COOTBETCTBYET SKCNEPTHOMY OTUYETY
03,2025 N2 7275

ot 19.03.2025

(NOCHENOBATENBHOCTE 0002)

[

OBIIASA XAPAKTEPUCTHKA JIE

1. HAUMEHOBAHUE JIEKAPCTBEHHOTI'O IIPEITAPATA
I'entpakca, 15 Mr, TabneTku, MOKPHITHIEC INIEHOYHONW 000I0UKOM

I'entpakca, 20 Mr, TaOJIETKH, TOKPBITHIC TUICHOYHON 000IOUKON

2. KAUECTBEHHbBIN U KOJJUYECTBEHHBII COCTAB
JlelicTByto111€€ BEIIECTBO: PUBAPOKCAOaH.

T'entpakca, 15 Mr, TabaeTKH, TOKPBITHIE INIEHOYHON 000JIOYKOU

Kaxxnas Tabnerka, MOKphITas IUNICHOYHON 000JIOUKOM, COEPKUT 15 Mr puBapokcabaHa.
BcnomorarensHbpie BelecTBa, HAJMYME KOTOPBIX HAIO YYHTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. paszuen 4.4.).

[entpakca, 20 Mr, TabJETKH, HOKPBITHIE TIEHOYHONH 000JI0UYKOH

Kaxxnas Tabnerka, MOKphITast INICHOYHON 000JI0UKOM, coaepKuT 20 Mr puBapokcadaHa.
BcmoMorarenbHbIe BENIECTBA, HAIWYUE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO

npenapara: Jlaktosa (cM. paszuen 4.4.).

[TonHbIi epeyeHs BCIIOMOTATENbHbIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TalneTku, MOKPHITHIE TNICHOYHOI 000JI0UKOH.

T'entpakca, 15 Mr, TaGIE€TKH, TOKPBITHIE INIEHOYHON 000JIOYKOU

Kpyribie ABOSKOBBITTyKIIbIE TaOJETKH C PUCKOW, MOKPBHITHIC TUICHOYHOW OOOJIOYKOW KPACHOTO C
KOpPUYHEBAaThIM OTTEHKOM I1BeTa. Ha momepedynom paspese — BHYTpEHHUH CII0i 0enoro wiv moyTH
OeJoro 1BeTa.

Jluaus pasnoma (pucka) mOpeaHa3HaueHa JWIIb Ui pa3jaMblBaHUA C IEJBI0  OOJIerYeHHs
mporjaTrbIBaHusd, a HC IJIs1 pa3ACIICHNA HAa paBHBIC 1O3bI.

[enTpakca, 20 Mr, TabJETKH, HOKPBITHIE ITIEHOYHON 000JI0UYKOH

Kpyrible JBOAKOBBINYKJbIE TAOJETKH, TOKPBIThIE IUIEHOYHONW OOOJOYKOW KpacHoOro ¢
KOPUYHEBAThIM OTTEHKOM IIBeTa. Ha momepeyHoM pas3pese — BHYTPEHHUI CiI0i 0eloro miu moyTu

0eJIoro IBeTA.

4. KJINMHUYECKHUE JAHHBIE
4.1. Tloxka3aHusl K NPUMEHEHHUIO

IIpenapar I'enTpakca mokasaH K MPUMEHEHHIO KaK y JAETEH W MOAPOCTKOB B Bo3pacTe 10 18 jeT ¢



COOTBETCTBYET JKCNEPTHOMY QTUYETY
s T --.—I 1.4_- TI7E

oT '| g ¥ A
J b R 0 N I B P

(NOCNEOQCBATENBEHOCTL 0002)

[

Maccoi tena oT 30 Kr, Tak U Y B3pOCJIbIX:

Bspocnblie

e [IpodpunakTuka WHCYIbTa M CHUCTEMHOM TPOMOOSMOOIMH y MAalMEHTOB ¢ (HUOpMILIAIMen
npeacepanii HEKJIATaHHOTO MTPOMCXO0XKICHHUS.

e Jleuenue tpomb6o3a riryookux BeH (TI'B) m tpombosmOomuu nerounoit aprepun (TDOJIA) u
npodmiaktuka peruansoB TI'B u TOJIA.

Jletn 1 moapocTku n0 18 ger ¢ maccoii tena ot 30 Kr

e Jleuenue BeHO3HOI TpoMOoIMO0aMu (BTD) u npodunakruka peruanBoB BTD nocne He MeHee

5 IHel HayaJIbHOW MTapeHTEPAIIbHON aHTUKOATYJISHTHOW TEpaIuu.

4.2. PexXuM 103UPOBAHMS H CIIOCOO MPUMEHEHUs

PexxuM 103upoBaHus

Ipogpuraxmuxa uncyrbma u cCucmemHoU mpomooImMO0IUU Y 83POCIbIX

PexomengoBannass go3a cocraBisger 20 Mr oauH pa3 B JIGHb, UYTO TaKXe SBISAETCA
PEKOMEHIOBAHHON MAaKCUMAJIbHOM CyTOYHOW JTO30M.

Tepanus mpemnapatom ['enTpakca AomKHA pacCMaTPUBATHCA KaK JIOJTOBPEMEHHOE JICUCHHE TMPH
YCIIOBUH, YTO TOJIb3a OT MPOMUIAKTUKHA UHCYJIBTA U CUCTEMHOU TPOMOOIMOOIINY MPEBBIMIAET PUCK
KpoBoTeueHus (cM. paznen 4.4.).

Jleticmeus npu nponycke npuema npenapama

Ecnmu mpuem ouepenHoil 103bl MPOMYILIEH, MAlMEHT JOJDKEH HEMEIJIEHHO NPUHATH TabJeTKy
npenapara I'enTpakca ¥ Ha CienyOUIUM A€Hb NPOAOJDKATh NPUEM IIpernapaTa OJUH pa3 B CYTKH,
KaK PEKOMEHJI0BaHO. B 3TOT ke AeHb He cieayeT MPUHMMATh ABOWHYIO 103y Ul KOMIIEHCALUU
MPONYIIEHHOHN JO3bI.

Jleuenue TI'B u TOJIA u npogunaxmuka peyuousos TI'B u TOJIA y e3pocavix

PexoMeHi0BaHHast HavanbHas 103a npu JedeHun ocTpelx TI'B mnm TOJIA cocraBmisier 15 mr asa
pasa B JIcHb B TEUEHME IIEPBBIX 3 HEAEIb C MOCIEIYIOIIMUM IIepexo1oM Ha 103y 20 Mr oauH pa3 B
JIeHb JUTs TalibHenIero JgeueHus u npodunaktuku peruansoB TI'B u TOJIA.

KopoTkass mpogomKUTeNbHOCTh Kypca JiedeHHsl (Kak MHHMMYM 3 Mecslla) JOJDKHA OBbITh
paccmoTpena juisi manueHToB ¢ TI'B mnmu TOJIA, cipoBOIMpOBaHHBIX CEPbE3HBIMH OOPATHUMBIMU
¢dakTopamu pucka (T.e. HEJaBHEE CEPbE3HOE XUPYPrHUECKOe BMEIIATENILCTBO WM TpaBMa). bonee
JUINTENIbHBIA TIEPHOJ JICUCHUsI TOJDKEH OBITh paccMoTpeH s manueHToB ¢ TI'B wnmn TOJIA, He
CBSI3aHHBIMU C CEPhE3HBIMU OOPATUMBIMH (paKTOpaMu pHcKa, ¢ HecrpoBolupoBaHHbIMU TI'B mnn
TOJIA, mu6o ¢ TI'B i TOJIA B anamuese.

Korna noxazana npoanennas npoguinakruka peuuanoB TI'B unmu TOJIA (mocne 3aBepiieHus Kak

MUHUMYM 6 MecsueB JieueHus TI'B unu TOJIA), pekomenaoBanHas go3a cocrasisger 10 mr ogun
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NAllMeHThl C TSDKEJIBIMU  COIYTCTBYIOIIMMH 3a00JIEBaHMSIMM WM Yy KOTOPBIX — pa3BMIICA
permnuBupytomuidi TI'B mwnmun TOJIA npu npomenHoi nmpodunaktuke npenapatoM [entpakca B
no3upoBke 10 Mr oguH pa3 B JIeHb, HEOOXOIMMO pacCMOTPETh Ha3HaueHue npemnapata ['enrpakca B
J03upoBKe 20 MT OJIUH pa3 B JE€Hb.

[IpoAoKUTENPHOCTh JICUEHHUSI W BBIOOP J03bI JOJDKHBI OINPENENATHCS WHIAMBHIYaJIbHO IOCIE

TIHaTeHBHOﬁ OLICHKU ITOJIb3bI JICUHCHUA MPOTHB PHCKAa BO3ZHHUKHOBCHUSA KPOBOTCUCHUA (CM. pasacia

4.4.).

Ilepuona Bpemenu Cxema npuema CymmapHnas
CYTOYHasA 1032
Jleuenue u Henp 1-21 15 Mmr n1Ba pasa B 1eHb 30 mr
npoduIaKkTUKa Hauwnnasg ¢ 22 nasa 20 Mr oMH pa3 B J€Hb 20 Mr
peunauBoB TI'B u TOJIA
[Tpodunaktuxa ITocne 3aBepmienust | 10 Mr oauH pa3 B IeHb 10 mr
peunauBoB TI'B u TOJIA KaKk MUHUMYM 6 WA WA
MECSLIEB JICUCHUS 20 Mr oiMH pa3 B ACHb 20 mMr
TI'B unmu TOJIA

Jleticmeus npu nponycke npuema npenapama

Ecnu nmpuem ouepenHoii 10361 MPOMYIIEH MPU PEKUME TO3UPOBaHUs 15 Mr 11Ba pa3a B J€Hb (I€Hb
1-21), nanueHT NOMKEH HEMEAJIEHHO NMPHUHATH Npenapar lentpakca A DOCTHXKEHUS CYyTOYHOMN
no3el 30 Mr. B manHOM cimydae aBe TabneTku 15 Mr MoryT OBITh MPUHSATHI B OAWH mpueM. Ha
CIEAYIOINNA IEHb MAIMEHT JOJKEH MPOAOJKATh PErYJISIPHBIA MPUEM Mpenapara B 103€ 15 mMr asa
paza B JieHb, Kak peKOMEHI0OBaHO.
Ecnu mpueM 103bl MpONyIIeH MPU PEKUME JT03UPOBAHUS OAUH pa3 B JICHb, MALMEHT JIOJKEH
HEMEJICHHO MPHUHSTH TabNeTKy mpemnapata ['entpakca v Ha CIEAYIOUINI JeHb MPOJOIIKATh TPHEM
mpenapara OJUH pa3 B JIeHb, KaK PEKOMEHJI0BaHO. B 3TOT ke JeHb He clieyeT NPUHUMATh
JIBOMHYIO 03y JJIs1 KOMIIEHCAIIUH MPOIYIIEHHON JTO3bI.
Ilepexoo ¢ anmaconucmos eumamuna K (ABK) na npenapam ['enmpaxca
e [IpodunakrTruka UHCYIbTA U CUCTEMHONU TPOMOOIMOOTHH:
cienyetr npekpatuth jedenne ABK u nHauate nedenue npemnaparom ['entpakca mpu 3HaUYE€HUU
MEXTyHapOAHOT0 HopMan3oBanHoro oTHomenus (MHO) <3,0.
e Jleuenne TI'B, TOJIA u nmpodunakTuka peluInBOB y B3POCIBIX:

caenyet npekpatuth jedenne ABK u HadaTh nedenue npemnaparom ['enTpakca npu 3HAYCHUU

MHO <2,5.
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3aBBILICHHBIMU TOocie npueMa npenapara [entpakca. MHO He noaxomut nnst omnpenenceHus
AQHTUKOAryJIIHTHOM aKTMBHOCTH Ipenapara ['enrpakca v MO3TOMY HE JIOJKHO HCIOJIB30BaThCS C
9TOH 11ebI0 (cM. pasaen 4.5.).

Ilepexoo c npenapama ['enmpaxca na anmazonucmol gumamuna K

Cy1ecTByeT BEpOSTHOCTh BO3HHUKHOBEHHS HEJOCTAaTOYHOTO AHTHKOAryJISAHTHOro 3¢ddexra mpu
nepexojie ¢ npemapata ['entpakca Ha ABK. HeobxomumMo o0ecrieunTs HEMPEePhIBHBINA JOCTATOYHBIHA
AHTUKOAryJISHTHBIM 3 ¢deKkT BO BpeMs Iepexoja Ha ajJbTEepPHATUBHBIN aHTUKoaryisHr. Cruemyer
OTMETHTH, 4TO Ipemapar [ 'entpakca MOKeT crmocoOcTBOBaTh nmoBkimennio MHO.

[TanmenTam, nepexoasmuM ¢ npenapara ['entpakca Ha ABK, cnenyer oniHOBpEMEHHO IPUHUMATh
ABK, nmoka MHO ne pocturner >2,0. B TedeHue mepBbIX ABYX OHEH MEPEXOJHOTO MNEpHOJa
JIOJDKHA TIPUMEHSITBCS CTaHjapTHas HavanbHas no3a ABK ¢ mocnenmyromeit go3oii ABK,
ompezaensieMod B 3aBucHUMOCTH OT BeanunHbl MHO. Bo BpeMs OIHOBpEMEHHOr0 MPUMEHEHUS
npenapara I'entpakca u ABK 3nauenne MHO nomkHO onpenensatbes HE paHee, yeM depes 24 Jaca
1ocJie MpeAbIAyIIero npueMa, HO 10 Ipuema clenyromen nossl npenapara I'enrpakca. Ilocie
npeKparieHus npuMeHeHusi mpemapara [entpakca 3nadenne MHO wmoxxer OBITH JOCTOBEPHO
ompeneneHo yepe3 24 yaca mociie mpruemMa nocieanen 103el (cM. pasaenst 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvbHbIX AaHMUKOARYAAHMOE Ha npenapam I enmpaxca

VY B3poCIbIX, MOJIyYAIOIUX MapeHTEpaJbHblE AHTUKOATYJSIHTBI, CIEAYET IPEKPATUTh BBEJICHUE
MapEeHTEPAIbHOT0 aHTUKOAryJIsIHTa U HadyaTh NpUMEHEeHWe mpenapata ['enrpakca 3a 0-2 yaca 10
BPEMEHHM CJEAYIOUIero IUIAHOBOTO BBEACHHS MapeHTEpallbHOTO Tpemnapara (Hampumep,
HU3KOMOJIEKYJIIDHOTO T€lapuHa) WJIM B MOMEHT MPEKpAIlEHUs HENPEPHIBHOTO BBEACHMUS
napeHTepalibHOro Tpenapara (HampuMep, BHYTPUBEHHOTO BBEACHUS HEPPAKLIMOHUPOBAHHOTO
renapuHa).

Ilepexoo c npenapama ['enmpaxca Ha napenmepaibHble AHMUKOA2YIAHMbL

Cnenyer oTMeHuUTh npenapar ['entpakca 1 BBECTH MEPBYIO 103y NapEHTEPATIbHOTO aHTUKOATYJISTHTa
B TOT MOMEHT, KOTIa HY>KHO ObUIO MPUHATH CIEAYIOUIYIO 103y Npenapara [ 'entpakca.

Oco0nIe I'pynIbl TanMEHTOB

Ilayuenmul ¢ Hapywenuem ynKyuu novex

Nmeromuecss orpaHMyYeHHblE KJIMHUYECKHE JaHHBIC JIEMOHCTPUPYIOT 3HAUYUTENIHHOE IOBBILICHHUE
KOHIIEHTPAIlUU pUBapokcabaHa B IUIa3Me KPOBU y MAIMEHTOB C TSKEIOW CTENEHBIO HAPYIICHHUS
byuknun mouek (kaupenc kpeatmamHa (KK) 15-29 mur/mun). BenemctBue 3TOro s mgaHHOM
KaTeropuy MalueHToB npemnapar ['entpakca ciieyeT NpUMEHSITh C OCTOPOXKHOCThIO. [IpumeneHue
He pekoMmenayeTcs y nanueHToB ¢ KK <15 mi/mun (cMm. paznenst 4.4. u 5.2.).

Y mamuentoB co cpeaneir (KK 30-49 mn/mun) unu tspkenoit (KK 15-29 mn/muH) creneHbio
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e [Ipu mpodunakTuke MHCYIbTa U CUCTEMHON TPOMOOIMOOINN y MALMEHTOB ¢ (GUOPMILIAIHEH
npeIcepaInii HEKJIaIaHHOTO MTPOUCXOXKACHHSI PEKOMEH0BAaHHAs 103a COCTaBIseT 15 Mr oauH
pa3 B zeHb (cM. pazgen 5.2.).

e [lpu neuennmum TI'B m TOJIA u npodunaktuke peuumuBoB TI'B m TOJIA: manmenTam
HEOOXOUMO TpUHUMATH 15 Mr aBa pa3a B JI€Hb Ha MPOTSHKEHUU TEPBBIX TPEX HEAETb.
Bnocnencreun, korga pekomenayemMas go3a npenapara ['enrpakca coctaBut 20 Mr ovH pas B
JIEHb, CIEAYET MPEeyCMOTPETh CHIKEHHUE M03bI ¢ 20 Mr 10 15 Mr oauH pa3 B J€Hb, €CIIU PUCK
BO3HUKHOBEHHUS KpOBOTEUYEHMsI y HanueHTa Bblle pucka peuuauoB TI'B u TOJIA.
PekoMmeHmausi 1o MpPUMEHEHHWIO 103kl 15 Mr ocHoBaHa Ha (apMAKOKHHETHYECKOM
MOJICIMPOBAHUU W HE M3yyajach B KIMHHYECKUX HCClenoBaHUAX (cM. pasgensl 4.4., 5.1. u
5.2.).

Korna pexomenpoBanHas go3a cocrasisger 10 mr oguH pa3 B J€Hb, KOPPEKIUU J03bI IO
CpaBHEHHIO C PEKOMEH/IOBaHHOH He TpedyeTcs.

VYV manueHToB ¢ jerkoi creneHbio HapymieHus (yHkmuu nodek (KK 50-80 mi/mMuH) koppekius

J03bI He TpeOyeTcst (cM. pazaen 5.2.).

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu

IIpemapar  I'earpakca  NpPOTHMBONOKA3aH  MAalMeHTaM  C  3a00JieBaHUSIMM  TI€YCHHU,

CONPOBOXKAAOUIUMUCSA KOATyJIONAaTUEH U PUCKOM KIMHMYECKU 3HAYMMOI'O KPOBOTEYEHHS, B TOM

YyuCIe MaueHTaM ¢ uppo3om nedenu knacca B u C no knaccudukarmum Yanna-I1sio (cMm. pa3aensl

43.15.2.).

Tlayuenmui nodcunozo eospacma

Koppekiust 10361 He TpeOyeTcs (cM. pasaen 5.2.).

Macca mena

Koppekuust 10361 y B3pocibix He TpeOyercs (cM. pazaen 5.2.).

Lion

Koppekius 10361 He TpeOyetcs (cM. pa3aen 5.2.).

Iayuenmul, noogepearowuecs kapouogepcuu

Jleuenue npenaparom ['enTpakca MOKeT ObITh Ha4aTO WJIM MPOJOJDKEHO y MAIMEHTOB, KOTOPBIM

MOYET MOTPeOOBaThCs KapIMOBEPCHSL.

[Tpu xapauBepcuu Mol KOHTPOJIEM IO/ KOHTPOJIEM YPECHUIEBOIHON 3Xokapaunorpaduu (UIIDxo-

KT') y nmamueHTOB, KOTOpbIE paHee HE MOJy4alld aHTUKOATyJISIHTHON Tepamuu AJs oOecredeHus

aJICKBaTHOW aHTHUKOAryJISIUM, JIEUEHHE IpenaparoM ['enTpakca TOJKHO HaYMHATHCA 110 MEHbIIEH

Mepe 3a 4 uaca no kapauoepcuu (cM. pasgensl S5.1. m 5.2.). Jlnd Bcex NAlMEHTOB IEpeEN

KapHHOBepCHeﬁ JOJIDKHO OBITH MOJIYYCHO IMOATBCPKACHUC O TOM, YTO IMALUCHT IMMPUHAI Ipcrapar
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

MPOJIOJKUTENIBHOCTH JICUCHHSI CIIeyeT NMPUHUMATh BO BHUMaHUE JEHCTBYIOLIME PYKOBOJACTBA U
PEKOMEH/IalluK 110 AHTUKOATYJIIHTHON TEpanuy y MallueHTOB, MOABEPraloIUMCs KapAHOBEPCUH.
THayuenmor ¢ ubpunnayueii.  npedcepoull HEKIANAHHO20  NPOUCXONCOEHUsl,  NepeHecuiue
ypeckodcrHoe koponaproe emewamenscmeo (YKB) co cmenmuposarnuem
NMmeeTcs orpaHMueHHBIN ONBIT IPUMEHEHUs IpenapaTa ['enrpakca B yMeHbIIEHHOW 03¢ 15 mr 1
pa3 B aedb (umu 10 mr 1 pa3 B IeHb Ui MAIMEHTOB CO CPEIHEU CTENEeHBIO HapyIIeHUs (PyHKIUU
nouek (KK 30-49 mn/mun)) B komMOWHaImu ¢ MHruOuTOpoM perentopa P2Y12 B TedeHue
MakcUMyM 12 wMecseB 'y manmueHToB ¢ GuOpWUIIIMEd  mpeacepauii  HEeKJIAmaHHOTO
MPOUCXOXKICHUS, KOTOPHIM HEOOXOIUM TPHEM IEPOPATBHBIX AHTUKOATYJSIHTOB U TMEPEHECHINX
YKB co crenTupoBanueM (cM. pasaenst 4.4. u 5.1.).
eTu
Jleuenue BTO u npoghunaxmuxa peyuoueos BTO y demeti u TOAPOCTKOB
Jleuenue mpemnapatom ['enTpakca y neredl W MOAPOCTKOB B Bo3pacte M0 18 meT momkHO OBITH
HA4aTo IOCIE€ HE MEHee 5 JHEHl HavaabHOW MapeHTEpaJbHOM aHTHKOAryJSHTHOW Tepamuu (CM.
paszmen 5.1.).
Jlo3a 11 erel 1 OAPOCTKOB PACCUUTHIBAETCS B 3aBUCUMOCTH OT MAacChl TeJa:
e wmacca Tena ot 30 xr 10 50 Kr:
peKoMeHa0BaHHas J103a 15 Mr puBapokcabaHa OJWMH pa3 B JI€Hb, YTO SBJSETCS
MAaKCHMAJIbHON CyTOYHOU J1030M;
e mMmacca Tena 50 kr wiu 6oee:
pexomenmoBanHas 1o3a 20 wMr puBapokcabaHa OAWMH pa3 B JICHb, YTO SIBISETCS
MaKCUMaJIbHON CyTOYHOM J10301;
e JUIA TAIIUEHTOB C Maccoi Tena MeHee 30 Kr HEOOXOAMMO MPUMEHATH IPYTHE MpEerapaThl
JOCTYIHBIE Ha PhIHKE B (JOpME rpaHyI sl IPUTOTOBJICHUS CYCIIEH3UH [Tl IpUeMa BHYTPb.
Ha perymnsipHoii ocHOBe HEOOX0IMMO MOHUTOPUPOBATH BeC PeOCHKA M TMEpecMaTpuBaTh J103y. ITO
HEO00X0UMO, YTOOBl 00ECHEUHTh MOMAJEPKaHUE TepaneBTUYECKOW 103bl. KOppeKTHpOBKa 03B
JIOJI’KHA BBITIOJIHATHCS TOJIbKO HA OCHOBAaHUW M3MEHEHUSI MaCChl Tea.
Tepanust y geTeil U MOAPOCTKOB JOJDKHA MPOAOIKATHCS MO KpallHE Mepe B TEUEHUE 3 MECSIEB.
JIMMTENbHOCTD JIEUEHUS MOXKET OBITh YyBENWYeHa 10 12 MecsameB B ciaydae KIMHUYECKON
HeoOxoqumocTu. JlaHHBIE B TOMJEPKKY CHUIKCHHSI JIO3bl Y JeTel mocie 6 MecsleB Teparuu
OTCYTCTBYIOT. COOTHOIIIEHUE MOJIb3a-PUCK MPHU JATUTEIBHOCTH TEPAIUU CBBILIE 3 MECSIEB JOJAKHO
OLICHUBAThCS WHAWBUAYalIbHO, TpPUHUMAs BO BHHUMaHHE PpUCK peluauBa TpoMbo3a U

MOTEHLUAIbHBIA PUCK KPOBOTECUEHUSI.
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Jleticmeus npu nponycke npuema npenapama

Ecnu mpuem 1036l mpomyiieH, HeOOXOAMMO MPUHATH MPOMYIICHHYIO 103y KaK MOXXHO ObIcTpee
1ocjie TOro, KaK 3TO 3aMETWJIM, HO TOJIBKO B 3TOT )K€ JAEHb. ECIM 3TO HEBO3MOXKHO, MAallMEHT
JIOJKEH TPOIYCTUTh 3Ty J03y WU IMPOJOJKATH MPUEM CO CIEAYIOIIEW T03bI B COOTBETCTBUH C
Ha3HaueHWeM Bpada. [lanueHT He [OKeH NpPUHUMATh JBOMHYIO [103y I KOMIIEHCAIluU
IIPOITYLIEHHOM J103bI.

besomacHocth U 3¢ heKTUBHOCTH puBapokcabana y agereid B Bo3pacte or 0 mo <18 mer mo
MOKa3aHUIo MPOPHUIAKTHKA HHCYJIbTAa U CUCTEMHON TPOMOOIMOOINH Y MAIMEHTOB ¢ PuOpUIIIsIueit
IpeAcCepauil HEKJIAIaHHOTO IMPOMCXO0XKICHUS HE YCTaHOBJEHBI. JlaHHBIE OTCYTCTBYIOT. B CBsA3mM
3TUM, npenapar ['entpakca HE peKOMEHIYyeTcs K IPUMEHEHUIO y JeTel B Bo3pacTe 10 18 et 1o
NOKa3aHUAM UHBIM, 4yeM jJeuenne BTD u npodunaktuka peunausos BTO.

[Ipenapar I'entpakca, 15 Mr, TaGIeTKH, TOKPBITHIE INIEHOYHOM 000JOUYKOM, HE CIIEyeT Ha3HAYaTh
(mpumensTh) y nmereir B Bozpacte or 0 mo <18 mer ¢ maccor Tenma menee 30 Kr myis JaHHOM
JeKapCTBEHHON (OpPMBI B CBA3M C HEBO3MOXKHOCTBIO OOECHEUUTHh PEXKUM J103MpoBaHUA. Jlis
YIOBJIETBOPEHHUSI MOTPEOHOCTEH yKa3aHHOW TPYINIBl NAalMEHTOB HEOOXOIUMO MPUMEHSTH
puBapokcaban B ¢opMe TrpaHyd A NPUTOTOBIEHUS CYCHEH3UU JUIsl TpHEMa BHYTPh IPYIHX
MPOU3BOAUTENEH.

[Ipenapat I'entpakca, 20 Mr, TabIeTKH, MOKPHITHIE MJICHOYHOUW 000JIOUKOM, HE CIeyeT Ha3HAYaTh
(mpumeHsTh) y aereil B Bo3pacte oT 0 1m0 <18 mer ¢ maccoii Tenma meHee 50 Kr s JaHHOU
JIeKapCTBEHHOM ()OPMBI B CBSI3U C HEBO3MOXKHOCTBIO 00€CTIEUUTh PEXXUM JO3UPOBAHUS.

Ilepexoo ¢ anmazonucmoeg sumamuna K na npenapam I'enmpaxca

[Ipu neyennn BTD u mpodunakTuke peuuauBOB y jAeTeil ciexyeT npekpatuTh jeuenne ABK u
HauaTh JieueHue npenaparom ['entpakca npu 3HaueHnn MHO <2,5.

[Ipu mepexone manmentoB ¢ ABK nHa mpemapat ['entpakca 3nauenus MHO OynyTt ommbouHO
3aBBINIEHHBIMU TOCiie mpueMa mnpenaparta ['enrpakca. MHO He moaxoauT nms onpeneiaeHus
AQHTUKOAryJIIHTHOM aKTMBHOCTH Ipenapara ['enrpakca v MO3TOMY HE JIOJKHO HCIOJIB30BaThCS C
3TOM 1eInbio (cM. pasaen 4.5.).

