOIH3UTENBHO uepe3
5 mecsieB. OTHOCHTEIBHBIN PUCK KOMOHHMPOBAHHOM KOHEe4HOH Toukn MACE (cmepth o1 CC3,
UM wmm uacysbT) 3HauuMo cHuswics Ha 20 %. Dddext nedenus GbUI CONOCTABAM BO BCEX
NoArpymnmax (BKJIOYas rpynmbl 0 BO3PAcTy, TUIly 3a00j€BaHMS, MCXOHOM KOHIIEHTPALUH
XC-JITTHIT, wcxomHOW HHTEHCHBHOCTH TEpalli¥ CTaTHHAMH, TNPUMEHEHHIO 33eTHMHOa W
HAIMYMIO CaxapHOro 1uabera) W OUEHHBAICA MO CHIKEHHIO PHCKAa WH(AapKTa MHOKapia,
HHCYJIbTA W KOPOHApHOH pEBACKYJIAPH3allMM; HE OTMEYAIHCh CYIIECTBEHHbIE pPa3/IMuHs B
OTHOmEHHH CcMepTHOCTH 0T CC3 mim obuieit CMEPTHOCTH, OJHAKO HCCIICHOBAHHE HE OBLIO
NPEIHA3HAYCHO /IS BBIABICHHUS TaKOTO Pa3jinymsl.

Businue na xonyenmpayuio XC-JIITHII npu ocmpom xoponaprom cunopome (OKC) 6 ocmpou
paze

EVOPACS 6bu10 8-Hezte/IbHBIM, MHOTOLIEHTPOBBIM, JBOMHBIM CIICITBIM, paHIOMHU3HPOBAHHbBIM,
M1a1[e00-KOHTPOJMPYEMBIM  HCCIIE/IOBAHHEM, IIPOBOJMMBIM B OJIHOM CTpaHe C ydYacTHEM
308 naumentoB ¢ OKC, KOTOPBIM B CTAllHOHAPHBIX YCIOBHSX B TeyeHue 24-72 4acoB ¢ MOMEHTA
Pa3sBUTHs CUMIITOMATHKH Obllla HHUIIMMPOBAHA TEPAITHs IBOJOKYMaOOM.

Eciy nepest ckpuHHHIOM Tepanusi MalMeHToB He BKITIOYAIa CTATHHBI MM BKJIKOYAIa CTATHHBI 3a
HCKIIIOYCHHEM aTopBacTaTHHa B j103e 40 Mr, OHa Mpekpallanach ¥ UM HHUIMHPOBAIH TEPAITHIO
aropsactTaTHHOM B J03e 40 Mr oaMH pa3 B CyTKH. PaHjomu3amusi NpOBOIMIACH CO
CTpaTH(UKALKeH NAMEHTOB 1O CIIETYIOUIMM NapaMeTpaM: LEHTpP MCCIIEIOBAHMS H MONyYeHHe
CTAaOMJIBHOW Tepanuu CTaTHHAMH B TEYCHHE > 4 Hesleslb Nepe/l BKTIOYECHHEM B HCCIIE/J0OBAHHE.
bonbmmucTBo nanmentos (241 [78 %]) He nonydanm cTaGMIBLHYIO TEPANMIO CTATHHAMH B
TEYCHHE > 4 He/lelb Nepe/l CKPHHUHTOM, H GONBIIHHCTBO (235 [76 %]) He mosyyamu Tepammio
CTaTHHaMM Ha MOMEHT Havama uccienosanus. K 4 nenene 281 (97 %) naument nosygan
TEPANHIO CTATHHAMH BLICOKOH MHTEHCHBHOCTH. IIpuMenenue 3Bosiokymaba B 103e 420 Mr oauH
pa3 B Mecsll 00eCneunsIo 3HaYuTeIbHOE CHIDKeHre KonuenTpaun XC-JITTHIT yepes 8 Hemens ¢
MOMEHTa Hayajia MCClIeI0BaHus 10 cpaBHeHHIO ¢ iauebo (p <0,001). Ha 8 nenene cuuxenue
konuenrpauuu XC-JIITHIT otHOCHTENMBHO HCXOAHOTO 3HAaYeHHs B cpeaneM (SD) cocrasisuio

77,1 % (15,8 %) B rpynmne npuema sBosnokymatba u 35,4 % (26,6 %) B rpynne npuema miane6o ¢
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pasuuuei (95 % JIW) cpennux 3HadyeHwil, pacCYMTAHHBIX METOIOM HAMMEHBIINX KBaJ|paToB
(LS) 40,7 % (36,2 %, 45,2 %). UcxoaHsle 3HAYEHHS koHueHTpauun XC-JIITHIT cocrasnsim
3,61 mmonb/n (139,5 Mr/ut) B rpynme npuema 5BojoKymMaba u 3,42 MMOJIB/ (132,2 mr/mn) B
rpynne npuema miaunedo. 3HaueHMs CHMKeHMs KoHueHTpamuu XC-JIITHIT B  sToM
MCCJICZI0BAHHH COTJIACOBBIBAIMCL CO 3HAYCHUAMM M3 NpPEIBUIYIIMX HCCIEAOBaHMH, B pamMKax
KOTOPBIX  3BOJIOKyMab  NpUMEHsUICS B KauyecTBE  JIOMOJNHEHHS K  CTAOMIBHOM
THIIOJIAIIHIEMHYECKOH TEpaIiy, YTO MOATBEPKIACTCS 3HAYCHUIMH KoHueHTpauun XC-JIITHIT,
JOCTHTHYTBHIMM B XOJ€ Tepanuu K 8 Hejene 5Toro mccienoBanusi (oTpaxarommmu dddext
TEpallHK CTAaTHHAMH BBICOKOH MHTCHCHBHOCTH B PaBHOBECHOM COCTOSHHMH B OOEMX Ipymmax
NalMeHTOoB), KoTopble coctaBuau 0,79 mmois/n (30,5 Mr/an) B rpymme npuemMa 3BojoKymaba B
KOMOMHaIWMK ¢ artopBacTaTHHOM M 2,06 Mmonw/n (79,7 Mr/wi) B rpymne npuema ranebo B
KOMOMHALIMK C aTOPBACTATHHOM.

O¢dexTl 3BoNOKYMaba B JaHHON NOMYJSIMH MALMEHTOB COOTBETCTBOBAIM TOMY, 4YTO
HaOOAAIOCH B MPE/IBUTYIMX HCCIIEAOBAHMSX B PAMKAX MPOTPAMMBI KIMHHYECKO#H pa3paboTku

3Bon01<yma6a, 1 He OBbUIO 3aMeYeHO HUKAKUX JIOTIOJTHUTEJIbHBIX PUCKOB 6e30macHOCTH.

DapmakokuHemuka

Abcopbyus u pacnpedenenue

[lociie OIHOKPATHOrO MOAKOKHOTO BBEACHHUS 3B0JIOKyMaba B no3e 140 mMr wimm 420 mr
3/0POBBIM  B3pOC/IBIM JI00pOBOJIBLAM Me/IMaHA MAKCHMAJIBHOH KOHIEHTPAIMH B CHIBOPOTKE
KpOBH jocTHranach 4epes 3-4 qus. OQHOKpaTHOE MOIKOXKHOE BBEJEHME npernaparta Pemara B
nose 140 Mr obecneunBano cpeasee 3Hauenue Cmay (SD) 13,0 (10,4) Mxr/™Mn u cpenHee
3HayeHHe AUCnoen (SD) 96,5 (78,7) cyt x Mkr/ma. OmHOKpaTHOE MOAKOKHOE BBEICHHE
npenapata Penara B no3e 420 Mr oGecneumBano cpeaHee 3HayeHHE Crax (SD) 46,0
(17,2) mxr/mMn u cpennee 3uadenne AUCqoc, (SD) 842 (333) cyr x MKr/mi. TpH MOAKOKHBIX
BBE/ICHHs npenapara Pemata B go3ze 140 Mr ObutM  GHOKBHBAJIEHTHBI O/THOKPAaTHOMY
[IOZIKO’)KHOMY ~ BBEJICHHMIO mpenapara B 03¢ 420 mr. VYcradoBineHo, uto abcosoTHas
OMOZOCTYIHOCTB TOC/IE MOAKOKHOTO BBEACHMS cocTaBhia 72 % oT (apMaKOKHHETHYECKHX
MOJIEJIEH.

