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OBILIASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO-HPEHAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Puakcopen, 10 Mr, TabneTKH, TOKPHITHIE TUIEHOYHOH 000JI0YKOM

2. KAUECTBEHHBIIN 1 KOJIMUECTBEHHBII COCTAB

JleiicTByomee BenecTBO: puBapoKcadaH.

Kaxxnas tabnerka cogepxut 10 Mr puBapokcabaHa.

BcmomorarenbHbIe BelecTBa, HATMYHE KOTOPBIX HA/IO YYUTHIBATH B COCTABE JIEKAPCTBCHHOTO
npernapara: JakTo3bl MoHoruapar — 27,9 mr (cm. pasnen 4.4.).

[TonHBIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKH, MOKPHITHIE INICHOYHOU 000I0YKOM.

Kpyrible ABOSIKOBBINTYKJIbIE TaOJIETKH CBETJIO-PO30BOTO  IIBETA, MOKPHIThIE IJICHOYHOU
0001104K0ii, ¢ TpaBUpOBKO «10» Ha 0/1HOI CTOpOHE U I1ajkue Ha qpyroi. Ha momepeunom cpese

— PO OT O€I0ro 710 MOoYTH OEIoro 1BEeTa.

4. KIMHUYECKUE JAHHBIE
4.1. lloka3zanusi K NPUMEHEHUIO0
[Tpenapat PuBakcopes nokasaH K IPUMEHEHHUIO y B3POCIIBIX B BO3pacTe OT 18 jer:
e Ui Npo(UIAKTUKKA BEHO3HOM TpoMOosMOonauu (BTD) y mamueHToB, moaBepramomumxcs
OO0JIBIINM OPTOTNEANYECKUM ONepaTUBHBIM BMELIATEIbCTBAM Ha HUKHUX KOHEUHOCTSIX.
e I NpOoUIAKTUKK peuuauBoB TpomOo3a riyookux BeH (TI'B) wim tpomOo3MOomnu
nerouyHoit aprepuu (TOJIA) nocne kak muauMyM 6 MecsteB Jieduenus TI'B umu TOJIA.
4.2. PexxuMm 103MpoOBaHNs U €c1IOCO0 NPUMEHEHUs!

PexxuM 103upOBaHus

IIpogunaxmuxa BT y nayuenmos, noogepearoujuxcs 601ouum opmoneouyeckum onepamusHsim
BMEUamenbCmeam Ha HUICHUX KOHEUHOCMAX
PexomennoBanHas 1o3a puBapokcabana cocrasisier 10 mr 1 pa3 B nens. [lepByro 103y ciemyer
NpUHATE Yepe3 6—10 yacoB mociie onepanuy Npy yCIOBUHA JOCTUTHYTOIO FeéMOCTa3a.
ITponOMmKUTENBHOCTD JIEUEHUS 3aBUCUT OT MHAMBHUYaJIbHOTO PUCKA BOSHUKHOBEHMSI BEHO3HOM
TPOMO0IMOOIINH Y MAIIUeHTa, KOTOPBINA OMPEeIIIeTCs] TUIIOM OPTONEINYECKON ONepaIiu:

e IS MALMEHTOB IocJie OOMBILON onepaluy Ha Ta300€IPeHHOM CYCTaBe pEKOMEH10BaHHas

MMPOAOIKUTCIIBHOCTD JICUCHUA COCTABIIACT 5 HEACIIb,
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IMPOAOIKUTCIIBHOCTD JICUCHUA COCTABIIACT 2 HEACIIN.

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

B cnywae mpomycka mpuema mpenapara HalMEHTy CIEAyeT NPUHSTh TaOJeTKy mpernapara
PuBakcopen HeMEJICHHO U Ha CIASAYIOIIHMA JSHB MMPOIOKHUTH JICUeHHE 10 |1 TabJIeTKe B ACHB, KaK

U paHee.

IHpogpunraxmuxa peyuousos TI'B unu TOJIA nocre kaxk munumym 6 mecsayes nevenus TI'B uiu
TOJIA

PexomenoBanHas HauanbHas 103a npu jgedeHnn ocTpbix TI'B unu TOJIA cocranser 15 mr* nea
pa3a B IeHb B TEUEHHE MEPBBIX 3 HEAENb C MOCIEIYIOIIUM Mepexo1oM Ha 103y 20 Mr** ogun pas
B JIEHb JUIsl TajbHEenIero jJedenus u npodunaktuku peuuausoB TT'B u TOJIA.

MunumaiibHasi TPOAOIKUTENBHOCTh Kypca JieueHusl (He MeHee 3 MecsleB) AOoKHA ObITh
paccmotpena manuentam ¢ TI'B wnu TDJIA, cipoBouMpOBaHHBIMU OONBIIUMU OOpPATUMBIMU
dakropamMu pucka (T.e. MPEAIIECTBYIOIIEEe OOJBIIOE XUPYPTUYECKOE BMEIIATEIHCTBO WIIH
TpaBma). bosnee AnmuTenbHbBIN IepUo JIeYeHHs! JOJDKEH OBbITh paccMOTpeH A naurenTos ¢ TT'B
wm TOJIA, He cBs3aHHBIMH C OOJBIIUMU OOpPaTUMBIMH  (PaKTOpaMu pHUCKA, C
HecnpoBoupoBaHHbIM TI'B niu TOJIA unu ¢ TI'B nnu TOJIA B anHamuese.

[Tpu HeoOxomuMOCTH MPOANICHUS Tepanuu s npodunaktuku peunauBoB TI'B umu TOJIA
(mocne kak MUHUMYM 6 MecsleB JIedeHHs TpoMOo3a TMIyOOKMX BEH WM TPOMO03IMOOIUU
JIETOYHOM apTepun) peKOMEHI0BaHHas J103a npenapara PuBakcopen coctasisier 10 Mr oauH pas
B neHb. [larmentam ¢ BbicokuM puckoMm penmauBa TI'B mmm TOJIA, TakuMm Kak mareHTH ©
TSDKEJNBIMU COMYTCTBYIOIIMMH 3a00JI€BAaHUSIMU UM Yy KOTOPBIX pasBuics peruauB TI'B wiun
TOJIA nHa QoHe UTENHLHOTO MPUMEHEHUS Tpenapara PuBakcopen B no3upoBke 10 Mr oaun pas
B JICHb, HEOOXOAMMO pacCMOTPETh Ha3HaueHHUe Mpenapata PuBakcopesn B no3upoBke 20 mr**
OJIVH pa3 B JICHb.

[TpoaomKUTENEHOCTD JIEYSHUSI M BEIOOD 03I OMPEACIIAI0TCS HHANBHUIYaTbHO TOCTE TIIATEeIbHON
OLICHKH TOJIb3bI JICUCHHSI TIPOTHUB PUCKA BOSHUKHOBEHHsI KPOBOTEUEHUs (CM. paszaen 4.4.).

Tabauya 1. Pexxcum 0o3uposanusi pusapokcabana npu iedenuu u npoguiaxmuxe peyuousos T1'B

unu TOJIA

Ilepuon Cxema npuema Cymmapnas
CYTOYHAs 1032
Jleuenue u npodunaktuka | ot 1 10 21 aHA 15 mr nBa pasa B 30 mr
peunauBoB TI'B nimm TOJIA JICHb
c 22 nusa 20 mMr OJIMH pa3 B 20 mMr
JICHb
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TI'B u TOJIA Mecsues Jeuenud TI'B | nedb nin 20 Mr oquH | MT
wi TOJIA pa3 B JICHb
B Cllydyae HEOOXOJUMOCTH IIpHeMa Ipernapara B 03¢ 15 Mr cienyeT HNpUMEHSTh Ipernapar
PuBakcopen, BbIITyCKaeMblli B COOTBETCTBYIOLIEH JO3UPOBKE.
** B ciydae HE0OXOAMMOCTHU IIpHeMa Ipenapara B o3¢ 20 Mr ciefyeT HpUMEHSTh IpenapaT
PuBakcopen, BbIITyCKaeMblli B COOTBETCTBYIOLIEH JO3UPOBKE.

*

Jleticmeus npu nponycke npuema npenapama

Ecnu npuem ouepenHoi 10361 MPONYIIEH MPU PEKUME TI03UPOBaHUs 15 Mr 1Ba pasa B IeHb (IHU
1-21), manueHT JOHKEH HEMEUICHHO IPUHSTH Ta0JIeTKY npenaparta PuBakcopen st JOCTHKCHHUS
cyrouHoit 103e1 30 mr. Takum o6pasom, aBe TabneTku npenapara PuBakcopen B 103upoBke 15 mr
MOTYT OBITh MPHUHATHI B OJIWH TpueM. Ha crnenyromuii AeHb MAMEHT JOJDKEH MPOJIOJIKUTH
PETYJISpHBIA TIPUEM Tperapara 15 Mr JaBa pa3a B JICHb B COOTBETCTBHHM C PEKOMEHJIOBAHHBIM
pexumomM. Ecnu mprem ouepenHon J03bI MPOMYIIEH IPH PeKUME T03UPOBAHUS OJUH pa3 B ICHbD,
MAIUEHT JOJDKCH HeMEJICHHO MTPUHSATH Ta0JIeTKyY Ipernapara PuBakcopen u Ha CIeIYIONIHIA TeHb
MPOJIOIKUTD PETYISPHBIN MPUEM Mpernapara B COOTBETCTBUU C PEKOMEHAOBaHHBIM pekuMoM. He

CJICAYCT yABanBaThb IIPUHUMACMYIO 103y B OAWH ACHBb JJIs1 KOMIICHCAllUU HpOHYHleHHOﬁ JO3BI.

Ilepesoo nayuenmos c neuenusn anmaconucmamu sumamuna K (ABK) na npenapam Pusaxcopeo
[Tpu neuennu TI'B u TOJIA u npodunaxtuxe perunusoB TI'B u TOJIA crnexyer mpekpaTuthb
neuenne ABK u nauate nedyenue npemapatom PuBakcopen mpH BeIMYUHE MEXAYHAPOIHOTO
HopManu3oBanHoro otHomenus (MHO) < 2,5.

[Ipu mnepeBonme mnanuentoB ¢ ABK na mnpemapar PuBakcopen mocie mnpuema mnpemnapara
PuBakcopen 3nauennss MHO Oynyr ommbouno 3aBeimieHHIMH. MHO He mnoaxomut s
OIpEeCNICHUs] aHTUKOAryJsHTHOM aKTMBHOCTH Ipenapara PuBakcopen M MO3TOMY HE JIOJKHO

HCIIOJIB30BATKCS C 3TOM 1embIo (cM. pa3zaen 4.5.).

Ilepesoo nayuenmos ¢ npenapama Pusaxcopeo na neuenue ABK

CymiecTByeT BEpOSTHOCTh HEIOCTATOYHOIO AHTHKOAryJasHTHOro J3(¢ekra Mpu IMepeBoje
nauueHToB ¢ npenaparta PuBakcopen Ha ABK. B nepexoansiii nepuo, CBA3aHHBIN C IEPEBOIOM
Ha JPYrod NPOTUBOCBEPTHIBAIOIINK TMpenapaT, HeoOXoauMO O0O0eCHeduTh HEMPEPHIBHBIN U
JIOCTAaTOYHBIN aHTUKOATryJSIHTHBIN 3 dexT. Crneayer UMeTh B BUAY, YTO mpenapat PuBakcopen
MOXeET crocoocTBoBaTh NoBbImenno MHO.

[Ipu nepeBoze nauuenta c npenapara PuBakcopen Ha ABK, cienyer oiHOBpeMEeHHO Ha3HayaTh
ABK 5o tex nop, noka MHO He nocturner 3nauenus > 2,0. B nepBbie 1Ba JHS NEPEXOAHOTO
nepuo/ia CiaeayeT NPUMEHATh CTaHAapTHYI0 HavanbHyio 103y ABK ¢ mocnenyromeit nozoii ABK,
ompenensieMoit B 3aBucumoctr oT Benumunasl MHO. B mepuon coBMectHoro nipuema PuBakcopen

u ABK MHO cnenyer onpenenste He paHee, 4yeM 4depe3 24 yaca nocie Npeablaylied, HO 10
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MHO c¢ nocTaToYHOM CTENEHbIO HAZEKHOCTH BO3MOXKHO uepe3 24 yaca 1nocie npueMa nocjiaeHen

J103bI TIpenapara (cM. pasaeinst 4.5. u 5.2.).

Ilepesoo nayuenmos c napeHmepanbHblX aHMUKOa2y1aHmos8 Ha npenapam Pusakcopeo

[TaruenTam, MONyYalOIUM NapeHTEPaAIbHbI aHTUKOATYNSHT, CIEAYeT MPEeKpPaTUTh MpUeM
NapeHTepaIbHOTO AHTUKOATYJISIHTa W HayaTh NpHeM mpemnapara Pusakcopen 3a 0-2 gaca no
CJIEIYIOILIETO IJIAHOBOT'O BBEJICHUS [IapEeHTEPaAIbHOTO npenapara (manpumep,
HU3KOMOJIEKYJISIPHOTO Te€TapruHa) Wi B MOMEHT MPEKpaIleHUs HEMIPEPHIBHOTO MapeHTEPaTIbHOIO

BBEJICHUS Ipenapara (Halpumep, BHYTPUBEHHOT'O BBEJCHHs He(hpaKIIMOHUPOBAHHOTO TeIIaphHa).

Ilepe6oo nayuenmos c npenapama Pusaxkcopeo na napenmepanibHvle aHMUKOA2)IAHMbL
CrnenyeT BBECTH NEPBYIO /103y HNApEHTEPAIBLHOTO aHTUKOATYJISHTa BO BPEMs MPEANOIaraeMoro

npremMa Cieyrollel 1o3bl pemnapaTta PuBakcope.

Oco0bIe I'pYIIIBI NAIIMCHTOB

THayuenmoi ¢ Hapywenuem hyHKyuu novex

Hmeronyecs: orpaHMueHHbIE KIMHUYECKUE JaHHBIE IEMOHCTPUPYIOT 3HAUNUTEIbHOE MOBBIIICHNE
KOHIIEHTpaluil puBapokcadaHa B IUIa3Me KPOBH Y MAIUEHTOB C TSAXKEJION CTENEeHbIO HApYIICHHS
bynkiuu noyek (kaupenc kpeatmHuHa [KK] 15-29 mu/mun). JIns nedeHus 3TOH KaTeropuu
NAUEHTOB IpenapaT PuBakcopes cieayeT NpUMEHSTh C OCTOPOKHOCTBIO.

[Ipumenenne puBapokcabaHa He pekomenayercs y manueHToB ¢ KK menee 15 mu/muH (cMm.
pazmenst 4.4. u 5.1.).

e [Ilpu HasHaueHuum mnpenapata PuBakcopen c¢ nenbto npodunaktuku BTD B3pocibiM
nanyeHTam, MIOJIBEPTaAIOIIUMCS O0JIbIINM OpTOIEINYECKUM OIepaTUBHBIM
BMeEIIATEeTFCTBAM Ha HIKHUX KOHEUHOCTAX, ¢ Jerkoil (KK 50-80 mn/Mun) unu cpenueit
crenenbto HapymieHuss ¢ynkuuun nouek (KK 30-49 wmu/muH), Koppekuus 1036l HE
Tpebyetcs (cm. pa3aen 5.2.),

e Jlpm nHazHauenun npenapata Pusakcopen ¢ nenpto JyedeHus TIB u TOJIA n
npodunaktuku peruanBoB TI'B u TOJIA mamueHTam C JErKoil CTENEHBIO HApYIIECHUS
¢ynkuun novek (KK 50-80 mu/muH) Koppekims 10361 He Tpedyetcs (cMm. pasaen 5.2.).
[MarmenTam co cpenneit (KK 30—49 mn/mun) wnu tsoxenoii (KK 15-29 mn/MuH) cTeneHbro
HapymeHus (yHKIIMU TOoYeK caeayeT MpuHUMAaTh penapat PuBakcopen B 1o3e 15 mr nBa
pa3a B JIeHb Ha NMPOTSHKEHUU MEPBBIX TpeX HeZleNb. BrocneacTBum, Korjaa pekoMeHayemas
no3a npenaparta PuBakcopen cocraBut 20 Mr OJUMH pa3 B JI€Hb, CIEAYET NPEAYCMOTPETh
cHKeHHe 1103bl ¢ 20 Mr go 15 mMr oauH pa3 B 1€Hb, €CIM PUCK BO3HMKHOBEHMS

KpOBOTEUEHHMsI y HalueHTa Boie pucka peunauBoB TI'B u TOJIA. Pexomennanuu mno
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MOJICJIMPOBAHUU U B KIIMHUYECKUX HCCIIEIOBAHUAX HE U3ydaInuch (cM. pasznenst 4.4., 5.1.,
5.2.). Ecnu pekoMenioBaHHast 103a coctaBisier 10 Mr oJiuH pa3 B JCHb, KOPPEKIUS JT03bI
He TpeOyeTcsl.
[Tpumeuanue: Mudopmarus o npuMmeHeHnu npernapata Puakcopen B mo3e 10 mr 1 pa3 B neHb
nanueHTam ¢ GuOpWUIAIUEe mnpeAcepArii HEKJIAaHHOTO TMPOMCXOXKICHUS, TMEPEHECIINX
ypeckokHoe KopoHapHoe BMmemarenbcTBo (UKB) ¢ ycTaHOBKOIM CTEHTa M MMEIOIIUX CPEIHIO0
creniedb HapymeHuss ¢yHkiuu nouek (KK 30-49 mu/muH), pa3merieHa B HHCTPYKIIUU T10
MEAMIIMHCKOMY IPUMEHEHHIO JIeKapcTBEHHOTo npenapara Pusakcopen, 15 mr, 20 mr, Tabnetku,
MOKPBITBIC TUICHOYHON 000JIOUKOH.
THayuenmoi ¢ HapywieHuem yHKYuU neveHu
[Ipemapar  PuBakcopen  NpOTHUBOMOKA3aH  MalMeHTaM ¢ 3a00JeBaHUSIMU  TICUCHH,
COTPOBOKAAOIIMMHUCS KOATYJIOMATHENH U PUCKOM KIMHUYECKH 3HAYMMOI0 KPOBOTEUEHUS, B TOM
Yrcie manueHTaM ¢ muppo3om nedenn (kiace B m C mo xmaccudukammu Yaina-ITso0) (cm.
paznmensi 4.3. 1 5.2.).
Bospacm/ Macca mena/ Ilon

Koppexitust 10361 He Tpebyercs (cM. paszaen 5.2.).

eTH
bezonacHocTh 1 3¢ GeKTUBHOCTH TPUMEHEHHs TpenapaTta PuBakcopen y nereit B Bo3pacte ot 0

A0 18 et HE YCTAHOBJICHEI. Z[aHHBIe JJIS ATOM KaTCropuu MnanueHTOB OTCYTCTBYIOT.

