COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04 2024 N2 7670

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPEITAPATA V0%

1. HAUMEHOBAHMUE JJEKAPCTBEHHOTI O ITPEITIAPATA

Kcapenro, 15 Mr, Ta0JIeTKH, MOKPHITHIC TIICHOYHONH 000JIOYKOH.

Kcapento, 20 mr, TabeTKH, MOKPHITHIEC INICHOYHONW 000I0YKOM.

2. KAYECTBEHHBIW U KOJIUYECTBEHHBI COCTAB
JleficTBy1OIIIEE BEIIECTBO: pUBAPOKCAOaH.

Kcapento, 15 Mr, TabJIeTKH, HOKPHITHIE IJICHOYHOM 000J104YKOI

Kaxxnas tabnerka comepxut 15,00 Mr puBapokcabaHa MUKPOHHU3HPOBAHHOTO.
BcnomoratenbHble BelllecTBa, HaTU4YKME KOTOPBIX HA/I0 YUYUTHIBATH B COCTAaBE JIEKAPCTBEHHOT'O

npernapara: JakTo3bl MOHOTHIPAT, KPOCKapMesio3a HaTpusl, HaTpHs Jaypuicyinbdar (cM. pas3zien

4.4.).

Kcapenro, 20 Mr, TabJIETKH, HOKPHITHIE ILIECHOYHONH 000J0YKON

Kaxxnas tabnerka conepxut 20,00 Mr puBapokcabaHa MEKPOHHU3UPOBAHHOTO.
BcmoMorarenbHbIE BEIeCTBa, HATMYHE KOTOPHIX HA/IO YYHTHIBATH B COCTABE JICKAPCTBCHHOTO

Ipernapara: JakTo3bl MOHOTUPAT, KPOCKapMeIlIo3a HaTpusl, HaTpus Jlaypuiicybgdar (cM. pa3aen

4.4.).

ITomupIit MEPCUCHb BCIIOMOI'aTCIIbHLIX BCIICCTB IIPUBCACH B pa3JiciIC 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Kcapenro, 15 mr, TabJIeTKH, HOKPBITHIE ITIEHOYHONW 000JI0YKOH

Ta0neTku, NOKPBIThIE MIICHOYHOI 000I0YKOM.

Kpyrible ABOSKOBBITYKJIbIE TaOJETKH PpPO30BO-KOPUYHEBOIO I[BETA, MOKPBITHIE ILIEHOYHOU
000JI04KOI1; METO/IOM BbIJIaBJIMBAaHUSI HAHECEHA IPABUPOBKA: HA OJIHOM CTOPOHE - TPEYTOJIbHUK C
0003HaYeHHEeM JO3UPOBKU «15», Ha ipyroii - GupMeHHbII OallepOBCKH KpecT.

Kcapento, 20 mr, Ta6J'ICTKI/I, IMOKPBITHIC TIJIEHOYHOM 000JI0YKOMU

TabneTku, MOKPBITHIE TNICHOYHOIH 000I0UKOM.
Kpyrible ABOSKOBBITYK/IbIE TaOJETKH KPAaCHO-KOPUYHEBOTO IIBETA, IMOKPHITHIE MJICHOYHON
000J104KOI1; METO/I0M BbIJIaBIMBAaHUSI HAHECEHA IPABUPOBKA: HA OJIHOM CTOPOHE - TPEYTOJIbHUK C

00o03HaueHHeM J03UPOBKU «20», Ha IpYyroi - GupMeHHBINH OallepOBCKUI KPeCT.
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4. KJIWHUYECKUE JAHHBIE (NOCNEOCBATENEHOCTE 0009)

4.1. Iloka3zaHusi K NIPUMEHEHHIO

[Tpenapat KcapenTto nmoka3aHn K NpUMEHEHHIO KaK y A€Tei U MOIPOCTKOB B Bo3pacTe 10 18 net ¢
Maccoit Tena ot 30 Kr, Tak U 'y B3pOCIIbIX.
B3pocibie
® podUIAKTUKA UHCYJIbTA U CUCTEMHOW TPoMOO3IMOOINK y MAIMEHTOB ¢ GpuOpHIuIALuei
npecepaAnii HeKJIAMaHHOTO MPOUCXOXKICHHUS;
e JeueHue TpomoOo3a rmybokux BeH (TT'B) u TpomOoaMO0amu nerounoit aprepuu (TDJIA) u
npodmiaktuka peruansoB TI'B u TOJIA.

Jletn u moapoctku 00 18 mer ¢ maccoii tena ot 30 kr

e JieueHHE BEHO3HOM TpomOoaMboanu (BTI) u npodunakruka perunuo BT nocine He

MeHee 5 IHeW HayalbHOM NapeHTepaIbHON aHTUKOATYJITHTHOM Teparui.

4.2. Pe:kuM 103UPOBaHNS M CIOCO0 MPUMeEHEHUsI

PexxuM J103upoBaHus

IIpogunaxmuka uncynoma u cucmemHou mpomooIMO0IUU Y 83POCIbIX

PexomennoBanHas pgo3a cocraBiusier 20 Mr oauMH pa3 B JI€Hb, YTO TaKXKe SBISIETCS
PEKOMEHI0BAHHON MAaKCUMaJIbHOM CYTOYHON JO30M.

Tepanus npenaparom KcapenTo gomkHa paccMaTpuBaThes Kak JOITOBPEMEHHOE JIEUCHUE NPH
YCIOBHH, YTO MO0JIb3a OT NPOGHIAKTUKU WHCYJIbTa U CUCTEMHON TPOMOO3MOOIMH MpEBBIIIAET
pUCK KpoBoTeueHus (cM. pasnen 4.4.).

eticmeus npu nponycke npuema npenapama

Ecimu MMpueM J03bl MPOMYIICH, MAaOUCHT AOJDKCH HCEMCIJICHHO IPUHATH Ta6J'ICTKy Inpemapara
KCE[pCJ'ITO n Ha cnez(yloumﬁ ACHb IMPOAOJIKATh IIPUCM IIp€liaparta OJAWH pPa3 B ACHb KakK
PCKOMCEHIOBAHO. B aToT Xke ACHb HEC CJICAYCT INPUHUMATDH I[BOI\/’IHYIO A03Yy I KOMIICHCAllun

IIPOITYLIEHHOM J103BI.

Jleuenue TI'B u TOJIA u npogunraxmuka peyuousos TI'B u TOJIA y 63pocivix
PexoMeHnoBanHas HadalibHas 103a npw JieueHn ocTpbix TI'B nnu TOJIA coctaBiser 15 mr nsa
pa3a B IcHb B TEUEHHUE NEPBBIX 3 HEAEIb C MOCIEAYIOUM IEPEX0J0oM Ha 03y 20 Mr oiuH pa3 B
JIeHb JUIs AajbHENIIero jgeyeHns u npoduiaktuku peuuausos TI'B u TOJIA.
KopoTkass mpoAomKuTenbHOCTh Kypca JedeHus (Kak MUHUMYM 3 Mecsla) JI0JDKHA OBITh
paccmoTpena Juist nauueHToB ¢ TI'B win TOJIA, cipoBOLMPOBAaHHBIX CEPHE3HBIMU 0OPAaTUMBIMU

(I)aKTOpaMI/I pucCkKa (T.C. HEOAaBHEC CCPHE3HOC XUPYPIUICCKOC BMCUIATCIILCTBO UJIHU TpaBMa). bonee
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JUTUTEIIBHBIA TIEPHO/T JICYCHUS TOJDKEH OBITh paCCMOTDG{-FIISI:;I:'FI%E%OE%%%J‘RPT:E.H%, He

CBSI3aHHBIMU C CEPhE3HBIMU 00paTUMBIMU (PaKTOPaMU PUCKa, C HecTipoBonrpoBaHHbIMU T1'B min
TOJIA, nimm ¢ TI'B unu TOJIA B anamuese.

Korna nokazana npojierHas npoduinaktuka penuauBoB TI'B waum TOJIA (mocne 3aBeprieHust
KaK MUHUMYM 6 MecsneB jgederuss TI'B wnu TOJIA), pekoMenmoBanHas qo3a coctasisieT 10 mr
OJlMH pa3 B JieHb. [lanmentam ¢ BeicokuM puckoM peuuauBupyromero TI'B nmun TOJIA, Takum
KaK MAalUEHThl C TOKEIBIMU COMYTCTBYIONIMME 3a00JICBaHUSMU WJIA Y KOTOPBIX Pa3BHIICS
permauBupytonuii TI'B wmm TOJIA npu npoanenHor npodunaktuke npernapatom Kcapento B
no3upoBke 10 Mr oMH pa3 B IeHb, HEOOXOIMMO PACCMOTPETh Ha3HaueHue npemnapara Kcapento
B 71031poBKe 20 MI OMH pa3 B JACHb.

[TponOMmKUTETLHOCTD JICUCHUS W BBIOOP 103l JTOJDKHBI OMPEICISATHCS HHIUBUIYAITBHO IOCIIEC

TIHaTeHLHOﬁ OLCHKH ITOJIB3bI JICUCHHA IIPOTHUB PHCKAa BOSHUKHOBCHHA KPOBOTCUCHU A (CM. pasaci

4.4.).

[Iepnon Bpemenu Cxema npuema CymmapHas

CyTOYHas J103a

Jleuenue n Henn 1- 21 15 mr nBa paza B 1eup | 30 mMr

npoQuIaKTHKa C 22 nusa 20 mr ouH pa3 B JeHb | 20 mr

peunanBoB TI'B u

TOJIA

[Ipodunaktrka [Tocne 3aBepuieHus Kak 10 Mr oauH pa3 B aeHb | 10 mr
peunanBoB TI'B u MUHHMYM 6 MECSIIEB UIIN WA
TOJIA nedenus TI'B unu TOJIA | 20 Mr ogus pa3 B AeHb | 20 Mr

ﬂeﬁcmeu}l npu nponyckKe npuema npenapamada

Ecnu npuem 10361 IPOIYIIEH MPU PeKHUME T03UpoBaHus 15 Mr aBa pasa B JeHb (1eHb 1-21),
NAIUEHT JO0JKEH HEMEUIEHHO NPUHATH npenapar Kcapento st JOCTHXKEHHS CYyTOYHOM 03Bl
30 mr npenapara Kcapento. B nanHoM citydae nBe TabneTku 15 Mr MOryT OBITh IPUHSTHI B OJIHH
npueM. Ha crenyromuii 1eHs marueHT JOJKEH MPOI0JDKATh PETYJISIPHBIN pUeM mpernapaTa 15 mr
JIBa pa3a B IEHb KaK pEKOMEH/I0BAHO.

Ecnn npueM 10361 NPOINYIIEH NPU PEKUME JTO3UPOBAHUS OJUH pa3 B JI€Hb, MALUEHT JTOJKEH
HEMEIJIEHHO MPUHSATH TabNeTKy npenapara KcapenTo u Ha ciieqyromuil 1eHb TpOoA0KaTh IpUeM
mpenapaTta OJMH pa3 B J€Hb KaK PEKOMEHJIOBaHO. B 3TOT ke JeHb He cienyeT NPUHUMATh

JIBOMHYIO 103y JJIs1 KOMIIEHCAIIMU MPOMYIIEHHON JO3bI.

Ilepexoo ¢ anmaeconucmos sumamutna K (ABK) na npenapam Kcapeamo

e [IpodunakrTuka HHCYIbTAa U CUCTEMHOU TPOMOOIMOOIHHU:
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ciaenyer npexkpatuth Jeuenue ABK u HaanL: ;:t;e If'l_'I iéi HOf ch')ejrro :npn
yer mpexp (N ne A h oM K dap o

3HAYEHHH MEKAYHAPOAHOro HopManu3oBanHoro otHomeHus (MHO) < 3,0.
e Jleuenue TI'B, TDJIA u npoduiakTuka peuanBOB Y B3POCIbIX:
ciaenyer npekpatuth JedeHue ABK u Havath sedenue mnpenapatom Kcapento mnpu
saauenun MHO < 2,5.
[Tpu nepexone manuentoB ¢ ABK na mpemapar Kcapenro 3nauenuss MHO Oynyt ommbGoyHO
3aBBILIEHHBIMU TOce npuema npenapara Kcapento. MHO He moaxoaut uid ompeneseHus
AQHTUKOATYJISHTHOW aKTHBHOCTHU Ipenapara Kcapento u no3tomy He JTOJDKHO HCIOJIb30BATHCS C

9TOH 11ebI0 (cM. pasaen 4.5.).

Ilepexoo ¢ npenapama Kcapenmo na anmazonucmol sumamuna K

Cy1iecTByeT BEpOSATHOCTh BO3HUKHOBEHHUSI HEJOCTATOYHOTO aHTHKOATYJITHTHOTO 3¢ (deKTa mpu
nepexonae ¢ mnpenapara Kcapenro nHa ABK. Heobxomumo o0ecneduTs HeNpepbIBHBIN
JOCTaTOYHBIM aHTHKOATYNSHTHBIA d3(QQeKT BO BpeMms TMepexoJa Ha albTepHATHUBHBIN
anTukoaryisaHr. Creayer OTMETUTb, uTO Tmpenapar Kcapenro MoXeT crnocoOCTBOBaTh
nosimennio MHO.

[TaruenTam, nepexonasaunmm c npenapara Kcapento na ABK, cienyer oqHOBpeMeHHO IPUHUMATh
ABK, noka MHO He pocturner > 2,0. B TeueHue nepBbIX IBYX JHEH MEPEXOJHOIO NEPHOJA
JIOJDKHA NPUMEHSThCA cTaHnapTHas HadainbHasd no3a ABK ¢ nmocnenyromeit nozoir ABK,
onpezaenseMoil B 3aBucuMoct ot BenuuuHel MHO. Bo Bpemsi 0 JHOBpeMEHHOTO0 MPUMEHEHUs
npenapata Kcapento u ABK 3nauenne MHO nomkHO onpenenatbes He paHee, ueM yepes 24 yaca
nocJie MpeAbIayIIero MpueMa, HO 10 Ipuema ciienyrouied no3sl npenapara Kcapento. Ilocne
nmpekpaieHuss npuMeHeHus: mnpemnapara Kcapenro 3nauenne MHO MokeT OBITH JTOCTOBEPHO

orpeieNieHo yepe3 24 yaca mocie npreMa mocie e 10361 (cM. pasaenst 4.5. 1 5.2.).

Ilepexoo ¢ napenmepanvuvix anmukoayianmos Ha npenapam Kcapeamo

VY B3pOCIHBIX, NOJYYAOIMUX NapEHTEPAIbHBIE aHTUKOATYJISIHTBI, CIEAYET NPEKPATUTh BBEACHUE
HapeHTepaJIbHOTO0 aHTUKOAryJissHTa U HayaTh NpuMeHeHue npenapara Kcapenro 3a 0-2 gaca 1o
BPEMEHHU CIIEJYIOLIEr0 IUIAHOBOTO BBEJCHHsS MapeHTepaJbHOTO TNpenapaTta (Hampumep,
HU3KOMOJIEKYJIIPHOTO TelapuHa) WJIM B MOMEHT TNPEKpaIleHHs] HENPEPbIBHOTO BBEICHUS
MapeHTepalIbHOTO MpenapaTa (HampuMep, BHYTPUBEHHOTO BBEACHHSA HEPPAKIIMOHHPOBAHHOIO

rernapyuHa).

Ilepexoo ¢ npenapama Kcapenmo Ha napenmepanvhbie AHMUKOA2YNAHMbL
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Cnenyer otmenuTh mnpenapar Kcapento BBeC[[leII:I:;T(:JEB%%Ei;{(EO E'I#I';%%Efégéﬂgﬁoro

AHTUKOAryJIIHTa B TOT MOMEHT, KOTJa HYKHO OBLJIO TPHUHATH CIEAYIONIYIO 03y Ipernapara

Kcapenro.

Oco0nlie I'PYHOIIbI TAMEHTOB

Tayuenmsi ¢ Hapywenuem GyHKyuyu novex

Nmeronyecs: orpaHMuEHHbIE KIMHUYECKUE JTAHHBIE IEMOHCTPUPYIOT 3HAUUTENBHOE ITOBBILLIEHUE
KOHIIEHTpalluil puBapokcadaHa B IUIa3ME KPOBH y MALMEHTOB C TSXKEJION CTENEHbIO HAPYLIEHUS
byukuuu mouek (kaupenc kpearnnuHa (KinKp) 15-29 ma/mun). BeaeacTsue 3Toro Ui J1aHHOM
KaTeropuu MnauyMeHToB npenapat KcapenTo cienyer npuMeHsTh ¢ OCTOPOKHOCTHIO. [IpuMenenue
He pekoMeHayercs y maiuenToB ¢ KnKp <15 mu/mun (cm. pazaenst 4.4, u 5.2.).

VY nanuenToB co cpeaneii (KinKp 30—49 mu/mun) wim Tsoxenoit (KnKp 15-29 mu/mMun) crenenpro
HapyuieHus PyHKIUY oYeK HeoOX0IUMO CIeI0BaTh PEKOMEHIAINSAM HIDKE:

¢ [lpu npodunakTuke HHCYIbTA K CUCTEMHON TPOMOOIMOOINHY Y TAIIMEHTOB ¢ GUOpMIIIAIIEH
npeJicepInii HEKJIallaHHOTO IIPOUCX0K/IEHUSI PEKOMEHI0BAHHAs /1032 COCTaBIISIET 15 Mr oiuH
pa3 B eHb (cM. pa3zaen 5.2.).

o [Ipu neuenuu TI'B u TOJIA u npodunaktuke peruauBoB TI'B u TOJIA: nanuentam
HEoOXOUMO NMpUHUMATh 15 Mr 1Ba pa3za B JIeHb Ha IPOTSIKEHUM IEPBBIX TPEX HEIEIb.
Brniocnencteum, xorna pekomeHayemast no3a npenapara Kcapenro coctaBut 20 Mr onuH pas
B JIEHb, CIIEYET MPELYyCMOTPETh CHIKEHUE 10361 ¢ 20 Mr 10 15 Mr onuH pa3 B J€Hb, €CIIN
PUCK BO3HUKHOBEHHUS! KpPOBOTEUEHHS y MallMeHTa Bbllle pucka peuuauBoB TI'B u TOJIA.
Pexomenpamuss mo mnpuUMeHEHWIO 703kl 15 Mr ocHoBaHa Ha (HapMaKOKHHETHYECKOM
MOJICIMPOBAaHUM U HE M3ydajlach B KJIMHUYECKHX MCCeloBaHUAX (cM. paznensl 4.4., 5.1. u
5.2.).

Korna pexomennoBanHast no3a coctasisieT 10 Mr oAMH pa3 B J€Hb, KOPPEKLIHUU JO3bI IO
CPaBHEHMIO C PEKOMEHI0BaHHOW He TpedyeTcsl.
VY nmanueHToB ¢ Jerkoi crenenbio Hapymenus Gynkiun nodex (KinKp 50—-80 mu/mMun) koppekius

710361 He TpeOyeTcst (cM. pazaen 5.2.).

Iayuenmul ¢ Hapywenuem yHKyuu nevenu

[Ipemapar  KcapenTto  mpoTuMBOMOKa3aH  MamudeHTaM ¢ 3a00JieBaHUSIMM  TI€UYCHH,
COIIPOBOXKAAOIITMMHCA KO&FYHOHaTPIeﬁ 1 PUCKOM KIIMHUYCCKHN 3HAYUMOT'O KPOBOTCUCHM, B TOM
yHclie MaluMeHTaM ¢ uuppo3oMm mnedeHu kinacca B m C mo knaccudukanuu Yaina-Ilso (oM.

paznenst 4.3. 1 5.2.).

HalﬂleHWlbl NnoJ2HCU1020 8o3pacma



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670

(NOCNEQCBATENEHOCTE 0009)

Koppeknus 10361 He TpedyeTces (cM. pasaen 5.2.).

Macca mena

Koppekiiust 10361 y B3poCiibiX He Tpebyercs (cM. pasaen 5.2.).

Ilon

Koppexkiust 10361 He TpeOyeTcs (cm. pazaen 5.2.).

Tlayuenmui, noogepzarowuecs kapouosepcuu

Jleuenue npenaparom Kcapenro MoxkeT ObITh HAYaTO WK MPOJOJIKEHO y NAMEHTOB, KOTOPBIM
MOJKET OTPeOOBaTHCS KapAUOBEPCHSL.

IIpu xapawoBepcuM IOA KOHTPOJIEM upecnuiieBogHor 3xokapauorpadpun (UIIDxo0-KI') y
NAIMEHTOB, KOTOpPbIE paHEe HE IMOJy4yald AHTUKOAryJISHTHOM Tepanuu, Uid oOecrneyeHus
aJIeKBaTHOM aHTUKOATYJISILMU JieueHue npenapatoM Kcapento g01KHO HAaUMHATHCS 110 MEHbIIEH
Mepe 3a 4 uaca no kapauoBepcuu (cMm. pasmensl 5.1. m 5.2.). Jlnsg Bcex HanueHTOB Mepen
KapAHOBEPCHEH TOIKHO OBITH MOJIYYEHO MOJITBEPKICHHE O TOM, YTO MAI[UEHT MPUHSUIT Mpenapar
Kcapenro B cooTBeTCTBUM C HazHaueHMeM Bpauda. [Ipu npuHATHM pelleHud O Hayaie u
IPOJOKUTEILHOCTHU JICYEHHUS CIIEYET IPUHUMATh BO BHUMaHUE JIEHCTBYIOIINE PYKOBOJICTBA U

PEKOMCHAALUU I10 aHTHKanynHHTHOﬁ TEepaliiu y NalueHTOB, IIOABCPIratOINMCs KapANOBCPCUU.

Tayuenmvr ¢ ubpuiiayueli npedcepouti HeKIANaHHO20 NPoucxodicoenust, neperecuiue 4YKB
(upecKodicHoe KOpOHAapHOe 6MeuamenbCmeo) co CMeHmuposanuem

Nmeercsa orpaHM4eHHBIA ONBIT IPUMEHEHUs Npenaparta Kcapento B yMeHbIIEHHON 103€ 15 mr
1 pa3 B nens (umu 10 Mr 1 pa3 B IeHb /7151 AILIMEHTOB CO Cpe/iHEel CTeNEeHbI0 HapyLIeHUs (PyHKIIUH
nouek (KnKp 30-49 mn/mun)) B komMOuHanmu ¢ MHruOuTopom peuentopa P2Y12 B TeueHue
MakcUMyM 12 MecsueB y TMAanUeHTOB ¢ (GUOpWULILMEN Mpencepauil HeKIarnaHHOro
NPOMCXOXKACHUS, KOTOPhIM HEOOXOAUM MpPHUEM NepOpaIbHBIX aHTUKOATyJISHTOB U MEPEHECIINX

YKB co crentupoBanueM (cM. pasaenst 4.4. u 5.1.).

cTHu

Jleuenue BTO u npoghunakmuxa peyuousos BT y oemeiti u noopocmrog

Jleyuenue npenaparom Kcapenro y gereil ¥ mOJAPOCTKOB B Bo3pacTe 10 18 jeT MOKHO OBITh
HAYaTo Mocjie He MeHee 5 Hel HadalbHOW MapeHTepaJbHON aHTUKOATYJSHTHOW Tepanuu (CM.
pazmen 5.1.).

Jlo3a [u1s eTeid ¥ MoIPOCTKOB PACCUUTHIBACTCS B 3aBUCUMOCTH OT MAacChl TeJa!

e Macca tena ot 30 kr go 50 kr:
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pEeKOMeHJ0BaHHasi j03a 15 mr pI/IBapOKca6aHg-| I%;II/HEJ()'; '“J E}Jl_élﬁlﬁl,': I;nl_o:' ';f;ég{ﬂéTCﬂ

MAaKCHMAJIbHOM CyTOYHOM JT030M1;
e Macca tena 50 kr i 6osee:
pexomeHmoBaHHas no03a 20 Mr puBapokcabaHa OJWUH pa3 B JI€Hb, YTO SIBISETCS
MaKCHMaJIbHON CyTOYHOM JT0301;
e IS MAIIMEeHTOB ¢ Maccoi Tena Menee 30 Kr HeoOXoquMo NpUMEHATH npemnapar Kcapenro
B (hopMe rpaHyl AJisi HIPUTOTOBJICHUS CYCIICH3UU JJIsl IpUeMa BHYTPb.
Ha perynsipHoii ocHOBe HE0OX0AMMO MOHUTOPUPOBATH BeC peOeHKA 1 IepecMaTpUBaTh J03y. DTO
HE00X01MMO, 4TOOBI 00eCeUnTh MOAJIEPKAHUE TePAaeBTHUECKON 103bl. KOppeKTHpOBKa 036
JOJI’KHA BBITIOJHATHCS TOJBKO HA OCHOBAHUH M3MEHEHUS MACCHI TEJa.
Tepamnus y gerel U MOJAPOCTKOB JOJIKHA MPOJOJDKATHCS MO KpaliHel Mepe B TeueHUe 3 MecsIeB.
JmuTenbHOCTh JIeUYEHUST MOXKET OBITh yBenuueHa 10 12 MecdlleB B cllydyae KIMHUYECKON
HeoOxoauMocTH. J[aHHBIE B MOJMEPIKKY CHWKCHHSI JTO3BI y JIETEH mocie 6 MecsIeB Tepanuu
oTcyTCTBYIOT. COOTHOIICHHE TOJB3a-PUCK TMPU JITUTCIBHOCTH TEPAIMH CBBIMIE 3 MECSICB
JOJKHO OIICHMBATHCSI MHIMBUIYalbHO, MIPUHUMAs BO BHUMaHHE PHUCK peluIuBa TpombO3a u
MOTEHLUATBHBIA PUCK KPOBOTEUECHHUSI.

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Eciu npreM 10361 MPOIyIIeH, HE00X0JUMO IPHHSTH MPOMYIIEHHYIO 103y KaK MOXHO OBICTpee
IIOCJIE TOTO, KaK 3TO 3aMETHJIHM, HO TOJIBKO B ATOT K€ J€Hb. ECiu 3TO HEBO3MOXKHO, MAlUEHT
JIOJKEH MPOIYCTUTh 3TY J03Y U MPOJOJDKUTH IMPUEM CO CIEAYIOLIEH 1036l B COOTBETCTBUU C
Ha3HauyeHHeM Bpaya. llanMeHT He AOKEH NPUHUMATh JBOWHYIO J03y [JIsi KOMIICHCAlUU

IIPOITYLIEHHOM J103bI.

bezonacnocts u 3¢dexTuBHOCTE Npenapata Kcapento y aereit B Bozpacte ot 0 1o <18 ner no
NOKa3aHUI0 TMPO(UIAKTHKA HWHCYJIbTa W CHUCTEMHOH TpoMOO3MOOIMM Yy MALUEHTOB C
¢ubprsuianuen npeacepauil HEKJIAlaHHOTO IPOUCXOXACHMUS HE YCTaHOBIIEHBI. [laHHbBIE
OTCYTCTBYIOT. B cBs13u 3THM, npenapat Kcapento He pekoMeHyeTcsl K IPUMEHEHHIO Y JIeTeH B

Bo3pacre A0 18 ser no nokazaHusM UHbIM, yeM JieueHrne BTO u npodunaktuka peunausos BTO.

[Tpenapat Kcapento, 15 Mr, TaGneTkH, MOKPHITHIE IJICHOYHOM 000JI0YKOM, HE ClIeyeT Ha3HaYaTh
(mpuMeHsTh) y neteil B Bo3pacte oT 0 no <18 ner ¢ maccoit Tena menee 30 Kr aist JTaHHOH
JIEKapCTBEHHON (DOpPMBI B CBSA3M C HEBO3MOXKHOCTBIO OOECHEUUTh PEXHUM A03upoBaHus. [lns
YAOBJIETBOPEHUS] MOTPEOHOCTEH YKa3aHHOW TIpyNmbl MAalMEHTOB HEOOXOAMMO MPHUMEHSTH
npenapat Kcapenro B ¢opme rpaHyi Ajsl NIPUTOTOBICHUS CYCIIEH3UH IS IpHeMa BHYTPh JJIs

neTei.



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04 2024 N2 7670

[Ipenapar Kcapento, 20 Mr, TabneTKH, TOKPHITHIC nneHo'tmolf?r'M&ﬁ@i%%ﬁéﬂvgf'ﬁﬁéﬁgﬁan

(mpumensTh) y aereil B Bozpacte oT 0 no <18 jper ¢ Maccoi Tena meHee 950 Kr ais AaHHOU

JICKapCTBEHHOH ()OPMBI B CBSI3U C HEBO3MOXHOCTBIO 00€CIICUUTh PEXXHUM JTO3UPOBAHUS.

Ilepexoo ¢ anmazonucmos sumamuna K (ABK) na npenapam Kcapeamo

[Tpu neuenun BTD u npodunakTrke penuaInuBoOB y neTed ciaeayeT npekparuth jJedeHue ABK u
HauaTh JieueHue npenaparom Kcapento npu 3nauenun MHO < 2.5.

[Tpu nepexone manuentoB ¢ ABK na mpemapar Kcapenro 3nauenuss MHO Oynyt ommboyHO
3aBBILIEHHBIMU TOce npuema mnpenapara Kcapenro. MHO He moaxoaut uid ompenesieHus
AQHTUKOATyJIIHTHOW aKTUBHOCTH Ipenapara KcapenaTo u mo3ToMy He JOJIKHO KCIIONIb30BATHCS C

9TOM 11ebI0 (cM. pasaen 4.5.).

