COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 13.03.2026 N= 5154

OBLIASI XAPAKTEPHCTHKA JIEKAPCTBEHIFOFO TIPEITAPATR 10714

1. HAUMEHOBAHME JIEKAPCTBEHHOTI'O IIPEITAPATA
PuBapoxcaban-C3, 10 mr, TabIEeTKH, MOKPBITHIEC MIICHOYHOW 000I0YKOM

2. KAYECTBEHHBINA U KOJIMYECTBEHHBIA COCTAB

JleiicTByromee BEeCTBO: puBapoKcabdaH.

Kaxxnas TabneTka, mOKpbITas MICHOYHONW 0007109KOH, comepxkuT 10 Mr puBapokcabaHa.
BcnomorarenabpHble BCIICCTBA, HAJIMUIUC KOTOPBLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
nmpenapara: JJakTo3a, KpacuTelb a3opyouH (kapmyasuH) E 122 (cm. pazaen 4.4.).

[TonHbIii MepedeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEICH B pasjene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE TNIEHOYHOH 000I0UKOH.

Kpyrible, IBOSKOBBIMYKIIbIE TaONETKH, TOKPHITHIE IJICHOYHOH OOOJOYKOH CBETIO-PO30BOTO
nBeta. Ha monepeunom paspese sapo TabiaeTku 6enoro wiv no4YTy 6eIoro IBeTa.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHusi K NPUMEHEHHUIO
[Ipenapar PuBapokcaban-C3 nmoka3zaH K MPUMEHEHHUIO Y B3POCIIBIX JIJIS:
e TpOoPMIAKTAKH BEHO3HOW TpombOosIMOomuu (BTD) y manmueHToB, NOABEpPraroOmIuXCs
OOJBIIMM OPTOTIEINICCKUM ONEPATHBHBIM BMEIIATETLCTBAM Ha HIXKHUX KOHEYHOCTSIX;
e npoUIAKTHKH penuauBoB TpombOo3a rinybokux BeH (TI'B) wmmum tpomOGosmbosnu
nerounoit aprepuu (TDJIA) mocie kak MuHUMYM 6 MecsteB Jieuenus TI'B nmu TOJIA.

4.2. PesxuM 103MPOBaHNS U CTIOCO0 NPUMEHEHUSI

PexxuMm no3upoBanus

o [Ipogunaxmuxa BTO y 63pocavix nayuenmos, noosepaouuxcs 601bum opmoneoudecKkum
ONnepamueHbiM 6MeulamebCmeam Ha HUMNCHUX KOHeUHOCAX

BryTtps. Pexomenayemas no3a puBapokcabana cocrapiser 10 mr 1 pa3 B nmenb. [lepByro mo3y

ClIelyeT NPUHATH uepe3 6—10 yacoB nocie onepanuu Ipy yCJIOBUU TOCTUTHYTOIO T€MOCTAa3a.

[1IpoaoKUTENBHOCTh JICUEHUSI 3aBUCHT OT WHIWBUAYAJIBHOTO PUCKa BO3HMKHOBeHUs BTO y

NalKeHTa, KOTOPbIN ONMpPeesieTCs TUTIOM OPTONEeANYECKON onepauu:

— I TIalIMEHTOB IMocJiie OONbIION omepanuu Ha Ta300€JpPEHHOM CyCTaBe pPEKOMEHIyemasi

MPOJIOJKUTENBHOCTD JICUEHUSI COCTABIISIET S5 HE/Ielb;

— JUIs TAIMeHTOB TMocie OOoNbIIoi omepanuyd Ha KOJEHHOM CyCTaBe peKOMEHIyemas

MPOJIOJKUTENLHOCTD JICUEHUS COCTABIISIET 2 HENIEIH.

Heticmsus npu nponycke npuema npenapama

B cnyuae mpomycka mpuema mpemapaTa MAalMEHTy CJIeAyeT MPUHATh TaONeTKy mperapaTa

PuBapokcaban-C3 HeMeJIEHHO U Ha CIEAYIOMUN JIeHb MPOJIOJDKUTH JiedeHue 1o 1 TtabneTke B

JIeHb, KaK U paHee.

o Jleuenue TI'B, neuenue TOJIA u npoghunaxmuxa peyuousos TI'B u TOJIA

Pexomenayemasi HavanmbHas no3a mnpu JedeHuu ocTpbix TI'B wmm TOJIA cocraBmser 15 mr*

2 pa3a B JIcHb B TEUCHHE MEPBBIX TPEX HEAENb C MOCIEAYIOIIUM MepexoaoM Ha ao3y 20 mr**

1 pa3 B neHb 15 JasibHEHIero JedeHus u npodunaktuku peruansoB TI'B u TOJIA.

MunumanbHass MPOJOIKUTEIFHOCTh Kypca JiedeHus (He MeHee 3 MeEcCsIeB) JOJDKHA ObITh

paccMmoTpena y marueHToB ¢ TI'B unu TOJIA, cipoBonMpoBaHHBIMU OOJIBIIUMH OOPaTUMBIMHU

dakropamu pucka (T.e. TPEOIIECTBYIOIIEe OOJBIIOE XUPYPIHUECKOE BMEMIATEIBCTBO WU

TpaBMa). bonee MIMTENBHBIN MEPUO/ JICUCHHSI JOKEH OBITh pacCCMOTPEH I nanueHToB ¢ TI'B

wimi  TOJIA, He cBs3aHHBIMM C OONBIIUMHU OOpaTUMbIMH  (aKTOpaMH pPHUCKA, C

HecnpoBourpoBaHHbIM TI'B min TOJIA unu ¢ TI'B unu TOJIA B anamHese.

[Ipu HEOOXOIUMOCTH TPOAJICHHUS Tepanmuu A npodminaktuku perunuBoB TI'B wimm TOJIA

1



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 13.03.2026 N= 5154

(mocne kak MUHMMYM 6 mecsueB nedenus TI'B_umu T%A%Mﬁ;@ﬁu IﬁgBEDYI%%PI%E)aTa

PuBapokcaban-C3 cocrapmisier 10 mr 1 pa3 B nenb. [larmenTam ¢ BRICOKMM PHUCKOM pEILIUIMBA
TI'B wn TOJIA, TakuM Kak MAIMEHTHI C TSHKEJIBIMU COMYTCTBYIOIMMH 3a00JIEBaHUSMH WIH Y
KOTOpbIX paszBwics penuauB TI'B wmm TOJIA Ha QoHE IIUTENBHOTO TPUMEHEHUS
PuBapokcaban-C3 B no3upoBke 10 mr 1 pa3 B aeHb, HEOOXOAMMO PacCMOTPETh Ha3zHAuCHHE
npenapara PuBapokcaban-C3 B go3upoBke 20 mMr** 1 pa3 B IeHb.

[IpoAOKUTENPHOCTS JIEUYEHHsT W BBIOOp J103BI ONPEACNSAIOTCS WHAWBUIAYAIbHO TOCTE
TIIATETFHOM OIIEHKU MOJIb3bl JIEUSHUS TPOTUB PUCKA Pa3BUTHs KpoBOTeueHus (cM. pazzaen 4.4.).

Tabnuna 1.
IMepuon Cxema npuema CymmapHas
CYyTO4YHAas 1032
Jleuenue u
npodHIaKTHKA Ot 1 no 21 nua 15 mr* 2 pa3za B 1eHb 30 mr
pemuausoB TT'B
wa TRJIA Ilocne 22 gus 20 mr** 1 pa3 B aeHb 20 mr
ITpodunaxruka [Tocne kak MuaumyMm | 10 Mr 1 pa3 B 1eHb 10 mr
peunausos TI'B u 6 MeCSIEB JIEUECHUS WIn WU
TOJIA TI'B wm TDJIA 20 Mr** 1 pas B JeHb 20 Mr

* B cioy4ae HEOOXOOUMOCTH TIpMeMa Impemapata B o3¢ 15 wMr ciexyer NPUMEHATh Ipemapar
PuBapoxcaban-C3, BeIyCKaeMblil B COOTBETCTBYIOIICH TO3UPOBKE.

** B ciaydae HEOOXOAMMOCTHM IMpueMa Impermapata B jgo3e¢ 20 Mr cieayer NPUMEHSATh Mpernapat
PuBapokcaban-C3, BeIlTyCKaeMblil B COOTBETCTBYIOIICH JO3UPOBKE.

Heticmeus npu nponycke npuema npenapama

Ecnu mpuem ouepenHod 103bl MPOMYIIEH MPU peXUME T03UpoBaHus 15 mr 2 paza B J€Hb
(mam 1-21), manueHT JOHKeH HEMEAJICHHO MPUHSATH TableTKy npenapara PuBapokcaban-C3 st
TOCTIKEHHS CyTOYHOM 10361 30 mr. Takum oOpasom, aBe TabieTku npenapara PuBapokcaban-C3
B JIO3UPOBKE 15 MT MOTYT OBITh IPUHSATHI OAHOBPEMEHHO. Ha creyroniuii 1eHb MalueHT J0KEH
MPOAOJKUATh PEryJIApHBIA TpueM mnpenapata 15 mr 2 pasa B J€Hb B COOTBETCTBHUHU C
PEKOMEHI0BAaHHBIM PEKUMOM.

Ecnu npuem ouepenHoi 103bI MPOMYIIEH MPU PEXKUME AO3UpOBaHUs | pa3 B €Hb, MAMEHT
TOJKEH HEMEIJICHHO MPUHATH TabneTky mpemapata PuBapokcaban-C3 u Ha clemyronuii AeHb
IPOJOKUTh PETYJISPHBINA MPUEM Tpenapara B COOTBETCTBUU C PEKOMEHJOBAHHBIM PEKHUMOM.
He cnenyer ynBauBaTh NMPUHUMAEMYIO 103y B OAMH J€Hb JII KOMIIEHCAIIMHM MPOMYLIEHHOMN
JTO3BI.

Ilepesoo nayuenmos c neuenus awmazconucmamu eumamuna K (ABK) wua npenapam
Pusapokcaban-C3

[Tpu nedenun TI'B u TOJIA u npodunaktuke peunauoB TI'B u TOJIA cnexyer npekpaTtuThb
neuenne ABK wu Hauare Jedenue mnpemnaparoM PuBapokcaban-C3 mnpu  BeIuUMHE
MEXIyHApOAHOTO HopManu3oBaHHOTo oTHomeHuss (MHO) < 2.5.

[Ipu nepeBoae mamumentoB ¢ ABK nHa mpemapar PuBapokcaban-C3 mocne mpuema mpemnapara
PuBapoxkcaban-C3 3nauenuss MHO OyayT ommbouno 3aBbimieHHbIMH. MHO He mOAXOIUT uis
ONpesIeNIeHUs] aHTHKOAryJsSIHTHOW aKTUBHOCTH mpenapara PuBapokca®aH-C3 u mo3tomy He
JOJI’KHO UCTIOTIB30BAThCS C 3TOM 1emblio (cM. pa3zaen 4.5.).

Ilepesoo nayuenmos ¢ npenapama Pusapokcaban-C3 Ha neuenue anmacoHucmamu 8Umamuna
K (ABK)

CyIecTByeT BEpOSITHOCTh HEJIOCTATOYHOTO AHTHKOATYJISIHTHOTO A(QeKTa MNpH IMepeBoie
nanueHToB ¢ npenaparta PuBapokcaban-C3 Ha ABK. [Ipu nmro6om nepexoie Ha anbTepHATUBHBIN
AHTUKOATYJITHT HEOOXOJMMO OOCCIICYUTh HEMPEPHIBHBIA M JOCTATOYHBIA AHTHKOATYJISTHTHBIN
a¢dexr. Cnenyer umers B BuAy, 4To mpemapaT PuBapokcaban-C3 MokeT crmocoOCTBOBATH
noBeimenno MHO.

[Ipn mepeBoje mammeHTta ¢ mpemapata PuBapokcaban-C3 na ABK ciemyer onHOBpeMEHHO
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HazHauaTh ABK 1o Tex mop, moka MHO He JocmrHéE"?;'Eal%%i%ﬂ%%ﬂ&e‘jﬁﬂé :II[HSI

MEePEXOAHOT0 TMepUoja clieayeT TMPUMEHATh CTaHIApTHYIO HayaiabHylo pA03y ABK ¢

nociuenyromei ao3oii ABK, omnpenensiemoit B 3aBucumoctu oT BenumunHsl MHO. B nepuon

COBMECTHOTrO mpuema mpemnapara PuBapokcaban-C3 m ABK MHO cnenyer ompenensite He

paHee, ueM uepe3 24 yaca mocie NpeAblaylieil, HO 10 MpueMa CleQyroleld A03bl IpenapaTa

PuBapokcaban-C3. Ilocime otmensl mnpenapata Puapokcaban-C3 ompenenenne MHO ¢

JIOCTaTOYHOM CTENEHBIO HAJIEKHOCTH BO3MOXHO 4epe3 24 yaca 1ociie npuemMa Mnocie Hed 1036l

npenapara (cM. pasaenst 4.5. u 5.2.).

Ilepesoo nayuenmos c napeHmepanbHbiX AHMUKOA2YIAHmMo8 Ha npenapam Pusapoxcaban-C3

[TaruenTtam, MOMyYarolMM MapeHTepaabHbIH AaHTUKOATYJSHT, CIEAyeT MPEeKPaTUTh MpUEM

HapeHTepaIbHOTO AHTUKOATYJISIHTA M HAa4aTh MpueM rnpenapara PuBapokcaban-C3 3a 0-2 vaca 10

CJIEIyIOIIETO TJIAHOBOTO BBEJICHUS MapeHTepaIbHOTO npemnapara (mampumep,

HU3KOMOJICKYJISIPHOTO TeMaprHa) WIK B MOMEHT MPEKPAIICHHUS HEMPEPHIBHOTO MAapPEHTEPAILHOTO

BBEJICHUS Tpernapara (HanpruMep, BHYTPUBEHHOT'O BBEICHUS HEPPAKIIMOHUPOBAHHOTO reNapyuHa).

Ilepesoo nayuenmos ¢ npenapama Pusapoxcaban-C3 nHa napenmepanvbHbie AHMUKOA2YIAHMbL

CrnenyeT BBeCTH MEPBYIO J03Y MapeHTEPAILHOTO aHTHKOAryJIIHTAa BO BpeMs MPEIINoaraeMoro

npuema cienyromnieit 103sl npenapata PuBapokcaban-C3.

OcoOble rpynmnbl NaueHTOB

Tayuenmoi ¢ HapyweHuem yHKyuu novex

Hmeromuecs: orpaHUueHHbIE KJIMHUYECKHUE TaHHbIE IE€MOHCTPUPYIOT 3HAYUTEIBbHOE TIOBBIIICHHE

KOHIICHTpaIuil puBapokcadaHa B TUIa3Me KPOBH y MAIMEHTOB C TSHKEJION CTENEHBIO HAPYIICHUS

bynkunn novek (kaupeHc kpeatuHuHa KnKp 15-29 mur/mun). s neueHus 3TOM KaTeropuu

narnueHToB npemnapat PuBapokcaban-C3 cieayeT mpUMEeHSITh ¢ OCTOPOKHOCTBIO.

[Ipumenenne puBapokcabaHa He pekoMeHmyeTcss y mnanueHtoB ¢ KnKp <15 wmu/mMun

(cm. pazgensr 4.4. 1 5.2.).

e [Ilpu nHazHayenun mnpenapara PuBapokcaban-C3 c nensio npodunaktuku BTD B3pocimbim
nanueHTaM, OABEPTaloIUMcs O0IBIINM OPTONEIUUYECKUM ONEePAaTUBHBIM BMEILIATEIbCTBAM
HA HWKHUX KOHeYHOCcTsiX, ¢ Jerkoi (KnKp 50-80 wmu/mMuH) wnm  cpenneit
(KnKp 30-49 wmu/MuH) CcTeNeHbp0 HapymieHHs QYHKIUA TMOYEK KOPPEKIHUS 03Bl HE
Tpebyercs (cM. pa3aen 5.2.).

e [Ilpu nHasnauenun mpenapara Pusapoxcaban-C3 c¢ uenpto neuenus TI'B u TOJIA u
npodmwraktuku peruanBoB TI'B m TOJIA mammeHTam ¢ JIETKOW CTETIEHBIO HaApYIICHUS
¢ynkunn nouek (KnKp 50-80 mn/mun) koppekuus 103bl He TpeOyercs (cM. pazaen 5.2.).
[Tammentam co cpeaneit (KnKp 3049 mu/mun) wim Tsoxenon (KnKp 15-29 mu/mun)
CTETICHBIO HapyIIeHUs (PYHKIIMU MOYEK ClieyeT MPUHUMATh npenapatr PuBapokcaban-C3 B
no3e 15 mr 2 paza B JeHb Ha NMPOTSIKEHUM TEPBBIX TPEX HeAeNb. BrociencTBuu, Korma
pexoMeHayemast 1o3a npenapara PuBapokcaban-C3 cocraBut 20 mr 1 pa3 B 1eHb, cienyer
MPEyCMOTPETh CHUKEHHE 1103bI ¢ 20 Mr 10 15 Mr 1 pa3 B 1eHb, €Clu pUCK BOSHUKHOBEHUS
KpOBOTEUECHMS] y manueHTta Beiie pucka peuuauBoB TI'B u TOJIA. Pexkomennmauuu mo
NMpUMEHEeHHIO  Tipenapara  PuBapokcaban-C3 B go3e  15Mr  ocHOBaHBl  Ha
(hapMaKOKUHETHYECKOM MOJICTHPOBAHUHN M B KIMHUYECKUX HMCCIEAOBAHUAX HE HM3YUYaJIHCh
(cm. pazmener 4.4.,5.1. 1 5.2.)

