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OBIIASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA "702)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

PuBapokcaban, 15 Mr, TabseTKH, MOKPHITHIC TIJICHOYHON 0007I0YKON
PuBapoxcaban, 20 mMr, TabJIETKH, TTOKPHITHIE TUIEHOYHOH 000JI0YKOMH

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JlelicTByI0IIIEE BEMIECTBO: PUBApOKCabaH

PuBapoxkcabas, 15 Mr, TaOJIETKH, TOKPBITHIE IIEHOYHON 000JI0YKOH

Kaxxnast Tabierka, HOKphITas IJICHOYHON 000JI0UKO#, collepuT 15 Mr puBapokcabaHa.
BcnomorarenabHble BCIICCTBA, HAJIMYUC KOTOPLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: JJakto3a, HaTpui (cM. pazzaen 4.4.).

PuBapokcat6an, 20 mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKOH

Kaxxnas TabneTka, moKpeITas INIEHOYHON 000I0UKOM, coaepkuT 20 Mr puBapokcadaHa.
BcromorarenbHble BellecTBa, HAIMYME KOTOPHIX HAJO YUYHUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
mpenapara: JJakto3a, HaTpui (cMm. pazzaen 4.4.).

[TonHbI epeyeHb BCIOMOTaTeIbHbBIX BEIECTB MPUBEIICH B pazaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE TIIEHOYHOH 000I0UKOH.

Pusapokcaban, 15 mMr, TabJIEeTKU, OKPHITHIE IUIEHOYHOM 000J10YKON

Kpyrible 1BOSIKOBBIMYKJIbIE TAOJETKH, MOKPBITHIE IJIEHOUYHOW OOOJIOYKOM, KPaCHOro IIBETa C
rpaBUPOBKOH «15» Ha OAHOW CTOPOHE U TJIaJIKHE HA IPYTOil.

Pusapokcaban, 20 Mr, TabJICTKU, OKPLITHIE IUICHOYHOMH 000JI0YKON

Kpyribie TBOSKOBBITYKIIbIE TAOJIETKH, TOKPHITHIEC THNICHOYHOH 000JI0YKOH, KPaCHO-KOPUIHEBOTO
1IBETa C TPaBUPOBKOM «20» Ha OJTHOW CTOPOHE U TJIAJIKUE HA IPYTOM.
4. KJIMHUYECKHUE JTAHHBIE
4.1. IToka3aHusi K IPUMEHEHHUIO
[Ipemapar PuBapokcabaH moka3aH K MPUMEHEHHIO KakK y JETed W MOAPOCTKOB B BO3pacTe 0
18 net ¢ maccoii Tena ot 30 Kr, Tak U Y B3pOCJIbIX.
Bspocasie
e mpodUIaKTHKAa WHCYJIhTA U CHCTEMHOM TPOMOOSIMOOJIMH y TAIMEHTOB ¢ (GUOPHILIAIMCH
npeicepaAnii HEKJIAaHHOTO IPOUCX 0K ICHUS;
e JieueHue Tpom6Oo3a riyookux BeH (TI'B) u TpoMOoamMOoauu merounoit aprepun (TIJIA) u

npodumiaktuka peruansoB TI'B u TOJIA.
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Jletn 1 moapocTku 10 18 ner ¢ Maccoii tena ot 80 KT

e JleyeHHEe BeHO3HOW TpomOosmbomuu (BTJ) m npodunaktuka peuuanso BTD mnocie He
MEHee 5 JHEH HaYalbHOM MapeHTEepaIbHOM AaHTUKOATYJISTHTHON TEpaIliH.
4.2. Pesxum 103MpOBaHNS U CTIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

IIpogpunaxmuxa uncynoma u cucmemHou mpomooIMO0IUU Y 83POCHbIX

PexomennoBanHass no3a cocraBiger 20 Mr oauH pa3 B JE€Hb, UYTO TAaKXKE SBISIETCA
PEKOMEHI0BAaHHON MAaKCUMaJIbHOW CyTOYHOM JO30M.

Tepanus npenaparom Puapokca®aH m0JKHA paccMaTpUBATHCS KaK JTOJTOBPEMEHHOE JIEUCHHE
IPY YCIIOBHH, YTO MOJIb3a OT MPO(PUIAKTUKHN UHCYJIbTA U CUCTEMHON TPOMOOIMOOIUH IPEBhIIIAET
pUCK KpoBoTeueHUs (cM. paszzen 4.4.).

eticmeus npu nponycke npuema npenapama

Ecnu nmpuem 103pl mpomyiieH, MaUeHT AO0KEH HEMEIJICHHO NMPUHATh TabJIeTKy Ipernapara
PuBapokcaban u Ha cleayroUIMil JeHb MPOJOJKATh MPUEM IpermapaTa OJUH pa3 B JCHb Kak
PEKOMEHIOBaHO. B 3TOT K€ JeHb HE CIeayeT NMPUHUMATh JABOMHYIO J03Yy Ul KOMIICHCAIUU
IIPOITYLLIEHHOU JTO3BI.

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

PexomennoBanHas HayanbHas A03a npu aedeHuu octpeix TI'B nnm TOJIA cocrasnsiet 15 mr nBa
pasa B JIcHb B T€UEHHUE MEPBHIX 3 HEJIEb C MOCIEAYIOUIUM MePexo/10M Ha 103y 20 Mr OJIMH pa3 B
JIeHb JUTsl TajbHenIero JeueHus u npodunaktuku peruansoB TT'B u TOJIA.

KopoTkass mpoaomKuTenbHOCTh Kypca JiedeHUs (Kak MUHUMYM 3 Mecsla) J0JDKHA ObITh
paccmotpena s nanueHToB ¢ TI'B u TOJIA, cnpoBonrpoBaHHBIX CEPbE3HBIMU OOpPATUMBIMU
dakTopaMu pucka (T.e. HeJJaBHEE CEPhE3HOE XUPYPIHUECKOE BMEIIATEILCTBO WM TpaBma). boree
JUINTEIbHBIN NEPUOJ] JICUEHHUS TOJKEH OBbITh paccMoTpeH Juid nanueHTtoB ¢ TI'B unu TOJIA, He
CBSI3aHHBIMU C CEPbE3HBIMU 00paTUMBIMU (haKTOpaMHU PUCKa, ¢ HecripoBolrpoBaHHbIMU TT'B miun
TOJIA, wmu ¢ TI'B unu TOJIA B anamue3e.

Korna nokaszana npoanennas npogmiaktuka peuuanso TI'B unn TOJIA (mocne 3aBepuieHus
KaKk MUHUMYM 6 mecsneB Jieuenus TI'B unu TOJIA), pekomengoBanHas 103a coctasiseT 10 mr
oauH pa3 B AeHb. Ecnu Bpau HazHaumsn Bam npemapar B no3e 10 mr, Bam ciegyer npuHUMaTh
puBapokcadaH, BHITYCKAaeMbIli B COOTBETCTBYIOIIEH JO3UPOBKE.

[Taunentam ¢ BoicOkUM puckoM peuuauBupytoniero TI'B win TOJIA, TakuMm Kak MalMeHThl C
TSDKETIBIMU COITYTCTBYIOIIMMU 3a00JIEBaHUSIMU HITH Y KOTOPBIX pa3BHiICs peunausupyomuii TI'B
wm TOJIA npu mTensbHOW NPOQPWIAKTHKE MperapaToM, COJACpKAIIUM pHUBApOKcabaH B
no3upoBke 10 Mr oauH pa3 B JE€Hb, HEOOXOAMMO pacCMOTpPETh Ha3HAUYeHHE Ipernapara

PuBapoxcaban B 1o3upoBke 20 MT Of1H pa3 B JICHb.
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[IpoaoKUTENEHOCTD J€UEHHUST M TIOJ00p 103l ﬂoanbﬂmp%gﬂrECﬂT%Hﬂvgmﬁo “roce

THIaTeJ'II)HOI\/'I OLCHKHU ITOJIB3bI JICHCHHA MO0 CPABHCHUIO C PUCKOM BO3HUKHOBCHUS KPOBOTCUCHUA

(cm. paznen 4.4.).

[lepuon BpemMenu Cxema npuema CymMmmapHas
CyTOYHas
J03a

Jleuenue u npodunaktuka | neHp 1-21 15 mr nBa paza B nesb | 30 mr
peunauBoB  TI'B  wmm | ¢ 22 gus 20 Mr oniuH pa3 B JieHb | 20 Mr
TOJIA
[Tpodunakruka nocje 3apepuieHuss kak | 10 Mr oguH pa3 B aeHb | 10 Mr
peunguBoB TI'B u TOJIA | MuHuMyM 6 MecsLEB | WU 50054

neyenust TI'B wim TOJIA | 20 mr oauH pa3 B aenb | 20 mMr

eticmeus npu nponycke npuema npenapama

Ecnu mpuem 10361 pomyIeH mpu peXuMe J03upoBaHust 15 Mr nBa pasa B AceHb (AeHb 1-21),
MaIMeHT JOJDKEH HEMENJICHHO MPHUHITH mpenapat PuBapokcabaH IUIsl HOCTHKEHHUS CyTOYHOU
no3el 30 Mr mpernapata PuBapokcaban. B manHOM cimydae aBe TabneTku mo 15 Mr MoryT ObITh
IPUHATHI B 0JIMH npueM. Ha cienyroniuiil qeHb NaiueHT JOKEH MPOo10JKaTh PETYIISPHBINA preM
npemnapara 15 Mr aBa pasza B I€Hb Kak pEKOMEHIOBAHO.
Ecnu npueM [03bI MPOMyIIEH MpU PEeKUME JT03UPOBAHUS OJMH pa3 B JICHb, MAIIMEHT JOJDKEH
HEMEJUICHHO NPUHATH TabNeTKy npemnapara PuBapokcabaH u Ha CleAyIOUIMHA ASHb MPOIOJIKAThH
IpUeM IpernapaTta OJuH pa3 B IEHb KaK peKOMEHJI0BaHO. B 3TOT ke IeHb He clieyeT IPUHUMATh
JIBOMHYIO 03y JJIsI KOMIIEHCAIIUH MPOIMYIIEHHON JTO3bI.
Ilepexoo ¢ anmazconucmos eumamuna K (ABK) na npenapam Pueapokcaban
e [IpodwmirakTuka HHCYIBTA U CHCTEMHOW TPOMOOIMOOIHH:
cienyet npekpaTuth nedeHne ABK u HauaTh neuenue mpenapatoM PuBapoxcaban mpu
3HAUEHUU MEKIYHApOIHOro HopManu3zoBaHHoro otHowmeHus (MHO) < 3,0.
e Jleuenue TI'B, TOJIA u npoduiakTuka peuanBOB Y B3pOCIbIX:
cienyet npekpatuth Jiedenne ABK u Hauate sneuenue mpenaparom PuBapokcaban mpu
snayenun MHO < 2.5.
[Tpu nepexone manuenToB ¢ ABK Ha npenapat PuBapokcaban 3nauenus MHO OyayT ommbGo9HO
3aBBILICHHBIMU TOCJIE TpueMa npenapara PuBapokcaban. MHO He moaxoaut ajst onpeaeneHus
AQHTUKOATyJISHTHOM aKTUBHOCTM TIpermapara PuBapokcabaH W TO3TOMY HE JOJDKHO

HCIIOJIB30BATHCA C ATOM 1eINbio (CM. pasnen 4.5.).



COOTBETCTEYET 3K li_: __ EF T_I-!-:F MY OTUETY

ot 12.12 2025 Nz 30933

Ilepexoo ¢ npenapama Pueapoxcaban Ha anmazonucmol gtlnlfrra})zrz;é'% ATENBHOCTL 0003)

Cy1iecTByeT BEpOSTHOCTh BO3ZHUKHOBEHUSI HEJOCTATOYHOTO aHTHKOATYJITHTHOTO 3¢ (deKra mpu
nepexoqe ¢ mpemapara PuBapokcaban Ha ABK. HeoGxomumo obGecrnieunTh HENMpEpBIBHBIN
JOCTaTOYHBIM aHTHKOATYNSHTHBIA d3(QQeKkT BO BpeMs Mmepexofa Ha albTepHATHUBHBIN
aHTHKOarynsHT. CrnemyeT OTMETUTh, YTO Tpenapar PuBapokcabaH MOMXKET CHocoOCTBOBATh
noBeimenno MHO.

[Tainentam, mepexonmsamuM ¢ mnpenapata PuBapokcaban Ha ABK, criemyer omaHOBpeMEHHO
npuHumMath ABK, nmoka MHO He pocturner 3Hauenus > 2,0. B TeueHue mepBbIX ABYX IHEH
MEePEXOIHOTO MEPHO/Ia I0JKHA MPUMEHSTHCS CTaHIapTHas HavainbHas 103a ABK ¢ mocnenyromeit
no3oii ABK, onpenensemoii B 3aBucumoctu ot BennuuHsl MHO. Bo Bpems ogHOBpeMEHHOTO
npumeHeHus npenapara PuBapokcaban n ABK 3nauerrne MHO nosmkHO onpenensThes He paHee,
yeM uyepe3 24 daca mocie Mpenblayliero, HO A0 MpueMa CIeaylolledl 1o3bl mpemnapara
PuBapokcaban. [locne mpekpaienus nmpuema npenapara PuBapokcaban 3nauenue MHO moxer
OBITH TOCTOBEPHO OIpPEEIICHO uepe3 24 yaca mociie mpuema nociiegHen 1036l (cM. pasaensl 4.5.
us.2.).

Ilepexo0 ¢ napenmepanbHbIX AaHMUKOAZYIAHMOS Ha npenapam Pusapoxcaban

VY B3poCIIbIX, MOTYYAIOMIUX MapEeHTEPAIbHbBIC AHTUKOATYJISIHTBI, CIEAYeT MPEKPATUTh BBEJICHUE
HapeHTEePaIbHOTO aHTHKOATYJISIHTA M Ha4aTh NpUMEHeHne npenapaTta PuBapokcaban 3a 0-2 yaca
JI0 BPEMEHM CIIEIYIOIIETO IUIAHOBOTO BBEACHHUS MapEeHTEPaJbHOrO IpernapaTta (Hampumep,
HU3KOMOJIEKYJIIPHOTO TelMapuHa) WJIM B MOMEHT NpeKpalleHUs HEeNpepbhIBHOTO BBEIEHUS
MapeHTepallbHOTO Mpenapara (HampuMep, BHYTPUBEHHOTO BBEACHHS He(PaKIMOHUPOBAHHOTO
renapuHa).

Ilepexoo ¢ npenapama Pusapokcaban na napenmepanvhvle AHMUKOA2YASAHMbI

Cnenyer oTMeHUTH ImpenapaT PuBapokcabaH u BBECTH MEPBYI 103y MapeHTEPaIbHOIO
AQHTHKOAryJIIHTa B TOT MOMEHT, KOTJa HYXHO TMpPHHITH CJIEAYIOUIYI0 03y Ipemnapara
PuBapokcabas.

Oco0ble IPVYIIILI TAIUEHTOB

layuenmol ¢ napywenuem yHKyuu nouex

Nmeromuecs: orpaHnYeHHbIe KIMHUYECKHUE JaHHbIE IEMOHCTPUPYIOT 3HAYUTEIbHOE MOBBIILICHUE
KOHIIEHTpAlil puBapokcabaHa B IIa3Me KPOBU y MAIIMEHTOB C TSDKEJION CTENEHbI0 HAPYUICHUS
¢ynkunu nouek (xknmmupenc kpearuauHa (KnKp) 15-29 mu/mun). BenencrBue storo st naHHON
KaTeropuu MalUMeHTOB Ipenapara Puapokca®aH cienyeT NPUMEHSTh C OCTOPOKHOCTBIO.
[Ipumenenue He pekoMmenayercs y nauueHTon ¢ KnKp < 15 mu/mun (cm. pazaenst 4.4. u 5.2.).

VY mammentoB co cpemner (KnKp 30—49 mu/mun) unu Tspxenoit (15-29 mi/MuH) CTeneHbIO

HapymeHus QyHKIMHA MOYeK HEOOXOIUMO CIIE0BATh PEKOMEHIANNSAM HIKE:
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e Ilpu mnpodunakTuke HWHCYJIbTa U CUCTEMHOW —TPOM QJITN [IUCHTOB__C

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

¢ubpmwusinueil npeacepAnii HEKJIANaHHOTO MPOMCXOXKAECHUS PEKOMEHIOBaHHas 1032
cocTaBisieT 15 Mr oguH pa3 B AeHb (cM. pazzaen 5.2.).

e IIpu neuenun TI'B u TOJIA, u npodunaktuke peunausoB TI'B u TOJIA: nanuentam
HEoO0XO0UMO MpUHUMAaTh 15 Mr JBa pa3a B JI€Hb Ha MPOTSKEHUM NEPBBIX TPEX HEAEIb.
BriocnenacTeuu, xorma pekomeHayeMas no3a npemapara PuBapokcaban coctaBut 20 mr
OJIMH pa3 B JEHb, CIEAYET NIPEAYCMOTPETh CHIKEHHE 10361 ¢ 20 Mr 10 15 Mr onuH pa3 B
JIeHb, €CJIA PUCK BO3HUKHOBEHMS KPOBOTEYECHUE Y MMALIMEHTA BbILIE pUucKa perauausos TI'B
nu TOJIA. PexkoMmeHpmanmuss 10 MNPUMEHEHHIO 11036l 15 Mr ocHOBaHa  Ha
(apMaKOKMHETUYECKOM MOJIEIIMPOBAHUN U HE N3Yy4aJlaCh B KIIMHUYECKUX UCCIIETI0BAHUSIX
(cm. paznener 4.4.,5.1.u 5.2.).

Korna pexomennoBanHas no3a coctasisger 10 Mr onuH pa3 B A€Hb, KOPPEKLUHU 10361 110
CpaBHEHHIO C pEeKOMEHI0BaHHOM He TpeOyercs. Eciu Bpau Ha3Haunn Bam mpenapar B 103e
10 mr, Bam crmexyer mpuHUMAaTh pHBapoOKcadaH, BBITYCKAEMBIH B COOTBETCTBYIOIICH
JO3UPOBKE.

VY nmanueHToB ¢ Jerkoi crenenbto Hapymenus gyHkuuu nouek (KinKp 50-80 mui/mMun) koppexiust

103bI HEe Tpedyercs (cM. pazaen 5.2.).

Tlayuenmol ¢ napywenuem yHKyuu nevyenu

[lpenapar PuBapokca®aH mNpOTHUBONOKA3aH MalMEeHTaM ¢  3a00JE€BAHUSAMHU  IIEUCHH,

COINPOBOKAAIIIMMHUCS KOAryJIONaTUEH U PUCKOM KIMHUYECKH 3HAYUMOTO0 KPOBOTEUEHHUS, B TOM

Yyciie MalMeHTaM C IMPPO30M IE€YeHHM M HapylleHueMm ¢yHKuuu nedeHu kiaacca B u C mo

knaccudukanuu Yainn-ITeto (cm. pasgenst 4.3. u 5.2.).

Iayuenmul nodrcuno2o 6o3pacma

Koppekuust 1o3s1 He Tpebyercs (cM. pa3aen 5.2.).

Macca mena

Koppexkuust 10361 y B3pocibix He Tpedyercs (cM. pazaen 5.2.).

Ilon

Koppekuust 1o3s1 He Tpebyercs (cM. pa3aen 5.2.).

Iayuenmei, noosepearowuecs Kapouosepcuu

Jleuenne mpenaparom PuBapokcabaH MOKeT OBITh HA4aTO WM TPOJOJDKCHO Y MAIHEeHTOB,

KOTOPBIM MOKET MOTPeOOBATHCS KAPAUOBEPCHSL.

[Ipu mpoBeaeHNU KapJMOBEPCUU MO KOHTPOJIEM YpECIUIIEBOAHOM 3xokapaunorpaduu (HI19xo-

KT') y manmeHTOB, KOTOpbIE paHee He MOTydaad aHTUKOATyJISSHTHON Teparuu, A o0ecreueHHs

aJICKBaTHOW AaHTUKOATYJSIMH JIEYCHUE MpernapatoM PuBapokcabaH JODKHO HAaYMHATBCS IO

MEHbIIIeH Mepe 3a 4 Jaca 70 KapauoBepcuu (cM. pazaensl S.1. u 5.2.). Iyt Bcex manueHToB nepe
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PuBapokcaban B COOTBETCTBMM C Ha3Hau€HHWEM Bpauda. [Ipu mpuHATUM pelleHud O Hayaine u
MPOJOHKUTEILHOCTHU JICUCHUS ClIeyeT MIPUHUMATh BO BHUMaHue JEHCTBYIOIINE PYKOBOJCTBA U
PEKOMEH/IAllMK TI0 aHTUKOATYJITHTHOM Tepanuy y MalueHTOB, MOABEPTalOIMMCs KapIUOBEPCUH.
Hayuenmol ¢ udpuniayueil npedcepoull HeKIANAHHO20 NPoOUcxodicoenus, neperecuiue YKB
(upeckodHcHOe KOPOHAPHOE BMeUlamenbCmen) co CMEHMUpOBaHUeM

HNmeercst orpaHMYeHHBIA OMBIT MPUMEHEHHUsS Tpenapara PuBapokcabaH B YMEHBIICHHOW 03¢
15 mr 1 pa3 B nens (unu 10 Mr 1 pa3 B AeHb AJA NAIIMEHTOB CO CPEIHEH CTENEeHbI0 HAPYIICHUS
¢bynkun nouek (KnKp 30-49 mn/mun)) B xomOuHaiuu ¢ uHruOutopom perentopa P2Y12 B
TEYECHHE MAKCUMyM |2 MecsIeB y MHalMeHTOB ¢ (GuOpuiuIsIueil mpeacepanii HeKJIAmaHHOTO
MPOUCXOXKACHUS, KOTOPHIM HEOOXOAUM IpUEM MepopaibHBIX KOAryJasHTOB U nepeHecmnx YKB
CO cTeHTHpoBaHueEM (cM. paszaensl 4.4. u 5.1.). Ecau Bpau HazHaunn Bam npenapat B 1o3e 10 mr,

Bawm cnenyer npuHuMaTh puBapokcadbaH, BHITYCKAEMbId B COOTBETCTBYIOIIEH JO3UPOBKE.

eTu
Jleuenue BT u npogunaxmuxa BT3 y oemeti u noopocmkos
Jleuenue npemnapaToM PuBapokcabaH y aeTel U MOJPOCTKOB B Bo3pacTe A0 18 et qomKHO OBITh
HA4aTo Mocje He MeHee S5 AHEe HayalbHOM MapeHTepallbHOM aHTHKOAryJSIHTHOW Tepamuu (CM.
paszmen 5.1.).
Jo3a a1 nereil 1 TOAPOCTKOB PACCUUTHIBAETCS B 3aBUCUMOCTH OT MAacChl TeJa:

e Macca Teia oT 30 kr go 50 kr:
peKoMeHI0BaHHas no03a 15 Mr puBapokcabaHa OIWH pa3 B JCHb, 4YTO SIBISIETCS
MAaKCHUMAaJIbHON CYyTOYHOM J103011;

e macca tena 50 kr unu 6oee:
pexoMeHaoBaHHass ng03a 20 Mr puBapokcabaHa OIMH pa3 B JI€Hb, 4YTO SBJSETCA
MaKCHUMaJIbHON CYTOYHOM J103011;

e U1 TAIMEHTOB ¢ Maccod Tena MeHee 30 KT HEOOXOOUMO MPHUMEHSTH IpernapaT
puBapokcabaHa B JIEKAPCTBEHHOW (opMe I'paHylibl AJi MPUTOTOBICHUS CYCHEH3UU IS
pueMa BHYTpb.

Ha perynsipHoii ocHOBe HE00X0JUMO MOHUTOPUPOBATH BeC peOeHKa U mepecMaTpuBaTh 103y. ITO
HE00X01MMo, 4T0OBI 00eCeunTh MOAEpKAHUE TepaneBTUYeCKON 103bl. KoppeKTHpoBKa 10361
JTOJI’KHA BBITIOJIHATHCS TOJIBKO HA OCHOBAHWU M3MEHEHUSI MacChl Tela.

Tepanus y nereil 1 NOJAPOCTKOB JA0JKHA MPOJOJDKATHCS 110 KpailHEH Mepe B TEUCHHUE 3 MECAILIEB.
JITUTeNbHOCTh JIEUEHUS MOKET OBbITh yYBeNu4eHa 10 12 MecsieB B cllydae KIMHUYECKOU

HeoOxonuMocTH. JlaHHbIE B TOJJIEPIKKY CHIKEHMS J03bl y JIeTel mocie 6 MecsleB Teparnuu

6



COOTEBETCTEYET .
ot 12.12.2025 N2 3093

(O = HOCTE 0003)
OTCYTCTBYIOT. COOTHOIIIEHHE MOJb3a-PUCK MPU I[JII/IT!CQBHOC-J[%’JTE%B.I‘II/RF IéngIeT'fa 'MecshleB

JIOJDKHO OIICHUBATHCA WHAMBUAYAJIbHO, IPUHHMAsh BO BHHUMaHUE PHUCK pelUuBa TpomOO3a U
MOTEHUUATbHBIA PUCK KPOBOTEUECHUSI.

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnu npueM 10361 poMyIIeH, He00X0AUMO MPUHATH MPOMYIIEHHYIO 103y KaK MOXHO ObIcTpee
1ocje TOro, KaKk 3TO 3aMETWJIM, HO TOJBKO B 3TOT k€ JeHb. ECiM 3TO HEBO3MOXHO, MALUEHT
JIOJDKEH MPOIMYCTUTh 3Ty 103y U MPOJODKUTH MPHUEM CO CIEAYIOLIEH J03bI B COOTBETCTBUHU C
Ha3HaueHueM Bpada. [lanueHT He JOKEeH NPUHMMATh ABOMHYIO 103y A KOMIIEHCAIMU
IIPOITYLLICHHOU JTO3BI.

bezomacHocTh 1 3 pexTuBHOCTE MTpenapata PuBapokcaban y mereit B Bozpacte ot 0 1o < 18 ser
MO0 TIOKa3aHWIO NPO(]HIIaKTHKAa WHCYIbTa M CHUCTEMHOW TpPOMOOSMOONHMH Y TAlUeHTOB C
Gubpmwusiueit npeacepAuii HEKJIAMAHHOTO IPOUCXOXKACHHUS HE YCTaHOBJIEHBL. JlaHHBIE
OTCYTCTBYIOT. B cBsi3u ¢ 3THM, mpenapatr PuBapokcabaH He peKOMEHIYeTCsl K MPUMEHEHHIO Y
nereid B Bo3pacte m0 18 ser mo mokasaHMsM WHBIM, 4eM JieueHne BTD um mpodumaktuka
peunansoB BTO.

[Ipenapatr PuBapokcaban, 15 Mr, TaOieTKH, MOKPHITHIE TUIEHOYHON OOOJOYKOHM, HE CleayeT
Ha3HayaTh (MIPUMEHSTH) y neTeil B Bo3pacte oT 0 mo < 18 meT ¢ maccoii tena menee 30 kr ams
JTAaHHOM JIEKapCTBEHHOUM (hOPMBI B CBSI3U C HEBO3MOXKHOCTBIO 00ECHEUUTh PEKUM J103UPOBAHMUS.
Jlnist yoBIETBOpPEHUsT OTPEOHOCTEH yKa3aHHOW TPyl MAallMEHTOB HEOOXOAUMO MPHUMEHSTH
npenapar puBapokcabaHa B popMe rpaHyJl sl IPUTOTOBICHHSI CYCIIEH3UI 1JIs IpHeMa BHYTpPb
IS NeTel.

[Ipenapar PuBapoxcabGan, 20 Mr, TaOGIeTKH, MOKPBITHIE IUIEHOYHOH OOOJOYKOH, HE CIeayer
Ha3zHayaTh (IPUMEHSTH) y feTeil B Bo3pacte oT 0 1o < 18 jet ¢ mMaccoii tena menee 50 kr amus
JTAHHOM JIEKapCTBEHHOM (DOPMBI B CBSA3H C HEBO3MOKHOCTBIO O0ECIIEUUTh PEKUM JO3UPOBAHUS.
Ilepexoo ¢ anmazconucmos eumamuna K (ABK) na npenapam Pueapokcaban

[Ipu neyennn BTD u npodunakTuke penuanBoB y JeTel ciaeayer npekpatuth jJeueHne ABK u
HayaTh JeueHue npenaparoM PuBapokcaban npu 3HaueHun MHO < 2.5.

