COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA Y004

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
PUBAPOKCAFBAH JIEKAC, 15 mr, TabieTku, MOKPHITHIEC INIEHOYHOU 000I0UKOM
PUBAPOKCAFBAH JIEKAC, 20 mr, TabieTKH, MOKPHITHIEC INIEHOYHOU 000I0YKOM
2. KAUECTBEHHbIN U KOJIMYECTBEHHBIN COCTAB

JleiicTByto1IIee BEIIECTBO: pUBApOKCaAbaH

PUBAPOKCAFAH JIEKAC, 15 mMr, TabJeTKH, HOKPBITHIE IIIEHOYHOW 000JI0UYKOHI

Kaxxnas tabnerka conepxut 15 Mr puBapokcabaHa.
BcnomorarenabHble BCIICCTBA, HAJIMUMUC KOTOPLIX HAA0 YUYUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npemnapara: jakros3a (cMm. pasaensi 4.3., 4.4.).

PUBAPOKCAFAH JIEKAC, 20 Mr, TabJeTKH, HOKPBITHIE IIIEHOYHOW 000JI0UKOHI

Kaxxnas tabnerka comepxut 20 Mr puBapokcadaHa.
BcenomorarenbHble BElIEeCTBa, HAMYME KOTOPBIX HA/J0 YUYUTHIBATh B COCTaBE JICKAPCTBEHHOTO
npemnapara: jakros3a (cMm. pasgeinsi 4.3., 4.4.).
[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEIIECTB MPUBENIECH B pa3aene 6.1.
3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, MOKPBITHIE TNICHOYHOH 000I0UKOM.
TaOneTku, MOKPHITHIE IUIGHOYHOW O0OJIOYKON Oenoro Wiau MouyTH Oeoro LBeTa, Kpyrible,
JBOSIKOBBINTYKJION (hopMbl. Ha monepeunoM paspese sijpa TaOleTOK UMEIOT OeNbli WU MOYTH
O€JIbIH 1IBET.
4. KIMHUYECKHUE JAHHBIE
4.1. IloxazaHus K NPUMEHEHUIO
JlekapctBennsiii npenapar PUBAPOKCABAH JIEKAC mnoka3an K NPUMEHEHUIO Y B3POCIBIX,
JIeTei 1 MOAPOCTKOB B Bo3pacTe A0 18 et ¢ maccoit tena ot 30 Kr.
Bspocabie
e npoduIaKTHKa UHCYJIbTa U CUCTEMHON TPOMOOAMOOINH y MAIMEHTOB C (HUOpMIIIAIHEH
npencepauii (OIT) HEKITAMTaHHOTO IPOUCXOXKICHUS;
e JieueHue TpoMOo3a riryookux BeH (TT'B) u pomO0osMOonuu nerounoit aprepun (TOJIA) u
npodunakruka peruauoB TI'B u TOJIA.

Jletn 1 moapocTku n0 18 ger ¢ maccoii tena ot 30 Kr

e JicueHHE BEHO3HOUW TpomOosIMOommu (BTD) n mpodummaktuka peruausos BTD mocie He
MeHee 5 THeW HayalbHOM MapeHTEepATTbHON aHTUKOATYJISTHTHOM Tepanuu.
4.2. Pe:xuM 103UPOBAHMS U CIIOCOO MPUMEHEHUs

PexxuM 103upoBaHus
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PexomennoBannass mo3a coctaBiasier 20 Mr oaMH pa3 B JIGHb, 4YTO TaKXe SBISETCS
PEKOMEHIOBAHHON MAaKCUMAJIbHON CyTOYHOW JTO30M.

Tepanmus npenaparom PHUBAPOKCABAH JIEKAC jpomkHa paccMarpuBaThCsl — Kak
JOJITOBPEMEHHOE JICYCHHE TIPU YCIIOBHH, YTO TOJIb3a OT MPOPUIAKTUKY UHCYJIBTa M CUCTEMHOMN
TPOMOOIMOOIINH MPEBHIIIAET PUCK KPOBOTEUEHUS (CM. pa3zen 4.4.).

Jleticmeus npu nponycke npuema npenapama

Ecnu mpuem ouepenHoi [03bI MPOMYIIEH, MAlMeHT JIOJDKEH HEMEAJIEHHO NMPUHATH TabJeTKy
npenapara PUBAPOKCABAH JIEKAC u Ha cneayoomuil 1eHb Ipo0JDKaTh IPUEM IpernapaTa
OJIMH pa3 B JIEHb B COOTBETCTBUU C PEKOMEHJIOBAHHBIM PEKHUMOM. B 3TOT ke JieHb He cienyeT
IIPUHUMATh JBOMHYIO 03y JUIsl KOMIIEHCALUH MTPOMYILEHHOMN J03Bl.

Jeuenue TI'B u TOJIA u npogpunaxmuka peyuousos TI'B u TOJIA y e3pocavix

PexomeHnoBaHHast HayanbHas f03a npu JiedeHuH ocTpbix TI'B nnu TOJIA cocrasnser 15 mr asa
pasa B IeHb B T€UEHUE NEPBbIX 3 HEJENb C MOCIEIYIOUIUM MepeXo oM Ha 103y 20 MT oAuH pa3 B
JIeHb JUTs TalibHenIero JgedeHus u npodunaktuku peruansoB TI'B u TOJIA.

KopoTkass mpogomKUTenpbHOCTh Kypca JiedyeHUs (KaKk MHUHHUMYM 3 MecsleB) J0JDKHA ObITh
paccmotpena juis nanuenToB ¢ TT'B wim TOJIA, cipoBOIIMPOBAHHBIX CEPHE3HBIMU OOPATHMBIMU
dakTopamu pucka (T.e. HEJaBHEE CEPbe3HOE XUPYPTUUECKOE BMEIIATETLCTBO WK TpaBMa). bonee
JUTUTEIIBHBIA TIEPUOJT JICYCHUS TIOJDKEH OBITh paccMOTpeH Juts nanueHToB ¢ TI'B wim TOJIA, He
CBSI3aHHBIMU C CEpbE3HBIMU 00paTUMBIMU (PaKTOpaMu pUCKa, ¢ HecipoBoupoBaHHbIMU TI'B nmun
TOJIA, wu ¢ TI'B unu TOJIA B aHamHe3e.

Korna nokaszana npoanennas npoguinakruka peunanso TI'B umu TDJIA (mocne 3aBeprieHus
KaKk MUHUMYM 6 mecsteB siedeHus TI'B umu TDJIA), pekomennoBanHas 103a cocrapiuser 10 mr*
OIMWH pa3 B AcHb. [lanmenTaM ¢ BbICOKUM puckoM penuauupyromero TT'B umm TOJIA, takum
KaK MAalUEHThl C TSHKEIBIMU COMYTCTBYIONIMMH 3a00JIEBaHUSMU WJIA Y KOTOPBIX Pa3BUIICS
pemunuBupytomuii  TI'B  wmu  TOJIA npu  mpoaneHHOH NpodUIaKTHKE —IpernapaTroM
PUBAPOKCAFBAH JIEKAC B no3upoBke 10 mMr* oawH pa3 B JI€Hb, HECOOXOJUMO PacCMOTPETh
HazHaueHnue npenapata PUBAPOKCABAH JIEKAC B no3upoBke 20 MT 0JIMH pa3 B J€Hb.
[IpooMKUTENEHOCTh JIEYSHHUSI U BBIOOP O3Bl JIOJDKHBI OMPEENSIThCS MHIUBUIYATBHO IMOCIE
TIIATETFHOM OIEHKH TOJIB3HI JICUCHHS MIPOTHB PHUCKA BOZHUKHOBEHHUS KPOBOTECUCHHS (CM. pa3ien

4.4.).