Ecam pekomenayemMas 103a coctanisieT 10 mr 1 pa3 B ieHb, KOPPEKIUs J03bI HE TPeOyeTCs.
IIpumevanne: nHGOpMAaIUsA O IPUMEHEHNHU Tpernapara PuBapokcaban-C3 B mo3e 10 mMr 1 pa3 B 1eHb ManpeHTaM ¢
¢bubpwusiuMet  npeacepAnii  HEKJIAMAHHOTO — MPOMCXOXKACHHS, IEPEHECHIX  YPECKOKHOE  KOPOHApHOE
BMmemaTenbcTBo (UKB) ¢ ycTaHOBKOW CTeHTa M MMEIOIIUMX CPEAHIOI CTerneHb HapymeHus Gynkmun modek (KinKp
3049 mu/mun), pasmeniena B OO0IIel XxapakTepUCTHKE JISKapCTBEHHOTO npenapara PuBapokcaban-C3 15/20 mr.

Ilayuenmul ¢ Hapywenuem Qyukyuu nevexu

[Ipenapar PuBapokcaban-C3 mpoTHBOINOKA3aH TAalMEHTaM ¢ 3a0O0JIeBaHUSIMU  ICUYCHH,
CONPOBOXKAAOUIUMUCA KOAryJOMaTHEN U PUCKOM KIMHUYECKH 3HAYMMOIO KPOBOTEUYEHUS, B TOM
yHuclie TanueHtaM ¢ nuppo3om mnedeHn (kmacc B u C mo kmaccupukanmm Yaiina-ITsio
(cm. paznmensr 4.3. 1 5.2.).



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 13.03.2026 N= 5154

(MOCNEOCBATENEHOCTE 0014)

Bospacm

Koppekius 1o3s1 He TpedyeTcs (cM. pazaen 5.2.).
Macca mena
Koppekius 1o3s1 He TpedyeTcs (cM. pazaen 5.2.).
Lion
Koppekus no3e1 He TpedyeTtcs (cM. pazaen 5.2.).

eTH
be3onacHocTh 1 3 heKTUBHOCTH TPUMEHEHUS puBapokcadbana 10 Mr y nereii B Bo3pacte ot 0 10
18 nmet He ycranoBieHbl. JlaHHBIE OTCYTCTBYIOT. CnemoBaTenbHoO, mpemapaT PuBapokcaban-C3
Ta0JIETKH, MOKPHITHIC TUICHOYHOW 000109K0M, 10 M HE peKOMEHIyeTCsl K TPUMEHEHHUIO y JAeTeH
B Bo3pacte 10 18 ner.
Crnoco0 npuMeHeHus
BuyTpb, HE3aBHCUMO OT BpEMEHM NpUeMa MUIM (CM. pa3zaensl 4.5. u 5.2.).
Hzmenvuenue mabnemox
Ecnu mnanueHT He cmocoOeH MpOrjoTUTh TaOJNeTKy IIeTUKOM, TabJjeTka Mpemnapara
PuBapokcaban-C3 moxkeT OBITh HM3MEIbYCHA M CMEIIaHAa C BOJOW WM SOJOYHBIM ITIOpE,
HEINOCPEACTBEHHO Mepe] IPUEMOM BHYTPb (CM. pazzensl 5.2. u 6.6.).

4.3. [IpoTuBoNOKa3aHMs

e [ 'unepuyBCTBUTENBHOCTh K pUBapoKkcabaHy MM K JIIOOOMY M3 BCIOMOTraTEJbHBIX BEILIECTB,
IIEPEUYUCIICHHBIX B paszaene 6.1.

e KiuHMYeckM 3HAUMMble AaKTHBHbIE KPOBOTE€UEHMs (HAampuMep, BHYTpPHUEPEIIHBIC
KPOBOTEUECHHS, JKEITYJOUHO-KUILIEYHbIE KPOBOTEUECHMS).

e [loBpexaeHne WIM MATOJIOTMYECKOE COCTOSHHE, CBS3aHHOE C IOBBIIIEHHBIM PHCKOM
00JIBIIOr0 KPOBOTEUEHUS (HAaIpUMEpP, UMEIOLIAsICS UM HEAABHO MEpEHECEHHas! ey 104HO-
KUIIeYHasl $I3Ba, HaJU4YMe 3JI0OKAYECTBEHHBIX HOBOOOpPA30BaHUH C BBICOKMM PHCKOM
KPOBOTEUCHHS, HEJJABHUE TPABMBI TOJIOBHOTO HIJTM CIMHHOTO MO3Ta, HEJaBHUE ONEpPATUBHBIC
BMEIIIATEIbCTBA HAa TOJIOBHOM, CIIMHHOM MO3r€ MJIM Tja3aX, HelaBHEE BHYTpPHUYEPENTHOE
KpPOBOU3JIMSHUE, AUATHOCTUPOBAHHOE WJIM TPEAINOIaraéMoe BapUKO3HOE PACIIUPEHHUE BEH
IUILEBOJIA, APTEPHUOBEHO3HbIE MATb(OPMALIMU, AHEBPU3MBI COCYJIOB MJIH NATOJIOTHsI COCY0B
T'OJIOBHOTO WJIM CHUHHOTO MO3Ta).

e ConyrcTBylolass Tepanus KaKUMHU-THOO JAPYTUMH  aHTUKOAryJIsHTaMH, HampuMmep,
He(QPaKLMOHUPOBAHHBIM TENapUHOM, HU3KOMOJEKYJSPHBIMU TIelMapuHaMu (SHOKCANapHH,
JANTeNnapuH W Jp.), NPOU3BOAHBIMHU TremnapuHa ((oHIanapuHyKC U JIp.), ME€POPAIbHBIMU
aHTHUKOAryJsHTamu (Bapdapus, gaburaTpaHa 3TEKCWIAT, alluKcabaH U Jp.), KPOME CIIydaeB
nepexoja ¢ WIM Ha puBapokcabaH (cM. pasgen 4.2.) wid NOpu  [NPUMEHEHHUH
He(paKLMOHUPOBAaHHOIO TeMapuHa B 033X, HEOOXOAMMBIX Ul  oOecredeHus
(YHKIIMOHUPOBAHMS IIEHTPAIbHOIO BEHO3HOI'O WJIM apTEepHAIbHOTO Karerepa (CM. pasfien
4.5.).

e 3aloneBaHMs IEUYEHH, MPOTEKAIOUINE C KOAryJonaTuel M pUCKOM KIMHUYECKH 3HAYUMOIO
KPOBOTEUCHHS, BKIIIOYAs MAIlMEHTOB ¢ Ippo3oM redenu (kiacc B u C mo knaccudukanmm
Yaiina-I1st0) (cm. pa3gen 5.2.).

e bepeMeHHOCTB M NIEPUOJI TPYTHOIO BCKapMIIBaHuA (cM. paszen 4.6.).

4.4. OcoOble yka3aHUsl M MepPbl PeJOCTOPOKHOCTH NPH NPUMEHEHUH

[IpakTHka OpUMEHEHHs AHTHUKOATYJISHTHOM  Tepamuu  IOKa3blBaeT, YTO  MAIEHTOB
pEKOMEHyeTCst HabMI0AaTh Ha MPOTSHKEHUH BCETO MEPUOIa JICYCHUSI.

Puck pa3sutHs KpOBOTEUECHHI

Kak u npu npueme apyrux aHTUKOAryJISTHTOB, HEOOXOIMMO TIIATEIbHO HAOIIOAATh MMAIUeHTOB,
npuHuUMaromux npenapat PusapokcaGan-C3, 11 BbISBIEHUS TNPU3HAKOB KPOBOTEUEHMS.
[Ipemapar pekomMeHIyeTcss MPUHUMATH C OCTOPOXXHOCTBIO TPH COCTOSHHSIX C ITOBBIIICHHBIM
pHCKOM KpoBoTeueHHs. B ciyuae Tspkenoro kpoBoteueHus npuem npenapara Puapokcaban-C3
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JOJIKEeH OBITH MpeKpaiieH (cM. pasaen 4.9.). (MOCNEAOBATENBHOCTS 0014)

B kiIMHuMYecKHMX HCCIENOBAaHUSX KpPOBOTEUEHHUS U3 CIM3UCTBIX 000J04YeKk (a HMMEHHO:
KpOBOTEUEHHE U3 HOCA, JECeH, KenynouHo-kumeuyHoro tpakra (JKKT), mouenonoBoi cuctemsi,
BKJIIOYasi aHOMaJIbHOE BarMHaJIbHOE WM YCHJIEHHOE MEHCTpPYyallbHO€ KPOBOTEUEHHE) U aHEMUS
HaOJI0MaIMCh Yalle NMpH JUIMTEIBHOM JICUEHUH PHUBApOKCA0AHOM IO CPAaBHEHUIO C JICUEHUEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HaJJIeKalleMy KIMHHYECKOMY HaOJI0ICHHUIO,
7a00paTOpPHOE HCCIEJOBAaHUE T'eMOITIOOMHA/TEMAaTOKPUTAa MOXKET HMMETh 3HAueHUe Ui
BBISIBJICHHUSI CKPBITBIX KPOBOTEUEHUIH U KOJMYECTBEHHOM OLIEHKH KIMHMYECKON 3HAaYUMOCTU
SBHBIX KPOBOTEUEHUH B CITydasx, KOTAa MPUMEHHMO.

Hekotopbie moArpymnmsl mManueHTOB, yKa3aHHBIE HU)KE, IMOJBEP)KEHBI ITOBBIIICHHOMY PHCKY
KpoBoTedeHus. Heo6xoauMo TIaTenbHO HAOMI0aTh TAaKUX MAI[MEHTOB IOCJe Hayala JICUYeHUs
Ha MPU3HAKUA U CUMIITOMBI OCJIOKHEHUH B BUJE KPOBOTEUCHUN U aHemMuu (cM. paznen 4.8.). s
MaIlMeHToB, Nonyyarommx mnpenapaT Puapokcaban-C3 nmns npodunaktuku BTD mocne
OOJIBIIION OPTOTIEAMYECKON OTEpaIMy, ATO MOXET OBITh OCYIIECTBICHO ITyTeM IPOBEICHHS
perynsipHbIX (U3UKATBHBIX 00CIEAOBAaHUM, TIIATENHFHOTO KOHTPOJSI 32 COCTOSIHHEM JApeHa)a
MOCJICONEPAIIMOHHON  paHbl, a Takke IMyTeM [EepUOJUYECKOT0 ONpPENEICHNUsS YpPOBHS
remornobuna. [lpu mo0OM HEOOBSICHMMOM CHI)KEHHHM TEeMOIVIOOMHAa WM apTepHUaIbHOTO
JIaBJIEHUS] HEOOXOMMO HCKATh UICTOYHUK KPOBOTCUCHHS.

Tepanus puBapokcabaHoM He TpeOyeT PYTMHHOTO MOHHUTOPHHIA €ro 3KCIO3WIMHU. TeM He
MEHee, MU3MEPEHHE KOHLEHTpalUu pHUBapokcabaHa C IMOMOIIbIO KaJUOpOBAaHHOIO TecTa MAJs
KOJIMYECTBEHHOTO OMpeAeNeHUs] AaHTU-Xa aKTHUBHOCTU MOXKET OKa3aThCsi TMOJEe3HBIM B
UCKITIOUYUTENBHBIX CIIy4asx, Korna mH(opMamus o0 SKCHO3WIMU pUBapoKcabaHa MOXKET OBITh
UCIIONBb30BaHA TMPU MPUHATUM KJIMHUYECKM 3HAUMMBIX pEIIeHWH, Hampumep, B cliydae
Nepe103UPOBKH WIIH HKCTPEHHOTO XUPYPru4ecKoro BMeaTeabcTBa (CM. pazaensl 5.1. u 5.2.).
Hapymenne dyHKIMM movyex

VY manueHToB ¢ TsDKenoi cremeHpto HapymeHus ¢yskmun modek (KnKp <30 mu/mun)
KOHIIEHTpaIusl puBapokcabaHa B Mmjia3Me KPOBH MOXKET ObITh 3HAUMMO TMOBhIIIeHa (B 1,6 paza B
CpellHEM), 4YTO MOXET TMPUBECTH K IMOBBIILIEHHOMY pHUCKY KpoBoTeueHui. Ilpenapar
PuBapokcaban-C3 fmomkeH MPUMEHATBCI C OCTOPOXKHOCThIO Yy manueHToB ¢ KiuKp
15—29 mu/mun. [Mpumenenne npenapara PuBapokcaban-C3 He peKOMEHAYETCS y MAIMEeHTOB C
KnKp < 15 mn/mun (cm. pasnenst 4.2. 1 5.2.).

[Ipenapat PuBapokcaban-C3 cienyer ¢ 0OCTOPOKHOCTbIO MPUMEHSTH Y MAallUEHTOB CO CpeaHE
crenenbro HapymeHuss GyHkuu nouek (KnKp 30—49 mur/mMuH), Moaydarmux COMyTCTBYIOIIHE
IpenapaTsl, KOTOpble MOTYT MPUBOJIUTH K MOBBIIIEHUIO KOHIIEHTPALlMU pUBapoOKcabaHa B Mja3Me
KpoBH (cM. pazzaen 4.5.).

B3aumoselicTBue ¢ IpyrumMu JIeKapcTBEHHBIMU IpenapaTaMu

[Ipumenenne npemnapara Puapokcaban-C3 He peKOMEHIyeTcs y MalMeHTOB, MOyYarolInuX
COITyTCTBYIOIIIEE CHCTEMHOE JICUCHHE a30JI0BBIMU MPOTHBOTPUOKOBBIMH TIpernapaTaMu (TaKUMH
KaK KETOKOHA30J, WTPAaKOHA30J, BOPHKOHA30 M T[03aKOHA30J1) WJIM HWHTHOUTOpaMu
BUY-npoteas (Hanpumep, pUTOHaBUPOM). DTHU MpeHapaThl SIBISIFOTCS MOIIHBIMU UHTUOUTOPAMHU
CYP3A4 wu P-rnmukomporenHa. TakuM o0pa3oM, OTH TMpemapaTbl MOTYT TOBBIIIATH
KOHIICHTpPALMIO pHBapokcabaHa B IUIa3ME€ KPOBU [0 KIMHUYECKHM 3HAUMMbBIX 3HAUYECHUN
(B 2,6 paza B cpeAHEM), UYTO MOXXET NPHUBECTH K TMOBBIIICHHOMY PHUCKY KPOBOTEUEHUM
(cm. paznen 4.5.).

