OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

PuBapoxkcus, 10 mr, TaGIeTKH, TOKPHITHIC INIEHOYHOU 000JI0YKOM

2. KAYECTBEHHBINA U KOJTMYECTBEHHBINA COCTAB
JeiicTByroliiee BEIIECTBO: pUBApOKcadaH.
Kaxxnas tabnerka comepxut 10 Mr puBapokcabaHa.

ITomubrit MEPCUCHb BCIIOMOI'aTCJIbHBIX BEIICCTB IIPUBCACH B pa3aiciic 6.1.

3. JJEKAPCTBEHHAS ®OPMA
TabyieTKu, MOKPHITHIC INIEHOYHOW 000JI0UKOM.
Kpyrible cnerka IBOSKOBBIMYKIIbIE TaONETKU, MOKPHITHIE MJICHOYHOW 000I0UYKONH KOPUYHEBATO-

KpacHOro LBETa ¢ rpaBUpoBKOM «10» Ha OHON CTOPOHE TAOJIETKH.

4. KIMHUYECKHUE JAHHBIE
4.1. lloka3zanusi K NPUMEHEHUIO0
IIpenapar PuBapokcus mokas3aH K IPUMEHEHHUIO Y B3POCIIBIX.
e [Ipodunaktuka BeHO3HON TpomOOIMOommu (BTD) y mamueHTOB, MOJIBEprarouuxcs
0O0JIBILINM OPTONEAMUYECKUM ONIEpaTUBHBIM BMEIIATEIbCTBAM HAa HIDKHUX KOHEUHOCTSIX.
e Jlpodunaktuka peruanBoB TpoMmOo3a rinybokux BeH (TI'B) wmmm TpombOosmOomnu

nerouyHoit aprepuu (TDJIA) nocne kak MuauMyM 6 Mecste euenus TI'B nnu TOJIA.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUS

PexxuM 103upoBanus

Ilpogunakmuxa BTD 'y nayuenmos, noosepearoujuxcs OOIbUUM — OPMONEOUUECKUM
ONEPAMUBHBIM BMEUUAMENbCMEAM HA HUNCHUX KOHEYHOCMSX
PexomenmoBanHas mo03a puBapokcabana coctaBisieT 10 Mr oguH pa3 B AeHb. llepByro mo3y
clenyeT mpuHATH uepe3 6—10 yacoB mocie onepanuy Ipu yCIOBUU TOCTUTHYTOTO TeMOCTa3a.
[TponOMmKUTENFHOCTD JICYEHHUS 3aBUCUT OT WHAMBHUAYAIBHOTO pUCKAa BO3HUKHOBeHUs BTO y
MaIUeHTa, KOTOPBIA OMpPEAesIeTCss TUTIOM OPTONEeINYECKOM ONepaluu:

e I TAUEHTOB TMocie  OOoNbIIoN  omepanmuu Ha  Ta300€qpPEHHOM  CyCTaBe

PEKOMEHIOBAaHHAS MPOIOJDKUTEIBHOCTD JICYCHHSI COCTABIISICT 5 HEEIb;

® IS TAIMEHTOB MOC]e OONBINON Omepanuyd Ha KOJEHHOM CyCTaBe PEKOMEHIIOBAaHHAs



MMPOAOIKUTCIIBHOCTD JICUCHUA COCTABIIACT 2 HEACIIN.

Jlelicmeusi npu nponycke npuema npenapama

B cnydae mpomycka npuema npenapata PuBapokcusi manyeHTy cielyeT NpUHATh TaOJeTKy
npenapara B A03UpoBKe 10 M HEMEIJICHHO M Ha CIEAYIOINUH JIeHb MPOJOJDKUTH JICYEHHE II0
1 TaGnerke B CyTKH, KaK U paHee.

He cnenyer ynaBamBaTh NpUHUMAaeMyro 103y, YTOOBI KOMIIEHCHPOBATh paHee MPOIMYIICHHYIO
703Yy.

Hpogunraxmuxa peyuousos TI'B unu TOJIA nocre kak munumym 6 mecayeg nevenuss TI'B unu
T2JIA

PexomennoBanHas HavyanbHas 1q03a npu JedeHuu ocTpbix TI'B mmm TOJIA cocraBnser 15 mr*
JIBa pa3a B CYTKHM B TEUCHME IEPBBIX 3 HE/ENb C MOCIEAYIOUIMM Mepexo oM Ha 103y 20 mr**
OJIMH Pa3 B CYTKH Ul JaJIbHENIIEro JeueHus u npopunaktuku peunausoB TT'B u TOJIA.
MuHumanbHas NpPOAOKUTENBHOCTh Kypca JiedeHUs (HEe MeHee 3 MEcCsILEB) J0JDKHA ObITh
paccmotpena y nanuenTos ¢ TI'B nnu TOJIA, cripoBolMpOBaHHBIMU CEPbE3HBIMH OOPAaTUMBIMU
bakTopamMu pHcka (Hampumep, HpeALIeCTBYIOIee OOLUIMPHOE XMPYPrUYECKOe BMELIATeIbCTBO
WK TpaBma). boiiee [UIMTENBHBINA EPHO/] JICUSHHS JTOJDKEH ObITh PACCMOTPEH JUIS AIMEHTOB C
TI'B win TOJIA, He CBSA3aHHBIMU C CEPhE3HBIMU OOpPATUMBIMH (PaKTOpaMH PUCKA, y TAIIUEHTOB
¢ HecripoBoupoBaHHbIM TT'B i TOJIA wnn y mauuentos ¢ TI'B win TOJIA B anamHese.

[Tpy HEOOXOOMMOCTH NHPOJUICHUs Tepanuu Juis npoduiaktuku peruauBoB TI'B unum TOJIA
(mocne kak MuUHUMYM 6 MecsueB nedeHuss TI'B nim TOJIA) pekoMennoBaHHas j103a Mpenapara
PuBapoxcus cocraBnsier 10 Mr ogus pa3 B cyTku. [larmeHTam ¢ BBICOKMM PHCKOM pPELMIMBA
TI'B unu TOJIA, TakuM Kak MalyeHThl ¢ TSHKEIBIMU COIMYTCTBYIOIIMMHU 3a00JIEBaHUSIMU UJTH Y
KoTOpbIX passuics peuuaus TI'B win TOJIA Ha doHe anmuTensHOro MpUMEHEHUs Mpenapara
PuBapokcusi B kadecTBe BTOPUYHON NPO(UIAKTUKM B J103UpoBKe 10 MI' OAMH pa3 B CYTKH,
HE00X0MMO Ha3HAYUTh npenapat PuBapokcus B 1o3upoBke 20 Mr** ouH pa3 B CyTKH.
IIpo1OIKUTENBHOCTE JIEUEHUS ONpPEAENsAeTCs WHAWBUAYAJbHO IIOCIE TIHIATENIBHOW OLIEHKH

MOJIB3bI JICHCHUA OTHOCUTCIIBHO PUCKA PA3BUTHA KpOBOTC‘ICHI/Iﬁ (CM. pasacit 44)

Taonuya 1
CymMmapHasi cyToYHas
Ilepuon Cxema npuema
032

Jleuenue u C 11mo 21 nesn 15 mMr* nBa pasa B 30 Mr

MpoQUITaKTHKA CYTKH

permueos TIB wmn  |{C 22 AHs 20 Mr** onua pas B [20 Mr

TOJIA CYTKH




[TpoduiakTuka [Tocne kak MuHuMyM (10 Mr oauH pa3 B cyTku|10 mr wnu 20 mMr
perauBoB TI'B u 6 Mecs1eB JeueHus v 20 Mr** onuH pas

TOJIA TT'B unu TOJIA B CyTKH

* B cilyyae HEOOXOJUMOCTH INpHeMa Ipenapara B 03¢ 15 Mr cieayeT NpUMEHATh IpenapaT
PuBapokcusi, BbIITyCKaeMblii B COOTBETCTBYIOIIEH NO3MPOBKE, Tak Kak TaOJeTKH Ipemnapara
PuBapoxcus n1o3upoBkoii 10 Mr BellmyckaroTcs 0€3 pUCKH.

** B ciayyae HEOOXOOUMOCTH Ipuema Ipemnapara B go3e 20 Mr ciieyeT NpUMEHSATh Ipenapat
PuBapokcusi, BbIIIyCKaeMbIil B COOTBETCTBYIOIIEH TO3UPOBKE.

[Ipenapar PuBapokcusi B mo3upoBkax 15 mMr u 20 Mr cieayer mpuHUMATh BO BpPEMs €bl, B
n03upoBKe 10 MIr HE3aBUCUMO OT BPEMEHU IpUEMa IHILH.

eticmeus npu nponycke npuema npenapama

Ecnu npuem ovepenHoii 10361 NPOIYILEH NpU pexXuMe A03upoBaHus 15 mr aBa pasza B cyTku (1—
21 neHp), MAUMEHT JODKEH HEMENJICHHO IPHHATh TaOJIeTKy mpenapara PuBapokcus mis
JOCTHOKEHUS cyTouHOM 10361 30 mr. Takum oOpa3om, 1Be TaOneTku 15 Mr MOTYT OBITh IPUHSTHI
B oauH npueM. Ha crnepyrommii [eHb NAaMEHT JOJDKEH IIPOJOJDKATH PETYISPHBIA IMpUEM
npenapara 15 Mr 1Ba pa3a B CyTKH B COOTBETCTBUHU C PEKOMEHOBAHHBIM PEXHMOM.

Ecnu nmpuem ouepeqHoN 03Bl MPOIMYIIEH MPU PEXKUME J03UpPOBaHUs 15 MI OUH pa3 B CYTKH,
NalMeHT JODKEH HEeMEUIEHHO NMPUHATh TabJeTKy mnpenapata PuBapokcHs M Ha CleAyIOIHH
JIeHb IIPOJIOJDKHUTH PETYJSPHBIA IIPUEM IIpernapara B COOTBETCTBUM C PEKOMEHJIOBAHHBIM
pexxuMmoMm. He crienyer ynBanBaTh NPUHUMAEMYIO J03Yy B OIMH JE€Hb Ul KOMIICHCALIUU
IIPOITYLIEHHOM J103bI.

Ilepexoo ¢ mepanuu anmazonucmamu eumamuna K (ABK) na mepanuio npenapamom
Pusapoxcus

[Tpu neuenun TI'B u TOJIA wnmu npodunaxtuke peruauBoB TI'B u TOJIA y B3pocabix
MALMEHTOB clIeyeT npekpatuts edeHne ABK u HauaTh nedenne npenaparom PuBapokcus npu
Beanunae MHO < 2,5.

ITpu nepexone nauuenroB ¢ Tepanuu ABK Ha Tepanmio mpemapatoMm PuBapokcusi 3HaueHus
MHO OyayTr ommbOo4HO 3aBbIIEHHBIMHM IOciie HpueMa mnpemnapara Pusapoxcus. MHO ne
MOAXOAMT JJIs ONIPEEIICHNs AHTUKOATyJITHTHOM aKTHUBHOCTH IpernapaTta PuBapokcust 1 mo3ToMy
HE JIOJDKHO HMCTIONB30BaThCA € ATOH 1eNbIo (CM. pasnen 4.5.).

Ilepexoo ¢ mepanuu npenapamom Pusapoxcus na mepanuio ABK

Cy1ecTByeT BO3MOKHOCTh BOSHUKHOBEHHS HEIOCTATOYHOT'O aHTHKOArYJISIHTHOTO 3pdeKTa npu
nepexojie ¢ Tepanuu npenapatom PuBapokcus Ha Tepanuio ABK. B c¢Bsi3u ¢ aTuM HEoOxoaumo
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00€ecTeunTh HENPEPHIBHBIM JTOCTATOYHBIA AHTUKOATYJISSHTHBIM 3(P¢GEeKT BO BpeMs MOAOOHOTO
nepexoja C IOMOMIbIO aJbTEPHATHUBHBIX AHTUKOArYJISIHTOB. ClelyeT OTMETUThb, YTO IMpHU
nepexojie ¢ Tepanuu npemnapatom PuBapokcus Ha Tepanuio ABK npenapar PuBapokcust moxer
croco6cTBOBaTh MoBhIIeHHUIO 3HaueHust MHO.

VY B3pOCIBIX MAlUEHTOB, KOTOPBIE MEPEXOAST C Tepanuu mnpenaparomM PuBapokcus Ha Tepamnuio
ABK, nocnennue cienyer npuHUMaTh HENPEPBHIBHO A0 TexX mop, noka 3Hadenne MHO He
coctaBuT > 2,0. B TeueHue mepBbIX ABYX AHEH MEPEXOAHOrO Mepuoia AOJKHA MPUMEHSATHCA
craHjaptHas HadanbHas no3a ABK, B nanbnelimem no3a ABK onpenensieTcss B 3aBUCUMOCTH OT
BenmunHbl MHO. Bo Bpemsi onHOBpeMEHHOro mpuMeHeHus: mpemnapara PuBapokcuss u ABK
MHO pomxHO onpenensiTbes HE paHee, yeM yepe3 24 yaca 1ocie IpeablayIiero mpuemMa, Ho J10
npuemMa cieayrole mo03bl npernapata Puapokcus. Ilocne ormensl mpemapara Puapoxcus
3naueHne MHO MoxeT ObITH JOCTOBEPHO OIpeAeseHo uepe3 24 yaca mocie npruemMa nociaeaHen
J03bI (cM. pasaensl 4.5. u 5.2.).

llepexo0 ¢ mepanuu napenmepanrbHLIMU AHMUKOAZYIAHMAMY HA MEPanuto Npenapamom
Pusapoxcus

JIs manueHToB, MOJIyYalolUX MMapeHTepalbHble aHTUKOATYJISTHTHI, CJIeIyeT MPEeKPaTUTh IprUeM
MapeHTepalbHOTO AaHTUKOAryJissHTa U HayaTh MpueM mpenapara PuBapokcus 3a 0—2 yaca a0
BPEMEHHU CIICYIOIIETO IIAHOBOTO BBEJEHHUS MApEHTEPaJIbHOTO AHTUKOAryJsiHTa (Hampumep,
HU3KOMOJIEKYJIIPHOTO TeMapruHa) UM B MOMEHT MPEKPaIICHHs] HEMPEPHIBHOTO MapEHTEPATLHOTO
BBEJICHUS TIperapara (HampuMmep, BHYTPUBEHHOTO BBEJIEHUS HEPPAKIIMOHHPOBAHHOTO
rernapuHa).

llepexoo ¢ mepanuu npenapamom  Pusapokcus Ha mepanuio  napenmepaibHuLIMU
AHMUKOA2YTAHMAMU

Crnenyer BBECTH NEPBYIO 03y NAapEHTEPATbHOIO aHTUKOATYJSIHTAa BO BpeMs MPEIonaraéMoro
npueMa cienyrole 1036l npenapata PuBapokcus.

Oco0ble TPVIIILI TAIMEHTOB

Tlayuenmul ¢ napywenuem ynKyuu novex
Hmeronyecs: orpaHMUEHHbIE KIMHUYECKNE JTAHHBIE IEMOHCTPUPYIOT 3HAUUTEIbHOE MOBBIIIEHNE
KOHIIEHTpaluil puBapokcabaHa B IJ1a3Me KPOBU y MAIlMEHTOB C HapylIeHHWEeM (YHKIHMU MOYEK
Tsokenoit crenenn (kmuperc kpeatnHuHa (KK) 15-29 mur/mun). s sedeHust 3Toil KaTeropuu
MAIUMEHTOB MpenapaT PuBapokcus cienyer NpUMeHsTh C OCTOPOKHOCTBIO.
[Tpumenenue puBapokcabana He pekoMenayercs y nanuentoB ¢ KK < 15mu/mun (cM. pa3aens
4.4.,52).

e [Ipu nazmaueHunm mnpemnapata PuBapokcus c¢ 1enbsio npodunaktuka BTD B3pocibiM

nanucHTam, noaBCprarommrumMces OOJIBIIINM OopTONCANYCCKUM OIICPaTUBHBIM
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BMENIATEILCTBAM Ha HIDKHUX KOHEYHOCTSIX, C JIETKOM WM CpeAHEW CTENeHbIo
Hapymenust ¢pyakiuu nodek (KK 50-80 mu/mun mmm 30-49 mii/MUH COOTBETCTBEHHO),
KOppEeKIHsI 03Bl HE TpeOyeTcs (cM. pazaen 5.2.).

e [lpum nHaznauenuu npenapara PuBapokcusi ¢ uenvto jedeHus TI'B wumu TOJIA u
npodunaktuku peruanBoB TI'B wim TOJIA manuentam ¢ HapylieHHeM (QYHKIIUN MOYEK
nerkoit crenenu (KK 50-80 mu/muH) Koppekmust 1036l He Tpedyercs (cM. pasmen 5.2.).
[TanmenTtam ¢ HapymenueMm ¢yHkuuu nouek cpeaneit (KK 30-49 mu/mun) nnu tsoxenoi
(KK 15-29 mi1/MHH) CTETICHH TSXKECTH CIeAyeT MPUHUMATh mpenapat PuBapokcus B 103
15mMr nBa pa3a B CYTKM Ha MNPOTSHKEHUU IEPBBIX 3 Helenb. BmocnencTBuu, Koraa
pexoMeHIyemast 103a npemnapara PuBapokcus cocraBut 20 Mr 0JJuH pa3 B CyTKH, CIIEAYyeT
IPEeyCMOTPETh CHM)KEHHE 1103bl ¢ 20 Mr 1o 15 Mr oauH pa3 B CyTKH, €CIM PHCK
BO3HMKHOBEHHUS KPOBOTEUEHHUs BbIlIE pHUCKa pa3BuTus penuauBoB TI'B u TOJIA.
PekoMenpanuu mo mpuMeHeHUIo mpemnapara PuBapokcust B 03¢ 15 Mr OocHOBaHBI Ha
(bapMakOKMHETMUYECKOM MOJECIUPOBAHUM M B KIMHUYECKUX HCCIEJAOBAHUAX HE
u3yvanuch (cM. pazaenst 4.4.,5.1. u 5.2.).

[lpu nmpumenenun mnpemnapara PuBapokcus B mo3upoBke 10 Mr KOppeKUuu H03bI HE

TpeOyercs.
Ilpumeuanue: HGOpMaLUs O MpUMEHEHUM mpenapara Pusapokcus B no3e 10 Mr oauH pa3 B
CYTKU NalMeHTaM ¢ ¢GuOpmusinuei npeacepinil HeKJIAaHHOTO MPOUCXOXKICHUS, TIepPEeHEeCHINX
YypecKoxHoe KopoHapHoe BMemaTenbecTBo (UKB) ¢ ycTaHoBKO# cTEeHTa U MMEIOIIUX CPEIHIO0
creneab HapymeHus ¢yakmun  nodek (KK 3049 mn/mun), pasmemena B OOmiei
XapaKTepUCTHKE JIEKApCTBEHHOIO Ipenaparta PuBapokcusi, TaOJeTKH, MOKPBITHIE IJIEHOYHON
obomoukoi, 15 mr, 20 mr.

layuenmul ¢ napywenuem ynkyuu nevenu

[Tpemapat PuBapokcusi mpOTHBOMOKA3aH MAIlMEHTaM ¢ 3a00JICBAaHUSAMU MTEYCHH, MPOTECKAOIIIMMHA
C KOaryJiomaTued W PUCKOM KIMHHYECKH 3HAYMMOTO KPOBOTCUCHWS, BKIIFOYAs TAI[UCHTOB C
UPPO30M TE€YCHH U HapylieHneM (QyHKuuu nedeHu kiacca B u C mo kinaccudpukanuu Yaumn-
[Tto (cM. pasnenst 4.3. 1 5.2.).

Tayuenmul nodxcunoco 6o3pacma

Koppekiun 10361 B 3aBHCHMOCTH OT Bo3pacta He Tpebyercs (cM. pasaenst 4.4. u 5.2.).

Puck pa3Butus KpOBOTEUEHUS BO3pACTAET C BO3pacToM (cM. pazaen 4.4.).

Macca mena

Koppekiuu 10361 B 3aBUCUMOCTH OT MACChl TeJia He TpeOyeTcs (M. pasaen 4.4. u 5.2.).

Llon

Koppekiuu 10361 B 3aBUCHMOCTH OT T0J1a He TpeOyeTcs (cM. pazmen 5.2.).



JleTH ¥ TOAPOCTKHU

BbezomacHocth u 3¢h(HEeKTHBHOCTh pUBapoKcabaHa y JETel W MOAPOCTKOB B Bo3pacte oT 0 10
18 ner mo mnokazanusaM mpodwmraktuka BTD y mnamueHToB, MOABEPraroUIMXcs OONBIIUM
OpPTOIEINYECKUM ONEPATUBHBIM BMEIIATEIHCTBAM Ha HIKHUX KOHEUHOCTSX, U MPOPUIAKTHKA
peuauBoB TI'B u TOJIA He ycranomieHnsl. Ilpenapar PuBapokcusi, TaGieTKH, MOKPHITHIE
MJICHOYHOH 000J104K0#, 10 M He TpeTHa3HA4YeH )1 IpUeMa y JIeTel W TOIPOCTKOB B BO3PAcTe
ot 0 10 18 5eT 1o 3asBJICHHBIM TOKa3aHUSIM.

Cnoco0 npuMeHeHus

Buytps. TaOneTku, MOKpHITHIE IJIEHOYHOM OOOJOYKOW, CleAyeT HNPUHUMATh HE3aBHCHMO OT
IpyeMa MUIIH.

Ecnu manumeHT He cmoco0eH MpOrjoTUTh TaOJIETKY LEIMKOM, TablieTKa mpernapara PuBapokcus
MOYET OBITh M3MEJNbUeHA M CMEIIaHA C BOJOW WMIIM JKUIKUM IHTAaHUEM, HAIPUMEp, SOJIOYHBIM
HIOpe, HEMOCPEACTBEHHO Iepe]] npuemMoM. IlpeaBaputenbHo u3MenbyeHHas TabaeTka npemnapara
PuBapokcust MOKeT ObITh BBEJICHA Uepe3 Ha30racTpalbHbIN 30H] (CM. pa3zaensl 5.2.1 6.6.).

