COOTBETCTBY

OBIIASA XAPAKTEPUCTHUKA JIEKAPOFBEHHOI-O-HF

1. HAMUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPEITAPATA
PuBapokcaban-Yb®, 15 mr, TabneTku, MOKPHITHIC TIICHOYHOH 000JI0UKOM
PuBapokcaban-Yb®, 20 mr, Ta0JIeTKH, TOKPHITHIC TUICHOYHON 000JI0YKOMH

2. KAUECTBEHHBIN U1 KOJJMYECTBEHHBINA COCTAB

JlelicTBy1o1IIEE BEIIECTBO: pUBapOKcabaH

PuBapokcaban-Yb®, 15 mr, Ta01eTKH, MOKPBITHIC MICHOYHOU 000I0YKOM

Kaxknas TabGieTka, mOKphITas INIEHOYHOM 000JI0YKOM, COAepKUT 15 Mr puBapokcabaHa.
PuBapokcaban-Yb®, 20 mr, Ta0IeTKH, MOKPBITHIC MICHOYHOW 000I0YKOM

Kaxxnas TabGieTka, mOKphITas INIEHOYHOM 000109KOM, coaepkuT 20 M puBapokcabaHa.
BcnomorarenbHbie BeliecTBa, HaJIMYKME KOTOPBIX HAA0 YUYUTHIBAaTH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JiakTo3a, HaTpui (cM. pazzaen 4.4).

[TonHbIii IepeYeHs BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE MICHOYHONU 000I0YKOM

PuBapokcaban-YB®, 15 mr, Ta01€eTKH, MOKPBITHIC MTICHOYHOW 000I0YKOM

TabneTku, MOKPHITHIE IUIGHOYHON 000J0YKOM Oenoro Wi TMOuYTH OeNoro IBeTa, KpYIJIbIe,
JBOSIKOBBITYKJION (hopmbl. Ha momepeunoMm paspese sapa TabJIeTOK UMEIOT Oemblid WIH MOYTH OeIbIi
LIBET.

PuBapoxcaban-YBb®, 20 mr, Ta0IeTKH, MOKPBITHIC MTICHOYHOW 000I0UKOM

TaOneTku, MOKPHITHIE IUIGHOYHON 000J0YKOM Oenoro Wi MOuYTH OeNoro IBeTa, KpYIJIbIe,
JBOSIKOBBITYKJION (hopmbl. Ha momepednom paspese sapa TabJIeTOK MMEIOT Oemblid WIH MOYTH OeIIbIi
LIBET.

4. KINMHUYECKHUE JJAHHBIE

4.1 IloxkazaHusl K NPUMEHEHHIO

JlekapcTBeHHbIH npenapat PuBapokcaban-Yb® 15 Mr nokaszaH K NpUMEHEHUIO:

- y B3pOCIBIX B Bo3pacTe oT 18 jer u crapiie;

- y IeTel ¥ MOAPOCTKOB B Bo3pacTe 10 18 net ¢ Maccoii tena ot 30 Kr.

Bspocnvie

. [IpodunakTuka HHCYJIbTa M CHCTEMHON TpoMOOAIMOONIMM y TalMEeHTOB C (QuOpmsueit
IIpeICEpAN HEKIIAIIAHHOTO IIPOUCXO0XKICHUS;

o Jleuenne Tpombo3a riay6okux BeH (TI'B) m TpomOGosmbGonuu nerounoit aprepun (TOJIA) n
npodunaktuka peuuausoB TI'B u TOJIA.

HHemu

o Jleuenne BeHO3HOM TpoMOosMOomuu (BTD) m mpodunaktuka perunuso BTO y npereit u
MOAPOCTKOB B Bo3pacte 1o 18 yer ¢ maccoit Ttena ot 30 Kr mociie HE MeHee S5 JAHEHHaYaIbHOU
MapeHTEepaAIbHON aHTUKOAryJITHTHOW TEPAINH.

JlexapcTBeHHbIH npenapat PuBapokcaban-YBb® 20 Mr noka3aH K OpUMEHEHUIO:

- y B3pOcCIBbIX B Bo3pacte oT 18 jer u crapiie;

-y IeTeil ¥ MOAPOCTKOB B Bo3pacTe A0 18 et ¢ maccoit Tena ot 50 Kr.

Bspocnvie

. [IpodpumnakTuka MHCYJIbTa M CHUCTEMHOM TPOMOOAMOONMHM y MalUEHTOB ¢ (UOpMILIAIMEH
npeicepAnii HeKJIaaHHOTO IPOUCXOXKICHUS;

J Jleuenue Tpomb603a riybokux BeH (TI'B) u tpomOosmOonuu nerounoit aprepuu (TOJIA) u
npodunaktuka peruauoB TI'B u TOJIA.

Jemu

. Jleuenue BeHo3HOU TpomOoaMOomuu (BTJ) u mpodunaktuka peuunuoB BTD y gerelr u
MOJPOCTKOB B Bo3pacte a0 18 yer ¢ maccod tena or S50 Kr mociie HE MEHee 5 NHEeMHadalbHOU
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(MOCNEOOBATENEHOCTE 0003)

MapEeHTEPAIbHON aHTUKOATYJISIHTHOW Tepanuu

4.2. Pe:xuMm 103MPOBAHUSA U CIIOCO0 MPUMEHEHUS

Pexum go3upoBanus

IIpopunaxmuxa uncynoma u cucmemuou mpomboIMO0IUU Y 83POCTbIX

PexomennoBanHas fo3a coctasisger 20 MI OMH pa3 B JE€Hb, YTO TAKXKE SBIISIETCS PEKOMEHIOBAaHHOU
MaKCUMaJIbHON CyTOYHOU JT030M.

Tepanus npenaparom PuBapokcaban-Yb® nomkHa paccMaTpuBaThCS KakK JOJITOBPEMEHHOE JICUEHUE
IIpH YCJIOBUH, YTO MOJb3a OT MPO(UIAKTUKA HWHCYJIbTA M CHUCTEMHON TPOoMOO03MOOIMU HpPEBHIIIAET
pUCK KpoBOTedeHHUs (cM. pazaen 4.4.).

Leticmeus npu nponycke npuema npenapama

Ecnmu mpueM 1036l TpOMyIIeH, NAIMEHT JJOJDKEH HEMEJIGHHO NPHHATH TaONeTKy Tperapara
PuBapokcaban-Yb® u Ha ciaeayroommuii JAeHb NPOJOJDKATh MPUEM Ipernapara OJWH pa3 B JCHb Kak
pekoMeHI0BaHO. B 3TOT ke JeHb He cieAayeT NpPUHUMATh JABOMHYIO 103y Il KOMIIEHCAIlUU
MPOMYIEHHOM J103bl.

Jlewenue TI'B u TOJIA u npogpunraxmuxa peyuousos TI'B u TOJIA y 3pocivix

PexoMenoBanHasi HayaiabHas 103a npu jgedeHur octpeix TI'B wim TOJIA coctaBiser 15 mr aBa pasa
B JICHb B TE€UCHHE NEPBBIX 3 HENIEb C MOCIEAYIONINM IePeX0/I0M Ha 103y 20 Mr OAuH pa3 B J€Hb IS
JnanbHEHIero eueHus u npodunaktuku peruausoB TI'B u TOJIA.

Kopotkast npoomkuTeabHOCTh Kypca JiedyeHHus (Kak MUHUMYM 3 Mecsla) JoJKHa ObITh pacCMOTPEHA
s narueHToB ¢ TI'B wnu TOJIA, cipoBOIIMPOBaHHBIX CEPhE3HBIMH 00pAaTUMBIMU (aKTOpaMH pUCKa
(T.e. HETaBHEE CEPHE3HOE XUPYPTrUUECKOE BMEIIATENHLCTBO WM TpaBma). boiee

JUTMTEIIBHBIA TIEPHOJ] JICYCHUSI JOJDKEH OBITh paccMOTpeH i marueHToB ¢ TI'B wmm TOJIA, He
CBSI3aHHBIMHU C CEPBE3HBIMH OOpaTUMBIMU (haKTOpaMHU PHUCKA, ¢ HECIPOBOUMPOBaHHBIMU TI'B wmim
TOJIA, wmm ¢ TI'B nnu TOJIA B anamHe3se.

Kornma nokazana npomiieHHas npodwmiaktuka pernuauBoB TI'B mmu TOJIA (mocie 3aBepiieHHS Kak
MuHUMYM 6 MmecsteB nedenust TI'B unu TOJIA), pekomenaoBanHast 1o3a coctaniser 10 Mr ofuH pas B
nenb. [lannentaM ¢ BbICOKMM puckoM peuuauBupytomero TI'B win TOJIA, Takum Kak MalveHTsl ¢
TSOKEJBIMU COMMYTCTBYIOIIMMHU 3a00JI€BaHUSIMH WIH Y KOTOPBIX pa3Buiics penunuBupyomuid TI'B nim
TOJIA npu npojyieHHON npodunakTuke npenapatom PuBapokcaban-Yb® B nozuposke 10 mr ogun
pa3 B JeHb, HEOOXO/IMMO PAcCCMOTPETh Ha3HaueHue mpenapara PuBapokcaban-Yb® B mo3uposke 20
MT OJIMH pa3 B JICHb.

[TpoaomKUTENFHOCTh JIEYEHUS W BHIOOP J103bI JOJDKHBI ONPEAENSAThCS WHIUBUAYaIbHO TIOCIe
TIATEIHHOM OLIEHKH MOJIB3bI JICUCHUSI IPOTUB PUCKA BOZHUKHOBEHHUS KPOBOTEUEHHS (CM. pasnen 4.4.).

Ilepuon Bpemenu Cxema npuema Cymmapuas
CyTOYHasi 1032
Jleuenne n mpogunakTHka Hens 1 - 21 15 Mr n1Ba pas3a B JICHb 30 mr
peunauBoB TI'B u
THOJIA C 22 mua 20 Mr oJiuH pa3 B I€Hb 20 Mr
[Ipodumnakruka Tocae 3apepueris kax 10 Mr onMH pa3 B IeHb WIH 10 mr
nauBoB TI'B u TOJIA MHHHMYM 6 MECAIIEB JICHCHH 20 Mr oJiuH pa3 B ICHb wm 20 Mr
pett TI'B wm TDJIA

Heticmeus npu nponycke npuema npenapama

Ecam mpueM nmo3pl mpomyimieH mpu pekuMe 03upoBaHUs 15 Mr nmBa pasa B aeHb (meHb 1 - 21),
MaIlMeHT JO0JDKEH HEeMENJeHHO MPHUHATH mpenapatr PuBapokcaban-YB® mis mocTHKeHUs CyTOYHOM
no3bl 30 Mr mpemapara PuBapokcaban-Yb®. B nmanHom cinydae nBe Ttabnetkw 15 Mr mMoryT OBITH
NPUHATHI B OJMH mnpueM. Ha cremyromuii neHb NAMEHT AOKEH MPOAOKATh PETYJSPHBIA MpUEM
npenapara 15 mr 1Ba pasa B I€Hb KaK pEKOMEHIOBAHO.

Ecnn mpuem 103bl OpoONylIeH OpU PeXUME JO3UPOBAHMUS OJUH pa3 B JE€Hb, NAIUMEHT AOJKEH
HEMEJIJICHHO MPUHATH TabJeTKy npemnapara PuBapokcaban-Yb® u Ha ciemyrommii 1eHb MPOI0KATh
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(NOCNENOBATENEHOCTH 0003
IpHUeM TIpernapara OIuH pa3 B JIeHb KaK PEKOMEHAOBaHO. B o ';;CEJHéH'B'HE elyeT HpHHUMATh

JBOMHYIO O3y JUIsl KOMIICHCALUH IIPOITYIEHHOMN 103bl.

Ilepexoo ¢ anmaeonucmos sumamura K (ABK) na npenapam Pusapokcaban-YbD

. [TpodunakTruka HHCYIbTA U CUCTEMHOM TPOMOOIMOOTUH:

cnenyetr npekpaTuTh JsedeHne ABK wu Hauate sedenume mnpemnapatom Puapokcaban-Yb® mpu

3HAYEHUHU MEKIYHAapOIHOro HopManu3zoBaHHoro otHomenus (MHO) = 3,0.

. Jleuenne TI'B, TDJIA u npoduiaakTuka peuuauBOB Y B3POCIBIX:

cnenyetr npekpaTuTh Jsedenne ABK wu Hauate nedenume mnpernapatom Puapokcaban-Yb® mpu

snayenuu MHO = 2.5.

IIpu mepexone mnamuentoB ¢ ABK Ha mnpenapar PuBapokcaban-Yb® 3nauenus MHO Oynyr

omKrOOYHO 3aBBINICHHBIMH TOCe mpuema mpenapara Pusapokcaban-Yb®. MHO ne moaxomut ams

oTpesieNieHUs] aHTUKOATYJISIHTHON aKTUBHOCTH npenaparta PuBapokcaban-Yb® u nostoMy He TOJKHO

KCIIOJIB30BaThCS € ATOM 11elbio (cM. paznen 4.5.).

Ilepexoo c npenapama Pusapoxcaban-Yb® o na aumazonucmol sumamuna K

CymiecTByeT BEpOSTHOCTh BO3HMKHOBEHHS HEJOCTATOYHOTO AHTHKOATYJISIHTHOTO J(dexTa mpu

nepexone ¢ mnpenapara PuBapokxcaban-Yb® na ABK. Heobxomumo oOecrieunTh HETpepbIBHBIM

JOCTaTOYHBIA aHTUKOATYJISHTHBIA 3 (deKkT Bo BpeMs mepexoja Ha aJbTepHATHBHBIN aHTUKOATYJISHT.

CrnenyeT oTMETHTb, uTO Tipenapat PuBapokcaban-Yb®d moxer ciocobcTBoBath nossimeHno MHO.

[Tanmentam, mepexomsmuMm ¢ npenapata PuBapokcaban-Yb® na ABK, ciemyer ogHOBpeMEHHO

npunuMate ABK, moka MHO He nocturner > 2,0. B TedyeHue nepBbIX ABYX JHEH MEPEXOJHOTO

nepuojia J0HKHA MPUMEHATHCS cTaHAapTHas HavdanbHas no3a ABK ¢ mocnemyromeit nozoit ABK,

onpenensieMoil B 3aBucuMoctd oT BennuuHbl MHO. Bo Bpemsi OJHOBPEMEHHOrO INPUMEHEHHS

npemnapara PuBapokcaban-Yb® u ABK 3nauenne MHO nomkHO onpenessiTbes He paHee, 4eM yepes 24

yaca 1ocje MpeblayIIero mpueMa, Ho 1o IpueMa clieAyromeil 1o3sl npenapara PuBapokcaban-YbO.

[Tocrme mpekpamieHus: MpuUMeHEHHs npernapara Puapokcaban-Yb® 3nauenne MHO Moxker OBITH

JIOCTOBEPHO OIpe/iesieHo yepes 24 yaca mocie npueMa nocieaneid 1o3sl (cM. pasaenst 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvubix anmuxoayisaHmos Ha npenapam Pusapokcaban-Yb®

VY B3pOCHBIX, MNOJYYarOUIMX IapeHTEpPAIbHbIE AHTUKOATYJISHTBI, CIEAYeT IPEKpaTUTh BBEICHHE

MapeHTEepaAIbHOTO aHTHUKOAryJjsHTa M HadyaTh NpUMeHeHue npenapata Puapokcaban-Yb®d 3a 0 - 2

yaca 10 BPEMEHHM CIEIYIOLIET0 IUIAHOBOTO BBEJAEHUS IApEHTEPAIBHOIO Ipernapara (Hampumep,

HU3KOMOJIEKYJIIDHOIO T€MapuHa) WM B MOMEHT IPEKpAIleHHUs HENPEepbIBHOTO BBEACHUSA

MapeHTepaIbHOrO0 Mpemnapata (HampuMmep, BHYTPUBEHHOTO BBEICHHMsS HEPPaKLHOHUPOBAHHOTO

rernapuHa).

Ilepexoo ¢ npenapama Pusapoxcaban-YBb® na napenmepanvhvie anmukoazyisiHmol

Cnenyer otmenuth mnpenapar Pupapokcaban-Yb® u BBecTH NepByl0 J03y MapeHTEPaIbHOIO

aHTUKOAryJIsHTa B TOT MOMEHT, KOTJa HY)XHO OBbUIO TNPHHATH CIEAYIOUIYI0 [03y Ipernapara

PuBapokcaban-Yb®.

Oco0ble rpymninbl NalueHToB

Iayuenmwi ¢ Hapyuienuem ynKyuu novex

Nwmeromuecss orpaHuyeHHblE KIMHUYECKUE JIaHHBIE JEMOHCTPUPYIOT 3HAUUTEIbHOE ITOBBIIICHHE

KOHIIGHTpalui puBapokcabaHa B IUIa3Me KPOBU Yy MAIMEHTOB C TSKEJIOW CTEMEHbIO HapyIIEHUS

¢bynkuun nouek (knupeHc kpeatuHuHa (KnKp) 15 - 29 mn/mun). BenenctBue sToro ans naHHOU

KaTeropuu ManueHToB npenapaT PuBapokcaban-Yb® cnenyer NpUMEHATH C OCTOPOXKHOCTBIO.

[Ipumenenue He pekoMenayercs y nanuenToB ¢ KnKp <15 mun/mun (cm. paznens 4.4. u 5.2.).

VY nanuento co cpenneit (KnKp 30 - 49 mn/mun) wnn tsoxenoit (KnKp 15 - 29 mn/MuH) crenensro

HapyuieHus! QyHKIMU ToYeK HeoOX0UMO CJIeI0BaTh PEKOMEHIAINAM HIKE:

. [Ipn npodunakTuke MHCYIbTA U CUCTEMHOW TPOMOOSMOOJUHM Yy MalUEHTOB ¢ (uOpuUIsIImen

Mpe/icepinii HEKJIAaHHOTO MPOUCXOXKACHHUSI PEKOMEHI0OBaHHas J]03a COocTaBisieT 15 Mr oauH pa3 B

JeHb (cM. pasznen 5.2.).

. IIpu newenun TI'B u TOJIA u npodmnaktuke peruauBoB TI'B u TOJIA: manuentam

Heo0X0uMO NMpUHUMATh 15 Mr iBa pa3a B IeHb Ha MPOTSHKEHUU NEPBBIX TpeX HeAenb. BriocnencTsum,

KOIJa peKoMeHJyemas no3a npenapara Pusapokcaban-Yb® cocraBur 20 mMr onuH pa3 B [€Hb,
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ClIeAyeT MPeIyCMOTPETh CHIKEHUE 103bl ¢ 20 Mr_Jo l'gl 'ﬁr'-lgﬂ;fHEiﬁeEEgI:'Eléﬁ'i;,T%éjliPII":i)'HCK

BO3HHUKHOBEHHUS KPOBOTEUEHHS y MallMEHTa Bbllle pucka peuuauBoB TI'B u TOJIA. Pekomenaanus no
IPUMEHEHHIO 103kl 15 Mr ocHOBaHa Ha (PapMaKOKMHETHYECKOM MOJEIMPOBAHUU U HE M3ydajach B
KIIMHUYECKUX UccheqoBaHusx (cM. pasnens 4.4., 5.1. u 5.2.).
Korna pekomenioBanHas 7j03a cocrasisier 10 Mr oauH pa3 B JeHb, KOPPEKLUH J03bI 10 CPABHEHUIO C
PEKOMEHI0BaHHON He TpeOyeTcs.
VY manueHToB ¢ Jerkoil creneHpro Hapymenus ¢yHkmuu modek (KnKp 50 - 80 mu/mun) koppekuus
103bI HE Tpedyercs (cM. pazaen 5.2.).
Iayuenmvi ¢ napywenuem @ynKkyuu nevenu
[Ipemapar PuBapokcaban-Yb® mnpoTHBOMOKa3aH TNalMeHTaM ¢ 3a00JIeBaHUSMU  IICUYCHH,
COIIPOBOKIAIOIMMHUCS KOAryJoNnaTHed M PUCKOM KIMHUYECKM 3HAYUMOIO KPOBOTEYEHHUS, B TOM
qHcye ManueHTaM ¢ nuppo3oM neuenu kiacca B u C nmo knaccuduxanuu Yaitng-Ilsio (cMm. pasaens
43.n52.).
Tayuenmur nodicunozo éozpacma
Koppexkuust 10o3s1 HE Tpedyercs (cM. pazaen 5.2.).
Macca mena
Koppekus 10361 y B3pociibix He Tpedyercs (cM. pa3zaen 5.2.).
Ilon
Koppekuust 1o3s1 He TpebyeTcs (cM. paznen 5.2.).
Tayuenmoi, noosepzarowjuecs Kapouosepcuu
Jleuenue mnpemnaparoM PuBapokcaban-YB® Moxer ObITh HayaToO WM HPOJOJDKEHO Y MHAlMEHTOB,
KOTOPBIM MOXET ITOTPeOOBAThCS KapAHUOBEPCHSI.
IIpu xapauoBepcuu 1oja KOHTpoJieM yupecnuieBogHon sxokapauorpaduu (UI19x0-KI') y manuenros,
KOTOpBIE paHee HE MOJydYalld aHTHKOATYJSIHTHOW Tepanmuu, [uis oOecredeHHust aJeKBaTHON
aHTUKOATyJIILUY JiedeHue npenapatoM PuBapokcaban-Yb® nomkHO HauMHATBCS MO MEHbIIEH Mepe
3a 4 yaca 10 kapauoBepcuu (cMm. pazaensl 5.1. u 5.2.). JIns Bcex mamueHTOB Iepes KapauoBepcueit
JIOJPKHO OBITh MOJIY4€HO HMOJTBEPXKJIEHHE O TOM, YTO MallMeHT NpuHsI npenapaTt PuBapokcaban-Ybd
B COOTBETCTBUHM C HazHaueHHeM Bpada. [Ipu mpuHATHM pelieHuil o Havajae U MpOAOLKUTEIbHOCTU
JIEYEHUsl CIIeLyeT NPHHHMAaTh BO BHHMMAaHHE JEHCTBYIOIIME PYKOBOACTBA M PEKOMEHJALMH IO
AHTUKOAryJISHTHOM Tepanuy y MaluyueHTOB, [0/IBEPratoIiuMcs KapAHOBEPCHH.
Hayuenmor ¢ Qubpunnayuer npeocepoull HeKIANaHHo20 Npoucxoxcoenus, nepenecuiue YKB
(upeckodicHoe KOpOHapHOe BMEUAmenbcmeo) co CMEHMUpPOsarHuem
Nwmeercss orpaHUYeHHBIA OMBIT MpUMEHEHMs mpenapara PuBapokcabaH-Yb® B ymeHblIeHHOH N103€e
15 mr 1 pa3 B nenp (uiu 10 mr 1 pa3 B AeHb Uil MALMEHTOB CO CPEAHEM CTENEHBI0 HapyLIEHUS
¢ynkunn noyex (KnKp 30 - 49 mn/mun)) B koMOMHaIuu ¢ muHru6utopom perentopa P2Y12 B reuenue
MakcuMyM 12 mecsileB y HalueHToB ¢ GuOpHuIIIMuen mpeacepanidi HeKJIanaHHOTO MPOUCXOKICHMUS,
KOTOpPBIM  HEOOXOIUMM HpHUEeM NepopalbHBIX AaHTUKoaryasHTtoB u  mnepeHecumx YKB co
CTeHTUpoBaHHeM (cM. pazaensl 4.4. u 5.1.).
ern
Jleuenue BTO u npogpunakmuxa peyuousos BT y oemeiti u noopocmkos
Jleuenue npenapatoM PuBapokcaban-Yb® y neteit u moapocTkoB B Bo3pacte 10 18 jeT JomKHO OBITh
Ha4yaTo TOCJIe He MeHee 5 JHEel HavyalbHOW MapeHTepaIbHON aHTUKOATYJITHTHON Tepanuu (CM. pa3jien
5.1.).
Jlo3a 11 netei 1 HoJAPOCTKOB paCCUUTHIBAETCS B 3aBUCUMOCTH OT MAcCChl Tela:
° Macca tesa ot 30 kT 10 50 kT
peKoMeHJ0BaHHas jJ03a 15 Mr puBapokcabaHa OJUH pa3 B J€Hb, UTO SIBJISETCS MaKCHUMalbHOU
CYTOYHOM J103011;
J macca Tena 50 kr unu Oonee:
pekoMeHa0BaHHas ja03a 20 Mr puBapokcabaHa OJUH pa3 B J€Hb, UTO SIBJIAETCS MaKCHUMalbHOU
CYTOYHOM J103011;
o JUIsl TIaMeHTOB ¢ Maccoll Tena MeHee 30 Kr HeoOXOOUMO NPHUMEHATH IpernapaT
Puapoxcaban-Yb® B ¢hopme rpaHys 1715 IPUTOTOBJICHUS CYyCIIEH3UH [ IpUeMa BHYTPb.
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Ha peryispHOii OCHOBE HEOOXOAMMO MOHHTOPHPOBATH BEC e A A aTh 24038 Pro

HE00X0MMO, YTOOBI OOECTEYUTh TOJJEp)KaHHE TeparneBTUYecKol 03bl. KoppekTHpoBKa 103bI
JOJKHA BBIIIOJHATHCS TOJIBKO HA OCHOBAHUU M3MEHEHUS MAacChl TEJIa.

Tepanus y nereil ¥ NMOAPOCTKOB JOJDKHA IMPOJOJIKATHCS MO KpallHEH Mepe B TEUEHHE 3 MECSLEB.
JUINTENbHOCTh JIEYEHMs MOXeT ObITh YyBelMuYeHa 10 12 MecsleB B clyyae KIMHUYECKON
HeoOXxonuMocTu. JlaHHBIE B TOJAEPIKKY CHIDKEHHUS J03bl Yy JeTeil mocie 6 MecsleB Teparnuu
OTCYTCTBYIOT. COOTHOLIEHHE IOJIb3a-PUCK IIPHU UIMTEIBHOCTU TEPANMU CBBIIIE 3 MECALEB JOJIKHO
OLIEHUBAThCA MHIMBUAYAILHO, TIPUHIMAs BO BHUMAaHUE PUCK pElMIMBa TPOMOO3a M MOTEHIMATbHBIN
PHUCK KPOBOTEUYECHHS.

Hevicmsus npu nponycke npuema npenapama

Ecnu npuem 10361 IpoMyIieH, He0OX0IMMO MPUHATH MIPONYLIEHHYIO 103y KaK MO>KHO ObICTpee mociie
TOr0, KaKk 3TO 3aMETWJIM, HO TOJbKO B 3TOT € JeHb. Eciu 3TO HEBO3MOXKHO, NAIMEHT JOJKEH
IIPOIIYCTUTH ATY 103y U NPOAOJDKUATH IPUEM CO CIEAYIOLIEH 103bl B COOTBETCTBUHU C Ha3HAYCHHUEM
Bpaua. [lanueHT He JOKEH NPUHUMATH JBOMHYIO 103y AJI1 KOMIIEHCALIMH [TPOIYIIEHHOM 103Bl.
be3onacHocth u 3 dpexTuBHOCTD Ipenapata PuBapokcaban-Yb® y nereii B Bo3pacre ot 0 q0 <18 ser
M0 TIOKA3aHWI0 TPOPUIAKTHKA WHCYJIbTa H CHCTEMHOH TpPOMOOAMOOIMM y TMAIMEeHTOB C
¢ubpwsMei npeacepaAnii HeKIanaHHOIO MPOUCXOXKACHUS HE YCTaHOBJIEHBI. /laHHbIE OTCYTCTBYIOT.
B cBs3u aTum, npenapar PuBapokcaban-Yb® He pekomMeHyeTcss K IPUMEHEHHIO Y JIETeH B BO3pacTte
1o 18 ner no nokazaHusM UHbIM, yeM jiedenue BT u npodunakrtuka peungusos BTO.

[Ipenapar PuBapokcaban-Yb®, 15 mr, Ta0neTku, MOKPHITHIE TUIEHOYHOW OOOJOYKOW, HE CIIEAyeT
Ha3HayaTh (MPUMEHSATH) y Aetel B BozpacTe oT 0 1o <18 ser ¢ maccoit Tena meHee 30 Kr 1 JaHHOU
JIEKapCTBEHHOH ()OpPMBI B CBSI3M C HEBO3MOXKHOCTBIO OOECIIEUHUTH PEXHUM J03upoBaHus. s
YJIOBJIETBOPEHUSI MOTPEOHOCTEN YyKa3aHHOM Ipymlmbl NAlMEHTOB HEOOXOAMMO NMPUMEHSThH Ipernapar
PuBapokcaban-Yb® B ¢opme rpany [uisi IPUTOTOBICHUS CYCIICH3HUHU ISl IPHEMa BHYTPb JUIS JIETEH.
[Ipemapat PuBapokcaban-Yb®, 20 mr, TaOneTKu, MOKPHITHIE IMJICHOYHOW OOOJIOUKOW, HE CIeayeT
HazHayaTh (IpUMEHATH) y Aetel B Bo3pacte oT 0 1o <18 ner ¢ maccoit Tena MeHee 50 Kr aJis 1aHHOM
JIEKapCTBEHHOH (OPMBI B CBSA3H C HEBO3MOXKHOCTBIO 00ECTIEUUTh PEKUM JTO3UPOBAHUS.