CrnenyeT co0moaaTh OCTOPOKHOCTh, €CIIM MAIlMeHT OJHOBPEMEHHO MOJYy4YaeT JIEKapCTBEHHBIC
npenapaTsl, BIUSIOIIME Ha TEeMOCTa3, TaKue KaK HECTEPOUJHbIE MPOTHBOBOCHAIUTEIbHBIC
npenapatsl (HIIBII), anetnncanunuinoBas KUCI0Ta U MHTUOUTOPBI arperaiuyd TpOMOOLIUTOB HIIH
CCJICKTHBHBIC WHTHOUTOPHI oOpaTHOro 3axBara cepoToHnHa (CHMO3C) u CceleKTHUBHBIC
UHTHOUTOPBI 0OpaTHOTrO 3axBaTa ceporoHnHa W HopanuHeppuHa (CHMO3CH). V manueHToB ¢
puckom pas3BuTHs s3BooOpa3zoBaHuss B JKKT Moxer ObITh Ha3Hau€HO COOTBETCTBYIOLIEE
npodrrakTudeckoe eueHue (cM. pazaen 4.5.).
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Jpyrue GakTopbl prucka KpOBOTEUEHUS (MOCEAQBATENBHOCTE 0014)

PuBapokcabaH, Kak M JApyrue aHTUTPOMOOTHUYECKHE CPEICTBA, CIEAYET C OCTOPOKHOCTBIO
OPUMEHATh MPU JICYCHUM TAIMEHTOB, MMEIOIIUX MOBBIIICHHBIH PUCK KPOBOTEUCHUH, B TOM
qucie:

*  BpOXKIEHHAas WIM MPUOOPETeHHAas! CKIIOHHOCTh K KPOBOTCUCHUSAM;

*  HEKOHTpOJIMpyeMas TsKellas apTepualibHasi THIePTeH3HS;

* napyrue 3aboneBanus JKKT 6e3 akTUBHOTO M3bS3BICHUS, KOTOPHIE MOTEHIIMAIBHO MOTYT

IIPUBECTH K OCJIO)KHEHUSIM B BUJ€ KPOBOTEUCHHUH (HapuMep, BOCIIAIUTEIbHOE 3a00IeBaHNe

KHIIEYHHUKA, 330(aruT, raCTpUT U ractpodsodareanbHas perrokcHas 001e3Hb);

*  COCYyIHUCTasl pETUHOMNATHS;

*  OpOHXO’KTa3bl MU JIETOYHOE KPOBOTECUECHUE B AHAMHE3E.
[TanmeHTs! ¢ pakoM
[TarreHTsI co 3M0KaueCTBEHHBIM HOBOOOPa30BaHUEM MOTYT OJTHOBPEMEHHO IO/IBEpPraThcs 0ojee
BBICOKOMY PUCKY M KPOBOTEUEHHUs, U TpoMOo03a. HaMBHTyabHAsL 110J1b3a @aHTUTPOMOOTHYECKOM
TEpaIuM JI0JKHA OBITH COMOCTABJICHA C PUCKOM KPOBOTEUEHHS Y MAIIMEHTOB C aKTUBHBIM PaKOM
B 3aBUCHUMOCTH OT JIOKQJM3alMM OIIyXOJH, IPOTUBOOITYXOJEBOW Tepalmuu U CTaguu
3aboneBanusa. OMyX0JH, PacloNOKEHHbBIE B JKEITYA0YHO-KHIICYHOM WM MOYEIIOJIOBOM TPAKTe,
aCCOLMMPOBAIINCH C MOBBIIIEHHBIM PUCKOM KPOBOTEYEHHUS BO BpeMsl TEpallK pUBapOKCAOAHOM.
[Ipumenenne puBapokcabaHa y MAIMEHTOB CO 3JI0OKAYECTBEHHBIMH HOBOOOPA30BaHUSAMH H
BBICOKMM PUCKOM KPOBOTEUCHHMSI TPOTUBOIIOKA3aHO (CM. paszen 4.3.).
IarMeHThl ¢ KICKYCCTBEHHBIM KJIAaHOM Cep/la
PuBapokcaban He ciemyeT TPUMEHATh s NPOPUIAKTUKH TPOMOO30B Yy MAIMEHTOB,
NepeHEeCIINX HEJaBHIOI TPAaHCKATETEPHYIO 3aMEHy aopTajbHOro KiamaHa. be3omacHOCTh H
3¢ pexkTUBHOCTh TpUMEHEHHUs Tpenapata PuBapokcabaH-C3 He H3ydalucCh Yy MAalHMEHTOB C
UCKYCCTBEHHBIMH KJIallaHAMHU CEpJLA, CJIEI0BATEIbHO, HET JAHHBIX, MOATBEP)KAAIONINX, UTO
npuMeHeHue npenapata PuBapokcaban-C3 o0OecriedyuMBaeT J1OCTATOYHBINM AHTHUKOATYJISTHTHBIN
3¢dexT y JaHHOM NOMyMsAUM NauueHToB. JleueHHMe TakMX TMALMEHTOB IpenapaToM
PuBapokcaban-C3 He peKoMeH 1yeTCsl.
HaruenTs! ¢ aHTU(hOCHONUIUAHBIM CHHAPOMOM
[IpumeneHne nepopaabHBIX aHTHKOATYJISTHTOB TPSMOTO IEHCTBHSA, BKIIOYAsh puBapokcadaH, He
pPEKOMEHAYyeTCs Y MalMeHTOB, UMEIOIIUX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JUArHOCTUPOBAH
aHTH(OCHONUIUIHBI CHHAPOM. B dYacTHOCTH, y NAIMEHTOB C TPOWHBIM MO3UTHBHBIM
aHTU(OCHOIUNUIHBIM CUHAPOMOM (HAJIM4YME BOJYAHOYHOI'O AHTUKOATYJISHTA, aHTHTEN K
KapIMOJNUIHUHY W aHTHTENX K OeTa-2-TMuKomnpoTenHy 1) Tepamus  mepopaibHBIMH
AQHTUKOATyJISHTAaMHM TPSIMOTO JAEHUCTBUSL MOXKET COINPOBOXKIAThbCA MOBBIIIEHHOW 4YacTOTOM
pPEIHMIUBOB TPOMOOTHYECKHX COOBITHI B CpaBHEHHH C Tepamuell aHTaroHucTamMu BuTamuHa K
(ABK).
OnepaTrBHbIE BMEIIATENbCTBA MIPU MEepeIoMe OeIPEHHON KOCTH
[Ipumenenue puBapokcabaHa IpH ONEPATHUBHBIX BMEIIATEIbCTBAX MO TOBOAY Iepenoma
OepeHHON KOCTH HE N3Yy4alloCh B MHTEPBEHIIMOHHBIX KIIMHUYECKUX UCCIIEIOBAHUIX IS OLIEHKU
s¢dexTuBHOCTH U Oe3omacHOCTU. MIMeroTes orpaHuyYeHHbIe KIMHUYECKUE JaHHbIe, TOJTyYeHHbIE
B HaOmIolaTelbHBIX MCCIEJOBAHUAX, Yy MAlMEHTOB, IOJBEPralolIUuXcs OlNepaTUBHBIM
BMEIIIATEIbCTBAM TPU  TIEPEIOME HUXKHHUX KOHEYHOCTEH, B TOM 4HCJIE MpH IepesioMe
IPOKCUMAJIbHBIX OTAENIOB O€IPEHHOMN KOCTH.
[anuentel ¢ remoauHaMuyecku HecTaOuwinbHOM TOJIA W maIMeHThbl, KOTOPBIM TpedyeTcs
IpOBeJICHUE TPOMOOJIN3KCa WIH TPOMOIKTOMUH
[Ipenapar  PuBapokcaGan-C3 ~ He  pekoMeHayeTcs B~ KauecTBe  aJbTEPHATUBBI
HeQpaKIIMOHNPOBAHHOMY TEMApHUHY y MAIMEHTOB C TeMoANHAMHUUYecKn HecTabmipHOM TOJIA, a
TaKXKe Yy NAalMeHTOB, KOTOpblEé MOIYT HYXXAAThCS B MPOBEAECHUM TPOMOOJIM3KCA WM
TPOMOIKTOMHH, TTIOCKOIBKY 0€30MacHOCTh U 3PPeKTHBHOCTH mpemnapara PuBapokcaban-C3 mpu
TaKUX KIMHUYECKUX CUTyallUsX HE yCTaHOBJICHA.
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CHHHaHLHaH/BHI/IHVDaJIBHaSI AHCCTE3Ws WJINW TYHKITHS \ nocn E':I'I: BATENEHOCTE 0074 ]

[Ipy  BBIMOTHEHWH  HEUpPOAKCHAIBHOW  (CHIMHAIBHOW/AMHUIYPAIBHONW)  aHECTE3WHW  WIH
CIUHAIBHON/AMHUIYypadbHOW MYyHKIWW MAalUeHTaM, TOJYYalolluM aHTHUTPOMOOTHYECKUE
npenapaTtsl ¢ Lelblo NPOQUIAKTHKA TPOMOOIMOOIUYECKMX OCIIOKHEHUH, CYIIECTBYET PHCK
Pa3BHUTHUS STUAYPATLHON WU CIIMHATLHOW TeMAaTOMBI, KOTOPasi MOKET MPUBECTH K JJIUTEITHHOMY
WIM TIOCTOSTHHOMY Tmapanudy. Puck 3THX coObITUH B JajibHEHIIeM MOBBIIIACTCA TMpU
MCIIOJIb30BAaHUU IIOCTOSIHHBIX KaTETEPOB WM CONYTCTBYIOUIEM IPUMEHEHUU JIEKapCTBEHHBIX
[penapaToB, BIUSIONMX HAa TreMocTa3. TpaBMaTHYHOE BBINOJIHEHHUE SHOUAYPAIBHOM WK
CIUHAIBHON TYHKIMHM WM TMOBTOPHAS MYHKIUS TaKXXe MOTYT IMOBBIMIATh PUCK. [larueHTs
JOJKHBl HaxOOUThCS MO HaOMIOACHHEM JJis BBIABICHUS MPU3HAKOB WM CHMIITOMOB
HEBPOJIOTUYECKNX HApYyIIEHUH (HampuMep, OHEMEHHE WM cIaboCTh HOT, IUCHYHKIUS
KUIIEYHUKA WJIH MO4YeBOro my3bipsi). [Ipu oOHapyXeHHMM HEBpPOJOTMYECKUX pPACCTPONCTB
HeoOXo/uMa CpodYHasi JMAarHOCTHKAa M JIeYeHHe. Bpau MOIDKEH COMOCTaBUTH MOTEHIHAIBHYIO
MOJIb3Y W PHUCK TMepel MPOBEACHUEM CIIMHHOMO3TOBOTO BMEUIATENbCTBA MAIlMEHTaM,
MOJTyYaOIUM aHTUKOATYJISHTHI WIHA TUTAHUPYEMBIM K TMOJYYCHHIO aHTUKOATYJISIHTOB C IIEIBIO
poHITAKTUKH TPOMOO3a.

C 1nenpl0 CHMXKEHMS NOTEHLUUAJIBHOIO PUCKA KPOBOTEYEHMS, aCCOLUMHUPOBAHHOIO C
OIHOBPEMEHHBIM  NPUMEHEHHWEM pHUBapokcabaHa U  BBIIIOJHEHHWEM  HelpoakcHuaabHOU
(oTIMaypaNbHON/CIMHANIBHON) aHECTe3WH WU CIHUHAJIBHOW TYHKIMH, CIIEyeT YYUTHIBATh
bapmMakoKMHETHYECKUN MPOPMIIb prUBapokcabaHa. YCTAaHOBKY WM YJAJICHHUE SIHIYpPaTbHOTO
KaTeTepa WM CIMHHOMO3TOBYIO MMyHKIIUIO JIyYIlle IPOBOJUTH TOT/IA, KOT/Ia aHTHKOATYJISTHTHBIN
s dexT puBapokcabaHa OIIEHUBAETCS KaK CIa0bIi (CM. pazmenst 5.2.).

OnuaypanbHbI KaTeTep U3BJIEKAIOT HE paHee, 4eM uepe3 18 vacoB mocie npuema nociaeaHen
o3l puBapokcabana. [Ipuem crenyromeil 10361 puBapokcabaHa cleayeT OCYIIECTBISATh HE
paHee, yeM uepe3 6 4acoB IIOCIIE U3BICUYEHUS SIUAYPATIBHOTO KaTeTepa.

B cirydae TpaBMaTHYHON MyHKIUHM IPUMEHEHUE pHBapoKcabaHa CiIelyeT OTIOXKNTE Ha 24 Jaca.
PekoMeHnaImMy 1Mo JO3UPOBAHUIO JO M TMOCJIE HWHBA3WBHBIX MPOIEAYP U XUPYPTUYECKUX
BMEIIATEJIbCTB, KPOME Olepalfii o 3aMmeHe Ta300€APEHHOr0 WU KOJIEHHOTO CycTaBa

Ecnu HEeoOXxoauMo mpoBeieHre HHBA3UBHOM MPOLIEAYPHl WIIM XUPYPTHUECKOTO BMEIIATENbCTBRA,
npueMm mpenapata PuBapokcabaH-C3 TaONeTKH, MOKPHITHIE IJICHOYHOW 00o0soukoii, 10 wmr
ClelyeT MPEKPaTUTh MO KpaitHeil Mepe 3a 24 yaca 10 BMEIIATENIbCTBA, €CJIM 3TO BO3MOXKHO, U Ha
OCHOBaHUU 3aKJIIOYEHUS Bpaya.

Ecnu mponenypy Henb3si OTJIOXKHUTb, TOBBIIICHHBI PUCK KPOBOTEUEHHUS CIIEIyeT OLICHUBATH B
CpaBHEHHH C HEOOXOTUMOCTHIO CPOYHOTO BMEIIATEIIHCTBA.

[Ipuem npenapara PuBapokcaban-C3 crieayer BO30OHOBUTH MOCII€ MHBA3UBHOM MPOIIEIyPhl WIH
XUPYPTrU4YECKOro BMEIIATENbCTBA, NPU YCIOBUU HAIMYUS COOTBETCTBYIOIIMX KIMHUYECKUX
nokasaTesel U aJIekBaTHOTO TeMOCTa3a, YTo OIpeIessseTcs IeyaiuM Bpadom (CM. paszern 5.2.).
Ioxwunoi Bo3pact

Puck kpoBOTEUEHUSI MOXKET YBETUUHUBATHCS C BO3PACTOM (CM. pazzen 5.2.).

JepmaTosiornueckue peaknuu

[Ipu mpoBeneHUN MOCTPErUCTPAIIMOHHBIX HAOIIOACHHM COO0IIANoch O cllydyasX BOSHUKHOBEHHUS
CEPbE3HBIX KOXKHBIX peakmnwii, BKIO4ass cuHaApoM CrtuBeHca-/[»KOHCOHA/TOKCHYECKUN
SMUACPMATbHBIA HEKPOJIU3 M JIEKapCTBEHHO-UHAYIUPOBAHHYIO PEaKIMIO C 303MHO(UIuEeH u
cuctemabiMu  cumntomamu  (DRESS-cuanpom) Ha ¢oHe mnpuMmeHeHHs puBapokcabaHa
(cm. pazmen 4.8.).  IlamueHTsl, TMO-BUIAMMOMY, TMOJBEpPraroTcsi  HAMOONBIIEMY  PUCKY
BO3HUKHOBEHHUS 3TUX pEaKLUMH HAa paHHUX AdTamax JICYCHHs: Hayalo peaklUud B OOJBIIWHCTBE
CIIy4aeB MPOUMCXOJUT B TEUEHHUE MEPBLIX HeAenb JiedueHus. [Ipu mepBoM MOSBICHUM TKEION
KOKHOW CHIIK (HAIpUMep, MpH €€ PacIpOCTPAaHCHWH, MHTCHCU(DHUKAIMA H/HIH 00pa30BaHUH
BOJIIBIPEN) WM TPU HAJUYUUA KAKUX-THOO JAPYTUX CHMITOMOB THUIEPUYYBCTBUTEIBLHOCTH,
CBA3aHHBIX C T[OPAKEHUEM CIU3UCTOM  O00O0JIOYKH, CJeAyeT MpEeKpaTUTh TEepaIuio
pUBapOKCa0aHOM.
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[Ipenapar PuBapokcaban-C3 comepxut makto3y. IlanmeHTam ¢ peako BcTpedaromencs
HACJIC/ICTBEHHOM HENEPEHOCHUMOCTBIO TallaKTO3bl, JE(MUIMTOM JIAaKTa3bl WM TIIOKO30-
raJaKTO3HON MabaOCOpOIMeEl HE ClleTyeT MPUHUMATh TaHHBIN ITpenapar.
[Ipenapar PuBapoxcaban-C3 comepXuT allOMUHUEBBIA JIaK Ha OCHOBE KpacHUTENs a30pyOHH
(kapmyas3uH) E 122, KOTOpBIN MOKET BBI3BIBAThH AJNIEPTHUECCKUE PEAKITUH.