4.3. IIlpoTuBONOKA3aAHMUS

e [UmepuyBCTBUTENBHOCTh K JICHCTBYIOIIEMY BEIIECTBY WIM K JioOoMy U3
BCIIOMOTaTeNIbHbIX BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1.

e KiuHMYECKH 3HAUYMMBbIE aKTUBHbBIE KPOBOTEUEHUS.

e 3a0ojeBaHUE WJIM COCTOSHUE C BBICOKMM PUCKOM DPa3BUTHUS OOJIBIIOTO KPOBOTEUEHHS,
HanpuMep, aKTHBHAasT WJIM HENaBHO TEpEeHECeHHasl JKelIyJOYHO-KHUIIeYHas s3Ba,
3JI0KAYECTBEHHOE HOBOOOpPA30BaHUE C BBICOKUM PHCKOM Ppa3BUTHUSI KPOBOTEUEHHUH,
HEZABHO IOJIyYEHHBIE YEPEITHO-MO3I0Bas TpaBMa MJIM TpaBMa CIIMHHOI'O MO3ra, HETaBHO
IIPOBEJEHHOE XUPYPrUUECKOE BMEIIATEIBCTBO Ha TOJIOBHOM MO3T€, CIMHHOM MO3I€ MU
oTambMOJIOTUYECKas ~ OMNepalusi, HeJAaBHEE BHYTPUUYEPENHOE  KPOBOUBIIHUSHUE,
JTUarHOCTUPOBAHHOE BapMKO3HOE pacCHIMpPEHUE BEH NMUIIEBOJA WU MOJ03PEHHE Ha HETO,
apTepUOBEHO3HAass Mayb(opMallysi, COCyAMCTas aHEBpU3Ma WJIM 3HAYMMasi MATOJOTHA
COCYZI0B CIIMHHOT'O MJIY TOJIOBHOT'O MO3Ta.

e ConyrcTByromasi Tepanusi KakMMU-THOO JAPYTMMHU AaHTUKOAryJIsSHTaMH, Harpumep,
HeQpaKLHOHUPOBAHHBIM T'€lIaPUHOM, HU3KOMOJIEKYJISIPHBIMU I'ellapiHaMu (3HOKCArapuH
HaTpUs, AaNTeNapyuH HATPUS U Jp.), IPOU3BOJIHBIMU TrenapuHa ((poHaanapuHyKC HaTpHs
U Jp.), NepopaibHBIMM aHTHUKOAryisHTamu (BapdapuH, anukcabaH, gaOurarpaHa
ATEKCUJIAT U JIp.), KpOME CIIyyaeB MEepexoia ¢ WM Ha puBapokcabaH (cM. pasznen 4.2.)

WIN TIpU MPUMEHEHUH He()paKIMOHUPOBAHHOTO TelapvHa B J103aX, HEOOXOIUMBIX IS



oOecrieyeHrss (DYHKIIMOHUPOBAHUS IEHTPAIFHOTO BEHO3HOTO WIIM apTepPHAIBLHOTO
karetepa (cm. paszzen 4.5.).

e 3a0oneBaHUs TIEYCHU, NPOTEKAIONIUE C KOATYJIOMATHeW W PHUCKOM KIMHHYECKU
3HAYMMOTO KPOBOTEUEHUS, BKJIIOYAs TMAI[UCHTOB C IUPPO30M IEUCHH U HapyIICHUEM
¢dbynkunn nevenu (kinace B u C no kinaccudukanun Yaina-I1e10) (cM. pasaen 5.2.).

e bBepeMEeHHOCTh M MEepHOJ TPy THOTO BCKapMITUBaHus (cM. paznen 4.6.).

4.4. OcoOble yka3aHHus U MepPbI NPETOCTOPOKHOCTH NIPH MPUMEHEHHU U
B Xxome Je4eHHsT PEKOMEHIOBAHO KIMHHYECKOE HAONIOJIEHHE B  COOTBETCTBHH  C
PEKOMEHIAIMSMU TPUMEHEHHUS aHTUKOATyJISTHTOB.

Puck pa3BuTusg KpoBOTEUEHUN

Kak u npu npueme Ipyrux aHTHKOATyJISHTOB, HEOOXOUMO TIIATEIbHO HAOMIOAATh MAI[EHTOB,
MPUHUMAOIINX Tpenapat PuBapokcus, s BBIABIECHUS MPHU3HAKOB KpoBoTeueHus. Cremyer
IPUHUMATD IIpPErnapaT ¢ OCTOPOKHOCTHIO MPU COCTOSIHUSX, COMPOBOKIAOIIMXCS MOBBILIEHHBIM
PHUCKOM pa3BUTHSI KPOBOTEUECHHUSI.

B cnyuae Tspkenoro kpoBoTeueHHs MpueM mpenaparta PuBapokcus JOKEH OBITH MpeKpalieH
(cm. pasznmen 4.9.).

B knIMHMYECKHMX HCCIEIOBAaHUSAX KPOBOTEUYEHHS U3 CIM3UCTBIX 000J0UeK (2 HUMEHHO:
KPOBOTEUEHHE M3 HOCA, JECEH, >XEeIyJOYHO-KHUIIEYHOIO0 TpaKTa, MOYENOJIOBON CHUCTEMBI,
BKJIIOUAsl aHOMAJIbHOE BarMHAJIBHOE WM YCHWJIEHHOE MEHCTPYaJIbHOE KPOBOTEUYEHHE) U aHEMUS
HaOJIroAaIKMCh Yalle MpH JJIUTEIbHOM JICYEeHUH pUBapokcabaHOM Ha ()OHE MOHOTEpanuu HIu
JBOMHOW aHTHAarperaHTHOM Tepanuu. TakuMm o0pa3oMm, B JIONOJIHEHHWE K HaJeXalemy
KJIIMHUYECKOMY HaOJI0JIEHUI0, JTA0OPAaTOPHOE HMCCIIEIOBAaHNE TeMOTIIOOMHA/TeMAaTOKPUTAa MOKET
ObITh 3HAUYUMBIM ISl BBIABICHUS CKPBITBIX KpPOBOTEUEHHH M KOJIWYECTBEHHOM OLIEHKU
KJIMHUYECKON 3HAUMMOCTH SIBHBIX KPOBOTEUEHHI, KOTOPbIE OYIYT COUTEHbI JOMYCTUMBIMH.
HekoTopble MOATPYIIbl MAlUMEHTOB, YKa3aHHbIE HMXKE, MOJBEP)KEHbI MOBBIIIEHHOMY PUCKY
pa3BuTHUs KpoBoTeueHus. Heobxonnmo TiiaTenbHO HaOII0JaTh 32 COCTOSIHUEM TaKUX MAIleHTOB
nocjie Hayajla JIEYEHUS C LENbI0 CBOEBPEMEHHOIO BBISBICHHUS MPU3HAKOB M CHMITOMOB
OCJIO)KHEHUH B BUJE KPOBOTEUEHUI M aHeMuu (cM. paszen 4.8.). [l nanmueHToB, Noaydyaronmx
npenapat PuBapokcus ans npodunaktukn BTD mocne oOmmpHOro opTONEANYECcKOro
BMEUIATENIbCTBA, ATO MOXKET OBbITh OCYIIECTBJIEHO IIyT€M IPOBEIEHUSl PEryJSIPHBIX
(GU3UKaTBHBIX ~ 00CIIEIOBAaHWM,  TIHIATENIBHOTO  KOHTPOJISI 32  COCTOSHMEM  JIpeHa)xa
MIOCJICONIEPAIMOHHOM  paHbl, a TakXke IyTeM [EPUOJUYECKOTO ONPEIEICHNUs YpPOBHSA
reMOrjo0MHa B KPOBH.

CrnenyeT mpoBOAUTH MOMCK UCTOYHHKA BEPOSTHOTO KPOBOTEUEHUS MPH JIIOOOM HEOOBICHUMOM

CHI)KEHHUHU YPOBHS TeMOTfIo0rMHa B KPOBH UJIU apTEPUaIbHOTO JaBICHHUS.



Tepamust puBapokcabaHoM He TpeOyeT PYTMHHOTO MOHHUTOPHMHIA €ro 3KCIO3MIMH. TeMm He
MEHee, M3MEpeHHE KOHLEHTPALUN PHBApOKcabaHa C IOMOINBI0 KaIMOPOBAaHHOTO TECTa JUIS
KOJIMYECTBEHHOTO ONpEAETCHUs aHTHU-Xa aKTUBHOCTH MOXXET OKa3aTbCsd TIOJIE3HBIM B
UCKIIIOYHUTENIFHBIX CIy4asxX, Korja uHpopMmanus o0 SKCHO3MIUH PUBApOKCabaHa MOKET ObITh
UCIIONIb30BaHA MPH MPUHATHM KIMHUYECKH 3HAYMMBIX pPELICHUI, HampuMep, B cClydae
NEPE03UPOBKH UM SKCTPEHHOTO XUPYPruyecKoro BMeIaTenbcTBa (cM. paszaenst 5.1. u 5.2.).

Hapyuienne dyHKIMHY ITOYEK

PuBapokcabaH cielyer ¢ OCTOPOXKHOCTBIO NMPUMEHSTh Y MAI[MCHTOB C HapyHICHHEM (DyHKIHH
nouek cpenreir crenenn Tsokectd (KK 30-49 mu/MuH), MOIy4aromuX —COIMYTCTBYIOIIHE
mpernapaTsl, KOTOPbIE MOTYT MPUBOIUTH K MOBBIIMICHUIO KOHIICHTPAIIMU pUBapoKcabaHa B Tia3mMe
KpoBu (cM. pazzaen 4.5.).

VYV mamueHToB ¢ HapymieHneM QyHKiuH modek Tsokenmon crermenn (KK < 30 mu/mun)
KOHIICHTpAIlUsl pUBapoKcabaHa B IJIa3Me€ KPOBH MOXET OBbITh 3HAYHMTEIBHO MOBBIIICHHOW (B
1,6 paza B cpemHeM), YTO MOXKET NPHUBECTH K IIOBBIIEHHOMY PHCKY KpPOBOTCUYCHHSI.
PuBapokcaban HODKEH MPUMEHSATHCS ¢ OCTOPOKHOCTHIO Y manueHToB ¢ KK 15-29 mur/muH.
PuBapokcaban He pekomeHayercs K npumeHeHuto y mnanumeHToB ¢ KK <15 mn/muH. (cMm.
pasmens 4.2. 1 5.2.).

OI[HOBDCMGHHOG NPUMCHCHUEC APYTHUX JCKAPCTBCHHBIX CPEACTB

[Ipumenenne puBapokcabaHa He PEKOMEHAYETCs Y MAlMEeHTOB, MOJIyYalOUIUX COMYTCTBYIOIIEE
CHUCTEMHOE JIeYeHHE IPOTUBOTPUOKOBBIMM IMperaparaMu a30JI0BOW TPYIIbl (Hampumep,
KETOKOHa30J1) WM uHruouropamu BUY-mpotea3 (Hampumep, pUTOHABHUpP). DTH HpenapaThl
SBIISIIOTCST MOUIHBIME MHTHOUTOpamu u3odepmenta CYP3A4 u P-rimmkonporenna. Takum
00pa3oMm, TH IpenapaThl MOT'YT MOBBIIIATH KOHIIEHTPALMIO puBapoKkcabaHa B Ija3Me KPOBH 0
KJIMHUYECKH 3HAYMMbIX 3HaueHMd (B 2,6 paza B CpeAHEM), 4YTO MOXET HPUBECTH K
MOBBIIIEHHOMY PHCKY KpOBOTE€UeHUH (cM. pazaen 4.5.).

Crnenyer cobmogaTh OCTOPOKHOCTb, €CIIM MAlMEHT OAHOBPEMEHHO MOIy4YaeT JICKapCTBEHHbIE
mpenaparsl, BIUSIONIME Ha TEeMOCTa3, TaKue Kak HECTePOUJHBbIE MPOTHBOBOCHAIMUTEIbHBIE
npenapatsl (HIIBII), uHruburtopsl arperauuu TpoMOOLMTOB (T. €. aHTUArperaHThl), ApPYTrHe
AHTUTPOMOOTHUYECKHE TMpernaparbl WM CEJeKTHBHBbIE HMHIHOMTOPHI OOpaTHOrO 3axBaTta
ceporonnHa (CHUO3C) u cenekTuBHbIE WHTHOMTOpPHI OOpaTHOrO 3axBaTa CEPOTOHMHA U
HopanuHeppuna (CUO3CH).

VY nanueHTOB ¢ PUCKOM pa3BUTHS SI3BOOOPA30BAHMS B KEIYJTOYHO-KUIIEYHOM TPAKTE MOXKET
OBITh HA3HAYEHO COOTBETCTBYIOIIEE MPOPHUIAKTHUECKOE JIeueHue (cM. pasnen 4.5.).

Jpyrue d)aKTODBI IMOBBINICHHOI'O PUCKA Pa3BUTHUA KPOBOTCUCHU A

[Ipenmapar PuBapokcusi, Kak U JApyrue aHTUTPOMOOTHYECKHE CPEACTBA, CIEAYeT C



OCTOPOXKHOCTBIO IPUMEHSATH TPH JICYEHUH TAI[EHTOB, MMEIOIINX TTOBBIIICHHBIH PUCK Pa3BUTHUS
KPOBOTEUCHHSI, B TOM YHUCIIE:

® BPOXK/JICHHBIC HJIM TPUOOPETCHHBIC HAPYIIICHUSI CBEPTHIBAEMOCTH KPOBH;

® HEKOHTPOJIMPYEMast TsDKeNask apTepuabHas TUIIEPTESH3NUS;

e pyroe 3a00JIeBaHHE KEIYJOYHO-KUIIEYHOTO TpakTa Oe3 aKTUBHOTO W3BA3BICHHS,
KOTOPO€ MOXKET IOTEHIMAIbHO NPUBECTH K KPOBOTEUECHHUIO, KaK K OCIO0XKHEHHIO
(HampuMep, BOCHANUTENIbHOE 3a00JeBaHME KHIIEYHUKA, 730(aruT, TacTpUT H
ractpo33odareanbHas pedurrokcHas 00JIe3Hb)

e COCyHCTasi pETUHOIIATHS;

® OPOHXO03KTa3bl WIIN 3MU30]] JIETOYHOTO KPOBOTEUYEHHSI B aHAMHE3E.

HaHI/IeHTBI CO 3JIOKaYCCTBCHHBIMHU HOBOO6D330B3HI/I$IMI/I

[TanmeHTsI Co 3710Ka4eCTBEHHBIM HOBOOOpa30BaHHEM MOTYT OJJHOBPEMEHHO MOJBEpraThes Ooee
BBICOKOMY PHUCKY pa3BUTHUS KpPOBOTE€UeHHs U TpomOo3a. CienyeT MHAMBUIYAIbHO OLCHUBATH
COOTHOLLIEHUE TOJb3bl AHTUTPOMOOTUYECKON TEepanuu C PUCKOM DPAa3BUTUS KPOBOTEUECHHUS Y
NannueHTOB C aKTUBHBIM 3JIOKAQ4Y€CTBCHHBIM HOBOO6p330BaHI/IeM B 3aBHUCHUMOCTH OT JIOKaJIU3allun
ONyXOJIM, TPOTUBOOIYXOJEBOM Tepamuu M cTaguu 3a0ojeBaHMs. 3J0KAYECTBEHHBIE
HOBOOOPA30BaHMs, pPAacIOIOKEHHBIE B JKEJIYJA0YHO-KHILIEYHOM TPAKT€ WJIM MOYENOJIOBOH
CUCTEMEC, aCCOUMHPOBAHBI C IMMOBBIIICHHBIM PHUCKOM Pa3BUTUA KPOBOTCUCHUA BO BPEMA TCpalllin
puBapokcabaHOM.

VY DanMeHToB CO 3JI0KAUYEeCTBEHHBIMH HOBOOOPA30BAHMSMHU U BBICOKUM PHCKOM pPa3BUTHS
KPOBOTEUECHHMsI TPUMEHEHHE PUBapOKcabaHa MPOTUBONOKA3aHo (cM. pa3zaen 4.3.).

HaHI/IeHTI)I C UCKYCCTBCHHBIM KJIAITaHOM CEp/Iia

OcHoBbIBasiCb Ha JAaHHBIX PAHJOMHM3UPOBAHHOIO KOHTPOJIMPYEMOI'O  CPaBHUTEILHOTO
KJIMHUYECKOTO MCCIEIOBAHUs Tepanuyd pPUBAPOKCA0AHOM W AHTUTPOMOOLMTApHOW Tepanuu,
npenapat PuBapokcust He cienyeT MPUMEHATh A NpOQHIAKTUKYA TPOMOO30B y MAIMEHTOB,
HEJAaBHO MEPEHECHINX TpaHCKAaTEeTEpPHOE MPOTE3UPOBAHUE aOPTAJIBLHOTO KianaHa. bezonacHoCTh
1 3¢ (HEeKTUBHOCTh MPUMEHEHHUs pUBapoKcabaHa HE U3Yy4allUCh y MAIlMEHTOB C MCKYCCTBEHHBIM
KJIalaHOM Cep/lia, CJIeI0BaTeNIbHO, HET JaHHBIX, MOATBEPXKAAIOIINX, YTO €ro MPUMEHEHHE
o0ecrieynBaeT JOCTaTOYHBIA AHTHUKOATYJSHTHBIA 3(PQeKT y AaHHOW KaTeropuu NalMeHTOB.
TakuM nanueHTaM He peKOMEHIYeTCsl IPUMEHEHUE npenapara Puapokcus.

INarmmenTs! ¢ antudochornuuaaeiM cuaapoMoM (ADC)

[IprMmeHeHre nepopalbHBIX AHTUKOArYJSHTOB MPSMOT0 ACUCTBUS, BKJIIOYas puBapokcabaH, He
pPEKOMEHIyeTCsl Y MalMeHTOB, UMEIOINUX TPOoMOO3bl B aHAMHE3€, Y KOTOPBIX AMArHOCTHPOBAH
A®C. B gyacTHOCTH, Y NMallUEHTOB C YCTOMYMBBIM TPOWHBIM cepono3uTuBHbIM ADC (Hanuuue

BOJIYaHOYHOI'O  aHTHKOAryJsHTa, QaHTHUTCI K KapJAUOJUIIMHY W aHTUTCI K bera-2-
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[JIMKONPOTenHy I), MOCKONIBKY Tepamnus NepopaJbHbIMU AHTUKOATyJISTHTAMU MPSIMOTO JIeHCTBUS
MOYKET COMPOBOX/IATHCSI TOBBIIICHHOH YacTOTOW PEIHUIMBOB TPOMOOTHYECKUX COOBITHI B
cpaBHeHMH ¢ Tepanueil ABK.

OnepaTUBHBIC BMEIIATEIILCTBA IPU IEPEIIOME 66,I[DCHHOI>1 KOCTH

HpI/IMeHeHI/Ie Imperapara PI/IBapOKCI/IH IIpHU OII€PATHUBHBIX BMCIIATCIIBCTBAX I10 ITOBOJY II€pEIoMa
IMPOKCUMAJIbHBIX OTACIIOB GGHPGHHOﬁ KOCTU HC HM3YYaJIOCh B MHTCPBCHIMOHHBIX KIIMHUYCCKUX
HCCICAOBAaHUAX OJId OHLCHKU 3(1)(1)6KTI/IBHOCTI/I n Oe3omacHocTH. MmeroTcs OI'paHUYCHHBIC
KIIMHUYCCKUC HOAaHHBIC, IIOJTYYCHHBIC B Ha6JIIO,HaTGJILHLIX HUCCICAOBAHUAX, Y MAaOHUCHTOB,
MmoABCPpraromrXcsa ONECPpaTHBHBIM BMCIIATCIILCTBAM IIPU NIEPCIIOME HMIKHUX KOHG‘IHOCTCﬁ, B TOM
quCJIC, IIPH NIICPCIIOMC IIPOKCUMAJIBHBIX OTACJIOB 66,Hp€HHOI>i KOCTH.

I'emoguHaMuyecku HecTaOMWIbHBIE manueHTsl ¢ TOJIA miIM manuMeHThl, HYKIAIOIHECS B

OPOBEACHUN TPOMOOJIM3HUCA WIA TPOMOIKTOMUH

[Ipenapat PuBapokcusi He peKOMEH/IOBAaH B KayeCTBE allbTEPHATHUBBI He(PPaKIIMOHUPOBAHHOMY
renapuHy y manueHtoB ¢ TOJIA, KoTopsie SBISIOTCS T€MOAMHAMUYECKHA HECTAOMIIbHBIMH WIIN
KOTOpPBIE MOTYT HYXJAaThCSI B MPOBEICHUU TPOMOOIU3MCA WM TPOMOIKTOMHH, T. K.
0e30macHOCTh M I(PPEKTUBHOCTh pPHUBAPOKCAOaHA B JIAHHBIX KIMHUYECKHUX COCTOSHUSX HE
YCTaHOBJICHBI.

CHI/IHaHBHaH/BHI/IHVDaHBHaH AHCCTE3WS UK CIMHHOMO3IroBas IMyHKIIHA

[Ipy  BBINONHEHUH  HEHpPOAKCHANbHON  (IMHMIypalbHOM/CIMHAIBHON) — aHECTe3UH  WIIH
CIMHHOMO3IOBOM IMYHKIUHU Yy MalMEHTOB, MOJIyYalOIUX AHTUTPOMOOTHYECKHE MpernapaThl—C
HeNbl0 NPO(UIAKTUKA TPOMOO3MOOINYECKUX OCJIOXKHEHHM, CYIIECTBYeT pPHCK pa3BUTHUS
AMUAYPATBHON MM CHUHHOMO3IOBOM IT'€MaTOMBI, KOTOpPask MOKET IPUBECTH K JJIUTEIILHOMY WJIN
MIOCTOSIHHOMY TIapajnyy.

Puck 3THX OCIIO)KHEHMI B JaJbHEHIIEM IOBBIIMIAETCA MOCTOSHHOIO 3IHIYyPAIBHOIO KaTeTepa
WIN COIYTCTBYIOIIEW Tepanmuy JIEKAPCTBEHHBIMHU IIpenaparami, BIMSIOIMMHA Ha TIeMOCTa3.
TpaBMaTU4YHOE BBINOJIHEHHE AMUAYPAIBHOM WIM CHMHHOMO3TOBOW IYHKIMM WM ITOBTOpHAas
IYHKIUS TaKK€ MOTYT IOBBILATh PUCK OCIOKHEHUH. [lallMeHTHl NOKHBI HAXOAWUTHCA MOJ
HAOJIIOJIEHUEM JJIsl BBISBICHUS TMPU3HAKOB WJIM CHMIITOMOB HEBPOJIOTMYECKUX HApYIIEHUMN
(HarpuMmep, OHEMEHHME WM C1a00CTh HOT, NUCHYHKUMS KHUIIEYHHKA WJIM MOYEBOrO ITY3bIPS).
[Ipu oOHapyKEeHHH HEBPOJIOTHYECKHX pPACCTPOICTB HEOOXoauMa CpoOuHas AMArHOCTHKA U
JICYCHHUE.