Ilepexoo c npenapama ['enmpaxca na anmazonucmol gumamuna K

JHetsM, koTopbie iepeBoaaTcs ¢ npemnapata ['entpakca Ha ABK, HE00X01MMO TpOI0IDKATh TTPHEM
npenapara I'enrpakca B TeueHue 48 dacoB mnocie npuema nepsoit 1o3el ABK. Ilocne nByx anei
COBMECTHOIO NnpuMeHeHus cienyer usmeputs MHO 1o npuema ciepyromieil 3amjiaHUpOBaHHOU
no3pl  mpenapara ['entpakca. CoBMecTHOoe TmpuMeHeHue Tipenapara ['enrpakca u  ABK
pekomenayerca npoaosikarb, moka MHO nHe nocturner >2,0. [locne mpekpaieHusi NprUMEHEHUS
npenapata ['enrpakca 3nauenue MHO moxeT ObITh JOCTOBEPHO OINpenesneHo yepe3 24 yaca mocie

npreMa MmocieaHew 1036l (CM. BbIlIe U pa3aei 4.5.).
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Ilepexoo ¢ napenmepanvbHbIX AHMUKOA2YTIAIHMO8 H( npenap%ﬁégg%ghiﬂzn bHOCTb 0002)

VY nerell, NONy4YalOIIMX IAapEHTEPAIbHBIE AHTUKOATYJISIHTBI, CJIEAYyET IPEKPATUTh BBEICHHE
NapEHTEpAIbHOTO aHTUKOAryJIsIHTa M HadaTh IPUMEHEHHE mpenapara ['enrpakca 3a 0—2 waca 1o
BPEMEHHM CJEAYIOUIEro IUIAHOBOTO BBEAEHHS MapeHTEepallbHOTO Ipemnapara  (Hampumep,
HU3KOMOJIEKYJIIDHOTO TelMapuHa) WJIM B MOMEHT MPEKpaIleHUs HENPEepbIBHOTO BBEACHUS
napeHTepalibHOro Tpenapara (HampuMep, BHYTPUBEHHOTO BBEACHUS HEPPAKLIHOHUPOBAHHOTO
rernapuHa).

Ilepexoo c npenapama ['enmpaxca Ha napenmepaibHvle AHMUKOA2YIAHMbL

Crnenyet oTMeHUTH npemnapar ['enTpakca 1 BBECTH MEPBYIO 103y MapEHTEPaTbHOTO aHTUKOATYJISIHTA
B TOT MOMEHT, KOTIa HY>KHO ObUIO MPUHATH CIEAYIOUIYIO 103y npenapara [ 'entpakca.

Tlayuenmoi ¢ HapyweHuem yHKyuu novex

e JleTh W TOAPOCTKM C JIETKOM CTENEHbIO HapylleHUus QYHKIUH TMo4YeK (CKOpOCTh
KIy6oukoBoi umpTpamuu 50—80 mi/Mun/1,73 M?): Koppekmus 103bI He TpeOyercs Ha
OCHOBaHUHU JAHHBIX BO B3pOCIONW MOMYJSIUU M OIPAaHUYEHHOTO KOJMYECTBA JAHHBIX B
JETCKOW MOMyJIAuy (CM. pasaen 5.2.).

e Jleth W TOJIPOCTKH CO CPEIHEW WIIM TSDKEJIOH CTENeHbIO HapymeHHs (PYHKIUH MOYEK
(ckopocTh Kiy6oukoBoil (uisTparmu <50 min/mun/1,73 m?): mpemapar Ientpakca He
PEKOMEHAYETCS B CBSI3U C OTCYTCTBUEM KJIMHUYECKUX JaHHBIX (CM. pasnen 4.4.).

Ilayuenmul ¢ Hapywenuem ynKyuu neveru

s neteit ¢ HapyieHneM (QYHKIUY IEYeHU KIIMHUYECKHE JaHHbIE OTCYTCTBYIOT.
Macca mena

Jo3a y nerei onpenensercs B 3aBUCUMOCTH OT MAaccChl Tena.

Croco0 rmpuMeHeHus

Bspocnvie

BHyTpb, BO Bpems nmpruema numy (cM. pasaen 5.2.).

[Hemu ¢ maccoii mena ne menee 30 ke

BuyTps, Bo Bpemst npuema nuuy (cM. paszaen 5.2.).

[TarueHTy HYXHO pPEKOMEHAOBATh MPOTJaThiBaTh TAONETKy C KHAKOCThIO. TalneTku ciemyer
MPUHUMATh C UHTEPBAJIOM IpUMEpHO 24 yaca.

Ecnu maneHT CphIrMBaeT NpUHATYIO J03y HEMEIJEHHO WIM Y HEr0 HaYMHAETCS PBOTA B TCUCHHUE
30 MUHYT MocCie mpuemMa mpernapara, HeoOXoIuM MpreM HOBOM m03bl. OJHAKO, €ClH TalHeHTa
BbIpBasio mo3aHee 30 MUHYT mOcjie MpHeMa J03bl, MOBTOPHOIO MpueMa 03kl He Tpelyercs, U
cleyromas 103a 10JKHA ObITh MOJTy4YeHa 10 pacluCcaHuIo.

Henb3st nenuTh TaOJIETKY € 1EIBI0 MOTYyYEHUS YaCTH J03bI OT TaOJETKH.
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4.3. IlporuBomoOKa3aHus

e [UIep4yBCTBUTENBHOCT, K pHUBApOKcabaHy WM JIIOOBIM BCIOMOTATEIbHBIM BEIIECTBAM,
IIEPEYUCIIEHHBIM B pazzaene 6.1.

o KiuHMYeCKH 3HAYMMBIC aKTUBHBIE KPOBOTECUCHUS (HAPUMED, BHYTPUUECPEITHBIE KPOBOTEUCHHUS,
KeyI0YHO-KUIIEYHbIE KPOBOTEUEHUS).

e JloBpexaeHHEe MU MaTOJOTHYECKOE COCTOSHUE, CBA3aHHOE C TMOBBIIICHHBIM PUCKOM OOJBIIOTO
KPOBOTECUCHHSI (HAIpUMEp, MMEIOLIAsICsl WIM HEJAaBHO IEpEHECEHHas elyIO0YHO-KUIIeyHas
s3Ba, HAJMYME 3JI0KAYECTBEHHBIX HOBOOOpPA30BaHMI C BBICOKUM PHCKOM KpPOBOTEUEHUS,
HEJaBHHE TPaBMbI TOJIOBHOTO UM CIMHHOIO MO3Tra, HEJIaBHHUE ONEepaTUBHbIE BMENIATENbCTBA Ha
TOJIOBHOM, CIMHHOM MO3T€ WJIM TJla3ax, HeJaBHEE BHYTPHUEPENHOE KPOBOU3IHUSIHUE,
JTUAarHOCTUPOBAHHOE WM MpEArojaraeMoe BapHUKO3HOE pacIIMpeHHe BEH MHINEBOJA,
apTEepUOBEHO3HbIE Majb(OpMallli, aHEBPU3MbI COCYJIOB WJIM IATOJOTHS COCYJIOB T'OJIOBHOI'O
WJIM CIIMHHOTO MO3Ta).

e ConyrtcTBytomiasi  Tepanmusi  KaKUMH-TUOO  JAPYTMMH  aHTHKOAryJsiHTaMH,  Hampumep,
He(DpaKIIMOHUPOBAHHBIM  TENAaPUHOM (HOT), HU3KOMOJICKYJIIPHBIMU ~ TelapuHAMH
(PHOKCamapuH, JaidTenapwuH | JIp.), MPOW3BOJHBIMH TemapuHa (doHAamapwHYKC € 1p.),
NEepOpANbHBIMUA AaHTHKOArYJISIHTaMH (BapdapuH, naburarpaHa STEKCHJIAT, anukcabaH W Ap.),
KpOMe ciy4aeB Iepexojia C WM Ha puBapokcabaH (cM. paszen 4.2.) WM NpH NPUMEHCHUU
He(DpaKIIMOHMPOBAHHOTO  TemapuHa B o3ax  HEOOXOOMMBIX  UIA oOecrieueHus
(GYHKIIMOHUPOBAHUS IEHTPAIBHOIO BEHO3HOTO MIIM apTEpUaIbHOTO Karerepa (cM. paszaen 4.5.).

e 3aboyeBaHUs IEYEHHU, MPOTEKAIONIME C KOAryJomnaTHe U PHCKOM KIMHUYECKH 3HAUYUMOIO
KPOBOTEUCHHMSI, BKJIIOYasl MAllMEHTOB ¢ Luppo3oM rnedeHu (kinacc B u C mo knaccudpukanuu
Yaiina-ITsto) (cm. pazmen 5.2.).

e BepeMEeHHOCTh U TIEpHO/] TPYAHOTO BCKapMIIMBaHus (CM. pa3zen 4.6.).

4.4.  Oco0ble ykazaHHUsI M Mepbl IPEeJOCTOPOKHOCTH IPH NPUMEHEHNH
B Teuenune Bcero nepuoja Jie4eHUs] PEKOMEHYETCsl KIMHUYECKOEe HaOJII0JJICHHE B COOTBETCTBUM C
KJIMHUYECKON MPAaKTUKOM MPUMEHEHHsI aHTUKOATYJISIHTOB.

PucKk kpoBOTEUEHUSI

Kak u mpu mpueme Apyrux aHTHKOATYJISIHTOB, HEOOXOJMMO TIIATENIbHO HAOJIOIATh MAIlMEHTOB,
NPUHUMAIOIINX  pUBapokcabaH, Ui BBISBICHUS TNPU3HAKOB KpoBOTedeHHs. [Ipemapar
pPEKOMEHAyEeTCSI TMPHHUMATh C OCTOPOXXHOCTHIO TIPU COCTOSHHSIX C ITOBBIIICHHBIM PHCKOM
KpOBOTeUeHHs. B cilydae TspkelIoro KpoBOTEUEHHSI MpHUeM Tpernapara ['enrpakca HOKEH OBbITh
npekpariieH (cM. pasaen 4.9.).

B xmmHAYecKuX HCCICO0OBAHHUAX KPOBOTCUCHUA U3 CIIM3UCTBIX 000JI0UEK (a HMCHHO: KPOBOTCUCHHUC
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BarvHAJIbHOE WM YCUJICHHOE MEHCTPyaJbHOE KPOBOTEUEHHE) W aHEeMHs HaONIOJaIMCh yalle Impu
JUINTEIILHOM JICYEHUH pUBapoKcabaHoM 1o cpaBHeHuito ¢ yedeHueM ABK. Takum oGpaszom, B
JOTIONIHEHWE K HaJJIeXalleMy KIMHUYECKOMY HaOIIO/IEHUIO, J1abopaTOPHOE HCCIIEJOBaHHE
reMOrJIOOMHa/TeMaTOKpUTa MOXET ObITh 3HAUMMBIM [UIsl BBISIBJICHHSI CKPBITBIX KPOBOTEUEHUU M
KOJINYECTBEHHON OIEHKH KJIMHUYECKOW 3HAYMMOCTU SIBHBIX KpPOBOTEUCHHH B CllydyasX, KOT/a
MPUMEHHUMO.

Heckonbko moArpymnmn MalueHTOB, YKa3aHHBIX HMKE, UMEIOT MOBBIIMIEHHBIH PUCK KPOBOTECUYEHHS.
HeoOxomumo TmiaTenbHO HaOI0aTh TaKUX IMAllMEHTOB MOCJEe Haydaja JICYEeHUS Ha MPU3HAKU U
CHMITTOMBI OCJIOKHCHUH B BUJ/Ie KPOBOTCUCHUH 1 aHeMUH (cM. pa3zaen 4.8.).

[Tpu 11060M HEOOBSICHUMOM CHIKEHUH TeMOTJIO0OMHA WM apTepHaIbHOIO JABJICHUS HEOOXOIUMO
MCKaTh UCTOYHUK KPOBOTEUECHHS.

Tepanus puBapokcabaHoM He TpeOyeT pyTHHHOTO MOHUTOPHHIA €ro SKCHno3uiuu. TeM He MeHee,
U3MEpEeHUEe KOHLIEHTpAIlMM pHBapokcabaHa ¢ IOMOIIbIO KaluOpOBaHHOTO  TecTa  JyIs
KOJINYECTBEHHOTO  ONpENEICHUsT aHTH-Xa aKTUBHOCTH MOXET OKa3aThCsi IOJIE3HBIM B
WCKIIFOUMTENIBHBIX Cydasx, Korjga wHopmamus o0 SKCIO3WIHUU pPHBAapoKcabaHa MOXKET OBITh
UCIIONIb30BaHA NIPU MPUHATHM KIMHUYECKHM 3HAYUMBIX pEUICHWM, Hampumep, B clydae
NEPEI03UPOBKH WA IKCTPEHHOT'O XUPYPrHUECKOTO BMEIIATEILCTBA (CM. pa3aensl 5.1. u 5.2.).

ITarmeHTHl ¢ HApYIICHHEM d)VHKUI/II/I ITOYCK

VYV mnamuentoB ¢ TsokenbiM HapymeHueM (yHkiun mouyek (KK <30 mu/mMuH) KOHIIEHTparus
puBapokcabaHa B IJla3Me€ KPOBH MOXET OBITh 3HAUMMO TOBBIMICHA (B 1,6 pa3a B cpemHeMm), 4To
MOXET IIPUBECTH K IOBBIIIEHHOMY pHUCKY KpoBoredeHuil. IIpemapar I'entpakca momkeH
OPUMEHSATHCS C OCTOPOKHOCTHIO y marueHToB ¢ KK 15-29 mu/mun. IlpumeHenue npemnapara He
pexomenayetcs y marueHToB ¢ KK <15 mu/mun (cMm. pasaens 4.2. 1 5.2.).

[Ipenapar ['enTpakca ciaeayeT MPUMEHSITh C OCTOPOXKHOCTBIO Yy MAIIMEHTOB CO CPEIHEHN CTENEHBIO
HapymeHust Qynkiun nodek (KK 30-49 mn/muH), momydaronigx COIMYTCTBYIOIIME IMpernaparsl,
KOTOpBIC YBEIMYMBAIOT KOHIIEHTPAILIMIO pUBapoKcadbaHa B 1uia3Me KpoBu (cM. pasnen 4.5.).

BzanmoeiicTBHE ¢ IPYTUMH ISKapCTBEHHLIMH IIpenapaTaMu

[Ipumenenue nmpenapata ['enTpakca He peKOMEHAYETCS y TMalMEeHTOB, MOJyYalolIuX
COITyTCTBYIOIIIEE CHCTEMHOE JICUCHHE a30J0BBIMU MPOTUBOTPUOKOBBIMU NpenapaTaMu (TaKUMH Kak
KETOKOHA30JI, MTPAKOHA30JI, BOPHMKOHA30JI W T03aKOHA30J1) Wiau uHruouropamum BUY-mporeas
(HampuMep, pUTOHABUPOM). DTH TMpenapaThl SBISIOTCS MOIIHBIMH WHTHOMTOpaMu H30(pepMeHTa
CYP3A4 wu P-rmukonporenna (P-gp). Takum oOpa3om, 3TH mpenapaTbl MOTYT IOBBIIIATH
KOHIICHTPALIMIO pPUBapOKcabaHa B Mjia3Me KPOBH /10 KJIMHUYECKH 3HAYMMBIX 3HaueHHi (B 2,6 pasa B

CPEIHEM), YTO MOKET IIPUBECTHU K MOBBILIEHHOMY PUCKY KPOBOTEUYEHHUH.
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IpenapaTsl, BIUSIOIIME HAa TEMOCTa3, TAKUE KaK HECTEPOMIHBIE IPOTUBOBOCIAIUTEIIBHBIE
npenapatsl (HIIBII), anernicanuuuiaoByro KUCIOTY U HHTHOUTOPHI arperaud TpOMOOLUTOB WM
CEJICKTUBHBIC MHTUOUTOPHI 0OpaTHOTO 3axBara cepoToHnHa (CMO3C) u ceneKkTuBHBIC HHTUOUTOPHI
obpatHoro 3axBara cepotoHnHa u HopaapeHanuHa (CHUO3CH). IlamuenTtam c pucKom
S3B0O00pA30BaHUsI B HKENyJIOYHO-KUIIEYHOM TpPAaKTE€ MOXET OBbITh Ha3HAuU€HO COOTBETCTBYIOIEE
npoduiakTuieckoe JeueHue (cm. pasuen 4.5.).

Hpyrue d)aKTODBI PHUCKA KPOBOTCUCHUA

PuBapokcabaH, Kak ¥ JIpyrue aHTHTPOMOOTHUYECKUE CPENICTBA, HE PEKOMEHIYEeTCS K IPUMEHEHHUIO
MareHTaM, UMEIOIIUM MOBBIIIEHHBIH PUCK KPOBOTEYCHHUI, B TOM YHCIIE:

® BpOXIEHHAs WA MPHOOPETEHHAs CKIIOHHOCTh K KPOBOTCUCHUSIM;

® HEKOHTpOJHUpyeMas TspKesasi apTepruaibHas TUTIEPTCH3HS;

e Jpyrue 3a00JeBaHUS KENMyI0OYHO-KUIIIEYHOTO TpaKkTa 0e3 aKTUBHOTO U3bS3BICHUS, KOTOPHIC
MOTEHIIMATFHO MOTYT TPHBECTH K OCIOXXHEHHSM B BHJE KpPOBOTEUCHHWI (Hampumep,
BOCTIAJIUTENIPHOE 3a00JICBaHNE KHINCYHHKA, 330(aruT, TacTPUT W TracTpod3odareaabHas
peduitokcHas 60J1€3Hb);

®  COCyIHUCTasi pETUHOIIATHS;

e OpPOHXO03KTAa3bl WM JIETOYHOE KPOBOTEUCHUE B aHAMHE3E.

[TarueHTsl ¢ OHKOJOTMYECKMMU 3a00J1¢BaHUSIMHU

[TanmeHTsI CO 3JI0KaueCTBEHHBIM 3a00JIEBAHMEM MOTYT OJHOBPEMEHHO IIOABEprarbesi Oojee
BBICOKOMY PHCKY W KpOBOTEYEHHS, M TpomOo3a. MHnuBuyaapHAs MOJb3a aHTUTPOMOOTHUYECKOM
TEpanuy JOHKHA OBITH COTMOCTABIICHA C PUCKOM KPOBOTEUEHUS Y MAIMEHTOB C aKTUBHBIM PAKOM B
3aBHCUMOCTH OT JIOKAJIU3AI[MH OITyXOJH, MPOTUBOOMYXOJIEBON TEpanuu M CTaguu 3a00JIeBaHUS.
Omyxomnu, pacnooKeHHbIE B JKeIyJOYHO-KUIIEYHOM HUJIM MOYETIOJIOBOM TPAKTE, aCCOIMUPOBAINCH
C MOBBIIICHHBIM PUCKOM KPOBOTEUCHHS BO BPEMsI TEPAIIH PUBAPOKCAOAHOM.

[Ipumenenne puBapokcabaHa y TAalKMEHTOB CO 3JIOKAYECTBEHHBIMM HOBOOOPAa30BaHUSIMH H
BBICOKHM PUCKOM KPOBOTECUYCHHS MPOTHUBOIIOKA3aHo (cM. pazaen 4.3.).

ITarnreHTHl ¢ NICKYCCTBEHHBIMM KJIAITaHAMM cepia

PuBapokcaban He cienyeT MPUMEHSTh sl TPOQHUIAKTHKH TPOMOO30B Y TAIIMEHTOB, TIEPEHECIIHX
HEJIaBHIOIO TPAHCKATETEPHYIO 3aMEHy aopTalbHOrO KiamaHa. D(PGEeKTUBHOCTh W 0€30MacHOCTh
puBapokcabaHa HE W3YyYaJHCh Yy TAIMEHTOB C HWCKYCCTBEHHBIMH KJIAlIaHaMHU  CEp.la,
CIIEOBATEIIbHO, HET JaHHBIX, I[OATBEPXKAAIOLIUNX, 4YTO IPUMEHEHUE Ipenapara [enrpakca
o0ecrieynBaeT JIOCTaTOYHBIA aHTHKOATYJSIHTHBIA d3((eKT y TaHHON KaTeropuu MaIMeHTOB.

[Ipumenenue npenapara ['enTpakca He pEKOMEHAYETCS y JTaHHON KaTEerOpyuy Maie€HTOB.
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[NarmenTsl ¢ aHTU(GOCHOTUIUIHLIM CHHIPOMOM

COOTBETCTBYET ZKCNEPTHOMY OTYETY

[IpumeHeHHE MEepOpATbHBIX AHTUKOATYJSHTOB IMPSMOTO JCWCTBHS, BKIIOYAs pPUBApOKcadaH, HE
PEKOMEHIyeTCsl Y MAalMeHTOB, MMEIOIIUX TPOMOO3bl B aHaMHeE3e, Y KOTOPBIX TUATHOCTHPOBAH
anTudocPOIUNUAHBIN cuHApoM. B dYacTHOCTM, y DAaIMEHTOB C TPOWHBIM MO3UTHUBHBIM
aHTUGOCPOIUMHUIHBIM  CHUHAPOMOM (HAJIWYUE BOJYAHOUYHOTO AHTHUKOAryJSHTa, aHTUTEN K
KapAMOJIHUIMHY U aHTUTEN K 0eTa-2-TIukonpoTenHy [) Tepamnus nepopaabHbIMA aHTUKOATYITHTAMH
IPSIMOTO JICHCTBUS MOXKET COMPOBOXKIATHCS MOBBIMICHHONW YacCTOTOW PEIUINBOB TPOMOOTHYECKUX
coOpITHH B cpaBHeHNH ¢ Tepanueii ABK.

TIayuenmol ¢ Quobpuriayuerl npedcepoutl HeKIANaHHo20 Npoucxodcoenus, neperecuiue 4YKB co
CMeHmuposanuem

NmeroTcst naHHbIE HTHTEPBEHIITMOHHOTO KIIMHUYECKOTO MCCIEAOBAHMS, IEPBUYHOMN 11€JIbI0 KOTOPOTO
SABJISUIaCh OIleHKa Tpoduiast Oe30MacHOCTH y TMAanMeHTOB ¢ GUOpWUIAIUEH Tpeacepaui
HEKJanmaHHOro mnpoucxoxaeHus, mnepeHecmiux YKB co crentupoBanuem. JlanHbie 10
3¢ (HEeKTUBHOCTH Y JaHHOW MOMYJSIUKN OrpaHudeHsbl (cM. pasaensl 4.2. u 5.1.). JlaHHbIE IO TaKUM
NalKreHTaM ¢ UHCYJIbTOM/TPaH3UTOPHOM uiieMuieckoit atakoii (THA) B aHaMHe3e OTCYTCTBYIOT.
Iayuenmor ¢ cemoounamuuecku necmadburvnou TIJIA uru nayuenmol, Komopwvim mpedyemcs
npogedeHue mpomoOOaUIUCA UNU IMOOTIIKMOMUU U3 Ie20YHOL apmepuu

[Ipenmapat T'entpakca He PEKOMEHIYETCS B KAaueCTBE AallbTEPHATUBBHI HEPPAKIIMOHUPOBAHHOMY
remapuHy y NalMeHToB ¢ TeMOANHAMUYECKU HecTabunbHoM TOJIA, a Takke y MalueHToB, KOTOPhIE
MOTYT HYXJaTbCi B IPOBEIECHUU TPOMOOIM3UCA WM SMOOIIKTOMUU U3 JIETOYHOM apTepuH,
MOCKOJIBKY 0€301acHOCTh U 3(P(HEKTUBHOCTh PUBApOKCadaHa MPU TaKUX KIMHUYECKUX CHUTYaIHSIX
HE YCTaHOBJICHA.

CuunnangpHas/ SIUuAypajabHad aHCCTC3UA WMJIN ITYHKITHUA

[Ipp  BBITONIHEHWMH  HEHPOAKCHATBHOW  (CIIMHAIBHOW/3MUIYPATIbHONM)  AQHECTE3WH WM
CIIMHAIBHON/3MUAYPAIEHON MyHKIMY MalieHTaM, IMOJy4aloniM aHTUTPOMOOTHYECKHE TTpenapaTsl
C IENIbl0 NPOPHIAKTUKHA TPOMOOIMOOIMYECKHX OCIOXKHEHUH, CYIIECTBYET PHUCK pPa3BUTHSA
SMUIYPATLHOW WM CHHHAJIBHOH TeMaToOMbl, KOTOpash MOXKET MPUBECTH K JJIUTEIBHOMY WIH
HOCTOSTHHOMY TTapajindy.

Puck 3THX COOBITHI MOXKET IMOBBIMIATHCS TMPH IOCICONEPAIIMOHHOM NPUMEHEHHWH TTOCTOSHHBIX
SMUIYPATBHBIX KAaTeTEpPOB MM COMYTCTBYIOUIEH TepamuH JIEKapCTBEHHBIMHM IperapaTamH,
BIMSIONIMMH Ha TeMocTa3. TpaBMaTHyHass WM TOBTOpPHAs »SHHIypalbHas WIM CHHHAJIbHAS
IYHKIMS TaK)K€ MOTYT TOBBIIIATh PUCK. [laliMeHTHI TOHKHBI HAXOJUTHCS MO HAOIIOACHUEM IS
BBISIBJICHUS NTPU3HAKOB M CHMIITOMOB HEBPOJOTWYECKUX HapyLICHUH (Hampumep, OHEMECHHE HIIH
caboCTh HOT, JUCQYHKIMH KHUIIEYHHKA WIM MO4YeBOro my3bips). Ilpu oOHapyxeHuH

HEBPOJIOTUYECKUX PACCTPOMCTB HEOOXOIMMa CpOYHAas JUAarHOCTUKA W JiedeHHWe. Bpau nomkeH
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

(cIMHANBHOTO/3MUAYPATEHOT0) BMEUIATEILCTBA MAIIMEHTaM, TTOIYYarOIUM aHTHKOATYJISTHTHI, WA
KOTOPBIM IIJIAHUPYETCsI Ha3HAYEHUE aHTUKOAryJISHTOB C LEJIbI0 MPO(UIAKTHKH TPOMO030B. OIBIT
KJIIMHUYECKOTO IPUMEHEHHUS puBapoKkcadaHa B JO3UPOBKax 15 Mr u 20 Mr B ONMMCAaHHBIX CUTYaIUAX
OTCYTCTBYET.

C nenbo CHMKEHUS TOTEHIIMAIIBHOIO PUCKA KPOBOTEUEHM S, ACCOLIMMPOBAHHOTO C OTHOBPEMEHHBIM
NpUMEHEHHEM pHUBapoKcabaHa M BBHINOJHEHHEM HEMpOAaKCHAIbHOM aHECTe3UH WM CIWHAIBHOU
MYHKIUH, CIIEIYeT YUUTHIBaTh (papMaKOKMHETHUYECKHI mpoduib puBapokcabaHa. Y CTaHOBKY WM
yAaJeHue SMUAYPaTbHOr0 KaTreTepa WIM CIMHHOMO3TOBYIO MYHKILHIO JIy4Yllle MPOBOJUTH TOTJA,
KOTJ]a aHTUKOAryJsSHTHbIH 3((deKkT puBapokcabaHa OIEHHMBAeTCs Kak ciadblii. OgHaKo TOYHOE
BpeMs Ul JOCTH)KEHHUS JOCTaTOYHO HU3KOI'O aHTHKOATYJISIHTHOTO 3((eKTa y KaxI0oro maindeHTa
HEU3BECTHO M JIOJDKHO OLIEHHUBATHCSA B CPABHEHUHU CO CPOYHOCTHIO TUArHOCTUYECKOW MPOLIETYpHI.
OcHoBbIBasgich Ha OOHIMX (apMaKOKMHETUYECKUX XapaKTePUCTHKaX, SIUIYpalbHBI KaTerep
U3BJICKAIOT 110 UCTEYCHUU KaK MUHUMYM JBYKPATHOTO IEPHOA MOTYBBIBEICHUS, T.€. HE paHee YeM
yepe3 18 yacoB mocine mociaeIHero mpruemMa puBapokcadaHa Jisl MOJOJBIX B3POCIBIX MAIIMEHTOB H
HE paHee 4yeM yepe3 26 YacoB JUIS MOKWJIBIX MalMeHToB (cM. pasgen 5.2.). Ilocie u3BiedeHus
SMUAYPAIIbHOTO KaTeTepa JOJKHO MPONTH KaKk MHUHMUMYM 6 4acoB JI0 Mpuema CIeAyIoLeil T03bl
puBapokcabaHa.

B ciydae TpaBMaTUYHOM MyHKIUH IPHEM PUBapOKcabaHa ClieyeT OTIOKUTh Ha 24 yaca.

PekoMeHTaIMy 10 JO3MPOBAHMIO A0 M TOCJC WHBA3MBHBIX MPONICAYP W XHPYPTHUCSCKHUX

BMEIIATEIbCTB

Ecnu Heo6XxoauMo mpoBeieHre NHBA3UBHOM MPOLEAYPhl WIM XUPYPTHUECKOTO BMENIATEIbCTBA, Ha
OCHOBaHUU 3aKJIIOUEHUS Bpaua npueM npenapata ['entpakca 15 mr u 20 Mr ciieyer npekpaTuTh 1o
KpaitHel Mepe 3a 24 yaca 10 BMEIIATENIbCTBA, €CIIU 3TO BO3MOXKHO.

Ecnu mpouenypy Henb3si OTJIOKHUTb, NMOBBIIMICHHBIM PUCK KPOBOTEUEHHs CIIEAYET OLICHUBATh B
CpaBHEHHH C HEOOXOTUMOCTHIO CPOYHOT'O BMEIIATEIbCTBA.