Cnooco0 nmpuMeHeHus

BHyTpb, HE3aBUCUMO OT ITpUEMA ITULIH.

4.3. [IpoTuBONOKA3aHUS

e [unepuyyBCTBUTENHHOCTh K pHBapoKca0aHy WM K JHOOOMY H3 BCIIOMOTaTENbHBIX
BEIIIECTB, IEPEUHCICHHBIX B pazzene 6.1.

o KiuuHuyeckn 3HAYMMBIE AaKTHUBHBIE KPOBOTEUEHHUS (HampuMep, BHYTpPHUEPEITHbIE
KpOBOTe‘-IeHI/ISI, )KGJ'IYI[OLIHO-KI/IHIGLIHI)IC KpOBOTeLICHI/Iﬂ).

o [loBpexaeHue WIM MATOJIOTHUYECKOE COCTOSIHHE, CBS3aHHOE C TMOBBIIICHHBIM PHUCKOM
OOJBIIOrO KPOBOTEUEHUS (HAmpUMeEp, HUMEIOUIascs WM HEAaBHO IEepPEeHECeHHAs
KEIYJA0YHO-KUIIIEYHAsl 53Ba, HAIMYKME 37I0KQYeCTBEHHBIX HOBOOOPA30BAHMI C BBHICOKHM
pI/ICKOM KpOBOTe‘-IeHI/ISI, HCIaBHUC TpaBMI)I T'OJIOBHOI'O MJIX CIIMHHOI'O MO3ra, HEJ1aBHUEC
OlepaTHUBHBIC BMEIIATEIIHCTBA HAa TOJOBHOM, CITMHHOM MO3re WJIHM TJia3aX, HeJaBHEe
BHYTPUYEPEITHOE KPOBOUBIHUSHUE, TUATHOCTUPOBAHHOE HIIU MTPEATNOIaracMoe BAPUKO3HOE

paclinpCHUC BCH MUIICBO/Ad, apTCPUOBCHO3HLIC MaJ'IB(I)OpMaI_II/II/I, AHCBPU3MBI COCY0B NI
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e ComyrcTByromas Tepanus KaKMMH-TMOO JIpYIrMMM aHTHUKOAryJIsHTaMH, Halpumep,
HeppakUMOHUPOBaHHBIM TrenapuHoM (H®I), HHU3KOMOJIEKYISPHBIMH TenapuHaMH
(PHOKCamapuH, AajgbTeIapUH U JIp.), IPOU3BOJAHBIMU TrenapuHa (GpoHmaanapuHyke u ap.),
NepopaJbHBIMU AHTUKOATYJISIHTaMU (BapdapuH, naburaTrpaHa STEKCUiaT, alukcabaH U
1p.), KpOMe CiiydaeB Iepexoja ¢ WM Ha puBapokcabaH (cMm. pasgen 4.2.) wid 1pu
npumeneann HOI' B 103ax, HEOOXOAMMBIX i (YHKIIMOHUPOBAHHS IIEHTPAILHOTO
BEHO3HOT'O WJIH apTepHabHOTrO KaTerepa (cM. pasnen 4.5.).

e 3aboseBaHus [IEYCHH, IPOTEKAIOIIHE C KOAryJonaTueld U pUCKOM KJIMHUYECKH 3HaYHMOT0
KPOBOTEUCHHS, BKITFOYas NAIIMEHTOB C uppo3oM redenu (kiace B u C no knaccudukanuu
Yaitna-ITer0) (cMm. pamen 5.2.).

e bepeMeHHOCTD U MEPHOJ TPYAHOTO BCKapMIMBaHUs (cM. pajaen 4.6.).

e Jlerckuit U MOAPOCTKOBBIA Bo3pacT no0 18 mer (3pdeKkTHBHOCTH, W 0€30HmacHOCTh Y
MAIMEHTOB JaHHOW BO3PACTHOM IPYIIIBI HE YCTAHOBIICHBI).

o Tsxenas creneHs HapymeHus ¢ynkuumun nouek npu KK <15 mu/muH (KiauHHUYEcKue
JTaHHBIE O IPUMEHEHUH pUBapoKcabaHa y MalMeHTOB JaHHOM KaTeropuu OTCYTCTBYIOT).

e HacnencrBeHHass HEMEPEHOCUMOCTh JIAKTO3bl HIIM TalaKTO3bl (HAIIPUMEP, BPOKICHHBIN
nedUIUT JIaKTa3bl WM TIIOKO30-TallakTO3HAs MainbaOCopOIus), MOCKOJIBKY B COCTaB
JIEKapCTBEHHOIO Mpenapara BXOUT JIAKTO3a.

4.4. OcoOble ykazaHHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

C 0CTOpPOKHOCTBIO CIIEAYET IPUMEHSTh Mpenapar:

e [lpu nedyeHUM NALMEHTOB C TMOBBILIEHHBIM PUCKOM KPOBOTEYEHHs (B TOM YHUCIE IPH
BPOXKJIEHHON MM MPUOOPETEHHON CKIOHHOCTH K KPOBOTEUEHUSM, HEKOHTPOJIMPYEMOH
TSDKEJIOW apTepuaibHON TUNEpTOHUH, 3a00JIEBAaHMX HKETyJOYHO-KUIIEYHOIO TpakKTa
(OKKT) 06e3 aKkTUBHOTO HW3BS3BICHHS, KOTOPHIC IOTCHIMAIBHO MOTYT IPHUBECTH K
OCJIOKHEHHSIM B BHJIEC KPOBOTCUCHHWU (HAmpuMep, BOCIAJIHUTEIbHOE 3a00JIeBaHHE
KUIIeYHUKa, 330(aruT, racTpuT U ractpold3odareanbHas pedirokcHas Oo0Je3Hb),
COCYIMCTOM pEeTHHONATHM, NpU OpPOHXO’KTa3aX WIM JIETOYHOM KpPOBOTEUEHHH B
aHaMHe3e). Y TalMEeHTOB C PUCKOM OOOCTpEHHUs S3BEHHOW OOJie3HW kenmynka u 12-
NepCTHOW KHIIKA MOXKET OBITh ONpaBJaHO Ha3HAYCHHE MPO(YUIAKTHIECKOTO
HPOTHBOS3BEHHOTO JICUCHHS.

e [lpu nedeHuM ManMEeHTOB CO cpelHell creneHbro Hapymenus QyHkiun nouek (KK 30—
49 Mn/MUH), TOJIyYalOIIUX OJHOBPEMEHHO Ipenaparhl, MOBBIIIAIONIME KOHIEHTPALUIO

puBapokcabaHa B I1a3Me KpoBHU (cM. pazaen 4.5.).
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oT U/ 02 2U23
29 mn/mun) (cM. moapazaen «OcoOble yKazaHUs»).

e PuBapokcaban He pEKOMEHIYeTCs K TMNPUMEHEHUIO Y MAaIHEeHTOB, MOJYYaroIuX
COITYTCTBYIOIlIEE CHCTEMHOE JIeYeHHE MPOTUBOTPUOKOBBIMU IIperaparaMu a30JI0BOil
rpynnsl  (Hampumep,  KETOKOHA30JI0M,  WTPAKOHA30J0M,  BOPUKOHA30J0M U
N03aKoHa305I0M) wiau uHruOuTOopamMu BUY-mporeas (Hampumep, pUTOHABUPOM) (CM.
noapasen «Ocobble ykazaHusi» U pazaei 4.5.).

e VYV ManueHToB, MOJYYaAIOLUX OJHOBPEMEHHO JICKAPCTBEHHBIE IMIperapaThl, BIUSIONINE Ha
remMocTas, HampuMep, HeCTepOHMJIHbIE MPOTHBOBOCHaNuTENbHbIE mpenapatsl (HIIBI),
UHTHOUTOpHI arperaiuy TPOMOOIMTOB, ApPyrue aHTUTPOMOOTHYECKHE CpEACTBa WIIU
CeJIeKTUBHBIE MHTHOUTOPBI oOpatHoro 3axBata ceporoHnHa (CMO3C) u cenekTuBHBIC
WHTHOUTOPBI 00paTHOTO 3axBaTa cepoToHuHa 1 HopanuHehpura (CUO3CH).

Oco0ble yKazaHus

B Teuenue Bcero nepuojia JeueHuUsi PEKOMEHIYETCsl KIIMHUYECKOE HAOJII0ICHHUE B COOTBETCTBUH C
KJIMHUYECKON MPAaKTUKOW MPUMEHEHHSI aHTHKOATYJISTHTOB.

Puck kposomeuenus

Kak u npu npueme Apyrux aHTUKOATYJISHTOB HEOOXOAMMO TINATEILHO HAOJIOAATh MAlUEHTOB,
NPUHUMAKOIIUX Tpernapar PuBakcopen, Ui BBISBICHUS NMPHU3HAKOB KpoBoTeueHws. [Ipemapar
PEKOMEHAYETCS TPUHUMATh C OCTOPOXXHOCTHIO TPU COCTOSIHUSX C TIOBBIIICHHBIM PHCKOM
KpOBOTEeUeHH. B cirydae TspKenoro KpoBOTEUEHHS MPHEM Iperapara PuBakcopen A0mKeH ObITh
npekpaiieH (cm. paszgen 4.9.).

B kiIMHMYECKMX MCCIEIOBAaHMSAX KpPOBOTEUYEHHUS M3 CIM3MCTBIX 000J04eK (a HMEHHO:
KPOBOTEUECHHE U3 HOCA, JECEH, )KETYA0YHO-KUIIIEYHOTO TPAKTa, MOUYETIOIOBOW CHCTEMBI, BKITIOYAs
AHOMAQJIbHOE BarvHAJIGHOE WM YCHWJIIEHHOE MEHCTPyallbHOE€ KpPOBOTEYEHHE) W aHEMUS
HaOJII0AaIKMCh Yalle MpH JUIMTEIIbHOM JICUEHHHM PUBApOKca0aHOM IO CPaBHEHHIO C JEYCHHEM
ABK. Takum o0pa3oMm, B JONOJHEHHE K HaJuIeXaleMy KIMHMYECKOMY HaOII0JCHHUIO,
nabopaTOpHOE UCCIIEJOBAHME TE€MOTVIOOMHA/TEMAaTOKPUTAa MOKET OBITh 3HAYUMBIM IS
BBISIBIICHHSI CKPBITBIX KPOBOTEUYEHUH M KOJMYECTBEHHOH OIEHKH KIMHUYECKOHW 3HAYMMOCTH
SIBHBIX KPOBOTE€UEHHUH, KOTOpBIE OyyT COYTEHBI TOMYCTUMBIMHU.

Hekotopble moAarpynmsl MalMeHTOB, yKa3aHHbIE HUXKE, IOABEP)KEHBI MOBBIILICHHOMY PHUCKY
KpoBoTeueHHst. HeoOX oMo TIaTeibHO HaOIr01aTh TAKUX ITAIMEHTOB MTOCIIE Havala JICYeHHUs Ha
NPU3HAKK ¥ CUMIITOMBI OCJIO)KHCHUH B BHJE KpOBOTeUCHHI W aHemuu (cM. paznmen 4.8.). dus
NalMeHTOB, MOJyYalolmux mnpenapatr PuBakcopen i npodwiaktuku BTD mocne Gonbuioi
OpTONEANYECKON OMepalvy, 3TO MOXKET OBITh OCYIIECTBJICHO IyTEM HMPOBEACHUS PETyJISPHBIX

(GU3UKaTBHBIX ~ O0CJIEIOBAaHWM,  THIATEIIBHOTO  KOHTPOJISI 32  COCTOSIHMEM  JIpeHa)ka

7



COOTBETCTE ~ ET _E_l‘i' CMNEPTHOMY OTYETY

ot 07.02.2025 N= 2918

MOCJICOTIEPAIIMOHHOM paHbl, a TAKXKe IMyTeM Iep onmec&&%:Sﬂﬁeﬁéﬁﬁﬁljﬂi}'ﬂ%ﬁéﬁé%%%hﬁa.

[Tpu m1060M HEOOBSICHUMOM CHI>KEHUH TeMOTJIO0NHA WK apTepUaIbHOTO AaBJICHUS HEOOXOMMO
UCKaTh UCTOYHUK KPOBOTEUEHHUS.

Tepanus puBapokcabaHOM He TpeOyeT pyTHHHOI'O MOHUTOPUHIA €ro SKCIo3uLuu. TeM He MeHee,
U3MEpEHUEe KOHLIEHTpAlMM pUBapokcabaHa C TOMOIIBIO KaaMOpPOBAaHHOIO TecTa JyId
KOJIMYECTBEHHOTO OINpEACNEHUsl AaHTU-Xa aKTMBHOCTM MOXKET OKa3aTbCsA IIOJIE3HBIM B
UCKITIOYUTENLHBIX CIIydasx, Korga uHpopmamus 00 SKCIO3UIMU pUBapoKcabaHa MOXKET ObITh
UCMOJIb30BaHA IPU MPUHATUM KIMHUYECKH 3HAYMMbIX pELICHWH, Hampumep, B cilydae
HIePEI03UPOBKU MM SKCTPEHHOT'O XUPYPrUUECKOro BMEIIaTenbCTBa (cM. paszaen 5.1.).
Hapywenue ¢pynxyuu novex

Y nmarueHToB ¢ TsoKeNnoi crenenbio Hapymenus GyHkiuy noyek (KK <30 mi/mMuH) KOHIIEHTpanus
puBapokcabaHa B IJla3Me KpPOBH MOKET ObITh 3HAYMMO MOBbIIEHA (B 1,6 pa3a B cpeiHeM), 4TO
MOYKET IIPUBECTH K MOBBILIEHHOMY PUCKY KpOBOTeueHH. PuBapokca®aH 10/KeH IPUMEHSThCS C
ocTopokHOCThI0 y mamueHToB ¢ KK 15-29 wmu/mun. [lpumeneHue puBapokcabana He
pexomenayercs y naruerToB ¢ KK <15 mu/mun (cMm. pasgenst 4.2. u 5.2.).

PuBapokcaban ciiegyer ¢ OCTOPO’KHOCTBIO IPUMEHSTh y MAlMEHTOB CO CpPeAHEH CTENEeHbIo
Hapymenus ¢yakiun noyek (KK 30-49 mu/muH), momydarommx COMYTCTBYIOLINE Mpenaparsl,
KOTOpBIE MOT'YT IIPUBOJIUTH K MOBBILIEHUIO KOHLIEHTPALlUU pUBapoKcabaHa B Ija3Me KpoBU (CM.
paznen 4.5.).

Bzaumooeticmsue ¢ Opyeumu 1ekapcmeeHHbiMU cpeocmeamu

IIpumenenne npenapara PuBakcopen HE pPEKOMEHIyeTCs Yy MAlUEHTOB, IOJIyYarolIuX
COITYTCTBYIOILIEE CUCTEMHOE JIEYEHHE a30JI0BBIMU MPOTUBOIPUOKOBBIMU NpenaparaMu (TaKUMU
KaK K€TOKOHA30J1, U'TPaKOHA30J1, BOPUKOHA30JI U TT03aKOHAa30J1) win uHruouropamu BUY-npoteas
(HampuMep, pUTOHABUPOM). DTH Tpenapatsl sBIAOTCS MoUIHbIMU HHrHOuTOpamMu CYP3A4 u P-
[JIMKONpOoTenHa. TakuM o0pa3oMm, 3TH Mpemaparbl MOTYT IOBBIIIATh KOHLIEHTPALHUIO
pYBapokcabaHa B 1mjia3Me KPOBH J10 KIIMHUYECKH 3HAUUMBIX 3HA4eHHH (B 2,6 pa3za B CpelHEM), UTO
MOXET MPUBECTH K MOBBIIICHHOMY PUCKY KpoBOTeueHHH (cM. pasnen 4.5.).

Crnenyer cobmoaTh OCTOPOKHOCTh, €CIIM MAllMEHT OJAHOBPEMEHHO MOIydaeT JIEKapCTBEHHbIE
npenaparsl, BIMAIOIIKME Ha remocras, takue kak HIIBII, anerwicanuuuioByro KHCIOTY H
uHruOuTops! arperanuu Tpom6ouutoB wim CHMO3C u CMO3CH.

VY nanueHToB ¢ pUCKOM pa3BUTUS A3BEHHON 00JIe3HU Kemyaka U 12-nepcTHOM KUIIKK MOKET OBbITh
Ha3Ha4YEeHO COOTBETCTBYIOIIEE TpoduiIakTuieckoe eueHue (cM. paszaen 4.5.).