Bpau nomkeH CONOCTaBUTH IOTEHUMAIbHYIO TOJb3Y MW OTHOCUTENBHBIM pPHCK IeEpeNn
IIPOBEJCHUEM CIMHHOMO3TOBOIO BMEUIATEILCTBA MALIMEHTaM, IOJIYYarOIUM aHTHKOATYJISTHTBI,

WX KOTOPBIM IUTAHUPYETCA Ha3HAUYE€HUE aHTUKOATYJISIHTOB C IENIbI0 TPOPUIAKTUKU TPOMOO30B.
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C 1menpl0 CHUKEHHMS TOTEHUUATbHOIO PpHUCKA KPOBOTEYEHHS, AaCCOIMHUPOBAHHOTO C
OTHOBPEMEHHBIM  IPUMEHEHHEM pHUBapOKcabaHa ¥  BBIIOJHEHHEM  HEWPOAKCHAIBHOM
(AUUAYpaNbHON/CIMHANBHOM),  CIEAyeT  yYUTHIBaTh  (PAPMAKOKHMHETUYECKUH  TPOQHIIL
puBapokcabaHa. YCTaHOBKY WM YJaJIEHHWE JMHIypajbHOrO KaTrerepa WM CHUHHOMO3TOBYIO
NYHKIUIO JIy4llle MPOBOJUTH TOT/A, KOI/IA AHTUKOAryJIsSHTHBIA 3¢¢ekr puBapokcabaHa
OIICHUBACTCS KaK clalbIil (cM. pasaensl 5.2.). DnuaypaibHbId KaTeTep U3BICKAIOT HEe paHee YeM
yepe3 18 yacoB mociie mpuema MOCIeAHe 03bl puBapokcabana. [Ipuem cremyromieit 10361
puBapokcabaHa cleAyeT OCYIIECTBISITh HE paHee 4eM uepe3 6 4acoB IMOCie H3BJICUCHUS
SMUAYPaIbHOTO KaTeTepa.

B caywyae TpaBMaTHuUHOW MyHKIMM TpUeM Tpenapara PuBapokcusi clieayeT OTJIOKUTh Ha
24 4aca.

PGKOMGHI[aIII/II/I IO AO3HMPOBAHHUIO JO W TMOCJIC HMHBA3WMBHBIX IIPOLCAYP H XHUPYPIrU4dCCKOro

BMCIIATCIbCTBA

[lpy HEOOXOIMMOCTH TPOBEIACHUS HMHBAa3UBHOM  MPOLEAYPHl WM  XUPYPTHYECKOTO
BMEIIATEILCTBA 110 BO3MOKHOCTH IpHeM npenapara PuBapokcust 10 Mr cremyer npekpaTuTh 1o
KpaifHell Mepe 3a 24 yaca 10 BMEIIATEIhCTBA Ha OCHOBAHHH KIMHUYECKON OIEHKH COCTOSHUS
nanuenTa BpadoM. Eciu npouenypy Hemnb3si OTI0KHUTH, HEOOXOAUMO MPOBECTH CPABHHUTEIBHYIO
OLIEHKY MOBBILIEHHOT0 PHUCKa KPOBOTEUEHUS U HEOOXOIMMOCTH CPOYHOT'O BMEIIATEIbCTBA.
[Tpuem npenapara PuBapokcus cienyeTr BO30OHOBUTH, KaK TOJIBKO 3TO OyAeT BO3MOXKHO, 1OCIIe
WHBA3WBHOW TPOIENyphl WM XUPYPTHYECKOTO BMEIIATENbCTBA, NPU YCIOBHUA HAIWYHS
COOTBETCTBYIOIINX KIMHUYECKUX IOKa3aTesieil M aJeKBaTHOTO IeMOCTa3a, 4YTO OMpPEeAEIIeTCs
JevaluM BpadoM (cM. pasaen 5.2.).

[TanMeHTHI TOKUIIOr0 BO3pacTa

Puck pa3BuTHs KpOBOTEUEHHUS MOXKET YBEIMYMBATHCS C YBEIMYEHHEM BO3pacTa MamueHTa (CM.
paszmen 5.2.).

Ko)HBIE peakiuu

[Tpu npoBeaeHNH MOCTPETUCTPALIMOHHBIX HAOIIOAEHUH COOOIIAIOCh O CIyYasiX BOSHUKHOBEHHS
TSOKEIBIX  KOKHBIX — peakiuii, Bikiarodas cuuapoMm  CruBeHca-/[PKOHCOHA/TOKCHUYECKHUI
SMHJIEPMATBHBIA HEKPOJIM3 W JIGKAPCTBEHHYIO CHIIb € DJ03MHOQWINEH W CHCTEeMHBIMH
nposinenusimu (DRESS-cunipom), acconuupoBaHHBIX ¢ MPUMEHEHHWEM pHBapokcabaHa (CM.
pazznen 4.8.). PUck BOBHUKHOBEHHS KOXHBIX PEAKIMH y MalMeHTOB HauOoJjiee BBHICOK B Hayale
JIedeHHsT; B OOJBIIMHCTBE CIy4aeB KOXKHBIE PEAKIMH Pa3BUBAIOTCS B TEUCHHE IEPBBIX HEIEIh
tepanuu. [IpuMmeHeHne puBapokcabaHa cieiyeT NPeKpaTUTh MPHU MEPBOM IMOSIBICHUH TAXKEIIOH
KOXKHOM ChIMK (HarpuMep, MpH €€ pacHpOCTPaHEHUH, HapacTalolleld MHTEHCUBHOCTH W/WIIH

00pa30BaHUM BOJABIpEH) WIM TMpPH HATMYUHM JPYTUX CHUMITOMOB THIEPUYBCTBHTEIBHOCTH,
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CBA3aHHBIX C IMOPAKCHUEM CIIM3UCTON 00O0JIOUKH.

BcroMmorarensHble BellecTBa

Hampuu

JlaHHBIN JIEKapCTBEHHBIN MpemnapaT coaepXuT MeHee | mmonb (23 mr) Hatpus B 1 TaOnerke,
MOKPBITOM MICHOYHON 000JIOUKOH, T. €., 0 CYTH, HE COAECPKUT HATPHUSL.

4.5. B3amMojeilicTBMe C JAPYrHMH JIEKAPCTBEHHbIMHM IpenaparamMu W JApyrue BH/bI
B3auMMOeiCTBUSA

Uuarnouropst nzodepmenra CYP3A4 u P-rimmkonporenna (P-gp)

OnHOBpeMEHHOE IPUMEHEHUE pUBapoKcabaHa ¢ KeTokoHa300M (400 Mr ouH pa3 B CyTKH) WM
putonaBupoMm (600 Mr nBa pasa B CyTKH) HPUBOAMIO K YBEIMYEHHUIO CPEIHEro IOKa3aTells
ioniaan noJ KpuBoi «konueHTpauusi-spems» (AUC) B 2,6 paza uiu 2,5 pa3a COOTBETCTBEHHO
U YBEIMYEHUIO CpeHel MakcuManbHON KOHLEeHTpauK (Cmax) puBapokcabaHa B I1a3Me KpOBU B
1,7 pa3a win 1,6 paza COOTBETCTBEHHO, CO 3HAUUTENIbHBIM yCUJICHUEM (apMaKoJIUHAMUYECKHX
3 PEeKTOB JAHHOTO MpernapaTa, YTO MOXKET MOBBIIIATH PUCK PA3BUTUS KpoBOTeUYeHUs. [lorTomy
puBapokcabaH HE PEKOMEHJYETCS NPUMEHATh y MAlUMEHTOB, IOJIYyYarollUX COIYTCTBYIOIIEE
CHCTEMHOE JIEYEHHE a30JI0BBIMHM NPOTUBOTPUOKOBBIMH MpenaparaMu (Hampumep, KeTOKOHA3011,
UTPAKOHA30J) WIM uHruburopamu nporeazsl BUY. Dtu npenapaThl SBISIOTCS MOIIHBIMU
unruoutopamu u mzopepmenta CYP3A4, u P-gp (cm. pasnen 4.4.).

Jpyrue axkTHUBHBIE BEIIECTBA, CUJIBHO YyTHETAIOIIME XOTS Obl OJUH W3 MyTeH SIMMHHALNN
puBapokcabaHa, omnocpenoBaHHbli uinn u3zopepmentrom CYP3A4, wnmu P-gp, BeposTHO, B
MEeHbIIEH cTeneHn OyAyT MOBBIIATh KOHIIEHTPALUIO puBapoKkcabaHa B Mjia3Me KpOBH.
Knapurpomunua (500 Mmr nBa pasa B CYTKH), KOTOpPBI CUMTAE€TCSd MOUIHBIM HHTHOUTOPOM
nzopepmenta CYP3A4 u ymepeHHbIM HHTHOUTOpOM P-gp, IpUBOAMII K YBEIIMYEHHUIO CpelHEn
AUC puBapokcabana B 1,5 pasza u yBenuueHuto ero cpenneil Cmax B M1a3me kposu B 1,4 paza.
BeposiTHO, 4TO B3aUMOJEWCTBUE C KIAPUTPOMUIMHOM OyAeT KIMHUYECKH HE 3HAYMMBIM Y
OOJBIIMHCTBA TAIIMEHTOB, HO MOXET ObITh MOTEHIMAIbHO 3HAUYMMBIM Yy MAlME€HTOB TPYIIIbI
BBICOKOI'O pHCKa (ISl MallMEHTOB C HapylIeHHeM (pyHKIHUU ouek — cM. pazzen 4.4.).
Opurpomuiid (500 Mr Tpu pasza B CyTKH), KOTOpPbIii yMEPEHHO HHIHOUpPYET H30(pEepMEHT
CYP3A4 u P-gp, npuBommi k yBenudenuro cpeaaeii AUC u Cmax puBapokcabana B 1,3 pa3sa.
BepositTHO, 4TO B3auMonEHCTBHE C SPUTPOMHUIMHOM OyAeT KIMHUYECKH HE 3HAYHMbBIM Yy
OOJBIIMHCTBA TAIIMEHTOB, HO MOXET OBbITh MOTEHIMAIbHO 3HAUYMMBIM Yy MalME€HTOB TPYIIIbI
BBICOKOTO pHCKa. Y TMAalMeHTOB C HapylleHHeM (QyHKIMM mouek jerkoi creneHu tsokectu (KK
50-80 mn/mun) spurpomuiina (500 mr 3 pa3a B CyTKH) BbI3bIBall yBenuueHue 3HaueHuid AUC
puBapokcabana B 1,8 paza u Cmax B 1,6 pa3a mo cCpaBHEHHIO C MAIMEHTAMH C HOPMaJIbHOM

byHKIMel moyek. Y ManueHTOB C HapylleHHeM (DYHKIMM MOYeK CpelHEd CTEHeHH TSHKECTH
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SPUTPOMHUIIMH BbI3bIBaN yBenuueHue 3HaueHnid AUC puBapokcabana B 2,0 paza U Cmax — B
1,6 paza Mo CpaBHCHHIO C TAIMEHTAMH C HOPMAIBbHOW (YyHKIMEH mouek (cMm. pazmen 4.4.).
DddexT spuTpoMUIIHA SBISETCS aJIUTUBHBIM BCIEACTBHE HApyHICHHUS (DYHKIWU MOYEK (CM.
pasznen 4.4.).

®nykonazon (400 Mr oguH pa3 B CYTKH), KOTOPBIM CUYUTAETCS yMEPEHHBIM HHTHOUTOPOM
uzodpepmenta CYP3A4, npuBonun k yBenuyenuto cpenneir AUC puBapokcabana B 1,4 pasza u
yBenmmueHuto cpeaneil Cmax B 1,3 paza. BepositHo, uTo B3aumoieiicTBue ¢ (pirykoHa30510M OyaeT
KJIMHUYECKH HE3HAYMMbIM Ui OOJIbIIMHCTBA MAIlMEHTOB, HO MOXET OBbITh MOTEHLHAIbHO
3HAYUMBIM I MAlMEHTOB IPYIIIBI BHICOKOTO pHCKa (U1 MAallMEHTOB C HapylleHneM (QyHKUIUU
o4eK — cM. pasuen 4.4.).

Crnenyer u3beratb OJHOBPEMEHHOTO NMPUMEHEHHUs pUBapokcabaHa ¢ APOHEIAPOHOM B CBSI3H C
OTPAaHUYEHHOCTHIO KIIMHUYECKUX JaHHBIX.

AHTHKOAryJISIHTBI

[Tocne omHOBpEMEHHOTO MPUMEHEHUs dHOKcarmapuHa (40 M OZHOKPAaTHO) C pUBapoKcabaHOM
(10 Mr omHOKpaTHO) HAOMIOMANCS CYMMAIlMOHHBIA 3G (EKT, CBSI3aHHBIM C IMOJABJISFOIIAM
BJIMSHUEM Ha aKTUBHOCTHh aHTU-(akTopa Xa 0e3 Kakoro-imudo JOMOJHUTENHLHOTO BIHUSHUS Ha
MOKAa3aTeIn CBEPTHIBAEMOCTH KPOBH (IPOTPOMOMHOBOE BpeMs, aKTHBHPOBAHHOE YaCTUYHOE
TpombormactTuHoBoe Bpemsi (AUTB)). DOnokcamapuH He BIuseT Ha (PapMaKOKWHETHUKY
puBapokcabaHa.

B cBsi3u ¢ MOBBIIEHHEM PUCKA Pa3BUTHs KPOBOTEUEHHS CIEIyeT COONII0aTh OCTOPOKHOCTb,
€CJIM MALUEHTH! OJHOBPEMEHHO MOIYyYaloT APYTrUe aHTUKOATYJISIHTHI (M. pasiensl 4.3. u 4.4.).

HIIBIT/uHrnOuTOpSI arperaifii TpOMOOIIMTOB

Knunuuecku 3HAUMMOTO yAJMHEHHUS BPEMEHU KPOBOTEUEHUS MOCJE€ OJHOBPEMEHHOIO Ipuema
puBapokcabana (15 mr) u 500 Mr HanpokceHa He oTMedanaock. OTHAKO Y HEKOTOPBIX MAI[EHTOB
MOXeT HabmoaaThes 6oJiee BBIPAKEHHbIN (papMakoJMHAMUYECKUNA OTBET.

He ormeuanuch KIMHHUYECKH 3HAYMMble (papMaKOKMHETHUYECKHE WM (apMaKoIMHAMHUYECKHE
B3aMMOJICHCTBUS MpHU IpHeMe puBapokcabaHa oaHoBpeMeHHO ¢ 500 Mr aneTuicanuiuiIoBOn
kucinotsl (ACK).

Knomunorpen (nHarpyzounas po3a 300 mr, 3areM noJaiepKuBarolas 1o03a 75 MI) He
MPOJIEMOHCTPUPOBATT  (PApMAKOKMHETUUECKOTO B3aWMMOJICHCTBHS ¢ puBapokcabanom (15 mr),
OJIHAKO OTMEYaJIOCh CYIIECTBEHHOE YJIMHEHUS BPEMEHH KPOBOTEYEHHS B MOATPYIIEe
NaIMEeHTOB, KOTOPOE HE KOPPETUPOBAIO CO CTENEHbIO arperanud TPOMOOIIMTOB, KOJIUYECTBOM
petenitopoB k P-cenextuny i GPIIb/11a.

Crnemyet coO0/1aTh OCTOPOXKHOCTH, €CITH MaIMeHThl ofHOBpeMeHHo npumeHstoT HITBIT (B Tom

yucie ACK) u HMHrUOMTOpHI arperanuu TPOMOOIIUTOB, MOCKOJIBKY JaHHBIE JIEKAPCTBEHHBIE
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npernaparsl, Kak MPaBuiIo, MOBBIIIAIOT PUCK Pa3BUTHs KPOBOTeueHHs (cM. pasnen 4.4.).

CHO3C/CUO3CH

Kak 1 B ciryuae mpuMEeHEHUS IPYTHX aHTUKOATyJITHTOB, HEOOXOIUMO COOJIIOIaTh OCTOPOKHOCTD
npu oxgHoBpeMeHHOM TmpuMeHeHun ¢ CHMO3C u CHMO3CH, mnockoiabKy NPUMEHEHHE 3THX
IpenapaToB IOBBIIAET PHUCK KpPOBOTeUeHMs. Pe3ynbTaThl KIMHUYECKUX MCCIEIOBAHUMN
IPOIEMOHCTPUPOBAIH YHCICHHOE MOBBIIIEHUE OOJBIINX U HEOOIBIIUX KIMHHUYECKH 3HAYMMBIX
KpOBOTEUYEHMH BO BCEX IpylIax JeUeHUs IpU OJTHOBPEMEHHOM IPUMEHEHUH 3TUX [IPENapaToB.
Bapdapun

[Tepexon mammentoB ¢ tepanuu ABK — Bapdapurom (MHO = ot 2,0 mo 3,0) Ha Tepamuto
puBapokcabanoMm (20 Mr) wim ¢ Tepanuu puBapokcadanoMm (20 Mr) Ha Tepanuio BappapuHOM
(MHO = or 2,0 mo 3,0) yBenmuuMBalHMCh TOKa3aTeJud NPOTpoMOMHOBOTO Bpemenn/MHO
(Heommactun) Oosnbiie, yeM mpu mpocToi cymmanuu 3¢ ¢ektoB (otaensHbie 3HaueHuss MHO
MOTYT JocTHraTh 12), B To Bpems Kak BausHue Ha AUTB, nojasnenue akTuBHOCTH (pakropa Xa
U BJIMSIHME Ha 3HIOT€HHBIN noteHuuan tpomouna (J11T) 6b110 anAuTUBHBIM.

B cnyuyae HeoOxoauMocTH uccaenoBanus (papMakoJHHAMUYECKUX dPPEKTOB puBapokcabaHa BO
BpeMsl MEPEXOJIHOr0 MepHoja B KayecTBe HEOOXOIMMBIX TECTOB, Ha KOTOpbIE HE OKa3bIBAaeT
BIMSIHUE Bap(apuH, MOXXHO HCIOJIb30BATh ONpE/IEICHUE AKTUBHOCTU aHTHU-(akTopa Xa,
IpOTPOMOMHA30-UHAYLIMpOBaHHOE BpeMs cBepThiBaHud u HEP-tect. Hauunas ¢ 4 ans mocie
IpeKpalleHus] TMpPUMEHEHUsI BapdapuHa Bce Jja0opaTopHble IOKa3zaTenu (B TOM 4HCIE
nporpoMObuHoBoe Bpemsi, AUTB, unrubuposanue aktuBHoctu (pakropa Xa u OIIT) oTpaxaror
TOJILKO BIIUSTHHE PUBAapOKcabaHa.

Ecin HeoOxonuMo wuccinenoBarh (apmakoanHamuuyeckue 5¢G(eKTsl BappapuHa BO Bpems
NEPEXOTHOT0 Mepuoa, MoXkHO Hucnoiab3oBaTh 3HaueHMEe MHO mpu Crpowexyr pUBapokcabaHa
(uepe3 24 wyaca mocie MpebIIyLIEro MpueMa puBapokcadaHa), TaK Kak B JaHHBI MOMEHT
BpPEMEHU BIIMSHUE pUBapokcadaHa Ha pe3yJsIbTaThl aHaIM3a MUHUMAIBHO.

Mexny BapbapuHOM H  pHUBApOKCA0AHOM HE OBLJIO  3apETUCTPHUPOBAHO  HHUKAKHX
(hapMaKOKMHETHYECKUX B3aUMOICHCTBHMA.

Nuayvkrops! uzodepmenra CYP3A4

OnHOBpeMEHHOE NMPUMEHEHHE pUBapoKcabaHa ¢ MOIIHBIM MHIYyKTOpoM n3opepmenta CYP3A4
u P-gp pudpamnumuuom npuBoamwsio k ymenslneHnto AUC puBapokcabaHa B CpelHEM
npuOm3uTeNpHO Ha 50 % ¢ mapaienbHBIM CHIKEHHEM ero apMaKoIuHaMU4ecKuX d(PPeKToB.
OnHOBpeMEHHOE TMpHMEHEHHE pUBapokcabaHa ¢ JPYTMMH MOUIHBIMH  WHAYKTOpaMH
uzopepmenta CYP3A4 (mampumep, (eHUTOMHOM, KapOamazenmuHoM, (eHoOapOuTasoM WIn
npenapatamMu  3Bepo0osi IPOJBIPSABICHHOI0) TaKXKe MOMKET IPUBECTH K CHUIKEHUIO

KOHIIEHTpalluu puBapokcabaHa B mia3Me kpoBu. [loaTomy cnemyer mzberatb 0AHOBPEMEHHOIO

14



MpUMEHEHHUs puBapokcabaHa ¢ MourHbIMH WHAYKTOpamMu CYP3A4, ecnu TOJBKO TMAIMEHT HE
HaxXoJUuTCA oA THIaTCJIIbHBIM MEIUITNHCKUM HaGHIOI[eHI/IeM Ha NMpEeaAMCT BLIABJIICHHA CUMIITOMOB
Tpombo3a.

OnHOBpEMEHHOE IPUMEHEHHE ¢ IDYTHMH JICKApCTBEHHLIMH IIpenapaTaMu

He oTmeuanoch KIMHUYECKH 3HAYUMOTO (hapMaKOKHHETHUECKOTro Wiu GapMaKkoIMHAMHYECKOTO
B3aMMO/ICHCTBHS MPU OJHOBPEMEHHOM IPUMEHEHUHU pHBapokcabaHa ¢ MHUaazoiaMoM (cyOcTpaT
mzopepmenta CYP3A4), nuroxcurom (cybctpar P-gp), artopBacratuHoM (cyOctpar
nzopepmenra CYP3A4 wu P-gp) nubGo omenpazosomM (MHTHOMTOP TPOTOHHOW ITOMIIBI).
PuBapokcaban He HHTHOMPYET OCHOBHBIE H30(OpPMBI HUTOXpoMa (Hampumep, H30(EepMEHT
CYP3A4) u HEe UHIYLMPYET UX.

He Ob110 BBISIBICHO KJIMHHYECKHA 3HAYUMOTO B3aUMOJICHCTBUS C mUIIeH (cM. pazuen 4.2.).

.Ha6ODaTODHI>Ie napaMCETphl

Bnusiaue Ha pe3ynbTaThl Mpo0 Ha mapamerpbl CBepThIBaHUA (IpoTpoMOMHOBOE Bpems, AUTB,
HepTest) cooTBeTcTByeT OXHJaeMOMY C YYETOM MeEXaHU3Ma JCHCTBUA pHUBapokcabaHa
(mporpombunoBoe Bpemsi, AUTB, HepTecr) (cm. pa3men 5.1.).