IIpuem mnpenapata [entpakca cieayeT BO30OHOBUTH KaK MOMKHO CKOpee IIOCiIE€ WHBA3UBHOM
MPOLIEAYPBl MM XUPYPIrHUYECKOr0 BMEIIATEIbCTBA, €CIU JeYalllUM BpauyOM YCTAaHOBJIEHO, YTO 3TO
MIO3BOJISICT KIIMHUYECKAs CUTyallus ¥ JJOCTUTHYT aJIeKBaTHBIN reMocTas (cM. pasaen 5.2.).
Ilayuenmul nodwcunozo eospacma

Puck KpOBOTEUCHHUST MOXKET YBEITHMYMBATHCS C MIOBBIIICHHEM Bo3pacTa (cM. pasaen 5.2.).
Jlepmamonozuueckue peaxyuu

[Ipu mpoBeneHMH NOCTMAPKETUHTOBBIX HAOMIOJEHUN COOOLIANOCh O Cly4asX BO3HMKHOBEHHS
CEpbE3HBIX  KOXKHBIX  peaknuii, Briarovas cuHapoM  CrTuBeHca-/[PKOHCOHA/TOKCHYECKUA

SMUJEPMAIBHBIM HEKPOJIIM3 U JICKApCTBEHHO-MHIYLUPOBAHHYIO PEaKIHUI0 € 303WHOMUIMEH H
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

4.8.). ITlaumeHTsl, TO-BUAWMOMY, IIOJBEPTalOTCs HAUOOJBIIEMY PHCKY BO3HHUKHOBEHHUS ATHUX
peakIfii Ha paHHUX ATanax JeUeHHs: HAyalo peakiuu B OOJBIIMHCTBE CIy4aeB MPOUCXOIUT B
TEYEHHUE NEepPBbIX HeJeNb JieueHus. [Ipu mepBoM MOSABICHUU TSKEIOM KOXKHOM ChINU (Hampumep,
IIpU €€ pachpoCTpaHEHUHU, WHTEHCU(DHUKAIUKA W/HIA 00pa30BaHWUW BOJIABIPEH) WM TPU HATAYUHU
KaKUX-THOO JPYTUX CHUMIITOMOB THIIEPUYYBCTBUTEIBHOCTH, CBSI3aHHBIX C MOPAKEHUEM CIHU3HCTOU
000JI0YKH, CIIelyeT IPEKPATUTh TEPAIUI0 PUBAPOKCAOAHOM.

eTH
HmeroTcs orpaHUMuYEHHbIE JAHHBIE O NMPUMEHEHUM Y JIeTel ¢ TpoMOO30M BEH I'OJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, y KOTOPBIX €CTh MH(eKIHs LeHTpanbHoi HepBHOH cuctemsl (LUHC) (cm.
pasgen 5.1.). Heo6xonuMo THIATETBHO OIEHMBATH PHCK KPOBOTEUCHMS IE€pe]l Ha3HAYCHHEM U BO
BpeMs Tepaly puBapoKcabaHOM.
[Ipenapar ['entpakca He peKOMEHAYETCSl K IPUMEHEHHUIO Yy JETEW M MOAPOCTKOB CO CPEAHEN WIIU
TSOKEJIOW CTENEeHbI0 HapylieHHs (QYHKUUH MOo4YeK (CKOpocTh KiyOoukoBoW QuibTpammu <50
mi/mun/1,73 M?) B CBSI3H ¢ OTCYTCTBHEM KIMHUYECKUX JAHHBIX.
KnuHuyeckue naHHbIE O CONMYTCTBYIOIIEM CHUCTEMHOM JIEYEHUU JETeH MOILHBIMH MHIMOUTOpaMu
onaoBpeMeHHO CYP3A4 u P-rimukonporenHa oTCyTCTBYIOT (CM. pasnen 4.5.).
JlaHHbIE 1O BpPEMEHM YCTAaHOBKM WIM YIAJICHHWS HEHPOAKCUAIBHOIO Karerepa y [JeTeH,
NPUHUMAIOIIMX pHUBapoKcadaH, OTCYTCTBYIOT. B Takux ciydasx cleayer NpeKpaTUTh NpUeM
puBapokcabaHa M PpaccCMOTPETh BO3MOKHOCTb INPUMEHEHHUS MapeHTEPalbHOTO aHTHKOATyJISHTa
KOPOTKOTO JEHCTBUSI.

BcrnoMorarenbHBIE BEIIECTBA

IIpenapar I'entpakca comepxut nakro3y. [lammeHTam ¢ peako BCTpedarolIencs HACJIeICTBEHHOU
HENEPEHOCUMOCTBIO TaJIaKTO3bl, TMOJHBIM JCPUIMTOM JaKTa3bl WM TIIOKO30-TaJaKTO3HOM

MajbabcopOIel He cieyeT MpUHNMATh 3TOT Ipenapar.

4.5. B3amMojgelicTBMe C JAPYIMMH JIeKADCTBEHHBIMH MNpenapataMM ¢ [pyrue BH/bI
B3auMOeliCTBUA

Nurudurops! nsodepmenra CYP3A4 u P-rmukonporensa

CoBMecTHOE TpUMEHEHHE puBapoKkcadaHa u ketokoHaszosa (400 mr 1 pa3 B eHb) WM PUTOHABUPA
(600 Mr 2 pa3a B J€Hb) NPUBOAWIO K TOBBIMICHUIO CPEIHEW KOHIEHTpAallMM pUBapokcabaHa B
miazme kpoBu (AUC) puBapokcabana B 2,6 pa3a/2,5 pa3a U yBEIMUCHHIO CPEIHEH MaKCUMaJIbHOM
koHmentpanun (Cmax) puBapokcabana B 1,7 pasza/l,6 pasa CcO 3HAYUTEIBHBIM YCHICHHEM
(dapmakouHaMHUECKUX 3(P(PEKTOB, UTO MOKET IPUBOAUTE K YBEIMUCHHUIO PUCKA KpOBOTeueHHs. B
CBSI3U C OTHM pHUBApOKcabaH HE PEKOMEHIYeTCs K NMPUMEHEHHUIO y TalUeHTOB, MOIYYaroIluX

COITyTCTBYIOILIEE CHUCTEMHOE JICUEHHE IPOTUBOIPUOKOBBIMH IperaparaMi a30J0BOM TPYMIIbI,
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

npotea3sl BUY. DTu akTUBHBIE BEIECTBa SBISIOTCS MOIIHBIMH MHTUOMTOpaMH M M30(pepMEeHTa
CYP3A4, u P-rnuxomnporenna (cM. paszaen 4.4.).

Oxunaercs, YTO aKTUBHbIE BEUIECTBA, CUILHO MHTUOUPYIOUIUE TOJBKO OJUH U3 MyTel BHIBEACHMUS
puBapokcabana, ymbo wu3zopepmenta CYP3A4, mubo P-TmukonpoTrewH, B MEHBIICH CTENCHU
YBEJIMYMBAIOT KOHIIEHTPAIMIO prBapokcabana B riazme. Hampumep, xnaputrpomunua (500 mr 2
pa3a B JIeHb), KOTOPBIH cUMTaeTCs MOLIHBIM MHruOouTopoM m3opepmenta CYP3A4 u ymepeHHBIM
WHTUONTOpOM P-rnmkomnpoTrenHa, BeI3bIBAN yBenuueHue 3HaueHuit cpeaneit AUC puBapokcabaHa B
1,5 paza u yBenmuuenne Cmax B 1,4 pa3a. BzaumopaelcTBue ¢ KIAPUTPOMUIUHOM CUHTAETCA
KJIMHUYECKH HE3HAYMMBIM JJIsi OOJBIIMHCTBA MAI[MEHTOB, HO MOXET OBITh IOTEHIUAIBEHO
3HAYMMBIM JUI TAIIMEHTOB U3 TPYIIIBI BBICOKOTO PUCKA (IS MAlMEHTOB C HapyIIeHUEM (DYyHKITUH
MOYeK — cM. pazzaen 4.4.).

Oputpomurua (500 mr 3 pasza B jaeHb), yMepeHHBIM uHTHOUTOp M3odepmenta CYP3A4 u P-
TJIMKONPOTENHA, BhI3bIBaJ yBenuueHue 3HaueHuit cpeaneid AUC u Cmax puBapokcabana B 1,3 pasa.
B3anmopelicTBie ¢ SPUTPOMHULIMHOM CUMTACTCS KIMHHUYECKH HE3HAYMMBIM JUIs OOJIBIIMHCTBA
MNAIMEHTOB, HO MOXET ObITh MOTEHIUAIbHO 3HAYMUMBIM JUISl MALIMEHTOB U3 TPYIIBI BBICOKOTO
pucka.

VY ManueHToB ¢ JIETKOW CTENEeHbI0 HapylieHus QpyHKIuM mouek 3purpoMuiud (500 mr 3 pasa B
JIeHb) BI3bIBAN yYBenuueHue 3HaueHuii cpeaneit AUC puBapokcabana B 1,8 paza u Cmax B 1,6 paza
M0 CPaBHEHWIO C TAIMEHTaMH C HOpPMajdbHON (YHKIMEH TMOdYeK. Y TalMeHTOB CO CpeaHei
CTEMEeHbI0 HApyHICHUs] (PYHKIMU MOYEK SPUTPOMHUIIMH BbI3bIBAJI yBEJIWYEHUE 3HAYCHHH CpeaHei
AUC puapoxkcabana B 2,0 paza u Cmax B 1,6 pa3a mo CpaBHEHHIO C TAIUEHTAMH C HOPMAJIbHOM
¢ynkuueit mouek. Ih ekt FpuTpoMHLIMHA SBISCTCS aJAUTUBHBIM K HapYIICHUIO (PYHKIIUH MTOYEK
(cm. pasznmen 4.4.).

®nykonazoin (400 mr 1 pa3 B 1€Hb), KOTOPBIN CUATACTCS YMEPEHHBIM WHTHOUTOPOM H30(epMeHTa
CYP3A4, Bei3biBan yBenuuenue 3Hadennii cpenneid AUC puBapokcabana B 1,4 pa3za u Cmax B 1,3
pa3za. BzaumoneiictBue ¢ (hIyKOHA30J0M CUMTACTCS KIMHUYECKH HE3HAYMMBIM JUIsl OOJIBIIMHCTBA
MAIUEHTOB, HO MOXET OBbITh MOTEHIIMAIBHO 3HAYMMbBIM JUIS MALIUEHTOB U3 IPYIIIbI BHICOKOTO pUCKa
(U1 TAIIUEHTOB € HapyIleHneM (QYHKIIMHU MOYeK — cM. paznen 4.4.).

Ha ocHoBaHMM WMEIOMIMXCS OTrPaHMYCHHBIX KIMHUYECKUX JAHHBIX HEOOXOIMMO u30eraTh
COBMECTHOT'O IIPUMEHEHUS puBapoKkcadbaHa ¢ JpOHETAPOHOM.

AHTHKOAr'yJISHTEI

[Tocie 0THOBpEMEHHOTO MPUMEHEHHUsI SHOKcarapruHa (ogHoKpaTHas ao03a 40 Mr) u puBapokcabaHa
(omHOKpatHas no3a 10 mr) HaOdromancs cyMMaIMoOHHBIN 3 (EeKT B OTHOIIEHUN aKTUBHOCTH aHTH-

Xa aKTHBHOCTH, HE COIPOBOKIABIIUICS JOMOTHUTEIBHBIMU 3(p(deKTaMi B OTHOLICHHM NpoO Ha
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tpomboruiactuHoBoe  BpeMsi  (AUTB)). DOHokcanmapuH He U3MeHsT  (hapMaKOKHHETHKY
puBapokcabaHa.

B cBsi3u ¢ MOBBIIICHHBIM PHCKOM KPOBOTEUEHUS HEOOXOJUMO COOJII0/IaTh OCTOPOKHOCTH MpPU
COBMECTHOM MPUMEHEHHUH C JIIOOBIMH JIPYTUMH aHTUKOATYJISTHTaMu (CM. pasnensl 4.3. u 4.4.).

HIIBII / uHrUOUTOPSEI arperau TPOMOOIIUTOB

[Tocne coBMecTHOro mMpUMEHEHHsI puBapokcabana B o3¢ 15 mMr m HampokceHa B go3e 500 mr
KJIMHUYECKH 3HAUYMMOIO yBEJIMYEHUS BPEMEHU KPOBOTEUEHUs He HalOmopanock. Tem He MeHee, y
OTJEJIbHBIX JIUI] BO3MOKEH 00Jiee BBIPAaXKEHHBIN (hapMaKOAMHAMUYECKUN OTBET.

He  wHabmiogamoch  HMKaKMX — KIMHUYECKM — 3HAUYUMBIX  ()aPMAaKOKMHETHMYECKUX  WIIH
(dapmMakoIMHAMHYECKUX B3aMMOACUCTBHUI MPU COBMECTHOM MPUMEHEHHH puBapokcabana u 500 mr
aleTUIICATUIIMIIOBOM KHCIIOTHI.

He o6napyxeHo (papMaKkOKHMHETUUECKOTO B3aUMOJICHCTBUS MEXK/Ty pUuBapoKkcabaHoM B 03¢ 15 Mr u
KJIonuaorpesomM (Harpysousas no3za 300 Mr ¢ mocieayroliuM Ha3HAuY€HHUEM IMOJAEpKUBAIOLIEH
70361 75 Mr), HO B MOATPYINIE TMAalMEHTOB HAONIONATOCh 3HAYUMOE YBEJIWYCHHE BpPEMEHHU
KPOBOTEUCHHMSI, HE KOPPEIUPOBABILEE CO CTENEHBIO arperaluyd TPOMOOLUTOB U cojepkaHueM P-
cenextuna unu GPIIb/Ila-penenropa.

Heo6xoauMo cobmoath OCTOPOKHOCTH MPU COBMECTHOM IMpUMeHeHHH puBapokcabana ¢ HIIBII
(BKJIIOUAs AlleTUJICATUIMIIOBYIO KHCIOTY) U MHTHOMTOpPAMHU arperaldud TPOMOOIIMTOB, OCKOJIBKY
NPUMEHCHHE ITHX MPEMapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTeucHHs (cM. pasnen 4.4.).

CHO3C / CUO3CH

Kak u B cimyuae mnpuMeHEHHS JPYTHMX AaHTUKOAryJIsSHTOB, BO3MOXKHO YyBEIWYEHHE PHCKa
KPOBOTCUCHHSI y TALMEHTOB, OJHOBPEMEHHO IPUHUMAIOIIUX PHUBAPOKCA0aH C CEIEKTHBHBIMU
uHruouTopamu obparHoro 3axmata ceporoHnHa (CHMO3C) u CeneKTMBHBIMH WHTHOMTOpaMHU
obpatHoro 3axBata ceporoHnHa u HopanpeHanmnHa (CHMO3CH), BcineacTBHME BIMSHHUS OTHX
npenapaToB Ha TpPOMOOIUTHL. Pe3ynbraThl KIMHUYECKHX HCCIEAOBAaHUI pHBapokcabaHa
MPOJEMOHCTPUPOBAIA YHCICHHOE TOBBIIICHHE OOJBIIMX M HEOOJBIINX KIMHUYECKH 3HAYMMBIX
KPOBOTEUYEHH BO BCEX Ipymmax JeueHus: Ipu COBMECTHOM IPUMEHEHUHU ITUX MperaparoB.
Bapdapun

IlepeBon mnamuentoB ¢ aHraronucra ButamuHa K Bappapuna (MHO ot 2,0 mo 3,0) nHa
puBapokcaban (20 mr) mnu ¢ puBapokcabana (20 mr) Ha Bappapura (MHO ot 2,0 mo 3,0)
yeenuuuBai [IB/MHO (Neoplastin) B Gosnbiieii cTernenu, 4eM 3TOr0 MOKHO ObLIO ObI OKUJIATh MPHU
nmpoctoM cymmupoBanuu 3¢ dektoB (oTaenpHbie 3HaueHuss MHO MoryT mocturars 12), B TO Bpemst
kak BrnusiHue Ha AUTB, nonaBnenue akTuBHOCTH (hakTopa Xa M SHJOTCHHBIN MOTEHIIHA TPOMOUHA

(OI1T) ObLIM axIUTUBHBIMH.
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BpeMsl TIEPEXOHOTO MEepPHO/ia, B KAYECTBE TECTOB, HA KOTOPHIE HE OKa3bIBAET BIMSHHE BaphapuH,
MO>KHO MCIOJNB30BaTh ompeneneHue antu-Xa aktuBHoct, PICT u HepTest. Hauunas ¢ 4-ro mns
mocJie TpreMa TocienIHel 1036l BapdapuHa Bce JlabopaTopHble mokazarenu (B ToMm uucie [1B,
AUTB, wunrubupoBanue akTuBHOCTH ¢aktopa Xa u OJIIT) oTpakaaud TOJBKO BIUSHUC
puBapokcabaHa.

B ciyuae HeoOXxonuMocTH uccienoBaHus (hapMakoAMHaMUYeCKUuX dPQPeKToB BaphapruHa BO BpeMs
MEPEXOTHOTO MEepHUoa, MOXKET ObITh Hcrosib3oBaHO u3MepeHue BenuuuHbl MHO npu Crpomesyr.
puBapokcabana (uepe3 24 wyaca TMocje MPEAbIIYIIero IpHeMa puBapokcabaHa), IMOCKOJIBKY
puBapokcabaH OKa3bIBaeT MUHUMAIBHBIN A((EKT Ha 3TOT MOKa3aTeNlb B JAHHBI MOMEHT BPEMEHHU.
DapMaKOKHHETUYECKOTO  B3aUMOJICHCTBUS MeXay BapapuHOM U  puUBApOKCabaHOM HE
00Hapy>XEHO.

Nunykrops! nsodepmenta CYP3A4

CoBMmecTHOE MTpUMEHEHHE pHBapokcadaHa U pU(aMIUINHA, SBISIOMIErOCs MOIIHBIM HHIYKTOPOM
uzopepmenta CYP3A4, npuBonuio k cHikeHuto cpeaneir AUC puBapokcabaHa mpuOIU3UTENHHO
Ha 50 % u mapajuienbHOMY yMEHBIIEHHIO ero (apmakoanHamuueckux 3¢ ¢dexktoB. CoBMeCTHOE
NMpUMEHEHHUE pHUBapoKcabaHa ¢ JPYyrMMH MOIIHBIMH HHIykTopamu wu3zopepmenta CYP3A4
(Hanmpumep, QeHuToMHOM, KapbamazenmuHOM, (eHoOapOUTaIOM WM TpenapaTamu 3BepoOos
IPOJBIPSBICHHOT0) TaKXKe MOXKET MPUBECTH K CHIDKEHUIO KOHIIEHTpAIMi puBapokcabaHa B Iuia3Me
kpoBu. CrnenoBarenbHO, HEOOXOIMMO u30erarb OJHOBPEMEHHOIO TNPUMEHEHHUS MOIIHBIX
nHayKTOpoB n3odepmenta CYP3A4, kpoMe ciyuyaes, KOT/a THIATEIHHO KOHTPOJHMPYIOT MPU3HAKH
¥ CUMIITOMBI TpOMO03a.

IIpouas cOMyTCTBYIOIIAS TepaIus

Knunnueckn 3HauMMbIX (apMAaKOKMHETHUECKUX WM (apMaKOJUHAMHUYECKHX B3aUMOACHCTBUIMA
P COBMECTHOM NPUMEHEHUHU puBapokcadbana ¢ muaazonamom (cyocrpat CYP3A4), nurokcuaom
(cybctpar P-rnukomnporenHa), atopBactatuHoM (cybcrtpar CYP3A4 u P-rnukonporenHa) wim
OMETIPa30JIoM (MHTHOUTOP TMPOTOHHOW MOMITBI) He HabIroaanochk. PuBapokcaban He HHTHOUPYET U
He uaayuupyetr CYP3A4.

Bnusgnue Ha 1abopaTopHEIE TapaMETPhI

PuBapokcabaH oka3bIBacT BIMsSHHE Ha Moka3arenu cBepreiBaemoctu kposu ([1B, AUTB, HepTest)
B CBSI3U CO CBOMM MEXaHHM3MOM JIeHCTBHS (M. pa3aen 5.1.).

€T’
HccnenoBanyst B3aMMOJEHCTBUS IPOBENEHBI TOJBKO Yy B3pocCibIX. CTENeHb MEKICKapCTBEHHBIX
B3aUMOJICUCTBUM y AeTel Heu3BeCcTHA. lIpuBencHHBIE TaHHBIE O B3aUMOJICUCTBUH, IOJy4YCHHBIE Y

B3pPOCJIbIX MAOUCHTOB, U NPCAYIPCIKACHUA B Pa3aciic 44, JOJIZKHBI OBITh MNPUHATHEI BO BHUMAHHC
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JUTSL TICANATPUYECKOU TTOMYJISIINH.

4.6. @epTUIbHOCTH, 0€PEMEHHOCTH U JIAKTAIUS

bepemeHHOCTD

be3onacHocTh W 3((EKTUBHOCTH pHBapoKcabaHa y OCEPEMEHHBIX JKCHIIWH HE YCTaHOBJICHBI
JlaHHble, MOJIy4eHHbIE B UCCIIEJOBAHUIX HA KUBOTHBIX, MOKA3aJIH PEIPOTYKTUBHYIO TOKCUYHOCTb.
Bcenenctre BO3MOXKHOM penpoayKTHBHOW TOKCHYHOCTH, PUCKA PA3BUTHS KPOBOTCUCHUS U JAHHBIX
0 CIIOCOOHOCTH pHBapokcabaHa MPOHUKATH Yepe3 MIIANEHTY mpemnapar [ enrpakca mpoTHBOMIOKa3aH
BO BpeMsi OepeMeHHOCTH (CM. pazzen 4.3.).

KeHmuHbl 1€TOPOAHOTO BO3pacTa JOJKHBI H30erarb OEpEeMEHHOCTH BO BpeMsl Teparuu
puBapokcabaHOM.

JlakTanus

bezonacHocTh U 3QeKTUBHOCTh pUBapOKcabaHa y >KEHIIMH B MEPUOJ TPYJHOTO BCKAPMIIMBAHMS
HE YycTaHOBJIeHbI. JlaHHBIE, TOMy4YEHHbIE Y JKMUBOTHBIX, IIOKa3bIBalOT, YTO pHUBapoKcabaH
BBIJICTISIETCSI C TPYAHBIM MoJiokoM. [loaTomMy mpemapar I'enTpakca MpPOTHBOIOKA3aH B TEPUOJ
TPYAHOTO BCKapmiuBaHus (cM. pa3zaen 4.3.). HeoO0xoaumMo IpUHATH pelieHne 00 OTMEHE TPYTHOTO
BCKapMJIMBAHUS WM MPEKPAICHUH/TIPUOCTAHOBICHUH TEPAIUU.

DepTUILHOCTE

CrienuanbHBIX HCCIEAOBAHUN MO OI[EHKE BIUSHUS puBapokcabaHa Ha (epTUILHOCTD Y YeJIOBEeKa He
npoBoAMIIOCh. MccnenoBanusi moka3aiy, 4TO pUBapoOKcadaH HE BIUSET HAa MYXKCKYIO U JKEHCKYIO

(bepTUIBHOCTD Y KPBIC.

47. BuausiHHe HAa CNOCOOHOCTH YNPABJSTH TPAHCMOPTHBLIMHM CpeACTBAMH H PadoTaTth ¢
MeXaHU3MaMu

[Ipenmapatr [IenTpakca oOKa3bIBaCT HE3HAUMTENBHOE BIHMSHHE Ha CIOCOOHOCTH YIIPABISTH
TPAHCTIOPTHBIMHU CPEJCTBAMH M MeXaHHW3MaMU. BbulM 3aperucTpupoBaHbI Takue HeXelaTelbHbIe
peakiuu Kak 00MOpOK (Y4acToTa: HEYacTO) M TOJOBOKpYKeHHe (dacTora: yacto) (cm. pasmen 4.8.).
HaI_II/IeHTbI, Y KOTOPbIX BO3HUKAIOT HO,Z[O6HBI€ HCIKCJIATCIBbHBIC PCAKIIMU, HC NOJDKHBI YIIPABJIATH

TPAHCIIOPTHBIMU CPCACTBAMU UJIU APYTUMU MCXaHU3MaMMU.

4.8. HexenaTelbHble peakuuu

Pesrome mpoduiist 6e3onacHOCTH

be3onacHocTh puBapokcabaHa OIEHMBAJIACh B TPHHAAIATH OCHOBHBIX HccienoBanusx I daszbr
(cm. Tabmumy 1).
Cymmapno 69 608 B3pochbIx MAMEHTOB B neBATHaAaTH uccienoBanusx I ¢gaser u 488 neteil B

nByx uccinenoBanusix Il daszer u oqnom uccnenosanuu I pa3el npuarManu puBapokcadaH.
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 19.03.2025 N= 7275

Tabauya 1. Yucno nayuenmos, yuacmeosasuiux ucmed@%if)ﬁ%‘i;ﬂgﬁgzﬁfgklj%o ﬁ'd;lt; 52)'3'%1 u

MAKCUMATbHAA I’lpO()OJZOfCI/lmeﬂbHOCMb Aeyenus 6 KiauHuveckux uccieoosanusix Il qbab’bl C

yuacmuem 63pocCiblx U neduampuuecxux nayuenmoe

IMoka3anue Yucao CymmapHas MakcumasbHast
NAlHEeHTOB* | CyTOYHAs 1032 NPOI0JIAKUTEILHOCTh
JieYeHH s
[TpodunakTruka BEHO3HOM 6 097 10 mr 39 nueit
TpoMO03MOonnu (BTI) y

B3pOCJIBIX MAI[MEHTOB,
MEPEHECINX TUIAHOBYIO
OTIEPALIUIO TIO 3aMEHE
Ta300eIPEHHOT0 WK

KOJICHHOT'O CyCTaBa

[Tpodpunaktuka BTO y 3997 10 mr 39 nueit
MalNEHTOB,
TOCTINTATN3UPOBAHHBIX C

OCTPBIM MCOAUIIUHCKUM

COCTOSIHUEM
Jleuenne TI'B, TOJIA u 6 790 Henpb 1-21: 30 mr 21 MecHx
npoduakTUKa PeIUINBOB Hauwmnas ¢ 22 nus: 20 mr
[Tocne MurUMYM 6
Mecses: 10 mr nim 20 Mg
Jleuenne BTD u 329 Hosza, 12 MecsieB
npodusakTuKa peruIuBoB CKOPPEKTUPOBAaHHAS B
BTD y HOBOPOXICHHBIX U 3aBUCHUMOCTH OT MacChl
neteit B Bozpacre 10 18 Tena, 1Jisi JOCTUKECHUSA
JIET MOCJIe HaYallbHOM OKCIO3HUIINH,
CTaHIapTHOM HaOJI0TaBIICHCS y
o B JIBIX, IIOJIY4aBIINX
AHTUKOATyJISHTHOM 3pOCIIBIX, TOITyHa
20 mr puBapokcabana
Tepanuu
OJIVH pa3 B ICHb JIJISI
neuenust TT'B
[IpodunakTrka HHCYIBTA 7750 20 mMr 41 mecsitg

U CUCTEMHOU

TPOMO0IMOOTIHH Y
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 19.03.2025 Nz 7275
HALIeHTOB C OCAEACEBRTENEROCT 5 0002]
bubpuAIHren
npeacepaui
HEKJIAITAaHHOTO
MIPOUCXOKICHHS
[Ipodunakruka 10 225 5 Mrumm 10 mr 31 mecsn
aTepPOTPOMONUECKHIX COOTBETCTBEHHO, B
COOBITHH y TTAITUEHTOB KOMOWHAIINHU C
II0CJIE OCTPOTO AlEeTHICATUIUIOBOMN
KOPOHAPHOTO CHHIPOMA KHMCJIOTOM HIIH
(OKC) aAlEeTIICAJIUIINIIOBON
KHUCJIOTOM C
KJIOMUOTPEIIOM HJTH
THUKJIONTHUIUHOM
[Tpodunakruka 18 244 5 Mr B KOMOMHAIINY C 47 mecsues
aTepOTPOMOOTHYECKHUX AIeTUIICATHITHIIOBON
COOBITUH y MAIIEHTOB C kucioro uiu 10 mMr B
HIIEMUYECKON OOJIE3HBIO MOHOTEpaIuu
cepaua (MBC) nnm 3 256** 5 Mr B KOMOHMHAITH C 42 mecsua
3a00JIEBaHUEM alEeTUICATULIUIOBOMN
nepudepruIecKux KHCJIOTOM
aprepuii (311A)

* Ilayuenmwi, nonyuusuiue no MmeHvuuell mepe 00Hy 003y pusapokcadaud.

** U3 uccneoosanus VOYAGER PAD.

Haubonee yacto perucTpupyeMbIMH HEXEIaTeNbHBIMU PEAKIUSAMHU y MAIlMEHTOB, MOJY4aBIINX

puBapokcabaH, ObutH KpoBoTeueHus (cM. pasnen 4.4. u «Onucanue OTIENbHBIX HEXKeIaTeIbHbIX

peaknumit» Hwke) (Tabmuna 2). Hanbosee 4acTo perucTpUpOBaIMCh TaKUE KPOBOTCUCHUS, Kak

HOCOBOE KpoBoTeueHue (4,5 %) u xxemynouHo-kuiegyHoe kpoBoredenue (3,8 %).