4.5. B3auMopeilicTBMe C JAPYTHMH JIEKAPCTBEHHbIMH TMpenapaTaMd W JApPyrue BHJbI
B3aUMO/JCHCTBUSA

Unru6uropst CYP3A4 u P-rimkonporenHa

CoBMecTHOE TpUMEHEHHWE puBapokcabana W keTrokoHaszona (400 mr 1 pa3 B JeHb) wWIH
putonasupa (600 mr 2 pa3a B AeHb) NpUBOAMIO K noBbilieHHUIo cpenHerl AUC (muomanb noj
KPUBOW «KOHIICHTPAIIHMS — BPEMs») puBapokcadbaHa B 2,6 pa3a/2,5 pa3a U yBEIUUCHHUIO CPEIHEH
Cmax (MakcuManbHasi KOHLIEHTpalus) puBapokcabana B 1,7 pa3za/l,6 paza co 3HAUMTEIBHBIM
yCUJIeHHEM (papMaKOJMHAMMUYECKOTO JEHCTBHMs IIpermapara, 4YTO MOXET INPUBOIUTH K
YBEIIMYCHUIO PUCKAa KPOBOTEUCHMA. B CBSA3M € 3TUM puBapokcabaH He PEKOMEHAYEeTCS K
OPUMEHEHHIO Yy MalUEHTOB, [OJYYalollUX CHUCTEMHOE JIEYEHHE MPOTHBOIPUOKOBBIMU
npenapaTtaMi a30JIOBOM TPYIbl, TAKMMU KaK KETOKOHA30Jl, UTPAKOHA30Jl, BOPUKOHA30J H
M03aKOHA30JI WM uWHrHOWTopamu mporeassl BUY. DTu akTUBHBIE BEIIECTBA SIBISIOTCS
mourHbME uHrHOUTOpaMu 1 CYP3 A4, u P-rnmukonporenna (cm. pazzaen 4.4.).

O>xupaercs, 4TO JpyTUe JIEKAPCTBEHHBIE BEIIECTBA, CUIBHO YIHETAIOIINE TOJIBKO OJUH U3 ITyTeH
BbIBEJICHHsI puBapokcabana — ¢ yuyactueM CYP3A4 unu P-rinukonporenna, OyayT yBeIUYMBaTh
KOHIIEHTPALMIO pUBapOKCcabaHa B IJ1a3Me KPOBH 10 MEHEE 3HaYMMBbIX 3HAUEHUI.
Knaputpomunua (500 mr 2 pasa B jaeHb), MOIIHBIA uHTHOMTOp M30pepmenta CYP3A4 u
YMEpEHHBI MHruOuTOp P-rimkomnporenHa, BbI3bIBaN yBenuueHue 3HadeHuit cpemHedn AUC
puBapokcabana B 1,5 paza u Cmax B 1,4 pa3a. BzaumoneiicTBue ¢ KIapUTPOMULIMHOM CUHTAETCS
KJIMHAYECKH HE3HAYMMBIM ISl OOJIBIIMHCTBA TIAIMEHTOB, HO MOXET OBITH IMOTEHIIMAIBLHO
3HaYMMbIM JUIsl MAIMEHTOB M3 TPYMINbl BBICOKOIO pUCKA (s MAlMEHTOB C HapylIEHUEM
byHkuun novex (cM. pazzaen 4.4.).

Opurpomuniua (500 mr 3 pasa B AeHb), ymMepeHHO nojasisomuii nzopepment CYP3A4 u
P-rmuxonporenH, Boi3biBasl yBenuueHue 3HadueHui cpenHer AUC u Cmax puBapokcabaHa B
1,3 pa3za. BzaumopeiicTBue ¢ 3pUTPOMULIMHOM CUUTAETCS KIMHUYECKHM HE3HAUMMBIM IS
OOJIBITMHCTBA AIIMEHTOB, HO MOYKET OBITh TOTEHIIMATHHO 3HAYNMBIM ISl TTAIIUEHTOB U3 TPYIIITHI
BBICOKOTO PUCKA. Y MALIMEHTOB C JIETKOW CTENEHbIO HApYIIEHUS (PyHKIUH MOYEK SPUTPOMUIIMH
(500 mr 3 pa3a B neHb) BbI3BIBaJI yBenuueHue 3HaueHuit cpennHeit AUC puBapokcabaHa B
1,8 paza u Cmax B 1,6 pa3a mo cpaBHEHHIO C NAallMEHTaMHM ¢ HOPMaIbHOM (QyHKUHMEH mouek. Y
NAIMEeHTOB CO CpEAHEH CTENeHBI0 HapyIIeHUs (QYHKIUU TIOYEK HPUTPOMHIMH BBI3BIBAI
yBenuueHnue 3HaueHuil cpeaned AUC puBapokcabana B 2,0 paza U Cmax B 1,6 paza mo
CPaBHEHMIO C MAIMCHTaMHU C HOpMAIbHOW (QyHKIHEH mouek. DPPEKT SpUTPOMUITTHA SBIISETCS
aJITUTUBHBIM BCJIE/ICTBUE HApyIIEHUS PYHKLIUH 1ouek (cM. pasnen 4.4.).

®nykonazoin (400 mr 1 pa3 B n1eHp), ymepeHnHo nojasistoninii uzopepment CYP3 A4, Bei3biBan
yBenuueHue 3HaueHuil cpenneit AUC puBapokcabana B 1,4 paza u Cmax B 1,3 pa3za.
B3anmopelictBie ¢ (prIyKOHA30JI0M CYHMTAETCS KIMHUYECKH HE3HAYMMBIM JUTIS OOJBIIMHCTBA
HalMEeHTOB, HO MOXET ObITh MOTEHIMAJIbHO 3HAYUMBIM JUISl MAIMEHTOB W3 TPYIIBI BBICOKOTO
pHcKa (7151 TAaIMeHTOB C HapylIeHueM (QYHKIMH MOYeK cM. pa3aen 4.4.).

Crnenyer u3beratb OJHOBPEMEHHOI'O NMPUMEHEHUS pUBapokcabaHa ¢ JPOHETApPOHOM B CBSI3U C
OTPaHUYCHHOCTHIO KIIMHUYECKHUX TaHHBIX O COBMECTHOM MTPUMEHEHHH.

AHTHKOAryJISIHTBI

[locne opHOBpEeMEHHOrO MPUMEHEHMsI SHOKcamapuHa (onHoKpaTHass no3a 40 Mr) u
puBapokcabaHa (ogHOKpaTHas Ao3a 10 mr) HaOmromancs cyMMaluoOHHBIN 3(PEeKT B OTHOIICHUH
AaKTUBHOCTH aHTU-pakTopa Xa, HE COMPOBOXIABLIMICS JOMOJHUTEIHHBIMH CYMMAIIHOHHBIMH
¢ dexTamu B oTHOIIEHHWH MPOO Ha CBEPTHIBAEMOCTHh KpoBH (mpoTpomOuHOBOEe Bpems (IIB),
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(hapMaKOKHMHETHKY pHBapoKcabaHa.

B cBsi3u ¢ MOBBIICHHBIM PHUCKOM KPOBOTEYEHHUS HEOOXOAMMO COOMIONATh OCTOPOKHOCTH IPH
COBMECTHOM MIPUMEHEHUH C JIIOOBIMH JIPYTUMU aHTUKOATYJITHTaMH (CM. pa3aensl 4.3. u 4.4.).
HIIBIT/MHTUOUTOPBI arperaiuy TpOMOOIIMTOB

[Tocne coBMecTHOTO Ha3HA4YeHHS puBapokcabaHa B go3e 15 mr m HampokceHa B nmo3ze 500 mr
KJIMHUYECKH 3HAUMMOTO YAJUHEHUsI BpEMEHH KpPOBOTEUEHHs He HaOmo1anochk. Tem He MeHee, y
OTJIEIbHBIX JIUI] BO3MOXKEH OoJiee BbhIpaKeHHBIN (hapMaKoIMHAMUYECKHI OTBET.

He wabmiomanoch  HUKAaKMX  KIMHUYECKH  3HAYUMBIX  (APMAaKOKMHETHYECKHX WM
bapmMakoIMHAMUYECKMX B3aMMOJEHCTBUII NMpPU COBMECTHOM NPHUMEHEHUHU pUBAapoKcabaHa u
500 MT aneTUNICaTuUIOBON KUCIIOTHI.

He oOnapyxeHo (hapMaKOKHHETHYECKOTO B3aMMOJICHCTBHS MEXKIy pPHBapOKCabaHOM B [103€
I5Mr u wionugorpenoM (Harpy3zouHas ngo3a 300 Mr ¢ noClIEoyHOUIUM Ha3HAYE€HHUEM
MOJICPXKUBAIOLIEH 103bI 75 MT), HO y YacTH MAallMEHTOB OOHApPYKEHO 3HAYMMOE YBEIUYEHUE
BPEMEHHU KpPOBOTEUEHUs, HE KOPPEIUPOBABILEE C arperauueil TpoMOOIMTOB U COJAEp:KaHUEM
P-cenextuna unmu GPIIb/IllapenenTopa.

HeobxomumMo cob6imo1aTh OCTOPOKHOCTH IPU COBMECTHOM MpUMEHEHUH puBapokcabana ¢ HIIBIT
(BKITIOUAs aleTHIICATUITMIOBYIO KUCIIOTY) U HHTHOUTOpAMU arperaiiii TPOMOOIIUTOB, TTOCKOJIBKY
MPUMEHEHUE ITHX MperapaToB 0OBIYHO MOBHIIIAET PUCK KPOBOTeUEHUs (cM. paszaen 4.4.).
CHUO3C/CUO3CH

Kak m B ciyyae mnpuMeHEHMs ApPYTrUX AaHTHUKOAryJsSHTOB, BO3MOXHO YBEJIMUYEHUE PpHUCKA
KPOBOTEUCHHS Yy TAlIMEHTOB, OJHOBPEMEHHO MpuHUMarmux puBapokcadban ¢ CHUO3C u
CHUO3CH BcnencTBue BIMSHUS 3THX NPENapaToB Ha TPOMOOLUTHI. Pe3ynbTaTsl KIMHUYECKUX
UCCJIEIOBaHUM pHBapokcabaHa MPOJEMOHCTPUPOBAIN YHUCICHHOE TMOBBIIIEHUE OOJNBIIUX U
HEOOJIBIIMX KIMHUYECKH 3HAYMMBIX KPOBOTEUEHUN BO BCEX IPYMIAX JEUSHHUS MPU COBMECTHOM
NPUMEHEHUHU ITUX IPErapaToB.

Bapdapun

[TepeBon manmentoB ¢ anrtaronucra ButamuHa K Bapdapuna (MHO ot 2,0 mo 3,0) nHa
puBapokcaban (20 mr) umm ¢ puBapokcabana (20 mr) na Bappapun (MHO ot 2,0 mo 3,0)
yBenumunBai [IB/MHO (Neoplastin) B OomnbIeii cTeneHu, 9eM 3TOTr0 MOYKHO OBUTO OBl OXKHIIAThH
pu npoctoM cymMmupoBanuu 3¢ dextoB (otaenbHble 3HaueHust MHO moryT gocturats 12), B TO
Bpems Kak BiausiHue Ha AUTB, nogasinenue aktuBHOCTH (pakTopa Xa U 3HJOTE€HHBINA MOTEHIHAI
tpoM6uHa (DIIT) O6buTH aqANTUBHBIMU.

Jns ouenkn (apmakogmHaMuueckux 3((eKkToB puBapokcabaHa B TMEPEXOIHBIN TMEPHOA B
KayecTBE HEOOXOIMMBIX TECTOB, Ha KOTOPbIE HE OKa3blBaeT BIMSHHE BappapuH, MOMKHO
UCTIONIB30BaTh OIpeNieieHne akTUBHOCTH aHTU-pakTopa Xa, PiCT u HepTest. Haunnas ¢ 4-ro
IHS TIoclie TpueMa mocienHedt no3sl BapdapuHa Bce aHanu3bl (Bkimouas [IB, AUTB,
nojasjaeHue akTUBHOCTH (aktopa Xa wu OIIT) oTpakanu HCKIIOYUTENBHO BIIMSHUE
puBapokcabaHa.

Jns ouenku (apmakoguHaMudeckux >PQeKToB BapdapuHa B TEPEXOAHBIA IMEPHOT MOXKHO
UCTIONB30BaTh Mokazarenb MHO, u3mepeHHbIi B MOMEHT TOCTHKEHUS Crpovexyr. pUBapoKcabaHa
(uepes 24 yaca mociie MpeapIIyIIero npueMa puBapokcadana), Tak Kak B 3TOT MOMEHT BpEeMEHU
BIIMSIHUE pUBapoKcabaHa Ha pe3yNIbTaThl aHAIM3a MUHUMAIBHO.

DapMaKOKHHETUYECKOTO B3aWMOJICHCTBHS MEXAYy BappapuHOM H pUBApPOKCAOAHOM He
0OHapyKEHO.

Nuanykropet CYP3A4

CoBMecTHOE TpUMEHEHHE pHUBapokcabaHa U pudaMmuidHA, SBISIOMIETOCS  MOIIHBIM
unaykropom CYP3A4, npusBogmio k cHwkeHuto cpeagHeii AUC  puBapokcabana
npubnau3uTenbHo Ha 50 % W mapainenbHOMY YMEHBIIEHHIO ero  (apMakoIWHAMUYECKUX
apdexToB. CoBMECTHOE NPUMEHEHHE pHBapoKcabaHa ¢ JAPYTHMH MOUIHBIMH WHIYKTOpaMH
CYP3A4 (nmanmpumep, QeHHUTOMHOM, KapOamazenmuHoOM, (QeHoO0apOuTaloM WU TMpenaparaMu
3Bepo00si MPOJBIPABIEHHOI0) TAaKXKE MOXET NPHUBECTH K CHUKEHHIO KOHLEHTpauuin
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puBapokcabana B miazMe Kposu. ClieoBaTellbHO, Hég&&M:E%EFﬂE"BEEJB%Q&JéﬁorO

MpUMEHEHUS MOIIHBIX HHAYKTOpoB CYP3 A4, kpome ciiydaeB, KOrJa TIIATEIbHO KOHTPOJIUPYIOT
MPU3HAKK ¥ CHMITTOMBI TPOMOO3a.

ConyTcTBylolee NpUMEHEHHE IPYIUX OpernapaToB

He ormeuanoch KIMHHYECKH 3HAYUMBIX (DapMAKOKHHETHUYECKHX WU (DapMaKOAMHAMUYECKUX
B3aMMOJICHCTBUI TIpU OJHOBPEMEHHOM NPUMEHEHHWH pHUBapokcabaHa ¢ MHJIa3071aMOM
(cyoctpatom CYP3A4), nurokcunom (cybcrparom P-rimkomnporenHa), aTOpBACTATHHOM
(cyoctpatom CYP3A4 u P-rimkomporenHa) WM OMENPa3ojoM (MHTHOUTOPOM MPOTOHHOMN
nomribl). PuBapokcabaHn He MHTUOMPYET U HE HHIYIHPYET HUKaKue OCHOBHBIC M30popMbl CYP,
nmono0usie CYP3A4.

KnuHndecku 3HAYMMBIX B3aUMOJICHCTBUH C MPOIyKTAaMU MUTAaHUS HE HAOIIOAAIOCh (CM. pasen
4.2)).

Brusnue Ha 1a60paTopHbIe MapaMeTphl

Bnusane ©Ha pesynbrarhl mpoO Ha mapameTrpbl cBepthiBaHus (I[IB, AUTB, HepTest)
COOTBETCTBYET OKHUAEMOMY C YIETOM MEeXaHH3Ma JeHCTBHsI puBapokcabana (cM. pazmen S.1.).

4.6. DepTUIBLHOCTDH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

D¢ heKTUBHOCTh M 0€30MaCHOCTh MPUMEHEHHUs Tipenapara PuBapokcaban-C3 y OepeMeHHBIX HE
YCTaHOBJICHBI.

JlanHble, TONy4YeHHbIE Ha OKCHEPUMEHTAIbHBIX JKHUBOTHBIX, IIOKAa3aJd BBIPAKEHHYIO
PENpPOTYKTUBHYIO TOKCHUYHOCTb.

BcenenctBue BO3MOXKHOM penpoOAyKTUBHOW TOKCHUHOCTH, PHUCKAa Pa3BUTHS KPOBOTEUYEHMS U
CHOCOOHOCTH TPOHMKATh Yepe3 IUIaleHTy mnpemnapar PuBapokcaban-C3 mpoTHBOINOKa3aH BO
BpeMs OepeMeHHOCTH (cM. pazaen 4.3.).

JKeHmuHBl 1€TOPOTHOTO BO3pacTa MOJDKHBI H30erath OEpeMEHHOCTH BO BpeMs Tepanuu
pUBapoKcabaHOM.

JlakTanus

D¢ dexkTnBHOCT, W 0€30MACHOCTh MpHUMEHEHHs mpemnapara PuBapokcaban-C3 y JKEHIIUH B
NEePUO TPYAHOTO BCKAPMIIMBAHUS HE YCTAHOBIICHBI.

JlaHHBIE, TONyYEHHBIE Ha SKCIIEPHUMEHTAIBHBIX KMBOTHBIX, ITOKA3bIBAIOT, YTO PHBApPOKCa0aH
BbIIETsIeTCS ¢ TpyaHbIM MosiokoM. [Ipemapatr PuBapoxca®an-C3 mpoTHBONOKa3aH B MEPUOJ
rpyAHoro BckapmiuBaHus (cMm. pasgen 4.3.). Heobxomumo npuHATH pemieHne o0 OTMEHe
TPYAHOTO BCKAPMIIMBAHUS WU TMPEKPAIICHUH TEPATUH.