Hpyaue pakmopwi pucka kposomeyeHus

PuBapokcabaH, Kak W JApyrue aHTUTPOMOOTHYECKHE CPEACTBA, CIENYET C OCTOPOKHOCTHIO

MPUMCHATH IIPHU JICHCHUUN MMAIUCHTOB, UMCIOIIINX MOBBIIIICHHBIN PHUCK KpOBOTC'—I@HHfI, B TOM YUCJIC:
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® [AIIMEHTOB C HEKOHTPOJIHMPYEMOU TSHKEJION apTepUaIbHON TMIIEPTOHUEH;

e panueHtoB ¢ ApyruMu 3abosneBaHusMu JKKT 6e3 akTHBHOro W3bA3BICHMS, KOTOpBIE
NOTEHLMAJIbHO MOTYT INPUBECTU K OCJIOXHEHMSIM B BUJAE KPOBOTEUEHUH (Hampumep,
BOCIAJIMTENIbHOE 3a00JI€BaHUE KUIIEYHHUKA, 330(harut, racTput M ractposszogareanbHas
pedarokcHas 00JIe3Hb);

® [AIMEHTOB C COCYAUCTOU PETUHONATUEM;

® MAIMEHTOB ¢ OPOHXOIKTa3aMH WJIH JIETOYHBIM KPOBOTEUEHHUEM B aHAMHE3E.

Tlayuenmul ¢ pakom

[TareHTHI CO 3JI0KAYECTBEHHBIM 3a00JIeBaHMEM MOTYT OJHOBPEMEHHO MOJBEprarbcs Oosee
BBICOKOMY PUCKY M KPOBOTEUEHHUS, U TpoMO03a. HauBuAyanbHas 10yb3a aHTUTPOMOOTHYECKOM
Tepanuy J0JKHA ObITh COIOCTABJIEHA C PUCKOM KPOBOTEUEHUS Y MALIUEHTOB C aKTUBHBIM PaKOM
B 3aBUCHMOCTH OT JIOKQJIN3ALUHU OIYXOJIH, IPOTUBOOIYXOJIEBOM TE€pAIlUU U CTa UM 3a00JICBaHHUS.
Onyxonu, pacHoJIOKEHHbIE B JKEIYJOYHO-KUIIEYHOM WM  MOYENOJIOBOM  TPAaKTe,
ACCOLIMHPOBAIIUCH C TOBBIIIEHHBIM PUCKOM KPOBOTEUYEHUSI BO BpeMs T€palu pUBapOKCaOaHOM.
[Ipumenenue puBapokcabaHa y NalMEHTOB CO 3JI0KAaYECTBEHHBIMHM HOBOOOpPA30BaHMUAMHU U
BBICOKMM PUCKOM KPOBOTEUEHHMsI TPOTUBOIIOKAa3aHO (cM. pazzen 4.3.).

Tayuenmoi ¢ uckyccmeeHnbIMU KI1ananamu cepoya

PuBapokcaban He cleyeT IpUMEHSTh s TPOPHIAKTUKY TPOMOO30B y TAIIMEHTOB, IEPEHECIINX
HEJaBHIOI TpaHCKaTeTepHYI 3ameHy aopTaibHoro kiamaHa (TAVR). besomacHocts u
3 peKTUBHOCTh Mpenapata PuBakcopes He M3y4aluCh y MAIMEHTOB C MCKYCCTBEHHBIMU
KJIaaHaMHM  CepAlla, CJe0BaTeIbHO, HET JaHHbIX, MOATBEPXKAAIONINX, YTO MPUMEHEHHE
npenapata PuBakcopen obecrneunmBaeT OOCTATOYHBIM aHTHUKOAryJsSHTHBIM 3QQeKT y AaHHOU
KaTeropuy MalleHTOB. JIeueHne Takux MMalueHTOB IpenaparoM PuBakcope He pEKOMEHYETCS.
THayuenmoi ¢ anmugocgorunuoHviM CUHOPOMOM

[IpyMeHeHre nepopasbHbIX AHTUKOATYJISIHTOB NPSMOTO JAEWCTBUS, BKJIIOYas puBapokcaOaH, HE
PEKOMEHAYETCSl y MalMeHTOB, UMEIOUINX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JAUAarHOCTUPOBAH
aHTU(GOCPOIUNUIHBIN CUHAPOM. B 4YacTHOCTH, y MalMEHTOB C TPOWHBIM MO3UTUBHBIM
aHTU()OCHOTUNUIHBIM CHHAPOMOM (HAJIWYME BOJYAHOYHOTO AaHTHKOATYJSIHTA, AHTUTEN K
KapJMOJMUMHUHY W  aHTUTeNn K  Oera-2-rimkonporeuny |)  Tepamust — mepopaibHBIMH
AQHTUKOAryJssHTaMU TPSIMOTO JEHCTBUS MOKET COINPOBOXKAATHCSI TOBBIIMIEHHONH 4YacTOTON
PEeUINBOB TPOMOOTHYECKUX COOBITHI B cpaBHeHHH ¢ Tepanueid ABK.

OnepamusHyvie 6meuiamenbcmea npu nepesome nPoKCUMAIbHLIX 0mMoenos beopeHHol Kocmu
[IpumeHenue puBapokcabaHa NpU OMNEPATUBHBIX BMENIATENbCTBAX IO IMOBOJY IMepeaoMa

IMPOKCUMAJIbHBIX OTACIIOB 66}1peHHOI\/’I KOCTH HC HM3YYaJIOCh B MHTCPBCHIIMOHHBIX KIIMHUYCCKHUX
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KIIMHUYECKHE JaHHbIC, TMOJIY4YCHHbIE B HAOTIOJATENBHBIX WCCIEJOBAHUSX, Y TAIHECHTOB,
[IOJIBEPTAIOIMXCS ONIEPATUBHBIM BMELIATEILCTBAM IIPH NIEPEIOME HIPKHUX KOHEYHOCTEH, B TOM
YHclie, NPy NepeaoMe MPOKCUMANIbHBIX OTJIEI0B OeIpeHHON KOCTH.

Tayuenmur ¢ ecemoounamuuecku necmadbunvrou TIJIA u nayuenmsi, Komopwvim mpeodyemcs
npogedeHue mpomoOOaU3UCA ULU MPOMOIKIMOMUU

[Ipenapat PuBakcopen He peKOMEHAYeTCs B Ka4eCTBE allbTepPHATHBBI HE(PPAKIIHOHUPOBAHHOMY
renapuHy y MalUueHTOB C TeMOAMHAMHYECKH HECTaOMIbHON TpoMO0AIMOOIHe Jero4yHon
apTepuy, a TaKkKe Yy MaleHTOB, KOTOPbIe MOTYT HYXKIAThCsl B MPOBEIECHUU TPOMOOIH3UCA UITU
TPOMOSKTOMHH, MOCKOJIBbKY Oe30macHOCTh U 3(()EeKTUBHOCTH pHBapoKcabaHa TNpPU TaKUX
KJIMHUYECKUX CUTYalUsX HE yCTaHOBJICHA.

Cnunanvhas/anudypanvHas anecmesust Uil NyHKYus.

[Ipy  BBINONHEHWH  HEUPOAKCHANBHOW  (CIMHATBHOW/AMUAYPATbHOM)  aHECTE3UHh  WUIIU
CIMHAJIBHON/AMUYPAaTbHON  TMYHKIUHM  TalMEHTaM, IOJYYalOMIMM  aHTHTPOMOOTHYECKHE
npenaparbl ¢ LEIbl0 NPOQUIAKTHKA TPOMOOIMOOIUYECKUX OCIOKHEHUM, CYIIECTBYET PHUCK
pa3BUTHUSA SIUAYPATHHON WK CIMHATIBHON T'€MaTOMbI, KOTOPasi MOXKET MPUBECTH K ATUTEILHOMY
WIM TIOCTOSSHHOMY Tapanudy. Puck 5»Tux coObITHMII B [ajbHEHIIEM MOBBIMIACTCS MPH
MCIIOJIb30BaHUU IIOCTOSIHHBIX KaTETEpOB WJIM COIMYTCTBYIOIIEM INPUMEHEHHH JIEKAPCTBEHHBIX
[IPENapaToB, BIUAIOLIMX HAa TIeMOCTa3. TpaBMaTHUYHOE BBIIOJIHEHUE OSIUAYPAIBHOM WU
CIUHAIBHON TYHKIMH WM TMOBTOPHAS MYHKIHMS TaKXe MOTYT MOBBIIATh PHUCK. llarnueHTs
JOJKHBl HAaXOIUTBCS TOA HAOMIOJACHWEeM /sl BBIABICHUS MPHU3HAKOB WM CHMITOMOB
HEBPOJIOTHYECKUX HApPYIICHUH (Hampumep, OHEMEHHE WM Ci1aboCTh HOT, IUCPYHKIUS
KHMIIEYHUKA WJIK Mo4eBOro mny3bips). Ilpu oOHapyXeHHH HEBpPOJOTHYECKUX PaCCTPONCTB
HeoOXoauMa CpOoYHasi AMArHOCTHKA W JieueHue. Bpau OoKeH COMOCTaBUThH MOTEHIMAIBHYIO
NOJIb3Y W PHUCK Iepell MPOBEIEHUEM CIMHHOMO3IOBOIO BMEIIATENIBCTBA ITALIUEHTAM,
MOJIYYAIOLIUM aHTUKOATYJISIHTBl WM IUIAHUPYEMBIM K IMOJYYEHUIO aHTHKOATYJSHTOB C II€JIbIO
npodUIaKTUKU TpoMOO3a.

C 1nenp0  CHMKEHMS NOTEHUMAIbHOIO PUCKA KPOBOTEYEHHS, ACCOLMHUPOBAHHOIO C
OJIHOBPEMEHHBIM  TPUMEHEHUEM pHUBapOKcabaHa U  BHINOJHEHUEM  HEHpOaKCHAIbHON
(onIMaypaIbHOM/CIMHANIBHON) aHECTe3UH WM CIUHAIBHOM IYHKLUWH, CJEAYyeT YYUTHIBATh
(dhapMakOKMHETHYECKUN MPOoUiIs puBapokcadaHa. YCTaHOBKY WM YAAJICHHE SMUAYPATHHOTO
KareTepa WM CIMHHOMO3TOBYIO MYHKITUIO JIYYIE MPOBOJIUTE TOT/Ia, KOTJa aHTUKOATYJISTHTHBII
s ekt puBapokcabaHa OIEeHMBAeTCS Kak claOblii (cM. paszzmen 5.2.). DnuaypaibHbBIH KaTeTep

M3BJICKAIOT HE paHee ueM 4yepe3 18 gacoB mocie mpuema mociae el 10361 puBapokcadbana. [Ipuem
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U3BJICUCHHSI SITUIYPAIILHOTO KaTeTepa.

B ciydae TpaBMaTUYHON MyHKIIUM IPUMEHEHHE pUBapOKcabaHa ClieAyeT OTIOKUTh Ha 24 yaca.
Xupypeuueckue onepayuu u emeuiamensbcmsd

Ecnu HEeoO6XxoauMo npoBeieHrne MHBa3UBHOM MPOLEAYPhl UM XUPYPTUYECKOr0 BMENIATENbCTBA,
npueMm npenapara PuBakcopen, 10 Mr, TabineTku, MOKPHITHIE TJIEHOYHONW OOOJOYKOMW, CIIEAyeT
NpeKpaTuTh, MO KpaiHel Mepe, 3a 24 yaca 10 BMELIATEIbCTBA, €CIM 3TO BO3MOXKHO, U Ha
OCHOBaHUU 3aKIIIOYEHUS Bpaya.

Ecnu nponenypy Henb3si OTJIOKUTH, MOBBIIICHHBIM PUCK KPOBOTEUEHUS CIEAYyeT OLEHUBATh B
CpaBHEHHH C HEOOXOIUMOCTHIO CPOYHOT'O BMEIIATENbCTBA.

[Ipuem mpenapara PuBakcopen ciexyeT BO30OHOBUTH IIOCIE€ HHBA3HMBHOM MPOLENYpHl HIIU
XUPYPrU4eCKOro BMEIIATENbCTBA, MPU YCIOBUM HAIUYUS COOTBETCTBYIOIIMX KIMHUYECKHX
MOKa3aTeliei U aJleKBaTHOIO IeMOCTa3a, YTO OMPEIEIIETCS JIeHaluM BpadoM (cM. paszaen 5.2.).
Tayuenmsr nodxcunozo 6ospacma

Puck KpoBOTEUCHHUST MOXKET YBEIMUYMBATHCS C BO3pacToM (cM. pasnen 5.2.).

Kooicnvle peaxyuu

[Tpu mpoBeneHUN MOCTMAPKETUHTOBBIX HAOMIOJCHUN COOOINAIOCh O CIIydasxX BO3HUKHOBEHUS
CEPbE3HBIX KOXKHBIX peakmuid, BKIO4as cuHApoM CruBeHca-/[PKOHCOHA/TOKCHYCCKHIA
AMHJIEPMATBHBIA HEKPOJIN3 W JIEKapCTBEHHO-MHIYLIMPOBAHHYIO PEAKLHUI0 C S03MHOQWINEH U
cucremubiMu cumnromamu (DRESS-cunapom), Ha (oHe mpumeHeHust puBapokcabaHa (CM.
pasznen 4.8.). IlauueHTsl, MO-BUAUMOMY, MMOABEPIalOTCsS HAUOOJBIIEMY PUCKY BO3HHKHOBEHMS
ATHX PEeaKIMi Ha PAaHHUX dTamnax JICYEHHUs: Ha4alo PEaKIMX B OOIBITHHCTBE CITy9aeB MPOUCXOANUT
B TEUCHHE MTEPBBIX HeleNb JieueHus1. [Ipy mepBoM MOSBICHNN TSKENOW KOKHOMU CHINH (HanpuMmep,
IpU €€ pacripoCTPaHEHUH, HHTEHCU(PHUKAUU U/WIK 00pa30BaHUM BOJABIpEI) MM MPU HATUYHH
KaKUX-JTM0O0 IPYruX CUMITOMOB THIIEPYYBCTBUTENLHOCTH, CBA3aHHBIX C TIOPAKEHUEM CITU3UCTON
000JI0YKH, CIeIyeT MPEeKPaTUTh TePaInIo mpenapatoM PuBakcoper.

BcnomorarennHble BellecTBa

IIpemapar PuBakcopen coxepxur Jjakro3y. [lammeHtaMm ¢ penko  BeTpedarolencs
HACJIICTBEHHON HETEePeHOCUMOCTBIO TajlakTO3bl, 1e(UIIMTOM JIaKTa3bl Jonapel WiIu TIrK030-
TaJIaKTO3HON MabaObCopOIMeit He clieyeT MPUHUMATD STOT Mperapar.

Jlannslit npenapat coaepkuT MmeHee 1 MmMoIb (23 Mr) HaTpus Ha OJIHY TaOJIETKY, TO €CTh, I10 CYTH,
HE COJEPKUT HATPUSI.

4.5. B3aummopeiicTBHMe ¢ APYIrMMH JICKADCTBEHHBIMM IIpenaparaMu M JApyrue (opMbl
B3aUMO/eiCTBUA

Narnouropsl CYP3A4 u P-rimmkonporenna

11



COOTBETCTE ~ ET _E_l‘i' CMNEPTHOMY OTYETY

ot 07.02.2025 N= 2918

CoBMecTHOE MPUMEHEHUE pUBapoKcabaHa U KeT hkoHa30ld '(_406 E{izl}tﬁa‘ﬁ E%E}H Wi p'_i/f;"gll;lléél/lpa

(600 mr 2 pa3a B IeHb) IPUBOJIMIIO K MIOBBIILICHUIO CPEIHEH MII0IIaI1 0] (hapMaKOKHHETUYECKON
KPUBOW «IuT1a3MeHHasi KoHieHTparms — Bpemsi» (AUC) puapokcabana B 2,6 pasa/2,5 pasa u
YBEIIMYEHHUIO CpeaHeH MakcuManbHO# KoHmeHTparuu (Cmax) puBapokcabana B 1,7 pasa/l,6 pasa
CO 3HAUUTENIbHBIM YCHJICHHEM (apMakoJUHAMUYECKOTO JeHCTBUA Ipemnapara, 4YTO MOXKET
OPUBOANUTh K YBEIMYCHHIO pHCKa KpOBOTEUYEHHUS. B CBsI3M ¢ 3TMUM puBapokcabaH He
PEKOMEHJyeTCsl K IPUMEHEHUI0 Yy TAalMEeHTOB, IOJy4YaloUIMX CUCTEMHOE JIEUEHUE
IPOTUBOI'PUOKOBBIMHU IIperapaTaMy a30JI0BOM I'PYIIIbl, TAKUMHU KaK KETOKOHA30J1, UTPAKOHA30J1,
BOPUKOHA30J1 M I103aKOHA30JI, WM MHruburopamu npoteassl BUY. OTu akTuBHBIE BeliecTBa
ABJISIFOTCS. MOIHBIME UHTrHOUTOpamu 1 CYP3A4, u P-rmukonporenna (cMm. pazuen 4.4.).
Oxunaercs, 4To JIpyrue JIEKapCTBEHHbIEC BELIECTBA, CUIIbHO YTHETAIOUINE TOIbKO OJUH U3 IyTel
BbIBEJICHUsI puBapokcadbana — ¢ yuactueM CYP3A4 unu P-rnukonporenHa, OyayT yBeJIn4UBaTh
KOHIIEHTPALMIO puBapokcabaHa B Ma3Me KPOBH 1O MEHEE 3HaUMMBbIX 3HAUCHUI.
Knapurpomunua (500 mr 2 pasa B JeHb), MOWIHBbIM uHruourop uszopepmenta CYP3A4 u
YMEPEHHbI WHTUOWTOp P-rimkonpoTenHa, BBI3bIBAN yBeNWYeHUe 3HadeHud cpenneit AUC
puBapokcabana B 1,5 paza u Cmax B 1,4 paza. BaumonelicTBue ¢ KIapUTPOMULIMHOM CUHTAETCS
KJIMHUYECKH HE3HAYMMbIM JUIsI OOJIBIIMHCTBA IMALIMEHTOB, HO MOXET OBbITh IMOTEHLUAIBHO
3HAYMMBIM JJIs TAIMEHTOB U3 TPYIIIBI BBICOKOTO PUCKA (/17151 AIIMEHTOB ¢ HapylIeHueM () yHKIIUA
novek (cM. pazzen 4.4.).