Ilepexoo ¢ npenapama Kcapenmo na anmazonucmol gumamuna K

Hetsim, koTOpbie IepeBoasTcs ¢ npernapaTta Kcapenro na ABK, Heobxoaumo npoaomkaTs npuem
npenapara Kcapento B Teuenue 48 yacoB nocine npuema nepBoit 10361 ABK. [locne nByx nnei
COBMECTHOTO nIpuMeHeHus ciuenyer uzmMepute MHO 1o npuema cieayromiei 3ariaHupOBaHHON
no3bl  mpernapata Kcapenro. CoBmectHoe mpumeHeHue mnpemapara Kcapento u ABK
pexomenayercs npojoykarh, noka MHO ne nocturner > 2,0. ITocne npekpaiieHus: IpuMeHEHUs
npenapata Kcapenro 3Hauenune MHO moskeT ObITh JOCTOBEPHO OMpeieeHo uepes 24 yaca mocine

nprema rmocieanei 103sl (CM. Beimie u pasaen 4.5.).

Ilepexoo ¢ napenmepanvrvlx anmukoa2ynanmos na npenapam Kcapenmo

VY nereil, monydaromMx MapeHTEpalbHbIE AHTUKOATYJSHTBI, CIIEAYeT NPEeKpaTUTh BBEACHUE
napeHTepaIbHOTO aHTUKOAryJIsTHTa W HayaTh MpuMeHeHne npenapara Kcapenro 3a 0-2 gaca 1o
BPEMEHM CIIEYIOIIET0 IIJJaHOBOI'O BBEACHMSI IAapeHTEPAIbHOIO Ipenapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO TelMapuHa) WIM B MOMEHT TPEKpaIleHHUs] HEMPEPHIBHOTO BBEICHHS
MapeHTepalbHOTO TpemnapaTa (HampuMep, BHYTPUBEHHOTO BBEIEHHUS HEPPAKIIMOHUPOBAHHOTO

renapuHa).

Ilepexoo ¢ npenapama Kcapeamo na napenmepanvhbie aHMuKoa2y1aHmbl
Cnenyer oTmeHuTh mnpenapaT Kcapenro u  BBeCTHM TMEpBYIO 03y HNapeHTEPATbHOIO
AHTUKOAryJIsiHTa B TOT MOMEHT, KOTJa HYKHO OBLIO MPHUHSTH CIEAYIOIIYIO 03y Ipernapara

Kcapenro.

Tayuenmol ¢ napywenuem @yHKyuu nouex
e JleTu M TOAPOCTKU C JIETKOM CTENEHbIO HapyIIeHus (QYHKIMU TOYeK (CKOPOCTb

Ky6oukoBoii uasTparmu 50—80 mu/mMun/1,73 M?): KOppeKIms 103l He Tpebyercs Ha
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JIETCKOM monyJisauuu (cM. pasaen 5.2.).
e Jletd W MOAPOCTKH CO CPEAHEH WIIM TSDKEJION CTENEHbI0 HApYIICHUS (YHKIUU TMOYEK
(ckopocTh Kiy6oukoBoil (uisTparmu <50 mia/mun/1,73 m?): mpenmapar Kcapenro He

PEKOMEHyeTCsl B CBSA3U C OTCYTCTBHEM KIMHUYECKUX AaHHBIX (cM. paszjen 4.4.).

Tlayuenmoi ¢ Hapywenuem gyukyuu nevexu

st neteit ¢ HapyieHreM (QYHKIUY NIEYeHU KIIMHUYECKHUE TaHHBIC OTCYTCTBYIOT.

Macca mena

I[o3a y ,I[GTCfI OonpeacIsIETCA B 3aBUCUMOCTH OT MAaCCHI TCJ1a.

Cnoco6 IIPUMCHCHUA

Bspocnvie
BHyTpb, BO BpeMs npuema muiu (cM. pasaen 5.2.).

Hsmenvuenue mabnemox

Ecnu manmeHT He crocoOeH MporjoTUTh TalOleTKy LenukoM, TabieTka mpemnaparta Kcapenrto
MOET OBITh M3MEJIbYCHA M CMEIIaHa C BOJOH WIIM SOJOYHBIM ITIOPE HEMOCPEICTBEHHO IEpe
NPUMEHEHHEM U MepopaibHBIM IpueMoM. [locie mpuema M3MenbYeHHOM TaOJIeTKH Iperapara
Kcapenro 15 mr nim 20 Mr He00X0IMMO HE3aMEITUTEIHHO OCYIECTBUTh MIPUEM TUIIIH.

M3MenbueHHas TabsieTKa TaKKe MOXKET ObITh BBEIEHA Yepe3 JKeTyA0UHbIN 30H] (CM. pa3iensl 5.2.

u6.6.).

Jlemu ¢ maccoui mena ne menee 30 ke

BHyTpsb, BO BpeMs nipuema muiu (cM. pasaen 5.2.).

[TarueHTy HY>KHO PEKOMEHIOBaTh MPOTIAaThIBaTh TaONETKy C KHAKOCThIO. TabnmeTku cremayer
MPUHUMATH C HHTEpPBAJIOM MpuMepHO 24 yaca.

Eciv maruenT cppIriBaeT MPUHATYIO 03y HEMEJICHHO WM Y HETO HAYMHAETCS PBOTA B TCUCHUE
30 MuHYT TIOCIIE TTpHeMa J03bl, HEOOXO0IMM TpreM HOBOH 103bl. OTHAKO €CITH IMallieHTa BEIPBAJIO
no3anee 30 MUHYT MOcIie TpreMa JI03bl, IOBTOPHOTO MpHeMa J03bl He TpeOyeTcs, U CIeayromas
71032 JI0JKHA OBITH MOTYYeHa M0 PACITHCAHUIO.

Henb3s gemuTh TabIETKY C IENBIO MOYYCHHS YaCTH JTO3bI OT TA0JICTKH.

Hsmenvuenue mabaemox

Ecnu manueHT He crnocoOeH MpOrjoTUTh TAaOJMeTKy LIEIMKOM, CIEAyeT HCIIOJIb30BaTh Mpemnapar
Kcapenrto B popme rpanyibl JUist IPUTOTOBIICHUS CYyCIIEH3UU IS IPHEMa BHYTPb.
Ecnu cycnensus nis mpuema BHYTPh HE JIOCTyIIHA cpa3y, KOrJla Ha3HaueH puBapokcabaH B

no3upoBke 15 mr wnm 20 Mr, 3TH J03UPOBKM MOTYT OBITH IMOJYYEHBI IyTEM H3MEIbYECHUS
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repes IPUMEHEHUEM U MIEPOPATIbHBIM IPUEMOM.
W3menpueHHas TabjaeTka MOKET ObITh BBEJCHA Yepe3 HA30TaCTPATbHBIN WIIH JKEITYJOYHBIA 30HT

(cMm. pasgen 5.2.).

4.3. IlpoTUBONOKA3AHHS

® THIEPYYBCTBUTEIBHOCTDb K PUBAPOKCA0AHy MU K JIFOOOMY U3 BCTIOMOT'aTeJIbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1;

® AKTUBHOE KJIMHUYECKH 3HAYMMOE KPOBOTCUCHUE;

® T[OBPEXJCHHE WM COCTOSHUE, CBS3aHHOE C TMOBBIIIEHHBIM PHCKOM OOJBIIOTO
KPOBOTEUCHMsI, HAlpUMep, HMEIOIAsACS WM HEJaBHO IIepPEeHECeHHas JKeNyJI04HO-
KAIICYHast s3Ba, HAJIMYHME 3JIOKAYECTBEHHBIX HOBOOOPA30BAHUN C BBICOKHM PHUCKOM
KPOBOTEUCHHSI, HEJJABHUE TPABMBI TOJIOBHOT'O MJIM CIIMHHOTO MO3Ta, HEJaBHUE OTepaIiu
Ha IOJIOBHOM, CIIMHHOM MO3T€ WM IJa3aX, HeJJaBHEe BHYTPUUEPEITHOE KPOBOU3IIUSHHE,
JMarHOCTUPOBAHHBIM MM IMpeoaraeMblii BApuKo3 BEH IUILEBOJIA, APTEPHOBEHO3HbIE
MaJtb(hOpMaIliH, aHEBPU3MBI COCYOB HITH CEPbE3HbIC TATOJIOTUN COCYAOB T'OJIOBHOTO MJIH
CIIMHHOTO MO3Ta;

® CONYyTCTBYIOIIAs Tepamnus KaKUMHU-TUOO JPYTMMH aHTHKOAryJsiHTaMH, Halpumep,
HePPaKIIMOHUPOBAHHBIM I'eIIAPHHOM, HU3KOMOJICKYJIIPHBIMU T'elIapiHaMU (YHOKCATlapyH,
JANTeNapuH U JIp.), MIPOU3BOAHBIMU renapuHa ((hoHIanapuHyKC U Ip.), NEepOpaIbHBIMU
aHTUKOAryJlsgHTamMM (BapdapuH, naburarpaHa STeKCHJAT, amukcabaH W Jp.), Kpome
Clly4aeB IMepexojia ¢ WIM Ha puBapokcabaH (cM. pazgen 4.2.) Wid NMpH NPUMEHEHUH
He(DpaKIIMOHMPOBAHHOTO TemapuHa B J03aX, HEOOXOAUMBIX JUIsl OoOecreyYeHus
(YHKIIMOHMPOBAHUS LIEHTPATbHOTO BEHO3HOTO WJIM apTepUAIbHOTO KaTeTepa (CM. pasaen
4.5.));

¢ 3a0oJeBaHMA TICUYSHH, TIPOTEKAIOIIHE C KOATYJIONAaTHEH U PUCKOM KIMHUYECKH 3HAYHMOTO
KPOBOTEUECHHSI, BKIIIOYAsl TTAIIMEHTOB C IUPPO30M neueHu kinacca B u C o knaccudpukanum
Yaiina-IIeto (cm. pazaen 5.2.);

e OepeMEeHHOCTh M TIEPHOJI TPYAHOTO BCKapMiinBaHus (cM. pasnen 4.6.).

4.4. OcoOble ykazaHMsl U1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

B teuenune Bcero nepruoaa JICUCHUA pCKOMCHAYCTCA KIIMHUYCECKOC Ha6J'IIOI[CHI/Ie B COOTBCTCTBHHU C

KJIMHHUYECKOM HpaKTHKOﬁ MNPHUMCHCHUS AHTUKOAT'YJISTHTOB.

Puck kpoBoTeueHus
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Kak u npu npueme apyrux aHTUKOAryJsHTOB, eononHKlfllol Tl;lg‘f%.lﬂ'h "F)T}B%thﬁiralm]_ ﬁdlliﬁ'éﬁ'TOB,

npuHuMaromux npemnapat Kcapento, mJis BbIABICHHS NpPU3HAKOB KpoBoTeueHus. IIpemapar
PEKOMEHIyeTCsl MPUHUMATh C OCTOPOXKHOCTBIO MPU COCTOSHUSIX C TOBBIIIEHHBIM PUCKOM
KpoBoTeueHus. B ciydae Tspkenoro kpoBoTeueHHs npuem mpernapata Kcapento nomxeH ObITh
npekpaines (cM. pasgen 4.9.).

B xiuHHUuYeckMX HCCIEAOBaHUSX KPOBOTEUEHMSI M3 CIU3HUCTBIX 000JI0YeK (2 HMEHHO:
KPOBOTEUYECHHE U3 HOCA, JECEH, )KEIIyJOUHO-KUIIIEYHOTO TPAKTa, MOUYEIIOJIOBOM CUCTEMBbI, BKITIOUast
AHOMAaJIbHOE€ BarvMHAJbHOE WJIM YCUJIEHHOE MEHCTPYallbHO€ KpPOBOTEUEHHE) M aHEMUS
HAOJIO/IATMCh Yallle MpH JUIUTEIFHOM JICYEeHUH PUBApOKCA0AaHOM IO CPABHEHUIO C JICUCHUEM
ABK. Takum o0pa3oMm, B JONOJHEHHE K HANSKANEMy KIMHHYECKOMY HaOJIOICHUIO,
1abopaTopHOE HWCCIEAOBAaHUE TEeMOTJIO0OMHA/TEMATOKPUTA MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHHUSI CKPBITBIX KPOBOTEUEHHH M KOJIMYECTBEHHOW OILEHKHU KIMHUYECKOM 3HAYMMOCTH
SBHBIX KPOBOTEUEHUH B CITydasx, KOTAa MPUMEHHMO.

Heckonbko moarpyrin naieHToB, YKa3aHHBIX HUXKE, UMEIOT TOBBIIIEHHBINH PUCK KPOBOTECUCHUSI.
Heo6xomumo TiiarensHO HAOMIOAATh TAKMX MAIMEHTOB IMOCJIC Hayaia JICYEHUs Ha MPU3HAKU U
CHMIITOMBI OCITOKHEHHU B BUJIe KPOBOTEUCHUH U aHemuH (cM. paszen 4.8.).

[Tpu 1r060M HEOOBICHUMOM CHUXKEHUH T'eMOTTIO0MHA UITH apTePUAIBHOTO JaBJICHUs HEOOXO0AUMO
MCKaTh UCTOYHUK KPOBOTCUCHHUS.

[Tpu tepanuu puBapokcabaHoM He TpeOyeTcsl pyTHHHBIM MOHUTOPUHT €T0 SKCIO3UIUU. Tem He
MeHee, MU3MEPEHHE KOHIIEHTPAllUd pHBapoKcadaHa C MOMOIIbI0 KAaTHMOPOBAHHOTO TecTa s
KOJIMYECTBEHHOTO OMpeAeNeHUs] aHTHU-Xa aKTHBHOCTH MOXET OKa3aThCs TMOJE3HBIM B
WCKIIFOUHUTENIbHBIX CITydasiX, Korjaa uHpopMamus 00 3KCIO3UIMH pUBapoKcabaHa MOXKET OBbITh
UCTIONIb30BAaHA MPH TPHUHATAM KJIMHAYSCKU 3HAYUMBIX pEIICHUH, HampuMep, B CiIydae

HIepPEI03UPOBKU HITH SKCTPEHHOTO XUPYPrHYECKOTO BMEIIATENbCTBA (CM. pasenst 5.1. u 5.2.).

Hapyuienue d)VHKHI/II/I NOYCK

VY nanueHtoB ¢ TspkensiM HapyuieHueMm (ynkuuu noudek (KnKp <30 mu/mun) KoHueHTpanus
puBapokcabaHa B TUIa3Me MOKET OBITh 3HAUYUTEILHO TOBBIIEHHOH (B 1,6 pa3a B cpelHEM), 4TO
MOKET TPUBECTH K IOBBIIIEHHOMY pHCKY KpoBoTeueHuid. IIpenapar Kcapenaro nomken
IPUMEHSTHCS C OCTOPOXKHOCTBIO y naruenToB ¢ KnKp 15-29 mn/mun. [lpumenenue npenapara y
nanuenToB ¢ KnKp <15 mn/mun He pekomenayercs (cM. pazaenst 4.2. u 5.2.).

ITpenapar Kcapenro cineayeT NpUMEHATh C OCTOPOXKHOCTBIO y MAIMEHTOB C HApyLIEHUEM
GYHKIUMM TOYeK, [MOJIyYalolUX COMYTCTBYIOIIME IMpernapaThl, KOTOpbIE YBEIMYHUBAIOT

KOHIIEHTPAIIMIO puBapokcabana B ria3me (cm. pasaen 4.5.).
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o |
B3anMoaelicTBUE ¢ IPYTUMH JE€KapCTBEHHBIMU IIpEapaT

[lpumenenne mnpenapata Kcapenro He peKOMEHAyeTCS Yy MAalMEHTOB, IOJIYYarOLIHX
COITyTCTBYIOIIEE CHCTEMHOE JICYCHHE MPOTHBOIPHOKOBBIMU IperapaTraMH a30J0BOM TPyIIbI
(TakMMH KakK KETOKOHA30JI, UTPAKOHA30Jl, BOPUKOHA30J] M I103aKOHA30J1) MM HMHTUOUTOpaMH
BUY-nporeas (Hanpumep, pUTOHaBUPOM). DTHU IIpenapaThl ABJISIOTCS MOLIHBIMU MHTMOUTOPAMU
kak CYP3A4, tak u P-rmukonporenna. Takum oOpazom, 3TH mpenapaTsl MOTYT IOBBIIIATH
KOHIIGHTPALMIO puBapoKcabaHa B IuIa3Me KPOBH 10 KIMHUYECKH 3HAYMMBbIX 3HaUeHMi (B 2,6 pa3a
B CPEJHEM), YTO MOKET IPUBECTH K MOBBIIIEHHOMY PUCKY KPOBOTEUCHHH.

Crnenyer cobmogaTh OCTOPOKHOCTh, €CIIM HAlMEHT OAHOBPEMEHHO MOIy4YaeT JIEKapCTBEHHbIE
npenaparsl, BIHUSIOMIME HA TEMOCTa3, TAaKWe KaK HECTEPOUIHBIC MPOTHBOBOCHAIUTEIHHBIC
npenapats! (HIIBII), aneTriicamimioByto KUCIOTY M HHTHOUTOPHI arperaiuy TPOMOOIIUTOB WITH
CeJIeKTUBHbIE MHrHOUTOpBl OOpaTHOro 3axBata ceporoHuMHa (CHUO3C) u cenekTUBHBIE
UHTHOUTOpPHI OOpaTHOro 3axBata ceporoHMHa u HopanuHebpuna (CUMO3CH). ITauuentam c
PUCKOM  s13BOOOpa30BaHUS B JKEIYAOYHO-KUIIEYHOM TPAKT€ MOXKET OBITh Ha3HAYECHO

COOTBETCTBYOIIEE NpoduitakTuieckoe ieueHue (cM. paszuen 4.5.).

Jpyrue d)aKTODBI pHCKa KPOBOTCYCHUM

PuBapokca0aH, Kak U Jpyrue aHTUTPOMOOTHUYECKUE CPECTBA, HE PEKOMEHAYETCS K IPUMECHEHUIO

nmanueHTramM, UMCHOIINM MHOBBIIIECHHBIN PHUCK KpOBOTC‘-IGHHﬁ, B TOM HHUCIJIC:

® BPOXJECHHAs WIM NPUOOPETEHHAs! CKIIOHHOCTh K KPOBOTEUEHHUSM;

® HCKOHTPOJIMpPYEMas TAXKCIIasA apTCpruaibHAsA THIICPTCH3UA,

e Jipyrue 3a00JIeBaHUS HKETYIOYHO-KUIIICYHOTO TpakTa 0e3 aKTHBHOTO U3BS3BIICHUS, KOTOPHIC
MOTEHIIMAJIbHO MOTYT TPUBECTH K OCIOKHEHUSM B BHUIEC KPOBOTECUCHHH (Hampumep,
BOCIIAJIUTEIFHOE 3a00JIeBaHME KHIIEYHUKA, 730(aruT, TacTpUT U TacTpod3odareanbHas
pedmrokcHas 00JIe3Hb);

® COCyaucCTas peTUHOMATHS,

L4 6p0HX03KTaSI>I HJIN JICTOYHOC KPOBOTCUCHNUEC B aHAMHE3C.

[TanmeHTsI ¢ paKkoM

[TarueHTsl €O 370KaYeCTBEHHBIM 3a00JIEBaHMEM MOTYT OJHOBPEMEHHO MOJBeprarbcsi Oolee
BBICOKOMY PUCKY M KPOBOTEUEHHUS, U TpoMO03a. UHaMBUAYyanbHAS T0Th3a AHTUTPOMOOTHUECKOM
Tepanuu 0JKHA OBITH COTMIOCTABJICHA C PUCKOM KPOBOTEUECHHSI Y MAIIMEHTOB C aKTUBHBIM PaKoM
B 3aBUCUMOCTH OT JIOKQJIM3AIIUHU OITYXOJIH, IPOTUBOOITYXO0JICBOM TEPANUU M CTaINN 3a00JICBaHUS.
Omnyxonu, pacrlojio)KEHHBIE B JKEIYJOYHO-KUIIEYHOM  FJIM ~ MOYEINOJIOBOM  TPaKTe,

ACCONUUPOBATIUCH C MOBBIMICHHBIM PUCKOM KPOBOTCUYCHHA BO BpEMs TCpAIIUU pI/IBap0K0216aHOM.

12



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670

([0 B HOC TR 00049]
VYV manueHToB CO 3JI0KaYeCTBEHHBIMH HOBOOOD SOBaHI/IﬂuH pr-ﬁi% MT%UM Kgcriaoreqeﬁm

NpUMEHCHHE PUBAapOKcabaHa MPOTUBOIOKa3aHo (cM. pa3aen 4.3.).

HaL[I/IeHTLI C UICKYCCTBCHHBIMM KJlallaHaMHM CEpalla

PuapoxkcabaH He ciielyeT MpUMEHSTH 1715 TPO(PUIAKTUKU TPOMOO30B Y MallUEHTOB, IEPEHECIINX
HEJABHIOIO TPAHCKAaTETEPHYIO 3aMEHY aopTaibHOro kiamnaHa. bezomacHocTs u 3¢ hekTUBHOCTH
npenapata Kcapenro He u3ydanach y HallMEHTOB C HCKYCCTBEHHBIMU KJallaHaAMM CepJLa,
CJIEIOBATEIbHO, HET JaHHBIX, MOATBEPXKAAIOIIMX, YTO NpUMeHeHue mnpenapata Kcapenro
o0OecrieunBaeT JOCTATOYHBIM AHTHUKOATyJISHTHBIM 3¢G(deKT y TaHHOW KaTeropuu MNaIMeHTOB.

[Tpumenenue npenapara Kcapento He pekoMeHIyeTCsl y JaHHOM KaTeropuu NaieHToB.

[HanueHTs! ¢ aHTU(HOCHOIUINAHBIM CHHIPOMOM

[IpuMeHeHre nepopalIbHbIX aHTUKOATYJISIHTOB NPSMOro AEMCTBUSI, BKJIKOYasl puBapokcabaH, He
pEKOMeH/yeTCs Y MalMeHTOB, UMEIOIIUX TpoMOO3bl B aHAMHE3€, Y KOTOPBIX AMArHOCTHUPOBAH
anTUocHoIUNUIHBI CUHAPOM. B YacTHOCTH, Yy NAalMEHTOB C TPOHHBIM MO3UTHUBHBIM
aHTH()OCHOTUIUIHBIM CHHAPOMOM (HAJIMYME BOJYAHOYHOTO AHTHUKOATYJSHTA, aHTUTEN K
KapIMOJNUINHUHY W aHTHTEN K Oera-2-TmuKonpoTewHy |) Tepamus  mepopaibHBIMA
AQHTUKOATYJIIHTAMHM IPSIMOTO JIEHCTBHS MOMKET COINPOBOXAAThCS IOBBIIIEHHON 4acTOTON

peuHuaINBOB TpOM6OTI/I‘ICCKI/IX COOBLITHH B CpaBHCHHHU C Teparmeﬁ aHTaronucraMu ButamuHa K.

[TarmenTtsl ¢ GUOPWILIALMENR IPEACEPINN HEKIAMAHHOTO mpoucxoxaenus, neperectme YKB co

CTCHTHUPOBAHUEM

NMeroTcss ngaHHBIE HMHTEPBEHIIMOHHOTO KIMHUYECKOTO HWCCIEAOBaHUS, MEPBUYHOM IENbIO
KOTOPOTO SIBJISUIACh OIEHKA MPpoduis Oe30MacHOCTH Y MAMEHTOB ¢ PUOpMILISIUel peacepauit
HEKJanaHHOro mnpoucxoxaeHus, nepeHecmx YKB co crentupoBanuem. JlaHHblE MO
3G GEKTUBHOCTH Y TAHHOH MOMYJISIIIMK OrpaHudeHbl (M. pasaensl 4.2. u 5.1.). JlaHHbBIC 11O TaKUM

naueHTaM ¢ UHCYJIbTOM/ TpaH3UTOpHOU uieMudeckoi arakoi (TMIA) B anHaMHe3e OTCYyTCTBYIOT.

[lanueHTHl ¢ TEMOAMHAMWYECKHA HeCTAOWIBLHONW TpoMOodMOonumeii sieroynoi aprepuu (TOJIA)

I HAUEHTHI, KOTOPBIM TPEeOVETCS IIPOBENECHNUE TPDOMOOIN3KUCA UIU AIMOOIDKTOMHUH U3 JIETOYHOM

apTepuun

[Tpenapat Kcapento He pekoMeHayeTcs B KauecTBE albTEPHATHUBBI He(HPAKIIHOHUPOBAHHOMY
refnapyHy y MalueHTOB TPOMOOAMOONIMEl JIerouHOW apTepuu, KOTOpbIE IeMOAMHAMHUYECKU
HECTAOMIIbHBI HIIH MOT'YT HYXOAaTbCd B IHPOBCIACHUU TpOM6OJ'II/I31/Ica WX 3MOOJIDKTOMHHU U3
JIETOYHOM apTepuH, MOCKOIbKY 0e30macHOCTh U 3¢ (heKTUBHOCTH Npemnapara KcapenTo nmpu Takux

KIIMHUYCCKUX CUTYAllUAX HC YCTAHOBJICHA.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670
(NMOCNEOOBATENEHOCTE 0003)

CrunanpHas/ SIuAypaJIbHasA aHECTC3UA MW IMYHKIIMA

[Tpu BBITIOJIHEHUU HEWPOAKCHAIBHON aHeCcTe3WH (CHUHAIBHOMN/AMHIYypaTbHOW aHECTE3UU) WITH
CIUHAIBHON/AMUAYpaTbHOW MYHKIUH Yy TAIMCHTOB, MOJYYalONUX aHTUTPOMOOTHYECKHE
npenapaTrsl ¢ UENbl0 NPOPUIAKTHKHA TPOMOOIMOOIMYECKUX OCIOKHEHUH, CYIIECTBYET PHCK
Pa3BUTHSA SIUAYPATBHON UM CIIMHAJIBHON '€éMaTOMBbI, KOTOPasi MOKET IIPUBECTHU K JIUTEIBHOMY
WJIU TIOCTOSIHHOMY Tapaiuyy.

Puck 3THX COOBITHII MOXET MOBBIIIATHCS MPHU MOCICONEPATMOHHOM MPUMEHEHUN MMOCTOSTHHBIX
SMUIYPATBHBIX KAaTETEpPOB WJIM COMYTCTBYIOIIEH Tepanuy JIEKAPCTBEHHBIMU IIpenapaTami,
BIMSAIOIIMMU Ha reMocTra3. TpaBMarThyHas WIM NOBTOPHAs SNUAYypajbHas WIM CIWHAaJIbHas
MYHKIUS TAK)KE MOTYT MOBBIIATE PUCK. [[allMeHTHI JOMKHBI HAXOAUTHCS 1O/ HAOIIOICHUEM ISt
BBISIBJICHUS TPU3HAKOB U CUMIITOMOB HEBPOJIOTUYECKUX HApyLIEHUH (HampuMep, OHEMEHUE WU
cnabocTh HOr, AUC(YHKIMS KUIICYHWKA WM MoueBoro myssips). Ilpu oOHapyxeHuun
HEBPOJIOTUYECKUX PACCTPONCTB HEOOXOAMMAa CpOYHAas AMATHOCTHKA W JieueHue. Bpau nommkeH
COTIOCTaBUTh TMOTEHUUAIBHYIO TIOJIb3y W PHUCK TMepell NPOBEICHUEM HEUpPOaKCHATLHOTO
BMEIIATEIHCTBA MAIlMEHTaM, MOJYYalOlUUM aHTUKOATyJSHThI, WJIA KOTOPBIM IUTAHUPYETCS
Ha3HAYCHHE AHTUKOAryJSHTOB C UENbI0 MNPOPHUIAKTUKH TpoMO030B. OMBIT KIMHUYECKOTO
MPUMEHEHHUS pUBapoKcadbaHna B 103UpoBKax 15 mr u 20 Mr B ONMMCAHHBIX CUTYaIUsX OTCYTCTBYET.
C 1enpl0 CHIDKEHMSI TOTEHIMAJbHOTO pPHUCKA KPOBOTEUEHHUS, ACCOILMUPOBAHHOTO C
O/JIHOBPEMEHHBIM TMPUMEHEHHEM pHBapoKcabaHa W  BBIMOJHEHHWEM  HEWpOaKCHATbHOU
(omIMaypanbHON/CIUHANBHON) aHECTe3UH WM CIOUHAIBHOW MYyHKLWHU, CIEAyeT YYHUTHIBAThH
dbapmakokuHeTHUECKUH MpoQuiib puBapokcabaHa. YCTaHOBKY WM yAalleHUE SMUAYPaTBLHOTO
KaTeTepa WiW JIOMOATbHYIO IMYHKIIMIO Jy4Ille MPOBOJIUTH TOT/IA, KOTJA aHTHUKOATYJISTHTHBINA
abdexT puBapokcabana oleHUBaeTCA Kak ciadbiii. OgHAKO TOYHOE BpEeMs ISl JTOCTHKEHUS
JIOCTaTOYHO HU3KOTO aHTUKOATYJISTHTHOTO d(dekTa y KaxI0To MalrueHTa HEU3BECTHO U OJIKHO
OIICHUBATHCS B CPABHEHUU CO CPOUHOCTBIO IMarHOCTHYECKOUN MPOUEAYPHI.