Iocne onrokpaTHOrO BHYTPHBEHHOrO BBe/eHUs npenaparta Penara B 03¢ 420 mr cpeanwmii (SD)
00beM pacrpe/iesieHHs B PaBHOBECHOM COCTOSHMH ObLT orieHeH Kak 3,3 (0,5) 1. Takoii pe3yJsbTar
TIO3BOJIACT MPEANIOI0KHTD, YTO IBOJIOKYMAO MMEET OrpaHUYCHHOE Paclpe/IeieHHe B TKAHSIX.
buompancpopmayus

OBosokymMal npejacTapisier co0OM HATMBHBIH MMMYHOIJIOOYJIHH M COCTOMT TOJBKO M3

AMHHOKHCJIOT U YTJIEBO/IOB; BBIBEJICHHE C IIOMOIIBIO MIE€YEHOYHBIX META00IUYECKHUX MEXAHH3MOB
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MaJIOBEPOATHA. O)KH}IaCTCﬂ, 4TO MeTab0JIu3M U BBIBEJCHHE npenapara 6y11yT CJIEIOBATh MY TAM

KJIMpEHCa HMMyHOFJI06yJIHHOB, KOTOPBIE NIPUBOJAT K UX J€rpajalyy 10 HeOOJIBIIMX NENTH/IOB

H OT/IEJIbHBIX AMHHOKHCIIOT.

Buiseoenue

D¢ deKTHBHBIH NePHOJ IOy BbIBEICHHS 9B0JI0KYMaba coctasiser ot 11 1o 17 aueii.

Y TaluHeHToB ¢ NepBUYHON rMIePXOIeCTePHHEMHEH WM CMEIaHHO McunuieMueii Ha GoHe
BBICOKHX /103 CTAaTHHOB CHCTEMHas 3KCIO3HMIMs 9BOJOKyMaba ObLia HECKOJIBLKO HHIKE, YeM Y
NAIMEHTOB, IOJYYalOIUX HH3KHE M CcpeaHHe 103bl cTaTHHOB (cooTHomeHHe AUCpe, 0,74
[90% JIX 0,29; 1,9]). IToBbiuienue kupenca npubmu3uTeabHo Ha 20% YacTHYHO OIOCPEI0BAHO
nosbineHueM KoHueHtpauud PCSK9 mnojx jeiictBueM CTaTMHOB, 4YTO HEe OKa3bIBaeT
OTPHLIATE/ILHOTO BIIMAHMSA Ha (apmakoanHaMuyueckuii 3QdexT 3Boaokymaba B OTHOLICHHH
MUnHI0B. [TomyIsMOHHbIH (apMaKOKMHETHYECKHH aHAIM3 HE BBISBUJI 3HAYAMBIX Pa3IHuMil B
KOHLEHTPAllMH 5BOJIOKYMaba B CBHIBOPOTKE KPOBH Y MALMEHTOB C THIEPXOJECTepPHHEMHUEH
(HeceMeHHOH runepxoiecTepUHEMHEH WM CceMeHHOMN THIIEPXO0JIECTEPHHEMHEH ), TMOTyYarOIUX
COITYy TCTBYIOIILY IO TEPAITHIO CTATHHAMH.

Jluneunocmv/nenuneunocmo hapmarxoxunemuru

[Tocnie oaHOKpaTHOro BHYTPHBEHHOTO BBeJEHHMs npenapata B 103 420 mr cpeanmii (SD)
CHCTEMHBIH KJIMpPEHC oueHMBaics kak 12 (2)miu/u. B KIMHMYECKHX MCCIIEIOBAHMAX C
NOBTOPHBIM ~ TOAKOXHBIM ~BBEJCHHEM IIpenapata B TedyeHue 12 Heaenb HabmOMAIOCh
NPONOPIHOHAIBLHOE YBEIHYCHHE JKCIIO3UIMK IIPH NPUMEHEHHH Tpenapara B n03ax 140 Mr u
Gonee. Ilocne BBeneHus sBosnokymaba B 03¢ 140 mr 1 pa3 B 2 Heaemu (Cmin (SD) 7.21 (6,6))
i 420 Mr 1 pas B mecsant (Cmin (SD) 11,2 (10,8)) Habmonanoch HaKOIIEHHE OCTATOYHOTO
npenapara B ChIBOPOTKE KpOBH B 2-3 pa3a, a paBHOBECHAs OCTATOYHAS KOHIEHTpAlHsi B
CBIBOPOTKE KPOBH JIOCTHIaach yepe3 12 Hejieb jIeyeHus.

B teuenne mnepuona 124 menens He HAGMONATHCH 3aBHCHMBIE OT BPEMEHH H3MEHEHHUs
KOHIIEHTPAILMH B CIBOPOTKE KPOBH.

Hapywenue ¢hynxyuu noyex

Koppekiuus 103b1 y NalMEHTOB ¢ I0YEYHON HEAOCTATOUYHOCTBIO He TpebyeTcs. AHATH3 JaHHBIX
U3 KIMHHYECKMX HCCIIE/IOBAHMI 9BOJIOKYMaba He BBIABHII PA3IHYHii MEXITy (hapMaKOKMHETHKOI
3BOJIOKyMada y NalMEeHTOB ¢ MOYEYHOH HE0CTATOYHOCTBIO JIETKOH M CpeIHEl CTENEeHH THKECTH
¥ (HapMaKOKMHETHKOM Y NALHEHTOB ¢ HOPMATbHOH (yHKIIHEH moYexK.

B kimHu4eckom uccieoBaHMH ¢ ydacTHeM 18 MalMEHTOB ¢ HOPMaIbHOM (YHKIHEH Mmouex
(pacuerHasi ckopocTh Kay6oukoBoit ¢unbTpaunn [pCK®] >90 mu/mun/1,73 M2, n = 6), TspKenoi
noyeyHol HenoctatounocThio (PCK®  15-29 Mu/mun/1,73 M2, n=6) WM TepMHHAIBHON

craauei modye4Hoil Henocrarounoctd (TCITH) ma remommanuse (n=6) B COOTBETCTBHH C
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nokasareneM Crax, HM3MEPEHHBIM IIOCJIE OJHOKPATHOTO MOAKOXKHOTO BBejAeHHS 140 Mr
npenapara, KOHIIEHTpalus CBOOOJAHOro 3BOJIOKyMaba y NAllMEHTOB C TSHKEIOW MOYEUHOM
HEI0CTAaTOYHOCTHIO CHU3MIack Ha 30 %, a y nanuenTtoB ¢ TCITH Ha remoauanuse — Ha 45 %. B
coorBeTcTBUH ¢ mokasareneM AUCpec; KOHLEHTpAlHs Yy MAlHEHTOB C TSKEIOW MOYEYHOU
HE/IOCTATOYHOCTBIO CHU3WIAch NpubimsuTenbHo Ha 24 %, a y namuentoB ¢ TCITH na
reMonain3se — npuou3uTenbHo Ha 45 %. Tounas npuunHa pa3anunii HapMaKOKHHETHYECKUX
nokasaTe/ieifl HEM3BECTHA, M HX Helb3s OOBACHUTH pasIMuMsMH B Macce Tena. I[lpu
MHTEPIPETALMHE PE3YJIbTATOB CJIEYeT YYHThIBATh HEKOTOpPbIe (haKTOpbI, TaKHe Kak HeOoJblnas
BbIOOpKa TAlMEHTOB M 3HAYMTENIbHAS MEXKHH/IMBH/yalibHas BapuabebHOCTH MOKa3aTesei.
[lokasaremu QapmakoguHaMUKH W 0€30MaCHOCTH 9BOJOKyMaba y TNalMEeHTOB C TSAXKEJIOi
noueyHoi HepocraroyHocThio W TCIIH Obuti comocTaBuMBI ¢ TOKa3aTeasMH HALMEHTOB C
HOPMa/IbHOM (YHKIMEH ToYek; Takke He ObUIO BBISBIEHO HHKAKMX KIMHHYECKH 3HAYMMBIX
pasiuuuii B cHHKeHMHM KouueHtpauumu XC-JITTHII. Takum oGpazom, nammeHTam ¢ TsOKEIO#
noveyHo# HepocrarounocThio uiaK TCITH Ha remomann3se Koppekuus 10361 He TpebyeTcs.
[levenounasn nedocmamounocme