IIepuon BpeMeHnu Cxema npuema CymmapHas
CyTOYHasl 103a

Jleuenue u npodumaKTHKa Henp 1-21 15 mr nBa pasa B 1eHb 30 mr
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peuuausoB TI'B u TOJIA C 22 nus : 2'(\ ME-OJHHH-Pa3-B 20-ME
NI€Hb

[Tpodunaktuka peunauBoB | [Tocne 3aBepmienns kak | 10 Mr* ogun pa3 B 10 mr* umm 20

TI'B u TOJIA MUHUMYM 6 mMecsitieB | AeHb uin 20 Mr oguH MT
neuenust TI'B wnu pa3 B JI€Hb
TOIIA

*B ciyyae HEoOXOAMMOCTH IpHeMa mpemapara B 7o03e¢ 10 Mr ciemyeT mpuUMEHSTHh Mpernapar
JPyroro Mpou3BOAUTEINS B COOTBETCTBYIOLIEH JO3UPOBKE.

eticmeus npu nponycke npuema npenapama

Ecnu npueM ouepeHoi 0361 MPOIYIICH P PEKUME T03UpoBaHust 15 MT 1Ba pa3a B IeHb (IeHb
1-21), marueHT 10JDKEeH HeMeIeHHO TpuHATh TabneTky npemnapata PUBAPOKCABAH JIEKAC
JUISL JOCTIKEeHHsT cyTouHOW 103kl 30 mr. Takum oOpaszom, nBe TabieTku 15 mMr Moryt ObITh
MPUHSATHI B OJIMH nipreM. Ha cneayromuii JeHb NaiueHT J0JKEH NPOoJ0JIKaTh PEryJIspHbIM puemM
npenapara 15 mMr 1Ba pa3a B IeHb B COOTBETCTBUHU C PEKOMEHOBAHHBIM PEKUMOM.

Ecnu npuem ouyepeHOM 1036l MPOMYIIEH NPU PEKUME JO3UPOBAHUSA OJUH pa3 B JI€Hb, NALIUEHT
JIOJDKEH HeMeIjieHHO mnpuHaTh Tabmetky mnpenapara PUBAPOKCABAH JIEKAC u Ha
CIENYIOIUM JIeHb MPOAOJDKATh NPHEM MpernapaTta B COOTBETCTBUU C PEKOMEHOBAHHBIM
pexuMoM. B »TOT e JAeHb HE CcleQyeT NPUHUMATh JBOMHYIO 103y Il KOMIIEHCAlUU

MPONYIIEHHOHN JO3bI.

Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam PUBAPOKCABPAH JIEKAC
e [IIpodpunaktuka WHCyJIbTa M CHUCTEMHOH TpoMOOsMOoiuu y mnamueHtoB c¢ Il
HEKJIAIIaHHOTO MTPOUCXO0XKICHHUS:
cienyetr npekpatuth jeuenue ABK u nauaths neuenue npenapatom PUBAPOKCABAH
JIEKAC nipu 3Ha4€HUHN MEXyHApOJHOT0 HopMaiin3oBaHHOro otHouenus (MHO) <3,0.
e Jleuenue TI'B, TOJIA u npodrtakTuka peruanBOB y B3POCIbIX:
caenyet npekparuth jeuenne ABK u nHauats nedenue npenaparom PUBAPOKCABAH
JIEKAC npu 3nauenun MHO <2.5.
IIpu nepexone mamuentoB ¢ ABK Ha npenapar PUBAPOKCABAH JIEKAC 3nauenunss MHO
OyayT ommOOYHO 3aBBIIEHHBIMU TTOcTe Tpuema npenapata PUBAPOKCABAH JIEKAC. MHO
HE MOAXOJAUT JUJISl ONPENEIICHUs] aHTUKOAryJssHTHON akTuBHOCTH npenapara PUBAPOKCABAH

JIEKAC u mo3ToMy HE JIOJDKHO MCITOJIB30BaTHCS C ATOM 1eJbio (cM. pasnen 4.5.).

Ilepexoo ¢ npenapama PUBAPOKCABAH JIEKAC na ABK

Cy1iecTByeT BEpOATHOCTh BO3HUKHOBEHUSI HEJOCTATOYHOTO aHTHKOATYJISHTHOTO Y ¢eKTa mpu
nepexone ¢ mnpemapata PUBAPOKCABAH JIEKAC na ABK. Heobxomumo obecreduTsb
HENpPEpBIBHBIA  JOCTATOYHBIM  aHTUKOAryJSIHTHBIM  3¢¢deKkT BO Bpems Imepexoja Ha
aJbTePHATUBHBIA aHTUKOAryJaHT. Cremyer oTtmetuth, uto mpenapat PMBAPOKCABAH
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JIEKAC moxeT criocoOCTBOBATEH HOBBIIIEHUIO N

B3pocasiM maumenrtaMm, nepexoxdamuMm c npenapara PUBAPOKCABAH JIEKAC na ABK,
cinenyetr oaHoBpeMmeHHo npuHuMmatb ABK, noka MHO ne pocturner >2,0. B Teuenue nepBbix
JIBYX JTHEW MEpPEXOJHOro Mepuojia J0JbKHA MPUMEHSAThCS CTaHAapTHas HadainbHas no3a ABK c
nocienyromend nozou ABK, onpenensemoit B 3aBucumoctu ot BennmurHbl MHO. Bo Bpewms
onHoBpeMmeHHoro npumenenus npenapara PUBAPOKCABAH JIEKAC u ABK 3nauenne MHO
JIOJIKHO OIIPEETIATHCS HE paHee, ueM uepe3 24 yaca 1ociie npeaplIyero IpueMa, Ho 10 npuema
canenytomend go3el npenapara PUBAPOKCABAH JIEKAC. Ilocne npekpanieHusi IpuMEHEHUs
npenapata PUBAPOKCABAH JIEKAC 3naueane MHO moskeT OBITh JOCTOBEPHO OIPEICICHO

yepe3 24 yaca mocJe mpuemMa mnocieaHent 1036l (cM. pazaensl 4.5. u 5.2.).

Ilepexoo c napenmepanvrvix anmuxoazyranmos na npenapam PUBAPOKCABAH JIEKAC

VY B3poCIbIX, MONYyYaIOMIUX MapeHTepaIbHble aHTUKOATYIISIHTHI, CIEAYET MPEKPAaTUTh BBEJICHUE
MapEeHTEPAIbHOTO AaHTUKOAryJisiHtTa W HayaTh npumeHenue mnpenapata PMBAPOKCABAH
JIEKAC 3a 0-2 yaca 0O BpPEMEHM CIEIYIOLIETO IIJIAHOBOIO BBEACHHUS IAPEHTEPATBHOIO
npenaparta (HampuMep, HU3KOMOJIEKYJSPHOIO TelapuHa) WM B MOMEHT IIPEKpaLICHUs
HENPEPHIBHOTO BBEJEHUS MapeHTEPaJbHOrO IMpemnapara (HanpuMmep, BHYTPUBEHHOTO BBEICHHS

He(paKIIMOHUPOBAHHOTO TETIAPUHA).

Ilepexoo ¢ npenapama PUBAPOKCABAH JIEKAC na napenmepanbhvle anmukoazyisiHmol
Cnenyer ormenuts mnpenapar PUBAPOKCABAH JIEKAC u BBecTH MEpBYHO 03y
HapeHTEePaIbHOTO AHTUKOATYJISTHTA B TOT MOMEHT, KOT/1a HY>KHO ObUIO IIPUHATH CIAEAYIOILYIO 103y

npenapata PUBAPOKCABAH JIEKAC.

Oco0ble rpyInel NALKMEHTOB

Tayuenmoi ¢ Hapywenuem yHKyuu novex
Hmeronyecs: orpaHMueHHbIE KIMHUYECKHE JaHHBIE IEMOHCTPUPYIOT 3HAUUTEIHHOE MOBBIILICHUE
KOHIEHTpallui puBapokcadaHa B IUIa3Me KPOBH y MAIMEHTOB C TSKENOM CTENEeHbIO0 HAPYIIECHUS
bynkunn movek (knmupenc kpeatununa (KnKp) 15-29 mn/mMun). BeaeacrBue atoro ajis qaHHOM
kareropun mnauueHToB npenapar PHUBAPOKCABAH JIEKAC crnegyer nDpUMEHATh C
ocTopoxkHOCThIO. [IprMeHeHne He pekomeHayercs y mamueHToB ¢ KnKp <15 mu/mun (cm.
paznmensi 4.4. 1 5.2.).
VY nanuentoB co cpenueit (KnKp 30—49 mu/mun) wim tsoxenont (KnKp 15-29 mu/mun) crenensio
HapymeHus PyHKIIMH TOYeK HEOOXOIUMO CIIeI0BAaTh PEKOMEHIALNAM HIDKE:

e 1pu NpodUIAKTHKE MHCYJIbTAa M CHUCTEMHOH TpoMOosMOoimu y manueHToB ¢ OII

HEKJIAMIaHHOTO MPOUCXOKJCHHUS PEKOMEHOBAaHHAs 710332 COCTaBIsAeT 15 Mr oauH pas B

JeHb (cM. pazzmen 5.2.).