[Tpu nepexoxae nmarmenToB ¢ ABK Ha npemapat PuBapokcaban 3Hauennss MHO Oyner ommGo4HO
3aBBIILIEHHBIMU IOCTIEe Npuema npenapata PuBapokcadan. MHO He moaxoauT asis onpeaeaeHus
AQHTUKOATyJISHTHOM aKTUBHOCTM Ipemapara PuBapokcaban ¥ TO3TOMY HE JOJDKHO
HCIIOJIH30BATHCA C ATOM 1ENbo (CM. pasnen 4.5.).

Ilepexoo ¢ npenapama Pusapoxcaban na anmazonucmeol sumamuna K

JletsiM, KoTOpbIe MepeBoAsTcs ¢ npenapata Puapokcaban Ha ABK, HeoOXonumo mpoaoskaTh
npuem npemnapara PuBapokcaban B redenue 48 yacoB nocine npuema nepsoii 103s1 ABK. Tlocne

JByX JIHEH COBMECTHOro NpuMeHeHus cieayer usmeput MHO no mpuema crenyromei
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PuBapokcaban u ABK pexomennyercs nponomxats noka MHO we nocturner >2,0. Ilocne
MpeKpaIieHus: MpuMeHeHus npemnapara PuBapokcadban 3aauenne MHO MokeT ObITh IOCTOBEPHO
ompezeneHo yepes 24 yaca mocie nprema rnocieaHeit 103sl (cM. pasnen 4.5.).

Ilepexoo ¢ napenmepanbHbIX AHMUKOA2YIANMOS Ha npenapam Pusapoxcaban

VY nerell, monydaromux MapeHTEpaibHbIE AHTUKOAUYJSHTBI, CIEAYeT MNPEKpaTUTh BBEACHUE
MapeHTEPATLHOTO aHTUKOATYJISIHTA ¥ Ha4aTh MPUMEHEHHE npernapaTta PuBapokcaban 3a 0—2 ygaca
0 BPEMEHH CIEIYIOIIeT0 IUIAHOBOTO BBEACHHUS MAapeHTEpalbHOrO TMpemapaTta (Hampumep,
HU3KOMOJIEKYJISIDHOTO T€lapuHa) WIM B MOMEHT IPEKpalleHUs HENPEpbIBHOIO BBEICHUS
napeHTepaIbHOTO TIpenapaTa (HalmpuMep, BHYTPUBEHHOTO BBEIEHUS HE(PPaKIMOHUPOBAHHOTO
renapuHa).

Ilepexoo ¢ npenapama Pusapokcaban na napenmepanivHvle AHMUKOA2YISAHMbL

Crenyer oTMEHHUTDH IpueM npenaparta PuBapokcabaH M BBECTH MEPBYIO 03y MapeHTEPaTbHOTO
AQHTHKOAryJISHTa B TOT MOMEHT, KOrJa HY>KHO OBbUIO MPHHSTH CIEIYIOIIYyIO0 /03y Ipenapara
PuBapokcabaH.

Tayuenmsi ¢ HapyweHuem GyHKyuU noyex

e JletTm M TOAPOCTKM C JIETKOM CTENEeHbIO HapylleHHs (QyHKIUM MOYeK (CKOpPOCTh
ky6oukoBoit punsTpanun 50-80 mi/mun/1,73 M?): koppekius 103bl He TpeOyeTcs Ha
OCHOBaHUM JAHHBIX BO B3POCJION MOMYJSALUU U OFPAaHUYEHHOI'O KOJUYECTBA JAHHBIX B
JNETCKOW MomyJiaiuu (cM. pazaen 5.2.).

e JleTu M MOAPOCTKU CO CpEAHEW WM TSDKENOH CTENeHbIO HapyIIeHUs (YHKIUU TOYEK
(ckopocTh KiTy60ukoBOit punbTparuu < 50 mn/mun/1,73 m?): npenapar Pusapokcaban He
pPEKOMEHyeTCs B CBSI3U C OTCYTCTBHEM KJIIMHUYECKUX JaHHBIX (CM. paszzen 4.4.).

Tlayuenmsi ¢ HapyweHuem QyuKyuu nevexu

s nereit ¢ HapymieHHeM (QYHKIMY TIeYeHH KIMHUYECKUE TaHHbIE OTCYTCTBYIOT.
Macca mena

Jlo3a y nereii onpenensercs B 3aBUCUMOCTH OT MaccChl Tena.

Cnocob OPUMCHCHUA

Bspocnvie
BuyTpb, Bo Bpemst mpuema nuiy (cM. paszaein 5.2.).

Hsmenvuenue mabaemox

Ecnu nanuenT He criocoOeH NporioTUTh Ta0lIeTKy LeIMKoM, TabseTka npenapaTta PuBapokcaban
MOXET OBITh M3MEJbU€Ha M CMEIIaHa C BOJOW HEMOCPEACTBEHHO Iepel NPUMEHEHHEM H
nepopaibHbiM MpuemoM. [locne mpuema u3menpueHHON TalieTKu npenapara PuBapokcaOax

15 mr wim 20 Mr He0OXOAMMO HE3aMEUTUTEIIHHO OCYIIECTBUTD MPUEM TTHTITH.
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n6.6.).

Hemu ¢ maccou mena ne menee 30 ke

BuyTpb, BO Bpemst mpuema nuiy (cM. pazaen 5.2.).

[TanmeHTy HYXHO PEKOMEHJOBATH MPOTJIATHIBATH TAONETKY C KUAKOCTHIO. TableTku ciemyer
IPUHUMAThH C HHTEPBAJIOM IpUMEpHO 24 yaca.

Ecnu manmeHT cpprIruBaeT NpUHATYIO 103y HEMEIJICHHO, WM Y HETO HAYMHACTCS PBOTA B TCUCHHUE
30 MUHYT TOCTIE TPHEMA 1031, HEOOXOAUM IIpUeM HOBOH 03bl. OTHAKO, €CJIU MAIIUEHTA BEIPBAIIO
no3aree 30 MUHYT mociie TpreMa J103bI, IOBTOPHOTO TpUeMa 035l He TPeOyeTCs, U CIIeAyomast
71032 JOJKHA OBITH MOJIyYeHa IO PACIMCAHUIO.

Henw3st nenuTh TabJIETKyY € LEIBbI0 MOTYYEHUS YaCTH A03bI OT TaOJETKH.

Usmenvuenue mabaemox

Ecnu mauueHT He crocoOeH MpOrjaoTUTh TAOJETKy LIEIMKOM, CIEAYET MCIIONb30BaTh IMperapar
puBapokcalaH B BUE TPaHyJl JJIsl IPUTOTOBIIEHUS CYCIIEH3UH Ul IPUEMa BHYTPb.
Ecnu cycnensust nns mpueMa BHYTpPb HEJOCTYNHA cCpa3y, KOrJa Ha3HaueH puBapokcabaH B
no3upoBke 15 mr wnum 20 Mr, 3TH JO3UPOBKHM MOTYT OBITH TMOJYYEHBI MyTeM HW3MEIbYCHUS
tabnetku 15 Mr wim 20 MT ¥ CMEUIMBAHUS €€ C BOJOW HEMOCPEICTBEHHO Mepe]l MPUMEHEHUEM
WIH [IEPOPAJIbHBIM IPUEMOM.
W3menpueHHas TabneTka MOKET OBITh BBEACHA Uepe3 HA30TaCTPAIbHBIN WM JKEITyTOUYHBINA 30H
(cm. pazmensr 5.2.).
4.3. IIporuBoONOKa3aHusA
® TUINEPYYBCTBUTEIHLHOCTh K PUBapOKcabaHy WU K JIIOOOMY U3 BCIIOMOTaTeIbHBIX BELIECTB,
NIEPEUUCIICHHBIX B pazzaene 6.1.;
® aKTHBHOE KIMHUYECKH 3HAUUMOE KPOBOTECUCHHUE;
® T[OBPEXJEHHUE WM COCTOSHUE, CBA3aHHOE C TIOBBIIIEHHBIM PHUCKOM  OOJBIIOrO
KPOBOTEUEHHsI, HAIIPUMEP, UMEIOIIAsICsl WM HEJaBHO MEPEHECEHHAS )KeNy T0YHO-KUIIIeUHas
A3Ba, HAINYHME 3JI0KAYECTBEHHBIX HOBOOOPA30BAHMN C BBHICOKMM PHUCKOM KPOBOTEUEHHUS,
HEeJlaBHUE TPaBMbl T'OJOBHOIO WM CHMHHOI'O MO3ra, HEJaBHHME ONEpAlMy Ha TOJOBHOM,
COMHHOM  MO3re WIM [Jla3aX, HeJaBHEE BHYTPUUYEPENHOE  KPOBOMUBIUSHUE,
JTUATHOCTUPOBAHHBIA WU TpEIoyiaraeMblii BapUKO3 BEH MHILEBOAA, apTEPUOBEHO3HBIC
Masib(hopMaIiK, aHEBPU3MBI COCYAOB UM CEphE3HBIE MATOJIOTHH COCYIOB TOJIOBHOTO MJIH
CIIMHHOTO MO3ra;
® CONYTCTBYIOIIAs Tepanus KaKUMHU-IUOO JIPYTUMH aHTHKOATYJSHTAMH, HamlpuMmep,
He(paKIIMOHUPOBAHHBIM I'E€apUHOM, HU3KOMOJIEKYJISIPHBIMU TellapiHaMU (SHOKCalapuH,

JanTenapuH W Ap.), TPOU3BOAHBIMU renapuHa (hoHAanapuHyKC W Ip.), MepopagbHBIMU
9
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nepexoja ¢ WIM Ha puBapokcaban (cM. pasgen 4.2.) WUIM [OpU  IPUMEHEHUU
He(DpaKIIMOHMPOBAHHOTO TeMapuHa B JI03aX, HEOOXOAMMBIX [UIsi  oOecreueHus
(GYHKIIMOHMPOBAHUS IICHTPAJIHHOTO BEHO3HOTO WIJIM apTEPHAIbHOTO KaTerepa (CM. pasen
4.5.);

e 3a00JICBaHMS TCUCHH, MMPOTEKAIONINE C KOATYJIONATHEH U PUCKOM KIMHHYECKH 3HAYHMOTO
KPOBOTEUECHHS, BKJIIOUAsk MAIIMEHTOB ¢ IIMPpo30oM nedeHu kiiacca B u C no knaccudpukaniu
Yaitnn-I1eto (cMm. paznmen 5.2.);

e OepeMEHHOCTb U MEPHO IPYIHOT0 BCKapMIIMBaHUs (CM. paszen 4.6.).

4.4. OcoOble yka3aHUsl M MepPbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH
B tedenue Bcero nepruoa JeueHNs peKOMEHIyeTCs KIMHIYECKOe HaOII0ICHNE B COOTBETCTBHUH C

KJIMHUYECKOU HpaKTHKOfI IMPUMCHCHUA aHTUKOAT'YJIAIHTOB.

Puck kpoBOTEUEHNA

Kak u npu npueMe JApyrux aHTHUKOATYJITHTOB, HEOOXOIMMO TIIATEIHHO HAOIIOIATh MAIMEHTOB,
MPUHUMAIOIINX TpernapaT PuBapokcabaH, i BBISBICHUS MIPU3HAKOB KpoBoTeueHus. [Ipemapar
PEKOMEHIyeTCsl TPUHUMATh C OCTOPOKHOCTBIO TPHU COCTOSIHUSIX C TOBBIIMIEHHBIM PHUCKOM
KpOBOTEUEHHsI. B ciydae Tspkenoro KpoBOTEUEHHUs MpHUEM Tpernapara PuBapokcabaH AOKEH
OBITH MpekpaiteH (cM. pazaen 4.9.).

B KIMHWYECKHMX WCCICIOBAHHMSIX KPOBOTCUEHUS W3 CIM3UCTBIX 000JI0YeK (a HWMEHHO:
KPOBOTEUYEHHE U3 HOCA, IECEH, JKEITYJOYHO-KUILIEYHOTO TPAKTa, MOYETIOJIOBOM CUCTEMBI, BKITIOUYast
AHOMaJbHOE BAarvHAJbHOE WM YCWICHHOE MEHCTPYaJlbHOE€ KPOBOTCUECHHUE) U aHEeMus
HaOMIOAINCh Yallle MPH JUIUTEIFHOM JICUCHUH PUBAPOKCA0aHOM IO CPABHEHUIO C JICYCHUEM
ABK. Takum o00pa3oMm, B JOTOJHEHHWE K HAJICKAIMEMy KIMHUYECKOMY HaOII0IEHUIO,
n1abopaTopHOE UCCIIeI0OBaHUE IS OTIPEACTICHUS YPOBHS TeMOTJI00MHA/ TeMAaTOKPUTA MOXKET OBITh
3HAQUUMBIM JJIS BBISIBJICHUSI CKPBITHIX KPOBOTEUEHHI M KOJIMYECTBEHHOW OLIEHKU KIMHUYECKOU
3HAYMMOCTHU SIBHBIX KPOBOTCUECHHM, KOTJ]a IPUMEHUMO.

Heckonbko mOATpyIIT MalMeHTOB, YKa3aHHBIX HUKE, UMEIOT TTOBBIIICHHBINH PUCK KPOBOTCUCHUS.
HeobxonuMo TmaTensHo HAOMIOAATh TAKMX MAI[MEHTOB IMOCIE Hayaja JICYCHHs] Ha MPU3HAKU U
CHUMIITOMBI OCJIOKHEHHM B BUJE KPOBOTEUECHUM U aHeMHH (CM. pazaen 4.8.).

[Ipu 1r060M HEOOBSICHUMOM CHI)KCHHUW YPOBHS TeMOTJIOOWMHA WJIM apTEPHAILHOTO JTaBIICHUS
HEO0OXOAMMO UCKATh UCTOYHUK KPOBOTCUCHUS.

[Ipu Tepanuu puBapokcadbaHoM He TpeOyeTcs pyTHHHBIII MOHUTOPHHT €0 SKCIO3UIuU. TeM He
MeHee, M3MEPEeHHE KOHIIEHTPAllUd pUBapOKcadaHa C TMOMOIIBIO0 KaTUOpPOBAHHOTO TecTa IS

KOJMYCCTBCHHOI'O  OIMPCACIICHUA aHTU-Xa AaKTUBHOCTH MOXET OKa3aThCsA IIOJC3HBIM B
10
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HCIIOJIb30BaHa IIpM HNPHUHATHM KIWMHHUYCCKHW 3HAYUMBIX peIHGHHﬁ, Harpumep, B ClIy4dac

Mepe03UPOBKHU WIIH SKCTPEHHOTO XUPYPrUUECKOTO BMeIaTenbcTBa (cM. pazaen 5.1. u 5.2.).

Hapymienne (bVHKHI/II/I IIOYCK

VY B3pOCHBIX TMAalMEHTOB C TsoKenbIM HapyuieHneM ¢yHkuun nouyek (KnKp <30 wmu/mun)
KOHIIEHTpalusl puBapokcabaHa B IJIa3ME€ MOKET ObITh 3HAUMTENBHO MOBbIMIEHHOHN (1,6 paza B
CPEIHEM), UTO MOXKET IIPUBECTH K MOBBIIIEHHOMY PUCKY KpoBoTeueHui. [Ipenapar PuBapokcaban
JOJIKEH TPUMEHATHCA C OCTOPOXKHOCTHIO y manueHToB ¢ KnKp 15-29 mn/mun. [Ipumenenue
npenapata y mauueHToB ¢ KnKp < 15 mun/mun He pekomenayercs (cM. paznenst 4.2. u 5.2.).

[Ipenapat PuBapokcaban cinemayeT MPUMEHSTh C OCTOPOKHOCTBIO y MAIMEHTOB C HapyIIEHHUEM
(YHKIMM TOYEK, TMOJIyYalOUIMX COMYTCTBYIOIIME MpemnapaTbl, KOTOPbIE YBEJIUYMBAIOT

KOHIIEHTpALMIO puBapoKkcadaHa B miaasme (cM. paszzaen 4.5.).

BzauMmoelicTBUe ¢ APYTUMH JSKapPCTBEHHLIMU IIperapaTamMu

[Ipumenenne mnpemnapata PuBapokcabaH He pPEKOMEHIYETCs Yy MALUEHTOB, MOJYyYaroluX
COITyTCTBYIOILIEE CHCTEMHOE JIEYEHHE IMPOTHBOIPHOKOBBIMM IIpenapaTaMu a30JO0BOH TPYIIIbI
(TakMMH KaK KeTOKOHa30JI, UITPaAKOHA30JI, BOPHUKA30J M M03aKOHA30J1) WK uHruouropamu BUY-
npoteas (HampuMmep, PUTOHABUPOM). DTU IpenapaThl SBISIOTCS MOIIHBIMA MHTHOMTOpAaMHU Kak
CYP3A4, tak u P-rmukonporenHa. Takum o0pa3oM, 3TH mpenapatbl MOTYT IOBBIIIAThH
KOHIIEHTPALMIO pUBapoKcabaHa B IUIa3Me KpPOBU /10 KIIMHUYECKU 3HAUUMBbIX 3HaueHUil (B 2,6 pa3a
B CPEAHEM), YTO MOXKET IPUBECTH K MOBBIIIEHHOMY PUCKY KPOBOTEUCHHH.

Crnenyer coOntogaTh OCTOPOKHOCTh, €CIM MAIMEHT OJHOBPEMEHHO MOJyYaeT JIEKAPCTBEHHBIE
IpenapaTsl, BIUSIOIIME HAa TIEMOCTa3, TaKue KaK HECTEPOHJHBbIE NPOTHUBOBOCHAIUTEIbHBIC
npenapatsl (HIIBII), ateTuicanuimioByo KUCIOTY K HHTHOUTOPHI arperaiii TpoOMOOIIMTOB UITH
CEJICKTUBHBIC MHTHOMTOpPHI oOpaTHoro 3axBara ceporoHnHa (CHUO3C) u ceneKkTUBHBIC
UHruOUTOpHEl 00paTHOro 3axBara cepoToHMHa M HopamuHeppuHa (CHMO3CH). IMauuentam c
PUCKOM  513BOOOPA30BaHUSl B JKEIYJOYHO-KHIIEYHOM TPAKT€ MOXKET OBbITh Ha3HAYEHO

COOTBETCTBYIOIIIEE TPODUIAKTHICCKOE JieueHue (CM. pasznen 4.5.).

Jlpyrue GaxTopbl pUCKa KPOBOTEYEHUI

PI/IBapOKC36aH, KaK 1 Ipyrue aHTI/ITpOM6OTI/I‘{CCKI/IC CpeacTBa, HEC PCKOMCHAYCTCS K IPUMCHCHUTO
nmanmueHTaM, UMCIOIIUM IMOBHIIIICHHBIH pHUCK KpOBOTG‘-ICHPIfI, B TOM YHCIJIC:
¢ BpPOXIACHHAA U HpI/IO6pCTCHHa$I CKJIOHHOCTB K KPOBOTCUYCHHAM,

® HEKOHTpOJHpyeMas TsKenasi apTepuaibHasi THIEPTEeH3US,

11
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NOTCHIUAJIIBHO MOTYT HNPHUBECTH K OCIOKHCHUAM B BHIC KpOBOTequI/Iﬁ (HaHpI/IMep,

e J1pyrue 3a00eBaHUs KEITYJOUYHO-KHUILIEYH

BOCHIAIUTEIbHOE 3a00JIeBaHUE KHILEYHHWKA, 330(arut, racTpUT M Tractpod3odareanbHas
pedrokcHas 00JIe3HB);
® COCYyIUCTasi peTUHOIATHS;

L4 6p0HX03KTaSBI HJIN JICTOYHOC KPOBOTCUCHHUC B dHAMHC3C.

TTanueuTsl ¢ paKkoMm

ITanmeHTHI CO 370KaYeCTBEHHBIM 3a00/IcBaHUEM MOTYT OJHOBPEMCHHO IIOABCPIraThbCs boinee
BBICOKOMY PHUCKY U KPOBOTCUYCHUS, U TpOM603a. I/IH,Z[I/IBI/I,I[yaJ'ILHaH I10J1b3a aHTI/ITpOM6OTI/I‘{eCKOI\/'I
TCpalru OJOJIKHA OBITH COITOCTABJICHA C PUCKOM KPOBOTCUCHUA Y MALIUCHTOB C AKTUBHBIM PAaKOM
B 3aBUCHUMOCTH OT JIOKaJIM3allhuU OITYyXOJIH, HpOTHBOOHYXOJIeBOﬁ TCpalru U CTaaAun 3a00J1cBaHuUs.
OHYXO.]'II/I, PaCIIOJIOKCHHBIC B KEITYyJOUYHO-KHIIICYHOM niIn MOYCIIOJIOBOM TPaKTe,
aACCOMUPOBATIUCH C MMOBBIMICHHBIM PUCKOM KPOBOTCUYCHH BO BpEMs TCpaIllun pI/IBapOKCB.6aHOM.

V namueHTOB CO 3J10Ka4e€CTBEHHBIMU HOBOOGPaBOBaHI/IHMI/I U BBICOKHMM PHCKOM KPOBOTCUCHUA

MpUMEHEHNEe pUBapoKcabaHa MPOTUBOIIOKa3aHo (cM. pazaen 4.3.).

ITanmeHTHl ¢ ICKYCCTBEHHBIMH KIIAITaHAMH cepra

PuBapokcabaH He cieyeT IPUMEHATh I TPOPUIAKTUKH TPOMOO30B Y MALIMEHTOB, NEPEHECIIUX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHy aopTalbHOrO KiamaHa. beomacHocts u 3¢ekTuBHOCTD
npenapata PuBapokcabaH He M3y4aluCh y HAI[MEHTOB C MUCKYCCTBEHHBIMM KJIallaHaMU CEpAla,
CJIEZIOBATENIbHO, HET JaHHBIX, MOATBEPXKIAIOIINX, YTO NMpPUMEHEHue npenapara PuBapokcaban
o0ecrieunBaeT AOCTATOUHBIA aHTUKOATyJISHTHBIN 3()()EKT y JTaHHOM KaTeropuu MauueHToB.

[Ipumenenue puBapokcabaHa He pEKOMEH/YETCs y JaHHON KaTerOpUH MaIl[eHTOB.

TTanmenTsl ¢ aHTUDOCHOIUITUIHBIM CUHIPOMOM

[IpumMeHeHre nepopaabHBIX aHTHKOATYJISTHTOB MPSMOTO JIEHCTBHSA, BKIIOYas puBapokcadaH, He
PEKOMEHAYeTCsl y MAallMEeHTOB, UMEIOIIUX TPOMOO3bl B aHaMHE3€, Y KOTOPBIX JUarHOCTUPOBaH
aHTU(OCHOMUNUIAHBI CHHAPOM. B YacTHOCTHM, Yy NAalMEHTOB C TPOWHBIM MO3UTHUBHBIM
aHTU(OCHOIUIUIHBIM CHHAPOMOM (HaJIM4YME BOJYAHOYHOTO AHTUKOATYJISHTA, aHTUTEN K
KapAMOJIMIIMHY W  aHTUTed K  Oera-2-rimkomnporeuHy [)  Tepanuss — mepopaibHbIMU
AQHTUKOAryJISHTAaMHM IpPSIMOTO JAEHCTBHSI MOXKET COIPOBOXKAATHCS IOBBIIIEHHONM YacTOTOM

peunanBOB TpOM6OTI/I‘IeCKI/IX COOBITHH B CpaBHCHHEC C TepaHHeﬁ aHTaroHucTaMu ButamuHa K.
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[TamuenTs! ¢ GuUOpWLIALIMEN IPEACEPINNA HEKIIG HaHHOF(g '?15'0&41@&51%1?%%&%& v g ‘-ﬁéB co

CTCHTUPOBAHUCM

NMeroTcss JnaHHblE HMHTEPBEHUMOHHOIO KIMHUYECKOIO MCCIIEOBAaHUSA, IEPBUYHON LEIbIO
KOTOPOTO SIBJISUIACh OIEHKA Mpoduis 6e30MacHOCTH Y MallMeHTOB ¢ GUOpMILIALINEH Ipeacepanit
HEKJallaHHOTO MpoucxoxkiaeHus, mnepeHecmmx YKB co creHtupoBanueMm. [laHHble 1O
3¢ (HEeKTHBHOCTH Y TaHHOW MOIMYJISIIIAKA OTPaHUYCHBI (cM. paznenst 4.2. u 5.1.). JlaHHbBIE IO TaKUM

MalyeHTaM C MHCYJIbTOM/ TPaH3UTOPHOM nieMuudeckoii atakoi (TUA) B aHaMHE3€ OTCYTCTBYIOT.

[TanmeHTHl ¢ reMOIMHAMUWYECKU HecTaOWIbHOU TpoMOoaMboaner geroynoil aprepun (TDJIA)

WiIn IannyrCHTHI, KOTOPBIM TD€6VGTC$I OpOBCACHUC TDOM6OJII/ISI/IC3. i TDOMGBKTOMHI/I M3 JICTOYHOM

apTepuun

[Tpenapat PuBapokcabaH He peKOMEHAYeTCs B KaueCTBE aJbTEPHATUBBI HE(PPAKIIMOHUPOBAaHHOMY
rernapyHy y MalueHTOB ¢ TpoMOOIMOOMEH JIeroyHoil apTepuu, KOTOpble TeMOJUHAMUYECKH
HECTaOMJIBHBl WJIM MOTYT HYXXAAThCS B HPOBEACHUU TPOMOOJIHM3HCA WIM SMOOISKTOMHU U3
JIETOYHON apTepuH, OCKOJIBKY 0e30macHOCTh M 3 (EeKTUBHOCTH INpenapara PuBapokcabaH mpu

TaKUX KIIMHUYCCKHX CUTyalUusAX HC YCTAaHOBJICHA.

CruunnanpHas/ snuaypajiabHasd aHCCTC3UA MJIHM ITYHKITHA

[Ipu BBIMOTHEHUN HEHpPOAKCHATBLHOW aHECTE3MH (CIMMHAIBHOW/ AMUIYPaTbHOW aHECTE3UH) WIIH
CIMHAJIBHON/ STIUAYPaTbHONH TYHKIWH Yy TIAMEHTOB, MOJYYAOIIUX AaHTUTPOMOOTHYECKHE
npenaparel ¢ IeNbI0 TPOPHIAKTUKA TPOMOOIMOOIHUYECKUX OCIOXKHEHUH, CYIIECTBYET PHUCK
Pa3BUTHUS SIUAYPATBHON WK CIIMHAIBHON T€MAaTOMBI, KOTOpasi MOXKET MPUBECTH K JJIUTEIBHOMY
WM TIOCTOSIHHOMY Tapanuyy.

Puck 3THX COOBITHII MOXET MOBBIIIATHCS MPU MOCICONEPALUOHHOM NMPUMEHEHHH TOCTOSHHBIX
SNUAYPAJIbHBIX KaTETEpOB WJIM COIMYTCTBYIOIIEH Tepanuu JIEKAPCTBEHHBIMU IIpenapaTami,
BIMSIOIIMMM Ha TeMocTa3. TpaBMaTWyHas WIA NOBTOPHAs SNUAypajibHas WIA CHUHAJIbHAs
MYHKIUS TaK)K€ MOTYT MOBBIIATH PUCK. [[allneHThI JOMKHBI HAXOAUTHCS MO HAOMIOICHUEM ISt
BBISIBJICHUS IIPU3HAKOB U CUMIITOMOB HEBPOJIOTMUECKUX HapyLIEHUH (HallpuMep, OHEMEHHUE WIN
Ca0oCTh HOT, JUC(YHKIUS KHIICYHHKA WM MouYeBOro my3bips). [lpu oOHapyxeHHH
HEBPOJIOTHYECKUX HapyLICHUM HeoO0XoAMMa cpoyHas JUarHoCTHKa M JiedeHue. Bpau pomken
CONOCTAaBUTh MOTEHLUUAIBHYIO TIOJIb3y M PHUCK TEpel NPOBEICHHEM HEUPOAKCHAIBHOIO
BMELIATEIbCTBA MAUEHTAM, IOJYYalollUM AaHTUKOATryJISHTBl, WJIH KOTOPHIM IUIAaHHUPYETCS
Ha3HAUYCHUE AHTHUKOATYJISTHTOB C MENbI0 TPOPHIAKTHKH TPoMO030B. OMBIT KIMHHYECKOTO
MpUMEHEHHUs pUBapokcabaHa B 103UPOBKax 15 mr 1 20 MT B OMUCAHHBIX CUTYAIUSIX OTCYTCTBYET.
C uenpl0 CHWXKEHHS MOTEHUUAJIBHOTO pHUCKAa KPOBOTEUEHHUS, AaCCOLMUPOBAHHOIO C

OJTHOBPEMEHHBIM  NPUMEHEHHEM pUBapoKcabaHa ¥  BBIIOJIHEHHEM  HEWpOoaKCHaTbHOU
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COOTEBETCTEYET .
ot 12.12

(onIMaypaNbHON/ CIMHAILHOW) aHeCTe3Ud WIIH CHI/IHaHEIITBI/I %‘QHR%‘FII EQEQIVGT 'qu/ITI;IBaTb

Ne Jrrr .