Ilepexoo ¢ anumaeonucmos sumamuna K (ABK) na npenapam Pusapokcaban-Y 5D

ITpu neuennu BTD u npodunakTuke peuaInuBoB y IeTel cieayeT npekpatuTs JeueHne ABK u Hauath
nedeHue npenaparoM PuBapokcaban-Yb® npu 3navennn MHO = 2.5.

IIpu nepexome mnammentoB ¢ ABK nHa mnpenapar PuBapokcaban-Yb® 3nauenuss MHO Oynyt
OlIMOOYHO 3aBBILICHHBIMU IOCHEe IpueMa mpenapata PuBapokcaban-Yb® MHO nHe moaxoaut s
OIIpeJIeNIeHUs] aHTHKOATryJISIHTHOW aKTMBHOCTHU TNpenapara PuBapokcaban-Yb® u nosTomy He 10JKHO
KCIIOIB30BaThCS C ATOM 1eNbio (cM. pasnen 4.5.).

Ilepexoo ¢ npenapama Pusapokcaban-Yb® na anmaconucmol gumamuna K

Jletsim, KoTopble nepeBoasTcs ¢ npenapata PuBapokcaban-Yb® na ABK, HeoOxoaumo nponoikaTh
npueM npemnapara PuBapokcaban-Yb® B reuenue 48 yacoB nocie npuema nepsoii 103s1 ABK. Tlocne
IBYX JIHEH COBMECTHOrO mpuMeHeHus ciaenyer wusmeputb MHO 10 mnpuema crnenyromiei
3alUIaHMPOBAaHHOM J03bl mpemnapara Puapokcaban-Yb®. CoBMmecTHOe mpUMEHEHHE Ipernapara
PuBapoxcaban-Yb® u ABK pexkomenayercs npoaomkats, noka MHO ne pocturner > 2,0. ITocne
IpeKpalleHus NpuMeHeHus npenapara Pusapokcaban-Yb® 3nauenne MHO MoxeT OBITH TOCTOBEPHO
ompeieneHo yepe3 24 yaca 1mocie npruemMa rmocjiaeHer 10361 (CM. BBIIIE U pazaein 4.5.).

Ilepexoo c napenmepanvuvix anmuxoazyiaumos Ha npenapam Pusapoxcaban-YBED

VY nereil, nonyyaroUMX NapeHTEpajbHble AaHTUKOArYJSHTBI, CIEAyeT MpPEeKpPaTUTh BBEACHHE
MapeHTepaIbHOTO aHTHKOATYJISIHTAa M HadaTh NpUMeHeHHe mnpemnapara Pusapokcaban-Yb® 3a 0 - 2
yaca /10 BpPEMEHH CJEIYyIOIIero IUIAaHOBOTO BBEJIEHHUS MapeHTEepalbHOTO IpernapaTta (Hampumep,
HU3KOMOJIEKYJIIDHOIO T€lapuHa) WM B MOMEHT IPEKpAIlCHHUs] HENPEPHIBHOTO  BBEACHHUSA
MapeHTepaIbHOTO Tpernapara (HampuMmep, BHYTPUBEHHOTO BBeACHHMS He(paKLHOHHUPOBAHHOIO
rernapuHa).

Ilepexoo c npenapama Pusapoxcaban-YBb® na napenmepanvHvle aHmMuKoa2yissHmol

Crnenyer oTmeHuTh mpemnapar Pusapokcaban-Yb® u BBecTH MEpBYIO 103y MapeHTEPATHLHOIO
aHTHKOAryJisHTa B TOT MOMEHT, KOIJla HY>XKHO OBUIO MPHUHATH CIEAYIOIIYI0 03y Ipenapara
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 29.05.2026 Nz 10736

(MOCNEOOBATENEHOCTE 0003)

PuBapokcaban-Ybo.

Iayuenmsi ¢ napyuwienuem GyHKYuu noyex

. JleTn 1 MOAPOCTKH € JIETKOH CTeNeHbI0 HapylIeHUs (PyHKIMH MOYeK (CKOPOCTh KIIyOOUKOBOM
dunsTpammu 50 - 80 miu/mun/1,73 M?): KoppeKims 1036l He TpeOyercs Ha

OCHOBaHUHU JaHHBIX BO B3POCIOW MOMYJSALMU W OTPAHMUYEHHOTO KOJIMYECTBA JAHHBIX B JETCKOU
nonyJysuuu (cM. pasaen 5.2.).

J JleTh ¥ TOAPOCTKM CO CpEAHEH WM TSKEIOW CTEeNeHbI0 HapymeHHs (QYyHKIUH IMOYEeK
(ckopocTh KiIy6oukoBoil ¢umbtparmu <50 mn/mun/1,73 m%): npemapar Puapokcaban-YB® mHe
PEKOMEHYETCSI B CBSI3U C OTCYTCTBUEM KIMHUYECKUX JaHHBIX (CM. pa3nein 4.4.).

Tayuenmwl ¢ Hapywenuem hyHKyuu nevenu

Jiis nereli ¢ HapymieHUeM (PYHKIMH TIEYCHHU KIIMHUYECKHE TaHHBIC OTCYTCTBYIOT.

Macca mena

Jlo3a y neteit onpeaensieTcs B 3aBUICUMOCTH OT MacChl Tea.

Crnoco0 npuMeHeHus

Bspocnvie

BuyTpb, Bo BpeMs ipuemMa nuiu (cM. pazzgen 5.2.).

Jlemu ¢ maccoti mena ne menee 30 ke

BuyTpb, Bo BpeMs ipuemMa nuiu (cM. pazzgen 5.2.).

[TanieHTy HYXHO PEKOMEHJOBATh MPOTJIATHIBATh TAOJETKY C KHIKOCThIO. TabJeTku ciemyer
MPUHUMATH C UHTEPBAJIOM MIpUMepHO 24 yaca.

Ecnu manumeHT cphiruBaeT MpUHATYIO 103y HEMEIJICHHO WM y HErO HAuWHAeTcs pBoTa B TeueHue 30
MUHYT MOCIIE MPUeMa J03bl, HEOOXOAUM IpUeM HOBOM 103bl. OHAKO €CJIM MAIlMeHTa BBIPBAJIO MO3/JHEE
30 MUHYT MOCIIe TTpreMa J03bl, TOBTOPHOTO TMpUEMa 103kl He TpeOyeTcs, U CIeAyIomas 103a JODKHA
OBITH TIOJTyY€HA 10 PACIIMCAHUIO.

Heunb3st nenuTh TabIeTKy C LENbIO MOTyYeHHs YacTH J03bI OT TAOJICTKH.

4.3 [IpoTnBONOKA3aHUA

- TUNEPYyBCTBUTEIBHOCTh K pPHUBApOKcabaHy WJIM K JHOOOMY H3 BCIIOMOTATENbHBIX BEIIECTB,
MIEPEYUCIICHHBIX B pazzene 6.1;

- KJIMHUYECKM 3HAuMMble AaKTUBHbIE KPOBOTEUCHMs (HAmpUMep, BHYTPUUEPENHOE KPOBOU3IUSHHE,
eIy TOYHO-KUIICYHBIE KPOBOTEUCHUS);

- TMOBPEXJEHHE WIM COCTOSHUE, CBA3aHHOE C IOBBIIIEHHBIM PHCKOM OOJIBIIOIO KPOBOTEUEHUS,
HaTpuMep, IMEIONIAsICS WM HEJaBHO MTEPEHECCHHAs S3Ba )KEIy/IKa WU 12-TIepCTHOM KHIIKHU, HaJTHIue
HOBOOOPA30BaHUIl C BBHICOKMUM PHUCKOM KPOBOTEUYEHHs, HEAABHHE TPABMbI I'OJOBHOT'O WM CIIMHHOTO
MO3Ta, HEJaBHHE OIEpalii Ha TOJOBHOM, CIIMHHOM MO3T€ WJIM TJia3axX, HeJlaBHEE BHYTPHUYEPEITHOE
KPOBOM3JIMSHUE, JIMaTHOCTUPOBAHHBIM WM  TpEeANoiaraeéMbelii  BapuKo3 BEH  IHIIEBOA,
apTEepUOBEHO3HbIE Mallb()OpMAIK, AHEBPU3MbI COCYJOB WM CEpbE3Hble IATOJOTMHU COCYIOB
TOJIOBHOTO WJIM CITHHHOTO MO3Ta;

- CONyTCTBYIOLIass  Tepamus  KaKUMHU-TMOO  JIPYrMMH  AHTMKOAryJssHTaMH,  HampuMep,
He(ppaKIIMOHUPOBAHHBIM T€IIAPHHOM, HU3KOMOJIEKYJISIPHBIMH TelapiHaMuy (SHOKCAIapyuH, JalITeITapiH
U J1p.), TPOU3BOJHBIMU TenapuHa ((oHIAMapUHYKC M JAp.), NMEpOpaIbHBIMH AHTHKOATYJISHTAMH
(Bapdapun, anukcaban, naburarpad u Jp.), KpOME CIIy4aeB Iepexojia ¢ WM Ha puBapokcadaH (cM.
pasznen 4.2) uiaM npu NPUMEHEHUU He()PaKIMOHUPOBAHHOTO TIelapHHa B J03aX, HEOOXOIUMBIX JUIS
obecriedeHrs (PYHKIIMOHUPOBAHMS IICHTPAJIBHOTO BEHO3HOTO WIJIM apTepHAbHOTO Karerepa (CM.
paznen 4.5);

- 3a00JIeBaHUsl TI€YCHH, MPOTEKAIOMIME C KOaryJomatuel W PHUCKOM KIMHUYECKH 3HAYUMOTO
KPOBOTEUEHHsI, BKJIIOUasi MAllMEHTOB ¢ nuppo3oM rnedeHu (kiaacc B u C mo knaccudpukanuu Yaitna-
[Tp10) (cM. pazgen 5.2);

- OepeMEeHHOCTb U MEPHO IPYIHOTO BCKapMIUBaHUs (M. pasnen 4.6).

4.4 Oco0ble yka3aHus M Mepbl IPEAOCTOPOKHOCTH NP NPUMEHECHU U
B Tteuenme Bcero nepuoaa JCYCHHUA PCKOMCEHAYCTCA KIMHHUYCCKOC Ha6.]'IIOJleHI/Ie B COOTBETCTBHU C
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KJIIMHUYECKOW MPAKTUKON MPUMEHEHHSI aHTUKOATYJISIHLOB.

Puick kxpoBOoTEUeHHUS

Kak u npu npueme Ipyrux aHTHKOAryJIIHTOB, HEOOXOIMMO TINATEJBbHO HaONIOJaTh MNAIMEHTOB,
NPUHUMAIOIIMX TIpenapaT puUBapoOKcabaH, UIs BBIABICHHUS TNPU3HAKOB KpoBoTeueHus. [Ipemapar
pEKOMEHAyeTCsd TMPUHMMATh C OCTOPOXKHOCTBIO IIPU  COCTOSIHMAX C IOBBIIIEHHBIM PHUCKOM
KpOBOTeueHHs. B ciydae TSHKEIoro KpoBOTEUCHMS IMPHUEM IpenapaTta puBapokcabaH JOJKEH OBITh
npekparteH (cm. paszuen 4.9.).

B kiIMHMUYECKHX UCCIIEOBAHUSIX KPOBOTEUEHUS U3 CIU3UCTBIX 000JI04€eK (a MMEHHO: KPOBOTEUEHHUE U3
HOCa, JIECEH, MKENyJIOYHO-KUIIEYHOI0 TpPaKTa, MOYENOJIOBOM CHUCTEMBl, BKJIIOYas AHOMAJIbHOE
BarMHAJIbHOE WIM YCHUJIEHHOE MEHCTPyaJlbHO€ KPOBOTECUCHHME) W aHEMHUs HAONIOJAIMChH Yalle NpU
JUIMTENIbHOM JIEUeHUM pHuBapokcabaHoM 1o cpaBHeHuto c¢ jeueHueM ABK. Takum oOpasoMm, B
JOTIONTHEHHE K  HaJUIeXameMy KIMHUYECKOMY HAONIOJCHHIO, JIabOpaTOpHOE HCCIIEeOBaHHE
reMOrjI00MHa/TeMaTOKpUTa MOXKET ObITh 3HAUYMMBIM Ul BBISIBICHUS CKPBITBIX KpPOBOTEUEHHH W
KOJIMYECTBEHHOW OLIEHKM KJIMHUYECKONM 3HAUYMMOCTH SBHBIX KpOBOTEUEHUH B Cllydasx, Korja
HIPUMEHUMO.

Heckonbko moarpynn HanueHTOB, YKAa3aHHBIX HUXKE, MMEIOT IOBBIIIEHHBIH PUCK KPOBOTEUYEHHS.
Heo6xonumo TmIaTenpHO HAOMIONATh TaKUX IALMEHTOB IIOCIE Haydala JICYEHUS Ha MPHU3HAKH U
CUMIITOMBI OCJIO)KHEHUM B BUJIE KPOBOTEUEHUH U aHeMuUU (cM. pazjaen 4.8.).

IIpu sr060M HEOOBACHMMOM CHI)KEHUM TI'eéMOIJIO0MHAa WJIM apTepUajbHOIO JaBJIEHUS HEOO0XOAUMO
HCKATh UCTOYHUK KPOBOTEUECHHS.

IIpu Tepanuu puBapokcabaHOM He TpeOyeTcs pYyTUHHBIH MOHUTOPHMHI €ro 3KcHno3unuu. Tem He
MEHee, HU3MEpPEHHE KOHIEHTpAlMd pHBapoKcadaHa C IOMOUIbI KaJIWOpPOBaHHOIO TeCTa MJIs
KOJIMYECTBEHHOI'O  OINpEeNeNIeHus] aHTU-Xa AaKTMBHOCTM  MOMKET OKa3aTbCs  IOJE3HBIM B
WCKJTIOUUTENIFHBIX CIy4asXx, Koraa wuHpopMmamus 00 SKCHO3WIMU pHUBApOKCabaHa MOXET OBITh
UCIOJIb30BaHA MIPU NPUHATUN KIMHUYECKH 3HAUUMBIX PELICHUH, HallpuMep, B cilydae MepeIo3upOBKU
WM OKCTPEHHOI'0 XUPYpPruuecKoro BMenareabeTBa (cM. pasaenst 5.1. u 5.2.).

Hapymenue ¢pyHkImu nouex

VY mnauueHToB ¢ TsbKenbIM HapymieHueM (yHkuuu nouyek (KnKp <30 mu/muH) KOHIEHTpanus
puBapokcalaHa B Ijia3Me MOXeT ObITh 3HAUUTENIbHO MOBBILIEHHOH (B 1,6 pa3a B cpelHEM), UYTO MOXKET
MIPUBECTH K IMOBBIIIEHHOMY PHUCKY KpoBoTeueHui. [IpemapaTt puBapokcabaH JOIKEH MPUMEHSTHCS C
0CcTOpOXHOCTBIO y narueHToB ¢ KinKp 15 - 29 mu/mun. [Ipumenenue npenapara y naunesToB ¢ KnKp
<15 mur/muH He pekoMmenayercs (cM. pazaensl 4.2. u 5.2.).

IIpenapar puBapokcabaH cienyeT MNPUMEHATh C OCTOPOXKHOCTbIO Yy MAI[MEHTOB C HapyLIeHHEM
(GYHKIUMY TIOYEK, TOTYYaroUIMX COMYTCTBYIOIIME MpenapaThl, KOTOPbIE YBEIUYUBAIOT KOHUIEHTPALIUIO
puBapokcabaHa B rua3me (cM. pazaen 4.5.).

B3aumosielicTBUE ¢ APYTUMU JIEKAPCTBEHHBIMU IIpenapaTamMu

[IpumeHneHnue mnpemapara puBapokcabaH HE pPEKOMEHAyeTcs Yy MalUeHTOB, MOJIy4arolIuX
COIyTCTBYIOILIEE CUCTEMHOE JIEUEHHE IPOTUBOTPUOKOBBIMH NpenapaTaMu a30J0BOW Ipynmbl (TaKUMHU
KaK KETOKOHA30JI, UTPaKOHA30JI, BOPMKOHA30JI M I03aKOHa30)1) Wiu uHruOutopamu BUY-mpoteas
(Hanmpumep, pUTOHABUPOM). DTH TIpETapathl SBISIOTCS MOIIHBIMU HHTHOUTOpamu kKak CYP3A4, tak u
P-rnuxomnporenna. Takum 06pa3zom, 3TH MpenapaTsbl MOT'YT MOBBIIIATH KOHIIEHTPALMIO pUBapoKcabaHa
B IJITa3M€ KPOBU JI0 KIIMHUYECKU 3HAUYMMBIX 3HaueHul (B 2,6 pa3a B CpeJHEM), UTO MOKET NMPUBECTH K
MOBBIIIEHHOMY PUCKY KPOBOTEUEHHUH.

Cnenyer coOm0gaTh OCTOPOXKHOCTb, €CIIM TAlMeHT OJHOBPEMEHHO IOJIy4aeT JIeKapCTBEHHBIE
Ipernaparsl, BIUSIONIME Ha TEMOCTa3, TaKue KaK HECTEPOUIHbIE TPOTHUBOBOCIIANIUTENIbHBIEC MpenapaThl
(HIIBII), aneruncaluuuiaoBy0 KUCIOTY U MHTHMOUTOPHI arperaliud TPOMOOLIUTOB WJIM CEJIEKTHUBHBIE
uHTUOUTOpPHl OOpaTHOro 3axmara ceporoHHMHa (CHMO3C) M ceneKkTHBHbIE MHTMOUTOPHI OOpaTHOTrO
3axBara ceporoHnHa u HopamuHeppura (CHMO3CH). ITlammentam ¢ puckoMm s3BOOOpa3OBaHUS B
KEIyJOYHO-KUIIEYHOM TpPaKT€ MOXKET OBITh Ha3HAYEHO COOTBETCTBYIOIIEE MPO(UIAKTUYECKOE
nedyenue (cM. pasnen 4.5.).

Jpyrue hakTopsl prcka KpOBOTCUESHUN

PuBapokcabaH, kak W Apyrue aHTUTPOMOOTHYECKHE CPENICTBA, HE PEKOMEHAYETCS K MPUMEHEHUIO
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o o (MOCNEOOE
nanyeHTaM, UMEIOIIUM IMOBBLIIIICHHBIN PUCK KPOBOTECYECHUH, B T&\/I' mlne—-l -

®  BpOXXJECHHAs WU IPHOOPETEHHAs! CKIIOHHOCTh K KPOBOTEUCHHUSM;

®  HEKOHTpOJIMpYyeMas TsDKeJlas apTepuaibHasi TUIIEPTEH3US,

e jpyrue 3a00JIeBaHUS IKENTyIOYHO-KUIIEYHOTO TpakTa 0e3 aKTUBHOTO H3BS3BJICHHUS, KOTOPHIE
MOTEHIMAJILHO MOT'YT IIPUBECTH K OCJIOKHEHMSIM B BHJI€ KPOBOTEUEHUH (HAIpUMep, BOCHAIUTEIbHOE
3a0oJeBaHNEe KUIICYHHKA, 330(arut, TacTpuT U ractpod3odareanbHast pedIirokcHas 00JIe3Hb);

e  cocyaMcTas peTUHOIATHS;

e  OpOHXO’KTa3bl UJIH JIETOYHOE KPOBOTEUCHHE B aHAMHE3E.

IarueHTsl ¢ pakoM

[TanieHTBI CO 3J70KaYeCTBEHHBIM 3a00JIEBaHUEM MOTYT OJHOBPEMEHHO IMOJBEprarbcs Oosee
BBICOKOMY PHUCKY M KpOBOTEUeHMs, M TpomOo3a. MHauBHIyanbHas I0Jb3a aHTUTPOMOOTHYECKOM
Tepanuy JO0JDKHA OBITh COMOCTABIICHA C PUCKOM KPOBOTEUEHHUS Y MALMEHTOB C aKTHBHBIM PakoM B
3aBUCUMOCTH OT JIOKQJM3alUU OIYXOJH, HPOTHBOOIYXOJIEBOW TEpamuu M CTaJuu 3a00JIeBaHUSL.
Onyxoiu, pacnoJloKEHHBIE B )K€y I0YHO-KUIIEUHOM WUJIM MOYENOJIOBOM TPAKTE, aCCOLMUPOBAINCH C
MOBBIIIEHHBIM PUCKOM KPOBOTEUEHHSI BO BPEMS Tepaluy pUBAPOKCAOAHOM.

VY ManueHToB CO 3JI0KAYEeCTBEHHBIMH HOBOOOPA30BaHUSMH W BBICOKHM PHCKOM KpPOBOTEYEHUS
IIPUMEHEHHE PUBApOKcabaHa MPOTUBOIIOKA3aHO (CM. pa3zen 4.3.).

IlanueHTh! C HCKYCCTBEHHBIMU KJIallaHAMU CEp/ILa

PuBapokcaban He cieqyeT NPUMEHATh i MPOQUIAKTUKA TPOMOO30B y MALlMEHTOB, MEPEHECIINX
HE/IAaBHIOID TPAHCKATETEPHYIO 3aMEHy aopTalibHOro KiamaHa. be3omacHocTs M 3 (deKkTnBHOCTH
npernapara pUBapoKcabaH HE H3ydalach y MAlMEHTOB € HCKYCCTBEHHBIMH KJIallaHaMHU CepAla,
CIIEIOBATEIbHO, HET JaHHBbIX, MOJATBEP)KIAIOIIMX, YTO IPUMEHEHHE Ipernapara puBapokcadaH
obecrieyrBaeT JOCTaTOYHbIM AaHTUKOAryJsHTHbIM 3(QeKkT y JaHHOM KaTeropuu MaLUEHTOB.
[Ipumenenue npenapaTta puBapokcabaH HE PEKOMEHIYETCS Y JaHHON KaTeropyuu MaleHTOB.
IanuenTs! ¢ aHTU(OCGHOIUNHUIHBIM CUHAPOMOM

[IpumeHeHne mepopalibHbIX AHTUKOAryJISIHTOB NPSIMOIO JEHCTBHS, BKJIIOYas pUBapoKcadaH, HE
pEKOMEHAyeTCs Yy TMalUeHTOB, UMEIOIUX TPOMOO3bl B aHaMHe3€, Y KOTOPBIX JHArHOCTHPOBAH
aHTUpocPONUNUIHBIM cUHApOM. B uacTHOocTH, y TAalMEHTOB C TPOWHBIM MO3UTUBHBIM
aHTU(OCPOIUIUAHBIM ~ CHHAPOMOM  (HAJMYME BOJIYAHOYHOTO  AHTUKOATYJSHTA, AaHTUTENT K
KapAUOJIUINHY M aHTUTEN K OeTa-2-rIMKonpoTenHy ) Tepamusi nepopanbHbIMU aHTUKOArYJISHTAMU
IPSIMOTO JICHCTBUS MOXET COINPOBOKIATHCSA MOBBIIIEHHON YacTOTOH penuIUBOB TPOMOOTHUYECKHX
COOBITHI B CPAaBHEHMH C Tepaluel aHTaronucraMu Butamuna K.

IManuenTtel ¢ QuOpwuIsnMedl npeacepAnii HEKIaNaHHOrO MpoucxokjaeHus, nepenecmue YKB co
CTEHTUPOBaHUEM

Nwmerorcss 1aHHBIE MHTEPBEHLIMOHHOIO KJIMHUYECKOTO HMCCIIEJOBAHMSI, MEPBUYHOU ILIEIBIO KOTOPOIO
SBJIAJIACH OLIEHKA MPOQuIIsd OE30MACHOCTH y NAIMEHTOB ¢ GUOpHILIAIe npeacepauil HeKJIallaHHOTO
npoucxoxaeHus, nepeHecux UKB co crentupoBanueM. JlanHble mo 3¢@eKTHUBHOCTH y JaHHOM
MOMYJISUN OrpaHuueHbl (cM. paszznensl 4.2. u 5.1.). JlaHHBIE 1O TaKUM HAaIlMEHTaM C WHCYJIbTOM/
TpaH3uTOpHOM nieMudeckoii arakoi (TMA) B anaMHe3€ OTCYTCTBYIOT.

[lanmeHThl ¢ reMoJIMHaMUYEeCKH HecTaOuiabHOW TpoMmOo3mMOonuel nerounoit aprepuu (TOJIA) nam
HAIMEHTHI, KOTOPBIM TpedyeTcs MpoBeAeHNEe TPOMOOoIM3Kca MM YMOOJIIKTOMUH U3 JIETOYHON apTepuu
[Ipenapat puBapokcabaH He PEKOMEHIYETCS B KauyeCTBE aJbTEPHATUBHI HEPPAKIMOHUPOBAHHOMY
rernapyuHy y TaldeHTOB TpPoMOOAMOoNMell JeroyHod apTepuH, KOTOpbleé TI'eMOAMHAMUYECKU
HeCTaOUJIbHBI WM MOTYT HYXKJaThCs B MPOBEACHUM TPOMOOIU3MCA WM IMOOISKTOMUU U3 JIETOYHOU
apTepuu, TOCKOJBKY Oe3omacHOCTh U 3¢ (EeKTUBHOCTh IpenapaTa puBapokcabaH TpU TaKUX
KJIMHUYECKUX CUTYallUAX HE YCTAHOBJICHA.