DepTUIILHOCTD

HccnenoBanus mokazanu, 4To puBapoKcabaH He BIUSET Ha MY)KCKYIO U KEHCKYIO (epTUILHOCTD
y Kpbic. CrienanbHBIX UCCIICAOBAHUIA BIMSHHAS pUBapoKcadaHa Ha (PepTHIBLHOCTH Y YeIOBEKa HE
MPOBOAMIIOCH.

4.7. Bausinue Ha CIOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMU CpPeACTBAMHM M padoTath ¢
MeXaHMu3MaMH

[Ipn npumenenun npenapata Puapokcaban-C3 oTmeudanuch ciaydyaud OOMOpPOKOB H
TOJIOBOKPY>KE€HUS, KOTOpPbIE MOIYT BIHUATh Ha CIIOCOOHOCTb YIPaBIIEHUS TPAHCIOPTHBIMU
CpeJICTBaMU WUJIU JpYTMMH MexaHu3mamu (cM. paszzaen 4.8.). Ilanuentam, y KOTOpbIX BO3HHUKAIOT
JTAaHHbIE HEXKeJIaTeNIbHbIE PeakiMM, He CJelyeT YNpaBJIsATh TPAHCIOPTHBIMU CPEICTBAMU HIIH
JpYTMMH MEXaHU3MaMHu.

4.8. He:kesnaTesbHbIEC peaKIUU

Pesiome npoduasa 6e3omacHoCcTH

Bbe3omacHocTh puBapokcabaHa olleHHWBaIach B TPUHAALATH OCHOBHBIX HcchenaoBanusax 11 ¢assr
(cm. Tabmuiy 2).

Cymmapno 69608 B3pocibIx NalleHToB B AeBATHaAUaTu uccienoBanusx 111 ¢assl, a Taxke 412
MaIMEeHTOB JIETCKOTO BO3pacTa B AByX uccienoBanusx 11 ¢aser u ogaom uccnenoBanuu 111 dazer
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Tabmuia 2. Ynucno manueHToB, YYaCTBOBABIINX B MCCIEAOBAHUHM, CYMMapHasi CyTOYHAsI /1033 U
MaKCUMaJbHas MPOJODKUTEIBHOCTh JICUCHHS B KIWHUYECKHX wuccienoBanusix I ¢dassr ¢
Y4aCTHEM B3POCJIBIX M MMEIUATPUICCKUX MAIUEHTOB

Kannunyeckoe cocrosiHue, npu MaxkcumasiabHas
KOTOPOM MPOBOANIOCH Hucao % Cymmapnas cyrounas MPOAOTKHTEILHOCTD
uccijaegopanme II dga3pl framenton 034 JleYeHUus

IIpodunakruka BT y B3pociusix | 6097 10 mr 39 nuen
MAIUEHTOB, MEPEHECIITNX
IJIAHOBYIO OIEPALMIO 110 3aMEHE
Ta300€IPEHHOT0 WJIN KOJIEHHOTO
cycraBa
[Ipodunakruka BTO y |3997 10 mMr 39 nHeit
TOCIUTAIU3UPOBAHHBIX o
MEIUIIMHCKUM MOKa3aHUsIM
MAIMEHTOB
Jleuwenne TI'B, TOJIA u|6790 Jenp 1-21: 30 mr 21 Mecs1
npodunaktuka penuausos TI'B, Hauunag ¢ 22 gus: 20mMr
TOJIA ITocne MUHUMYM
6 MecsALEeB  Tepanuu:
10 nim 20 mr
Jleuenne BTD u mpodunakTuka | 329 Ho3a, 12 mecsieB
peunuIuBOB BTO y CKOPPEKTUpOBaHHAas B
HOBOPOXKICHHBIX U JIeT€d B 3aBHCUMOCTH OT MacChl
Bo3pacte 10 < 18 umer mocne Tena, I8 JTOCTHKEHHS
HavyaJbHOU CTaH/IapTHOMN (bapMaKoIOTHUECKOTO
AHTUKOATYJITHTHON Tepanuu JeiCTBYS,
HKBHUBAJIEHTHOT'O
TaKOBOMY Y B3pOCIIBIX,
nomy4yaBummx 20 Mr
puBapokcabana 1 pa3 B
nenb ais neyenust TI'B u
TOJIA u npodurakTuKu
peunausoB TI'B u TOJIA
IIpopunakrtuka wmHCynbra U |7750 20 mr 41 mecsn
CHUCTEMHOH TpomMO03MOOIMU Yy
MareHToB ¢ GuOpmuIAIueit
HEKJIaIIaHHOT'O IIPOMCXO0KACHUS
[Mpodunaktuka 10225 5 umum 10 mMr 31 mecsn
aTepOTPOMONYECKHUX COOTBETCTBEHHO, B
OCJIO’)KHEHUH y MalUeHTOB MOce KOMOMHALUN c
OCTPOro KOPOHAPHOTO CHHApPOMA AlETHICATULUIOBOMN
(OKO) KHUCJIOTOM W
AUETHICAIULUIOBOI
KHCJIOTOM c
KJIOMUI0T PETIOM WIH
TUKJIIOIUITHOM
[Ipodunakruka 18244 5 Mr B komOuHamuu c |47 mecsues
aTepOTPOMOOTHYECKUX COOBITHIA AICTHIICATAIIAIIOBOM
y TMalMeHTOB C HIIEMUYECKON kucnoto wiam 10 mMr B
oonesnpto cepana (MBC) wmm MOHOTEpAIUU
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3abosneBanneM mnepudepudeckux |3256** 5 mr B 'Komomiarmt 142 Mecsta © -
aprepuii (31TA) alEeTUIICATUIIMIIOBOM
KHUCJIOTOM

* TTanMeHTbl, MOJY4MBILKE [0 MEHBILIEH Mepe OJIHY 103y pHBapoKcabaHa.
** N3 uccnenosaunst VOYAGER PAD

Hambomee dacThIMHM  HEXENATEIbHBIMU  JICKADCTBEHHBIMH  PEAKIHMAMU Yy  TAIUCHTOB,
NPUMCHSBIINX pPUBapOKcabaH, SBISUIMCh KpoBoTedeHHs (cM. paszmen 4.4. u tabmumy 4).
HaunbGonee yacTsIMu KpOBOTEUEHUSMHU SABJISUIUCH HOCOBOE KpoBoTeueHue (4,5 %) u xemy10uHo-
KHIIeuHoe KpoBoTeueHue (3,8 %).

Tabnuna 3. YacToTa BO3HMKHOBEHHSI KPOBOTEUEHHH™ M aHEMHUHM y MALMEHTOB, MOJIY4YaBIIMX
JeyeHre pUBapoKcabaHOM B 3aBEpIICHHBIX KIMHUYecKuX uccienoBanusx I ¢assl ¢ yuactuem
B3pOCJIbIX U MEINAaTPUUECKUX MAllUEHTOB

JIo0oe
KPOBOTeYeHHE

KanHuyeckoe cocTosiHne, NP KOTOPOM

AHnemusi
npoBoamiIoch uccaenosanue I ¢ga3sbl

[Tpodpunaktuka BTD y mnammenTtoB, mnepeHecumx | 6,8 % manneHToOB 5,9 % nmanueHToB
IUIAHOBYIO OIEpalMi0O 10 3aMEHE Ta300eqpeHHOro

HJIN KOJICHHOI'O CyCTaBa

[Mpopunaktuka BTD y rocnuranu3upoBaHHBIX I10 2,1 % nauueHToB

MCINIMHCKHUM ITOKa3aHHUAM IMTallMCHTOB

12,6 % marnueHToB

Jleuenue TI'B, TOJIA u nmpodunaktuka penuanBoB | 23 % nanueHToB 1,6 % mauueHToB

TI'B, TOJIA

Jleuenne BTD u mpodunakrtuka penuauso BTD y
HOBOPOXJICHHBIX U JIeTeld B Bo3pacte jao < 18 nmer
MOCJE HAaYaIbHOW CTaHAAPTHOW aHTHKOATYJSHTHOU
Tepanuu

39,5 % manueHToB 4,6 % manueHToB

[podunakruka WHCYJbTa u CHCTEMHOMN
TPOMOOSMOOINKM Yy TMAalUEHTOB ¢ (QUOpHILIAIHei
HEKJIAMaHHOTO TPOMCXOKICHUS

28 coObITHH Ha
100 mamuenTo-jeT

2,5 coOblTHsg Ha
100 nanueHTO-J1€T

[IpodunakTka arepoTPOMOMUECKHUX OCIOKHEHUH Y
namuenToB nociie OKC

22  coOpITHA Ha
100 mamuenTo-jeT

1,4 coOwiTus Ha
100 nanueHTO-J1€T

IIpodunaktuka arepoTpoMOOTHUECKHX COOBITHH Yy |6,7 coObitmii  Ha|0,15 coObiTUs Ha
nanuenToB ¢ MbC wm 3ITA 100 narueHTO-JIeT 100 maruenTO-1eT**
8,38 cobOwprtuii  Ha|0,74 coObITHA Ha
100 natmenro-ner” | 100 HanueHTo-

e **!

* BO BCEX KIMHHYECKMX HCCIEJIOBaHUAX pPUBApOKcabaHa BCE CIydad KpPOBOTEUEHHS COOMPAIOTCS,

PETIOPTHPYIOTCS U OLICHUBAKOTCS
** B mccnenqoBanun COMPASS B kadecTBe IpeAyCTaHOBIEHHOTO BEIOOPOYHOTO ITOAXO0Ja MPUMEHSIACh HU3Kas
94acToTa BO3HMKHOBEHHS aHEMHHU
*** ipu cOope JaHHBIX O HEXKENNATENFHBIX PEaKIUAX MPUMEHSIICS MTPEIyCTAHOBICHHBIN BEIOOPOYHBINA MOIXO0/
# w3 nccnenopanus VOYAGER PAD

TabnuvHOE pe3roMe HeKeIATeIbHBIX PEeaKIIHi

YactoTa BCTpeuaeMOCTH HEKENATeNbHbIX pEaKlMid, BO3HUKABLUIMX Yy AETed M B3POCIbIX MpPH
NPUMEHEHUN pUBAapOKcabaHa, MpUBEJEHA HIDKE B Ta0nwie 4 ¢ pa3ieleHHeM IO CHCTEMHO-
opranubiM kiaccaM (MedDRA) m mo wactore. YacToTra BCTpEeUaeMOCTH OMPENETAETCS Kak:
oueHb yacto (>1/10), gacro (>1/100, wo <I1/10), Hewacto (=1/1000, HO <1/100), pemxo
(>1/10000, wHO <I1/1000), ouennr penko (<1/10000), uwacTtoTa HEeW3BeCTHa (HA OCHOBAHUU
UMEIOITNXCS JJAHHBIX OIEHUTh HEBO3MOXKHO).
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Tabnuna 4. Bce HexenaTelbHBIE pEaKIUy, 31DGFHCT[;EB%§311%‘QQQ/i'lﬁjlabjﬁg(cl];ﬁlggd%gB B

KIuHUYeckux uccienoBanusax 111 ¢as3el wim B X0Jie MOCTPETUCTPAIIMOHHOTO MPUMEHEHUS*, a
TAaK¥XEC y HGI[I/IanI/I‘-IGCKI/IX ITalIITMCHTOB B I[BYX KIIMHUYCCKUX HCCICIO0BAHUAX II (ba351 U OJHOM
uccaenoBanu 11 dpazsr

Yacro Heuacro Peaxo OueHb peako Hacrora
HeN3BeCTHA
Hapyuienusi co cTOpOHBI KPOBH M JIMM(PATHYECKOI CHCTEMbI
Anemus TpomboruTo3
(BKITIOUAS (BKITIOUAS

COOTBETCTBYIOIIX | IOBBIIICHHOC
e JnabopaTopHbIC | coJepIKaHHe

oKa3aTesn) TpOMOOLUTOB)",
TPOMOOIIUTOTICHHSI

HapymieHnnsi co CTOPOHBI HMMYHHOMH CHCTEMBbI
Anneprudeckas Anadunaktuuec-
peaxuus, KHe peaxiu,
aJjJIeprudecKuit BKJIFOYAst
JEpPMaTuT, aHaduIakTHYeC-
AHTMOHEBPOTHUYEC- KHUH 10K
KU OTEK 51

AJUIEPTHYECKUN OTEK

HapymieHnnsi co CTOPOHBI HEPBHOM CHCTEMBI

lonoBokpyxeHue, | BHyrpumo3rosoe u

roJIOBHast 00JIb BHYTPHUYEPEITHOE
KpOBOUBIIUSHHE,
00MOpOK
Hapyumienusi co CTOPOHBI OpraHa 3peHust
KpoBouznusanue

B Tia3 (BKIOUas
KPOBOM3IIUSHUE B
KOHBIOHKTHUBY)

Hapyuiennsi co cTOpoHBI cepana

Taxukapaus

HapyuieHusi co CTOPOHBI COCY/10B

CHmKkeHue
apTepHaAIILHOTO
JaBJIICHUS,
remaroma

Hapylneﬂml CO CTOPOHBI [[LIXﬁTeJILHOﬁ CHUCTEMbI, OPIraHoB pr}f[HOﬁ KIIETKHU U CPCAOCTCHUSA

Hocosoe
KPOBOTEYCHHE,
KpOBOXapKaHbe

Kenyno4Ho-KHIIeYHbIE HAPYIICHUS

Kpootounsocte | CyXocCTh BO pTY
JieceH,
KEIyJOYHO-
KHIIEYHOE
KPOBOTCUCHHE
(BKITIOUAS
peKTaIbHOE
KpPOBOTEUYEHHUE),
6omp B XKKT u
0oL B JKHMBOTE,
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(OCHEQOBATENBHOC T 00Td)

JUCIICIICHA,

TOIIHOTA, 3amop”,
nuapes, ppota

HapyumieHusi co cTOPOHBI NEYeHHU M JKeJTYeBbIBOASIIINX IMyTeil

[ToBsiIeHNE Hapyirenne Kenryxa,
aKTUBHOCTHU (YHKIMM ~ TICYEHH, | TOBBIIICHUE
MEYEHOYHbIX MOBBILLICHHE KOHLEHTpau!
TpaHCaMHHAa3 KOHIEHTpAIU! KOHBIOTMPOBAH-
ounupyouHa, HOT'O
MOBBILIICHHE omwmupyouna (¢
AKTUBHOCTH COOTBETCTBYIOIIU
IET0YHON M TIOBBIIIEHUEM
docdarazsr®, AKTUBHOCTU
MOBBILLICHHE aJIaHMHAMUHO-

aKTUBHOCTH TaMmMa- | TpaHcgepasbl
rirytramuntpanchepa | (AJIT) wmm  6e3
31 (TTT)A HEro), XoJlecTas,
renaTut
(BrITIOUAst
MOBPEXKACHNE
renaToLEIITIOIISP
HOM CHCTEMBI)

HapyuieHnsi co CTOPOHBI KOKU M NOAKOKHBIX TKAHEH

Koxurbrit 3yn | KpanuBauia Cunnpom

(BKITIOUAS CruBeHca-

HeYacThle Ciay4yau Jl>xoHCcoHa/

FE€HEPAIU30BAHHO TOKCUYECKHI

ro 3yJa), KOXHas AIUIEPMAJIbHBIH

CBIllb, JKXUMO3, HEKpOJIn3,

KOJKHBIE u DRESS-cunapom

MOJIKOXKHBIE

KpPOBOM3JIUSHUS

HapymieHnnsi co CTOPOHBI MBIIIEYHOM, CKEJIETHON W COeAMHUTEIbHON TKAHU

boins B I'emaptpo3 KpoBouznusaune KomnaptMmeHnt-

KOHEUYHOCTH" B MBIIIILY CUHJIPOM,
BTOPUYHBIN K
KPOBOTEUECHHIO

Hapyuienusi co CTOPOHBI NOYEK M MOYEBBIBOASIIIMX MyTeil

KpoBoteuenune u3 [Toueunas

YPOTr€HUTANb- HE/I0CTaTOYHOCTB/

HOTO TpaKkTa ocTpas IOYEeYHas

(BKITIOUAS HEJ0CTaTOYHOCTD,

reMaTypuro u BTOPUYHbIE K

MeHopparuio®), KpPOBOTEUYECHHIO U

HapyllleHue JIOCTaTOYHBIE,

GyHKIMU  TOYeK 4TOOBI NMPUBECTH K

(BKITIOUAst rurnonepdysuy,

MTOBBIIIICHHE HedpomnaTus,

KOHIEHTPALH acCOLIMMPOBaHHAs

KpeaTHHHHA, c IPUEMOM

MOBBILICHHE aHTHKOAarynsHra®

KOHUEHTpaluu

MOYEBHHBI

KpPOBH)
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OO0uue HapynIeHUs1 ¥ PeaKIiM B MeCTe BBe/IEHU J T TEAQVBATENTEAUL TD UUTH,