OcHOBBIBasiCh Ha 00MUX (PAPMAKOKMHETUUYECKHX XapaKTEPUCTUKAX, SIMUIYpPaTbHBIN KaTeTep
W3BJICKAIOT 110 UCTECYCHUH KaK MUHHUMYM JIBYKPaTHOTO TE€PHOJIa TTOIYBBIBEICHHUS, T.€. HE paHee
yem dyepe3 18 uacoB mocie TOCIeIHEro MpueMa puBapokcabaHa A MOJOIBIX B3POCIBIX
MAIMEeHTOB U HE paHee ueM depe3 26 4acoB I MOXKUIIBIX ManueHToB (cM. pasaen 5.2.). [Tocne
W3BJICUCHUS IMUAYPATHHOTO KaTeTepa TOJDKHO MPOWTH KaKk MUHUMYM 6 4acoB 10 TpHeMa
cleyromIel 035l puBapoKkcadbaHa.

B ciydae TpaBMaTHYHON MyHKLIWU PHEM pUBapOKcabaHa ClieAyeT OTJIOKUTh Ha 24 Jaca.

PexoMeHmanmy 1Mo J03MPOBAHMIO JI0 M IIOCIE€ HHBA3MBHEIX MPOLEAYP M XHPYPTHUSCKHUX

BMCIIATCJILCTB
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670

Ecnu HeoOxoaumMo npoBeACHIE NHBA3UBHOM I ouenvpﬁ%i;'l%ﬁﬁgmliy 'i;:l\'ie T géﬁ%‘@naa,

Ha OCHOBAHUU 3aKJII04EHUs Bpaya npuem npenapara Kcapenro 15 mr u 20 Mr ciiegyeT npekpaTuThb
0 KpaifHell Mepe 3a 24 Jaca 10 BMEUIATEeNbCTBA, €CIU 3TO BO3MOKHO.

Ecnu mpouenypy Hesb3sl OTJIOXKHTb, IMOBBILIEHHBIH PUCK KPOBOTEUEHHUsS CIIENyeT OLEHHBATh B
CPaBHEHHMH C HEOOXOJUMOCTbIO CPOYHOI'O BMEIIATEIbCTBA.

ITpuem npenapata KcapenTo cienyeT BO300HOBUTb KaK MOXKHO CKOpee IIOCIE HHBA3MBHON
IPOLEAYPBI WIH XUPYPIrUUECKOT0 BMEIIATEIBCTBA, €CIIH JIEUAIM BPauOM YCTaHOBJIEHO, UTO 3TO

MO3BOJISICT KIMHUYECKAsi CUTyallnsl ¥ JOCTUTHYT aJIcKBaTHBIN reMocTas (M. pasaen 5.2.).

IMoxxmno# Bo3pacT

Puck KpOBOTEUCHHUST MOXKET YBEIIMYMBATHLCS C MOBBIIICHHEM BO3pacTa (cM. pasaen 5.2.).

JlepMaTOJ0rnyecKie peakinuu

[Tpu npoBeneHUM MOCTMAPKETHHIOBBIX HAOIIOAEHUH COOOIIAIOCh O CllydasX BO3HUKHOBEHHUS
Cephe3HBIX KOXKHBIX peakuuid, BkiIo4as cuHApoM CrtuBeHca-/[DKOHCOHA / TOKCHYECKHH
SMHUJIEPMANBHBIA HEKPOJIN3 U JIEKapCTBEHHO-MHIYIIMPOBAHHYIO PEAKLHUIO C DO3MHOPHINEH U
cucreMabiMu cumnromamu (DRESS cunnmpom), Ha ¢done npumeneHus puBapokcabaHa (CM.
pazaen 4.8.). IlauueHTsl, NO-BHIMMOMY, MOJBEPralOTCS HAHOOJBIIEMY PHCKY BO3HUKHOBEHHUS
9THX peaKklMi Ha paHHUX HTaIaX JICYEHHUs: HaYaJIo peaky B OOJIbIIMHCTBE CIy4aeB IPOUCXOIUT
B TEUCHHE MTEPBBIX HEJENb JieueHus1. [Ipy iepBoM TOSIBIICHUH TSDKEIION KOKHOW CHITIH (HarpuMep,
IIPU €€ paclpoCTPaHEHUH, HUHTEHCU(PUKAIIMKN W/WiIK 00pa30BaHUM BOJIJIBIpEN) WM IPU HAJIUYUU
KaKUX-JTM0O0 IPYTUX CUMITOMOB THIIEPUYBCTBUTEILHOCTH, CBA3AHHBIX C TIOPAKEHUEM CITU3UCTON

06OJ'IOLIKI/I, CJICAYCT MPCKPATUTL TCPAIIUTO pI/IBaPOKC8.6aHOM.

eTn
HmeroTcs orpaHrueHHBIE JaHHBIE O PUMEHEHNHU y AeTel ¢ TpoMOO30M BEH TOJIOBHOTO MO3Ta U
BCHO3HBIX CHHYCOB, y KOTOPBIX ecTh MH(peKIus 1eHTpaibHoi HepBHO# cuctembl (ITHC) (cm.
pazaen 5.1.). HeoOxoauMo TIIATENbHO OLCHUBATh PHCK KPOBOTEUCHHS Iepe/] Ha3HAYCHHEM U BO
BpEMsI Tepany puBapoKcabaHOM.
[Mpenapat Kcapento He peKOMeHIyeTCs K IPUMEHEHHIO Y JIeTel U MOJIPOCTKOB CO CPEeTHEH HITH
TSOKEJIOW CTENEHbI0 HapylmeHus (YHKIUM TMo4YeK (CKOpPOCTh KIIyOOUKOBOWM (uiabTpanuu
<50 mi/Mun/1,73 M?) B CBA3H C OTCYTCTBHEM KIMHHYECKUX JAHHBIX.
Knnan4eckre JaHHbIE O COMYyTCTBYIOIIEM CHCTEMHOM JICYCHUH JIeTeH MOITHBIMU HHTHOUTOPAMHU
onHoBpemenHo CYP3A4 u P-rmukomnporenHa oTcyTcTBYIOT (cM. paszen 4.5.).
JlaHHbIE 1O BpEMEHM YCTAaHOBKM WJIM YJalleHHs HEWpOaKCHAIbHOTO KareTepa y JeTei,

MPpUHHUMAOIUX Iperapar KcapenTo, OTCYTCTBYIOT. B Takux ClIydasx CICAYCT NPCKPATUTD ITPUCM
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puBapokcabaHa M PaccCMOTPETh BO3MOXKHOCTh mmene‘%nﬁﬁ&?&ﬂﬁﬂw ';ﬁ:r};ﬁd%;gﬁlﬁma

COOTBETCTBYET ZKCNEPTHOMY OTUETY

KOpPOTKOT'O JEHCTBUSL.

BcrnioMmorarensHble BEIECTBA

[Tpenapat Kcapenro cogepxkut gakTo3y. [TanmeHTsl ¢ peAKMMH HaclleICTBEHHBIMU IIpoOIeMaMu
HEMEePEeHOCUMOCTH  TajJaKTO3bl, IIOJHOM JaKTa3HOM HEJIOCTaTOYHOCTBIO HWJM  TIJIHOKO30-
raJIakTO3HON MallbabcopOIMel He TOJDKHBI MPUHUMATH 3TOT Iperapar.

JlanHblii mpenapat coaep>kxut MeHee 1 Mmoutb (23 Mr) HaTpus Ha OJHY TabJIETKY, TO €CTh, IO CYTH,

HE COACPKUT HATPHUA.

4.5. B3aummopeiicTBMe ¢ JPYrHMH JeKAPCTBEHHBbIMHM MpenapaTtaMu W [pyrue BH/AbI

B3auUMOAEliCTBUA

Nuruduropsl CYP3A4 u P-riukonporensa

CoBMecTHOE MpUMeHeHne puBapokcadana u kerokoHasosna (400 mr 1 pa3 B IeHb) WM pUTOHABUPA
(600 mr 2 pa3a B JiIeHb) MPUBOJMJIO K TOBBIIICHUIO CPEIHEH KOHIICHTpPAIlUM pHBapokKcabaHa B
mwiasme kpoBu (AUC) B 2,6 paza/2,5paza u yBEIHMUCHHIO CpEAHEH MaKCHMaJIbHOW
koHuenrpanueiit (Cmax) puBapokcabana B 1,7 pasza/l,6 paza cO 3HAYUTEIbHBIM YCHICHHEM
dapmakoguHaMUUecKuX 3((HEKTOB, YTO MOXKET MPUBOJUTH K YBEITUYCHHUIO PUCKA KPOBOTCUCHHUSI.
B cBsi3u ¢ 3TUM npumenenne npenapara Kcapento He peKOMEHAYeTCs MalrueHTaM, MoJIyqaioniuM
COIIYTCTBYIOILIEE CHCTEMHOE JIEUEHHE a30JIOBBIMH IPOTUBOTPHUOKOBBIMU IpernapaTaMH, TaKUMU
KaK KETOKOHAa30J, UTPAKOHA30Jl, BOPUKOHA30JI U IM03aKOHA30JI, UM MHTUOMTOpaMH IMpOTeasbl
BUY. DOtu akTuBHBIE BellecTBa SBIAIOTCS MoOIIHbIMU wuHruoutopamu u CYP3A4, u P-
TIHKONpOTenHa (cM. paszaen 4.4.).

Oskugaercs, YTO aKTHBHBIE BEIIECTBA, CHIIbHO HHIHOUPYIOIINE TOIBKO OJMH U3 Iy TeH BBIBEACHUS
puBapokcabana, win CYP3A4, wnu P-raukonporenH, B MEHbLIEH CTENEHHM YBEIMYHUBAIOT
KOHIIEHTpaIlMIo puBapokcabana B miazme. Hampumep, kinaputpomutiue (500 mr 2 pasa B JeHb),
KOTOpBI cunTaercs MourHbIM uHTHOUTOpoM CYP3A4 u ymepeHHbiM uHTHOUTOpOM P-
TJIMKOTIPOTENHA, BhI3bIBAN yBenuueHue cpeaneit AUC puBapokcabana B 1,5 pasza u yBenuueHue
Cmax B 1,4 paza. BzaumozpeiicTBre ¢ KIapUTPOMHUIIMHOM CYUTAETCS KIMHUYECKH HE3HAYMMBIM IS
OOJBIIMHCTBA MAIUEHTOB, HO MOXKET OBITh MOTEHIIMATHLHO 3HAYUMBIM TSI TAIIIEHTOB U3 TPYIIIBI
BBICOKOTO pHCKa (JIJIs1 MAllMEHTOB C HapyIlIeHueM (QyHKIIMH ToYeK cM. pasznen 4.4.).
Opurpomutye (500 Mr 3 pasa B nenb), ymepeHusiii uaruoutop CYP3A4 u P-rmukonporenna,
BbI3bIBA)T yBenmumdeHwe 3HadeHWH cpeaHedr AUC wm Cmax puBapokcabana B 1,3 pasa.

BzaumoneiictBue ¢ OPUTPOMUIMHOM CUHUTACTCA KIIMHUYCCKU HC3HAUUMBIM IJId OOJIBIIIMHCTBA
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MalMEeHTOB, HO MOKET OBITh HMOTCHIIMAJIBHO 3K aqHMblﬁl-HJII;:r"HEEHz E‘roEEPBtljij)vrrr&r' ﬁlmcomro

COOTBETCTBYET 3KCMEPTHOMY OTUETY

pHcKa.

VY ManueHToB ¢ JIETKOW CTEeNeHbI0 HapylleHus QyHKIMH 1odek sputpoMuid (500 mr 3 pasa B
JIeHb) BhI3bIBAN yBeaudeHue 3HaueHui cpeaneit AUC puapokcabana B 1,8 pa3za u Cmax B 1,6 paza
[0 CPaBHEHHUIO C MAllMEHTAaMU C HOpPMajdbHOM (yHKUMEH mouyek. Y MalKUeHTOB CO CperHei
CTETIEHBIO HapyIIeHUs! (QYHKIMH TOYEeK SPUTPOMHULIMH BHI3BIBAJ YBEIMUCHHE 3HAUCHUH CpeaHeH
AUC puBapoxkcabana B 2,0 paza 1 Cmax B 1,6 pa3a 1o cpaBHEHHIO ¢ MMallMEHTaAMH C HOPMAaJTbHOU
bynkueit nouek. 3 eKT IpUTpOMUIIMHA ABIISETCS JAUTUBHBIM K HAPYIICHUIO (DYHKIUU ITOYEK
(cMm. pasgen 4.4.).

®ykonazoun (400 Mr oauH pa3 B I€HB), KOTOPBI cuuTaeTcss ymepeHHbIM uHruouropom CYP3A4,
BbI3bIBaIT yBenmueHue cpenneid AUC puBapokcabana B 1,4 paza u yBennueHue cpenaeid Cmax B
1,3 pa3za. BsaumopeiictBue ¢ (QUIyKOHA30JIOM CYHTAETCA KIMHUYECKH HE3HAYUMBIM IS
OOJIBIIMHCTBA MAIUEHTOB, HO MOXET OBITh MOTEHIIMATHFHO 3HAYMMBIM ISl TAIIMEHTOB U3 TPYIIIIBI
BBICOKOT'O PHCKa (U151 TTALIMCHTOB C HapylleHHeM (DyHKIMY 1MouYeK cM. pasaen 4.4.).

Ha ocHOBaHMM HMMEIONMIMXCSI OTPaHUYEHHBIX KIMHUYECKHUX JaHHBIX HEoOXomumo wu3berarsb

COBMCCTHOI'O IIPUMCHCHU S pHBapOKca6aHa C APOHCIAaPOHOM.

AHTHKOAryJISIHTBI

[Tocne OIHOBPEMEHHOIO NPUMEHEHHs SHOKcamapuHa (ogHOkpatHas po3a 40 wmr) u
puBapokcabana (ogHokpaTHas go3a 10 mr) Habmronancss CyMMarimoHHBIA 3(EKT B OTHOIICHUH
aHTHU-Xa aKTUBHOCTH, HE CONPOBOXKJABIIMUCS JOMOJHUTEIbHBIMU 3(PQPEeKTaMu B OTHOLICHUH
npo0® Ha CBEpTHIBAEMOCTh KpoBH (mpoTpomMOuHoBOe Bpems (IIB), akTuBHMpOBaHHOE YacTHYHOE
tpomborutactuHoBoe Bpemss (AUTB)). DHokcamapuH He BIHAI Ha (DapMaKOKHHETHKY
puBapokcabaHa.

B cBsi3u ¢ NMOBBIIIEHHBIM PUCKOM KPOBOTEUEHHMS HEOOXOIUMO COOIOAATH OCTOPOXKHOCTH MPHU

COBMECTHOM MPUMEHEHHH C JIFOOBIMH JIPYTUMH aHTHKOAryJIssHTaMu (cM. pazaenst 4.3. u 4.4.).

HIIBII / vHrUOUTOPHI arperaiuu TPOMOOITUTOB

[Tocne coBMmecTHOrO NHpHUMEHEHHs pHuBapokcabana (15 mr) m HampokceHa B jo3e 500 mr
KJIMHUYECKH 3HAYMMOTI'0 YBEJIMYCHUsI BpEMEHHU KpOBOTEUEHUS He Habmoaanock. Tem He MeHee, Y
OTJIENIBHBIX JIUI] BO3MOKEH 0oJiee BhIpaXKEHHBIN (hapMaKOIMHAMHUYECKUI OTBET.

He HaGmomanoch KIMHUYECKH 3HAYAMBIX (PapMaKOKMHETUYECKUX HIIH (PapMaKoJMHAMUIECKHX
B3aMMOJICHCTBHI MTPH COBMECTHOM NPUMEHEHUH puBapokcabana u 500 mMr aneTuacaiuiuuioBon

KHUCJIOTHI.

17



COOTBETCTBYET ZKCNEPTHOMY OTUETY
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He oOHnapyxeHO (dapMaKOKHHETHYECKOTO B3a oneﬁcﬁﬁf}%«@%’ﬁiﬁ%%ﬂ&{%ﬁ (‘I].Elrlﬁlfl'r) u

KionugorpesnoM (Harpy3zouHast qo3a 300 Mr ¢ moclieyrouM Ha3HAaYeHHEeM MO0IIep KUBatoIeh
70361 75 Mr), HO B TMOATPYNIE NAalHWEHTOB HAONIOJAIOCH 3HAYMMOE YBEIMYCHHE BpPEMEHH
KPOBOTCUCHHSI, HE KOPPEIHPOBABILIEE CO CTEIIEHBIO arperauy TPOMOOIIMTOB U coJiepKaHueM P-
cenextuna wiu GPIIb/I1a-penentopa.

HeobxonumMo cobiogaTh OCTOPOKHOCTH IpU coBMecTHOM npumeHeHuu c¢ HIIBIT (Bkitouas
AlleTUICAJIUIMIIOBYI0 KHUCJIOTY) M HMHTHOMTOpaMH arperanii  TPOMOOIMTOB, MOCKOJBKY

NPUMEHEHHE 3TUX TPEMapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUCHUs (cM. pasaen 4.4.).

CHO3C / CUO3CH

Kak m B cilyyae TpUMEHEHHS JPYTMX aHTHUKOATyJITHTOB, BO3MOXKHO YBEIHYCHHE pPHCKA
KPOBOTCUCHHMSI Y TIAIIMCHTOB TIPHU OJTHOBPEMEHHOM IIPUMEHEHUH C CeJICKTUBHBIMA HHTUOUTOPAMU
obOparnoro 3axBatra ceporoHMHa (CHMO3C) wiM CeneKTUBHBIMH HHTUOMTOpPaMH OOPaTHOTO
3axBata cepoToHunHa u HopanuHeppuna (CMO3CH) BciencTBue BAMSHHS 3TUX MIpenapaTtoB Ha
TPOMOOIHTEI. Pe3ynbTaThl KIMHUYECKUX HCCIICIOBAaHUN pUBapoKcadaHa MPOJEMOHCTPHPOBAIN
YHUCIIEHHOE TIOBBITIICHUE OOJIBIMUX ¥ HEOONBIINX KIMHAYECKHA 3HAYMMBIX KPOBOTCUYCHU BO BCEX

I'pyniax JICUYCHUA IpHU COBMECTHOM IIPUMCHCHHNU 3TUX IIPCIIAPATOB.

Bapdapun

[lepexon manmentoB c anTaronucra ButamuHa K Bapdapuna (MHO ot 2,0 mo 3,0) nHa
puBapokcaban (20 mr) wim c puapokcabana (20 mr) Ha Bapdapun (MHO ot 2,0 no 3,0)
yBeanumBai nporpomounoBoe Bpemss/MHO (Neoplastin) B 6osblieii cTenenu, 4eM npu mpocToM
cymmupoBaHuu 3¢ dekroB (otnenbHble 3HaueHns MHO moryT pocturats 12), B TO BpeMs Kak
BiausiHue Ha AUTB, nonasienne akTuBHOCTH (hakTopa Xa M dHJOTEHHBIN MOTEHIMaT TPOMOUHA
(OIIT) ObUTM anIUTUBHBIMH.

B cny4yae HeoOxoauMocTu uccienoBaHus (papMakoarnHaMuuecKkux 3¢ dexroB puBapokcabaHa Bo
BpeMs IEpEXO0/IHOT0 MEPHO0/Ia, B KAUYeCTBE TECTOB, HA KOTOPBIE HE OKA3bIBACT BIUSHUE Bap(apuH,
MOYKHO HCIIOJIb30BaTh Orpe/esieHue antu-Xa aktusHoct, PICT u HepTest. Hauunas ¢ 4-ro aus
nociie mpuemMa nocieaHei 103bl BapdapuHa Bce nabopaTopHble nokazarenu (B ToM uucie [1B,
AYTB, wunrubupoBanue akTtuBHOCTH (akropa Xa u OIIT) oTpaxkanu TONBKO BIUSHUE
puBapokcabaHa.

B cnyuyae HeoOGxoaumocTu ucciefoBaHUsS (papMakoAMHAMHUYECKUX >(PQeKkToB BapdapuHa BO
BpeMsl TIEPEXOJHOTO TEPHOJIa, MOXKET OBITh HCIOJIB30BaHO M3MepeHue BenuunHbl MHO mpu

Crpomexyr. pUBapokcabana (cmyctss 24 waca mocie MpeblaylIero mpuema puBapokcabaHa),
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. (IO OBL HOCTE 0009 .
MMOCKOJIbKY PHUBAapOKCa0aH OKa3bIBAET MUHHMAJIbHBIN mgldmrc;l@r;s bTTﬁ&&IELlTeHE-'B' AAHHBIHI

MOMEHT BPEMEHH.
DapMaKOKHHETHYECKOTO B3aWMOJICHCTBUS MEXAYy BappapuHOM U pUBapokcabaHOM HE

HaOJIFOJAJIOCh.

Hunykroper CYP3A4

CoBMmecTHOE TPUMEHEHHE puBapoKkcadana v pudamMnuuuHa, SBIsSIOIIET0Cs MOIHBIM HHAYKTOPOM
CYP3A4, npusommiio k camxkernnto cpenneid AUC pusapokcabana npubmmusurensHo Ha 50 % u
OJTHOBPEMEHHOMY  YMCEHBIICHHIO ero QapmakonuHamuueckux dddexkroB. CoBmecTHOE
NpUMEHEHHUE puBapokcabana ¢ JpyrumMu MomHbIMH uHAYKTOopamu CYP3A4 (mampumep,
denuTonHOM,  KapOamaszenmuHOM,  (QeHOOapOMTATIOM WM TpemapatamMu  3BepoOos
nponsipsiBienHoro  (Hypericum perforatum)) Takke MOXET MpPUBECTH K CHHIKCHUIO
KOHIICHTpaluii puBapokcabana B 1uia3mMe KpoBu. CienoBaresibHO, HE0O0X0auMo wu30erarth
OJTHOBPEMEHHOTO TIPUMEHEHHUsI MOIIHBIX UHIYKTOPoB CYP3A4, kpome ciiyyaeB, KOT/Ia MMAIUCHT
HAXOJUTCS IO/ TIHIATEIbHBIM HAOJIOACHWEM HA MPEIMET Pa3BUTHSA MPHU3HAKOB U CHUMIITOMOB

Tpombo3a.

IIpouas conyTCTBYIONIAS TEpANUS

Knuanyecku 3HaUUMBIX (PapMaKOKMHETHYECKUX WM (PapMaKOJMHAMUYECKUX B3aUMOJEHCTBUI
IpU COBMECTHOM TIIPUMEHEHUHM puBapokcabaHa c¢ wmmujgazoigamoM (cyoctpar CYP3A4),
JUTOKCHHOM (cyOcTpar P-rmukomporenna), artopBactatuHoMm (cyocrtpar CYP3A4 u P-
[JIMKONPOTENHA) WJIM OMEIpPa30joM (MHIMOMTOp MPOTOHHOW IOMIIBI) HE HaOII0AanoCh.

PuBapokcaban He nnru6upyer u He uaayuupyetr CYP3A4.

Biusaue Ha 1a00paTOpHBIE TAPAMETPEI

PuBapokcaban oka3pIBaeT BIUSHUE Ha IoOKas3aTenu cBepTeiBaemocTd kpoBu (IIB, AUTB,

HepTest) B cBA31 CO CBOMM MEXaHHU3MOM JieiicTBus (cM. paszaen 5.1.).

eTH
UccnenoBanus B3anMOICHCTBUS MPOBEACHBI TOJIBKO Y B3pOCIbIX. CTENEeHb MEXKIEKAPCTBEHHBIX
B3aMMO/JICHCTBUN y JeTel He n3BecTHA. [IprBeAeHHbBIE TaHHBIE O B3aUMOJECHCTBUH, MOTYYCHHBIE
y B3POCJIBIX TAIIUEHTOB, U IPEAYTNPEKACHUS B pasene 4.4. JOKHBI ObITh IPUHATH BO BHUMaHUE

JJIsA HCI[HE[TpH‘-ICCKOﬁ TOMMyJIsIOHUH.

4.6. DepTHIBLHOCTD, 0€PEMEHHOCTD M JTAKTAIUSA
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670
(NMOCNEOOBATENEHOCTE 0003)

bepemeHHOCTD

Bezonacuocts u 3¢ extuBHOCTS Mpenapara Kcapento y 6epeMeHHbIX KEHIIUH HE YCTAaHOBJICHBI.
JlanHble, NOJIY4YEHHBIE B HCCIEIOBAaHUSAX HA JKUBOTHBIX, IIOKa3all pPENpOAYKTHBHYIO
TOKCUYHOCTb. BciieficTBHE BO3MOYKHOW PENpOJYKTHBHOM TOKCHYHOCTH, PHUCKA pPa3BUTHA
KPOBOTEUCHMSI M JAHHBIX O CIOCOOHOCTH pUBapokcabaHa MPOHHUKATh Yepe3 IUIALEHTy Mpernapar
KcapenTo npotuBomokasas Bo Bpems OepeMeHHOCTH (cM. pasnen 4.3.).

JKeHIIMHBI JETOPOTHOTO BO3pacTa IOJDKHBI M30eraTh OEpeMEHHOCTH BO BpeMs Tepamnuu

pUBapOKCcabaHOM.

Jlakranus

bezonacnocte u 3¢ ¢dexktuBHOCTS Tpenapara Kcapenro y JKEHIIMH B TEPUOJ TPYIHOTO
BCKApMJIMBaHUsI HE YCTAHOBJIEHbI. J[aHHbIE, MOIY4YEHHbIE Yy JXUBOTHBIX, I1OKa3bIBAIOT, YTO
puBapokcabaH BbIAEIAETCS ¢ TpyAHbIM MostokoM. [ToaTomy npenapat Kcapento npoTuBonokasan
B [ICPHOJI TPy IHOTO BCKapMiinBaHus (M. pasaen 4.3.). Heo6xo1umMo IpuHsITh peleHne 006 oTMeHe

IPYJHOTO BCKapMJIMBaHHS WM MPEKPAICHUN/TIPUOCTAHOBICHUN TEPAITUH.

DepTIbHOCTD

CHGL[I/IaHbHBIX I/ICCJ'IG,Z[OBaHI/II‘;I I10 OLICHKC BJIMSAHUA pI/IBapOKcaGaHa Ha Q)epTHHLHOCTB Yy 4CJIOBCKA
HC IIPOBOAMJIOCH. Hccnenopanus IIoKaszajanu, 4TO pHBapOKca6aH HC BJIMACT HA MYIKCKYHO U

KEHCKYI0 (PepTHUIIBHOCTD Y KPBIC.

4.7. BausiHue HA CIOCOOHOCThH YupaBJisiTb TPAHCHIOPTHBIMHU CpEACTBaAMHU H paﬁoTaTb C

MEXaHU3MaMHU

[Ipemapar KcapenTo oka3piBaeT HECYIIECTBEHHOE BIHSHHE HAa CIOCOOHOCTh YIPABIATH
TPAHCIIOPTHBIMU CPCACTBAMU U pa6OTaTI> ¢ MexaHu3MaMu. bpumm 3apCTUCTPUPOBAHBI TAKHEC
HEeXeJaTelbHbIEe PEaKIMi Kak 0OMOPOK (4acTOTa: HEYacCTO) U TOJIOBOKPYKEHHUE (4acTOTa: YacTo)
(cm. pasmen 4.8.). TanueHTsl, y KOTOPBIX BO3HUKAIOT MOJ00HBIE HE)KENATEIbHBIC PEAKIIUH, HE

JAOJIKHBI YIIPABJIATH TPAHCIIOPTHBIMU CPEACTBAMU UJIU APYTUMU MCXAHU3MAMH.

4.8. Hexxenare/ibHbIC peaKInuu

Pesrome mmpodumnsg 6e30macHOCTH

BbezomacHocTh puBapokcabaHa OlleHWBalIach B TPUHAALATH OCHOBHBIX mcchemaoBanusax 11 dass
(cm. Tabmumy 1).
CymmapHuo 69608 B3poCIbIX TAIMEHTOB B JeBATHaANATH uccienoBanusx |11 das3er u 488 nereit B

nByx uccnenoanusx Il ¢assl u n1Byx uccnenoBanusx Il pasel npuHManu puBapokcadbas.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670

Ta6muma 1. Yncno manueHToB, y9aCTBOBABIINX| B HCCHC‘A@%&%&%%%JQE#&T qTI'{'ertl;'; E'[%l'sa u

MaKCUuMaJibHasA MPOAOJDKUTCIIBHOCTh JICHCHHA B KIMHUYCCKHUX HCCICIOBAHUAX III (1)3351 C

Y4aCTUECM B3POCIIbIX U NICAUATPUUCCKUX MTAITUCHTOB

IHoka3zanue Yucao CymmapHas MakcumasibHast
NaNUeHTOB* | CyTOYHAasl 1032 NPOAOJKUTE/Ib-

HOCTbD JICYCHUSA

[IpodunakTrka BEeHO3HOMH 6097 10 mr 39 nuent
Tpomb0osIMO0snK (BTD) y B3pocabix
MAIMEHTOB, IEPEHECIINX TUIAHOBYIO
OTIEpALIMIO TIO 3aMEHE
Ta300€APEHHOTO WU KOJICHHOTO

CyCTaBa

[Ipodunaktuka BTD y nanueHTos, 3997 10 mr 39 nuent
TOCIIUTATM3UPOBAHHBIX C OCTPBIM

MCIULHNHCKHUM COCTOAHHUECM

Jleyenue Tpom603a riryOOKHX BEH 6790 Henp 1-21: 30 mr 21 mecsn
(TT'B), TpoM603MO0IIHH JIETOUHOM Hauunas ¢ 22 nus:
aprepuu (TDJIA) u npodunakTika 20 mMr
PEIUINBOB [Tocne MuHUMYM 6
MECSLEB!