Ta@zuua 2. Yacmoma 603HUKHOBEHU Kpoeomeqenuﬁ* u anemuu y nayuenmoe, noJjaydasuiux

Jleyenue pueapoxkcabanom 8 3aeepuieHHuIX Kiunuueckux ucciredosanusx |l ¢gaser ¢ yuacmuem

63pPOCIIbIX U nec)uampultecmtx nayuenmoes

IHoka3anue

JIro0oe

KpPOBOTeYeHHe

AHeMus

[TpodunakTrka BeHO3HOH TPOMO0IMOOTHHI

6,8 % manueHToB

5,9 % nmauueHTOB
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 19.03.2

P e ey e

7375

025 Ne 7275

us.d

(BTD) y B3poCIbIX MAUEHTOB, IEPEHECIINX
IUIAHOBYIO OIIEPALIUIO 110 3aMEHE

Ta300€APEHHOTO WK KOJICHHOTO CyCTaBa

TOCAEQOEAT

ERBROCTE 0002

[Mpodunakruka BT y nanueHTos,
TOCMIUTATH3UPOBAHHBIX C OCTPHIM METUITUHCKUM

COCTOSIHHUEM

12,6 % nanueHTOoB

2,1 % nanuenTos

Jleuenne TI'B, TOJIA u npopunakruka

peUUINBOB

23 % nanueHToB

1,6 % nanueHTOB

Jleuenne BTD u npodunakTuka penuInBoB
BTD y HOBOpPOXXIEHHBIX U IETEIl B BO3pacTe A0
18 net mocne Ha4YaNIbHOM CTaHAAPTHOU

AQHTUKOAT'YJIIHTHOU Te€panuu

39,5 % manueHToB

4,6 % nanueHTOB

[MpodunakTrka UHCYIIBTA M CHCTEMHOM
TPOMOOIMOOJINY Yy TTAITUEHTOB C PUOPHILIAIINEH

npeacepaAuil HEKJIAMIAHHOTO MTPOUCX0XKICHUS

28 coObITuii Ha 100

NaluEHTO-JICT

2,5 coOBITHI Ha

100 manueHTO-JI€eT

[IpodunakTrka aTepoTPOMOOTHIECKUX

coOpITuil y marueHToB nociae OKC

22 coObrTust Ha 100

NaluEeHTO-JICT

1,4 coObITUs Ha

100 marmeHTO-NIET

[IpodunakTrka aTepoTPOMOOTHIECKUX

coObIThii y manuenToB ¢ UbBC unu 3[TA

6,7 coonrTusa Ha 100

nanmueHTO-JICT

0,15 coObITHA HA

100 mmarmmenTo-meT* *

8,38 coObITHil Ha 100
#

nanmueHTO-JICT

0,74 cobbITHA

Ha 100 nammenTo-

HeT***#

*  Bo 6cex KIuHU4ecKux ucciedo8anusx pueapOKcaéaHa 6ce ciydau Kpoeomederus coéupa;omc;z,

pecucmpupyromcs U OYyeHuUearonicA.

** B uccneoosanuu COMPASS uacmoma ecmpeuaemocmu anemuu HU3KAs,

NPUMEHSAICS 8bLOOPOYHDIL NOOXOO0 K COOPY OAHHBIX NO HENCEeNAMEeNbHbIM PeaKYUsIM.

*4% [Ipu coope OanHbIX 0 HedCelamenbHbIX PeaKyusx NPUMEHSICSA 8b100POUHDbLL NOOXOO.

# U3 uccreoosanus VOYAGER PAD.

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIIUN

YacToTa BCTPEYaeMOCTU HEKEIATEIbHBIX PEaKIUi, 3apErMCTPUPOBAHHBIX Y JE€TEH U B3POCIBIX

Ipy NPUMEHEHUU pHBapokcabaHa, MpuBeleHA B TaOJHMIle HUXKE C pa3AeleHHEM MO CHUCTEMHO-

opranusiM kiaaccam (MedDRA) u 1o yacrore.

Yacrora BCTPCHACMOCTHU OIMPCACIIACTCA KaK:
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COOTBETCTEYET 3KCNEPTHOMY OTYETY
13 2025 N2 7275

ot 19.03.2025

(NOCNEOCBATENEHOCTE 0002)

[

o4deHb yacto (>1/10),

gacTo (o1 >1/100 mo <1/10),
HevacTo (ot >1/1000 no <1/100),
peaxo (ot >1/10 000 mo <1/1000),
odeHb peako (<1/10 000),

qaCToTa HCU3BCCTHA (HGBO3MO)KHO OLCHUTH HA OCHOBAHHUU NOCTYITHBIX ,Z[aHHBIX).

Tabnuya 3. Bce HnedcenamenvHvle peakyuu, 3ape2ucmpuposamHvle ) 63pOCIAbIX NAYUEHMO8 6
Kkaunuyeckux uccaeoosanusax Il gazvl unu 6 xoode nocmpezucmpayuonnozo npumenenusn®, a
makdce y neouampuieckux NayueHmos 6 08yx Kiunuveckux uccieoosanusx |l ¢gazvt u oonom

uccneoosanuu |l gpazvl

Yacro Heuacto Penxo Ou4enb penko Yacrora
HEM3BeCTHA
Hapymenusi co cTOpOHBI KPOBH U JTUM(PATHYECKO CHCTEMBI
AHemus TpombonuTo3
(BrITIOUAs (BrITIOUAs
COOTBETCTBYIO- MIOBBIIIEHHOE
mue cofiepKaHue
nabopaTopHbIe TPOMOOLMTOB)",
IIOKAa3aTENN) TPOMOOIUTONCHHUS

Hapymiennsi co cTOpOHBI MMMYHHOM CHCTEMBI

Anneprudeckas Anadunax-
peakius, TUYECKUE
aJUIepru4ecKui peakuuy,
JIEpMaTHuT, BKJIFOYAst
AHTMOHEBPOTHYEC- aHauUIaKTH-
KU OTEK 51 YECKUU LIOK
aJUIEPrUYeCKU

OTEK

Hapyuienusi co cTOpOHBI HEPBHOM CHCTEMbI

I'onoBokpysxeHue, | BHyTpumo3rosoe u
rosioBHas 00Jb BHYTPHUYEPEITHOE
KPOBOM3IIHSHHE,

00MOpOK
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COOTBETCTBYET SKCMEPTHOMY OTYETY
ot 19.03.2025 Nz 7275

P e ey e oy

[

IO CAEOQOBATERERCCTE 0008

HapyieHusi co cTOPOHBI OPraHa 3peHust

KpoBousnusuue B
a3 (BKJIIOYas
KpPOBOU3JIMSHUE B

KOHBIOHKTUBY

HapyueHusi co cTOpoHBI cepana

Taxukapaus

HapyieHusi co CTOPOHBI COCYI0B

CHmxeHue
apTepUuaIbHOTO
JIaBJICHMUS,

remaromMa

Hapymiennst co cTOPOHBI AbIXaTEJIbHOM CHCTEMbl, OPTaHOB I'PY/IHOI KJIETKH M CPeI0CTeHHUS

Hocogoe DosuHoprITbHAS
KPOBOTCUYCHHUC, ITHEBMOHUA
KpOBOXapKaHbe

Keayno4Ho-KUIIEYHbIE HAPYIICHUSA

KpoBorounBocts | CyXoCTh BO PTY
JIECEH,
KEITyT0IHO-
KHILIEYHOE
KpOBOTEUYEHHE
(BKITIOUAs
peKTanbHOe
KPOBOTEYCHHE),
60111 B 0651acTu
XKKT u B
KHUBOTE,
JUCTIeTICHS,
TOIIHOTA, 3a1mop”,

nuapes, psora’

Hapymenust co cTOpOHBI NeYEHH U KeJTYeBbIBOISIINX My Tel

[ToBbllIeHHE Hapymenue Kenryxa,

AKTUBHOCTHU (bYHKI_II/II/I IIC€YCHHU, | ITOBBIIICHUC
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 19.03.2025 N= 7275
MEeYCHOYHBIX MOBBIIIICHHUE KOHIIEHTpALIUNA (MPCIEOQOBATENBHOCTE 0002)
TpaHCaMHUHa3 KOHIICHTPALIUU KOHBIOTUPOBAH-
OmnnpyOuHa, HOTO OWIMpyOHUHA
MTOBBIIICHHE (mpu  cootBeTCT-
AKTUBHOCTH BYIOILIEM  TOBBI-
LIEJTOYHOU LICHUHU aKTHUB-
docdarazpr® Hoctu AJIT wumm
KpOBH, TIOBBIIIICHHUE | O€3 HETO),
aktuBHOCcTH [ TTA X0JIECTa3, TeHaTUT
(BKITIOUAst
renaToreuTo-
JSIpHOE
MTOBPEXKICHUE)
HapyumeHnust co CTOPOHBI KOKHM U IOJKOKHBIX TKaHel
Koxusrit 3y Kpanusauna Cunapom
(BKITIOUAst CruBeHca-
HEYacThIC CITydan JI>xoHCcOHa/
TE€HEepan30BaH- TOKCUYECKUI
HOTO 3y7a), SMUEPMATh-
KO>KHasl CBHIIIb, HBIA HEKPOIH3,
JKXHUMO3, KOKHEIE DRESS-
U TO/IKOXHBIC CHHIPOM
KPOBOU3JIHSHUS
Hapymennsi co cTOPOHBI MbIIIEYHOM, CKEJIETHOM M COeTUHUTEIbHON TKAHU
bonb B I'emaptpo3 KpoBouznusinue B Komnaptment
KOHEYHOCTSX" MBIIIIILY CUHIPOM,  Kak
CJIe/ICTBHE
KpOBOTEYEHUS
Hapyuienust co CTOpOHBI NOYEK U MOYEBbIBOASIIUX ITyTel
KpoBoreuenue u3 [Toueuynas
YPOTr€HUTAIBHOTO HEJI0CTaTOYHOCTD/

TpakTa (BKJIIOYAS

reMarypuro u
B

MEHOpPparuo-),

HapyIICHUE

OCTpasd nodyeuHas
HCOOCTaTO4YHOCTD,
BTOPUYHBIC K

KPOBOTCUYCHUIO U
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ot 19.03.2025

COOTBETCTBYET SKCNEPTHOMY OTUYETY

7775

LI el

e

GYHKIIUU  TTOYeK
(BKITIOUAs
MOBBIIICHHE
KOHIICHTPAIINH
KpeaTHHUHA
KpOBH,
MOBBIIICHHE
KOHIICHTPAIINH
MOYCBHHBI

KpPOBH)

irm
I

DCEQOBATERBH

eidrotine,

Y9TOOBI IPUBECTH K
runonepdysuu;
HedponaTus,
aCCOIMMPOBAaHHAS
C IpUEMOM

AHTUKOAr'yJIAHTOB

OO0mue HapylIeHHs U peaKIUM B MecTe BBeJIeHUs

JIuxopaxa®, Yxynmenue JlokanbHblit oTek
nepudepruyeckuii | oOIero

OTEeK, CH)KCHHE | CaMOYyBCTBUS

o0meit (BKITIOUAst

¢buznyeckoi HE/IOMOT'aHHUE)

CHJIBI U DHEPTUHU
(BKITIOUAS
ciabocTh U

ACTEHHUIO)

JlabopaTopHble 1 HHCTPYMEHTAJIbHBIE HCCJIEJOBAHMSA

IloBpImeHNe
aktuBHOcTH JIJITA,
ITIOBBIIIICHUC
AKTUBHOCTH
umasser,
TIOBBILICHHE
AKTUBHOCTH

aMI/IHaSBIA

TpaBMbI, HHTOKCUKAIIUHU U O0C/I0KHCHUSA

npoueayp

KpoBoteuenue
1ocJje mpoueayp

(BKITFOUAS

Cocyaucras

IICEBAOAHECBPU3-

ma®
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- O N3 NOE e TATE
oT 19.03.2025 Nz 7:
§ oy o

“ -

(MOCAERCBATENBHOC TS 0002)

nocJjconcpanmuon

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

-HYIO aHEMUIO U
KPOBOTCUCHHE U3
paHsbl), ymo,
BBIJICTICHHE
CeKpeTa u3

panb®

A: HaOmromanuch npu npopuinaktuke BTD y B3pocibIX ManueHToB, NMEPEHECIINX IIAHOBYIO
oTiepaIio Mo 3aMEeHe Ta300€IPEeHHOT0 CYCTaBa,;

B: HaOmogamuch npu yiedeHnnn TI'B, TOJIA u npodumakTuke peruanBoB Kak 0YeHb YacThie Y
JKCHIIIMH MOJIOXKeE 55 JIeT;

C: HaOJII0AaMMCh KaK HEYacThle B paMKax NMPO(UIAKTHKH aTepPOTPOMOOTHYECKUX COOBITUH Y

nanuenToB nocie OKC (mocie mpoBeaeHrs YpecK0XHBIX BMEIIATEIHCTB).

*  TIpuMeHsICS TpeIBapUTENbHO 3aJaHHBI BBHIOOPOYHBIA TOAXOA K cOOpy JaHHBIX II0
HEXENaTeIbHBIM peakmusiM B oOTaeiabHbIX wucciaenoBanusx Il ¢aszpl. Ha ocHoBanuu ananmza
JAHHBIX YKa3aHHBIX HMCCIICIOBAHUN YacTOTa HEXKEJIATCIIbHBIX PEaKIUi HE MOBBICHUIACH, U HOBBIX

HCIKCJIATCIIbHBIX JICKAPCTBCHHBIX peaKI_II/Iﬁ I/II[GHTI/I(I)I/II_II/IPOBaHO He OBLIO.

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEAKIINT

YuuteiBasg (papMakoJOTHUECKUH MEXaHU3M JIeHCTBUSA, IpPHUMEHEHHE pUBapokcabaHa MOXKET
COIIPOBOKIATHCS MOBBIIIEHHBIM PUCKOM CKPBITOTO MJIU SIBHOTO KPOBOTEUEHUS U3 JIOOBIX TKaHEH U
OpPraHoB, KOTOPO€ MOXET IMPUBOIUTH K MOCTTEMOpparndeckod anemu. lIpusHaku, cHMITOMBI U
CTENEHb TSKECTH (BKJIIOYAs JIETAlIbHBIM HCXOJ) BapbUPYIOT B 3aBHUCHUMOCTU OT JIOKQJIM3aLUH,
MHTEHCUBHOCTH WJIM MIPOJIOJDKUTEIHHOCTH KPOBOTEUEHUS M/MIIM aHeMuu (CM. mojipaszen «Jleuenue
KpoBoTeueHui» pasgena 4.9.). B KIMHUYECKUX HCCIIEIOBAHUSX KPOBOTCYCHHUS W3 CIHM3HCTHIX
o0oyouek (a MMEHHO: KPOBOTEUEHHE U3 HOCa, JECeH, KeNyJO0YHO-KUIIEYHOIO TpakTa,
MOUYEIOJIOBOM CHCTEMBI, BKJIKOYas AHOMAJIbHOE BAarMHAJIBHOE WJIH YCHWICHHOE MEHCTPYAIbHOE
KPOBOTEUCHHME) U aHEMHUs HAOMIONANINCh yallle NpU JUIUTEIBHOM JIEYEHMHM pPUBAapOKCAO0aHOM IO
cpaBHenuio ¢ jeyenneM ABK. Takum o0pazom, B JONOJIHEHHE K HaIeKALIEMy KIMHUYECKOMY
HAOIIOIEHUI0, 1a00paTOPHOE HCCIEAOBAHNE Te€MOTIIOOMHA/TEMAaTOKPUTAa MOKET OBITh 3HAYUMBIM
JUISL BBIABIICHUS CKPBITBIX KPOBOTCUEHUN M KOJIMYECTBEHHOW OLEHKH KIMHUYECKOW 3HAYUMOCTH
SBHBIX KPOBOTEUEHHMH B CIydasx, KOI/a MPUMEHUMO. PUCK pa3BUTHSA KPOBOTEUEHHH MOXXET OBITH
NOBBILIEHHBIM Yy OIPEAEICHHBIX TIPYII [alMEHTOB, HAlpUMEp, Yy MALHUEHTOB C TSHKEIOU
HEKOHTPOJIMPYEMOW apTepHaJbHONW THIEPTEH3WEH W/WIM TpU COBMECTHOM IPHUMEHEHHH C

npenapatami, BIUSIONIMMHA Ha remMocta3 (cMm. mojapasaen «Puck kpoBoreueHus» pasmena 4.4.).
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COOTBETCTBYET 3KCINEPTHOMY OTHETY

ot 19.03.2025 N= 7275

MeHcTpyalibHOE KPOBOTEUEHHE MOXKET OBITH 00JIeE 06HHLH%%'ﬁ/J%%ﬁJ%%hIEﬁ."l wiz)

I'emopparmueckue  OCIOXKHEHUS MOTYT TpOSBIATBCA B BHIE  cinaboctd,  OleTHOCTH,
TOJIOBOKPY)KEHUS, TOJIOBHOH OOJM MM HEOOBSICHUMBIX OTEKOB, OJABIIKH WIM HEOOBICHHUMOTO
1I0Ka. B HEKOTOpBIX ciydasx BCIEACTBHE aHEMHH HaOMI0aIMCh CUMITOMBI MIIEMUH MHOKapia,
Takue Kak 00Jib B IPyAH WM CTEHOKApIHs.
[Ipu npumeHneHnn puBapokcabaHa pPEeruCTPUPOBATUCH TAaKUE M3BECTHBIE OCJIOKHEHUS, BTOPUYHbIC
[0 OTHOLICHHWIO K TSDKEJIBIM KPOBOTCUCHMSM, KaK CHHAPOM MOBBIIIEHHOTO cyOdaciuansHoro
JaBjieHUs (KOMIIAPTMEHT-CUHIPOM) U TOYeYHas HEJOCTaTOYHOCTb BCIEIACTBUE TUMonepdy3uu.
TakuMm 00pazom, cieyeT YYUThIBaTh BO3MOXKHOCTbh KPOBOTEUEHHS MPU OIIEHKE COCTOSHUS JI000T0
NalMeHTa, MOJYYaroIlero aHTUKOAryJJIsiHTHI.

eTH
Jleuenue BTO u npoghunakmuxa peyuoueos BTI
Onenka 6€30MacHOCTH y JIeTeil U MOJPOCTKOB OCHOBAaHA Ha JAHHBIX MO OE30MaCHOCTH OTKPBITHIX
UCCIICIOBAaHUI C aKTUBHBIM KOHTpoJieM (aByx uccnenoBanuii II ¢aser u onmnoro III ¢daser) c
y4acTUeM JIeTeil B Bo3pacTe OT poxkaeHus no 18 mer. JlaHHbie mo 6e30macHOCTH OBUTH B IIEJIOM
COTOCTaBUMBIMU I pUBapoKcabaHa U Mpenapara CpaBHEHUS B Pa3jIMYHBIX BO3PACTHBIX Ipymmax
neteit. B mienom mpodue 6e3omacHocTy y 412 nereit M MOJIPOCTKOB, MOTYYaBIIUX PUBApOKcadaH,
ObUT aHaNTOTUYEH MPoPuITI0 6€30MaCHOCTH, HAOII0IAEMOMY BO B3POCIION MOIMYJISILIUN, U COXPAHSIICS
B Pa3HBIX BO3PACTHBIX IPYIIIAX, XOTS OIIEHKA OrpaHnYeHa HEOOIBIINM KOJMUYECTBOM MallEHTOB.
['onoBHas 6onb (0yeHb yacto, 16,7 %), nuxopaaka (oueHs yacto, 11,7 %), HOCOBOe KpOBOTEUEHHE
(ouens vacrto, 11,2 %), pBota (o4yeHs uvacro, 10,7 %), Taxukapaus (dacto, 1,5 %), mOBBIINICHHE
KOHI[eHTpanuu Ounupyonna (dacto, 1,5 %) u MOBBIIEHUE KOHIICHTPAIIMH KOHBIOTHPOBAHHOTO
ounmupyouna (peako, 0,7 %) perucTpupoBaIMCh Yy MEAMATPUYECKHX MAIMEHTOB dYaIle, YeM Yy
B3pocibiX. Kak ¥ BO B3pocioil momyJsiuu, MeHopparusi Ha0roganack y 6,6 % (dacto) neBoyex —
MOJIPOCTKOB Tociie MeHapxe. TpomOoruToneHus, Ha0IoAaeMas B paMKax MOCTPETUCTPALIMOHHOTO
MOHHUTOPHHTA BO B3POCIION MOIMYJSAIUH, B KIMHUYECKUX HCCIECIOBAHHUIX CpPEeld MeIuaTpruuecKou
nomysuu Habroaanack yacto (4,6 %). HexenaTenbHble JeKapCTBEHHBIE PEAKLIUU Y JeTel ObUIH
B OCHOBHOM OT JIETKOM 10 YMEPEHHOMU CTENEHU TAKECTH.

COOGH.IGHI/ISI 0 TOA03PpEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

Baxxno coo0mare O MOA03pEBaeMBbIX HEKEJIATeNbHBIX pEaKUMsIX IOoCiIe  perucTparuu
JIEKapCTBEHHOI'0 Tpernapara C Leiblo O0ecrneueHus: HEeMpPepbhIBHOTO MOHUTOPHHIA COOTHOLICHHMS
«T0JIb3a — PHCK» JICKQpCTBEHHOTO TNpenapara. MeIMIMHCKAM paOOTHUKAM pPEKOMEHIyeTCs
coo0uIaTe 0 JHOOBIX MMO03PEBAEMBIX HEXKEIATEIbHBIX PEaKIUIX JIEKapCTBEHHOIO Mperapara yepes
HAI[MOHAJIbHBIE CHUCTEMBI COOOIIECHUS O HEXEeJIaTeNbHbIX pEaKUusiX TOCYIapcTB — UJICHOB

EBpa3zuiickoro 5KOHOMUYECKOTO COI03a.
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Poccuiickas @enepanus

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Anpec: 109012, r. Mocksa, CraBsiHCKast miiomaip, 1. 4, ctp. 1

Ten.: +7 (800) 550-99-03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHHUKALIMOHHOM ceT «HTepHET»:

https://roszdravnadzor.gov.ru

49. TIlepeno3upoBka

CuMnOTOMBI

VY B3pOCHBIX NAIlMEHTOB OBLIM 3apETUCTPUPOBAHBI PEIKUE CIy4yaH nepeno3upoBku 10 1960 mr. B
cllydyae TepeO03UPOBKH HEOOXOOMMO TIIATENbHO HAOMIONaTh MAalMEeHTa Ha TMpEAMET Pa3BUTHS
KPOBOTEUYCHHUI WM JPYTUX HEXKEJIATEIbHBIX peaknuid (cM. moapasaen «JledeHue KpoBOTEUEHUI»
pasmena 4.9.). B cBA3M ¢ OrpaHWYCHHBIM BCAachIBAaHHUEM OXHAAeTCs (HOPMUPOBAHHUE TIIATO
KOHIIGHTPALlMK Tpernapara 0e3 JaJbHEHMIero yBeJIW4YeHUs! ero CpeJHel KOHIIEHTPAlluH B IUIa3Me
KPOBU MpHU MPUMEHEHHH J103, MPEBBHIMNAIONINX TeparneBTuYeckue, paBHeIX 50 Mr puBapokcabaHa
WM BBIIIE Y B3POCIBIX.

Jlns  B3pOCHBIX CyHIECTBYeT crenuduueckuii aHtuaor (aHmekcaHeT anb(da), OJOKHPYIOUIHi
dapmakonuHamuueckuii 3¢ ekt puBapokcadbaHa.

B cnyuae mepemo3upoBKHM puBapokcabaHa Ui CHUIKEHHS BCACBIBAHUS MOXKET IPHUMEHSITHCS
AKTUBHPOBAHHBIN YTOJIb.

JleueHHe KPOBOTEUEHUN

Ecnu y manmenTa, moiy4aromero puBapokca®aH, BOSHHUKIO OCIOKHEHHE B BHUJE KPOBOTCUCHHS,
CIICAYIOUIMI TpUeM pHBapoKcabaHa ClIeAyeT OTIOXKHUTh WM, NMPH HEOOXOIUMOCTH, OTMEHHTH
nedenue. [lepuoa moyBeIBeIeHUS pUBapOKcabaHa y B3POCIBIX COCTABISET MPUOIU3UTEIBHO 5—13
yacoB. JleueHne MODKHO OBITh WHAWBHIYaJTbHBIM B 3aBUCHMOCTH OT TSDKECTH W JIOKAJIM3AIlUH
KpoBoTeueHHs. [Ipm HEOOXOIMMOCTH MOXKHO NPHUMEHATH COOTBETCTBYIOIIEE CHUMITOMATHYECKOE
JedeHre, TaKoe KaK MEXaHW4YecKas KOMIpeccus (Hampumep, TMpU TSDKETBIX HOCOBBIX
KPOBOTCUCHHSIX), XHPYPTHUYECKHA T'eMOCTa3 C MpOUeAypaMH  KOHTPOJIS  KPOBOTEYCHHUS,
WHQY3MOHHAs Tepamus M TEeMOJWHAMHYECKass MOJIACPKKA, NPUMEHEHHE MpernapaToB KpPOBU
(3pUTPOLIUTAPHON MacChl MM CBEXE3aMOPOXKEHHOH IJIa3Mbl B 3aBHUCHMOCTH OT TOTO, BO3HMKIIA
aHEeMHs WM KOaryJonaTHs) Wik TPOMOOLIUTOB.

Ecnu mepedncieHHbIC BBIIIE MEPOINPHATHS HE MPHUBOAST K YCTPAHEHUIO KPOBOTEUCHUS, MOXKET
OBITh Ha3HAYCH CICIM(PUICCKUN aHTUIOT HHrHOUTOpa dakropa Xa (aHJaeKcaHeT anb(da), KOTOPbI
Oomokupyer  (apmakoguHamuueckuid  3¢¢exT  puBapokcabaHa, WM cnenuduyeckue

IPOKOATryJISTHTHBIC MTPErapaThl, HapuUMep, KOHLIEHTPAT MPOTPOMOMHOBOTO KOMILJIEKCA, KOHIICHTPAT
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AKTHBUPOBAHHOTO IPOTPOMOMHOBOTO KOMILJIEKCA MU peﬁ%&ﬂgﬂ‘gﬁ%%mc\;ﬁf (4;:#9:|Ia).

COOTBETCTBYET ZKCNEPTHOMY OTYETY

OpnHako B HACTOSIIIEE BPEMsI OTIBIT MPUMEHEHHSI JAHHBIX JICKAPCTBEHHBIX MPENapaToB y B3POCIBIX,
NOJYYaroIuX pUBapoKcadaH, BECbMa OTPaHUYEH. YKa3aHHbIE PEKOMEH/IAIMU TaK)Ke OCHOBAaHBI Ha
OTPaHUYEHHBIX HEKJIMHUYECKUX JAHHBIX. BO3MOXKHOCTH MOBTOPHOTO BBEACHUS PEKOMOMHAHTHOTO
daktopa VIla u TuTpOoBaHHME 03Bl CIIETyeT paccMaTpUBaTh B 3aBUCUMOCTH OT CHIDKCHHUS
AaKTUBHOCTH KPOBOTEYEHHUS. B 3aBUCUMOCTHM OT MECTHOH JOCTYHMHOCTH, B Ciy4ae OOJBIIOTO
KPOBOTEUCHHSI CJIEIyeT pPAacCMOTPETh BO3MOXKHOCTh KOHCYJNBTAIlMM CO CIIEHUAIUCTOM IO
Koaryssmnuu (cM. pasaen 5.1.).
[Ipenmonaraerca, 4Tto mpoTamMuHa cyiabpaT u BUTaMUH K He OKa3pIBalOT BIMSHHUS Ha
AHTUKOATyJISHTHYI0 aKTHUBHOCTh pHBapokcabaHa. MMmeercs OrpaHWYCHHBIH ONBIT MPUMEHCHHS
TPAHEKCAMOBON KHCJIOTBI W OTCYTCTBYET OIBIT NPUMEHEHHS aMHUHOKAIIPOHOBOW KHCIOTHI H
anpOTHHHWHA y B3POCIBIX, MOTyYaoIKuX puBapokcadban. Hayunoe o60ocHOBaHHE 11€71€CO00pPa3HOCTH
WIM ONBIT MPUMEHEHHUSI CUCTEMHOI'0 T€MOCTAaTUYECKOTO Mpernapara JECMOIPECCUH y TMAalUeHTOB,
NOJYYaloIuX pPUBApOKCabaH, OTCYTCTBYET. YUHUTHIBAs WHTCHCHBHOE CBS3bIBAHHME C Oelkamu
IUIa3Mbl, O’KUAAETCS, YTO puBapokcadbaH He OyJeT BEIBOAUTHCS IPU MPOBEICHUH JHATN3a.

eTu
Jannble y nereid orpaHudeHbl. [laHHbIE O J03aX, MPEBBIMIAIOMIMX TEPANEeBTUUYECKHUE, Y NIE€TEH
OTCYTCTBYIOT.
Crermuduueckuii anTua0T (aHAekcaHeT anbda), OIokupyrommMii papmakoguHaMuyeckuii 3ddext
puBapokcabaHa, He pa3pelleH K IPUMEHEHHUIO Y JIeTeH.
Jleuenue kposomeuenut
[lepron monMyBBIBEAGHUS Yy JIeTeH, CHPOTHO3MPOBAHHBIA C MOMOIIBIO MOIMYJISALMOHHOTO
(hapMaKOKMHETHYECKOTO MOJICIIUPOBAHMSI, KOPOUE, YEM Y B3POCIBIX (CM. pazzen 5.2.).
OneIT mpUMEHEHUs cHerupUYecKuX MPOKOAryISIHTHBIX MpenapaToB (HAaIpUMeEp, KOHIIEHTpAT
MPOTPOMOMHOBOIO KOMIUIEKCA, KOHLIEHTPAT aKTUBHPOBAHHOTO NMPOTPOMOMHOBOTO KOMILJIEKCA MIIH
pexomOuHanTHRI ¢akTop VIla (r-FVIla)) y gereii, momywaromux puBapokcabaH, BechbMa
OTpaHHYEH.
OTCcyTCTBYeT OMNBIT IPUMEHEHUsl MpoTaMuHa cyibdara, BuTaMuHa K, TpaHekcaMOBOW KHCIOTHI,

aMUHOKAPOHOBOM KUCJIOTHI U aIPOTUHUHA Y JIeTeH, MOTyYaroluX puBapokcadaH.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA

5.1. dapmakoanHaMHuYecKHe CBOIiCTBa

dapmakoTepaneBTHUECKasi TpyINna: aHTUTPOMOOTHYECKHE CpEJICTBA; TPSMbIE HHTHOUTOPHI
¢axTopa Xa.