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

bezonacHocTh M 3 (PeKTUBHOCT, NpUMEHEHHUs] pUBapokcabaHa y OEpEeMEHHBIX >KEHIIUH He
YCTaHOBJICHBI.

JlaHHblE, MOJIy4EHHBIE HA OKCIIEPUMEHTAJIBHBIX JKUBOTHBIX, IIOKa3ajdd PENPOAYKTUBHYIO
TOKCUYHOCTb. BcnencrBue BO3MOMKHOM pPENpPOLYKTUBHOM TOKCHYHOCTH, PHCKA pa3BUTHUSA
KPOBOTEUYEHMSI M CHOCOOHOCTH pHBapokcabaHa NpPOHUKATh dYepe3 IUIALEHTy puBapokcabaH
MPOTUBOINOKA3aH Mpu OepeMeHHOCTH (cM. pazzaen 4.3.).

JKeHIMHBI JETOPOAHOrO BO3pAcTa JIOJKHBI M30eraTb OepeMeHHOCTH (CielyeT HCIOIb30BaTh
3¢ (eKTUBHBIE METOABI KOHTPALIEIIIIUHN ) BO BpEMsI Tepariy puBapOKCaOaHOM.

JlakTanus

O¢ddexkTuBHOCT M 0€30macHOCTb puBapokcabaHa y IKEHIIMH B TMEPHOA TPYTHOIO
BCKapMJIMBaHUs HE yCTaHOBJIEHbI. DapmMakoAMHaAMUYECKUE TaHHbIE, TOJTyY€HHbIE Ha )KUBOTHBIX,
CBUJIETENLCTBYIOT O IPOHUKHOBEHUH prBapokcabaHa B rpynHoe Moioko. [Ipenapar Pusapokcus
NPOTHBOIIOKA3aH B MEPHOA I'PYTHOrO BCKapMiIMBaHus (cM. pa3zaen 4.3.). Heobxoaumo npuHsTH
pelleHre O MpeKpalleHHH TPyAHOTO BCKapMJIMBaHUS JHOO 00 OTMEHE Tepanuu IpenapaToM
PuBapoxkcus.

DepTUILHOCTE
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Crnernuduyecknx HUCCICIOBaHMN pUBapokcabaHa MO OleHKe (EepPTHIBHOCTH y YeJIOBEKa He
npOBOAWIIOCH. ccienoBaHusl TOKas3ald, YTO pUBApOKCabaH HE OKa3blBaeT BIMSHUS Ha
MYKCKYIO U KEHCKYIO epTHUIBHOCTD Y KPBIC.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMHu

[Ipemapar PuBapokcusi NMpakTUYECKH HE OKa3bIBaeT BIMSHUE HA CIOCOOHOCTH YIPABISATH
TPAHCHOPTHBIMH CPEJCTBaMU M paboTaTh C MexaHu3Mamu. [Ipu mpuMmeHeHHH puBapokcabaHa
OTMEYAIIUCh CITydyau 0OMOPOKOB (C 4aCTOTON: HEYACTO) U TOJIOBOKPYKEHHS (C YaCTOTOM: 4acTo)
(cM. pasmen 4.8), KOTOpble MOTYT BJIHMSATH Ha CHOCOOHOCTH YHPABIEHUS TPAHCIOPTHBIMU
cpeacrBaMu WM JPYTrMMH MEXAHHU3MAMU. HaIII/IeHTaM, Y KOTOPBIX BO3HHKAIOT JaHHBIC
HEeOJIaroNpUsITHbIE PEaKuu, HE CIeAyeT YIPaBIATh TPAHCIOPTHBIMU CPEACTBAMHU WIH JAPYTUMU
MEXaHU3MaMH.

4.8. HexkesiaTesIbHbIE peaKIIHU

Pesrome nipoduiis 6e3onacHocT

bezomacHocTh puBapokcabaHa OICHHBAIM B TPUHAAINATH OCHOBHBIX HccienoBaHusx I dassr
(cm. Tabnuiy 2).

Cymmapno 69 608 B3pocibix manueHToB B AeBsTHaanaTH uccienopanusx Il ¢aser u 488 nereii
B ABYyX uccneaoBanusx Il ¢assl u nByx uccnenoBanusx 1l ¢aser mpuarManu puBapokcabas.
Tabomuma 2. Yuncao wucciaenyeMbIX MNAIHEHTOB, 00IIasi CyTOYHAsi 032 mpenapara W
MaKCHUMAJbHAS MPOAOLKUTEIbHOCTh JeueHuss B ucciaenopanusix |1l ¢pa3er ¢ yyactuem

B3POCJbIX U HEI[HanI/I‘IeCKOﬁ MOomyJasiiuu

MaxkcumajanHas
Yuciao
IToka3aHue kK NpUMEHEHUIO OO0mas cyrouHasi 103a | NPOAOKUTEIbHOCTD
NalUeHToB*
JIe4eHHu s

[podwmnaktuka BEHO3HO1|6 097 10 mr 39 nmHei
TpomMbosMbou (BTD) y B3pocmbx
NAlMCHTOB, MEPEHECIINX IUIAHOBYIO
XUPYPrHYECKYl0  OIEpaluio 10
NPOTE3UPOBAHUIO  Ta300€APEHHOTO

HJIKM KOJICHHOI'O CyCTaBa

[Ipopunaktuka BTD y mnamnuentos,|3 997 10 mr 39 nueit
TOCHHUTAJIM3UPOBAHHBIX C  OCTPBHIM

MECIUIIMHCKUM COCTOAHHEM

Jleuenue TI'B, TOIIA u(6 790 Jenp 1-21: 30 mr 21 MecH1n

PO IITAKTHKA PEIIHINBOB Hauwnnas ¢ 22 gas: 20 mr
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ITocne MUHUMYM

6 MecsreB TEpaIuu:

10 mr wim 20 mr

Jleuenue BT u npodunaktrka 329 Ho3a, 12 mecsner
peunanBoB BTD y HOBOpOXKIEHHBIX U CKOPPEKTUPOBaHHAS B
nereit B Bozpacte oT 0 10 18 net 3aBUCUMOCTH OT MacChI
MIOCJIE HaYaJIbHOW CTaHAAPTHOU Tena, sl JOCTHKEHUS
AHTHUKOAryJISTHTHOW Teparnun (hapMaKoJIOTHYECKOTO
JICUCTBUA,
SKBHUBAJICHTHOTO
TaKOBOMY y B3pOCIBIX,
nosrygaBmux 20 Mr
puBapokcabaHa OJIMH pa3
B JieHb 11 jteuenus TT'B
[IpodunakTrka WHCYJIbTA u|7 750 20 mr 41 mecsn
CHUCTEeMHON SMOONHH y TAIMEHTOB C
HEKJIAITaHHOM hubpranneit
npeacepauit
[IpodunakTrka 10 225 SwMr WA 10 mr|31 mecsig
aTepOTPOMOOTHUYECKUX  SBICHHU Y COOTBETCTBEHHO, B
namnuenToB nocie OKC koMmOuHarmu ¢ ACK unn
ACK + ximonugorpen
W THKJIOTTUAWH
[MpodunakTrka 18 244 S Mr npu|47 MecsueB
aTepoTpoMOOTHYECKUX  SIBICHHH Y COITyTCTBYIOILIEM
nanuenToB ¢ MBC/3ITA (COMPASS, MPUMEHEHUHN C
VOYAGER PAD) ACK/10 mr npu
MOHOTEpAaIruu
3 256** 5 Mr' B KOMOWHAIINY C 42 mecsia
ACK
[podwmnaktuka WHCYJIbTA n|3 562 15 mr onmH pa3 B cyTku |24 mecsa
CUCTEMHOM TPOMO0IMOOIINHU y
MAIMEHTOB C HEJaBHO MEPEHECCHHBIM
3MOOTMYECKUM WHCYJBTOM c
HEYCTaHOBJIEHHBIM HUCTOYHUKOM
tpomboambomnu (NAVIGATE ESUS)
[Ipodunaktuka coObITHif |5 982 10 (umm 7,5) Mr opuH paz|45 nHeit
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cuMIiromatuiaeckon BTO u cMmeprei,
cBs3aHHBIX ¢ BTO, B Teuenue 45 nnei
nocjie BBINUCKH W3 OONBHHIBI Y
MAI[HCHTOB,  TOCIHUTAIM3HPOBAHHBIX
M0 MEIUIMHCKMM IIOKa3aHUsAM C

BBICOKNM puckoM BTD (MARINER)

B CYTKH

CHmKeHHe pUcKa CMepTH, WH(apKTa
MHOKapJa WIM HHCYJIbTa y MallUEeHTOB
C CEepAECYHOM HENOCTAaTOYHOCTBIO U
UBC

HOILTBGp)KHCHHOﬁ II0CJIC

NU304a JIEKOMIIEHCUPOBAHHOM
cepaeyHoin

(COMMANDER HF)

HEJOCTAaTOYHOCTHU

2499

2,5 Mr aBa paza B CyTKH
B koMmOumHaimu ¢ ACK

100 mr

42 wmecama(umu > 1260

JTHEH )

KOMOWHHPOBaHHOH

TI'B, TOJIA u BTO-

CHuxenue
YacTOTEI

aCCOLMUPOBAHHON CMEpPTH y
B3pOCIIBIX IMAIMEHTOB C Pa3JIUYHBIMU
TUIIAMUA paka M BBICOKMM PHUCKOM

BTD (CASSINI)

405

10 Mr oziMH pa3 B CyTKH

6,9 mecsieB (umm

207 nHeir)

N3yuenue AHTUTPOMOOTHIECKON

CTpaTerun  JICYCHUA, BKJIIOYaBIIICH

puBapokcabaH, IO CpPaBHEHHIO C
AHTUArPETaHTHOU cTpareruei

JICUCHUA y MMaIuCHTOB I0CJIC

TPaHCKATETEPHOM 3aMEHBI
A0PTAJILHOTO KJIaraHa JUTST
VIYUYIICHUS] KIWHUYECKUX HCXOJI0B

(GALILEO)

801

10 Mr oauH pa3 B aeHb +
Hu3kas pgo3a ACK /
nocinenaue 90  nHeH

10 Mr B MOHOTEpanvu

24 mecsana (v

720 cyToK)

* TTaiMeHTH! MOTYYMIIH, KaK MUHUMYM, OJIHY /103y pUBapokcabaHa

** N3 uccaemoBanust VOYAGER PAD

Haub6onee gacto PETUCTPUPYEMBIMHU HEKEIATCIbHBIMU PCAKIUAMU Y MALIUCHTOB, IMOJYyYaBIINX

pHBapOKca6aH, ObLIH KPOBOTCUCHU A (CM. pa3acit 4.4. u «Omnucanue OTACIBbHBIX HCXKCIATCIBbHBIX

peakuuii» Hiwke) (Tabmuna 4). Hanbonee yacTbIMU perucTpUpyeMbIMUA KPOBOTEUEHUSIMHU OBLIH:

HOCOBOE KpoBoTeueHue (4,5 %) 1 KpOBOTECUEHHE U3 JKEITy IOYHO-KHIIEYHOro TpakTa (3,8 %).

Taoauua 3. Yacrora pa3BuTHA KPOBOTEUYECHHUH* M aHEeMUH NMANMEeHTOB, MOJYYAaBIINX
Yy ’ y

puBapokcadaH, B 3aBepLICHHBIX KIMHH4Yeckux ucciaenosanusax III ¢pasel ¢ yuacTtuem

B3pPOCJbIX U nezmannqeucoﬁ nomyJjasalnuu
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Kannudeckoe COCTOSIHUE, IIPA KOTOPOM

npoBoauioch uccienosanue 11 ¢gazpi

JI1o60e kpoBOTEUeHNE

AHnemus

IIpodunaktuka BTD y B3pocibiXx ManueHToB,

IEPECHECIINX IUIaHOBYIO

XHPYPTUYECKYIO
OTepanuio M0 MPOTE3UPOBAHHIO Ta300€JPEHHOTO

wiu kosrerHoro cycrasa (RECORD 1-4)

6,8 % marueHnToB

5,9 % marueHnToB

[Mpodunaktuka BTD, rocnuTaln3upoBaHHBIX C

12,6 % mamueHToB

2,1 % manueHToB

OCTPBIM MEIUIIMHCKAM COCTOSTHHEM

(MAGELLAN)

Jleuenue TI'B, TOJIA wu npodunaktuka | 23 % manueHTOB 1,6 % marueHToB
peuuauBoB (EINSTEIN DVT, -PE, -EXT, -

CHOICE)

Jleaenne BTO u mpodunaktuka peruansos BTO y
HOBOPOXKJACHHBIX WM JeTed B Bospacte or 0 1o
18 net rmocie HaYaJIbHON CTaHJIAPTHOM
aaTukoarynsHTHON Tepanuu (EINSTEIN Junior,

III daza)

39,5 % nmarueHToB

4,6 % malKeHTOB

[IpodunakTrka WHCYJIbTa " CUCTeMHOM | 28 coOBITHI Ha | 2,5 cCoOOBITHII Ha
TpoMO3MOoOIMK Yy manueHToB ¢ HekinanaHHod | 100 marueHTo-neT 100 nanueHTo-j1eT
dudbpmwusamenn npeacepauin (ROCKET  AF, J-
ROCKET)
[MpodunakTrka aTepoTPOMOOTUYECKUX SIBICHUN y | 22 COOBITHS Ha | 1,4 coObITHII Ha
MAIMEHTOB TI0CJIe OCTPOro KopoHapHoro cuaapoma | 100 manuenro-ier 100 maruenTo-ner
(OKC) (ATLAS ACS TIMI 51)
[IpodunakTrka aTepoTpoMOOTHIECKUX COOBITHI y | 6,7 COOBITHI Ha | 0,15 coObrTii Ha
nampestos ¢ UBC/3IMIA  (COMPASS, | 100 nanuento-ner 100 TALHCHTO-
VOYAGER PAD) ner**

8,38 COOBITHI Ha | 0,74 Ha

100 nanmenTo-ner”

100 namuenTo-

nmeT*

* * Bo BCceX KIMHHYECKHX HCCICHOBAHUIX C NPpUMCHCHUECM pI/IBapOKC8.6aHa BCC ClIyuau

KPOBOTCUYCHHA CO6I/IpaIOTC$I, PETrUCTPUPYIOTCA U OLUCHUBAIOTCH.

** B uccnegoBanun COMPASS wyacrora pa3BuTHs aHeMHH Oblla HHU3KOM, ITOCKOJBKY

MMPUMCHAIN BI)I60pO‘—IHI)II\/'I IIoaxo01 K C60py JaHHBIX 110 HEXKEJIATCIIbHBIM SIBJICHUAM.

*** [Ipu cOope NaHHBIX O HEXKENATENbHBIX ABJICHUSX MPUMEHSIICS BHIOOPOYHBINA MOIXO/I.

# U3 uccnenosanus VOYAGER PAD.

TabauyHoe pPe3IOME HEXKENATEIbHBIX DEAKIIUI
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YacToTa BCTpEUaEeMOCTH HEXKENATSIFHBIX PEaKINi, 3apEeTUCTPUPOBAHHBIX Y JIETEH U B3POCIBIX
NpY IPUMEHEHUH puBapokcabaHa, npuBezcHa B Tabnuie 4 HUXKe ¢ pa3JelieHueM 110 CUCTEMHO-
oprauubiM kiaccaMm (COK) u mo uacrore. YactoTa BCTpedaeMOCTH OIpPECNICHA CIIEIYIOUUM
obpaszom: oyeHb yacto (> 1/10), gacto (ot > 1/100 go < 1/10), neuacro (ot > 1/1000 mo < 1/100),
penko (ot >1/10000 mo < 1/1000), ouenr peako (< 1/10000), uacrora HeusBecTHa (Ha
OCHOBaHHMH UMEIOIIUXCS TaHHBIX OLCHUTh HEBO3MOXKHO).

Ta6nmuna 4. HexenatenbHble peakiuu, 3aperiCTPUPOBAHHbIE Y B3POCJbIX MAIMEHTOB B
KInHn4Yecknx ucciaenopanusix Il ¢a3pl wam B Xode MOCTPErHCTPALMOHHOIO
NPUMEHEHUA***¥, a TakiKe y MalHEHTOB JETCKOI0 BO3PacTa B /[BYX KJIMHHUYECKHX

ucciaenoanusx |l u aByx uccienopanusx 11 ¢pasni

Yacro Heuacro Peaxo OueHb peako Yacrora

Hapyumenusi co cTopoHbI KpoBH U JUMGPATHYECKOH CHCTEMbI

Anemus  (Bkmovasi| TpomOonnTo3 - - -
COOTBETCTBYIOIME |(BKJIFOYAs MOBBIIICHHUE
nabopaTopHbIe 4HcIa TPOMOOLIUTORB),

MOKa3aTeNHN) TPOMOOIIMTOTICHHSI

Hapymeﬂml CO CTOPOHBI HMMYHHOﬁ CHUCTEMBbI

- Annepruyeckas - AHnadunakTayecKue -
peaxius, peakiuu, B TOM 4YHCIE
aJUIepruuecKuil aHaQMITAKTHYECKUI
JIepMaTHT, LIOK
AQHTMOHEBPOTHYECKHUI

OTCK U aJ'IJ'IepFI/I‘IeCKI/Iﬁ

OTCK

Hapymenust co cTOpoHbI HEPBHOI CHCTEMBI

TonmoBokpyxkenue, |BHyTpuMo3roBoe u|- - -
roJIOBHAs 00JTh BHYTPHUYCPEITHOE
KPOBOM3JIHUSHUE,

00MOpOK

Hapymeﬂnﬂ CO CTOPOHBI OpraHa 3peHUus

Kposouznusinue  B|- - - -
ria3 (B TOM 4MCle B
KOHBIOHKTHBY

riiasa)

Hapyuiennsi co cTopoHBI cepana
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Taxukapaus

Hapyuienusi co cTOpoHBI COCY10B

AprtepuanbHas
TUTIOTEH3MS,

réMmaromMa

Hapymmenust co cTOpoHbI AbIXaTeJbHON CHCTEMBbI, OPTaHOB IPYAHOI KJIETKH U CPe0CTEeHHSA

HocoBoe
KpPOBOTEUECHHUE,

KpPOBOXapKaHbE

Do3uHOPHUIBHAS

ITHCBMOHUS

Kenyn04HO-KMIIEYHbIE HAPYIICHUS

KpoBoTteuenne  u3
JIeCEH,
KPOBOTE€UCHUE W3
eIy 10YHO-

KUIIEYHOI'0  TpaKTa

(B TOM quUCIIe
pEKTaIbHOE
KpOBOTEUEHHE),

00JIb B HHJKHEH WIIH
BEpXHEU 4acTH
SKMBOTA, JUCIIEIICHS,
TOIHOTA,  3amnop¥,

Jmapes, ppora*

CyxocTb  CIM3HCTOU

000JIOYKH TTOJIOCTH PTa

Hapymeﬂml CO CTOPOHBI MEYECHH U KETICBBIBOASAIIUX I[yTeﬁ

IToBrIlIEHNE
aKTUBHOCTH
TpaHCaMHHAa3 B

IJ1a3M¢€ KpOoBU

Hapymenve ¢yHkimn
MEYeHH, TOBBIIICHUE
KOHIICHTPAIMH

OunpyOuHa B IUIa3Me
KPOBH,  TIOBBILICHHUE
AKTUBHOCTH LIEIOYHOMN
¢docdarazel B 1Ia3zMe
KpOBU™®,  TIOBBILICHHUE

KOHIIEHTpalud raMma-

TIIyTamMuaTpancdepassl
(ITT* B mnazme
KpPOBHU

Kentyxa,
MOBBIILICHHE
KOHIIEHTPALH
KOHBIOTHPOBAHHOT'O
OounpyOunHa (c
COITy TCTBYIOLIMM
MOBBIILICHHEM
aKTUBHOCTHU
ATaHUHAMUHOTpAaHC-
tdepaszsr (AJIT) wmm
0e3 TaKOBOT0),
X0JecTa3, TIenaTHT
(B TOM

qUCJie

rermaToUCI/LUIIOJIIPHOC
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TTOPaKCHUE)

Hapyumenusi co cTOPOHBI KOKM U NOJAKOKHBIX TKaHeil

Koxwnsrit 3yn (B TOM

qucie HEYacThIe
ciydan
TeHepaIN30BaHHOTO
3yna), KOXHAas
CBIIIb, 3KXUMO3,
KOXHOE 51
MOJIKOXKHOE
KPOBOU3JIUAHUC

Kpanusauna

Cunnpom CruBeHca-

JI>KOHCOHA/TOKCHYECKHI

3NUJIEpMATIbHBIN
HEKPOJIN3, DRESS-
CHUH/IPOM

Hapymenusi co cTopoHbI MBIIIEYHOM, CKeJl

€THOI 1 COCIMHUTET

bLHON TKAaHH

Bonp B|I'emaprtpo3 KpoBouznusinue  B|- KommnaptmenT-

KOHEYHOCTH™ MBILIITY CHUHIIPOM
BCJIEICTBHE
KPOBOTEUYEHHUS

HapyweHnusi co cTOPOHBI N0YeK H MOYEBBIBOASIIUX MyTel

KpoBoTreuenne  u3|- - - IToyeunas

MOYETIOJIOBBIX HEIOCTATOYHOCTH/

nyTed (B TOM 4ducie
reMaTypus 17§
MeHOpparus**),
HapyIIeHne

¢GyHKIMU TIOYeK (B

TOM YHCIIe
MMOBLIIIEHHE
KOHIICHTPAIIH
KpeaTHHHUHA H

MOYCBHHEI B I1JIa3M€

KPOBH)

ocTpasi MoYeyHas
HEJI0CTaTOYHOCTD
Ha ¢doue
KPOBOTEUYCHUS,
JIOCTAaTOYHOTO,
yTOOBI  BEI3BAThH
runonepdysuto

IIOYCK

Oo0mmue HapymeHus

H peakuui B Me€CT€ BBEACHUSA

Jluxopanka*,
nepudepuaeckuit
OTEK, oo
ynamok cui (B TOM
yucie
YTOMIISIEMOCTb u

acTeHUs)

Yxynuenue
CaMOJyBCTBHSI
(BrITIOHAS

HEJIOMOTaHUE)

oO1ee

Jloxamn3oBaHHBIA

orek*
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JlaGopaTopHbie 1 HHCTPYMEHTAJIbHbIE TaHHbIE

- TloBeiIeHNE - - -
aKTUBHOCTH
JaKTaTACTUAPOTEeHA3HI
(JLA)*, JATIa3eI*,
aMHIIa3bl* B ILIa3Me

KpOBH

TpaBMbl, HHTOKCUKALUY U OCJI0KHEHUSI MPoueayp

KpoBoTteuenue - Cocynucras - -
Mmociie  MPOBEIACHUS MICeBI0aHEBPHU3MA

mpouenyp (B TOM

quCJIC
IocjaeonepannoHHas
aHCMMUA n

KPOBOTCYCHHE U3
paHbl), KPOBOHOATEK
ymmo, paHeBoe

ornensseMoe*

* — HaOmomanu npu npodunaktuke BTD y B3poCHbIX MalUMEHTOB, NEPEHECHINX IUIaHOBYIO

XUPYPIUYECKYIO ONEPALUIO IO IPOTE3UPOBAHUIO Ta300€IPEHHOT0 UM KOJIEHHOTO CyCTaBa

** — gabmonanu npu jeuennu TI'B, TOJIA u npu npodunakruke peuunauBo TI'B/TOJIA kak
OYEHb YaCThIE Y JKCHIIUH MOJIOXKE 55 JeT;

**A* — HaOmoany HeyacTo NMpU NpOoQUIAKTHKE Pa3BUTHUSI aTEPOTPOMOOTHYECKUX SIBICHUH y
nanuenToB nociae OKC (mocie 4peckoKHOro KOPOHAPHOIO BMEIIATEIbCTBA)

FHIXFX — NPUMEHSIIM TPEABAPUTEIBHO 3aJlaHHBII BBIOOPOUYHBIN MOAXOA K cOOpY JaHHBIX IO
HE)KeNaTeJIbHbIM SIBIIEHUSAM B OTHeNbHbIX uccienoBaHusx Il ¢a3zpl. Ha ocHoBanum anamuza
JAHHBIX JTHX HWCCIEIOBAaHHWN YacTOTa Pa3BUTHs HEXENATEeIbHBIX PEaKIHid HE yBEIUYHUIIach U

HOBBIC HCIKCJIIATCIIbHBIC PCAKIIUNA OTMCUCHBI HC OBLIH.