CrnuHanpHas/SnuaypaabHas aHeCTe3Us MITN MYHKITUS

[Ipyn BbIMOTHEHMM HEWPOAKCHAIbHON aHecTe3uu (CHMHAIBHON/AMUIypaNibHONW aHECTe3UH) WIH
CIHMHAIBHOMN/3MUTYpaIbHON MYHKIUH Y TAIIMEHTOB, NOTYYalOIUX aHTUTPOMOOTHYECKUE TIPpenapaThl C
LeNbl0  MPOPHIAKTUKH  TPOMOOIMOOTUYECKHX  OCJIOKHEHHH, CYIIECTBYeT pPHUCK pa3BUTHUSA
SNUAYPAIBHOM WIM CHUHAJIBHOM TIeéMaTOMBbl, KOTOpash MOXKET IPUBECTH K UIMTEIBHOMY HWIIU
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TIOCTOSHHOMY TIapaJIHyy. (MOCNENOE

Puck 3TuX cOOBITMH MOXXET MOBBIIMIATECS MPU IOCICONEPALNOHHOM NPUMEHEHUH MOCTOSIHHBIX
SNUAYpATbHBIX KAaTeTepOB WM  COMYTCTBYIOIIEW Tepamuu JIEKApCTBEHHBIMU IpenapaTami,
BIUSIOLIMMH Ha reMocTa3. TpaBMaTuyHasl WIKM MOBTOpPHAs SNUAYpaJibHAs WM CHUHAJIbHAS ITyHKLUS
TaK)X€ MOTYT IOBBIIIATh PUCK. [lallMeHTHl AOKHBI HAXOAUTHCS O] HAOMIOJACHUEM JUIsl BBISIBJICHUS
MPU3HAKOB M CUMITOMOB HEBPOJIOTMYECKUX HAPYIICHUH (HampuMmep, OHEMEHHUE WJIHM Cl1aboCTh HOT,
TUCHYHKIUS KUIIEYHHUKA HIIM MOYeBOro my3bipsi). [Ipu oOHapykeHHH HEBPOJIOTHUYECKUX PACCTPONCTB
Heo0X0/IMMa CpoYHasi IMAarHOCTHKA U JeUyeHHe. Bpau JOKeH conoCTaBUTh MOTEHIUAIBHYIO TOJIb3Y U
PUCK Tepel MpOBEIECHHWEM HEWPOAKCHAILHOTO BMEIIATENbCTBA MNAI[MEHTaM, MOJYYaroluluM
AHTHUKOATYJISIHTHI, WJIM KOTOPBIM TUIAHUPYETCS Ha3HAYeHHUE aHTUKOATYJISIHTOB C LEJIbI0 NPOQHIAKTUKI
TpomM0030B. ONBIT KIMHAYECKOTO NMPUMEHEHHsI pHBapokcabaHa B 103upoBkax 15 mr m 20 Mr B
ONMCAaHHBIX CUTyalUsIX OTCYTCTBYeT. C ILIEJbI0 CHUXKEHMS MOTEHLMAIBHOIO PUCKA KPOBOTEUEHMS,
aCCOLIMMPOBAHHOTO C  OJHOBPEMEHHBIM IPUMEHEHHWEM pHUBapoKcabaHa U  BBINOJHEHUEM
HelpoakcHaabHOH (MUAYPaTHHON/CIIMHATIBHON) aHECTe3MH WM CIHUHAJIBHOW IyHKIMH, CIETyeT
YUUTBIBaTh  (hapMaKkOKMHETHYECKHi mpoduib puBapokcabaHa. YCTaHOBKY WM  yAalleHHE
SMHUIYPAITBHOTO KaTeTepa WM JIOMOANbHYI0 MYHKIMIO JIydlle TMPOBOAMTH TOTAA, KOrna
aHTHKOAryJIsHTHBIA 3(deKkT puBapokcabaHa olleHHMBaeTCs Kak cinaOblii. OHAKO TOYHOE BpeMs Jis
TOCTIDKEHHS TOCTATOYHO HU3KOTO aHTHKOATYJISIHTHOTO d(¢eKTa y KaXKI0ro MalreHTa HeM3BECTHO U
JIOJKHO OLIEHHMBATHCS B CPABHEHHMH CO CPOYHOCTBIO IMATHOCTUYECKON TPOIIEAYPHI.
OcHoBbIBasicb Ha 00lMX (PapMaKOKMHETHUYECKUX XapaKTEpUCTUKAX, OHIUAYPAJIbHBIM KaTeTep
M3BJICKAIOT M0 MCTEYCHHH KaK MHHMMYM JBYKPAaTHOTO MEpHOJa MOJMYBBIBEJCHHS, T.€. HE paHEe 4eM
yepe3 18 "acoB 1mocie mocieIHero npueMa puBapokcadaHa Jjisi MOJIOABIX B3POCIHBIX MAIIUEHTOB U HE
paHee yeM uepe3 26 4YacoB AN MOXKWIBIX ManueHToB (cMm. pazmen 5.2.). Ilocne wuzBnedeHwus
ANUAYPAIBHOIO KaTeTepa JO0JDKHO MPOWTH KaK MUHMMYM 6 4acoB 10 IpHEMa CIEIYyIOIIEeH I03bl
puBapokcabaHa.
B cirydae TpaBMaTH4HOM IMTyHKIIMK TIPUEM pHUBapoKcadaHa CleayeT OTJIOKUTh Ha 24 yaca.
PekoMeHaaImu 1no 1I03MPOBaHHUIO JI0 U MOCIIe MHBA3HWBHBIX MPOLIEAYP U XUPYPTUYECKUX BMEIIATEIbCTB
Ecnu HeoOxonuMMo mpoBeleHHE WHBA3MBHOW MPOLEAYPhl UM XUPYPrHUECKOTO BMENIATEIbCTBA, HA
OCHOBAHHUU 3aKJIIOUEHMsI Bpaya IIpHUeM Ipenapara puBapokcadan 15 mr u 20 Mr cieyer npeKpaTtuTh 1Mo
KpailiHell Mepe 3a 24 Jaca 10 BMEIIATeIbCTBA, €CJIU 3TO BO3MOXKHO.
Ecin mpouenypy Henb3si OTJIOKWTB, IOBBIIIEHHBIM PHUCK KPOBOTEUEHMS CIENYET OLICHMBATh B
CpPaBHEHUHU C HEOOXOAMMOCTBIO CPOYHOI'O BMEIIATENbCTBA.
IIpuem mnpemapara puBapokcabaH cienyeT BO300OHOBUTh KaK MOYKHO CKOpee Iocjie HHBa3UBHOM
MpOLEAYpPhl WM XUPYPrHUECKOrO BMEIIATENbCTBA, €CJIM JIeYalllMM BpauoM YCTAaHOBJIEHO, YTO 3TO
MO3BOJISIET KIIMHUYECKasi CUTYallusl M JJOCTUTHYT a/IeKBaTHBINA reMocTas (cM. paznen 5.2.).
IToxunoi Bo3pact
Puck kpoBoTeUeHHsI MOXKET YBEIMUMBATHCS C MMOBBILIEHUEM Bo3pacTa (cM. pasnen 5.2.).
Jlepmaronornyeckue peakiumuu
IIpu mnpoBeneHNMM NOCTMApKETUHIOBBIX HAOIIOAEHUH COOOIIANOCh O CilydasX BO3HHUKHOBEHUS
CEPhE3HBIX KOXHBIX peakiui, BKIouyas cuHApoM CrtuBeHca-/[PKoHCOHAa / TOKCHYECKHUM
SMHUJEPMATIbHBI HEKPOJIM3 M JIEKApCTBEHHO-WHAYIMPOBAHHYIO pEaKLUUI0 C 303uHO(UIMEeNd u
cuctemMubiMu cumntomamu (DRESS cunapom), Ha doHe mpumeHeHus puBapokcabaHa (CM. paszen
4.8.). ITatmeHTsI, MO-BUIUMOMY, MOJBEPratOTCs HAaUOONbIIEMY PUCKY BOSHUKHOBEHMS THX pEaKIUi
Ha paHHUX 3Tanax JICYeHUs: Hayallo peakluy B OOJBIIMHCTBE CIy4YaeB MPOUCXOAUT B TEUEHUE MEPBBIX
Helenp JiedeHud. lIpu mepBOM MOSABIEHUM TSDKEIOM KOKHOM ChIIM  (HAampuMep, IpU €€
pacnpocTpaHeHUH, UHTEHCU(UKAUK W/ 00pa30BaHUU BOJIJIBIPEN) UM MPU HAIMYUU KaKUX-THOO0
JIPYTUX CHUMIITOMOB THUIEPYYBCTBUTENBHOCTH, CBS3aHHBIX C IOPAXXEHHWEM CIHU3UCTOW OO0OJIO0YKH,
ClIelyeT MPEeKPaTUTh TEPANUI0 PUBAPOKCAOaAHOM.

etn
Nwmerorcs orpaHuyeHHbIE JaHHBIE O NMPUMEHEHUU y JeTeil ¢ TpoMOO30M BEH TOJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh MH(EKIUs LeHTpanbHoil HepBHOI cuctemsl (LIHC) (cm. pa3nen
5.1.). HeoGxoaumo TIIATENBHO OLEHUBATh PUCK KPOBOTEUEHHUsS IEpesl Ha3HAYEHHEM M BO BpeMs

9




COOTBETCTBY

Tepanuu puBapoKCcabaHoM. (MOCNENOCE

[IpemapaT puBapokcabaH HE pEeKOMEHAYETCS K MPUMEHEHUIO y JIeTe U MOJIPOCTKOB CO CpeIHEeH Win
TSOKEJION CTENeHbI0 HapylleHus (YHKIUU TOYeK (CKOPOCTh KIyOOUYKOBOM (QHIbTpaluu

<50 mur/mun/1,73 Mz) B CBSI3H C OTCYTCTBHEM KIIMHUYECKHUX JTaHHBIX.

Knunuyeckue maHHbIE O COMYTCTBYIOIIEM CHCTEMHOM JIEYEHHH JETeld MOIIHBIMH HHTUOHUTOpaMu
onnoBpeMeHHO CYP3A4 u P-rimukonporenHa oTCyTcTBYIOT (CM. pasnen 4.5.).

JlaHHbIE IO BPEMEHHU YCTAaHOBKH WM yAaJEeHUS HEHPOaKCHAIbHOIO KaTeTepa y JeTel, MPUHUMAIOIINX
mpemapaT puBapokcabaH, OTCYTCTBYIOT. B Takux ciydasix CielyeT MpeKpaTUTh IMpUeM puBapokcabaHa
U PacCMOTPETh BO3MOKHOCTh MPUMEHEHHSI TAPEHTEPATBHOIO aHTHUKOATyJIIHTAa KOPOTKOTO 1eHCTBUS.
BcnoMorarenbHble BENIECTBA

[Ipenapar PuBapokcaban-Yb® comepxut 1naktody. IlanmmeHTamM ¢ peako BCTpevaromencs
HACJICJICTBEHHOW HEMEePECHOCUMOCTBIO TalaKTO3bl, NEeUIIMTOM JIAKTa3bl WIH TIIFOKO30- TaIAKTO3HOMN
ManbabcopOIueil He cieyeT MPUHUMAaTh JaHHBIN Iperapar.

IIpenapar conepxUT HaTpui.

s 0ozupoexu Pusapoxcaban-YB® 15 me:

JlaHHBIN JIeKapCTBEHHBIN Tpernapar coxepkut 0,98 Mr HaTpusi Ha OJHY TaOJIETKY, YTO SKBHBAJICHTHO
0,049 % ot pekomenayemoro BO3 i B3pocioro 4enoBEKa MAKCUMAJIBHOIO €XEIHEBHOTO
noctyrienus, pasaoro 2000 mr HaTpusi.

s 0ozupoexu Pusapoxcaban-YB® 20 me:

JlaHHBI JIEKapCTBEHHBIN mpenapar coaepxut 1,31 Mr HaTpus Ha ofHY TaOJETKY, YTO SKBUBAICHTHO
0,066 % ot pekomenayemoro BO3 misg B3pocioro 4enoBEKa MAKCUMAJIBHOIO €XKEIHEBHOTO
noctyrienus, pasaoro 2000 mr HaTpusi.

4.5 B3auMmopeiictBMe ¢ JPYIMMHM JIEKAPCTBEHHBIMH MpenapataMM ¥ JApyrue BHIbI
B3aNMMOJAEHCTBUSA

BriBenenue puBapokcabaHa OCYIIECTBISICTCS TJIaBHBIM 00pa3oM IOCPEACTBOM MeETaboiu3Ma B
Me4YeHu, orocpenoBaHHoro cucremor muroxpoma P450 (CYP3A4, CYP2J2), a takke — myTem
MMOYEYHOH HKCKPELUUU HEU3MEHEHHOT0 JIEKapCTBEHHOI'O BELIECTBA C HCIIOJIB30BAHUEM CHCTEM
nepeHocunkoB P-gp/Berp (P-rmukonporenna/Oenka yCTOMYMBOCTH K paky MOJOYHOM JKese3bl).
Uneubumopor CYP3A4 u P-enuxonpomeuna

OnHOBpeMEeHHOE NMPUMEHEHHE pUBapoKcabaHa M MOLIHBIX MHIHOUTOpoB n3opepmenta CYP3A4 u P-
IJIMKOMPOTENHA MOXKET MPUBECTH K CHIXKEHUIO [TOYEYHOr0 U MEYEHOYHOr0 KIIMpEeHca puBapokcabaHa
U, TAKUM 00pa3oM, 3HAUUTEIbHO YBEJINYUTh €r0 CUCTEMHOE BO3CHCTBHE.

CoBMecTHOE MpUMEHEHUe puBapokcabaHa M keTokoHaszona (400 mr 1 pa3 B JieHb) WM PUTOHABUpA
(600 Mr 2 pasa B JieHb) IPUBOAMIIO K MOBBIMIEHUIO cpeaHel paBHoBecHO AUC puBapokcabaHa B 2,6
pasza/2,5 pa3a ¥ yBeIMYEHUIO CcpeaHel MakcuMaibHON Kouuentparuu (Cmax) puBapokcabana B 1,7
pasa/1,6 pasa CO 3HAYMTENLHBIM YCHIEHHEM (hapMaKOIMHAMHYECKOTO MEHCTBHs Mpernapara, 4ro
MOXKET MpPHUBOAMTH K YBEIMUYEHHMIO pHCKa KpoBOTeueHUs. B cBsi3M ¢ 3TUM puBapokcabaH He
peKOMEeHAyeTCsl K  NPUMEHEHUI0 Yy  NAIMEeHTOB,  IOJYyYalolMX  CUCTEMHOE  JIeUYEHUe
MIPOTHUBOIPUOKOBBIMM TIperapataMi a30J0BOM TpyHIbl, TAKUMHU KaK KETOKOHA30J, WTpPaKOHa30I1,
BOPHUKOHA30J1 ¥ TI03aKOHA30J1 WK UHruouTopamu npoteassl BUY. OTu akTuBHBIE BelllecTBa SBISIOTCS
MourHbIMU uHrHOUTOpamMu 1 CYP3A4, u P-riiukonporenna (cm. pazzaen 4.4).

Oxunaercsi, 4yTo ApPyrUe aKTUBHBIE BEIECTBA, CUJIbHO WHTHOMpPYIOIIME TOJNBKO OAWH W3 NyTel
BbIBeJleHUsT puBapokcabana, uimn CYP3A4 wmm P-gp, B MeHbIIeH CTeNeHH YBEJIUYMBAIOT
KOHIEHTPALMIO pUBapokcabaHa B Mja3Me KPOBH.

Knaputpomunun (500 mr 2 pas3a B 1eHb), MOIIHBIA HHrHOUTOp M3opepmenta CYP3A4 u ymepeHHbIH
uHruouTOp P-riMKomporenHa, Bb3bIBan yBenmuenune 3Hadenuidi AUC B 1,5 paza u Cmax
puBapokcabana B 1,4 pasa. B3aumopneicTBue ¢ KIAPUTPOMHUIIMHOM CUYUTAETCSd KIMHUYECKH
HE3HAYUMBIM JUJIsl OOJBIIMHCTBA MAllMEHTOB, HO MOXET ObITh MOTEHUHATbHO 3HAUYMMBIM IS
NAIMEeHTOB M3 IPYMIbl BHICOKOTO pHcKa (U1 MAIMEHTOB C HapylleHHeM (YHKIMM TOYeK (CM.
paznen 4.4).
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OCIE

Opurpomunia (500 mr 3 pasa B JA€HbB), yMEpEHHBII MHIUOUT
TJIMKONIPOTenHa, BbI3bIBaN yBenudenne 3HaueHudd AUC u Cmax puBapokcabana B 1,3 pa3sa.
B3anMopeiicTBie € SPUTPOMUIIMHOM CYHUTAETCS KIMHUYECKH HE3HAYMMBIM Ui OOJBIIMHCTBA
MAIMEHTOB, HO MOXKET OBbITh MOTEHIMAIBLHO 3HAYMMBbIM JUIsl TALIMEHTOB U3 TPYIIIbI BEICOKOTO pUCKa. Y
MAIMEeHTOB C JIETKOM crenenpto Hapymenus ¢pynkuun noyek (KnKp 50 — 80 mu/mun) 3puTpoMuiina
(500 mr 3 pasa B neHb) BbI3biBan yBenudenue 3Hauenuii AUC puBapokcabana B 1,8 pasa u Cmax B 1,6
pa3a 10 CPaBHEHMIO C NAIMEHTaMHM C HOPMalbHOW (QyHKLIHMEH IMOYeK. Y MNalueHTOB CO CcpeaHei
crenenbto Hapyuenus ¢pyHkuuu nouek (KinKp 30 — 49 mu/Mun) SpUTPOMUIIMH BBI3BIBAT YBCIMYCHHE
3nayenuii AUC puBapokcabana B 2,0 pasa u Cmax B 1,6 pa3a 1o CpaBHEHHIO C IALMEHTAMH C
HOpMalbHOW  (yHKIMEH mouek. (P EKT -HSPUTPOMHIMHA SIBISETCS AaJAUTUBHBIM BCJIEICTBHUE
HapyeHust GyHKIIUU Touek (cM. pasaen 4.4).

@nykonazon (400 mr 1 pa3 B neHb), ymepeHusld uuHruburop nszopepmenta CYP3A4, BroI3biBan
yBenuueHue cpeaneil pasHoBecHoit AUC pusapokcabana B 1,4 pasa u yBenuuenue cpeaneii Cmax B
1,3 pasa. B3aumogeiictBue ¢ QIyKoHA30JI0M CYUTACTCS KIMHUYECKH HE3HAYUMBIM JJI GOJBITMHCTBA
MAIMEHTOB, HO MOXET ObITh MOTEHIMAJIbHO 3HAYUMBIM JJIsl MALIMEHTOB U3 IPYIIIbI BBICOKOTO PHCKa
(U1l MAIIMEHTOB ¢ HapyIIeHUEM (PYHKLUHU IOYeK cM. paszen 4.4).

Ha ocHOBaHWM WMEOMUXCA OrPAaHUYCHHBIX KIMHUYECKHX JaHHBIX HEO0OXOJMMO u30erath
COBMECTHOI'O IPUMEHEHUS pUBapoKcabaHa ¢ APOHETAPOHOM.

Anumukoazynsanmol

Ilocne opHOBpPEMEHHOrO MPUMEHEHMsI SHOKcamapuHa HaTpus (oagHokpatHas po3a 40 mr) u
puBapokcabana (omHOKpatHas no3a 10 mr) Habmomancs CyMManUOHHBIA 3((EKT B OTHOLICHHH
aKTUBHOCTH aHTU-(pakTopa Xa, HE CONPOBOXKIABUIMKUCA JOMOJHUTEIbHBIMU CYMMAI[MOHHBIMHU
spdexTaMu B OTHOIIEHHMH TPOoO HA CBEPTHIBAEMOCTb KpoBU (mporpomOmHOBOoe Bpems (I1B),
aKTUBUPOBAHHOE YacTHUYHOe TpomOomuacTuHoBoe BpeMs AUTB). DHokcamapuH HaTpus He U3MEHsUI
(bapMaKOKMHETHKY pHBapokcabaHa. B CBS3M C MOBBIIMIEHHBIM PUCKOM KPOBOTEUYEHHUS HEOOXOIUMO
co0JII01aTh OCTOPO’KHOCTh IPU COBMECTHOM NPUMEHEHHUH C JIOOBIMM JPYTUMH aHTUKOAryJsHTaMU
(cm. paznensi 4.3, 4.4).

HIIBC/uneubumopul azpezayuu mpomooyumos

[Tocne coBmecTHOrO MpUMeHEHHs puBapokcadbana (15 mr) u HanpokceHa B 03¢ S00 Mr KIMHUYECKU
3HaYMMOTO yBEJIMYEHUSI BpEMEHU KPOBOTEUEHHUs He Halmonanochk. TeM He MeHee,y OTIENbHbIX JIHIL
BO3MOXKEH 0oJiee BhIPaXKEHHBIN (papMaKoJUHAMHUYECKUHA OTBET.

He  wnabmonanoch HUKAaKUX  KIMHUYECKH  3HAYMMbIX  (apMaKkOKMHETUYECKUX WM
(hapMaKoIMHAMUYECKUX B3aUMOJICHCTBUI IIPU COBMECTHOM IPHUMEHEHUHU puBapokcabana u 500 mr
aleTWJICAIIMIIAIIOBON KUCIIOTHI.

He o6OnapyxeHo (apMaKOKMHETHYECKOTO B3aMMOJEHUCTBUS MEXIy puBapokcadaHoM (15 wmr) u
KJIOMUIOTpeNIoM (Harpy3odHas 1o3a 300 Mr ¢ mocienyromyuM Ha3HAuY€HUEM MOJACPKUBAIOLIEH 1035
75 Mr), HO HaOJIOAJIOCh 3HAYMMOE YBEJIIMYEHHE BPEMEHU KPOBOTEUEHUS, HE KOPPEIMPOBABIIEE CO
CTENEHbIO arperauu TpoMOOLUUTOB M coxaepkaHueMm P-cenextnna wim GPIIb/Ila-penentopa B
JAaHHOW MOJTPYMIIE MAaUEHTOB.

Heo6xonnMo cobioaTh OCTOPOXKHOCTh IPU COBMECTHOM INpUMEHEHUH puBapokcabana c¢ HIIBII
(BKJIIOYasl aleTWJICAIUIMIOBYIO KUCJIOTY) M MHTHOMTOpaMH arperaudd TPOMOOIMTOB, MOCKOJBKY
NPUMEHEHHE OSTUX IMpernaparoB OOBIYHO TMOBBIMIAET PHUCK KpPOBOTEeUeHMS (CM. paznen 4.4).
CHO3C/CHO3CH

Kak u B ciyyae npUMeHEHUs IpyTruX aHTUKOATYJISHTOB, BO3MOKHO YBEIMUEHUE PUCKA KPOBOTEUEHUS
y MalMeHTOB, OAHOBpeMeHHO mpumeHstomux puBapokcaban ¢ CHO3C unmu CUO3CH, Bcrnenctsue
BIIMSIHMA 9THX IpenapaToB HAa TPOMOOUUTHI. Pe3ynbTaThl KIMHUYECKUX MCCIIeI0OBaHUN pUBapoKcabaHa
MIPOJEMOHCTPUPOBAIM YHMCIEHHOE TOBBIIMIEHHE OONbIINX W HEOONBIINX KIMHUYECKH 3HAYMMBbIX
KpOBOTEUYEHH BO BCEX IpyIIax JEUEHUs IPU COBMECTHOM IIPUMEHEHUH ITUX IIPENapaToB.

Bapgpapun

Ilepexon nmanuenToB ¢ antaronucra suramuHa K Bapdapuna (MHO ot 2,0 no 3,0) Ha puBapokcaban
(20 mr) unu c puBapokcabana (20 mr) na Bapdapun (MHO ot 2,0 no 3,0) yBenuuusan [IB/MHO
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1,

. . - (100 ENEHOCTE O0013)
(Neoplastin) B OoJbIieii CTEIEHH, YEM ATOTO MOKHO OBLIO OBl lampml npUcJEOM' CYMMHPOBAHUM

s dekroB (ornenbubie 3HaueHus MHO moryt gocturate 12), B To Bpemsi kak BrnusHue Ha AUTB,
[10JIaBJIEHUE aKTUBHOCTHU (pakTOpa Xa U SHJAO0TE€HHBbIN MOTEHLMAI TPOMOKHA OBbLIIO a1 JUTUBHBIM.
B cnyuae HeoOXoammocTH uCClenoBaHMs (papMaKoIuHAMHYECKUX A(P(GEKTOB pHBapoKkcabaHa BO
BpeMs IIEPEeXOIHOr0 Nepuo/ia, B Ka4eCcTBE HEOOXOAUMBIX TECTOB, HA KOTOpPbIE HE OKA3bIBACT BIIUSHUE
Bap(apuH, MOXKHO HCIIOJIL30BaTh onpenenenne aktuBHoctu antu-Xa, PiICT u HepTest. Haunnas c 4-
ro JHs IOClie Ipuema IocieAHel 103bl BapdapHHa Bce pe3ysbTaThl aHaIu30B (B ToM uucie 1B,
AYTB, uarubupoBanue akTuBHOCTH (pakropa Xa u Ha DIIT (3HIOTCHHBIN NOTEHIMAT TPOMOHHA))
OTpakaroT TOJIBKO BJIMSIHUE puBapokcadaHa.
B ciyuyae neoOxoamMocTu uccienoBaHus (papmMakoguHaMH4YecKnXx 3(¢eKToB BapdapuHa BO BpeMs
[IEPEXOHOTO MEPHOJIa, MOKET OBITh HMCIOb30BaHO m3Mepenue Beamunabl MHO mpu Crnpomexyr.
puBapokcabana (cmycTs 24 wyaca 1ocie IpPeAblAyLIEro IpHeMa pHBapOKCabaHa), IOCKOJILKY
puBapokcabaH OKa3bIBaeT MUHUMAJIBbHBIN 3()(EeKT Ha ITOT MOKa3aTellb B JaHHBIA NEPUO/I.
Mexny  BapdapuHoM M puBapoKcabaHOM  He  ObUIO  3aperuCTPUPOBAHO  HUKAKUX
(hapMaKOKUHETHYECKHUX B3aUMOICHCTBUH.
Hnoyxmopwer CYP3A44
CoBMecTHOE TpUMEHEHHE pUBapokcabaHa M pUaMIHIKHA, SBISIOMIETOCS MOIIHBIM HWHIYKTOPOM
CYP3A4, npuBoauiio k cHUxeHHIO cpeanel paBHoBecHo AUC puBapokcabaHa mpuOIU3UTENBHO HA
50 % W mnapamIensHOMY YMEHBIICHHIO ero ¢apMakonnHamuueckux 3ddextoB. CoBmecTHOE
IIPUMEHEHHE pUBapoKcabaHa ¢ IpyruMu MouHbIMU UHAYKTOpaMu CYP3A4 (nanpumep, GeHUTOMHOM,
kapbamazenuHomMm, penoOapOUTaIOM WIM TpenapaTaMy 3BepO00s MPOJBIPSBICHHOTO) TAKKE MOXKET
IPUBECTH K CHIDKEHUIO KOHIIGHTpauuil puBapokcabaHa B 1iasMe KpoBu. CrenoBarenbHoO,
HEO00X0IMMO M30eraTb OJHOBPEMEHHOTO TNPUMEHEHUs MOUHBIX HHAYKTOpoB CYP3A4, kpome
ClIy4aeB, KOI'/la TIATEIbHO KOHTPOJIUPYIOTIIPU3HAKU U CUMIITOMBI TPOMOO03a.
IIpouas conymemeyiowas mepanus
Hukakux  KIMHMYECKM  3HAYMMbIX  (apMaKkOKMHETHYECKMX  WMIM  (apMaKoJAWHAMHUYECKUX
B3aUMOJICHCTBUH TIPU COBMECTHOM TNPUMEHEHHUM pHBapokcabaHa ¢ wmuAa3zonamMoM (cyocrpar
CYP3A4), nurokcunom (cyOctpar P-rmukonporemna), aropBactatuHoM (cyoctpatr CYP3A4 u P-
[JIMKOMIPOTENHA) WM OMEIPa30JioM (MHITMOUTOp MPOTOHHOW MOMIIbI) HE BbIsBIEHO. PuBapokcaban He
uHrn6upyer u He uHAynupyer CYP3A4 nnu mro6sie nqpyrue ocHoBHbIe n30dopmbl CYP.
Bruanue na nabopamopnule napamempol
PuBapokcabaH oka3blBaeT BIMSHHME Ha MoKa3aTrenu cBepThiBaemMocTH kposu (IIB, AUTB,
HepTest) B cBsI31 O CBOMM MEXaHU3MOM JIEUCTBUS (CM. paznen S5.1).

eTu
CreneHb MeXJIEKapCTBEHHBIX B3aMMOJCHCTBUI prBapokcabaHa ¢ COMYTCTBYIOLIEH Tepanuel y aeren
HeusBecTHA. [IpuBeneHHbIE HMKE JaHHBIE O B3aUMOJEHCTBUH, NIOJyUYEHHBIE Y B3POCIIBIX NTAllUEHTOB, U
npenynpexaeHus B paszaene 4.4. N0KHBI ObITh NPUHATHI BO BHUMaHHWE I NEAMATPUYECKON
MOTYJISILIUH.

4.6 ®epTHIBLHOCTH, 0€PEMEHHOCTD M JIAKTAIUA

JKeHIMHBI C 1eTOPOIHBIM MOTEHIIUAIOM

JXeHmuHBl  JIETOPONHOrO BO3pacTa JOJDKHBI H30eraTb OEpeMEHHOCTH BO BpeMs Tepanuu

pUBapOKCcabaHOM.

PepTUIILHOCTD

HccnenoBanus mokasajid, 4To puBapokcabaH HE BIUSET Ha MYKCKYIO U JKEHCKYI0 (DepTHIIBHOCTH Y

Kpbic. Crnieun(uYHbIX HMCCIEJOBAHUN BIMSHUS pHBapokcabaHa Ha (EepTHIBHOCTh Yy YEJIOBEKa He

MIPOBOIMIIOCH.

bepeMeHHOCTD

besomacHocth U 3¢ (EeKTUBHOCT, NpPUMEHEHHUs puBapokcabaHa y OEpeMEHHBIX KEHIIWH He

YCTaHOBJIEHBI. JlaHHBIE, MONYYEHHBIE B MCCIIEJOBAHMAX Yy >KMBOTHBIX, MOKA3aJd PEHPOLYKTHUBHYIO

TOKCUYHOCTh. BenencTBue BO3MOKHOM penpoJyKTUBHON TOKCUYHOCTH, PUCKapa3BUTUS KPOBOTEUEHUS

U CIIOCOOHOCTH MPOHMKATh Yepe3 IJIAlleHTY PUBAPOKCAOaH IPOTUBOINOKA3aH BO BpeMsi OEpEeMEHHOCTH
12




ot 23.05.2026 N= 10736

(NOCNEOQCBATENBEHOCTL 0003)

(cm. pazmen 4.3).

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

JlakTanms
DddekTHBHOCTh U OE30IaCHOCTh pUBApOKcadaHa y KEHIIUH B MEPUOJ TPYAHOTO BCKAPMIIMBAHUS HE

yCTaHOBINICHBI. JlaHHBIC, TOJNYYCHHbIE HA OSKCIEPHUMEHTAIBHBIX JKHBOTHBIX, ITOKA3bIBAIOT, YTO
puBapokcabaH BbLIENAETCS C TpyJHBIM MojokoMm. IIpemapar puBapokcaGaH B mepuoJ TPYIHOTO
BcKapmiuBaHus (cMm. paszgen 4.3). HeoOxoauMo mpuHATH pemeHue o0 OTMEHE TIpyIHOTO
BCKapMJIMBAHMS WM TIPEKPAICHUN TEPAInH.