Jluxopamka®, Vxynmenue obmero | JlokanbHbIi
nepudeprudecKuii | CaMOYyBCTBHS orek”
OTCK, CHIDKEHUE | (BKIIOYas
o0mIeil  MpIIed- | HeIOMOTaHHE)
HOW CWIBl |
TOHycCa (BKIIOYAs
cnabocThb u
ACTEHUIO)
JlaGopaTopHble M HHCTPYMEHTAJIbHbIE TAHHbIE
[ToBwiieHne
aKTUBHOCTH
JIAKTaTJeTUAPOTeHa-
31 (JIAD)?, mnoBbI-
[IEHWE aKTUBHOCTH
nUnase®,
MOBBILLICHHE
AKTUBHOCTHU
aMunaspr*
TpaBMbl, HHTOKCHKALMH U 0CJIOKHEHHS NPOLEAYP
KpoBoteuenune Cocyaucras
nocie TICEB/I0AaHEBPH3-
MEIUITTHCKON Mma®
MaHHITYJISIUH
(BKITIOUAS
MocJeonepanion
HYI0 aHeMHIO |
KpOBOTEUYCHHE W3
paHbl), remaToMa,
BbIJICIICHUE
ceKkpeTa U3 paHbl’

A HaGronanmuch npu npoduakTuke BT y B3pOCIIBIX MALMEHTOB TOCIE GOMBIINX OPTONCAMUYECKIX ONepaLii Ha
HIDKHAX KOHEYHOCTSIX

B wabmonanvce npu nedennun TI'B, TOJIA u npu npopunaktuke penuausos TI'B u TDJIA Kak OYeHb YacThlE Yy
JKEHIIIMH MOJIOXKE 55 JeT

€ Habmosanuck HevacThle B paMKax NPOQUIAKTHKY aTepOTPOMOOTHYIECKUX cOOBITHI y nauuenTos nocie OKC
(mocne UKB)

* IPUMEHSUIICS TTPEBAPUTENILHO 3aIaHHBIH BBIOOPOYHBIH MOAX0J] K cOOpY JaHHBIX 10 HEXKENATEIbHBIM PEaKkIusIM B
otaenbHbIX nccnenoBanusx 111 ¢aspl. Ha ocHOBaHMM aHayM3a MaHHBIX MCCIENOBAHMN YacTOTa HEXENATEIbHBIX
peakuuii He MOBBICHUIIACh, M HUKAKHX HOBBIX HE)XEJATEIbHBIX PEakUi HICHTU(PHUIUPOBAHO HE OBIIO

OnucaHue OTAENIbHBIX HEXKEJIATEAbHBIX PEeaKIUM

YuursiBas (hapMaKoJIOTHICCKUI MEXAHU3M JEUCTBUA, MPUMEHEHNE npenapara
Puapokcaban-C3 MOXeT CONpOBOXKIATHCS MOBBIIIEHHBIM PHUCKOM CKPBITOTO WM SBHOTO
KpOBOTEUECHHMsI H3 JIIOOBIX OpraHOB M  TKaHEW, KOTOpOEe MOXET [MPHUBOIUTH K
nocrreMopparudeckoil aHemuu. lIpu3HaKu, CUMNITOMBI M CTENEHb TKECTH (BKIIOYas
BO3MOXKHBIH JIETAIbHBIN UCXO0/) BAPHUPYIOT B 3aBUCMMOCTH OT JIOKAJIU3AI[UH, CTETIEHH TSXKECTH
WJTU TIPOJIOJDKUTEIIBHOCTH KPOBOTEUEHUS W/ UK aHeMuH (cM. pazzaein 4.9.)

B kIuHWYECKMX WCCIENOBAHUSAX KPOBOTCUEHUS W3 CIHH3UCTBIX 000JI0YeK (a HWMEHHO:
KpoBOoTeueHHe u3 Hoca, pAeceH, JKKT, MoYenoisoBodl CHCTEMBbI, BKIIOYas aHOMaJbHOE
BarMHAJILHOE WU YCUJIICHHOE MEHCTPYalIbHOE KPOBOTCUEHHUE) U aHEMUS HAOTIOJAIMCH Yalle TPy
JUTUTEIIBHOM JICUCHHH pUBapoKcabaHOM 1o cpaBHeHUIO ¢ jedeHneM ABK. Takum oOpazom, B
JOTIOTHEHWE K HaIJeKaleMy KIMHUYECKOMY HaOJIOICHUI0, JIa00pAaTOPHOE UCCIICOBAHKE
reMOrJIO0MHA/TeMaTOKPUTa MOKET ObITh 3HAUMMBIM JJISl BBISIBICHUS CKPBITHIX KPOBOTEUEHHUI U
KOJIMYECTBEHHOW OIEHKM KIMHUYECKOW 3HAYMMOCTH SIBHBIX KpPOBOTEUEHHH, KOTOpBIE OYIyT
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rpynn MNanyMeHTOB, HAMpPHUMEP, Y NAIUEHTOB C HEKOHTPOJHMPYEMOW TSKEJIOW apTepuaibHON
TUMNEePTEH3UEH W/WIH TIPU COBMECTHOM NPHUMEHEHUH C MpernapaTaMu, BIUSIONMMU Ha TEMOCTa3
(cm. pazmen 4.4.). MeHCcTpyanbHOE KPOBOTEUEHUE MOXKET OBITh 0OJjiee MHTECHCHUBHBIM W/HMIU
MPOJOKUTEIHHBIM.

['emopparuueckue OCJIOXHEHHS MOTYT TMpOSBIATBCS B BHAE ciaaboCcTH, OJEeIHOCTH,
TOJIOBOKPY>KEHHUS, TOJIOBHOM OOJM WIIM HEOOBSICHUMBIX OTEKOB, OJBIIIKU WM IIOKA, PA3BUTHE
KOTOPOTO Heb3s OOBSICHUTH JPYTMMH MPHUUMHAMU. B HEKOTOPBIX Cllydasx BCJIEICTBUE aHEMUU
Pa3BHBAIMCH CUMITOMBI HIIEMUU MHOKAp/a, TaKUe Kak 00JIb B TPYAH U CTCHOKAPIHSL.

[Ipu npumeHenun mnpemapara PuBapokca®an-C3 perucTpupoBalNCh M TaKUE W3BECTHBIC
OCIIO)KHEHUS, BTOPHYHBIE 110 OTHOIICHHIO K TSKEIBIM KpPOBOTCUEHHUSM, KAaK CHHIPOM
MTOBBIIIIEHHOTO cybOdaciuaabsHOTO JTABJICHUS (KOoMTIapTMEHT-CHHAPOM), MoveyHast
HEJOCTAaTOYHOCTh BCIEACTBHE Tunonepdy3uu win HedpomaTus, acCOIMUPOBAHHASI C TPHEMOM
AHTUKOAryJIsHTOB. Takum oOpa3om, cieayeT YYUTBIBaTh BO3MOXKHOCTh KPOBOTEUEHHS MpU
OIICHKE COCTOSIHHS JTFOOO0TO MAaIlMEHTA, MOJIYYarOIIero aHTUKOATyJISTHTHI.

CooO11eHne 0 Moa03peBaeMbIX HEKeNaTEIbHbBIX PeaKIUsIX

BaxxHo cooOmarh 0 TOJ03PEBAEMBIX HEXKENATEIbHBIX PEAKUIUAX TIOCIEe PETUCTPAINH
JIEKapCTBEHHOT'0 Tperapara ¢ 1efibio 00ecredeHusl HepepbIBHOIO MOHUTOPUHTA COOTHOIICHUS
«MONb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeauIuHCKUM paOOTHUKAM pPEKOMEHIYeTCs
co00IIaTh O JIOOBIX MOJO3PEBAEMBIX HEXKEJATENbHBIX PEaKIUsAX JIEKapCTBEHHOIO IMpernapara
4yepe3 HAMOHAIBHYIO CUCTEMY COOOIICHUS O HEKeNaTeNbHBIX PEAKIMSIX FOCYAapCTB — YJICHOB
EBpa3uiickoro 5JKOHOMUYECKOT0 COI03a.

Poccniickas @enepanys

denepanbHas ciyx0a 1mo Haa30py B chepe 3paBoOOXpaHEHUS

Anpec: 109012, r. Mocksa, CraBstHCKast miiomiaib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas mouTa: pharm@roszdravnadzor.gov.ru

Caiit B WH(POPMAIIMOHHO-TEIIEKOMMYHHUKAITUOHHON ceTu «nTepHET:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

Coobmanocr 0 peakux ciaydasx mnepeao3upoBku g0 1960 mr. B cioydae mepemo3upoBKu
HEOOXO0UMO TIIATEIbHO HAOIIOAATh MAlMEHTa Ha MPEAMET OCIOKHEHUH B BUJE KPOBOTCUCHUS
WIH APYTUX HEXENaTeNbHbIX peakuuil (cM. nmoapasnen «JleueHue kpoBoreueHuii»). Benencreue
OTPaHUYEHHOTO BCAChIBaHUS OxuaaeTcss 3(pQexT HachlmeHus 0e3 JalbHEUIIero MOBBIMICHUS
CPEIHETO COJIepyKaHMs prUBapoKcadaHa B IUIa3Me MPH THUIEPTEPANeBTUIECKHX 103aX B 50 MT min
BBIIIIE.

Crienuuaeckum aHTH]IOTOM, T10IABJISTFOIITM (apMakoIMHAMHYECKOE neiicTBre
puBapokcabaHa, SBIISETCS aHACKCAaHET aibda.

B cnyuae mepeno3upoBKH Ui CHM)KEHHUSI BCACBIBAaHUS PHUBAapOKca0aHa MOXKHO HCIIOJIB30BATh
AKTUBHUPOBAHHBIN YTOJIb.

JleyeHne KpoOBOTEUEHUN

[Ipn BO3HHMKHOBEHHMU OCJOKHEHUS B BHJE KpPOBOTCUEHHUS Yy TMAlMEHTa, NPUHUMAIOIIETO
puBapokcabaH, CIeIyIOIUi MpUeM Mpernapara JTOJKEH OBITh OTJIOKEH WM JICYeHUE OJDKHO
OBITH OTMEHEHO, B 3aBUCUMOCTH OT cutyanuu. [lepuon momyBeiBeaenus (T12) puBapokcabana
coCTaBIsieT MpUOMM3UTENbHO 5—13 wacoB (cMm. pasmen 5.2.). JleueHuwe ciemyer moa0OUpaTth
WHAMBHUIYalbHO, B COOTBETCTBMU C TSKECTbIO U JIOKanu3anued KpoBoreueHus. [lpu
HEOOXOMMOCTH MOXET TPUMEHSTBCS COOTBETCTBYIOIIEE CHMITOMATHYECKOE JICUCHHE,
HampUMep, MeXaHW4Yeckas KoMIpeccus (Hampumep, B CIOydae CHIBHOTO HOCOBOTO
KPOBOTEUCHHS), XUPYPIHUECKUH TeMOCTa3 € NpOIeaypaMH KOHTPOJS 32 KpPOBOTEUYCHHUEM,
BOCTIOJTHEHHE 00beMa KHUAKOCTH M TeMOJAMHAMUYECKas MOIJEp)KKa, MPUMEHEHHE MpernapaToB
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COOTBETCTBYET SKCNEPTHOMY OTYETY

COITyTCTBYIOILIEH aHEMUH UM KOAryJIONAaTUH ) WIA TPOMOOLIUTOB.

Ecnu nepeuunciieHHbIe BBIIIE MEPONPUATHS HE MPUBOAAT K YCTPAHEHUIO KPOBOTEUCHUS, MOXKET
OBITh Ha3HAYCH CHEIUPUUECKHN aHTHIOT WHTHOUTOPOB (Qakrtopa Xa (aHIeKkcaHeT aybda),
NOJABJIAIONMA  (hapMakoAMHAMUYECKOEe JACWCTBHE pHBapoKcabaHa, WM cCHelH(pUUSCKHid
IPOKOAryJISIHTHBIM — Ipenapar, HampuMep, KOHILIEHTpAaT MPOTPOMOMHOBOIO  KOMILIEKCa,
KOHIIEHTPAT aKTUBUPOBAHHOTO MPOTPOMOMHOBOTO KOMIUIEKCA, peKOMOMHAHTHBIN (akTop VIla
(rf VIla). OmHako 10 HACTOSAIIETO BPEMEHH OIBIT MPUMEHEHUS ITUX MPENapaToB MPH JICUCHUU
NaIMEHTOB, MOJYYaloIMX PHUBApOKCcadaH, OYeHb OTrpaHWYeH. J[aHHBIE PEKOMEHIAIMU TaKXe
OCHOBaHbl Ha OrPAaHUYEHHBIX JOKIMHUYECKMX JaHHBIX. HeoOxomumo mperycMOTpeTh
IepecMOTp A03bl peKoMOMHAaHTHOTO (akTopa VIla u TuTpoBaHHE B 3aBUCHMOCTH OT CHIIKCHHS
aKTUBHOCTH KpPOBOTEUEHMs. B 3aBHCHMMOCTH OT MECTHOH JOCTYNHOCTH, B Ciyyae OOJbLIOTO
KPOBOTEUCHHS CIIEAYyeT PacCMOTPETh BO3MOXKHOCTh KOHCYJBTAllUM CO CIIEHUAIUCTOM IIO
Koaryssnuu (cM. pasaen S.1.).

Oxupaercs, 4To mpoTamMuHa cyibpar ¥ BuTtamMuH K He OyAyT OKa3blBaTh BIMSHUS Ha
IPOTUBOCBEPTHIBAIOIIYIO AKTUBHOCTh pUBapOKCabaHa.

Hmeercs OrpaHWYeHHBIH ONBIT MPUMEHEHHUS TPAHEKCAMOBOM KHCIIOTBI M OTCYTCTBYET OIIBIT
INPUMEHEHHUsS aMHUHOKAIIPOHOBOM KHUCIOTBI M aNpOTHMHHMHA Y NAlMEeHTOB, MOJIYyYarolluX
puBapokcaban. Hayuynoe o0ocHOBaHHE 11€1€CO00pPAa3HOCTH WJIM OMNBIT  MCIIOJIB30BAHUS
CHUCTEMHOI0 TI'eéMOCTaTUYEeCKOro Ipernapara JECMONPECCHH Yy MalMeHTOB, MOJIyYarollux
puBapokca®aH, OTCYTCTBYEeT. YUWThIBasi HWHTCHCHUBHOE CBS3bIBAaHME C O€JIKaMH IUIa3MBbl,
0’KU/IaeTCsl, YTO pUBapoKcabaH He OyJeT BEIBOAUTHCS IPU MPOBEICHUH JHATN3A.

5. ®APMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaAMHUYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKass TpyMNa: aHTUTPOMOOTHYECKHE CPEJCTBA, MPSMbIEe WHTUOUTOPHI
daktopa Xa

Kon ATX: BO1AFO1

MexaHusMm JIelCcTBUS

PuBapokcaban — BbICOKOCEIEKTUBHBIN MPsiMOii MHTUOUTOpP (hakTopa Xa, 001aaronuii BHICOKOM
OMOJOCTYTHOCTBIO IIPU NIPUEME BHYTPb.