10 mr mimu 20 mr

Jlewenne BTD u npodunaktuka 329 JHo3a, 12 mecsiieB
peuuanBoB BTO y noHomeHHbIX CKOPpPEKTUPOBAHHAs B
HOBOPOXICHHBIX U JIETEH B BO3PACTE 3aBUCUMOCTH OT

10 <18 neT nocne Ha4aIbHON MaccChl Tela, IS

CTaH/IAPTHOW AaHTUKOATYJISTHTHOM JIOCTHKEHHUS

Tepanuu JKCIO3UINH,

HaOIto1aBIIEHCS y
B3pOCIIBIX,
noiay4yaBmux 20 mMr
puBapokcabaHa OJIMH
pa3 B ICHb JUIS

neuennd TT'B
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.04.2024 N2 7670

[MpoduiakTrKa HHCYIbTA 1 7750 (MTOCTRBATEN O] '_I\'/IICI(;;HI_P :'
CHUCTEMHOU TpoMO03MO0IHNH y
MalKUeHTOB ¢ GUOpMILIALINCH
npecepanii HeKJIanaHHOTo
MIPOUCXOXKICHHUS
[Tpodunaktuka 10225 5 mrumm 10 mr 31 mecsin
aTepOTPOMOOTHUECKUX COOBITHIH Y COOTBETCTBEHHO, B
MAIMEHTOB MOCIIE OCTPOTO KOMOHMHAIINH C
kopoHapHoro cunapoma (OKC) AlETUJICATUIINIIOBON

KUCJIOTON WU

aleTHIICATUIIUIIOBON

KHUCJIOTOM C

KIIOTIHIOTPEJIOM HITH

TUKJIOTTHTAHOM
[Tpodunaktuka 18244 5 MI' B KOMOMHAIAH C 47 mecs1eB
aTepOTPOMOOTUUECKHUX COOBITUI Y aleTUIICATUIIUIIOBON
MALMEHTOB C UIIEMUYECKOU kucioToi wim 10 mr
6omnesnbio cepana (MbBC) nnm B MOHOTEpAIUH
3a0osieBaHreM niepudepuaecKux 3256** |5 Mr B KOMOWHAIUH C 42 mecsna
aprepuit (3[1A) Al eTUJICAITULINIIOBON

KUCIIOTOMN

* TlarimeHThl, MOTYYHUBIIKE IO MEHBIIEH Mepe OJHY 103y pHUBapokcadaHa.

** N3 uccaenosanust VOYAGER PAD.

HanOonee yacTo perucTpupyeMbIMU HEXeIaTeIbHbBIMU PEaKIUsIMH y MalMeHTOB, MOJyYaBIIUX
puBapokcabaH, ObUIM KpoBOTE€YeHMs] (CM. Hibke mozapasfen «OnucaHue OTAEIbHBIX
HEKeNaTeNbHBIX peakuuit»y, cM. paznen 4.4.) (Tadbmuna 2). Hanbomnee 4acto perucTpupoBaInCh
Takue KpPOBOTEUCHMs, KaK HocoBoe KpoBoTeueHue (4,5 %) M IKelyAO4YHO-KHILIEYHOE

kpoBotedenue (3,8 %).

Tabmuma 2. YacTtora BO3HUKHOBEHHS KPOBOTCUCHHH* M aHEMHUHM y TAIUCHTOB, MMOJTYYaBIIHX
JIeYeHNE pUBApOKCa0aHOM B 3aBEPIICHHBIX KIMHWYECKUX uccienoBanusax Il da3er ¢ yaactuem

B3pPOCJIbIX U NICAUATPUYCCKUX IMAIITUCHTOB
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Mokazanme ﬂmﬁoéﬂ':":'_i EROBATEOR! ".;ll': T 0005

KpOBOTeYeHHE
[IpodunakTrka BEHO3HOH TPOMO0IMOOIUHN 6,8 % nanreHToB 5,9 % manueHToB
(BTD) y B3pOCIIBIX MAIIUEHTOB, MEPEHECITNX
TUTAHOBYIO OTIEPAITUIO TI0 3aMEHE
Ta300€IPCHHOT0 WJIH KOJICHHOT'O CyCTaBa
[Ipodunaktruka BeHO3HOH TpoMOoIMOomnu y | 12,6 % manueHToB 2,1 % nanueHToB
MAIMEHTOB, TOCITUTATM3UPOBAHHBIX C OCTPHIM
MEIHMIIUHCKUM COCTOSHHUEM
Jleuenne TI'B, TOJIA u npodunakTuka 23 % nanueHToB 1,6 % nmamueHTOB

Jleuenne BTD u npodmnakTuka peunanBoB
BTDO y noHO1IEHHBIX HOBOPOXAEHHBIX U
JeTei B Bo3pacte <18 jieT nmocie HavyaabHOU

CTaHHapTHOﬁ AaHTHKO aFYJIHHTHOﬁ TCpalnu

39,5 % manuenToB 4.6 % manueHToB

[IpodumnakTuka UHCYJIbTA © CUCTEMHOU 28 na 100 2,5na 100

TpOMOOIMOOIUH Y TTALIUEHTOB C MAUEHTO-JIET HAlUEHTO-JIET

bubpuuIsILIMen peacepIuii HeKIamaHHOTO

IIPOUCXOXKACHHUS

[Ipodunaktrka aTepoTpOMOOTHIECKUX 22 1a 100 1,4 na 100

coObITu#t y mareHToB nocie OKC MAIUEHTO-JIET MalUEeHTO-JIET

[IpodunakTuka aTepOTPOMOOTHUYECKUX 6,7 va 100 0,15 Ha 100

coObrtuit y marieHToB ¢ UBC nnu 311A MAIUEHTO-JIET MaIAEeHTO-JIeT**
8,38 na 100 0,74 na 100
HalUEeHTO-TIeT" MAIHEeHTO-TeT ****

*

CO6I/IpaI'OTC$I, PErUCTPUPYIOTCA U OLICHUBAIOTCH.

Bo Bcex KIMHMYECKHMX MCCIENOBAaHUSAX pHBapokcabaHa Bce Ccllydald KpPOBOTEUEHHUS

** B wuccnenoBanuu COMPASS wuyactora BCTpEe4aeMOCTHM aHEMHUH HHU3Kas, MOCKOJBKY
MIPUMEHSIICS BBIOOPOYHBIH MOAX0/ K cOOPY AAHHBIX 110 HEXENATeIbHBIM SIBICHUSIM.

*** JIpu cOope JaHHBIX O HEXKENaTeJIbHbBIX SBJICHUSX MPUMEHSIICS BHIOOPOYHBIN MOIXO/.

# U3 uccnemosanusa VOYAGER PAD.

Tabauunoe pPE3IOME HEXKENATEIbHBIX PEaKIIU

YacTtoTa BCTpPEYaEMOCTH HEXKENATEIBbHBIX PEAKUUM, 3apETUCTPUPOBAHHBIX Y JIETEH U B3POCIBIX

npu mpuMeHeHHH mpemnapata Kcapenro, npuBeneHa B Tabnmie 3 HIKE C pas3/ielieHHEM IO
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cucTeMHO-opranHbeiM kinaccam (MedDRA) u mo

Yacrora BCTPCHACMOCTHU OIPCACIIACTCA KaK:

oueHb vacto (>1/10),

gacrto (ot >1/100, Ho <1/10),
ueyacto (ot >1/1 000, Ho <1/100),

penko (ot >1/10 000,

oueHb penko (<1/10 0

Ho <1/1 000),
00),

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.04 202!

(MOCNEODBATENBHOCT

JacTOTC.

Nz 7670

5 0009

= R

qacToTa HEU3BCCTHA (Ha OCHOBAaHHMH UMCHOINUXCSA JaHHBIX OOCHUTH HCBOSMO)KHO).

Tabnuna 3. Bce HexenartenbHbIE pEaKIUH, 3aperHCTPUPOBAHHBIE y B3POCIBIX IMAIIMEHTOB B

KkuHnYecknx uccaenoBanuax |l ¢asel umm B Xoze MOCTPEruCTpallMOHHOTO MPUMEHEHHS™, a

TaKXe y TeIMaTpUIeCKUX MalMeHToB B AByX uccienoanusx |l ¢aser n aByx uccnenoanusx ||

dazbl

Yacro

Heuacto

Peaxo

Ouennb peako

YacrTora

HEU3BECTHA

Hapyumenust co crop

OHBbI KPOBH U JJUM(ATHUYECKOI CHCTEeMBbI

AHemus (BKITIOUast
COOTBETCTBYIOIIHE
n1abopaTopHbBIC

MOKa3aTeITH)

TpombounTo3
(BKITIOUAst
MOBBILIICHUE
KOJINYeCTBa
TPOMGOIUTOB)™,

TPOMOOIIUTOTICHUS

Hapymenust co crop

OHBbI I/IMMyHHOﬁ CHUCTEMBI

Asutepruueckas
peaxuus,
aJUIepPruYeCKui
JIEpMaTuT,
AQHTMOHEBPOTUYECKUIA
OTEK U
aJUIeprudecKui

OTCK

AnHadunakTuyeckue
peaKInu, BKIIOYast
aHa(pUIIAKTUYECKUN

IIOK

Hapymenust co crop

OHBbI HEPBHOM CUCTEMBbI

["osi0BOKpYKEHME,

roJ0oBHAs 00JIb

BryTtprMosrosoe u

BHYTpUYEPEITHOE
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.04 2024 N2 7670
e

(MOCHEQOEATENBHOT T o 0003

KPOBOU3JIUAHUC,

00MOpOK

HapyuieHusi co CTOpOHBI OpraHa 3peHus

KpoBouznusHue B
ria3 (BKJIOYast
KPOBOU3IIMSHUE B

KOHBIOHKTHBY )

Hapymenust co cTopoHsI cepana

Taxukapaus

HapyuieHusi co CTOPOHBI COCY/10B

CHuxenne
apTepUaIbHOTO

JaBJICHHA, T€MaTOMa

HapyieHnusi co cTOpOHBI IbIXaTeJIbHOI CHCTEMbl, OPraHOB I'PY/AHON KJIETKH U CPeI0CTeHH s

HocoBoe Do3uHOUIbHAS
KPOBOTCUYCHHUC, ITHEBMOHUA
KPOBOXapKaHbe

7Kesry104HO-KHIIeYHbIe HAPYIICHUS

KpoBoTounBoCcTh CyXoCTh BO PTY
JIECEH, Kely10YHO-
KHILIEYHOE
KPOBOTCUCHHE
(BKITIOUAs
peKTaIbHOE
KpOBOTEUYEHHE), 60H
B 00nacTu
KEITyT0THO-
KHIIIEYHOTO TPAKTA H
B KHUBOTE,
TUCTICTICUS,
TOLIHOTA, 3a1op”,

nuapes, pota’

Hapyienust co cTOPOHBI EYEHHN U KeJTYeBbIBOASIINX My Tel
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[ToBbIlIEHHE Hapyenue Kenhyxa, (101 [EAOEATENBHUCTE G005)
aKTUBHOCTH (YHKIMY TIEYEHH, [[TOBBIIICHUE
TpaHCaMHHAa3 [OBBILICHHE KOHLIEHTPALIUU

KOHLIEHTPALUU KOHBIOTHPOBAHHOTO

OounupyOuHa, ounnpyOuHa (pu

[TOBBILLICHUE COIYTCTBYIOILIEM

aAKTUBHOCTH [MOBBILLICHUU

LECJIOYHOU aktuBHOCTU AJIT

docdarassl kpoBu®, [ Ge3 Hero),

[TOBBILLICHUE XO0JIECTa3, FeNaTuT

aktuBHOCTH I TTA  |(BKTIOUAs

renaToLesUTIOISIPHOE
MMOBPEKICHHE)
Hapymenust co cTOpOHbI KOKH U NOAKOKHBIX TKaHel
KosxHbli 3y Kpanupnuna Cunapom
(BKJIIOYAst HEYaACThIE CruBeHca—
cllydau Jl>xoncona /
TEHEPAITM30BAHHOTO TOKCUYECKUI
3y/a), KOXKHas ChIIb, SIHIepMaIbHBIN
HKXUMO3, KOXKHBIE U Hekponus, DRESS-
[O/IKOKHBIE CUH/IPOM
KPOBOM3JIUSHUSA
HapyumeHnust co CTOpOHbI MBIIIEYHOM, CKEJIETHON U COCAUHUTEILHON TKAHU
bonb B ['emapTpo3 KpoBousznusHue B KomnaptmeHT-
KOHEYHOCTSIX " MBIILILY CHUH/IPOM KakK
CIIEJICTBUE
KPOBOTEYECHHUSI

HapymeHnust co cTOpoHbI OYeK U MOYEBBIBOASIIIUX My Tel
KpoBoreuenue u3 [Toueunas
YPOT€HUTAIBHOIO HE/I0CTaTOYHOCTH/

TpakTa (BKIOUast
reMaTypuro 1

B
MEHOPPAruio"),

HapylleHue

0oCTpas nMoYCHYHaA
HEAOCTATOYHOCTH
KakK CJICACTBHUEC

KpOBOTCYCHUA,
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ot 17.04.2024 N= 7670

(GYHKITUU TIOYEK
(BKITIOUAs
MOBBIIICHHE
KOHIICHTPAILIUH
KpeaTHHUHA KPOBH,
[MOBBIILICHUE
KOHIICHTPAILIUH

MOYEBHUHBI KPOBH)

‘e
1L

EQOBATENBHOC

OCTATOYHOrO JULH

TOr'0, YTOOBI
BBI3BaTh
runonepdysuto;
Hedponarus,
ACCOLIMMPOBAHHAS
C IPUEMOM

AHTUKOAr'yJIIHTOB

OO0mme HapymeHus

U peaKlMiu B MECTE

BBCJICHUHA

JIuxopaaxa®,
nepudepruIecKuii
OTEK, CHIYKCHHE
o0mieit pusudeckoi
CWJIBI ¥ SHEPTUHU
(BKITIOYAs cI1a0OCTH

1 aCTEHUIO)

YXyauenue
oO1iero
CaMO4yBCTBUS
(BKITIOUast

HEJIOMOTaHHE)

JIoKajbHBIH OTeK™

JlabopaTopHble H HHCTPYMEHTAJIbHbIE IAHHbIE

[IoBhIlICHHUE
aKTUBHOCTHU JII[FA,
MOBBIIICHHE
aKTUBHOCTH
naser’,
MOBBIIIICHUE
aKTUBHOCTH

amMmIa3er

TpaBmMbl, HHTOKCHKAIIUHM W OCJI0KHEHUSI TPOLEAYP

KpoBoTteuenue nocie
nporeayp (BKIrOYas
TMIOCIICOTePATIOHHYFO
aHEeMUIO U
KPOBOTEUCHHE U3
paHbl), yuo,
BBIJICIICHUE CEKPETa

W3 paHbl’

Cocyaucras

nceBoaneBpm3Ma’
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.04 2024 N2 7670

A: HaOmonamuce npu npodriaktuke BTO |y Bspocﬁﬁgﬁamgf%Q&é&]‘.ﬂ}_ﬁmﬁﬁahm
pu ipod

OIlepalyIo 10 3aMEHE Ta300€JPEHHOT0 WIN KOJIEHHOT'O CYCTaBa,;
B: Habmoxanucek npu nedennn TI'B, TOJIA u npoduiakTuke peuyuauBOB KaK OY€Hb 4acThIe
Yy XKEHIIUH MOJIOXKE 55 JIET;
C: Ha0II0JATKCh KaK HEYacThIe B paMKax MPO(HIAKTUKHA aTepOTPOMOOTHIECKUX COOBITHH Y
narrieHToB nmociie OKC (mmocie ypecKkoKHOro KOPOHAPHOTO BMEIIATEIILCTRA).
[TpuMmeHsiicss TIpeIBapUTENbHO 33JaHHBIA BBIOOPOYHBIA IMOAXOM K cOOpY JaHHBIX IIO
HEeXKeNaTeJIbHBIM SIBICHUSIM B OTHeNbHBIX uccienoBanusx III ¢asel. Ha ocHoBanuu
aHaJIM3a JaHHBIX 3TUX MCCIEeI0BAaHUMN YacTOTa HEXKEIaTeNbHBIX PeaKkIiil He OBBICHIIAC,

1 HOBBIX HCKCJIATCIBbHLBIX JICKAPCTBCHHBIX peaKuHﬁ I/II[eHTI/I(i)I/IL[I/IpOBaHO He OBLIO.

Onucanue OTACIBHBIX HECXKCIATCIbHBIX DeaKHI/Iﬁ

YuuteiBas (papMakoJIOrHYecKuii MeXaHU3M JCHCTBUS, MPUMEHEeHHE mnpernapaTta KcapenTo Moxer
COTIPOBOXIATHCS MOBBIIICHHBIM PUCKOM CKPBITOTO MJIA SBHOTO KPOBOTEUEHUS U3 JIFOOBIX TKaHEH
U OPTaHOB, KOTOPOE MOXKET IMPUBOJINUTH K MOCTIEeMOpparnieckoil anemun. [Ipu3HaKN, CHMITTOMBI
U CTCNCHb TSHKECTH (BKIIOYAS JICTANBHBIA WCXOA) OYIyT BaphbHUpOBaTh B 3aBUCHUMOCTH OT
JIOKaJIU3alMA, WHTCHCUBHOCTH WJIM IPOJOJDKATEILHOCTH KPOBOTCUCHHS W/WIM aHeMUH (CM.
noapaszgen  «Jleuenune kpoBoTeuyeHui» pasgena 4.9.). B KIMHHYECKHX HCCIIEIOBAaHUAX
KPOBOTEUCHHMSI U3 CIIM3UCTHIX 000JI0UEK (2 IMEHHO: KPOBOTCUCHHUE M3 HOCA, JIECEH, YKEIyI0THO-
KHIIIEYHOTO TPAKTa, MOYETIOJIOBOW CUCTEMBI, BKJIFOYAst aHOMAJIbHOE BATHHAIBHOE HITH YCHUIICHHOE
MEHCTpyaJIbHOE KPOBOTEUYEHHE) M aHEeMHs HaONIOJaNUCh dalle MpU UIUTEIHHOM JICUYCHUU
puBapokcabaHoM Mo cpaBHeHuto c¢ JjeueHueM ABK. Takum o0pazom, B [JOMOTHEHHE K
HaJIeXKAIeMy KIIMHUYECKOMY HaOJIIOJICHHIO, nabopaTopHOe HCCIICIOBaHUE
reMOTJIOOMHA/TEMaTOKPUTA MOXKET OBITh 3HAYUMBIM JUUISl BBISIBIICHUSI CKPBITBIX KPOBOTCUCHHUH U
KOJIMUECTBEHHOW OIEHKM KIMHUYECKOW 3HAUMMOCTH SIBHBIX KPOBOTEYCHHMH B Clyd4asX, KOrjaa
MPUMEHUMO. PUCK pa3BUTHS KPOBOTEUEHUH MOXKET OBITh MOBHIIICHHBIM Y OMpPENEICHHBIX TPYIII
MAlCHTOB, HANpUMep, Yy MAlMEHTOB C TSHKEIOM HEKOHTPOIMPYEMOM apTepHalbHON
TUTIEPTEH3UeH W/WIA TIPH COBMECTHOM NMPUMEHEHUH C TperapaTamMu, BIUSIONUMH Ha TeMOCTa3
(cM. mogapasnen «Puck kpoBoTedeHus» pasnena 4.4.). MeHCTpyaabHOE KPOBOTCUCHHE MOXKET
OBITH 00JIee OOUITBFHBIM W/WJTH MPOIOJKUTEIEHBIM.

['emopparndeckne OCIIO)KHEHHS MOTYT TIPOSBIATBCA B BHIE CIa0OCTH, OJEIHOCTH,
TOJIOBOKPY>KCHHUSI, TOJIOBHOW OOJIM WM HEOOBSCHUMBIX OTEKOB, OJIBIIIKH WJIH HEOOBSICHHMOTO
1I0Ka. B HEKOTOPBIX ciTydasiX BCIEACTBHE aHEMUU HAOIIOIaIiCh CHMIITOMBI UIIIEMHH MUOKAp/a,

TaKue Kak 00Jb B rpyad ujid CTCHOKapaus.
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IIpu nmpumenenun upenapata Kcapento pemcmnpoﬁﬂfn'ét;-”?a%h' '?Iggégjhlftre' g&&mﬁé‘ﬁm,

BTOPUYHBIC I10 OTHOILICHUIO K TSKEIbIM KPOBOTEUEHHUSIM, KaK CHHJIPOM TIOBBIIIEHHOTO
cyOdacuuanpbHOro naBiueHUs (KOMIAPTMEHT-CHHIPOM), TIOYEYHAs HEIOCTATOYHOCTh BCJICICTBUC
runonepdy3un win HedpomaTHsi, acCOUUPOBAHHAS C MPUEMOM AHTUKOAryJISHTOB. Takum
o0pa3oMm, cielyeT y4UThIBaTh BO3MOKHOCTb KPOBOTEUEHHS IMPU OLIEHKE COCTOSHUS JII0O0ro

ManuceHTa, MoJIy4Jaromero aHTUKOaryJIssHThL.

eTu
Jleuenue BTO u npoghunakmuxa peyuoueos BTO
Onenka 6e30MacHOCTH y JIeTel U MOJPOCTKOB OCHOBaHA Ha JAHHBIX MO O€30MaCHOCTH OTKPBITHIX
UCCIICIOBAaHUI C aKTHUBHBIM KOHTposieM (aByx uccinenoBanuii II ¢aszer u omuoro III ¢a3zer) c
ydacTHeM JIeTed B Bo3pacTe oT poxaeHus a0 <18 mner. JlanHbie o 6€30macHOCTH ObUTH B LIEIOM
COTMOCTaBUMBIMU JIJIsl pUBapoKcadaHa U rpenapara CpaBHEHUS B Pa3JIMYHBIX BO3PACTHBIX TPYIIIax
neteil. B nenom npoduis 6e3omacuoctu y 412 nereit 1 HOJpOCTKOB, MOJIYYaBIINX pPUBApOKCaOaH,
ObUT aHAJIOTWYEH NPOQWII0 OE30MaCHOCTH, HA0I0JAaeMOMY BO B3pOCIOH TMOMYJSAIHNHA, M
COXPAHSUICS B pPa3HBIX BO3PACTHBIX IPYIINAX, XOTS OLIEHKA OrpaHINYeHa HEOOIBIINM KOJTMIECTBOM
MAIMEHTOB.
["onoBHas 6ok (oueHb yacto, 16,7 %), nuxopajka (oueHs yacto, 11,7 %), HocoBoe KpoBOTEUEHUE
(ouens wacto, 11,2 %), pBota (ouens uacro, 10,7 %), Taxuxkapaus (dacto, 1,5 %), moBbIIIEHUE
KOHIEHTpauuu omnupyOuna (dacto, 1,5 %) v NOBBIIIEHHE KOHIEHTPAMH KOHBIOTMPOBAHHOTO
ounupyouna (penko, 0,7 %) perucTpUpoOBAIUCH y NMEAUATPUUECKUX IMALMEHTOB Yalle, YeM Y
B3pocibix. Kak u Bo B3pocioii momynsuuu, MeHopparus Hadmoganach y 6,6 % (4acto) neBodek-
MOJPOCTKOB ~ TIOCJIE€  MEHapXxe. TpomOoumronenusi,  HaOmOmaemMass B paMKax
MOCTPETHUCTPAIIMOHHOTO MOHUTOPHHTA BO B3POCIION TOMYJISIMH, B KIIMHUYECKUX UCCIIETOBAHMIX
cpemy MEeIMaTPUUECKOW MOmyssiiuud  HaOmopamnace 4vacto (4,6 %). HexenarenbHble

JICKApPCTBCHHBIC PCAKIIUU Y JeTen OBLIM B OCHOBHOM OT JIETKOM A0 YMepeHHOﬁ CTCIICHU TAXKCCTHU.

Coo01reHne 0 mo03pEBAEMBIX HEXKEIATEIbHBIX PEAKIINIX

BaxHo coo0mare O M0M03pPEBAEMBIX HEXKENATEIbHBIX pEAKLUUAX II0CIE pPErucTpanuu
JIEKapCTBEHHOTO Iperapara ¢ Helibl0 00ecTedeHns] HePephIBHOIO MOHUTOPHUHIAa COOTHOIICHHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOIO Ipemnapara. MeIuIUMHCKUM paOOTHUKAM pPEKOMEHyeTcs
coo0maTe O JIIOOBIX MOJO3PEBAEMbIX HEXKEJIATENIBHBIX PEAKIMIX JIEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHbIE CUCTEMbI COOOIICHUS O HEXKENIATeNbHbIX PEAKIUSAX FOCYyAapCTB — WICHOB

EBpa3uiickoro 5KOHOMHUYECKOI0 COK3a:

Poccuiickas ®edepayus
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®denepanbHas cayxk0a mo Haa30py B chepe 31p ooxpaﬁQx‘HE&%Qéﬂﬁaﬂ%%ﬁ)c’ CTb 0003)

Anpec: 109012, r. Mocksa, CiaBsiHCKas Iiomaip, 1. 4, ctp. 1
Tenedon ropsueit muaun: +7 800 550 99 03
DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

Pecnybnuxa Kazaxcman

«HanuroHanbHBIN EHTP 3KCTIEPTU3HI JIGKAPCTBEHHBIX CPEICTB U MEAUIIMHCKUX U3ICITHIDY
KomuTeTra MequmHCcKoro u papmarieBTH4eckoro KOHTposisi MuHucteperBa 3/1paBoOOXpaHEHUS
PecnyOommnku Kazaxcran

Anpec: 010000, r. Acrana, paiion baitkonsip, yi. A. Mmanosa, 13 (BL] «Hypcayner 2»)
Tenedon: +7 7172 23 51 35

Onekrponnas nmoura: farm@dari.kz

https://www.ndda.kz

Pecnybnuxa benapyco

VII «LleHTp 3KCIepTU3 U UCIIBITAHUM B 3PaBOOXPAHCHUN
Anpec: 220037, r. Munck, ToBapuiieckuii niep., 2a
Tenedon: +375 17 231 85 14

®axkc: +375 17 252 53 58

Tenedon ornena papmaxonaazopa: +375 17 242 00 29
Onekrponnas moura: rcpl@rceth.by, rceth@rceth.by
https://www.rceth.by

Pecnyonuxa Apmenus

AO3T «HayuHblii IEHTp SKCIIEPTU3BI JIEKAPCTB U MEAUIIMHCKUX TEXHOJIOTMM UM. aKaJeMHKa
3. N'abpuensHa»

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5

Tenedonsr ropstaeit muann: +374 10 20 05 05, +374 96 22 05 05

DnektpoHHas modra: Vigilance@pharm.am

http://pharm.am

4.9. Ilepeno3npoBka

CHMIOTOMBI
YV B3pOCHBIX OBUTM 3apEeTHCTPUPOBAHBI PEIKHE CIydad Mepeao3upoBku a0 1960 mr. B ciyuae

NEepCa03UPOBKHU HeO6XOI[I/IMO TIIATCIBHO Ha6J'IIOIlaTB nanuceHTa Ha NOpCeIMET PpPa3BUTUA
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. o o N0C B HOCTE 00097
KPOBOTECUCHHIA MJIA APYTHX HEKETATEIBHBIX PEdKIIUM ( cif! HOIIBES;( et Kp(l_B'bTetre‘HHH»

paznmena 4.9.). B cBA3M ¢ OrpaHUYCHHBIM BCACBIBAHHMEM OXHUAACTCS (OPMUPOBAHUE ILIATO
KOHIIGHTpalUH IpenapaTa 0e3 NTalbHEHIIero yBelIn4eHus ero CpeHel KOHIEHTPAIMK B TJIa3Me
KPOBH IIPU MIPUMEHEHUH /103, PEBBIIAIOIINX TepaNeBTUYEeCKUe, paBHbIX 50 Mr puBapokcabaHa
WJIU BBIILE Y B3POCBIX.

JIist B3pOCIHBIX CYMIECTBYET CHEIUPUYISCKU aHTUIOT (aHIAeKcaHeT anb(ha), OIOKHPYIOIIHUN
dapmakonuHamMuueckuii 3¢ ekt puBapokcadbaHa.

B cnydyae mepemo3upoBKM pHuBapokcabaHa JJIsi CHMDKCHHS BCACBIBAHHMS MOXKET NPHMEHSTHCS

aKTI/IBI/IPOBaHHHﬁ YroJib.

JleyeHune KPOBOTEUEHU

Ecnm y manueHTa, moy4arommero puBapokcadaH, BO3HHKIIO OCJIOKHEHHE B BUIE KPOBOTECUCHUS,
CJIEAYIOUIMH MpUeM pHUBapokcabaHa cilefyeT OTJIOKUTh WU, NMPH HEOOXOAMMOCTH, OTMEHUTh
neuenue. Ilepuon mosyBbIBeA€HUST pUBapoKcabaHa y B3pPOCIBIX COCTAaBIISAET MPUOINU3UTEIBHO
5—13 wuyacoB. JleueHue HNOMKHO OBITh HHAMBUIYAJbHBIM B 3aBUCHUMOCTH OT TSDKECTH H
JOKaJM3alMi KpoBOoTeueHHA. [lpu HEOOXOIMMOCTH MOXKHO IPHMEHSATh COOTBETCTBYIOIIEE
CHUMIITOMAaTHYECKOE JICYCHUE, TAKOE KaK MEXaHW4YecKass KOMIpeccHs (Hampumep, MpU THKEIBIX
HOCOBBIX KPOBOTEUCHMSIX), XUPYPTrUUECKUH reMOCTa3 ¢ MpoLeaypaMu KOHTPOJIsl KpOBOTEUEHHUS,
UHQY3MOHHAs Tepanus U IeMOAMHAMHUYEcKas IOAJEpXKKa, MPUMEHEHHE IMpenapaToB KpOBU
(9pUTPOIIUTAPHON MACCHI WIIM CBEKE3aMOPOKEHHOM IJIa3Mbl, B 3aBHCHMOCTH OT TOTO, BO3HUKIIA
aHEMUS WM KOoaryJonaTHsi) Ui TPOMOOIIUTOB.