4.7 BuusiHMe HAa CHOCOOHOCTH YIPABJATHL TPAHCHOPTHBLIMM CpeIAcTBaMM M padoratbh ¢
MeXaHU3MaMH

PuBapokcabaH oka3bpIBaeT HE3HAYMTEIBHOE BIIMSHHE HA CIIOCOOHOCTHh YHPABISITh TPAHCHOPTHBIMU
cpeacTBaMHM M MexaHu3mamu. Ha ¢oHe mnpmema puBapokcabaHa OTMEYAIOCh BO3HHUKHOBEHHE
00OMOpPOKOB (YacTOTa: HEYaCTO) U TOJIOBOKPYKeHUs (dacTtoTa: yacTo) (cM. paszumen 4.8). IlamueHTsl, y
KOTOPBIX BO3HUKAIOT MOJOOHBIC HEXENaTeIbHbIE PEAKIUU, HE JTOJDKHBI YIPABISATh TPAHCIIOPTHBIMU
CpeACTBaMU HJIU JIPYTHMH MEXaHH3MaMHU.

4.8 HexxennaTesibHbIE peaKkmuu

Pesrome npoduiis 0€3011acHOCTH

be3onacHocTh puBapokcabaHa OIIEHWBAJIACh B TPUHAANATH OCHOBHBIX HccienoBaHusax III ¢asbr (cm.
Tabmuny 1).

Cymmapno 69608 B3pocibix NallMeHTOB B AeBsATHaALATH uccnenoBanusx 11 ¢aser u 488 nereii B 1Byx
uccnenoBanusix I ¢as3el u nByx uccnenoBanusx 1l ¢haszpr npuHMMan puBapokcadaH.

Tabmuua 1. Yncno manueHToB, y4acTBOBAaBUIMX B UCCICIOBAHUIX, CyMMapHasi CyTOYHas 1032 1 MaKCUMallbHas
MPOJOJDKUTENIEHOCTh JICUeHHUsT B KIMHMYECKHX ucchenoBanusx Il ¢asel ¢ yuacTmem B3pocibIX |
NEeUATPUYECKUX MALUEHTOB

MaxkcumaJjibHasi
Yucio CymMapHas cyToyHast
IToxa3zanue " MPOI0JKUTETHLHOCTH
NAIUEHTOB 71032

JIeYeHus
[MpodunakTika BeHO3HO!H TPOMO0IMOOIHH
BTD) y B3pocCiIbIX HAlMEHTOB, IEPEHECIINX .
(BT3)y B3p > iep 6097 10 Mr 39 e

MJIaHOBYIO OII€PAILIHIO 11O 3aMEHE
TaSO6GI[peHHOFO HJIA KOJICHHOI'O CyCTaBa

[Mpo¢mnaktuka BTD y manueHToB,
TOCHHUTAIM3UPOBAHHBIX C OCTPHIM 3997 10 mr 39 nueit
MEIMIIMHCKHM COCTOSIHUEM

Jenb 1-21: 30 mr Haunnas

Jleuenne Tpom6O03a riyookux BeH (TI'B), ¢ 22 nus: 20 mr
rpomMO0oaMOonu erouHoii aptepuu (TOJIA) u 6790 [Tociie MuHUMYM 6 21 mecsg
PO UIAKTHKA PEIUIHBOB MECSIIeB!

10 Mr wmm 20 mr

Jo3a, ckoppekTupoBaHHas
B 3aBUCUMOCTH OT MacChl
Tena, sl JOCTHKEHUS
SKCIO3ULINY,

329 HaOmo1aBIIencs y 12 mecsueB
B3pOCIIBIX, HOTy4aBHINX 20
MT puBapokcabaHa oJ1H
pa3 B ieHb Ui
nedeHus TI'B

Uleuenne BTD u npoduiiakTuka perujuBoB
BTD y n0HOLIEHHBIX HOBOPOXKAECHHBIX U I€Tel
B Bo3pacte 10 <18 siet nocie HayanbHON
CTaHAAPTHOW aHTUKOATyJISHTHOM Tepanuu

[MpodunakTrka HHCYJIbTA U CHCTEMHOM
TPOMOOIMOOIIHH Y MTAITUEHTOB C
(buOpHIISIIAEH Npecep i HEKITaaHHOTO
[TPOUCXOKACHUS

7750 20 mr 41 mecsry
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 29.05.2026 N2 10736
sihHetied o METEA IETTERUL TR UULL)
COOTBETCTBEHHO, B
KOMOMHAIUH C

[IpodrnakTrka aTepOTPOMOOTHUECKUX aIeTUICATHLIMIOBOM
COOBITHI Y TAIIUCHTOB MOCIIE OCTPOTO 10225 KHUCIIOTON WJIH 31 mecsrg
KopoHapHoro cuaapoma (OKC) aTle THIICAJIHIIAIOBOIMA
KHCIIOTOH €
KIIOTTHAOT PEIIOM HIJTH
THUKJIOTTHANHOM

5 Mr' B KOMOMHAIWHU C
aleTUIICAJIMIIMIIOBOM

[MpodwnnakTuka aTepoTpOMOOTHUECKHX 18244 N 47 mecs1eB
N N KHCI0TOM unu 10 mr
COOBITHH y MAIIMEHTOB C UIIIEMUYECKOM B MOHOTCDAIHL
bonesnsto cepana (MBC) niu 3aboneBannem p
nepudepuueckux aprepuii (3T1A) Smrs KOM6HH3HHHUC
3256** areTHIICATULIIOBOI 42 Mecsma

KHCJIOTOM

* TlarMeHTsI, TTOYYHUBIIKE IO MEHbIICH Mepe O/IHY 03y puBapokcabaHa.
** U3 uccnemosannst VOYAGER PAD.

Haubonee dYacto perucTpupyeMbIMH HEKEIATSIbHBIMUA PEAKIUsIMH Y TAIMEHTOB, IOJYYaBIINX
puBapokcabaH, ObUIM KpOBOTeUeHHUs (cM. HIDKe moapasnen «OmmcaHue OTHENBbHBIX HEXKeTaTelTbHbBIX
peakimii», cM. paszaen 4.4.) (Tadbmuna 2). Haubosiee yacto perucTpupoBaIUCh TAKUE KPOBOTCUCHHS, KaK
HOCOBOE KpoBoTeueHue (4,5 %) u xemyno4Ho-KuIeuHoe kposoreuenue (3,8 %).

Tabnuma 2. YacToTa BO3ZHHUKHOBEHHS KpPOBOTCUCHHMH®* W aHEMHH Yy TMAalHCHTOB, MOJYYaBIIUX JIEYCHUE
pUBapoKca0aHOM B 3aBEpIICHHBIX KIMHMYeckux uccienoBanusix Il ¢a3el ¢ ydacTmem B3pOCIBIX U
MeANaTPUUECKUX MMalleHTOB.

Joooe
Iloxa3zanue AHemMus
KpPOBOTE4YeHHE

[Mpo¢unaktuka BeHO3HOU TpoMO0IMOouu (BTI) y
B3POCIIBIX TTAIIMEHTOB, IEPEHECHTNX TUIAHOBYIO OIIEPAIIHIO TI0 6,8 % manueHToB 5,9 % manueHToB
BaMeHe Ta300e[peHHOT0 I KOJICHHOT'O CyCTaBa

[Mpo¢miakTuka BEeHO3HOU TPOMOOIMOOINH Y TAIIUEHTOBR,

12,6 % manueHTOB 2,1 % narnueHToB
TOCHHUTATH3HUPOBAHHBIX C OCTPHIM MEIUIIITHCKUM COCTOSTHUEM

Uleuenne TI'B, TOJIA u npoduiakTuKa peruauBOB 23 % manueHToB 1,6 % manueHToB

Uleuenne BTD u npodunakruka peunansos BTD y
ITOHOIIEHHBIX HOBOPOKIEHHBIX U JIeTel B Bo3pacte <18 ner 39,5 % manueHToB 4,6 % manueHToB
[ocyie Ha4yallbHOW CTaHIAPTHOMN aHTHKOATyJITHTHOM Teparuu

[Mpo¢uiakTuka HHCYJIbTa U CHCTEMHON TPOMOOIMOOIHH Y

MAIIEHTOB ¢ PUOPHILIANEH peIceparid HeKITaTaHHOTO 28 na 100 2,5 na 100
HpOHCXOAICHI MTAIACHTO-JIET MAIHACHTO-JIET
[Mpo¢riakTuka aTepOTPOMOOTHIECKUX COOBITHIA Yy 22 na 100 1,4 ma 100
marenToB nocyie OKC MaIMeHTO-JIET MMaIMEeHTO-JIET
6,7 Ha 100 0,15 ma 100
[MpodunakTrka aTepOTPOMOOTHIECKUX COOBITHI y TalMEHTO-JIET MaIMeHTo-JIeT**
maruenToB ¢ UBC nmm 3ITA 8,38 na 100 0,74 na 100
ManueHTo-eT’ MAIEeHTO-JIeT ***#
*Bo BCex KIMHMYECKUX HCCICIOBAHUIX pHBApOKCcabaHa BCE COy4ad KPOBOTEUYCHHS COOHMPAIOTCS, DPETHMCTPUPYIOTCS H
OIICHUBAIOTCSI.

** B nccnegoBannn COMPASS uacroTa BeTpedaeMOCTH aHEMHHM HM3Kasi, TIOCKOJBbKY HMPUMEHSUICS BBIOOPOYHBIA IOAXOA K
cOOpy AaHHBIX 110 HEXKENATEIbHBIM SBICHUSM.

**% JIpm cOope NaHHBIX O HEXKENaTeNbHBIX SBJICHUSIX MPUMEHSUICS BBIOOpOUHBIH moxxoxa. # M3 uccnenoBanusts VOYAGER
PAD.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
2 2026 M= 10736

ot 29.05

Tabnu4yHOE pe3toMe HeKEIaTeIbHbBIX PEAKIUN (MOCNEOOQBATENBHOCTL 0003)

YacroTa BCTpeuaeMOCTH HEXENATEeNbHBIX PEaKIHid, 3apeTUCTPUPOBAHHBIX y JETEH U B3POCIBIX IPH
NPUMEHEHHH TIperapata puBapokcabaH, INMpHBEIeHA B TaOMUIle 3 HIDKE C pPa3JEICHUEM 10
cucreMHO-opranHbeiM kitaccam (MedDRA) u o wactore. YactoTa BCTpe4aeMOCTH ONPEACTSETCS KaK:
o4deHb yacto (>1/10),

gacto (o1 >1/100, HO <1/10), Hewacto (ot >1/1 000, HO <1/100), peaxo (ot >1/10 000, HO <1/1 000),
oudeHb peako (<1/10 000),

9acTOTa HEM3BECTHA (HA OCHOBAHUH UMEIONITUXCS JJAHHBIX OIICHUTh HEBO3MOXKHO).

Tabnuna 3. Bce HexenaTenbHBIE PEaKLWH, 3apETHCTPUPOBAHHBIC y B3pPOCIBIX MAlMEHTOB B KIMHHUYECKHX
uccnepoBanusax Il ¢aspl miam B Xone MOCTPerHCTPallMOHHOTO MPHUMEHEHUSA®, a Takke y NeauaTpHYecKHX
MAIUeHToB B AByX nccienoannsx 11 ¢gaszer n nByx nccnemoBanmsx 11 ¢azpr

Yacrora

Yacrto Heuacrto Peaxo OueHb penko
HEeHN3BeCTHa

Hapymeﬂnﬂ CO CTOPOHBLI KPOBH U J'll/IM(l)aTI/I‘-leCKOﬁ CUCTEMBbI

AHemus (BKITIo4as TpomOormTO3 (BKITIOTAs
COOTBETCTBYIOILIE  |TIOBBILICHHE KOJIMYECTBA
nabopaTopHbie TPOMBOLUTOB)™,
TIOKa3aTeI ) TPOMOOITUTONCHHS

Hapymemm CO CTOPOHBI I/IMMyHHOﬁ CUCTEMBbI

Annepruueckas
[peaKLysl, aJJIepruYeCKUi
JIepMaTuT,
AQHIMOHEBPOTUYECKUI OTEK
U aJIepru4ecKuit
OTeK

AmnaduakTuyeckue
peaKIuy, BKIIOYast
aHa(MIAKTHYCCKUH 10K

Hapymemm CO CTOPOHBI HepBHOﬁ CUCTEMBI

I'onoBokpysxenue, BryTtpumosrosoe u
TOJIOBHAs 00JIb BHYTPHYEPEITHOE
KPOBOU3NIHSHHE,
00MOpOK

Hapymemm CO CTOPOHBI OpraHa 3peHus

IKpoBomznusHue B TIa3

(BKITIOUas
KPOBOU3JIHMSHKE B
KOHBIOHKTHBY)
HapymeHusi co cTOpoHbI cepana
| Taxukapaus |
Hapyienusi co cTOpOHBI cocy10B
CHmxeHMe
ApTepHaILHOTO

JIaBJICHWA, reMaToMa
HapyuieHus co CTOPOHBI IbIXaTeIbHOM CHCTEMbI, OPraHOB I'PY/IHOMH KJETKH M CPe0CTeHUS
IHocoBoe kpoBoTeueHuE, Do3uHOpHIBEHAS
KPOBOXapKaHbE ITHEBMOHUSA

)R‘e.l'lyIIO‘IHO-KPII]]e‘lHLle HapylmieHUus
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N
ot 29.05.2026 N2 10736

IKpoBOoTOUMBOCTE  JECEH,
PKEITyZOYHO-  KHIIEYHOE
KpoBOTEUeHHE (BKIJIIOYAs]
[peKTaJIbHOE
KpoBOTeueHue), Oonu B
oOmacTi JKEIyJO9IHO-
KUIIEYHOTO TPaKTa M B
DPKHBOTE, JIACTICTICHS,
TOLIHOTA, 3a10p™,
Imuapest, ppota’

CyxocTb BO pTY

LLNEHUEATE]NTER

A T U003

Hapyumenust co cTopoH

bl IICYCHU H JKEJTYCBbIB

OJSIIUX IMyTel

[oeimenne aktuBHOCTHHapymenne — (yHKuuHPKENTyXa, —OBBIILICHHE
TpaHCaMUHa3 MeYeHy, MOBBIIICHUEKOHIIEHTPALIN
KOHIICHTPALIIH KOHBIOTHPOBAHHOTO
OrpyOnHa, OrmpyOnHa (ipy|
MOBBIIICHNE aKTUBHOCTHCOITY TCTBYIOIIEM
menodHor  (hochaTazbIMOBBIIICHUH
KpOBH™, noBblieHueaKTUBHOCTH AJIT wnnyl
axTuBHOCTH I T TA 0e3 Hero), xoJjiecTas,
FEIaTUT (BKIMIOYAs
rernaToLeIUTIOIIPHOE
MOBPEXJICHHE)
HapyiieHusi co cTOPOHBI KOKH ¥ MOAKOKHBIX TKAHEH
IKoxuprit 3yn  (BximovasKpanusHuIA Cunmpom  CtuBeHCa
HeyacThle ciyvay| /I>xoHCOHA /
FeHepaIn30BaHHOTO [TOKCHYECKHIA
By#a), KOXHas  CbIIlb, PHMAepMabHBIN
PKXMMO3, KOXHBIE U HEKpOJIU3, DRESS-
[O/IKOYKHBIE CHHAPOM
KPOBOM3IIHSHHS

HapymieHust co CTOPOHBI

MbIIIIEYHOM, CKeJEeTHOM U COeTUHUTENbHOI TKAHU

Bob B KOHEYHOCTIXA I"'emapTpo3 KpoBousnusHue B KommapTmeHT-
MBIILITY CHHIIPOM Kak|
CIIe/ICTBHE
KPOBOTEUCHHUS
HapyumeHusi co CTOPOHBI OYEeK U MOYEBBIBOASILIUX MyTeii
IKpoBoTeueHnue u3 [Toueunas
[YPOTEHHUTAJIBHOTO TPaKTa| HEIOCTATOYHOCTh
(BKTIOUas TEMaTypuI0 U ocTpas
MeHopparuio®), royevHas
Hapyienne byHKIMN HEIOCTATOYHOCTh
MOo4eK (BKITFOUAs Kak cJeJCTBUE
MOBBIILICHUE KPOBOTEUEHHSI,
KOHIIEHTPAIIN ITOCTaTOYHOTO
KpeaTHHUHA KpOBH, It Toro, 4To0BI
MOBBIILICHUE BBI3BATD
KOHIIEHTPAIN runonepdysuio;
MOYEBHHBI KPOBH) HedpomaTus,
ACCOI[MMPOBAaHHA
ST C TPHEMOM
AHTUKOATYJITHTO
B
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COOTBETCTBYET 3

ot 23.05.2026 N= 10736

[ =

ey

O0mue HapylIeHUsI U peaKllMU B MeCTe BBeJleHMsI

(MOCAERCBATEREROCTE 0Q03)

UTuxopaka®, Yxynmenue obmmeroJTokanbHbIH 0TEK
nepuepruyecKiii  OTEeK,CaMOYyBCTBHS (BKIIFOUas
CHIDKEHHE oO1eiHenoMoranue)
(busnyeckoii  cwibl |
HHEpruu (BrITIOUAs]
cnabocTth
M aCTCHUIO)
JIabopaTopHble H HHCTPYMEHTAJIbHbIE JaHHbIE
[ToBbimeHue
AKTUBHOCTH JIATA,

[OBBIIICHUE AKTUBHOCTH
MUmaspl®,  HOBBILICHHE
AKTUBHOCTH

aMIa3bI®

TpaBMbl, HHTOKCHKAIIMHI M OCJI0KHEHHS MPOLEAYP

KpoBoteuenue ocJIe Cocynucras

mpouexyp (BxITIOUas] ncesnoaneBpu3zMa’

MOCIIEOTIEPalnOHHY IO

AHEMHIO M KPOBOTCUCHHE]

n3 paHsl), yuuo,

BbIJIEIICHUE CEKpeTa

U3 paHb®
A: HaOmonanucs npu npoduinaktuke BT y B3pocibIX ManueHTOB, MEPEHECIINX MJIAHOBYIO OIIEPANUIO 10 3aMEHE
Ta300eIPEHHOTO MM KOJICHHOTO CYCTaBa;
B: Habmoxamuck npu nedernn TT'B, TOJIA u npodmnakTike penuanBOB KaK OYEHb YacThIC Y KCHIIHH MOJIOKE 55
JIeT;
C: HaOJII0JIaNIMCh KaK HEYacTble B paMKax NMPOQHUIAKTUKU aTepoTPOMOOTHYECKHUX COOBITHH Yy MallMeHTOB MOCIE

OKC (mocine 4peck0oXHOro KOPOHAPHOTO BMEIATEIhCTBA).

*  TIpuMeHsUIcs TpPEABAPUTEIBHO 3aJaHHBIA BHIOOPOUYHBIN MOAXOM K COOPY MaHHBIX MO HEXKEIATEIbHBIM SIBICHHSIM B
otnenpHBIX uccnenoBanusax Il ¢daspl. Ha ocHOBaHWMM aHanmM3a MaHHBIX 3THX HMCCIENOBAHWN YacTOTa HEXKeNaTeNIbHBIX
PeaKIuii He MOBBICHIIACH, U HOBBIX HEXKEJIATEIbHBIX JIEKAPCTBEHHBIX PEAKIUi HACHTU(UIUPOBAHO HE OBLIO.

OrnurcaHue OT/IeTBHBIX HeXKEIATeIbHBIX PEaKIIUn

YuurteiBas (hapMakoIOTHUYECKUN MEXaHU3M JIEHCTBUS, MPUMEHEHHUE Mpernapara puBapoKcabaH MOXKeET
COTPOBOXKIATHCS MOBBIMIEHHBIM PUCKOM CKPBITOTO HJIM SIBHOTO KPOBOTEUYEHHS M3 JIOOBIX TKaHEU U
OpraHoB, KOTOPOE€ MOXET MPUBOJUTHh K MOCTTeMOpparnyeckod aHeMuu. [Ipu3Haku, CUMITOMBI U
CTENEHb TSKECTH (BKJIIOYAs JIETAIbHBIN UCXOA) OYIyT BapbHUPOBATHh B 3aBUCUMOCTH OT JIOKAJIU3AIUH,
WHTEHCUBHOCTH WJIH MPOAOKUTEIHLHOCTH KPOBOTEUEHHUS W/WIM aHeMuu (cM. moapaszzaen «JledeHnue
KpoBOTeUeHHI» pa3aena 4.9.). B KIMHUYECKUX WCCICIOBAHUAX KPOBOTEUEHUS M3 CIMU3UCTBIX
00oIi0ueK (a MMEHHO: KPOBOTEUEHHE U3 HOCA, JIECEH, KEyJA0YHO- KUIIIEUHOTO TPAKTa, MOUEMOIOBOM
CHUCTEMBI, BKJIIOYas aHOMaJIbHOE BAarMHAJIbLHOE WJIM YCHUJIEHHOE MEHCTPyaJlbHOE KPOBOTEUCHHE) U
aHeMus HaOJIOAANUCh Yalle MpH JUIMTETFHOM JICUEHUU PUBApOKCabaHOM IO CPAaBHEHUIO C JICYCHHUEM
ABK. Takum o0pa3om, B JOMOJHEHHE K HAAJICKAIIEMy KIMHHYECKOMY HaOII0IeHUI0, JabopaToOpHOE
HCCIIEIOBAaHNE TeMOTJIO0MHA/TeMAaTOKPUTa MOXET OBbITh 3HAYMMBIM JUIS BBISABICHUS CKPBITHIX
KPOBOTEUEHUN W KOJMYECTBEHHOW OLEHKH KIMHAYECKON 3HAYMMOCTH SBHBIX KPOBOTECYEHUU B
Clly4asix, KOrjJa MpPUMEHUMO. PHUCK pa3BUTHS KPOBOTEUEHUH MOXKET OBITh MOBBIIICHHBIM Y
OTIpeNIeJICHHBIX TPYNN TAlWEeHTOB, HANpPUMEp, Y TMAaIlHEHTOB C THKEIOW HEKOHTPOIUPYEMOI
apTepHalbHON TUTIEPTEH3UEeW W/WIU TIPU COBMECTHOM MPUMEHEHHH C TpernapaTamu, BIUSIOMIUMU Ha
remoctas (cM. monpasznen «Puck kpoBoreueHus» pazzaena 4.4.). MeHcTpyaibHOE KPOBOTCUCHHE MOXKET
OBITH 00JIe€ OOUITBEHBIM W/WITH MPOIOJKUTEIBHBIM.

I'emopparudeckue OCI0KHEHHUSI MOTYT MPOSIBIATHCS B BUJE CIa00OCTH, OJICTHOCTH, TOJIOBOKPYKEHUS,
TOJIOBHON OOJHM WM HEOOBSICHUMBIX OTEKOB, OJIBIIIKH WM HEOOBSICHUMOTO IIOKa. B HEKOTOPBIX
CiTy4asiX BCJICICTBHE aHEMHUHU HAOJIOJAIMCh CUMITOMBI UIIIEMUU MHUOKap/Aa, TakKue Kak 00Jb B TPYIU
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 29.05.2026 Nz 10736

YTH CTEHOKApIHSL. (MOCNEOOBATENBHOCTE 0003)

[Ipn mpuMeHeHWU TmperapaTa pUBapoKcabaH PETHCTPUPOBAIUCH TAaKHE HM3BECTHBIC OCIOKHCHUS,
BTOPUYHBIE [0 OTHOIICHHUIO K TSKEJIBIM KPOBOTEUEHUSM, KaK CHHIPOM MOBBIIICHHOI'O
cyOdacuuanbHOr0 AaBIeHHUS (KOMIOAPTMEHT-CHHIPOM), IIOYEYHAs HEJOCTATOYHOCTb BCIIEACTBUE
runomneppy3un wid Hedpomnarus, acCOMUPOBAHHASI C MPUEMOM aHTHKOAryJIsHTOB. Takum oOpa3om,
CIIEyeT YYHUTHIBATh BO3MOXHOCTh KPOBOTEUCHHS IPH OLEHKE COCTOSHHUS JII0OOOro TIalMeHTa,
MOJIy4aOIIEro aHTUKOATyJISTHTHI.

eTu
Jleuenue BTO u npogpunakmuka peyuousos BTO
Omnenka 0e30MacHOCTH y JETEH M MOJAPOCTKOB OCHOBaHA HAa JAHHBIX MO OE30MaCHOCTH OTKPBITHIX
HCCIE0OBAaHUI ¢ aKTUBHBIM KOHTpOJeM (nByX uccienoBanuii 11 ¢asel u omnoro I ¢aser) ¢ yuactuem
nereil B Bo3pacte OT poxiaeHus 1o <18 mer. JlanHple 1o Oe30macHOCTH OBUIM B IIEJIOM
COIMOCTaBUMBIMU ISl pUBapoKcabaHa U Ipernapara CpaBHEHHS B Pa3UYHBIX BO3PACTHBIX TpYyIIax
nereit. B nenom npoduis 6e3omacHocT y 412 nereit 1 mOJpOCTKOB, MONTYyYaBIIMX pUBapoKcadaH, ObLT
aHaJloruyeH npodmio 0e30MacHOCTH, HAOII0AAEMOMY BO B3pOCIOM MOMYJSIUU, U COXPAaHsIICA B
Pa3HBIX BO3PACTHBIX TPYIIIAX, XOTS OIIEHKA OrpaHMYeHA HEOOJIBIIINM KOJIHYECTBOM IAI[EHTOB.
l'onoBuas 601b (oueHs yacto, 16,7 %), nuxopanka (ouenb 4acto, 11,7 %), HOCOBOE KpOBOTEUEHUE
(ouens wacrto, 11,2 %), pBota (ouyens uacro, 10,7 %), Taxukapaus (dacto, 1,5 %), MOBBIIICHUE
KOHIIeHTpauuu OwnupyOuna (wacrto, 1,5 %) u TOBBIIEHHE KOHIICHTPAIMHM KOHBIOTMPOBAHHOTO
ounnpyouna (peako, 0,7 %) perucTpUpoBaIMCh Yy TNEIUATPUYECKUX NAIHMEHTOB 4Yalle, 4eM Yy
B3pocibiXx. Kak u BO B3pocioil momyssiuu, MeHopparus Habmromanack y 6,6 % (4acto) aeBoYeK-
MIOJIPOCTKOB Tocae MeHapxe. TpomOouuronenus, HaOarogaemMas B paMKaxX HOCTPETMCTPALHOHHOIO
MOHHUTOPHHIAa BO B3POCION MOMYJSIMH, B KIMHUYECKHX MCCIEAOBAHUSAX CPEIu IeIuaTpUyYECcKOM
nonyJsuuu Habmroaanace yacto (4,6 %). HexenarenbHble JeKapCTBEHHbIE pEeAaKLUU y JI€Teil ObLIU B
OCHOBHOM OT JIETKOW O YMEPEHHON CTETIEHU TSIKECTH.
Coo011eHue 0 10103pEBAEMbIX HEXKENIATEIbHBIX PEAKIIHIX
Baxxno coobmare 0 moo3peBaeMbIX HEKeIaTeNbHbIX PEeaKIMIX IMOCIEe PETUCTPALUU JIEKAPCTBEHHOTO
npernapara ¢ 1elblo 00ecrieueHusl HEPEePhIBHOIO MOHUTOPUHTA COOTHOIIEHHUS
«TI0JTh3a — PHUCKY JIEKAPCTBEHHOTO MpenapaTta. MeaTuImHCKUM pabOTHUKAaM PEKOMEHAYETCsl CO00IaTh
0 JOOBIX IM0/I03pEBAaEMBIX HEXKENATENbHBIX peaklMaX JIEeKapCTBEHHOIO IIpernapaTa 4epes
HAI[MOHATIbHBIE CHUCTEMBl COOOIIEHUS O HEXKENaTeNbHBIX PEaKIUsAX TOCYJapCTB — UJICHOB
EBpazniickoro 5KOHOMHUYECKOTO COKO3a:

Poccuiickas @enepanus.

®denepanbHas cinyx0a o Haa30py B cdepe 3paBoOXpaHEHUS.

Anpec: 109012, r. MockBa, CnaBstHCKas 1I01aib, 1. 4, cTp. 1.
Tenedon: +7 800 550 99 03

OnexTpoHHas noyta: pharm@roszdravnadzor.gov.ru

i npr(@roszdravnadzor.gov.ru

CaiiT B ”HpOpMaAIIMOHHO-TEIEKOMMYHHUKAIIMOHHON ceTH «IHTepHeT»:
https://www.roszdravnadzor.gov.ru/

4.9 Ilepeno3upoBka

CumMnOTOMBI

VY B3pocibIX ObUIM 3aperuMCTPUPOBAHBI pElKHE Clydyau Mepeno3upoBku a0 1960 mr. B cmyuae
MIePEIO3UPOBKA HEOOXOIMMO TIIATENIFHO HAOIOAATh TMAIMEHTa Ha MPEIMET Pa3BHTHS KPOBOTEUCHHMA
WIM JAPYTUX HEXENaTeNbHBIX peakiuil (cM. mojpasnen «JleueHue kpoBoTeueHuid» paszzaena 4.9.). B
CBSI3W C OTPaHUYCHHBIM BCACHIBAHHEM OXHIACTCS (OPMHUPOBAHHE TUIATO KOHIIEHTPAIMH TpenapaTa
0e3 JambHEeHIero yBeJIHMYeHHs ero CpeAHel KOHIEHTpalMy B IUIa3Me KpOBHM IpU NMPUMEHEHHH 103,
MPEBHIIIAIOIINX TePAEeBTUYECKNE, paBHBIX 50 MI puBapokcabaHa MM BBIIIE y B3POCIBIX.