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

e mnpu useuennn TIB wu TOJIA, u npo@nﬁz@fﬁ'ﬁgE%'é‘u%%Lgcj;}lstﬁ%T:'1/9 ”I‘E%.HA

pEKOMEHI0BaHHas 7103a COCTaBIsIeT 15 Mr Ba pa3a B IeHb Ha MPOTSHKEHUHU MEPBBIX TPEX
Heznenb. BrocnenctBuu, korga pexkomenayemas nosa mnpenapata PUBAPOKCABAH
JIEKAC cocraBut 20 Mr oauH pa3 B J€Hb, CIEAYET MPEAYCMOTPETh CHUKEHUE JI03bI C
20 mr 10 15 Mr oauH pa3 B I€Hb, €CJIM PUCK BOZHMKHOBEHUS KPOBOTECUCHUS y MAIIMEHTA
Bbllle pucka peunanBoB TI'B u TOJIA. PekoMeHmaus no NpUMEHEHHIO J103bI 15 Mr
OCHOBaHa Ha (apMaKOKHHETHYECKOM MOJICTHPOBAHUU U HE M3ydanach B KIMHUYECKUX
uccienoBanusax (cM. pasaenst 4.4., 5.1. u 5.2.).
Korna pexomenaoBanHas 103a cocrasisieT 10 Mr onuH pa3 B I1€Hb, KOPPEKIHH J103bI IO
CPaBHEHMIO C PEKOMEHI0BaHHOM He TpebyeTcs.

VY narnueHToB ¢ jierkoi cteneHbio Hapymenus Gynakiuu moyek (KnKp 50—80 mu/Mun) Koppekius

03Bl HE Tpebyercs (cM. pa3aen 5.2.).

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu

[Tpenapar PUBAPOKCABAH JIEKAC npoTuBomnokasaH MaiueHTaMm ¢ 3a00J€BaHUSIMU TI€UEHH,
CONPOBOXKAAOIIMMHUCS KOATYJIONATHEH U PUCKOM KIMHUYECKH 3HAYMMOI0 KPOBOTEUEHUS, B TOM
qicie MalnueHTaM ¢ nuppo3oM mnedeHu kinacca B u C mo xmaccudukammu Yaiina-ITsio (oM.

paznensi 4.3. 1 5.2.).

Hauuenmbl NnOJ2HCUTIOC0 803pacma

Koppeknus m1o3b1 He TpedyeTces (cM. pasaen 5.2.).

Macca mena

Koppekius 10361 y B3pocibix He TpeOyercs (cM. pasaen 5.2.).

Lon

Koppeknus 10361 He TpedyeTces (cM. pasaen 5.2.).

Iayuenmel, noosepaarowuecs Kapouogepcuu

Jleuenne npenaparom PUBAPOKCABAH JIEKAC MoxeT ObITh HayaTo WJIHM MPOAOJDKEHO Y
NalMEHTOB, KOTOPBIM MOXET MOTPEOOBATHCS KapAUOBEPCHSI.

[Ipn xapawoBepcuM TOA KOHTPOJIEM 4YpecnuineBogHoN 3xokapauorpaduu (UIIDx0-KI') y
NAaIMEeHTOB, KOTOpHIE paHee HE MONyYald AaHTUKOAryJIsSHTHOM Tepamuu, Ui obecredeHus
anekBaTHOW aHTukoaryssinuu Jsedenue npenapatom PUBAPOKCABAH JIEKAC pomxHO
HAaYMHATHCA TI0 MEHBIIEH Mepe 3a 4 Jaca 10 kapauoBepcuu (cM. pasaensl S5.1. u 5.2.). s Beex
NaLMEHTOB Nepe]] KapJUOBEpCUEl T0JIKHO ObITh MOJIy4Y€HO MOATBEPHKAECHUE O TOM, YTO NAIIUEHT
npussin npenapat PUBAPOKCABAH JIEKAC B cooTBeTcTBMM ¢ HazHadeHHeM Bpada. [lpu
NPUHATHH PELICHUH 0 Havaje ¥ MPOAOJDKUTEILHOCTH JICUSHUS CIIeIyeT MPUHUMATh BO BHUMAaHUE
JeHCTBYIOIME PYKOBOJACTBA M PEKOMEHJIALMU IO AHTUKOAryJsSHTHOH Tepanuu y HalUeHTOB,
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MOABEPTAIOIIUMCS KapAHOBEPCHH.

Hayuenmor ¢ @I HekIAnaHHO20 NPOUCXOHCOEHUs, NepeHecuiue YPecKONCHOe KOPOHAPHOe
emewamenvcmeo (YKB) co cmenmuposanuem

Nmeercs orpaHMYEHHBIN OMBIT TPUMEHEHUS pPUBAapOKcabaHa B YMEHBIICHHOW 03¢ 15 Mr oauH
pa3 B aeHb (unu 10 Mr oguH pa3 B JeHb IS MAIIMEHTOB CO CPEIHEH CTENEHBIO HAPYIICHUS
¢ynkuuu nouex (KnKp 3049 mn/mun)) B koMOMHAaIMU ¢ UHTHOUTOpOM peuentopa P2Y12 B
TeueHue MakcuMyM 12 mecsueB y nanueHToB ¢ @Il HekIIanmaHHOTO MPOUCXOKIACHUS, KOTOPHIM
HEOOXOUM TMpHUEeM MepopaibHbIX aHTUKOATryJIsHTOB U nepeHecminx UKB co crenTupoBanuem

(cm. pazmenbr 4.4. 1 5.1.).

eTu
Jleuenue BTO u npoghunakmura peyuousos BTD y oemeii u noopocmrog
Jleuenue npenapatom PUBAPOKCABAH JIEKAC y nereit u mopocTKoB B Bo3pacte 110 18 et
JIOJDKHO OBITH HAYaTO TOCJIC HEe MeHee 5 THeW HadaJbHOW MapeHTEepAIbHONW aHTHUKOATYJISTHTHOU
tepanuu (cm. pazzaen 5.1.).
Jo3a aiist nereit ¥ MOAPOCTKOB PACCUUTHIBAECTCS B 3aBUCUMOCTH OT MAacCChI TeJa:
e Macca tena oT 30 kr go 50 kr:
peKoMeHIoBaHHas 1o03a 15 Mr puBapokcabaHa OJWH pa3 B JEHb, YTO SIBIISETCS
MaKCUMaJIbHON CyTOYHOMU JT030M1;
e macca Tena 50 xr unu 6osee:
pexomeHaoBaHHas 1o3a 20 Mr puBapokcabaHa OJUH pa3 B JEHb, YTO SIBISETCS
MAaKCHMAJIbHON CyTOYHOU JT0301;
e IS MAlMEHTOB ¢ Maccoi Tena meHee 30 KT He0OXOAMMO MPUMEHSThH Mpernapar APyroro
MPOU3BOIUTENS B (hOpME TPaHyJI JIJIsl PUTOTOBIICHUS CYCIICH3UH IS IPHEMa BHYTPb IS
JIETEH.
Ha perynspHoit ocHOBE HEOOX0IMMO MOHUTOPUPOBATH BeC peOCHKa 1 TIEpecMaTpuBaTh J103y. ITO
HeoOxoauMo i1l oOecrieyeHus: TepameBTHUecKord J103bl. KoppekTupoBka 03kl JIOJDKHA
BBITIOJIHSITHCS TOJIbKO Ha OCHOBAaHUU U3MEHEHUSI MacChl TeJa.
Tepanus y nerell ¥ NOJPOCTKOB JOJDKHA MTPOJIOJKATHCS 0 KpaliHEN Mepe B TE€UEHHE 3 MECSIIEB.
JIMUTeNbHOCTD JICYCHUST MOXKET OBITh yBeIWMYeHa J0 12 MecsmeB B cilydae KIMHUYECKON
HeoOxoauMocTU. J[aHHbIE B MOAJIEPKKY CHIDKEHMs O3Bl y JieTell mocie 6 MecsleB Tepanuu
OTCYTCTBYIOT. COOTHOILIEHUE «IOJb3a-PUCK» TMPU AJTUTEIBHOCTH TEpamuM CBbIIIE 3 MecCsIeB
JOJKHO OIICHMBATHCSI MHIWBUIYaTbHO, IPHHUMAs BO BHHMaHWE PHUCK peluanBa Tpombo3a u
MOTEHIUAIBHBIN PUCK KPOBOTECUEHUS.