Ecnu mepeuunciieHHble BBIIIE MEPOTIPUSTHS HE MPUBOAAT K YCTPAHEHUIO KPOBOTCUCHUS, MOXKET
ObITh Ha3HAYEH crIeU(UUECKUI aHTUIOT HUHTHOUTOpa (hakTopa Xa (aHaeKkcaHeT anb(da), KOTOPBIN
Onmokupyer  QapmakoguHaMH4YecKHMi  3pQexT  puBapokcabaHa, MIM  cHenuduueckue
NPOKOAryJISIHTHBIE —TIpenapaThl, HaImpuMep, KOHIEHTPAT MPOTPOMOMHOBOTO KOMILIEKCA,
KOHIICHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA WJIM PEKOMOMHAHTHBIN (hakTop
Vlla (r-FVIla). Oxnako B HacTosimiee BpeMsi ONBIT TMPHUMEHEHHs JAHHBIX JIEKAPCTBEHHBIX
OpenapaToB y B3pOCHbIX, MOJYyYalOUIMX pHUBApOKcabaH, BecbMa oOrpaHu4eH. JlaHHBIE
PEKOMEH/IAlMU TaK)Xe OCHOBAHBI HAa OTPAHWYCHHBIX HEKIMHHYECKUX JaHHBIX. BO3MOXHOCTH
MOBTOPHOTO BBeJeHHS pekoMOuMHaHTHOro dakrtopa VIla u TuTpoBaHuEe 03Bl CIEQYET
paccMaTpuBaTh B 3aBUCHUMOCTU OT CHIJKEHHsI akKTUBHOCTH KpPOBOTEUYEHHMs. B 3aBUCHMMOCTH OT
MECTHOM JOCTYIHOCTH, B Cllydae OOJBIIOr0 KPOBOTEUEHHUS CIEIYEeT PaCCMOTPETh BO3MOKHOCTh
KOHCYJIBTAILlH CO CHEUATNCTOM 10 KOaryJsiud (cM. paszgen 5.1.).

[Ipenmonaraercsi, 4ro mnpotamuHa cyinbdaT W BUTaMHH K He OKa3pIBalOT BIHMSHUS Ha

AHTHUKOATryJIMHTHYIO aKTHUBHOCTb pHBapOKca6aHa. HNmeetcs OFpaHquHHLIﬁ OIIBIT ITPUMCHCHHS
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TPAHEKCAMOBOW KHUCJIOTBI U OTCYTCTBYET OIIBIT H]C)I/IMCEGHPI; PIE'OKEEMB’OT/ITKHCHDTBI u
anpoOTHHUHA y  B3pPOCIBIX, TMOJy4alIIUX  puBapokcaban. Hayunoe oOocHoBaHMe

I_IeJIeC006pa3HOCTI/I W OHNbIT HNPHUMCHCHHUA CHUCTCMHOI'O TI'CMOCTATHUYCCKOI'0 IIpCriapara

JAECMOIIPECCHMH Y IMaOUCHTOB, IIOJYYarolmiuXx pI/IBapOKC8,6aH, OTCYTCTBYCT. YuurteiBas
WHTEHCHUBHOE CBSA3bIBaHHE C OeJIKaMu IU1a3Mbl, OXHUIAACTCA, YTO pHBapOKca6aH HE 6y,[[eT

BBIBOAUTHCA IIPpHU NPOBCACHUN JUAIN3A.

eTu
JlaHHbIe y neTeil orpaHuYeHbl. JlaHHBIE O [103aX, MPEBBIIIAIONIUX TEPANICBTHUCCKUE, Y NETCH
OTCYTCTBYIOT.
Criermuduueckuii aHTUAOT (aHAEKCAaHET abda), OMOKHPYOIMUi papMakoTuHAMUYECKHHA (P PeKT
puBapokcabaHa, HE pa3peuieH K MIPUMEHEHHIO Y JICTEH.
Jleuenue kposomeuenuil
[lepuon mONMYBBIBEICHUS Yy JI€TCH, CHPOTHO3HUPOBAHHBIM C TOMOIIBIO TMOMYJISIIMOHHOTO
(hapMaKOKMHETHYECKOTO MOJICTTUPOBAHUS, KOPOUe, YeM Y B3pOCIbIX (CM. pazaen 5.2.).
OnpIT MpUMEHEeHUs1 crenn(pUUECKUX MPOKOATYJISHTHBIX MpenaparoB (Hampumep, KOHICHTPAT
IPOTPOMOUHOBOTO KOMILIEKCA, KOHIIGHTPAT aKTUBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA
win pekombunanTHbid dakrop VIla (r-FVI1Ia)) y nereit, nonyuaromux puBapokcabaH, BecbMa
OTpaHUYEH.

OTcyTCcTBYET ONBIT MIPUMEHEHHS MPOTaMUHA Ccyjb(aTa, BuTamMuHa K, TpaHekcaMoBOM KUCIIOTHI,

aMHHOKaHpOHOBOﬁ KHCJIOTBI U alIpOTUHUHA Y I[eTeI\/’I, MOJIyYarouInux pI/IBapOKca6aH.

5. ®APMAKOJIOTMYECKHE CBOMCTBA
5.1. dapmakoguHAMH4YeCKHEe CBOICTBA

dapmakoTepaneBTHUECKasi TPyIIa: aHTUTPOMOOTHYECKHE CpEACTBA, MPSIMblE HHTHOUTOPHI
¢axTopa Xa.
Kon ATX: BO1AFO1

MexaHn3M IeiCTBUS

PuBapokca®aH — BBICOKOCENIEKTUBHBIN MpsiMON MHTUOUTOp (akTopa Xa, 00s1aJarovii BEICOKOMH
OMOOCTYITHOCTBIO IIPU MIpHeMe BHYTpb. IHrubupoBanue gaktopa Xa HapyliaeT BHyTPEHHUN U
BHEIIHUH MYTH KOAryJISIUOHHOTO Kacka/ia, ”Hruoupys oopazoBaHue TpoMOrHa U GopMUpOBaHHE
TpoMba. PuBapokcaban He mHrHOupyeT TpoMOMH (akTuBUpoBaHHBIM (axTtop Il), a Takxke He

MIPOJIEMOHCTPUPOBAJT BIUSHUS HA TPOMOOIIUTHI.
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dapmakognaamuyeckue 3P HeKTeI

Y dyenoBeka HaOmOgaeTcs J0303aBUCMMOE WHTHOMpPOBaHHME AaKTUBHOCTH (akTopa Xa.
PuBapokcaban oka3bIBaeT J0303aBUCUMOE BIMSHUE HA IPOTPOMOMHOBOE BpEMsi, KOTOPOE XOPOIIIO
KOppEIHpyeT ¢ KOHLEHTPAIUsIMH prUBapokcadaHa B ma3me kposu (I = 0,98), eciu jiist aHanm3a
ucrnosibdyercss Habop Neoplastin. ITpu ucmonp30BaHUU IPYTHX PEaKTHBOB PE3yJIbTAThl OYIyT
ornuyarbed. [IporpoMOuMHOBOE Bpems cieqyeT H3MEpATh B CEeKyHJaX, nockoiapky MHO
(MEXIyHapOJHOE HOPMATH30BAHHOE OTHOIIEHUE) OTKATMOPOBAHO U BATHIUPOBAHO TOJBKO JIJIsS
IPOM3BOJIHBIX KyMapHHa U HE MOXKET IPUMEHSTHCS AJIs IPYTUX aHTUKOATYJISTHTOB.

VY nanMeHTOB, MOJYyYaroIUX pUBapoKcabaH uid jgedeHus U npoguiakTuku peuuansoB TI'B u
TDJIA, 5/95 npouentunu aius nporpomobuHoBoro Bpemenu (Neoplastin) uepes 2—4 vaca mnocie
npreMa TadyieTku (T.e. Ha MakcuMmyMe 3¢ dekra) BappbUpyIOT oT 17 1o 32 CeKyH[ Nmpu mpueme
15 mr puBapokcabana Ba pas3a B JcHb, 1 OT 15 10 30 cexyHn npu npueme 20 Mr puBapokcadaHa
OJIMH pa3 B JeHb. B npomexyTke uepe3 8—16 yacoB mocie npuema tabdnetkn 5/95 npoueHTHIH
BapbUpYyIOT OT 14 10 24 cexynn npu npueme 15 mMr 1Ba pasa B AeHb, U uepe3 18—30 yacoB nocie
npuema tadsetku — ot 13 1o 20 cekynn npu npueme 20 MT OJIMH pa3 B JICHb.

VY nauueHToB ¢ GuUOpHUIALKEN Npeacepauil HEKJIamaHHOTO MPOUCXOKICHUS, TPUHUMAIOLINX
puBapokcabaH Juisl NPO(UIAKTUKY UHCYJIbTa U CUCTEMHON TpoMO03MO0aHMH, 5/95 NpoLeHTHIIH
st mpotpombuHOoBOro Bpemenu (Neoplastin) yepes 1-4 yaca nocne npuema TabieTku (T.e. Ha
Makcumyme 3¢ dekra) BappupytoT oT 14 10 40 cekyHA y MaleHToB, MpuHuMaromux 20 Mr o1uH
pa3 B JieHb, 1 oT 10 10 50 cexyH[1 y MalMeHTOB ¢ HapyIIeHHeM (YHKIH [TOYEK CPEeTHEN CTEeNeHH,
NpUHUMAKIMUX 15 Mr oauH pa3 B JeHb. B mpomexyTke uepe3 16—36 dacoB mocie npuema
tabnaeTku 5/95 nponeHTHIn BapbUpyIOT OT 12 10 26 CeKyH/ Y NalMeHTOB, IpuHUMaromux 20 Mr
OJIUH pa3 B JIeHb, U OT 12 10 26 cekyHJ y NalMEeHTOB C HapylleHUueM (YHKIMU MOYEK CpeaHen
CTETIeHH, IPUHUMAIOIIKX 15 MI OJTUH pa3 B /I€Hb.

B knuHMuYeckoM  (apMaKoOJOTMYECKOM  HCCIEIOBAaHMM HM3MEHEHUs (apMaKoJIUHAMUKU
puBapokcabaHa y 300pOBBIX B3pPOCIbIX J100poBOJBIEB (n = 22) OBUIO U3YYEHO BIUSHUE
onHOKpaTHbIX 703 (50 ME/Kr) AByX pas3lM4HBIX THIIOB KOHILIEHTpaTa MPOTPOMOMHOBOIO
komruiekca: 3-¢akropHoro (paxtops! 11, IX u X) u 4-pakropuoro (¢pakropst II, VI, IX u X). 3-
(akTOpHBI  KOHLEHTpAaT MPOTPOMOMHOBOIO KOMIUIEKCA CHM3WJ CpEJAHHE 3HAYECHUS
nporpomoOuHOBOTO BpeMenn (Neoplastin), mpumepro Ha 1,0 cexkynay B Teduenune 30 MUHYT 1O
CpPaBHEHHUIO CO CHIDKCHHMEM MPUMEPHO Ha 3,5 CeKyHIbI, HaOII0JaeMbIM TIPH MCIIOIB30BaHUH 4-
(akTOPHOTO KOHILIEHTpaTa MPOTPOMOUHOBOr0 KomIuiekca. Hanpotus, 3-pakTopHbli KOHIIEHTpAT

HpOTpOM6I/IHOBOFO KOMILUIEKCAa OKazall Oosee BBIPA’XKCHHOC U 6LICTp0€ 06]].[66 BJIMAHHC Ha
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00paTUMOCTh U3MEHEHHI B TE€HEPAIMH YHIOTCHHOIO TDHLI'%I/I’H![EgéMEﬁt&%BlimﬁTﬁbPllnlelg”fpaT

npOTPOMOMHOBOTO KOMILIEKca (cM. paszaen 4.9.).

Taxoke puBapokcaban no3o3aBucumo ysenuuunBaeT AUTB u pesynbratr HepTest; ognako 3tu
napaMeTpsl He PEKOMEHJIyeTCsl UCIOJIb30BaTh A OLEHKU (hapMakogMHaMU4eckoro 3ddexra
puBapokcabana. B mepuoj sedeHuss puBapokcaObaHOM IPOBOAUTH MOHUTOPHHI HapaMeTpPOB
CBEPTHIBAHUS KPOBU B PYTUHHOM KIIMHUYECKOH NpakTuke He Tpedyercs. OaHaKo, eciiy sl 3TOro
€CTh KJIMHUYECKOe OOOCHOBaHME, KOHIICHTPALUsi puBapokcabaHa MOXeT ObITh M3MEpeHa Ipu

IIOMOIIU KaJIMOPOBAHHOTO KOJIMYECTBEHHOIO TECTA aHTH-Xa aKTHBHOCTH (CM. pas3zaen 5.2.).

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Ilpogunraxmuxa uncyrbma u CucmemHOU MpoMOOIMOOIUU Y NAYUEHMO8 C Ghuopuiisyuer
npeocepouti HeKIanaHHO20 NPOUCXONHCOEHUS

[IporpaMma KIMHUYECKUX HCCIEAOBaHUN puBapokcabaHa Oblia pazpaboTaHa AJisi TOTO, YTOOBI
noka3ath 3 (HeKTUBHOCTh pUBapOKcabaHa B OTHOUICHUH MPOPUIAKTUKN UHCYIbTa U CUCTEMHOMN
TPOMOOIMOOINH Y TAITUEHTOB ¢ GUOPMILIAIMEN peacepInii HEKJIAIaHHOTO MPOUCXO0XKICHHS.

B ©0azoBom pnBoitHom crenom wuccinenoBannun ROCKET AF 14264 mnamuenta Obuin
paHzoMu3UpoBaHbl Ha mipreM 20 MT puBapokcadaHa oAH pa3 B 1eHb (15 Mr ofuH pa3 B A€Hb AJis
MAIUEHTOB ¢ KiupeHcoM KpeatnunuHa 30-49 mi/MuH) wnn Ha npueM BapdapuHa, 103y KOTOPOro
TUTPOBAJIH JI0 JOCTIKEHUS 1enieBoro 3Hadenus MHO 2,5 (TepaneBrudeckuii nuana3os ot 2,0 no
3,0). Meauana AIUTENBHOCTH JIeUeHHs cocTaBuiia 19 mecsieB, a o0mas Mpo0KUTEIbHOCTD
nedyenus — 1o 41 mecsua.

34,9 % manueHTOB MOMy4alld TEpamuio areTuicanuiuuioBoi kucioroi, 11,4 % - momywanu
TEpanuio aHTHAPUTMHUECKUMH Tperapatamu kiacca ll1, Bkimrouas amuomapoH.

PuBapokcaban He ycTynman BapgpapuHy NO NEpBUYHOM KOMOWHHPOBAHHON KOHEYHOH TOYKe
WHCYIIbTa U CHUCTEMHON TpoMO03MOOIIMH, HE CBSI3aHHON C IIEHTPAIbHONW HEPBHOUM cHUCTEMOM
(ITHC). B momyssiuu, mMojydyaBIiei JIe4eHHe COTJIAaCHO MPOTOKOJY, WHCYJIBT MM CHCTEMHAsS
TpoMO0IMOOIHS Tpou3oNLIH y 188 manueHToB, noiay4aBimx puBapokcadas, (1,71 % B ron) u'y
241 nanueHTa, npuHUMaBIero Bapdaput, (2,16 % B ron) (oraomenue puckos (OP) 0,79; 95 %
1, 0,66-0,96; P<0,001 nns rumore3sl «He ycrymaer»). Cpeand BceX paHAOMHU3UPOBAHHBIX
NAIMEeHTOB, MPOAHAIM3UPOBAHHBIX B COOTBETCTBUM C Ha3HAYCHHBIM BMemmaTenbcTBoM (ITT),
NIEPBUYHBIC COOBITHS TPOM30NLTH Y 269 MaIllMeHTOB, MMOJMy4YaBIInX puBapokcadan, (2,12 % B rom)
u y 306 maruenToB, noiay4aBmux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % U, 0,74-1,03;
P<0,001 nnsa runoressl «He yerynaet»; P=0,117 mis runoressl «1peBocXoauT»). Pe3ynbraTsl s
BTOPUYHBIX KOHEUHBIX TOYEK, IPOBEPEHHBIE B HEPAPXUYECKOM IMOpPSJIKE B aHAU3e B

COOTBETCTBHH C HA3HAYCHHBIM BMEIIATCIBCTBOM, ITOKAa3aHbI B Ta6J'II/IHe 4,
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Cpeau manueHToB B rpymne BapdapuHa 3HaHEHUS Mﬁ%-ﬂ%z{%ﬁgg% IE‘e—pe-qu_eBTI/Irre'CKOM

muana3one (ot 2,0 no 3,0) B cpenrem 55 % BpeMenu (Meaunana 58 %; MEeKKBApPTHIIBHBIN AHAITa30H
ot 43 no 71). DddexT puBapokcabaHa He paznuyaics Ha ypoBHe IeHTpanbHOro TTR (Bpems B
nuanazone neineoro MHO ot 2,0 no 3,0) B xBapTuisax oamHakoBoro pasmepa (P=0,74 nns
B3auMoJIeiicTBHs). B mpeenax caMoro BRICOKOTO KBAPTHJIS 11O OTHOIIEHHIO K IICHTPY OTHOIIICHHE
puckoB (OP) puBapokcabana mo cpaBHeHUIo ¢ Bapdapunom coctasisuio 0,74 (95 % AU, 0,49—
1,12).

YacToTa BOZHUKHOBEHHSI OCHOBHOH KOHEYHOW TOYKH Oe30macHOCTH (OOJNbIINE M KIMHHYECKH
3HAYUMbIe HEOOJBIIME KPOBOTCUCHHMsI) OblJa COMOCTaBMMa B OOEHMX TpyIIax JedeHus (CM.

Tabmuiy 5).

Tabmuna 4. Jlanasie mo npodumo 3ddexTuBHOCTH B KiamHHYeckoM uccienoBanuu |1 daser
ROCKET AF
Hccnenyemas ITT ananu3 3¢ppexTUBHOCTH Yy NaNUEeHTOB ¢ GudOpUILIALIHEit
NonyJsius npeacepaAnii HEKJIANMAHHOTO MPOMCXOMKIEHUSI
PuBapokcadan 20 mr Bapdapun B n03e,
OJIMH pa3 B aeHb (15 THUTPOBAHHOI 1O
OTHomeHne
MT OJIMH pPa3 B JIeHb 1eJIEeBOMY YPOBHIO
PHCKOB
JJISl MAIIMEHTOB C MHO 2,5
TepaneBTuueckas (95 % AN)
YMepeHHOo# (TepaneBTHYECKHUI
no3a p-3HaYeHHe,
MO4YeYHOM auana3oH ot 2,0 1o
TeCT Ha
HEI0CTATOYHOCTHIO) 3,0)
NMPEeBOCXOICTBO
Yacrora coObITH YacrtoTa coobITHI
(100 nanueHTO-JIET) (100 naueHToO-JI€T)
WHcynpT M cucremHas 0,88
269 306
TpOMOOIMOOITHS, HE (0,74-1,03)
(2,12) (2,42)
cesizanHas ¢ [THC 0,117
WucyneT,  cucremHas
TpoMO03MOOIIHS, HE
0,94
cesizanHas ¢ [[HC, u 572 609
(0,84-1,05)
CMEpTh BCJICJICTBHE (4,51) (4,81)
0,265
CepACYHO-COCYTUCTOTO
3a00JieBaHUS
WuCcynpt,  cuctemHas 659 709 0,93
TPOMOOIMOOITHS, HE (5,24) (5,65) (0,83-1,03)
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o

[HC,

CBSI3aHHAsI C
CMepTh BCJIEJICTBHUE
CEePJCYHO-COCYIUCTOTO

3a00/1eBaHUs H

nHpapKT MHOKapaa

l—_|I:F":I- I;.-l-l—l—n.||I:--:I:--|-_I I-I:i-l
S TTEA DR TENTRAUS IO:I1.§8_-,

253 281 0,90
WuCynpT (1,99) (2,22) (0,76-1,07)
0,221
CucremHas 20 27 0,74
TPOMO03MOOJTHS, (0,16) (0,21) (0,42-1,32)
HE CBs3aHHas1 C 0,308
IHC
130 142 0,91
Wudapkt muokapaa (1,02) (1,11) (0,72-1,16)
0,464

Tabmuna 5. Jlanusie mo mpodrto 6€30macHOCTH B KIIMHHYECKOM uccienoBanuu |1 ¢azbr

ROCKET AF
Hccanenyemas MaunenTsl ¢ puOpULIsIIUENi peacepaAnil HEKJIATTAHHOTO
MOy IS S nponcxomeﬂnﬂa)

TepaneBTnuyeckas 103a

PuBapokcaban 20 mr
OIMH pa3 B AeHb (15
MTI O/IMH pa3 B IecHb

AJI MAMMEHTOB C

YMEpPEeHHOM MoYeYHOoI

HEI0CTATOYHOCTHIO)
Yacrora coObITHI

(100 maueHTO-J1€T)

Bapdapuu B n03e,
TUTPOBAHHOM 110
11eJIeBOMY YPOBHIO
MHO 2,5
(TepaneBTHYECKH I
auanasoH ot 2,0 1o
3,0)
YacroTa coObITHI

(100 naueHTO-J1€T)

OTHo1IeHHE
pHUCKOB
(95 % AN)

p-3HaYeHne

Bonbimve W KIMHAYECKH 1,03
1475 1449

3Ha4YMMble HeOoubIIe (0,96-1,11)
(14,91) (14,52)

KPOBOTEUYEHUS 0,442
395 386 1,04

bonpmme kpoBoTeueHus
(3,60) (3,45) (0,90-1,20)
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(O CAEOQOBATERERDTC T:O'%Qféfi ]
0,50
CMmepTh BCIIEACTBHE 27 55
* (0,24) (0,48) (0.31-0.79)
KPOBOTEUEHUS , ,
P 0,003
KpoBoreuenuss  u3 0,69
91 133
JKM3HEHHO BAXHBIX (0,53-0,91)
(0,82) (1,18)
OpraHoB™ 0,007
B 55 84 067
HYTPUYEPEITHOE
e (0,49) (0,74) (047059
KPOBOU3IUIHUE , ,
P 0,019
1,22
[Manenue YpOBHS 305 254
(1,03-1,44)
remMorjoouna* (2,77) (2,26)
0,019
[lepenuBanue ABYX
iy Ooliee eqUHUL 1,25
5 183 149 (1,01-155)
SPUTPOLIUTAPHON U1-1,
PHIPOIITTE (L65) (132)
MAacChl WIN LEIbHON 0,044
KpoBU™
1,04
Knunnyeckn  3HauuMEIE 1185 1151
(0,96-1,13)
HEOOJIBIINE KPOBOTCUCHHS (11,80) (11,37)
0,345
0,85
208 250
CMepTh OT BCeX MPUIHH (0,70-1,02)
(1,87) (2,21)
0,073

a) MOITYJIIOUA UI U3YUYCHU A 6C3OHaCHOCTI/I, B ICpUOM JICUCHUSA

* HOMUHAJIBHO 3HAYUMOE

B nomnonnenune k uccnegosanuo ¢assl [II ROCKET AF, Obuto mpoBeneHO MpOCHEKTHUBHOE,
HEKOHTPOJIMPYEMOE  TIOCTPETHCTPAllMOHHOE  HEHMHTEPBEHIIMOHHOE  OTKPHITOE  KOTOPTHOE
uccnenoBanrie (XANTUS) ¢ 1eHTpanbHOW  OIIGHKOM  KOHEYHBIX TOYEK, BKIIOUas
TpoMOoaMOoIHUecKue coObITUS U OonblIe KpoBoTeueHHs. 6704 manuenta ¢ GuoOpuuanueit
npecepanii HeKJIAaHHOTO TPOMCXOXICHUS ObUTM BKJIFOUYEHBI B MCCIICAOBAaHHE KIIMHUYECKOH
NPaKTUKH, B KOTOPOM M3YYAIHCh TI0 TPOPMIAKTHKE HHCYIIbTA H CHCTEMHON TpOMO0IMOOIHH, HE
ceszanHoi ¢ [IHC. Cpennne nokazatenu CHADS; u HAS-BLED B uccnenoannn XANTUS

cocrapunu 1,9 u 2,0 mo cpaBHeHuto co cpenHumu nokazarensimu CHADS2 u HAS-BLED,
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paBabiMH 3,5 u 2,8 B uccnenqoBannn ROCKET _AF, co'&geﬁ-@%“ﬁgﬂm; kEOBOTG‘IeHI/Ie

npomzonuio B 2,1 cimyyaeB Ha 100 mnamuenro-ner. CMeprenbHOE KpOBOTEUYEHHE OBLIO
3apeructpupoBaso B 0,2 ciayyaeB Ha 100 manueHTo-1eT, a BHyTpUUYEPEIIHOE KPOBOU3IIUSHUE — B
0,4 cnydaeB Ha 100 manuenTo-yier. MHCYIbT WM CUCTEMHas TpOMOOIMOOIIHsI, HE CBs3aHHAs C
IHHC, 6putm 3apeructpupoBansl B 0,8 cimydaeB Ha 100 mamueHTO-JI€T.

Ot HAOMIOJEHUS B KJIMHUYECKOW TMPAKTUKE COTJIACYIOTCS C YCTaHOBICHHBIM Mpoduiem
0€30MaCHOCTH 110 3TOMY [T0Ka3aHHUIO.

B mocTtpeructpaiinoHHOM HEWHTEPBEHIIMOHHOM HccienoBanuu Oojsee 162000 mamueHTOB ¢
bubpusuianuen mpencepauii HEKJIANaHHOTO TPOUCXOXKICHHS M3 YEThIPEX CTpaH IMOJIydaau
puBapokcabaH Uit NPO(UIAKTUKH HHCYJIbTa W CHCTEMHOH TpomOo3MOonmu. YacroTa
umemudeckoro uHcyibta cocraBmia 0,70 (95 % AU 0,44-1,13) wa 100 manueHTto-jerT.
KpoBoTeuenus, npuBeAlIne K rOCHUTAIU3ALNK, BO3HUKAIU €O cienyromel yactorod Ha 100
nanuenro-jiet: 0,43 (95 % A1 0,31-0,59) amst BHyTpUdepenHbix kpoBoususuui, 1,04 (95 % JIN
0,65-1,66) mns >KemynOYHO-KUIICUHBIX KpoBoTeueHud, 0,41 (95% AW 0,31-0,53) nmns

yporeHurtaibHbix kpoBoTeueHuit u 0,40 (95 % /AU 0,25-0,65) nns npyrux KpoBOTEUEHUH.

HGMMEHmbl, n006€DZClIOIMM€Cﬂ Kap()uoeepcuu

Bbu10 MpoBeIeHO NMPOCHEKTUBHOE PAaHAOMHU3UPOBAHHOE OTKPHITOE MHOTOLIEHTPOBOE MOUCKOBOE
UCCIIC/IOBAaHME C 3aClICIJICHHOW oOleHKoW KoHedHbix Touek (X-VERT) ¢ yuactmem 1504
NAlMEHTOB (KaK TeX, KOMY JICYEHHE MEepOpaIbHBIMH AaHTHUKOAryJSHTaMH ObUIO Ha3HAYeHO
BIIEpBbIE, TaK M YK€ MOJyYaBUIMX paHee) ¢ (GuOpwuIALuedl npencepauil HEKJIamaHHOTO
IPOMCXOXKAEHUS, KOTOPBIM IOKa3aHa KapJHOBEpCHUs, C LENbI0 CpPaBHEHMs pHBapokcabaHa U
antaronucroB BuTamuHa K (ABK) B noze, nomoOpannoit mo MHO (pangommusanus B
COOTHOIIEHUH 2:1), TpUMEHSeMBIX Ui NPOQUIAKTUKA CEPACUYHO-COCYAUCTHIX SIBICHUH.
[TpuMeHsUIUCH CreayIONIe CTpaTeTHH. YPECIUIIeBOAHAs 3XoKapauorpadus mocine 1-5 nuei
HpeIBapUTEILHOM aHTHKOATYJITHTHON Teparuy WK TPAIUIHOHHBIN MOAX0/ K KapAUOBEpCHH (He
MeHee TpeX Hellelb MpeABapuTeNbHOrO JiedeHus ). [lepBuuHas koHeuHas Touka 3(h(PEeKTUBHOCTU
(Bce cityyau WHCYJIbTA, TPAH3UTOPHOM HMIIEMHYECKOM aTakd, CUCTEMHON TpoMOOAIMOONWHU, HE
csa3anHoi ¢ LIHC, nH(papkTa MUOKapaa ¥ CMEPTH BCIEICTBHE CEPCYHO-COCYAUCTHIX MPHYHH)
npousonuia y 5 (0,5 %) mauuentoB B rpymnne puBapokcadana (N=978) uy 5 (1,0 %) naunueHToB B
rpynne ABK (n=492; OP 0,50; 95 % W 0,15-1,73; moaudunmpoBannas nomyssius 1TT).
OcHOBHasi KOHEYHas Touka Oe3omacHOCTH (00JbIIoe KpoBOTEeUeHHE) pousonuia y 6 (0,6 %) u 4
(0,8 %) marmenToB B rpymnmax puBapokcabana (N=988) u ABK (n=499) cootBerctBenno (OP 0,76;

95 % N 0,21-2,67; nomynsius 6e3omacHOCTH). B maHHOM MOMCKOBOM HCCIEIOBAHUH OBLITU
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IPpOACMOHCTPUPOBAHBI COIIOCTABUMBIC D> €K1l I/IBHOCTBI: ru:l 66151';15215&'311:5]1&ll:l[s;ll:lljl—a?)lil:lﬂle—'lt?elHI/IH
p TpUp i)

puBapokcabana u ABK npu npoBeneHun kapJuoBepcuu.