Kox ATX: BO1AFO1
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MexaHu3M IeHCTBUS

PuBapokcabaH — BBICOKOCENEKTUBHBIA MpPAMO MHTHOMTOp (hakropa Xa, obOnanarommii BHICOKOM
OMOJOCTYIIHOCTBIO NPH IpueMe BHYTpb. MHrubuposanue ¢akropa Xa HapylmiaeT BHYTPEHHUH U
BHEIITHUM MyTH KOAryJSIIMOHHOTO Kackaja, MHTHOWpys oOpa3oBaHHe TpoMOWHA U (popMUpOBaHUE
Tpomba. PuBapokcaban He wHTHOMpyeT TpomMOWH (akTHBUpOBaHHBIA (akTop |l), a Takke He
IPOIEMOHCTPUPOBAJ BIUSHUS HA TPOMOOLIUTHI.

dapmakoauHamuyeckue 3P PeKTol

Y uyenoBeka HaOIIOAAaeTCs 10303aBUCMMOE WHTHOMpOBaHHWE aKkTHBHOCTH (aktopa Xa.
PuBapokcaban oka3bIBaeT J0303aBUCHMOE BiMsHUE Ha [IB, KOTOpoe XOpoIIo KOppenupyer c
KOHIICHTPALUsIMH pUBapokcabaHa B 1mia3me KpoBu (koddduuuent xoppemstuuu I = 0,98), ecnu s
aHanm3a ucrnonb3yercss Habop Neoplastin. [Ipu ucmons30BaHUM IPYTUX PEAKTHBOB PE3yJIbTAThI
OynyTt otnudathes. [IB ciemyer usmepsarh B cekyHaaX, mockonbky MHO ortkanmOpoBaHo u
BaJIMIUPOBAHO TOJBKO [JISi TPOM3BOAHBIX KyMapHHa W HE MOXKET MPUMEHSITHCS IS JIPYTHX
AHTUKOATyJISTHTOB.

VYV manueHToB, MOJyYaIIMX pUBApOKcabaH s JiedeHUs W mpodmiakTuku penuauBoB TI'B u
TOJIA, 5/95-nponientunu st [1B (Neoplastin) yepe3 2—4 ygaca mocne npuema TabineTku (T.e. Ha
Makcumyme 3¢ dexra) BappupytoT oT 17 no 32 cexyna npu npueme 15 Mr puBapokcabaHa J1Ba pasza
B icHb U oT 15 1o 30 cekynn npu npueme 20 Mr puBapokcabaHa OJUH pa3 B JICHb. B mMpoMexyTke
yepe3 8—16 vacoB mocie npuema TadneTku 5/95 npoueHTHIN BapbUpYIOT OT 14 110 24 cexyH[ NnpH
npueme 15 Mr 1Ba pasa B ieHb, 1 yepe3 18—30 uacoB nmocie npuema Tadnerku — ot 13 10 20 cekyHn
npu nipueme 20 Mr oJIMH pa3 B JICHb.

VY namueHtoB ¢ ¢GuOpwUIALMEN Tpencepauil HEKJIamaHHOTO MPOUCXOXKICHUS, MPUHUMAIOIIUX
puBapokcabaH st mpodUIaKTUKU UHCYJIbTa U CHCTEMHOU TpoMOOoIMOomHH, 5/95 mpoueHTrIn st
1B (Neoplastin) uepe3 1-4 waca mocne mnpuema TadieTku (T.e. Ha MakcumyMe d3Qdekra)
BapbUpYyIOT OT 14 10 40 cekyHn y nmanueHToB, npuHUMaromux 20 Mr oguH pa3 B IeHb, 1 oT 10 g0
50 cexyH[ y TallMEHTOB C HapylieHueM (YHKIMH MMOYEK CPEIHEH CTETEeHH, MPUHUMAIOIMNX 15 Mr
OJIMH pa3 B JeHb. B mpomexyTke depe3 16—-36 vacoB mocie mpuema TabyieTku 5/95 mpoleHTuIn
BapbUPYIOT OT 12 10 26 cekyH[ y ManueHToB, NpuHUMaromux 20 Mr oquH pa3 B J€Hb, U OT 12 10
26 cekyHJ y NAIMEHTOB C HapylIeHUEM (DYHKIMH MOYEK CpelHEeH CTeNeHH, MPUHUMAIONMX 15 mr
OJIMH Pa3 B JICHb.

B kinuHmyeckoM  (GapMakoJOTHUYECKOM  HCCIIEIOBaHUM  HU3MEHEHHs  (hapMakoJWHAMUKH
puBapokcabaHa y 3I0pPOBBIX B3pOCJBIX JOOPOBOJBIEB (N = 22) OBUIO BBHISBICHO BIIHMSHUE
omHOKpaTtHBIX 1103 (50 ME/Kr) nByX pa3inuYHBIX THIIOB KOHIICHTpaTa MPOTPOMOMHOBOTO
komruiekca: 3-gpakropHoro (daxropsl 1I, IX u X) u 4-pakropuoro (paxropst II, VII, IX u X). 3-

(akTOpHBIN KOHIEHTpAT MPOTPOMOMHOBOTO KOMIUIEKCa CHH3WI cpefaHue 3HadyeHus [IB
30



COOTBETCTBYET 2KCNEFPTHOMY OTYETY
03,2025 Ne 7275

ot 19.03.2025

(Neoplastin), npumepro Ha 1,0 cexkynay B Tedepue 30 Wyt g U adictiie o | Gunmien

OpUMEpPHO Ha 3,5 CeKyHAbl, HAOIIOZAeMBIM TPU HCIIOJIB30BaHUU 4-(aKTOPHOrO KOHLEHTpaTa
OpOTPOMOMHOBOrO  KoMIulekca. HampotuB, 3-¢hakTopHBI KOHLEHTpAaT MPOTPOMOMHOBOTO
KOMILIEKca OKa3aji 0oJsiee BBIpaXKEHHOE M OBICTpOE oOIee BIMSHUE HA 0OpaTUMOCTh U3MEHEHUI B
reHepaluy SHAOTeHHOro TpoMOrHa, YeM 4-(hakTOpHBINA KOHLIEHTPAT MPOTPOMOMHOBOTO KOMILIEKCA
(cM. paznmen 4.9.).

Taxoxke puBapokcaban mo0303aBucumo yBenununBaeT AUTB wu pesynbrar HepTest; omnako »tu
napaMeTpbl HE PEKOMEHJIyeTCs HCIIONIb30BaTh JUIsl OLEHKH (apMakoguHaMHueckoro sdgekra
puBapokcabana. B mepuon jedeHuss puBapoKcabaHOM MPOBOJUTH MOHHUTOPHHI [apameTpoB
CBEpPTHIBAHUS KPOBU B PYTHMHHOM KIMHMYECKOW MpakTUKe He TpeOyercs. OqHaKo, €Ciu A 3TOro
€CTh KJIMHMYECKOEe O0OCHOBaHME, KOHIICHTPALUs pHUBapokcabaHa MOKET OBITh M3MEpeHa Npu
MIOMOIIY KaJIHOPOBAHHOTO KOJIMYECTBEHHOTO TECTA aHTH-Xa aKTUBHOCTH (CM. paszaen 5.2.).

Knnanueckas 7ddekTUBHOCTE U 0€30I1aCHOCTE

Ilpopuraxmuxa uncyroma u CUCMEMHOU MPoOMOOIMOOIUU Y NAYyUeHmos ¢ uopuriayuer
npeocepouti HeKIanaHHO20 NPOUCXONHCOCHUS.
[Iporpamma KIMHHYECKUX HCCIICIOBAaHWN pHBapokcabaHa Obuia pa3paboTaHa JJisg TOTO, YTOOBI
nokaszaTh 3(G(HEKTUBHOCTh pHBapokcabaHa B OTHOIIECHUW MPO(MIAKTUKA WHCYJIbTA U CHCTEMHOMN
TPOMOOSMOONUU Yy TMANKUEHTOB ¢ (QUOPWILIANMEH MpeacepaAnii HEKJIAMaHHOTO IMPOUCXOKICHUS.
B 6azoBom nBoitHom crnemom wuccrnegoBannn ROCKET AF 14264 mnamnuenta ObuH
paHIOMHU3UPOBaHbI Ha TipreM 20 Mr puBapokcabaHa oJUH pa3 B IeHb (15 Mr oauwH pa3 B ACHb s
MalMEeHTOB C KIMpeHcoM KpeatnHuHa 30—49 mu/MHMH) wind Ha TIpueM BapdapuHa, 103y KOTOPOTO
TUTPOBAJIU 10 TOCTHKeHUs 1eneBoro 3HaueHuss MHO 2,5 (tepaneBTnueckuii nuamnason ot 2,0 1o
3,0). Meauana ATUTENBHOCTH JieueHHUs! cocTaBuia 19 mecsueB, a o0m@as MpoaOHKUTEIBHOCTD
neueHus — 0o 41 mecsua.
34,9 % mnauMeHTOB MOJy4Yalyd TEpanuio alueTWICATUIWIOBOM kucimoTo, 11,4 % — momydanu
TEepanuo aHTHAPUTMHUYECKUMHU TIpenaparaMu kiacca [, Bkinroyas amuonapoH.
PuBapokcaban He ycrynan BapdapuHy IO NEpPBUYHOH KOMOMHMPOBAHHOW KOHEYHOH TOUKE
WHCYJIbTa M CUCTEMHON TpOMO03IMOO0IHH, HE CBA3AaHHOM C IIEHTpalbHOM HepBHOU cuctemoit (ITHC).
B nonymsuuu, mnony4aBiied JiIe4YEeHHE COTJIACHO MPOTOKONY, HHCYJIbT WM CHCTEMHas
TpoMO0odIMOomust pousonud y 188 manueHToB, mony4aBmux puBapokcadas (1,71 % B ron), u y
241 manueHnTa, mpuHUMagIero Bapdapus (2,16 % B ron) (otHomenue puckos (OP) 0,79; 95 % AU,
0,66-0,96; P<0,001 ans runote3sl «He ycrynaeT»). Cpean BceX paHAOMHU3UPOBAHHBIX MAIUEHTOB,
MIPOAHAIM3UPOBAHHBIX B COOTBETCTBUM C Ha3HaueHHbIM BMemiateabcTBOM (ITT), mepBuuHbIe
COOBITUS MPOM3OIUIM Y 269 MaIMeHToB, MOJy4aBHIMX puBapokcabaH (2,12 % B rom) u y 306
MaIUeHToB, monydaBmmx Bapdapus (2,42 % B ron) (OP 0,88; 95 % AU, 0,74-1,03; P<0,001 s
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KOHEYHBIX TOYEK, IMPOBEPEHHBIC B HEPAPXMUYECKOM TMOPSAIKE B aHalIW3e B COOTBETCTBUU C
HA3HAYCHHBIM BMEIIATEIhCTBOM, MTOKA3aHbI B TA0HIIE 4.

Cpenn manueHToB B rpymnme BapdapuHa 3HadeHuss MHO Haxoawimch B TepaneBTHYECKOM
muanazone (ot 2,0 no 3,0) B cpennem 55 % Bpemenu (Meauana 58 %; MEKKBapTUIbHBINA TUaNa3oH
ot 43 mo 71). Dddexr puBapokcabaHa He paziauyalics Ha ypoBHe meHTpaibHoro TTR (Bpems B
muana3one menesoro MHO ot 2,0 mo 3,0) B kBapTwisix oauHakoBoro pasmepa (P=0,74 s
B3auMOJeiicTBUs). B mpenenax camMoro BbICOKOTO KBapTHIISL 10 OTHOLIEHUIO K LIEHTPY OTHOLICHHE
puckoB (OP) puBapokcabana mo cpaBHeHHIO ¢ BapdapunoMm cocrasisuio 0,74 (95 % AU, 0,49-
1,12).

YacTtoTa BO3HHUKHOBEHHS OCHOBHOW KOHEYHOW TOUYKM Oe3omacHOCcTH (OONbIIME U KIMHUYSCKH

3HAYMMBbIC HEOOJIbIIIE KPOBOTEUYEHHS ) ObLTa COMTOCTaBUMA B 00enx rpynmnax jedeHus (cm. Tadmuiy

5).

Tabnuya 4. [annvie no npoghunio sppexmusnocmu 6 rnunuveckom ucciedosanuu I pazol

ROCKET AF

Hccnenyemas ITT ananu3 3(p(peKTUBHOCTH Yy NALMEHTOB ¢ GUOPUILIIALM eI
NONYJIsIUs npeacepaAnii HEKJIANAHHOTO MPONCXO0KIEHUS
TepaneBTuuyeckas PuBapokcadan 20 mr | Bappapun B 103e, | OTHOLIEHHE PUCKOB
no3a OIMH Ppa3 B [IeHb | TATPOBAHHOM no | (95 % JAN)

(1S mMr oauH pa3 B | HeJIeBOMY  YPOBHIO | P-3Ha4YeHmHe,

JeHb 1js nauumentoB | MHO 2,5 TeCcT HA
c YMepeHHOH | (TepaneBTHYeCKH A MPEeBOCX0ACTBO
MOYeYHOM auama3zoH ot 2,0 10

HemocTaTouHoCcThI0) | 3,0)
Yacrora coonITHi | YacToTa CcoOLITHI

(100 manuenTo-J1€T) (100 nauueHToO-J1€T)

NHcynbT U cucTeMHas 269 306 0,88
TpoMOOIMOOIHS,  HE (2,12) (2,42) (0,74-1,03)
cBs3anHas ¢ [IITHC 0,117
Wncynpr, cucremHas 572 609 0,94
TpOoMOOOMOOIHS,  HE (4,51) (4,81) (0,84-1,05)
ceszanHas ¢ [IHC, u 0,265

CMCPThb BCIICACTBHUC

Cep/ICYHO-
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COCYHCTOrO (ACOCREQCEATENEROCTE 000.2)
3a0oJeBaHus
NucynbT, cucTemMHas 659 709 0,93
TpOMOOOMOOIHS,  HE (5,24) (5,65) (0,83-1,03)
cesg3anHas ¢ IHC, 0,158
CMEpPTh  BCIE/ICTBHE
cepAeyHO-
COCYITUCTOTO
3a0oJeBaHus u
UHapKT MHOKapIa
NucynbT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
Cucremuas 20 27 0,74
TpOoMOOOMOOIHS,  HE (0,16) (0,21) (0,42-1,32)
cBszanHas ¢ [THC 0,308
Wudapkr muokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464

Tabauya 5. /lannsie no npogunto 6ezonachocmu 6 knunuveckom ucciedosanuu I ¢pazot ROCKET

AF
Hccaenyemast IManuenTsl ¢ puOpMILISIUEN PeAcepaAnil HEKJIATTAHHOTO
nonyJasiuus MPOMCXOKIEHHUSI?)
TepaneBTuuyeckas PuBapokcadan 20 mr | Bappapun B 103e, | OTHOLIEHHE PUCKOB
I03a OIMH Ppa3 B [IeHb | TATPOBAHHOM no | (95 % AN)
(1S mMr oauH pa3 B | HeJeBOMY  YPOBHIO | P-3HaYeHHe
JeHb aJjsa nmanuenTos | MHO 2,5
c YMepeHHOH | (TepaneBTHYeCKH A
noYeuyHoH aumama3on ot 2,0 1o
HemocTaTouHocThI0) | 3,0)
Yacrora coObITHH | YacToTa coObITHH
(100 mauuenTo-J1€T) (100 nauueHToO-J1€T)
Bomnpmme u 1475 1449 1,03
KJIMHHYECKU (14,91) (14,52) (0,96-1,11)
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3HaUMMBbIC HEOOJBIIIHE (MOCHEAOBATENSHO %Eﬁ’éi 0u2]
KPOBOTCUCHHSI
Bonpmme 395 386 1,04
KPOBOTCUCHHMSI (3,60) (3,45) (0,90-1,20)
0,576
CMmepTh  BCIEACTBHE 27 55 0,50
KPOBOTECUCHHST* (0,24) (0,48) (0,31-0,79)
0,003
KpoBoteuenus u3 91 133 0,69
KU3HCHHO BaKHBIX (0,82) (1,18) (0,53-0,91)
opraHoB™ 0,007
BryTtpuuepennoe 55 84 0,67
KpOBOU3JIHsHUE ** (0,49) (0,74) (0,47-0,93)
0,019
[Maneuue YPOBHSI 305 254 1,22
reMorjioonHa* (2,77) (2,26) (1,03-1,44)
0,019
[TepenuBanue TIBYX 183 149 1,25
wm OoJee eIUHUII (1,65) (1,32) (1,01-1,55)
APUTPOLIUTAPHON 0,044
MacChl WM LEIbHOU
KpoBu™
Knuanaecku 1185 1151 1,04
3HAYMMbIE HEOOJIbIIIHE (11,80) (11,37) (0,96-1,13)
KPOBOTECUCHHS 0,345
CwmepTh oT BCEX 208 250 0,85
MPUYXH (1,87) (2,21) (0,70-1,02)
0,073

a) MOMYJISAIUS TSl U3y4YeHHS 0€30MacHOCTH, B IEPUOJT JICUCHUS

* HOMHUHAJIBLHO 3HAYMMOE

B nmomonnenne k wuccrnenoBanuio (aser I[II ROCKET AF, Obuio mpoBeneHO MPOCHEKTUBHOE,
HEKOHTPOJIUPYEMOE  MOCTPETUCTPAIMOHHOE  HEMHTEPBEHLMOHHOE  OTKPHITOE  KOTOPTHOE
ucciaenoBanne (XANTUS) ¢  1eHTpaJbHOW  OINEHKOW  KOHEUHBIX  TOYEK,  BKIIOYast

TpoMOOIMOOIMUECKHE COOBITUS W OOJbIMe KpoBoTeueHUs. 6704 mamueHta ¢ GuOpWILIAIIMEH
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

NPAaKTUKH, B KOTOPOM H3yYQJIMCh MO MPO(QUIAKTUKE UHCYIbTa U CUCTEMHOM TpoMOOIMOOINH, HE
cesa3anHon ¢ IIHC. Cpengnue nokazarenu CHADS,; u HAS-BLED B uccnenoBanuu XANTUS
coctaBwi 1,9 u 2,0 no cpaBHeHuto co cpeaquumu nokazaresnsimu CHADS, u HAS-BLED paBubiMu
3,5 u 2,8 B uccnegoBanui ROCKET AF coorBercTBeHHO. Bosbiioe KpoBOTE€UEHUE MPOU3OIILIIO B
2,1 cayuaeB Ha 100 maumenTo-ner. CMepTenbHOE KpoBOTEUEeHUE ObLIO 3apeructpupoBaHo B 0,2
ciydaeB Ha 100 mamueHTto-ieT, a BHyTpuuepenHoe KposousiusHue — B 0,4 cmydaeB Ha 100
nanueHTo-ier. MHCynbT uiam cucteMHas TpomOosMOonms, He cBszaHHas ¢ [IHC, Obim
3apeructpupoBansbl B 0,8 ciydyaeB Ha 100 nanueHTo-J€eT.

Oti HAONIOACHWS B KIMHUYECKOM TMPAKTUKE COTJACYIOTCS C YCTAaHOBICHHBIM TMPOQUIeM
0€30I1aCHOCTH I10 3TOMY MTOKa3aHHIO.

B mocTpeructpalimoHHOM HEWHTEPBEHIIMOHHOM HcclenoBanun Oonee 162000 mamueHToB C
bubpusuianuen mpencepauii HEKJIANaHHOTO MPOUCXOXKACHUS W3 YEThIpeX CTpaH MOJIydaau
puBapokca®aH Uit TNPO(UIAKTUKH WHCYJIbTa M CHUCTEMHOH TpomOosmOonuu. Yactora
uuieMu4yeckoro uHceynbta cocrasmwia 0,70 (95 % AU 0,44-1,13) wa 100 mnamueHTO-JET.
KpoBoreuenusi, mpuBenlivie K rOCHUTAIMA3ALMM, BO3ZHUKAIM CO cieayromed yactotoil Ha 100
naruenTo-netr: 0,43 (95 % AU 0,31-0,59) nnst BHyTpuuepenHbix kpoBousnusauui, 1,04 (95 % AU
0,65-1,66) nns >KemygoO4YHO-KHMIIEYHBIX KpoBoreuenuir, 0,41 (95 % AU 0,31-0,53) npns
yporenutaibHbIx kpoBoTeueHuit u 0,40 (95 % 11 0,25-0,65) nns npyrux KpoBOTEUEHUH.

Hayuenmeur, I’lOOG@pZCUOmM@Cﬂ Kap()uoeepcuu

bbulo mpoBeeHO MPOCIEKTHBHOE PaHIOMH3WPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE IMOMCKOBOE
HCCJIEI0BAHME C 3aclIeTNIEHHON oleHKoi KoHeuHbIX Touek (X-VERT) ¢ yuactuem 1504 mauueHTos
(KaK TeX, KOMY JieueHHE MePOPATbHBIMI aHTUKOATYJISTHTAMH OBLIO Ha3HAYEHO BIIEPBEIC, TAK U yKe
MOJIy4yaBIIUX paHee) ¢ (GUOpWIIALMEN TNpeAcepAnil HEKJIAmaHHOTO TMPOUCXOXKICHHS, KOTOPBIM
MoKa3aHa KapJIMOBEPCHs, C IEJIbI0 CpaBHEHUs puBapokcabana u antaronucToB ButamuHa K (ABK)
B go3e, mogobOpanHoii mo MHO (panmomwusaiusi B COOTHOIICHHWH 2:1), TPUMEHSEMBIX s
NpOQUIAKTUKA  CEPACYHO-COCYAUCTHIX  SIBJICHUU. [IpumeHsnuchy cienyroume CTpaTeruu:
YPECTHIIECBOIHAS dXoKapauorpadguss mocie 1-5 1nHel mpeaBapUTEeIbHOW aHTUKOAryJSHTHOU
Tepanuu WM TPATUIMOHHBIM MOIX0 K KapJMOBEpCUU (HE MEHEe TpeX Heellb MpeaBapUTEIbLHOTO
neuenusi). [lepBuyHas koHeuHas To4ka >(PQPEKTUBHOCTH (BCE CIIy4ald WHCYJIbTA, TPAH3UTOPHOU
UIIIEMUYECKOM aTaku, CUCTEMHOI TpoMmOosmbonuu, He cBsazanHoi ¢ LIHC, undapkra Muokapaa u
CMEPTHU BCIEJCTBUE CEPACUHO-COCYTUCTHIX MPUUMH) npouzomia y 5 (0,5 %) nanueHToB B Tpymnie
puBapokcabana (n=978) u y 5 (1,0 %) mauuentoB B rpynne ABK (n=492; OP 0,50; 95 % AU
0,15-1,73; momuduumpoBannass momymsius [TT). OcHOBHas KOHEYHas TOYKa OE30MACHOCTH

(6ombmioe kpoBoTeueHue) mpomsomma y 6 (0,6 %) m 4 (0,8 %) manMeHTOB B Tpymnmax
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

HOMyJISAUsS 0€30MacHOCTH). B TaHHOM MOMCKOBOM HCCIIEOBAaHUHM OBUIM IPOJEMOHCTPUPOBAHBI
corocTtaBuMble APPEKTUBHOCTh M 0€30IaCHOCTh B IpyIINax JiedeHus puBapokcabana u ABK mpu
IPOBEJICHUH KapANOBEPCHH.

Hayueumol ¢ pubpuinsyuel npedcepoull HeKIanaHnHo2o npoucxoxcoenus, nepenecuwue YKB co

cmermupoearnuem

Bruto npoBeieHo paHIOMH3UPOBAaHHOE OTKPBITOE MHOTOLIeHTpoBoe uccienoanue (PIONEER AF-
PCI) nns cpaBHeHHs 0€30MaCHOCTH JIBYX PEKHMOB JO3UPOBAHUS pHBAapOKcabaHa B CpaBHEHUU C
omHuM pexxumoM noszupoBanus ABK ¢ ydactuem 2124 manueHToB ¢ GUOpMILIAIMEH Tpencepauil
HEKJIallaHHOro  npoucxoxaeHus, mnepeHecux YKB co creHTMpoBaHMEM 1O TOBOAY
aTepockiepoTuyeckoro 3adoneBanus. [lanueHTsl ObUIM paHIOMU3UPOBAHBI B cOOTHOIIEHUH 1:1:1
s 12-mecstunoit Tepanuu. [lanueHTsl ¢ MHCYJIBTOM WM TPAH3UTOPHOM HIIEMUYECKOW aTakoil
(TUA) B anamHe3€e HE BKIIOYAINCHh B UCCIICIOBAHUE.

I'pynmna 1 momyuana 15 mr puBapokcabana oauH pa3 B AeHb (10 Mr oguH pa3 B IeHb Y HAIIMEHTOB C
KK 30—49 mn/mun) n uaruburop peuentopa P2Y12. I'pynna 2 nonydana 2,5 mr puBapokcabaHa
JIBa pa3a B JIeHb M JIBOMHYIO aHTUTPOMOOIMTApHYIO Tepamuio (T.e. 75 Mr kjomuaorpena (Wid
alTbTEPHATUBHBIN HHTHOUTOP penienitopa P2Y 12) u aneTuincanuuuioByo KHCJIOTY B HU3KOH /103€) B
Tedenue 1, 6 umm 12 MecseB ¢ MocieayIonMM nepexonom Ha 15 mr puBapokcabana (10 mr ogun
pa3 B aenb y manueHToB ¢ KK 30—49 mu/mMuH) oauH pa3 B IeHb C alleTUICATHUIINIOBON KUCIOTON B
Hu3ko go3e. I'pynma 3 nonywana ABK B ckoppekTHpoBaHHOW 03¢ M JBOMHYIO
AHTUTPOMOOIIUTAPHYIO Tepanuio B TedeHue 1, 6 wim 12 mMecsieB ¢ MoCcienyomuM MepexooM Ha
ABK B cCKOppeKTHPOBaHHOM [103€, C alleTHIICAIUIMIOBON KMCIOTON B HU3KOH /103€.

[lepBuyHast KoOHeyHass TOYKAa OE30MACHOCTH, CIy4yaW KJIMHMYECKH 3HAYMMOTO KpPOBOTEUEHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanuenTos B rpynne 1, rpymnmne 2 u
rpynne 3 cooTBercTBeHHO (oTHOIIeHHEe puckoB [OP] 0,59; 95 % noseputenbublii untepsan [AM1]
0,47-0,76; p<0,001, u OP 0,63; 95 % AU 0,50—0,80; p<0,001 coorBercTBeHHO). BTOpHuHas
KOHEYHas TOYKa (CyMMapHas YacToTa CEpIEeYHO-COCYIMCTBIX COOBITHI: CMEpTh BCIIEIACTBHE
CEpJICYHO-COCYIUCThIX MPHUYMH, UHGAPKT MHOKapJa WM HUHCYIbT) pa3Buwiack y 41 (5,9 %), 36
(5,1 %) u 36 (5,2 %) nanuentoB B rpynne 1, rpynmne 2 u rpynmne 3 cooTBeTcTBeHHO. Kaxablit u3
PEKUMOB pUBapOKcabaHa MOKa3aja 3HAYMMOE CHIDKEHHE YaCTOThI CIy4yaeB KIMHUYECKH 3HAYMMOTO
KpPOBOTEUCHHs MO cpaBHeHHUIO ¢ Tepanueidd ABK y mammenToB ¢ HexiananHoil (uOpmsiuen
npencepaui, nepenecimnx YKB co creHTHpOBaHuEM.