Jleticmeus npu nponycke npuema npenapama
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Ecnu npuem 10351 npomnyIieH, He00X0AMMO TPUHATE nbg&ﬁllﬁ%ﬂt}-%kl 'ﬁgiﬁdjég}%f'pee

IOCJIE TOr0o, KaK 3TO 3aMETHJIM, HO TOJBKO B 3TOT K€ J€Hb. EcCiIM 3TO HEBO3MOKHO, IaIlMEHT
JIOJDKEH TPOIYCTUTH 3TY /103y M MPOJOKHUTH MPUEM CO CIIEIYIOLIEH 103bl B COOTBETCTBHUH C
Ha3Ha4YeHWEeM Bpadva. [lalMeHT He MOJDKeH NPUHUMATh JABOWHYIO J03y IJisi KOMIICHCAIIUU

MPONYIIEHHOHN JTO3bI.

Bbezonacuocts u 3¢ pextuBHocTh npenapata PUBAPOKCABAH JIEKAC y neteii B Bo3pacte oT
0 nmo <18 nmer mo moOKa3aHMIO NPOPUIAKTUKA HHCYJIBTAa W CHCTEMHOM TpoMOosMOoinu y
nanueHToB ¢ @Il HekIanaHHOTO MPOUCXOXKIEHUS HE YCTaHOBJICHBI. [[aHHBIE OTCYyTCTBYIOT. B
cBs3u 3tuM, nnpenapat PUBAPOKCABAH JIEKAC He pekoMeHayeTcsl K TPUMEHEHUIO Y IETEH B

BO3pacte 70 18 net mo nokasaHusaM UHbIM, 4eM Jieuenue BTD u npodunakTtrka peunausos BTO.

[Ipenapar PUBAPOKCABAH JIEKAC, 15 mr, TabneTku, MOKpPbITHIE MJICHOYHOH 000I04KOH, He
ciemyeT Ha3HaudaTh (MPUMEHSTH) y AeTel B Bo3pacte oT 0 10 < 18 siet ¢ maccoii Tena meHee 30 kr
JUIsL TAaHHOW JIeKapCTBEHHON (OpMBI B CBA3M C HEBO3MOXKHOCTHIO OOECHEUUTh PEKUM
n03upoBaHus. J{Jsl yZ0BIETBOpEHUs MOTPEOHOCTEN yKa3aHHOM TPYIIIBI MAIIHEHTOB HEOOXO0IMMO
OPUMEHSTH Mpenapar Apyroro Npou3BOAUTENS B GOpPME IpaHyl /Ui IPUTOTOBJICHUS CYCIIEH3UU

JUISL IprieMa BHYTPb IS ICTEH.

[Tpenapar PUBAPOKCABAH JIEKAC, 20 mr, TabIeTKH, TOKPBITHIE TICHOYHON 000710YKOH, HE
cleyeT Ha3HayaTh (IPUMEHATH) y AeTel B Bo3pacte oT 0 1o < 18 net ¢ maccoit Tena menee 50 kr
JUIs JIaHHOW JIEKapCTBEHHOW (OpPMBI B CBA3M C HEBO3MOXKHOCTHIO OOECHEUUTh PEXUM

JIO3UPOBAHUS.

Ilepexoo ¢ ABK na npenapam PUBAPOKCABAH JIEKAC

[Tpu neuenun BTD u npodpunaktuke penuauBos BT y neteii cnenyer npexpatuts ieuenue ABK
u HaudaThb seueHue npenaparom PUBAPOKCABAH JIEKAC npu 3nauennn MHO <2.5.

ITpu nepexone mamuentoB ¢ ABK Ha npenapar PUBAPOKCABAH JIEKAC 3nauenunss MHO
OynyT ommbO0YHO 3aBbIIeHHBIME TTociie mpuema npenapara PUBAPOKCABAH JIEKAC. MHO
HE MOAXOJUT JUISl ONPENEIICHUs] aHTUKOAryJssHTHON akTuBHOCTH npenapara PUBAPOKCABAH

JIEKAC u no3ToMy HE JI0JKHO UCIIOJIb30BAThCA € ATOM 11eJbio (cM. pasnen 4.5.).

Ilepexoo ¢ npenapama PUBAPOKCABAH JIEKAC na ABK

HetsMm, koTopseie niepeBoasatcs ¢ nmpenapara PUBAPOKCABAH JIEKAC na ABK, Heo6xoaumo
nponoikars npueM npenapata PUBAPOKCABAH JIEKAC B teuenue 48 yacoB nocie npuema
nepsoii 10361 ABK. Ilocne n1Byx qHEW COBMECTHOIO NPUMEHEHUS CIENYET U3MEPUTh BETUUYHUHY
MHO 1o npuema cnegyroiei 3amianupoBannoi 103sl mpenapata PUBAPOKCABAH JIEKAC.
CosmectHoe npumenenune npenapata PUBAPOKCABAH JIEKAC u ABK pekomenayercs

nponosskarb, moka MHO He mocturner >2,0. [locne mpekpalieHusi MpUMEHEHHs Ipernapara
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
 o127.05.2025 N2 13429
PUBAPOKCABAH JIEKAC 3nauenne MHO MoxkeT OB H0CIOBEHHO OLBEereHD Hepes 24

yaca rocJiie mpuemMa nociieinen 103el (cM. pazaen 4.5.).

Ilepexoo c napenmepanvrvix anmukoazyranmos na npenapam PUBAPOKCABAH JIEKAC

VY nerelt, monydvamIMUX MapeHTepalbHble AHTUKOATYJSHTHI, CIEAYeT MNPEKpaTUTh BBEACHUE
MapEeHTEPAIbHOTO AaHTUKOAryJisiHtTa W HayaTh npumeHenue mnpenapata PMBAPOKCABAH
JIEKAC 3a 0-2 yaca 0O BpEMEHM CIEIYIOLIETO IIJIAHOBOI'O BBEACHHUS IAPEHTEPAIBHOIO
npenaparta (HampuMmep, HU3KOMOJIEKYJSIPHOIO TelapuHa) WM B MOMEHT IIPEKpalICHUs
HENPEPHIBHOTO BBEJEHUS MapeHTEPaJbHOrO IMpemnapara (HampuMmep, BHYTPUBEHHOTO BBEICHHS

He(paKIIMOHUPOBAHHOTO TeIAPUHA).

Ilepexoo ¢ npenapama PUBAPOKCABAH JIEKAC na napenmepanbhvle anmukoazyisiHmbl
Cnenyer ormenuts npenapar PUBAPOKCABAH JIEKAC u BBecTH IEpBYHO 03y
HapeHTEePaIbHOTO AHTUKOATYJISTHTA B TOT MOMEHT, KOT/1a HY>KHO ObUIO IIPUHATH CIAEAYIOIIYIO 103y

npenapata PUBAPOKCABAH JIEKAC.

Tlayuenmoi ¢ HapyweHuem hyHKyuu novex
e JleTh W TOAPOCTKU C JIETKOM CTEMEHbIO HapymieHWus (QYHKIUKA TOYeK (CKOPOCTh
ky6ouxosoit  punsTpamun (CK®) 50-80 wmu/mun/1,73 M?): KOppekuus 103bI HE
TpeOyeTcst Ha OCHOBAHHUH JAHHBIX BO B3POCIION MOMYJISIIUU U OTPAHUYSHHOT'O KOJIMYECTBA
JIAHHBIX B IETCKOM MOMYJISAIHH (CM. pa3aen 5.2.).
e Jletw W MOAPOCTKH CO CpPEaHEH WJIM TSKEIOW CTENEeHbI0 HapyleHUs (PYHKIIUU MOYEK
(CK® <50 ma/mun/1,73 M?): npenapar PUBAPOKCABAH JIEKAC He pekoMeHyeTcs B

CBSI3U C OTCYTCTBUEM KIIMHUYECKUX JAHHBIX (CM. paznen 4.4.).