Hayuenmor ¢ hubpunrayuerl npeocepOuti HeKIaANAHHO20 Npoucxoxcoenus, nepenecuue YKB co
cmeHmuposanuem

Bbu10 mpoBeeHo paHIOMU3UPOBAHHOE OTKPHITOE MHOromeHtpoBoe uccienoBanue (PIONEER
AF-PCI) st cpaBHeHust O€30HacCHOCTH JBYX PEKUMOB JIO3UPOBaHHs pHUBapokcabaHa B
CpaBHEHHH C OJHUM peskumoM no3upoBanust ABK ¢ yuactuem 2124 nanuenTtos ¢ pubOpusiisuei
npecepaIuii HeKJlanaHHoro npoucxoxaeHus, nepeHecmnx YKB co crenTupoBanuem mo noBoay
aTepoCKiIepoTHUecKoro 3abonesanus. [laruenTs! OblTH paHAOMU3UPOBaHbI B cOOTHOIEHUH 1:1:1
it 12-mecsuHoi Tepanuu. [lanueHTsl ¢ MHCYJIBTOM WM TPaH3UTOPHOM MIIEMHUYECKON aTakoin
(TUA) B aHaMHe3€e He BKIIIOYAIHCh B UCCIICIOBAHUE.

I'pynma 1 nonyyana 15 mr puBapokcabana oauH pa3 B gaeHb (10 Mr ouH pa3 B icHb y MAIUEHTOB
¢ kmupercom kpeatunuHa KiuKp 30-49 mu/mun) u uHruburop peuenropa P2Y12. I'pynma 2
nonydaia 2,5 MI puBapokcabaHa JBa pas3a B J€Hb U JBONHYIO aHTUTPOMOOIUTAPHYIO TEPaIUIO
(r.e. 75 wmr xmomuporpena (WiM anbTePHATHBHBIA WHrHOWTOp perentopa P2Y12) wu
AlETUJICATUIIMIIOBYIO KUCTIOTY B HU3KOM 7103€) B TeueHue 1, 6 uinu 12 mecsieB ¢ mocienyonmm
nepexoioM Ha 15 mMr puBapokcabana (10 mr oguH pa3 B AeHb y naienToB ¢ KinKp 30—49 mu/mun)
OJIMH pa3 B JIeHb C AlleTWICATHIMIOBON KHCIOTOW B HU3KOM no3e. I'pynma 3 momyuana ABK B
CKOPPEKTUPOBAHHON J03€ M JIBOIHYIO aHTUTPOMOOIIMTAPHYIO Tepanuio B TedeHue 1, 6 mim 12
MecsileB ¢ mocieayrommM nepexogoM Ha ABK B ckoppekTupoBaHHOW < 103e, ¢
aIeTHJICATMITNIIOBON KUCIOTOM B HU3KOM JI03€.

[lepBuyHas kKoHeYHas TOYKAa OE30MACHOCTH, CIIydad KIMHUYECKH 3HAYMMOTO KpPOBOTEUCHHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) narmenToB B rpymie 1, rpymie
2 u rpymre 3, coorBeTcTBeHHO (oTHOMIEHUE prckoB [OP] 0,59; 95 % noBepuTenbHbI HHTEPBAI
[A1] 0,47-0,76; p<0,001, » OP 0,63; 95% AU 0,50-0,80; p<0,001, COOTBETCTBEHHO).
BropuuHas koHedHas TOYKa (CyMMapHash 4acToTa CEpICYHO-COCYAUCTBIX COOBITHH: CMEpTh
BCJIC/ICTBHE CEP/ICYHO-COCYTMCTBIX MPUYHH, HHPAPKT MUOKApa WIK UHCYJIbT) pa3Buiiach y 41
(5,9 %), 36 (5,1 %) u 36 (5,2 %) nauenToB B rpymie 1, rpymmne 2 u rpyrmnie 3, COOTBETCTBEHHO.
Kaxnplii w3 pexuMoB puBapokcabaHa IOKa3al 3HAYMMOE CHIDKEHHE YacTOThl CIIy4aeB
KJIMHUYECKH 3HAYMMOI'0 KPOBOTEUEHMs MO cpaBHeHHIO ¢ Tepanueir ABK y mamueHntoB c
HeKJIarmaHHou pubdpuusanueit npeacepanii, nepenecmux UKB co crenTupoBanuem.

[Tepuunoit nienbio uccnenoBanuss PIONEER AF-PCI sBisutacek ornenka 6e3onacHocty. [laHHBIC

o 3¢ dexTuBHOCTH (BKIIOYAst TPOMOOIMOOINYECKUE COOBITHS) B ATOM MOMYJISAIUNA OTPAHUYEHBI.

Jleuenue TI'B, TDJIA u npochunaxmuxa peuuousos TI'B u TDJIA
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[Iporpamma KIIMHUYECKUX UCCIEA0OBAHUI pUBAp 0Kca6aH'A-%'fl>ﬁ're-¢| lt:)%'p ' 6¥§}Qtﬁ}l'ﬂ"he I i:Il('f”i'“I[.).'IaIHI/II/I

s dekTUBHOCTH pHuBapokcabana B Hadane jedeHus octporo TI'B u TOJIA, mponomkeHnn
Tepanuu 1 npodunaktuke peruausoB TI'B u TOJIA.

bonee 12800 manueHTOB NPUHSIIM YYaCTHE B YETHIPEX PAHIOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
kananyeckux ucciaenoBanusx 1 ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); xpome Toro, ObUT TMPOBEACH JIOMOJIHUTEIBHBIA MPEABAPUTEIHHO
CIUTAHUPOBaHHBIN 00BenuHeHHBIN aHanmmu3 uccienoBanmii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JJINTEIbHOCTD JICUEHUS BO BCEX UCCIENOBAHUAX cocTaBuia 21 Mecsll.
UccnenoBanne EINSTEIN DVT mpoBoaunock ¢ yuactuem 3449 marmmenTtoB ¢ octpeiM TI'B ¢
[EJbI0 U3yUeHUs IPUMEHEHUs1 puBapokcabana s jgedenus TT'B u npodumakTuku penuIuBoB
TI'B u TOJIA (maumueHTtsl, y KOoTOpbiX Oblia cumnroMHas TOJIA, uckimouanuch U3 JaHHOTO
uccienoBanus). JIUTeNbHOCTD JieueHus: cocTaBisuia 3, 6 win 12 MecsieB B 3aBUCUMOCTH OT
KJINHUYECKOW OLEHKH UCCIIEA0BATEIS.

B teuenue nepBbix Tpex Heaens jeueHus octporo TI'B npumensiics pusapokcaban 15 mr nBa
pasa B JIeHb, C MOCJIEIYIONIUM MEPEX0I0M Ha puBapokcadban 20 Mr oiMH pa3 B JICHb.
Uccnenoanne EINSTEIN PE mpoBomunoces ¢ ydactuem 4832 manmentoB ¢ octpoit TOJIA ¢
nenbto uzydenus sneueHuss TOJIA u npodunaktuku peuunuoB TI'B u TOJIA. dnurenbHOCTh
JIeyeHus1 cocTaBisuia 3, 6 uam 12 MecseB B 3aBUCUMOCTH OT KJIMHHUYECKOH OIEHKH
HCCIIeIOBaTEIIs.

B TedeHue nepBhIX Tpex Heneab HauanbHOTO jeueHus octpoit TOJIA mpumeHnsics puBapokcaban
15 mr 1Ba pasa B IeHb, C MOCIEAYIOIIKUM MEPEX0I0M Ha puBapokcabad 20 Mr oJIMH pa3 B JI€Hb.

B o60oux uccnenoanusx EINSTEIN DVT u EINSTEIN PE cxema nedenus B rpyIine npernapara
CpaBHEHHs BKJIIOUYasa BBEJICHUE SHOKCAIIAPUHA B TEUEHUE 10 KpallHEeW Mepe 5 THEW B COYETaHUH
C Tepamnueil aHTarOHNUCTOM BUTaMHUHA K 10 JOCTHXEHUS TEpareBTUYECKOTO YPOBHS MOKa3aTens
[IB/MHO (>2,0). Jlanee nedyeHne MpoAODKAIOCh aHTArOHKUCTOM BUTaMHMHA K, 103a KOTOpOro
OblJTa CKOPpPEKTHpOBaHAa TakKUM o0O0pa3oM, 4YTOOBI mojaaepkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYecKoM auanaszone ot 2,0 1o 3,0.

Hccnenosanne EINSTEIN Extension mpoBoamioch ¢ ydactuem 1197 mamuentoB ¢ TI'B wmu
TOJIA ¢ nenbio u3yuenus npodpunaktuku peruausos TI'B u TOJIA. JInuTensHOCTh JeUeHUs JUIs
MalMEeHTOB, 3aBEPIIUBIINX OT 6 10 12 MecsIeB JeYeHHs] BEHO3HOW TPOMOOIMOOIINH, COCTaBUIIA
JIOTIOJTHATEIILHO OT 6 10 12 MecsIeB B 3aBHCHMOCTH OT KIIMHWUYECKOM OIIEHKH HMCCIEIOBATEI.
[TpoBoamOCh cpaBHEHUE puBapokcabana 20 Mr OIMH pa3 B ICHb U MIa1eoo.

B wuccimenoBanusx EINSTEIN DVT, PE u EINSTEIN wucnonb3oBainchk OIMHAKOBEIE

npeaABapUuTCIIbHO ONPCACICHHBIC IMEPBUYHBIC U BTOPHYHBIC KOHCYHBIC TOYKH 3(1)(i)eKTI/IBHOCTI/I.
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[lepBuuHOil KOHEUYHOW TOYKOW IPHEKTUBHOCTH '&Inlf"'-lg/f;fﬁ "T\/I];EBI:HbénET_rhlla I"lﬁTS,

OTIpeNIeNABIIUICS KaKk COBOKYNMHOCTh perunuBa TI'B wim daranbhoit mim Hedatansuoit TOJIA.
BropuuHas koHe4Hasi TOYKa OINpeAersiiach Kak COBOKYMHOCTh penuauBa TI'B, nedaranpHOU
TOJIA u cMepTH OT BCEX MPUYHH.

B uccnemnosannu EINSTEIN Choice 3396 maiiueHTOB ¢ OATBEPKACHHBIMU cMMITTOMHBIME TT'B
u/wm TOJIA, 3aBepmuBIINX 6—12 MecsAIEB IeUeHUs] aHTUKOATYIISTHTaMU, U3Y4aJIiCh Ha IPEeIMET
npodmiaktuku paraabHoil TOJIA nnn HedaTanbHbIX cUMOTOMHBIX peunanBoB TI'B umu TOJIA.
[TarueHTsl, KOTOPHIM OBLIO TMOKA3aHO TMPOJOJDKEHHE aHTUKOAryJSIHTHOM Tepanmuu B
TEpaneBTUYECKUX J103aX, MCKIIOYAINCh U3 HCcleA0BaHUA. [IpOJOIKUTENBHOCTh JIeUeHUs
cocTaBisia 10 12 mMecs1eB B 3aBUCUMOCTH OT UHIUBUAYaJIbHON JaThl PaHIOMHU3aLUH (MEIMaHa:
351 nenn). PuBapokcaOan B 10o3e 20 Mr oJiuH pa3 B CYTKH U puBapokcadaH B f1o3e 10 Mr ogus pas
B CYTKU CPAaBHUBAJIM C allETUIICAIMIIUIOBOM KUCIOTOM B 103€ 100 Mr oiMH pa3 B CyTKH.
[lepBuuHOil KOHEYHOM TOUKOW A(PGEeKTUBHOCTH ObUI CUMOTOMHBIN penuauB BTO,
OTIpeNIeNABIIUICS KaK COBOKYITHOCTh peruauBa TI'B wu daransaoil nnn HedatansHoi TOJIA.
B wuccnemopanmm EINSTEIN DVT (cm. Tabmumy 6) ObIIO TPOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycTymnaeT sHokcanapuny/ABK no nepBuyHo KoHEeUHOI TOuKe 3P PeKTUBHOCTU
(p<0,0001 (Tect Ha He MeHbInyO dhdexkTuBHocTh); OP: 0,680 (0,443-1,042), p=0,076 (Tect Ha
peBocxoAcTBO)). [IpenBapuTenbHO ompeneneHHas 4ucTas KIMHUYECKas BbIroja (IepBUYHAs
KOHEYHas Touka 3((HEKTUBHOCTHU U CITydau OOJBIIIOT0 KPOBOTEUEHHUS) ObLJIa 3apEerUCTPUPOBaHA C
OP 0,67 ((95 % AU: 0,47-0,95), HomuHansHOe 3Hadenue P = 0,027) B monas3y puBapokcabaHa.
3nauenuss MHO Haxoaunuch B TEpaneBTHUYECKOM AMana3oHe B cpenHeM 60,3 % BpemeHu ais
cpenHel mpoaonKuTeNbHOCTH JiedeHust 189 nueit u 55,4 %, 60,1 % u 62,8 % BpeMeHH B rpynmax,
IPOJUIEHHOTO Ha 3, 6 u 12 MecsueB JedeHus, COOTBETCTBEHHO. B rpymnme sHokcanapun/ABK He
OBbLIO YETKOH CBSA3M MEXJly YPOBHEM CpEHETro LeHTpaiabHoro T TR (BpeMs B AMana3oHe eJIeBOro
MHO 2,0-3,0) B TepTHIsiX OJJMHAKOBOI0 pazMmepa M yactotoil peunauso BTO (P = 0,932 s
B3auMOJeiicTBUsI). B mpenenax caMoro BBICOKOTO TEPTHJI OTHOCUTENbHO LieHTpa OP mns
puBapokcabaHa 1o cpaBHEHHUIO ¢ Bapdapurom coctasistio 0,69 (95 % JAU: 0,35-1,35).

YacToTa BOZHUKHOBEHMS NEPBUYHON KOHEYHOH TOUYKM O€30MacHOCTH (Ciyyau OOJIBIIOTO WM
KJIMHUYECKH 3HAYMMOTO HEOOJIBIIOr0 KPOBOTEUEHHS), a TaKKe BTOPHUYHOM KOHEYHOM TOUKU

0e30MmacHOCTH (CiTy4au 0OJIbIIOr0 KPOBOTEUEHHS ) OblIa cX0Kel A 00euX rpyI JeUeHHs.
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Tab6muia 6. Jlanasie o npoduiio 3¢ dHeKTHBH

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 17.04 2024 N= 7670

o ADORPERCRATEREHOCTE g0e)

EINSTEIN DVT
3449 nanueHTOB C CHMITOMHBIM OCTPBIM TPOMO030M
Hccnenyemasi nonmyasiuus
rJiy0OKuX BeH
TepaneBTuyeckas 103a U Pusapokcaban Jnoxcanapun/ABK P
MPOJOJIKUTETLHOCTD 3, 6 uiu 12 mecsinieB 3, 6 uiu 12 mecsieB
JIeYeHust N=1731 N=1718
36 51
CumnTomusIi peruaus BTO*
(2,1 %) (3,0 %)
CUMITOMHBINA pEIUIUB 20 18
TOJIA (1,2 %) (1,0 %)
CUMITOMHBIN pelUIUB 14 28
TI'B (0,8 %) (1,6 %)
Cumnromusie TOJIA u 1 0
TI'B (0,1 %)
@daranpHas TOJIA/ A 6
CMEpTh, PH KOTOPOU
(0,2 %) (0,3 %)
Hemb3s UucKIouuTh TOJIA
Bosbiioe nny KNIMHUYECKU
139 138
3HauYMMO€E HEOOJIbIIOE
(8,1 %) (8,1 %)
KPOBOTEYEHHE
Cnyyan 6071b110TO 14 20
KPOBOTCUCHHS (0,8 %) (1,2 %)
a) PuBapokcaban 15 Mr nBa pa3a B J€Hb B TEUYCHHE 3 HEJENIb, C MOCIEAYIOIINM
nepexoioM Ha 20 MT oMH pa3 B JACHb
b) DHOKcamapuH B TeUeHHWE [0 MEHbIIeW Mepe 5 IHed, C OJHOBPEMEHHBIM U

nocienyromuM npuemom ABK

*

0,680 (0,443-1,042), p=0,076 (mpeBOCXOCTRO).

p<0,0001 (e menbmas 3¢ GeKTUBHOCTE I 3apanee ompenenennoro OP 2,0); OP:

B uccnenoanuu EINSTEIN PE (cm. Tabauity 7) 66110 pOAEMOHCTPUPOBAHO, YTO PUBAPOKCaOaH

He ycrymnaer sHokcamapuHy/ABK 1o mepBuuHO# kKoHeuHOU Touke sddextuBHOcTH (P=0,0026

(rect Ha He MeHblyl 3(dektuBHocTh); OP: 1,123 (0,749-1,684)). IlpensaputenbHO

OMNpPCACIICHHAA YHUCTAasA KIMHUYCCKAsl BbIT'OJA (HCpBI/I‘-IHaH KOHCYHasA TOYKa 3(1)(I)CKTI/IBHOCTI/I n

citydau 0OJIBIIIOT0 KPOBOTEUCHHUsT) Oblita 3apeructpupobana ¢ OP 0,849 ((95 % JIU: 0,633-1,139),
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COOTBETCTBYET 3KCTIEPTHOMY OTUETY
ot 17.04.2024 Ne 7670

HOMUHaJIbHOE 3HaueHue P=0,275). 3nauennss MHO Haxogpﬁ;rglggre%iﬁ_gs%gxbxl zmana30He

B cpenHeM 63 % BpeMeHU AJis CpeiHel MPOJOIKUTEebHOCTH JeueHus 215 nueit u 57 %, 62 % u
65 % BpeMeHHU B rpynmnax, MpoUIeHHOTO Ha 3, 6 1 12 Mecs11eB IeYeHUs COOTBETCTBEHHO. B rpyrime
sHokcarmapruH/ABK He ObL10 4eTKO CBsI3U MEXIy YPOBHEM CpeiHero 1eHTpanbHoro T TR (Bpems
B nuanasone mneisesoro MHO 2,0-3,0) B TepTUIISAX OIMHAKOBOTO pa3Mepa M 4aCTOTOM PeliIMBOB
BTO (p = 0,082 nna B3aumojeiicTBusl). B npenenax camMoro BbICOKOTO TEPTHIIE OTHOCUTEIBHO
nentpa OP mns puBapokcabana mo cpaBHeHHIO ¢ BapdapuroM cocrtaBisuio 0,642 (95 % JU:
0,277-1,484).

YacTtoTa BOBHUKHOBEHHS IMEPBUYHON KOHEUHOM TOUKHM Oe3omacHOCTU (ciiydad OOJBIIOrO WU
KJIMHUYECKH 3HAYMMOTO HEOOJIBIIOr0 KPOBOTEUEHH) Obllla HECKOJIBKO HIDKE B TPYIIIE JICUCHHUS
puBapokcabanoMm (10,3 % (249/2412)), yem B rpymnme snedenus >HokcanapuaoM/ABK (11,4 %
(274/2405)). Yacrora BTOPHYHON KOHEYHOHW TOUYKHA O€30MacHOCTH (Ciaydan OOJIBIIOTO
KpoBOTe4YeHHs) Obuta HIDKe B rpymnmne puapokcabana (1,1 % (26/2412)), ywem B rpyimme
snokcanapunHa/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JU: 0,308-0,789).

Tabnuma 7. laraeie o mpodmio 3¢ GHeKTUBHOCTH U Oe3omacHoCcTH B uccienoBanuu 111 dassr

EINSTEIN PE

Hccnenyemasi nonyasiuus 4832 nmaumeHTa ¢ ocTpoii cumnToMmHoii TIOJIA
Pusapoxcadan?® Onoxcanapun/ABKP
TepaneBTnuyeckas 103a u
3, 6 nim 12 mecsinen 3, 6 nam 12 mecsauen
NPOAOLKHTEILHOCTD JIeYeHUs
N=2419 N=2413
50 44
Cumnromusiii peuuus BTO*
(2,1 %) (1,8 %)
CHUMNTOMHBIN peLUIUB 23 20
TOJIA (1,0 %) (0,8 %)
CUMIOTOMHBIN PEIUINB 18 17
TI'B (0,7 %) (0,7 %)
Cumntomuble TOJIA n 0 2
TI'B (<0,1 %)
@aranpHas TOJIA/ cmepTs,
11 7
MIPH KOTOPOI HETB3S
(0,5 %) (0,3 %)
uckirounts TOJIA
Bosnpiroe nim KIMHAYECKHA
249 274
3HAYUMOE HEOOIBIIIOE
(10,3 %) (11,4 %)
KPOBOTEUYCHHE
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04 2024 N2 7670

Cnyyau 601b110TO 26 (MoOCH E"]%:ﬂ";'TEﬂ 5HOC TS 0005]
KPOBOTCUCHHUS (1,1 %) (2,2 %)
a) PuBapokcaban 15 Mr 1Ba pasa B JicHb B T€UCHHUE 3 HEZIETb, C ITOCIICAYIOMUM IEPEX0I0M

Ha 20 Mr oJiMH pa3 B JIeHb
b) DHOKcalmapuH B TEYCHHWE [0 MEHbIIEH Mepe 5 qHeH, ¢ OJHOBPEMEHHBIM |
nocneayomuM npuemom ABK

* p <0,0026 (He meHbInas 3pGEKTUBHOCT I 3apanee onpeaenacauoro OP 2,0); OP:

1,123 (0,749-1,684)
Bein mpoBeneH mpeaBapUTENbHO CINIAHUPOBAHHBIM OOBEAMHEHHBIN aHAIN3 KOHEYHBIX TOYEK
uccienoaanii EINSTEIN DVT u PE (cm. Tabmumy 8).

Tab6numa 8. Jlanubie o mpodrtro 3pGHEKTUBHOCTH B 0€3011aCHOCTH 00BEMHEHHOTO aHAIN3a B

uccnenpoanusax 111 ¢pazer EINSTEIN DVT u EINSTEIN PE

8281 maumeHT ¢ ocTpbiMu cuMnToMHbIME TT'B niun
Hccaexyemasi momyasiuus
TIJIA
PuBapokcaéan® Jnoxcanapun/ABKY
TepaneBTu4eckas 103a "
3, 6 uam 12 mecsineB 3, 6 um 12 mecsneB
NPOAOJIKMTETbHOCTD JIeYeHH sl
N=4150 N=4131
86 95
CumnTomHbIN peruauB BTO*
(2,1 %) (2,3 %)
CUMITOMHBIN peruInB 43 38
TOJIA (1,0 %) (0,9 %)
CUMIOTOMHBIA peUIUB 32 45
TT'B (0,8 %) (1,1 %)
Cumnromasie TOJIA u 1 2
TI'B (<0,1 %) (<0,1 %)
@aranbHas TOJIA/ cmepTs,
15 13
IIpY KOTOPOM HENb3
(0,4 %) (0,3 %)
uckIounTh TOJIA
Bonbiioe uinm KIMHIYECKH
388 412
3HAYUMOE HEOOIBIII0e
(9,4 %) (10,0 %)
KPOBOTEUYCHHE
Crydan 60JIbIIIOTO 40 72
KPOBOTCUYCHHUS (1,0 %) (1,7 %)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04 2024 N2 7670

a) PuBapokcaban 15 Mr 1Ba pasa B IcHb B equHe'pgéﬁelﬁﬂgﬁbigé:@MMTrfénb&bM

Ha 20 Mr oiuH pa3 B IeHb
b) DHOKcanmapyuH B TEYCHHWE [0 MEHBIICH Mepe 5 qHEH, ¢ OJHOBPEMEHHBIM |
nocnenyromuM npuemom ABK

* p <0,0001 (ue mensbInas 3¢GeKTUBHOCTD I 3apaHee ompenenennoro OP 1,75); OP:

0,886 (0,661-1,186)

[IpenBapuTenbHO ONpPEIEICHHAS 4YHCTas KIWHUYECKas BBITOJA TMEPBUYHAS KOHEYHAS TOYKa
3 PEeKTUBHOCTH TUTIOC Ciydad OOJBIIOIO0 KPOBOTEUEHHS) OOBEAMHEHHOTO aHaau3a Oblia
3apeructpuponana ¢ OP 0,771 ((95 % AU: 0,614-0,967), HomunansHoe 3HaueHue P=0,0244).

B uccnenosanuu EINSTEIN Extension (cm. Tabauiy 9) puBapokcabaH NMpeBOCXOAM Miane0o
[0 TCPBUYHBIM W BTOPUYHBIM KOHEYHBIM TOYKaM 3¢ (GeKTUBHOCTH. YacToTa BCTpe4aeMOCTH
NEPBUYHON KOHEYHOW TOYKH 0€30MacHOCTH (ciaydau OOJBIIMX KPOBOTCUCHUI) YMCICHHO ObLia
HE3HAYMTEINILHO BBIIIIE Y MAI[MCHTOB, MOJYYaBIINX TEPAIUIO0 PUBAPOKCAOaHOM B J103¢ 20 MI OJMH
pa3 B JIeHb, IO CpaBHEHHIO ¢ Tu1ane0o. Bropuunas koneyHas Touka 6e30macHocTy (00IbIINE HITH
KIIMHUYECKH 3HAaYMMble HEOOJBIINE KPOBOTEUYCHHS) IMOKa3asla 0oJiee BBICOKYHO YacTOTy ¥
NAIMEeHTOB, IOJIyYaBIIMX TEpanui puBapokcabaHoM B jgo3e 20 Mr oauMH pa3 B JCHb, IO
CpaBHEHHIO C TUTaIeoo.

Tabnuma 9. Jlanaeie o mpodwio 3¢hGeKTHBHOCTH U Oe3omacHocTH B uccienoBanuu |l

da3er EINSTEIN Extension

1197 nanueHTOB, NPOIOKUBIINX JIeHeHHE U
Hccaenyemasi momyasius
NpopWIAKTHKY PelIMBOB BEHO3HOI TPOMO03MO0 MU
Pusapoxcagan?® Inaneéo
TepaneBTuueckasi 103a u
6 nam 12 mecsineB 6 nau 12 mecsineB
NMPOAOLKHTEILHOCTD JIeYeHH s
N=602 N=594
8 42
Cumnromusiii peuuus BTO*
(1,3 %) (7,1 %)
CUMIOTOMHBIA peUIUB 2 13
TOJIA (0,3 %) (2,2 %)
CUMIOTOMHBINA peuuIuB 5 31
TI'B (0,8 %) (5,2 %)
daranpuas TOJIA/ 1 1
CMEPTB, IPU KOTOPOU
(0,2 %) (0,2 %)
Henb3s UCKIounTs TOJIA
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04.2024 Ne 7670

Criyuan GonbmIoro 4 (HOCHELD F@é.TEﬂi:-H': CTo 0003
KPOBOTCUCHHSI (0,7 %) (0,0 %)

Knunnyecku 3Haunmoe 32 7

HEOOJIBIIIOE KPOBOTEUEHUE (5,4 %) (1,2 %)

a) PuBapoxkcaban 20 Mr oJiH pa3 B JIcHb

* p <0,0001 (mpeBocxomactso), OP: 0,185 (0,087 - 0,393)
B uccrnegoBanun EINSTEIN Choice (cm. Tabmumy 10) puapokcaban B mo3ax 20 mr u 10 mr
npeBocxoaun areTmwicanuuuioByo kucinoty (ACK) B go3e 100 Mr mo mepBUYHOW KOHEYHOU
Touke HPdexTuBHOCTH. OCHOBHAs KOHEYHAas TOYKa Oe3omacHOCTH (ciayyaw OOJIBIIOTO
KPOBOTEUECHHSI) OblIa CXOXKEH y MalMeHTOB, MMOMy4YaBIIuX puBapokcadan B go3ax 20 mr u 10 mr
OJMH pa3 B JIEHb, 110 cpaBHEHUIO cO 100 MT aleTUICATMITUIOBON KUCIOTHI.