Onucanye OTACIbHEIX HeKENIaTSAbHBIX PeaKIIUM

[Ipumenenue puBapokcabaHa, B CB3U C €ro (apMaKOJIOTHYECKUM MEXaHU3MOM JCHCTBUA,
MOXXET OBITh CBSI3AHO C TOBBIIIEHWEM PHCKA PA3BUTHS CKPHITOTO WM SBHOTO KPOBOTCUEHUS
m000W  JIOKANM3aluK, YTO MOXKET BBI3BAaTh IMOCTTEMOppArvdyeckyr aHemuioo. I[IpusHakw,
CUMIOTOMBI U CTEMEHb TSHKECTH (B TOM YHCIE JIETalbHBIA HCXOA) OYIOyT OTIMYAThCA B
3aBUCUMOCTH OT JIOKQJIHM3allMd W CTEMEHH BBIPAKEHHOCTH/OOMIMPHOCTH KPOBOTECUCHUS WIIN
anemun (cM. pasnmen 4.9. «JledeHue KpoBOTeUeHHUs»). B KIMHMYECKUX MCCIIECTOBAHUIX

KpPOBOTCUYCHUA U3 CIIM3UCTBIX 000J104eK (T. €. U3 HOCa, NCCCH, KCIITYAJOUYHO-KHUIICYHOI'O TpPAKTa,
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MOUYEMOJIOBBIX MyTEeH, BKJIOYasl MaTOJIOITMYECKOe KPOBOTEUEHUE M3 BiAarajlvila Hin oOMIbHOE
MEHCTPyaJIbHOE KpPOBOTEYEHHME) M AHEMHUS Yalle BO3ZHUKAIU IPU JJIUTEIBHOM INPUMEHEHUU
puBapokcabana 1o cpaBHeHuto ¢ JjedeHueM ABK. Iloaromy [isi AMarHOCTUKH CKpPBITOTO
KPOBOTEUYEHHS] U KOJIMYECTBEHHOW OLIEHKH KJIMHUYECKOW 3HAYUMOCTH SIBHOTO KPOBOTEUEHUS
MOMHMMO HAJJIeXKAIIEro KIMHUYECKOrO0 HaOJIOEHUS MOXKET OBIThb BaXHO JiabopaTopHOE
UCCIICIOBAaHUE YPOBHS T'eMOITIOOMHA/TEeMAaTOKpUTa B CllydasX, KOrjJa NpUMEeHHMo. Puck
Pa3BUTHSI KPOBOTEUEHUI MOXKET OBITH BBIIIE B ONPEICICHHBIX IPYIIaxX MaUeHTOB, HAIPUMED, Y
MNAIMEHTOB C HEKOHTPOJIMPYEMOHN TSDKEJIOW apTepHalbHOM T'MIepTEeH3UeH W/WIW Yy MalUeHTOB,
MOJTy4YalolUX COMYTCTBYIOIIEE JieueHUe, BiMsomiee Ha remocta3d (cMm. pasgen 4.4. «Puck
KPOBOTCUCHHMIT»). MEHCTpyadbHOEC KpPOBOTCUECHUE MOXKET OBITh 0Oojice OOWJIBHBIM H/WIN
POJOKUTEIbHBIM.

['emopparuueckue OCIOKHEHHS MOTYT TMPOSIBIATHCS TAaKUMH CHMIITOMAaMH Kak ci1aboCTh,
0JIeTHOCTh KOKHBIX TMOKPOBOB M CIM3UCTBIX 00O0JIOUEK, TOJIOBOKPYKEHHE, TOJIOBHAs 0O0JIb WU
HEOOBSICHUMBIA OTEK, OZBIIIKA U IIOK HEACHOM 3THOJIOTHU. B HEKOTOPBIX Cilyyasx BCIIEICTBUE
aHeMHU HaOJIOAATNCh CHMOTOMBI HIIEMUH MHOKap/a, TaKHe Kak O0JIb B IPyIHON KIIETKE WU
CTEHOKapIusl.

[Ipu mpumeHeHuu puBapokcabaHa ObUIM 3apETUCTPUPOBAHBI OCIOKHEHUS, BO3HHMKAIOIIME Ha
¢oHE THKEIOro  KPOBOTEUEHMs, TaKUE KaK KOMIIAPTMEHT-CUHAPOM U  [O4YeyHas
HEJ0CTaTOYHOCTh, BbI3BaHHasi runonepdysueil. IlosTomy mnpu oneHke cocTosHUsA J1I000TO
MAIUEHTA, MOJYYaOLEro aHTUKOAryJISHTHYIO TEPAIlHIO, CIEIyeT YUHUThIBaTb PUCK DPa3BUTHSA
KPOBOTEYEHHSI.

Co001IeHns 0 T0I03PEBAEMBIX HEXKEIATEIBHBIX PEAKIIAIX

BaxxHo cooOmath 0 NOJ03PEBAEMBIX HEXKENATENbHBIX pEaKUUsAX II0CNIe pPETUCTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Leliblo 00ecreyeHnsl HePephIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«TOJb3a — PHUCK» JIEKaPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHIYeTCs
coo01aTh O JIIOOBIX MOJI03pPEBAEMbIX HEXKENAaTEIbHBIX PEaKIUAX JEKapCTBEHHOTO Ipernapara
Y€pe3 HAIMOHAJIBHBIC CUCTEMBI COO6I_HGHI/I5[ 0 HCXKCJIATCIBHBIX PCAKIUAX IOCyAapCTB — YJICHOB
EBpa3uiickoro 53k0HOMHUYECKOTr'0 COI03a.

Poccuiickas ®edepayus

109012, r. MockBa, CraBsiuckast Tt., A. 4, cTp. 1

®denepanbHas cmyx0a 1Mo Haa30py B chepe 31paBoOOXpaHEHUS

Ten.: +7 (800) 550 99 03

Anpec s1. moutsl: pharm@roszdravnadzor.gov.ru

Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco
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220037, r. Munck, ToBapuilieckuii mep., 1. 2a

PecnnyOnukanckoe ynurapuoe npeanpustue «LleHTp skcmepTM3 W UCHOBITAaHUH B
3/IpaBOOXPaHEHUM

Tenedon oraena papmakonanzopa: + 375 (17) 242 00 29

®axc: +375 (17) 242 00 29

Anpec 311. moutsl: repl@rceth.by, rceth@rceth.by

Be06-caiit: www.rceth.by

Pecnyonuxa Kazaxcman

010000, r. Acrana, paiion baiikonsip, yi. A. UmanoBa, a. 13, BIl «Hypcayner 2»

PI'TI na [IXB «HaunoHanbHbI LEHTP SKCHEPTU3BI JICKAPCTBEHHBIX CPEJICTB U MEIUIIMHCKUX
w3nenuiiy Komurera MeauuumHCKOrO W (apMaIeBTHYECKOrOo KOHTPOJIsl MuHHCTEpCTBa
3npaBooxpaneHus Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec 3. moutsl: farm@dari.kz

Be6-caiiT: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. EpeBan, np. Komuraca, 1. 49/5

«HayuyHbIil LEHTpP SKCHEPTHU3bI JIEKAPCTB M MEIWIIMHCKUX TEXHOJOTUM WMEHU aKaJeMHuKa
3. I'abpuensHa»

Ten.: +374 60 83 00 73

Anpec s1. mouter: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Beo6-caiit: http://www.pharm.am

Keipevizckas Pecnyoauka

720044, Yyiickas obnacts, r. bumikek, yin. 3-1 Jlunus, a. 25

JenapTamMeHT JIeKapCTBEHHBIX CPEACTB U MEAUIIMHCKUX U3EIUI

Ten.: +996 (312) 21 92 86

Anpec s1. moutsr: dismi@pharm.kg

Be6-caiiT: www.pharm.kg

4.9. Ilepeno3npoBka

CHMIOTOMBI

Coo0manocs 0 penKux ciaydasx mnepeno3upoBku a0 1960 mr. B ciyuae mepemno3mpoBKU
HEOOXOAMMO TIIATEIHLHO HAOMI0MaTh 3a COCTOSHHMEM TMallMeHTa Ha TPEeIMeT pa3BUTHS
KPOBOTEUYCHHH WM APYrUX HEXeNaTeIbHbIX peakiuil. B cBA3u ¢ OrpaHMYeHHBIM BCaChbIBAHUEM
npemnapara OXuaaeTcs (pOPMUPOBAHUE IJIATO KOHIEHTPAlMU Oe3 NaTbHEHINEro MOBBIMICHUS

CpeIHel SKCIO3UIINHU MpernapaTa B IJ1a3Me KPOBU MPU MPUMEHEHUU CBEPXTEPANIEBTUYECKUX 103
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puBapokcabaHa, paBHbBIX 50 MT U BBIIIIC.

Criermuduueckum AHTUIOTOM, 10 JABIIAIOIIAM (bapMakoIMHAMHYECKOE JIEHCTBHE
puBapokcabaHa, SIBJISIETCS aH/IEKCaHET anbda.

B cnydae mepeno3upoBKH pUBAPOKCA0AHOM MOXHO MPUMEHATH AKTUBUPOBAHHBIA YTOJIb JJIS
YMEHbIIIEHUS BCAChIBaHUSI MIpernapara.

JleyeHue KpOBOTEUEHUSA

Ecnu y nanuenTa, noy4aroniero puBapokcadbaH, BOZHUKIIO OCJIO)KHEHHE B BUJIE KPOBOTEUCHMS,
CJICAYIOUIMH MpueM Ipenapara ciegyeT OTJIOKUTh WIN P HE0OXO0AUMOCTH BOOOIIE OTMEHUTh
JeYeHHe JAaHHBIM TpenapaToM. 1% puBapokcabaHa COCTaBISCT MNPHUOIM3UTEIBHO OT 5 10
13 gacoB (cm. pasnen 5.2.). JleueHne 1OHKHO OBITH OI00OPAHO MHANBUAYAIBHO B 3aBHCUMOCTH
OT TSDKECTH W JIOKalIM3aluu KpoBoTeueHHs. [Ipy HE0OXOOUMOCTH MOXKET OBbITh HPOBEIEHO
COOTBETCTBYIOIIEE CHUMITOMATHYECKOE JIEYEHUE, TaKOe KaK MeXaHW4ecKas KOMIIpeccus
(HampuMep, IPU TSHKEIIBIX HOCOBBIX KPOBOTEUECHHUSX ), XUPYPTrUUECKUN TeMOocTa3 ¢ IPUMEHEHUEM
poLeayp KOHTPOJISI KpOBOTeUEHUs, NH(Y3UOHHAsI Tepanusi U reMoJuHaMUYecKasi MOJAEePHKKa,
IPUMEHEHUE NPEenapaToB KPOBH (3PUTPOLMTAPHON Macca WM CBEXKE3aMOpPOXKEHHas IUIa3Ma, B
3aBUCUMOCTH OT COITyTCTBYIOIIEH aHEMUU WJIM KOAryJIONaTUu) WX TPOMOOIIMTAPHOI Macchl.
Ecim He mnpencraBisercs BO3MOMKHBIM —KOHTPOJIMPOBATb KPOBOTEYEHHE C  IIOMOIIBIO
NPUBEICHHBIX BBIIIE MEPONPUATUN, CJEIyeT pPacCMOTPETh BO3MOXXHOCTh  BBEJIEHUS
cnenupuyeckoro aHTU10Ta HHruouTOopa (haktopa Xa (aHaekcaHer anbda), KOTOPbIN OIOKUPYET
bapmakonmHamMuueckuii 3¢ ekt puBapokcabaHa JIMOO cHenu(pUYECKOro MPOKOAryJssHTHOIO
HEeUTpanu3yrollero npemnapara 0OpaTHOro JeMCTBUS TaKOIO KaK KOHIEHTPAT MPOTPOMOMHOBOTO
komiuiekca (KIIK), xoHueHTpaT axkTUBHPOBAHHOTO MPOTPOMOMHOBOIO KOMIUIEKCA WIIU
pekomOuHanTHb (pakTop VIla (r-FVIla). Onnako B HacTosiiee BpeMsi OMNBIT MPUMEHEHHS
JAHHBIX TIpPernapaToB y IMAalMEHTOB, MOJyYyaroIlMX pUBapoKcabaH BecbMa OrpaHUWYEH. OTa
peKOMEH/alusl TakXKe OCHOBaHAa Ha OrPAaHUYEHHBIX JOKIMHUYECKMX JaHHbIX. Cnemyer
paccMOTpeTh BO3MOYKHOCTb ITOBTOPHOTO BBEJCHHS M THUTPOBAHHS J03bI PEKOMOMHAHTHOTO
¢akropa VIla B 3aBUCHMOCTM OT MHTEHCUBHOCTH KpoBoTedeHMs. [lpu oOmHpHBIX
KPOBOTEUCHHSX CJIEIYeT pacCMOTPETh BO3MOXHOCTh KOHCYJbTAIlMM TreMaTojora (cM. pasaen
5.1).

[Ipenmonaraercs, 4ro mnporamMuHa cyibpaT u BuTamMuH K He OyayT okas3blBaTh BIMSHHME Ha
AQHTUKOAryJIIHTHYIO aKTUBHOCThH puBapokcabaHa. MmeeTcsi orpaHWYeHHBIH ONBIT MPUMEHEHUs
TPaHEKCAaMOBOM KHCJIOTHI M OTCYTCTBYET ONBIT IPUMEHEHHS AMHHOKAIIPOHOBOM KHUCIIOTBHI U
anpoOTHHUHA Yy  TALMEHTOB, TMOJIyYalomMX puBapokcaban. Hayunoe oOocHoBaHue
1eJ1eCO00Pa3HOCTH MJIM ONBIT CUCTEMHOIO MeMOCTAaTHYECKOr0 MPUMEHEHMs JECMONPECCHHA Y

NAlMEHTOB, TOJYYalOUIMX pHUBapoKcabaH, OTCYTCTBYIOT. YUMTHIBas BBICOKUNA YpOBEHBb
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CBSI3BIBaHUSA ¢ OCJIKaMU IIa3MBbI KpOBH, pHB&pOKC&6aH HE€ BBIBOJUTCA C IOMOLIBIO AHATIN3A.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoauHaAMHYeCKHE CBOMCTBA
®apMakoTepaneBTUYECKas TpYyIa: aHTUTPOMOOTHYECKUE CPENCTBA; MPsSMble HHTUOUTOPHI
dakropa Xa
Kon ATX: BO1AF01

MexaHu3M IeHCTBUS

PuBapokcabaH — BEICOKOCEIICKTUBHBIN MPsAMON HHTHOUTOp (hakTopa Xa, 00jagaronuii BBICOKOH
OMOJOCTYITHOCTRIO TP MTpUeMe BHYTPh. HrnOupoBanue gakropa Xa HapymaeT BHyTPEHHUH U
BHEITHHUH MMyTH KOArYJISIIMOHHOTO KacKajia, oIaBlisisi 00pa3oBaHue TpOMOMHA ¥ () OPMUPOBAHUE
TpoMOOB. PuBapokcaban He WHrHOMpyeT TpoMOWH (akTHBHpOBaHHBIA (aktop Il), a Takke He
IPOIEMOHCTPUPOBAJ BIUSHUSI HA TPOMOOITUTHI.

dapmakogngamuyeckue 3P PeKTol

Y yenmoBeka HaOJrOMaeTCs 0303aBUCHMOE HWHTHOMpPOBaHHME aKTUBHOCTH  (pakropa Xa.
PuBapokcabaH oka3bIBaeT J0303aBUCUMOE BIMSIHNE HA U3MEHEHUE TPOTPOMOMHOBOIO BPEMEHH,
KOTOPOE TECHO KOPpEJIMpPYyeT C KOHIIEHTpalue puBapokcadbaHa B mia3Me KpoBH (KO3 UIIMEHT
koppensiuu 0,98), ecnu s aHanu3a ucnosib3yercss Habop Heormactun. IIpu ucnonb3oBaHuu
JIpYTUX peakTUBOB Pe3yJbTaThl OyAyT oTinuaThes. [IpoTrpoMOMHOBOE BpeMsl cienyeT U3MepsATh
B CEeKyHJaX, nockoiabky MHO BanuaupoBaHo U cepTUGUIMPOBAHO TOJIBKO JUISI MIPOU3BOIHBIX
KyMapuHa U He MOKeT MPUMEHSATHCS JUISl JPYTUX aHTUKOATYJISIHTOB.

B kimmHHMYeckoM  (apMakoJOTMUYECKOM  HCCIEAOBAaHMM HW3MEHEHHs  (hapMaKoOAMHAMUKU
puBapokcabaHa y 3J0pOBBIX B3pOCHBIX JOOpPOBOJBIEB (n =22) BBHISBICHO BIMSHHUE
oHOKpaTHbIX 703 (50 ME/Kr) nByX pa3HbIX TUIIOB KOHILIEHTpaTa IPOTPOMOMHOBOIO KOMILJIEKCA
(KTIK): 3-daxropnoro KIIK (paxropsr 11, IX u X) u 4-¢pakroproro KIIK (daxropst 11, VII, IX u
X). 3-¢axropusiii KITIK cokparian cpennie 3Ha4eHUsT TPOTPOMOMHOBOTO BPEMEHH C PEareHTOM
Heoruractua nmpumepHo Ha 1,0 ¢ B Teuenne 30 MUH TIO CpaBHEHUIO ¢ = 3,5 ¢ IpU BBEJICHHUH 4-
¢dakropuoro KIIK. Hamportus, 3-¢aktropusiii KIIK oka3biBan Gonee BbIpakeHHOe M Oojee
ObIcTpoe ofI1ee BIMAHUE Ha 00PaTUMOCTh U3MEHEHUH B 00pa30BaHUU HHJIOTEHHOTO TPOMOHMHA
no cpaBHeHuto ¢ 4-hakropusiM KIIK (cm. paznen 4.9.).

VY nanueHToB, KOTOPBIM MPOBOASTCS OOJIbIIME OPTOINEAUYECKHE Oonepauuu, 5/95-MpoueHTuIn
Iu1st mpoTpoMOuHOBOTO BpeMenn (Heormactun) uepe3 2—4 yaca nmocie npuema TabiaeTku (T. €. Ha
Makcumyme 3¢ dekra) BappupyroT ot 13 10 25 c.

VYV marueHToB, MOJIyJaroNuX pUBapoKcabaH i JieueHUus U NMpoPuiIakTuku penuauBoB TI'B u
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TOJIA, 5/95-ipoueHTruA 17151 IpoTpoMOMHOBOTO BpeMenu (Heommactun) yepes 2—4 gaca nocie
npuema TabneTku (T.e. Ha Makcumyme 3¢ dekra) BappupyloT oT 17 mo 32 ¢ y HanueHToB,
npuHUMaromux 15 Mr nBa pa3za B CyTtku, v oT 15 10 30 ¢ y manueHToB, npuHuMaromux 20 mr
OJIUH pa3 B CYTKH.

Taxoke puBapokcaban no3ozaBucumo ysenuuuBaeT AUTB u pesynbrat HepTest; ognako stu
napameTpsl He PEKOMEHIYETCS MCIOJIb30BaTh JUIS OUESHKH (papMakoguHaMu4eckux 3hdexTon
puBapokcabana. B mepuon sedeHus mnpemapatoM PuBapokcusi TPOBOIUTH MOHUTOPHHT
napaMeTpoB CBEPTHIBAaHUS KPOBH OOBIYHO He Tpedyercsa. OOHAKO, €ClM Ui 3TOr0 €CTh
KJIMHUYECKOe OOOCHOBAaHME, KOHIICHTpAIMS pUBapokcabaHa MOXET OBITh ONpeAesieHa IpH
IIOMOIIY KaJIMOPOBAHHOTO KOJIMYECTBEHHOrO TeCTa aHTh-(hakTopa Xa (cM. pasaen 5.2.).

B nepuoj neuenust puBapokcabaHoM MPOBOAUTH MOHUTOPUHI ITapaMeTPOB CBEPTHIBAHUS KPOBU
He Tpedyerca. OmHaKo, eciau s 3TOrO €cTh KIMHMYECKoe OOOCHOBaHHME (Hampumep, Ipu
Hepeso3UpPOBKE IMpernaparta MM B ClIy4ae HEOOXOIMMOCTH 3KCTPEHHOIO XHPYPIUYECKOIro
BMEIIATENILCTBA), KOHIEHTpAIMs pUBAapOKcabaHa MOXKET OBITh H3MEpPeHa TpH TOMOIIU
KaIMOPOBaHHOTO KOJIMYECTBEHHOIO TecTa aHTH-(pakTopa Xa (Hanpumep, STA — Liquid Anti-Xa,
npousBoautenb [Juarnoctuka Craro CAC, ®paHiyst WM aHAIOTHYHBIN) (cM. pa3aen 5.2.).