(dapMakoKkuHeTHYECKHH TPO(MIh puBapokcabaHa. YCTaHOBKY WJIM YJalleHHE SIMUAYPaTbHOTO
KaTeTepa WM JIIOMOATBHYIO MYHKIMIO Jy4YIlle TPOBOJWTH TOT/A, KOTJA aHTHUKOATYJISTHTHBINA
a¢ddexT puBapokcabaHa oleHHBaeTCA Kak cialbiif. OIHAKO TOYHOE BpeMs AJs JOCTHKEHUS
A0CTATOYHO HU3KOI'0 aHTUKOATr'yJIAHTHOI'O 3(1)(1)eKTa KaXa0ro nmanueHra HEU3BCCTHO U JOJIZKHO
OLCHUBATLCA B CPAaBHCHHU CO CPOYHOCTHLIO Z[HaFHOCTI/IquKOﬁ nmpoucaypasl.

OCHOBBIBasiCb Ha OOMMX (PapMaKOKMHETUYECKHX XapaKTePUCTUKAX, SMUAYpPATbHBIA KaTeTep
U3BJICKAIOT M0 UCTCUCHUH KaK MUHHMYM JIBYKPaTHOTO TIEpUOJIa MOJYBBIBEICHUS, T.C. HE paHee
yeMm dyepe3 18 uacoB mocie MOCIEAHEro MpueMa pUBapoKcabaHa JUIsi MOJOJIBIX B3POCIBIX
MAIlMEeHTOB U HE paHee ueM 4epe3 26 4acoB i MOXKWIbIX MalnueHToB (cM. pasznen 5.2.). [locne
W3BJICUCHHS SIUAYPATBHOTO KaTeTepa IOJDKHO TPOWTH KaKk MHUHUMYM 6 4YacoB 0 TNpHEMa
CJICYIONICH 103kl pUBapoKcabaHa.

B ciydae TpaBMaTHueCKON MyHKLUH NIPHEM pUBAapOKcabaHa CleayeT OTJIOKUTh Ha 24 yaca.

PeKDMeHI{aHI/IH 110 AO3HMPOBAHHMIO JO M TIOCJIC HWHBA3HMBHBLIX TMPOHCAYP MW XUPYPIrHYCCKHUX

BMEIIAaTEJIbCTB

Ecnu HeoOxoanMo npoBeieHNe NHBa3UBHOM MPOLEAYPhl WK XUPYPrUYECKOro BMEIIATeIbCTBA,
Ha OCHOBAHMHU 3aKJIIOUEHHs Bpaya npueMm mpenapara PuBapokcaban 15 mr m 20 mr ciemyer
IPEKpPaTUTh 10 KpaiHel Mepe 3a 24 Jaca 10 BMEHIATENbCTBA, €CIIM 3TO BO3MOXKHO.

Ecnu nponenypy Henb3sl OTJIOKUTb, MOBBIIMIEHHBI PUCK KPOBOTEUEHHUS CIIEIYET OLICHWBATH B
CPaBHEHHMH C HEOOXOIUMOCTBIO CPOYHOI'O BMEILIATEILCTBA.

[Ipuem npenapata PuBapokcaban cienyer BO30OHOBUTh KaK MOXKHO CKOpee 1ociie MHBAa3UBHOM
IPOLEAYPBI WM XUPYPIHUECKOTO BMEIIATEIBCTBA, ECIIM JIEYALIM BPA4OM YCTAHOBJIEHO, YTO 3TO

MO3BOJISICT KIIMHAYECKAsI CUTYallus U IOCTUTHYT aJ€KBaTHBINA reMocTa3 (cM. pazaen 5.2.).

IToxxmiio# Bo3pact

Puck KPOBOTCUYCHHA MOXKET YBCININUBATHCA C ITOBBIIICHHUEM BO3pacTa (CM. pa3acit 52)

JlepMaToJI0THYECKHE PEAKITUN

[Ipn npoBeaeHUM MOCTMAPKETUHIOBBIX HAOMIOACHUNA COOOIIANIOCH O CIy4asX BO3HUKHOBEHUS
CEepPBhE3HBIX KOXHBIX peakiui, BKiIodas cuHapoM CruBeHca-/[>KoHCOHA/ TOKCUYECKUI
SMUACPMATbHBIA HEKPOIH3 M JEKaPCTBEHHO-MHAYIIMPOBAHHYIO PEAKLHUI0 C 303MHOGUIHEH U
cuctemabiMu cumnromamu (DRESS cunapom), Ha ¢one npumeHeHHsi puBapokcabaHa (CM.
pasznen 4.8.). [lanmeHTHl MOABEPTAIOTCS HAMOOJBIIEMY PUCKY BO3HMKHOBEHUS STHX PEaKIMi Ha
paHHUX dTamnax Je4YeHus: B OOJIBIIMHCTBE CIIy4aeB pEeaklMi BO3ZHUKAIOT T€UYEHUE TIEPBHIX HEJENb

neuenus. [Ipu nepBoM MOSIBICHUH TSDKEIOH KOXKHOM ChINU (Hanmpumep, pu ee paclpoCTpaHEeHUH,

14



COOTEBETCTEYET .
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WHTCHCH(PHUKAIIMU ¥/ UIHM O0pa30BaHUU BOJIRIPCH) H}IQI:III:D;I/IE%I%‘?IJI_IE%%LH o) :EI;!\:}FI/IX

CUMIITOMOB I'HIICPUYBCTBUTCIILHOCTH, CBA3AHHLIX C IMOPAKCHUCM CIU3UCTBIX O60J'I0LI€K, CJIceayeT

NPEKPaTHTh TEPAITHIO PHBAPOKCAOaHOM.

eTu
HmeroTcst orpaHnueHHbBIE JaHHBIE O TPUMEHEHHH Mpernapara y aereii ¢ TpoM0030M BEH rOJIOBHOTO
MO3Ta ¥ BEHO3HBIX CHHYCOB, Y KOTOPBIX €CcTh MH(EKIHs neHTpanbsHoi HepBHOH cuctemsl (LIHC)
(cm. pazgen 5.1.). HeoOxogumo TIIaTenbHO OIICHUBATHh PUCK KPOBOTEUCHHMSI TIEPET U BO BpPEMs
Tepanuu puBapoKcadaHOM.

[Ipenapar PuBapokcaban He peKOMEHAYETCS K MPUMEHEHHIO Y JETel U MOJAPOCTKOB CO CpeIHE
WINA TSDKENOM CTETeHbI0 HapymeHus (YyHKIHH TOYeK (CKOPOCTh KITyOOYKOBOH (uibTpammu
< 50 mn/mMun/1,73 M?) B CBA3M C OTCYTCTBUEM KIMHWYECKHX JAHHBIX.

Knunuyeckue [aHHBIE O COMYTCTBYIOIIEM CHUCTEMHOM JIGYEHHHM JeTe ¢ MOIIHBIMU
uaruoutopamu CYP3A4 u P-rmukonpoTerHa OTCYTCTBYIOT (CM. pasznen 4.5.).

JlanHble MO BpPEMEHM YCTAaHOBKM MWJIM YyAAJEHUS HEHpOaKCHaJbHOIO KaTeTepa y JeTeid,
NPUHUMAIOIIKX Npenapat PuBapokcabaH, OTCYTCTBYIOT. B Takux ciydasix cienyeT MpeKpaTuth
npueM puBapokcabaHa ¥ PacCMOTPETh BO3MOXKHOCTH MPUMEHEHHUS MapeHTEePaTbHOTO

AHTHUKOAryJsiHTa KOPOTKOTO IIGI>'ICTBPI}I.

BcrnomorarensHble BElIECTBA

[Ipenapat PuBapokcabaH cOAepKUT JAKTO3Y.

[TaneHTaM C peako BCTPEUYAIONIMMUCS HACIEACTBEHHBIMU 3a00JI€BAHUSAMH, BKIIOYas
HEMEepPeHOCUMOCTb  TajlaKTO3bl, A€(PUUUT JaKTa3sl MM CHHIPOM TIIIOKO30-TalaKTO3HOU
ManbabCcopOINK, HE JODKHBI MPUHUMATH 3TOT Mpenapar.

JlanHble npenapat coaepKUT MeHee | Moib (23 Mr) HaTpus Ha OAHY TabJEeTKy, TO €CTb, IO CYTH,
HE COJIEPIKUT HATpPHUS.

4.5. BzamMmopeiicTBHe ¢ APYIMMH JIeKApPCTBEHHbIMH MNpenapaTaMH W JApyrue BH/bI
B3aMMO/AEeHCTBUA

Narndoutopst CYP3A4 u P-timukonporenHa

CoBMecTHOE TpUMEHEHHWE puBapokcabana u keTtokoHazona (400 mr 1 pa3 B JeHb) WK
putoHaBupa (600 Mr 2 pasza B JeHb) NPUBOAWIO K TOBBIIICHHIO CpPEIHEH KOHIEHTPALUU
puBapokcabana B mminazme kpoBu (AUC) B 2,6 paza/2,5pa3a W YBETUYCHHIO CpEIHEH
MaKCHMaJIbHOW IIa3MeHHoW koHmeHTpamuu (Cmax) puBapokcabana B 1,7 pasa/ 1,6 paza co
3HAYUTENbHBIM YyCUJIEHHEM (apMakoguHAMUUECKHX 3((EKTOB, YTO MOXKET NPUBOAMUTH K
YBEJIMUEHUIO PHCKa KPOBOTEUEHUA. B CBsI3U ¢ 3THM mpuMeHeHHe mpemnapara PuBapokcaban He

PCKOMCHAYCTCA IMallMCHTAM, IMMOJYyYarolIUM COIMMYTCTBYIOHICC CHUCTCMHOC JICHCHHUC a30JIOBBIMU
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COOTEBETCTEYET .
ot 12.12

IPOTUBOTPHUOKOBBIMHU IpeNapaTaMu, TAKUMU K4K KGTOK&—IE_IS'-O'H EPH;rBaKEE%%ﬁ “BO HKOI-{BBIOJI u

Ne Jrrr .

MI03aKOHA30J1 HJITM MHTHOUTOpamu mpoTea3sl BUY. DT akTHBHBIE BENIECTBA SIBJISIOTCS. MOIITHBIMA
uaruoutopamu u CYP3 A4, u P-riukonporenna (cm. paznen 4.4.).

Osxupgaercs, 4YTo aKTUBHBIE BEIIECTBA, CUIIbHO MHIMOUPYIOIIUE TOJIBKO OAMH U3 ITyTeH BhIBEACHUS
puBapokcabana, uian CYP3A4, wimm P-rmukonpoTewH, B MeEHbIIEH CTENEHU YBEIMYUBAIOT
KOHIICHTpaIMIo pruBapokcabana B mazme. Hanpumep, knaputpomunud (500 mr 2 pasa B J1eHb),
KOTOpBI cumuTaeTcss MomHbIM uHrHONTOpoM CYP3A4 u ymepeHHbIM wuHTHOUTOpOM P-
[JIMKONPOTEnHa, BbI3bIBaN yBenuueHue cpeaneit AUC puBapokcabana B 1,5 paza u yBenuueHue
Cmax B 1,4 paza. BzaumonelicTBre ¢ KJIapUTPOMULIMHOM CUMTAETCS KIMHUYECKU HE3HAUYUMBIM AJIs1
OOJIBITMHCTBA NAIIMEHTOB, HO MOXET OBITh MOTEHIUAIBHO 3HAYMMBIM JIJIS TIALIMEHTOB U3 TPYIIIHI
BBICOKOTO PHCKa (IJIs MAIIMEHTOB ¢ HapyIIeHHneM (YHKIIUU TToYeK (cM. pasznen 4.4.).
Opurpomuniyi (500 mr 3 pasa B geHb), ymepeHHblit uHruoutop CYP3A4 u P-rmukonporenna,
BbI3bIBa)l yBenuueHue 3HadeHwid cpenHeir AUC u Cmax puBapokcabana B 1,3 pasa.
B3aumoneiicTBue ¢ 3pUTPOMULIMHOM CUUTAETCSl KIMHUYECKH HE3HAUMMBIM JJIsi OOJIBIIMHCTBA
NAalMEHTOB, HO MOXET OBbITh MOTEHLIMATIbHO 3HAYUMBIM JUISl NALMEHTOB U3 TPYIIIBI BBICOKOI'O
pHcKa.

VY manueHToB ¢ JIETKOW CTENEeHbI0 HapylleHus GpyHKiuu noyek spurpoMuiiue (500 mr 3 pasza B
JICHb) BBI3BIBAJT yBenuueHue 3HaueHni cpeaneit AUC puBapokcabana B 1,8 paza  Cmax B 1,6 paza
MO0 CPaBHEHUIO C TMAIMEHTaMH C HOPMaJIbHOW (PYHKIMEW MOYeK. Y NAIMEeHTOB CO CpeaHei
CTENEHBIO HapylIeHus (QyHKIMH MOYEK SIPUTPOMULIMH BbI3bIBAJ YBEIMUEHUE 3HAUEHUH cpeqHen
AUC puBapoxcabana B 2,0 pa3a 1 Cmax B 1,6 paza 1o cpaBHEHHIO C HallUEHTaMH ¢ HOPMaJIbHOM
¢ynkuueit nouek. IhdeKT SpUTPOMUIIIHA SBIAETCS AATUTHBHBIM K HAPYLICHUIO (PYHKIIUU TOYEK
(cm. pasznen 4.4.).

®dnykonazoi (400 Mr oMH pa3 B IeHb), KOTOPBIN cuuTaeTCst ymepeHHbIM nHrHOuTOpoM CYP3A4,
BbI3bIBaN yBenuueHue cpenHeit AUC puBapokcabana B 1,4 pa3a u yBenuuenue cpeiHedl Cmax B
1,3 paza. BzaumopeiictBue ¢ (IYKOHA30JI0M CUUTACTCS KIMHUYECKH HE3HAYMMBIM IS
OOJIBITMHCTBA TMAIMEHTOB, HO MOXKET OBITh MOTEHIIMAIHHO 3HAYMMBIM ISl TIAIIHEHTOB TPYIIIBI
BBICOKOTO PHCKa (I MAaIIMEHTOB ¢ HapymeHneM (PyHKITMU mouek (cMm. pasnen 4.4.)).

Ha ocHOBaHMM MMEIOUIMXCS OTPAaHUYEHHBIX KIMHUYECKMX JaHHBIX HEO0OXOAMMO Hu30eraThb

COBMECTHOT'O IIPUMEHEHUS puBapoKkcadbaHa ¢ JpOHETAPOHOM.

AHTHKOATVIISTHTEI

[Tocie OmHOBpEMEHHOTO TPHMEHEHHUs JHOKcamapwHa (omHOKpaTHas ngo3a 40wr) wu
puBapokcabaHa (ogHOKpaTHas qo3a 10 Mr) HaGmonancst CyMMAaIMOHHBIH 3()()eKT B OTHOIICHUU

aHTHU-Xa aKTUBHOCTH, HE COMPOBOXKIABIIMUCS OMOJHUTEIBHBIMU 3PQPEeKTaMU B OTHOLICHUU
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npo0® Ha CBEPTHIBAEMOCTh KPOBH (IPOTPOMOUHOBOE Bp'&lvrl;ll%ﬂ%‘;%ﬁ'ﬁﬁﬁaﬂ&éﬂ%@qﬁ{c%Hoe

tpombarutactuHoBoe BpeMsi (AUTB)). DHokcamapuH He BIUsUI Ha (PapMaKOKHHETHKY
puBapokcabaHa.
B cBsi3u ¢ MOBBIIEHHBIM PUCKOM KPOBOTEYEHHUS HEOOXOAMMO COOMI0IaTh OCTOPOKHOCTh IMPH

COBMECTHOM NMPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJIIHTaMH (CM. pa3zaensl 4.3. u 4.4.).

HIIBII/ uHruburopsl arperaiu TpoMOOIIUTOB

[Tocne coBMmecTHOro mnpuMeHEeHHsI puBapokcabana (15 mr) m HampokceHa B go3e 500 mr
KJIMHUYECKH 3HAUMMOTO YBEJIMUEHHUS BPEMEHH KpOBOTEUEHUS He HaOmoaanock. Tem He MeHee, y
OTJENBHBIX JIMI] BO3MOKEH 0oJiee BHIPaKECHHBIN (hapMaKOAMHAMUYECKUN OTBET.

He nabmronanoch KIMHUYECKH 3HAYMMBIX (PapMaKOKWHETHYECKHX WK (hapMaKoAMHAMHYECKUX
B3aMMOJICCTBUI TPU COBMECTHOM NpPHMEHEHUHU puBapokcadana u 500 MT aneTusIcaauimiIoBOn
KHUCJIOTHI.

He o6nHapyxeHo (hapMaKOKHHETHYECKOTO B3aUMOJICHCTBUS MEXKIYy puBapokcabanom (15 mr) u
KJonuaorpenom (Harpyzounasi 103a 300 Mr ¢ mociaenyonMM Ha3HAYeHUEM I0/Iep KUBAOIIEH
036l 75 MT), HO B MOATPYIE MNAIlMEHTOB HAO0J0al0Ch 3HAYUMOE YBEJIMYEHUE BpPEMEHU
KPOBOTEUEHHsI, HE KOPPEIUPOBABILIEE CO CTEMNEHBIO arperaiud TPOMOOIMTOB U COJEpKaHUEM
P-cenextuna umu GPIIb/ Illa-penientopa.

Heobxonumo co0moaate OCTOpPOKHOCTH Npu coBMecTHOM mnpumeHeHun HIIBIT (Bxuirouas
AleTWICATUIWIOBYI0 KHCJIOTY) M HMHTHOMTOpaMH arperaidd  TPOMOOILWTOB, IMOCKOJIBKY

MPUMEHEHNE ATUX MpenapaToB OOBIYHO MOBBIMIAET PUCK KPOBOTEUCHUS (CM. pasznen 4.4.).

CHO3C/ CHMO3CH

Kak u B cJIydac MNPUMCHCHHA JOPYIruxX aHTHKOAryJIIHTOB, BO3MOKHO YBCIWMYCHHUC pPUCKA
KPOBOTCUYCHUS Y MAIMUCHTOB ITPHU OAHOBPCMCHHOM IMPUMCHCHHUH C CCIICKTUBHBIMUA I/IHFI/I6I/ITOpaMI/I
obpatnoro 3axmata ceporoHnHa (CHUO3C) wimm CelneKTUBHBIMA HHTHOUTOpPAaMH OOpPaTHOTO
3axBara cepotoHuHa u HopanuHeppuna (CMO3CH), BcneacTBUe BIUSHUS 3TUX MPENapaToB Ha
TPOMOOIMTEI. Pe3ynbpTaTel KIMHUYECKUX UCCIEIOBaHUN pUBapokcabaHa MpOAEMOHCTPUPOBAIH
YUCJIICHHOC ITOBBIIIICHUC 60J'II)HII/IX 1 HEOOJIBIINX KIMHUYECKH 3HAYMMBIX KpOBOTeLIeHI/Iﬁ BO BCEX

rpynmnax jedeHus Ipyu COBMECTHOM MPUMEHEHUH 3TUX MPEnaparToB.

Bapdapun

Ilepexon mnammenToB c aHtaronucta ButamuHa K Bapdpapuna (MHO ot 2,0 mo 3,0) nHa
puBapokcaban (20 mr) wim ¢ puBapokcabana (20 mr) ma Bapdapun (MHO ot 2,0 mo 3,0)
yBenuuuBai nporpomouHoBoe Bpems/ MHO (Neoplastin) B Gosbiieii cTeneHu, 4eM mpy MpoCcTOM

cymMmupoBaHuu 3¢ dektoB (oTnenbHble 3HaueHss MHO moryT gocturats 12), B TO Bpems Kak
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ot 12.12 2025 Nz 30933

o OBA HOCTE 0003
BiusHue Ha AUYTB, nmonasienne akTHBHOCTH (haKTOpa ﬂ'ﬁsﬂﬁ& | 'EIEIEI%I:IEHHLT T{)‘OII YHa

(OIIT) ObLTM aITUTHBHBIMH.

B cyyae HeoOxoaumocTH ucciaeaoBanus GpapMakoauHaMuIeckux 3¢ (HEeKToB puBapokcabaHa BO
BpeMsl EPEXOJHOT0 NIEPUOA, B KAYECTBE TECTOB, HA KOTOPHIE HE OKa3bIBACT BIUSIHUE BaphapuH,
MOJKHO HCTIOJIB30BaTh onpeaencHue antu-Xa aktuBHoctd, PiCT u HepTest. Hauunas ¢ 4-ro qust
mocJie IpreMa MoclieHeH 10361 BapdapuHa Bce J1abopaTopHbIe Mmokazarenu (B ToM yucie 1B,
AUTB, uarnbupoBanrue akTUBHOCTH (pakTopa Xa W dHAOTEHHBIN moTeHnuan TpomouHa (JI1T))
OTpa)kalli TOJIBKO BIUSHUE PUBapoOKcadaHa.

B cnyuae HeoOxomumocTh uccienoBaHus ¢apmakoguHaMudecknx 3¢ GekToB BapdapuHa BO
BpeMs IMEPEXOAHOTO TIEPHUOJIa MOXKET OBITh WCIOJB30BaHO W3MepeHue BennunmHbl MHO mpu
Chrpomexyr. pUBapokcabaHa (crmycTst 24 yaca mocie MOpeIblayliero npueMa pHuBapokcadbaHa),
MOCKOJIbKY pHBapoKca0aH OKa3bIBA€T MUHUMAIbHBIN 3¢ (dEeKT Ha 3TOT MoKa3aTelb B JaHHBIN
MOMEHT BPEMEHH.

DapMaKOKHHETUYECKOTO B3aUMOJICHCTBUS MEXKIY BappapWHOM W pPUBApOKCaAbaHOM HE

HaOJIFOJAJIOCh.

HNuanykropsl CYP3A4

CoBMecTHOE TpPUMEHEHHE puBapokcabaHa ¥ pudaMIUIUHA, SBISIIOMIETOCS  MOITHBIM
unaykropom CYP3 A4, npuBoamno k cHmkennto cpeaneit AUC puBapokcabana mpuOIU3UTEIbHO
Ha 50% ¥ OTHOBPEMEHHOMY YMEHBIICHHIO eT0 (hapmakoanHaMudeckuXx 3 dexroB. CoBMeCTHOE
NpUMEHEHHEe puBapokcabana ¢ aApyrumu MomiHbIMH HHAyKTOpamu CYP3A4 (mampumep,
¢enuronHom,  kapOamazenuHoMm,  (eHoOapOHMTaIOM MM IpernaparaMud  3Bepobost
npoabipsiBaeHHOr0  (Hypericum  perforatum)) Takke MOXET TIPHUBECTH K CHHKEHHUIO
KOHIIEHTpaluii puBapokcabaHa B IutasmMe KpoBu. ClieoBaTenbHO, HEOOXOAMMO U30erarhb
OJHOBPEMEHHOT0 MPUMEHEHHS MOIIHBIX UHAYKTOpOoB CYP3 A4, kpome citydaeB, Korja malyueHT
HAXOAMTCS MO TIIATENbHBIM HAOTIOJCHHEM Ha MPEAMET Pa3BUTHS MPU3HAKOB U CHMIITOMOB

Tpombo3a.

HDOLIBJI CONYTCTBYVYIONIAA TCPAIIUig

Knunnuecku 3HauMMbIX (apMaKOKHMHETUYECKUX WU (hapMaKOJAWHAMUYECKUX B3aUMOJIEUCTBUIN
OpY COBMECTHOM IIPUMEHEHMHM pHBapokcabaHa ¢ wMupazonamoMm (cyOctpar CYP3A4),
JTUroKCMHOM (cyOctpar P-rmmkompotenna), aropBactatuHoMm (cyoctpar CYP3A4 u P-
JIMKOTIPOTEMHA) WM  OMEMNpa3ojoM (MHTUOWUTOp TMPOTOHHOM TIOMIBI) HE HaOII01aI0Ch.

PuBapokcaban He narnoupyer u He uaaynupyetr CYP3A4.
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(L

Bimsgane Ha na6opaToprle nmapaMcETphl

PuBapokcaban oxa3pIBaeT BIUSHUE Ha IoOKas3aTenu cBepTbiBaemMoctu kpoBu (IIB, AYTB,

HepTest) B cBsi3u cO CBOMM MEXaHU3MOM JeHCTBUA (CM. pasaen 5.1.).

eTu

UccnenoBanusi B3auMOIEUCTBUS MPOBEEHBI TOIBKO Y B3pOCHbIX. CTENEHb MEXKIEKAPCTBEHHBIX
B3aMMO/JICVCTBUI y IeTEN HE U3BeCTHA. [[puBeIeHHbIE JaHHBIE O B3aUMOACHCTBUY, MMOJTYyYCHHBIE
y B3pOCJIBIX NAI[UEHTOB, U IpeaynpexaeHus B pazaene 4.4. J0KHbBI ObITh MPUHSATH BO BHUMaHUE

JUTSI TIETUATPUIECKOM MOMYJISIIHH.

4.6. ®epTHIBLHOCTD, 0€PEMEHHOCTD W JIAKTALUS

bepeMeHHOCTh

besonacHocth u 3(ddexkTuBHOCTH Tpenapara PuBapokcabaH y OEpeMEHHBIX KEHIIMH He
yCTaHOBJEeHbl. JlaHHBIE, TIONyYEHHBIE B UCCIEJOBAaHHMSIX Ha JKMBOTHBIX, TOKa3aJu
PENpOAYKTUBHYIO TOKCUYHOCTb. BCiaencTBuEe BOZMOXKHOM PENPOAYKTUBHON TOKCUYHOCTH, PUCKA
pPa3BUTHSA KPOBOTEUEHMSI U IAHHBIX O CLIOCOOHOCTH pUBapoKcabaHa NMPOHUKATh Yepe3 IUIALEHTY
npenapar PuBapokcabaH mpoTHBOIIOKa3aH BO BpeMs OepeMeHHOCTH (cM. pazzaen 4.3.).
JKeHmuHBI AETOPOAHOTO BO3pacTa JOJDKHBI K30eratb OEpPeMEHHOCTH BO BpeMs Tepanuu
puBapoKcabaHOM.

JlakTanus

bezonacHocte U 3 dexkTuBHOCT, Tpenapata PuBapokcabaH y JKEHIIUH B IEPHOJ TPYTHOTO
BCKapMJIMBaHUSI HE YCTaHOBJIEHBI. JlaHHbIE, TOJY4YEHHbIE y KUBOTHBIX, IOKa3bIBAIOT, YTO
puBapokcabaH BbIAENAETCS C TpydHsIM MolokoM. I[losromy mnpenapar PuBapoxcaban
MPOTUBOINOKA3aH B MEPUOJ TPYJHOr0 ckapmiuBaHus (cM. pasaen 4.3.). HeoOxoqumo npUHATH
pemeHre 06 0TMEHe rPpyIHOTO BCKAPMIIMBAHUS MM MPEKPAIICHUH/ TIPUOCTAHOBJICHUH TEPAITHH.

DepTUABHOCTE

CrieniuanbHBIX UCCIIEOBAHUI 10 OLIEHKE BIMSHUS pUBapokcabaHa Ha (pepTUIBLHOCTH Yy YeI0BeKa
He TpoBoAMiIOCh. VccienoBaHus TMOKa3aid, YTO pHBapokcabaH He BIMSET HAa MYXKCKYIO U

KEHCKYIO (PePTHIIBHOCTD Y KPBIC.