Koppekius 103b1 y NalMEHTOB C JIETKO# MEYEHOYHOM HEI0CTaTOuHOCThIO (Knace A mo Yaits-
[1b10) e Tpebyercs. OnHOKpaTHOE MOKOKHOE BBeAeHHe 140 Mr 3B0JI0KyMaba GbLIO H3YYeHO ¢
ydacTHeM 8 MalMeHTOB C JIErKOH MEeYEHOYHON HEeJO0CTATOYHOCTBIO, 8 MAlMEHTOB C YMEPEHHOIH
NEYCHOYHOM HEJ0CTAaTOYHOCTRIO M 8 370poBbIX J100poBosbLEB. OOHAPYKEHO, YTO CTENEHb
OKCIO3UIMHA JBOJIOKYMaba NpH MEYEeHOUHON HEeJ0CTaTOYHOCTH ObLia mpuGIM3MTENLHO Ha 40-
50% HuKe 1O CPaBHEHHMIO CO 3/I0POBBIMH J100poBOsIbIIAMH. TeM He MEHee HCXO/IHAs aKTHBHOCTS
PCSK9, a Taxke crenenb u BpemeHHOH npoduis Helitpamsanun PCSK9 GbutH cXomHbIME y
MAlMEHTOB C JIETKOH W yMEPEHHOM II€YEHOYHOH HEIOCTATOYHOCTBIO M Yy  3I0POBBIX
100poBOJIbIEB. DTO 00ECHEUHBAIO COMOCTABUMBIE CPOKH M CTENEHb abGCOMOTHOTO CHUIKEHHS
koHuenrpanu XC-JIITHIL. UccnenoBanus sBosiokymaba ¢ yyacTHEM NAIlMEHTOB C TSKENIOM
NeYEHOUHOH HexocTatoyHocThio (kKmace C mo Yaitna-Ilblo) He npoBommimkcs (cM. paszen
«OcoOble ykazaHus»).

Macca mena

Macca Tena cinyxuia 3HaYMMOW KOBApHATOW B IMOIMYJIALMOHHOM (DAPMAKOKHHETHYECKOM
aHaJIM3e M BJIMsIIA HA OCTATOYHYIO KOHLIEHTPAIMIO IBOJIOKYMaba, 0/IHAKO He OKa3hiBaJia BIMSHUSA
Ha creneHb cHWKeHus: KoHueHTpauun XC-JIITHIL. ITocne moBTOpHOro moaK0XKHOrO BBEIECHHS
npenapara B 03¢ 140 mr 1 pa3s B 2 Henenn B TeyeHue 12 Hexenb OCTaTO4HAs KOHIEHTpAlMs
Obuta Ha 147 % Beime u Ha 70% HEXKe y NaMeHTOB ¢ Maccoil Tena 69 kr um 93 kr

COOTBETCTBEHHO II0 CPAaBHEHHIO CO CPEIHECTATUCTHYECKUM IMALMEHTOM C Maccou Tela 81 kr.
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[Ipy NOBTOPHBIX MOIKOXKHBIX HHBEKIHIX 3B0JI0KyMaba B /03¢ 420 Mr 1 pa3 B Mecsil( BIHSHHE
Maccel Tejia ObUI0 MEHee BBIPAKEHHBIM.

Ocobvie epynnul nayuenmoe

[Tony isiuuonHbi hapmMakOKHHETHUECKHIT aHA/IM3 [OKA3bIBAET, YTO KOPPEKTHPOBKA H03BI 1O
BO3pAcTy, pacoBO# NPHHAUIEHKHOCTH MM 10Ty He Tpebyercs. PapMakoKMHETHKA 3B0JI0KyMaba
3aBUCHT OT MacChl Telid, OJHAKO 93Ta 3aBHCHMOCTh HE OKa3bIBA€T 3aMETHOIO BIIMSHHUS Ha
camkenue XC-JIITHII. CnenoBarenbHo, KOPPEKTHPOBATE 103y B 3aBUCHMOCTH OT MAcChl TeJia He
Tpedyercs.

®apmakokuHeTHKa Tnpenaparta Penara ouenuBanzack y 103 gereii B Bo3zpacte ot 10 ner
BKJIOYMTENILHO W Miaame 18 JIeT ¢ reTepo3uroTHOH CeMeHHON rumepxosecTepuHEMHEi
(HAUSER-RCT). Tocsie noakoskuoro BBeaenus npenapara Penara B g03e 420 mr 1 pa3 B MecsIl
cpeanee 3HaueHue (SD) ocTaTouHOM KOHLEHTpAlMM B CHIBOPOTKE KPOBH COCTABHIIO
22,4 (14,7) mxr/mn, 64,9 (34,4) mxr/mMn u 25,8 (19,2) mxr/mn yepe3 12 menens, 22 Hejenu u
24 Henenu cooTeTcTBeHHO. PapMakoKMHETHKA mpenapara Penara oneHHBaiach y 12 nereii B
Bospacte oT 10jer BkmounTenbHO M Miamme 18 7eT ¢ TOMO3MIOTHOM —CeMelHOM
runepxonecrepunemueii (HAUSER-OLE). Ilocne nmoxkoxHoro BBesenus npenapara Penara B
nose 420 mr 1 pas B mecsn cpeanee 3uauenue (SD) ocrarounoi KOHLIEHTPAIIMH B CHIBOPOTKE

kpoBu coctaBuno 20,3 (14,6) mxkr/mn  u 17,6 (28,6) mkr/mn  uepe3 12 u 80 memens

COOTBETCTBEHHO.

Ilokazanus k NPHMECHEHHIO

/IHArHOCTHPOBAHHBIE ATEPOCKIEPOTHYECKHE CEPAECUHO-COCY AUCThIE 3260.1eBAHMS

[Ipenapar Penara masmauaetcst B3pOCIBIM C JMArHOCTHPOBAHHBIMH CEPIEYHO-COCY AUCTBIMH

3a007IeBaHUSMH, OOYCIIOBICHHBIMH ~aTEPOCKIEPO30M  (HH(ApPKT MHOKap/Ja, HHCYJbT HIIH

3a00JIeBAHUs APTEPHIi HIKHHX KOHEUHOCTEH) C IENbIO CHUKEHHS PUCKa CEepIEYHO-COCY AMCTHIX

OCJIOJKHEHHH MOCPEACTBOM CHMKeHHs KoHueHTpauuu XC-JITTHII, B gomosHenue K KOPPEKIIHH

ApYrux $aKTopoB pUCKa:

. B xomOuHaimu ¢ MaKCHMalbHO MEPEHOCHMOH 71030if CTATMHA, MM B KOMOMHAIMH C
MaKCHMaJIbHO MEPEHOCHMOHN /1030 CTaTHHA M JIPYToi TMIOJMIHAEMHYECKOH Tepanueii;
WITH

. B MoHoTepanmu wim B KOMOMHALMM C APYroif TMNOJMIHIEMHYECKOH Teparmeii y

NaIMCHTOB € HEINEPECHOCHMOCTBK) CTATUHOB MJIM HMMEIOIIMX I[IPOTHUBOIIOKA3aHUs K HX

IPUMEHEHHIO.
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JlanHple O BIAMSHHH Npenapara Ha konuentpaiuio XC-JIITHII, puck cepaeyno-cocyamcThix

coObITHHA, a Takke MHOPMAUHs 006 HCCIETyeMBIX MOMYISIHMIX NPEJICTABJICHBI B pazjele

«DapMaKoMHAMHUKAY.