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTh

Ipoghunaxmuxa BTO y 63pocivix nayuenmos, KOmopvim npoeoOUmcs niaHo80e Xupypeuieckoe
eMeuamenbcmeo no NPOmMe3UpoB8aHUIo mazobeopeHHo2o Ul KOJIeHHO020 CYycmasa.

[IporpaMMa KJIMHUYECKHX HCCIIEIOBAaHUN pHBapokcabaHa Oblta pa3paboTaHa ¢  IEJIbIO
noaTBepkaeHuss  3¢dekTuBHOCTH  puBapokcabana ans  npodunmaktukun  BTO, T.e.
npokcuManbHoro u aucranbHoro TI'B u TOJIA y manueHTOB, KOTOPHIM MPOBOJUTCS OOJIBIIOE
OpTOIEANYECKOE ONEPATUBHOE BMENIATENIBCTBO HA HUKHHMX KOHEYHOCTSX. B KOHTponmpyembIx
PaHIOMHU3UPOBAHHBIX JBOMHBIX CIIENbIX KiIMHWYeckux wuccinepoBanusx |l ¢assr B pamkax
nporpammMbl  RECORD  npunsimm  ygactue 9 500 mamumentoB (7 050 —  TortampHOe
SHIONPOTE3NPOBAHUE Ta300eApeHHOro cycraBa W 2 531 — ToTambHOE SHIONPOTE3NPOBAHUE
KOJIGHHOTO cycTaBa). PuBapokcaban 10 Mr oJuH pa3 B CyTKH, IPUMEHEHUE KOTOPOr0 HAYMHAIIH
HE paHee 4YeM 4epe3 6 4acoB TIIOCIE OINEPAaTUBHOIO BMEIIATENIbCTBA, CpPaBHUBAIM C
sHOKcanapuHoM 40 Mr OoJIMH pa3 B CYTKH, IPUMEHEHUE KOTOPOro HAauMHAIM 3a 12 4acoB 10
orepanuu.

Bo Bcex 3 uccnenoBanusax Il gaser (cm. Tabnuiy 5) puBapokcabaH CYIIECTBEHHO CHIDKA
4acTOTy BO3HHKHOBeHHUs! obuieit BTD (mr060ii Tum, ompenenseMplii ¢ TOMOIIBIO BEeHOTpaduu,
WM KIMHWYeCKH BbIpakeHHBIM TI'B, TOJIA 6e3 nmetanbHOro MCXoma U CMEPTh) U MAaCCUBHOU

BTO (mpoxcumanbubiii TI'B, TOJIA 6e3 meraapHOTO MCXOJa M CMEpPTh, cBsi3aHHas ¢ BTD) —
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IIPEIBAPUTEIIBHO ONPEICIICHHBIX IEPBUYHBIX U OCHOBHBIX BTOPUYHBIX KOHEYHBIX TOYEK OLEHKU
spdexTuBHOCTH. Kpome TOro, Bo BceX TpeX MCCIEIOBAHUAX YACTOTa PA3BUTUS KIMHHUYECKU
BbIpaxkeHHOH BTD (xnmuHuuecku BelpakeHHbI TI'B, TOJIA 6e3 neranpHOro mcxojna, cCMepTh,
cBsizaHHas ¢ BTD), Ob1a HUOKE IO CPaBHEHMIO € NALIMEHTaMH, IOJy4YaBIIMMH SHOKCANIAPHH.
OcHOBHasi ~ KOHEYHas TOYKAa OLCHKM  Oe3omacHOCTH  (OOMIMPHOE  KPOBOTEUCHUE)
XapakTEepU30BajlaCh CONOCTABUMOM  YacTOTOM PAa3sBUTHS y IALMEHTOB, IOJY4YaBIIUX
puBapokcabaH 10 mr u 3H0kcanapus 40 mr.

Tadauna 5: PesyabTaThl ouneHKHM J3(P(PeKTHBHOCTH M 0€30MACHOCTH B KJIMHHUYECKHX

uccjaenopanusx I ¢paszbi

RECORD 1 RECORD 2 RECORD 3
Honyasimus 4 541 nanueHTy ObLIO 2 509 manuenTamM ObLIO 2531 nauueHTy ObLIO
uccJie10Ba- NPOBE/IEHO TOTAJIbHOE NPOBE/IEHO TOTAJIbHOE NPOBE/IEHO TOTAIbHOE
HUS IH/I0NPOTE3UPOBAHME IHONPOTE3NPOBAHUE JHIONPOTE3NPOBAHUE
Ta300€PEHHOr0 CycTaBa | Ta300eIPeHHOro CycTaBa KOJIEHHOT0 CyCTaBa
Joza Pusa- DHOKca- Pusa- DHOKca- Puga- DHOKca-
npernapata ¥ | pokca- | mapuH poKkca- | mapuH poKca- | mapuH
JUINTEILHOCTE | OaH Oan OaH
npumenenuss | 10 mr | 40 mr 10mr | 40 mr 10mr | 40wmr
rnocJjie OJIMH OJIH OJIH OJIMH OJIMH OJIUH
oreparmn pa3 B pa3 B pa3 B pa3 B pa3 B pa3 B
CYTKH | CYT CYTKH | CYT CYTKH | CYT
35+ 4135 £ 4 35+4 112 £ 2 12212 £ 2
THS JHS JHS JHS JHS JHST
BTD, Bcero 18 58 <0,001 | 17 81 <0,001 | 79 166 <0,001
(1,1%) | (3,7%) (2,0%) | (9,3%) (9.6%) | (18,9 %)
MaccuBHas 4(0,2%) | 33 <0,001 | 6(0,6%) | 49 <0,001 | 9(1,0%) | 24 0,01
BTD (2,0 %) (5,1 %) (2,6 %)
Kiunnuecku | 6 (0,4 %) | 11 3(0,4%) | 15 8(L0%) | 24
BBIpa’KCHHAasA (0,7 %) (1,7 %) (2,7 %)
BTO
O6mpHbIE 6 (0,3%) | 2 (0,1%) 1(0,1%) | 1(0,1 %) 7(0,6%) | 6(0,5%)
KPOBOTEUEHMUS
AHanu3 0o0BEAMHEHHBIX pe3ynbTaToB uccienoBanuil |l ¢a3el moarBepnun  naHHBIE,

MOJIyYEHHBIE B OT/ACIIBHBIX MCCIIEIOBAaHMUSIX, B OTHOIIEHUU CHIDKeHus oOmiet BTD, maccuBHOM
BTD wu xnmHMYeckn BbpakeHHOW TBD mpu mpumenenuu puBapokcabana 10 mr oguH pa3 B
CYTKH 10 CPaBHEHHIO ¢ YHOKcanapuHoM 40 Mr ofuH pa3 B CyTKH.

[Tomumo  mporpaMMmbl  HCCIEIOBAaHUMI Il passr  RECORD ObUIO  TIPOBEACHO
MOCTPETUCTPAITMOHHOE, HEMHTEPBEHIIMOHHOE, OTKPBITOE KoropTHoe uccinenoBanue (XAMOS) ¢

ydyactrem 17 413 manueHTOB, KOTOPHIM HPOBOJIWIN OONBIIOE OPTOMEAMYECKOE OMEPATUBHOE
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BMENIATEIHCTBO HA TA300€IPEHHOM WJIM KOJIEHHOM CYCTaBe, C LIeIbI0 CPaBHEHMs puBapoKcabaHa
C IpyruMd BuAaMHU (HapMaKoJIOTHYECKOH TpoMOONpoMIaKTUKU (CTaHAapTHAs Tepanus) B
YCIIOBUSIX peajbHOW KIMHUYeCKOW mpakTuku. Kimunuecku BblpakeHHas BTO Bosnukana y 57
(0,6 %) mamnwenToB B rpymime puBapokcabana (n =8 778) u 88 (1,0 %) mamueHToB B IpyIe
cranmaptHoi Tepamuu (n = 8635; orHomenue pucka (OP)=0,63; 95% JdU: 0,43-0,91);
MOMYJISIIKS OIIEHKHM Oe3omacHocTr). OOIMHMPHBIE KPOBOTEUEHHUsI ObUIM 3apeTUCTPUPOBAHBI y 35
(0,4 %) u 29 (0,3 %) manuMeHToB, COOTBETCTBCHHO, B IPyIax puBapokcabaHa M CTaHIAPTHOM
teparuu (OP =1,10; 95 % JAU: 0,6—-1,80). Takum oOpa3om, pe3yibTaTbl COTJIacOBAJIUCH C
pe3ynbTaTaMu 0a30BbIX PaHIOMU3UPOBAHHBIX UCCIIEIOBAHUM.

Jleuenue TI'B, TOJIA u npopunaxmuxa peyuousupyrowux TI'B u TOJIA

[IporpaMMa KIMHMYECKHUX MCCIENOBAaHUM puBapokcabaHa Oblla CIUIAHUPOBAaHA C LENbIO
neMoHcTpanuu  3(PGEKTUBHOCTH pHUBApOKcabaHa TMpU MEPBOHAYAIBHOM U IOCIEIYIOIIEM
nedenuu octporo TI'B u TOJIA u mns npodunaktuxu penuauso TI'B u TOJIA.

bormee 12 800 maunueHTOB OBUTM HCCIENOBAaHBI B 4 paHIAOMH3UPOBAHHBIX, KOHTPOJIUPYEMBIX
kmnandecknx uccnenoanusx Il gassr (Einstein DVT, Einstein PE, Einstein Extension u
Einstein Choice), u, kpome TOro, ObUT MPOBEACH MPEABAPUTEIHHO 3aIllJIAHUPOBAHHBIN
o0beAMHEeHHbIN aHanu3 pe3yibTatoB uccienoBanuii Einstein DVT u Einstein PE. OOmas
KOMOMHHMpOBaHHAasl MPOJOHKUTEIBHOCTh JIEYEHHMsI BO BCEX MCCIEIOBAaHUAX COCTaBisIa 10
21 mecsma.

B uccnenoBanuu Einstein DVT 3 449 nmanumentoB ¢ octpeiM TI'B monmyuanu nedenue TI'B u
npodpmiaktuky peuuauBo TI'B u TOJIA (nmanMeHTOB, NOCTYNUBIIUX C KIMHUYECKU
BeIpakeHHOU TOJIA, He BKIOYad B JaHHOE HccienoBaHue). [IpomaomKUTeNbHOCTh JIEUeHUS
cocrapisia 3, 6 win 12 Mecs1eB B 3aBUCUMOCTH OT KIMHUYECKOM OIIEHKU MCCIIE0BATEIEM.

B nepseie 3 Henenu nedenus: octporo TI'B npumensnu puapokcaban 15 mr 1Ba pa3a B CyTKH,
3aTeM NMPUMEHSIN puBapokcabaH 20 MI OJIMH pa3 B CyTKHU.

B uccnenosanuu Einstein PE 4 832 mammenTa ¢ octpoit TOJIA monyyanu jiedeHue MO MOBOIY
TOJIA u npodunaktuky peunauoB TI'B u TOJIA. [IporomKuTebHOCTh JIEYEHUS COCTaBIIsIA
3, 6 win 12 Mecs1eB B 3aBUCUMOCTH OT KJIMHUYECKOH OIIEHKH HCCIIeI0BaTENEM.

s nepBoHauanbHOro JedeHus: octpoit TOJIA mpumensuim puBapokcaban 15 Mr nBa pasa B
CYyTKHU B TeUeHHUE 3 HeNlelb, 3aTeM NMPUMEHSIIA puBapokcadban 20 Mr ofuH pa3 B CyTKH.

Kak B uccnenosanuu Einstein DVT, tak u B uccnenosanuu Einstein PE npenapaTom cpaBHeHus
SIBJISUICS. PHOKCANapuH, KOTOPBIM MPUMEHSUIM He MeHee 5 JHel B KOMOMHAIMK C aHTarOHUCTOM
ButamuHa K 10 Tex mop, moka mokaszarenu nporpomOuHoBoe BpeMsi/MHO He pocturanu
TepaneBTUYeCKoro auamna3ona (> 2,0). Jlesenue nponomkanu ABK B 103e, CKOppeKTHpPOBaHHOM

JUTISL TIOJIIep KaHus TIoKasaresneit mporpomouHoBoe BpeMs/MHO B TepaneBTHYECKOM Auana3oHe
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2,0-3,0.

B uccnenoanun Einstein Extension 1 197 manumentoB ¢ TI'B unn TOJIA Obutn n3ydeHsl npu
npoBeneHun npodunaktuku peuuauBoB TI'B u TOJIA. TIpomoKUTENBHOCTh JICUCHUS
COCTaBJIsIa TOTMOJIHUTENbHBIE 6 uinu 12 mecsieB (10 KIMHUYECKOH OLEHKE MCCIIEe0oBAaTeNeM) Y
MalMEHTOB, KOTOpbIE 3aBepinian 6-MecsiuHoe uian 12-mecsaunoe neuenue BTO. Ilpumenenue
puBapokcabana 20 Mr oJJuH pa3 B CyTKH CPaBHHMBAJIH C TU1a1e00.

B uccnenosanusix Einstein DVT, PE u Extension ucnoib30Baiy OAMHAKOBBIE MPEABAPUTEITHHO
OTpe/iefieHHbIE TEPBUYHbIE M BTOPUYHBIE KpUTEpUM OIEHKU 3(PdekTuBHOCTH. [lepBUUHBIM
KpuTepueM oleHKH 3¢ (HEeKTUBHOCTH Oblila KIMHUYECKU BBbIpakeHHas peuuauBupytomas BTO,
onpezaenseMas kak komOunHauusa penuausa TI'B wim TOJIA ¢ netanbHbIM HCXOOM WK 0€3
Hero. Bropwunblii kpuTepuil OHEHKH 3(PQPEKTUBHOCTH OBUT OmpeAesieH Kak KOMOWHAIUs
permausa TI'B, TOJIA 6e3 neranbHOro Mcxo1a u o0mmeid CMEpTHOCTH.

B wuccnenoBanuu Einstein Choice 3 396 mnamueHTOB C TOATBEP)KICHHBIM KIMHUYECKH
BeipakeHHBIM TI'B w/mmu TOJIA koropeie 3aBepmmim 6—12-MecsidHOE AaHTHKOATYIISTHTHOE
JedeHue, ObUTM W3ydeHbl Ha mpeameT npoduiaktuku TOJIA ¢ JeTambHBIM HCXOJOM WM
penmauBa KinHU4Yeckn BoIpakeHHOro TI'B mmu TOJIA 6e3 nerambHOoro ucxojna. IlamueHTsr ¢
MOKa3aHWEM K TMPOJOJDKCHUIO AHTHUKOAryJSSHTHOTO JICUEHUsT B TEPaleBTUYECKON 03¢ B
UCCIIEJOBAaHME HE BKIIOYAIMCH. JIJIUTENBbHOCTH JIEUEHHUS COCTaBisjga 10 12 mecsueB B
3aBUCHUMOCTH OT WHAMBHMIyaJbHON naathl panaomuzauuu (menuana: 351 nens). [IpumeHnenue
puBapokcabana 20 Mr oiuH pa3 B CyTKH M puBapokcabana 10 Mr ofuH pa3 B CyTKH CPaBHHUBAJIH
¢ npumenenuemM ACK 100 mr oaus pa3 B CyTKH.

[lepBuunbiM  KpuTepueM OIEHKH A(P(EKTUBHOCTH ObUIa  KIMHUYECKH  BBIpAKEHHAs
peuunuBupytomas BT, onpenensemas kak komOuHarus perpansa TI'B, TOJIA ¢ netanbHbIM
UCXO0JIOM WM Oe3 Hero.

B uccnenoBanuu Einstein DVT (cm. Tabnuiy 6) puBapokcadan O6bu1 He MeHee 3 PeKTUBEH, 4yeM
sHokcanmapuH/ABK mno mnepBuunomy kpureputo sddexruBHocta (p < 0,0001 (kpurtepuii He
menbineit s dpextusroctr); OP = 0,680 (0,443-1,042), p=0,076 (kputepuii Gojice BBICOKOM
saddexktuBHOCTH)). [IpenBapuTeNnbHO YCTAaHOBICHHAS YUCTAsi KIIMHUYECKas MOJIb3a (MIEPBUYHBIN
Kputepuii 3HHEKTUBHOCTH TUTFOC OOIIMPHBIE KPOBOTeUeHUs1) Oblta 3apeructpuposana ¢ OP 0,67
((95 % 1U: 0,47-0,95), nomunansroe p = 0,027) B moas3y puBapokcabana. [Tokazarean MHO
HaxXOJIWJIUCh B TIpeleNiaX TepareBTHYECKOro JAuana3oHa B cpeaHeM B Teuenune 60,3 % BpeMeHH
IpHU CpelHed MpOoJaoKUTeNbHOCTH JeueHus 189 mueit u 55,4 %, 60,1 % u 62,8 % BpemeHwu,
COOTBETCTBEHHO, B rpynnax 3, 6 u 12 MecsleB 3alulaHMpPOBAaHHOIO JiedeHMs. B rpymnme
sHokcamapuaa/ABK oTcyTcTBOBana siBHast CBsi3h MexAy ypoBHeM cpeaHero TTR mo meHTpy

(Bpems B 3amanHoM amamazoHe MHO 2,0-3,0) B Tepmwisx paBHOTO pa3Mepa M YacTOTOU
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BO3HMKHOBEHHUs pernmauBupytomerd BTD (p =0,932 ans B3ammopeiictBus). B HauBbIicIieM
tepumie no uentpy OP s puBapokcabana B cpaBHeHuH ¢ BapdapuHoMm coctaisiio 0,69 (95 %
JU: 0,35-1,35).

Yacrora nepBUYHOro (OOUIMpPHBIE WM KIMHUYECKH 3HAUMMble HEOOIIMPHbIE KPOBOTECUCHHUS), a
TaK)Ke€ BTOPUYHOTO KPUTEPUs OLEHKU 0e30macHOCTH (0OUIMpHbIE KPOBOTEUEHHUS) OblIa CXOIHOU
B 00€HX IpyIINax JeUeHUs.

Ta6nmunma 6. Pe3yabTarhl OuHeHKH 3(PPEeKTHUBHOCTH U 0€30MACHOCTH B HCCJI€I0BAHUM

111 ¢a3wr Einstein DVT

Monyasiuus ucciae1oBaHust 3 449 nauueHTOB ¢ KIHMHHYECKH BHIPAKEHHBIM OCTPBHIM
TI'B
Jlo3a npenapara u JJIMTeJIbHOCTh PuBapokcaban? Jnoxcanapun/ABK?
NMPUMEHEHU 3, 6 uam 12 mecsineB 3, 6 mim 12 mecsineB
N=1731 N=1718
Kimanaeckn BbIpaxeHHas | 36 51
penuauBupyiomas BTO* (2,1 %) (3,0 %)
Knunanveckn BeIpakeHHAs 20 18
petmauBupyomas TOJIA (1,2 %) (1,0 %)
Kimanaeckn BeIpakeHHBIH 14 28
peunnusupyromuii TT'B (0,8 %) (1,6 %)
KnuHnvecky BoIpaKeHHBIC 1 0
TOJIA u TT'B (0,1 %)
TOJIA co cMepTenbHBIM 4 6
ucxoaoM/cMepTsh, ipu kotopoir | (0,2 %) (0,3 %)
TOJIA Henb3sl HCKIIOUUTh
OO0mupHOe UK KIMHWYeCKH 3Haunmoe | 139 138
HEOOIIMPHOE KPOBOTEYEHHE (8,1 %) (8,1 %)
OO6murpHBIE KPOBOTEUEHHUS 14 20
(0,8 %) (1,2%)

a) PuBapokcaban 15 Mr s1Ba pasza B CyTKU B TeueHHe 3 Hezlemb, 3aTeM 20 MI' O/IMH pa3 B CYTKU

b) DHOKcamapuH He MeHee 5 THeW ¢ OTHOBPEMEHHBIM U TocienyomuM npumenenuem ABK

* p<0,0001 (He menbmas 3pPEKTUBHOCTh C MPEABAPUTEIBHO ycTaHOBIEHHBIM OP = 2.0);
OP =0,680 (0,443-1,042), p = 0,076 (60siee BbicOKasi 3(HEKTHBHOCTH)

B uccnenoBanun Einstein PE (cm. Tabnuiy 7) puBapokcaban 0bu1 He MeHee 3 (deKTuBeH, yem
sHokcanapuH/ABK ¢ Touku 3peHus nepBuyHOTO KpuTepus oneHkn 3ddexrunoctu (p = 0,0026
(kputepuii He MeHblel sddexTuBHoctH); OP =1,123 (0,749-1,684)). IlpensaputenbHO
YCTAHOBJICHHAs YHUCTas KIMHUYECKas Mojb3a (TMEepBHYHBIA KpUTepHil 3()(HEKTHBHOCTH ILTIOC
oOmmMpHbIe KpoBOTeUeHUs) Obuta 3apeructpupoBana ¢ OP = 0,849 ((95 % OU: 0,633-1,139),
HoMuHaiIpbHOe 3HadyeHwe p=0,275). Ilokazatrenm MHO wHaxogunmwce B mpenernax
TEparneBTUYECKOTO JMana3oHa B CpeAHeM B TeueHue 63 % BpeMeHM TMpU CcpeaHei
MPOJOKUTENbHOCTH JeueHus: 215 nuert u 57 %, 62 % u 65 % BpeMeHH, COOTBETCTBEHHO, B
rpynnax JIEYeHHsI C 3allJIaHUPOBAHHOM IPOAOIKUTENBHOCTBIO 3, 6 U 12 mecsaueB. B rpynme
sHokcamapuHa/ABK oTcyTcTBOBana siBHasi CBsi3b Mexay ypoBHeM cpeaHero TTR mo meHTpy

(Bpems B 3amannom auamnazone MHO (Time in Target INR Range) 2,0-3,0) B Tepunisix paBHOTO
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pasMepa M 4acTOTOM BcTpedaeMocTH peruauBupyromieit BT (p = 0,082 nns B3aumoeincTBus).
B namsbicmiem Tepumiie mo ueHtpy OP s puBapokcabaHa B cpaBHEHHMH ¢ BaphapuHOM
cocraisiio 0,642 (95 % JAU: 0,277-1,484).