4.7. BausiHue HAa CHOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMH

[Ipenapatr PuBapokca®aH OKa3bIBae€T HECYIIECTBEHHOE BIMSHHE HAa CIIOCOOHOCTH YIPABIATH
TPAHCIIOPTHBIMU CpPCACTBAMU U pa60TaTB ¢ MexaHm3MaMu. buimm 3apCruCTpUpPOBaAHbl TAKHUC

HEeXeJaTelIbHBIE PEaKIMi Kak 0OMOPOK (Y4acTOTa: HEYacCTO) U TOJIOBOKPYKEHHUE (YacTOTa: YacTo)
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(cM. paznen 4.8.). [lanueHTsl, y KOTOPbIX BO3H

COOTBETCTBYET ZKCNEPTHOMY OTUETY

S e

ot 12.12 2025 Nz 30933

kaior HO0GAbr ke hirtd sl peakiiii, we

AOJDKHBI YIIPABJIATHE TPAHCIIOPTHBIMU CPCACTBAMU UJIIW APYTUMH MCXaHU3MaMMU.

4.8. HexkesiaTeibHbIe peakmum

Pesrome npoduiist 6e3onacHoCTH

BbezonacHocTh puBapokcabaHa OLIEHMBANACh B TPHUHAIATH OCHOBHBIX HccaenoBaHusax III ¢azbr

(cm. Tabmuy 1).

Cymmapho 69 608 B3pocIbIX TAIMEHTOB B AeBsATHAAIIATH UccienoBanusx 111 da3er u 488 nmereii B

nByx uccnenosanusx Il ¢aser u aByx nccnenosanusx 11 gassl npuHMManyu puBapokcadaH.

Tabnuna 1. Yucno manueHToB, Y4aCTBOBABIIUX B MCCIIEOBAHUSIX, CyMMapHas CyTOYHAs /103a U

MaKkCUMaJibHasds MNPOAOJDKUTCIIBHOCTh JICHCHHA B KIMHHUYCCKUX HCCICAOBAHUAX II1 (1)33];1 C

Y4acTUEM B3POCJIBIX U MIEAUATPUUCCKUX MAIIUCHTOB

JIOHOILIEHHBIX HOBOPOKACHHBIX
U feTel B Bo3zpacte 10 < 18 jer
II0CJIE HAYaJIbHOM CTaHIAPTHON
AHTUKOATYJISHTHOW Tepanuu

B 3aBUCHMOCTH OT

MacCChblI TCIa, JJIA
JOCTHKEHUS
HKCIO3HIINH,
HaOmoaBIIecs Y

B3pPOCJIBIX,

Iloka3anue Yuciio CymmapHnas MaxkcumanbHas
NalUEeHTOB* CYTOYHAs 1032 NPOI0KUTEJIbHOCTh

JIeYeHHUs!
[TpodunakTrka BEHO3HOM 6 097 10 mr 39 nueit
TpombosIMOoiuu (BTD) y
B3pOCIIBIX MAIUEHTOB,
MEPEHECIINX [UIAHOBYIO
OIEPALIUIO TIO 3aMEHE
Ta300€pPEeHHOr0 WU
KOJIEHHOT'O CyCTaBa
[Tpodpunaktuka BTD y 3997 10 mr 39 nuei
MAIUEHTOB,
TOCIMUTAIU3UPOBAHHBIX C
OCTpPBIM MEAULIUHCKUM
COCTOSIHUEM
Jleuenue Tpom603a rITyOOKHX 6 790 Henp 1-21: 30 mr 21 mecsng
BeH (TT'B), rpombGo3aMboin Hauunas ¢ 22 nus:
nerouyHoy aprepuu (TOJIA) n 20 mr
npoduIaKkTUKa peluIuBOB [Tocne MunUMyM 6

Mecsues: 10 mr umm
20 mr

Jleuenne BTD u npodunakTuka 329 Ho3a, 12 mecsiueB
peunausos BTO y CKOPPEKTHPOBAaHHAs
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

.....

1 = = e Ntk

Oy AT B0 [ 1D e 5 0U0S]
puBapokcabaHa OJHUH
pa3 B JIeHb JUIA
neuenus TT'B
[Ipodunaktuka wHCYIBTA U 7750 20 mr 41 mecsng
CUCTEeMHON TpOoMOO03MOOIUU y
NalMeHToB ¢  (QuoOpuuIAnuei
npeacepani HEKJIallaHHOTO
MIPOUCXOKACHHUS
[Tpodunakruka 10 225 SmMr  wm 10 wmr 31 mecsng
aTePOTPOMOOTHIECKUX COOTBETCTBECHHO, B
COOBITHH y TAIMEHTOB IIOCTE KOMOHWHAIIUU C
OCTpOTO KOPOHAPHOTO alle TUIICAJTMIIIIOBOM
cuapoma (OKC) KHUCJIOTOMN WA
aneTUICAIMIINIOBOM
KHCJIOTOM c
KJIOTIHJIOTPEJIOM WA
TUKJIOTUIHHOM
[Tpodunakruka 18 244 5 MI' B KOMOMHAIH C 47 Mecs1ieB
aTEPOTOMOOTHYECKHUX COOBITUI aneTWICAIUIIUIIOBONA
y MalMEeHTOB C UIIEMUYECKON Kkuciiotor win 10 mr
6one3upio cepaua (MbC) unu B MOHOTEpAaINuu
3a00JIeBaHUEM 3 256%** 5 Mr B KOMOMHAIUH C 42 mecsna
nepudeprudecKkux apTepuit alle THJICAJTMIIUIIOBOM
(3IIA) KHUCJIOTOMN

* [1areHTsl, MOTYYUBIINE [0 MEHBIIEH Mepe OJIHY 103y pUBapokcadaHa.

** N3 uccaenosanust VOYAGER PAD.

HaH60nee YaCTO PCTUCTPUPYCMBIMU HCKCIATCIbHBIMH PCAKIUAMU Yy MALIMCHTOB, MOJyYaBHIUX
puBapokcalbaH, ObLIM KpoBOTeHUeHHS (cM. Huke «OnucaHue OTAEIbHBIX HeXKellaTelbHbIX
peakmuity, cm pazgen 4.4.) (Tabmuma 2). HawmbGosee dYacTo peruCTPUPOBAINCH TaKHE
KPOBOTEUEHHMsI, KaK HOCOBOE KpoBoTeueHue (4,5%) u KemyI04YHO-KUIIEYHOE KPOBOTEUEHHE
(3,8%).

Tabnuna 2. YacTtoTa BO3HMKHOBEHHS] KPOBOTEUEHHN™ M aHEMHUHM y MAIMEHTOB, MOJYyYaBIIMX
JICUYCHNE PUBAPOKCA0AHOM B 3aBEPIICHHBIX KIMHUYECKUX nccienoBanusx 111 ¢assl ¢ yuactuem

B3POCIJIbIX U IEAUATPUYICCKUX IMALITUCHTOB

Iloka3anue JIro60e kpoBoTEeUeHHE Anemus

[Mpodunakrrka BEHO3HO | 6,8% MmanneHToB 5,9% manueHToB
TpombosMOouu  (BTD) y  B3pocibix
MAaIMeHTOB,  TEPEHECHINX  IUIAHOBYIO
OEpalMI0 IO 3aMeHe Ta300eapEeHHOTO

HJIN KOJICHHOT'O CyCTaBa

21



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 12.12.2025 N= 30913

[podunakrrka BeHo3Hoit | 1216% marmperros' =~ =" 15 0} fiarmentos |
TpoMO03MO0IINN y HAIUEHTOB,
TOCIUTAIU3UPOBAHHBIX C OCTPBIM
MEIUIIMHCKUM COCTOSITHUEM
Jleuenne TI'B, TOJIA u npodunakTtuka | 23% nanueHToOB 1,6% manueHToB
PEIUANBOB
Jleuenue BTD wu  npodwunaktuka | 39,5% manueHToB 4,6% manueHToB
peuuauBoB  BTD y  JOHOIIEHHBIX
HOBOPOXJCHHBIX M JI€TeM B BO3pacTe
< 18 ner nocje HavyaJbHOW CTaHIAPTHOM
AHTHKOATYJITHTHOW Tepanuu
[Mpodunaktuka wHCynbTa U cuctemHol | 28 Ha 100 manueHTo-ner 2,5na 100
TpOoMOOSMOOIMKU Y  MAalUEHTOB  C MaIMeHTO-JIET
bubpmusunei npeacepani
HEKJIAaIIaHHOTO ITPOUCXOXKACHHUS
[Mpodpumnaktuka areporpomboTHueckux | 22 Ha 100 mamueHTo-ner 1,4 va 100
coObITu#t y manreHToB nocie OKC MAalUEHTO-JIET
[Ipodpunaktuka areporpombornueckux | 6,7 Ha 100 manuenro-ner | 0,15 va 100
coObiTuii y nanuentos ¢ UbC unu 31TA MalueHTo-IeT™**

8,38 na 100 namuenro-imer | 0,74 ma 100

HanueHTo-teT* **"

*  Bo BCex KJIMHHUYECKHX MCCICIOBAaHUSIX pHUBapoKcabaHa BCE CIIy4ad KPOBOTCUCHHUS COOMPArOTCs,
PETUCTPUPYIOTCS U OLICHUBAIOTCSL.

** B uccinenoBanuu COMPASS dacTtoTa BCTpe4aeMOCTH aHEMHHM HU3Kas, MOCKOJIBKY MPUMEHSIICS
BBIOOPOYHBIH MMOAX0/] K COOPY JTAaHHBIX 10 HEXKEJIATSIIbHBIM SIBJICHUSIM.

*** [Ipu cOOpe MaHHBIX O HEXKETATSIBHBIX SIBICHISIX MMPUMEHSIICS BEIOOPOIHBIN MOIXOI.

# W3 uccnenosanus VOYAGER PAD.

TabauyHOE pe3rOMe HEXKENATEIbHBIX PEAKIINI

YacToTa BCTPEUAEMOCTH HEKEIIATSILHBIX PEAKINi, 3apPETUCTPUPOBAHHBIX y JIETCH U B3POCIBIX
IpY IPUMEHEHUH puBapokcabaHa, mpuBegeHa B Tabnuie 3 HUKe ¢ pa3esieHueM 10 CUCTEMHO-
opranubM kinaccam (MedDRA) u o gacrore.

YacToTa BCTpEuaeMOCTH OTPEACTISeTCS KaK:

o4eHb yacto (> 1/10),

gacrto (> 1/100, HO < 1/10),

Hewacto (> 1/1 000, Ho < 1/100),

penko (> 1/10 000, Ho < 1/1 000),

oueHsb penko (< 1/10 000),

q4aCTOTa HCM3BCCTHA (Ha OCHOBAHHWHU UMCIOIIMUXCA JAaHHBIX OUCHHUTD HGBOSMO)KHO).
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Tabnuna 3. Bce HexenatenbHBIC PEAKIUH, 3

COOTBETCTBYET 3KCMEPTHOMY OTUYETY

ot 12122025 Mz 209313

pernerdARGAEAORATEAEHAC

p———
LIal

i |
ANNEHTOB B

KuHIYecknx uccienoBanusx 111 $as3sl wim B X0/ MOCTPETHCTPAIIMOHHOTO MPUMEHEHUS®, a

TaKKe y MeIuaTpuIecKux MalueHToB B IBYX uccienoBanusx Il ¢gaser u qByx uccnenoBanusx I11

dbazbl

Yacto

Heuacrto Peaxo

OueHb penko

YacrTora
HEen3BeCTHA

Hapyumenus co cTo

OHBbI KPOBH 1 JI]/IM(l)aTI/I‘-IeCKOi/i CUCTECMbI

Anemus (BKJIIOYast
COOTBETCTBYIOIIHUE
nabopaTopHbIe
MTOKa3aTEJIH )

TpomOonuTo3
(BKITIOUAs
MOBBIIIICHHOE
COJICpKaHHE
TPOMOOIUTOB)?,
TPOMOOIIUTOTICHUS

Hapyuienust co cTOpoHbI MMMYHHOMH CHCTEMBbI

Annepruueckas
peakius,
aJJIEPrUYECKUN
JI€PMATUT,
AQHTMOHEBPOTUYECKUM
OTEK M aJUIEPTrUYECKUI
OTEK

Anadunaktuueckue
peaxiuu, BKIoYas
aHa(UIaKTUYECKUH
10K

HapyuieHust co CTOPOHbI HEPBHOM CHCTEMBbI

I'onoBokpyxeHue,
rojoBHas 00Jb

BuyTtpumosrosoe u
BHYTpUYEPEITHOE
KpOBOUBJIUSHUE,
00MOpOK

Hapymenus co cTo

OHBI OPraHa 3peHus

KpoBousnusanue B
a3 (BKIItoYast
KPOBOM3JIUSHUE B
KOHBIOHKTHBY)

HapyuieHusi co CTOPOHBI cepana

| Taxukapaus

HapyumeHnus co cTo

OHBI COCYJI0B

CHmxeHne
apTepHalbHOTO
JaBJICHMUS,
reMaTroMa

Hapymenus co cro

POHBI AbIXaTEJbHOI CHCTEMbl, OPTAHOB I'PY/AHOI KJIETKH M CPe0CTeHHS

Hocosoe
KpPOBOTEYEHUE,
KpPOBOXapKaHbe

D03uHOUIbHAS
ITHEBMOHHS

7Keayn04Ho-KHILIEYHbIE HAPYIIEHUS
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COOTBETCTEYET 3K

ot 12.12.2025 Mz 30933

CMEPTHOMY OTYETY

e

KpoBorounBocTth
JIeCEH,

eIy I0YHO-
KHIICYHOE
KpPOBOTCUCHHE
(BKITFOUAS
peKTanbpHOe
KpOBOTEUYEHHUE),
6011 B obsacTH
eIy I0OYHO-
KHUIICYHOTO TPAKTa
U B XHBOTE,
THMCHETICHS,
TOLIHOTA, 3a1op™,
nuapes, psoTa’

CyxocTb BO pTY

(MO GREQOEATENEHOT T 00U3]

Hapyumienus co cTo

OHBbI NICYCHH H KCJTYCBbIBOAANINX HyTeﬁ

TloBbnmienue
AKTUBHOCTH
TpaHCaMHHA3

Hapymienne pynkimn
NICYCHH, TTOBBIIICHHE
KOHLICHTPALIUH
OounupyOuHa,
HIOBBILIICHUE
AKTHBHOCTHU
mIeTI0YHOH (ocdaTaszsl
B KpOBHU”, IIOBBILICHHE

aktuBHocTH [ TTA

Kenryxa,
MOBBIIIICHHE
KOHIEHTpaLUU
KOHBIOTHPOBAH-
HOro OunMpyOuHa
(mpu
COITYTCTBYIOIIIEM
MTOBBIIIICHUH
aktuBHOCTH AJIT
nuiam 6e3 Hero),

Hapymenusi co ¢To

OHbI KOKM U NOAKOKH

Koxnbiit 3y
(BKITIOUAst
HeJacThble cllydyan
reHepaan30BaH-
HOTO 3yJa),
KOXHasl ChITb,
9KXUMO3, KOXKHBIE
U TIOJIKOXKHbBIE
KPOBOM3JIUSHHUSA

Kpanusnauina

X0JIecTas,
rermaTuT
(BKITIOUAs
renaToeUTIoNsp-
HOE
MOBPEXACHUE)
bIX TKaHel
Cunnpom
CruBeHca-
JI>xoHcoHa/
TOKCHUYCCKUH
ANUICPMaTbHBII
HEKpOIu3,

DRESS-cunapom

Hapyumenus co cTo

OHbI MBIIIEYHOM, CKEJIETHOI 1 COeTUHUTE

BHOH TKAHHU

boir B
A

KOHCYHOCTAX

I'emaptpo3

KpOBOI/ISJ'II/IHHI/IC B

MBILIIY

Komnaptment

-CUHAPOM KaK
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 12.12.2025 N= 30313
(MUGHEOQUSATENBAUL T Ut
KPOBOTCUCHHS
HapymeHusi co cTOpoHbI IOYeK H MOYEeBBIBOASIIIIUX MyTei
KpoBoteuenue u3 [Toueunas
YPOr€HUTAIBHOTO HEJI0CTaTOY-

TpakTa (BKJItOYas
reMaTypuio 1
MeHopparuio®),
HapyIIeHUEe
(GyHKIIUU TTOYEK
(BKITFOUAS
TIOBBIIIICHUE
KOHIICHTPALUU
KpeaTnHUHA B
KpOBH,
MOBBIIIICHUE
KOHLICHTPALIUH
MOYEBHHBI KPOBH)

HOCTB/ OcTpast
novyeyHas
HEI0CTaTOoY-
HOCTh KaK
CJICJICTBHE
KpPOBOTEUE-
HUS,
JIOCTaTOYHOTO
JUISL TOTO,
YTOOBI
BBI3BATh
THITOTep-
dysuro;
HedpomnaTus,
aCCOIIMHPO-
BaHHAA C
IpUEeMOM
aHTHKOAry-
JSTHTOB

OO01mme HapylIeHHUs] U peaKIMU B MeCTe BBeleHUs

Jluxopamka®, VYxynienue oo1ero JlokabHbII
nepuepudecKuii | CaMOYyBCTBUS oTex”
OTEK, CHUIKCHUE (BKITIOUAS
oO0men HEJIOMOTaHHe)
(bU3NYIECKON CHITBI
Y SHEPruu
(BKITFOUAS
cnabocTh U
ACTEHHIO)
JlaGopaTopHbie H HHCTPYMEHTAJIbHBIE TaHHbIE
[ToBbilIeHHE
axtusHOCTH JIJITA,
MTOBBIIIICHHE
aKTUBHOCTH JIMIIA3bI",
MTOBBIIIICHHE
AKTUBHOCTH aMUIa3bI
TpaBMbl, HHTOKCHKAIINH W 0CJIOKHEHHS MPOLEAYP
KpoBoreuenue Cocynucras
MOCJIe MPOLEAYP TICEBJIO-
(BKITFOUAS aneBpu3Ma’
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COOTBETCTBYET ZKCTNEPTHOMY O

ot 12.12.2025 N= 30933

(MOGAEQCERTENEHOC

ocJcornepanuoH-

HYIO aHEMHIO H
KpOBOTCUCHHE W3
paHsl), ymuo,
BBIJICIICHUE
CeKpeTa U3 paHbl’"

A: Habmronanuce mpu npodunaktuke BTD y B3poCHbIX MAlMEHTOB, IMEPEHECUIMX IUIAHOBYIO
OTIEPALUIO 110 3aMeHE Ta300eIPEHHOT0 MITH KOJIEHHOTO CyCTaBa;

B: Habmronanuce nipu jedennn TI'B, TOJIA u mpodunakTuke peuuaAMBOB KaK OYECHb YacThle Y
JKCHIIIMH MOJIOXE 55 JIeT;

C: HaOIIOANMCh KaK HeYacTble B paMKax NPOMUIAKTUKU aTePOTPOMOOTHYECKUX COOBITHH Yy
naruenToB nocie OKC (mmocie 4pecKoKHOTO KOPOHAPHOTO BMENIATEIHLCTBA).

* [Ipumensmncst mpenBapuTENbHO 3aJaHHBIA BBIOOPOYHBIA MOAXOA K CcOOpY HaHHBIX IO
HE)KeTIaTeIbHBIM SIBJICHUSM B OTAETbHBIX uccienoBanmsx 111 ¢a3pl. Ha ocHOBaHMM aHanm3a JaHHBIX 3THX
WCCIIEZIOBAaHMH YacTOTa HEXeNaTeNbHBIX pPEaKIWd He TOBBICHIIACh, M HOBBIX HEXEIaTeNbHBIX

JIEKapCTBEHHBIX peakuii HIeHTH(PHUIINPOBAHO HE OBLIO.

Onucanue oTAEILHBIX HEXKEIATEIbHBIX PEAKIIUNI

VYuuteiBasg (papmMakoJIOrMYECKUil MeXaHM3M JeicTBUs, MpUMEHEHHe npenapata Pusapokcaban
MOYKET COMPOBOXK/IATHCSI MOBBIIICHHBIM PUCKOM CKPBITOTO WJIHM SIBHOTO KPOBOTEUECHHUS U3 JTHOOBIX
OpraHOB M TKAaHEH, KOTOPOE MOYKET NPUBOAMTH K IOCTreMopparndeckod anemuu. lIpusnakw,
CHUMIITOMBI U CTETEHb TSHKECTH (BKJIHOYast JIETaIbHBIA UcX01) OyIyT BapbUpPOBaTh B 3aBUCUMOCTH
OT JIOKQJIN3aLlUU, UHTEHCUBHOCTU WMJIM MPOAOJKUTEIBHOCTH KPOBOTEUEHHSI W/ MIIM aHEMUH (CM.
noapasznen «Jledenne kpoBoTeueHuit» paszgena 4.9.). B KIMHMYECKMX MCCIIEIOBAHUSIX
KPOBOTEUEHHMSI U3 CIM3UCTHIX 000JI0UEK (2 UMEHHO: KPOBOTEUEHUE U3 HOCA, IECEH, JKEITYyJO0UHO-
KHIIEYHOT O TPAKTA, MOYEIIOJIOBOM CUCTEMBI, BKIK0Yasi aHOMAJIbHbIEC BATMHAJIBHBIC UJIN YCHIICHHOE
MEHCTpYaJIbHOE KpPOBOTCUEHHE) M aHEMHUs HAOMIONANIMCh Yalle IMpH JUINTEIIBHOM JICUYCHUH
puBapokcabaHoM 1o cpaBHeHMiO ¢ JsedeHueM ABK. Takum oOpa3om, B [JOMOJHEHHE K
HaJJIeXaIeMy KJIIMHUYECKOMY HaOJII0ICHUIO, n1abopaTtopHoe HCCIIEN0BaHUE
TeMOTJIO0MHA/ TEeMAaTOKPUTA MOXET OBITh 3HAYUMBIM JIJISI BBISIBIICHUS! CKPBITHIX KPOBOTCUCHHNA H
KOJIMYECTBEHHOW OLEHKH KIMHUYECKOW 3HAYMMOCTH SIBHBIX KPOBOTECYEHMH B CiIydasX, KOrzaa
OpUMEHUMO. PUCK pa3BUTUS KPOBOTEUEHHUH MOXKET ObITh MOBBIIIEHHBIM Y ONPEACICHHBIX TPy
NALEHTOB, HANpUMEp, Yy MAlUEHTOB C TSHKEIOM HEKOHTPOIMPYEMOM apTepUaIbHOU
THIEPTEH3UEH W/ WK MPH COBMECTHOM MPUMEHEHHH C TIperapaTaMi, BIUSIOIIMMHU HA TeMOCTa3
(cm. moapaszmen «Puck kpoBoTeueHus» paszzgena 4.4.). MeHCTpyalabHOE KPOBOTCUCHHE MOMKET

OBITH O0JIe€ OOUITBHBIM W/ WIIH MPOJOTIKUTEIBHBIM.
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TOJIOBOKPYKCHUA, rOJIOBHOU OO0IH WIH HCO6”I)$ICHI/IMBIX OTCKOB, OJABIIIKH HNJIN HEOOBSICHUMOTO
I0Ka. B HEKOTOPBIX CiIydasix BCJICACTBHE aHEMUW HAOIIOIAIHCh CUMITTOMBI HIIEMHH MUOKapAa,
TaKue Kak 00JIb B TPYAH WA CTCHOKAPIHSL.

[Ipu npumenenun npenapara PuBapokcabaH perucTpupOBaIUCh TAKUE H3BECTHBIC OCIOKHCHHSI,
BTOPHUYHBIC 110 OTHOHICHUIO K TAKCIBIM KPOBOTCUCHUAM, KaK CHHAPOM IIOBBIIICHHOI'O
cybdacimanpHOro AaBiaeHUs1 (KOMIIAPTMEH-CUHIPOM), IMMOYEHHAST HEJOCTATOYHOCTh BCIIEIACTBUE
runonepdy3ur WK HeppomaTus, acCOIMUPOBAHHAs C TPUEMOM AHTHKOATYJISTHTOB. Takum
06pa30M, CJICAYCT YUYUTBIBATH BO3MOXXHOCTH KPOBOTCUHCHHA NPU OLHCHKEC COCTOSAHUA HIO6OFO

NnanyeHTa, MoJIiyJaromero aHTUuKOoaryJaaHThIL.

eTu

Jleuenue BTO u npogunaxmuxa peyuousoe BTO

Ornenka 6e30MacHOCTH Y I€TEi U MOJPOCTKOB OCHOBAHA Ha JTAHHBIX MO O€30MaCHOCTH OTKPBITHIX
UCCIICIOBAaHMI C aKTUBHBIM KOHTpoJjeM (aByx mccienoBanuii 11 ¢daser m omnoro III daser) ¢
y4acTHEM JCTEH B BO3pacTe OT poxkaeHwus 10 < 18 nmer. JlaHHBIC 110 6€30MaCHOCTH OBUIH B IIE€JIOM
COTOCTaBUMBIMH JIJIsl pUBapoOKcabaHa v mpenapara CpaBHEHUS B Pa3IMYHBIX BO3PACTHBIX TPYIINAx
nereit. B nenom npoduis 6e3onacHocTu y 412 gereit u moApoCTKOB, MOIYyYaBIINX pUBapoKcadaH,
ObUT aHANOTWYEH MpOoQWI0 0e30MacHOCTH, HAONIONAEMOMY BO B3pOCIOH MOIMYJSAIUH, WU
COXPaHSUICS B pa3HBIX BO3PACTHBIX TPYIIIAX, XOTS OLIEHKA OrpaHrnYeHa HEOOIBIINM KOJTUIECTBOM
MaIEeHTOB.

l'onoBnast 601b (0ueHs yacto, 16,7%), muxopaaka (o4eHsb yacto, 11,7%), HocoBoe KpOBOTEUEHUE
(ouenp yacto, 11,2%), pBota (ouenb yacro, 10,7%), Taxukapaus (dacto, 1,5%), moBbimeHUE
KOHIEHTpaluu Ounupyouna (dacto, 1,5%) u moBbllIeHHE KOHLEHTPALUHU KOHBIOTHPOBAHHOIO
ounupybuna (penko, 0,7%) perucTpupoBajuCh y MEIUATPUYECKUX MAIUEHTOB Yalle, YeM Yy
B3pocibiX. Kak v Bo B3pocioi momynsiuu, MeHopparus Hadmoaanacek y 6,6% (4acto) y JeBoUYeK-
MOJPOCTKOB nocJie MEHapXe. TpomboruToneHus, HaOo1aeMast B paMkax
MOCTPETHUCTPALMOHHOTO MOHUTOPHHTA BO B3POCIION TOMYJISINH, B KIIMHUYECKUX HCCIIEJOBAHUSIX
cpenu menuMaTpuueckodl momynsuumu - HaOmomanuck  dacto  (4,6%). HexenarenbHbie

JICKApPCTBCHHBIC PCAKIINU Y nerei OBUIH B OCHOBHOM OT JIETKOH a0 YMepeHHOﬁ CTCIICHU TSXKCCTH.

COOGH.ICHI/IH 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0mare O TOA03pEBAaCMBIX HEXKENATENHBIX PEAKIHAX II0CIe PETUCTPAIIH
JIEKapCTBEHHOT'0 Tpernapara ¢ 1ejblo 00ecrneyeHrs HeMPephIBHOIO MOHUTOPUHTA COOTHOILICHUS
«TONb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeaulMHCKUM pabOTHUKaM pPEeKOMEHIYeTcs

coo0uaTh 0 JIOOBIX MOJ03PEBAEMBIX HEKEIATENbHBIX PEaKIHMIX JIEKAPCTBEHHOTO Ipernapara
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EBpazuiickoro 3KOHOMHUYECKOTO COK03a.

Poccuiickaa ®@edepayus

OenepanpHas cayx0a mo Hax30py B cdepe 3apaBooxpanenus (Poc3apaBHaazop)
109012, r. Mocksa, CnaBsiHckas miomais, a. 4, ctp. 1

ten.: +7 800 500 99 03

email: pharm@roszdravnadzor.gov.ru

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMIITOMBI

Y B3pocablX OBUIM 3aperUCTPUPOBAHBl PpEIKHWE CIydyaud [Epelo3UPOBKH IMpH IpUeMe
puBapokcabana B no3e A0 1960 mr. B ciywyae mnepeno3upoBKHM HEOOXOAMMO TIIATEIHHO
HaOII0IaTh AIUEHTA Ha TIPEIMET Pa3BUTHSI KPOBOTECUCHHI HITH JPYTHUX HEXKEIATEIbHBIX pEaKIIUn
(cm. mozpasnen «Jleuenne KpoBoTeueHui» pasnena 4.9.). B cBs3u ¢ orpaHuYeHHBIM BCaChIBAHUEM
oxxugaetcst GOpMUPOBAHUE IJIATO KOHIIEHTPAIMK IpernapaTa 6e3 JaJlbHEHUIero yBeIUYeHUs ero
CpenHel KOHIEHTpallud B TIJIa3Me€ KPOBU TMPU MPUMEHEHHHU [103, MPEBBIIIAIOIINX
TepaneBTHYeCKre, paBHBIX 50 MT puBapoKcadaHa WU BBIIIE Y B3POCIBIX.