[anepxosiecTepuHeMus H CMemMAHHAS THCIHITHAEMHAS

[Ipenapar Penara Ha3havyaercs B3poC/IBIM NalMeHTaM ¢ NEPBHYHOH THIIEPXOJIECTEPUHEMHUEH

(reTepo3uroTHOM ceMeHHO#H H HECEMEHHON) WIIM CO CMEIIAHHOW JMCIMIUAEMHEH, a TaKKe

manMeHTam B Bo3pacte  oT 10ner M crapme ¢ reTeposHroTHOM  ceMelHOi

THIIEPXOJIECTEPUHEMHEN B KAaYECTBE JIONOJHEHHS K JHETE:

. B KOMOMHAMM CO CTATHHOM MJIM B KOMOMHALMM CO CTAaTHHOM H Jpyroi
THTIOJIMIAICMUYECKOH TEpaiedl y NalMeHTOB, He OCTHIAIOMMX LENEBBIX YPOBHEH
XC-JITHIT npn MakcHMaIbHO EPEHOCHMOI ZI03¢ CTATHHA, HIIH

. B MOHOTEpAanHH HIM B KOMOMHALMHM C JPYrod TMIIOIHIIHAEMHYECKOM Tepanuen y

ITAIHECHTOB C HEINECPEHOCUMOCTBIO CTATHHOB, HWJIH HMMEIOIIMX IIPOTHBOIMNOKAa3aHUusl K HX

IIPUMEHEHHIO.
['omo3uroTHas cemeiinasi runepxoJiecrepuHeMus
[Ipenapar Penara Ha3HayaeTcs B3poC/IbIM U J€TSM B Bo3pacte 10 et u crapiie ¢ roMO3HIOTHOIH

CEMEHHOM THIIEPX0JIECTEPHHEMHEN B KOMOMHAIIMH C IPYTO# THIIOIHIHAEMUYECKOH Tepanuen.

IIporuBonokazanus
o [loBbieHHas 4YyBCTBHTENBHOCTL K ACHCTBYIOMIEMY BEIIECTBY HIIH mobomy w3
BCIIOMOraTe/IbHBIX BELIECTB Npenapara, NepeyuclieHHbIX B paseie « CoctaBy;

. Hetckuit Bospact 10 10 jieT npu reTepo3UroTHON ceMelHOlM THIIEPX0JIECTEPHHEMHEH M
TIPH TOMO3UTOTHON CEMEHHON rHNMEepX0IeCTEPUHEMHH, a TAKIKE JETH C JPYTHMH THIIAMH

runepiunuaemMus (3QppekTMBHOCTS 1 6€30NaCHOCTh HE YCTAHOBJICHBI).

C ocTOopoKHOCTBIO
° Tsxenas neyenounas Hemocrarounocts (kmace C 1o Yaiina-ITero0) (cMm. pasnen «Ocobbie

yKasaHHus»);

. BepeMCHHOCTb H NEPHOA TI'PYAHOI'0 BCKapMJIMBaHHUA (CM. pa3zaci ((HpPlMCHCHPlC Inpu

OEepeMEHHOCTH H B IEPHOJL IPYIHOTO BCKAPMIIUBAHHSY).

[Ipavenenne npu GepeMeHHOCTH M B IIEPHOJ IPY/AHOT0 BCKAPMJIMBAHHS

bepemennocme

Jlaunbie 0 npumeHenun mnpenapara Pemara y GepeMeHHBIX JKGHIIMH OTCYTCTBYIOT HIIH

OI'PAHHUYCHBI.
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B wuccrenosanusix Ha JKMBOTHBIX HE ObLIO 3apEruCTPUPOBAHO IMPSIMOI'0 HJIM KOCBEHHOTO

BO3/ICHCTBHS B BUJIE PENIPOAYKTHBHOMH TOKCHYHOCTH.

[Ipenapar Penata MoXeT NPHMEHSTHCS BO BpeMsi GEPEMEHHOCTH, TOJNBKO €C/IH KIMHHYECKOe
COCTOSIHHE KEHIMHBI TPeOyeT JIeueH e IBOJIOKYMabOM.

I'pyonoe eckapmausanue

HewussecTno, nponukaer 1 38010kyMa6 B rpy/aHOE MOJIOKO.

Heb3s neKII04aTh PHCK /UIS HOBOPOJKIEHHBIX/MJIA/ICHIIEB, BCKAPMIIMBAEMBIX Py JbIO.

Pemenne 06 otmene npenapara Penara uiu npekpaiessn rpyaHoro BCKapMJIMBAHHS JIOJDKHO

ITPUHUMATLCS HA OCHOBAHHM OLICHKH I10JIB3bI I'PYAHOTO BCKapMJIMBaAHUS JUIsA pe6em(a H T10JIB3bI

TEPAIHH ISl MATEPH.

Brusinue na gpepmunvnocme

OTcyTCTBYIOT /IaHHBIC O BIMSHHHM 9BOJOKYMaGa Ha (epTHILHOCTD y 4denoseka. MccnenoBanus
Ha JKMBOTHBIX HE BBIABMJIM KaKHX-JHOO >((exToB Ha KOHEUHbIE TOYKH 110 (ePTHILHOCTH TIPH
3HAYCHHAX TUIOLIAMA MO/ KPHBOH KOHUEHTpauus-BpeMs (AUC), 3HAYMTENbHO MPEBBINAIOMIAX

TaKOBBIC Y NALMEHTOB, MOJTYYaAIOHX 3B0OJIOKYMab B 03¢ 420 MI OMH pa3 B MECHII.

Cnocod npumenenns u 103b1

Ilepex mHavanoM Tepamum 9BOJIOKYMAaGOM  CIEAYeT HCKIIOYMTE BTOPHYHBIE [PHYHHBEI

THICPIHIHACMAN WM CMEIIAHHOH JIMCIIMIMAEMUH (HalpuMep, HePOTHYECKHH CHHAPOM,

THIIOTHPEO3).

Pexcum oozuposanun

Ilepsuunas eunepxonecmepunemus u cMeuanas OUCIUNUOEMUS (6 MOM Yuche 2emepo3ucomnas
CeMeunas 2unepxonecmepuremus)

B3pocnvie u 0emu (s 6o3pacme 10 nem u cmapuie)

Pekomenayemas 03a sBosiokymaba cocrasisier 140 mr 1 pas B 2 Henenu wim 420 mr 1 pas B
mecstl. O6e 103bl SBISIOTCS KIMHMYECKH 9KBUBAICHTHBIMH.

l'omo3ucomnas cemeinas eunepxonecmepunemus y 63pocivix u Oemeii 6 6ospacme 10 nem u
cmapue

Havanbnas pexomenmyemas 03a cocrasiser 420 mr 1 pas B mecsil. Yepes 12 Henens Tepanuu
[IpH OTCYTCTBUH KIIMHHYECKH 3HAUYMMOTO OTBETA 4acTOTA J03HPOBAHUS MOXKET OBITH yBEIHYEHA
no 420mr 1pas B 2wuenemu. IlanmeHtam, KOTOpBIM mpoBOmAT adepes, TEPANu0 MOXHO
HauMHATh ¢ 710361 420 Mr | pa3 B 2 He/ie/H B COOTBETCTBHH ¢ rpadukom adepesa.
Huaznocmuposannoe amepocknepomuueckoe cepdeuno-cocyoucmoe 3a60ne6anue y 63pocivix
Pexomenyemas 03a sBosokymaba cocrasiser 140 mr 1 pas B 2 vexenn wim 420 mr 1 pa3 B

Mecsiil. O6e 103bl ABIAIOTCS KIMHUYECKH SKBHBAIEHTHBIMH.
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Ocobbie zpynnovt nayuenmoes
layuenmei ¢ noveynou nedocmamounocmoio

Koppekiuus 103kl y NAalMEHTOB ¢ MOYEUHON HENOCTATOYHOCTHIO He Tpebyercs (cM. paszen

«DapMaKOKHHETHKAY).

layuenmur ¢ nevenoynoit nedocmamounocmoio

Koppekiuus /10361 y NaMEHTOB ¢ NeYeHOUHOM HEJ0CTATOYHOCTBIO JIETKOM CTeIICHH TSIKECTH He
Tpebyercs. PexoMeHAaUnH 110 eYeHHIO TIeYeHOYHON HEI0CTATOYHOCTH CpeiHeH MM TsDKEJION
CTENEHH TSHIKECTH M. B paszienie «Ocobble yKazaHus».

Iayuenmer nodicunozo 6o3pacma (> 63 nem)

Koppekius pexuma 1034poBasus y NalHEHTOB NOKUION0 BO3pacTa He TpedyeTcs.

Jlemu

besonmachocts u sbdexTHBHOCTS npenapata Penmara, npEMeHseMoOro juisi JieyeHHs AeTeil B
Bo3pacte 110 107er ¢ reTeposMroTHON ceMelHON rHmepXolecTepHHEMHEH (reCI'XC) w
FOMO3HMIOTHOH CceMeiHON runepxosiecteputemueii (roCI'’XC), aTakke nereil ¢ JIPYTUMH
THIIAMH THIIEPIMITHAEMHH, HE YCTAHOBIIEHBI.

Cnocob esedenun

JIst MOJIKOJKHOTO BBECHHUS.