Oputpomuii (500 mr 3 pasa B AeHb), ymMmepeHHO noaapisitouuii uzopepment CYP3A4 u P-
[JIMKONPOTENH, BbI3bIBaN yBennueHue 3HaueHul cpeqneit AUC u Cmax puBapokcabana B 1,3 pasa.
B3aumoneiicTBue ¢ 3pUTPOMULIMHOM CUUTAETCS KIMHUYECKU HE3HAYUMBIM ISl OOJIBIIMHCTBA
NAIMEHTOB, HO MOXET ObITh MOTEHIHAIBLHO 3HAYUMBIM I MAUEHTOB U3 TPYIIbI BBICOKOTO
pHCKa.

VY nmanueHToB ¢ JIErKol CTEeNeHbI0 HapyleHus: GyHKIUHN noyek 3purpoMuriud (500 mr 3 pasa B
JIeHb ) BBI3bIBAJT yBenuueHHe 3HadeHui cpenHeit AUC puBapokcabana B 1,8 pa3za u Cmax B 1,6 paza
M0 CPaBHEHHUIO C TAIMEHTAMH C HOPMAJIbHOW (yHKIMEH TodYeK. Y MaIMeHTOB CO CpeaHel
CTETIEHBIO HapylleHUs! (PYHKIMU MTOYEK SPUTPOMULIMH BBI3bIBAJ YBEJIMUEHUE 3HAUEHUH cpeaHen
AUC puBapoxkcabana B 2,0 pa3a 1 Cmax B 1,6 pa3za o cpaBHEHHIO C MallMEHTaMU ¢ HOPMAJIbHOM
byHKMe modek. DPPEKT SpUTPOMUIIMHA SIBISETCS aJTUTHUBHBIM BCJIEACTBUE HapYIICHUS
byHkImK novek (cM. pasgen 4.4.).

®dnykonazon (400 mr 1 pa3 B aeHb), ymepenHo nofasisitouinii n3odpepment CYP3A4, BbI3bIBal
yBenuueHue 3HaueHuil cpennHeit AUC puBapokcabana B 1,4 paza m Cmax B 1,3 pa3sa.

B3auMopeiicTBue ¢ (IyKOHA30JIOM CUMTACTCA KIMHUYECKH HE3HAYUMBIM I OOJBIITMHCTBA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 07.02.2025 A2

e

MaleHTOB, HO MOKET OBITh MOTCHIIMAJIBLHO 3 aqHMBIh&%g'E%E%OEE&'MJﬁ' gf;irc'éﬁoro

pHcKa (IS TAIMeHTOB C HAapylIIeHueM (QYHKIUH MoYeK cM. pasnen 4.4.).
Crnenyer u3berarb OJHOBPEMEHHOT'O NMPHUMEHEHHUs] pUBAapoOKca0aHa C APOHEAAPOHOM B CBS3H C
OTrPaHUYCHHOCTHIO KJIMHUYECKHUX JIAHHBIX O COBMECTHOM IPUMEHECHUU.

AHTHKOAryIsSHTHI

[locne oAHOBpEMEHHOrO TNPUMEHEHMS JHOKcamapuHa HaTpusi (ogHOKpaTHas go3a 40 mr) u
puBapokcabaHa (ogHOKpaTHas qo3a 10 Mr) HaOmMonancss CyMManuOHHBIH 3G (EKT B OTHOIICHUU
aKTUBHOCTH aHTHU-(hakTOpa Xa, HE COMPOBOXKIABLIMIICS JOMOJHUTEIBHBIMU CYMMallMOHHBIMU
3(dexraMu B OTHOIICHWH TPOO HA CBEPTHIBAEMOCTh KpoBHU (mpoTpoMOuHOBOe Bpems (IIB),
AKTUBHPOBAHHOE YacTU4YHOE TpomoOoractuHoBoe Bpems (aUTB)). DHokcamapuH HaTpus He
M3MEHsT (apMaKOKHHETUKY pUBapoKcabaHa.

B cBsi3U ¢ MOBBIIIEHHBIM PUCKOM KPOBOTEYEHHS HEOOXOIUMO COOIIOIATh OCTOPONKHOCTH MU
COBMECTHOM MPHUMEHCHHUH C JIFOOBIMH APYTUMHU aHTHKOAry/stHTaMu (cM. paszaensl 4.3. u 4.4.).

HIIBIT/uHruburopsl arperaiuu TpoMOOIIUTOB

[Toce coBMecTHOro mNpUMEHEHHsI puBapokcabana (15 mr) m Hampokcena B jgo3ze 500 mr
KIIMHUYECKH 3HAUMMOTO YBEIMUEHHUSI BpEMEHH KpOBOTEUEHHs He HaOmoAanock. Tem He MeHee, y
OTJICIbHBIX JIUI] BO3MOKEH Oo0Jiee BbIpaXeHHBIN (hapMaKoIMHAMUYECKHI OTBET.

He wabmiomanmoch  HUKAaKMX ~ KIMHAYECKH  3HAUYUMBIX  (APMAaKOKMHETHYECKHX WU
(bapMakoIMHAMHYECKUX B3aWMOJICHCTBUI TP COBMECTHOM IPHUMEHEHHH pHBapoKcabaHa u
500 Mr aneTHICAITUIIMIOBON KUCIOTHI.

He o6Hapy»keHO (hapMaKOKMHETHUECKOTO B3aUMOACHCTBUS MEXy pUBapokcabaHOM B 103e 15 mr
U KJonugorpesioM (Harpy3ounas jo3a 300 Mr ¢ mocienyronmM Ha3HaueHHEeM M0 IIEPKUBAIOIIEH
036l 75 Mr), HO HaOMIONANTOCh 3HAYUMOE YBEIWYCHHE BPEMEHH KPOBOTEYEHHUS, HE
KOppETUpOBaBIlIee CO CTEMEHbIO arperanuud TPOMOOLMTOB M COAEp)KaHUEM P-cenekThHa WM
GPIIb/I1Ia-penenTopa.

HeobxonnmMo cobmoaTh OCTOPOAKHOCT IPU COBMECTHOM IIPUMEHEHNHU puBapokcabana ¢ HIIBII
(BKJTIOYAsI aETHIICATMIIMIIOBYIO KMCIIOTY) U HHTUOMTOPAMHU arperaiuy TpoMOOIIMTOB, TOCKOJIBKY
IPUMEHEHHE 3THX MPErnapaToB OOBIYHO MOBBIIIACT PUCK KPOBOTEeUYeHHs (cM. paszaen 4.4.).

CHO3C / CMO3CH

Kak m B ciiyuae mpuMEHEHHS JPYTHX AaHTHUKOATYSTHTOB, BO3MOXKHO YBEIIMYEHHE pHUCKa
KPOBOTEUYEHMs] y TMAleHTOB, OJHOBPEMEHHO MNpuMeHsoumx puBapokcaban ¢ CHO3C wu
CHUO3CH, BcnencTBue BIMSHUS ATUX MpenapaToB HA TPOMOOUMTHL. Pe3ynbTaThl KIMHUYECKHX
UCCIIeIOBaHUN pUBapoKcabaHa MPOJEMOHCTPUPOBAIM YHUCIECHHOE IOBBIIIEHHE OOJBIINX U
HEOOJIBIIINX KIMHAYECKH 3HAYMMBIX KPOBOTEYCHHI BO BCEX TPYIIAX JICYCHHUS TP COBMECTHOM

IIPUMEHEHNH 3TUX MPENapaToB.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 07.02.2025 N= 2918

Bapdapun (MOCNEOQBATENEHOCTL 0003)

[lepexox mamueHtoB c anraronucra ButamuHa K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wim ¢ puBapokcabana (20 mr) ma Bapdapua (MHO ot 2,0 mo 3,0)
yBenuurBai nporpomobunoBoe Bpemsi/MHO (Neoplastin) B 6obIlei cTeneHu, 4eM 3TOro MOXKHO
ObLTO OBl OXKHMIATH MIPH MPOCTOM CyMMHUpPOBaHUH d(PdekToB (oTaenpHbie 3HaUeHuss MHO moryT
nocturath 12), B To Bpems kak BiusiHue Ha aUTB, monaBnenue aktuBHOCTH (hakTopa Xa U
SHJIOTeHHBIN noTenuan Tpom6una (3I1T) 6buM AU TUBHBIMA.

Jns ouenku QapmakoauHamuyeckux 3¢PGeKToB puBapokcabaHa B MEPEeXOIHBIH IMEpHOJ B
KayecTBe HEOOXOJIMMBIX TECTOB, Ha KOTOpble HE OKa3blBaeT BIIMAHHUE Bap(apuH, MOXKHO
UCIIOJIB30BAaTh ONpeieiieHne akTuBHOCTH aHTH-(akTopa Xa, PiCT u HepTest. Haunnas ¢ 4-ro aus
nocje mpueMa MocieaHel A03bl BapdapuHa Bce aHanusbl (Bkimtoyas [1B, aUTB, momaBnenue
akTuBHOCTH (pakTopa Xa u OIIT) oTpaskany UCKIIIOUUTENBHO BIUSHUE pUBapOKcabaHa.

Jns ouenku QapmakoguHamuueckux 3¢ ¢hekToB BapdaprHa B NEPEXOIHBIN MEpUOa MOXKHO
UCIONIB30BaTh noka3areiabr MHO, nsmepernsiii B MOMEHT JOCTHKEHUS Crpovexyr. pUBapoOKcabana
(uepe3 24 yaca mociue NpeaplIyIero npueMa puBapokcadana), Tak Kak B 3TOT MOMEHT BPEMEHHU
BIIMSTHUE pUBapoKcabaHa Ha pe3yNbTaThl aHAIM3a MUHUMAIBHO.

DapMaKOKMHETUYECKOTO B3aUMOJCHCTBUS MeXAy BapdapuHOM U pUBapoKcabaHOM He
00HApYKEHO.

Nunykropsr CYP3A4

CoBmecTHOE NpUMEHEHHE puBapokcabaHa M pU(AMIIUIMHA, SBIAIOLIETOCS MOLIHBIM
unaykropom CYP3 A4, mpusoauio k cHmkenuto cpeaueir AUC puBapokcabaHa nprOIM3UTEIBHO
Ha 50 % u mapamieNbHOMY yMEHBIIEHHUIO ero dapmakoguHamudeckux ¢ dextoB. CoBMeCTHOE
INpUMEHEHHE puBapokcabaHa ¢ JpyrumMu MomiHbIMM uHAYKTOpamMu CYP3A4 (mampumep,
¢deHuTonHoM,  kapbamaszenmuHOM,  (QeHoOapOuTalioM MM IpernaparamMH  3Bepobos
IPOJBIPSBICHHOT0) TaKXXe€ MOXET MPHUBECTH K CHIKEHHMIO KOHIEHTpalMud puBapokcabaHa B
miasme kpoBH. CienoBaTesbHO, HEO0XOUMO M30eraTh 0JIHOBPEMEHHOI'O PUMEHEHHS] MOIIIHBIX
uHaykTopoB CYP3A4, xpome citydaeB, KOrja TIIATENbHO KOHTPOIUPYIOT IPU3HAKU U CUMITTOMBI
Tpombo3a.

ConyTcTByIOIIEe MIPUMEHEHNE IPYTUX IIpenapaToB

He oTmeuanoch KIMHMYECKH 3HAUYMMBIX (apMaKOKHMHETUYECKUX WM (papMaKkOAMHAMHYECKUX
B3aMMOJICHCTBUII TpU OJHOBPEMEHHOM NIPUMEHEHHWH pHUBapokKcabaHa C MHJIA30JIaMOM
(cyoctpatom CYP3A4), aurokcuHom (cyOctpatoM P-rimkomnporenHa), aTopBacTaTHHOM
(cyoctpatom CYP3A4 u P-gp) unu omemnpazoioMm (MHTHOUTOPOM MPOTOHHON TTOMIIBI).

PuBapokcaban He HHTHOUPYET U HE UHIYLUPYET HUKakue ocHOBHbIE n30(opmbl CYP, mogobHbIe

CYP3AA4.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.02.2025 N= 2918

KnrHnyeckn 3Ha4MMbIX B3aMMOJICHCTBHI € TIPC nyKTaMﬁm%i:élI%;g@iﬁJ@rgﬁ%&]— ECM Bgéz[en

42).

Bausuue Ha Ha6ODaTODHBIe nmapaMcCTphl

Bnusiaue Ha pe3ynbrarsl mpoo Ha napameTpsl cBepThiBanus (I11B, AUTB, HepTest) cooTBeTcTBYET
0KHIaEMOMY C Y4ETOM MEXaHHM3Ma JCHCTBUSA puBapokcadbana (cm. pasaen 5.1.).

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMSA

bepemenHOCTD

D¢ heKTUBHOCTH M 6€30MaCHOCTh MPUMEHEHHUS puBapoKcadaHa y OepeMEHHBIX HE YCTaHOBJICHBI.

JlanHble, TMOJy4YEHHbIE Ha OSKCHEPUMEHTAIbHBIX JKUBOTHBIX, T[IOKa3aJld BBIPAKEHHYIO
PEIPOAYKTUBHYIO TOKCHUHOCTb.

BcenenctBue BO3MOXKHOW PEMPOTYKTUBHOW TOKCHYHOCTH, PHCKA PA3BUTUS KPOBOTCUCHHS U
CIIOCOOHOCTH TMPOHUKATh Yepe3 IUIAleHTy mpenapaT PuBakcopen NMpOTUBOMOKa3aH BO BpeMs
O6epemeHHoCTH (M. pazaen 4.3.).

JKeHIMHBI AETOPOJHOTO BO3pacTa OJDKHBI H30eraTh OEPEeMEHHOCTH BO BpEMs TEparuu
puBapokcabaHOM.

JlakTanuys

O} dexTuBHOCTH U 0€30MaCHOCTH pUBApPOKCcadaHa y KEHIIUH B IEPUO]I TPYTHOTO BCKAPMITUBAHUS
HE YCTaHOBJICHBI.

JlaHHbBIC, MOJYYCHHBIE Ha JKCIEPUMEHTAIBHBIX KHUBOTHBIX, TOKA3bIBAIOT, YTO pUBapoOKcabaH
BbIJIETISIETCS ¢ TPYAHBIM MoJiokoM. [Ipenapar PuBakcopen mpoTHBOMOKa3aH B MEPHUO FPYAHOTO
BckapmimBaHus (cM. pazgen 4.3.). HeoOxomumMo mpuHATH pelieHHe 00 OTMEHE TPYIHOTO
BCKapMJTMBAHUS WM TIPEKPAIICHUH TSPAITHH.

DdepTUabHOCTD

HccnenoBanus mokasai, 4TO puBapokcabaH He BIMSIET Ha MY>KCKYIO U )KEHCKYI0 (PepTHUIBHOCTh
y kpbic. CrienuanbHbIX UCCIIEOBAHUM BIUSHUS pUBapoKkcabaHa Ha GEepTUIILHOCTD Y YEIOBEKa HE
MTPOBOIAIIOCH.

4.7. Bausinde Ha CHOCOOHOCTH YNPABJSITH TPAHCHOPTHBIMH CPeACTBAMH H PpadoTarh ¢
MeXaHH3MaMH

[Tpu npuMeHeHnH prBapoKcabaHa OTMEUAIHCh CIy4ar 0OMOPOKOB U TOJIOBOKPYKEHUS, KOTOPHIE
MOTYT BIMATH Ha CHOCOOHOCTH YIPABJICHUS TPAHCIOPTHBIMH CpPEACTBAMHM WU JAPYTUMHU
MexaHusmamu (cm. paszen 4.8.). [lanuenTtam, y KOTOpbIX BO3HMKAIOT JJaHHBIE HEXKelaTeIbHbIe
pEaKIuu, He CIeIyeT YIPaBIsATh TPAHCIOPTHBIMH CPEICTBAMU WIIH JPYTUMH MEXaHHU3MaMHU.

4.8. HexxenaTesibHbIE peaKIUU

Pesrome mpodminsg 6e30macHOCTH
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be3zonacHocTh prBapokcabaHa OlEHUBAJIACH B

(cm. Tabmumy 2).

P

OT U UL

COOTBETCTEYET 3KI(

Cymmapno 69608 B3pocCibIX NMaMeHToB B AeBsTHaAATH uccienoBanusx |1 daswr, a takke 412

MAIMEeHTOB JIETCKOT0 Bo3pacTa B NByX uccienoBanusax Il ¢aser u omaom nccnenopanuu I dazbr

MPUHUMAJIU pUBapOKcabaH.