Jlnist  B3pOCHBIX CYIIECTBYET CHENU(pHUUECKUil aHTUIOT (aHIeKcaHeT aibda), OJIOKUPYIOMUN
(hapmakognHaMuueckuii 23Q ekt puBapokcadaHa.
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aKTUBUPOBAHHBINA yroOJb.

JleueHue KpOBOTEUEHUH

Ecnu y manmeHTa, moiydaromero puBapokcaOaH, BO3ZHHMKIIO OCJIOXHEHHE B BHJE KPOBOTCUCHHS,
CIIEYIOIIUN TpHeM puBapoKcadaHa cieayeT OTI0XKUTh WU, IPU HEOOXOJUMOCTH, OTMEHUTH JICUCHHE.
[lepuon mosyBBIBEZCHUsI pUBapoKcabaHa y B3pOCIBIX COCTABISET HpUOIM3UTENBbHO 5 - 13 4yacos.
Jleuenue JOMHKHO OBITh UHIUBUIYAJIbHBIM B 3aBUCHMOCTH OT TSKECTH U JIOKAJIU3alUU KPOBOTCUCHHUSL.
[Tpu HEOOXOAUMOCTH MOXKHO MPUMEHSATH COOTBETCTBYIONIEE CUMITOMATHYECKOE JICYCHHE, TAKOE KaK
MeXaHH4YecKas KoMmmpeccus (Hampumep, IpU TSHKENbIX HOCOBBIX KPOBOTEUEHUSX), XUPYPrHUECKUN
reMocTa3 ¢ MPOLEAYpPaMU KOHTPOJIS KPOBOTEUCHMs, MH(Y3WOHHAs Tepamus M TeMOJAWHAMHYECKas
MOJAJEPKKa, MPUMEHEHHE IpenapaTroB KPOBH (IPUTPOLUTAPHOM MacChl WM CBEKE3aMOPOKEHHOU
IUTa3MBbl, B 3aBUCUMOCTH OT TOT0, BO3HHUKJIA aHEMUS MJIM KOATYJIOMATH) HIIH TPOMOOIIUTOB.

Ecnu nmepeuuncieHHble BbIIE MEPONPUATUS HE MPUBOAAT K YCTPAHEHUIO KPOBOTEUEHUS, MOXKET OBITh
Ha3HaveH cnenuduyeckuii aHTUAOT MHrHOuTOpa pakTopa Xa (aHaeKcaHeT aibda), KOTOPbIi OIOKUpyeT
dbapmakoruHaMudeckuil 2P pexT puBapokcadaHa, WU CHelU(PpUIEeCKUe MPOKOAryISHTHBIE Mpenaparsl,
HampuMep,  KOHLEHTpAaT  MPOTPOMOMHOBOTO  KOMIUIEKCA,  KOHLEHTpAaT  aKTUBHPOBAHHOTO
MIPOTPOMOMHOBOTO KoMIUiekca uinu pekomOunantHeid paktop VIla (r-FVIla). Onnako B Hactosiiee
BpeMs OIIBIT TPUMEHEHUS JaHHBIX JIEKAPCTBEHHBIX IIPENapaToB Y B3POCIBIX, TMOIYYarOINX
puBapokcalbaH, BechMa oOrpaHuyeH. J[aHHbIE PEKOMEHJAIMU TaK)Ke€ OCHOBAHbI HAa OrPAHUYEHHBIX
HEKJIMHUYECKUX JaHHBIX. BO3MOXXHOCTH MOBTOPHOTO BBEACHUS peKOMOMHAaHTHOTO (akropa VIla m
TUTPOBAHUE JI03bI CIEAYET pacCMaTpUBaTh B 3aBUCUMOCTH OT CHIKEHUSI aKTUBHOCTH KPOBOTEUECHHUSI.
B 3aBucumocTH OT MECTHOW JOCTYNHOCTH, B Cay4yae OOJIbIIOTO0 KPOBOTEUEHUS CIELYET PACCMOTPEThH
BO3MOYXHOCTh KOHCYJIBTALIUU CO CIIEIUAIHUCTOM I10 Koarynauuu (cM. pazgen 5.1.).

[Ipennonaraercs, dYro mporamMuHa CcyiabpaT ©u BHTaMHH K He OKa3pBalOT BIUSHHUS Ha
AHTHKOAryJIIHTHYIO aKTHBHOCTh puBapokcabaHa. Mmeercs orpaHHYEHHBIH OMBIT MPUMEHEHUS
TPaHEKCaMOBOH KHCJIOTBI W OTCYTCTBYET ONBIT MPUMEHEHHS aMHUHOKAIPOHOBOW KHCJIOTHI H
anpoTHHUHA Yy B3pOCIbIX, MOJIYyYaroluX puBapokcabaH. HayuHoe obOocHOBaHuE Ienecoo0pa3HOCTH
WIK ONBIT NMPUMEHEHUS CHCTEMHOTO Ie€MOCTAaTHYECKOro Ipernapara JIeCMONPECCHH y MalueHTOB,
MOJTyYaKoIUX PUBAPOKCAOaH, OTCYTCTBYET. YUUTHIBasi MHTEHCUBHOE CBSI3bIBAHUE C OEJIKAMU IJIa3MBbl,
OKUJaeTcs, 4YTO puBapokcabaH He OyAeT BHIBOAUTHCA MIPU NMPOBEICHUN AUATU3A.

ern

JlanHble y pnered orpaHudeHbl. J[aHHBIE O [103aX, MPEBBIMIAIONIUX TEPANEBTHYECKUE, Y JeTel
OTCYTCTBYIOT.

Crneunduryeckuii aHTUAOT (aHAEKCaHET anbda), Omoxkupyrouwmili (apmakonnHamudeckuil 3ddext
puBapokcalaHa, HE pa3pelleH K IPUMEHEHHIO Y JIeTeH.

Jleuenue kposomeuenuti

Ilepuon momyBbIBeleHUs Yy JAeTeil, CHOPOTHO3UPOBAHHBIM € TIOMOLIbIO  MOMYJISILMOHHOTO
(hapMaKOKMHETHYECKOTO MOJICTMPOBAHUS, KOPOUE, YeM Y B3POCIHBIX (CM. paszaen 5.2.).

OnbIT NpUMEHEHUs CHelU(PUUECKUX MPOKOATYISIHTHBIX IpernaparoB (HampuMmep, KOHLEHTpaT
MIPOTPOMOMHOBOIO KOMIIJIEKCA, KOHIIEHTPAT aKTUBUPOBAHHOIO MPOTPOMOMHOBOIO KOMILJIEKCA WIIU
pexomOuHaHTHBIN pakTop VIla (r-FVIla)) y nerei, momydarommx puBapokcabaH, BeCbMa OrpaHUYEH.
OTcyTCTBYyeT ONBIT NMPHMEHEHHs IMpOTaMHHA Cyibdara, BuTaMuHa K, TpaHEeKCaMOBOW KHCIOTHI,
aMMHOKAIIPOHOBOM KHMCJIOTHI M allpOTHHMHA Y JETeH, MOMyJaroluX puBapoKcadaH.

5 ®PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1 ®apmakoauHaMHUYeCKHe CBOIICTBA

dapmakoTepaneBTHUECKass TpyMNa: aHTUTPOMOOTHYECKHE CPEJCTBA; MNpPSAMble HHTHOUTOPHI
(daxTopa Xa.

Kon ATX: BO1AFO1

MexaHu3M JIeNCTBUS

PuBapokcabaH — BBICOKOCEJIIEKTUBHBIA NpsMoi HHruOutop (akropa Xa, obOiamaronuii BBICOKON
OMOJOCTYMHOCTRIO TpU TpueMe BHYTpb. MHrubuposanue ¢daxtopa Xa HapyliaeT BHYTPEHHUU U
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

Tpomba. PuBapokcaban He wuHrHOMpyeT TpoMOuH (akTUBUpoBaHHBIM ¢akrop II), a Takxke He
IIPOAEMOHCTPUPOBAJ BIUSHUS Ha TPOMOOLIUTHI.

dapmakoanHamMudeckne 3 exTo

VY 4yenoBeka HabMIOJAETCs [0303aBUCUMOE MHTMOMpPOBaHUE aKTMBHOCTH (akTopa Xa. PuBapokca®an
OKa3bIBAET J10303aBUCUMOE BIMSHUE Ha NMPOTPOMOMHOBOE BpEMS, KOTOPOE XOPOIIO KOpPPEIUpPYET ¢
KOHIIEHTpaLUsAMHU pUBapokcabaHa B Iua3Mme kpoBu (r = 0,98), eciu u1d aHanu3a UCNONb3yeTcsl Habop
Neoplastin. Ilpu uCHOJIB30BAHMM  JPYTUX  PEAKTHBOB  pE3yJbTaThl  OyIOyT  OTIMYATHCS.
[IporpoMOuHOBOE BpeMsl cieayeT H3MepsITh B CeKyHJaX, nockonbky MHO (MmexayHaponHoe
HOPMAJIM30BaHHOE OTHOIICHHE) OTKAJTMOPOBAHO U BAJIMIUPOBAHO TOJBKO Ui TPOU3BOIHBIX
KyMapuHa U He MOKET IPUMEHATHCS JUIsl JPYTUX aHTUKOATYJISIHTOB.

VY nmanueHToB, MOJIyYalOIUX PUBApOKcabaH JUId JiedeHus u npopuinaktuku perauausos TI'B u TOJIA,
5/95 mponeHTHaM I mpoTpoMOuHOBOTO BpemeHH (Neoplastin) depes 2 - 4 yaca mocie mpuema
TabneTku (T.e. Ha MakcumyMme 3¢ dekra) BappupyroT OT 17 nmo 32 cekyHn mnpu mpueme 15 mr
puBapokcabaHa J1Ba pasa B JieHb, 1 oT 15 1o 30 cexyna npu npueme 20 Mr puBapokcabaHa OJIMH pa3 B
nenb. B mpomexxyTke depe3 8 - 16 gacoB mociie npuema TadneTku 5/95 mpoueHTHI BapbupyloT ot 14
1o 24 cekyHn npu npreme 15 Mr ABa pasa B ieHb, U yepe3 18 - 30 yacoB mocie npuema TadieTku — OT
13 1o 20 cexynn npu npueme 20 Mr OJ1H pa3 B JICHb.

VY namueHtoB ¢ ¢GuOpwuUIALMEN MpeacepAuii HEKJIAaHHOTO IPOUCXOXKIACHUS, NPUHUMAIOIINX
puBapokcabaH i TPOPHIAKTHKHA WHCYJIbTa U CUCTEMHOW TpomMO03MOoanu, 5/95 mpoueHTH N yis
nporpomOuHOBOoro BpeMeHu (Neoplastin) wepes 1 - 4 wyaca mocie npuema TaOneTku (T.e. Ha
MakcumyMe 3¢ dexra) Bapbupytot ot 14 1o 40 cekyHa y MarueHToB, NpuHUMaromux 20 Mr oJ1H pa3 B
neHb, 1 oT 10 no 50 cexkyHJ y MalMEHTOB € HapyleHHMEeM (YHKIUM IOYEK CpelHeil cTeneHw,
NpUHUMAIOMUX 15 MT ofuH pa3 B AeHb. B mpomexyTke yepe3 16 - 36 gacoB mocie npruema TadlIeTKu
5/95 mponeHTUIu BapbUpyIOT OT 12 10 26 cexyHA y MauueHToB, MpuHuMarommx 20 Mr oauH pas B
IeHb, U OT 12 10 26 CcexyHI y MalmueHTOB C HapylmieHHeM (QYHKIMHM TMOYEK CPEIHEW CTETeHH,
IPUHUMAIOIIUX 15 MI OJTUH pa3 B JIeHb.

B knuHudeckoM (apMakoJOrnyeckoM MCCIIeJOBaHUHM M3MEHEHHUs (apMaKoJIMHAMUKU pUBapokcabaHa
y 3JI0POBBIX B3POCIBIX TOOPOBOJIBIEB (N = 22) OBLIO U3yUEHO BIMSIHUE OJHOKpATHBIX 103 (50 ME/kr)
JBYX pa3MYHBIX TUIIOB KOHIIEHTpaTa MPOTPOMOMHOBOTO KomIuiekca: 3-paxtopHoro (¢pakrops! I, IX
u X) u 4-daxropuoro (dakropsr II, VII, IX u X). 3- dakTopHBIii KOHLIEHTpAT MPOTPOMOMHOBOTO
KOMILIEKCa CHHU3UJI CpeIHHUE 3Ha4eHHs nmpoTpoMOuHoBoro Bpemenu (Neoplastin), mpumepno Ha 1,0
CeKyHIy B TeueHHe 30 MMHYT 1O CpaBHEHHMIO CO CHIXKEHHEM INpUMEpHO Ha 3,5 CeKyHIbl,
HaO0JI0/laeMbIM TIPY MCIOJb30BaHUM 4- (AaKTOPHOTO KOHIIEHTpaTa MPOTPOMOMHOBOIO KOMILJIEKCA.
Hanpotus, 3-(akTopHblii KOHIIEHTpAT MPOTPOMOMHOBOIO KOMIUIEKCA OKas3all 0ojee BbIpaKEHHOE
n ObICTpoe oOlee BIMSHUE Ha 0OPaTMMOCTh U3MEHEHHI B F€HEepalliy SHJI0T€HHOT0 TPOMOMHA, 4YeM
4-(hakTOpHBINA KOHLIEHTPAT MPOTPOMONHOBOI0 KOMIUIEKca (cM. pazaen 4.9.).

Taxxe puBapokcaban po3o3zaBucumo ysenunuuBaeT AUTB wu pesynbrar HepTest; ogHako st
napamMeTpsl HE PEKOMEHIYeTCsl HCIOJb30BaTh MJs OLEHKH (apMakoguHaMudeckoro 3gddexra
puBapokcabana. B mnepuon iedenuss puBapokcabaHOM THPOBOJWTH MOHHUTOPHHI IapaMeTpoB
CBEpPTHIBaHUS KPOBU B PYTHHHOMN KIMHUYECKOM MpakTHke He Tpedyercs. OHaKo, eciu s 3TOT0 €CTh
KJIIMHUYeCKoe 00OCHOBaHME, KOHIEHTpallus pUBapokcadaHa MOXET ObITh M3MEpeHa IMpH MOMOIIU
KaJHOpOBAaHHOTI'O KOJMYECTBEHHOTO TeCTa aHTH-Xa aKTUBHOCTH (CM. paszen 5.2.).

Knununyeckas 3 exTuBHOCTE U 6€300aCHOCTh

Ipopuraxmuxa uncynroma u cucmemuou mpomooIMO01UL Yy NAYUeHmos ¢ udpuiiayuell npedcepouti
HEKIANAHHO20 NPOUCXOHNCOEHUS.

[IporpaMma KJIMHUYECKHUX HCCIEIOBaHMM puBapokcabaHa Obuia pa3paboTaHa JUIsl TOTO, YTOOBI
nmokaszath 3(P¢GEeKTHBHOCTh pPUBApOKCa0aHA B OTHONIICHWH NPOPUIAKTHKH WHCYJIhTAa U CHUCTEMHOMN
TpOoMO03MOOIINH Y MAIMEHTOB ¢ GUOPMILIALMEH TpeacepIuil HEKJIAIaHHOTO MTPOUCXOKICHUS.

B 6a3oBoMm nBoitHOM ciieriom uccinenoBann ROCKET AF 14264 nanuenTa ObuUlM paHJOMU3UPOBAHBI
Ha ripueM 20 Mr puBapokcabaHa oMH pa3 B AeHb (15 Mr oJluH pa3 B 1eHb [l MALMEHTOB C KIMPEHCOM
kpeatuHuHa 30-49 mMi/MUH) WM Ha mpueM BapdapHHa, 103y KOTOPOrO TUTPOBAIU /10 JOCTHUKEHUS
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 23.05.2026 N= 10736

nenesoro 3HaueHuss MHO 2,5 (TepaneBTuueckuii Jupna3oH (519 'é'é%%%‘“ﬁ%ﬁ'a—' IEILE"TQJ:I:II;II;!(%CTI/I

neueHust coctaBuia 19 mecsues, a o011as MPOAOKUTEILHOCTD JieueHus — 10 41 mecsa.

34,9 % nauMeHToB MOIyYalld TEPAluIo aleTUICAIUIMIOBOM KUCI0TOH, 11,4 % - momydanu Tepanuto
AHTUAPUTMUYECKUMH ITpenaparamu kiacca I, Bkirrodas amuogapoH.

PuBapoxcaban He ycTynan BaphapuHy 1O MEPBUUYHON KOMOMHUPOBAHHOW KOHEYHON TOYKE MHCYJIbTA
U CHCTEeMHOH TpomMOOIMOONIMH, HE CBS3aHHOW ¢ IeHTpaidbHOW HepBHOU cucremoi (IITHC). B
MOMYJISAINH, MOJyYaBIle JIeYeHUE COTJIACHO MPOTOKOIY, HHCYJIbT WM CUCTEMHas TPoMO03MOoIus
npousonu y 188 mammenToB, momydaBmmx puapokcaban, (1,71 % B rox) m y 241 maunmenTa,
npuHuMaBiero Bapdapus, (2,16 % B rox) (otHomenue puckoB (OP) 0,79; 95 % AU, 0,66—-0,96;
P<0,001 pua runmore3sl «He ycrynaer»). Cpeau BceX paHIOMHU3MPOBAHHBIX —I1AlIUEHTOB,
MIPOaHATM3UPOBAHHBIX B COOTBETCTBUM C Ha3HAueHHBIM BMemarenscTBoM (ITT), mepBuunbie cOOBITHS
npou3onu y 269 manueHToB, MOJy4yaBIIUMX puBapokcabaH, (2,12 % B rox) u y 306 mamueHTos,
nony4aBmux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03; P<0,001 ays rumotessl «HE
ycrynaet»; P=0,117 nns runoresbl «IpeBOCXOaUT»). Pe3ynbTarhl 11 BTOPUUHBIX KOHEUHBIX TOYEK,
MIPOBEPEHHBIE B HEPAPXUUYECKOM TOpSAKE B aHalIM3€ B COOTBETCTBUM C Ha3HAYCHHBIM
BMEIIATCILCTBOM, IIOKA3aHbI B Ta0JHIIC 4.

Cpenu nanuenToB B rpymnmne Bapdapuna 3Hadyernns MHO Haxonuiuch B TepaneBTUYECKOM JHAIa30He
(ot 2,0 10 3,0) B cpennem 55 % Bpemenu (Meauana 58 %; MeXKBapTHIbHBIN Iuarna3on ot 43 go 71).
DddexT puBapokcadbana He paziauyaics Ha ypoBHe neHTpanbHoro TTR (BpeMs B 1uamnazoHe 1eleBOro
MHO or 2,0 go 3,0) B kBapTHiIix oguHakoBoro pasmepa (P=0,74 nns B3aumopeiictus). B npenenax
CaMoro BBICOKOTO KBApTWJIS MO OTHOILICHHIO K HEHTpY oTHoueHue puckoB (OP) puBapokcabana mo
cpaBHEHHUIO ¢ BapdapunoM coctasisuio 0,74 (95 % AU, 0,49— 1,12).

YactoTa BO3HMKHOBEHHS OCHOBHOM KOHEYHOW TOUKH Oe3omacHocTd (0oiblive W KIMHUYECKH
3Ha4YMMbIe HEOOJBIIME KPOBOTEUEHHUs) ObLIa comocTaBuMa B o0eux rpynmax jedenus (cm. Tabnuiry

5).

Tabnuna 4. lanaeie mo npoduto > dextnBHOCTH B KinnanYeckoM nccienoannu 111 passt ROCKET AF.

Hccnenyemas ITT ananu3 3¢ppeKTUBHOCTH y NALMEHTOB ¢ GUOpULIsIIei
MOy ISIHUS npejacepauii HEKJIAMAHHOTO MPOMCXOKACHUS
PuBapokcadan 20 Mr oguH Bapdapun B no3e,
pa3 B aeHb (15 Mr oiuH pa3| TUTPOBAHHOM MO 1e1eBOMY
B J€Hb JJISl IallHEHTOB C ypoBHio MHO 2,5 Ornomenne prckos
yMepeHHOM 04Ye4yHoil  |(TepanmeBTHYeCKHl 1MaNIa30H (95 % ITH)
HEI0CTATOYHOCTHIO) ot 2,0 10 3,0)
N N p-3HaYeHue, TeCT HA
O ——— YacroTa coObITHIA YacroTa codbITHI IPEBOCXONCTEO
(100 manueHTO-J1€T) (100 nameHTO-J1€T)
WHcynbt U cuctemHas 0,88
TpoM0603MO0JIHS, He (22 ?92) (j 362) (0,74-1,03)
ceszanHas ¢ [THC ’ ’ 0,117
WHcynbT, cucTeMHas
TpoMO03IMOOIIHS, HE CBSI3aHHAS
¢ IIHC, u cMepTh BCIIEACTBUE 579 609 0,94
CEepACIHO-COCYAUCTOTO (4.51) (4.81) (0,84-1,05)
3a00JIeBaHUsA ’ ’ 0,265
Wucynbt, cucremMHas
TpoMO0IMOOITHSI, HE CBS3aHHAS 0.93
¢ LIHC, cmepTh BeaencTaue 659 709 © 83,—1 03)
CepAECYHO-COCYAUCTOTO (5,24) (5,65) ’ 01 Sé
3aboseBaHus ¥ HHPAPKT ’
MHOKapaa
253 281 0,90
WucyneT (1,99) (2,22) (0,76-1,07)
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(MOCAEOOEATENEHOCT gyi3)
CucremHas TpoM003M60ITHS, 0,74
20 27
HE CBSI3aHHAs C (0,16) 0,21 (0,42—-1,32)
HHC ’ ’ 0,308
130 142 © 2 16)
Wudapkt muokapaa (1,02) (1,11) ’ 0.4 64,1

Tabmuia 5. JlanHsie o npodmino 6e3omacHocTy B kimHudeckoM uccienoBanu 111 ¢paszst ROCKET AF

Hccaenyemas MammenTs! ¢ pudprLIsIIHEi MpencepaNii HEKIANAHHOTO
TOMYJISIIAS TPOUCXOKTIEHUA")
PuBapoxcadan 20 mr oauH Bapdapun B 103e,
pa3 B fAeHb (15 Mr oMH pa3| THTPOBAHHOII N0 LeJIEBOMY
B JIeHb JJIS TAIHEHTOB C yposHio MHO 2,5
TepaneBTHUYecKas /1032 yMepeHHOH MoYeqHOit (TepameBTHYECKHIi THATIA30H
OTHoOIIEeHNE PHCKOB
HEI0CTATOYHOCTBIO) ot 2,0 10 3,0) (95 % JTH)
Yacrora codbiTuii (100 Yacrora codbITH °
p-3HaveHHe
MaIHEeHTO-JIET) (100 naneHTO-J1€T)
Bonpiime ¥ KIMHUYECKU 1475 1449 1,03
3HaYUMbIe HEOObIINE (14.91) (14.52) (0,96-1,11)
KpOBOTEUEHUS i i 0,442
1,04
Bonpmme kxpoBoTeUCHUS 395 386 (0,90-1,20)
(3,60) (3,45)
0,576
CMepTh BCIEACTBUE 27 >3 0,50
P ACTS (0.24) (0.48) (0,31-0,79)
KPOBOTCUCHHS 0.003
KpoBoreueHus u3 ;KU3HEHHO ol 133 0,69
b BaXKHBIX OPraHoB* (0.82) (1.18) (0,53-0,91)
P 0,007
BruyTpuuepemntoe >3 84 0.67
cpOROMS TG ¥ (0.49) (0,74) (0,47-0,93)
p 0,019
[Tanenue ypoBHs 305 254 1,22
b yp " (2,77) (2,26) (1,03-1,44)
reMoryioonuHa
0,019
[lepenuBanue ABYX WIH
0oJiee eIMHUALL 1,25
SPUTPOLUTAPHON MACCHI HITH 183 149 (1,01-1,55)
[eJIEHON KpoBH™ (1,65) (1,32) 0,044
Kimanyecku 3HauMMBbIe 1185 1151 1,04
(11,80) (11,37) (0,96-1,13)
HeOOoJTbIIHIE KPOBOTCUCHUS
0,345
208 250 0,85
CMepTh OT BCEeX NPUYIHH (1,87) 2,21) (0,70-1,02)
0,073

a) TIOIYJIAU MJI U3yYCHUSL 6630HaCHOCTI/I, B IEPpHOJ JICUCHUS

* HOMUHAJILHO 3HAYUMOE
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oT 2
B nponomuennme k wuccnenoBanuio ¢aszel 11 ROCKET A'lﬂ:":&Hﬁllﬁﬁb':iaefreﬂ%_"rff)‘ocfieKT'P'Iéhoe,