OBOJIOKyMal TpeHa3HAYeH JUIS TOJAKOKHBIX MHBEKIHI B 06JaCTh KUBOTA, Oenpa wim meya.
Mecra wunbekumit cnemyer uwepemosath. He cieayer BBOAMTSH npenapar B Y4YacTKH C
YYBCTBHTE/IbHOM, NOBPEXICHHOMN, NMOKPACHEBIIEH WIIM YIJIOTHEHHON KOXKEH. OBoJIOKyMab He
JOJDKCH BBOJIMTBCS BHYTPHBEHHO MJIH BHY TPHMBIILIEYHO.

Jlosa 140 Mr o/mKHa BBOJMTBCS C HCIOJNB30OBAHMEM OJHOMN IPEBAPHTENBHO 3ArONHEHHOM
wnpHu-pyuk. Jlosa 420 Mr mo/mKHa BBOJAMTBCS C MOMOWBIO TPEX MPEIBAPHTENHHO
3aMOHEHHBIX LINPHI-PYYeK, KOTOPBIE HCIIOJIBb3YIOTCS NMOC/IEI0BATEBHO B TeyeHHe 30 MUHYT.
Ilpenapar Penara mnpensasHayeH /Uil CaMOCTOSTEIBHOTO BBEJICHHS NAMEHTAMH [OCHE
COOTBETCTBYIOMIETO 00y4eHHs. IBOIOKYMald TakiKe MOXKET BBOAMTH JPYTroif 4eloBeK, KOTOPbIi
ObL1 00y4eH TeXHHKE BHINOIHEHHS HHbEKIIHH.

Tonbko U1t OTHOKPATHOrO NPHMEHEHHUS.

Hucmpykuyua no npumenenuio

Ilepex BBeseHueM creyer oneHMTH pacTBOp mpenapara. PacTBop He CieiyeT BBOAMTH npH
HQJIMYMH BKIIIOYCHHH, TIOMYTHEHUM WM M3MEHEeHMHM 1BeTa. UToOBI M3bexars muckomdopra B
MECTE BBE/ICHHS, CICIYeT JIOBECTH Ipenapar 0 KOMHATHOH Temmepatypsl (10 25°C) mepen
HHbeKIHeH. CrielyeT BBOAUTD BCE COAEPIKHMOE.

Bech Hencnonb3oBaHHbI JIEKApCTBEHHBIN Mpenapar WM OTXObl CIEIyeT YTHIH3MPOBAaTh B

COOTBETCTBHUH C JIOKAJIbHBIMU Tpe6OBaHH$IMI/l.
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ITo6ounoe neiicTHe

Pesiome npoghuns 6ezonacnocmu

Haubonee wacTeiMM HexenarelbHHIMH — peakUMSMH TIPH  [IPHMEHEHHH npenapara B
PEKOMEH/yeMBIX J103aX sBJSHOTCS Hasodapunrut (7,4 %), MH(EKIMSI BEpXHHUX JIbIXaTeIbHBIX
nyteii (4,6 %), 6omb B criuue (4,4 %), aprpanrus (3,9 %), rpunn (3,2 %) u peakuuu B MecTe
uHbeKUMH (2,2 %). Tlpopunb OGesonmacHOCTH B MOMYNSIMM MNAMEHTOB C TOMO3MIOTHOM
CEMEHHOH THIEPXOIECTEPHHEMHEH COOTBETCTBOBA IPOAEMOHCTPHPOBAHHOMY B MOMYJISALHUH
NAlMCHTOB C MEPBUYHOM I'HIIEPXOJIECTEPUHEMHEN U CMEIIAHHOMN TUCITUITHIEMHUECH.

Tabauunviii nepeyens HexceIamenbHbIX peaKyuil

HexenarenbHble peakiuu, 3aperiCTpUpOBaHHbIE B Ga3oBBIX KOHTPONHPYEMbIX KIHHHYECKHX
HCCIICIOBAHMAX M TOJYYCHHBIC B BHJ/IE€ CIOHTaHHBIX COOOIIEHWH, MpPE/ICTABIEHbl HUXKE B
Tab/IMIe 3 10 CHCTEMHO-OPraHHBIM KJIAccaM M 110 YacTOTe BCTPEYAEMOCTH ¢ HCIOIb30BAHHEM
crenyromei knaccuukamuu: ouenb uacto (> 1/10), wacto (>1/100 mo < 1/10), Hewacto
(= 1/1000 o < 1/100), peaxo (> 1/10 000 g0 < 1/1000) u ouens peako (< 1/10 000).

Tabauna 3. HexxenatebHbie peakuun

CucreMHO-0praHHbIH Hexenareabnbie peakuun | Kareropus gacrorsi

KJjace (coraacio MedDRA)

Undexunonnsie u | ['punn Yacro
napasutapHsie 3aboneanus | Hasodapunrur Yacto
Undexunn BepxHuX | Yacro

JIbIXaTeJIbHBIX ITyTeH

Hapymenuss co  croposs | ['unepuyyBCTBUTENILHOCTD Yacro

UMMYHHOH CHCTEMBI Cobinp Yacto
Kpanupuuna Heuacto

Hapymenuss co croponsi | ['onoBnas 60ib YacTo

HEPBHOM CHCTEMBbI

Hapymenus co cropons! | Tommnora Yacto
XKeJTy J0YHO-KHIIEYHOTO

TpaKTa

Hapymenust co cTopoHbl | AHTHOHEBPOTHYECKHI oTek | Peako

KOXH H IOJKOXHBIX TKaHEeH
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CucremMHO-0prauubiii Hexenareasubie peakuun | Kateropus uacrorsi

Kjace (coriacao MedDRA)

Hapymenuss co croponsi | bosb B cinne Yacto

CKEJIETHO-MBIILICYHOM u | ApTpairus Yacto

COC/IMHUTEIIbHON TKaHH Muasrus Yacto

O6umme  paccrpoiictBa  u | Peakumu B Mecte nHbekuun' | Yacto

HapyLIeHHs! B mecte | I'punmnonono6Hoe cocrosuue | Hewacto

BBCJICHHUA

' Cwm. pasnen «OnucaHKe OT/Ie/IbHBIX HeXKelaTe/bHbIX peaxLuii».

Onucanue omoenvHbix HedceNamenbHbIX peaKyuii

Peaxyuu ¢ mecme unvexyuu

HanGonee yacTeiMu peakuusiMu B MecTe ObLTM KPOBOMOITEKH B MECTe HHBEKIIHH, JpUTEMa,
KPOBOTEYEHHE, OOJIb U OTEK B MECTE HHBEKIHH.

Jlemu

bezonacocts u addexTnBHOCTS npenapara Penara, npuMeHSEMOro Uis JieueHMs aeTell ¢
FE€TEPO3UIOTHOH M TOMO3MIOTHOH CeMEHHON rumepxosiecTepuHeMHUEH, ObUIM yCTAHOBIIEHDL.
Bimsinue npenapara Penara oneHuBanoch B X0J€ KIMHHYECKOTO MCCIENOBAHHS C yYacTHEM
158 nereit B Bospacte ot 10 ieT BKIOYHTEBHO W Myajme 18 JeT ¢ reTepo3HroTHON ceMelHOi
runepxosecrepuHemMueii. HoBbix npo6iiem, cBs3aHHbIX ¢ 6e30MaCHOCTBIO, 0GHAPYKEHO He GbUIO,
a JlaHHble 10 0E30NmacHOCTH, MOJIyYeHHbIE /UIS JeTed, ObLIH COMOCTABHMBI C HM3BECTHBIM
npoduiieM Ge30MacHOCTH JaHHOTO NIpenapara B cyyae B3pOCIbIX MAIMEHTOB ¢ FeTepPO3UTrOTHOI
CEMEHHOH runepxosecrepuHemMueil. B pamkax kimHHYeckux uccienoBanuii npenapar Pemara
nony4nid 26 nauueHToB B Bo3pacte or 10 sier BkmouMTenbHO W Mmuamme 18 et ¢
FOMO3HTOTHOM CEMEHHOM runepxosectepunemueii. Pasmmunii B 6e30nacHoOCTH MeXIy JETHMH H
B3POCJILIMH C TOMO3UTOTHOM CEMEHHOMN runepxosiecTepuHeMuei He HabJII0AaI0Ch.