J1st B3pOCHBIX CYHIECTBYET CHEIUBUUECKH aHTUIOT (aHIEeKcaHeT ayibda), OIOKUPYIOIIUA
dapmakoauHammueckuii ekt puBapokcadana.

B cnyudae mepeno3upoBKM puBapokcabaHa A CHUKEHHsI BCAChIBAHUS CMOXET MPUMEHSTHCS

aKTHBHpOBaHHLIﬁ YTOJib.

JleyeHue KpOBOTEUEHUI

Ecnu y manmeHnTa, moydaroniero puBapokcadaH, BOZHUKIO OCJIOKHEHHE B BHUJE KPOBOTCUCHHS,
CJICIYIOUINIA TpUeMa puBapoKkcadaHa CIeqyeT OTIOXKHTh HJIH, TIPU HEOOXOIAUMOCTH, OTMEHHTH
neuenue. [leproa moyyBbIBEJCHUS pUBapoKcabaHa y B3POCIBIX COCTABJISCT MPUOIMU3UTEIBHO
5—-13 wacoB. JleueHnue JOJIZKHO 6I>ITB HHAWBUAYAJIbHBIM B 3aBUCUMOCTU OT THAKCCTH U
JIOKaJIM3allki KPOBOTCUCHUS. HpI/I HCO6XOI[I/IMOCTI/I MOKHO TIIPUMCHATH COOTBECTCTBYIOIICEC
CUMIITOMAaTHYECKOE JICYCHUE, TAKOE KaK MEXaHH4YEeCKasi KOMIIpeccus: (HampuMmep, TpH TSHKEIBIX
HOCOBBIX KPOBOTCUCHHSIX ), XUPYPTUUECKUN TeMOCTa3 ¢ MPOLEAYpPaMU KOHTPOJISI KPOBOTCUCHHS,
UHQY3UOHHA Tepanus M TeMOJMHAMUYecKas TMOAJEp)KKa, NMPHUMEHEHHE MpernapaToB KpPOBU
(3pUTPOLIMTAPHON MACCHI MJTM CBEKE3aMOPOKEHHOH IJIa3Mbl, B 3aBUCUMOCTH OT TOTO, BOSHHUKJIA
aHEeMHUsI WM KOaryJIonmaTHs) WJIK TPOMOOIIUTOB.

Ecnu nepeuunciieHHbIe BBIIIE MEPONPUATHS HE MPUBOJAAT K YCTPAHEHUIO KPOBOTCUCHHUS, MOXKET

OBITh Ha3HAYCH CTIeUU(UUECKU aHTUOT HHTHOHUTOpa (hakTopa Xa (aHaeKcaHeT anb(da), KOTOPBIN
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MPOKOATYJISTHTHBIE — TpernapaThl, HapUMEp, KOHIIEHTPAT MPOTPOMOMHOBOTO KOMILIEKCA,
KOHIIEHTPAT aKTHUBHUPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA WM PEKOMOMHAHTHBIN (aKkTop
Vlla (r-FVIIa). OnHako B HacTosilee BpeMsl OIBIT NMPUMEHEHHs NaHHBIX JEKapCTBEHHBIX
MpernapaToB y B3POCHBIX WU JIETEH, MONMyYarolInX pHBapoKcadaH, BechbMa OrpaHudeH. JlaHHBIC
PEKOMEHIAIIMM TaK)K€ OCHOBAaHBI HAa OTPAaHUYCHHBIX JOKIMHUYECKUX ITaHHBIX. BO3MOXHOCTH
MOBTOPHOTO BBEJICHUsSI pekoMOMHaHTHOTO ¢akropa VIla m TuUTpoBaHWEe 03Bl CIEAyeT
paccMaTpuBaTh B 3aBUCHUMOCTH OT CHUKEHHUs aKTUBHOCTH KpPOBOTEUEHMs. B 3aBUCHMOCTH OT
MECTHOM JAOCTYIHOCTH, B ClIy4ae CHJIBHOI'O KPOBOTEUYEHUS CIEAYET PacCCMOTPETh BO3MOKHOCTh
KOHCYJIBTAIIMH CO CIIEIMAIIMCTOM 10 KoaryJsiiuu (cM. pasnen S.1.).

[Ipenmonaraercs, 4ro mporamMuHa cyinbpar U BUTaMMH K He OKa3bIBalOT BIMSHHUS Ha
AHTHKOATyJIIHTHYI0 aKTUBHOCTH puBapokcabaHa. MmMeeTcss orpaHUYEHHBIA OMBIT MPUMEHEHUS
TPAaHEKCAMOBOW KHUCJIOTHI U OTCYTCTBYET OMBIT NMPUMEHEHHMS aMHUHOKAIPOHOBOM KHUCIOTHI U
aIpoOTMHUHA Yy  B3pOCHBIX, MOJyyarolux  puBapokcabaH. HayuHoe  oOocHoBaHue
1eIeco00pa3HOCTH WJIM  OMBIT MPUMEHEHHUS CHUCTEMHOrO0 TeMOCTaTUYECKOro Ipernapara
JECMOTIPECCHH Y TAIMEeHTOB, IMOJYyYalIIUX pHUBapoKcadaH, OTCYTCTBYeT. YUHUTHIBas
WHTCHCHBHOE CBS3bIBaHHE C O€lKaMH TUIa3Mbl, OXKHIAETCS, YTO pHUBapokcabaH He Oyner

BBIBOAUTHLCA IIPHU NPOBCACHUN JUAIN3A.

eTH
JlanHble y nereil orpaHuyeHsbl. JlaHHBIE O J103aX, MPEBBIIAIOIINX TEPANEBTUUYECKUE, Y NETEH
OTCYTCTBYIOT.
Crenuduueckuii aHTUAOT (aHAECKCaHET anbga), OoKupyromuil papMakoanHaMuuecKuil 3 dexr
puBapokcabaHa, HE pa3peleH K MPUMEHEHHIO Y JICTEH.
Jleuenue kposomeuenuti
[lepron momyBBIBeEHUS Yy JETeil, CHPOTHO3UPOBAHHBIM C TMOMOIIBIO MOMYJISIUOHHOTO
(hapMaKOKMHETHYECKOTO MOJISITMPOBAHMSI, KOPOUE, YEM Y B3POCIBIX (CM. pa3zaen 5.2.).
OnpIT mpUMEHEHHs CHenu(UIECKUX MPOKOAryJISHTHBIX IMpenapaToB (HAIpUMep, KOHICHTPAT
MPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOIO MPOTPOMOMHOBOTO KOMILJIEKCA
wi pekomOuHaHTHBIN (aktop VIla (r-FVIla)) y nmerelt, monydaromux puBapokcabaH, BecbMa
OTpaHUYEH.
OTCyTCTBYET OIBIT MPUMEHEHHUSI IPOTAMHUHA CyJb(ara, BuTaMuHa K, TpaHeKcaMOBOW KHCIIOTHI,

aMUHOKAINPOHOBOM KUCJIOTHI U alPOTUHHUHA Y JIeTeH, MOTyJarolluX puBapoKkcadaH.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOMCTBA
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daktopa Xa.
Kox ATX: BOIAFO1

Mexanusm gelicTBUs

PuBapokcabaH — BEICOKOCENEKTUBHBIN MPAMOil HHruouTOop (hakropa Xa, o0nagaromuii BEICOKOM
OMOIOCTYITHOCTBIO MPH NpHeMe BHYTpb. MHrnoupoBanue gaxropa Xa npepeiBaeT BHYTPEHHUH U
BHEIIHUH MyTh KOATYJIAIIMOHHOTO KacKaaa, HHrHOupys o0pa3oBanue TpoMOnHa U (HOpMUPOBAHHE
Tpomba. PuBapokcaban He WMHruOUpyeT TpoMOWH (akTuBHpoBaHHBIN (akTop II), a Taxke He

MMPOACMOHCTPHUPOBAJI BIIUAHUA HA TpOM6OI_II/ITLI.

dapmakoauHamuyeckue d3PPeKTol

Y dyenmoBeka HAOMIOMAETCS [0303aBHCMMOE WHTHOMpPOBaHWE aKTUBHOCTH (akropa Xa.
PuBapokca0baH oka3bIBaeT 10303aBUCUMOE BIMSIHAE HAa IPOTPOMOMHOBOE BpEMsl, KOTOPOE XOPOILIO
U TECHO KOppelIupyeT ¢ KOHLEHTpalMsMu B Iu1a3me KpoBu (r=0,98), ecnu ans ananuza
ucnonb3yercst Habop Neoplastin. IIpu HcroNb30BaHUM IPYTUX PEAKTHUBOB PE3yJbTaThl OyIyT
ornuyatbed. [IporpoMOuMHOBOE Bpemsi cClelyeT H3MepATh B CEKyHJaX, Mockoibky MHO
OTKaJIMOPOBAaHO U BAJIMAUPOBAHO TOJIBKO AJIs IPOU3BOJHBIX KyMapyuHa U HE MOXKET IPUMEHAThCA
JUISL APYTUX aHTUKOAryJISHTOB.

VY nanueHToB, MOJyYaloMIUX PUBAapOKcabaH JUId JIeYeHUs U NpopuIakTUKU peuuanBoB TI'B u
TDJIA, 5/95 npouentwnu Ui ipoTpoMOuHOBOTO Bpemernu (Neoplastin) yepes 2—4 vaca mocie
npuema TabyneTku (T.e. Ha MakcuMmyMe 3ddekra) BappupyIoT oT 17 1o 32 ceKyHn Mpu mpueme
15 mr puBapokcabaHa /Ba pasa B JieHb, 1 OT 15 10 30 cekyna npu npueme 20 Mr puBapokcabana
OJIMH pa3 B JeHb. B mpomMexyTke uepe3 8—16 yacoB mociie mpueMa TabaeTku 5/95 mpoueHTHIIN
BapbUPYIOT OT 14 110 24 cexyHn npu npueme 15 Mr 1Ba pasa B JieHb, U uepe3 18—30 yacoB nmocie
npuema Tabnetku - oT 13 10 20 cexynn npu npueme 20 MT OAMH pa3 B JICHb.

VY nauueHTOB ¢ QUOpHUIALKEH mMpeacepauil HEKJIANaHHOTO MPOUCXOXKICHUS, MPUHUMAIOIIUX
puBapokcabaH a1 NPOPUIAKTHKN UHCYJIbTa U CUCTEMHOM TpoMOosMOonuu, 5/95 mpoueHTHIn
i ipoTpoMOuHOBOTO Bpemenu (Neoplastin) yepe3 1-4 daca mocne npuema tabieTku (T.e. Ha
Makcumyme 3¢ dexTa) BapbupyIoT oT 14 10 40 cexyHa y TalMeHTOB, TpUHUMAamuX 20 MT OJTUH
pa3 B eHb, 1 0T 10 10 50 cekyH y MalMeHTOB ¢ HapylLIeHneM (pyHKIIMH OYeK CpeIHeH CTeneHH,
IpUHUMauX 15 Mr onuH pa3 B JaeHb. B mpomexyTtke udepe3 16-36 udacoB mocie mpuema
TaOJIeTKH 5/95 MPOIEHTIIIN BapbUPYIOT OT 12 110 26 CeKyH] Y MalMeHTOB, MPUHUMAOIHX 20 MT
OJIMH pa3 B JICHb, U OT 12 10 26 CeKyH] y MallMeHTOB C HapylieHueM (yHKIUU MOYEK CpeIHen

CTCIICHU, TPUHUMAIOIIHUX 15 Mr OIIH pa3 B ICHb.
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puBapokcabaHa y 3J0pOBBIX B3POCIBIX TO0OPOBOJBIEB (n=22) OBUIO H3YYEHO BIUSHUE
omHOKpaTHBIX 703 (50 ME/Kr) nByx pasIuyHBIX THIOB KOHIIGHTpaTa MPOTPOMOWHOBOTO
komruiekca: 3-akropnoro (dakropsl I, IX u X) u 4-pakropuoro (pakrops 11, VIL, IX u X). 3-
(GakTOpHBIII KOHLEHTpPAT MNPOTPOMOMHOBOTO KOMIUIEKCA CHHM3WJ CpEAHHE 3HAYCHUS
nporpombuHoro Bpemenu (Neoplastin), mpumeprno wa 1,0 cekyHmy B Tedenue 30 MUHYT 1O
CPaBHEHMIO CO CHWXEHHMEM IPUMEPHO Ha 3,5 CeKyH[bl, HAOIIOJaeMbIM MPHU HCIIOJIb30BaHUU 4-
(akTOPHOT0 KOHLIEHTpaTa MPOTPOMOUHOBOr0 KomIuiekca. Hanpotus, 3-hakTopHbIi KOHLIIEHTPAT
IPOTPOMOMHOBOrO KOMILIEKCA OKazaad Oosiee BBIpAKEHHOE M ObIcTpoe ofliee BIMSHHUE Ha
00paTUMOCTh U3MEHEHHUH B T€HEPALMU 3HJOTEHHOTO0 TPOMOMHA, YeM 4-(aKTOPHbIN KOHIEHTPAT
MPOTPOMOMHOBOTO KOMIUIEKCa (cM. pazaen 4.9.).

Takxe puBapokcaban mozozaBucumo yBenuuunBaeT AUTB u pesynbrar HepTest, ogHako 3tu
napaMeTpsl HE PEKOMEHIYETCs MCIOJIb30BaTh JJIsl OLEHKH (hapMakoAMHAMUYECKOro 3¢ddexra
puBapokcabaHa. B mepuon nedeHus puBapokcabaHOM IPOBOAUTb MOHHUTOPUHI MapaMeTpOB
CBEpPTBIBAHUS KPOBU B PYTUHHOH KIIMHMUYECKOU NpakTuke He TpedyeTcs. OfHaKo, eciu A7l 3TOro
€CTh KJIMHMYECKOEe OOOCHOBaHHME, KOHIIEHTpALUs pHUBApOKcabaHa MOXKET ObITh M3MEpeHa IpH

MOMOIIH KAIMOPOBAHHOTO KOJMYECTBEHHOTO TeCTa aHTH-Xa aKTUBHOCTH (CM. paszzien 5.2.).

Kinunnaunueckas 3 dhekTHBHOCTD ¥ 0€30IIaCHOCTD

Ipogunaxmuxa uncyrema u cucmemHou mpomoOoIMO0IUU Y NAYUeHmMo8 ¢ Quopuirayuel
npeocepouti HeKIanaHHO20 NPOUCXOHCOEHUS.

[IporpamMma KIMHMYECKUX UCCIENOBaHMM puBapokcabana Oblia pazpaboTaHa AJis TOTO, YTOOBI
nokasarb 3()()eKTUBHOCTh PUBapOKCca0aHa B OTHOUICHUH NPOQUIAKTUKN UHCYJIbTA U CUCTEMHOU
TPOMOOIMOOJIY Y TIAITUEHTOB ¢ GUOPMILTALNUCH TIPECepINi HEKIIATAHHOTO MPOUCXOXKICHUSI.

B 0asoBom 1BouHOM cienom wucciaemoBannn ROCKET AF 14264 manwenra Obuin
paHIOMU3HUPOBaHbI Ha TipreM 20 MT puBapokcadaHa OAMH pa3 B IeHb (15 Mr oJuH pa3 B A€Hb i
narenToB ¢ KinKp 30-49 mu/muH) wim Ha npuem BapdapuHa, 03y KOTOPOTO THTPOBAIH 10
nocTkeHus nenesoro 3nauenus MHO 2,5 (tepaneBruueckuii nuamnason ot 2,0 1o 3,0). Menuana
JUTUTEIIBHOCTH JICUEHHUs cocTaBmia 19 mecsies, a 001ast mpoI0JDKUTEILHOCTD JIedeHus — 110 41
Mecsa.

34,9% mnauMeHTOB NOJydYaldd TEPANUI0 alETWICATUIMIOBYIO Kuciory, 11,4% - mosydanu
TEpanuio aHTHapuTMUYecKkumMu npenaparamu [II knacca, Bkiroyas aMuOapoH.

PuBapokcaban He ycTyman BapdapuHy MO NEPBHYHOW KOMOWHHPOBAHHOW KOHEYHOW TOYKE
MHCYJIbTA M CUCTEMHOM 3MOO0IMHU, HE CBA3aHHOW C IeHTpaiabHOM HepBHOHU cuctemoii (IIHC). B

MoImyJiaauu, Honyanmeﬁ JICUCHUC  COIIaCHO IIPOTOKOJNY, HHCYJBT MU CHUCTCMHAA
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241 manueHTa, nmpuHUMaBIero Bapdapu, (2,16% B rox) (otHomenue puckos (OP) 0,79; 95%
noBeputenbHbIl HHTEpBa (JIN), 0,66-0,96; p < 0,001 ay1s rumoTe3sl «HE ycTynaeTy»). Cpeau Bcex
PaHIOMU3HUPOBAHHBIX MAIMEHTOB, MPOAHAIM3UPOBAHHBIX B COOTBETCTBHHM C Ha3HAYCHHBIM
BMmematenbeTBoM (ITT), mepBuuHble cOOBITHS MpoM30HUIM Yy 269 MalnueHTOB, MOJTYYaBIIUX
puBapokcabaH (2,12% B ron) u y 306 nanueHToB, noisyyaBmux Bapgapus, (2,42% B ron) (OP
0,88; 95% 1A, 0,74-1,03; p<0,001 mns runore3sl «He ycrymaet», p = 0,117 maga runoresb
«TPEBOCXOAUTY). Pe3ynbTaThl A BTOPHUHBIX KOHEUHBIX TOUEK, IPOBEPEHHBIX B HEPAPXUIECKOM
MOPSIIKE B aHAJIM3E B COOTBETCTBUU C HA3HAYCHHBIM BMEIIATEILCTBOM, MTOKa3aHbl B Tadnuiie 4.
Cpenu mamnmeHToB B Tpymme BapdapuHa 3HaueHus MHO Haxomuinuch B TepaneBTHYSCKOM
muanazone (ot 2,0 no 3,0) B cpennem B 55% ciyuaeB (Meauana — 58%, MEKKBapTUIbHBIN
nuana3oH — oT 43 1o 71). Dddekr puBapokcabana He pazauyaics Ha ypoBHeE neHTpanbHoro TTR
(Bpems B auamaszone 1enesoro MHO ot 2,0 mo 3,0) B kBapTHIIAX oquHaKoBoro pazmepa (p = 0,74
JUIE B3aWMOJICHCTBHA). B mpemenax camMoro BBICOKOTO KBapTWIsl MO OTHOMICHUIO K HEHTPY
otHomieHue puckoB (OP) puBapokcabana o cpaBHeHHIO ¢ Bapdpapunom coctasisiio 0,74 (95%
U, 0,49-1,12).

YacTtoTa BO3HMKHOBEHHSI OCHOBHON KOHEYHOW TOUKH 0€30MacHOCTH (OOJNBINHNE U KIMHUYECKH
3HAYMMbIE HEOOJBIINE KPOBOTEUCHHS) ObLJIa COMOCTaBMMa B O0CMX Tpymnmax JieueHus (cm.

Tabnuiy 5).

Tabmuma 4: pe3ynbrarhl OLEHKH 3(PdeKTHBHOCTH, TOMydeHHbIe B ucciaenoBanuu I dassr

ROCKET AF

Hccaenyemas ITT ananu3 3¢gpeKTUBHOCTH Y NALUEHTOB ¢ GudpULIAIMeit
oMy A npeacepAni HEKJIANAHHOTO PONCXO0KACHHSA
TepaneBTnueckas PuBapokcadan 20 mr Bapdapun B n03e, OTHOIEHHE
1032 OJIMH pPa3 B JIeHb TUTPOBAHHOM 10 puckoB (95 %
(15 mMr oauH pa3 B JIeHb 1eJIeBOMY YPOBHIO AN)
JUISl MIAIUEHTOB C MHO 2,5 p-3HaYeHue,
YMEpEHHOH Mo4YeYHOI (TepaneBTHYECKHUI TeCT HA
HEA0CTATOYHOCTHIO) AUANa3oH ot 2,0 10 | mMpeBoOCXoACTBO
3,0)
Yacrora codbITHil Yactorta  coObITHH
(100 manueHTO-J1€T) (100 mamueHTO-JIET)
HNucynpr u
CI/ICT};MHa;{ 269 306 0.88
TPOMGOIMOOTHS, He (2,12) (2,42) (0,74-1,03)
csazanHas ¢ [THC 0.117
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VIHCy BT, cHcToMHan (HOCHEQOBATENRHOCTE 0003)
TpOMOOAIMOOIHS, HE
H 4
ceszannas ¢ [IHC, u 579 609 0,9
CMEpTh BCIIEJCTBUE .51) @.81) (0,84-1,05)
CepIeYHO- ’ ’ 0,265
COCYIUCTOTO
3a0o0eBaHus
HNucynbt, cuctemHas
TpOMOOIMOOIHS, HE
cesazanHas ¢ [[HC,
0,93
CMEpPTh BCIEACTBHE 659 709
(0,84-1,03)
CepICUHO- (5,24) (5,65)
0,158
COCYJICTOTO
3a00JeBaHUS u
WH(APKT MUOKapAa
— UncynbT 753 281 o 7(2,9;) -
1 2,22 o
( 399) ( b ) 0,221
— Cucremuas 0.74
TPOMOOIMOOITHS, 20 27 (0.42-1.32)
HE CBs3aHHass C (0,16) (0,21) ’ 03 02,3
ITHC ’
Wudapkr Mmuokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464

Tabnuna 5: Jlamaele mo npoduito Oe3omacHOCTH B KiIMHWYeckoMm wuccnepoBanuu 111 dass

ROCKET AF

Hccnenyemast IManueHTHI ¢ pUOpHILISIUEH NPeAcePaANH HEKJIATTAHHOTO
NOMYJISAIUA NPOMCXOKIAEHUTY
TepanesTnueckass | PuBapoxcadan 20 mr Bapgapun B no3e, OTtHomeHne
a03a OJIMH pa3 B [IeHb TUTPOBAHHOM 110 puckoB (95 % JAN)
(15 mr oauH pa3 B 1eJIeBOMY YPOBHIO p-3HaYeHHUe
JeHb AJ5 MalueHTOB MHO 2,5
¢ YMepeHHOM (TepaneBTHYECKUI
MoYeYHOM auamnasos ot 2,0 1o
HeA0CTATOYHOCTHIO) 3,0)

YacToTa COOLITHIA

(100 mamueHTO-J1€T)
Yacrora  coObITHI

(100 nanueHTO-JI€T)

bonbmue n

KIMHUYECKH 1475 1449 1,03
3HAYHNMbBIC (14.91) (14.52) (0,96-1,11)
HeOOobIINE ’ ’ 0,442
KPOBOTEUCHUS
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Bosnpine (MOCAEA0EATENRGHT I'1[64"‘” L
395 386
KPOBOTEYEHUS (3.60) (3.45) (0,90-1,20)
0,576
— CmepTh
BCJ‘I;Z[CTBPI@ 27 55 (0,3(;f8,79)
KpPOBOTEUEHUS* (0,24) (0.48) 0,003
— KpoBoTeuenue u3 91 133 0,69
JKU3HEHHO BaXKHBIX (0.82) (1.18) (0,53-0,91)
opraHos*® ’ ’ 0,007
— BayTtpuuepemnnoe 55 84 o 4(;,63 )
KpOBOM3IHUSHIE™ (0,49) (0,74) ,0 0*19,
— ITanenue ypOZHSI 305 254 . 02,212 "
reMoryiobnHa ,77) (2,26) ,0,019,
— IlepenuBanue
JIBYX WK OoJiee 125
€JIMHULL 183 149 R 01’71 55)
SPHUTPOLMTAPHON (1,65) (1,32) ’0,04:‘
MaccChl WA
LeJIbHON KpoBU*
Knunnuecku 104
3HAYNMBIE 1185 1151 © 96’—1 13)
HeOOJIbIIIe (11,30) (11,37) ’0 34;
KPOBOTEYEHUS ’
CwMmepTh 0T Bcex 208 750 0,85 )
MPUYHH (0,70-1,02
(1,87) (2,21) 0.073

2) BBI60pKa JJIs1 OLICHKH 0e30IaCHOCTHU B 3aBUCUMOCTH OT IMMOJIYUYCHHOTO BMCIIATCIILCTBA

* HOMUHAJILHO 3HAYNMOE

B nononnenue x uccnegoanuto (aszsl [II ROCKET AF 6bino mpoBeneHO MpPOCHEKTUBHOE,
HEKOHTPOJIUPYEMOE  IIOCTPETUCTPALIMOHHOE  HEUMHTEPBEHLIMOHHOE  OTKPHITOE  KOIOPTHOE
ucciaenoanne (XANTUS) ¢ 1eHTpanbHOM  OIEHKOM KOHEYHBIX TOYEK, BKJIIOYas
TpoMOOIMOOIMUECKHEe COOBITHS M OoJbIIMe KpoBoTeueHus. 6704 marmueHTta ¢ GuUOpMILIALACH
npeacepanii HEKJIAMaHHOTO MPOUCXOXACHUS OBbLUTH BKIIOYEHBI B HCCIEIOBAaHUE KIMHHUYECKON
NPaKTUKU 10 MPOPUIAKTUKE MHCYJIbTa M CUCTEMHOU TpoMOosMmbOosnu, He cBszanHou ¢ ITHC.
Cpennue nokaszarenu CHADS2 u HAS-BLED B uccnegoBannun XANTUS coctasunu 1,9 u 2,0
no cpaBHeHHIO co cpenHumu nokaszarensmu CHADS> u HAS-BLED, paBueiMu 3,5 u 2,8 B
uccnenoaunn ROCKET AF, coorBercTBeHHO. bonbiioe kpoBoreueHue mnpousounuio B 2,1
ciydaeB Ha 100 mamuento-ner. CMepTenabHOE KpoBOTeUeHHE ObLIO 3apeructpupoano B 0,2
ciydaeB Ha 100 maumeHTo-neT, a BHyTpuuepenHoe kpoBousnusHue — B 0,4 cimydaeB Ha 100
nanueHTo-ier. MHCyapT wiam cuctemHas TpombOosMOonus, He cBszaHHas ¢ [[HC, Owutn

peructpupoBansl B 0,8 ciaydaeB Ha 100 marueHTo-m€erT.
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Ot HAOMIONEHUS B KIMHUYECKON IMPAKTUKS cornaéagjfégl Edllf;/%%“aggg]beuﬁ—ﬂml_ :ﬁ;l):é)la);l!/ilneM

0€30MacHOCTH 10 ATOMY MOKa3aHUIO.

B noctpeructpanimioHHOM HEHMHTEPBEHIITMOHHOM HcciienoBanuu 6omnee yem 162 000 marueHToB ¢
bubpunnanuen mpencepaAuii HEKIANAaHHOTO TMPOUCXOXKICHHUSI M3 YETHIPeX CTpaH MOJIydalu
puBapokca®aH i NPOPUIAKTHKH MHCYJIbTa M CUCTEMHOW TpomOosMOommu. YacTtoTta
umemudeckoro wuHcynbra cocraBmia 0,70 (95% W 0,44-1,13) na 100 mnanueHTO-JIET.
KpoBoreuenusi, mpuBenmme K TOCHOUTAIU3AIMU, BO3ZHUKAIM CO CIEIYIOIMIEHM YacTOTOW Ha
100 manmenTo-net: 0,43 (95% AU 0,31-0,59) nns BHyTpuuepenHbIx KpoBousnusHuii, 1,04 (95%
AN 0,65-1,66) mnst KemymO4HO-KUIIEUHBIX KpoBoreueHuit, 0,41 (95% AU 0,31-0,53) mns

yporeHutanbHbIXx kpoBoTeueHuit u 0,40 (95% AU 0,25-0,65) nns Apyrux KpoBOTEUEHUH.