HEKOHTPOJIMPYEMOE MOCTPETUCTPALIMOHHOE HEUHTEPBEHLIMOHHOE OTKPBITOE KOTOPTHOE UCCIIEOBAaHUE
(XANTUS) ¢ neHTpadbHON OIIEHKON KOHEYHBIX TOYEK, BKJIIOUYas TPOMOOIMOOIUYECKHUE COOBITHUS U
Oompmie  KpoBoTeueHus. 6704 manmenta ¢ QuOpwUIALMEH TpeacepAMii  HEKJIANaHHOTO
MIPOUCXOXKACHUS ObUIM BKJIIOUEHBI B UCCIIEJOBAHUE KIMHUYECKON MPAKTUKH, B KOTOPOM U3YYaJIUCh 10
npo(UIIaKTHKE MHCYJILTA U CUCTEMHOM TpoMbosMOomuu, He cBazannoi ¢ IIHC. Cpennue nokasarenu
CHADS2 u HAS-BLED B uccnenoBanuu XANTUS coctaBmwim 1,9 u 2,0 1mo cpaBHEHUIO CO
cpennumu nokazarensimu CHADS2 u HAS-BLED,
paBubiMu 3,5 u 2,8 B ucciaepoBanun ROCKET AF, coorBerctBenHo. bombioe kpoBoTeueHue
npousonwio B 2,1 ciaydaee Ha 100 mammento-nmer. CmepreabHOE KPOBOTEUEHHE OBLIO
3apeructpupoBano B 0,2 ciydaeB Ha 100 nmanueHTO-J1€T, a BHyTpUUYEpenHoe KpoBousnusiHue — B 0,4
cinyyaeB Ha 100 nmaruenTo-yer. MHCYIbT uii cucteMHas TpoMm60osMOoius, He cBsi3anHas ¢ [ITHC, Op11u
3apeructpuponansl B 0,8 ciayuaeB Ha 100 nanueHTo-yer.
Otu  HaOmOJEHUsT B KIMHUYECKOW TMPAKTUKE COTJacyloTcs C YCTaHOBJIEHHBIM IpoduiieM
0€30MaCHOCTH 0 ATOMY MOKA3aHHIO.
B mocTtpeructpallnuoHHOM HEWHTEPBEHIIMOHHOM HcciaenaoBaHuu Oosnee 162000 manueHTOB C
bubpwsIIHed  TpeIcepanuii  HEKJIAMAHHOTO TPOMCXOXKICHUS W3 YeThIpeX CTpaH IOIydalin
puBapokcabaH it TpoGUIAKTUKU UHCYJIbTa U CUCTEMHON TpoMO0IMOOINH. YacToTa HIlIeMHUYeCKOro
uncynbTa coctaBuiua 0,70 (95 % AU 0,44—1,13) na 100 naruenTto-ner. KpoBoreueHus, npuBeamne K
rOCMUTANM3AINH, BOSHUKAIN cO cienyomen yactoro Ha 100 manuento-net: 0,43 (95 % AU 0,31-
0,59) s BHyTpHUuepenHbIX KpoBousnusHuii, 1,04 (95 % AU
0,65-1,66) nanms KelyJAOYHO-KUIIEYHBIX KpoBoteuenuit, 0,41 (95 % AU 0,31-0,53) nusa
yporeHuTtaiabHbIx kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nns apyrux KpoBOTEUEHUH.
Llayuenmol, nodsepearowjuecs kapouosepcuu
beimo mpoBeneHO MPOCHEKTHBHOE PaHJAOMU3UPOBAHHOE OTKPBHITOE MHOTOLIEHTPOBOE ITOMCKOBOE
UCCIIeIOBaHKE C 3acliielIeHHON oneHkoi koHeyHblX Touek (X-VERT) c yuactuem 1504 manueHTOB
(KaK Tex, KOMY JIeYeHHE MEePOPAIbHBIMA AHTUKOATYJISTHTAaMU OBLJIO HA3HAUYEHO BIIEPBBIC, TaK U YXKe
MOJy4aBIIUX paHee) ¢ (QuOpHWIIAIMel mnpeacepauil HEKIAmaHHOTO MPOMCXOXKIEHUS, KOTOPBIM
MOKa3aHa KapJAHOBEpCHsl, C LIETbI0 CPaBHEHUs puBapokcabaHa u antaronucroB BuTamuHa K (ABK) B
noze, monobpanHor mo MHO (pamgoMusanusi B COOTHOIeHHH 2:1), TpPUMEHSIEMbIX JIs
NPOPUIAKTAKH  CEPJICYHO-COCYAUCTBHIX  sABJCHWH.  [IpuMEHSIMCh  Cleaylolmme  CTPaTeruu:
YpecnuIeBoHas dXoKapauorpadus nocne 1-5 qHel mpeaBapUTeIbHON aHTUKOATYISTHTHOW Tepanuu
WU TPAJMIIMOHHBIN MOAXOJ K KapJuOBEepCUU (HE MEHEE TpeX HeeNb MPEABAPUTEIIHLHOTO JICUCHHS).
[lepBuuHas koHewHasi Touka dPQPEKTUBHOCTH (BCE CIy4aW HUHCYJIbTA, TPAH3UTOPHON HIIEMUYECKOU
aTaku, CHCTeMHOU TpomMOosMOouu, He cBsi3anHol ¢ [IHC, nundapkra Muokapaa u CMEpTH BCIIEICTBUE
CepJCYHO-COCYIUCTHIX MpHUrH) npousonuia y 5 (0,5 %) manueHToB B rpymnie puBapokcadbana (n=978)
ny S (1,0 %) mauuentos B rpynne ABK (n=492; OP 0,50; 95 % AU 0,15-1,73; moauduurpoBaHHas
nonyssus [TT). OcHoBHas KOHeYHast TOUKa 6e30MmacHOCTH (0OBIIOe KPOBOTEUSHHE) MTPOU30IILIA y 6
(0,6 %) u 4 (0,8 %) marmenToB B rpymnmnax puBapokcadana (n=988) u ABK (n=499) cooTBeTcTBEeHHO
(OP 0,76; 95 % AN 0,21-2,67; nonynsauus Oe3omacHOCTH). B 1aHHOM MOMCKOBOM HCCIETOBAHUH
ObUTM TPOJEMOHCTPUPOBAHBI CONOCTAaBUMbIE 3(()EKTUBHOCT, M OE30MaCHOCTh B TpYyIax JEUeHUs
puBapokcabana u ABK npu mpoBeneHUN KapIuOBEpCUH.
Tayuenmvr ¢ ubpunnsayueii npedcepouti HeKIANAHHO20 NPoUcxoxcoenus, neperecuiue YKB co
CMEeHmMuposanuem
beimo mpoBeneHo paHIOMH3UPOBAHHOE OTKPBITOE MHOToneHTpoBoe uccienoBanne (PIONEER AF-
PCI) nns cpaBHeHHs 0€30MacHOCTH JIBYX PEXKHMOB JO3MPOBaHHUS puUBapokcabaHa B CpaBHEHUHU C
onHUM pexumoM no3upoBaHuss ABK ¢ yuactumem 2124 manmeHToB ¢ QuOpmuisinuen npeacepauii
HEKJIAMIAHHOTO  TpoucxoxiaeHus, mnepeHecmux UYKB co  creHTupoBaHueM 10  TMOBOAY
aTepOCKJIepOoTUYECKOro 3a0oseBanus. [lanenTsl ObUIH PaHIOMHU3UPOBaHbI B cooTHOIIEHUH 1:1:1 s
12-mecsiynolt Tepanuu. [lanMeHThl ¢ MHCYIBTOM WJIM TPaH3UTOpHOM nmemuyeckoi atakoit (TUA) B
aHaMHe3€ He BKJIIOYAJINCh B HCCIIEI0BAaHUE.
I'pynma 1 momyvana 15 mr puBapokcabana oauH pa3 B AeHb (10 Mr oJuMH pa3 B I€Hb y MAlUEHTOB C
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2,5 mr puBapokcabaHa JBa pa3a B JIeHb U JBOWHYIO aHTUTPOMOOLMTApHYIO Tepamuio (T.e. 75 mr
KJIOnuaorpena (Miiu aabTepPHATHBHBIN HHIHOUTOP penenrtopa P2Y 12) u aneTusiicaiuiimioBy0 KACIOTY
B HHU3KOH 103¢) B TeueHue 1, 6 win 12 MecsieB ¢ MocIeayIonM epexooM Ha 15 Mr puBapokcabana
(10 Mr oguH pa3 B nenp y narueHToB ¢ KiKp 30 - 49 mi/MuH) oguH pa3 B JIeHb C alleTHIICATUIIMIIOBOM
KHMCIOTOM B HM3KOM no3e. I'pynna 3 momyuyana ABK B ckoppekTHpOBaHHOW [03€ U JBOMHYIO
aHTUTPOMOOIIMTAPHYIO Tepanuio B TeueHue 1, 6 win 12 MecsueB ¢ MOCIEAYIONINM IMEPeXoAoM Ha
ABK B cKOppeKTUPOBaHHOM J103€, C aETHICATUIMIOBON KMCIOTON B HU3KOH J103€.

[lepBuuHas KOHe4Has TOYKAa OE30MACHOCTH, CIIy4ad KIMHUYECKH 3HAYUMOTO KpPOBOTEUYCHHS,
3apeructpuposana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nauenToB B rpytre 1, rpymnmne

2 u rpynne 3, coorBeTcTBeHHO (oTHOMIEeHUE prckoB [OP] 0,59; 95 % nosepurenbHbiii untepsai [[AU]
0,47 -0,76; p<0,001, u OP 0,63; 95% AN 0,50 - 0,80; p<0,001, COOTBETCTBEHHO).
Bropuunas KkoHeuHas Touka (CyMMapHas YacTOTa CeplIeYHO-COCYIUCTBIX COOBITUH: CMEpTh
BCJIC/ICTBHE CEPACUYHO-COCYIUCTBIX MPHUUYMH, WH(APKT MUOKAp/Aa WU WHCYIbT) pa3Buiack y 41 (5,9
%), 36 (5,1 %) u 36 (5,2 %) naunuenToB B rpynne 1, rpymnme 2 u rpynmne 3, cOOTBeTCTBeHHO. Kaxkbiit
U3 PEKUMOB pUBapokcadaHa NoKa3aja 3HAYUMOE CHH)KEHUE YaCTOThI CIIy4aeB KJIMHUYECKH 3HAYMMOI0
KpOBOTEUYEeHHsI TO0 cpaBHeHHIO ¢ Tepanued ABK y manmeHtoB ¢ HeknamaHHoW (uOpuiuisiiuen
npeacepaui, nepenecimnx YKB co cTreHTHpoBaHuEM.

[TepBuunoit nenpro uccienoBanus PIONEER AF-PCI sBisiachk ornenka O6e3onacHOCTH. JlaHHBIE 1O
3¢ (HEeKTHBHOCTH (BKJIFOYAS TPOMOOIMOOIUIECKIE COOBITHS) B TOM IMOMYJISIIUN OTPaHUICHEI.

Jleuenue TI'B, TOJIA u npoduraxkmuxa peyuousos TI'B u TOJIA

[IporpaMma KJIMHUYECKHX HWCCIIEAOBAaHUI pHuBapokcabana Obuia pa3paboTaHa il JIEMOHCTPAIUH
a¢dekTUBHOCTH puBapokcabaHa B Hauaje jeueHus octporo TI'B u TDJIA, npogomkeHun Tepanuu u
npodwmnaktuke penuansoB TI'B u TOJIA.

bonee 12800 namueHTOB NPUHSIM yYacTHE B YETHIPEX PAHJAOMU3UPOBAHHBIX KOHTPOJUPYEMBIX
kmuanyecknx uccnenoBanuax 11 ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); kpome Toro, ObUI TpPOBEIEH JOMOJHUTEIbHBIA  MpPEIBAPUTEIHHO
CIUTaHUPOBAaHHBIN 00beauHeHHbIH aHanu3 wuccienoBanuit EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JJIMTENbHOCTD JIEUEHUS BO BCEX MCCIEAOBAHUAX cocTaBuiia 21 Mecsil.

Uccnenopanue EINSTEIN DVT npooauniocs ¢ yuactuem 3449 nammentoB ¢ octpsiM TI'B ¢ menbro
U3y4eHUs IpUMEHeHus puBapokcabana s jgeuenus TI'B u npodunaxtuxu perunusos TI'B u TOJIA
(mauMeHThl, y KOTOpbIX Obuta cumnToMHas TOJIA, wuckiIoyanuch M3 JIAHHOTO HCCIIEOBAHMS).
JInUTeNnbHOCTD JieueHus cocTaBisia 3, 6 wian 12 MecsleB B 3aBUCMMOCTH OT KJIMHUYECKON OLIEHKH
HCCIIEeIOBATEIS.

B Tedenue nepBbIx Tpex Heaenb JedeHus octporo TI'B mpumensisics puBapokcaban 15 mr nBa pasa B
JI€Hb, C TIOCIEAYIOIINM MIEPEeX0I0M Ha puBapokcadad 20 MT OJuH pa3 B JCHb.

Hccnenosanne EINSTEIN PE nposomunocs ¢ yuactuem 4832 mauueHntos ¢ octpoir TOJIA ¢ nensro
m3yuenus Jyeuenus TOJIA u npodunaktuku peuuanBoB TI'B u TOJIA. JInutensHOCTh JEUYCHHS
coctaBisuia 3, 6 uian 12 MecsileB B 3aBUCUMOCTH OT KJIIMHUYECKOHN OLIEHKU HCCIEeI0BaTes.

B teuenue nepBhIX Tpex HeleNb HaYaIbHOTO JieueHus octpord TOJIA mpumensics puBapokcadban 15
MT JIBa pa3a B JIeHb, C MOCJIEAYIOLINM MIEPEX00M Ha puBapokcaban 20 MI OJIMH pa3 B JICHb.

B o6oux uccnenoanusix EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpyire mnpemnapara
CpaBHEHUs BKJIIOYaJia BBEJCHUE SHOKCAMapUHA B TEUEHHUE MO KpaliHeW mepe 5 JHEW B COueTaHUu C
Tepanuei aHTaroHUCTOM BUTaMUHA K 10 [OOCTHXKEHUS TepaneBTUYECKOro YpPOBHS IOKa3aTels
I[IB/MHO (>2,0). lanee yieueHue MpoAOJDKAIOCh aHTaroHUCTOM BuTamuHa K, 103a xotoporo Obuia
CKOPPEKTHUPOBaHa TakuM 0O0pa3oMm, 4ToObl momnepkuBaTh 3HadueHus [IB/MHO B tepamneBTrueckom
nmuarmasone ot 2,0 1o 3,0.

UccnenoBanue EINSTEIN Extension npoBoamiocs ¢ yuactuem 1197 nmanmentoB ¢ TI'B nnm TOJIA ¢
1enbio u3yueHus npodmiaktuku penuanBoB TI'B u TOJIA. JInuTenbHOCTh N€UeHUS ISl MAlUEHTOB,
3aBEPIIUBIIMX OT 6 10 12 MecsieB JiedeHUus BEHO3HON TPOMOOIMOOINH, COCTaBIIIa TOMOJIHUTEIIEHO
or 6 mo 12 MecsaueB B 3aBUCHMOCTH OT KJIMHHUYECKOW OLEHKHM HccaenoBarensd. [IpoBoauiock
cpaBHeHUE puBapokcabaHa 20 MT ouH pa3 B JeHb U Tu1aie0o.
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B uccnenosanmsx EINSTEIN DVT, PE u EINSTEIN rcnons3dbaniis o iiakobirs theAsh it ro

oTpesieNieHHbIC TIEPBUYHBIC W BTOPUYHBIC KOHEUHBIC TOYKU 3(PPEKTUBHOCTH.

[TepBuuHO#l KOHEUHOH TOYKON A(HDPEKTUBHOCTH OBLT CUMIITOMHBIN peruanB BTD, onpenensBimiics
Kak COBOKyNHOCTh peuuanBa TI'B wim dartansHolt nnm HedartansHoir TOJIA. Bropuynas koHedHas
TOYKa OMpeaesuiach Kak COBOKyHmHOCTh penuauBa TI'B, nedatamproir TOJIA m cMmeptu OT Bcex
MIPUYHH.

B wuccnenoBanun EINSTEIN Choice 3396 manuieHTOB C MOATBEPKACHHBIMU CHUMOTOMHBIMH TI'B
n/mmn TOJIA, 3aBepmmBIINX 6—12 MecsIeB J€UCHHS AHTUKOATYJISIHTAMH, M3Y4YallUCh Ha IMpEIMET
npodunaktuku patanpHo TOJIA mam HedaraabHbIX CHUMNTOMHBIX penuauBoB TI'B mmm TOJIA.
[TarueHTHI, KOTOPBIM OBLIO TTOKA3aHO MPOJOHKCHUE aHTUKOATYJITHTHOW Tepaliy B TEPareBTUICCKUX
7103aX, UCKJIIOYAIIUCh U3 UccienoBaHus. [Ipo1oKuTeNbHOCTD JIeYeHHs COCTaBIsia A0 12 MecsieB B
3aBHCUMOCTH OT MHIMBHUIyaJbHOW JaThl panaoMu3anuu (Meaunana: 351 nens). PuBapokcaban B 1o03e
20 Mr oauH pa3 B CyTKM U puBapokcaban B go3e 10 Mr oxumH pa3 B CyTKH CpaBHUBAIH C
aleTUJICAIMLIMIIOBON KHUCI0TOM B 103¢ 100 Mr oJjuH pa3 B CyTKH.

[TepBuunoi KOHEYHOM TOYKOW 3(P(PEeKTUBHOCTH ObUT CUMNTOMHBIA penuauB BTDO,
OTIpeNIeNIABIINICS KaK COBOKYMHOCTh peuuanBa TI'B mmm daranpnoit mnm nHedartamsHoit TOJIA. B
uccnenoBanuu  EINSTEIN DVT (em. TabGauimyy 6) ObUI0O  OPOAEMOHCTPUPOBAHO,  UTO
puBapokcabaH He ycrtynaer >HOKcanapuHy/ABK mo mepBn4HO#l KOHeuHOW TOYKe 3((EKTUBHOCTH
(p<0,0001 (tect Ha He MeHblyro 3¢dekTuBHOCT); OP: 0,680 (0,443-1,042), p=0,076 (Tect Ha
peBocXoJCcTBO)). llpenBapurenbHo ompeneneHHas YucTas KIMHUYECKas BbIroja (MepBUYHAsS
KOHEYHasi Touka 3(pPEeKTUBHOCTU U Cilydad OOJBIIOro KpoBOTEUYEeHHMsI) Oblia 3apeructpupoBana ¢ OP
0,67 ((95 % AU: 0,47-0,95), nomunansHoe 3HaueHue p = 0,027) B mosib3y puBapokcadbaHa. 3HAaUCHUS
MHO Haxoauiauch B TepamneBTHYECKOM Juamna3oHe B cpeaHeM 60,3 % BpemeHu il CpeaHei
MPOJOJKUTENBbHOCTH JieueHus 189 nueit u 55,4 %, 60,1 % u 62,8 % BpeMeHH B Ipynnax, IpoJIEHHOTO
Ha 3, 6 u 12 Mecs1eB JedeHus, COOTBeTCTBeHHO. B rpymnne sHokcanmapun/ABK He Ob110 4eTKOi CcBsI3n
MeXIy ypoBHeM cpennero mneHtpainbHoro TTR (Bpems B amanazone uenesoro MHO 2,0-3,0) B
TePTUIIAX OJUHAKOBOrO pasmepa u yactorod peuunuBoB BTO (P = 0,932 nns B3aumopeiictus). B
Ipesesax CcaMoro BBICOKOTO TEpTWUJIS OTHOCUTENbHO ueHTpa OP g puBapokcabana 1o
cpaBHEHHUIO ¢ Bapdapunom coctasisiio 0,69 (95 % JAU: 0,35-1,35).

Yactora BO3HHMKHOBEHHUS TEPBUYHON KOHEUHOM TOUYKH O€30MacHOCTH (Ciiydau OOJIBIIOTO WIIU
KIMHUYECKH 3HAYUMOTO HEOONBIIOTO KPOBOTEUEHHs), a TakKe BTOPUYHOW KOHEYHOW TOYKHU
0e30macHOCTH (Ciiy4an OOJIBIIOr0 KPOBOTEUEHHMS) Oblila CXOXKeH 171 00euX Py JICUEHHUS].

Tabnuna 6. Jlanusie 1o npoduiio addexturHOCTH U Oe30nacHOCTH B uccienoBanuu 111 paset EINSTEIN DVT

3449 nanyeHTOB ¢ CHMITOMHBIM OCTPBIM TPOMG030M
HUccaenyemas nonmyassumus
rJ1y00KHX BeH
TepaneBTH4eckasi 103a U a) b)
TPOI0JKHTETLHOCTE PuBapoxcadan JHokcanapua/ABK
F— 3, 6 uiiu 12 mecsneB N=1731 3, 6 wiu 12 mecsineB N=1718
36 51
7 *
Cumnromubli peuugus BTO 2,1%) (3,0 %)
CuMIOTOMHBIN penuauB 20 18
TOJIA (1,2 %) (1,0 %)
CHUMNTOMHBIN PeLUANB 14 28
TI'B (0,8 %) (1,6 %)
Cumnromusie TOJIA u 1 0
TI'B (0.1 %)
daransnas TOJIA/ cmepTh, Ipu 4 6
KOTOpOit 0 0
Henb3st uekmounTh TOJIA (0.2 %) (0.3 %)
Bomnpmroe I/IJ'II/IH zgg:z;zcexn 3HAYIMOE 139 138
(8,1 %) (8,1 %)
KPOBOTEUCHHE
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CREOOBATER %rl OCTe 0003)

Cityuan 60J1bIIOTO 14
KPOBOTCUCHHS (0,8 %) (1,2 %)
a) PuBapokcaban 15 Mr 1Ba pa3a B JeHb B TEYEHHE 3 HEAENb, C MOCIEAYIONMM IepexoaoM Ha 20 mr
OJIMH pa3 B JIeHb
b) DHOKcamapyuH B TEYEHHE 110 MeEHbIIEH Mepe S5 JHed, C OJHOBPEMEHHBIM M IOCIEIYIOIIUM
npuemoMm ABK
* p<0,0001 (He MeHbmas 3¢ ¢heKTUBHOCTh Ui 3apaHee ompeneneHHoro OP 2.0); OP: 0,680 (0,443-1,042),

p=0,076 (mpeBOCXOACTBO).

B uccnenopannu EINSTEIN PE (cm. Tabnuiy 7) ObU10 IPpOAEMOHCTPUPOBAHO, YTO PUBAPOKCAOaH HE
ycrynaeT 3Hokcanapuay/ABK mno nmepBuunol koneuHoi Touke 3 dexruBHocTH (p=0,0026 (TecT Ha HE
MeHbIyo 3ddextuBHocts); OP: 1,123 (0,749-1,684)). IIpenBaputenbHO ompeaeiieHHAas YHCTas
KJIMHUYecKass BbIroja (MepBUYHAs KOHeuHas Touyka J((EKTUBHOCTH U cliydad OOJBIIOTO
KpoBoTeueHus ) Obu1a 3apeructpuporana ¢ OP 0,849 ((95 % AU: 0,633—1,139),

HOMUHaJIbHOE 3HaueHue p=0,275). 3Hauennss MHO Haxoauiauch B TEPaeBTHYECKOM JIUAIa30HE B
cpenHeM 63 % BpeMeHHU NI cpeHEeN MPOJOIKUTENBHOCTH JeueHus 215 nueit u 57 %, 62 % u 65 %
BpEMEHH B Tpynmnax, MpoJuieHHOro Ha 3, 6 u 12 MecsleB Je4eHHUS COOTBETCTBEHHO. B rpymme
sHOoKcanapuH/ABK He ObUIO YeTKO# CBSI3M MEXIy ypoBHEM cpenHero neHtpaibHoro TTR (Bpems B
nuanasone nenesoro MHO 2,0-3,0) B TepTHIAX OJMHAKOBOTO pa3Mepa M 4acTOTo peuuanBoB BTD
(p = 0,082 nns B3auMopeicTBus). B mpeaenax caMmoro BBICOKOTO TEPTUIIsE OTHOCUTENBHO IieHTpa OP
JUIs pUBapoKcabaHa 1o cpaBHEHHUIO ¢ BapdapunoM coctasisiio 0,642 (95 % [AU: 0,277-1,484).
YacTora BO3HHKHOBEHHS TIEPBHYHOM KOHEYHOW TOUYKM O€30MacHOCTH (Ciiydad OOJBIIOTO WIIH
KIIMHUYECKH 3HAYUMOTro HeOOJBIIOr0 KpPOBOTEYEHMs) ObUla HECKOJIbKO HUXKE B TPYIINE JICUYECHUS
puBapokcabanom (10,3 % (249/2412)), yvem B rpymnme nedenus sHokcanapuHoM/ABK (11,4 %
(274/2405)). YactoTa BTOPHUYHOI KOHEYHOW TOYKHU O€30MACHOCTH (CIIy4an OOJBIIOr0 KPOBOTECUCHHS)
Obuta HWKe B rpynne puBapokcabana (1,1 % (26/2412)), uem B rpynme sHokcanapuna/ABK (2,2 %
(52/2405)) ¢ OP 0,493 (95 % AU: 0,308-0,789).

Tabmuua 7. Janusle no npoduito 3¢dexkruBHOCcTH 1 Oe3omacHocTH B uccaenosanu 111 gassr EINSTEIN PE

Hccaeayemasi nonyasiust 4832 naumenTa ¢ ocTpoii cumnromuoi TIJIA
TepanesTuueckas 103a u PnBapOKcaﬁaHa) 3H0Rcanapvm/ABKb)
NPOAOIKUTEIbHOCTD JICHCHUS 3, 6 uiiu 12 mecsineB N=2419 3, 6 nuu 12 mecsieB N=2413
CumnromHbIN penuauB BTO* (2’510% ) (a ,14% )
CHUMIOTOMHBIH pennanB 23 20
TOJIA (1,0 %) (0,8 %)
CHUMIOTOMHBIH pennanB 18 17
TI'B (0,7 %) (0,7 %)
Cumnromusie TOJIA u 0 2
TI'B (<0,1 %)
®aranpnas TOJIA/ cmepTs, 11 7
IIPHU KOTOPOH Henb3st HcKiounTh TOJIA (0,5 %) (0,3 %)
Bonpmoe wim KIMHUYECKHA 3HAYUM
R HG6OJ'IBIHZCG ’ > 249 274
(10,3 %) (11,4 %)
KpPOBOTEUCHUE
Crydaun 60JIbITIOTO 26 52
KPOBOTEUEHHUSI (1,1 %) (2,2 %)
a) PuBapokcaban 15 mr 1Ba pa3a B ICHb B TCUCHHE 3 HEEIb, C TOCIEAYIOIINM IepexoqoM Ha 20 Mr OJIMH pa3 B JICHb
b) OHOKcamapuH B TEUYCHHUE 0  MEHbLIEH Mepe 5 OHeH, C  OJHOBPEMEHHBIM 51
nocneayomum npuemom ABK
* p <0,0026 (me Mensbias 3ddexTuBHOCTD aJs 3apaHee ompenenennoro OP 2,0); OP:

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

bou1 mpoBeneH mnpeaBapUTENbHO CIUIAHUPOBAaHHBIM OOBEAMHEHHBIN aHalu3 KOHEYHBIX TOYEK
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ot 23.05.2026 N= 10736

(NOCNEOQCBATENBEHOCTL 0003)

nuccnepoanuiit EINSTEIN DVT u PE (cm. Tabmumy 8§)).

COOTBETCTBYET SKCNEPTHOMY OTUYETY

Tabmmma 8. lanasie mo ipodmo 3¢ heKTHBHOCTH U 0€30IMaCHOCTH 00BESINHEHHOTO aHAIN3a B UCCIICIOBAHUIX
T dazser EINSTEIN DVT u EINSTEIN PE

8281 nmanmenT ¢ ocTpsiMu cumnToMHbIMEH TI'B win
Hccnenyemas momyasius TOJIA
TepanesTnueckas 103a 1 PnBapOKcaﬁaHa) 3H0Kcanaan/ABKb) 3, 6 mim
NPO0JKUTEILHOCTD JIe4eHHs] 3, 6 mun 12 mecsies N=4150 IZNM_ZCI’;’IFB
CumnTomHbI# perans BTO* (2j6% ) (2’25% )
CHMITOMHBIH pennanB 43 38
TOJIA (1,0 %) (0,9 %)
CHMOTOMHBIH pennanB 32 45
TI'B (0,8 %) (1,1 %)
Cumnromusie TOJIA u 1 2
TI'B (<0,1 %) (<0,1 %)
®aranpHas TOJIA/ cmepTsb, 15 13
IIpH KOTOPOM HENb3sl UCKIIOUUTh TOJIA (0,4 %) (0,3 %)
Bonpmoe I/IJniI Iggg;f;f)cexn 3HAYIMOE 388 412
(9,4 %) (10,0 %)
KPOBOTCUCHHE
Ciy4au 60JIBIIIOTO 40 72
KPOBOTEUECHHUS (1,0 %) (1,7 %)

a) PuBapokcaban 15 mr nBa pa3a B ieHb B TeUCHHUE 3 HEZIEINb, C MOCJIEAYIOUIUM Iepexo oM Ha 20 MTr oAuH pa3 B IeHb
0)OHOKcamapyH B TCUCHHUE 110 MEHBIICH Mepe 5 THeH, ¢ OMHOBPEMEHHBIM | IocieayonimM mpuemom ABK
*p <0,0001 (me MeHBIIAs Y3 PEeKTHBHOCTE I 3apaHee onpeneneHroro OP 1,75); OP: 0,886 (0,661-1,186).

[IpenBapuTensHO OmpeneNeHHass 4YWCTass KIMHAYECKAas BBITOAA IEPBUYHAS KOHEYHAs TOYKa
3(G(}HEeKTUBHOCTH IUIIOC Cay4au OOJIBIIOTO KPOBOTEUEHHUs) OOBEIWHEHHOTO aHaiu3a ObLia
3apeructpuposana ¢ OP 0,771 ((95 % AU: 0,614-0,967), HomuHanbHOE 3HaueHue p=0,0244).

B uccnenoBanuu EINSTEIN Extension (cm. Tabnuiy 9) puBapokcabaH mpeBOCXOIWII Iuianedo 1o
MEPBUYHBIM ¥ BTOPUYHBIM KOHEYHBIM TOYKaM 3(dekTuBHOCTH. YacToTa BCTpEYaeMOCTH MEPBUYHON
KOHEYHOW TOYKH 0€30MacHOCTH (CIydad OONBIIMX KPOBOTEUEHMH) YMCICHHO Oblla HE3HAYMTEIbHO
BBIIIIE y MAIMEHTOB, MOJYYaBIIUX TEparui0 puBapokcabaHoMm B o3¢ 20 Mr oAauH pa3 B JEHb, IO
cpaBHEHMIO ¢ IMIanebo. Bropuunass koHeuHass Touka Oe3omacHOCTH (OONbLIME WINM KIMHUYECKU
3HaYMMble HEOOJbIINE KPOBOTCUCHHSI) MTOKa3ana 0oJiee BBICOKYIO YaCTOTY Y MalleHTOB, TOTYYaBIINX
TepaIuio puBapokcadanoM B 7103e 20 Mr OJJMH pa3 B I€Hb, IO CPABHEHUIO C IL1a1eoo.