AxtuBanus ¢akropa X ¢ oOpa3oBaHMeM ¢akTopa Xa yepe3 BHYTPEHHUH U BHEIIHUN INyTH
CBEPTHIBAHUSI UIPAET LIEHTPAJIBHYIO POJIb B KOAryJISLUOHHOM Kackajne. @aktop Xa sBisercs
KOMIIOHEHTOM  (hopMuUpyIOIIerocss MNpPOTPOMOMHA3HOTO KOMIUIEKCa, JeiicTBHE KOTOpPOTro
NPUBOJIUT K TNPSMOMY TIPEBPAICHUIO MPOTPOMOWHA B TPOMOWH. B pesynbrare 3TH peakiuu
OpUBOIAT K (OPMUPOBaHUIO (GUOPUHOBOTO TPoMOAa M aKTUBALMU TPOMOOIIMTOB TPOMOWHOM.
Opnna Monekyrna ¢gakropa Xa Karaaum3upyeT oopasoanue Oonee 1000 mMonekysn TpoMOUHA, YTO
HNOJY4YMJIO HAa3BaHUE «TPOMOMHOBOTO B3pbiBa». CKOpOCTh pEaKIMHU CBA3aHHOIO B
nporpomOuHaze ¢aktopa Xa ysemuumBaercs B 300000 pa3 mo CpaBHEHHIO C TaKOBOM
cBoOoIHOTO (pakTopa Xa, 4To obecrneyrBaeT pe3kuii CKadok B ypoBHE TpoMOUHa. CeleKTUBHBIE
UHTUOUTOpBEl (akTopa Xa MOIYT OCTAaHOBUTH «TPOMOMHOBBIM B3pbIB». TakuMm oOpa3oM,
puBapokcabaH OKa3blBAET BIIMSHUE HA PE3yJbTaTbl HEKOTOPHIX CINEUU(PUUECKUX WIH OOIUX
71a00PATOPHBIX UCCIETOBAHUM, TPUMEHSIEMBIX JUIsl OEHKH CBEPTHIBAIOLUX CUCTEM.
PapmakonuHamuueckne 3 HeKThl

Y dgenoBeka HAOMIONAETCS 10303aBHCMMOE WHTHOMpPOBaHHME aKTUBHOCTH (hakropa Xa.
PuBapokcaban oka3piBaeT J0303aBUcCMMOe BiMsHue Ha [IB u Onu3ko koppemupyer c
KOHIeHTparusMu B miasme (r=0,98), eciu mns aHanm3a ucnoib3yercs Habop Neoplastin. lpu
UCIIOJIb30BaHUM JPYTUX PEAKTUBOB PE3yJIbTaThl OyIyT OTINYATHCS.

[1B cnenyer m3mepsaTh B ceKyHAaX, mockoibky MHO oTkamnOpoBaHO u cepTUHUIIMPOBAHO
TOJILKO IS IPOM3BOIHBIX KyMapHHa M HE MOXKET IPUMEHSThCS AJIs IPYTHX aHTUKOATYJITHTOB.

B  kimuHMueckoM  (apMaKoOIOTHYECKOM  HCCICIOBAHUM HM3MEHEHHUS  (papMaKoIMHAMHUKH
puBapokcabaHa Yy 3J0pOBBIX B3pOCIBIX J00pOBOJIbLEB (n=22) ObUIO BBISBICHO BIUSHHUE
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koMmriuiekca: 3-pakroproro (dakropsl II, IX u X) u 4-pakroproro (pakrops II, VII, IX u X).
3-¢dakTOopHBIIl KOHIEHTpPAT NPOTPOMOMHOBOTO KOMIUIEKCA CHH3MJI cpenHue 3Hadenus [1B
(Neoplastin) mpumepro Ha 1,0 cekyHay B TedeHwe 30 MUHYT MO CPAaBHEHHIO CO CHUKCHUEM
npuMepHO Ha 3,5 CeKyH[bl, HaOJI0JaeMbIM TPU HCIIOJIb30BAaHUH 4-(aKTOPHOTO KOHIIEHTpaTa
MPOTPOMOMHOBOTO KOMIUTekca. Hamportus, 3-GakTopHBIA KOHIIEHTPAT MPOTPOMOMHOBOTO
KOMILIEKCa OKa3ay Ooiiee cHiIbHOE M OblcTpoe oOlee BIUSHHE Ha OOpaTUMOCTh M3MEHEHUH B
TeHepaluy dIHAOTEHHOTO TpoMOMHA, YeM 4-(aKTOpHBIM KOHIIEHTPAT MPOTPOMOMHOBOTO
KoMILIekca (cM. pazaen 4.9.).

VYV manMeHToB, KOTOPBIM MPOBOASATCS OOJIBIINE OPTONEAUYCCKUE OMeparuu, S5/95-mporeHTunm
s IIB (Neoplastin) gepe3 2—4 uvaca mocne mpuema TabineTku (T.e. Ha MakcumyMme 3¢ dekra)
BapbUPYIOT OT 13 10 25 cekyHa.

VY manueHToB, MOJyYaloMIUX PUBApPOKCAOaH JUIA JIeYeHUs U NpopuiIakTUKU peuuanBoB TI'B u
TOJIA, 5/95-npouentiim aist [1B (Neoplastin) uepe3 2—4 gaca mociie npuema TabieTku (T.€. Ha
MakcumyMme 3¢pdexra) BapbupyioT oT 17 m0o 32 cekyHa y MalMEHTOB, MPUHUMAOLMX 15 mr
2 pa3a B JieHb, ¥ 0T 15 10 30 cekyHn y nauueHToB, npuHuMaromux 20 mr 1 pa3 B I€Hb.

Taxxe puBapokcaban no3o3aBucumo yBenuunBaeT aAUTB u pesynsrar HepTest; omHako 3tn
napaMeTpbl He PEKOMEHIYETCs HCIOJb30BaTh Ui OLEHKU (apMakoIuHaMU4eckuX 3¢ deKToB
puBapokcabaHa. B mepuop neueHus puBapokcaOaHOM MPOBOJUTH MOHUTOPHHI MapaMeTpPOB
CBEpThIBaHUsI KpOBU He Tpebyercsa. OHAKO, €CIM AJI 3TOTO €CTh KIMHUYeCKOe 000CHOBaHUE
(HampuMep, TpH MEPeJO3UPOBKE Npenapara WiIM B clydae HEOOXOTUMOCTH HKCTPEHHOTO
XUPYPTrUUYECKOro BMEIIATEIbCTBA), KOHIIEHTpAIMs puUBapokcabaHa MOXKET ObIThb M3MepeHa MpH
MOMOIIHM KaTuOPOBAHHOTO KOJMYECTBEHHOTO TecTa aHTU-pakTopa Xa (Hampumep, STA - Liquid
Anti-Xa, npousBogutenb Jlnarnoctuka Ctaro CAC, ®paHuusa Wid aHAJTIOTHYHBIN) (CM. pa3aen
5.2)).

Oco06ble TPyIIIbI TAIMEHTOB

Bausnue na xoppueuposannwiii unmepgan QT

VY 3710pOBBIX MYXXYHMH W KeHUIMH crapmie 50 ner yamuHenune mHTepBana QT mox BiusHUEM
puBapokcabaHa He Ha0JI01a10Ch.

Tayuenmoi ¢ 8blCOKUM PUCKOM MPOUHO20 NOZUMUBHO20 AHMUPDOCHOIUNUOHO20 CUHOPOMA

B cnoncupyemom wuccienoBaTeneM  paHAOMU3UPOBAHHOM — OTKPBHITOM  MHOTOIIEHTPOBOM
UCCJIETOBAaHHUH C 3aCJICTVIEHHOM OLIEHKOM KOHEUHBIX TOUYEK pUBapoKcabaH U3ydascsl B CPaBHEHUU
¢ BaphapuHOM Yy TAIUMEHTOB C TPOMOO30OM B aHaMHE3¢ M C BBICOKUM PUCKOM
TPOMOOIMOOTMYECKUX COOBITHIA, Y KOTOPBIX AMArHOCTHPOBAH aHTU(POCHOIUTUIHBIA CHHIPOM
(TIOMOXKUTENBHBIN PE3yNbTAT AJIS BCEX TPEX TeCTOB HAa aHTU(HOCHOTUTUAHBIN CHHIPOM: HaJIHU4ne
BOJYAHOYHOTO  AHTHUKOATyJIIHTa,  AQHTUTENl K  KApAWOJMIIMHY M aHTHTEN K
6era-2-rimukomnporenny I). [locne Bkimtouenus 120 manueHTOB HccleA0BaHNUE ObLTO MPEKPaIeHO
JOCPOYHO TI0 MPUYHHE MOBBIIIEHHONW YacTOTHI TPOMOOIMOOIMYECKIX COOBITHI Yy TAIlIEHTOB B
rpynmne puBapokcabaHa Mo cpaBHEHHIO ¢ Tepanueil Bapdapunom. CpeqHsis MPOIOTIKUTEILHOCTD
nepuoaa HabmoAeHus coctaBuwia 569 nHel. 59 manveHToB ObUIM PaHAOMU3ZHPOBAHBI B IPYIILY
puBapokcabana B no3e 20 mr (15 mr mns nmamuentoB ¢ KinKp <50 mn/mun) u 61 — B rpymnmy
Bappapuna (MHO 2,0-3,0). TpomOosMOomudeckue coObITHs mpon3onuid y 12 % manueHToB,
PaHIOMU3HUPOBAHHBIX B TPYMIy pHBapokcabaHa (4 WIIEeMHYECKHX WHCYIbTa U 3 HH(apKTa
MUOKapja). Y MalueHTOB, PaHJOMM3UPOBAaHHBIX B IpylHly BapdapuHa, COOBITHS HE ObuIn
3aperucTpupoBanbl. bonbiioe kpoBoTeueHue mpouszounuio y 4 mauueHtoB (7 %) U3 TPYIIBI
puBapokcabana u 2 narueHToB (3 %) — u3 rpymisl BapdapuHa.

5.2. ®apmakoKNHeTHYECKHE CBOMCTBA

Abcopbuus

PuBapokcaban 6b1cTpo BecachiBaeTcsl; Cmax JOCTUTAETCS yepe3 2—4 yaca mocie nprueMa TadlIeTKu.
[Ipn nmpueme puBapokcabaHa BHYTpPh B BHUJE TaOyeTOK 103upoBkod 2,5 mr u 10 mr mpenapar
BCAChIBACTCS TMPAKTUUYECKU IIOJHOCTBIO U XapaKTEepHU3yeTcsl BBICOKOW OMOIOCTYNHOCTBIO
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(80—100 %) HE3aBHCUMO OT IpHUEMa TUIIIH. COBMeCTHLIﬁQ'%ﬁ&%@&%h%ﬁ&géﬁgﬁﬁose

2,5 mr u 10 mr He Bausier Ha AUC u Cmax. PuBapokcaban B hopme Tabietok J03UpOBKOH 2,5 Mr
u 10 Mr Moxer HazHayaTbCsl JUIsl IPUEMA BO BpeMs €1bl WM HE3aBUCHUMO OT IIPHEMa IUIIH.
dapMaKkOKMHETHKA pUBapoKcabaHa SIBISETCS MPAKTHYECKH JMHEWHOW IpH mpuemMe a0 15 mr
1 pa3 B nenb. [Ipu Oornee BBICOKMX [03aX pUBapOKCcabdaH IEMOHCTPHpYET abcopOumio,
OTPaHUYEHHYIO PACTBOPEHHUEM, CO CHIKEHHEM OMOJOCTYHMHOCTH M CKOPOCTH BCACHIBaHHS IO
Mepe MOBBIIMICHUS J03bl. DTO 0ojiee BBIPAKEHO IMPH MPUEME HATOLIAK, YeM IPH IpUEME BO
Bpems enibl. PapMaKOKMHETHKA pUBapoKcadaHa XapaKTepU3yeTcsl YMEPEHHON WHINBUAYaTbHON
U3MEHYMBOCTBIO; MHIUBUAyaJIbHAS W3MEHYMBOCTH (BapHAllMOHHBIN K03(duLmeHT) cocTaBmiser
oT 30 % 1o 40 %, 3a UCKITIOUYECHUEM JIHS MPOBEACHUSI XUPYPIUUECKOW OMEpaIuy U CIEIYIOIETr0
JTHSI, KOTJ1a U3MEHUYMBOCTh IKCTIO3UIIMH BbicoKkas (70 %).

BcacpkiBanmne puBapokcabana 3aBucut ot Mecta BeicBoOOxAeHUs B JKKT. CHimkenue B 29 % u
56 % B AUC 1 Cmax COOTBETCTBEHHO B CPAaBHEHHHM C IPHUEMOM LIEJIOH TabIeTKH, HAOII0AaI0Ch
OpU BBEACHUM TpaHylsTa puBapokcabaHa B TMPOKCUMAIbHBIA OTIEN TOHKOM KHILIKH.
DKcmo3ulys npenapara B OOJbIICH CTENIEHH YMEHBIIAETCS MPU €ro BBEJACHUU B JHCTAJIbHBIN
OTJIe]l TOHKOM KHIIKH MIU BOCXOJSAIIYyI0 000704yHYyI0 Kumiky. Crnenyer u3beraTh BBEIEHUS
puBapokcabana B JXKT nucranbHee jKemyaKa, MOCKOJBbKY 3TO MOXKET IOBJIE€Yb CHUKECHUE
BCACBhIBaHMSI U, COOTBETCTBEHHO, SKCIIO3UIINH MIpernapara.

Buonocrynaocts (AUC 1 Cmax) M3MeNbYCHHOM TaOJeTKU puBapokcabaHa I03UpOBKOM 20 mr,
IPUHATON BHYTPh B CMECH C SI0JIOYHBIM MIOPE WM CYCHEHIUPOBAHHON B BOJIE€ M BBEIACHHOMN
yepe3 KeNyTOYHBIA 30H] ¢ MOCIEeIyIOIUM IPUEMOM KHUJIKOTO IMHUTaHUs, Oblsla COMOCTaBUMa C
OMOIOCTYTHOCTBIO MPU TIPUEME IICJION TaOJETKH. YUHUTHIBAs MPEACKA3yeMBbI J0303aBHCUMBINA
dapMakokuHeTHYeCKH Tnpoduias puBapokcabaHa, pe3yJabTaThl JAHHOTO HCCIEIOBAHUS
OMOJOCTYTHOCTH MPUMEHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM IIpernapara.

Pacnpenenenue

B opranmsme uyenoBeka Oombinasi 4acTh puBapokcadbana (92-95 %) cessbpiBaeTcs ¢ Oenkamu
IJTa3Mbl, OCHOBHBIM CBSI3bIBAIOIIMM KOMIIOHEHTOM SIBJISIETCS CHIBOPOTOUHBIN anb0ymun. O0beM
pacrpeieieHusi — yMEPEeHHBIN, Vss COCTABIISIET MPUOIH3UTEIHHO S0 1.

buotpancdopmarus u snumMuHaIMs

[Ipu mpueme BHYTph NPUOIU3UTENHHO 2/3 OT Ha3HAUYEHHOM J03bI pUBapOKcadaHa MoABepraeTcs
OuorpaHcopmanii U B JaJbHEHIIEM BBIBOAWUTCA pPABHBIMU YacTAMHU IOYKAMHM U 4epes
kumedHuk. OcrtaBmasicss 1/3 10361 BHIBOAUTCS MOCPEACTBOM MPSIMON MOYEYHOW SKCKpPELUU B
HEM3MEHEHHOM BHUJIE, TTIAaBHBIM 00pa3oM, 3a CUET aKTHBHOM IMOYEYHON CEKPEIHH.

PuBapokcaban Ouotpancopmupyetcst mnocpenctsoMm uzopepmentoB CYP3A4, CYP2J2, a
TaKK€ TPU IOMOIIM MEXaHU3MOB, HE3aBHCHUMBIX OT CHUCTEMBI LUTOXPOMOB. OCHOBHBIMU
ydacTkaMu OuoTpaHchHOpMalUU SIBISIFOTCSI OKUCJIEHHE MOPQOIUHOBOW TPYIIBI U THAPOIU3
amuaHbIX cBsA3eil. CorjmacHO JAaHHBIM, IOJNYYEHHBIM in Vifro, pUBapoKcabaH sBIsSETCS
cyoctparom nis OenkoB-niepeHocunkoB P-gp (P-riukomnporenna) u Berp (Genka ycroitunBocTr
paka MOJIOUHOM KEJIE3bI).

Heusmenennblii puBapokcabaH SBJISIETCS €AMHCTBEHHBIM aKTUBHBIM  COCIMHEHHUEM B
YEJIOBEYECKOW IUIa3Me, 3HaUYMMble WJIM aKTUBHBIE LUPKYJIUPYIOLUIME META0OIUTHI B IJa3Me HE
oOHapyxeHbl. PuBapokcabaH, CHCTEMHBIH KIUPEHC KOTOPOTO COCTABISIET MPUOIUZUTEIHHO
10 51/4, MOXeT OBITH OTHECEH K JIGKAPCTBEHHBIM BEIIECTBAM C HU3KUM KiupeHcoM. Tiz mocne
BHYTPUBEHHOI'O BBEJEHMS 103kl | Mr cocraBiser okono 4,5 yacoB. Ilocne mepopaibHOro
npremMa 3IMMUHAIMS OTPaHUYEeHA CKOPOCThIO BcachiBaHUs. [Ipu BhIBeieHUN puBapokcabaHa U3
m1a3Mbl KOHeUHbIH T1/2 cocTaBiseT oT 5 10 9 yacoB y MOJIOJBIX MalueHToB 1 oT 11 g0 13 vacos
— Y TIOKUJIBIX TTAIIMEHTOB.