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu

s neteit ¢ HapyieHneM (QyHKIUY EYeHU KIIMHUYECKHE JaHHbIE OTCYTCTBYIOT.

Macca mena

Jo3a y nereii onpenensercs B 3aBUCUMOCTH OT MAaccChl Tena.

Cnooco0 nnpuMeHeHus

Bspocnvie

BayTpsb, BO Bpems prema nuiim (cM. pa3aensl 5.2. u 6.6.).

[Hemu ¢ maccoii mena ne menee 30 ke

BuyTps, Bo Bpemst npuema nuiy (cM. paszaenst 5.2. 1 6.6.).

[ManeHTy HYXHO pEKOMEHAOBaTh NpOrjiaThiBaTh TaOJETKy C JKUAKOCThlo. IIpemapar
PUBAPOKCABAH JIEKAC cnenyer npuHUMaTh C MHTEPBAJIOM NPUMEPHO 24 yaca.

Ecnu y manmenTa HaOmomaeTcst pBoTa cpa3y wid B TedeHue 30 MUHYT MOcie mpuema J103Hl,
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

HE0OXoAuM mpueM HOBOHM 103bl. OpHAKO, eCii HaHI/Iell;IQ’QEB;%EI%J@Q*%CJE}%%E%ACHG

npuemMa J03bl, MMOBTOPHOTO MpHeMa 103kl HE TpedyeTcs, W ciedyromas J03a JO0JDKHA OBITh
II0JTy4€Ha 110 PACIIUCAHUIO.

Henb3s genuth Ta0NETKY C 1ENbIO MOTYYSHHS YaCTH J103bI OT TaOJIETKH.

4.3. IIlporuBONOKa3aHUS

® TUNEPUYYBCTBUTEIHLHOCTHh K pUBApOKCcabaHy WK JIFOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
IIEPEYUCIIEHHBIX B pa3zaene 6.1;

® AaKTHBHOE KIIMHUYECKH 3HAUMMOE KPOBOTCUCHHUE;

® TOBPEXJCHHE WM MNATOJIOTHYECKOE COCTOSIHUE, CBSI3aHHOE C IOBBIIICHHBIM PHUCKOM
0OJBIIOrO KPOBOTEUEHHUS, HANpUMeEp, HMEIOIIAsACSs WM HEJAaBHO IepeHEeCeHHas
KEITyAOYHO-KUIIIEYHAs 53Ba, HAMYKE 37I0KAaYeCTBEHHBIX HOBOOOPA30BAaHHI C BBHICOKHUM
PUCKOM KPOBOTCUEHUS, HEJJaBHUE TPaBMBI TOJOBHOTO HIIM CIIMHHOTO MO3Ta, HEJaBHUE
orepanuyd Ha TOJIOBHOM, CIIMHHOM MO3r€ WM TJla3aX, HEJaBHEE BHYTPUUYEPEITHOE
KPOBOUBJIMSAHUE, THAarHOCTUPOBAHHBIM WM MPEANoIaraeMblii BapUKO3HOE pacIIMpEeHHE
BEH MUIIIEBO/IA, APTEPUOBEHO3HbIE Malb(OpMaINK, aHEBPU3MBI COCY/I0B UM CEphE3HBIC
[aTOJIOTUU COCYIOB T'OJIOBHOTO MJIM CIIMHHOTO MO3Ta;

® CONYTCTBYIOLIas Tepamusi KakKMMU-THOO JPYrMMH aHTHKOAryJssHTaMHu, Harpumep,
He(PAKIIMOHUPOBAHHBIM IFeIapUHOM, HU3KOMOJICKYJISIPHBIMU TellapuHaMy (JHOKCAIapyH,
JanTenapuH U Ap.), TPOU3BOAHBIMH TeraprHa ((HoHTanapuHyKC U JIp.), MEpOpaTbHBIMU
aHTUKoAryJssHTamu (BapdapuH, maburarpaHa STEKCHWJIAT, anmukcabaH, W Jp.), Kpome
CIly4aeB Tepexojla ¢ WM Ha puBapokcaban (cM. pasmen 4.2.) Wid Npu NPUMEHEHHH
HEe(PAKIIMOHUPOBAHHOTO TeMapruHa B J03aX, HEOOXOAMMBIX Ui oOecredYeHus
(GYHKIIMOHUPOBAHMSI LIEHTPAJILHOTO BEHO3HOT'O MWJIM apTEPUAIBHOTO KaTeTepa (cM. pa3zen
4.5.);

e 3a0oJeBaHUA TIEUYCHH, IIPOTEKAIOLINE C KOATyJIONMATUEH U PUCKOM KIMHUYECKH 3HAUUMOTO
KPOBOTEUYEHMsI, BKJIIOUas MAlMEHTOB C Luppo3oM IedeHH kinacca B m C 1o
knaccudukanuu Yaina-ITsio (cm. pazgen 5.2.);

e 0OepeMEHHOCTb U MEPHOJ] IPYAHOTO BCKapMIIMBaHUs (cM. paszzen 4.6.);

® DPEIKO BCTPEYAOILAsCsl HACIIEACTBEHHAS HEEPEHOCUMOCTh TaJlakTO3bl, IEPHUIMT JIAKTa3bI
Jonapei WM TIIIOKO30-TallakTo3Hasi MaibabcopOuus (B CBA3M C HAIMYHEM B COCTaBE
JIAKTO3bI).

4.4. Oco0Oble yKa3aHUs U MepbI MPET0CTOPOKHOCTH NPH MPUMEHEHU U
B teuenue Bcero nepuoza JiedeHHs] peKOMEHIYeTCsl KIIMHUYECKOoe HaOII0JeHHEe B COOTBETCTBUUI
C KJIIMHUYECKOU ITPAKTUKOU IPUMEHEHHS AHTUKOATyJISTHTOB.

Puck xpoBoTEUEHUSI




COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

Kak u npu npueme Ipyrux aHTHKOAryJsHTOB, HCO6XOI[H-1\|/IIE)I %MQLE'{BT}%HEJEQQJ HQI;{:-IE%I]TOB,

npuauMaromux npenapatr PUMBAPOKCABAH JIEKAC, nns  BbIBIEHUS INPU3HAKOB
KpoBoTeueHus. IIpenapar pexkoMeHIyeTcs NPUHHUMATh C OCTOPOKHOCTBIO IPU COCTOSIHUSIX C
MOBBIIICHHBIM PUCKOM KpOBOTEUYEHHS. B ciydae Tskenoro KpoBOTEUEHHUs MpHUEM Ipernapara
PUBAPOKCABAH JIEKAC nomken ObITh mpekpaiiieH (cM. pazaen 4.9.).

B KkIMHMYECKMX HCCIENOBAaHMUAX KpPOBOTEUEHHUS M3 CIM3HCTHIX 000J04YeK (a HMEHHO:
KpOBOTEUEHHE U3 HOCA, JECEH, kemyaouHo-kueyHoro tpakra (JKKT), MoyenosnoBoil cuctemsl,
BKJIIOYasi aHOMaJIbHOE BarMHaJIbHOE WJIM YCHJIEHHOE MEHCTPYajlbHOE KPOBOTEUEHUE) U aHEMMUS
HAOJIOIAIMCh Yalle MpH JJIUTEbHOM JIEYeHUH PUBAapOKCA0aHOM IO CPAaBHEHUIO C JICUEHUEM
ABK. Takum o0pa3oMm, B JONOJHEHHE K HaIeXaleMy KIMHUYECKOMY HaOIIOCHHUIO,
nabopaTopHOE HCCIENOBaHWE TeMOTJIO0MHA/TeMAaTOKPUTa MOXKET OBITh 3HAYMMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHHH M KOJIMYECTBEHHOW OIEHKH KIMHUYECKOM 3HAYMMOCTH
SBHBIX KPOBOTEUEHUH B CITydasix, KOTJaa MPUMEHUMO.