Tabmuua 2. Yucno manueHToB, y4YacTBOBABIIMX B UCCIICIOBAHUM, CyMMapHas CyTOYHas 03a U
MaKCHUMajibHasi MPOJOJDKUTENIBHOCTh JIEUEHMs B KiIMHUYeckux wuccienoanusax III ¢assr ¢
ACTHEM B3POCIBIX U NIEAUATPUYECKUX MTALIIEHTOB

CHUCTEMHOU TpoMO03MOOIHNH Y
MalKUeHTOB ¢ GUOpMILIAINEH
npecepaAnii HeKJIAMaHHOTO

Kiaununueckoe cocrosinue, npu Yucao CymmapHasi MakcumanbHast
KOTOPOM NPOBOANJIOCH NALMEHTOB*|  CYTOYHasi 1032 | MPOAOLKMTEIbHOCTD
ucciaenosanue I ¢paszbi JedyeHus

[TpodunakTrka BEHO3HOM 6 097 10 mr 39 nueit
TpoMO0o3MOosu (BTD) y
MAIMEHTOB, IEPEHECIINX TUIAHOBYIO
OIlepaIuIo M0 3aMEHE
Ta300eIPEHHOT0 WX KOJICHHOTO
cycrasa (RECORD 1-4)
[Ipodunaktrka BeHO3HOMH 3997 10 mr 39 nuei
TpOMO03IMOOIUH y
TOCHUTAIM3UPOBAHHBIX 110
MEAUIIMHCKUM MOKa3aHUSIM
narueHToB (MAGELLAN)
Jleuenue TI'B, TOJIA u 6 790 Henp 1-21: 30 mr |21 mecsnn
npodunakTuka peuuausoB TI'B, ]
TAJIA (EINSTEIN DVT, -PE, - gg;P;Ha" ¢ 22 pus:
EXT, -CHOICE)
[Tocne MuUHUMYM 6
MECSI1IEB TEPANH:
10 Mr wm 20 mr
Jleyenue BeHO3HOI TpoMO0IMOOIMH | 329 JHo3a, 12 mecsieB
(BTO) u npodunaktuka peruiuBoB CKOPPEKTUPOBaHHAas
BTD y HOBOPOX/IEHHBIX U JAETEN B B 3aBUCUMOCTH OT
BO3pacte 10 <18 net nocie Macchl Tena, s
HayaJlbHOM CTaHIapTHON JOCTHOKEHUS
AHTHKOAryJIIHTHON Tepanuu BO3JECHCTBUS,
(EINSTEIN Junior Phase 111) AHAJIOTHYHOTO
TaKOBOMY Y
B3pOCIbIX,
noxy4daBmux 20 mMr
puBapokcabaHa
OJIMH pa3
[TpodunakTuka HHCYIBTA U 7750 20 mr 41 mecsan
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COOTBETCTBYET 3 OTUYET!
ot 07.02.2
Kaunugeckoe cocTosinue, IPH Yucap '\Cymmapnas | “Makcumaibnas
KOTOpPOM NMPOBOANJIOCH NALHEHTOB*| CYTOYHAas 1032 | MPOAOLKHTEIbHOCTD
ucciaenosanue 111 ¢pasbi JIeYeHUus
npoucxoxaenns (ROCKET-AF, J-
ROCKET)
[Tpodunaktuka areporpombudeckux | 10 225 5 mrumm 10 mr 31 mecsn
OCJIO’)KHEHUH y MAI[UeHTOB MOCTe COOTBETCTBEHHO, B
OCTPOr0 KOPOHAPHOTO CUHAPOMA KOMOWHAINH C
(OKC) (ATLAS ACS TIMI 51) aIeTUIICATUIIMIIOBOMH
KUCJIOTOM WIIN
aleTUJICAITUIIUIIOBON
KHCJIOTOM C
KJIOTHIOTPEJIOM HIIN
TUKJIOMHUINHOM
[Ipodunaktrka 18 244 5 mr B koMOuHanuu |47 MecsileB
aTepOTPOMOOTUUECKIX COOBITHI Y c
NAIMEHTOB C UIIEMHYECKON aIeTUIICATHIIUIIOBOM
6omesnbio cepana (MbC) nim KuCIoTOM v 10 mr
3a0o0JeBaHNEM TepUPEPUIECKIX B MOHOTEpANuu
:fg%pél I;ES)A) (COMPASS, VOY 3 256** 5 mT B koMOuHamu |42 mecsana
c
ALETUIICATALINIIOBOH
KHUCIJIOTOMN
[Ipodunaktruka UHCYIbTA U 3562 15 Mr onuH pa3s B 24 mecana
CUCTEMHOM 3MOO0JINU Y MAIUEHTOB C JIeHb
HE/IaBHO MEPEHECCHHBIM
HIMOOJIMYECKUM UHCYIIBTOM C
HEYCTaHOBJIIEHHBIM UCTOYHUKOM
smbonnn (NAVIGATE ESUS)
[Tpodunaktuka coObITHIA 5982 10 (unum 7,5) mr 45 nuei
cumnromaruyeckoir BTO u cmepreit, OJIUH pa3 B JICHb
cBs3aHHbIX ¢ BTD, B Teuenue 45
JTHEH TocyIe BBIMMCKH U3 OOJIbHUIIBI
y MalUeHTOB,
TOCHUTAIM3UPOBAHHBIX 110
MEAUIIMHCKUM TTOKa3aHHSIM C
BbICOKMM puckoM BTO (MARINER)
CHuxeHue pucka cMeptu, uHdapkra |2 499 2,5wr nBapazaB |42 mecsaua (nim >1260
MHUOKap/1a WA UHCYIbTA Y JICHb B KOMOWHAITUH | THEH )
HaIMEeHTOB C CepACYHOMN c
HEIOCTaTOYHOCTHIO H aIe TUIICATHIIAIIOBOM
noarsepxkaeHHoi UBC nocne kuciotoit 100 mr
AMH30/1a IEKOMITEHCHPOBaHHOU
cepAeYHON HeIOCTaTOYHOCTH
(COMMANDER HF)
CHkeHne KOMOMHHUPOBAHHOM 405 10 Mr oniuH pa3 B 6,9 mecses (v 207

yactoThl peruansa TT'B, TOJIA u
BTO-acconunpoBaHHON CMEPTH Y
B3POCIBIX NAMEHTOB C PA3ITMYHBIMU

JICHb

JTHE)

17




ucciaenosanme I gpasel

THUIIAMH paKa U BBICOKHM PHCKOM

COOTEBETCTBYET - OTYET
o1 (07.02.2025
PP PSP LYyl Spae P
Kinnuyeckoe cocrosinue, npu Yucap Cymmapnas [ “Makcumaibnas
KOTOPOM IPOBOIH/IO0CH NAIHEHTOB*| CYTOYHAas 1032 | NPOJOJIKMTEIbHOCTD

JICUCHHUA

YIYUIICHUA KIIMHUYCCKUX NCXOI0B
(GALILEO)

BTD (CASSINI)

N3yueHre aHTUTPOMOOTHIECKOM 801 10 Mmr onus paz3 B |24 mecsua (wnu 720
CTpaTeruu JeueHus, JIeHb + HU3Kas 1032 | 1HEeil)

BKJIIOYABIIEH puBapokcabaH, 1o aleTUIICATHIIUIIOBOM

CPaBHEHMIO C aHTHArPeraHTHON KHUCJIOTHI /

CTpaTerueu JeueHus y nalurueHTOB nocneanue 90 quei

MOCJIE TPAaHCKATETEPHON 3aMEHBI 10 mr B

A0PTAJIBLHOTO KJIaraHa Juist MOHOTEpAanuu

* HaI_II/IGHTBI, MoJIyauBIINEC, 1O MEHBbIIICH MEpe OJHY N03Y pI/IBapOKCEI6aHa.

** U3 uccaenosanuss VOYAGER PAD.

Haunbonee yacTeIMH HEXKeIaTEILHBIMU pCakiusiMu y MaluCHTOB, ITPUMCHSABIINX pI/IBapOKC8.6aH,

SIBIISUTUCH KpOBOTEUYEHUs (cM. pasaen 4.4. u Tabnumy 4). HanbGonee yacThiMu KPOBOTCUCHHUSIMU

SIBJISUTHCH HOCOBOE KpoBoTeueHue (4,5 %) U xKellya0uHo-KuIeuHoe KpoBoTeueHue (3,8 %).

Tabmuua 3. YactoTa BO3HMKHOBEHHsSI KPOBOTCUCHMH™ M aHEMHM Yy MAIMEHTOB, MOJIY4aBIIMX
JICYCHHE PUBAPOKCA0AHOM B 3aBEPIICHHBIX KIMHUYeCKUX uccienoBanusx I ¢assl ¢ ydactuem

B3POCJIbIX U ICANATPUUCCKUX ITAIUCHTOB

Kinnnyeckoe cocrosinue, npu
KOTOPOM NPOBOIHIOCH
ucciaenosanme 111 gasnl

JIroboe KpoBOTEUEHH E

AHeMus

TpoM603MO0nuu (BTD) y maunenTos,
[epeHeCINX TUIAHOBYIO ONEPAIUIO 110
BamMeHe Ta300eIPEHHOTO UITN
konerHoro cycrasa (RECORD 1-4)

[TpodunakTka BEHO3HOM 6,8 %

5,9 %

TpoMO03MO0INN Y
FOCIUTAIM3UPOBAHHBIX 110

MEAUIIMHCKUM TTOKa3aHUSIM
nanueHToB (MAGELLAN)

[TpodunakTka BEHO3HOM 12,6 %

2,1 %

npodunaktuka peuuausos TI'B,
TOJIA (EINSTEIN DVT, -PE, -EXT,
-CHOICE)

UTeuenne TT'B, TOJIA u 23 %

1,6 %

(BTD) u npounakTuka peuuuBoB
BTO y HOBOPOKIEHHBIX U JETEN B
Bo3pacTe <18 neT mociie HayaIbHOU
CTaHIAPTHOW AaHTUKOATYJISTHTHOM
repanuu (EINSTEIN Junior Phase I11)

Uledenne BeHO3HOM TpoMOoIMOomu  [39,5 %

4,6 %
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Kinnuyeckoe cocrosinue, npu
KOTOPOM NMPOBOANJIOCH
ucciaenosanue 111 ¢pasbi

[TpoduiakTuka HHCYIbTA U
CHUCTEMHOU TpoMO03IMOOIHH Y
MaleHToB ¢ GUOpMILIALIUCH
[IpEeACepAUI HEKIJIAIIAHHOT O
npoucxoxaenns (ROCKET-AF, J-
ROCKET)

JI100de KpOBo'JrHE-'-iénqh':e':"l“ ’

oe T E) tK'H':éleh'”"l"l 3

28 coOprTuii Ha 100
[MalUEHTO-JIET

2,5 cooniTug Ha 100
[alEeHTO-JIET

[TpodmiakTuka
ATEPOTPOMOOTHYECKHUX OCTIOKHEHHH
y HAllUEHTOB I10CIIE OCTPOTO

kopoHapHoro cuaapoma (OKC)
(ATLAS ACS TIMI 51)

22 coOblTus Ha 100
[IALMEHTO-JIET

1,4 cobwiTus Ha 100
[MalIMCHTO-JIET

[Ipodunakruka
ATEPOTPOMOOTUYECKIX COOBITHI Y
nanuentoB ¢ UBC nmm 3ITA
(COMPASS, VOYAGER PAD)

6,7 coobiTusa Ha 100
[MAIEHTO-JIET

0,15 cobpiTus Ha 100
[MaueHTo-IeT**

8,38 coObITHii Ha 100

HaI_II/IeHTO'J'IeT#

0,74 cobpiTus Ha 100
MarnueHTo-aer****

[IpoduiakTuka MHCYIbTA U
CUCTEMHOM 3MOO0JINY y MALUEHTOB C
HE/1aBHO ME€PEHECEHHBIM
AMOOIMUYECKUM UHCYJIBTOM C
HEYCTAaHOBJIEHHBIM UCTOYHHUKOM
pmoonnn (NAVIGATE ESUS)

12,4 %

0,3 %*

[TpodunakTrka cOOBITHIA
cumrnromatnueckoi BTO u cmeprei,
cBsa3anHbIX ¢ BTO, B Teuenue 45 nueit
MOCIIe BBIMUCKHU U3 OOJBHUIIBI Y
MaleHTOB, TOCTIUTAIM3UPOBAHHBIX
[0 MEAUIIMHCKUM MOKAa3aHUSM C
BbicOKMM pruckoM BTO (MARINER)

3,0 %

<0,1%

CHIDKEHHUE pucKa CMepTH, HHpapKTa
MUOKap/ia WM UHCYJIbTA Y TTAlIUEHTOB
C CEepJIeYHON HEAOCTaTOYHOCThIO U
nonreepxkeHHo UBC nocne
AIIN30/1a JEKOMIIEHCUPOBAHHOM
CEepAEYHON HEJOCTATOYHOCTH
(COMMANDER HF)

11,5%

1,4 %

CHMKeHue KOMOMHUPOBAHHOM
qacTtoTsl peuuausa TI'B, TOJIA u
BTO-accounnpoBaHHON CMEPTH Y
B3pOCJIBIX MALUEHTOB C Pa3INIHBIMU
TUTIAMU paKa U BBICOKUM PUCKOM

BTD (CASSINI)

23,2 %

14,1 %

3y4ueHne aHTUTPOMOOTHYECKON
CTpaTeruy JICUeHUs,

BKJIOUaBILICH puBapokcadaH, Mo
CPaBHEHHIO C aHTHArPeraHTHON
CTpaTervei jeueHus y nalueHToB

25,6 %

2,4 %
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Kaunnyeckoe cocTosiHUe, MPH Jio6de kposoredenme— |- = EAnemma 7

KOTOPOM IPOBOIH/IOCH
ucciaenosanme I gpasel

[10CJIE TPAHCKATETEPHOHN 3aMEHBI

aoptasibHOro KianaHa (TAVR) nns

YJIYUIICHUSA KIIMHUYCCKUX NCXOI0B
(GALILEO)

* Bo BceX KIIMHUYECKUX MCCIIEA0BAHUAX PUBAPOKcadaHa BCE CIIydad KPOBOTEUCHUS COOMPAIOTCS,
PENOPTUPYIOTCS U OLICHUBAIOTCSI.

** B uccnenoBanun COMPASS B kadecTBe MpeNyCTaHOBICHHOTO BBIOOPOYHOTO TOIXOAA
NPUMEHSIIACh HU3Kasi 4aCTOTa BOSHUKHOBEHUSI aHEMUH.

*#% Tlpm cOope MaHHBIX O HEXKEJIATEIbHBIX SBICHUSAX HPUMEHSIICS IPEeTyCTaHOBICHHBIH
BBIOOPOYHBIH MOIXOI.

# U3 uccnemosanns VOYAGER PAD

Tabauunoe PE3I0OME HEKENATCILHBIX PEAKINI

YacToTa BCTPEYaEMOCTH HEXKENIATECIBHBIX PEaKIMi, BO3HUKABIIMX y JETEH W B3POCIBIX MpPU
UCIIOJIb30BaHUU PHBApOKcabaHa, MpHUBElCHA B TAOJUIC HIDKE C pa3JelieHHEM 10 CHUCTEMHO-
OpraHHbBIM KJlaccaM W MO0 4acToTe. YacToTa BCTPEUYAEMOCTH OIPEICNISETCS KaK: OYEHb YacTo
(>1/10), gacro (>1/100, mo <1/10), meuacto (>1/1 000, HO <1/100), peaxo (>1/10 000, HO
<1/1 000), ouenp peako (<1/10 000), yacToTa HeM3BECTHA (HA OCHOBAHWU MMEIOIIMXCS JTaHHBIX

OLICHUTH HeBOSMO)KHO).