Hon

Y MyXYUH U KESHIIUH KIMHUYECKH 3HAYUMBIX Pa3Induil papMakKOKHHETUKHA HE OOHAPYKEHO.
[Toxui10i BO3pacT

VY MOXWIBIX TAIMEHTOB KOHIIGHTpAIMsS pHBapOKcabaHa B TUIA3ME BHINIE, YEM Y MOJIOABIX
nanueHToB, cpeanee 3HadyeHne AUC npubiausutensHo B 1,5 pa3a npeBbIIacT COOTBETCTBYIONINE
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S3HAYCHHUA Y MOJIOAbIX MalUCHTOB, TIIABHBIM 06D3301{7111|£|C%QMH£M;&; :.CI:E—;T/III%C-IHI/ISI

o0miero W rmodeyHoro kiupeHca. [lamueHTam mOXWIOrO BO3pacTa KOPPEKIMs J03bl HE
Tpebyercs.

Macca Tena

Crnumkom manast uiu Oombinas macca Tena (MeHee 50 kr u 6osiee 120 Kr) TUIIb HE3HAYUTEITHHO
BJIMSET HAa KOHLEHTPALMIO puBapokcabaHa B Iula3Me (pasiauuue cocTapisieT MmeHee 25 %)
(cm. pasgen 4.2.). Koppeknusi 1036l mpemnapara B 3aBUCMMOCTH OT MAacChl Tella MAlleHTa He
Tpedyercs.

MeEXITHUYECKHUE PA3INYUs

Knunnueckn 3HaYUMMBIX pa3iauuuil (apMakKOKMHETHKM U (apMakOAMHAMHUKH Yy MAIMEHTOB
€BpOIEONIHON, adpoaMepUKaHCKON, JTATHHOAMEPHKAHCKOW, SMOHCKOW WM KHTaWCKON
STHUYECKON MPUHAJICKHOCTU HE HaOJII0JalI0Ch.

[TeueHo4Has HEAOCTATOYHOCTh

VY manueHToB ¢ IUPPO30M TIEUYCHH C JIETKOH CTETICHBIO TICYCHOYHON HEI0CTAaTOYHOCTH (Kiacc A
no Yaitng-Ileio) QapmakokuHeTnka puBapokcabaHa JHMIIb HE3HAYUTENBHO OTIHYANach (B
cpenem otmevanoch yBenmdeHue AUC puBapokcabana B 1,2 pa3a) OT COOTBETCTBYOIIMX
noKasaTesiei B KOHTPOJIbHOM IpyNIe 3J0POBbIX UCTIBITYEMBIX. Y MALMEHTOB C IUPPO30OM IEUECHU
C TEYCHOYHOW HEJIOCTATOYHOCTHIO cpeaHeil cremeHu Tspkectn (kimacc B mo Yaitna-ITsro)
cpenusist AUC puBapokcabana Oblla 3HAUMMO TOBBIMIEHHOM (B 2,3 pas3a) 1Mo CpaBHEHHIO CO
3I0POBBIMH  T0OpOBOJIbIIaMU. 3HadeHue HecBsizanHoW AUC Obuto moBbIIeHO B 2,6 pasa.
CkopocThb BEIBEICHHS pUBapoKcabaHa MOYKaMHU y TaKUX MAIIMEHTOB ObLTa CHUKEHA TaKXKe, KaK U
y TIALIMEHTOB CO CPEAHEN CTENEHBIO MOYEUYHOW HETOCTATOYHOCTH.

JlaHHBIE 110 MALMEHTAM C TSHKEJIOW MEYEHOYHOM HEAOCTATOYHOCTHIO OTCYTCTBYIOT.

[TonaBneHne akTUBHOCTH (pakTopa Xa y MAIMEHTOB ¢ IEYCHOYHON HEIOCTATOYHOCTBIO CPEIHEH
crenieHu TspkecTH (knmacc B mo Yainn-IIsto) Obio BeIpakeHO cuiibHee (B 2,6 pasza), yem y
3I0POBBIX JTI0OPOBOJIBIIEB; TPOTPOMOMHOBOE BpeMs Takxke B 2,1 pa3a mpeBhIIaIo MOKa3aTeNld y
3JI0pOBBIX AO0OPOBOIbLIEB. [1alueHTHI CO CpeIHETKENOM eUeHOUHO HeTOCTaTOYHOCThIO OoJee
YYBCTBUTEIBHBI K pHUBapOKcabaHy, UYTO SIBJIISICTCS CJICICTBUEM OOJiee TECHON B3aMMOCBSI3H
dapmakonuHamudecknx 3¢G(HeKkToB U (HapMaKOKMHETHUECKHX MapaMeTpoB, OCOOCHHO MEXIy
KOHLeHTpauuen u 11B.

[Ipumenenne mpemnapata PuBapokcaban-C3 mpoTHBONOKAa3aHO y MAIMEHTOB C 3a00JI€BaHUSIMHU
MEYEHH, MPOTEKAOIIMMHU C KOAryJomaTHe W KIMHUYECKH 3HAYMMBIM PHCKOM KPOBOTECUCHMSI,
BKJIIOYasi MAIMEHTOB C IMppo3oM medyeHu kinaccoB B u C mo knaccudukanum Yaitnna-ITsio
(cm. pasznmen 4.3.).

[HoyeyHas HEIOCTATOYHOCTh

VY mamueHToB ¢ HapymeHneM (QyHKIUHU nodyek Hadmoganock yeenmndenne AUC puBapokcabaHa,
00paTHO MPOMOPIIMOHATFHOE CTENEHN CHIKEHUS MOYeUHO QyHKIMH, onleHnBaemon o KnKp.
VY mamuenToB ¢ serkoi (KnKp 50—80 mur/mun), cpemueit (KnKp 30—49 mu/mMuH) uiau TsDKeIo
(KnKp 15—29 mun/muH) cTeneHpl0 MOYeYHONW HEeIOCTATOYHOCTH HAOII0aI0Ch COOTBETCTBEHHO
1,4-, 1,5- u 1,6-xkpatHoe yBenmueHue AUC puBapokcabaHa B IuUIa3Me IO CPaBHEHHUIO CO
310pOBbIMH  100poBonbiaMu.  COOTBETCTByIOIIEEe  yBelHueHue (hapMaKkoIWHAMUYECKUX
3¢ dexToB ObITO OOJIee BRIPAKCHHBIM.

VY manueHTOB C JIETKOM, CpeHeil M TsHKeNMoi CTeNMeHbI0 HapylieHus (PyHKIHUU ModYek ollee
NOJJaBJICHUE aKTUBHOCTU (akTopa Xa yBenmuuBasioch B 1,5, 1,9 m 2 pasza mo cpaBHEHHIO CO
310poBbIMH ToOpoBoibiiamu; [1B Takxke yBennunanoch B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.
JlanHBIE O TIpUMEHEHWH puBapokcabana y manueHtoB ¢ KinKp < 15 mu/mun otcyrcTBylOT. B
CBS3M CO 3HAYUTENHHBIM CBSI3bIBAHMEM C O€lIKaMH IJIa3Mbl CUMTAETCs, YTO PHBApOKcabaH He
OyJIleT BEIBOAUTHCS C TIOMOIIBIO T€MOIUATHN3A.

He pexomennyercs npumensaTs npenapat PuBapokcaban-C3 y nmanuentoB ¢ KnKp < 15 mu/muH.
[Ipenapar PuBapokcaban-C3 cienyeT MpUMEHSATH C OCTOPOKHOCThIO y marueHToB ¢ KuKp
15—29 ma/muH (cM.pazgen 4.4.).

20



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 13.03.2026 N= 5154

q)aDMaKOKI/IHeTI/I‘-IeCKI/Ie JAaHHBIC YV MAITMCHTOB I: |-| I:I ::'-l E':I'I: E.HTEH I:H I: C T - I:I: 14 :I

VY manueHToB, Moaydarmux puBapokcadan B 1o3e 10 mr 1 pa3 B nenb mis npodunaktuku BTO,
reomeTpuueckoe cpeanee koHmeHTpauuit (90 % npeauKTUBHBIA MHTEpBai) uepe3 2—4 yaca u
npuMepHo uyepe3 24 wyaca Tmocie Mpuema mpenapara (4To MNPUMEPHO COOTBETCTBYET
MaKCHUMaJdbHOW W MHHHMAJIBHOW KOHIEHTpauusM) coctaBwio 101 (7-273) wmxr/n wu
14 (4—51) MK/ COOTBETCTBEHHO.
dapmakokHHEeTHYECKas-(hapMaKoIMHAMUYECKas 3aBUCUMOCTh
CootHomieHne (papMaKOKMHETHYECKHX TapamMeTpoB H (papmMakommHamMudeckux 3(dekTon
(OK/®J) ™exny KOHIGHTpaluell puBapokcabaHa B IUIa3Me€ KPOBH UM KOHEUHBIMHU
dbapmMakoguHAMUYECKUMHU TodkamMu (MHruoOmpoBanue ¢akropa Xa, [IB, AUTB wu pesynbrar
HepTest) onennBanocs mnpu npueMe puBapokcabaHa B IMIMPOKOM Juaras3oHe 103 (0T 5 Mr 1o
30 Mr 2 pa3za B JeHb). B3auMOCBs3b MEXIy KOHIIEHTpaIlMel puBapokcabaHa W aKTHBHOCTHIO
dakropa Xa HamIydmuM oOpa3oM MPOJEMOHCTPUPOBAHA C HMCIOJIb30BaHHMEM Mojaenu Emax.
Mogenp TUHEWMHOW perpeccuu Jydile JAEMOHCTPUPYET B3aUMOCBS3b MEXKIY KOHIIEHTpaluei
puBapokcabana u 3HaueHueMm IIB. VYrioBoil ko3dduumeHT 3HAUNUTENFHO MEHSJICS B
3aBHCHMOCTH OT PEaKTHUBOB, UCTIONb3yeMbIX [ onpeaenenus [1B. [Ipu ucnons3zoBanuu Habopa
Neoplastin ucxognoe 3nauenue [IB coctaBmwino okono 13 cexk ¢ HAaKIOHOM JIHHHHM OKOJIO
3—4 cex/(100 wmxr/m). Pesynpratel ananu3a cootHomeHuss OK/DJ] B uccnenoBanusx Il u
IIT (ha3pl COOTBETCTBOBAIM AHATIOTHYHBIM MMOKA3aTeNsIM y 3J0POBBIX ManueHToB. Ha ncxoaHbii
ypoBeHb (aktopa Xa u [1B y manueHToB okas3biBaja BIUSHUE XUPyprudeckas omepauus, 4yTo
MPUBOIWIO K pa3HUIIC B HAKJIOHE JIMHUU KOHIEHTpanus — [IB Mexay qHem mociie oneparnuu u
CTaOUIIBHBIM COCTOSTHUEM.

eTH
be3onacHocTh 1 3pPekTUBHOCTH pBapoKcabaHa y IeTei U MOAPOCTKOB B Bo3pacTte 110 18 et He
YCTaHOBJICHBI 110 TIOKA3aHUIO TIepBUYHAs podunakTiuka BTO.

6. ®PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BeLIECTB

Anpo

LEJUTI0JI03a MUKpOKpUCTainyeckas 102
KpOCKapMeJu1o3a HaTpus (IpUMesuio3a)
TUIPOMEIIo3a (THAPOKCUIIPOITMIMETHIILEIITI0N03a)
JIAKTO3bl MOHOTHIPAT (Caxap MOJIOYHBIN)

HaTpHs JaypuiCyiIbdar

MarHusi creapar

O6on0ouka

TUIPOMEII03a (TUAPOKCUIPOIMIMETHIILIEIUIII0I03a)
nonucop6at-80 (TBuH-80)

TaJbK

tutada quokcug E 171

AIIFOMUHHUEBBIN JIaK HA OCHOBE KpacuTess a3opyouH (kapmyasuH) E 122

6.2. HecoBMecTHMOCTEL
Henpumenumo.

6.3. Cpok roxHocTH (CPpOK XpaHEHHS)

3 roga.

H3mMenbueHHbIE TabJICTKH

W3menpuennas tabnerka npenapara PuBapokcaban-C3 crabuiibHa B BOJE U B 0JI0YHOM IIOpE B
TeYeHue 4 4acos.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NIPH XPAHEHUH
IIpu remnepatype Huxke 25 °C.
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I[To 10, 14 wmm 30 TabneToK B KOHTYPHBIE SYCHKOBBIC YIIAKOBKH W3 IUICHKH
HNOJMBUHUIXJIOPUIHON U (DOJIBI'H aTFOMUHUEBOM.

3 KOHTYpHBIC sUYEHKOBBIC yHakoBKHU Mo 10 TabneTok, 1, 2 KOHTypHBIC SYECHKOBBIC YITAKOBKH I10
14 Tabnetok wiu 1, 2, 3, 4, 5, 6 KOHTYPHBIX SYEHKOBBIX ymakoBOK 1o 30 TabJeTok BMECTe C
JMCTKOM-BKJIAJIBIIIIEM TIOMEUIAIOT B MaYKy KapTOHHYIO.

He Bce pa3mepbl yiakoBOK MOTYT OBITh JOCTYITHBI IJISl peaTu3aliiu.

6.6. OcoOble Mepbl TNPEeIOCTOPOKHOCTH TMPH YHUYTOKEHHHM HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 mMpenapara WJIH OTXO0A0B, TMOJYYEHHbIX TOCJde MPHUMEHEHUs:
JIEKApPCTBEHHOT0 Mpenapara, u Apyrue MaHUMyJsIMU ¢ penapaToM

OcoObie TpeOOBaHUSI OTCYTCTBYIOT.

Hzmenvuenue mabnemxu

TabneTtky nmpenapara Puapokcaban-C3 MOKHO U3MENBYUTH U IIPUTOTOBUTH CYCIIEH3UIO B 50 M
BOJBI M BBECTH 4epe3 HAa30racTpajbHBbIA 30HJA WM 4Yepe3 KeNyIOYHbIN 30HI A1 KOPMIICHUS
nocJie TIOJITBEPKICHUS TIOJIOKEHUE 30H/1a B JKemyake. [locne 3Toro Heo0X0[MMO CMBITh OCTaTKH
mpemnapara co CTeHOK 30H/a BoJ0i. B cBsi3u ¢ TeM, 4uTto abcopOIus puBapokcabaHa 3aBUCUT OT
MEeCTa BBICBOOOXKIIGHUSI JICWCTBYIOIIETO BEIIECTBA, HEOOXomuMo u30eratb BBEICHUS
puBapokcabaHa nuCTajdbHEe JKeIylKa, T.K. 9TO MOXET NMPUBECTH K CHIDKCHHUIO aOCOpOIMHU U,
CJIeIOBATENbHO, K CHIKEHHIO YKCTIO3UIINH JEHCTBYIOIIETO BEIIECTBA.

N3menbuennas tabierka npemnapata PuBapokcaban-C3 ctabuibpHa B BOJIEC B TEUCHHE 4-X YacOB.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

Poccuiickas @enepanus

HAO «CeBepnas 3Be31a»

Opuanueckuit agpec: 111524, r. MockBa, BH.Tep.r MyHHIMNAIbHBIA OKpyr Ileposo,
yII. DAeKTpoaHasi, 1. 2, ctp. 34, momert. 47/2

Tenedon: +7 (495) 137-80-22

OnexkTpoHHas noura: electro@ns03.ru

7.1. IlpeacTaBuTeNb AEPKATESI PETHCTPALMOHHOIO YI0CTOBEPEHH

[Iperens3uu norpeOuTeneil HaIPaBIATH MO AJPECY:

Poccniickas @enepanus

HAO «CeBepHnas 3Be31a»

Jlenunrpazackast 00y, MyHULUMINANbHBIA paiioH BceeBonoxckuii, r.ai. Kyssmonosckoe,
ri. Ky3eMomnoBckuid, yi. 3aBojackad, 1. 4, k. 1

Tenedon: +7 (812) 309-21-77

OnexTpoHHas noura: safety@ns03.ru

8. HOMEP PETMCTPAIIMOHHOI'O YJIOCTOBEPEHMSI
JITI-Ne(000808)-(PT-RU)

9. JTATA NEPBUYHOM PETMCTPAIIMU (ITOJATBEPXIEHHSI PETMCTPAIINMA,
MNEPEPETUCTPALIUN)
Hata nepBoii peructpanun: 23.05.2022

10. JATA IIEPECMOTPA TEKCTA

OO6mias xapakTepucTUKa JIEKapCTBEHHOTO Tpemapara PuBapokcaban-C3 nmoctymHa Ha
UHPOPMAIIMOHHOM TIOpTanie EBpa3suilcKoro 3KOHOMHYECKOTO COK3a B HWH(POPMAIMOHHO-
KOMMYHHKAITHOHHOU ceTn «HTepHET»: https: //eec.eacunion.org/
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