[TepBuunoii niensio uccnenoBanus PIONEER AF-PCI sBisutach ornenka 6e3omacHocTd. [laHHbIE TIO

3¢ (HEeKTUBHOCTH (BKIIFOYAS TPOMOOIMOOTUIECKIE COOBITHS) B 3TOU MOMYJISIIUU OTPAHUICHBI.
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Jleuenue TI'B, TOJIA u npopunraxmuxa peuuousos|TI'B u T é-lﬁﬁ::'-lE‘]': BATENBHOCTE 0002)

[

[IporpamMMa KIMHUYECKUX HCCIIEOBaHMN pHBapokcabaHa Oblna pazpaboTaHa JUIsl TEMOHCTPAIHH
s dekTuBHOCTH puBapokcabana B Hadaie JiedeHus: octporo TI'B u TOJIA, nmpogomkeHnn Tepaniu
u ipodrtaktuke peruausoB TI'B u TOJIA.

bonee 12800 manmueHTOB MPUHSIIM Y4YacTHE B YETHIPEX PaHIOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
knmuandecknx uccnenopanusx 11 ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); kpome Toro, OBUI TIPOBEIACH OMOJIHHUTEIbHBIA MPEIBAPUTEIHLHO
CrIaHUPOBaHHBIM oO0BbeauHeHHBIM aHanm3 uccienoBannii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JUINTEIBHOCTh JIEUEHUS BO BCEX MHCCIENOBaHMAX cocraBwia 21  mecsn.
Uccnenosanne EINSTEIN DVT nposoawnocs ¢ ydactueM 3449 manmeHtoB ¢ octpeiM TI'B c
[ENbI0 M3YYCHHsI TIPUMEHEHUs puBapokcabana s jedenus TI'B u mpoduimakTUku peruanBOB
TI'B u TDJIA (manueHThl, y KOTOpBIX OblTa cuMmnToMHas TOJIA, HCKIIOYANHCh W3 JAHHOTO
uccienoBanus). J[uTenpbHOCTh JIedeHus: cocTaBisuia 3, 6 uiau 12 MecsIeB B 3aBUCHMOCTH OT
KJIMHUYECKOU OLEHKH UCCIIE0BATES.

B teuenue nepBbIX Tpex Henenb JeueHus octporo TI'B npumensiics puapokcaban 15 Mr nBa pasza
B JICHb, C TIOCTIEAYIOLIUM Mepexo oM Ha puBapokcadban 20 Mr oAuH pa3 B JCHb.

Uccnenoanue EINSTEIN PE npoBoauiock ¢ yuactuem 4832 nanueHToB ¢ ocTpoit TOJIA ¢ nensto
u3yuenus nedeHust TOJIA u npodunaktuku perunuBoB TI'B u TOJIA. JInuTenbHOCTH JIeUeHUs
cocTaBisia 3, 6 uinn 12 MecsiIeB B 3aBUCHMMOCTH OT KJIMHUYECKON OLICHKH MCCIICI0BATENS.

B TedeHne mepBBIX TpeX HeNeab HadalubHOTO JieueHUs octpoil TOJIA mpumensics puBapokcabaH
15 Mr nBa pasa B JieHb, C MOCJICAYIOIMNUM IIEPEX0/I0M Ha puBapokcadan 20 MT oauH pa3 B JIeHb. B
oboux uccaenoanusax EINSTEIN DVT u EINSTEIN PE cxema neueHus B rpymnme mnpemnapara
CpaBHEHHUs BKJIIOYAJIa BBEJCHUE DHOKCAIlapUHA B TEUECHUE I10 KpalHEel Mepe 5 THEW B COUETaHUU C
Tepanueld aHTaroHUCTOM BHUTaMHMHA K 110 JOCTH)KEHMS TepameBTUYECKOIO YPOBHS MOKa3aTess
[IB/MHO (>2,0). [lanee nedenne mpoaoKaioch aHTaronucTomM ButamuHa K, 103a koroporo Oblia
CKOPpPEKTHPOBAaHA TaKUM 00pazoM, 4ToObl moaepxkuBaTh 3HaueHus: [IB/MHO B TepaneBTHYeCKOM
nmamnasone ot 2,0 1o 3,0.

Uccnenoanue EINSTEIN Extension mpoBoauiochk ¢ ydactueM 1197 marmentoB ¢ TI'B wnmu TOJIA
C Lenplo u3ydeHus npoduiaaktuku peruauBoB TI'B u TOJIA. JInmUTenbHOCTh JEYCHHS IS
NaIMEeHTOB, 3aBEPLIMBIIUX OT 6 10 12 MecsueB jeyeHHs BEHO3HOH TpoMOOIMOOJIMHU, COCTAaBMIIA
JIOTIOJIHUTEIBHO OT 6 10 12 MecsleB B 3aBUCUMOCTU OT KIMHUYECKON OIIEHKHM HMCCIIEeIOBATEII.
[TpoBonunock cpaBHeHUE puBapokcadbana 20 Mr oauH pa3 B ACHb U 11ae0o.

B wuccnemoBanmax EINSTEIN DVT, PE wm FEINSTEIN wucnoiab30BalnCh OJMHAKOBEIC
MPeBAPUTENLHO OIPEICIICHHBIE IIEPBUYHBIC U BTOPUYHBIC KOHEUHBIE TOUKU Y (HEKTUBHOCTH.

[lepBuyHoif  KOHeuHOW TOuKOM 3ddexkTuBHOCTH OBUI  CUMOTOMHBIA  peuuauB BTO,

37



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 19.03.2025 N= 7275

ONpeAeNsABIINICSA KaKk COBOKYMHOCTh penuauba TI'B I/IJ'II/I( l&)lgll’['-aﬂgﬂl‘—(l)%[ ﬁhﬁﬁ%ﬁnﬂh‘bﬁ‘féﬂA

[

BropuuHas koHe4YHas TOYKa OMNpEAesulach KaK COBOKYMHOCTh pernunuBa TI'B, HedarambHOI
TOJIA u cMepTH OT BCEX IPUUUH.

B uccnenoBannu EINSTEIN Choice 3396 manueHTOB ¢ MOATBEPKIESHHBIMU cuMnToMHbIMU TT'B
u/umu TOJIA, 3aBepmmBIINX 6—12 MecsIeB JICUCHUST aHTHKOATYJISTHTAMHU, W3y4YallCh Ha MPEIMET
npodmiaktuku (ataneHo TIJIA unm HedatanbHbIX cUMOTOMHBIX peruauBoB TI'B wnmun TOJIA.
[laneHThl, KOTOpPHIM OBUIO  MOKa3aHO MPOAOJDKCHHE AaHTUKOATYJSIHTHOM — Tepamuu B
TEPANeBTUYECKUX 033X, MHCKIOYAINCh W3 UCClenoBaHus. [IpoaomKUTENbHOCTh —JIEUEHUS
cocTaBisia 10 12 mecsieB B 3aBUCUMOCTH OT MHAWBHIYaJIbHOM JaThl paHIOMHU3aluU (MeuaHa:
351 nenp). PuBapokcaban B 1o3e 20 Mr oMH pa3 B CyTKH U puBapokcabaH B 103e 10 Mr ouH pa3 B
CYTKH CPAaBHUBAJIM C alleTUICATULMIOBOM KMCIOTON B 103€ 100 Mr oiMH pa3 B CyTKH.

[lepBuuHOil  KOHEUHOW TOYKOHW I(PGEKTUBHOCTH ObUT  CHMITOMHBIN  penuauB  BTD,
OTIpENIETABIINNCS KaKk COBOKYITHOCTh peruanBa TI'B min daransroit nnn Hedatanpaoi TOJIA.

B wuccnenoBanuun EINSTEIN DVT (cm. Tabmuiy 6) ObUI0 MpPOAEMOHCTPUPOBAHO, UTO
puBapokcabaH He ycrynaer sHokcanapuHy/ABK mo nepBuuHO#l KoHE4UHOH Touke 3((HEeKTUBHOCTH
(p<0,0001 (tect Ha He MeHbmIyt0 3ddextuBHOCTh); OP: 0,680 (0,443-1,042), p=0,076 (Tect Ha
npeBocxoacTBo)). [IpeaBapurenbHO ompesesieHHass 4YucTas KIMHUYeCKas BbIroja (IepBUYHAS
KOHEeYHasi ToYKa 3(PPEKTUBHOCTH M CIyyau OOJBIIOrO KpOBOTEUEHHs) Obljla 3aperuCTpHpOBaHa C
OP 0,67 ((95 % AW: 0,47-0,95), nHomunansHOe 3HaueHue p = 0,027) B monw3y puBapokcabaHa.
3nauenuss MHO nHaxonwinch B TepaneBTUYECKOM auamnazoHe B cpeaHeM 60,3 % BpeMeHu miis
CpenHel mpoaoJKuTenbHOoCTH JeueHus 189 aueit n 55,4 %, 60,1 % u 62,8 % BpemeHu B rpyImmnax,
IPOAJICHHOTO Ha 3, 6 u 12 MecsleB JieueHUs: COOTBETCTBEHHO. B rpynme snokcanapun/ABK He
OBUIO YETKOM CBS3M MEXIY YpoBHEM cpeaHero neHtpansHoro TTR (Bpems B auamna3zoHe 1eI€BOrO
MHO 2,0-3,0) B TepTWJIsX OJIMHAKOBOTO pa3dMepa W dactoToi peruauBoB BTO (P = 0,932 s
B3aMMOJICHCTBUS). B mipemenax camMoro BBICOKOTO TEpTUJIsL OTHOCHTENbHO 1eHTtpa OP st
puBapokcabaHa o cpaBHEHHIO ¢ BaphapuHom cocrasisuio 0,69 (95 % AU: 0,35-1,35).

YacTtoTa BO3HUKHOBEHHS TEPBUYHOW KOHEYHOH TOUYKHM 0€30MacHOCTH (Ciiydan OOJBIIOTO HIIH
KJIMHUYECKH 3HAaYMMOro HEOOJIbIIOT0 KPOBOTEUEHHMS), @ TaKK€ BTOPHUYHON KOHEYHON TOUYKH

06e30macHOCTH (CITyd4an OOJIBIIIOTO KPOBOTEUCHHS) ObLTa CXOXKEH JIJIs1 00€UX TPy JICUCHHUS.
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Tabauya 6. /lanusie no npogunio 3¢pexmusnocmu_u 56'43%22%356';]’;;1555%2%;&;{25 '}}f:lz%'czsbz

EINSTEIN DVT

Hccaenyemasi nomyasiuust 3449 nauMeHTOB C CUMIITOMHBIM OCTPBIM TPOMO030M
riiy0OKuX BeH

TepanepTudeckass 1032 u | Pupapokcadan® Jnoxcanapun/ABKY)
MPOJOJKUTETLHOCTD 3, 6 wim 12 mecsineB 3, 6 uam 12 mecsineB
JIeYeHust N=1731 N=1718
Cumnromusii peruaus BTO* 36 51

(2,1 %) (3,0 %)
Cumnromusni peruaus TOJIA | 20 18

(1,2 %) (1,0 %)
Cumnromuslii peungus TT'B 14 28

(0,8 %) (1,6 %)
Cumnromusie TOJIA u TI'B 1 0

(0,1 %)
@aranbHas TOJIA / cmepTs, 4 6
IpY KOTOPO#t HENTB3s (0,2 %) (0,3 %)
uckirounTh TOJIA
Bonpiioe wim KTMHUYECKH 139 138
3HAYMMOE HEOOJIBIIIOE (8,1 %) (8,1 %)
KPOBOTCUCHHE
Cnyyan 601b110TO 14 20
KPOBOTEUCHHSI (0,8 %) (1,2 %)

a) PuBapokcaban 15 Mr 1Ba pasa B JIcHb B TEUCHHE 3 HEJENb, C MTOCICAYIOMNUM Mepexo1oM Ha 20 Mr
OJIVH pa3 B JICHb

b) DHokcamapuH B TeYeHHE MO MEHbLIEH Mepe 5 AHEW, ¢ OJHOBPEMEHHBIM U TOCIEIYIOUIIM
npuemom ABK

* p<0,0001 (He menbas 3¢ dexTUBHOCTD 15 3apanee onpeaenennoro OP 2,0); OP: 0,680 (0,443—
1,042), p=0,076 (mpeBOCXOACTBO).

B uccnenoBanuu EINSTEIN PE (cm. Tabauiy 7) ObU10 TPOJEMOHCTPUPOBAHO, YTO PUBApOKCaOaH
He ycTynaet sHokcanapuny/ABK no nepsuuHoi koHeuHOU Touke 3¢ dextuBHoctu (p=0,0026 (Tect
Ha He MeHbmyto 3ddextuBHocTh); OP: 1,123 (0,749-1,684)). IlpenBapurensHO oOINpeacIeHHA

yucTas KJIWHAYECKas BhIroAa (MepBUYHAs KOHEYHAs TOYKa d(P(EKTUBHOCTH M CIy4aW OOJIBIIOTO
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ot 19.03.2025

KpoBoTedeHus1) Obuta 3apeructpupoBaHa ¢ OP 0,849 ((9'5?I 9_76- ﬂ%f]ﬂ%3§Eﬂ_lﬁ_é§ I:I-I-I;)Mi?Ill:ilé-Ilf}leoe

3Hauenue p=0,275). 3nauenus MHO Haxoamnuch B TEpANeBTUUECKOM Juaria3oHe B cpeaHeM 63 %
BPEMEHU JUIsl CpeIHEN MPOJIOJDKUTENbHOCTH JieueHus 215 nueit u 57 %, 62 % u 65 % BpemeHu B
rpynnax, MnpojyieHHoro Ha 3, 6 u 12 wMecsueB JieYEHHs COOTBETCTBEHHO. B rpymme
sHokcamapruH/ABK He Ob110 4eTKOH CBSI3M MEXy YPOBHEM cpenHero neHtpansaoro TTR (Bpemst B
nuanaszone meinesoro MHO 2,0-3,0) B TepTuiasix OJMHAKOBOrO pa3Mepa W 4YacTOTOM PELUIUBOB
BTO (p = 0,082 mua B3aumonelictBus). B mpeaenax camMoro BBICOKOTO TEPTUISL OTHOCHTEIBHO
uentpa OP st puBapokcabaHna no cpaBHeHHIo ¢ Bapdapunom coctasiso 0,642 (95 % AU: 0,277-
1,484).

YacTtoTa BO3HUKHOBEHHS TEPBUYHOW KOHEYHON TOUYKH 0€30MacHOCTH (Ciiydad OOJBIIOTO HIIH
KIIMHUYECKH 3HAYUMOTO HEOONBIIOTO KPOBOTEUYCHHUS) ObLIa HECKOJIBKO HIDKE B TPYMIE JICYCHHS
puBapokcabanom (10,3 % (249/2412)), yem B rpynmne jneudeHus sHokcanapuHoM/ABK (11,4 %
(274/2405)). Yactora BTOpUYHON KOHEUHOHM TOYKM Oe30omacHOCTH (cioydaw OOJBIIOTO
KpOBOTEUCHMsI) ObUIa HMXKe B rpymnmne puBapokcabana (1,1 % (26/2412)), yem B rpymme

suokcamapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JI1: 0,308-0,789).

Tabauya 7. /lanusie no npogunio s¢gpexmusnocmu u 6ezonachocmu 6 ucciredosarnuu Il ¢azvl

EINSTEIN PE

Hccaenyemasi momyasius 4832 nanueHnTa ¢ ocTpoii cumnromuoi TIJIA
TepanesTnueckass 103a u | PuBapokcaéan® Iuokcanapun/ABKP)
MPOAOJKUTETLHOCTD 3, 6 uau 12 mecsineB 3, 6 nam 12 mecsineB
JIeYeHHu sl N=2419 N=2413
Cumnromusiii peauaus BTO* | 50 44

(2,1 %) (1,8 %)
Cumnromusni peruaus TOJIA | 23 20

(1,0 %) (0,8 %)
Cumnromuslii peungus TT'B 18 17

(0,7 %) (0,7 %)
Cumnromasie TOJIA u TI'B 0 2

(<0,1 %)

@aranpaas TOJIA / cmepTs, 11 7
IIpY KOTOPO# HENB3s (0,5 %) (0,3 %)
uckiounTs TOJIA
Bonpioe niy KIMHUYECKU 249 274
3HAYMMOE HEeOOJIBIIIOE (10,3 %) (11,4 %)
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—

—
1

AEQCBATENEROCTE 0002)

KPOBOTCYCHHE
Cnyyan 601b110TO 26 52
KPOBOTCUCHHMSI (1,1 %) (2,2 %)

a) PuBapokcaban 15 Mr 1Ba pasa B IcHb B TEUCHHE 3 HEJENb, C MTOCICAYIOMNUM Mepexo1oM Ha 20 Mr
OJIVH pa3 B JICHb
b) DHokcamapuH B TeYeHHE MO MEHbLIEH Mepe 5 AHEW, ¢ OJHOBPEMEHHBIM U TOCIEIYIOUIM
npuemom ABK
* p <0,0026 (me w™enpmas >ddexTuBHOCT, AIA  3apaHee ompeneneaHoro OP  2,0);

OP: 1,123 (0,749-1,684)

Bbul mpoBeneH mpeaBapUTENbHO CIUIAHUPOBAHHBIM OOBEIMHEHHBIM aHAW3 KOHEYHBIX TOYEK

uccienoBaaniit EINSTEIN DVT u PE (cMm. Tabmumy 8).

Tabauya 8. Jannvie no npogunio s¢hgpexmuenocmu u 6e3onacHocmu 00vbeOUHEeHHO20 AHAIU3A 8

uccneoosanusx 111 ¢pazvr EINSTEIN DVT u EINSTEIN PE

Hccaenyemasi momyJasiuus 8281 nanuent ¢ ocTpbiMu cumMnTOMHbIME TT'B noiu TIJIA
TepanesTnueckass n03a u | PuBapokcaéan® Iuokcanapun/ABKP)
MPOJOJIKUTEILHOCTD 3, 6 wim 12 mecsinen 3, 6 uam 12 mecsineB
JIeYeHHu sl N=4150 N=4131
Cumnromusii peruaus BTO* 86 95

(2,1 %) (2,3 %)
Cumnromusii peruaus TOJIA | 43 38

(1,0 %) (0,9 %)
Cumnromusii peruaus TT'B 32 45

(0,8 %) (1,1 %)
Cumnromasie TOJIA u TI'B 1 2

(<0,1 %) (<0,1 %)
®datanpHas TOJIA / cmepTs, 15 13
IIPU KOTOPO# HENb3s (0,4 %) (0,3 %)
uckiounTs TOJIA
Bbonbiroe nmm KIMHUYECKH 388 412
3HAYMMOE HeOOJIBIII0E (9,4 %) (10,0 %)
KPOBOTCUCHHE
Cry4an 00JBIIIOTO 40 72
KPOBOTCUCHHSI (1,0 %) (1,7 %)
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a) PuBapoxcaban 15 mr nBa pasa B IcHb B T€UCHHE|3 Heuenkng'r;olﬁégf’;%fumgé;{'ogoﬂlHa'r'QIO ML

[

OJIMH Pa3 B JIEHb
b) DHokcamapyH B TeYeHHE MO MEHbIIEH Mepe 5 AHEW, ¢ OJHOBPEMEHHBIM U TOCIEIYIOUIIM
npuemom ABK
* p <0,0001 (me w™enpmas »>(dekTuBHOCTH s 3apaHee ompexaeneHHoro OP  1,75);

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

[IpenBapuTenbHO OIpeneicHHass YHCTas KIWHWYECKas BBITOJa IEPBUYHAS KOHEYHAs TOYKa
3()PEKTUBHOCTH TUIIOC CiIy4ad OOJIBIIOTO KpPOBOTEYCHHS) OOBEIWHEHHOTO aHalu3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nHomunanbHoe 3HaueHue p=0,0244).

B uccnenoBanuu EINSTEIN Extension (cm. Tabnuity 9) puBapokcaban mpeBOCXOWI TUIae0o 1Mo
NEPBUYHBIM ¥ BTOPUYHBIM KOHEYHBIM ToukaM J¢dekTuBHOCTH. YacToTa BCTpPEUaeMOCTH
MEPBUYHON KOHEYHOW TOYKH O€301acHOCTH (Ciydaw OOJIBIIUX KPOBOTEUEHHWI) YHCICHHO Oblia
HE3HAYUTENIbHO BBILE y MAIlMEHTOB, MOJyYaBUINX TEepanuio puBapokcabaHoM B a03e 20 Mr oauH
pa3 B JieHb, [0 CPAaBHEHUIO ¢ Tu1ane0o0. BropuuHas koHedHas Touka 0e30macHOCTH (OONbIINE HITH
KIIMHUYECKH 3HAYMMbBIE HEOOJbIINE KPOBOTEUYCHHUS) IOKa3zaia Ooyiee BBICOKYIO YacTOTy Y
MAIMEHTOB, MOJIyYaBIINX TEPANUIo puBapokcadbaHoM B 03¢ 20 MI OJJUH pa3 B J€Hb, [10 CPABHEHUIO

¢ ware6o.

Tabauya 9. /lannvle no npogunio s¢hghexkmusnocmu u 6ezonachocmu 6 ucciedosanuu I gazvl

EINSTEIN Extension

Hccaexyemasi momyasiuus 1197 nanueHTOB, NPOAO/LKUBIIMX JeYeHUE U MPOPUIAKTUKY
peunauBOB BEHO3HOI TPOMOOIMOOTUHU

TepanepTudeckass 103a u | Pupapokcadan® ITnanedo
MPOAOJKUTETLHOCTD 6 niau 12 mecsitieB 6 naun 12 mecsines
JIeYeHust N=602 N=594
CumnTomubIi peruaus BTO* | 8 42

(1,3 %) (7,1 %)
Cumnromusii peruaus TOJIA | 2 13

(0,3 %) (2,2 %)
Cumnromusiii peungus TT'B S) 31

(0,8 %) (5,2 %)
®datanpHas TOJIA / cmepTs, 1 1
IPU KOTOPOI HETb3S (0,2 %) (0,2 %)
uckiounTs TOJIA
Cry4an 00JBIIIOTO 4 0
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 19.03.2025 Nz 7275
KPOBOTCUCHHS (0,7 %) (MOcH Efa% %/(;'\)TEH BHOCTE 6002)
Knunnuecku 3HaunmMoOe 32 7
HEOOJIBIIIOE KPOBOTECUECHHE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr oiuH pa3 B JIeHb

*p <0,0001 (mpeBocxozactso), OP: 0,185 (0,087-0,393)

B uccnenoBanuu EINSTEIN Choice (cm. Tabmuy 10) puBapokcaban B nozax 20 mr u 10 mr

npeBocxoau anetuicamnmioByto kuciaoty (ACK) B goze 100 Mr mo nepBUYHON KOHEUHOM TOYKE

s dextuBHOCTH. OCHOBHAsI KOHEYHAs TOYKa O€30MacHOCTH (Ciydad OOJBIIOTO KPOBOTCUCHUS)

ObUIa CXOXEH y MalMeHTOB, MOJTyYaBIINX puBapokcadban B qo3ax 20 mr u 10 Mr oauH pa3 B JicHb,

1o cpaBHeHUIO ¢o 100 Mr aneTuICanuIMIOBON KUCIOTHI.

Tabauya 10. [lannvie no npogunto sppexmusnocmu u 6ezonacnocmu 6 ucciedosanuu Il gazvl

EINSTEIN Choice

Hccaenyemas 3396 nanneHTOB, NPOAOKMBIINX NPO(GUIAKTHKY PellINBOB
NMOMyJIS S BEHO3HOI TPOMO03MO0 UM
TepaneBTnueckas PuBapokcabdan 20 mr | PuBapokcaban 10 mr ACK 100 mr
a03a 1 pa3 B 1eHb 1 pa3 B n1eHb 1 pa3 B 1eHb
N=1107 N=1127 N=1131
Menuana 349 [189-362] aueii 353 [190-362] aus 350 [186-362] aueii
MPOJOKUTEILHOCTH
JeYeHus
[MEKXKBapTUIIbHBIN
JIHana3oH |
CuMnToMHBIN 17 13 50
peuaus BTD (1,5 %)* (1,2 %)*™* (4,4 %)
CHUMITOMHBIN 6 6 19
permaus TOJIA (0,5 %) (0,5 %) (1,7 %)
CHUMITOMHBIN 9 8 30
peruaus TI'B (0,8 %) (0,7 %) (2,7 %)
@aranpHas TOJIA / 2 0 2
cMmepTh, ipu kotopoit | (0,2 %) (0,0 %) (0,2 %)
HEJb351 UCKIIIOUYUTD
TOJIA
CuMnTomMHBIN 19 18 56
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 19.03.2025 N= 7275

=y oy

perms BT, (1,7 %) (1.6 96) O TTEACEATE g5y 1O 0002

uH(apKT MHOKap/a,
MHCYJIBT WIH
CHCTEMHAas
TpOoMO0IMOOIHSL, HE

ceszanHas ¢ [{THC

Cry4an 00JBIIIOTO 6 5 3
KPOBOTCUCHHMSI (0,5 %) (0,4 %) (0,3 %)
Knuaunuecku 30 22 20
3HaunMoe HebombIoe | (2,7 %) (2,0 %) (1,8 %)
KPOBOTCUCHHE

CUMITOMHBIN 23 17 53
peunaus BTD wu (2,1 %)" (1,5%) ** (4,7 %)
OosbIIoe

KPOBOTEUYCHHE (YUCTAs

KIMHHUYCCKas BI)IFOI[a)

* p<0,001 (mpeBocxoacTtBo) PuBapokcaban 20 mr oguH pa3 B JeHb 1o cpaBHeHuto ¢ ACK 100 mr
oauH pa3 B nenb; OP=0,34 (0,20-0,59)
** p<0,001 (mpeBocxoacTBo) PuBapokcabdan 10 mr ogun pa3 B aeHb o cpaBHeHnto ¢ ACK 100 mr
onuH pa3 B neHb; OP=0,26 (0,14-0,47)
* PuBapokcaban 20 Mr oauH pa3 B JeHb 110 cpaBHenuto ¢ ACK 100 mr oqun pa3s B nenn; OP=0,44
(0,27-0,71), p=0,0009 (HoMUHaTBHOE)
™ Puapokcaban 10 mMr oaus pas B neHb 1o cpasaennto ¢ ACK 100 mr oaun pas B nens; OP=0,32

(0,18-0,55), p <0,0001 (HoMuHaTBEHOE)

B nononuenue x nporpamme uccienaoBanuii I ¢pazer EINSTEIN Obi10 mpoBeieHO IPOCTIEKTUBHOE
HEUHTEPBEHLIMOHHOE OTKpPbITOE KoropTHoe wuccienoBanue (XALIA) c¢ neHTpaiabHOH OLIEHKOU
KOHEUYHBIX TOYEK, BKIIO4as peuuauB BTD, Oonbimoe KpoBOTEUYEHHE M CMEPTh. B mccienoBaHue
KIIMHUYECKOW TIPaKTUKH ObLIM BKIIOYeHb 5142 mamuenta ¢ octpeiM TI'B ana wusydeHus
JIOJTOCPOYHON O€30MaCHOCTH pUBapoKcadaHa 1Mo CPAaBHEHMIO CO CTaHAAPTHON aHTUKOAryJIsSTHTHON
Tepanueil. Yactota Oomblioro KpoBoTedeHus, penunuBa BTD u cMmeptu oT Bcex NPUYMH JUIS
puBapokcabana cocraBmia 0,7 %, 1,4 % u 0,5 % cooTBeTcTBeHHO. bbutH pa3auvms B MCXOTHBIX
XapaKTepUCTHKAX TMAalMeHTOB, BKJIOYas BO3pacT, pak M HapyumeHue (yHKuuu mnouek. Jlns
KOPPEKTUPOBKU MCXOAHBIX MEKIPYNIOBBIX Pa3IN4YMi HCIIOJIB30BAJICSA 3apaHee CINIAaHUPOBAaHHBIN

CTpaTH(HUIMPOBAHHBIA MOIOOP MO HHACKCY COOTBETCTBUsA. HecMOTps Ha 3TO, OCTaTOYHOE
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UCKQXEHUE MOIJIO BIUATH Ha PE3yJIbTaThI CKOpﬁQ&%@E@Q&%E’[@T%Hcé't)zIB?ﬁ?{'Bérlltl)que

[

puBapokcabaH M CTaHIApT JICYCHUS B OTHOIICHHWH OOJBIIOTO KpoBoTeueHwWs, penuanBa BTD u
CMepTH OT Bcex nmpuuuH, coctasmiu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU 0,54-1,54) u 0,51
(95 % AN 0,24—1,07) coOTBETCTBEHHO. DTU pe3yNbTaThl B KJIMHUYECKOI MPAKTUKE COTJIACYIOTCS €
YCTaHOBJICHHBIM IIpo¢usieM 0€30MacHOCTH AJIs JAHHOTO MOKa3aHusl.
B moctperucrpaniioHHOM HEWMHTEPBEHIIMOHHOM wuccnenoBanun Oonee 40000 mamueHTOB w3
YyeTblpex cTpaH 0e3 paka B aHaMHE3€ IMOJIydald pUBapokca®aH Ui JICUeHUS WIH NPO(UIAKTHKH
TI'B m TDOJIA. Yacrora coOprtuii Ha 100 mammeHTO-JIET UISI CUMIITOMHBIX/KINHUYECKH
BBIpaKEeHHBIX ~ BTO/TpoMO0IMOOIHNYECKUX  COOBITHN, TNPUBOASAIIMX K  TOCIHTAIH3AINH,
BapsupoBana ot 0,64 (95 % AU 0,40-0,97) B Benuko6puranuu go 2,30 (95 % AU 2,11-2,51) B
I'epmanuu. KpoBoTeuenus, npuBoAsiiue K TOCIUTAIN3ALNN, BO3HUKAIM CO CIEAYIOLIEN 4acTOTOM
Ha 100 maumenTo-ner: 0,31 (95 % AU 0,23-0,42) nyist BHyTpudepenHbix kpoBouzausauii, 0,89 (95
% AN 0,67-1,17) nnsa >xemynodHo-KUIIEUHBIX KpoBoteueHuid, 0,44 (95% MU 0,26-0,74) nus
yporeHuTanbHbIX kKpoBoTeuenuit u 0,41 (95 % AU 0,31-0,54) nns qpyrux KpoBOTEUEHUH.

eTu
Dapmaroounamuyeckue 3¢ppexmol
IMporpombunoBoe Bpemsi (Neoplastin), AUTB u anTu-Xa akTHBHOCTb, U3MEPEHHAs C MOMOIIBIO
KaTuOPOBAaHHOTO KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIHPYIOT C KOHIICHTpAIMSMH B IUIa3Me
KpoBu y gereid. Koppemsuus Mexay aHTH-Xa aKTUBHOCTHIO W IUIA3MEHHOM KOHIIEHTpalueu
SBJISICTCSl JIMHEHWHOM C TaHT€HCOM yria HAaKJIOHAa MpsAMOM, Omu3kuM K 1. MoryT BO3HHKATh
WHWBUIYATBHBIE PACXOXKICHUS 00Jiee BBICOKUX I 0OJiee HU3KUX 3HAUCHUI aHTH-Xa aKTUBHOCTH
[0 CPAaBHEHUIO C COOTBETCTBYIOIIMMH KOHIEHTpAIUsMUA B IUIa3Me KpoBU. B mepuon nedeHus
puBapokcabaHoM He TpedyeTcs NPOBOAUTH MOHHTOPHHT IAPAMETPOB CBEPTHIBAHUS KPOBH.
Opnako, eciny Ui 3TOTO €CTh KIMHUYeCKOe 00OCHOBaHUE, KOHIICHTpAIMN pUBapoKcabaHa MOTYT
OBITh W3MEPEHbl B MKI/JI MpPH TOMOIIM KaduOpPOBAHHBIX KOJMYECTBEHHBIX TECTOB AaHTH-Xa
akTUBHOCTH (cM. Tabmumy 6 B pazgene 5.2. mis OUama3oHOB HAOIIOJAEMBIX KOHIICHTPAIIHA
puBapokcabaHa B miia3Me KpoBH y jaereil). [Ipu ucmonb3oBaHUM TecTa aHTU-Xa aKTUBHOCTH JIJIS
KOJINYECTBEHHON OLIEHKM KOHIIEHTpAIMil puBapokcabaHa B IIa3Me KpPOBH Yy JeTeil HeoOX0IuMO
YUUTHIBaTh HIKHUN Tpefesl KOJIMYecTBEHHOW oueHku. [loporoBble 3HaueHUs Ui KpUTEPHUEB
3 PeKTUBHOCTH WM OE30TTACHOCTH HE YCTAHOBJICHBI.