Tabmuua 4. Bce HexenarenbHBIE PEAKIMH, 3apPErHCTPUPOBAHHBIC Y B3POCIBIX MAIMEHTOB B
KIMHUYecknx uccaenoBanuax Il ¢as3pr umm B Xolle MOCTPErucTpallioOHHOTO MPUMEHEHUS ™, a
TaKXKe y MeJUaTPHUECKUX MalUeHTOB B JBYX KIMHHYEeCKHX uccienoBaHusx |l ¢haser u omnom
uccnenoBanuu 1 dassl

Yacro Heuacro Peaxo OueHb peako Yacrora
HEU3BECTHA

Hapymemm CO CTOPOHBI KPOBU U nan)aanecxoﬁ CUCTEMBI

[AHEeMUS (BKITFOUAst TpomOonnTO3 (BKIFOUAs
COOTBETCTBYIOIIHE [TOBBIIICHHOE
mabopaTopHEIe conepKaHne
[MOKA3aTeNH) TpOMOOIIUTOB)?,
TPOMOOITMUTOTICHUS

Hapymemm CO CTOPOHBI HMMyHHOfI CUCTEMBI

Asepriugeckas AHadumakTHyec-
[peaKiisl, auIepruIecKuil Kre peakiui,
iepmarur, BKJTFOYAst
QHTOHEBPOTHYECKUIT aHaIIaKTHIECKU I
OTEK M aJulepru4ecKuit 10K

OTCK

Hapymeﬂuﬂ CO CTOPOHBI HepBl—[Oﬁ CUCTEMBI

["ooBOKpYXEHUE, [BHyTpHMO3roBEIe U
rostoBHast 00JIb BHYTpHYEpEITHBIE
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Yacro Heuacro Peno || ”-_O‘h'eiﬁ-'ﬁéﬂ_wb't' Facrora'
HEeH3BeCTHA
KPOBOM3IHSHUS,
0OMOpPOK

HapyieHusi O CTOPOHBI OPraHa 3peHust

[KpoBouznusHue B rnas
(BKITIOUAST
KPOBOU3/IHSHIE B
KOHBIOHKTUBY)

HapyuieHus co CTOPOHBI cepaua

Taxukapaus

HapyimeHusi co CTOPOHBI COCY0B

CHIDKEeHHE
apTepHaIbHOTO
TaBIIeHMs], FeMaTOMa

HapyiieHusi co CTOPOHBI IbIXaTeIbHOI CHCTEMbI, OPraHOB IPYAHOM KJIeTKHU H CPe0CTeHHs

[HocoBoe
KPOBOTCUCHNE,
KpOBOXapKaHbe

)Keny[lO‘IHO-KI/IIHe‘{HbIe HapylmeHust

KpoBoTOUMBOCTH
eceH, JKery104HO-
KUILIEYHOE
KPOBOTEUCHHUE
(BKJIFOYAsI pEKTAIBHOE
KPOBOTEUCHHE), OOJIb B
PKKT u 6o B
DKHBOTE, TUCIICTICHS,
TomHOTa, 3a10p”,
nuapest, ppora®

CyXOCTb BO PTY

Hapymemm CO CTOPOHBI NMECYCHU U KCJITYCBLIBOAAIIINX nyTeii

[loBbIIEHUE Hapymenne ¢pyHKInu
AKTHBHOCTH [IeYEeHH, MTOBBILICHUE
[eYEHOYHbIX KOHIICHTPALIN
TpaHCaMHHA3 OrpyOuHa,

[IOBLIIIEHHE AKTUBHOCTH
IeT0uHoM (ocaraser®,
[IOBLIIIEHHE AKTUBHOCTH
TTA

eJTyXa, OBBIIIICHHE
KOHIICHTPAIHH
KOHBIOTHPOBAHHOTO
OrmpyOuHa (¢
COOTBETCTBYIOIIIM
[TOBEIIIICHUEM
akTBHOCTH AJIT min
0e3 Hero), XxoJecTas,
rernaTut (BKIOYas
MOBPEKIACHUE
renaToLeIUTIOJISIPHOM
CHCTEMBI)

Hapymeﬂuﬂ CO CTOPOHBI KOKH U MOJAKOKHBIX

TKaHel

[Ko>XHBIH 3y
(BKJIFOUYAst HEYACTHIC
CITydan
TeHEepPaTN30BAHHOTO
3ya), KOXKHasl ChITb,
HKXMMO3, KOXHBIE U
[10TKOKHBIC
KPOBOU3ITHSHUS

[KpanuBHuna

CunipoM
CtuBeHca-
T>)xoncona /
TOKCHYECKUH

B epManbHbIN
Hekponn3, DRESS-
CHHAPOM

Hapyumienusi co CTOPOHBI MBILIEYHOM, CKeJIETHOH M COeIUHUTEIbHOI TKAHU
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Yacro Heuacro Peno || |L—O4'eiE-'1‘54ﬂ_wb|t'H"-' "~ Yacrora!
HEeH3BeCTHA
[Gonb B kKoHeunocTAX” [CemapTpo3 KpoBousnusnue B IKomnapTmeHT-
MBILIIITY CHHIpPOM,
[BTOPUYHBIN K
I](pOBOTelleHI/IIO
HapyiieHusi co CTOPOHBI IOYeK M MOYEBBIBOASIIUX MyTei
[KpoBoTeuenue u3 [Toueunas
YPOT€HUTAIBHOTO [HEe10CTaTOYHOCTD /
TpakTa (BKJIIOYAs ocTpast moueyHast
reMaTypHIoO U [HEI0CTaTOYHOCTb,
MeHOpparuiot), BTOPHUYHEBIE K
HapyIIeHne QyHKINN [kpoBOTEUEHMIO U
rouex (BKJIFOYast ITOCTaTOYHBIE, YTOOBI
[OBBIIIICHNUE MpUBECTH K
KOHLIEHTpAIIH runonepdy3un
KpeaTUHUHA,
TTOBBIIICHUC
KOHLICHTpaluK1

MOYCBHHBI KpOBI/I)

O01mue HApyIeHUS M PeaKlUM B MecTe BBeIeHusl

J'[I/Ixopaz[KaA, Yxynmenne o0mero TokanpHbIT oTex”
nepupepuIecKue CaMOYYBCTBHS (BKIIFOUAs
OTCKH, CHUKCHUE HEIOMOTaHUe)

00111e}T MBITIIEUHOM
CHITBI U TOHYCA
(BKITIOYas caboCTh,
ACTCHMIO)

JIaﬁopaToprle U MHCTPYMEHTAJIbHBIC TaHHbLIE

[ToBbIlIEHNE AKTUBHOCTH
UTJITA, noBEIIEHNE
AKTUBHOCTH JHIIA3bI",
[HOBBIIIEHHE AKTUBHOCTU
aMunaser®

TpaBMbI, HHTOKCHUKAIIMU U OCJTOKHCHUSA Mal—[l/ll'ly.]'lﬂlll/lﬁ

KpoBoTeueHue nocne Cocyaucras
MeTMIITHCKOH [IceBI0aHeBpU3Ma
MaHUITYJISLIH
(BKITIOUAs TIOCITEe-
OTIepAIIMOHHYIO
AHEMUIO 1
KPOBOTEUCHHUE U3
[paHbI), TEMaTOMa,
BbIJICJICHUE CEKpeTa M3
paHb"

C

A — HaOmopanuce npu npodpunaktuke BTD y B3pocinblX manmMeHToOB Mociie OOoJbLINX
OpTOMNEINYECKUX ONEpPALMil HA HUKHUX KOHEYHOCTSIX;

B — nabmonanuce npu geuenun TI'B, TOJIA u npodunaktuke penuausoB TI'B u TOJIA kak
OUYEHb YaCThIE Y JKEHIIUH MOJIOXKE 55 J€eT;

C — Ha0mrofanuch Kak HEYacThle B pamMKax NpOoQUIaKTHKU aTepoTPOMOOTHYECKUX COOBITUH Y
naruenToB nocie OKC (mocie mpoBeieHUs YpeCKOKHBIX BMEIIATEIBCTB).

* IlpumeHsuics TMpenBapUTENbHO 3aJaHHBIA H30MpATeIbHBIA MOAXOJ K cOOpy JaHHBIX IO
HE)KEJNaTeNIbHBIM SIBICHUSM B OTAENbHBIX uccienoBaHusx |l ¢a3el. Ha ocHoBanum ananmza
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MAHHBIX UCCIIEAOBAHHUI YacTOTa HEXEIATEJIbLHHIX peaKL'iHI‘»’;' :I:ie-l %gé_sﬁiﬁ zﬁ“lf_,l,l:'ﬁl 'H'mIa-'rtHBt ‘HOBBIX

HCIKCJIATCIIbHBIX JICKAPCTBCHHBIX peaxunﬁ I/I,Z[GHTI/Iq)I/II_[I/IpOBaHO He OBLIO.

OmnmcaHue OTACIBHBIX HEXKEIATSAbHBIX PEaKITAM

YuuteiBas (hapMaKoJIOTHUYECKUH MEXaHW3M JEHCTBUS, MPUMEHEHHE Mpemnapata PuBakcopen
MOYET COTMPOBOXKIATHCS MOBBIICHHBIM PUCKOM CKPBITOI'O WJIM SIBHOTO KPOBOTEUEHUS U3 JIIOOBIX
OpraHoOB U TKaHEH, KOTOPO€ MOXKET NPUBOAMTH K IOCTreMopparnyeckoil anemuu. IIpusnaxwy,
CHUMIITOMBl M CTENEHb TSHKECTH (BKJIIOYAs BO3MOJKHBIN JIETalbHBIM HMCXOJ) BapbUPYIOTCS B
3aBHCUMOCTH OT JIOKAJIHM3allMK, MHTEHCUBHOCTU HJIU MPOJOKUTEIEHOCTH KPOBOTEUEHUS W/WIH
anemuu (cM. paszaen 4.9.).

B kiIMHMYECKMX MCCIEOBAHUAX KPOBOTEUEHHMS] M3 CIM3MUCTBIX 000JI04eK (a HMEHHO:
KPOBOTEUYECHHE U3 HOCA, ECEH, KEIYAOYHO-KUILIEYHOIO TPAKTa, MOYEIIOJIOBOM CUCTEMBI, BKIIIOYAs
QHOMAJIbHOE€ BarvMHAJbHOE WJIM YCUJIEHHOE MEHCTPYaJbHOE KpPOBOTEUEHHE) M aHEMHS
HAOJII0JAIMCh Yallle NP JUIMTENIbHOM JIEYEHUM PUBApPOKCA0AHOM I10 CPABHEHHUIO C JICUEHUEM
ABK. Takum o0pa3oM, B JONOJHEHHE K HaJuIeXaleMy KIMHUYECKOMY HaOJI0EHHUIO,
1a0opaTOpHOE HUCCIIEAOBAaHME TI'€MOIIOOMHA/TEMAaTOKpUTa MOXET ObITh 3HAYMMBIM  JUIs
BBISIBJIEHUSI CKPBITBIX KPOBOTEUEHUI M KOJIMYECTBEHHOW OLIEHKH KIMHUYECKON 3HAUYMMOCTHU
SBHBIX KPOBOTEUEHUH, KOTOPbIE OYAYT COUYTEHBI JOIMYCTUMBIMU. PUCK pa3BUTHS KPOBOTECUEHUM
MOJKET YBEJIIMYUBATBCS Yy OIPENEICHHBIX TIPYII MAlUEHTOB, HAIpUMEp, y IaLHUEHTOB C
HEKOHTPOJIMPYEMON apTepHaJbHON T'MIEPTeH3Uel W/WIM NpU COBMECTHOM IPUMEHEHUU C
IpernapaTami, BIMSIOIKMMU Ha reMocTas (cM. paszen 4.4.). MeHcTpyaabHOE KPOBOTEUEHUE MOKET
OBITH O0JI€€ OOUIIBHBIM W/UJIH MPOJIOJIKUTENbHBIM.

['eMopparnueckue OCJIO)KHEHUS MOTYT MpOSIBIATbCA B BUAE Cl1a0OCTH, OJIEAHOCTH,
TOJIOBOKPY>KEHUS, TOJIOBHOM OO MM HEOOBSICHUMBIX OTEKOB, OJBIIIKM WM IIOKA, pa3BUTHE
KOTOpOTO HeJb3d O0BSACHUTH APYTMMH IMpUUMHAMU. B HEKOTOpBIX cllydasx BCIIECTBUE aHEMUU
pa3BUBAJIMCh CUMIITOMBI MILIEMUU MHOKap/ia, TakKue Kak 00JIb B IPyU U CTEHOKApUSL.

[Ipy npumeHeHuM pHBapoKcabaHa pPErMCTPUPOBAINCH M TaKUE W3BECTHBIE OCIIOKHEHUS,
BTOPUYHBIE II0 OTHOLICHWIO K TSDKEIBIM KPOBOTEUEHHUSM, KaK CHUHAPOM IIOBBIIIEHHOTO
cyO¢acuuanbHOro JaBiaeHus (KOMIIAPTMEHT-CUHPOM) ¥ IOYEYHAast HEJOCTATOYHOCTh BCIIE/ICTBUE
runonepdys3un. TakuM o6pa3oM, clieyeT YUYUTHIBaTh BO3MOKHOCTh KPOBOTEUEHHS NPU OLIEHKE
COCTOSIHUS JIFOOOTO MAIMEHTA, MOJYYaloIero aHTUKOATyJISIHTBI.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0maTsh O MOJ03pPEBAEMBIX HEXKENATeIbHBIX pPEaKLUUAX MOCIe PErucTpanuu
JIEKapCTBEHHOTI'0 Tpernapara ¢ 1eabi0 00ecnedeHrs HeNPepbIBHOIO MOHUTOPUHIA COOTHOILIEHUS
«I0JIb3a — PHUCK» JIEKaPCTBEHHOI'O Mpenapara. MeIuIUMHCKUM pPaOOTHHKAM pPEKOMEH]IyeTCs

COO6H_IaTB 0 JIFOOBIX oAO3pCBACMBIX HECKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIperiapara
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EBpa3uiickoro 53K0HOMHUYECKOro COI03a.

Poccuiickas ®eoepayus

109012, r. Mockga, CnaBsHCKas IJI01ab, 1. 4, ctp. 1

®denepanibHas Ciryx0a 1Mo Ha30py B cdepe 3npaBooxpanenus (Poc3npasuamzop)
Ten.: +7 800 550-99-03, +7 (499) 578-06-70

E-mail: pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

4.9. [lepeno3upoBka

CuMITOMBI

CooOmasioch 0 peAKux Ciy4asx nepeno3upoBku 1m0 1960 mr. B cimydae mepemno3upoBKd
HE0OXO0UMO TIHIATETHFHO HAOII0IaTh MAIMEeHTa Ha MPEAMET Pa3BUTHUSL KPOBOTEUEHUS UITH IPYTHX
HEe)KeNaTeNIbHBIX peakiuil (cM. MyHKT «JleueHue KpoBOoTeueHuii»). BeneacTsie orpaHndeHHOTro
BCAChIBaHMS OXHaaeTcss d3(PQPeKT HaChIIeHUs O0e3 MaJbHEHIIero TOBBIIICHUS CPEIHEro
coJiepKaHusl pUBapoKcabaHa B TIa3Me P TUTIIEPTEPANeBTHUECKUX 103aX B 50 Mr min BeIIIe.
Jleuenue

CrneunduyeckuM aHTHIOTOM, MOAABIAIOMINM (apMaKoJUHAMUYECKOE JIeiiCTBUE pUBapoKcabaHa,
SIBIISICTCS aH/ICKCAHET anbda.

B cnyyae mepemo3mpoBKH Uil CHU)KEHHUSI BCAaChIBAHHs pUBapokcabaHa MOYKHO HCIOJIB30BATh
AKTUBUPOBAHHBIN YT OJIb.

Jleuenue kposomeueHut

[Ipr BO3HWKHOBEHWW OCJIO)KHCHHS B BHJEC KPOBOTEYCHUS Yy TAIMCHTa, NPUHUMAIOIICTO
puBapokcabaH, CIeIyIOIUI MpUeM Mperapara JTOHKeH OBITh OTJIOKEH WJIM JICYeHHE JOJKHO
OBITh OTMEHEHO, B 3aBHCHUMOCTH OT curyarnuu. [lepwon moiyBbIBeAeHHs] pUBapokcadaHa
cocTaBisieT mpuobnu3utenbHo 5—-13 dacoB (cMm. pasmen 5.2.). Jleyenwe criemyer moaOUpath
WHAWBUAYallbHO, B COOTBETCTBUU C TSDKECThIO W JOKanu3anued KkpoBoreueHus. [lpu
HEOOXOJUMOCTH MOXET TPHUMEHSTHCS COOTBETCTBYIONIEE CHMIITOMATHYECKOE JICUCHUE,
HarpuMep, MeXaHUIecKasi KoMIpeccus (HapuMep, B clydae CHIbHOTO HOCOBOTO KPOBOTEUEHHUS ),
XUPYPTrUYECKHUI reMocTa3 ¢ MpoleaypaMu KOHTPOJIS 3a KPOBOTEUEHHEM, BOCIIOTHEHHE 00beMa
KUJKOCTU U TeMOJAMHAMUYECKAs TIOJICPKKa, MPUMEHEHHUE TPErapaToB KPOBH (IPUTPOLIUTAPHON
Macchl WJIA CBEXE3aMOPOXCHHOW TIa3MbI, B 3aBUCUMOCTH OT COITYTCTBYIOIICH aHEMHH WU
KOaryJonaTHH) Uil TPOMOOIIMTOB.

Ecnu nmepeuyucieHHble BBIIIE MEPONPUATHS HE TMPUBOIAT K YCTPAHEHUIO KPOBOTEUYEHHUS, MOKET

ObITh Ha3HAUeH CIEeHU(PUUECKUN aHTHIOT MHTUOMTOpOB (hakTopa Xa (aHaekcaHeT aibda),
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CMEPTHOMY OTYETY

NPOKOATYISIHTHBIM ~ TpenapaT, HampuMmep, KOHILIEHTpAaT MPOTPOMOMHOBOTO  KOMILIEKCA,
KOHIIGHTPAT aKTUBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA, peKoMOUHAHTHEIN ¢akTop Vlla
(rf Vlla). Oqnako 10 HACTOSIIEr0 BPEMEHU OIBIT MPUMEHEHHUS STHX IMPENapaToB MPHU JICYCHUH
NAlMEHTOB, IOJYYaloLMX PHUBAPOKCaOaH, OYEHb OrpaHUYeH. J[aHHbIE PEKOMEHJALMU TaKXe
OCHOBAHbI Ha OTPAaHUYEHHBIX JOKIMHUYECKHX JaHHBIX. Heo0X01mmo npeaycMoTpeTh nepecMoTp
710361 peKoMOMHaHTHOTO (hakropa Vlla u TuTpoBaHue B 3aBUCIMOCTH OT CHIKEHHS aKTHBHOCTH
KpPOBOTEUECHMsI. B 3aBUCUMOCTH OT MECTHOH JOCTYMHOCTH, B Cllydae OOJBLIOTO0 KPOBOTECUCHMS
clleflyeT PacCMOTPETh BO3MOXHOCTb KOHCYJIBTALIMU CO CHELHUATUCTOM IO KOAaryjasiuuu (CM.
paznmen 5.1.).

Oxupaercs, 4to mnporamuHa cynb(ar u ButamMuH K He Oynyr oka3plBaTh BIUSHHUS Ha
IPOTUBOCBEPTHIBAOLIYIO0 AKTUBHOCTh pUBapoOKcabaHa.

Mmeercss orpaHUYEHHBIN OIBIT MPUMEHEHHUS TPAaHEKCaAaMOBOM KHMCIOThl M OTCYTCTBYET OIIBIT
NPUMEHEHHS aMHHOKAIpPOHOBOM KHCJIOTHI W AalpOTHHUHA Yy TMAIUEHTOB, IOJYyYAOIIUX
puBapokcaban. HayuHoe 000CHOBaHHWE TII€NIECOOOPA3HOCTH WM OIBIT  HCIOJIB30BaHUS
CHUCTEMHOI'0 TI'eMOCTaTUYECKOro Ipenapara JeCMOIPECCUH Yy MAalUeHTOB, MOJYYaroluX
puBapokcabaH, OTCYTCTBYET. YUMThIBas MHTEHCHBHOE CBS3bIBaHHE C O€lKaMu IUIa3MBl,

OXHuaacrces, 4ro pI/IBap0K0216aH HE 6YI[€T BBIBOAUTHCSA IIPpHU NPOBCACHUN JUAIN3A.