Hayuenmur, noaeepzaromuec;z Kap()uoeepcuu

B0 mpoBeneHo MpOCIEeKTUBHOE PaHIOMHU3UPOBAHHOE OTKPHITOE MHOTOIICHTPOBOE MOMCKOBOE
UCCIICIOBAaHNE C 3acClICIICHHOW OlleHKOH KoHeuHbXx Touek (X-VERT) c¢ ywactmem 1504
NAlUEeHTOB (KaK TeX, KOMY JIEYEHHE MEpPOpPAIbHBIMU aHTUKOAryJsHTaMH ObUIO Ha3HA4YeHO
BIIEPBBIC, TaK W YK€ IMOJy4YaBIIUX paHee) C¢ (uOpWUIAIMEed mpeacepauil HEKJIanaHHOTO
MPOUCXOXKICHUS, KOTOPHIM IMOKa3aHa KapAHOBEPCHs, C IENbI0 CPAaBHEHHUS pHUBapoKcabaHa U
antaronuctoB ButamuHa K (ABK) B goze, momoOpannoir mo MHO (panpomuzanusi B
COoOTHOIIEHUH 2:1), TPUMEHSEMBIX IS NPOQUIAKTUKA CEPACYHO-COCYIMCTON SIBICHUI.
[IpumMeHsHCh Clenyromue CTpaTeTuH: YPECIHIEBOHAS dXoKapAauorpadus nocie 1-5 mHei
IpeIBapUTENbHON aHTUKOATYJISTHTHON Tepanuy WK TPaJUIIMOHHOM MOAX0/1 K KapIMOBEpCUH (He
MeHee TpeX Hellesb MpeABapUTeNbHOro nedeHus ). [lepBuunas koHeuHas Touka 3(hekTHBHOCTH
(Bce ciydaum MHCYJIbTa, TPAH3UTOPHOW HIIEMHUYECKOM aTaku, CUCTEMHOH TpoMO0’MOoiuu, He
cesizanHo ¢ [IHC, nHdpapkTra MHOKapaa U CMEPTH BCIEACTBUE CEPIECYHO-COCYAUCTHIX MPUYHH)
npousonua y 5 (0,5%) nanuentoB B rpymnne puBapokcadana (n =978) u'y 5 (1,0%) naueHros B
rpynne ABK (n=492; OP 0,50; 95% U 0,15-1,73; mogudummpoBanHas nomyismus [TT.
OcHoBHasi KOHEUHasl TO4Ka Oe30macHOCTH (0oIbIoe KpoBoTeueHue) npousonra y 6 (0,6%) u
4 (0,8%) manmeHTOB B rpymmax puBapokcadana (n = 988) u ABK (n = 499), coorBerctBenHo (OP
0,76; 95% AN 0,21-2,67); nomynsmus Oe3onacHocTH). B 1aHHOM MOMCKOBOM HCCIEIOBAHUU
OB POAEMOHCTPUPOBAHBI COTIOCTAaBUMBIE 3(PPEKTUBHOCTH M O€30MaCHOCTh B TPYyTIax JCUYCHHUs
puBapokcabana u ABK npu npoBeneHun kapauoBepcuu.

Hayuenmor ¢ udpunrayuell npedcepouli HeKIananHo20 npoucxodxicoenus, nepenecuue YKB co
CMeHmuposanuem

Bbbuto mpoBeneHO paHIOMU3UPOBAHHOE OTKPHITOE MHOroueHtpoBoe uccienoBanue (PIONEER

AF-PCI) nnst cpaBHeHHMs O€30IacHOCTH JIByX pPEKHMOB JI03UPOBaHMs pUBapoKcabaHa B
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MY OTYETY

IpeAcepaAnii HEKJIAIAaHHOTO POUCXO0XKIeHNus, nepeHecnx YKB co creHTHpoBaHuEM 110 MOBOAY
aTEePOCKIEPOTHIECKOTO 3a00seBanusl. [lanneHTs! ObUTH paHIOMHU3UPOBAaHBI B cOOTHOMIEeHHH 1:1:1
s 12-mecsiunoit tepanuu. IlanuenTsl ¢ uHcyiabToM min TUA B aHamMHe3e HE BKIHOYAINCh B
UCCJIEIOBaHME.

I'pynna 1 nonyyana 15 mr puBapokcabana oauH pa3 B 1eHb (10 Mr oiuH pa3 B IeHb Y NAI[IEHTOB
¢ KnKp 3049 wmn/mun) u unrubwmrop pemnentopa P2Y12. I'pymma 2 momywama 2,5 mr
puBapokcabaHa JBa paza B JI€Hb M JBOWHYIO aHTHUTPOMOOIMTApHYIO Tepamuio (T.e. 75 mr
KJonuaorpena (MM aabTepHATUBHBIM MHrHOUTOp penentopa P2Y12) u aneTuicaauuioByio
kucioty (ACK) B Hu3koi 103e) B TeueHue 1, 6 unu 12 mMecsieB ¢ mocieIyonuM NepexoaoM Ha
15 mr puBapokcabana (10 Mr ogun pa3 B nenp y nanueHToB ¢ KnKp 30-49 mn/Mun) oqun pas B
JI€Hb C aUEeTWICAIMIWIOBOM KHCIOTOM B HuU3KkoM no3e. I'pynma 3 mnonydana ABK B
CKOPPEKTUPOBAHHOMN J103€ U JIBOMHYIO aHTUTPOMOOIMTAPHYIO Tepanuio B TeueHue 1, 6 mwim 12
MecsleB ¢ nociuenyromumM nepexogoM Ha ABK B ckoppektupoBanHoil no3e, ¢ ACK B Hu3KOMI
J103€.

[lepBuuHass koHe4YHas TO4YKa OE30MACHOCTH, CIy4aW KIMHUYECKH 3HAYMMOTO KPOBOTCUCHHSI,
3apeructpupoBana y 109 (15,7%), 117 (16,6%) u 167 (24,0%) nanuenTtoB B rpynmne 1, rpymnme 2
u rpymre 3, coorserctBeHHo (OP 0,59; 95% I 0,47-0,76; p < 0,001 u OP 0,63; 95% 1A 0,50-
0,80; p < 0,001, cOOTBETCTBEHHO).

Bropuunas koHeuHass TOuka (CymMMapHas 4acToTa CEpACYHO-COCYIUCTBIX COOBITHIi: CMEpPTh
BCJIC/ICTBUE CEPJCYHO-COCYAUCTHIX MPUYMH, WHPAPKT MHOKapAa WIM WHCYIbT) pa3BUIACh Y
41 (5,9%), 36 (5,1%) u 36 (5,2%) nanuentos B rpymnre 1, rpynme 2 u rpymnmne 3, COOTBETCTBEHHO.
Kaxnmprii w3 pexuMoB puBapokcabaHa TIIOKazajl 3HAYMMOE CHW)KEHHE 4YacTOTHl CIydacB
KIIMHUYECKH 3HAYMMOI'0 KpPOBOTEYEHHs MO cpaBHeHUIO ¢ Tepanvedl ABK y mammeHToB C
HeKJIanaHHou ¢pubpwanue npeacepauit, nepeHecmnx UKB co creHTupoBanueM.

[TepBuunoit nenpto uccienosanusi PIONEER AF-PCI sBnsutack onienka 6e3omnacHoctu. [laHHBIC
1o 3 exTuBHOCTH (BKITIOYAsI TPOMOOIMOOIMIECKUE COOBITHS) B 3TOH MOIMYJISIIUNA OTPAHHYCHBI.

Jleuenue TI'B u TOJIA u npocpuraxmuxa peyuousos TI'B u TOJIA

[IporpamMma KIMHMYECKHX HCCIEAOBaHUN puBapokcabaHa Ans AeMOHCTpanuu 3()QeKTHBHOCTU
puBapokcabana B Havane JsedeHus octporo TI'B u TOJIA, npoaomkeHUM Tepanuu |
npodunaktuke peruansoB TI'B u TOJIA.

Bbosiee 12 800 marmeHTOB MPUHSIIA y4acCTHUE B YETHIPEX PAHAOMHUZHPOBAHHBIX KOHTPOJIUPYEMBIX
knuandeckux uccnenoBanusax 11 ¢gaser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension

u EINSTEIN Choice); kpome TOro, ObLT TPOBEACH MAOIMOJHUTENBHBIN MpEABAPUTEIHHO
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CIUTAHUPOBAHHBIN OOBEIMHECHHBIN aHAIH3 I/ICC.IGL[OB&HI&IQII:E%ﬂg%i%'w'ﬁI:%iﬁgfgiﬁ :'PE.

MakcumanbHas IIUTEIbHOCTD JICUEHUS BO BCEX UCCIIEIOBAaHUIX cocTaBuia 21 mecsl.
Uccnenosanue EINSTEIN DVT npoBogunocsk ¢ yyactueM 3449 marmentoB ¢ octpeiM TI'B ¢
LENbI0 U3yUeHUsl PUMEHEHUsl puBapokcabana s nedenus TI'B u nmpodunaktuku penunnBoB
TI'B u TOJIA (mamueHTsl, y KOTOPHIX Obuta ¢ cumnTomMHas TOJIA, uCKIOYamuch U3 aHHOTO
uccaeaoBanus). [MUTENbHOCTD JIeUeHHsl cocTaBiisiia 3, 6 uiau 12 mecsieB B 3aBUCUMOCTH OT
KJIIMHAYECKOW OLIEHKH HCCIIEI0BATENS.

B teuenue mepBbIX Tpex Henenb JedeHus ocTporo TI'B mpumensics puBapokcaban 15 mr nBa
pasza B JIeHb € TOCJIEIYIOIUM IIEPEeX0J0M Ha puBapokcabaH 20 Mr oJiuH pa3 B JICHb.
UccnenoBanue EINSTEIN PE npoBonunocs ¢ yuactuem 4832 nanuenta ¢ octpoit TOJIA ¢ enbto
n3yuenus geuenus TOJIA u npodunaktuku peuuanoB TI'B u TOJIA. JImuTensHOCTh JIeUEHUS
cocTtaBuia 3, 6 unu 12 Mecs1eB B 3aBUCUMOCTH OT KIIMHUYECKOW OLEHKH MCCIIEIOBATENS.

B Teuenue nepBhIX TpexX Henlelnb HauanbHOTOo JeueHus octpoit TOJIA npumeHnsics puBapokcabaH
15 Mr 1Ba pasa B €Hb, C MOCIEAYIOIIUM IEPEX0I0M Ha puBapokcadban 20 MT oAuH pa3 B JICHb.

B o60ux uccnenoanusx EINSTEIN DTV u EINSTEIN PE cxema neuenus B rpymrme npemnapara
CpaBHEHHUs BKJIIOYaja BBEJICHUE SHOKCAIAPUHA B TEUCHUE 110 KpallHel Mepe 5 IHel B COueTaHuu
¢ tepanueid ABK 1o moctmxenus tepaneBTHUecKoro ypoBHs mokaszarens 1B/ MHO (= 2,0).
Manee neuenue nponomxanock ABK, no3a kotoporo Oblia CKOppeKTHpOBaHAa TaKUM 00pa3om,
yTOOBI TOAEp)KUBaTh 3HadeHus [IB/ MHO B TepaneBTrdeckoM auamazone ot 2,0 g0 3,0.
Uccnenopanne EINSTEIN Extension mpoBoauiock ¢ ydactuem 1197 manmentoB ¢ TI'B unun
TOJIA c nensto uzyuenus npopunaktuku peuuansos TI'B u TOJIA. JInuTenbHOCTD JeUeHus s
NaIMEHTOB, 3aBEPIIMBIINX OT 6 10 12 MecsleB JeueHHss BEHO3HOM TpoMO03MOO0IMH, COCTaBUIIA
JOTIOTHUTEIBHO OT 6 70 12 MecsleB B 3aBUCMMOCTH OT KJIMHUYECKON OIICHKHU HMCCIICIOBATENS.
[IpoBonunock cpaBHeHUE puBapokcadbana 20 Mr ofuH pa3 B ACHB H 1U1ane0o.

B wuccaemoBanmsax EINSTEIN DVT, PE wu Extension HCHIOIb30BaJINCh OJUHAKOBBIE
MPeBAPUTEILHO ONPE/IEICHHbIC MEPBUYHBIE W BTOPUYHBIC KOHEYHBIE TOYKH 3()PEKTUBHOCTH.
[lepBuuyHOi KOHEUHOW TOYKOH APPEKTHBHOCTH OBLT CHUMNOTOMHBIN peruauB BTD,
OTpeNIeTSABIINNACS KaKk COBOKYITHOCTh peruanBa TI'B wu daransaoi nin HedatansHoi TOJIA.
B uccnenosanun EINSTEIN Choice 3396 manueHToB ¢ MOATBEP>KACHHBIM cuMnTOMHBIMU TT'B
u/ umu TOJIA, 3aBepmnBIIMX 6—12 MecSIIeB JISYCHUsI aHTUKOATYJITHTAMH, U3y4YaJIUCh HA IPEIMET
npodunaktuku GaraabHoi TOJIA nnn HedaTanbHBIX CUMITOMHBIX petuanBoB TI'B mmu TOJIA.
[TarueHTsl, KOTOPHIM OBLIO TMOKA3aHO MPOJOJDKEHHE AHTUKOATyJISIHTHOM Tepanmuu B
TEpaneBTUYECKUX J03aX, HUCKIIOYaIuCh U3 wuccieaoBaHus. [IpoaomKUTENbHOCTh JI€UCHUS

cocTaBisuia 10 12 MecsieB B 3aBUCUMOCTH OT UHJIUBUAYaJIbHOM AaThl paHAOMH3ALMU (MEIUaHa:
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cpasauBasiu ¢ ACK B 1o3e 100 Mr oauH pa3 B I€Hb.

[lepBuuHoii KOHEUYHOW TOUYKOW d(P(PEKTUBHOCTH OBLT CHUMOTOMHBIA peruauB BTO,
oTpeeNsBIIUIICS Kak cCOBOKYIMHOCTh peruauBa TI'B unu daranbroil ninm Hedaransaoit TOJIA.
B wuccnemoanum EINSTEIN DVT (cM. Tabnwmy 6) ObUIO MPOJEMOHCTPUPOBAHO, YTO
puBapokcaban He ycrymaer SHokcamapuHy/ ABK 1o mepBHYHONH KOHEYHOW TOUYKe
spdextuBHocTH (p < 0,0001 (Tect Ha MeHbiryto 3 dextuBHOCTh); OP: 0,680 (0,443-1,042),
p=0,076 (tect Ha mpeBocxoncTBO)). [IpenBapuTenbHO ompeaeneHHas YHCTas KIMHUYECKas
BBIr0/1a (MepBUYHAs KOHEYHAs TOUKa 3()()EKTUBHOCTH M Cliyya OOJIBIIIOrO KPOBOTEUECHHUS) ObLIa
3apeructpupoana ¢ OP 0,67 ((95% IAU: 0,47-0,95), HomunansHoe 3HaueHue p = 0,027) B mosib3y
puBapokcabana. 3nauenuss MHO Haxoauiuch B TepaneBTUYECKOM JAuamna3oHe B cpeaHeM 60,3%
BPEMEHH JJ1s1 CpeHEN MPOAOLKUTENbHOCTH JieueHus 189 nueit u 55,4%, 60,1% u 62,8% Bpemenu
B TIpymnmax npoajgeHHoro Ha 3, 6 u 12 MecsueB JedeHHs, COOTBETCTBEHHO. B rpymnme
sHOoKcanaput/ ABK He ObUTO 4eTKO# CBSI3M MEX Ty YpOBHEM cpeanero neHTpainbHoro TTR (Bpemst
B nuanasone nenesoro MHO 2,0-3,0) B TepTHIsIX OJMHAKOBOTO pa3Mepa U 4aCTOTOU PEIUINBOB
BTD (P =0,932 nns B3aumopeicTBusi). B mpenenax caMoro BBHICOKOTO TEPTHIISE OTHOCHUTEIHHO
nentpa OP msa puBapokcabana 1o cpaBHeHuto ¢ Bapdapurom coctasisiio 0,69 (95% JAU: 0,35—
1,35).

YacTtoTa BOSHHKHOBCHHSI IMEPBUYHON KOHEYHOH TOYKH O€30MACHOCTH (CIIydaw OOJBIIOTO WITH

KJIIMHUYECKH 3HAYMMOTO HEOOJIBIIIOr0 KPOBOTEUEHHST) ObIJIa CXOXKEHN A1 00CUX TPYIIIT JICUCHHUS.

Tabnuna 6. Hannasie o npodumito 3¢gdextuBHOCTH U Oe3onacHocTH B uccienoBanuu 11 dassl

EINSTEIN DVT

Hccaenyemasi momyJassuust 3449 nanMeHTOB ¢ CUMIITOMHBIM OCTPBIM TPOMO030M
rJ1y0OKHMX BeH
TepaneBTHYecKast 103a H puBapokcadan® snokcanapun/ ABK?
NMPOJO0JIKUTEJIbHOCTh 3, 6 uu 12 mecsinieB 3, 6 uiu 12 mecsineB
JedeHus N=1731 N=1718
CumnromHslii peuuans BTO* 36 51
(2,1%) (3,0%)
- CuMITOMHBIN PEIUINB 20 18
TOJIA (1,2%) (1,0%)
- CuUMOTOMHBIN PEIUINB 14 28
TI'B (0,8%) (1,6%)
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T Covmrommee TOIA o 1 (HOCRAEQOBATEREHOCTE 0003)
TI'B (0,1 %) 0
- darajgpHas 4 6
TOJIA/ cMepTh, ipH (0,2%) (0,3%)
KOTOPOU HEb3sI
HCKII0UnTh TOJIA
Bomnbioe niam KIMHUYECKU 139 138
3HAYMMOE HeOOIBIIOe (8,1%) (8,1%)
KPOBOTEUYEHHUE
Cirygan 60JIBIITOTO 14 20
KPOBOTEUCHUS (0,8%) (1,2%)

%) puBapokcabaH 15 Mr 1Ba pasa B JIeHb B T€UeHHE 3 HeZleNb C HOCIEyIOMIM IepexoaoM Ha 20 M OuH
pa3s B IcHb

% yHOKCamapuH B TEUEHHE MO MEHBIIEH Mepe 5 THEl ¢ 0JHOBPEMEHHBIM | MocIexyomum npuemom ABK
*p <0,0001 (He MeHbIas 3ppekTHBHOCTH A5 3apaHee onpeaeneaHoro OP 2,0); OP: 0,680 (0,443-1,042),
p = 0,076 (mpeBOCXOACTBO)

B uccnenosanuu EINSTEIN PE (cm. Tabawuiy 7) 66110 Ip0oI€MOHCTPHUPOBAHO, YTO PUBAPOKCaOaH
He ycrynaioT sHokcanapuny/ ABK mo nepBuuHoit koHeuHO# TOUKe a3 dexTuBHOCTH (p = 0,0026
(TecT Ha MeHbIy10 3 dexTuBHOCTE); OP: 1,123 (0,749—1,684)). [IpenBaputensHO onpeneeHHAs
yycTas KIMHUYECKas BbIroJa (MepBUYHas KOHEUHast Touka 3(pPEeKTUBHOCTH U CiIydau OOJIBILIOTO
KpoBoTedeHwusI) Oblia 3apeructpupoBana ¢ OP 0,849 ((95% AU: 0,633—1,139), HomuHaIBHOE
3HaueHue p = 0,275). 3nauenus MHO nHaxonuiuch B TepaneBTHUECKOM JUaNa3oOHE B CPEIHEM
63% BpeMEHH ISl CpeIHEN MPOJOJLKUTENBHOCTH JieueHus 215 nueit u 57%, 62% u 65% BpeMenun
B Tpynmax, OpoaieHHoro Ha 3, 6 u 12 MecsleB JeuyeHHs, COOTBETCTBEHHO. B rpymme
sHokcanapun/ ABK He Ob110 4eTKOM CBSI3U MEXy YpOBHEM cpeanero neHTpansHoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TpeTuiIsiX OJMHAKOBOTO pa3Mepa U YaCTOTOU PEIUINBOB
BTD (p = 0,082 nns B3aumopeicTBusi). B mpenenax camoro BBICOKOTO TEPTUJISE OTHOCUTEIIBHO
nertpa OP g puBapokcabaHa 1o cpaBHeHHIO ¢ BapdapuHom coctasisio 0,642 (95% JU:
0,277-1,484).

YacTtoTa BOSHHUKHOBCHHSI IMEPBUYHON KOHEYHON TOYKH O€30MACHOCTH (CIIydaw OOJBIIOTO WIIH
KJIMHUYECKH 3HAYUMOTr0 HEOOJIBIIOr0 KPOBOTEUEHHsI) Obljla HECKOJIBKO HUXKE B TPYIIIE JICUEHUS
puBapokcabanoMm (10,3% (249/2412)), uyem B rpymnmne sedeHus >HokcanapuHom/ ABK (11,4%
(274/ 2405)). Yacrora BTOpHUYHOW KOHEYHOW TOUYKH O€30MacHOCTH (cioydaun OOJBIIOTO
KpOBOTECUCHHs) Obuta HiKe B rpynme puBapokabana (1,1% (26/2412)), wem B rpymme

snokcanapuna/ ABK (2,2% (52/ 2405)) ¢ OP 0,493 (95% JIU: 0,308-0,789).
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Tabmuua 7: Jlanabie o npoduiio 3pGEeKTUBHOCTH U GQ%M%'EEQEH&EJPMﬁf'llb'asm

EINSTEIN PE
Hccaenyemasi momyJissuust 4832 nauuenTta ¢ octpoii cumnromuoii TIJIA
TepaneBTHYecKas 103a H puBapokcadan® smnokcanapun/ ABK?
NMPOJOJIKUTEJbHOCTh 3, 6 unu 12 mecsinieB 3, 6 uu 12 mecsinieB
JeYyeHus N =2419 N =2413
CumritomHEIH perunus BTO* 50 44
(2,1%) (1,8%)
- CuMITOMHBIN PEIUINB 23 20
TOJIA (1,0%) (0,8%)
- CuMOTOMHBIN PEIUINUB 18 17
TI'B (0,7%) (0,7%)
- Cumnromusiii TOJIA n 0 2
TI'B (<0,1%)
-  ®DaranpHas 11 7
TOJIA/ cmepTs, ipu (0,5%) (0,3%)
KOTOPOH HEb3sI
UCKITIOUNTh TOJIA
Bomnpimoe nim KIMHUYECKU 249 274
3HAYUMO€E HEOOJIbIIOE (10,3%) (11,4%)
KPOBOTEYCHUE
Crny4an 605b110TO 26 52
KPOBOTEUYEHHUSI (1,1%) (2,2%)
2) puBapokcabaH 15 Mr 1Ba pasa B IeHb B T€UCHHE 3 HEJENb C TOCIEIYIOIINM epeXxooM Ha 20

MI' OZIUH pa3 B ICHb

% yHOKCamapuH B TEUEHHE MO MEHBIIEH Mepe 5 THEH ¢ 0JHOBPEMEHHBIM | MocIeAyomuM puemom ABK

*p <0,0026 (He menbas 3 dexTuBHOCTS s 3apaHee onpeaenaeraroro OP 2,0); OP: 1,123 (0,749-1,684)

Bbul mpoBeneH mpenBapUTENbHO CIUIAHWPOBAHHBIH OOBEAMHEHHBIH aHAIM3 KOHEYHBIX TOYEK

uccienoBanuii EINSTEIN DVT u EINSTEIN PE (cm. Tabnuny 8).

Tabmuna 8. Jlanabie 0 TpoduiTo 3PGEeKTUBHOCTH U 0€30MaCHOCTH OOBEAMHEHHOTO aHAIN3a B

uccaenoanusax 11 ¢paszer EINSTEIN DVT u EINSTEIN PE

Hccaenyemasi momyJiauus 8281 naumeHT ¢ OCTPHIMU CHMIITOMHBIMU
TI'B nwian TIOJIA
TepaneBTHYecKas 103a H puBapokcadan® snokcanapun/ ABK?
MPOJOJKUTEILHOCTD 3, 6 mau 12 mecsineB 3, 6 mum 12 mecsineB
JieYeHHust N =4150 N =4131
CumnToMHEIH peniuaus BTO* 86 95
(2,1%) (2,3%)
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- CuUMOTOMHBIN pEelUANB 48
TOJIA (1,0%) (0,9%)
- CuMITOMHBIN PEIUINB 32 45
TI'B (0,8%) (1,1%)
- Cumnromusie TOJIA u 1 2
TI'B (<0,1%) (<0,1%)
- @aranpHasg
TOJIA/ cmepTs, ipu 15 13
KOTOPOW HENb3s (0,4%) (0,3%)
HCKITIOUNTh TOJIA
bonpmoe nim KIMHAYECKN 388 412
3HAYUMOE HEOOIbIIIOe (9,4%) (10,0%)
KpOBOTEUCHHUE
Crny4an 605b1I0TO 40 72
KPOBOTEUEHUS (1,0%) (1,7%)
2) puBapokcabaH 15 Mr 1Ba pasa B IeHb B T€UCHHE 3 HEJEIb C TIOCIEYIOIINM TIepeXxo0M Ha 20 Mr

OIIH pa3 B ICHb
% yHOKCamapuH B TEUEHHE MO MEHBIIEH Mepe 5 THEH ¢ OHOBPEMEHHBIM | MocIeAyomuM npuemom ABK
*p<0,0001 (He meHbIas 3hHEKTUBHOCTD AN MpeaBapuTenbHo ycraHosinennoro OP 1,75); OP: 0,886

(0,661-1,186)

[IpenBapuTenbHO OMpeselieHHAs YUCTasl KIMHWYECKas BhIroja (NMEpBHYHAs KOHEYHAs TOYKa
3¢ (PEeKTHBHOCTH TUTIOC CiIydaw OOJIBIIOTO KPOBOTEYCHHUsS) OOBEAMHCHHOTO aHaim3a Oblia
3apeructpuponana ¢ OP 0,771 ((95% AU: 0,614-0,967), HopmanbHoe 3HaueHue p = 0,0244).