Ioxcunvie nayuenmot

M3 18 546 nauuenToB, moy4aBIIMX 3BOJIOKYMAa® B paMKax JBONHBIX CIENBIX KIMHHYECKHX
uccnenoBaiui, 7656 (41,3 %) O6bun B Bo3pacte > 65 ner, Toraa kak 1500 (8,1 %) ObuH B
Bospacte > 75 ner. Pasiuuus B oTHomeHuH OGezomacHocTH WM 5()QEKTHBHOCTH MEXKILY
JIAHHBIMH TAIMCHTAMHU M NalHeHTaMu 00J1ee MOJIOZIOro BO3pacTa He BbIsSBJICHBI.
Hmmynozernnocmeo

B kimnmnyeckux uccnenosanusx y 0,3 % nauuentos (48 u3 17 992 nauueHToB), MOy YHBIINX 110
MEHBIICH Mepe OJHY 103y 3BOJIoKyMaba, HabMOAAICS MOJIOKHUTENBHBIN pe3y/bTaT aHaaM3a Ha
CBSI3bIBAIOIIKE aHTHTENA. [lalMenThl, y KOTOPBIX ObLIM BBISBICHBI CBA3BIBAIONIME AHTHTENIA B

CbIBOPOTKE KPOBH, MHPOXOJHMJIM JIONOJHUTEIbHYIO OLEHKY Ha HaJMYHe HEeWTPaIM3yIOMHX
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autuTes. Hu y 0fHOrO M3 maunueHToB HEHTpaiM3ylolme aHTHTENA oOHapyXeHbl He OBbLIH.
Hanuune cBs3biBarommmx 3B010KyMab aHTHTE HE BIMSAIO Ha dapmaxoxkuneTHyeckunii npodum,

KIIMHUYECKHH OTBET WK 6e301acHOCTh 3B0JI0KyMaba.

B Xoze wimHMYeCKHX HCClIe[OBaHMI C yyacTHEM JeTeid, MOJIyYaBiIuX npenapar Penara, He

oOHapyskeHa BbIpabOTKa aHTHTEIl K IBOIOKYMaly.

Ilepeno3upoBka

B HccrienoBannsX Ha KMBOTHBIX HE OTMEYAloCh HEKeNaTeNbHBIX PPEKTOB IpH ypOBHE
dKeno3uuuH, B 300 pas npeBbIIAIOMEM YPOBEHb KCIIO3UIMH Y NAIMEHTOB, KOTOPBIE TOMyYailn
9B0JIOKYMab B f03e 420 mr 1 pa3 B mecs.

Crenuduyeckoe JeueHHe IPH  NEPEIO3UPOBKE  IBOIOKYMAGOM OTCyTCTBYeT. B ciyuae

IICPCIO3HPOBKH TALUEHTY CJIEeayeT [IPOBOJAUTL CHMIITOMATHYECKOE JieYeHHe U obecredymBaTh

MOICPIKHBAIOILY IO TEPAITHIO 110 MEpe HEOOXOIMMOCTH.

BsaumozeiicTBre ¢ APyruMH JIeKapCTBEHHBIMHE CPEACTBAMH

MccneioBanus 1o oneHKe JIeKapCTBEHHOTO B3aMMO/IEHCTBHS He IPOBOIMIIACE.

B wimHuMueckmx MccrenoBaHusX ObL1a  TpoOBEJEHA  OLEHKA (hapMaKOKHHETHYECKOIO
B3aUMO/ICHCTBHA CTATHHOB C 9BOJIOKYMaboM. VY MAlMEHTOB, NPUHUMABIIMX Tpenapar
O/THOBPEMEHHO CO CTaTWHaMH, Habmozpanoch npubmusuTenbHo 20 % yBelHYeHHE KIMpeHca
9BONIOKYMaba. Takoe moOBBIIEHHE KIMPEHCA 4YacTMYHO —OMNOCPENOBAHO  MOBBILIEHHEM
koHuenTpauu PCSK9 noa neiicTBueM CTaTHHOB, Y4TO HE OKa3bIBAET OTPHIATEIBHOTO BIIHSAHMUS
Ha (apmakoguMHaMudecKuit dQQeKT 3BoI0oKyMaba B OTHONICHHH JIMITHIOB. Koppekuus 10351
CTaTHHOB IIPH IPUMEHEHHH B KOMOMHAIIMH C 3BOJIOKyMaboM He Tpebyercs.

Hccenenosanus no onenke (hapMakOKHHETHYECKOTO U (hapMaKOTHHAMHYECKOTO B3aHMOICHCTBHS
9BOJIOKyMaba M JpyruX JIMIH/ICHHKAIOMIMX JICKAPCTBEHHBIX IPENapaToB, KPOME CTATHHOB W

33eTUMHOA, HE IPOBOIMIIHCE.
Dapmayeemuyueckan HecoeMecmumocms
[Tockonbky HccnenoBanMi COBMECTHMOCTH HE NPOBOAMIOCH, JIEKAPCTBEHHBIH Npenapar He

CIICAYET MPUHUMAThL OJTHOBPEMEHHO C IPYTUMHU JICKapCTBEHHBIMH IIperiapaTaMmH.

Ocobbie ykazanus
IIpocnesicusaemocme
B nensix yiydimenus mpocsiexmnBaeMOCTH GHOIOIMYECKHX JIEKAPCTBEHHBIX MPENapaToB ClIEIyeT

TOYHO NOKYMEHTHPOBATh HAUMCHOBAHHUE H HOMEDP CEPUH NIPpUMEHAEMOTI'O ITpernapara.

21




Ileuenounas nedoocmamounocme

Y NalMEeHTOB ¢ NEYEHOUHOI HeI0CTATOYHOCTBIO YMEPEHHON CTEINEHbIO THKECTH HABIIOIAN0Ch
CHH)XEHHE OOIIeH O5KCMO3MIMH 9BOJIOKYMaba, uYTO MOXKET yMEHBIIHTH 3 PEeKTHBHOCTH
npenapata B OTHOmMEHWH cHWKeHus XC-JIITHII. Takum o6pazom, y 5THX mnanueHToB
HEOOXO/IMM THIATEIbHBIH MOHHTOPHHT.,

HccrenoBanus ¢ yyacTHeM NALMEHTOB ¢ NEYEHOYHOH HEAOCTATOYHOCTBIO TSKEIOH CTENeHH
TkecTd (kmace C nmo Yaitna-Ilelo) He mposoamiuch (cM. paszen «DapMaKOKHHETHKAY ).

OBOJIOKyMal cClielyeT ¢ OCTOPOKHOCTHIO HA3HAYaTh NALMEHTAM € THKENOH MEeYeHOYHOMN

HEZ0CTATOYHOCTBIO.

Cyxotl namypanvruil kayuyx

Konma4ok Ikl npeaBapuTeIbHO 3aMoIHEHHOMN IINPHIL-PYYKH COJAEPIKHT CYXOH HaTypasbHBIMI
Kay4yk (IIPOM3BO/IHOE JIaTeKCa), KOTOPbIH MOYXKET BbI3bIBATH TSUKEJIbIE A/LIEPIHUECKHE PEAKIAH.
Cooepoicanue nampus

JlaHHBIH JIeKapCcTBEHHBIH Npenapar CoAepXKUT MeHee | MMOb Hatpust (23 Mr) B OHOM [03€ H
I03TOMY MOXKET CUHTATHCA KAk NPAKTHYECKH HE COZepIKAILMil HATPHIA.

Binsinne Ha cnioco6HOCTH yNPAaBASTL TPAHCHOPTHBLIMH CPEACTBAMH, MEXAHH3MAMH
[Ipenapar Penata He oka3sbiBaeT BIiMsHHSA 1IMO0 OKa3bIBAET HE3HAYMTENHHOE BIMSHHE HA

CrocoOHOCTh YHOpaBiIATh TPAHCIIOPTHBIM CPEJICTBOM H pa60"1y C MCXaHMU3MaMH.

®opma BbINyCcKa

PacTBOp Juisi mokokHOro BeeaeHus, 140 mr/mr.

[Ipensaputensno 3amonnennas wmpun-pyuka (I13I1P) cocrout wu3 IIpe/IBApPUTEIIHHO
3anoaHeHHoro mmpuua (I131) BMecTuMocTbio 1 M U3 cTekia I ruspomuTHYecKOro Kiacca co
BCTPOGHHOHN HIVION M3 HEPKABEIOMIEH CTaiH, 31aCTOMEPHBIM KOJINAYKOM M GpOMOYTHIOBBIM
5JIaCTOMEPHBIM ILTYHXXEPOM, JIAMHHHPOBaHHBIM (ropriosmMepoM. KoJmadok Uribl H3roToBieH
M3 CYyXOr0 HaTypaJbHOIo KayJyka.