5. DPAPMAKOJIOTMYECKUE CBOHCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

dapmakoTepaneBTHUECKas TpyIa: aHTUKOATyJISTHTBI; IPSIMble HHTUOUTOPBI (hakTopa Xa

Kox ATX: BO1AFO1

Mexanusm geiicTBus

PuBapokcabaH — BBICOKOCEIEKTUBHBIIN NpsAMOil MHrHOUTOp (akTopa Xa, obiagaronuii BEICOKOH
OMOOCTYIHOCTBIO MPH IIPUEME BHYTPb.

AxtuBanus Qaxktopa X c¢ oOpazoBaHueM (Qaktopa Xa yepe3 BHYTPEHHUN M BHEUIHMM MyTH
CBEPTHIBAHUSI UIPAET LEHTPAJIBHYIO POJIb B KOAryJSIIMOHHOM Kackajge. @aktop Xa sBisercs
KOMITOHEHTOM (hOPMUPYIOIIETrocsi IPOTPOMOMHA3HOTO KOMILIEKCA, AEUCTBUE KOTOPOTO IPUBOAUT
K MPSIMOMY TPEBPALICHUIO MPOTPOMOMHA B TPOMOHMH. B pe3ynbraTe 3TH peakiu MpUBOIAT K
dbopMupoBannio GUOPMHOBOTO TPOMOA U aKTUBALUU TPOMOOIIUTOB TpoMOMHOM. O1HA MOJIEKyIa
dakTopa Xa karamuszupyetr oOpazoBanue Oonee 1 000 Momexyn TpoMOWHA, YTO TOJYYHIIO
Ha3BaHUE «TPOMOMHOBOTO B3pbIBa». CKOPOCTh peakIy CBSI3aHHOTO B MPOTPOMOHMHA3E (aKTopa
Xa ysenuuuBaetrcsa B 300 000 pa3 mo cpaBHEHHMIO C TakoBOH cBOOOIHOro (akropa Xa, yTo

o0OecrieunBaeT pe3KUil CKauyoK B ypoBHe TpomOuHa. CeleKTHBHbIE MHTHOMTOpPHI (pakTopa Xa
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MOTYT OCTaHOBUTH «TPOMOMHOBBIN B3pbIB». Tagum 06péwﬁ;:b%§(§aggg BicAsrmaet Bvdnme

Ha pe3yJbTaThl HEKOTOPBIX CHEHU(PHUECKUX HIM OOLMX JIaOOpPaTOPHBIX HCCIEAOBAHHIA,

MPUMCHACMBIX I OHCHKH CBCPTHIBAIOIINUX CHUCTCM.

dapmakogngamuyeckue 3P HeKTel

Y yenoBeka HaOdIOAaeTCcs J10303aBUCHUMOE WHTHOMpPOBaHME AaKTHUBHOCTU (akTopa Xa.
PuBapokcaban oka3bpIBaeT /10303aBHCHMOE BIHMSIHHE Ha MPOTPOMOMHOBOE BpeMs M OJIM3KO
KOppeNnupyeT ¢ KOHIEHTpauusaMu B miazme r = 0,98), ecnu ans aHanmm3a UCHoib3yeTcst Habop
Neoplastin. Ilpu wucrnonb3oBaHUM JIPYTUX PEAKTUBOB pPeE3yJabTaThl OyIyT OTIMYATHCA.
[IpoTpoMOUHOBOE BpeMmsl cieayeT U3MepsATh B CeKyHaax, nmockonbky MHO otkanubpoBaHo u
CepTU(PHUIMPOBAHO TOIBKO JJISI MPOU3BOAHBIX KyMapHHA M HE MOXKET MPUMEHATHCS IJIs IPYTUX
AQHTHUKOATYJISTHTOB.

B winHH4YeckoM  (apMakoIOrHUYeCKOM HCCICJOBAHMM H3MEHEHHsS  (apMaKOJMHAMHKU
puBapokcabaHa y 3I0pOBBIX B3pOCHBIX J100pOBOJBIEB (N = 22) ObUIO BBHISBICHO BIHSHUE
onHOKpaTHBIX 703 (50 ME/Kr) AByX pa3iMYHBIX THIIOB KOHIIEHTpaTa MPOTPOMOWHOBOTO
komruiekca: Tpexdaxropuoro (pakropsr I, IX u X) u 4-pakropuoro (pakropst II, VIL, IX u X).
TpexdakTopHbIil KOHIEHTpAT MNPOTPOMOMHOBOIO KOMIUIEKCA CHU3UJ CpelHUE 3HaueHUus
nporpoMOuHOoBOro Bpemenu (Neoplastin), npumepHo Ha 1,0 cexynny B TeueHue 30 MHHYT IO
CPaBHEHHUIO CO CHIDKEHHEM NMPUMEPHO Ha 3,5 CEeKyHIbl, HAOIIOJAEMBbIM TIPH MCIOJIb30BAHUH 4-
(aKkTOpPHOTO KOHIICHTpaTa TMPOTPOMOMHOBOTO KOMIUIeKca. HampotuB, TpexhakTopHBIN
KOHIIEHTPAT MPOTPOMOMHOBOI'O KOMILIEKCa OKa3all 0oJiee CuilbHOE U ObIcTpoe olliee BIUSHUE Ha
00paTUMOCTh M3MEHEHMH B TeHepali SHJOT€HHOTO TPOMOMHA, 4YeM YeThIpeX(aKTOPHBIN
KOHIIEHTPAT MPOTPOMOMHOBOTO KOMILIeKca (cM. paszen 4.9).

Y marueHToB, KOTOPHIM MPOBOASITCS OOJIBIIIME OPTONEIUYECKHIE OTIepallun, 5/95-TIPOIEHTHITH JIS
nporpoMOuHOBoro Bpemenu (Neoplastin) uepe3 2—4 wyaca mocne mpuema TabineTku (T.e. Ha
MakcumyMme 3¢ dexta) BappupyroT oT 13 10 25 cexyHa.

VY nmanueHToB, MOJYyYarolIUX pUBapokcabaH A JieueHUusd U npoduiakThuku peruausoB TI'B u
TOJIA, 5/95-ipouentunu st mporpomouHoBoro BpemeHu (Neoplastin) yepes 2—4 vaca nocie
npuema TabaeTku (T.e. Ha MakcumyMe 3¢ dekra) BapbupytoT oT 17 10 32 cekyHA y NalueHTOB,
NpUHUMAarOMUX 15 Mr aBa pasa B ieHb, ¥ OT 15 10 30 cexyHa y ManueHToB, npuHUMaromux 20 mr
OJIMH pa3 B JICHb.

Takxe puBapokcaban pozozaBucumo yBenuuuBaeT aUTB u pesynpraTr HepTest; omnako 3tu
napamMeTpsl He PEeKOMEHAYETCsS MCIOJIb30BaTh JJIS OLUEHKH (papMakoguHaMu4eckux 3¢ddexron
puBapokcabaHa.

B mepuon neueHust puBapokcabaHOM MPOBOJIUTH MOHUTOPHHT ITapaMeTPOB CBEPTHIBAHUS KPOBH

He TpeOyercsa. OpHaKo, eciau A 3TOTO €CTh KIMHMYECKOe OOOCHOBaHHE (Hampumep, Ipu
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BMEIIATEILCTBA), KOHLEHTPALUs pPUBAapOKCa0aHa MOXET ObITh HM3MEpPEHAa NpU MOMOIIU
KaJIMOpPOBaHHOTO KOJIMYECTBEHHOIO TecTa aHTH-(pakTopa Xa (Hanpumep, STA — Liquid Anti-Xa,

npousBoautens Juarnoctuka Ctaro CAC, ®paHiys Wik aHAIOTHYHBIH) (cM. pa3zaen 5.2.).

Oco0nlie T'PYHOIIbI TAIMEHTOB

Bruanue na xoppueuposannwiii unmepean QT

VY 310pOBBIX MYXXYMH W KeHIIMH crapme 50 ner yanuHenue mHTepBana QT mox BiusHUEM
puBapokcabaHa He HaOJII01aI0Ch.

Tlayuenmoi ¢ 6blcOKUM PUCKOM MPOUIHO20 NOZUMUBHO20 AHMUPDOCHOIUNUOHO20 CUHOPOMA

B cnoncupyemoM uccienoBaTelleM — PaHIOMHU3UPOBAHHOM  OTKPBITOM  MHOTOLIEHTPOBOM
MCCJIEJOBAaHHUH C 3aCJIEINIEHHOM OLIEHKOM KOHEUHBIX TOUYEK pUBapoKcadaH U3ydascsl B CpPaBHEHUU
¢ BapdapuHOM y MAIMEHTOB C TpPoMOO30M B aHaMHE3€ M C BBICOKUM PHCKOM
TPOMOOIMOOINYECKUX COOBITHH, Y KOTOPBIX AMArHOCTUPOBAH aHTU(POCHOIUIUIHBIA CUHAPOM
(TTOJIOKUTENBHBIN PE3YNIbTAT UL BCEX TPEX TECTOB HA aHTU(HOCHOIUITUAHBINA CHHIPOM: HATTHINE
BOJYAHOYHOTO AHTHUKOATYJISIHTA, AHTUTEN K KapIuOJUIMHY W AaHTUTeNl K Oera-2-
riukonporeuny I). Ilocne BkmodeHus 120 manMeHTOB HCClEOBaHUE ObLJIO IPEKpaIlEeHO
JIOCPOYHO 10 IPUYHMHE MOBBIIIEHHONW YacTOThl TPOMOOIMOOINYECKUX COOBITHI Y NallMEHTOB B
rpynne puBapokcabaHa 1o CpaBHEHMIO ¢ Teparnuei BappapuHoM. CpenHsist IpOAOIKUTENbHOCTh
nepuojia HaOmoIeHust coctaBmia 569 mHeil. 59 manueHToB ObUIM PaHJAOMH3UPOBAHBI B TPYIIILY
puBapokcabana B 103e 20 Mr (15 Mr [u1s nanueHToB ¢ KIMpeHcoM KpeatnHuHa <50 mui/MuH) u 61
— B rpynny Bapdapuna (MHO 2,0-3,0). TpomOGosamboanueckue coObITUs mpousonum y 12 %
NAlMEHTOB, PaHJAOMU3UPOBAHHBIX B IPYNNy puBapokcabaHa (4 WIIEMUYECKUX HHCYJIbTa U 3
uH(papKTa MUOKapja). Y MalMeHTOB, PaHIOMH3UPOBAaHHBIX B TPYIIYy BapdapuHa, COObITHS HE
ObUIH 3aperucTpupoBaHbl. bosbioe kpoBoTeueHne Npon3ouio y 4 nauueHToB (7 %) u3 rpynmnsl
puBapokcabaHa u 2 nauueHToB (3 %) u3 rpymnisl BapapuHa.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AbGcopbuus

PuBapokcaban ObicTpo BcachiBaeTCs; Cmax JOCTUrAETCs depe3 2—4 yaca 1ocjue npuema TableTKH.
[Tpu npueme puBapokcabaHa BHYTpb B BHJE TabJeTOK J103MpoBKoW 2,5 mr m 10 mr mpemnapar
BCACHIBACTCS TMPAKTUYECKH TIOJHOCTBIO M XapaKTEPHU3YeTCsl BBHICOKON OmomocTymHOCThiO (80—
100 %) ne3aBucumo ot mpuema nunid. COBMECTHBIA ¢ MHINEH MpueM puBapokcabaHa B J103€
2,5 mr u 10 mr "e Biuser Ha AUC u Cmax. PuBapokcaban B ¢popme TabIeTOK T03UPOBKOM 2,5 MT
u 10 Mr MO’xeT Ha3Ha4YaThCs AJIS IPUEMa BO BpEMs €/Ibl MIIM HE3aBUCUMO OT ITpHeMa IHIIH.
dapMaKOKMHETHKA pUBapoKcabaHa sBIsieTcs IPaKTHUeCKU JINHEHHOM nipu npueme 10 15 mr 1 pa3

B AcHb. [Ipu 6osee BRICOKHX /103aX pHBapOKcabaH JEMOHCTPUPYET aOCOpOIHI0, OTPaHUYCHHYIO
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CMEPTHOMY OTYETY

I03bl. DJTO OoJiee BBIPAKEHO MPHU MPUEME HATOINAK, YeM IpH MPUEME BO BPEMs bl
dapMakOKMHETHKA  pHUBapoKca0aHa  XapaKTepU3yeTcs  YMEPEHHOW  WHAWBUAYAIbHOMN
W3MEHYHMBOCTHIO; MHAMBUIYaJbHAS WU3MEHYMBOCTh (BapHAIMOHHBIN KOA(D(HUIIMEHT) coCTaBiIsIET
o1 30 10 40 %, 3a UCKITFOUEHUEM JHS TPOBEACHUS XUPYPrUUECKOM ONepaluy U CIAEAYIOIIEro JTHS,
KOTJ1a U3MEHYMBOCTH IKCIO3HINHU BhicoKas (70 %).

BcaceiBanue puBapokcabana 3aBuUcHT OT Mecta BhicBOOOkIeHUs1 B JKKT. Camxkenue B 29 % u
56 % B AUC u Cmax, COOTBETCTBEHHO, B CPAaBHEHUHU C IPUEMOM I1€J10i TabJIeTKH, HAOII0AAI0Ch
IIPU BBEJICHUHU TPaHyJIsITa puBapokcabaHa B MPOKCUMAIbHBIN OT/I€] TOHKOW KHUIIKU. DKCIIO3UIINS
npernapara B OOJBIICH CTEIIEHN YMEHBIIACTCS MPU €r0 BBEJACHUU B JUCTAIBHBIA OTAET TOHKON
KHIIKA WJIA BOCXOJAIIYI0 000104HYI0 KUKy, CremxyeT m3berath BBeIEHHUs puBapokcabaHa B
JKEJTY0YHO-KUIIIECYHBIN TPAKT IUCTAbHEE JKeIy/IKa, TOCKOJIbKY 3TO MOKET MOBJIEYb CHI)KEHUE
BCACBIBaHUSI M, COOTBETCTBEHHO, KCITO3UIIMH TIperapara.

buonocrynmuocts (AUC 1 Cmax) U3MeNbYCHHOH TabneTku puBapokcadbaHa no3upoBkor 20 wmr,
MPUHSITON BHYTPh B CMECH C SIOJIOYHBIM ITFOPE WIIA CYCIICHANPOBAHHOW B BOJIE U BBEACHHOM Uepe3
JKEIYAOYHBIA 30HJ C TOCICAYIOINIMM MPHEMOM >KHUIKOrO MHUTaHus, Oblla COMOCTaBUMA C
OMOJOCTYIMHOCTBHIO TPU MpUeMe LeNoi TableTKu. YUUThIBas MpPEICKa3yeMblil 10303aBHCUMBbIN
(dapMaKOKMHETHYECKUH TNPOPWIb pHUBApOKcabaHa, pe3yNbTaThl JaHHOTO WCCICAOBAHUS
OMOJOCTYMHOCTH IPUMEHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM Ipernapara.

Pacupenenenue

B opranmsme uenoBeka Oonblnas yacTh puBapokcabaHa (92-95 %) cBs3biBaeTcs ¢ OenkaMu
TTa3Mbl, OCHOBHBIM CBSI3BIBAIOIIMM KOMITOHCHTOM SIBJISIETCSI CBIBOPOTOUYHBIN anmbOymMuH. O0BeM
pacripeiefieHusi — yMEPEeHHBIN, Vss COCTABISIET MPUOIN3UTENHHO S0 JI.

BI/IOTDaHCd)ODMaHI/IH U 3JIMMHWHAIINA

[Tpu nmpueme BHYTpb NPUOIU3UTENBHO 2/3 OT Ha3HAUEHHOM 103kl pUBapoKcadaHa Mo ABEPraroTCs
MeTabonu3My U B JlalbHEHIIEM BBIBOJSATCS PaBHBIMU YacTSIMM IMOYKaMU U 4epe3 KUIICYHUK.
OctaBmascs 1/3 10361 BBIBOAUTCS TIOCPEICTBOM MPSMOI MOYEUHOM 3KCKPELIMH B HEU3MEHEHHOM
BUJIE IJIaBHBIM 00pa3oM 3a cYeT aKTUBHON MOYEYHON CEKPELUH.