[Tokazarenn YacTOThl Ui TNEPBHYHOIO KPUTEPHUS OLECHKU O€30MacHOCTH (OOIIMpHBIE WU
KJIMHUYECKH 3HAYMMbIC HEOOIIMPHBIE KPOBOTCUCHHSI) OBUIM HEMHOT'O HW)KE B TPYIIIE JICUCHHS
puBapokcabanom (10,3 % (249/2412)) no cpaBHEHHUIO ¢ TPYMIION JieueHus SHOKcanmapuHoM/ABK
(11,4 % (274/2405)). Tloka3aTeau 4acTOTHI JJIsi BTOPUYHOTO KPUTEPHUS OICHKH OE301MacHOCTH
(oOmmpHBIE KpOBOTCUEHHUs) ObLIM HHKEe B rpymme puBapokcabana (1,1 % (26/2412)) mo
cpaBHEHHIO ¢ rpymmoi sHokcanapuaa/ABK (2,2 % (52/2405)) ¢ OP = 0,493 (95 % JU: 0,308—
0,789).

Tabauua 7. Pe3yabrarbl omeHKH JI(PGeKTHBHOCTH M 0€30MaCHOCTH B HCC/IEI0BAHUU

111 ¢a3sr Einstein PE

Honyasinus uccaegoBaHus 4 832 nmainueHTa ¢ OCTPOH KJIMHHYECKHU
BbIpazkeHHoii TIJIA
Jlo3a npenapara u JJIMTEIbLHOCTD Pusapoxcagan?® Jnoxcanapun/ABKP)
NpUMeHEeHUsI 3, 6 mam 12 mecsiueB 3, 6 nam 12 mecsieB
N =2419 N =2413
KimHnuecku BeIpakeHHas 50 44
peumuBupyromas BTO* (2,1 %) (1,8 %)
Knuundecku BeIpakeHHas 23 20
permauBupyioras TOJIA (1,0 %) (0,8 %)
KnmHnvecku BbIpaKE€HHBIN 18 17
peunauBupytomuii TT'B (0,7 %) (0,7 %)
Knuanuecku Boipaxkennsie TOJIA | O 2
u TI'B (<0,1 %)
TOJIA co cmeprenbHbIM UcxoaoMm/ | 11 7
CMepTh, npu KoTopoii TOJIA (0, 5%) (0,3 %)
HEeJIb351 HCKITFOUUTh
OOmmpHOE WM KIMHWYECKH 3HaunMoe | 249 274
HEOOIIMPHOE KPOBOTCUCHHE (10,3 %) (11,4 %)
OOpHBIE KPOBOTEUECHHUS 26 52
(1,1 %) (2,2%)

a) PuBapokcaban 15 mr 1Ba pasza B CyTKH B TeueHHe 3 Heflemb, 3aTeM 20 MI O/IMH pa3 B CYTKU

b) DHOKcamapuH He MeHee S5 THEeH ¢ OJJHOBPEMEHHBIM U MoclieaAyomuM npumeHenneM ABK

* p<0,0026 (He meHbmas 3pPEeKTUBHOCTH ¢ MpeABapUTENIbHO ycTaHOBIeHHBIM OP = 2,0);
OP =1,123 (0,749-1,684)

boul mpoBeneH mpeABapUTENbHO 3allJIaHUPOBAHHBIA OOBEIMHEHHBI aHaIM3 HCXOJO0B B
uccnenoBanusx Einstein DVT u PE (cm. Tabnuiy 8).

Tadonmunma 8. Pe3syabTaThl oneHKH 3((PeKTHBHOCTH H 0€30MaACHOCTH B 00beIMHEHHOM

ananuse ucciaenosanuii 111 ¢paspl Einstein DVT u Einstein PE

Honyasimus nceeroBanus 8 281 mauueHT ¢ OCTPHIM KINHHYECKH Bbipa:kenHbIM TI'B
uiu TIJIA
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Jl03a npenapara u JJIMTeJIbHOCTD PuBapokcaban® Jnokcanapun/ABKP
npuMeHeHus! 3, 6 uu 12 mecsiueB 3, 6 uiu 12 mecsuen
N =4150 N=4131
KnuHnvecku BeIpaKeHHas! 86 95
petauBupyiomas BTO* (2,1 %) (2,3 %)
KinHuuecku BhIpaKeHHAS 43 38
peunnuBupyromas TOJIA (1,0 %) (0,9 %)
Knunnuecky BblpakeHHBIN 32 45
petauBupyromuii TT'B (0,8 %) (1,1 %)
Knuamaeckn BeIpakeHHBIC 1 2
TOJIA u TIB (<0,1 %) (<0,1 %)
TOJIA co cMepTenbHBIM 15 13
HCXOIOM /cMepTh, IpH koTopoit | (0,4 %) (0,3 %)
TOJIA Heb3s1 UCKITIOUUTh
OO01MpHOE WK KIMHUYECKH 3Haunmoe | 388 412
HEOOIUPHOE KPOBOTEUEHHE (9,4 %) (10,0 %)
OO0mMpHbIE KPOBOTCUCHHS 40 72
(1,0 %) (1,7 %)

a) PuBapokcaban 15 Mr 1Ba pa3a B CyTKM B TeUeHHUE 3 HeJenb, 3aTeM 20 MI OJIUH pa3 B CYTKH

b) DHOKCcanapiH He MEHee 5 Hel ¢ OJTHOBPEMEHHBIM U MocleayomuM npuMenenneM ABK

*p<0,0001 (me menbas 3¢pHEeKTUBHOCTH ¢ MpeaBapUTENbHO ycTaHOBIeHHBIM OP = 1,75); OP =
0,886 (0,661-1,186)

[IpenBapuTenbHO yCTAHOBIICHHAS YHCTas KIMHUYECKAas MOJb3a — IMOKa3aTelb IeJIecO00pa3sHOCTH
Ha3HAUEHUs JIEKAPCTBEHHOI0 TIpernapaTa, KOTOpbIM comocTaBisieT ero 3()(eKTUBHOCTH U
0e30macHOCTh (MepBUYHBIN KpuTepuil 3((HEKTUBHOCTH IUIIOC OOIIMpPHBIE KPOBOTEUEHHS) B
00beTMHEHHOM aHaju3e Obuta 3apeructpupoBana ¢ OP =0,771 ((95% JU: 0,614-0,967),
HOMHUHaJBbHOE 3HaueHue p = 0,0244).

B uccnegosanuu Einstein Extension (cm. Tabmuiy 9) puapokcaban Obu1 2¢dexTrBHEe muaredo ¢
TOYKU 3pPEHUsl MEPBUYHOTO U BTOPHUYHOTO KPUTEPHEB OLIEHKHU 3(dekTHBHOCTU. [lo mepBuuHOMY
KPUTEPHUIO OLIEHKH 0e30macHOCTH (OOUIMpPHBIE KPOBOTEUEHHUS) OTMEUalach He 3HaYMMasl, YUCICHHO
0oJiee BBICOKAs 9aCTOTa BCTPEUYAEMOCTH 3TOTO KPUTEPHS y MAIIMEHTOB, ITOyYaBIINX pUBapOKcabaH
20 Mr oMH pa3 B CYTKH, 10 CPAaBHEHMIO ¢ miare6o. BTopuuHble KpUTepun OLEHKH 0€301MacHOCTH
(oOmMpHBIE MM KIMHUYECKH 3HAUYMMble HEOOIIMPHBIE KPOBOTEUEHMS) MPOAEMOHCTPUPOBAIH
0oJiee BBICOKYIO YacTOTy Yy IMAllMEHTOB, TOJYYaBIIUX puBapokcabaH 20 Mr omuH pa3 B CYTKH, IO
CpPaBHEHHIO C 11areoo.

Tabauua 9. Pe3syabrarbl ouneHkd 3¢ (PeKTHBHOCTH M 0€30IMACHOCTH B HCCJIEI0BAHUU

111 ¢pa3sr Einstein Extension

Monynsauus uccjienoBanus 1197 nanueHTOB NPOAOLKHIN JieYeHHe U
npodguIaKTHKY penuansupyomeii BT
Jlo3a npenapara v JJMTEIbHOCTh Pusapokca6an® Ilnane6o
NMpUMeHEeHUsI 6 nam 12 mecsinieB 6 nau 12 mecsineB
N =602 N =594
Knunudecku BeIpaXxkeHHAs 8 42
petmauBupytomas BTO* (1,3%) (7,1 %)
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Honyasimus nceeroBaHus 1197 nanmeHTOB NPOAOLKHIIM JIeYeHHe U

npopuIaKTHKY penuauBupymomeii BTO

KinHuvecku BhIpaKeHHAS 2 13
peunauBupytomas TOJIA (0,3%) (2,2%)
Knunanvecky BeIpaKeHHBIN 5 31
peunausupyrormmii TT'B (0,8 %) (5,2 %)
TOJIA ¢ neranbHBIM 1 1
MCXOJIOM/CMEPTh, TPU KOTOPOH (0,2 %) (0,2 %)
TOJIA Henp3s NCKIIOYUTH
OO01HpHBIC KPOBOTCUYCHHS 4 0
(0,7 %) (0,0 %)
Kimmandecku 3HaYMMOE HEOOUPHOE 32 7
KPOBOTEUYEHHE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr oJIMH pa3 B CYyTKH

*p <0,0001 (6osee Bricokas 3pdexruBrocts), OP = 0,185 (0,087-0,393)

B wuccnenoBanun Einstein Choice (cm. Tabmumy 10) puapokcaban 20 mr u 10 mr Obum
apdextnBHee ACK 100 Mr mo mepBUYHOMY KpHUTEpHIO OueHKH dS(hdexkruBHOCTH. OCHOBHOU
KpUTepHii Oe30macHOCTH (OOIIUPHBIE KPOBOTEUEHHS) OBbLI CXOJEH Yy MAalMEHTOB, MOJYYaBIIUX
puBapokcaban 20 mr u 10 mr ogun pa3 B cyTku 1o cpaBaenuo ¢ ACK 100 mr.

Taomuma 10: Pe3yabTtatbl oueHKH I(PPEeKTHBHOCTH U 0€30MACHOCTH B HCCIEAOBAHUH

111 ¢pa3wbr Einstein Choice

Honyasiumst 3 396 nanueHTOB MPOIOKUIN NPOPUIAKTUKY PellHINBUPYIOIIE
HCCJIeI0BAHUSA BT
Jo3a npenapara u uBapokcadan 20 mr PuBapoxcaban ACK, 100 mMr ogun pa3
NJIUTEIbHOCTH OJIMH Pa3 B CyTKH 10 mr oguH pa3 B B CYTKH
NpuUMeHEeHus N =1107 CYTKH N=1131
N=1127
Cpemusist 349 [189-362] nmuei 353 [190-362] mueit | 350 [186-362] aneit
MPOJOIKATENHHOCTD

JIEYECHUS! [ MEKKBAPTUIIbHBIM
JTMana3oH]

Knunanvecku Beipaxkennass | 17 13 50
peunauBupytomas BT (1,5 %)* (1,2 %)** (4,4 %)
Knuangecku 6 6 19
BBIpAKEHHAsI (0,5 %) (0,5 %) (1,7 %)
PeLUIMBHPYOILAS
TOJIA
Knuanyeckn 9 8 30
BBIPAXKCHHBIH (0,8 %) (0,7 %) (2,7 %)
PELUIUBHPY FOILUI
TI'B
TOJIA co 2 0 2
CMepTeJIbHBIM (0,2 %) (0,2 %)
HCXOJIOM /CMEpPTh,
npu kKotopoii TOJIA
HEJIb3s1 HCKIIIOYUTh
Knuanyecku Beipakennas | 19 18 56
peunauBupytomas BTD, (1,7 %) (1,6 %) (5,0 %)

M, uHCYNbT WK
cucTeMHas SMOOJINS BHE
ITHC
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OOmmupHbIe KpoBoTeueHUsT | 6 5 3

(0,5 %) (0,4 %) (0,3 %)
Knuanueckn 3HaunmMoe 30 22 20
HeoOImupHoe KpoBoteueHue | (2,7) (2,0) (1,8)
Knunanvecku Belpaxkennast | 23 17 53
petunuBupyromas BTD (2,1 %)* (1,5 %) (4,7 %)

WK OOLITUPHOE
KPOBOTEUCHHUE (YUCTAS
KJIIMHAYECKas M0JTh3a)

* p<0,001(6onee BbicOKass A(DPEKTUBHOCTH) puBapokcaban 20 Mr OJMH pa3 B CyTKH B
cpaBuennn ¢ ACK 100 mr oxun pa3s B cytku; OP = 0,34 (0,20-0,59)

** p<0,001(6onee BbICOKass >(PPeKTHBHOCTH) puBapokcadban 10 Mr omuH pa3 B CyTKH B
cpaBuenunu ¢ ACK 100 mr oxun pa3 B cytku; OP=0,26 (0,14-0,47)

+ puBapokcaban 20 Mmr oauH pa3z B cyTku B cpaBHeHuMM ¢ ACK 100 mr omun pa3 B CyTKH;
OP =0,44 (0,27-0,71), p = 0,0009 (HOMHHAIILHO)

++ puBapokcaban 10 mr oguH pa3 B cytku B cpaBHeHHH ¢ ACK 100 Mr ogwH pa3s B CyTKH;
OP =0,32 (0,18-0,55), p < 0,0001 (HOMHHAIBHO)

[Tomumo nporpammsel uccinenoanuii 1l gaser EINSTEIN Obuto mpoBeAeHO MpPOCHEKTHUBHOE,
HEUHTEPBEHILIMOHHOE, OTKpbITOe, KoroptHoe wuccienoanue (XALIA) c menrpanu3oBaHHON
OLICHKOM MCXOJI0B, B TOM uuncie peuuauBoB BTD, oOMupHBIX KPOBOTEUEHUH U CIIy4YaeB CMEPTH.
5 142 mammenta ¢ octpbiM TI'B ObuTH BKIJIFOUEHBI B UCCIIEIOBAHUE JJISI OLIEHKHU JOJTOCPOYHON
0e30MacHOCTH puBapokcabaHa MO CPABHEHHUIO CO CTaHIAPTHON aHTHKOATyJISIHTHOHW Tepamueil B
KIIMHUYECKOW TMpakTuke. YacToTa pa3BUTHUS MACCHUBHBIX KpOBOTeueHui, peuuauBoB BTD u
oOmelr cMepTHOCTH Ha ¢GoHE TMpUMEHeHus puBapokcabana cocrarimsuia 0,7 %, 1,4 % u 0,5 %
COOTBETCTBEHHO. Habmrogammcy OTJIMYusl B UCXOAHBIX XapaKTEPUCTUKAX MAIIMEHTOB, BKIIIOYAs
BO3pacT, HAMYHME 3J0KAUYECTBEHHOTO HOBOOOpa3oBaHUS U HapylieHUEe (YyHKIUU modek. J[ms
ydeTra M3MEPEHHBIX HCXOJIHBIX pa3lu4Mii HMCHOIB30BATM MPEIBAPUTEIHLHO OMpeAeeHHBIM
CTpaTH(HUIMPOBAHHBIN aHAIHM3 TOKA3aTeNs IMPEIpacloI0KEHHOCTH, HO, HECMOTPsI Ha 3TO, Ha
pe3yiabTaThl ~ aHauM3a  MOTYT  TOBJHMSTH  OCTaTOYHBIE  HMCKaXaromue  (akTopsl.
CxkoppextupoBanubsie OP amst cpaBHEeHUS puBapokcabdaHa M CTaHIAPTHOW Tepamuu MO YacToTe
OOIIMPHOTO KpOBOTeueHUs, peruausupyromeir BTD u obmeit cmeptHocTH cocrtaBisum 0,77
(95% Ju: 0,40-1,50), 0,91 (95% JAU: 0,54-1,54) u 0,51 (95% HOAU: 0,2—1,07)
COOTBETCTBEHHO. JlaHHBIE pE3yJbTaThl B KJIMHUYECKOH TIPAaKTUKE COTMJIACYIOTCS C
YCTaHOBJICHHBIM MpoduiieM 0e30MaCHOCTH NP MPUMEHEHHH 110 JAHHOMY TTOKa3aHHIo.

Oco0bIe I'pynnbl DaMCHTOB

Bausnue na xoppueuposannwviii unmepean OT
VYV 310poBbIX MYKYMH W >KeHIIMH ctapiie S50 net ypiuHenue uHtepBaia QT mopn BiausiHHMEM

puBapokcabaHa He HaOJII01aIOCh.
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llayuenmuor ¢ mpounvim ceponosumusnvim ADC evicoko20 pucka

B cnoHcupyemom wuccienoBaTeneM, pPaHIOMHU3UPOBAHHOM OTKPBITOM MHOTI'OLIEHTPOBOM
UCCJIEIOBAHUM C 3aCJICIUICHHOM OLIGHKOM KOHEYHBIX TOYEK pUBapoKcabaH u3yyalicsi B
CpaBHEHHH C BappapuHOM Yy MAIMEHTOB C TPOMOO30M B aHAMHE3€ U C BBICOKUM DPHUCKOM
TPOMOOIMOOJIMUECKUX OCIIOKHEHUN, y KOTOPhIX auarHoctupoBaH ADC (MOJ0KUTETBHBIN
pesyabTaT 1ysi Bcex Tpex TectoB Ha A®C (TpolHas CEpONO3UTUBHOCTH): HAJIUYHE
BOJIYAHOYHOTO  AHTHKOATyJISIHTA, AaHTUTEN K KAapAUOJUIMHY M aHTUTEed K Oera-2-
rimkonporenny |). Tlocne Brmtouenuss 120 mamueHTOB UCCIEAOBaHHE OBUIO TMPEKPAIICHO
JOCPOYHO TO MPUYMHE MOBBIIIEHHOW YacTOThI Pa3BUTHS TPOMOOIMOOIMUYECKUX COOBITUN Yy
NAIMeHTOB B TPYIIe puBapokcabaHa IO CpaBHEHUIO ¢ Tepanueid BapdapuHoM. CpemHsis
MPOJOHKUTENFHOCTh Tepuoia HalOmofgeHus coctaBuia 569 gueil. 59 manueHToB ObLIN
paHIOMHM3HPOBAaHbI B TpyMIly puBapokcabana B poze 20 wmr (15 Mr ans manmeHTOB C
KK < 50 mn/mun) u 61 nanuent — B rpyniy Bapdapuna (MHO 2,0-3,0). Tpombosmbonnueckue
OCJIO’)KHEHUsI OoTMeueHbl y 12% mnanueHToB, paHAOMU3MPOBAaHHBIX B TPYIITy pUBapokcabaHa
(4 cityyast MIIEMUYECKOTO MHCYJIbTa U 3 ciaydas MUM). YV maiueHToB, paHIOMH3UPOBAHHBIX B
rpymiy BapdapuHa, TpoMO0IMOOINYECKUE OCTIOXKHEHUS HEe OBLIM 3apEerHCTPUPOBAHBL. bombimoe
KpOBOTE€UEHHE 3aperucrtpupoaHo y 4 nanuentoB (7 %) B rpynme puBapokcabaHa u Yy
2 marenToB (3 %) B rpymme BapdapuHa.

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

AbGcopbuus

PuBapokcaban OpicTpo BcachiBaeTcs; MakcuMaiibHasi KOHIEHTpausi (Cmax) JOCTUTAETCs Yepes
2—4 nocne npruema TabIeTKH.

[Tocne mpueMa BHYTpb puBapoKcabaH BCAchIBAETCS MOUYTH MOJHOCTBIO, U €ro OMOIOCTYIHOCTb
npu npremMe Tadnetok 2,5 mr u 10 mr — Beicokast (80-100 %) kak HaToIaK, Tak U MOCIE MpreMa
nuimy. [IprieM nummy He OKa3pIBaeT BIMSHUS HA TUIOMIAh 1O/ KPHBOH «KOHIICHTPAITUSI-BPEMS
(AUC) u Cmax npu mpueme B nmo3ax 2,5 mr u 10 mr. Tabnerku npemapara PuBapokcus B
no3upoBke 2,5 Mr u 10 Mr MoryT mpuHMMAThCS KaK BMECTE C MHIIEH, Tak M HATOUIAK, T. €.
HE3aBUCHMO OT BPEMEHH MTpHeMa TTHIITH.

dapMaKkOKMHETHKAa  pUBapoKcabaHa  XapaKTepu3yeTcs  YMEPEHHOW  WHAWBHUIYaJTbHON
W3MEHUYUBOCTHIO; UHIUBUAYyalTbHAasI U3MEHUYUBOCTH (BapUallMOHHBINH KOA((UIIMEHT) COCTaBIsET
ot 30 1o 40 %, 3a uckiIOYeHUEM JHS MPOBENCHUS XUPYPTHUECKOW OMEpaluy U CIETYIOIIETO
JTHSI, KOTJIa M3MEHYMBOCTH SKCITO3UIMH BhIcOKast (70 %).

BcaceiBanue puBapokcabaHa 3aBUCHUT OT MECTa €r0 BBHICBOOOXKIIEHHUS B JKEIYIOYHO-KUIIIEYHOM
tpakte. CHmxenue Ha 29 % u 56 % B AUC u Cmax COOTBETCTBEHHO, B CPAaBHEHUHU C MIPUEMOM
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1esnoi TabaeTky, HaOII0JaIoCh NIPU BBEAECHUM I'paHyJIsATa pUBapOKcabaHa, B MPOKCUMAIbHBIN
OTJIe]l TOHKOW KHMIIKM. OKCIO3MLMS Ipernapara TakKKe€ YMEHbBIIAETCsl NP €ro BBEACHUU B
JUCTAIBHBIN OT/IEN TOHKOM KHIIKH HJIM BOCXOAAIIYI0 000m0uHyro kumky. [loatomy cremyer
u3beraTb BBEJIEHHUS pHUBapoKcabaHa B JKENyJOYHO-KMIIEUHBIA TPAaKT AMCTAJIbHEE JKENyJKa,
IIOCKOJIBKY 3TO MOXKET IIOBJIEYb CHWIKCHHME BCACBIBAHMSI U, COOTBETCTBEHHO, HJKCIIO3ULIUU
puBapokcabaHa.

Bbuonocrynnocts (AUC u Cmax) puBapokcabaHa TNpH NpHEME BHYTPb ILEJIOH TaOJIeTKH B
no3upoBke 20 MI conocTaBUMa ¢ OMOIOCTYITHOCTBIO Mpenapara B BUJE U3MEIbUEeHHON Ta0lIeTKu
(B cMecH ¢ sI0JOYHBIM IMIOpE WM CYCIIEHAMPOBAHHOW B BOJIE), a TAKXKe ¢ OMOJOCTYIHOCTHIO
npenapara IpU  BBEACHUM 4YEpe3 HA30TacTpalIbHBIM 30HI C MOCIEAYIOIMIMM IPUEMOM
DHTEPATBLHOTO THUTAHUS. YUHUTHIBAas IMPEICKA3yeMbI 10303aBHUCUMBIA (hapMaKOKMHETHYECKUN
npodpwib puBapokcabaHa, pe3yJbTaThl JAHHOI'O HCCIEA0BaHMsS OMOJOCTYMHOCTH NMPUMEHUMBI
TaKXe U K 60jiee HU3KUM J103aM.