Heckonbko noarpynn nanveHToB, yKa3aHHbIE HUKE, UMEIOT MOBBIIIEHHBIH PUCK KPOBOTEUEHUS.
Heo6xoauMo TiiarenbHO HAaOMIOJATh TAaKUMX MAIMEHTOB IOCIE Hayalla JICYeHUs Ha MPHU3HAKH U
CHUMIITOMBI OCJIO)KHEHHH B BUJIE KPOBOTCUCHUM U aHeMUH (CM. pas3jen 4.8.).

[Tpu 11060M HEOOBSICHUMOM CHUKEHUHU TEMOTIIO0MHA WJTH apTEPUATBbHOTO JaBICHUS HEO0X0IMMO
UCKaTh UCTOYHUK KPOBOTCUEHHUSI.

[Ipu Tepanuu puBapokcabaHoM He TpeOyeTcs pyTUHHBIH MOHUTOPUHT €ro 3KCIo3uiuu. TeM He
MeHee, MU3MEPEeHHE KOHILEHTPAllUd pHUBapokcabaHa C MOMOILNBIO KadHMOpPOBAHHOTO TecTa JUIs
KOJIMYECTBEHHOTO OINpeAENeHUs] aHTU-Xa aKTUBHOCTH MOXKET OKa3aThCsl IOJIE3HBIM B
UCKJTIOUUTENIBHBIX CIy4asx, Korjna uHdopMaius o0 3KCMO3UIUMN pUBapoKcadaHa MOXKET OBITh
UCMOJIb30BaHA TPU MPUHATHH KIMHUYECKH 3HAYMMBIX pELICHWH, HampuMmep, B cCllydae
MepPEeT03UPOBKHU MIIH SKCTPEHHOTO XUPYPrUIECKOTO BMEIIATENbCTBA (CM. pa3aensl 5.1. u 5.2.).

Hapynrenue d)VHKHI/II/I IIOYCK

VY manueHToB ¢ TspkenbM HapymeHueM ¢yHkuuu nodek (KnKp <30 mu/muH) KOHIEHTpauus
puBapokcabaHa B IjIa3Me MOXKET ObITh 3HAUUTENIBHO MOBBIIIEHHOH (B 1,6 pa3a B cpeiHeM), UTo
MOXET NPUBECTH K OBbIIIIEHHOMY puUcKy KpoBoteueHui. [Ipenapatr PUBAPOKCABAH JIEKAC
JIOJDKEH TIPUMEHSTHCS C OCTOPOXKHOCTHIO y marnueHToB ¢ KnKp 15-29 mn/mun. Ilpumenenue
npenapata y nauueHToB ¢ KnKp <15 mi/mun He pekomenayetcs (cMm. paznenst 4.2. u 5.2.).
[Ipenapar PUBAPOKCABAH JIEKAC cneayeT npUMEHATb ¢ OCTOPOKHOCTBIO y MALMEHTOB C
HapylmeHueM (QYHKIMM [I0Y€K, TONy4YalolIMX COMYTCTBYIOLIME IpenapaTsl, KOTOpbIE
YBEITUYMBAIOT KOHIICHTPAILIUIO pUBapokcabana B miasme (cM. pasaen 4.5.).

BzaumoelicTBre ¢ APYTUMH JICKapCTBEHHBIMHU IIpeIiapaTaMu

[Ipumenenne npenapata PUBAPOKCABAH JIEKAC He pekoMeHAyeTcss Yy NalUeHTOB,
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MOJIyYalOlUX COIMYTCTBYIOIIEE CHCTEMHOE newné”'ﬁﬁolﬁ%?ﬁ‘p@%ﬁﬂiﬁ% CJ&:Q%@E&MH

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

a30JI0BOM TpyNIbl (TAKMMU KaK, KETOKOHA30JI, UTPAKOHA30J, BOPUKOHA30JI U M03aKOHA30J) WU
uHruouropamun BUY-nporeas (Harpumep, pUTOHABUPOM). DTH MPEMaparThl sBISAIOTCS MOITHBIMU
uaruouTopamu CYP3 A4 u P-rnmukonporenna. Takum 006pa3om, 3TH IpenapaTsl MOTYT ITOBHIIIATh
KOHIIEHTpAllUU puBapokcabaHa B IUIa3Me KPOBHU J0 KIIMHUYECKH 3HAUMMBbIX 3HaueHui (B 2,6 pasza
B CPEHEM), YTO MOXKET IPUBECTH K MOBBIIIEHHOMY PUCKY KPOBOTCUCHHIA.

Crnenyer coOmogaTh OCTOPOKHOCTh, €CIIM MAIlMEHT OAHOBPEMEHHO MOJIyYaeT JICKapCTBEHHBIC
mpenaparsl, BIUSIONIME Ha TIeMOCTa3, TaKHE KaK HECTEPOUIHbIE MPOTHBOBOCHAIUTEIbHbBIE
npenaparsl  (HIIBII), aneruncamummioByto kucioty (ACK) w  wHrHOMTOpHI arperanuu
TPOMOOIIUTOB WJIM CEJIEKTUBHBIE MHTHOMTOpPHI oOpaTtHOro 3axmara ceporonuHa (CHUO3C) u
CEJIEKTUBHBIE MHTUOMTOpPHI OOpaTHOro 3axBara cepoToHMHa M HopanuHedpuna (CUO3CH).
[Tartuentam ¢ puckom si3BooOpazoBanusi B JKKT moker ObITh Ha3HaYE€HO COOTBETCTBYIOIIECE
npoUIaKTHYECKOE JIeueHue (cM. pazzaen 4.5.).

Jlpyrue haxkTopbl pUCKa KPOBOTEYECHUN

PuBapokcabaH, kak 1 Apyrue aHTUTPOMOOTHUYECKHUE CPEJICTBA, HE PEKOMEHIYETCsI K IPUMEHEHUIO

HanyeHTaM, UMEIOLIUM MOBBIILIEHHBIM PUCK KPOBOTEUEHUH, B TOM YHCIIE:

® C BPOX/IEHHOW WJIM IPUOOPETEHHON CKIIOHHOCTBIO K KPOBOTEUEHUSIM;

® C HEKOHTPOJIUPYEMOMU TSKEIIOU apTepUaIbHON TMIIEPTCH3UEH;

e ¢ apyrumu 3a6oneBanusmMu JKKT 6e3 akTHBHOTO U3BA3BICHUSA, KOTOPBIE MOTEHIIUATEHO MOTYT
NPUBECTH K OCJIOKHEHHUSM B BHUJE KPOBOTEUEHHH (HAarpHMep, BOCTIAIUTEIbHOE 3a00IeBaHNE
KUIIEYHHKA, 330(aruT, raCTpUT U racTpodsodareaibHas pedurokcHas 001€3Hb);

® C COCYIUCTON PETHHOIIATHUEH;

e C OpOHXO03KTa3aMH HJIU JIETOUHBIM KPOBOTEYCHUEM B aHAMHE3E.

ITarmeHTsl ¢ pakoM

HaI_II/IeHTBI CO 3JIOKaAYE€CTBCHHBIM 3a6OJIeBaHI/I€M MOTYT OJHOBPCMCHHO IOABCPIraTbCAa 60)166
BBICOKOMY PUCKY M KPOBOTECUCHHSI, U TpoMOo03a. MHAMBHyanbHAs TI0JIh3a aHTUTPOMOOTHIECKOM
TEpanuy J0JDKHA OBITH COITOCTABJICHA C PUCKOM KPOBOTCUCHHUS Y TIAIIMEHTOB C aKTUBHBIM PaKOM
B 3aBUCUMOCTH OT JIOKAJIN3alluu OITYyXOJIH, HpOTHBOOHyXOHeBOﬁ TCpaIu U CTaguu BaGOHGBaHI/IH.
OHYXO.HI/I, PACIIOJIOKCHHBIC B KCJIIY JOYHO-KUIICYHOM 501058 MOYCITIOJIOBOM TPAKTC,
ACCOIIMHMPOBAIINCH C TIOBBIIICHHBIM PUCKOM KPOBOTECUCHHSI BO BPEMSI TEPAITMUA PUBAPOKCAOAHOM.
Y IIalIUCHTOB CO 3JIO0KAYCCTBCHHBIMU HOBOO6paBOBaHI/I}IMI/I U BBICOKMM PHUCKOM KPOBOTCUCHUA
pUMEHEHHEe pUBapoKcabaHa MPOTUBOIIOKa3aHo (CM. pazzern 4.3.).