PuBapokcaban merabonusupyetcs nocpenctsoM uzopepmentoB CYP3A4, CYP2J2, a takxe npu
MOMOIIM MEXaHHU3MOB, HE3aBHUCHUMBIX OT CHUCTEMBbl HHUTOXPOMOB. OCHOBHBIMH YYacTKaMH
O6uoTpaHcpopMaliH SBISIFOTCS OKUCIEHNE MOP(POIUHOBON IPYIIIBI U THAPOJIN3 aMUIHBIX CBSI3EH.
CornacHO NaHHBIM, TOJY4SHHBIM IN Vitro, puBapokcabaH sBisieTcsl cyOCTpaToM Uit OEIKOB-
nepeHocunkoB P-gp (P-rnmukonporenna) u Berp (Oenka ycToHUMBOCTH paka MOJOYHOM KeJie3bl).
HeusmenenHslii puBapokcabaH SIBISIE€TCS €IMHCTBEHHBIM aKTUBHBIM COEIUHEHUEM B

YeJI0BEUYCCKOM mIa3Me, 3HaYUMbIC HWJIM aKTHUBHBIC HUPKYIHPYIOIIUC MeTa0OJIUTEI B IJIa3Me HE
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oOHapyxeHbl. PuBapokcabaH, CHUCTEMHBIN KIMPEHC Ikgll'*gl;o]%ﬂé:)%‘r“agg%Hl';ﬁﬂgﬁmlﬂeﬁbﬂo

10 n/49, MokeT OBITH OTHECEH K JICKapPCTBEHHBIM BEUIECTBAM C HHU3KUM KiupeHcoM. [lepuon
MOJTYBBIBEJICHUS TI0CJIC BHYTPUBEHHOTO BBECHHUS 03Bl 1 MTI' cocTaBiseT okoio 4,5 gaco. [Tocne
MepopaIbHOTO TMpHUEMa AIMMHHAIMSA OTPaHUMYECHAa CKOPOCTBIO BcachiBaHUsA. [Ipu BBIBeIeHUU
puBapokcabaHa W3 IIa3Mbl KOHEUHBIM TEPHO/] MOTYBBIBEICHUS COCTABIIIET OT 5 10 9 4acoB y
MOJIOJIBIX MAalKMEHTOB U OT 11 10 13 9acoB — y MOKUJIBIX MALUEHTOB.

Oco0bI¢ IpyIIbLI NALMESHTOB

Ilon

Y MyX4YMH U )KCHIIUH KJIMHUYECKU 3HAYUMBIX pazIuuuil papMaKOKMHETHKU HE OOHAPYKEHO.
Tooscunoii 6ozpacm

VY MOXWIJIBIX MAIMEHTOB KOHIIEHTPAIU pUBapOKcabaHa B TJIa3Me KPOBH BBIIIE, YEM Y MOJIOABIX
nanueHTos; cpegHee 3HaueHne AUC npuOausuTensHo B 1,5 paza npeBbllIaeT COOTBETCTBYIOIUE
3HAYEHHUS Y MOJIOABIX IMAalMEHTOB, TJIABHBIM 00pa3oM, BCJEICTBUE KaXYIIETOCS CHIKEHUS
o011ero ¥ NoYe4yHoro KiaupeHca. [lanuenTam mo>xxuaoro Bo3pacta KOppeKkius 1036l He TpeOyeTcs.
Macca mena

Crnumkom manas unu 6ombiias Macca tena (meree 50 kr u 6onee 120 Kr) JIuIlb HE3HAYUTEIBHO
BJIMSIET Ha KOHIIEHTPALMIO puBapokcabaHa B IUIa3Me (pasinyue cocTaBisieT MeHee 25 %) (cMm.
paznen 4.2.). Koppekmus 10356 mpenapara B 3aBHCUMOCTH OT MacChl Tejla MalieHTa He TpeOyeTcsl.
Meorcomuuueckue paznuvus

Knunudecku 3HAUMMBIX paznuyuii (apMakKOKMHETUKH M  (apMaKOJMHAMHUKU Yy B3POCIBIX
NAallMEeHTOB  E€BPONEOMIHONW, adpoaMEepUKaHCKOW, JAaTMHOAMEPHKAHCKOH, SIMOHCKOM WIn
KUTalCKON 3THUYECKOM MPUHAAJIEKHOCTH HE HAa0JI01a10Ch.

Ilayuenmul ¢ napywenuem ynkyuu nevenu

VY NanueHToB ¢ HUPPO30M IEUEHH C JIETKOW CTENEeHbI0 EYEHOYHON HEeAOCTaTOUYHOCTH (Kimacc A
no Yaitna-Ileto) QapmakokuHeTHKa pHBapokcabaHa JHIIb HE3HAUYUTENIBbHO OTJIMYalach (B
cpennem otmeuanoch yBenumdenne AUC puBapokcabana B 1,2 paza) oT COOTBETCTBYIOIIMX
NoKa3aresel B KOHTPOJIbHOW IPYyMIE 3J0POBbIX UCIBITYEMBIX. Y MallMEHTOB C IUPPO30M IEUEHU
C TMEYEHOYHOM HeJ0CTaTOYHOCThIO CpeiHel cTeneHu TshkecTH (kiaace B mo Yaitna-I1st0) cpennss
AUC puBapokcabaHa Obl1a 3HAYMMO TOBBIIIEHHOH (B 2,3 pa3a) MO CpaBHEHHIO CO 370POBBIMU
noOpoBosbiiamMu. 3HaueHue HecBsa3aHHONH AUC Obu10 OBBIIIEHO B 2,6 paza. CKOpOCTh BbIBEIEHUS
puBapokcabaHa MOYKaMU y TaKUX IMalMEHTOB ObUla CHMXKEHA TaKKe, KaK M y MalUeHTOB CO
CpEIHEN CTENEHBIO T0YEYHOW HEOCTaTOUYHOCTH.

JlaHHbIE IO TAIIMEHTAM C TSKEIJION IEYEHOYHONW HEJ0CTaTOYHOCTHIO OTCYTCTBYIOT.

[TonaBnenne akTUBHOCTH (hakTopa Xa y MAlMEHTOB C IEYEHOYHON HEJO0CTaTOYHOCTHIO CpeIHEN

crenenn TsokecTH (kimacc B mo Yaiina-IIsio) Obuto BeIpaxkeHo cuibHee (B 2,6 pasza), 4em y
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3I0POBBIX JI0OPOBOJIBIIEB; TPOTPOMOMHOBOE BPEMSI TaKﬁQ'-_é:L‘:llEl;la';zE'ﬁch%ﬂHﬂ};&Jo'-ka'za'%e'hn y

3I0pOBBIX JOOPOBOJIBIIEB. [lanMeHTh! CO CpeaHETKENOoN NeUeHOYHON HEJOCTaTOYHOCThIO Oojiee
YyBCTBHUTEIBHBI K pUBapoKcabaHy, 4TO SBISETCS CIEACTBHEM OOJiee TECHOH B3aMMOCBSI3U
dapmakoguHaMuuecknX dOQPeKkToB U (PapMaKOKHMHETUUECKHX IapaMeTpPOB, OCOOCHHO MEXKTY
KOHIIEHTpaluel U MPOTPOMOMHOBBIM BPEMEHEM.

[IpumeHenune puBapokcabaHa NPOTHBOIOKA3aHO Yy NAIMEHTOB C 3a00JIEBaHUSMHU IICYCHH,
MPOTEKAIOIIMMHU C KOaryJonaTUed U KIMHUYECKH 3HAYMMBIM PUCKOM KPOBOTEUYEHUS, BKIOYAs
HAIMEHTOB C IUPPO30M meueHu KiaaccoB B u C no knaccudukarmu Yaina-ITeio (cm. pasgen 4.3.).
Tayuenmsi ¢ HapyweHuem QyHKyuy novex

VY manueHToB ¢ HapylIeHHeM (DYHKIMH IMOYEK HAOII0AIOCh YBEIMUYCHHE IO IU 0] KPUBOU
KOHIIGHTpaLUsA-BpeMsl pHUBapoOKcabaHa, oOOpaTHO MPOMOPLUUOHAIBHOE CTENEHH CHUKCHUS
MoYeYHOU (PYHKIUH, OLECHUBAEMOM 10 KIUPEHCY KpeaTHHHUHA.

VY nanuenToB ¢ nerkoii (KK 50-80 mun/mun), cpenueit (KK 30-49 mn/mun) wnu tsoxenoit (KK 15-
29 MJI/MHH) CTETICHBIO TIOYEYHON HEIOCTATOYHOCTH HAOIIOAAIOCh COOTBETCTBEHHO 1,4-, 1,5- 1
1,6-xpaTtHOE yBenmMueHHE KOHLEHTpalmii puBapokcabana B miazme (AUC) mo cpaBHEHHIO CO
3I0pOBBIMHU J100poBOJbIIaMH. COOTBETCTBYIOIIEE YBeIHnUeHHE (hapMakoAMHAMUYECKUX YD (HEKTOB
ObLJ10 O0JIee BHIPAKEHHBIM.

Y ManueHToB C JIETKOHM, CPeHEW W TSOKEIOW CTENEHBIO HapyIICHHs (YHKIIMH TIOYEK oOIiee
[0JIaBJICHUE aKTUBHOCTU (akTopa Xa ysenunuuBanock B 1,5, 1,9 u 2 pa3a no cpaBHEHHIO CO
3I0POBBIMH JOOPOBOJIBLIAMU: MPOTPOMOMHOBOE BpeMsl Takke yBenuuuBajioch B 1,3, 2,2 u 2,4
pa3a, COOTBETCTBEHHO.

JlanHble 0 mpruMeHeHnH puBapokcadbana y nauueHToB ¢ KK <15 mi/MHH OTCYTCTBYIOT.

B cBsi3u cO 3HAUUTENBHBIM CBA3BIBAHUEM C O€JIKaMU IUIa3Mbl CUMTAETCS, YTO pUBapoKcadaH He
OyZIeT BBIBOAUTHCS C TOMOIIIBIO TeMOAMATU3A.

He pekoMenayercst mpuMeHsATh puBapokcadan y mamueHtoB ¢ KK <15 mn/muH.

PuBapoxcabaH ciieyeT NpuMEHSATh ¢ OCTOPOKHOCTBIO y manueHToB ¢ KK 15-29 mun/mun (cMm.
pasaen 4.4.).

DapMaKOKMHETUYECKUE JAaHHBIC YV IAIIUEHTOB

VY marnueHToB, Moyydarmux puapokcadan B 1o3e 10 mr 1 pa3 B nens aisa npodunaktuku BTO,
reoMerpuueckoe cpeaHee koHueHtpauuii (90 % mnpenuKTUBHBIM MHTEpBai) yepe3 2—4 daca u
nmpuMepHO uYepe3 24 wdaca TMoOcCie mpueMa mpemnapara (Y4To TMPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOW M MHUHUMAJIBHOW KOHIIeHTparusaM) coctaBuio 101 (7-273) mxr/n u 14 (4-51)
MKT/J COOTBETCTBEHHO.

CootHotrenne hapMaKOKHHETHYECKUX U (papMakonnHaMudeckuX dhdhEKTOB
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(OK/®J) ™exny KOHIEHTpauued puBapokcabaHa B IUIa3Me€ KpPOBH UM KOHEUHBIMHU
dapmakormHaMuuecKUMH Toukamu (uHruOMpoBanue ¢(akropa Xa, [1B, aUTB u pesymbrat
HepTest) onennBaiocs npu mpuemMe puBapokcadaHa B MIMPOKOM Juara3one 103 (ot 5 1o 30 mr
JIBa pa3a B JICHb).

B3anMocBs3p Mex1y KOHIICHTpalueil puBapokcabaHa U akTUBHOCTBIO (hakTopa Xa HauIydlInM
00pazoM pOJEMOHCTPUPOBAHA C UCIIOJIb30BAaHUEM MOJIETH Emax. Mojiens auHelHoi perpeccuu
Jqy4llle JAEMOHCTPUPYET B3aUMOCBS3b MEXAY KOHIIGHTpaleil puBapokcabaHa W 3HAUEHHUEM
MPOTPOMOMHOBOTO BPEMEHU. YTIOBOW KOA(P(GUIUEHT 3HAUUTEIBHO MEHSUICA B 3aBUCUMOCTH OT
PEaKTHUBOB, HCIIOJIb3YEMBIX JUIS ONPEACTICHHUS TPOTPOMONHOBOTO BpeMeHH. [Ipu ucrnonbp30BaHum
Habopa Neoplastin ucxoaHoe 3Ha4eHHE MPOTPOMOMHOBOTO BPEMEHHU COCTABUIIO OKOJIO 13 cek ¢
HAKJIOHOM JUHUU OkoNlo 3—4 cex/(100 mxr/m). PedynpraThl ananuza cooTHouenus OK/OJ] B
uccnenoBanusix Il u III ¢a3bl coOTBETCTBOBANM aHAJIOTHYHBIM IOKa3aTeNsiM y 3I0POBBIX
nanrenToB. Ha mcxonueii ypoenb (akropa Xa u [IB y mammeHTOB OKa3biBaia BIMSHHE
XUpypruyeckasi ornepanusi, 4YTOo HPUBOAWIO K Pa3HMIIE B HAKIOHE JUHUM KOHIEeHTpauus-I1B

MCKAY AHEM II0CJIC OIICpallui U CcTaOMILHBIM COCTOSHHEM.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BCIOMOraTe/ibHbIX BelIECTB

S npo TabieTku

[emmron03a MUKPOKpUCTAIIIINYECKAS]
JlakT03BI MOHOTHIPAT
Kpockapmenno3za Hatpust
I'mnpomennosa

Harpus naypuncynsdar

Marnus creapar

[Imenouynas 000J09YKa

['unpomennoza 2910

Maxkporosn 4000

Turana 1MOKCHUT

Keneza okcuj KpacHbIN

6.2. HecoBMeCcTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

3 roxa.
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HM3Menp4YeHHbIE TA0IETKH (NOCNEOCBATENEHOCTE 0003)

N3menbueHHble TaOJETKH pUBapoKcabaHa CTAOWIIBHBI B BOJIE U B SIOJIOYHOM IIOpE B TeueHUe 4
YacoB.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU

XpaHuTh 1pu Temneparype He Boime 25 °C.

6.5. XapakTep u cofep:kaHue NEPBUYHOH YIAKOBKH

ITo 10 TabJIETOK B KOHTYPHYIO SAYEHUKOBYIO YIIaKOBKY u3 IIJICHKH

HOHHBHHHJ’IXJ’IOpHI{HOﬁ/ HOHHBHHHHHHCHXJ’IOpHI{HOfI n (l)OJ'II)FI/I AJTFOMUHHEBOM.

ITo 3 nnu 10 KOHTYpPHBIX SYEHKOBBIX YHAKOBOK BMECTE C JIMCTKOM-BKJIAJBIIIEM MOMENIAIOT B
MavyKy U3 KapToHa.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH TNPH  YHUYTOXKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 MpenapaTa Wjin 0TX0A0B, MOJYy4YeHHbIX N0cje NPUMeHeHHs Npenapara, u
Apyrue MAaHUMYJISIHUY ¢ TPenapaTom

N3menpueHue TabiaeToK

Eciu manueHT He crmoco0eH MpOrJIOTHTh Ta0NIeTKY IEIMKOM, TabJieTKa mpernapata PuBakcopen
MOJKET OBITh M3MeNbYeHa M CMEIlaHa C BOJOH WM sIOJOYHBIM IMIOpEe, HEMOCPEACTBEHHO Mepes
PUEMOM BHYTPB (CM. pazzaen 5.2.).

TabneTka npenapara PuBakcopen MoXeT ObITh M3MeENIbUeHa, CYCIICHIUpoBaHa B 50 MJI BOJBI H
BBE/ICHA 4Yepe3 Ha30TacTpajbHbI 30H] WIM KEIYIOUYHBIA 30HA JUIsI KOPMJIEHUS TIOCIIE
MOJATBEPXKJICHUST TIOJNIOKEHUS 30HAa B kemynke. [locie 3Toro HeoOXOIMMO CMBITH OCTaTKU
mpemnapaTa co CTEHOK 30H]1a BoJoi. B cBs3m ¢ Tem, uto abcopOiust puBapokcabaHa 3aBUCUT OT
MecTa BBICBOOOXKIEHHUS JEHCTBYIOIIETO BEIIECTBA, HEOOXOAUMO u30eraTh BBEJCHUE
puBapokcabaHa JUCTaJIbHEE JKeTyJ/IKa, B MPOTUBHOM CJIy4ae 3TO MOXKET MPUBECTH K CHUIKEHUIO
abcopOuuu W, CleIoBaTeNbHO, K CHI)KCHUIO JKCIO3WMIIMU JIeHCTBYIOMIEro BemiecTBa. [locie
nprema TabJIeToK puBapokcabaHa q03upoBKoi 10 Mr He3aMenTUTENbHBIN MPHEeM YHTEPaTbHOTO
MUTaHUS HE TpeOyeTcs.

Hert oco0bix TpeOoBaHUM K yTUIM3AIUH.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU S

Nunus

J-p Pennn’c Jlaboparopuc JIta. / Dr. Reddy’s Laboratories Ltd.

8-2-337, Poan Ne 3, bamxkapa Xwumic, Xainepadan, Ternanrana-500034, Munus /
8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana-500034, India

Ten.: +91 40 4900 2900

®akc: 191 40 4900 2999
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7.1. Hpe)l(:TaBI/ITe.TIL AepiraTeisl PErMCTPAIMOHHOIO YIOCTOBEPECHUSA

IIperen3un HOTDC6I/ITGJICI71 HaIpasJIATh 110 aApPECy.

Poccuiickas @enepanus

[IpencraButenscTBO upmsbl «J1-p Penmau’c Jlaboparopuc JIta.»
115035, r. MockBa, OBunHHUKOBCKast HaO., 1. 20, cTp. 1
Ten.: +7 (495) 795-39-39

E-mail: adverse@drreddys.com

8. HOMEP PETUCTPAIIMUOHHOI'O YIOCTOBEPEHUS

9. IATA NEPBUYHOMN PETMCTPAIIMM (IIOJATBEPXJIEHUWSI PETHCTPAILIUU,
INEPEPETUCTPALINN)

Jlata mepBoii perucTpaiuu:
10. JATA IEPECMOTPA TEKCTA
OOmast ~ xapakTepHCTHKa  JIGKAPCTBEHHOrOo  Ipemapara  PuBakcopen — JOCTynmHa — Ha

uH(pOpMallMOHHOM TmopTaje EBpasuiickoro »KOHOMHYECKOTO COr03a B HWH(OPMALMOHHO-

KOMMYHHUKAIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org
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