Onny nim zse IT311P BMecTe ¢ HHCTPYKIKEH 10 IPUMEHEHHIO TOMEIAIOT B NAYKY KapTOHHYIO,
CHAOXKEHHYIO KAPTOHHBIM (PUKCATOPOM.

Onxy 1po3pauHyio 3alMTHYIO 3THKETKY /UIS KOHTPOIS MEPBOIO BCKPBHITHS HAKJIEHBAIOT Ha
MayKy.

B cayuae smopuunou ynaxosxku na OOO «/lobponex», Poccus

Omuy II3IIP BmecTe ¢ MHCTpyKuMeH 10 NPUMEHEHHMIO NOMEIIAIOT B NayKy KapTOHHYIO,
CHaOKEHHYIO KapTOHHBIM (hPUKCATOPOM.

OnHy npo3pauHylo 3allMTHYIO 3THKETKY /Uil KOHTPOJIS NMEPBOTO BCKPBHITHS HAKJICHBAIOT HA

MayKy.
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YcaoBusi xpanenus

Xpauuthb npu Temneparype 2—-8°C B OPUrHHANBHON YIIAKOBKE JUIS 3AIIMTHI OT JCHCTBHS CBETA.
He 3amopaxxuBars.

[locne u3BiieveHns W3 XONOJMIBHHKA JOMYCKAeTCs XpaHEHHE Ipenapara B OPHTUHAJILHOM
ynakoBke npu temneparype a0 25°C ne 6osee 1 mecsiua.

He BcTpsixuBars.

XpaHHTb B HEZIOCTYIIHOM /ISl JieTei MecTe!

Cpoxk roanocru

3 roja.

He ITPUMEHSATDH 110 HCTCYECHHUH CPOKA T'OTHOCTH, y1(a3aHHOﬁ Ha KapTOHHOﬁ Iavyke.

YcaoBus oTnycka

O"mycxalor o peuenry.

IIpousBoauTenn
IIpouseooumenv 20mo6oii 1exapcmeenHou opmul / hacosuux (nepeuynas ynakoexa)

Amoken Moubiodokaypunr Jlnmuten, Poya 31, Km 24.6, Jlkaukoc, Ilyapro-Puxo, 00777,
CLIA

HJIH

Ampket Texnonomwxu (Aiipmann) Aumamuresn Komnanu, [Torrepu Poyx, Jlan Jlsiipu, 'paderso
Jy6mun, Upnanaus.

Vnaxoewux (6mopuunas (nompebumenvckas) ynaxoexa)

Awmpken Espona B.B., Munepsym 7061, 4817 ZK bpena, Hunepnaup win

OOuecTBO ¢ orpaHHyYeHHON OTBETCTBEHHOCTBIO «J[oGponek» (OO0 «Jlo6ponek»), Poccus,
115446, r. Mocksa, Konomenckwuii npoess, 13A.

Buinyckarowuti konmpoawe kauecmesa

Ammpken Texnonomku (Aipaoun) Aummmure Komnanu, [lorrepu Poyn, [lan Jlsiipu, ['paderso
Jy6nun, Upnanaus wim

Amxed Eppona B.B., Munepsym 7061, 4817 ZK bpena, Hunepnanb wiu

OOmecTBo ¢ orpaHHyYeHHON OTBeTCTBeHHOCTBIO «JloGposnek» (OO0 «Jlobponek»), Poccus,

115446, r. Mocksa, Konomenckuit nmpoesn, 13A.




ﬂepmaTeﬂb PErHCTPAIHOHHOIO YI0CTOBEPEHH

Amjuken Espomna B.B.
Musnepsym 7061
4817 ZK bpena

Hunepnans

Opranusauns, NpHHEAMAIOIMAS NPETEH3HN OT NoTpedHTe el

000 «AMmmKen»,

123112, Mocksa, IIpecuenckas HabepexHas. /1. 8, crpoenue 1; rax 7
Tenedon: +7 495 745 04 78

®axc: +7 499 995 19 65

Crapuimii cnelManueT oTAeNna peryasTopHbIX

OTHOLLIEHHH

Maprtupocosa M.B.




UHCTPYKIMS 110 IPUMEHEHHIO:

[lpenapar Pemata npenBaputensHo 3amonHeHHas —umpuu-pyuka  (I13LLIP) OJIHOKPaTHOrO
ucnonb3oBanus SureClick
Onucanne
Ilepen ncnosb3oBannem Iocae ncnonb3oBanus
Cepas kHOmMKa e
«Crapt»
1/00 7100 Cpok rogHocTH
0000000 0000000
Cpok rogHocTH
XKentoe okHO
3aBeplIeHHe
OxHo {Saney
HHBEKLIMH)
[Ipenapar
Kenroe
OpanxeBblii XKentoe 3ammTHOE
3alllMTHOE .
KOJINIAYOK YCTPOHCTBO
CTPOHCTBO
yerp (BHYTpPH urna)
BHYTPH MIJIa &
( ) OpanxeBblit

KOJINMAa4yOK CHAT

Baxno: Mrna HaxoauTcsi BHYTPH JKeJITOrO 3aIHTHOIO YCTPOHCTBA.
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BAXKHO

Ilepen npuvenennem II3IIP Penata BHEMATEILHO NPOYHTANTE CAEAYIOMYI0 BAXKHYIO

HHopmManuio:
° He 3amopaxusaiite I1311IP Penata u He ucnonb3yiite npenapar, NO/IBEPraBLUMICSA 3aMOPO3Ke.
® He canmaiite opamxkesbiii konmayok ¢ [T31LIP Penara, noka Bbl He MOArOTOBMINCH K MHBEKLIMH.

® He ncnoas3yiite I1311IP Penara, ecin Boi ypouuau ee Ha TBepayio MOBEPXHOCTb.

Yactu [T3LIP Penara MoryT 6bITh MOBpekIEHSI, Aaske ecu Bbi He BuguTe MOBPEXKACHHUH.

Sran 1: [loaroroBka

A Beiabte oany II3IIP Penara u3 ynakoBka.

1. OcropoxHo BeiHbTe 0HYy [T311IP 13 ynakosku.
2. Tlonosxure ynakoBky ¢ Heucronb3oBaHHbiMU [T311IP 06paTHO B XOJIOAMILHHK.

3. Tlopoxmute mo kpaiiteit mepe 30 MunyT, noka I1311IP He JOCTHrHET KOMHATHOM TEeMMepaTyphbl

Juis 6e30macHoro IMPOBEACHUSA UHBECKIIUH.

® He nertaiitecs corpers [T31LP, ucnonb3ys mobble MCTOUHUKM TEIUIa, TAKHE KAk rops4as Bojaa

WJIH MMKPOBOJTHOBAs MeYb.
° He ocrasasiite [T311IP Ha npsmMoM cosiHe4YHOM cBeTe.
® He Berpsixusaiire [1311IP.

o He caumaiite opamkeBbiii konnayok ¢ [13LLP npexaespemenHo.

26




B Ocmotpure II3LIP Penara.

JKenToe 3aMTHOE YCTPOHCTBO

(BHYTpH WrJia)

OpaHkeBblii KOJINa4Yok Ha MecTe OxkHo [Ipenapar

Y6enurecs, 4To npenapar, BHAHMBIH B OKHE, IPO3PavHbiii, 0T GECHBETHOrO 10 &KeJITOBATOr0 BETA.

IIposepbTe 1aTy OKOHYAHHS CPOKA FOAHOCTH.

] He ncnoassyiite [1311IP, ecniu npenapar MyTHbIH WIM LBET €ro W3MEHEH, WM OH COJIEPIKHUT

KPYITHbIE KOMOYKH, XJIONbS WK YaCTHLIbI.

® He ucnoassyiite IT311IP, ecin mobas u3 wacTeii ycTpoicTBa BBIMIAAMT NOBPEXACHHON WIH
pa3buToi.

® He ncnoas3yiire [1311IP, eciu Bol yporniu ycrpoicTso.