Tabmuua 9. anusle mo npoduimo 3¢pdextuBHocTH M Oe3onmacHoct B uccienosanuu 11 ¢assr EINSTEIN
Extension

1197 nauueHTOB, NPOIOTKUBIIUX JIeYeHHE U
Hccaenyemas nomyasiuusi .
npopuIaKTUKY PellHIUBOB BEHO3HOH TPOMD0IMO0JIMHI
TepaneBTu4ecKasi 1032 U PHBaPOKcaﬁaﬂa) Inanedo
NMPOAO0J/KUTEIbHOCTD JICYCHU S 6 uan 12 mecsines N=602 6 uam 12 mecsieB N=594
8 42
- *
Cumnromusiit peunaus BT (13 %) (7,1 %)
CUMNTOMHBIN peUANB 2 13
TOJIA (0,3 %) (2,2 %)
CUMNTOMHBIN peUANB 5 31
TI'B (0,8 %) (5,2 %)
®daransHas TOJIA/ 1 1
CMepPTh, MPU KOTOPOH HEb3s HCKITIOUNTh 0 o
THIIA (0.2 %) (0,2 %)
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 23.05.2026 N= 10736

T p— 7 (AOCHERDBATERGHOCTS 0003)
KPOBOTCUCHHS (0,7 %) (0,0 %)
Knunnyecku 3HauuMoe 32 7
HEOOJIBIIIOE KPOBOTCUCHHE (5,4 %) (1,2 %)

a) PuBapokcaban 20 MT oauH pa3 B IcHb
* p <0,0001 (mpeBocxomctro), OP: 0,185 (0,087 - 0,393)

B uccnenoBannn EINSTEIN Choice (cm. Tabmuiy 10) puBapokcaban B mo3ax 20 mr u 10 mr
npeBocxoauia anetwicanuuuioByo kucioty (ACK) B goze 100 mMr mo nepBUYHOM KOHEUHOMH
touke dpdexkruBHOCTH. OCHOBHAs KOHEUYHAs TOYka Oe30macHOCTH (ciaydad OOJIBIIIOTO
KpPOBOTEUEHHsI) OblJIa CXOKEH y MalMeHTOB, MOJy4YaBIIuX puBapokcadan B go3ax 20 mr u 10 mr
OJIVH pa3 B JIEHb, IO cpaBHEHHIO cO 100 MI aneTUIICATUIIMIIOBON KUCIOTHI.

Tabmuma 10. Jamaple mo mpodmmo 3¢dektnBHOCTH M Oe3omacHocTH B wmcchedoBannu 111 dassr
EINSTEIN Choice

3396 nauneHTOB, NPOJO/KMBIIUX NPOPUIAKTUKY
Hccenenyemas nomyJasimst N
peuuInBOB BEHO3HOI TPOMG0OIMOOTUMN
PuBapokca6an 20 mr 1 pa3 Pusapoxcadan 10 mr 1 pas ACK 100 mr 1 pa3 B ieHb
TepanesTuuyeckas 103a - B /IcHb _
B I1eHb N=1107 N=1131
N=1127
Menuana
MIPORQBRITEILHOCTH 1 349 [189-362] mwmei 353 [190-362] mms 350 [186-362] ameii
JIeYeHUs] [MEKKBAPTHIIBHBIN
JIana3oH]
CuUMITOMHBIHN peluanB 17 13 50
BTO (1,5 %)* (1,2 %)** (4,4 %)
CUMIITOMHBIN 6 6 19
peuuaus TOJIA (0,5 %) (0,5 %) (1,7 %)
CuUMITOMHBIN 9 8 30
peuuaus TI'B (0,8 %) (0,7 %) (2,7 %)
®aranpras TOJIA/ cmepTs,
[IPU KOTOPOM HEJb3sI 2 0 2
UCKJIIOUUTD (0,2 %) (0,0 %) (0,2 %)
TOJIA
CUMNTOMHBIN peLUIUB
- 19 18 )
TpoMO0oIMOONIHS, HE (1,7 %) (1,6 %) (5.0 %)
cBszannas ¢ [THC
Ciy4au 060JIBIIOrO 6 5 3
KPOBOTEUECHHUS (0,5 %) (0,4 %) (0,3 %)
Knuangecku 3HaumMoOe 30 22 20
HeOOoJIBITIOe KPOBOTEUEHHE 2,7 (2,0) (1,8)
CumnToMHBIH peraus BTO
I 6om,nzgj[ :T}z:;[BOTequHe 23 17 53
2,1 %)* (1,5 %)™ 4,7 %)
KIIMHUYECKas BBIT0/1a)

* p<0,001 (mpeBocxoncTBo) PuBapokcaban 20 Mr oxuH pa3 B neHb no cpaBHeHuo ¢ ACK 100 mr onuH pa3 B
nenb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxoxacTBo) PuBapokcaban 10 Mr o pa3s B eHs 1o cpaBHeHnio ¢ ACK 100 Mr oxuH pas B JIeHb;
OP=0,26 (0,14-0,47)

* PuBapokcaban 20 mr oguH pa3 B jgeHb o cpaBHenuio ¢ ACK 100 mr oauu pas B aens; OP=0,44 (0,27-0,71),
p=0,0009 (HOMUHAIIEHOE)

** Puapokcaban 10 mr oauH pa3 B jaeHb 1o cpasHenuo ¢ ACK 100 mr oauu pa3 B aens; OP=0,32 (0,18-0,55), p
<0,0001 (HOMUHAIBHOE).
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COOTBETCTBY

(NOCNEOOE

B nononuenue x mporpamme uccnegoanuii 111 ¢gaszer EINSTEIN Op110 mpoBeIeHO TpOCIIEKTUBHOE
HEUMHTEPBEHLIMOHHOE OTKpPbITOE KOroptHoe wuccienoBanue (XALIA) c¢ neHTpanbHOW OLIEHKOU
KOHEYHBIX TOYeK, BKiouas peruauB BTD, Gombinoe kpoBoTeueHHe U cMmepTh. B uccienoBanue
KIIMHUYECKOW TPAaKTUKU ObUTH BKJIIOUEHBI 5142 manuenta ¢ octpeiM TI'B a5 u3ydeHus 101rocpoyHoi
0e30MacHOCTH puBapoKcabaHa 1o CPaBHEHUIO CO CTAaHJAPTHON aHTUKOAryJISHTHOM Tepanueld. YactoTta
OosbIIOr0 KpoBOTeUeHHs, penuana BTD u cMepTu oT Bcex MpUYMH I pUBapoKcabaHa COCTaBHIIA
0,7 %, 1,4 % u 0,5 % cooTrBercTBeHHO. bpUIM pa3nuuus B UCXOJHBIX XapaKTEPUCTUKAX MAlUCHTOB,
BKJIIOYAast BO3pacT, paK M HapylieHue ¢QYHKUMM To4YeK. J[Is KOPPEeKTHPOBKM  HCXOTHBIX
MEXTPYIIOBBIX Pa3IU4Ui HCIOIb30BANICS 3apaHee CIUTAHUPOBAHHBIN CTpaTU(UIIUPOBAHHBIN 0100D
110 UHJEKCY cOOTBETCTBUA. HecMOTps Ha 3TO, OCTATOYHOE MCKAKEHHWE MOTIJIO BIMSTH HA PE3yJbTaThl.
CkoppextupoBannbie OP, cpaBHHMBaromue puBapokcabaH M CTaHAApPT J€UEHUS B OTHOUICHUU
OosbIOr0 KpoBOTeueHUs, peuuauBa BTO u cmepti oT Becex npuuunH, coctasuiu 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) cCOOTBETCTBEHHO. DTHU PE3YJIHTATHI
KIMHUYECKOW TPAKTHKE COTJIACYIOTCS C YCTaHOBJIEHHBIM Mpo¢uieM 0e30MacHOCTH Ui JTaHHOTO
MOKAa3aHUSI.

B noctpeructpaiinoHHOM HEMHTEPBEHIIMOHHOM HcciieqoBanuu Oosiee 40000 manueHTOB U3 YETHIPEX
cTpaH 0e3 paka B aHaMHe3€ MOoJy4yanu puBapokcaban juis nedenus wiu npodunaktuku TT'B u TOJIA.
Yacrora coObituit Ha 100 manmeHTO-NEeT JUIS  CHUMIITOMHBIX/KIMHUYECKH  BBIPAKCHHBIX
BTO/TpombosmMbonrueckux COOBITUN, TPUBOJSAIIMX K FOCIUTANM3AIMK, BappupoBana ot 0,64 (95 %
J 0,40-0,97) B Benukobpurtanuu no 2,30 (95 % AU 2,11-2,51) B I'epmanun. KpoBoreuenus,
MPUBOAIINE K FOCIHUTAIN3AMU, BO3HUKAIN cO cieayromend yacrotod Ha 100 manuento-yer: 0,31
(95 % AN 0,23-0,42) nns BHyTpUUEPENIHBIX

kpoBomznusauid, 0,89 (95 % AU 0,67-1,17) nns xemyaouHO-KUIIEYHBIX KpoBoTeueHud, 0,44
(95% U 0,26-0,74) nns yporenutanbubix kpoBoreuenuit u 0,41 (95 % AU 0,31-0,54) nnst apyrux
KPOBOTEUECHU.

Heru

Dapmarxoounamuyeckue d¢hghexknol

[IporpombunoBoe Bpems (Neoplastin), AUTB u antu-Xa akTHUBHOCTh, M3MEpPEHHas C IOMOIIbIO
KaJMOpPOBAaHHOI'O KOJIMYECTBEHHOI'O TECTA, TECHO KOPPEIUPYIOT ¢ KOHIIEHTPALUSMU B IIa3Me KPOBH Y
nereid. Koppenmsauuss Mexay aHTH-Xa aKTHBHOCTBIO W IJIa3MEHHOW KOHUEHTPALMEH SBISIETCS
JTUHEHHON C TaHTe€HCOM YIjia HakJIOHA MPsAMOM, OMM3KUM K 1. MOryT BO3HUKATh WHAWBHIyallbHbIE
pacxoxksieHus: Oosee BBICOKMX WM OoJiee HU3KUX 3HAUE€HUM aHTH-Xa aKTUBHOCTU IO CPAaBHEHHUIO C
COOTBETCTBYIOIIMMHU KOHIEHTpAllMsIMU B TUIa3Me KpOBHU. B mepuoj nedeHus puBapokcabaHOM He
TpeOyeTcsl MPOBOAUTh MOHUTOPUHI IapaMeTPOB CBEpThIBaHUS KpoBU. OHAKO, €CIU AJI 3TOr0 €CTh
KIMHUYecKoe 00O0CHOBaHME, KOHIICHTpPAIMU pUBapokcabaHa MOTYT OBITb H3MEPEHBI B MKI/JI TMPHU
MTOMOIIM KaJTUOPOBAHHBIX KOJIMYECTBEHHBIX TECTOB aHTH-Xa akTUBHOCTH (cM. Tabnuiy 6 B pasjaene
5.2. nns auama3oHOB HAOMIOJaeMbIX KOHIIEHTpalMi puBapokcabaHa B miasme KpoBu y neteil). [Ipu
UCIOJIb30BAaHUM TeCcTa AaHTH-Xa AaKTUBHOCTH JJS KOJMYECTBEHHOM OLIEHKM KOHIIEHTpalHii
puBapokcabaHa B IIa3Me KPOBU y JIeTell HEOOXOAMMO yUUTHIBaTh HIKHUN TPEes KOJUYeCTBEHHOM
ouieHkH. [ToporoBeie 3HaueHus A KputepreB 3(QHEKTUBHOCTH WK O€30MMaCHOCTH HE YCTaHOBJICHBI.
Knunuueckas s¢pgpexmusrnocms u 6ezonacnocmo

Jleuenue BTO u npodunaxmuxa peyuousos BTO y nayuenmos demckozo 8ospacma

beuto mpoBeneHO 6 OTKPBITBIX MHOTOLEHTPOBBIX MCCIENOBAHUN C YYacCTHEM JIETEH, B KOTOpBIE B
oOmeM ObUTH BKITIOUEHBI 727 AETel C MOATBEPKIECHHON OCTpOi BEeHO3HOU TpombosMOonuein (BTDI),
U3 KOTophIX 528 momywanu puBapokcabaH. Jloza puBapokcabaHa, KOTOpasi MpUMEHsAIach y AeTeil oT
poxaeHuss a0 <lI8 ner, Obla CKOpPpEeKTHpPOBaHA IO Macce Tejla W MPUBOJAWIA K JIEWCTBHUIO
puBapokcabaHa, aHaJJOTHYHOMY TP TipreMe 1036l 20 Mr puBapoKkcabaHa OAWH pa3 B IEHb y B3POCIBIX
nanuenToB ¢ TI'B, uro nmoareepxkaeHo B uccinenoBanuu I daszer (cM. pazaen 5.2.).

EINSTEIN Junior - paHI0MHU3UPOBAHHOE OTKPHITOE MHOTOLIEHTPOBOE KIMHIUEcKoe nccienoanue 111
¢a3bl ¢ aKTUBHBIM KOHTposieM ¢ ydactueM 500 mamueHTOB (B BO3pacTe OT pokaeHus Ao <18 ner) ¢
noaTBepxkaeHHONH ocTpoil BTO, u3 xoropeix 276 pereit Oblmu B Bo3zpacte oT 12 nmo <18 mer, 101
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COOTBETCTBYET 3KCMEPTHOMY OTUETY

BTD xmaccudpunmpoBanack kak karerep-acconuupoBanHas BTD (90/335 nammenToB B rpymme
puBapokcabana, 37/165 nmanueHToB B rpyIlIe Npenapara CpaBHEHHs ), TPOMOO3 BEH r'OJIOBHOTO MO3Ta U
cuHycoB (74/335 mamueHTOB B Tpymie puBapokcabana, 43/165 mamueHTOB B Tpymie mpenapara
cpaBHeHUs) uiu kak apyrue BTD, Bxmtouas TI'B u TOJIA (He karerep- accormuupoBanHas BTD,
171/335 nanmenToB B rpymie puBapokcabaHa, 85/165 mamueHToB B TpyIIe Mpernapara CpaBHEHUS).
Haubonee pacnpoctpanennoit BTD y gereit ot 12 go <18 jeT Obula HE KaTeTep-acCONMUPOBAHHAS
BTD y 211 nereit (76,4 %); y aereii ot 6 10 <12 net u ot 2 10 <6 j1eT — TpoMO03 BEH T'OJIOBHOTO MO3Ta
u cunycoB y 48 nereit (47,5 %) u'y 35 nereit (50,7 %) cOOTBETCTBEHHO; y NeTeil muajiie 2 JeT —
karerep-acconmupoBanHas BTD y 37 nereit (68,5 %)). B rpynme puBapokcabana He ObLIO JeTeit
Mmiajanie 6 MecsieB ¢ TPoMOO30M BEH T'OJIOBHOIO MO3ra M CHHYCOB. Y 22 MallMeHTOB ¢ TPOMOO30M BEH
TOJIOBHOTO MO3ra W BeHO3HbIX cuHycoB Obmia wuHpekuus [[HC (13 manmentoB B Tpymie
puBapokcabaHa 1 9 MalMeHTOB B TPYIIINE MIpernapaTa CpaBHEHUS).

BTD Obula crnpoBonMpoBaHa TOCTOSHHBIMHA HJIM BpPEMEHHBIMH (aKTOpaMH pHCKa WIH HX
COBOKYIHOCTBIO Y 438 (87,6 %) nereit.

[TanieHTHI TIONMyYalld HA4YaJIbHOE JICYCHHE TEPANeBTHYECKHUMH JI03aMU HePpaKIHOHUPOBAHHOTO
rermapuHa, HU3KOMOJIEKYJISIPHOTO TernapuHa wiu (oHAanapuHyKca B TeUeHUE MO KpaiiHed mepe 5
THEW, TI0CIIe Yero ObLIN paHJIOMHU3UPOBAHBI B COOTHOIIEHNH 2:1 WM B TpyNITy pUBapoKcabaHa B J03€,
CKOPPEKTUPOBAHHOI MO Macce Tena, WM B TpYyIIy Mpemnapata cpaBHenus (remapunbl, ABK) B
TE€YeHHE OCHOBHOI'O NEpHO/a JiedeHUsl, cocTaBuBLIero 3 mecsna (1 mecsu s nereit miaame 2 JieT ¢
Karerep-accouunpoBanHoi BTD). B ciydyae kiamHHYECKON OCYIIECTBUMOCTH B KOHIIE OCHOBHOTO
nepuo/a JeueHus NpoBOInIach MOBTOPHAs BU3yalu3allus COCY/10B; IEpBUYHAs IPOBOAMIIACH HA JTalle
BKIIIOUEHUsI B ucclefoBanue. [locne 3Toro mpuem ucciaeayemMoro mnpemnapara Mor ObITh IMPEKpalleH
WJTU, TI0 PEIIEHUI0 MCCIIeIOBATEINS, MPOIOJIKAICSI CyMMapHO 10 12 mecsues (s aeTed miaiie 2 JieT
¢ karerep-accouunpoBanHoi BTD no 3 mecsies).

[lepBuyHOii KOHEYHOW TOYKOW d((EKTUBHOCTH ObUIA YacTOTa CHUMITOMHOTO penuanBa BTO.
[lepBuuHON KOHEYHON TOYKON O€30MacHOCTH ObUla KOMOWHHUPOBAHHAsg YacToTa OONBIIMX U
KJIMHUYECKH 3HAYUMBIX HEOOJbIIMX KpoBoTeueHHil. Bce KoHeuHble TOUkH 3(G(EKTHUBHOCTH U
0€30IaCHOCTH IIEHTPAIU30BAHHO OLIEHUBAINCh HE3aBHCUMBIM KOMHUTETOM, Ui KOTOPOro OBLIO
3aCJIeIUIEHO pacHpelielieHle MalMeHTOB [0 TpynmnaM JedeHus. Pesynbratel 3QQexkTuBHOCTH U
0e30MmacHOCTH MpHUBEACHHI B Ta0numax 11 u 12 Huxe.

Peummue BTD npousomien y 4 u3 335 marueHToB B rpyrie puBapokcadbana u'y 5 u3 165 nmanueHToB B
rpynmne cpaBHeHHs. KomOnHupoBaHHas yacToTa GONBIIOTO KPOBOTEUEHHSI U KIMHUYECKH 3HAYUMOTO
HeOoJbIIoro KpoBoTeueHust orMevanachk y 10 u3 329 nauuenrtos (3 %), noayyaBUIMX puBapokcadaH, u
y 3 u3 162 nmanumenrtoB (1,9 %), monmyuaBmux npemnapar cpaBHeHHs. Uucras KIMHUYECKas BHIT0ja
(xoMOMHHpOBaHHAs YacToTa cUMNTOMHOro peunausa BTO u Oonblioro kpoBoTeueHus) orMedeHa y 4
u3 335 manueHToB B TIpymie puBapokcabaHa M y 7 u3 165 manMeHTOB B TpyIIe CpaBHEHMS.
Pexananuzanusi BeHbI TIpU MOBTOPHOM BH3yanM3anuu HaOmonanack y 128 w3 335 mamueHToB mpu
JIeueHUH puBapokcabaHoM U y 43 u3 165 nanueHToB B TpyIIe Mpenapara CpaBHEHUs. DTU pe3yIbTaThl
ObUIM B LIEJIOM CONOCTaBUMBIMHU Y JI€T€H pa3HbIX BO3pacTHHIX rpynn. B rpymnmne puBapokcabana Ob110
119 nereit (36,2 %) ¢ 1100bIM KpOBOTEUEHHEM, BO3HUKIIUM Ha (pOHE Tepamnuu, a B TpyIMIle Mpenapara
cpaBHeHUs — 45 nereit (27,8 %).

Tabmuma 11. Januple mo npodmmo 3(hQPEeKTUBHOCTH puBapokcabaHa W Tpernapara CpaBHEHHS B KOHIIE
OCHOBHOTO [IEpUO/a JICUCHHUS

CumnTomHbI# peruau BTD + 6eccumnToMHoe (6,3 %, 95 % AU (11,5 %, 95 % AU
YXyALICHUE + OTCYTCTBUE 4,0 % -9,2 %) 7,3 % -17,4 %)
W3MEHEHHH ITPH MOBTOPHOH BU3yalIM3aluu
Pexananu3anus BeHsl IpY NOBTOPHOW BU3yanu3aluu 128 43
(38,2 %, 95 % AU (26,1 %, 95 % 1
33,0 % - 43,5 %) 19,8 % - 33,0 %)
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ot 23.05.2026 N= 10736

KoMOuHHpOBaHHAsI KOHEYHAS TOYKA: CHMITOMHbIH ATTULITELRJOATENDRRUL-TD UTUS)
peumaue BTD + Gonblioe kpoBoTeUeHUE (YUCTAS (1,2 %, 95 % A1 4,2 %, 95 % AN
KJIMHUYECKasi BBIr0/1a) 0,4 % - 3,0 %) 2,0% - 8,4 %)
Tpom603MO0IIHS IETOYHON apTEPHU CO CMEPTEIBHBIM 1 1
WM HECMEPTENIbHBIM UCX0J0M 0,3 %, 95 % A1 (0,6 %, 95 % 11
0,0 % - 1,6 %) 0,0 % - 3,1 %)

* MomHas BBIOOpKA AU aHANM3a, T.€. BCE JETH, KOTOphIe OBLIM paHmoMusupoBaHel (M1 = moBepuTenbHBIN
HWHTEpBaI

Tabmuma 12. Jlanaple 1o mpoduimro O€30MacHOCTH pHBapokcabaHa W TperapaTa CpaBHEHHS B KOHIIE
OCHOBHOTO TMEPUOJIa JICUCHHUS

PuBapokcaban Ipenapat cpaBHeHus!
CoObITHE N=320% N=162*
KomOuHupOBaHHAs KOHEYHAS TOYKA: OOJBIIOE 10 3
KpPOBOTCUCHHE + KIMHNYECKU 3HAYUMOE HEOOJIBIIIOE (3.0 %, 95 % JI (1.9 %, 95 % JI
s 0, 0 5 0, 0
KpOBOTEHERIE 1,6 % - 5,5 %) 0,5 % - 5,3 %)
(mepBHUYHAas KOHEYHAs TOUKA 0€30MACHOCTH)
0 2
Bonbiioe kpoBoTeueHue (0,0 %, 95 % 11 (1,2 %, 95 % 11
0,0 % - 1,1 %) 0,2 % - 4,3 %)
JIroboe kpoBOTEUCHHUE, BO3HUKIIEE HA (DOHE 0 o
Teparmm 119 (36,2 %) 45 (27,8 %)

* BpIOOpKA Ui aHaaW3a OE30MacHOCTH, T.€. BCE JCTH, KOTOpPbIC OBUIM PaHIOMHU3MPOBAHBI M MOJYYUIIU 110
KpaiiHel Mepe OfIHY 703y HCCIIEyeMOro JICKapCTBEHHOTO Mperapara.

[Mpodune >ddexTuBHOCTH W OE30maCHOCTH pUBapokcabaHa ObUT B IEJIOM COMOCTABUMBIM Y
neauarpudeckoi nmomyssaiuu ¢ BTO u B3pocnoi momymsiuu ¢ TI'B/TDJIA, ogHako cooTHOIIEHUE
MAlMEHTOB C JIIOOBIM KPOBOTEUYEHHWEM ObLIO BbIIE B Meauarpuyeckoid mnomyisiuuu ¢ BTO mo
CpaBHEHMIO co B3pocioi nomysauueit ¢ TTB/TOJIA.

IanueHTs! ¢ TPOWHBIM MO3UTUBHBIM aHTU(HOCHOIUINIHBIM CHHIPOMOM BBICOKOTO PHCKA

B cnoHcupyeMoMm nccrienoBaTesieM paHAOMU3HPOBAHHOM OTKPBITOM MHOTOLIEHTPOBOM HCCIIEZOBAHUU
C 3aCJIEIUIEHHOM OIIEHKOW KOHEUHBIX TOYEK pUBapoKcadaH M3ydalcs B CPAaBHEHHMM C Bap(apuHOM Y
NAIMEeHTOB ¢ TPOMOO30M B aHaMHe3€, y KOTOPBIX AMarHOCTUPOBAH aHTU(HOCHOINIUAHBI CHHIPOM C
BBICOKMM PUCKOM TPOMO03MOOINYECKUX COOBITUI (ITOJIOKUTEIBHBINA Pe3ysbTaT ISl BCEX TPEX TECTOB
Ha aHTU(OCHOIUNUIHBIA CHUHAPOM: HAIWYME BOJYAHOYHOIO AHTUKOAryJsHTa, aHTUTEd K
KapAUOJIUIHNHY U aHTUTEN K OeTa-2-TITUKOIPOTEUHY

I). ITocne Bximouenuss 120 manMeHTOB HUCCelOBaHME OBLIO MPEKpalleHO IOCPOYHO IO MPUYHHE
MOBBIIIEHHOW  4YacTOThl  COOBITMM y TalMeHToB B  rpynmne  puBapokcabana. CpenHsas
IPOAOIDKUTENBHOCTh Ilepuojia HaOmoJeHuss cocTaBwia 569 ganelt. 59 mnauumeHTOB  ObUIM
paHIOMU3HUPOBaHbl B Ipynmy puBapokcabaHa B jgo3ze 20 mr (15 Mr majig manueHToB ¢ KIMPEHCOM
kpearnHuHa <50 mi/muH) U 61 — B rpynmy Bapdpapuna (MHO 2,0-3,0). TpomGosmbonndeckue
coOpITUs Tpom3onuiu y 12 % manueHToB, paHIOMHU3MPOBAHHBIX B TpYyIIy pHBapokcabana (4
UIIEMUYECKUX HMHCYNIbTa U 3 MH(papKTa MUOKapnaa). Y MalKUeHTOB, PaHAOMH3UPOBAHHBIX B TPYIINY
BapdapuHa, coObITHS He ObUIM 3aperucTpupoBaHbl. bosbiioe kpoBoTedeHue mnpousounuio y 4
narueHToB (7 %) u3 rpynmnsl puBapokcadbana u 2 nanueHToB (3 %) u3 rpynmnsl BapdapuHa.

5.2 dapmakoknHeTHYECKHE CBOICTBA

AOGcopbrmst
[IpencraBnennast HKe HHPOPMAIUS OCHOBaHA HA JAHHBIX, MTOYYEHHBIX BO B3POCION MOMYJISAIINH.

PuBapokcaban ObICTpO BcachIBaeTcs; MakcUMaibHasg KoHLeHTpaus (Cmax) Jocturaercs yepes 2 - 4
yaca 1ocJie npruemMa TabaeTKu.
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IIpu mpueme BHYTph B BHUJE TaONETOK B JO3UPOBKE 2.5 b i 40 S DR d R a6k hoalbRdéres

MPAKTUYECKH TOJIHOCTBIO, TPU 3TOM ero OumonoctynHocTh Bbicokas (80—-100 %) HezaBHCHMMO OT
npuema mum. COBMECTHBIH C MUIIEH mprueM puBapokcabana B 1o3e 2,5 mr u 10 mr He iusier Ha AUC
1 Cmax puBapokcabaHa.

B cBsi3M cO CHM)KCHHOH CTETEHBIO BCACBIBAHMS, MPHU MPHEME TA0JIETOK JO3UPOBKOM 20 MTI HATOIIAK
Habmonanach 6uogocTynHocTs 66 %. Ilpu npueme TabneTok puBapokcadana 103upoBKoil 20 Mr BO
BpeMs efpl oTMeuyaock yBenuueHue cpeaneir AUC Ha 39 % 1o CpaBHEHHMIO C MPUEMOM TaOJIETKH
HATOIIAK, MOKa3bIBasi MPAKTHUUECKH MOJHOE BCAChIBAHHUE U BBHICOKYIO OMOJOCTYNHOCTh. PuBapokcaban
B 103UpoBKax 15 Mr u 20 Mr cieayeTr npuHUMaTh BO BpeMst e1ibl (cM. pa3aein 4.2.).

dapMaKkOKMHETHKA pUBapokcabaHa MpaKTUYeCKH JUHEHHa B 103aX 10 15 Mr o/iMH pa3 B IeHb MU
npueMe HaToulak. B ycinoBusix npuema puBapokcadana B BUJE TabIETOK 103upoBKoit 10 mr, 15 mr u 20
MI' BO BpeMs elbl HaOrojaercs J/10303aBUCUMOCTb. [Ipu Gojiee BBICOKHMX J03aX pHBapokcadaH
JIEeMOHCTPHUPYET a0bCOpOIHIO, OTPAHUYCHHYIO PACTBOPEHHUEM, C YMEHBIICHHOW OMOJOCTYIHOCTHIO H
CHIDKEHHOU CKOpPOCThIO a0COPOIIMH MPH MOBBIIIEHUHN J03bI.

dapMakOKMHETHKAa  puBapokcabaHa  XapakTepu3yeTcsi  yMEPEHHOM  MEXHWHIUBUIYaJIbHOU
BapnabeIbHOCTHIO (BapHallMOHHBINH KO3 dunmenT) B fuana3zone ot 30 xo 40 %.

BcaceiBanue puBapokcaOaHa 3aBUCUT OT MECTa BBICBOOOXAECHUSI B HKENIyJOYHO-KUIIEYHOM TPaKTE
(OKKT). Camwxenne AUC m Cmax Ha 29 % u 56 % COOTBETCTBEHHO HAONIOAANIOCH NPHU
BBICBOOOYK/IEHUH I'paHyJisiTa puBapokcadaHa B MPOKCUMAJIbHOM OTJIEJI€ TOHKOM KMILIKHA B CPABHEHUU C
MpUEeMOM [eNoi TabneTKu. OKCHO3MIMs TMpernapara eme Oojee CHIKAeTCs TMpPU  BBEACHUU
puBapokcabaHa B JMCTAIBHBIA OTAEN TOHKOW KUIIKH WM BOCXOJIIYI0 000IOYHYIO KUIIKY. Takum
oOpa3om, creayeT u3beraTh BBEIEHUSI pUBapoKcabaHa TUCTAlbHEE YKEIyAKa, MOCKOIbKY 3TO MOKET
MIOBJIEYb CHM)KEHUE BCAChIBAHUS U, COOTBETCTBEHHO, SKCIIO3ULIMM pUBapoKcadaHa.