Ta6muma 10. Janasie o npoduiato 3hdexkTuBHOCTH M 6e3omacHocTH B uccienoBanuu 1 dazsr

EINSTEIN Choice

3396 nauneHTOB, NPOAOKMBIIUX NPOPUIAKTUKY
Hccnenyemas nomyasinus
peunuBOB BEHO3HOI TPOMO0IMO0TUN
PuBapokcadan
PuBapokcadan 20 ACK 100 mr 1 pa3
10 mr 1 paz B
TepaneBTHYecKas 103a mr 1 pa3 B 1eHb B JIeHb
JIeHb
N=1107 N=1131
N=1127
Mennana
MIPOIOIDKUTETLHOCTH
JICUCHUS 349 [189-362] aueit | 353 [190-362] aus | 350 [186-362] anei
[MEXKBapTHIILHBIN
JMana3oH]
CUMOTOMHBIN peryuInB 17 13 50
BTD (1,5 %)* (1,2 %)** (4,4 %)
CuMNTOMHBIN 6 6 19
permaus TOJIA (0,5 %) (0,5 %) (1,7 %)
CUMITOMHBIN 9 8 30
perunus TI'B (0,8 %) (0,7 %) (2,7 %)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04 2024 N2 7670

Daranmsaas TIJIA/ (HOCHEQUEATENEROCTE 0009
CMEpTb, IPHU KOTOPOil | 2 0 2
HEITb3sI HCKIFOYNUTh (0,2 %) (0,0 %) (0,2 %)
TOJIA
CHUMOTOMHBIN PEIUINB
BTD, uadapkr muokap/a, 19 18 -
WHCYJIBT WA CUCTEMHAs
TpoMOOIMOO0ITHSI, HE (L7%) (1,6%) (5.0%)
ces3anHas ¢ [THC
Cnyyau 6071b1I0TO 6 5 3
KPOBOTECUCHHS (0,5 %) (0,4 %) (0,3 %)
Knunnuecku 3naunmoe 30 22 20
HeOoutbIoe KpoBoTedeHue | (2,7) (2,0) (1,8)
CUMIITOMHBIA pelUANB
BTD unu 6onbiioe 23 17 53
KPOBOTEYCHHE (IHCTas (2,1 %)* (1,5%)"™ (4,7 %)
KJIMHHYECKas! BHIT0/1)

*

100 mr oxuH pa3 B aens; OP=0,34 (0,20-0,59)

p<0,001 (mpeBocxonctBo) PuBapokcaban 20 mMr oauH pa3 B JeHb Mo cpaBHeHUto ¢ ACK

** p<0,001 (mpeBocxomactBo) PuBapokcadban 10 mr oguH pa3 B jneHb 1o cpaBHeHHIO ¢ ACK

100 mr oauH pa3 B nenb; OP=0,26 (0,14-0,47)

+

PuBapoxcaban 20 mr oauH pa3 B aeHb no cpaBHeHHI0 ¢ ACK 100 mr oguH pa3 B JieHb;

OP=0,44 (0,27-0,71), p=0,0009 (HoMHHAIBEHOE)

** Pusapokcaban 10 Mr oqun pas B JeHb mo cpaBHenuto ¢ ACK 100 Mr oauH pas B J€Hb;

OP=0,32 (0,18-0,55), p <0,0001 (HOMHUHaIBHOE)

B nononnenne x mnporpamme uccienoanuit Il ¢assr EINSTEIN Gpimo mposeneno

IPOCIEKTUBHOE HEMHTEPBEHLIMOHHOE OTKpBITOE KOropTHoe wuccienoanue (XALIA) c

LEHTPaJbHOW OIIEHKOW KOHEYHBIX TO4YeK, BKItouas peuunu BTO, Gonblioe kpoBoTeueHHE U

cMmepTh. B uccrnenoBanue KIMHUYECKON MPAaKTUKU ObLIM BKIIIOUEHBI 5142 mamueHTa ¢ OCTpbIM

TI'B 15t u3yueHust JOJITOCPOUHOM 6€301acHOCTH pUBapokcadaHa Mo CPAaBHEHUIO CO CTAHIAPTHOM

aHTHKanYHHHTHOﬁ TepaHHeﬁ. YacroTta 0ONIBIIOTO KpOBOTCUYCHUA, pClIUIUBA BTO u CMCPTHU OT

BCEX MpHWYMH s puBapokcabana coctaBuia 0,7 %, 1,4% u 0,5 % coorBercTBeHHO. bhun

pas3inunsa B HCXOAHBIX XAapPaKTCPHUCTHKAX IMMAIMEHTOB, BKJIKOYAas BO3PACT, paKk M HAPYUICHHUC

¢yHkuuu mnovek. [lyis KOPpPEKTHPOBKH MCXOAHBIX MEXKIPYNIIOBBIX Pa3IMYUil MCIIOIB30BAJICS
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 17.04 2024 N2 7670

3apaHee CIJIAaHUPOBAHHBIN CTPAaTU(PUITUPOBAHHHKINA non66l;| IR&M%&HCEE%JEE;EMEJHGMC%TDﬂ

Ha 3TO, OCTAaTOYHOE HCKa)XCHHE MOTJIO BIHUATH Ha pe3ynbTarbl. CroppekTupoBaHHbie OP,
CpPaBHHBAIOIINE PUBApPOKCabaH W CTAaHAAPT JICYCHHUS B OTHOLICHWH OOJBIIOTO KPOBOTEYCHHS,
peunauBa BTD u cMmeptu ot Beex npuuuH, coctasuau 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU
0,54-154) u 0,51 (95% AU 0,24-1,07) cooTBETCTBEHHO. ODTH pPE3yJIbTAaThl KIMHUYECKON
MPAKTUKE COTJIACYIOTCS C YCTAHOBIEHHBIM MTpoduiieM 0€301macHOCTH ISl JAHHOTO TIOKa3aHUsl.

B moctpeructpailnOHHOM HEWHTEPBEHIIMOHHOM uccienoBanun Oonee 40000 mamueHToB U3
YeThIpeX CTpaH 0e3 paka B aHAMHE3€ MOJIydaand pUBapoKcadaH ISl JICUCHUS WIIH TPOQUIaKTHKA
TI'B u TOJIA. Yacrora coOesrtuii Ha 100 npanueHTO-JIET IS CHMIITOMHBIX/KIIMHUYECKU
BEIpaXeHHBIX BTD/TpoMO03MOOINYECKUX  COOBITUN, TPHUBOMANIMX K TOCHUTAIM3AINH,
BapeupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benukobpuranuu a0 2,30 (95 % AU 2,11-2,51) B
['epmanun. KpoBoTeueHus, NpPUBOASAIMIME K TOCHUTAIM3AIMHM, BO3HHKAIM CO CIEAYIOLIEH
yacrotod Ha 100 manumento-ner: 0,31 (95% U 0,23-0,42) nns  BHYTpUYEPEIHBIX
kpoBomzusaui, 0,89 (95 % U 0,67-1,17) mis KellyT10uHO-KHUIICUHBIX KpoBoTeueHuit, 0,44
(95% AU 0,26-0,74) nns yporenutasibHbix KpoBoteuenud u 0,41 (95 % AU 0,31-0,54) nns

JIPYTUX KPOBOTECYCHHIA.

eTu
Dapmaroounamuueckue d¢hghexkmol

[Tporpom6uHOBOE Bpems (Neoplastin), AUTB u anTH-Xa akTHUBHOCTb, U3MEPEHHAS C TOMOIIBIO
KaJIMOPOBAaHHOTIO KOJMYECTBEHHOI'O TECTa, TECHO KOPPETUPYIOT ¢ KOHLIEHTPALUSMHU B IUIa3Me
KpoBu y neteil. Koppensuus mexay aHTH-Xa aKTHBHOCTBIO M IUIa3MEHHOM KOHILIEHTpaluen
ABJIIETCSl JIMHEWHOM C TaHI€HCOM yIja HakJIoHa NpsAMo#, Oinu3kuM K 1. Moryr BO3HUKAaTh
WUHAUBUAYaJIbHBIE DPACXOXKICHHUS Oojee BBICOKMX WM Oojee HHM3KUX 3HAYeHUil aHTH-Xa
AKTUBHOCTH I10 CPABHEHMIO C COOTBETCTBYIOIMMHU KOHLEHTPALUsAMH B IJIa3Me KpoBU. B nepuog
Je4yeHHUs] pUBapoKcabaHOM He TpeOyeTcs MPOBOAMTH MOHUTOPHUHI MapaMETPOB CBEPTHIBAHUS
KkpoBH. OHaKO, €CIIU JIJIsl ITOTO €CTh KIIMHUYECKOe 000CHOBaHUE, KOHIIEHTPAllMU pUBapoKkcabaHa
MOTYT OBITh U3MEPEHBI B MKI/JI IIPH MIOMOIIY KaJTMOPOBAaHHBIX KOJIMYECTBEHHBIX TECTOB aHTH-Xa
akTuBHOCTH (cM. Tabmuiy 6 B pasgene 5.2. ans Auana3oHOB HAOJIOJaeMbIX KOHIEHTpaIui
puBapokcabaHa B Iu1a3Me KpoBH y neteit). Ilpu ncnonp3oBaHnu TecTa aHTU-Xa aKTUBHOCTH JUIS
KOJIMYECTBEHHOW OLIEHKHM KOHIEHTpaluil puBapokcabaHa B IJa3Me KPOBU Yy JeTell HE0OXOAUMO
YUUTHIBaTh HWKHUN Tpenen KOJIMYeCTBEHHOW oleHKU. [loporoBbie 3HaueHus Ui KpUTEpUEB

3(1)(I)CKTI/IBHOCTI/I Wi 0E30IMacHOCTH HE YCTaHOBJICHEIL.

Knunuyeckas s¢hpghpexmusnocmov u 6e3onacnocmo
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Jleuenue BTO u npodpunaxmuxa peyuoueos BT vy nauuéﬂ%%‘ggﬂﬂ 'EOT@;II; 'r;zla Tb 0003)

Bbu10 npoBesieHO 6 OTKPBITBIX MHOTOLIEHTPOBBIX MCCIEAOBAHUN C Y4aCTUEM JETEH, B KOTOPHIE B
oOmieM ObUIM BKIIOYEHBI 727 neTell ¢ MOATBEP)KIACHHOM OCTpOW BEHO3HOM TpoMOo3MOoueit
(BTD), u3 xotopeix 528 monyvanu puBapokcadan. J[o3a puBapokcabaHa, KOTopas NPUMEHSIACH
y Aetei oT poxaeHus a0 <18 ner, OblIa CKOpPpEKTHpPOBaHA MO Macce Tejda M MPUBOAUIA K
JeMCTBUIO puBapoKcabaHa, aHaJIOTHYHOMY ITpH Tipueme 10361 20 Mr puBapokcabaHa oJuH pa3 B
JIeHb y B3pocibiX nanueHToB ¢ TI'B, uro moarBepxkaeHo B uccienoBanuu 111 daser (cMm. pazgen
5.2.).

EINSTEIN Junior — paHZOMU3UPOBAaHHOE OTKPBHITOE MHOTOIECHTPOBOE KJIMHHYECKOE
uccienoBanue |1l ¢aspl ¢ akTMBHBIM KOHTposieM ¢ ydactrem 500 mamueHToB (B BO3pacTe OT
poxxaenus 1o <18 ser) ¢ noaTBepkaeHHON ocTpoit BT, u3 xotopsix 276 neteil Oblu B Bo3pacte
ot 12 no <18 net, 101 pebenok — ot 6 go <12 net, 69 nereir — ot 2 10 <6 ner u 54 pebeHka B
BO3pacTe 10 2 JeT.

BTD knaccuduippoBanach kak karerep-accouuupoantas BT (90/335 maiueHToB B rpyrie
puBapokcabana, 37/165 manueHTOB B rpyIIe Mpernapara CpaBHEHUs), TPOMOO3 BEH TOJOBHOTO
Mo3ra ¥ cuHycoB (74/335 mauueHTOB B rpymie puBapokcabana, 43/165 man@eHTOB B TpyIIe
npernapara cpaBHeHus) wik kKak Apyrue BTD, Brmouas TIB u TDJIA (me xaterep-
accouuupoBanHas BT, 171/335 mauueHntoB B rpymnmne puBapokcadbana, 85/165 manueHTOB B
rpynne npenapara cpaBHenus). Haubonee pacnpoctpanennoit BTO y nereit ot 12 no <18 ner
ObuTa He KaTeTep-acconmupoBannas BTD y 211 nereii (76,4 %); y aereit ot 6 1o <12 net u oT 2
110 <6 J1eT — TPOMOO03 BEH T'OJIOBHOTO MO3Tra U CHHYCOB y 48 nereit (47,5 %) n'y 35 nereit (50,7 %)
COOTBETCTBEHHO; y JeTeH Miaie 2 JieT — KareTep-accoiuupoBannas BTD y 37 nereii (68,5 %)).
B rpymnmne puBapokcabana He Obl10 AeTelt Miaamie 6 MecseB ¢ TpoMO030M BEH rOJIOBHOTO MO3Ta
U CHHYCOB. Y 22 MalMeHTOB C TPOMOO30M BEH T'OJIOBHOTO MO3ra U BEHO3HBIX CHHYCOB Oblia
uHpexkuus [HHC (13 nmanueHToB B rpynne puBapokcabaHa M 9 MalyeHToB B TpYIIE MpernapaTa
CpaBHEHMS).

BTD Obiia cnpoBomupoBaHa MOCTOSHHBIMU WM BpPEMEHHBIMU (DaKTOpaMH pPHUCKA WIH HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereid.

[TarueHTH! MOTyYald HauyalbHOE JIEYEHHE TePareBTUYECKUMU J103aMU He(PpaKIIMOHUPOBAHHOTO
remapyuHa, HUI3KOMOJIEKYJISIPHOTO renapuHa win (GpoHganmapuHyKca B T€UEHUE MO KpaliHel mepe
5 nHeil, mocne yero ObUTH paHAOMU3HPOBAHBI B COOTHOIICHUH 2:1 WM B Tpymny puBapokcabaHa
B J103€, CKOPPEKTUPOBAHHOM IO Macce Tejla, WM B IPYIIy Ipernapara cpaBHEHUs (TelapuHBL,
ABK) B TeueHne OCHOBHOTO TEpHOjia JIEUeHHUs, cocTaBuBINEero 3 mecsmna (1 mecsi mis nerei

Mmiajnie 2 JeT ¢ Kkarerep-accounupoBanHoi BTD). B cnydae kimHHYECKO# OCYIIECTBUMOCTH B
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KOHIIC OCHOBHOTI'O IT€pUoaa JCYCHHUA ITPOBOANIIACE HOBTOI)I;la;I:BEI% J%@VI[IOE TIeDB'I/IqHaSI

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

IPOBOAMJIACh Ha JTale BKIIOYEHUs B HccienoBaHue. llocie 3toro mpuem wucciaemayemoro
IpernapaTa MOr ObITh IIPEKPALIEH UJIH, 110 PELIEHUIO UCCIIEN0BATENS, IPOAOKAIICS CYMMapHO 10
12 mecsreB (i AeTeit muaamie 2 JIeT ¢ KaTerep-accounupoBanaoii BTD mo 3 mecsiies).
[TepBruuHO# KOHEYHOM TOYKON A(P(HEKTUBHOCTH ObLJIa YaCTOTa CHMITOMHOTrO penmauBa BTD.
[lepBu4yHON KOHEYHOH TOUYKOM Oe3omacHOCTH Obula KOMOMHHPOBAHHAS YacTOTa OOJBIIMX H
KJIMHUYECKH 3HAUYUMBIX HEOOJBIINX KpOoBOTeueHUI. Bce KoHeuHble TOUKM A(PPEKTHBHOCTH U
0€30MacHOCTH LIEHTPAIM30BAHHO OLIEHUBAINCH HE3aBUCUMBIM KOMUTETOM, AJIi KOTOPOro ObLIO
3acJerieHO pachpefielieHne MalUeHTOB MO TpymnmaM JiedeHus. Pe3ynbraTel 3¢ (GEeKTUBHOCTH U
Oe3omacHOCTH npuBeAcHBI B Tabnumnax 11 u 12 mmke.

Peummus BTD npomsomen y 4 u3 335 manueHTOB B Tpymie puBapokcabana my 5 u3 165
MAlMEHTOB B TpyIlme cpaBHeHUs. KoMmOuWHUpOBaHHAs dYacToTa OOJBIIOTO KPOBOTEYEHHUS U
KJIMHUYECKH 3HAYMMOTO HEOOJIBIIOT0 KpoBOTeUeHUs: otMeuanach y 10 u3 329 nauuentos (3 %),
MOJTy4aBIINX puBapokcadaH, n'y 3 u3 162 mauuentos (1,9 %), momyyaBmux npenapaTt CpaBHEHHUSI.
Uucras kiIMHHUYECKas BbIroAa (KOMOMHMpPOBAaHHAs 4acTOTa CUMITOMHOro peuuauBa BTO u
00JIBIIOro KPOBOTEUEHHsI) OTMeueHa y 4 u3 335 manueHToB B TpyIine puBapokcabanauy 7 u3 165
MAlMEHTOB B TpYIIe CpaBHEHUs. PexaHanmu3amuss BeHbl MpU TOBTOPHON BHU3yallM3allud
Habmromanack y 128 u3 335 marpeHToB npu JiedeHUuN puBapokcabanoM u 'y 43 u3 165 mauueHToB
B rpyIIE IIpernapaTa CpaBHEHUS. DTH pe3yJbTaThl ObUIN B IIEIOM COITOCTABUMBIMU Y AETEN pa3HbIX
BO3pacTHBIX rpynn. B rpymnme puBapokcabana Obuio 119 gereit (36,2 %) ¢ mo0biM
KpPOBOTEUCHHEM, BO3HHMKIIUM Ha (DOHE Tepamuu, a B TpyIIe IpenapaTa cpaBHeHus — 45 netei
(27,8 %).

Tabnuna 11. lannsie no npoduiato 3¢p¢GeKTUBHOCTH puBapokcabaHa M Mpernapara CpaBHEHUS B

KOHIIC OCHOBHOT'O I€PUOJA JICUHCHUA

CoObITHE PuBapokcadan IIpenapar cpaBHeHus
N=335* N=165*

Peunnue BTO (nepBruyHas KOHEYHAs! TOUKa 4 5

3¢ (HEeKTHBHOCTH) (1,2 %, 95 % 1 (3,0 %, 95 % A1
0,4 % — 3,0 %) 1,2 % — 6,6 %)

KomOuHupoBaHHas KOHeYHast TOUKa: 5 6

CHUMITTOMHBIH peraus BTD + (1,5 %, 95 % U (3,6 %, 95 % U

OeCCUMNTOMHOE YXY/IIIIEHUE TIPH IIOBTOPHOM 0,6 % — 3,4 %) 1,6 % — 7,6 %)

BU3YyaJIN3aIIH

KomOuHupoBaHHas KOHeYHast TOUKa: 21 19
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COOTBETCTEYET JKCNEPTHOMY OTYETY
ot 17.04_202:

Mz Te70

CUMIITOMHBIN peuuus BTO +
0EeCCHMITTOMHOE yXYIIIIEHHE + OTCYTCTBUE

W3MEHEHUN MIPU MOBTOPHON BU3YyaIU3aluU

(6.3 Y6 9595 71k ~ | (11,5 %. 95 %4 J1iL

4,0 % — 9,2 %)

7.3 % — 17,4 %)

PeKaHaHI/ISaHHH BCHBI IIPpU HOBTOpHOfI

BU3yaJIM3allun

128
(38,2 %, 95 % JI1
33,0 % — 43,5 %)

43
(26,1 %, 95 % JIA
19,8 % — 33,0 %)

KoMOuHMpoBaHHAs KOHEUHAs! TOYKA!
CUMIITOMHBIN peruau BTD + Gosnbiioe

KpPOBOTCUCHHUC (LII/ICTaﬂ KIIMHHUYCCKas BBII‘OI[a)

4
(1,2 %, 95 % JI1
0,4 % — 3,0 %)

7
(4,2 %, 95 % JI1
2,0 % — 8,4 %)

TpoMO003MO0IHS JTETOYHOM apTEPHH CO

CMCPTCJIBbHBIM UJIW HECMCPTCIbHBIM HCXOA0M

1
(0,3 %, 95 % 11
0,0 % — 1,6 %)

1
(0,6 %, 95 % I
0,0 % — 3,1 %)

* mosHas BeIOOpKa IS aHAJIU3a, T.€. BCE JIETH, KOTOPbIE ObUIN PAHIOMHU3UPOBAHBI

JAW = noBepuUTENIbHBINA HHTEPBAI

Tabmuma 12. Jlannbie mo npodrio 6e30macHOCTH puUBapokcabaHa W IpernapaTa CpaBHCHHS B

KOHIIC OCHOBHOI'O IICPpHOAA JICUCHHA

00JIBIII0€ KPOBOTEUEHUE + KIIMHUYECKH
3HaYMMO€E HEOOJIBIIIOE KPOBOTCUCHNE

(TepBUYHAs KOHEYHAs TOYKA O€30MacHOCTH)

(3,0 %, 95 % JI1
1,6 % — 5,5 %)

CoobiTHE PuBapokcadan IIpenapat cpaBHeHus
N=329* N=162*
KomOnHupoBaHHas KOHeYHast TOUKa: 10 3

(1,9 %, 95 % JI1
0,5 % — 5,3 %)

boapmoe KpPOBOTCYCHUC

0
(0,0 %, 95 % TN
0,0 % — 1,1 %)

2
(1,2 %, 95 % JI1
0,2 % — 4,3 %)

JIroboe kpoBOTEUeHHE, BO3HUKIIEE HA (hoHE

TCpannn

119 (36,2 %)

45 (27,8 %)

* BLI60pKa JJId aHalii3a 6630HaCHOCTI/I, T.C. BCC OCTHU, KOTOPLIC ObLIH PAHIOMHU3UPOBAHBI U

MOJTYYMJIN 110 KpaiHel Mepe 0/IHY /103y HCCIIeyeMOro JIEKapCTBEHHOTO Mpenapara.

[Tpodune 3dpdexTuBHOCTH M OGe30maCHOCTH puBapokcabaHa ObUI B IIEJIOM CONOCTABUMBIM Yy
nenuaTpudeckoit nomyssiuu ¢ BT u B3pocnoit nonynsiuu ¢ TTB/TOJIA, ogHako cooTHOIIEHNE
MAIMEeHTOB C JIIOOBIM KPOBOTEUEHHEM OBLIO BBIIIE B NenuaTpuueckoil momymnsauuu ¢ BTD mo

cpaBHEHHUIO co B3pocion nmomysauei ¢ TTB/TOJIA.
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COOTBETCTBYET 3KCINEPTHO
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ITanuenThl ¢ TPOMHBIM ITO3UTUBHBIM aHTHGhOChH J'II/IHI/II[HIIH\BFI(:}'I'/IE%M%I\:& E%&@T&-Jﬁkla. L)

MY OTUETY

B cnoncupyemoMm mccienoBarelieM  paHAOMH3UPOBAHHOM — OTKPBITOM  MHOTOIIEHTPOBOM
MCCJIEJOBAaHMH C 3aCJIEIVIEHHON OLIEHKOM KOHEUHBIX TOYEK pUBapoKcabaH M3ydalcsi B CPaBHEHUU
¢ BapdapuHOM Yy TMAaLKUEHTOB € TPOMOO30OM B aHaMmHe3e, Y KOTOPBIX JHAarHOCTUPOBAH
aHTu(GocHOTUNMUIHBIA CHUHIPOM C BBICOKMM PHCKOM TPOMOOAIMOOJIMYECKHX COOBITHUI
(TIOJIOKUTENBHBINA PE3yNbTaT UL BCEX TPEX TECTOB HA aHTU(HOCHONUITUAHBIN CHHAPOM: HAJTMUNE
BOJTYAHOYHOTO aHTUKOATyJISTHTA, AaHTUTEN K KapIUOJHUIUHY ¥ aHTHUTEN K 0eTa-2-TIIMKONPOTEUHY
I). ITocne Brirouenus 120 manueHTOB KCClIeI0BaHNE OBLIIO IPEKPAIICHO JOCPOYHO IO MPUYHHE
MOBBIIICHHOW 4YacTOThl COOBITHMII y TMalMeHTOB B rIpynne pusapokcabana. Cpennss
MPOJODKUTEIFHOCT TIepuoa HAOMIOACHUS cocTaBuiaa 569 nHeil. 59 mamueHToB ObUH
PaHAOMU3HMPOBaHbI B Ipyniy puBapokcadana B go3e 20 mr (15 Mr A nauueHToB ¢ KIMPEHCOM
kpeatuHuHa <50 ma/muH) u 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). Tpombosmbonnueckue
coObITus mpou3onuik y 12 % manueHToB, paHAOMU3HPOBAHHBIX B TPYMIy pHBapokcadana (4
UIIEMUYECKUX MHCYJIbTA U 3 HH(apKTa MHOKapaa). Y MalueHToB, PaHAOMU3UPOBAHHBIX B TPYIIITY
Bap(dapuHa, coOBITHS HEe OBUTM 3aperHCTPUPOBAHBL. BOINBIIOE KPOBOTEUEHHE MPOU30NUIO y 4

nanueHToB (7 %) u3 rpynnsl puBapokcadbana u 2 nanueHToB (3 %) u3 rpynmnsl BapdapuHa.

5.2. ®dapmMakoKHHeTH4YeCKHe CBOICTBA

AOcopOruus

[lpencraBinennass Hmwke WHGOpPMANMs OCHOBAaHA Ha JaHHBIX, IIOJIYYEHHBIX BO B3POCIIOH
HOITYJISAIUH.

PuBapokcaban ObICTpO BcachiBaeTcs; MakcUMaibHass KOHLEHTpalus (Cmax) HOCTUTAETCs dyepe3
2—4 Jaca mocye nmpruemMa TabJIeTKy.

[Tpu npueme BHYTpb B BHJIE TaOJETOK B J103MpoBKe 2,5 Mr u 10 Mr puBapokcabaH BcachlBaeTcs
MPaKTUYECKH MOJHOCTBIO, TIPU 3TOM €ro OMoA0CcTynmHOCTh Bbicokas (80—100 %) He3aBUCUMO OT
npuema nuiy. CoBMEeCTHBIN ¢ MUIEeH mpreM puBapokcadana B 103e 2,5 mr u 10 Mr He BiMsieT Ha
AUC u Cmax puBapokcabaHna.

B cBsi3M CO CHIKEHHOH CTENEeHbIO BCAChIBaHUS, MPH MpHUeMe TaOJIeTOK J03UpoBKOW 20 Mr
HaTONIaK Habmomanack OnomoctymHocte 66 %. Ilpu npueme TabneTox puBapokcabana
no3upoBkoi 20 Mr Bo BpeMst bl oTMedanioch yBenudenue cpeaaeid AUC Ha 39 % mo cpaBHEHHIO
C IpueMOM TabJeTKH HATOIIAK, MOKa3blBas IMPAKTHYECKH IOJHOE BCACHIBAHME U BBICOKYIO
6uonocTynHoCTh. PuBapokcaban B 1o3upoBkax 15 mr u 20 Mr cieyeT npuHUMAaTh BO BpEMsI €/1bl
(cMm. pasgen 4.2.).

dapMaKOKMHETHKA pUBapoKcabaHa MPaKTUYECKU JIMHEHA B 7103aX 710 15 Mr oJiuH pa3 B JeHb MpU
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ot 17.04 2024 N2 7670

npueMe Hatolak. B ycnoBusix mpuema puBapok¢adbaHa B '&RG:TA%J%;&(HJ(%%A-B!ECI)TXTFO 1\'/11““1'5 ML

1 20 Mr BO BpeMs eJ1bl HabJTto1aeTcsl 0303aBUCUMOCTh. [Ipu OoJiee BRICOKHX JJ03aX puBapokcadbaH
JIEMOHCTPHUPYET a0COPOLUIO, OTPAHUYCHHYIO PACTBOPEHHEM, C YMEHBIIEHHON OMOIOCTYITHOCTHIO
U CHI>KEHHOM CKOPOCTBIO0 a0COPOLIMY MTPH MOBBIILIEHUH 103bI.

dapMaKOKMHETHKA pHUBapokcabaHa XapaKTepU3yeTcsl YMEPEHHON MEKHUHIUBUIYaTbHOU
BaprabeIbHOCTHIO (BapHaMOHHBIH KO3 dunmenT) B nuanazone ot 30 xo 40 %.

BcaceiBanue puBapokcabaHa 3aBHCUT OT MECTa BEICBOOOKICHHS B KEITyT0YHO-KHIIICYHOM TPAKTE
(OKKT). Cumxenue AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO HaONI0AaIOCh MPHU
BBICBOOOKJICHUM TpaHyJsATa pUBapokcabaHa B IMPOKCUMAIBHOM OTAelie TOHKON KHIIKH B
CpaBHEHHH C TMPUEMOM IIeJIoW TaOleTKu. DKCMO3MIMs IpenapaTa emje 0ojiee CHIDKAeTCS IpH
BBEJICHUU PHUBApOKCcabaHa B JUCTAIBHBIA OT/IENT TOHKOW KHUIIKH HIIM BOCXOMISIIYI0O 000Z0YHYIO
kuiKky. TakuM oOpas3oM, cieayeT u30Oeratb BBEIEHUS pUBapoKcabaHa TUCTallbHEE >KETylKa,
MOCKOJIbKY 3TO MOXET IIOBJIEYb CHUKEHHE BCACBIBAHMSI U, COOTBETCTBEHHO, AKCIIO3UIIUU
puBapokcabaHa.

buomocrynmaocts (AUC u Chax) puBapokcabana 20 Mr Ipy IpueMe BHYTPb B BHJIC H3MEIbUCHHON
TabJIETKU B CMECHU C SIOJIOUHBIM MIOpPE WU CYCIIEHANPOBAHHOW B BOJIE, a TAK)K€ MPU BBEICHUU
yepe3 KENYyAOYHBIA 30HJ C IMOCIEAYIOIIUM MPUEMOM KHUAKOTO MHUTaHUs Oblla CpaBHMMA C
OMOMOCTYIHOCTBIO  1eNOM  TabjeTku.  YUWThIBas ~ NpPEACKa3yeMbId  J10303aBHCHUMBIN
dbapMakOKMHETHYECKU Tpouiib puBapokcabaHa, pe3yJabTaThl JTaHHOTO WCCIICIOBAHMS

6I/IO,[[OCTy1'IHOCTI/I MMPUMCHHUMBI TAKKE U K 0oJiee HU3KUM J03aM pHBapOKca6aHa.