@ He ncnoas3syiite I1311IP, eciim opamkeBbiii KOJINAavoK OTCYTCTBYET WM HEIUIOTHO 3aKpBIT.

° He ucnoan3syiite [1311IP nocne natsl OkOHYaHMs CPOKa rOAHOCTH.

Bo Bcex nepevmcIeHHbIX ClTyHasX HCMOJb3YHTe HOBYIO NPEABAPHTENBHO 3aN0MHEHHYIO PYUKY.

C IToaroroBbTe Bee HEOOXOAMMOE A/ HHBEKIHH.

TwarensHO BBIMOHTE PyKH C MBUIOM.

[lomecTHTE Ha YHCTYIO, XOPOLLO OCBEIIEHHYIO MOBEPXHOCT:
° Hosgyzo IT3LIIP.

° Cnuprosbie canderku.

e BaTHblii TaMnoH WK MaplieByio canderky.

® [InacTeips.

. KonTeHHep is yTHWIN3ALUMK KOJIOLIHMX MPEIMETOB.




D  |HoaroroBnTe H NpoaesHHGHUUHPYIiTE MECTO HHbEKIHH.

[Tnevo

x Kusor

Benpo

I\

/|
IIpenapat MoXHO BBOAHTH TOJILKO B C/IEAYIONHE YACTH TeJia:
@ Benpo.
° JKHMBOT, 32 HCKIIOYEHHEM NATUCAHTHMETPOBO# (1BYX110MMOBOIH) 061aCTH BOKPYT MynKa.
° BHeIHIOW CTOpOHY Muieya (TOJIBKO eClIH HHBEKLMIO [€/1aeT KTO-TO JAPYTOi).
[Iponesunduumpyiite MECTO HHBLEKLIMK C NOMOLIBIO CNIUPTOBOM canderky. Jlaiite Koxke BHICOXHYTb.
® He Tporaiite MecTo HHbEKLIMH.

L] Kaxapiii pa3 BBOAMTE HMHBLEKLMIO B pa3Hbi€ YYacTKH. Ecnu Bbl BBOOWTE MHBEKLHMIO B TOT XKE

y4acTok, ybenurecs, uto Bbl BBOMTE Npenapar B APyryio TOUKY.

L] He BBOaHTE npenapar B yY4YaCTKH KOXHM C YIUIOTHEHHEM, IE€MaTOMOM, BOCHAJICHHEM WJIH

nokpacHenreM. M3beraiite uHbekiLMit B pyOLbI HIIH PACTSIKKH.
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Iran 2: Beeaenne

A | CHuMmuTe OpamKeBbIH KONMAYOK HEMOCPEACTBEHHO mepen WHbekuueil. He ocrasasiite LITPHLL-

PYYKY CO CHATHIM OpPaHXEBbIM KOJINMAYKOM J10JIbllIE€, YEM Ha SMHH)'T. 2T0 MOXKeT INMPHUBECTH K

BBICBIXaHHIO Mpenapara.

OpamxeBblit KOJINMavyoK

Hanvume kamiu pacTBopa Ha KOHYMKE MIVIbI WM JKEITOTO 3alMTHONO YCTPOHCTBA SIBISETCS

HOpMAaJIbHBIM.

° He ciienyer ckpyuuBaTh, OTBHHYMBATH WK CrHOATh OpPaHXKEBBIM KOIMAYOK.
° He caenyer nosropHo 3akpeiBath [131LIP opamkeBbiM Komaykom.
° He caexyer BCTaBAATh Nasiblibl BHYTPb JKEJITOrO 3aLMTHONO YCTPOMCTBA.

Baxno: He cammaiite oparkesbiii konnauok ¢ [T311IP, noka Bbl He NPUroTOBHIMCH K MHBEKLIMH.

Eciiu Bel He MOXeTe BBITIOJIHUTH HHBCKIHIO, CBAXKUTECH CO CBOUM JICHAlllHM BPavuoM.
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B Cosnaiite TBepayi0 moBepXHOCTH B BHIGPAHHOM MecTe 4S8 HHbeKHmHE (6eIpo, HKHBOT HJIH
BHEHIHSAS CTOPOHA 1JIeYa), PACTSHYB HJIH CXKaB ero.

Meron pacrsikenus

4 )
-« ..

[TonHOCTBIO PacTAHUTE KOXY IajibLiaMH, [JABUras GONBIIUM M OCTAJIbHBIMM najibiaMM pyKH B

MPOTHBOINOJIOXKHBIE CTOPOHBI M CO3/1aBast 00,1aCTh LIMPHUHON NMPUMEPHO B 5 cM (2 mioima).
i

Meron c:kaTHs

CHIBHO COXMHTE KOXY MEXay OONBLIMM ¥ OCTaIbHBIMH NnajbuaMHy, co3faBas TBEPAYHKO IOBEPXHOCTH

LIMPHHOW NPUMEpPHO B 5 cM (2 mroiiMa).

Baxxno: BaxHO COXpaHATH KOXY paCTﬂH)’TOﬁ WIM CKATOM BO BpE€MS UHBCKLIHH.
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Jran 3: Belno/iHeHHe HHBEKIHA

A |Vaepxkusaiite KOXKy pacTAHYTOH WK ckaToi. CHIB OpaHKeBbI KONMAuOK, NPHJIOKHATE K KOXE

JKEJITOE 3aLMTHOE yCTPOHCTBO noa yriiom 90 rpaaycos. BHyTpH XenToro 3amTHOro ycTpoiicrsa
HAXOIHTCH HIJa.

IToka e naxkumaiite Ha cepyio kHonky «CTapTy.

XKenTeiit KoHeL

(BHYTpHM HrJIa)

B [1noto BaasmTe [T311IP B KOXY 10 yrnopa.

Baxuo: neo6xoaumo 10 ynopa Baasuth [I3IIP B koXy, HO He HANKHMATB CEpyio

KHOIKY ((CTapT)), noka Bel He rOTOBBI K HWHBEKIIHH.
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C  |Korzna Bbl roTOBbI kK MHBEKLIMH, HAKMHTE cepyto kHOnKy «Ctapt». Bbl ycibiiuure mes4ok.

HIC THOK

D |lIponomkaiite saasiamparn I[I3LIP B koxy. 3arem nogHumuTe GOMBIWION mael, Npo0JDKAs

nprwiumars [I3LIP k koxke. MHbekuus MoxeT 3aHATh 0KOJIO 15 ceKyH.

@ 15 cexynn

HIC/THOK

[Tocne okoHuaHHs UHBEKILIMH LIBET

OKHa U3MEHUTCS C MPO3pavyHoOro Ha

KenTbiH.  Moxker  npo3Byuath

BTOPOM LIETHOK.

INPUMEYAHME: TIlocne Ttoro kak Bei yapamure II311IP, wurna aBromMaTHueckw

3aKpoETCA.
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Iran 4: 3aBepmenne

A BeiGpocsTe nenoabsosannsie II3IIP 1 opanskeBbiii Komavok.

/

BeiGpockte ucnonbsosaunbie T131UP 1 opamkeBbiii kKOANA4oK B KOHTeHHep s YTHIH3aLHMH OCTPBIX

NpPeIMETOB.

YTounuTe y cBOero Bpaua kak yrunusuposats [1311IP. MoryT neficTBoBaTh crieLManbHbie TpeboBanus no

YTHITH3ALIHH.

Xpanure [I3LUP 1 koHTeiiHep /IS yTHIM3ALMKM OCTPBIX NPEAMETOB B HENOCTYIHOM UIs JeTeli MecTe,

BHE MX 110151 3pEHHUS.
® He neiTaiitecs nosropHo ucnonszosars [T311IP.

® He nbrraiitecs noBTopHO 3akpbiBath konmaukom IT3ILP wiu BCTAaBASTH Nasbibl BHYTPb

JKEJITOrO 3alMTHOIO yCTpOﬁCTBa.

° He Boibpaceisaiite [T311P unm koHTelHep /IS yTHIM3ALMH OCTPbIX MPEMETOB B GBITOBOH

MyCOp.

B OcMOTpHTE MECTO HHBEKIHH.

[Ipu nosiBieHMH KPOBH, NPHKMHTE BATHBIH TAMIIOH WIH MaplieBylo caierky K mecTy uHbekimu. He

pacTupaiiTe MecTo HHbekLMH. [Tpu HeoOxoaMMOCTH 3aKiieiiTe MIacThIpeM.
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