Kimmaunueckas 3¢ hekTUBHOCTD ¥ 0€30IIaCHOCTD

Jleuenue BTD u npoghunakmuxa peyuousos BT y nayuenmos demckozo 6o3pacma
bbi1o mpoBeneHo 6 OTKPBITBIX MHOTOIEHTPOBBIX HCCIIEIOBAHUN C YYaCTHEM JIETEH, B KOTOPHIE B
obmeM ObUTH BKJTIOUEHBI 727 nerel ¢ moATBepkaeHHON octpoit BTD, u3 kotopsix 528 momydanu

puBapokcaban. Jlo3a puBapokcabana, KOTopas IpUMEHsIach y IeTel OT poxkaeHus a0 18 jet, Obuta
45



COOTBETCTBYET JKCNEPTHOMY QTUYETY
s T --.—I 1.4_- TI7E

oT '| g ¥ A
J b R 0 N I B P

CKOppEKTHPOBaHA MO Macce Teja U MPUBOJAWIA K ﬂeﬁCTBﬁgl%ﬂ%%éJ}Bﬂhﬁﬁ&Bﬁ 'lonllflvl :IHDI/I

[

npueme 10361 20 Mr puBapokcabaHa OJUH pa3 B JCHb Yy B3pociblx manueHToB ¢ TI'B, uto
noareepkeHo B uccienoBanuu |l daser (cm. pazgen 5.2.).

EINTEIN Junior — pangoMH3upoBaHHOE, OTKPHITOE MHOTOIICHTPOBOE KIMHHYCCKOE MCCIIEIOBAHNE
Il da3br ¢ akTUBHBIM KOHTpOJIeM ¢ ydactueM S00 manueHToB (B BO3pacTe OT POXKAeHUs 10 18 ner)
C TIOJTBEpKIeHHOM ocTpoit BTD, u3 kotopeix 276 nereit 6put B Bo3pacte ot 12 mo 18 mer, 101
pebenok — ot 6 10 12 ner, 69 nereii — ot 2 10 6 et u 54 peGeHka B Bozpacte /10 2 JieT.

BTO xnaccudumnmpoBanace kak karerep-acconumupoBanHas BTD (90/335 mamueHToB B Tpymme
puBapokcabana, 37/165 mauueHTOB B rpymre Ipenapara CpaBHEHHUsS), TPOMOO3 BEH TOJIOBHOTO
Mo3ra u cuHycoB (74/335 mammeHToB B Tpymie puBapokcabana, 43/165 manmueHToOB B rpymie
npernapara cpaBHeHMs) uiaM kak apyrue BTO, Bxkmowas TI'B u TOJIA (He xarerep-
accormupoBanHas BTD, 171/335 mamueHntoB B Tpymnme puBapokcabana, 85/165 manweHTOB B
rpyIie npemapara cpaBHeHus1). Hanbomnee pactipoctpanennoid BTD y aereit ot 12 no 18 ner Obina
He Karerep-accouuupoBanHas BTO y 211 nereit (76,4 %); y nereit ot 6 1o 12 ner u ot 2 10 6 ner —
TpoMOO3 BEH TOJIOBHOTO Mo3ra M cuHycoB y 48 mereit (47,5 %) m y 35 mereit (50,7 %)
COOTBETCTBEHHO; Yy JIeTel miaiie 2 et — karerep-accouunpoBanHas BT y 37 nereii (68,5 %). B
rpyIirne puBapokcabaHa He ObUIO JeTel miaiiie 6 MecsaieB ¢ TpoMOO30M BEH TOJIOBHOTO MO3ra U
CHHYCOB. Y 22 manueHTOB C TPOoMOO30M BEH TOJOBHOTO MO3Ta W BEHO3HBIX CHHYCOB Oblia
undpekus [THC (13 mauueHToB B Tpymme puBapokcabaHa v 9 ManueHTOB B TpyIIe IMpernapara
CPaBHEHMS).

BTD Obl1a copoBolpoBaHa MOCTOSHHBIMM WJIM BPEMEHHBIMH (DakTOpamMu pHCKa WM UX
COBOKYITHOCTBIO Y 438 (87,6 %) nereii.

[ManeHTsl MONMyYaaud HavajdbHOE JICUEHUE TEPANEeBTHUECKUMH 03aMU HE(PpaKIMOHUPOBAHHOTO
rernapuHa, HU3KOMOJIEKYJISIPHOTO renapuHa uiu (oHIanapuHykca B TEUCHHE MO KpaiHeill mepe 5
JHEH, mocie 4ero ObUTM paHIOMHU3UPOBAaHbI B COOTHOIICHUHU 2:1 WM B TpyIly puBapokcabaHa B
J103€, CKOPPEKTHPOBAHHOM IO Macce Tella WM B TPYIITy Ipenapara cpaBHeHus (remapunbl, ABK) B
TEUEHUE OCHOBHOTO TEPHO/Ia JIeUeHUsI, cocTaBuBIero 3 mecsma (1 mecs mys aeteit miazaie 2 JeT
¢ Karerep-acconuupoBanHoi BTD). B ciyyae kmmHUYECKON OCYIIECTBUMOCTH B KOHIIE OCHOBHOTO
nepuoJia JICYCHUs IMPOBOAMIIACH MOBTOPHAs BHU3YyalM3allUs COCYAOB; NMEPBUYHAS BHU3YyaTH3allHs
IIPOBOAMJIACH HA 3Tarle BKIIIOUEHUs B uccienonanue. [locie aToro mpuem ucciaeayemMoro npenapara
MoOT OBbITh MPEKpaIleH WM, 10 PEIICHUI0 UCCIIE0BATENs, MPOIOJDKAJICA CyMMapHo A0 12 MecsieB
(mst meredt mnagie 2 IeT ¢ Karerep-acconuupoBanHoil BTD 1o 3 mecsies).

[lepBuyHOif KOHE4HOM TOUKOW 3((eKkTHBHOCTHM OBUIA YAaCTOTa CHUMITOMHOTO peuuauBa BTD.

[lepBuyHOl KOHEYHOW TOYKOM OE€30MacHOCTH OblJJa KOMOWHUPOBAHHAS YacToTa OONBIIMX U
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KJIMHUYECKH 3HAUYMMBIX HEOONBIINX KPOBOTEUCHUH. Bed kdneknme “fokih %&EIIT'E'IBHGCTH u

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

0€30MaCHOCTH EHTPAIM30BAaHHO OLECHUBAJIUCH HE3aBUCUMBIM KOMHUTETOM, JUII KOTOPOTO OBLIO
3acIEIUICHO pachpeselieHne MalMeHTOB TO0 TPyImaM JiedeHus. Pe3ynbraTel 3QQPEeKTUBHOCTH U
0e30macHOCTH IpUBeACHBI B Ta0aumax 11 u 12 Hioke.

Peunnus BTD npousomien y 4 u3 335 manueHTOB B rpymnie puBapokcadbana u'y 5 u3z 165 manueHToB
B Tpynmne cpaBHeHUs. KomMOMHUpOBaHHAas YacToTa OOJBIIOTO KPOBOTEUCHUS W KIMHUYECKH
3HAUYUMOTO HEOONIBIIOT0 KpoBoTeUeHHUs oTMedanack y 10 u3 329 nmanuentos (3 %), momydaBmImx
puBapokcabaH, 1 y 3 u3 162 nmauuentoB (1,9 %), monywaBmmx npenapar cpaBHeHusd. Yuctas
KJIMHUYECKasi BbIrojla (KOMOMHHpOBaHHAs 4acToTa CUMNTOMHOro peuuanBa BTD u Oosbiioro
KPOBOTEUCHHSI) OTMEUEHa y 4 u3 335 mauueHToB B rpymnie puBapokcabana u'y 7 u3z 165 nanueHToB
B TpyIIlie cpaBHEHUs. PekaHanu3anus BeHbI IPU MOBTOPHOM BH3yanu3aluu HaOmoaanack y 128 u3
335 marueHTOB TpH JICYCHUH pUBapokcabaHoMm u y 43 u3 165 mamueHTOB B TpyImIe mpemnapara
CpaBHEHHMsI. DTU pe3yibTaThl ObLIN B LIEJIOM COMOCTABHUMBIMU Y JI€TEH pa3HBIX BO3PACTHBIX TPYMII.
B rpynmne puapokcabana 610 119 nereit (36,2 %) ¢ mo0bIM KPOBOTEUEHHEM, BO3HUKIIMM Ha

¢doHe Tepanuu, a B rpymnIie npemnapara cpaBueHus — 45 nereii (27,8 %).

Tabauya 11. Jlaunvie no npogunio 3¢pgpekmusHocmu pusapoxcabana u npenapama CpasHeHus: 8

KOHY€e OCHOBHO20 nepuoda Jle4eHUA

3¢ (HEeKTHBHOCTH)

CoObITHE Pusapokcaban IIpenapar cpaBHeHUs
N=335* N=165*
Peunnue BTD (mepBuyHas KoHEeUHast TOUKa 4 5

(1,2 %, 95 % 11
0,4 %-3,0 %)

(3,0 %, 95 % JI1
1,2 %-6,6 %)

KoMOnHUpOBaHHAss KOHEUHAs TOYKA!
CUMNTOMHBIN peuuaus BTO +
0eCcCUMIITOMHOE yXyIIEHUE MPU TTOBTOPHOM

BU3yalin3allun

5
(1,5 %, 95 % 1
0,6 %-3,4 %)

6
(3,6 %, 95 % JIN
1,6 %-—7,6 %)

KoMOnHMpOBaHHAss KOHEUHAsT TOYKA!
CUMNTOMHBIN peuuaus BTO +
0ecCHUMIITOMHOE yXyAIIEHUE + OTCYTCTBUE

WU3MEHEHUH IIPU [IOBTOPHOU BU3YaIU3aLUU

21
(6,3 %, 95 % 1IN
4,0 %-9,2 %)

19
(11,5 %, 95 % 1A
7,3 %-17,4 %)

Pexananu3anusi BeHbI IPU MOBTOPHOM

BU3yalin3allun

128
(38,2 %, 95 % JIN
33,0 %-43,5 %)

43
(26,1 %, 95 % AN
19,8 %-33 0 %)
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KomOunupoBaHHas KoHeYHast TOUKa:
CUMITOMHBIN peruauB BT + Gombinoe

KpOBOTEUCHHE (YUCTasi KIMHUYECKAs BBITO/1A)

(MO AEQCEATENBHOC 5 0002

(1,2 %, 95 % JI1
0,4 %-3,0 %)

(4,2 %, 95 % JIN
2,0 %-8,4 %)

TOJIA co

CMCPTCJIbHBIM UJIM HCCMCPTECIIbHBIM UCXOA0M

1
(0,3 %, 95 % JI1
0,0 %-1,6 %)

1
(0,6 %, 95 % JTN
0,0 %-3,1 %)

* mosHast BBIOOpKA JJIsl aHAIKM3a, T.€. BCE JIETH, KOTOphIe OBUTH paHIOMU3HPOBAHBI.

AW — noBepuTenbHbIA HHTEPBAI

Tabruya 12. Jlannsie no npoghunto 6e3onacnocmu pugapokcabana u npenapama cpagHenus 8 Konye

OCHOBHO2O nepuoda Jle4eHUus

CooObITHE PuBapokcaban IIpenapart cpaBHeHUs
N=329* N=162*
KomOunupoBaHHas KOHeYHast TOUKa: 10 3

00JIBIII0E KPOBOTCUCHHE + (3,0 %, 95 % U

1,6 %-5,5 %)

(1,9 %, 95 % 1
3HAYUMOE HEOOJIBIIIOE KPOBOTCUEHUE 0,5 %-5,3 %)

(mepBUYHASI KOHEYHAs TOYKA 0€30M1aCHOCTH)

Bonbiioe kpoBoTeueHue 0 2

(0,0 %, 95 % 11 (1,2 %, 95 % AN
0,0 %-1,1 %) 0,2 %-4,3 %)
119 (36,2 %) 45 (27,8 %)

JIto6oe kpoBOTEUEHHE, BO3HUKIIIEE Ha (hOHE

Tepanuu

* BpIOOpKaA MJisi aHanW3a OE30MacHOCTH, T.€. BCE JETH, KOTOpbhIe ObUIM pPaHAOMHU3UPOBAHBI U

MOJIYYWJIH 110 KpallHel Mepe OJIHY 103y UCCIEAYEMOro JEKapCTBEHHOIO Mpernapara.

[Mpoduns s¢pdexkTuBHOCTH U OE30MACHOCTH pUBApOKcabaHa OBUT B IIEJIOM COIMOCTaBHUMBIM Yy
nenuaTpudeckoil nmomymnsauuu ¢ BTO u B3pocnoit nonynsmuu ¢ TI'B/TDJIA, oqHako cooTHOIIEHHE
MAlMeHTOB C JIIOOBIM KPOBOTEUYECHHEM OBLJIO BHIINIC B TeAuaTpuueckod momyssinuu ¢ BTO mo
CpaBHEHHUIO co B3pociou nomyssiueit ¢ TT'B/TOJIA.

ITarueHTHl ¢ TPOMHBIM ITO3UTUBHBIM aHTI/Id)OCd)OJII/IHI/IHHBIM CUHJIPOMOM BBICOKOI'O pHUCKa

B CIIOHCHUPYCMOM HUCCICI0BATCIICM PaHOAOMU3UPOBAHHOM OTKPBITOM MHOT'OLICHTPOBOM

HCCJIEIOBAaHUH C 3aCJICTUIEHHOM OIIEHKOW KOHEYHBIX TOUEK pUBapoKcabaH MU3ydascsl B CPaBHEHUU C

BappapvHOM Yy TAaIMeHTOB ¢ TpoMOO30M B aHaMHeE3e, Yy KOTOpPbIX JHarHOCTHPOBAH

aHTU(POCPOTUMHUIHBIA  CHHIPOM C  BBICOKAM  PHCKOM  TPOMOOIMOOTUYECKHX  COOBITHIA

(TTOJIOKUTENBHBIA Pe3yabTaT JUIsl BCEX TPEX TECTOB Ha aHTU()OCHOIMMUIHBIN CHHIPOM: HAIUYHE

48



COOTBETCTBYET JKCNEPTHOMY QTUYETY
s T --.—I 1.4_- TI7E

oT '||.| ¥ A F
J b R 0 N I B P L

BOJIYAHOYHOT'O aHTHKOATYJISIHTa, aHTUTEI K Kapau )JII/IHI/IHv'IDI'%&TE%%’&%Q%EI‘COEB&'TB%% ).

IMocne BxmtoueHuss 120 manMeHTOB HCCIENOBaHHWE OBLIO IMPEKPAIIEHO JOCPOYHO MO IMPHYMHE
NOBBIIIEHHOW YacTOThl COOBITMH Yy TAalUMEeHTOB B rpynme puBapokcabana. CpenHss
MIPOJIOJDKUTENIBHOCTh  MepruoAa HaOMIOAeHUsT cocTtaBmwia 569 gHedl. 59 manueHToB  OBLIH
PaHIOMHU3UPOBAHbBI B TPYIIy puBapokcabaHa B mo3e 20 mr (15 Mr mjis mamueHTOB ¢ KIUPEHCOM
kpearunuHa <50 mu/muH) u 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). Tpombosmbonudeckue
coObITus mpom3ouu y 12 % manueHToB, paHAOMH3UPOBAaHHBIX B TpYyMIy puBapokcabana (4
UIIeMUYECKUX UHCYNIbTa U 3 nH(papkTa MHOKapza). Y MalUeHTOB, paHJOMU3UPOBAHHBIX B IPYIILY
BapdapuHa, COOBITHUS HE OBUIM 3apEeTUCTPUPOBAHBL. BONbIIOE KPOBOTEYCHHE NPOU3ONLIO y 4

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

5.2. dapMakOKHHeTH4YeCKHe CBOIiCcTBa

AbGcopbuus

[IpencraBienHas Huxe HHPOpPMAIMS OCHOBaHA HA JAHHBIX, TOJYYEHHBIX BO B3POCION MOMMYJISLIHIH.
PuBapokcaban ObIcTpO BcackiBaeTcs; MakcuMaibHasi KoHIeHTpanus (Cmax) JocTuraercs uepes 2—4
yaca mocJie mprueMa TabJIeTKH.

[Ipu nmpueme BHYTph B BHIE TabJeTOK B J03upoBKe 2,5 Mr u 10 mr puBapokcabaH BcachIBaeTCs
MPAKTUYECKH IOJIHOCTBIO, MPU 3TOM €ro OnoaocTymHocTh Bbicokas (80-100 %) He3aBHUCHMO OT
npuema nuiy. COBMECTHBIN ¢ NUILeH mpueM puBapokcabana B go3e 2,5 mr u 10 Mr He BiusieT Ha
AUC u Cmax puBapokcabana.

B CBsI3M CO CHI)KEHHOMW CTETICHBIO BCACBHIBAHMS, TIPU MPHUEME TaOJIETOK JO03UPOBKOM 20 MI' HATOIIAK
Habmonanack OuonoctynHocts 66 %. [Ipu npueme TabneTok puBapokcadana 103upoBkoid 20 Mr Bo
BpeMsl efbl oTMeuanock yBenudenue cpeqaeit AUC Ha 39 % mo cpaBHEHHUIO C TPUEMOM TaOJIeTKH
HATOIIAK, T[IOKa3blBasg IPAKTUYECKH IIOJIHOE BCACBIBAHUE M BBICOKYI0 OHMOJOCTYHMHOCTD.
PuBapokcaban B 103upoBKax 15 mr u 20 Mr ciieayer mpuHUMAaTh BO BpeMs ebl (cM. paszaen 4.2.).
dapMakOKMHETHKA pUBapokcadaHa MpaKTUYECKU JIMHEHHA B 7103axX 70 15 Mr ofuH pa3 B AeHb IpU
npuemMe Hatomak. B yciaoBusix mpuema puBapokcabana B Buje TabiaeTok qo3upoBkoit 10 mr, 15 mr
u 20 Mr Bo BpeMs e/ipl HabJroaeTcs 10303aBUCUMOCTh. [Ipu Gostee BRICOKMX J03aX prUBapoKcabaH
JIEMOHCTPHUPYET a0COPOITHI0, OTPAaHUYCHHYIO PACTBOPEHHUEM, C YMEHBIIICHHOW OMOIOCTYITHOCTHIO U
CHIDKEHHOHM CKOPOCTBIO a0COPOLIMY MPH MOBBIIICHNUH 03B

dapMaKkOKMHETHKAa  pUBapoKcabaHa  XapaKTepU3yeTCs  YMEPEHHOW  MEKWHIUBHIYaTbHOMN
BapraleIbHOCTHIO (BapHallMOHHBIH K03 dunrenT) B fuanazone ot 30 xo 40 %.

BcacbeiBanue puBapokcabaHa 3aBHCHT OT MeCTa BBHICBOOOXKIEHUS B KENyAO0YHO-KHUIICUHOM TpPaKTe
(OKKT). Camxenne AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO HAOIIOJANOCH TIPH

BBICBOOOXKJICHUM TpaHyJsTa pHUBapokcabaHa B TNPOKCHUMAJIbHOM OTJENE TOHKOW KHIIKHA B
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CpPaBHEHHUU C TPHEMOM IIeNOW TaOJETKH. DKCIIA3HUIIUS ﬁge'%e-tplﬁal‘e T(E(th CI—H/I}KaeTé?If'I TIpu

BBEJICHUU pHUBapoKcabaHa B JWCTAJBHBIA OTNEN TOHKOM KHIIKH WM BOCXOJAAILIYIO O0OJOYHYIO
kumky. Takum oOpa3zom, cienyeT u30eraTb BBEIEHHS pUBapoKcabaHa AMCTAIbHEE >KElTyiKa,
IIOCKOJIBKY 3TO MOXKET TIIOBJICYh CHIDKCHHE BCACBHIBAaHHMS U, COOTBETCTBEHHO, 3KCIIO3HMIIUH
pYBapokcabaHa.

buonocrynnocts (AUC u Cmax) puBapokcabana 20 mMr npu mpueMe BHYTPb B BUJE U3MEITbUCHHON
TabJIETKH B CMECH C SIOJIOYHBIM IMIOPE UM CYCIIEHAMPOBAHHON B BOJIE, a TAK)KE IIPU BBEACHUU Uepe3
KETYAOUHBI 30HA C TOCIEAYIOIIUM HPUEMOM JKHIKOTO THTaHUS ObUla CpaBHUMA C
OMOIOCTYITHOCTHIO (S (0) TaOJIETKH. YuurtriBas MpeaCcKa3yeMblid 0303aBUCUMBIN
dapmakokuHeTHYeCKHi  MpodmiIb  pUBapokcabaHa, pe3yibTaThl JAaHHOTO  HCCIEIOBAHUS
OMOOCTYITHOCTH MPUMEHUMBI TakKe U K 00Jiee HU3KHUM JI03aM pUBapoKcabaHa.

Pacnopenenenue

Ces3piBaHMe ¢ OeTKaMH IIa3Mbl Y B3POCIBIX BBICOKOE M COCTaBIseT mpuOau3uTenbHo 92-95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM  KOMIIOHEHTOM  SIBIISIETCS  CBIBOPOTOYHBIH — anbOymuH. OO0BeM
pacnpeneneHus — yMEpeHHbIH, Vss cocTaBiseT mpuomm3uTensHo 50 .

BI/IOTDaHCd)ODMaHI/IH U 3JIMMUHAIUA

VY B3poCHbIX MaUEHTOB MpHU MpUeMe puBapokcadbaHa MPUOIU3UTENBHO 2/3 103bl MOJBEPIalOTCs
MeTabonu3My M B JajbHEHIIEM BBIBOASATCS PAaBHBIMU YAcCTSMH IMOYKAMH U 4epe3 KHUILIEYHHK.
OcraBmasicst 1/3 mpuHATON 1036l BBIBOJUTCS IMMOCPEACTBOM MPSIMOM MOYEUYHON SKCKPEIUU B BUIE
HEU3MEHEHHOTO JICWCTBYIOIIETO BEIIECTBA TJIABHBIM 00pa3oM 3a CYET AaKTHBHOW IMOYEYHOM
CEKpELMH.

PuBapokcaban mertabonusupyercs nocpeactBom uzodpepmentoB CYP3A4, CYP2J2, a taxxke mpu
MOMOIIM MEXaHHW3MOB, HE3aBHCHUMBIX OT CHCTEMbl LHUTOXPOMOB. (OCHOBHBIMH YYaCTKaMH
OouoTpancopMaIiK SIBISIOTCS OKHCIIEHHE MOP(QOIUHOBOW TPYMIBI U TUAPOIH3 aMHUIHBIX CBS3EH.
CoryiacHO JaHHBIM, TIOJIyYEHHBIM IN Vitro, puBapokcabaH sBisieTcs cyOcTparoMm Juisi OENKOB-
nepeHocunkoB P-gp m BCRP (6enka ycroiumBocTH paka MOJIOYHOM Kene3bl). HensmeHeHHBII
puBapokcalaH SBISIETCS CaMbIM Ba)XHbIM COECIUHEHHEM B YEIIOBEUYECKOW IIa3Me, OCHOBHBIE WIIU
AKTHUBHBIE LUPKYJIUPYIOIIME METa0OIUTH B IJIa3Me He OOHapykeHbl. PuBapokcabaH, CHCTEMHBIHA
KJIMPEHC KOTOPOTO COCTaBISET MPUOIM3UTENbHO 10 11/4, MOXKET OBITh OTHECEH K JIEKapCTBEHHBIM
BElIeCTBaM C HU3KUM KiupeHcoM. [locie BHyTpUBEHHOTO BBeA€HUS | MI puBapokcabaHa Mepuoj
MOJTYBBIBEJICHUST COCTaBisieT OKojao 4,5 wyacoB. Ilocne mnepopaidbHOro TmpuUeMa BBIBEICHUE
CTaHOBHUTCS OTPAaHUYEHHBIM CKOPOCThIO abcopOumu. Ilpu BeiBeneHWH puBapokcabaHa U3 IIa3MBI
KOHEYHBII NEepHO/I MOTYBBIBEICHUS COCTABIISIET OT 5 10 9 4acoB y MOJIOABIX MALIMEHTOB U OT 11 1o

13 yacoB y MOXKUJIBIX MAI[UEHTOB.
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ot 19.03.2025 N= 7275

(NOCNEOQCOBATENBHOC T;u 0002)

dapMaKOKMHETHKA Y 0COOBIX T'pYHOIT TanMuEHTOB

COOTBETCTBYET ZKCNEPTHOMY OTYETY

VY B3pOCIHBIX MAalMEHTOB, MOJyYalOMIMX puBapokcabaH B fo3e 20 mr 1 pa3 B JeHb U JCUCHHS
octporo TI'B, reomerpuueckoe cpennee koHueHTtpauuit (90 % NpeIUKTUBHBIN MHTEpBAI) 4Yepe3
2—4 d4Yaca W mpuUMEpHO dYepe3 24 dYaca TOCIE MpUeMa J03bl (4TO TPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOW W MHHHMAJIBHOW KOHIICHTPALUSIM B HMHTEpBAJIC TO3UPOBAHUA) COCTaBWIO 215
(22—535) mxr/n u 32 (6—239) MKT/1 COOTBETCTBEHHO.

dapMaKOKMHETHYCCKAS- d)aDMaKO AJNHaAMHWYCCKas 3aBUCUMOCTD

CooTtHomieHne GpapMaKOKMHETHUECKUX MmapaMeTpoB U (papmakonnHamudeckux 3¢ dexton (OK/DJI)
MEXJy KOHIIEHTpalueil puBapokcabaHa B IUTa3M€ KPOBH U HECKOJBKUMHU KOHEUHBIMH
(dapmakoIMHAMHUYECKUMH TOUYKaMu (MHTHOMpoBaHue gakTopa Xa, mporpomOnHoBoe Bpemsi, AUTB,
HepTest) onenuBaiock nocie nmprema MMpPOKoro auamnazoHa 103 (ot 5 1o 30 Mr 1Ba paza B CyTKH).
B3aumocBsi3p Mexay KOHIEHTpauued puBapokcabaHa M aKTUBHOCTHbIO (akTopa Xa HauIydlINM
00pa3oM MPOJEMOHCTPUPOBAHA C UCTIONIb30BaHHEM MOJENH Emax. i1 mpoTpoMOMHOBOTO BpeMeHH
MOJIeNIb JTMHEHHOW pPErpeccMd B ILEJIOM JIydllle ONHUCHIBACT JaHHbIC. YTIOBOH Kod(dduumeHt
3HAUUTENBHO MEHSUICA B 3aBUCUMOCTU OT pPEAKTUBOB, MCIONb3YEMbBIX [UISI ONpPEIEICHHUS
nporpoMOuHOBOrO BpeMeHu. [Ipm wmcmonb3oBanuu Habopa Neoplastin PT ucxomnoe 3HaueHHe
MIPOTPOMOMHOBOTO BPEMEHH COCTaBUIIO OKOJIO 13 cek ¢ HakIOHOM JuHUU OKojo 3—4 cek (100
MKr/n). Pesynmpratel aHanmm3a coorHomieHuss DOK/®DJ] B wuccnemoBanusix I u I daswr
COOTBETCTBOBAJIM aHAJIOTMUHBIM [10KA3aTENSAM Y 3/I0POBBIX MAllUEHTOB.