Pacnpenenenue

Cas3pIBaHMEe ¢ OITKaMU IJIa3Mbl Y B3POCIBIX BRICOKOE M COCTaBISIET MpHOIM3uTENIbHO 92—-95 %),
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHEHTOM SIBISIETCS  CBIBOPOTOUYHBIM  ambOymuH. OObeM

pacripeieNieHust — yMEpEeHHBIN, Vss COCTaBISIET MpUOIM3UTENsHO S0 JI.

EI/IOTDaHCd)ODMaIII/H[ W 3JIMMHUHAIIUA

VY B3poCIBIX NAIMEHTOB MpH MIpUeMe puBapokcabaHa MPUOIM3NUTENBHO 2/3 10361 MOJIBEPraroTCs
MeTa0oaM3My U B JajbHEWIIeM BBIBOJSTCS PaBHBIMH YacTSMM MOYKAMU U Yepe3 KHUIICYHHK.
OcraBmascst 1/3 npuHATON 03Bl BEIBOJUTCS IOCPEACTBOM MPSIMOM MOYEUHOM SKCKPEIUH B BHJIE
HEM3MEHEHHOTO JICHCTBYIOIIETO BEMIECTBAa TJIABHBIM O0pa3oM 3a CYEeT aKTHBHON TOYEYHOU
CEeKpelHtu.

PuBapokcaban merabonusupyercs nocpeactsom nzopepmentoB CYP3A4, CYP2J2, a takxke rpu
MIOMOIIIM MEXaHU3MOB, HE3aBUCHMBIX OT CHCTEMBI ITUTOXPOMOB. OCHOBHBIMH YYacTKaMHU

O6roTpaHcpopMaIiK SBISIOTCS OKUCICHUE MOP(POIUHOBON IPYIIIBI K THAPOIN3 aMUIHBIX CBSA3EH.
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CornacHo JaHHBIM, ITOJYYEHHBIM IN Vitro, pu apoxcaé%'ﬁ]lﬁgrlgfﬁ'EJ@cQSﬂgﬁ Eﬁ';ij :ggﬁikOB-
) y > P

MY OTUETY

nepeHocunkoB P-gp (P-rouxonporenna) u Berp (6enka ycToiunBOCTH paka MOJIOYHOMH JKeJIe3bl).
HewnsmeHnennslii puBapokcadaH siBISICTCS CAMbIM BaKHBIM COSIMHEHHEM B YEJIOBEYECKOH I11a3Mme,
OCHOBHBIC MWJIM AaKTUBHBIE IMPKYJUPYIOLIME METa0O0IMThl B IUIa3Me€ He OOHapy>KEHBI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO cocTaBiseT Npuoau3uTeabHo 10 /4, MoxeT ObITh
OTHCCCH K JICKAPCTBCHHBIM BCIICCTBAM C HU3KUM KIIMPCHCOM. ITocne BHYTPHBCHHOI'O BBCACHUSA
1 mr puBapokcabaHa nepro/ MOIYBBIBECHHUS COCTABISET 0K0JI0 4,5 yacos. [locie nepopaabHOTro
IpreMa BbIBEJICHHME CTAHOBHUTCS OIPAaHMUYEHHBIM CKOpPOCTbIO alOcopOuuu. IIpu BbIBeneHHH
puBapokcabaHa U3 IJIa3Mbl KOHEUHBIH MEPUOJ MOJYBBIBEIECHUS COCTAaBIAET OT 5 10 9 yacoB y

MOJIOJIBIX MAMEeHTOB U OT 11 10 13 yacoB y MOKWIBIX MAIlUEHTOB.

q)aDMaKOKI/IHeTI/I‘IGCKI/IC JAHHBIC YV TTIAITMCHTOB

Y B3poCHbIX MAIMEHTOB, MOJyYalonux puBapokcadban B qo3e 20 mr 1 pa3 B AeHb IS JIeUCHUS
octporo TI'B, reomerpuyeckoe cpennee konneHtpanuii (90 % npeauKkTUBHBIN UHTEpBA) Yepes
2—4 yaca W mpuUMEpHO dYepe3 24 waca mocie mpueMa 103kl (ITO MPUMEPHO COOTBETCTBYET
MaKCHMaJbHOH W MHHHMAJIbHOW KOHIICHTPALUAM B HWHTEpBAJC JI03MPOBaHUS) COCTaBUIO 215

(22-535) mkr/n u 32 (6—239) MKI/J1, COOTBETCTBEHHO.

q)aDMaKOKHHeTHqCCKaﬂ-d)a‘[)MaKOI[I/IHaMI/I‘-IeCKaﬂ 3aBUCHUMOCTb

CootHomieHne (apMakOKMHETHUYECKUX MapaMeTpoB U  (papMakoJuHaAMHUecKuX 3(QexTos
(OK/D]]) Mexay KOHIIEHTpalMel puBapokcabaHa B Mija3Me KPOBU U HECKOJIBKUMH KOHEYHBIMU
dbapMakoIUHAMUYECKUMH TOYKaMu (MHruOupoBaHue ¢dakropa Xa, TPOTPOMOMHOBOE BpeMms,
AUYTB, HepTest) orenrBanock mocje mpremMa muapoKoro auamasoHa 103 (ot 5 10 30 mMr 1Ba pasa
B CyTKH). B3auMOCBs3b MKy KOHIIGHTpalMeil puBapokcabaHa W aKTHBHOCTBHIO (akTopa Xa
HAWIyYIIUM 00pa3oM MPOJEMOHCTPUpPOBaHa C HCIOJIb30BAaHUEM MOJETH  Ema. s
MPOTPOMOMHOBOTO BPEMEHHU MOJIENb JIMHEWHOM Perpeccu B LIEJIOM JIYYIle OMUCHIBAET JIaHHBIE.
YrnoBoi ko3 GUIHEHT 3HAYUTETHHO MEHSJICS B 3aBUCUMOCTH OT PEAKTHBOB, UCTIOIB3YEMBIX JJIS
orpeeNieHus MpoTpoMOnHOBOrO Bpemenu. [1pu nucnonbs3zoBanuu Habopa Neoplastin PT ucxoanoe
3HauEHUE MPOTPOMOUHOBOTO BPEMEHU COCTaBMIIO OKOJIO 13 cek ¢ HAKJIOHOM JIMHUU OKOJIO
3—4 cex (100 mkr/m). Pesynbraret ananu3za cootHoueHuss ®K/DJ] B uccnenopanusx Il u 1 dazsi

COOTBCTCTBOBAJIM aHAJIOTUYHBIM MMOKA3aTCIISIM Y 3[JOPOBLIX ITAITUCHTOB.

Ilon
VY B3poCibIX HE OO0 KIIMHUYECKH 3HAYMMBbIX PA3InYUil hapMaKOKMHETHKHU U (hapMaKoIMHAMUKU

CpE€an MYKUYMWH U JKCHIIWH.
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Loowcunou eospacm

VY HoXMIbeIxX MalUCHTOB KOHICHTpAaIun pI/IBap0K036aHa B IJIa3ME KPOBH BBIIIC, UYEM Y MOJIOABIX
nanueHToB; cpennee 3Hadenne AUC nmpubimsurensHo B 1,5 pa3a mpeBbIaeT COOTBETCTBYIONINE
3HAQYCHHUs y MOJIOJIBIX MAIMEHTOB, TJIABHBIM 00pa30M, BCIICACTBHE CHWKEHUS (BEPOSITHOTO)

oOuiero u novyeyHoro kiupenca. Koppekuus no3sl He TpedyeTcs.

Pasznuunasn macca mena
VY B3pocnbIx KpuTHdeckas Macca tena (MeHee 50 xr u 6oee 120 Kr) JHIIb HE3HAYUTEIIBHO BIIUSIIA
Ha KOHIIEHTpAlMI0 pUBapokcabaHa B mia3me KpoBu (MmeHee 25 %). Koppekuus 103bl He

Tpedyercs.

Mesicomnuueckue paznuuus
Kimuaudeckn 3HAYMMBIX paziuduii (papMaKOKHHETHKH H  (apMaKOJUHAMHKU Yy B3POCIBIX
MAlMeHTOB  €BPONCOMIHOM, adpoaMEepUKaHCKOH, JIATHHOAMEPUKAHCKOHM, SIMOHCKOW  WIIM

KUTAWCKON 3THUYECKOM MMPpUHAJIC)KHOCTU HE HaGJIIO,Z[aJIOCB.

Hapywenue ¢ynkyuu neuenu

Y B3pOCIBIX MAIMEHTOB C IUPPO30M MEYECHU U HApYIICHHEM (DYHKIMH TIEYCHH JIETKOW CTENCHH
(xnacc A no Yaitna-I1st0) hapmMakoknHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIbHO OTIMYAIACh
OT COOTBETCTBYIOIIMX IOKa3aTenel B KOHTPOJIBHOM IpyIIie 3J0pOBbIX UCHBITYEMBIX (B CpeHEM
ormeuaniock yBenudenne AUC puBapokcabana B 1,2 pasza).

VY manueHToB C MUPPO30M TICUSHH M HapymieHneM (yHKIUH TIeYeHn cpeHel crernenu (kiacc B
no Yaitnn-IIst0) cpenusst AUC puBapokcabaHa Obula 3HaUMTENbHO MOBBINIEHA (B 2,3 paza) 1o
CpaBHEHMIO CO 370pOBbIMH J00poBoibiiamu. Hecsizannas AUC yBennuuBanach B 2,6 paza. Y
ATHX MAIMEHTOB TaK)Ke ObLIO CHIKEHO BBIBEJICHHE PUBAPOKCa0aHa OYKAMH, CX0Kee C TAKOBBIM
y TAIMEeHTOB C HapylIeHHeM (QYHKIUHM TMOYeK CpeiHed creneHd. J[aHHBIE MO MalueHTaM C
TSDKEIIBIM HapylleHHeM (YHKIHUU OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTH (pakTopa Xa y MalMEHTOB C HapylIeHUEeM (PyHKIUM MEYeHU CpeaHen
CTerneHu ObUIO BHIPAXKEHO B 2,6 paza CHIIbHEE, YeM Yy 3J0POBBIX JT0OPOBOJIBIEB; YBEIMUYECHUE
POTPOMOMHOBOIO BPEMEHH B CXOXkeH cTeneHu Bo3pactaio B 2,1 pasa. [lanueHTs! ¢ HapyleHneM
(YHKLINU NTeYeHU cpeiHei cTernenu OblIn 0osiee YyBCTBUTENBHBI K pUBapoKcabaHy, uTo SBJISIETCS
cieAcTBueM  Oonee  TEeCHOW  B3aUMOCBSA3M  (hapMakoAMHAMHUYECKUX  APPEKTOB U
(apMaKOKUHETUIECKHX ITapaMETPOB MEKIY KOHIIEHTPAIHEH U POTPOMONHOBBIM BPEMEHEM.
PuBapokcaban MpOTHBOIIOKAa3aH NAalMEHTaM C 3a00JIEBaHUSMH TICUEHH, MPOTEKAIONIMMU C
KOaryJonaTue M pHUCKOM KJIMHUYECKM 3HAYMMOTO KPOBOTEUEHHs, BKJIOYas MAIMEHTOB C

uppo3oM nevenu kiacca B u C no knaccudukanum Yaiina-Isto (M. pazgen 4.3.).
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Hapywenue ¢pynkyuu novex

Y B3pOCHBIX TAIMEHTOB  HAOJIOAAJIOCh  yBEIMYEHHE  OKCHO3HMLIMU  pHBapoKcabaHa,
KOPPENUpPOBABIIEE CO CHUKCHHEM NOYeyHOW (YHKIMM, KOTOpas OLEHHBAJIACh H3MEpPEHHEM
KIupeHca kpearmHuHa. Y mamueHToB ¢ Jerkoil (KnKp 50-80 mn/mun), cpemneit (KunKp
30-49 mn/mun) u Tsokeno (KnKp 15-29 mu/mMuH) creneHplo HapymieHHS (DYHKIIUH TTOYEK
KOHLICHTpaLuK puBapokcabana B mia3me kposu (AUC) Obutn moBsiieHs! B 1,4, 1,5 u 1,6 pasa
cooTBeTcTBeHHO. (COOTBETCTBYyIOLIEEe YyBelIMueHUEe ¢apMakoguHaMUUecKuX 3((HeKToB ObLIO
Oosiee BbIpaXCHHBIM. Y MAllMEHTOB C JIETKOW, CpedHe M TSKENON CTENeHbI0 HapyIIeHUs
GyHKIIMHM ToYeK o0I1Iee MoAaBlieHne akTUBHOCTH (hakTopa Xa yBenuunBayioch B 1,5, 1,9 u 2,0 paza
COOTBETCTBEHHO IO CPABHEHUIO CO 3IO0POBBIMU JOOPOBOJBIIAMHU; MPOTPOMOMHOBOE TAaKKe
yBenuuuBaioch B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.

Jannsie o nanuentax ¢ KinKp <15 mi/MuH OTCYTCTBYIOT.

[Ipenmomnaraercsi, 4To puBapoKcadaH HE MOBEPraeTCs TUAIN3Y B CBSI3U C BBICOKHM CBSI3bIBAHUEM
¢ OeKaMu TUTa3MBl.

He pexomennyetcs npumeHsTh npenapat y naueHToB ¢ KnKp <15 mn/mun. Cnenyer cobmnroaars

OCTOPOXKHOCTH MPH MPHUMEHEHUH mpenapaTta y nanueHtoB ¢ KnKp 15-29 mu/mun (cM. pazgen

4.4.).

eTH
bezonacHocTh 1 3¢ (hekTHBHOCT pHuBapokcabaHa y aAeTeil ¥ MoJpOCTKOB B Bo3pacte 10 18 jer no
NOKa3aHUI0 TMPO(UIAKTHKA HWHCYJIbTa W CHUCTEMHOH TpoMOO3MOOIMM Yy TMALUEHTOB C

bubpmIIALIMeN peAcepInii HEKJIAMTAHHOTO MPOUCXO0XKICHUS HE YCTAHOBIICHHI.

Abcopoyus

Jletn nony4anu puBapokcabaH B BU€ TaONETOK WM CYCIIEH3UH Ul IpUeMa BHYTPbh BO BpeMs
WIN cpa3y IMociie KOPMIJIEHUS WM MpHeMa IHILM, BMecTe ¢ OOBIYHON MOpIUEH >KUAKOCTH s
oOecrnieueHrs Ha/IJIeKaIero Jo3upoBanus y nereil. Kak y B3pocibIx, Tak U y eTell puBapokcadaH
OBICTPO BCACHIBAETCS MTOCIIE IEPOPAIBHOTO ITpUEMa IIpernapara B JIEKapCTBEHHOU opme TabeTKu
WJIM TPaHyJIbl JUIsl IPUTOTOBJIEHMSI CYCIIEH3UM JUIsl TpreMa BHYTpb. He oTMeuaiocs pa3HULIBI HU B
CKOpPOCTH, HU B CTENCHHM BCACBHIBAHHS MEXKJy JIEKApCTBEHHBIMH (hopMaMH TaOJIETKU U I'paHyJIbI
JUTSI TPUTOTOBJICHUS! CYCIIEH3UH I IpreMa BHYTpb. JlaHHbIe 0 (papMaKOKUHETHKE Y IeTeH 1mocie
BHYTPHUBEHHOT'O BBEJCHHSI OTCYTCTBYIOT, I03TOMY a0COJIOTHAsE OMOAOCTYIHOCTh puBapokcabaHa
y JeTedl Heu3BecTHa. BbIIO OOHAPYXKEHO CHU)KEHHWE OTHOCHTENIBbHOM OMOJOCTYHMHOCTH NpHU
YBEJIMYEHHUH 103 (B MI/KI' MacChl Tella), Ha OCHOBAaHMH Y€r0 MOXHO C/IeJaTh MPeIojokeHne 00

orpaHuyeHusx abcopOumu 1715t 60s1ee BBICOKHX 103, TaXe MpH Ipreme ¢ nuiieid. PuBapokcadaHn B
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. 0 OB HOCTE O0009)
BHJIe TaOJETOK MO3UPOBKOU 15 Mr wm 20 Mr clieayet ﬁ&dﬂﬂ'@aﬁi‘t'}; BJM%MEHH'H‘ FI.]:{III/I BO

BpeMs efibl (cM. paszaen 4.2.).

Pacnpeoenenue

Crneunduynpie B OTHOILICHUU JIeTEl TaHHBIE O CBSA3BIBAHWU pUBapokcabaHa ¢ GelKamH IJIa3Mbl
OTCYTCTBYIOT. [laHHBIE O (QapMaKOKHMHETHKE Yy JeTeld I0ociie BHYTPUBEHHOTO BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y Aeredl (Bo3pacTHoil amamazon ot 0 mo <18 zer) mocie
NepopajIbHOTO IMpHUEMa pUBApOKcadaHa, CIPOTHO3UPOBAHHBIA C MOMOIIBIO MOMYJISIIUOHHOTO
(bapMaKOKMHETHUECKOTO MOJICTUPOBAHUS, 3aBUCUT OT MacChl Tela M MOXET ObITh OMHCAaH C
MTOMOIIBIO AJUIOMETPUYECKON (YHKIIMHM CO cpeaHuM 3HadueHueM 113 i1 mus cyObekTa ¢ Maccoit
Tena 82,8 Kr.

buompancgopmayus u snumunayus

Cneuuduynpie B OTHOIICHMM JeTEd JaHHbIe O MeTa0oiau3Me OTCYTCTBYIOT. J[laHHBIE O
dbapMakoKMHETHKE y JAETel Mocje BHYTPUBEHHOTO BBEJEHHUS pUBapoKcabaHa OTCYTCTBYIOT.
Kiupenc y nperei (Bo3pactHo¥ nuana3zoH ot 0 mo <18 ner) mociie mepopalbHOTO TpHeMa
puBapokcabaHa, CIPOTHO3HPOBAHHBIN C MOMOIIBIO MOMYJISIIHOHHOTO (HapMaKOKHHETHIESCKOTO
MOJICJTUPOBAHUS, 3aBUCUT OT MacChl TeJa U MOKET OBITh OMHUCAH C MOMOIIBIO AJUIOMETPUUYECKOM
GyHKIIMM CcO CcpelHUM 3HadeHWeM 8 /4 s cyOobekra ¢ Maccoil Tena 82,8 kr. Cpemnue
TEOMETPUUYECKHE 3HAUEHMs] TEepHoJia TOJyBbIBeACHHS (t12), pPAcCUMTAHHBIE C TMOMOIIBIO
MOMYJIAIIMOHHOTO (hapMaKOKMHETHYECKOTO MOJIETUPOBAHUS, YMEHBIIAIOTCS C yMEHBIIIEHUEM
BO3pacTa M BapbUpyOTCs OT 4,2 yaca y NOAPOCTKOB JO MPUMEPHO 3 4acoB y JETEH B BO3pacTe
2—-12 net, no 1,9 u 1,6 yaca y nereit B Bo3pacre 0,5—<2 net u menee 0,5 roga, COOTBETCTBEHHO.
DapmaxokuHemuveckue OaHuvle y NayueHmos

['eomeTpuueckoe cpennee koHueHTpanuii (90 % uHTEepBaN) B HHTEpBaIax BpeMeHU 0TOopa mpoo,
MPUMEPHO COOTBETCTBYIOIIMX MAaKCUMaJbHOH W MHHHUMAJIHHOW KOHIIEHTPAIIMM B HHTEpBAJIC
JIO3UpOBaHUs, y feTel ¢ octpoit BTD, monydaronux puBapokcadaH B 103€, 3aBUCAIIEH OT MacChl
Tena, IS MOJIy4eHHs] SKCIO3ULIMH, COOTBETCTBYIOIIEH TaKOBOM y B3pOCibIX nmanueHToB ¢ TT'B,
noiyyvaromux 103y 20 Mr 1 pa3 B 1eHb, IpeICTaBlIeHbI B Ta0IUIE 6.

Tabnuna 6. CBogHas cratuctuka (reomerpuueckoe cpeanee (90 % uHTEpBa)) paBHOBECHBIX

KOHIEHTpaluil puBapokcadaHa B Ijia3Me KpOBH (MKI/J) B 3aBUCUMOCTH OT PeXKHUMa JO3UPOBAHUS

U BO3pacTa
Bpemennsie
WHTEPBAJbI
Opun pa3 B N ot 12 1o N ot 6 10
JdeHb <18 ner <12 ser
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[ | 11y

—il——w—l-

EQOBATENERDCTE 0005

25-4 aca 171 | 2415 24 [ 2291 (e

CITyCTS (105-484) (91,5-777)

20-24 gaca 151 | 20,6 24 159

CIyCTS (5,69-66,5) (3,42-45,5)

JBa pa3za B N oT 6 1o N or 2 10 <6 sier |N | ot 0,5 10

JAEHb <12 set <2 Jjer

2,5—4 gaca 36 (1454 38 |1718 2 |mup.

CITyCTS (46,0-343) (70,7-438)

10-16 gacos 33 26,0 37 22,2 3 10,7

CITyCTSI (7,99-94,9) (0,25-127) (H.p.—H.p.)

Tpu pa3za B N oT 2 10 N ot poxaenusi |N | ot 0,5 10 N | oT po:knenus
JIeHb <6 Jer 10 <2 jieT <2 et a0 <0,5 nper
0,5-3 vaca 5 164,7 25 |111,2 13 | 114,3 12 | 108,0
CITyCTS (108-283) (22,9-320) (22,9-346) (19,2-320)
7—8 gacoB 5 33,2 23 | 18,7 12 21,4 11 | 16,1

CIyCTS (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE pacCYUTHIBAIOCH
3HaueHHs HUKE HWKHETO Ipeziena konnyectBenHoro onpexaenenus (HITKO) Obuin 3ameHeHs! Ha
1/2 HITKO puis pacuera cratuctuxu (HITKO = 0,5 mxr/m).

CDapMaKOKuHemMVQCKaﬂ'd)apMaKO()uHaMu'{€CKaﬂ 3a6UCUMOCNIb

llon
AHanmu3 TOJNy4eHHBIX JAHHBIX HE BBIABWI CYLIECTBEHHBIX pa3IMUMid B 3KCHO3ULIUU

puBapokcabaHa y JieTeil pa3Horo rmoia.

Pasznuunas macca mena

V nereilt no3a pHBapOKca6aHa 3aBUCHUT OT MaccChl Tena. AHaIu3 JAaHHBIX, MMOJTYYCHHBIX IJId neTeH,
HE BBISBMJI 3HAYHMMOI'O BIMSHHSA HEOOCTATOYHOM MAacChl Tejla WU OXXUPCHUA Ha DKCIIO3HULIUIO

puBapokcabaHa.

Meoicomnuueckue pasiuyus

AHanu3 NOJyYeHHBIX JAHHBIX HE BBIIBUJ 3HAUMMBIX MEXITHHUECKUX Pa3IMUMi B 3KCHO3ULIUU
puBapokcabaHa y JeTel SAMOHCKOM, KHTACKOW MM a3MaTCKON STHUYECKON MPUHAICKHOCTH 32

npenenamu Snonuu u Kutas no cpaBHeHuo ¢ o01iei neguaTpuyeckoi nonyasmnuei.

Hapyuwenue d)kauuu nevyeru

Knuanueckue JIaHHBIC JJIs ASTE C HapyHmICHUEM (IJYHKI_II/II/I NEYCHU OTCYTCTBYIOT.

Hapywenue d)VHKuuu nouexK
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JlaHHBIE KIMHUYECKUX HMCCIIEIOBAaHUM Yy JETel| B Bospa{gjr'é“:ll'%:ﬁi;cg%y%: Jp_éﬁlﬂé}?fl :II/IJ'II/I

TSDKEJIOW CTENeHbI0 HapymeHus (QyHKIUM MouYeK (CKOpPOCTh KIIyOOUKOBOWM (uibTpanuu

<50 mi1/mun/1,73 M?) OTCYTCTBYIOT.

6. ®APMAIIEBTUUECKHUE CBOMCTBA

6.1. IlepedyeHb BCcnoMOraTeibHBIX BellleCTB

SAnpo

EJUTI0JI03a MUKPOKPUCTAJUTNYECKAst

KpOCKapMeJu103a HaTpus

runpomeriosa S cP (ruapoxcunponunmerunenitoao3a 2910)
JIAKTO3bI MOHOTHAPAT

MarHus cTeapar

HaTpUA Jaypuicyibdar

O6onouka

KpacuTeJb xese3a okcu KpacHsiid (E 172)

runpomeriosa 15 cP (runpoxcunponmimeruiesuionosa 2910)
Makporod 3350 (mommaTuneHr Kok (3350))

tutana quokeun (E 171)

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok roqHocTH (CPOK XpaHeHHs )
3 roga.

H3MenprueHHEIC TaOJCTKH

W3menpueHHble Ta0JIETKU pUBapokcabaHa CTaOWUIIBHBI B BOJE M B S0JIOYHOM MIOpPE B TEUEHUE

4 qacoB.

6.4. Oco0ble Mepbl NPeI0CTOPOKHOCTH NPH XPAHEHUH
Xpanuts rpu tremrneparype He Boie 30 °C.
6.5. XapaxTep M coaepkaHHe NePBUYHON YIIAKOBKH

I1pu npousBoactee Ha batiep Al', 'epmanus

[To 14 Tabnerok B 6muctepsr u3 An/III wim An/IIBX-TIBJAX. Tlo 2 wnu 7 Gauctepos no 14

Ta0JIETOK BMECTE C JIMCTKOM-BKJIAABIIIEM B KaAPTOHHYIO IMAYKY C KOHTPOJIEM IICPBOIr'0 BCKPBITHUA.
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TTpu npoussoscTse Ha 000 «HTDD JIOTICA Hy, Pocdis |EAUBATENEHOCTE 0003]

I[To 14 Tabnerok B Gumuctepst u3 An/IIBX-TIBAX.
[To 2 unu 7 GaucrepoB 1o 14 TaGieToK BMECTE C JMCTKOM-BKIJIAJBIIIEM B KapTOHHYIO MAayKy C

KOHTPOJIEM [IEPBOTO BCKPBHITHSI.
He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIIHBI JIJISl peau3aliu.

6.6. Oco0ble MEPLI NMPpEea0oCTOPOKHOCTH npu YHHYTOKCHUU HCIIOJIB30BAHHOI'0
JIEKAPCTBEHHOI'0 Npenapara Wi 0TxoA0B, IMOJYYCHHBIX IMOCJ/IE€ IIPUMEHCHUSA IIpenapara, u

Apyrue MAaHUMYJISIIUM C PeNapaTomM

Het ocoObix TpeOoBaHMil K YTUIH3AIUH.

N3menpueHue TabiaeToK

TabneTkn puBapokcabaHa MOTYT OBITh U3MEIBYCHBI, CYCIICHAUPOBAaHBI B 50 MJI BOJIBI ¥ BBEICHBI
Yyepe3 Ha30racTPaIbHBIN WM KENyJAOYHBIH 30HJ IOCIe MOJITBEPXKICHUS MOJOKEHHUS 30HIA B
xenyake. [locne 3Toro HEOOXOAMMO MPOMBITH 30HA BOJOW. B cBs3u ¢ Tem, uro abcopOuus
puBapokcabaHa 3aBHUCHT OT MECTa BBICBOOOXKACHHUS ICHWCTBYIOIIETO BEIIECTBA, HEOOXOAUMO
n30beraTh BBEICHMS pUBapoOKcabaHa IUCTANbHEE JKENyAKa, B IMPOTUBHOM CIydae 3TO MOXKET
MPUBECTU K CHIKEHUIO a0COpOLIMU U, CIIE0BATENbHO, K CHIDKEHUIO SKCIIO3ULIMU IEHCTBYIOIIETO
BemlectBa. [locie BBeneHuss M3MeNbYEHHOW TaOneTku puBapokcabana 15 mr wmm 20 wr

H€06XOI[I/IMO HE3aMCAJIUTCIIBHO OCYIHICCTBUTD ITPUECM DHTCPAJIbHOI'O ITMTAHUS.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

baiiep AT, Kaitzep-Bunsrensm-Amee, 1, 51373 Jleepkysen, ['epmanns

Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany

7.1. IIpencraButesb aep:kaTesisi PerHCTPAIMOHHOIO YIOCTOBEPEeHHSI HA TEPPUTOPUH
Coro3a

[IpereH3un HOTDe6I/ITeJIeI71 HalpasJIATH 110 aApECy:

B Poccuiickou @edepayuu:

AO «BAMEP»

107113 Mocksa, 3-s1 PeiOunckas yi., a. 18, ctp. 2
Tenedon: +7 495 231 12 00

B Pecnybauxe Kazaxcman:
TOO «baiiep KA3»
050057 Anmarsl, yin. TumupsizeBa 42, mas. 15, oduc 301
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Tenedon: +7 727 258 80 40 (MOCNERQBATENLHOCTE 0003)

B Pecnybnuxe benapycy:
220089, r. MuHck, np. J{3epxuHckoro 57, nomemenue 54

Tenedon: +375 17 239 54 20

B Pecnybnuxe Apmenus.
0015, r. Epesan, yn. [[3opamu 70/3
Tenedon: +374 11 201 550

8. HOMEP PETNCTPAIMOHHOI'O YAOCTOBEPEHUSA

9. JATA NMEPBAUYHOM PETUCTPAIIUM (IIOATBEPXKIEHUWS PETMCTPAIIAMH,
IHEPEPET'MCTPALIIN)

JlaTta mepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OO61mas xapakTepucTUKa JiekapcTBeHHOro npemnapata Kcapenro noctynHa Ha HHGOpPMALMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHOM CEeTH

«urepueT» https://eec.eaeunion.org
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