ITarmeHTHl ¢ NICKYCCTBEHHBIMM KJIAITaHAMM cepia

PuapoxkcabaH He clielyeT NpuMEeHSTh sl TPO(UIaKTHKH TPOMOO030B y MAIMEHTOB, IEPEHECIIINX

HEJIaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTaJbHOTO KiamaHa. bezomacHocTh U 3()(HEeKTUBHOCTH
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puBapokcabaHa HE H3ydalach Yy TMAIMEHTQB C p'rﬂé&cfc?ﬁeﬁmﬁ'ﬂ E Rt ‘C'e'%y':[ua,

CIIeIOBAaTeNIbHO, HET  JAHHBIX, [OATBEPXKIAIONIMX, YTO MPUMEHEHHEe  Ipermapara
PUBAPOKCABAH JIEKAC obecrniednBaeT qOCTaTOYHBIN aHTUKOATYISTHTHBIN 2P dEeKT y TaHHOU
kateropun nanueHToB. [Ipumenenne npenapara PUBAPOKCABAH JIEKAC He pekomeHayeTcst
y TAaHHOHM KaTerOpHH MaIlMeHTOB.

TTanmeHnTsl ¢ aHTUDOCHOIUNIUIHBIM CUHAPOMOM

[IpumeHeHne nepopagbHBIX aHTHKOATYJISIHTOB MPSMOTO JIEHCTBUS, BKIIOYas pUBapokcadaH, HE
pEeKOMEHAyeTCsl y MalMeHTOB, UMEIOIINX TPoMOO3bl B aHAMHE3€, Y KOTOPBIX TUAarHOCTUPOBAH
aHTUGOCPOIUNUAHBIN CcUHApPOM. B dacTHOCTH, y MalMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTI/I(bOC(bO.HI/IHI/II[HBIM CUHAPOMOM (Hannqne BOJIYAHOYHOTI'O AaHTHUKOAryJigdHTa, aHTUTCI K
KapIMOJIUIMHMHY M aHTUTEN K Oera-2-TIMKONpOoTeHHy I) Tepamusi aHTUKOAryJsHTaMH IPsIMOTO
JNEHCTBUS MOXET CONPOBOXKIATHCS TOBBIIIEHHONW YacTOTOM pELUIUBOB TPOMOOTHUECKHX
coOpITHH B cpaBHeHNH ¢ Tepanueii ABK.

ITanuents! ¢ @I HexIamaHHOTO OPOUCXOXKIeHU, rnepeHeciie YKB co cTeHTupoBaHneEM

NMmerorcs naHHBIE MHTEPBEHLIMOHHOTO KIMHUYECKOTO HCCIEIOBAaHUS, NEPBUYHOM LEJIBIO
KOTOpOrO SIBIIsJIach OLEeHKa mpoduins Oe3omacHocTH y mnauumeHToB ¢ DIl HeknamaHHoOro
npoucxoxaenus, nepenecmnx YKB co crentupoBanuem. J[anabie 1o 3¢ (HEKTUBHOCTH y TaHHOU
HNOMYJISIMMM  OrpaHuyeHsl (cM. pasgensl 4.2. u 5.1.). JlaHHblE 1O TakuUM MALUEHTaM C
WHCYJIETOM/TPaH3UTOPHON ninemuieckoit atakoit (THA) B anHaMHe3e OTCYTCTBYIOT.

[NamueHnTsl ¢ reMoamHamMuyeckun HecTaOmiupHOH TOJIA M panmMeHTHl, KOTOPBIM Tpebvyercs

IIPOBCACHUC TDOM6OJ'II/IBI/I03 WJIM SMOOJISKTOMHMHM U3 JIETOYHOM apTepuu

[Ipemapar PMUBAPOKCABAH JIEKAC He pexkomeHayeTcss B KayeCTBE albTEPHATHBbI
He(QpPaKIMOHUPOBAHHOMY TemapuHy Yy mnamueHtoB ¢ TOJIA, KOTOpble T'€MOIWHAMHYECKH
HECTaOWJIbHBl WJIM MOTYT HYXKAATbCS B NPOBEIEHUM TPOMOOIM3HMCAa WIN AMOOIIKTOMUU M3
JIETOYHOM apTepuu, MOCKOJbKY Oe3omacHocTh U dddextuBHOCTh penmapata PUBAPOKCABAH
JIEKAC 1nipu Takux KJIMHUYECKHUX CUTYalUsAX HE yCTaHOBJICHA.

CHI/IHaJ'IbHa}I/E)HI/IHVDaHBHa}I AHCCTC3HU MJIN ITYHKITUA

[Ipu BBIOJHEHUH HEWpPOAKCHATLHONW aHeCTe3WH (CIMHAIBHOW/AMUIYypaTbHON aHECTE3WH) WITH
CIMHAJIBHON/AMUYPATBHON IYHKIIMK Y TAIUEHTOB, MOJYYaroIuX aHTHTPOMOOTHYECKUE
npenapaTtsl ¢ IeNbl0 NPOPHUIAKTUKHA TPOMOOIMOOINYECKHX OCIO0KHEHUH, CYIIECTBYET PHUCK
Pa3BUTHS STUAYPATHHON WM COMHAJIBHON IreMaToMbl, KOTOpasi MOXKET MPUBECTU K JITUTEILHOMY
WJIN TIOCTOSIHHOMY TTapajingy.

Puck 3TuX COOBITHH MOXKET TOBBIMIATHCS MPHU MOCTONEPANMOHHOM MPUMEHEHHH MOCTOSTHHBIX
AMUIypAIBHBIX KAaTETEPOB WJIM COIMYTCTBYIOWICH TEpamuM JEKapCTBEHHBIMHM IpenapaTami,

BIUAOIIMMH Ha I'€MOCTas3s. TpaBMaTI/I‘-IHa}I WM TIOBTOPHAA sSnvuaypalbHas HINW CIIMHAJIbHAA
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IMYHKOHW TaKKC MOT'YT ITOBBIIIIATh PHCK. [TarueTh HOH)@B&&%Q&EJEJ;}F ﬁ%%ﬁeglagl%/[:lﬂﬂﬂ

BBISIBJICHHSI TIPU3HAKOB U CUMIITOMOB HEBPOJIOIMYECKHX HapyIIEHUH (HampuMmep, OHEMEHHUE WU
c1aboCTh HOT, JUCQYHKIUS KHUIIEYHUKA WM MoOYeBOro my3bips). llpum oOHapyxeHuu
HEBPOJIOTHYECKUX PAaCCTPONCTB HEOOXOAMMa CpOYHas JAMArHOCTHUKA U JieueHue. Bpau nmomxeH
COMOCTaBUTh MOTEHLUMAJIbHYIO TOJIb3Y M PUCK TIepel MpOBEIEeHHEM HEeWPOaKCHATIbHOTO
BMEIIATETLCTBA MAIMEHTAaM, MOJYYAOIIUM aHTUKOATYJISIHTBI, WM KOTOPBIM ILIAHUPYETCS
Ha3HAuYEHUE AHTHUKOATYJISHTOB C LENbI0 NPO(PUIAKTHKH TpomMO030B. OMBIT KIMHUYECKOTO
MpUMEHEHHUS pUBapokcadbaHa B T03UpOBKax 15 mr u 20 Mr B OMMCAaHHBIX CUTYAIUSIX OTCYTCTBYET.
C 1menpl0 CHWXKEHHUS TOTEHIHUAIbHOTO pHUCKA KPOBOTEUEHHUS, aCCOLMHPOBAHHOTO C
OJTHOBPEMEHHBIM IPUMEHEHMEM puBapokcabaHa M  BBINOJHEHHEM HeHpoakcHaIbHON
(AU aypaNbHON/CIUHAIBHON) aHECTe3UH WM CIOUHAIBHOW IyHKIHW, CJIEAYyeT YYUTHIBATH
dbapMakOKMHETHYECKUN Mpoduib puBapokcabaHa. YCTaHOBKY WM YAQJICHHE SMUAYPaTbHOTO
KareTepa Wik JIIOMOAIbHYIO MYyHKLIHIO JIydlle MPOBOJWUTH TOTAA, KOT/a aHTUKOATYJISIHTHBIN
s ekt puBapokcabaHa OLEHHUBAaETCS Kak cla0biid. OIHAKO TOYHOE BpEeMS UIS JOCTHIKEHUS
JIOCTAaTOYHO HU3KOTO0 aHTUKOATyJISHTHOTO 3P (eKTa Y KaXKA0Tro NallMeHTa HEM3BECTHO U JOJKHO
OLICHUBATHCS B CPAaBHEHUH CO CPOUYHOCTHIO JMATHOCTUYECKOM MPOLIETYPHI.