Pacnpenenenue

Casi3piBaHMe ¢ O€KaMM IJ1a3Mbl Y B3pPOCIBIX BBICOKOE M COCTaBIISIET MPUOIU3UTENbHO 92 - 95 %,
OCHOBHBIM CBSI3bIBAIOIIMM KOMIIOHEHTOM SIBJIIETCSL CBIBOPOTOUHBIN aibOyMuH. O0beM pacipeieICHus
— YMEpPEHHbIN, Vss COCTaBIAET NpUOIM3uTeIbHO 50 1.

buorpancdopmanus u dTUMUHALAS

VY B3pociBIX MAalMEHTOB IpH NpUEME pUBapokcabaHa NPUOIM3HUTENBHO 2/3 103bl MOABEPraroTCs
MeTabonu3My W B JajbHEHIIEM BBIBOJATCS PAaBHBIMM 4YacTSIMM IOYKAaMH M 4Yepe3 KUILIEYHUK.
OcraBmasics 1/3 mpuHATONW 03Bl BBIBOAUTCS MOCPEICTBOM IPSIMOM IMOYEYHOM HKCKpELHH B BUJE
HEU3MEHEHHOTO JCHCTBYIOIIETO BEIECTBA IIABHBIM 00pa30oM 3a CYET aKTUBHOM MOYEUHON CEKpEIUH.
PuBapokcaban merabonusupyercs nocpenctBoM uzodpepmentoB CYP3A4, CYP2J2, a Ttaxxke npu
MIOMOIIM MEXaHU3MOB, HE3aBUCHMBIX OT CHCTEMbl LHUTOXPOMOB. OCHOBHBIMH Y4aCTKaMHU
O6uoTpaHcHOpMaLUH ABIAIOTCS OKUCIIEHHE MOP(OINHOBOM IPYTIITBI U THAPOJIN3 AMHUTHBIX CBSI3€H.
CornacHO JaHHBIM, MOJYYEHHBIM in Vitro, puBapokcabaH sBisgeTcs cyocTpatoM g OenKoB-
nepeHocunkoB P-gp (P-rmukonporenna) u Berp (OGenka ycTOMYMBOCTH paka MOJOYHOM JKene3bl).
HeusmeHneHHbI puBapokcabaH SBISETCS CaMbIM Ba)XKHBIM COEIMHEHHEM B YEJIIOBEUYECKOW IIa3Me,
OCHOBHBIE MJIM aKTHBHBIE LIUPKYJIUPYIOIIME METa0OIUTHI B IUIa3Me He oOHapyskeHbl. PuBapokcalaH,
CHUCTEMHBIN KJIMPEHC KOTOPOTrO COCTaBisIeT mNpuOnu3utenbHo 10 11/4, MOXeT OBITh OTHECEH K
JIEKapCTBEHHBIM BELIECTBAM C HM3KUM KiupeHcoM. llocne BHyTpuBeHHOro BBefeHHs | Mr
puBapokcabaHa Mepuo]l MOJyBBIBECHUS COCTaBisieT okoiio 4,5 yacoB. I[locne nepopanbHOro npuema
BbIBEJICHHE CTAaHOBUTCS OTPAaHUYEHHBIM CKOPOCTbIO abcopOuuu. Ilpu BeIBeneHMM puBapokcabaHa U3
IJ1a3Mbl KOHEUHBIM NIEpHO/ TIOTYBBIBEICHUS COCTABIAET OT 5 710 9 4acoB y MOJIOABIX MAIlUEHTOB U OT
11 no 13 yacoB y NOXKUJIBIX TAIUEHTOB.

dapMaKkOKMHETHYECKHUE TAHHBIC Y NAIIMEHTOB

VY B3pOCIHBIX NAllMEHTOB, MOIYYAIONMX pUuBapokcadban B go3e 20 mMr 1 pa3 B IeHb JUIs JIEYEHHUS OCTPOTO
TI'B, reomerpuueckoe cpennee KoHueHtpanuit (90 % npeauKTUBHBIA WHTEpBa) yepe3 2 - 4 yaca u
IpUMEpHO uepe3 24 dyaca mociie mpuema J03bl (YTO HMPUMEPHO COOTBETCTBYET MAaKCUMAJIbHOW M
MUHHMAJIPHOW KOHIIEHTPAIMSAM B MHTEPBaJe M03UpoBaHus1) cocTtaBuiio 215 (22 - 535) mkr/n u 32 (6 -
239) MKT/11, COOTBETCTBEHHO.

dapmakoknHeTH4ecKasi-(hapMakoJuHaMUUecKasi 3aBUCHMOCTb
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CooTHomeHre (HapMaKOKHHETUYECKHX MapaMeTpoB | bapmAkoArHaMm ek SBEkror (BIRID )

MEXIy KOHLEHTpalued puBapokcabaHa B IJIa3Me KpPOBU U HECKOJBKUMH KOHEYHBIMHU
(hapMakoMHAMUYECKHUMHU TOYKaMH (MHruOupoBanue (akropa Xa, mporpomobuHoBoe Bpems, AUTB,
HepTest) onienuBanocs nocie npueMa mupokoro AuanaszoHa a03 (ot 5 qo 30 mr nBa pasza B CyTKH).
B3anMocBs3p MeXAy KOHLEHTpalueld puBapokcabaHa M aKTUBHOCTHIO (akTopa Xa HAWITYYIINM
00pa3oM IPOJIEMOHCTPUPOBAHA C MCIHOJIb30BaHUEM Mojenn Emax. s mporpoMOuHOBOrOo BpeMeHu
MOJIeNIb JIMHEHHOM perpeccud B LEJIOM JIydYIlle ONHCHIBACT JaHHBIC. YTJIOBOH Ko3(hduumeHt
3HAYUTEIBHO MEHSJICS B 3aBHUCHUMOCTH OT PEAKTUBOB, HCIOJB3YEMBIX [UISI  OINpeAeNCHUS
nporpoMOuHOBOro BpemeHu. [lpu ucnosnp3oBanum Habopa Neoplastin PT ucxomnoe 3HaueHue
MIPOTPOMOMHOBOTO BPEMEHHM COCTAaBWJIO OKOJO 13 cek ¢ HaKJIOHOM JUHHUHM OKoJio 3 - 4 cek (100
MKr/7). PesynbraTel ananu3za cootnomenus OK/DJ] B uccnenoanusx I u 11 da3sl coorBeTcTBOBAIMN
aQHAJIOTUYHBIM MTOKA3aTEeNsIM Y 3[JOPOBBIX MAIIMEHTOB.

Ilon

VY B3pocibIX He ObUIO KIMHUYECKH 3HAUYMMBIX pa3Iuuuii (papMaKOKHMHETUKH U (PapMaKOIMHAMHKU
CpeIu MY>KYMH U KEHILUH.

Tlooicunou 6o3pacm

VY NOXWIbIX NAIMEHTOB KOHIIEHTpAlMM pUBapokcabaHa B IJIa3M€ KPOBU BBIIIE, YEM Y MOJIOJBIX
nanueHToB; cpeanee 3Hadenne AUC mpubnusurensHo B 1,5 pasa mpeBbIIaeT COOTBETCTBYIOIIUE
3HAQYEHMS Y MOJIOJIBIX MALMEHTOB, TJIABHBIM 00pa3oM, BCIIEICTBUE CHUKEHUS (BEPOATHOTO) OOIIETO U
noueyHoro kinupenca. Koppekuus 10361 He TpedyeTcs.

Paznuynasn macca mena

VY B3pocnbix kputuyeckas macca tena (MeHnee 50 kr u 6osee 120 kr) nuiib HE3HAYUTENBHO BIIMsIIA HA
KOHIICHTPALIUIO puBapokcadaHa B mia3zMe KpoBu (MeHee 25 %). Koppekius 10361 He TpeOyeTcs.
MesicomHuuueckue paznuyus

Knuanyeckn 3HAYMMBIX pa3nuuuii (papMaKOKWHETHKH M (apMaKoIMHAMUKH Y B3POCIBIX MMAlMEHTOB
€BPOIEOHIHOM, appoaMepUKaHCKOM, JTaTHHOAMEPUKAHCKOM, STIOHCKOM WM KUTaCKOW 3THUYECKOU
MIPUHA/IIEKHOCTH HE HAOJI01aJI0Ch.

Hapywenue ¢ynkyuu nevenu

VY B3pOCIBIX NAIMEHTOB C HUPPO30OM MEUEHHU U HapyLLIEeHUEM (YHKIMH IEeUEHH JIETKOM cTeneHu (Kiace
A mno UYaiina-Ilsto) ¢dapmakokuHeTHKa pHBapokcabaHa JMIIb HE3HAYUTENbHO OTJIMYanIach OT
COOTBETCTBYIOIIMX IOKa3aTeled B KOHTPOJIBHOM TIpylIe 30pOBBIX HCHBITYEMBIX (B CpelHEM
orMmeyanoch yBennuenne AUC puBapokcabana B 1,2 pasa).

VY nmanueHToB ¢ IUPPO30M IME€YEHH M HapylleHHeM (pyHKIMU Me4YeHH cpeqHell ctemneHu (kiacc B mo
Yaiinn-I1sto) cpenusist AUC puBapokcabaHa Obl1a 3HaUMTENBHO MOBBILIEHA (B 2,3 pasa) o CpaBHEHUIO
co 3710poBbIMU 100poBoablamMu. Hecsizannas AUC yBenuuuBanace B 2,6 pa3za. Y 3THUX MallME€HTOB
TakXke OBbIJIO CHM)KEHO BBIBEJICHME pPHUBAapOKca0aHa MOYKAMH, CX0)XKee C TAKOBBIM Yy MAIMEHTOB C
HapyluieHueM (PyHKLUUU MOYeK cpefHei creneHu. JlaHHbIE MO MallMeHTaM C TSKEIbIM HapylleHHEeM
(YHKIHMU OTCYTCTBYIOT.

[lonaBnenue akTuBHOCTM (akTopa Xa y NAIUEHTOB C HapylleHHeM (YHKUUU IEeYeHU CpeaHen
CTEeleH! ObUIO BBIpAKEHO B 2,6 pa3a CHIIbHEE, YeM Y 3/I0pOBBIX J0OpPOBOJIBLIEB; YBEINYECHUE
MIPOTPOMOMHOBOIO BPEMEHH B CXOKEW CTeneHH Bo3pacTaynio B 2,1 paza. IlamueHTsl ¢ HapyuieHuEM
(GYHKIMU TIEYEeHU CpefHed cTemneHu ObulM OoJiee YYBCTBUTENBHBI K pUBapoKcabaHy, 4TO SBISETCS
CIIEICTBUEM 00Jiee TECHOM B3aUMOCBSI3U (papMakoanHaMU4YecKuX 3PPeKkToB U (papMaKOKMHETHYECKHX
napaMeTpoB MEX/ly KOHIIEHTpalKel 1 MpOTpOMOMHOBBIM BPEMEHEM.

PuBapokcabaH mnpoTHBOMOKAa3aH MalUMeHTaM C 3a00JeBaHUSIMU TMEYEHH, MPOTEKAIIUMU C
KOaryJonaTueil ¥ puCKOM KJIMHUYECKH 3HAYMMOIO KPOBOTEUEHHS, BKIIIOUAs MALMEHTOB C LIMPPO3OM
neuenu kiacca B u C no knaccudukanuu Yaina-I1eo (cm. pazaen 4.3.).

Hapywenue ¢ynxyuu nouex

VY B3pocCibIX MAaMEHTOB HAOIIOJAIOCh YBEIMYEHUE HKCIIO3UIUMN pUBapoKkcabaHa, KOppelnpoBaBIlee
CO CHMKEHHEM IOYeYHOH (DYyHKIMM, KOTOpas OlleHMBajach M3MEpEeHHEeM KJIHMpeHca KpeaTWHUHA. Y
nanueHToB ¢ jerkod (KnKp 50 - 80 mn/mun), cpeaneit (KinKp 30 - 49 mu/mun) u tsxenoit (KnKp
15 - 29 mu/MuH) cTeneHbl0 HapylleHUs (YHKUIUHU MOYEK KOHIIEHTpallMu puBapokcabaHa B IIazMe
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kposu (AUC) 6sut noBbleHs! B 1,4, 1,5 u 1,6 pasa doorrerciietnt SEb et B iointe Vit me

¢dapmakoauHamMuuecKux 3¢ ¢GeKToB OblIO0 Oosiee BHIpaKEHHBIM. Y MAIMEHTOB C JIETKOM, CpeqHeld u
TSOKEJION CTEleHbl0 HapylleHus (yHKUIUMU To4yeKk oOlnee MoJaBieHHE aKTUBHOCTH ¢akropa Xa
yBenuuBanock B 1,5, 1,9 u 2,0 pa3za cCOOTBETCTBEHHO O CPABHEHUIO CO 30POBBIMU JTI0OPOBOJIBIIAMH;
MIPOTPOMOMHOBOE TAK)XKE YBEIUUUBAIOCh B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.

Hannbie o manuentax ¢ KnKp <15 mi/MuH OTCYTCTBYIOT.

[Ipenmnonaraercs, 4To puBapokcabaH He MOJBEPraeTcs AUAIU3Y B CBSI3U C BHICOKUM CBSA3BIBAHHEM C
OeIKaMH IJ1a3MBbl.

He pexomenayercs mpumensaTs npemnapaTr y manueHToB ¢ KinKp <15 mu/mun. Cnepyer coOiroaath
OCTOPOXHOCTH MPH NMPUMEHEHHH Tpernapara y nauneHToB ¢ KinKp 15-29 mu/muHn (cMm. pasgen 4.4.).
Leru

bezomacHocth 1 3¢ (eKTUBHOCTh puUBapokKcabaHa y JeTel M MOAPOCTKOB B Bo3pacTe n0 18 mer mo
MOKa3aHUI0 MPOPUIAKTHKA UHCYJIbTA U CUCTEMHOW TpoMO0IMOOINH Yy MalueHToB ¢ (Gudpusuisuen
IpeicepAnii HEKJIaIaHHOTO IIPOMCXO0XK/IEHNS HE YCTaHOBJICHBI.

Abcopoyus

Jletn nonyvanu puBapokcadaH B BUJE TaOJETOK WIHM CYCHEH3UH JJI NpUEMa BHYTPh BO BpeMs WU
Cpasy Iociie KOpMIICHHUS WIH MpUeMa MHIIU, BMECTE ¢ OOBIYHON MOPIUEH KUIKOCTH A7l 00ecredeHus
HaJIeKaIlero Mo3upoBaHus y nereid. Kak y B3pocibix, Tak W y JeTell puBapokcabaH OBICTPO
BCAChIBAeTCs MOCTIE MEPOPATLHOTO MIpHeMa Ipernapara B IeKapcTBeHHON popme TabIeTKH WU TPAHYJIbI
JUIS. IPUTOTOBJIEHUS CYCIIEH3UU JUIsl IpuemMa BHYTpb. He oTMeuanoch pa3sHuUIbl HU B CKOPOCTH, HU B
CTETIEHH BCACBhIBAHUS MEXKJY JIEKAPCTBEHHBIMU (popMamul TaOIETKU M TPaHyIbl Ui HPUTOTOBICHUS
CYCIIEH3MH JJIs IpueMa BHYTpb. JlaHHbIE 0 (papMaKOKHMHETHKE y AE€TEH 110CJI€ BHYTPUBEHHOI'O BBEACHMUS
OTCYTCTBYIOT, IMOATOMY aOCOJIOTHAs OMOJOCTYIHOCTh pHBapokcabaHa y neredl Hew3BecTHa. bblio
00Hapy>KEeHO CHIKEHHE OTHOCHTEIBHON OMOIOCTYITHOCTH NIPU YBETMYECHUH /103 (B MI/KT MacChl Teia),
HAa OCHOBaHMHM YE€ro MOXHO CHeNaTh MNpeArojoKeHue o0 orpaHuveHusx abcopOuum st Gosee
BBICOKHX /103, JIaXKe IpH npueme ¢ nuiieil. PuBapokcaban B

BUJIE TaOIETOK 103UpOBKOi 15 Mr miu 20 Mr ciexyetr NpUuHUMATh BO BpeMsi KOPMIICHUS UJIH BO BpeMs
enpl (cm. pazaen 4.2.).

Pacnpeoenenue

Crneun¢uyHbsle B OTHOIICHHWU JI€Tell JaHHbIE O CBS3bIBAHUM pHUBapokcabaHa ¢ OelkamMH IUIa3Mbl
OTCYTCTBYIOT. J[aHHBIE O (hapMaKOKHHETUKE y JETEN T0CIIe BHYTPUBEHHOTO BBEICHUS] PUBapoKcabana
OTCYTCTBYIOT. Vss y JieTel (Bo3pacTHOM nauana3oH or 0 mo <18 jer) mocne mepopanbHOro mprema
puBapokcabaHa, CHPOTHO3MPOBAHHBIM C TIOMOMIbIO TOMYJSIMOHHOTO (PapMaKOKMHETUYECKOTO
MO/JICIMPOBAHMs, 3aBUCUT OT MAaccChl Tella U MOXET ObIThb ONHCaH C MOMOUIBbIO aNIOMETPUYECKOMN
GbyHKIMHU co cpeqHuM 3HaueHueM 113 1 s cyobexTa ¢ Maccoii Tena 82,8 Kr.

buompancgopmayus u snumunayus

Cnenuduynpie B OTHOIICHWM JETEH JaHHBIE O MeETa0oMuM3Me OTCYTCTBYIOT. JlaHHBIE O
(dapMakOKMHETHKE Yy JeTeil mocie BHYTPUBEHHOTO BBEAEHUS pPHUBApOKCcabaHa OTCYTCTBYIOT.
Knupenc y pereir (BospactHoil auamasoH ot 0 no <18 ner) mocie mnepopanbHOro IpHEMa
puBapokcabaHa, CIPOTrHO3UPOBAHHBIH € TOMOIIBIO HOMYJSAUOHHOTO (apMaKOKMHETHYECKOTO
MOJIETTUPOBAHUS, 3aBUCUT OT MAcCChl Tela U MOXET OBbIThb OMHCAH C MOMOIIBI0 ANIOMETPUYECKON
GyHKIMH CO CcpeIHUM 3HadeHueM & /4 i cyOobekrta ¢ Maccod Tema 82,8 kr. Cpennue
rEeOMETPUUYECKUE 3HAUYEHHUs TNepuoja TNOdyBbiBeAeHHs (t1/2), pacCUUTaHHbIE C IOMOILBIO
MOMYJIAUOHHOTO  (PapMAaKOKMHETUYECKOTO  MOJIETUPOBAHMS, YMEHBINAIOTCS C YMEHbIIEHHEM
BO3pacTa M BapbUPYIOTCA OT 4,2 yaca y NOJAPOCTKOB JO MPUMEPHO 3 4acOB y JIeTell B Bo3pacte 2 - 12
net, 10 1,9 u 1,6 yaca y gereit B Bo3pacte 0,5 - <2 ner u menee 0,5 roga, COOTBETCTBEHHO.
dapmakokuHemuyeckue 0aHHvle y NAYUeHmo8

I'eomeTtpuueckoe cpennee koHueHTpanuii (90 % wHTEpBan) B MHTEpBallax BpEeMEHH 0TOOpa Mpoo,
MPUMEPHO COOTBETCTBYIOUIMX MAaKCHUMaJbHOW W MUHUMAJIbHON KOHIIGHTpAallMM B HHTEpBaJe
JI03UpOBaHus, y JieTe ¢ octpoit BTD, nonyvaronmx puapokcadbaH B 103€, 3aBUCSIICH OT Macchl Tena,
JUISL TIOJYYEHHs] DSKCHO3WILMH, COOTBETCTBYIOIIEW TakOBOW y B3pociblx mnmanueHToB ¢ TI'B,
nofyyaromux 703y 20 mr 1 pa3 B ieHb, Ipe/IcTaBIeHbI B Ta0uuUIE 6.
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Tabnumna 6. CBonHas cratucTUKa (reomerprudeckoe cpeakiee (90 %%;eggd;lx); %%B%&%ﬁk&[:x%ﬁl%;[%!ﬁunﬁ

puBapokcabaHa B 1jia3Me KpOBH (MKI/JT) B 3aBUCUMOCTH OT PEKMMa TIO3UPOBAHHUS K BO3pacTa

BpemenHnbie
HHTEPBAJIbI
OnuH pa3 B N ot 12 no N oT 6 110
JIeHb <18 Jger <12 jer
2,5 -4 4aca 171 241,5 24 229,7
crycTst (105 - 484) (91,5 -777)
20 - 24 yaca 151 20,6 24 15,9
crycTst (5,69 - 66,5) (3,42 -45,5)
/lBa pa3a B N oT 6 10 N or2n0<6aer | N ot 0,5 1o
JeHb <12 jer <2 Jer
2,5 - 4 qaca 36 1454 38 171,8 2 H.p.
cIycTs (46,0 - 343) (70,7 - 438)
10 - 16 gacoB 33 26,0 37 22,2 3 10,7
CIyCTA (7,99 - 94,9) (0,25 - 127) (H.p. - H.P.)
Tpu paza B N oT 2 10 N OT POKACHUSA N ot 0,5 1o N OT POKACHUA
JIeHb <6 aer a0 <2 jer <2 jaer 1o <0,5 jger
0,5 - 3 gaca 5 164,7 25 111,2 13 1143 12 108,0
cycTs (108 - 283) (22,9 - 320) (22,9 - 346) (19,2 - 320)
7 - 8 qacoB 5 33,2 23 18,7 12 21,4 11 16,1
cycTs (18,7-99,7) (10,1 - 36,5) (10,5 - 65,6) (1,03 - 33,6)

H.p. — HE PacCUMUTHIBAIOChH

3Ha4yeHHsT HIDKE HIDKHETO rpejena konmdectBeHHoro ompenenenus: (HIIKO) Obutn 3amenensr Ha 1/2
HIIKO nns pacuera craructuku (HITKO = 0,5 mkr/m).
Dapmakoxkunemuieckasa-papmaKoOuHaMu4ecKkas 3a6UCUMOCyb

Llon

AHanu3 NoJy4YeHHBIX JTaHHBIX HE BBIBMJI CYLIECTBEHHBIX Pa3IM4Uil B HKCHO3ULMHM pUBapoKcabaHa y
JETeH pa3Horo Inoja.

Pasnuunas macca mena

VY nereii n03a puBapokcabaHa 3aBUCUT OT Macchl Teja. AHaU3 AAHHBIX, OJYYEHHBIX AJIS JIeTeH, He
BBISIBUJI 3HAYUMOTO BIMSHHUS HEJOCTaTOYHOM Macchl Tejda WIM OXHUPEHHS Ha SKCIIO3ULHUIO
puBapokcalaHa.

Meoicomnuueckue paznuyus

AHanu3 TONY4YEHHBIX [AaHHBIX HE BBIABWJ 3HAYMMBIX MEKITHHUYECKHMX Pa3JIMYUil B JKCIIO3ULINN
puBapokcabaHa y JeTeill SAMOHCKOM, KUTalCKOW WM a3MaTCKOM ATHUYECKOM NpPHUHAJUIEKHOCTH 3a
npenenamu SAnonun u Kutas mo cpaBHeHuIo ¢ o011el neanaTpuyeckoi momyssiiuen.

Hapywenue ynxyuu nevenu

Knunnueckue ganHble A7 eTel ¢ HapylleHueM (QyHKIMH IeUYeHH OTCYTCTBYIOT.

Hapywenue ¢ynxyuu nouex

JlaHHbIE KIMHMYECKHUX HCCIENOBaHUN y JeTed B Bo3pacTe | roga M crapuie co CpeaHed Hiu
TSOKEJIOM CTEeMEeHbI0 HapylleHuss QYHKIOUM To4YeK (CKOpPOCTh KiyOoukoBoW ¢uibTparmu 50
Mi1/Mun/1,73 M%) OTCYTCTBYIOT.

6. PAPMAIIEBTUUECKHUE CBOMICTBA
6.1 Ilepeyenb BcnOMoOraTe/ibHbIX BellleCTB
IIEJUTIONI03a MUKPOKPUCTAITNIECKas,
KpEMHUS TUOKCU]] KOJIIOUTHBIN,

copOuToI,

JAKTO3bI MOHOTHUPAT,

MOBHJIOH,
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(MOCNEOOBATENEHOCTE 0003)

KpOCKapMeJu1i03a HaTpHs,

HaTpus JlaypuwicyabQar,
MarHus cTeapar.
O0omo04ka TabNeTKu:
THIIPOMEIIO3a,

TUTaHA JIUOKCH],
MaKpOoroJ

6.2 HecoBMecTHMOCTD
Henpumenumo.

6.3 Cpok rogHocTu (CpoOK XpaHeHus1)
3 rona.

6.4 OcoOble Mepbl PETOCTOPOKHOCTH NIPU XPAHEHUH
[Ipu Temnieparype He Bbie 25 °C.

6.5 Xapakrep u conepxaHue YIIaKOBKH

[To 10 TabneTok B KOHTYpPHBIC SYCHKOBBIC YNMAKOBKH W3 TUICHKH ITOJIHBHHIIXJIIOPUIHOW U (DOIBTH
ATFOMUHHUEBOM MEYaTHON C TEPMOCBAPUBACMBIM ITOKPBITHEM.

ITo 30, 40, 50, 60, 70, 80, 90, 100 TabmeTox B OaHKM M3 MOJHUAITHIECHA HU3KOIO HABIIEHUS C
HABUHYMBAEMbIMU KPBIIIKAMU W3 MOJIMITUICHA HU3KOrO NaBieHus. Ha OaHKy HakiIeuBarOT 3TUKETKY
CaMOKJIESITYFOCSI.

Kaxnyro 6anky wnm 1, 2, 3,4, 5, 6, 7, 8, 9, 10 KOHTYpHBIX SYEHKOBBIX YIAKOBOK BMECTE C JIUCTKOM-
BKJIQJIBIIIEM ITOMEIIAIOT B MTAYKY M3 KapTOHA JIJIsl TOTPEOUTETHCKOM TapHhl.

ITo 50, 100, 300, 500 KOHTYpHBIX SITYEUKOBBIX YIAKOBOK C PABHBIM KOJIMYECTBOM JINCTKOB-BKJIA IbIIIECH
MMOMENIAI0T B KOPOOKY M3 KapToHA (JJIs1 CTAI[MOHAPOB).

6.6 Oco0ble Mepbl NPeAOCTOPOKHOCTH NPH YTHJIM3ALUHM HCIOJb30BAHHOIO JIEKAPCTBEHHOI'O
npenapata WJHM OTXOJI0B, INMOJYYEHHBIX IOcC/Je NMPUMEHEHHUsl JeKApPCTBEHHOIo mpenapara, u
Apyrue MaHUMYJISIMY C MIPenapaTomM
Het ocoObIx TpeOoBaHUH K yTHIIM3ALINY.

7. AEP)KATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
Poccuiickas @enepanust

AO «Ypanbuopapm»

Anpec: 620039, r. ExatepunOypr, yi. Mammnoctpoutenet, a1.31, k. A
ten. (343) 254-01-93

OnektpoHHas nmoura: ubf@ubf.ru

7.1. IlpeacraBuTenb AepKaTesis PpErHCTPALMOHHOIO Y10CTOBEPEHH S
[Iperen3uu noTpeduTeneil HaNPaBIATh 110 AJPECy:

Poccniickas @enepanns

AO «Ypanbuopapm»

Anpec: 620026, r. ExatepunOypr, yin. KyiiObimesa, ctp. 60

ten. (343) 254-02-45

OnekTpoHHas moyvra: ubf@ubf.ru

8§ HOMEP (HOMEPA) PETUCTPAIHMOHHOI'O YAOCTOBEPEHUA
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9 KATET'OPUSI OTITYCKA JIEKAPBCTBEHHOI'O ITPEHAP XA B4 TENEHOCTE 0003

JlekapcTBEeHHBIN MpenapaTr OTHOCUTCS K KaTETOPUH OTITYCKA MO PELETTY.

OO6mrast xapakTepHCTHKA JIEKAPCTBEHHOro Tpemapata Puapokcaban-Yb® noctymHa B eIWHOM
peecTpe 3aperuCTpUPOBAaHHBIX JIEKAPCTBEHHBIX CPeICTB EBpa3suiickoro SKOHOMHUYECKOTO CO03a U Ha
opUIHATBEHOM caire YIIOJITHOMOYEHHOTO opraHa (axcnepTHO OpraHH3aIiN)
https://lk.regmed.ru/Register/EAEU_SmPC
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