Ilon

VY B3pocCIbIX HE ObUIO KIMHUYECKH 3HAUYMMBIX pa3nuyuil (apMakOKHMHETHKH U (papMaKogMHAMUKHI
CpeIy MY>XYHUH U >KCHIIHH.

Tlayuenmui nodcunozo eospacma

Y DNOXuibIX MalMEeHTOB KOHLIEHTpalMs pHBapokcabaHa B IJJa3Me€ BBIIIE, Y€M Y MOJIOJABIX
nanuenToB, cpennee 3HadeHue AUC npubnusutensHo B 1,5 pasza MpeBHIIaeT COOTBETCTBYIOIINE
3HaYeHHUS Yy MOJIOJBIX TMAlMEHTOB, TJaBHBIM O0pa3oM, BCIEACTBUE KaXyIIErOCs CHIDKEHUS
(BeposAITHOTO) 001IIero U MoyedHoro knupenca. Koppekius 10361 He TpeOyeTcs.

Pasnuunas macca mena

VY B3pocnbix kputnueckas Macca Tena (meHee 50 kr u 6omee 120 Kr) JuIIb HE3HAYUTEITHHO BIIHSIIA
Ha KOHIIEHTPAIMIO pUBapokcabaHa B TuiazMe KpoBu (MeHee 25 %). Koppekuus 103s1 He TpeOyercs.
Meosicomnuueckue pasnuius

Knunudeckn 3HaYMMBIX pa3nuuuil  (papMakOKMHETUKH U (apMaKOJUHAMUKHA Y MAlUEHTOB
€BPOTICONTHOM, aypOaMEPUKAHCKON, TATHHOAMEPUKAHCKOM, STTOHCKOW MJIM KUTAHCKON ATHUYECKOM

NPUHAIICKHOCTH HE HAOII01aJI0Ch.
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(NOCNEOQCBATENBEHOCTL 0002)

[

Hapywenue ¢pynkyuu neuenu

VY B3pOCHBIX MAMEHTOB C LUPPO30M IEUEHU U HApyIICHHEeM (YHKIIUU MEYEHU JIETKOW CTETCHH
(kmacc A mo knaccupukarmuu Yaitng-Ileio) ¢dapmakokuHeTHKa puBapokcabaHa JIUIIb
HE3HAYUTENIbHO OTJINYalach OT COOTBETCTBYIOIIMX MOKa3aTeNiell B KOHTPOJIBHON IPYyIIe 3J0POBBIX
UCIIBITYeMBIX (B cpenHeM oTmedanoch yBenudaenne AUC puBapokcabana B 1,2 pasa).

VY manueHToB ¢ UPPO30M MEUSHHU U HapylIeHHeM (YHKIIMH TIeUeHU cpelHel creneHu (kinace B mo
knaccupukanun Yaina-I1eo0) cpenusiss AUC puBapokcabaHa Obljla 3HaYMTENBHO MOBBIIIEHA (B 2,3
pasa) 1Mo CpaBHEHHIO CO 370pOoBbIMHU moOpoBosbilamu. Hecszannas AUC yBenumumBanach B 2,6
paza. Y Takux 3TUX MalMEHTOB TAaK)Ke ObLJIO CHUKEHO BBIBEJCHHE PUBapOKcabaHa MOYKaMU CXOXKee
C TAKOBBIM Y TIAI[UEHTOB C HapylIeHHeM (PYHKIIMH MMOYEK CpeaHel cTerneHu. JJaHHbIe Mo marueHTam
C TSDKETIBIM HapyIIeHHeM (pyHKIIMU TEYeHH OTCYTCTBYIOT.

[TonaBnenne akTUBHOCTH (akTopa Xa y MAlMEHTOB C HapylleHHeM (QYHKIUU MEYEHU CperHei
cTeneHn OBUIO BBIpaXXEHO B 2,6 pa3a CHIIbHEE, YeM Y 3J0pOBBLIX J00pOBOJbIEB; BenudnHa [1B
Takke BozpacTana B 2,1 paza. [lanmeHTsl ¢ HapyleHrneM QYHKITMHM TIEYeHU CPeIHEN CTeleHU ObLIN
OoJiee YyBCTBHTENBHBI K PUBapOKcabaHy, UTO SIBISICTCS CIEICTBUEM 0o0Jiee TECHON B3aUMOCBSI3H
dapmakoguHaMuuecknX dOPEeKToB U PapMaKOKMHETHUECKUX IMapaMeTPOB MEXIY KOHIICHTpAIHeH
u I[1B.

PuBapokcabaH TpPOTHBONOKA3aH TAalMeHTaM ¢ 3a00JCBaHUSAMHU TEYCHH, MPOTEKAIOIIMMH C
KOAaryjionaTueil W pHCKOM KIWHUYECKH 3HAYMMOTO KPOBOTEUEHHs, BKIIOYAs IMAIIMEHTOB C
Uppo3oM redyenu kiaacca B u C mo knaccudukanuu Yaitna-ITsro (cMm. pasaen 4.3.)

Hapywenue ¢pynkyuu novex

Y  B3pOCIBIX  TAIUMEHTOB  HAONIOMANOCh  yBEIMYEHUE  OKCIO3WIMH  pUBapokcadaHa,
KOPPEIHPOBABIIIEE CO CHUKCHHEM TIOYeYHOU (YHKIUU, KOTOpas OLIEHHWBAIach HW3MEpPEHHEM
KJIMpeHca kpeatuHuHa. Y manueHToB ¢ Jerkoi (KK 50-80 mn/mun), cpeqneit (KK 30-49 mn/mun)
i Tsokenor (KK 15-29 mur/muH) cremeHbpio HapymieHHs (YHKIHH TIOYeK KOHIEHTpaIluh
puBapokcabana B miuazme kpoBu (AUC) Obun moBbIieHsl B 1,4, 1,5 u 1,6 pa3za COOTBETCTBEHHO.
CootBeTcTByIOIIEE YBeNUUYCHHE (PapMakoguHaAMUUecKuX 3¢ (HeKkToB ObT0 O0siee BHIPAKEHHBIM. Y
MAalMeHTOB C JIETKOW, CpeAHEd W TSHKEIOW CTEMeHbI0 HapylmieHus (QYHKIMU ToYeK oOIiee
MOIABJICHUE aKTUBHOCTU (hakTopa Xa yBenmuuuBasiock B 1,5, 1,9 m 2,0 pa3a COOTBETCTBEHHO IO
CpaBHEHHMIO CO 310pOBBIMH a0OpoBosbliaMu; [IB Taxxke yBenmuuBasioch B 1,3, 2,2 u 2,4 pasa
COOTBETCTBEHHO.

JlanHble 0 mpuMeHeHnn puBapokcadbana namuentamu ¢ KK <15 mi/MHH OTCYTCTBYIOT.
[Ipenmonaraercs, 4To puBapokKcabaH He MOJBEPraeTcs AUAIU3Y B CBA3HU C BHICOKUM CBSI3bIBAHHEM C
OenKaMHu IJIa3MBbl.

He pexomenayercst mpumeHsats npenapar y manueHToB ¢ KK <15 mu/mun. Cremyer cobmonaTh
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COOTBETCTBYET ZKCNEPTHOMY OTYETY

eTu
BbezomacHocTh 1 3¢ (hekTUBHOCTH puBapokcabaHa y neTeil U MOAPOCTKOB B Bo3pacte A0 18 yer mo
MOKa3aHUIo MPOPHUIAKTHKA HHCYJIbTAa U CHCTEMHON TPOMOOIMOOINY y MAIIMEHTOB ¢ PuOpUIIIsIneit
npecepanuii HeKJIanaHHOTO IPOUCX0XK/IEHNS HE YCTaHOBIICHBI.

Abcopbyus

Jletn monyyanu puBapokca0aH B BHJIE TAOJIETOK WIIM CYCIIEH3UU TSI TIpMeMa BHYTPb BO BpeMs UITH
cpa3y mocje KOpPMIIEHUS WM TpUeMa MU, BMECTe C OOBIYHOW MOpIHEeH KHUAKOCTH IS
obecrieueHns HaJIeKAIEro JO3UpoBaHus y AeTeid. Kak y B3poCHbIX, Tak U y JeTe puBapokcadaH
OBICTPO BCACBIBAETCS IMOCTE MEPOPaTbHOTO NMpUeMa IpenapaTa B JEKapCcTBEeHHOH (popme TadneTku
VI TPaHYJIbI IS IPUTOTOBIICHUS CYCIIEH3UHU I IpreMa BHYTpb. He oTMeuanock pa3HUIIBI HU B
CKOPOCTH, HU B CTEIICHU BCAaChIBAHUS MEXKY JIEKAPCTBEHHBIMU (popMaMU TaOJIETKU U TPaHyJIbl JUIs
MPUTOTOBJICHUS] CYCHEH3UHU MJisl mpuema BHYTpb. [laHHble O (apMaKOKHMHETHKE Yy JAeTed mocie
BHYTPUBEHHOTO BBEJICHUS OTCYTCTBYIOT, IIOATOMY a0COIIOTHAS OMOIOCTYITHOCTh pUBapOKcabaHa y
JeTeil HEeW3BeCTHA. bb10 O0OHAapyXKEHO CHIDKEHHE OTHOCHTEIBHOH OWOJOCTYMHOCTH IIpH
YBEIUYCHUH 103 (B MI/KI MaccChl Tejla), HA OCHOBAaHUM YE€T0 MOXKHO CJeJIaTh MPEANOI0KEeHue 00
oTrpaHUYeHUsAX abcopOmmu 1Jist OoJiee BBHICOKUX 103, JaXKe MpHU MpueMe ¢ nuiiei. PuBapokcaban B
BUJIE TaOJNETOK AO3UPOBKOHN 15 Mr mmm 20 Mr ciexyer NpUHUMATh BO BpeMsi KOPMIICHHS WJIA BO
BpeMsi e1bl (cM. pazaen 4.2.).

Pacnpeoenenue

Cneunduynbpie B OTHOLIEHUH JeTeH JaHHBIE O CBS3BIBAHMM pUBapokcabaHa ¢ OeNKaMy II1a3Mbl
OTCYTCTBYIOT. JlaHHBIE O (apMaKOKHHETHKE Yy JETel TMOocie BHYTPUBEHHOTO BBEIACHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y JneTei (BospactHoil amamazon ot 0 mo <18 njer) mocne
NEepOpabHOTO MpHeMa pHUBapOKcabaHa, CIPOTHO3WPOBAHHBIM C TOMOIIBIO MOMYJISILIMOHHOTO
(hapMaKOKMHETHYECKOTO MOJEIMPOBAHUS, 3aBHCUT OT MAacChl Tella U MOXET OBITh ONHCAaH C
MOMOIIIBIO AJNIOMETPUIECKONM PYHKIMH cO cpenHuM 3HaueHueM 113 11 st cyObekTa ¢ Maccoit Tena
82,8 kr.

buompancgopmayus u snumunayus

Cneuuduynpie B OTHOUIEHMM J€Teil JaHHble O MeTabolu3Me OTCYTCTBYIOT. J[laHHBIE O
(dapMakoKMHETHKEe y JeTell mocie BHYTPUBEHHOTO BBEJCHMS pHUBapokcabaHa OTCYTCTBYIOT.
Knupenc y nereéi (Bo3pactHol nuanazon ot 0 go <18 ner) mocie mepopaibHOTO IpueMa
puBapokcabaHa, CIPOTHO3UPOBAHHBIM C IMOMOIIBIO MOMYJISIMOHHOTO (apMaKOKHHETUYECKOTO
MOJIETTUPOBAHUS, 3aBUCUT OT MacChl Tejla U MOXET OBbITh ONKCAaH C MOMOIIbIO AJUIOMETPUUYECKOM
(GyHKIMM €O CpelHUM 3HadeHWeM 8§ /4 ans cyObekTa ¢ maccoi Ttema 82,8 kr. CpemgHue

TreOMETPUYECKUE 3HAUEHHUS TMepHoja IONyBbIBEACHUS (t12), pacCUMTAaHHBIE C IOMOIIBIO
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HOMYJISIIUOHHOTO  (hapMaKOKMHETHYECKOTO MOI[(‘J'II/IDOBaHHﬂ: -Jﬁ&mﬁiag@t - ;Me_HllEltﬁi_ll:le;H/IeM

BO3pacTa U BapbUpylOTCs OT 4,2 yaca y MOJpOCTKOB 10 MPUMEPHO 3 4acoB y eTel B Bo3pacte 2—12
net, 1o 1,9 u 1,6 yaca y nereit B Bo3pacte 0,5—<2 net u meHee 0,5 roga COOTBETCTBEHHO.
DapmarokuHemuyeckue 0anHvle y NAYUeHmo8

['eomeTpuueckoe cpeanee konueHnTpauuii (90 % uHTepBas) B MHTEpBajax BpeMeHU oTOopa mpoo,
MPUMEPHO COOTBETCTBYIOIIUX MAKCUMAJIbHON M MHUHHUMAJIbHOMW KOHIIGHTPAllUM B HWHTEpBaje
JO3UpPOBaHus, y Aetei ¢ octpoid BTD, monydaromux puBapokcabaH B J03€, 3aBHUCSINEH OT MacChI
TeNa, I MOJyYEHHUs 3KCMO3UILIMHM, COOTBETCTBYIOUIEH TAaKOBOW Yy B3pOCibIX manueHToB ¢ TI'B,

nosrydaronux 103y 20 Mr 1 pa3 B neHb, ipeacTaBieHsl B Taommie 13.

Tabauya 13. Ceoonas cmamucmuxa (cpednee ceomempuueckoe (90% unmepsan)) pasnosecHvlx

KOHYeHmpayuii pusapoxkcabana 8 niasme Kposu (Mke/1) 8 3a8UCUMOCIU OM PEXCUMA OO3UPOBAHUSL

u eospacma
Bpemennsle
HHTEPBAJIBI
Onun pa3 B 1edb | N or 12 no N ot 6 10
18 ner 12 ner
2,5-4 gaca cnycts | 171 2415 24 229,7
(105-484) (91,5-777)
20-24 yaca 151 20,6 24 15,9
cryers (5,69-66,5) (3,42-45,5)
JlBa pa3a B 1eib | N ot 6 10 N oT 2 10 N ot 0,5 10
12 ner 6 et 2 ner
2,5-4 yaca criycrs | 36 145,4 38 171,8 2 H.p.
(46,0-343) (70,7-438)
10-16 gacos 33 26,0 37 22,2 3 10,7
CIIyCTst (7,99-94,9) (0,25-127) (H.p.—H.p.)
Tpu pa3a B aeib | N oT 2 10 N ot poxnaennsa | N ot 0,5 no N oT
6 et 1o 2 aer 2 et POXKICHUSsI
1o 0,5 jder
0,5-3 vaca cnycrst | 5 164,7 25 111,2 13 114,3 12 108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 vacoB ciycts | 5 33,2 23 18,7 12 21,4 11 16,1
(18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PaCCYHUTHIBAIIOCH

3HaueHUs] HIKE HIKHETO mpenena kommuectBeHHoro onpeaeneHus (HITKO) Obutn 3amMeHEHBI Ha

1/2 HITKO nnis pacuera craructuku (HITKO = 0,5 mkr/m).

Dapmakokunemuyeckasi-papmakoOuHAMu4ecKas 3a8UCUMOCTb
Tlon
AHanu3 MOTyYeHHBIX JAHHBIX HE BBISIBIII CYHICCTBEHHBIX PA3IMUUi B IKCIO3UIINH pUBapOKcabaHa

y AETEN pa3HOro mosia.
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Pasnuunas macca mena

VY nereii no3a puBapokcabaHa 3aBHCHUT OT MAacChl Tela. AHAIU3 JaHHBIX, MOJTYYCHHBIX IS IEeTeH,
HE BBIBIJI 3HAYUMOT'O BIIMSIHUS HEJOCTATOYHOM MAcChl Tella HJIM OXKUPEHUS Ha SKCHO3ULIUIO0
puBapokcabaHa.

Mesicomuuueckue paziuyus

AHanu3 MONYYEHHBIX JAHHBIX HE BBISIBWJI 3HAYMMBIX MEXITHHYECKUX Pa3JIMUMil B 3KCIO3UIMU
puBapokcabaHa y JeTel SMOHCKOW, KUTalCKON MM a3MaTCKOW 3THHYECKOH MPHUHAIJICKHOCTH 3a
npeaenamu Anonun u Kurtas 1mo cpaBHEHUIO ¢ 001IeH MeIuaTpUIeCKON MOMyJIsSIueH.

Hapywenue d)VHKuuu nevyerHu

Knunnueckue naHable Ui AeTel ¢ HapylleHueM (QyHKIUH [TeYeHU OTCYTCTBYIOT.

Hapywenue GbVHKI/tuu novyex

JlaHHBIE KJIMHUYECKUX MCCIEAOBAHUM Yy JeTel B Bo3pacTte 1 roma W crapiie cO CpeIHeW Wi
TSDKEJION CTETIeHBI0 HapyIIeHUs (QYHKIUKA TOo4YeK (CKOpPOCTh KIIyOOukoBOW duiasTparuu <50

mi/MuH/1,73 M?) OTCYTCTBYIOT.

6. ®APMAIEBTUUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTeJbHBIX BellleCTB
Anpo:

I'mnpomennosa

Lemntono3a MUKpOKpUCTaITINYECKast

Hatpus naypuicynsgat

JlakTO3BI MOHOTHAPAT

Kpockapmenno3a Hatpust

Maruus creapat

[1neHouyHast 000JIOYKa:

I'oToBass cmech AJIs1 ITPUTOTOBJICHUA IJIECHOYHOH OO0OJI0YKH: cunpomeinosa, mumaHa OUOKCUO

(E171), maxpoeon (noausmunieHeniukoan), kpacumens xenesa okcuo kpacuwii (E172).

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpoK XpaHeHHUs )
2 roqa.

H3MenbpuyeHHbBIE TAOJIETKH

W3menbueHHble TableTKU puBapokcabaHa CTaOMIbHBI B BOJE U B S0JOYHOM MIOpe B TeueHHe 4

YqacoB.
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6.4. Oco0Obie Mepbl PETOCTOPOKHOCTH NPU XPAHEHUH

[Ipu remneparype He Bbiie 25 °C.

6.5. XapakTep H cojiep:kaHUe NEPBUYHOMH YIAKOBKH

ITo 10 TabneTok B KOHTYPHYIO SYCHKOBYIO YIAKOBKY W3 TUICHKH moiuBHHWIXIopHIHOH ([IBX) u
¢donbru aNMIOMUHUEBON MEYaTHOM JTaKUPOBAHHOM.

ITo 3, 6 wiu 9 KOHTYpHBIX SYEHKOBBIX YIMAKOBOK BMECTE C JIMCTKOM-BKJIAJBIIIEM MOMEIIAIOT B

MayKy M3 KapTOHA.

6.6. OcoOble Mepbl NPeJOCTOPOKHOCTH NPH  YHHYTOKEHMHM  HCHOJIb30BAHHOIO
JICKapCTBEHHOI'0 Npenapara UJH 0TX00B, OJy4YeHHBIX NOcJIe IPUMEHEHHs JeKAPCTBEHHOI0
npenapara u Apyrue MAaHHIYJISIIHH € IPenapaToMm.

Bech ocraBmniics JeKapCTBEHHBIN NpenapaT U OTXOAbI CIEAYET YHUUYTOXUTh B YCTaHOBJIEHHOM
HOpsJKE.

H3menpyeHre Ta0IE€TOK

TabneTka puBapokcabaHa MOXKET OBITh M3MeENIbUeHa, CyCrleHIupoBaHa B 50 MJI BOJBI M BBEJICHA
qepe3 HaBOFaCTpaHBHBIﬁ 30HA HWJIN )I(eJIy,Z[O‘-IHBII\/'I 30H JIdA KOpMHeHI/IH I10CJIC HOI[TBep)K,Z[eHI/IH
MOJIOKEHHUS 30HAA B kemyake. [locie 3Toro HeoOXOAMMO CMBITH OCTAaTKU MperapaTra cO CTEHOK
30HJa BOJOW. B cBsi3u ¢ Tem, uTo abcopOIus puBapokcabaHa 3aBUCUT OT MECTa BBICBOOOXKICHHMS
JICHCTBYIOIIETO BEIIeCTBa, HE0OX0IMMO M30eraTh BBEJICHUE pUBapoKcabaHa AMCTAIbHEE KENTYIKa,
B HpOTI/IBHOM cnyqae 9TO MOXKECT HpI/IBeCTI/I K CHHXCHUIO 36C0p6I_II/II/I H, CJICOOBATCIBHO, K
CHIDKCHHMIO OKCIIO3WIMHU JeicTByromero BemectBa. [locie mpuemMa TaOneToKk puBapokcabaHa

03UpoBKOM 10 MI HE3aMeITTUTETBHBIN MPUEM SHTEPATILHOTO MMUTAHMS HE TPEOYyeTCs.

7. JEPXATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHMUSA

«Kcantuc ®apma Jlumuren», Kump.

7.1 TIlpencraBuTe b iep:KaTessi PerucTPAllMOHHOIO YA0CTOBEPEHUSs

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccniickas @enepanvs

00O «Kcantuc @apma»

Anpec: 125009, r. MockBa, BH. Te€p. T. MyHUIIMITAJILHBIA OKpyT ApOat, yia. Bo3asuxenka, 1. 4/7,
cTp. 2, moment. 1/1.

Ten.: +7 (495) 970-07-50

OnektponHas noyra: info.ru@xantispharma.com
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8. HOMEP PETUCTPAHMOHHOI'O YC
9.
INEPEPETUCTPAIIN)

JlaTa nmepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

JATA TIEPBUYHOI PETMCTPAIIMU (MMOATBEPJKIEHMSI PETHMCTPAILINH,

OO6mas xapakTepUCTHKa JIEKapCTBEHHOro mpemnapaTa ['entpakca nocTynHa Ha WH()OPMALIMOHHOM

nopraiie EBpa3suiiCKOro 3KOHOMHYECKOIO COI03a

«Hurepuet» (https://eec.eaeunion.org).

B HMH(OPMAIIMOHHO-KOMMYHHKAIIHOHHON CETH

57




	ОБЩАЯ ХАРАКТЕРИСТИКА ЛЕКАРСТВЕННОГО ПРЕПАРАТА
	2. КАЧЕСТВЕННЫЙ И КОЛИЧЕСТВЕННЫЙ СОСТАВ
	3. ЛЕКАРСТВЕННАЯ ФОРМА
	4. КЛИНИЧЕСКИЕ ДАННЫЕ
	4.2. Режим дозирования и способ применения
	Профилактика инсульта и системной тромбоэмболии у взрослых
	Рекомендованная доза составляет 20 мг один раз в день, что также является рекомендованной максимальной суточной дозой.
	Терапия препаратом Гелтракса должна рассматриваться как долговременное лечение при условии, что польза от профилактики инсульта и системной тромбоэмболии превышает риск кровотечения (см. раздел 4.4.).
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	5.2. Фармакокинетические свойства
	У взрослых пациентов при приеме ривароксабана приблизительно 2/3 дозы подвергаются метаболизму и в дальнейшем выводятся равными частями почками и через кишечник. Оставшаяся 1/3 принятой дозы выводится посредством прямой почечной экскреции в виде неизм...
	Ривароксабан метаболизируется посредством изоферментов СYРЗА4, CYP2J2, а также при помощи механизмов, независимых от системы цитохромов. Основными участками биотрансформации являются окисление морфолиновой группы и гидролиз амидных связей. Согласно да...
	Фармакокинетика у особых групп пациентов
	У взрослых пациентов, получающих ривароксабан в дозе 20 мг 1 раз в день для лечения острого ТГВ, геометрическое среднее концентраций (90 % предиктивный интервал) через 2−4 часа и примерно через 24 часа после приема дозы (что примерно соответствует мак...
	Фармакокинетическая-фармакодинамическая зависимость
	Соотношение фармакокинетических параметров и фармакодинамических эффектов (ФК/ФД) между концентрацией ривароксабана в плазме крови и несколькими конечными фармакодинамическими точками (ингибирование фактора Ха, протромбиновое время, АЧТВ, HepTest) оце...
	Пол
	У взрослых не было клинически значимых различий фармакокинетики и фармакодинамики среди мужчин и женщин.
	Пациенты пожилого возраста
	У пожилых пациентов концентрация ривароксабана в плазме выше, чем у молодых пациентов, среднее значение AUC приблизительно в 1,5 раза превышает соответствующие значения у молодых пациентов, главным образом, вследствие кажущегося снижения (вероятного) ...
	Различная масса тела
	У взрослых критическая масса тела (менее 50 кг и более 120 кг) лишь незначительно влияла на концентрацию ривароксабана в плазме крови (менее 25 %). Коррекция дозы не требуется.
	Межэтнические различия
	Клинически значимых различий фармакокинетики и фармакодинамики у пациентов европеоидной, афроамериканской, латиноамериканской, японской или китайской этнической принадлежности не наблюдалось.
	Нарушение функции печени
	У взрослых пациентов с циррозом печени и нарушением функции печени легкой степени (класс А по классификации Чайлд-Пью) фармакокинетика ривароксабана лишь незначительно отличалась от соответствующих показателей в контрольной группе здоровых испытуемых ...
	У пациентов с циррозом печени и нарушением функции печени средней степени (класс В по классификации Чайлд-Пью) средняя AUC ривароксабана была значительно повышена (в 2,3 раза) по сравнению со здоровыми добровольцами. Несвязанная AUC увеличивалась в 2,...
	Подавление активности фактора Ха у пациентов с нарушением функции печени средней степени было выражено в 2,6 раза сильнее, чем у здоровых добровольцев; величина ПВ также возрастала в 2,1 раза. Пациенты с нарушением функции печени средней степени были ...
	Ривароксабан противопоказан пациентам с заболеваниями печени, протекающими с коагулопатией и риском клинически значимого кровотечения, включая пациентов с циррозом печени класса В и С по классификации Чайлд-Пью (см. раздел 4.3.)
	Нарушение функции почек
	У взрослых пациентов наблюдалось увеличение экспозиции ривароксабана, коррелировавшее со снижением почечной функции, которая оценивалась измерением клиренса креатинина. У пациентов с легкой (КК 50–80 мл/мин), средней (КК 30–49 мл/мин) или тяжелой (КК ...
	Данные о применении ривароксабана пациентами с КК <15 мл/мин отсутствуют.
	Предполагается, что ривароксабан не подвергается диализу в связи с высоким связыванием с белками плазмы.
	Не рекомендуется применять препарат у пациентов с КК <15 мл/мин. Следует соблюдать осторожность при применении препарата у пациентов с КК 15–29 мл/мин (см. раздел 4.4.).
	Дети
	Безопасность и эффективность ривароксабана у детей и подростков в возрасте до 18 лет по показанию профилактика инсульта и системной тромбоэмболии у пациентов с фибрилляцией предсердий неклапанного происхождения не установлены.
	Абсорбция
	Дети получали ривароксабан в виде таблеток или суспензии для приема внутрь во время или сразу после кормления или приема пищи, вместе с обычной порцией жидкости для обеспечения надлежащего дозирования у детей. Как у взрослых, так и у детей ривароксаба...
	Распределение
	Специфичные в отношении детей данные о связывании ривароксабана с белками плазмы отсутствуют. Данные о фармакокинетике у детей после внутривенного введения ривароксабана отсутствуют. Vss у детей (возрастной диапазон от 0 до <18 лет) после перорального...
	Биотрансформация и элиминация
	Специфичные в отношении детей данные о метаболизме отсутствуют. Данные о фармакокинетике у детей после внутривенного введения ривароксабана отсутствуют. Клиренс у детей (возрастной диапазон от 0 до <18 лет) после перорального приема ривароксабана, спр...
	Фармакокинетические данные у пациентов
	Геометрическое среднее концентраций (90 % интервал) в интервалах времени отбора проб, примерно соответствующих максимальной и минимальной концентрации в интервале дозирования, у детей с острой ВТЭ, получающих ривароксабан в дозе, зависящей от массы те...
	Таблица 13. Сводная статистика (среднее геометрическое (90% интервал)) равновесных концентраций ривароксабана в плазме крови (мкг/л) в зависимости от режима дозирования и возраста
	н.р. – не рассчитывалось
	Значения ниже нижнего предела количественного определения (НПКО) были заменены на 1/2 НПКО для расчета статистики (НПКО = 0,5 мкг/л).
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