B uccnenosanuu EINSTEIN Extension (cm. Tabnuity 9) puBapokcaban npeBocxoauJ Iianedo mo
NEPBUYHBIM M BTOPUYHBIM KOHEYHBIM ToukaMm 3(dekTuBHOCTH. YacToTa BCTpEUAEMOCTHU
NEpPBUYHOM TOukM Oe3omacHOCTH (ciydau OOJIBIIMX KpPOBOTEUEHHMH) YHCIEHHO Oblia
HE3HAYUTENbHO BBIIIE Y MAIMEHTOB, MOJyYaBIINX TEpPAHio puBapokcabanom B fo03e 20 Mr ouH
pa3 B JIeHb 0 CPaBHEHUIO C Tianedo. BropuyHas koHeuHas Touka 0e3onmacHOCTH (OobIIue Uin
KIMHUYECKH 3HAYMMble HEOONBINIUX KPOBOTEUYCHMI) TMOKa3ajga Oojiee BBICOKYIO YacTOTy ¥
MAIUEHTOB, ITOJIYYaBIINX TEPAITHIO pUBApOKcabaHoM B 03¢ 20 MT OWH pa3 B ACHB 110 CPABHEHUIO

¢ wameoo.
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Tabnuua 9. lannsie mo npoduiio 3PpPeKTUBHOCTU U GQ%M%IEEQEHSBIaJﬁIIIﬂ'I'(Ii)Ia3I>I

EINSTEIN Extension

Hccaenyemasi nomyJissuust 1197 naumeHTOB, NPOAOIKUBIIMNX JeYeHHE H
NpoQUIAKTUKY PelHINBOB BEHO3HOH TPOMO03IMO0 UM

TepaneBTHYeCKAS 1032 U puBapoxcadan® mianedo
MPOJOJIKUTETLHOCTD 6 miu 12 mecsines 6 miu 12 mecsines
JedyeHus N =602 N =594
CumnromHslii peuuans BTO* 8 42

(1,3%) (7,1%)

- CuMOTOMHBIN pelINB 2 13
TOJIA (0,3%) (2,2%)

- CuUMOTOMHBIN pEelUANB 5 31
TI'B (0,8%) (5,2%)

- @aranwsHas TOJIA/ cmepTs, 1 1
MIpU KOTOPOU HENb34 (0,2%) (0,2%)
UCKIIoYuTh TOJIA

Cirydan 60JTBITOTO KPOBOTEUCHIS 4 0
(0,7%) (0,0%)

Kiuandecku 3Ha4MMOE 32 7

HeGOJIBbIIOE KPOBOTEUEHHE (5,4%) (1,2%)

%) puBapokcaban 20 MI OIHH pa3 B JIEHb

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

B uccnenosanuu EINSTEIN Choice (cm. Tabaumy 10) puBapokcaban B go3ax 20 mr u 10 mr
npeBocxoaun ACK B mo3e 100 mr mo mepBuyHOMY Tokazatento 3ddextuBHocTr. OCHOBHOU
nokaszareiab 0e30macHOCTH (COOBITHS B BHUAE OONBIIMX KpPOBOTEUEHWH) OBUT CXOIEH IS
MalyeHTOB, MPUHUMABIINX puBapokcadan B 1o3e 20 mr u 10 Mr ouH pa3 B JIeHb, IO CPAaBHEHHUIO

¢ ACK B go3e 100 mr.
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Tabmuua 10: {anusie o npopuito 3GpGeKTUBHOCTH U 6@8&315&%@ 'ﬁ'%%ﬁgﬂégﬁﬁjﬁ?%%m

EINSTEIN Choice

Hccnenyemas 3396 nauueHTOB, MPOXOJKUBIIUX NPOPUIAKTHKY
NOmyJasA M peluIuBOB BEHO3HOI TPOMO03MO0IMH
TepaneBTu4ecKas 103a puBapokcadaH puBapokcadan ACK 100 mr
20 Mr onmH pa3 B 10 mr oguH pa3 B OJMH pa3 B
JeHb JeHb JeHb
N=1107 N=1127 N=1131
Menanana
TIPOJIOJDKUTETEHOCTH 349 [189-362] aueit 353 [190-362] mas  |350 [186-362] nueit
JICYeHHUS [ MEKKBaPTHIIBHBIH
JTAaTa3oH |
- CuMnTOMHBIN 17 13 50
peungus BTO (1,5%)* (1,2%)** (4,4%)
- CuMnToMHBIR 6 6 19
peraus TOJIA (0,5%) (0,5%) (1,7%)
- CuMnTOMHBIN 9 8 30
peuuaus TI'B (0,8%) (0,7%) (2,7%)
- ®@aramsHas TOJIA/ 2 0 2
CMEpTh, MPU KOTOPOH (0,2%) (0,0%) (0,2%)
HEJIB3S UCKJIIOYHUTh
TIJIA
CHMITOMHBIH penuinB
BTD, undapkr muokapaa, 19 18 56
MHCYJIBT UJIM CUCTEMHAs (1,7%) (1,6%) (5,0%)
TpoMO603MO0IHS, HE
cBs3anHas ¢ [THC
Cirydan 60JIBIIOTO 6 5 3
KPOBOTEUCHUS (0,5%) (0,4%) (0,3%)
Knuanueckn 3HaUnMoOe 30 22 20
HeOOoIBIIOEe KPOBOTEUEHHUE (2,7%) (2,0%) (1,8%)
CHUMIITOMHBIHN peruauB 23 17 53
BTD nnm 6ombioe (2,1%)" (1,5%) ™ (4,7%)
KpOBOTEeUEHHE (YrcTas
KJIMHUYECKasl BBITOAA)

* p<0,001 (mpeBOCXOACTBO) puUBapokcadban 20 Mr oauH pa3 B AcHb 10 cpaBHeHHIO ¢ ACK 100 Mr oaun
pa3 B nenp; OP=0,34 (0,20-0,59)
** p < 0,001 (mpeBocxoacTBO) puBapokcaban 10 Mr oquH pa3 B neHb 1o cpaBaenuto ¢ ACK 100 Mr ogun
pa3 B neupb; OP=0,26 (0,14-0,47)
" puBapokcaban 20 Mr ouH pas B 1eHb 1o cpasaennio ¢ ACK 100 mr oaun pa3 B nenb; OP = 0,44 (0,27—

0,71), p =0,0009 (HoMuHANTBHOE)
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" puapokcaban 10 Mr 1 o1 pa3 B IEHb 110 CPABHERHIO C Adﬂa R)é;llll:'Jﬁ%ﬁ'ﬁa@%&g}ﬂl&]ﬁd}%@&)’, 18—

0,55), p <0,0001 (HOMHHATBHOE)

B nomonmnenne k mnporpamme wuccienoBanuid Il ¢asst EINSTEIN Obwmio mpoBeneHo
IPOCHEKTUBHOE HEUHTEPBEHIIMOHHOE OTKpBITOE KoropTHoe wucciuenoBanue (XALIA) c
[EHTPAIBPHONW OIIEHKOW KOHEUYHBIX TOYEK, BKItOUas peuuauB BTD, Gonbmioe KpoBoTeueHUE U
cMepTh. B uccrnenoBanue KIMHUYECKON MPAKTHKU OBLIM BKIIIOUEHBI 5142 mamueHTa ¢ OCTphIM
TI'B 1t u3yueHHs 10JITOCPOUHOM 6€301acHOCTH puBapoKkcabaHa o CPaBHEHUIO CO CTaHIapPTHON
AHTUKOATYJITHTHOW Tepanuei. YacTtora GobIioro kpoBoredeHus, pernuausa BTD u cmept ot
BCEX MPUYMH AJis puBapokcabana cocrasuia 0,7, 1,4% u 0,5%, coorBercTBeHHO. bbutn paznuuus
B MICXO/IHBIX XapaKTEePUCTHUKAX MAIIMEHTOB, BKJIIOYas BO3PACT, paK U HapylIeHUue (PyHKIIUU TOYEK.
Jns  KOPpPEKTUPOBKM HMCXOIHBIX MEXKTPYIIOBBIX  Pa3jiu4Mil  UCHOJIB30BAJICS  3apaHee
CIUTAHUPOBAHHBIN CTPaTH()HUIIMPOBAHHBIN MOA00P 1O HHIIEKCY COOTBETCTBUA. HecMoTpst Ha 3TO,
OCTaTOYHOE MCKAKEHUE MOTJIO BIMATH Ha pe3ynbTaThl. CkoppektupoBanubie OP, cpaBHUBaromue
puBapokcabaH M CTaHJApT JCUYCHHUs B OTHOUICHHH OOJIBIIOTO KpOBOTeueHus, peuuansa BT u
CMEpTHU OT Bcex nmpuuuH, coctaswm 0,77 (95% AU 0,40-1,50), 0,91 (95% AU 0,54-1,54) u 0,51
(95%1U1 0,24—1,07), cCOOTBETCTBEHHO. DTU PE3yJIbTATHI KIMHUYECKON MPAKTUKE COTJIACYIOTCS C
YCTaHOBJICHHBIM Ipo¢uiaeM 0e30MacHOCTH AJIsl JAHHOTO TIOKa3aHUsl.

B moctpeructpaniioHHOM HEMHTEPBEHIIMOHHOM HccneaoBanuu 6onee yem 40000 manueHToB U3
YeThIpex CTpaH 0e3 paka B aHaAMHE3€ IMOJIyJalld pUBapoKcadaH s JISUSHUS WIH MPO(YUITAKTUKH
TI'B u TOJIA. Yactora coObituii Ha 100 TAUEHTO-JIET IS CHMIITOMHBIX/ KIIMHUYECKU
BBEIpOKEHHBIX BT/ TpoMO03MOONMYECKUX  COOBITHI, TMPUBOIANIMX K TOCIUTAIU3AINH,
BapbupoBaia ot 0,64 (95% AU 0,40-0,97) B Benuko6puranuu go 2,30 (95% AU 2,11-2,51) B
I'epmanuu. KpoBoTeueHusi, NpuBOIALIME K TOCHUTAIM3ALUU, BO3HUKAIM CO CIEAYyIOIICH
yactorod Ha 100 mnaumenrto-ner: 0,31 (95% AU 0,23-0,42) s BHYTpUUYEPENHBIX
kpoBousnusnui, 0,89 (95% AN 0,67-1,17) nist kenmylnO4YHO-KUIIEYHBIX KpoBoTeueHuil, 0,44
(95% AN 0,26-0,74) nna yporenutanbHbix Kpooreuenwit u 0,41 (95% U 0,31-0,54) nns

JIPYTUX KPOBOTECUYEHUM.

eTH
Dapmakoounamuyeckue 3¢hgexmol
[Iporpom6buHOBOE Bpems (Neoplastin), AUTB u anTH-Xa akTUBHOCTb, H3MEPEHHAS C MTOMOIIBIO
KaJTMOPOBAaHHOTO KOJIMYECTBEHHOT'O TECTA, TECHO KOPPEIHPYET C KOHIEHTPALUSMHU B IUIa3Me
KkpoBu y nered. Koppemsuus mexay aHTU-Xa aKTUBHOCTBIO M IIJIa3MEHHOW KOHLIEHTpaluen
SBJISICTCSl JIMHEHHOW C TAaHTEHCOM yTJla HakKJIOHA MpsMOH, Omm3kuM K 1. MoryT BO3HHUKATh

WHIAWBUAYAJIBHBIC PACXOKIACHUA Ooyiee BBICOKHMX WM Oojee HHU3KUX 3HAUYEHMH aHTH-Xa
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AKTUBHOCTH I10 CPAaBHCHUIO C COOTBCTCTBYIOIIIUMU KOHHQ;II%;J}M;I: IHIIJ'BMBJH:I %IIEIGT;JII/IOI[

JeYeHUs1 pUBapoKkcabaHoOM He TpeOyeTcsl MPOBOAUTh MOHUTOPUHI MapaMeTPOB CBEPTHIBAHUS
kpoBH. OHAKO, €CIIU JIJIsl 3TOTO €CTh KIIMHUYeCKOoe 000CHOBaHUE, KOHIIEHTPAllK puBapokcabaHa
MOTYT OBITh U3MEPEHBI B MKT/JI IIPH MOMOIIN KaTUOPOBAaHHBIX KOIMYECTBEHHBIX TECTOB aHTH-Xa
aktuBHOCTH (cMm. Tabmumy 6 B pasmene 5.2. ans Iuana3oHOB HAOMIOJAEMBIX KOHIIEHTPAIUN
puBapokcabaHa B Iu1a3Me KpoBH y aereit). [Ipu ucnonp3oBaHUM TeCTa aHTH-Xa aKTUBHOCTHU TSI
KOJIMYECTBEHHOW OLIEHKH KOHIEHTpaluil puBapokcabaHa B IjIa3Me KPOBU y AeTeld HE0OXOAMMO
YUUTHIBaTh HIDKHUN Tpeaen KOJMMYECTBEHHOW oleHKU. [loporoBeie 3HaueHUs 11 KPUTEPUEB

3¢ (HeKTUBHOCTH WM OE€30MMACHOCTH HE YCTAHOBJICHEI.

Knunuuecxas sghgpexmuenocmo u 6e3onacnocmeo

Jleuenue BTO u npodurakmuxa peyuousos BT y nayuenmos 0emcko20 803pacma

Brio mpoBenieHo 6 OTKPBITHIX MHOTOIIEHTPOBBIX MCCIEIOBAHUN C Y4aCTHEM JETeH, B KOTOPHIE B
o0rieM ObUTH BKITIOUEHBI 727 nereil ¢ moaTBep:kIeHHO# ocTpoit BTJ, u3 kotopsix 528 nomyyanu
puBapocaban. Jlo3a puBapokcabaHa, KOTOpas MPUMEHSIIACH y JeTe OT poxaeHus 10 < 18 mer,
ObL1a CKOPPEKTUPOBAHA 110 Macce Tejla U MPUBOAMIIA K JEHCTBHIO pUBapoKcabaHa, aHAIOTUYHOMY
npu npueme 1036l 20 Mr puBapokcabaHa OAMH pa3 B JACHb Y B3pOCibIX mamueHToB ¢ TI'B, uto
noaTeepkaeHo B uccienoBanuu 111 dassr (cm. pazgen 5.2.).

EINSTEIN Junior — paHIOMHU3UPOBAaHHOE OTKPBITOE MHOTOIIEHTPOBOE KIMHHYECKOE
uccinenoanue IIl ¢a3pl ¢ akTUBHBIM KOHTposieM ¢ yuyactueMm 500 manueHToB (B BO3pacTe OT
poxxnenus 1o < 18 yiet) ¢ moaTBepxkaeHHOM ocTpoit BT, u3 kotopsix 276 nereii ObLIN B BO3pacTe
ot 12 go < 18 ner, 101 pedenok — ot 6 mo < 12 ner, 69 nereit — ot 2 10 < 6 neT u 54 pebGeHKa B
BO3pacTe 10 2 JIeT.

BTD knmaccuduumpoBanuck Kak karerep-accoruupoannas BTD (90/335 nmanmenToB B rpymme
puBapokcabana, 37/165 manueHToB B TpyIIIe Mpernapata CpaBHEHHsI), TPOMOO3 BEH TOJIOBHOTO
Mo3ra u cuHycoB (74/335 mauueHTOB B rpymnmne puBapokcabana, 43/165 maiieHTOB B rpyIine
npenapata cpaBHeHMs)) win Kak apyrue BTO, Bxmouas TI'B m TOJIA (me xarerep-
accoruupoBanHas BTD, 171/335 maumentoB B rpymme puBapokcabaHa, 85/165 manueHTOB B
rpyrre npenapara cpaBHenusi). Hanbonee pacnpoctpanennoit BT y nmereit ot 12 no < 18 ner
ObL1a He KaTeTep-accouuupoBanHas BTO y 211 nereit (76,4%); y nereit ot 6 10 < 12 net u ot 2
10 < 6 et — TpoM0O03 BEH TOJIOBHOTO MO3Ta U CHHYCOB y 48 nereit (47,5%) u'y 35 nereit (50,7%)
COOTBETCTBEHHO; y JIeTel Muaamie 2 JieT — kaTteTep-accouunpoBannas BTO y 37 nereii (68,5%)).
B rpynne puBapocabana He ObLIO AeTel mitaaiie 6 MecsieB ¢ TPOMOO30M BEH TOJIOBHOTO MO3Ta

U CHUHYCOB. v 22 NanucHTOB C TpOM6030M BCH T'OJIOBHOT'O MO3lr'a U BCHO3HBIX CHUHYCOB ObLIa

45



COOTBETCTEYET 3Kl
ot 12.12

undexus [HHC (13 manueHToB B rpymie pHB: DOKC363!:11111|:}/:I:9-| %@ﬁiﬂ%@t%;fn%zhﬁeﬁébam

25 Ne 30933

_l'l_ b=

CPaBHEHHUS).

BTD Obuia copoBolypoBaHa MOCTOSIHHBIMH WJIM BpPEMEHHBIMU (DaKTOpamMH pHUCKAa WIH HX
COBOKYMHOCTHIO y 438 (87,6%) nereil.

[TaneHTsl TOTyYany HaYaJbHOE JICUEHUE TePaleBTUUECKUMH J03aMHU He()PaKIIMOHUPOBAHHOTO
reraprHa, HI3KOMOJICKYJISIPHOTO TenapruHa Wid (oHJanapuHyKca B TEYEHHUE 110 KpalHEeH mepe
5 IHEeW, 1mocre 4ero ObLIN PaHI0MHU3UPOBAHBI B COOTHOIICHHUH 2:1 UK B TPpyIITy puBapokcadaHa
B J103€, CKOPPEKTUPOBAHHOM IO Macce Tella, WM B TPyIIy Mpernapara cpaBHEHUs (TeMapuHbL,
ABK) B TeueHue OCHOBHOIO Iepuojia JIEUeHUs, cocTaBuBLIero 3 Mecsaua (1 mecsau st geren
MmiIazaue 2 JeT ¢ karerep-acconurpoBaHHoi BTD). B ciyuae kianMHMYECKON OCYIIECTBUMOCTH B
KOHIIE OCHOBHOTO MIEPHO/Ia JIeYEHUS IPOBOMIIACH IOBTOPHAS BU3yallu3allus COCYI0B, IEPBUYHAs
MPOBOAMIACH, HA JTale BKJIIOYEHHS B HcclenoBanue. [locie 3TOoro mpuem HCCienyemMoro
npernaparta MOT ObITh IPEKPAILEH HIIH, IO PELICHUIO UCCIIEA0BATENs, IPOAOIIKAICI CYMMapHO J10
12 mecsueB (ams geteit muaaiie 2 JeT ¢ KaTeTep-accouunpoBannoit BT no 3 mecsies).
[TepBuuHO# KOHEYHOM TOYKON A(h(HEKTUBHOCTH ObLIa YaCTOTa CHMITOMHOTO penuauBa BTD.
[TepBuuHOl KOHEUHOH TOYKOW Oe3omacHOCTH ObUTa KOMOMHHpPOBAHHAS YacTOTa OONBUIMX U
KJIMHUYECKH 3HAYUMBIX HEOOJBIIMX KpOBOTeueHUH. Bce KOHeuHble TOYKH 3(PPEKTHBHOCTH U
0€301MaCHOCTH LEHTPAIN30BAaHHO OLIEHUBAIMCH HE3aBHCUMBIM KOMHUTETOM, JJISi KOTOPOTO OBLIO
3aCJICIICHO paclpe/iejieHre MalMeHToB M0 TpynmaM JiedeHus. Pe3ynbratel 3 dekTuBHOCTH 1
Oe3omacHoCcTH npuBeaeHbI B Tabnumax 11 u 12 Hioke.

Permnus BTO mpousomen y 4 u3 335 nanueHToB B rpymnne puBapokcabaHa m'y 5 uz 165
NAalMeHTOB B Tpymme cpaBHeHHs. KomOuHupoBaHHas dYacTtoTa OOJNBIIOTO KPOBOTEUCHHS WU
KIIMHUYECKH 3HAYUMOTO HEOOJBIIOT0 KpoBOTeueHUs: otMedanack y 10 u3 329 marmenToB (3%),
MOJTy4aBIIUX puBapokcadan, u'y 3 u3 162 nauuentos (1,9%), nonydaBmux npenapart cpaBHEHUS.
Yucras KIMHUYECKas BbIroJa (KOMOMHHpOBaHHAs 4acTOTa CHUMITOMHOro peruauBa BTD u
0OJBIIOrO KPOBOTEUEHUS ) OTMEUeHa Y 4 u3 335 manueHToB B rpyIne puBapokcadbanauy 7 u3z 165
NAalMeHTOB B TpPYyNIe CpaBHEHHWA. PekaHanm3amus BEHBI INPH TOBTOPHOW BHU3yaJIH3alUd
HaOmoganack y 128 u3 335 marueHToB Npu JISYSHUH prUBapokcadaHoM U 'y 43 u3 165 manueHToB
B IPYIIIIE IpenapaTa CpaBHEHUs. DTU PE3yIbTaThl ObLIN B IIEIOM COMTOCTABUMBIMU y A€TEH pa3HbIX
rpynn. B rpynme puBapokcabana Obuio 119 nereit (36,2%) ¢ mi00bIM KpOBOTEUEHHUEM,

BO3HUKILIUM Ha (JOHE Tepanuu, a B rpyIIe npenapara cpaBHeHus — 45 nereit (27,8%).
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Tabmuua 11. Hanusie o npoduiio 3G PpeKTuBE

KOHIC OCHOBHOI'O I€pUOJa JICUCHUA

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 12.12.2025 N= 30933

OCTH pﬁﬂ%&c@%‘ﬁﬁ%@ﬁ'ﬂé}& -Ef)'a{glﬁflrellzlgf/m B

Pemmnus BTDO (nepBuuHas koHeUHAs
TouKa 3()(HEeKTUBHOCTN)

PuBapokcadan IIpenapart cpaBHeHus1
CoObiTHE
N =335* N =165*
4 5

(1,2%, 95% AU
0,4% — 3,0%)

(3,0%, 95% JIN
1,2% — 6,6%)

KoMOuHMpOBaHHAs KOHEYHAs TOUKA:
CUMITOMHBIN peruaus BTO +
0ecCUMIITTOMHOE YXYAIICHUE MPH
MMOBTOPHOUN BU3yallU3alluu

5
(1,5%, 95% JTN
0,6% — 3,4%)

6
(3,6%, 95% JIN
1,6% — 7,6%)

KomOuHpOBaHHAs KOHEYHAS TOUKA:
CUMNTOMHBIN peuuans BTO +
0eccHMIITOMHOE YXYAIIEHHE +
OTCYTCTBHE U3MEHEHUI TPU OBTOPHOM
BHU3yalIHM3aluu

21
(6,3%, 95% TN
4,0% — 9,2%)

19
(11,5%, 95% AU
7,3% — 17,4%)

Pexananuzaius BeHbI npu HOBTOpHOﬁ
BU3YyaJIU3alln

128
(38,2, 95% JIN
33,0% — 43,5%)

43
(26,1%, 95% JIN
19,8% — 33,0%)

KomOuHpOBaHHAs KOHEYHAS TOUKA:

KPOBOTEUYCHHUE (YUCTAsI KITHHUIECKAs
BBITO/1A)

cuMITOMHBIN peruauB BTD + Gombimoe

4
(1,2%, 95% TN
0,4% — 3,0%)

7
(4,2%, 95% TN
2,0% — 8,4%)

Tpom003MO0IIHS JIETOYHON apTEPUU CO
CMEPTEIbHBIM HJIH HECMEPTEIbHBIM

HCXOJIOM

1
(0,3%, 95% JIN
0,0% — 1,6%)

1
(0,6%, 95% JIN
0,0% — 3,1%)

* moaHas BI:I60pKa IJId aHalin3a, T.C. BCC I€THU, KOTOPLIC ObLIH pPaHAOMU3UPOBAHEIL.

Tabmuua 12. JlanHsle no npoduio 6e30MacHOCTH puBapokcadaHa W Ipernapara CpaBHEHHS B

KOHIC OCHOBHOI'O I€pUOJAa JICUCHUA

KIIMHAYECKHA 3HAUUMOE HEOOBIIIOE

TOYKa OE30MaCHOCTH)

KpOBOTEUYEHHE (IIEPBUYHASL KOHEUHAS

PuBapokcadan IIpenapar cpaBHeHus1
0
Codrrrue N = 329% N =162*
KomOuHupoBaHHas KOHEYHas TOYKA:
6oJbII0€ KPOBOTEUCHHUE + 10 3

(3,0%, 95% A1
1,6% — 5,5%)

(1,9%, 95% JTN
0,5% — 5,3%)

bonpiioe KpOBOTCUYCHUC

0
(0,0%, 95% JIN
0,0% — 1,1%)

2
(1,2%, 95% JIU
0,2% — 4,3%)

Jlroboe kpoBOTEUCHHE, BO3HUKIIIEE

Ha (OHE Tepanuu

119 (36,2%)

45 (27,8%)

* BRIOOpKA JJIs aHaM3a 0e3011acHOCTH, T.€. BCE JIETH, KOTOPhIE OBLUTH PaHIOMU3HPOBAHBI M TOTYIHIIH 10

KpaiHeil Mepe OJIHy /103y HCCIIelyeMOro JIEKapCTBEHHOTO Mpenapara
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nenuaTpuieckoil monyisimmu ¢ BTD w B3pocnoit monymsimmu ¢ TI'B/ TOJIA, onHako
COOTHOILIEHHUE MALMEHTOB C JIIOOBIM KPOBOTEUEHHEM OBIJIO BBILIE B EAUATPUUECKON MOMYJIISALUN

¢ BTD no cpaBHeHuto co B3pocioit nomyssiuueit ¢ TI'B/ TOJIA.

ITarmeHThl ¢ TPOMHBIM ITO3UTUBHBIM aHTI/Id)OCd)O.HI/IHI/IHHBIM CUHIPOMOM BBICOKOI'O pUCKa

B cnoncupyemom mcciemoBareneM  paHAOMH3UPOBAHHOM — OTKPBITOM  MHOTOIICHTPOBOM
HCCJIETOBAaHUHU C 3aCJICTUIEHHOM OIEHKOM KOHEYHBIX TOUEK pUBapoKcabaH U3ydascsi B CPaBHEHUU
¢ BapdapuHOM Yy TMAalMEHTOB C TPOMOO30OM B aHaMHe3e, Y KOTOPBIX JIUAarHOCTUPOBaH
aHTU(POCPOTUMHUIHBIA  CHHAPOM C BBICOKMM PHCKOM TPOMOOSMOOTUYECKHX COOBITUI
(TTOJIOKUTENBHBIN PE3yJIbTAT UL BCEX TPEX TECTOB Ha aHTU(HOCHOIMTTUIHBINA CHHIPOM: HAJTUINE
BOJIYAHOYHOT'O aHTUKOATYJISIHTA, aHTUTEN K KapIUOJUITHUHY U aHTUTEN K 0eTa-2-TIMKONPOTEHHY
I). ITocne BkimtoueHus: 120 manueHTOB HUCCIeIOBaHUE OBLIO MPEKPAIIEHO TOCPOYHO MO0 MPUIHUHE
MOBBIIIICHHON 9aCTOTHI TPOMOOIMOOTHMUECKUX COOBITUH Y AIMEHTOB B TPyIIe puBapokcabaHa.

Cpenssisi IpoAOHKATEIHFHOCTD ITePUo/ia HAOIIOICHUS COCTaBmWIa 569 nHel. 59 manueHToB ObUH
PaHIOMU3UPOBAHBI B TPYIITy puBapokcabana B 03¢ 20 Mr (15 Mr aj1s marMeHToB ¢ KIMPEHCOM
kpeatuHuHa < 50 mui/mMuH) u 61 — B rpynny Bapdpapuna (MHO 2,0 — 3,0). Tpombosmbonnueckue
coObITUs Tpom3onuid y 12% mnanmueHToB, paHAOMH3UPOBAaHHBIX B TPYINy puBapokcabana (4
UIIIEMUYECKUX MHCYJIbTa U 3 mH(papKTa MHOKapaa). Y MalueHToB, paHAOMU3NPOBAHHBIX B TPYIIITY
BapdapuHa, coOBITHS HE OBUIM 3aperucTpUpOBaHBL. bBonbmioe KoiamyecTBo mpousonuio y 4

nanueHToB (7%) u3 rpynmnsl puBapokcadbana u 2 nauueHTos (3%) u3 rpymiisl BaphapuHa

5.2. ®apmakoKNHeTHYECKHE CBOMCTBA

Abcopbrus

[IpencraBnenHass Huke HHQOpPMAIMsl OCHOBAaHA HA JIaHHBIX, IOJIYYEHHBIX BO B3pOCIION
HOIYJIALUH.

PuBapokcaban ObIcTpo BcachiBaeTcsl; MakcUMaiabHast KOHUEHTpausl (Cmax) JOCTHraeTcs uepes
2—4 gaca nocie npuemMa TabIeTKH.

[Ipu npueme BHYTpb B Buje TaOIETOK ¢ 103UpoBKOM 2,5 Mr u 10 Mr puBapokcabaH BcachlBaeTcs
MPAKTUYECKH MOJIHOCTHIO, MPU 3TOM €ro 6uoAocTynHocTh Bhicokas (80—100%) HezaBUCHMO OT
npuema nuimy. CoBMeCTHbIH ¢ nuiei npuem puBapokcadana B 103e 2,5 mr u 10 Mr He BAMsIET Ha
AUC u Cmax puBapokcabaHa.

B cBs3M CcO CHIKCHHOH CTENEeHBIO BCACHIBAHMSA, NPU IpUEME TaOJIETOK 03UpOBKOH 20 mT
HaTollak HaOmoganack OuomocTymHocTh 66%. Ilpum mnpueme Tabierok puBapokcabaHa
n03upoBKo# 20 Mr Bo BpeMs ezibl oTMedanoch yBennueHue cpenneid AUC Ha 39% no cpaBHEHUIO

C HIpucMoM TaOJIEeTKH HAaTOIIaK, MOKa3bIBad IPAKTUYCCKH IIOJIHOC BCACBIBAHHUC U BBICOKYIO
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(cm. paznen 4.2.).

dapmMaKkOKHHETHKA pUBapoKcabaHa MPaKTHYECKH JIMHEHA B 103aX 0 15 Mr ouH pa3 B ACHb NPU
npueMe HaTolak. B ycrnoBusix mpueMa puBapokcadaHa B BHJIe Ta0JIeTOK J03UpoBKoi 10 mr, 15 mr
u 20 MT BO BpeMs e/Ibl Ha0Ir01aeTcs 10303aBUCUMOCTD. [Ipu OoJiee BEICOKHX 103aX pUBapoKcabaH
JEMOHCTPHUPYET aOCOPOIINI0, OTPAaHUICHHYIO PACTBOPCHHUEM, C YMEHBIIEHHOW OMOI0CTYITHOCTHIO
Y CHHKEHHOM CKOPOCTHIO a0COPOIHMH MPH MOBBIIICHUH JT03HI.

dapMaKOKHMHETHKA pHBapokca0aHa XapaKTepU3yeTcsl YMEpPEHHOW MEKHWHIUBUAYaTbHOU
BapnabeIbHOCTHIO (BapHalMOHHBINH KoddduiineHT) B quana3one ot 30 mo 40%.