Pacnpenenenne

PuBapokcabaH UMeeT BBICOKYIO CTEIICHb CBSI3BIBAHUS C OCITKaMH TUTa3Mbl KPOBHU; OHA COCTABJISICT
npubnu3utenbHo  92-95 %, B OCHOBHOM puBapokcabaH CBS3bIBAETCS C CHIBOPOTOYHBIM
anpOymuHoM. O6beM pacnpeaeneHus (Vss) yMepeHHbIH, Vss cocTaBiseT npubnusutensHo S50 .

EI/IOTD&HCd)ODMaIII/Iﬂ W 3JIMMUHAIIUA

[TpuOAM3UTENBHO %3 OT MOJIYYEHHON BHYTPh /103bl puBapokcabaHa METaOOIHU3UPYETCs, a 3aTeM
BBIBOJMTCS MOYKAMU U Yepe3 KUIIEYHHUK B PaBHBIX COOTHOMEHMX. OcTaBiiascs %3 NOIydeHHOM
BHYTPb J103bl BBIBOJUTCS MOCPEACTBOM MPSIMOM MOYEYHOM SKCKpEelMH B HEH3MEHEHHOM BHJIE
[JIaBHBIM 00Pa30M 3a CYET aKTUBHOW MOUEYHON CEKPELHH.

PuBapokcaban mertabonusupyercst nocpeacrsoM uzogpepmentoB CYP3A4, CYP2J2, a takxke
OpU MOMOIIM MEXaHU3MOB, HE3aBUCHMBIX OT CHUCTEMBI HUTOXPOMOB. OCHOBHBIMH Y4acTKaMHU
OuoTpaHCPOPMALIUU SBISIIOTCS OKUCJIEHUE MOP(OIMHOBOW TpyMNNbl M TUAPOIU3 aMHUIHBIX
cBsi3eit. CoriacHO JaHHBIM, TOJIYYSHHBIM IN VItro, puBapokcabaH sBJISETCS CyOCTpaToM Juis
OeTKOB-TIEPEeHOCUNKOB P-gp 1 Oenka pe3sucTeHTHOCTH paka MostouHoi xene3sl (BCRP).
HeunsmeHnenHnslii puBapokcabaH sBisieTcsl HaubOoyiee BaXXHBIM COEIMHEHHEM B IUIa3Me KPOBH,
OCHOBHBIC MWJIM aKTUBHBIE IMPKYJIUPYIOIIME METa0OJUThl B IUIa3Me€ HE OOHapyXKEHBI.
PuBapokcabaH, CHUCTEMHBIH KIMPEHC KOTOPOTO cocTaBiseT mpubnusutenbHo 10 /4, Moxer
OBITh OTHECEH K JIEKAPCTBEHHBIM BEIIECTBAM C HU3KHM KiIHMpeHcoM. llocie BHYTpHUBEHHOIO
BBeZieHUs1 1036l 1 Mr T2 cocraBisier mpumepHo 4,5 yaca. Ilocie npuema BHYTpPh BBIBEJCHHE
IpernapaTa OrpaHUYMBAETCsl €r0 CKOPOCTHbIO BcachlBaHMs. 1’2 cocTaBisieT OT 5 10 9 wacoB y
MOJIOJBIX UCIBITYEeMBIX U 11-13 yacoB — y manMeHTOB MOKUIIOTO BO3pacTa.

JInHeNHOCTh (HEMNMHEHHOCTS)
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dapMaKOKMHETHKA pHBapoKcabaHa MPaKTHYECKH JIMHEWHA mpu fo3ax 10 ~ 15 mMr oguH pa3 B
cytku. llpu mnpumeHeHmnm puBapokcabaHa B 0Ooiee BBICOKMX JI03aX  HAOIIO/IAaeTCs
OTPAaHMYMBAEMOE PACTBOPEHUEM BCACHIBAHHUE CO CHIDKCHHEM OHMOIOCTYITHOCTH M CKOPOCTH
BCachlBaHMs. JTO Ooyiee 3aMETHO TPU TNPUEME HATOIIAK, HEXKEIW IPH NpUeMe C IHUIICH.
dapMaKOKMHETUKA Y PA3JIUYHBIX TPYIII TAIMECHTOB

Ilon

Y MyXYUMH U KEHIIUH KIMHUYECKH 3HAYMMBIX PA3N4Iuil papMakOKHHETUKHA HE OOHAPYKEHO.
Tlayuenmur nosicunoeo eospacma (cmapuie 65 1em)

VY nmanueHTOB MOXKUIJIOrO BO3pacTa KOHIIEHTpalusl puBapokcadaHa B Ijla3Me KpPOBU BBIIIE, YEM Y
MOJIObIX ManueHToB; cpenHee 3HaueHne AUC npuOnusutensHo B 1,5 pasa mnpesbliaer
COOTBETCTBYIOIIME 3HAUYEHUS Y MOJIOABIX TAIlMEHTOB, IJIaBHBIM 00pa3oM, BCIIEJICTBUE
Ka)KYIIErocsi CHIDKEHU 001Iero U nmoyeyHoro kiupeHca. Koppekuuu 10361 He TpedyeTcs.

Macca mena

CymecTBeHHbIe H3MeHEeHHsI Macchl Tena (MeHee 50 kr u Oosee 120 Kr) JMIIs HE3HAYUTEITHHO
BJIMSIFOT HA KOHIICHTPAIIMIO PHBapoKcabaHa B Iu1a3Me KpoBH (pasnuue cocTaBisieT MmeHee 25 %).
Koppekuuu 10361 HE TpedyeTcs.

Mesicomnuueckue pasnuyus

Knuanueckn 3HAYMMBIX paziuyuil (papMakOKMHETHMKH W (apMaKOJWHAMHUKH Y TIAI[MEHTOB
€BpONEOUIHON, adpOoaMEPUKAHCKOW, JIATHHOAMEPUKAHCKOM, SMOHCKOM WJIM KHUTaHCKOU
STHUYECKOHN MPUHAIICKHOCTH HE HAOII0AaTI0Ch.

Hapywenue ¢ynkyuu nevenu

VYV manmeHToB ¢ MUPPO30M TIEUEHU U JIETKOW CTETICHBIO MIEYCHOYHOW HEJ0CTaTOYHOCTH (Ki1acc A
no knaccudukanuu Yainna-Ilpr0) dapmakokuHeTHKa puBapokcabaHa Wb HE3HAYUTEIBHO
OTIMYAJIaCh OT COOTBETCTBYIOIIMX IIOKa3aTeled B KOHTPOJIBHOM TpyIIe 3I0pOBBIX
no0poBoJbleB (B cpeaHeM otMmedanoch yBeiauueHune AUC puBapokcabana B 1,2 paza). Y
MAIMEHTOB C LIUPPO30M MEYEHU U MEYEHOYHOW HEJOCTaTOYHOCTBIO CpelHEN CTENeHH TSHKECTH
(xmacc B mo kmaccudukanuun Yaitna-I1er0) cpeanasisi AUC puBapokcabana Obljia 3HAYUTEIHHO
noBbIleHa (B 2,3 pa3a) 1Mo CpaBHEHHMIO CO 30pOBbIMU J0OpoBoibiaMu. AUC HeCBS3aHHOTO
npenapara MOBbIIATack B 2,6 pa3. Y Takux MallMEHTOB TaK)Xe€ CHUXKAJIOCh BbIBEJICHHE
puBapokcabaHa MOYKaMH, aHAJIOTUYHO TAalleHTaM C HapylleHHeM (QYHKIUU IOYeK cpenHei
TSOKECTH cTeneHH. JlaHHble 0 MPUMEHEHUM MpernapaTra y MalUeHTOB ¢ HapylleHHeM (pyHKIuUu
MIEYECHHU TSAKEJION CTENEHU OTCYTCTBYIOT.

[TonaBneHne akTUBHOCTH (pakTopa Xa yBETWYHBAIOCH B 2,6 pa3 y MalMEHTOB C HApyIICHHUEM
GYHKIUM TI€YEHU CpelHEN CTENEHU TSKECTU MO CPAaBHEHUIO CO 3J0POBBIMH JTOOPOBOJIBIIAMY;

MoKa3aTeIi MPOTPOMOMHOBOTO BPEMEHHM TakKe yBenMUMBaIHCHL B 2,1 pasza. IlamueHTsl co
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MEYCHOYHON HEJOCTaTOYHOCTBIO CpEeIHEH CTEleHU TKECTH Oojiee YyBCTBUTEIBHBI K
puBapokcabaHy, 4TO SIBJISIETCS CIEICTBHEM O0Jiee TECHOM B3aUMOCBSI3H (hapMaKOANMHAMHYCCKUX
3¢ hekToB U (hapMaKOKHHETHUECKHUX IMapaMeTPOB, OCOOCHHO MEXy KOHIICHTpaIluel npernapara
U IPOTPOMOUHOBBIM BPEMEHEM.

PuBapokcaban NpOTHBOIIOKA3aH MalMeHTaM ¢ 3a00JeBaHUSAMHU I€YEHH, IPOTEKAIOUIUMHU C
KOaryJonaTue M pHCKOM KIMHUYECKH 3HAYMMOTO KPOBOTEUEHHS, BKJIOYAs MAIEHTOB C
UPPO30M TIEUYEHH C MMEYEHOYHONW HEeJ0CTaTOYHOCThIO Kitacca B u C nmo kinaccudukanuun Yaiina-
ITero (cMm. pasnen 4.3.).

Hapywenue ¢ynkyuu novex

VY manueHToB ¢ HapyuleHneM (YHKIUH MTOYeK HaOII01aI0Ch YBEIHUEHHE TUIOMIAIN 10T KPUBOU
«KOHIEHTpAIUI-BpeMsl» pUBapokcabaHa, OOpaTHO MPONOPHUOHATIBHOE CTENEHH CHUKCHUS
noueyHo GyHKIUH, KoTopas ouenuBanack no KK.

V nanueHtoB ¢ HapyiieHHeM (QyHKIUU modek Jyerkoit crenenn Tsokectr (KK 50-80 mu/mum),
HapymeHrneM QyHKIuK modek cpearen crenenn Tsokect (KK 30-49 mu/MuH) win HapyieHHEM
dyukn novek sokenoi crenenu (KK 15-29 mu/mMun) Habmronanock cootBercTBenHo 1,4-, 1,5-
u 1,6-kpaTHOe YyBeIMYCHME KOHLEHTpauuid puBapokcabaHa B miasme kpoBu (AUC).
CoortBeTcTBYyIOLIEE YBEIHUEHUE (DapMaKOAMHAMUUECKUX 3G (PeKToB ObLI0 O0Jiee BBIPAKECHHBIM.
VY nauueHToB ¢ HapylieHHeM (YHKIUH MOYEK JIETKOW, CpeHEeN M TSKENIOH cTeneHbio olliee
NoJlaBjieHue akTUBHOCTU (hakTopa Xa yBenumuuBasioch B 1,5, 1,9 u 2 pa3a mo cpaBHeHHIO CO
310pOBBIMH J100pPOBOJIBLIAMH; IPOTPOMOMHOBOE BpeMsl BCIIECTBUE JecTBUs (pakTopa Xa Takxke
yauHsiock B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.

Jlannsle o npuMeHeHuMu puBapokcabaHa y mnanueHToB ¢ KK <15 Mia/MuH OTCYTCTBYIOT.
YuuThIBass BBICOKYIO CTENEHb CBS3BIBAHUS TIperapara ¢ OelKamMH IUIa3Mbl KPOBH, JTHAJIH3
Hea(pPeKTHUBEH.

He pexomenayetcs npuMeHsaTh npenapat PuBapokcus y naunenTtoB ¢ KK < 15 mi/mun.
PuBapokcaban cienyer NPUMEHATh ¢ OCTOPOXKHOCThIO Yy manueHToB ¢ KK 15-29 mun/mun (cm.

paznen 4.4.).

q)aDMaKOKI/IHeTI/IKa Y DanMucHTOB

VY manueHToB, MOJTy4YaBIIMX puBapokcabaH B go3e 10 Mr oawH pa3 B CyTKH Ui PODUIAKTUKA
BTD, cpennsist reomerpudeckas koHreHtparus (90 % wHTEepBan MpOTHO3UPOBAHUS) depe3 2—
4 gaca ¥ IpuEMEpHO Yepe3 24 Jaca 1mocie mprueMa BHYTPb (MPUOIM3HTEIHFHO COOTBETCTBYET Cmax
1 MUHUMaJIbHOUN KOHIEHTpamusiM (Cmin) B HHTepBajie no3upoBanus) cocrapisuia 101 (7-273) u
14 (4-51) MKT/11 COOTBETCTBEHHO.

q)aDMaKOKI/IHeTI/I‘-IeCKaSI-d)aDMaKOHI/IHaMI/I‘IeCKaﬂ 3aBUCHUMOCTD

CootHomieHne (papMakKOKHHETHYECKHX TapamMeTpoB W  (dapMakoguHaMuuecKux 3hQexToB
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(OK/®1) w™exay KOHIEHTpAlMed puBapokcabaHa B IUla3Me€ KPOBH HM  KOHEYHBIMHU
(dapMakoMHAMUECKUMH TOYKaMH (MHrHOMpoBaHue QaxTopa Xa, MPOTPOMOMHOBOE BpeMs,
aKTUBUPOBaHHOE dYacTHUuHOe TpomboractuHoBoe Bpemsi (AUTB) u pesynbrar HepTest)
OIICHUBAJIOCH MU MIPHEME pUBapoKcadaHa B IIMPOKOM auamna3zoHe 103 (ot 5 go 30 Mr aBa pasa B
CYTKH).

B3auMocBs3b MKy KOHIICHTpaIuel puBapokcadaHa U aKTHBHOCTHIO (hakTopa Xa HAWITydIIuM
00pa3oM MPOJEMOHCTPHUPOBAHA C HCHOJIB30BaHUEM MOJENU Emax. Qg mporpoMOHHOBOTO
BPEMEHU MOJEIb JIMHEWHOW pEerpeccud B LEJIOM JIy4ylle OIMCBHIBACT [JaHHBIE. YIJIOBOH
KOA(G(UIIMEHT 3HAYUTEIHHO MEHSJICS B 3aBUCHUMOCTH OT PEAKTHBOB, HCIOJB3YEMBIX ISt
ompezeneHus: mporpoMOruHoBoOro Bpemenu. [Ipu ucnonpzoBanuu Habopa Heomnatun ucxomnoe
3HaYeHHE MPOTPOMOMHOBOTO BPEMEHU COCTABHIIO OKOJIO 13 ¢ ¢ HAaKJIOHOM JIMHUU OKOJO 3—4 ¢
(100 mkr/m). Pesynbratel ananmuza cootHomieHuss ®K/®J] B uccinemoBanusx I u Il dassr
COOTBETCTBOBAJIM aHAJIOTHYHBIM MOKa3aTellsIM y 30POBBIX MalueHToB. Ha ucxoaHslii ypoBeHb
dakropa Xa u MNpoTpoMOMHOBOE BpeMs Yy TMAIMEHTOB OKa3blBajia BIUSHUE XUPypruveckas
oreparusi, 4To IPUBOAIIO K Pa3HUIIE B HAKJIOHE JTUHUHM KOHIICHTPAIUA-IPOTPOMOUHOBOE BpeMs
MEX]y THEM TIOCTIe ONepalliy U CTaOUIIBHBIM COCTOSTHUEM.

eTH
besonacHocth u 3(pdekTMBHOCTh puBapokcabaHa y JeTed W MOAPOCTKOB B Bo3pacTe oT 0 1o

18 ner mo mokazanuto nepBuYHas npodmiaktuka BTD He ycTaHOBIECHBI.

6. ®PAPMAIIEBTUYECKHE CBOVCTBA
6.1. [lepeyeHsb BcioMoOraTe/ibHbIX BellleCTB
MannuTON
[emnon03a MUKPOKPUCTATIIAYECKAS
Maxkporoa 8000
ITonokcamep 188
Harpus naypuncynbdat
Kpockapmennosa narpus
Kpemunst nuokcua KOJIOUTHBIN O€3BOAHBIN
Hatpus creapundymapar
IInenounas obonouxa
[TnenkooOpasytomast CMech:

['unpomennoza-2910 15 cP

41



Makporon 4000

Tutana auokcun (E171)

Kenesa okcun kpacubiit (E172)

6.2. HecoBmecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHsl)

3 rona.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NPU XPAHEHUU

XpaHuThb 1pu Temieparype He Bolie 25 °C, B OpUruHaIbHOM OJIMCTEpE.

6.5. XapakTep u coep:xkaHue NePBUYHON YIAKOBKHU

[To 10, 12 mmm 14 Tabmetok B OnUcTepe W3 MPO3PAYHOrO KOMOMHHPOBAHHOTO MaTrepualia
I[MBX/TIBAX/TIBX u anmroMuHHUEBOH (HOJBTH.

ITo 3, 6, 9 uiu 10 6mucrepor (rmo 10 Tabnerok) wim 1o S 6mmuctepoB (Mo 12 TaGIETOK) UK 110
1,2, 4 unmu 7 6muctepoB (mo 14 TabiaeTok) BMECTE ¢ JTUCTKOM-BKJIABIIIEM ITOMEIIAOT B MAYKy
KapTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIIHBI JIJISl peau3aliu.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHMYTOXXKEHMH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara MWJIM  OTX0A0B, TMOJYYEHHBbIX IOcje NpPHMEHEeHUus
JIEKApPCTBEHHOI0 Npenapara, u Apyrue MaHuIyJIsiiU ¢ NpenapaTom

W3menvuennas TabneTka npemnapata PuBapokcusi MokeT ObITh BBeJIeHA Yepe3 Ha30racTpaabHbIN
3oHa. Ilepen BBenmenuem mpemapata PuBapokcusi He0OXoIuMO YOEAWTHCS, UYTO 30H]
pacnonaraercsi B xkenynake. Cienyer M3MeNbUUTh TaONeTKy M cmemarts ¢ 50 il BOAbl, 3aTeEM
BBECTHU 4epe3 Ha30racTpajbHbIi 30H]. [locie yero HeoOX0AMMO BBECTH HEOOJIBIIIOE KOJTMYECTBO
BOJBI AJII TOTO, YTOOBI CMBITh OCTATKH IMpemnapara co CTeHOK 30HAa. [lockonbky abcopOrus
puBapokcabaHa 3aBUCUT OT MECTa BBICBOOOXKICHHUS JIEHCTBYIOIIETO BEIECTBA, CIeAyeT N30erarh
BBEJICHUS] pUBapoKcabaHa JUCTaJbHEE XKellyaKa, B MPOTUBHOM CIy4yae 3TO MOXKET MPUBECTU K
CHI)KEHMIO a0COpOLIMHU U, CIIEJOBATEIbHO, K CHUYKEHUIO SKCIO3UIMH JAEMCTBYIOLIETO BELIECTBA.
[Tocne BBeneHUs M3MENBUCHHOM TabneTku npemnapara PuBapokcus 10 mr cnemxyer HemenaeHHO
BBECTH DHTEpaJIbHOE MUTaHue (CM. pa3nensl 4.2. u 5.2.).

W3menvuenHas tabieTka npenapaTta PuBapokcus ctabuibHa B BoJie B TeUeHUE 4 4acoB.

Het oco0bIX TpeOOBaHMI K yTHIIM3AIUH.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
CnoBeHus

AO «KPKA, n.1., HoBo mectoy, lImapsenika necra 6, 8501 HoBo mecto
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Ten.: +386 733121 11

dakc: +386 7 332 15 37

Anpec 3. moutsl: info@krka.biz

7.1. llpeancraBuTe b AepKaTesisi PerucCTPAIMOHHOTO YA0CTOBEPEeHUSA

[Iperen3zun HOTDC6I/ITCJ'ICI71 HanpasJIATh 110 aapeCy.

Poccuiickaa ®eoepayus

000 «KPKA-PYC»

143500, MockoBckas o0u1., T. Mctpa, yin. MockoBckas, 1. 50

Ten.: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec 351. moutsl: Krka-rus@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa benapyco

[TpencraButenbetBo AxnmoHepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(PecrryOnnka CiioBenusi) B Pecriyonuke benapych

220114, r. MuHnck, yn. @unumonoBa, 1. 2507, oduc 315

Ten.: 8 740 740 9230

@axkc: 8§ 740 740 9230

Anpec 3. moutsr: info.by@krka.biz

Be6-caiit: www.krka.by

Pecnybnuxa Kazaxcman

TOO «KPKA Kazaxcran»

050040, r. Anmatel, Mukpopaiion KOKTEM-1, nom 15A, odwuc 601

Ten.: +7(727) 311 08 09

Anpec sn. moursr: info.kz@krka.biz

Be6-caiiT: www.krka.biz

Pecnyonuxa Apmenus

[TpencraButenberBo «Kpka, 1.1., HoBo mecto» B Pecriybnuke ApmeHust

0001, r. Epesan, yn. Han6aunsn, a. 106/1 («CAAT-HOBA» BU3HEC-HEHTP), oduc 103
Ten.: +374 11 560011

Anpec 3. moutsl: info.am@krka.biz

Be6-caiiT: www.krka.biz

Kuipevizckaa Pecnybauka

IIpencraButensctBo AO «KPKA, ToBapHa 3apasui, a.1., HoBo Mecto» B Kbeipreizcrane

720040, Yyiickas obmacts, . bumikek, OynbpBap DpKuHIuK, 1. 71, 610K A
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Ten.: + 996 (312) 66 22 50
Anpec sn. noutsr: info.kg@krka.biz

Be6-caiit; www.krka.biz

8. HOMEP PETUCTPALIMOHHOT'O Y IOCTOBEPEHUSI
JITT-Ne(000716)-(PT-RU)

9. JIATA NEPBUYHOM PETUCTPALIMA (IIOJATBEPKJIEHUS PETUCTPAILIUH,
INEPEPETUCTPAIIN)

Hata nepoii peructpauuu: 21 anpens 2022 r.

10. JATA IIEPECMOTPA TEKCTA
26 urons 2024 r.

OOmiass  xXapakTepucTHKa  JIEKapCTBEHHOro  Ipemapata PuBapokcuss — JoCTynmHa  Ha
uH(pOpMallMOHHOM TmopTaje EBpa3uiickoro SKOHOMHYECKOTO cO03a B HMH(OPMAIOHHO-

KOMMYHHUKaIMOHHOM cetn « HTepHe: https://eec.eaeunion.org.
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