BcacoiBanue puBapokcabana 3aBucut ot Mecta BbicBoOOkAeHUS B XKKT. CHmkenne AUC 1 Cmax
Ha 29% u 56% COOTBETCTBEHHO HA0II0AAIOCh ITPHU BHICBOOOXKIEHUU IPAHyJISITa pUBapoKcabaHa B
MPOKCUMATLHON OT/eNie TOHKOM KUIIKKA B CPABHEHHH C IPUEMOM LIEeJION TaONeTKH. DKCIO3UIUS
npernaparta emie 0ojee CHMKACTCs PU BBEJECHUHU pUBapoKcabaHa B TUCTAIBHBIA OTAEN TOHKOU
KUIIKK I BOCXOJSIIYI0 O0OJOYHYIO KHMIIKY. TakuMm oOpa3om, ciemyeT n30eratb BBEICHUS
puBapokcabaHa AUCTaJbHEE JKeTyIKa, TOCKOJIbKY 3TO MOKET MOBJIEYh CHI)KEHHE BCAChIBAHUS H,
COOTBETCTBEHHO, IKCMO3UIINH pUBapoKcabaHa.

Buonocrynaocts (AUC 1 Cmax) puBapokcabana 20 Mr npu npuemMe BHYTPb B BHJI H3MEIIbYCHHOM
TaOJIETKH B CMECH C SOJIOYHBIM TIOPE WU CYCIICHAMPOBAHHOW B BOJIE, a TAaK)KE MPH BBEIACHUU
gyepe3 KEIMyJOUYHBIH 30H] C IMOCIEAYIOIMIMM IPUEMOM KHIKOTO MUTAaHHWS ObLIa CpaBHHUMA C
OMOIOCTYMMHOCTBIO ~ IIEIOW  TaONeTKW.  YUHUTBIBas  NPEACKa3yeMbIil  J10303aBUCHUMBIN
dapmakokuHeTHUeCKU TpoduiIb puBapokcabaHa, pe3yJabTaThl JTaHHOTO HCCIIEIOBAaHUS

OMOOCTYITHOCTH ITPUMEHUMBI TaXKe U K Oojiee HU3KUM J103aM pUBapokcalbaHa.

Pacnopenenenne

Cas3piBaHMe ¢ OelIKaMU IJ1a3Mbl y B3POCIIBIX BBICOKOE U COCTaBISET MPUOIN3UTENBbHO 92-95%,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHEHTOM SIBJISIETCSI  CHIBOPOTOYHBINH anbOymuH. OO0beM

pacmupeeneHus — YMEPEeHHBIH, Vs COCTaBIseT MpuOIu3uTensHo S50 .

EHOTDaHCd)ODMaIII/IH U 3JIMMHUHAIA

VY B3pOCIHBIX MALMEHTOB IPU IpUeMe pUBapokcabaHa MPUOIU3UTENBHO 2/3 103l MOABEPraeTcs
MeTa0OoIN3My U B JajbHEWIIEM BBIBOJUTCS PABHBIMM YacTAMU MOYKAMH U 4epe3 KUIICYHHK.
Ocrapmasicst 1/3 mpuHATON 1036l BEIBOJUTCS MOCPEICTBOM HPSMOM MMOYEUHOM SKCKPEIIMU B BUJIE
HEU3MEHEHHOr0 JEMCTBYIOLIErO BEIIECTBA IJIABHBIM 00pa3oM 3a CYET aKTUBHOM NOYEYHOMH
CeKpeLuu.

PuBapokcaban metabonusupyercs nocpeacrsom nuzopepmentoB CYP3A4, CYP2J2, a takxke npu

nomMomu MCXaHU3MOB, HC3aBUCUMBIX OT CHCTCMbI LHUTOXPOMOB. OCHOBHBIMHU ydyacTKaMu
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CornacHo JaHHBIM, NIOJYYEHHBIMU in Vitro, puBapokcabaH sBIseTCsl cyOcTpaToM Juisl OEJIKOB-
nepeHocunkoB P-gp (P-rimmkonporenna) u Berp (6enka yCTOWYHBOCTH paka MOJIOYHOM KeEJe3bl).
HeunsmeHneHHsli puBapokcabaH sIBJISETCS CaMbIM BaXKHBIM COEIMHEHUEM B YEJIOBEUECKOH IJ1a3me,
OCHOBHBIC MWJIM aKTUBHBIC IMPKYJUPYIOIIME METa0OJUThl B IUIa3ME€ HE OOHApyKEHBI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO COCTABISET MpUOIM3UTENbHO 10 11/9, MOXKET OBITH
OTHECEH K JIEKApCTBEHHBIM CPEJICTBAM C HU3KUM KiIUpeHcoM. Ilociie BHYTpUBEHHOTO BBEICHHUS
1 Mr puBapokcabaHa epuo/ MOIyBbIBEICHHS COCTaBIIsAeT 0KoJIo 4,5 yacos. [locie nepopanbHOro
nprueMa BbIBEJICHHE CTAHOBUTCS OTrPAaHHMUYEHHBIM CKOpOCThbIO abcopbumu. [lpu BeIBeneHHU
puBapokcabaHa M3 IJIa3Mbl KOHEUHBIN MEPUOJ MOITYBBIBEACHHS COCTABISIET OT 5 10 9 4acoB y

MOJIOJIBIX TAMEHTOB U OT 11 10 13 9acoB y MOKMIIBIX MAIIMEHTOB.

DdapMakOKMHETHYECKHE JAHHBIC Y TAIIMEHTOB

Y B3pOCTBIX MAlMEHTOB, OMYYAONIUX pUBapoKkcadban B 103e 20 Mr OJJuH pa3 B JI€Hb [l JICUCHUS
octporo TI'B, reomerpuueckoe cpennee kKoHueHntpamuii (90% npeauKTUBHBIA UHTEPBAJ) Yepes
2-4 yaca W mpuMepHO uepe3 24 dYaca TOCJEe MpUeMa J03bl (UTO MPUMEPHO COOTBETCTBYET
MaKCUMaJbHOW M MHUHUMAJIbHOW KOHIEHTpPALMSM B MHTEpBaJe MO3UPOBaHUs) cocTaBuio 215

(22-535) mxr/nm u 32 (6-239) MKT/1, COOTBETCTBEHHO.

CDa‘[)MaKOKI/IHeTI/I‘IGCKI/IaH-d)aDMaKO}II/IHaMI/ILICCKaSI 3aBUCUMOCTD

CootHomieHne (papMaKOKMHETHYECKUX TapaMeTpoB M (hapMaKOAMHAMUYECKUX IPPEKTOB
(OK/ ®1) mexxny KOHIIEHTpalue puBapokcabaHa B MIa3Me KPOBH U HECKOJIBKMMHU KOHEUHBIMU
dbapmMakoIMHAMUYECKIMH TOYKaMu (MHruOupoBanue ¢akropa Xa, TPOTPOMOMHOBOE BpeMms,
AUTB, HepTest) oiennBanuce nocie npruema MupoKkoro guanazoxa 103 (ot 5 1o 30 mr 1Ba paza
B CyTKH). B3amMOCBsI3p MEXIy KOHIICHTpalnuedl puBapokcabaHa M aKTUBHOCTBHIO (hakTopa Xa
HaWIy4dluM o0pa3oM TPOJEMOHCTPHPOBAHA C MCTOJb30BaHUEM Emax. s mpoTpoMOuHOBOTO
BpPEMEHH MOJEIb JIMHEWHOUN pEerpeccuu B 1IETIOM JYUIlle OMICHIBAET JaHHBIE.

YT110BO# KO PHUIHMEHT 3HAUUTEIHHO MEHSIICS B 3aBUCUMOCTH OT PEAaKTHBOB, UCIIOIB3YEMBbIX JIIS
ompezesieHus mporpoMOuHOBOTO BpeMmeru. [Ipu ncnonb3oBannu Habopa Neoplastin PT ucxomgHoe
3HaYeHHE MPOTPOMOMHOBOTO BPEMEHH COCTaBMJIO OKOJIO 13 ceK ¢ HaKJIOHOM JIMHUHM OKOJIO
3—4 cex (100 mxr/m). PesynbraTs! ananuza cootHomeHuss OK/ @/ B uccnenoBanusx I u 11 ¢azbr

COOTBCTCTBOBAJIN aHAJIOTUYHBIM MOKA3aTCIIsIM Y 3JOPOBLIX MAIIUCHTOB.

Ilon
YV B3poCIbIX HE OBLIO KITMHUYECKH 3HAYUMBIX pa3Inuuii papMakOKWHETUKH U (papMaKkoaMHAMUKH

Cpear MYKYHUH U JKXCHIIIUH.
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Tlooxcunoii 6o3pacm

VY HoXMIBIX ManUCHTOB KOHICHTpAA pHBapOKca6aHa B IJIa3ME KPOBH BBIIIC, YEM Y MOJIOABIX
nanueHToB; cpeanee 3HadyeHne AUC npubausutenbHo B 1,5 pa3a mpeBbIIacT COOTBETCTBYIONINE
3HAUEHUS y MOJIOJBIX MAalMEHTOB, TJIaBHBIM 0O0pa30M, BCIEACTBHE CHIDKEHUS (BEPOSTHOTO)

00I11ero ¥ MeYeHoYHoro knupenca. Koppekmus 10361 He TpeOyeTcsl.

Pasnuunas macca mena
Y B3pocibIX KpuTndeckas Macca Tena (meHee 50 kr u 6osee 120 Kr) Tuirs He3HAYUTEIBHO BIIHSIIA

Ha KOHLIEHTPAIUIO pUBapokcabaHa B ruia3Me KpoBH (MeHee 25%). Koppekuus 10361 He TpeOyeTcs.

Mesicomnuueckue paziuuus
KimHn4eckn 3HAYUMBIX pa3induil  (GapMaKOKUHETHKH W (apMaKOJWHAMUKH Y B3POCIHBIX
MAllMeHTOB  EBPOMHOUIHON, adpoaMEepUKaHCKOHN, JaTHHOAMEPHKAHCKOW, STMOHCKOW WA

KHTaNCKOM ATHUYECKOU MNPpUHAIICKHOCTHU HC Ha6J'II-OI[aJ'IOCB.

Hapywenue ¢pynkyuu nevenu

Y B3pOCIBIX MAIMEHTOB C IUPPO30M MEYECHU U HApYIICHHEM (DYHKIIMH TIeUYeHH JIETKOW CTETICHH
(xmacc A mo Yaitna-ITe0) dpapmakokrHETHKA puBapoKcadaHa JIUITh> HE3HAYUTEIIBHO OTINYaliach
OT COOTBETCTBYIOIIUX TOKa3aTelel B KOHTPOJILHOM TpyTIe 30POBBIX UCHBITYEMBIX (B CpeIHEM
ormeuanock yBenudenne AUC puBapokcabana B 1,2 paza).

VY mamueHToB ¢ MUPPO30M TIeUeHH M HapylmieHneM (QyHKIMH TIeYeHH cpeiHel cTerneHu (kmacc B
no Yaiinn-IIer0) cpenusst AUC puBapokcabana Obuta 3HaYMTENBHO TOBBIMIEHA (B 2,3 pasa) 1o
CpPaBHEHHUIO CO 37A0pOBBIMH J00poBobiiaMu. Hecsizannast AUC puBapokcabaHa yBeITnInuBaaach
B 2,6 paza. Y 5TuUX MalMEHTOB TakKe OBLJIO CHIKEHO BBIBEJICEHHWE pHBapoKcabaHa MOYKaAMU,
CXO0’Kee C TAaKOBBIM y TAIIMEHTOB C HapyIIeHneM (YHKIIMU MOYEK cpesHeil cTeneHu. JJaHHble 1o
MAIUEHTAM C TSHKEIIBIM HapyIieHueM (PYHKIIHH OTCYTCTBYIOT.

[TonaBnenue akTuBHOCTU (hakTOpa Xa y MAaIEeHTOB C HapylleHHeM (DyHKLIHU MEYeHU CpeaHen
CTeNeHH OBLIO BBIPAXKEHO B 2,6 pasza cuibHEe, YeM Y 3JI0pOBBIX JOOPOBOJIBIIEB; YBEIUYCHUE
IPOTPOMOMHOBOTO BPEMEHH B CXOKeil cTerneHu Bo3pacTtaio B 2,1 pa3za. [laneHTs! ¢ HapyeHneM
(GYHKINY MTEYeHN CpeTHEH CTeTieHn ObIIH 00Jiee UyBCTBUTEIBHBI K pUBApOKCaOaHy, UTO SBISETCS
CIeACTBHEM  Ooyiee  TECHOM  B3aMMOCBs3M  (hapMakonuHaMuueckux  3P(HEeKToB U
(bapMaKOKMHETHYECKUX MMApAMETPOB MKy KOHIICHTPAIMEH U TPOTPOMOMHOBEIM BPEMEHEM.
PuBapokcaban TpPOTHBOINOKA3aH NAIlMEeHTaM C 3a00JIEBaHUSMHU TEUEHHU, MPOTEKAIOIUMHU C
KOaryJionaTiei W pPHCKOM KIMHUYECKH 3HAYMMOTO KPOBOTEYCHHS, BKJIIOYAs MAIMEHTOB C

nuppo3oM neuenu kinacca B u C no kmaccudukanum Yana-I1ero (cm. pazmen 4.3.).
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Hapywenue ¢pynxyuu novex

Y B3pochpIX MalMEHTOB  HAOJIOJAIOCh  YBEJIMYEHUE  OSKCHO3MIMM  pHUBapokcadaHa,
KOppEIHpOBABIIEE CO CHIKEHHEM MO4YeYHOM (YHKLMH, KOTOpas OIEHHBAJIach H3MEPEHHEM
KJIMpeHca kpeaTMHHHA. Y nanueHToB ¢ Jerkod (KnKp 50-80 mn/mun), cpenneit (KnKp 30—
49 ma/muH) u Tsokenod (KnKp 15-29 ma/mu) crenenpro HapymieHUsS (QYHKIHH TIOYEK
KOHIICHTpaIuu puBapokcadana B miasme kpoeu (AUC) Obutm moBeiiens! B 1,4, 1,5, 1,6 pasa
cootBeTcTBeHHO. COOTBETCTBYIOIIEE yBennueHue (papMakognHaMu4eckux 3(¢heKkToB ObLIO
Oosee BBIpaXEHHBIM. Y TAIMEHTOB C JIETKOM, CpeqHEell W TSKENOW CTENeHBI0 HapyIIeHUs
¢yHKIMHU ToYeK ob1iee MoiaBIeHne aKTUBHOCTH (hakTopa Xa yBenuuuBaiocs B 1,5, 1,9 u 2,0 paza
COOTBETCTBEHHO 110 CPAaBHEHHIO CO 3/I0POBBIMHU T0OPOBOJIBLIAMH; IPOTPOMOMHOBOE BpPEMSI TAKKE
yBeIMuHuBajiock B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.

Jannsle o maruenTax ¢ KinKp < 15 Ma/MuH 0TCyTCTBYIOT.

[Ipennonaraercs, yTo puBapokcabaH He MOABEPTaeTCs AUATN3Y B CBA3H C BHICOKHUM CBS3bIBAHUEM
¢ OenKaMu IUIa3MBbl.

He pexoMmenmyetcst mpuMeHsTh penapar y mamueHToB ¢ KnKp < 15 mu/mun. Cnenyert coOmmonaTh

OCTOPOXKHOCTH MPH MPUMEHEHUU mpernaparta y nanueHtoB ¢ KnKp 15-29 mu/mun (cM. pasgen

44.).

eTu

bezomacHocTh 1 3 PekTHBHOCTS prBapokcabaHa y OeTe W MOIAPOCTKOB B Bo3pacTe no 18 jer mo
MOKA3aHUIO NMPO(UIAKTUKA UHCYIbTa U CUCTEMHOM TpoMO03MOO0INY y alleHToB ¢ pubpusamen
HpeicepaAnii HEKITaaHHOTO MIPOMCXOXKICHUS HE YCTaHOBJICHBI.

Abcopbyus

Jletu monydanu puBapokca®aH B BUAE TaOJETOK WU CYCIEH3UU JJIs pUeMa BHYTPh BO BpeMs
WIHM cpasy IocJie KOPMJICHHS WM MpUeMa MUIIH, BMECTe ¢ OOBIYHOM MOPIMEH >KUIKOCTH AJIs
o0ecrieueHHs HaUIeKAILETo J03UpOBaHus y Aereil. Kak y B3pocibIxX, Tak U y 1eTei puBapokcadbaH
OBICTPO BCAChIBAETCS MTOCIIE IEPOPATILHOTO MpUEMa Mpernapara B JIEKapCTBEHHON (popMe OaneTku
WJIM TPaHyJIbl ISl IPUTOTOBIICHUS CyCIIEH3UM JUIsl IpueMa BHYTpb. He oTmedanocs pa3HuILsl HU B
CKOPOCTH, HU B CTETICHH BCACHIBAHUS MEX]y JIEKapCTBEHHBIMU (hOpMaMu TaOIETKU U TPaHyJIbl
JUISL IPUTOTOBJICHUS CYCIIEH3UN JUISI IpueMa BHYTpb. JlaHHBIE 0 (hapMaKOKUHETHKE Yy JAeTei mocie
BHYTPHBEHHOTO BBEJICHHS OTCYTCTBYIOT, IO9TOMY a0CONIOTHAsI OMOIOCTYITHOCTh pUBapoOKcabaHa
y JneTei HeusBecTHA. bbulo 0OHApYXKEHO CHIIKEHHWE OTHOCHUTEIBHON OHOJOCTYITHOCTH NPH
YBEJIMUEHUH JI03bI (B MI/KI' MacChl Tella), Ha OCHOBaHHH YeTr0 MOXKHO CJIIeNaTh NMpeiokKeHne 00

OrpaHHUYEHUSX abcopOmmu At 6osee BRICOKHX /103, JaKe MpU prueMe ¢ nuiieil. PuBapokcaban B
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125
. 0C i s N3G
BUJIE TaOJIETOK JO3UPOBKOHM 15 Mr mmm 20 Mr clieayeT H‘IL-II/IHI/IEZ%‘E'B BJ&H%D‘MHGHH AiK BO

BpeMs el (cM. paznen 4.2.).

Pacnpeoenenue

CrneunduyHble B OTHOILICHUU JI€TE aHHBIE O CBSI3BIBAHUM pHBapokcabaHa ¢ OeTKaMU IUIa3Mbl
OoTCyTCTBYIOT. JlaHHBIe O ()apMaKOKMHETHKE Yy JeTell TMocie BHYTPUBEHHOI'O BBEICHHUS
puBapokcabaHa OTCYTCTBYIOT. Vs y JeTeil (Bo3pacTHoM auana3zoH ot 0 mo < 18 mer) mocie
NEepOopaJbHOTO MpHeMa puBapokcadaHa, CIPOrHO3MPOBAHHBIA C IMOMOIIBIO MOMYJISLIHOHHOTO
(bapMaKOKMHETUYECKOTO MOJACIUPOBAHHUS, 3aBUCUT OT MacChl Tella U MOXKET ObITh OMHCAaH C
MOMOIIBIO AJIOMETPUYECKON (DYHKIIMU CO CpelHUM 3HaueHueMm 113 i1 g cyObekTa ¢ mMaccoi
Tena 82,8 Kr.

buompancgopmayus u snumunayus

Crneunduynpie B OTHOUICHHHM JETE€Hd JaHHbIE O MeTa0olM3Me OTCYTCTBYIOT. JlaHHBIE O
(apMakOKMHETUKE y JeTel IMociie BHYTPHUBEHHOTO BBEACHHUS pHBapokcabaHa OTCYTCTBYIOT.
Kmupenc y nereit (BospactHoit amama3zoH ot 0 mo < 18 jer) mocne mepopalbHOro mpueMa
puBapokcabaHa, CIPOrHO3UPOBAHHBIN C MOMOIIBIO MOMYJISIUOHHOTO (PapMaKOKMHETUYECKOTO
MOJICTTUPOBAHUS, 3aBUCUT OT MAcCChl Te€lla U MOKET OBbITh OMKCAH C TOMOIIBIO AITOMETPUIECKON
(GYHKIMM CO CpemHUM 3HayeHueM 8 /4 g cyObekTa Maccoi Tenma 82,8 kr. Cpennue
F€OMETPUYECKUE 3HAueHUs IMepuofa MOIyBbIBEACHHS (t12), pPAacCUUTAHHBIE C IOMOIBIO
HOMYJISIIUOHHOTO  (PapMAaKOKMHETHYECKOTO MOJIETUPOBAHUS, YMEHbBIIAETCS C YMEHbIIEHUEM
BO3pacTa U BapbupyeTcs oT 4,2 yaca y MOAPOCTKOB JI0 MMPUMEPHO 3 4acCOB y JE€TEH B BO3pACTE
2-12 ner, no 1,9 u 1,6 yaca y ngereit B Bozpacte 0,5—< 2 net u menee 0,5 roga, COOTBETCTBEHHO.
Dapmarxoxkuremuieckue OanHvle y NAYUEHmMos

I'eomerprueckoe cpennee konmeHTpamnmii (90% uHTEpBaI) B MHTEpBallaX BpeMeHU 0TOopa mpoo,
IPUMEPHO COOTBETCTBYIOLIUX MAaKCUMaJIbHOH M MUHUMAJIbHON KOHIICHTpAallMd B HHTEpBaJe
JO3UpOBaHus, y Aereit ¢ octpoit BTD, monyuaromux puBapokcabaH B J03€, 3aBUCSILEH OT MacChl
Tesa, I MOJy4eHUs SKCIIO3ULIMU, COOTBETCTBYIOIIECH TAKOBOM Yy B3pOCibIX nanueHToB ¢ TI'B,

noJryyaromux 103y 20 Mr ofiuH pa3 B JieHb, IipecTaBieHbl B Tabmune 13.

Tabnuna 13. CBonHas cratuctuka (reomerpuueckoe cpensee (90% uHTEpBai)) paBHOBECHBIX

KOHI_ICHTpaLII/Iﬁ pHBapOKca6aHa B IIJTa3M€ KPOBU (MKF/H) B 3aBUCUMOCTH OT pCKUMa JO3UPOBAHUA

U BO3pacTa
BpeMenHnsle
HHTEPBAJIbI

Omuu pazB | N ot 12 no N ot 6 1o

eHb <18 aer <12 aer
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2,5-4 yaca 171 2415 24 229.7 'ﬂ':'-_iE.n]':EﬁHTEﬂTIZH': CTe 0003 ]
crycTs (105-484) (91,5-777)
20-24 gaca 151 20,6 24 15,9
CITyCTSI (5,69-66,5) (3,42-45.5)
ABapazas | N oT 6 10 oT 2 110 N ot 0,5 no
JIeHb <12 aer <6 Jger <2 aer
2,54 4gaca 36 145,4 38 171,8 2 H.D.
crycrst (46,0-343) (70,7-438)
10-16 wacos | 33 26,0 37 222 3 [10,7 (u.p.—H.p.)
cnycrs (7,99-94,9) (0,25-127)
Tpupaszas | N oT 2 10 N oT N ot 0,5 no N oT
J€eHb <6 ger poKIeHust <2 jer poOxKAeHUs
0 < 2 Jjer 10 < 0,5 ger
0,5-3 yaca 5 164,7 25 111,2 13 114,3 12 108,0
CIyCTSt (108-283) (22,9-320) (22,9-346) (19,2-320)
7—-8 gacoB 5 33,2 23 18,7 12 214 11 16,1
crycrst (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PacCYUTHIBAIOCH
3HaveHM HUKE HIDKHETO Tipeaena koaudectBeHHoro onpenenenus (HITKO) O6bimu 3ameHeHb Ha
% HITKO nns pacueta cratuctuku (HITKO = 0,5 mxr/m).
DapmarokuHemu4eckasa-papmakoOUHaMuU4eckas 3a8UCUMOCb

Lon

AHanu3 TOJYYEHHBIX JaHHBIX HE BBISIBIJI CYIIECTBEHHBIX pa3WdYUii B OKCIO3ULIUU
puBapokcabaHa y AeTel pa3Horo moa.

Paznuunas macca mena

VY nereii n03a puBapokcabaHa 3aBUCUT OT MACChl TeJla. AHAJIU3 JAHHBIX, MOJYYEHHBIX OT JCTEH,
HE BBIBWJI 3HAYMMOTO BIUSHUS HEIOCTATOYHOM Macchl Tejla WM OKHUPEHHS] Ha HKCIO3UIUIO
puBapokcabaHa.

Mesicomuuueckue pazauyus

Anamms MOJIYYCHHBIX JaHHBIX HC BBIABUJI 3HAYUMBIX MCKITHUYCCKUX pasnntmﬁ B 3KCITO3UIIUU
puBapokcabaHa y JeTel sIMOHCKOM, KUTACKOW MIIM a3MaTCKOW ATHUYECKOM MPUHAIJICKHOCTH 32
npenenamu Snonuu u Kutas mo cpaBHeHuo ¢ oOIIei neguaTpuyecKoi momyasueii.

Hapywenue d)VHKuMM nevyeru

Knuanueckue naHHbie U1 €T ¢ HapyIIeHUEeM (PYHKIIUU TIEYEHU OTCYTCTBYIOT.

Hapywenue d)vﬂkuuu novyex

JlaHHBIE KIMHUYECKUX MCCIICAOBAHUI y AeTei B Bo3pacTe | roga m crapiue co CpeiHe Wiu
TSDKEJIOW CTENEHBI0 HapymeHHs (QYHKIUH TOYeK (CKOPOCTh KIyOOUYKOBOH (QHIBTpaIlUU

< 50 mn/mun/1,73 M?) OTCYTCTBYIOT.
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6. PAPMAIIEBTUUECKHUE CBOMCTBA (MOCNEOOBATENEHOCTS 0003)

6.1. IlepeueHb BcOMoOraTe/ibHbIX BellECTB
HATpH JIAypHICYIb(hat

JaKTO3a

[Tonokcamep 188

1eJUTI0NI03a MUKpoKkpucTaiudeckas (E460)
KpOCKapMeJui03a HaTpus

maraus creapat (E470b)

KpeMHHUsI TuoKcu]1 Kojutouaublil (ES51)
obonouxka: runpomeiiosa (E464), tutana auokeun (E171), makporon 3350 (E1521), kpacutens
Kene3a okcus kpacHseii (E172)

6.2. HecoBmecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CpoOK XpaHeHmusl)

4 rona.

H3MmenpueHHbIE TAOJETKH

W3menbuenHble TabneTKy npenapara PuBapokcaban cTaOMIBHBI B BOJE B TEUEHUE 4 YaCOB.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NIPH XPAHEHUH

JlexapcTBeHHBIN TIpenapaT He TPEOYET CIIeMAIbHBIX YCIOBUN XpaHCHUS.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKH

ITo 10 TaGneTok, MOKPHITHIX INIEHOYHON 000104KOH, B Onuctep u3 An-IIBX/TID/TIBAX.

ITo 3 wnu 10 GrucTepoB BMECTE C TMCTKOM-BKJIA IBIINIEM MTOMEIIAIOT B TTAYKy KAPTOHHYIO.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOKEHHMH  HCIOJb30BAHHOTO
JIEKApPCTBEHHOI0 Mpenapara WM 0TX0J0B, MOJYy4YeHHBIX NOc/Ie NPUMeHEeHNs npenapara, u
Apyrue MaHUMNYJSIIMHU ¢ IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Yemickas PecryOnmka

3eHTHBA K.C.

VY xa6enosusr 130, 102 37, IIpara 10, Hoxan Mexomymibl

7.1. IlpeacTaBuTeNb AEPKATESI PETHCTPALMOHHOIO YI0CTOBEPEHH

[Iperen3un norpeduTENE HAIPABIATH 110 JPECY:

Poccus

000 «3entuBa dapmay»
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127030, r. MockBa, BH. Tep. I'.M.0. TBEpCKOii,

yi. HoBocnoGoackas, 1. 31, crpoenue 4, nomenienue VI
Tei.: +7 (499) 350-13-48

email: PV-Russia@zentiva.ru

8. HOMEP PET'UCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOATBEPXKJIEHUS PETUCTPAIINN,
INEPEPETUCTPALINN)

JlaTa rnepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  XapakTepuCTHKa JICKQpCTBEHHOTO Tpenapata PuBapokcabaH JOCTynmHa  Ha
UHPOPMAIIMOHHOM TIOpTaie EBpa3suiickoro HSKOHOMHYECKOTO COK3a B HH()OPMAaIMOHHO-

KOMMYHHKAIIMOHHOM cetn «HTepHEeT» http://eec.eacunion.org/
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