OcHoBbIBasich Ha 00MIUX (apMaKOKHMHETHUUYECKUX XapaKTEPUCTUKAX, SMUIypajbHBIA KaTerep
U3BJICKAIOT 110 UCTEUYCHUH KaK MUHMMYM JBYKpPaTHOTO IEpHOJa MOJyBHIBEICHUS, T.€. HE paHee
yeM uepe3 18 wacoB mociie MOCIEAHEro npueMa puBapokcabaHa Ui MOJIOABIX B3POCIHBIX
MAIMeHTOB U HE paHee YeM yepe3 26 4acoB JijIsl MAIMEHTOB MOKUIIOTO Bo3pacTta (cM. pasznuen 5.2.).
[Tocne n3BnevYeHNs SMUIYPATBHOTO KaTeTepa JOMKHO MPOUTH KaK MUHUMYM 6 4acoB JI0 puemMa
CJIeAyIOUIeH 10361 puBapoKcabaHa.

B ciydae TpaBMaTUYHON MyHKLIMU PHEM pUBAapOKcabaHa CleAyeT OTJIOKUTh Ha 24 yaca.

PekoMeHIalMy 10 AJO3MPOBAHMIO A0 M MOCJC HMHBAa3WBHBIX NPOLEAYDP U XHUPYPIrUUYECKUX

BMEIIIATENILCTB
Ecnu Heo6xoauMo npoBeieHHEe MHBAa3UBHOM MPOLEAYPhl MIIM XUPYPrUYecKOro BMENIaTeIbCTBa,
Ha OCHOBaHMHU 3akiroueHust Bpaua npuem npenapara PUBAPOKCABAH JIEKAC cnenyer
MPEKPaTUTh, IO KpaliHEeR Mepe, 3a 24 Jyaca 10 BMEIIATENbCTBA, €CIIM 3TO BO3MOXKHO.

Ecnu npouenypy Henb3sl OTI0XKHTh, NOBBIICHHBIH PUCK KPOBOTEUYEHHUS CIEIYET OLEHUBATh B
CpaBHEHHH C HEOOXOTUMOCTHIO CPOYHOT'O BMEIIATEILCTBA.

[Tpuem npenapata PUBAPOKCABAH JIEKAC crenyer BO30OHOBUTH KaK MOYKHO CKOpee 1ociie
MHBa3UBHOW TpOLEAYpPbl MIM XHPYPrHYECKOrO BMELIATENbCTBA, €CIM JeYallluM BpayoM
YCTaHOBJIEHO, YTO 3TO MO3BOJIAET KIIMHUYECKasi CUTyallus U JOCTUTHYT aJieKBaTHBIM reMocTas (CM.
paszzmen 5.2.).

T1oxmnoii Bo3pact
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Puck kpoBOTE€UEHMS MOKET YBEIIMIUBATHLCS C TI( BBII.HGHI&M IB%JES@%&EJEAAEEQE %E:{)I:I:I:ql
1Y y

JlepMaToJ0rnYecKme peakinuu

[Ipu mpoBeaeHUU MOCTMAPKETHHIOBBIX HAOIIOAECHUH COOOIIATIOCH O CIIydasX BO3HUKHOBEHHS
CEePBhE3HBIX KOXHBIX pEakiui, BKIodas cuHApoM CrTuBeHCa-/[»KOHCOHA/TOKCUYECKUI
SnuAepMalIbHBI HEKPOJIU3 M JIEKaPCTBEHHO-MHAYIIUPOBAHHYIO PEaKLUI0 € 303MHOMUINEH U
cucremabiMu cumntomamu (DRESS cunapom), Ha ¢one mpumenenust puBapokcabaHa (cMm.
pasaen 4.8.). IlauueHTsl, MO-BUAUMOMY, TOJBEPraloTCs HauOOJbIIEMY PHCKY BO3HUKHOBEHHS
9TUX peaklMii Ha PaHHUX dTarax JICUeHUs: Hauaio peakluy B OOJBIIMHCTBE CTy4aeB MPOUCXOIUT
B TEUEHHE MEPBBIX HeJeNb eueHus. [Ipy nepBoM NosABIEHUH TSAXKEION KOXKHOM ChINHU (HarpuMep,
IpU €€ pacrpoCTpPaHEHUH, HHTEHCU(PUKALMU W/WIH 00pa30BaHUM BOJIABIPEH) MU NIPU HAJTMYUHU
KaKUX-TTMOO0 PYTUX CUMIITOMOB TUIIEPYYBCTBUTENLHOCTH, CB3aHHBIX C TIOPAXKEHUEM CIU3UCTON
000104k, crneayer npekpatuth Tepanuto npenaparom PUBAPOKCABAH JIEKAC.

eTu
NmeroTcst orpaHrueHHbBIE JaHHBIE O IPUMEHEHHUHU y eTeil ¢ TpoMOO30M BEH rOJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €CThb MH(EKIUs LeHTpanbHoi HepBHOM cuctembl (LUHC) (cm.
paszmen 5.1.). HeoOxomumo TIiaTebHO OIIEHUBATh PUCK KPOBOTEUCHUS TIepe] HAa3HAUYEHUEM U BO
BpeMsl Tepaniy puBapoKcabaHOM.
[Ipenapatr PUBAPOKCABAH JIEKAC He pekoMeHyeTCs K IPUMEHEHUIO Y JETENW U IIOJIPOCTKOB
CO cpesiHel MM TShKeNIoi cTeneHbio Hapymenus Gynkiuu nouek (CK® <50 mn/mun/1,73 M?) B
CBS3U C OTCYTCTBHEM KIMHUYECKUX JAHHBIX.
Knunuueckue faHHBIE O COMMYTCTBYIOIIEM CUCTEMHOM JICUEHUU JIeTell MOLTHBIMUA HHTMOUTOpaMU
onnoBpemeHHO CYP3A4 u P-rmukonpoTenHa oTCyTCTBYIOT (CM. paszzen 4.5.).
JlaHHBIE 110 BpEMEHM YCTAHOBKM WIHM YJIaJ€HUs HEHUPOAKCUAIBHOIO Karerepa y JeTeH,
NPUHUMAIOIIMX PHUBapoKcabaH, OTCYTCTBYIOT. B Takux ciydasix ciexyeTr HpeKpaTUTh MPUEM
npenapara PHUBAPOKCABAH JIEKAC wu paccMOTpeTb BO3MOXKHOCTh — MPUMEHEHUS
NapEHTEPAIbHOTO aHTUKOAryJITHTa KOPOTKOT'O IEHCTBUS.

BcrmoMorarenbHBIE BEIIECTBA

[Tpennapar PUBAPOKCABAH JIEKAC conepxut nakto3y. [laninentam ¢ peako BcTpeyaroencs
HACJIEICTBEHHOW HEMEPEHOCUMOCTBIO TalaKTO3bl, Ae(PUIIMTOM JIaKTa3bl JOMape WU TII0K030-
raJlakTO3HOHN MallbabcopOImeli He clieAyeT IPUHUMATh 3TOT Mpernapar.

4.5. BzaumogeiicTBue ¢ JPYTMMH JIeKAPCTBEHHBbIMHM MpenapataMu M JApyrue BHIbI
B3alMOeliCTBUSA

Nuruduropel CYP3A4 u P-rmukomnporenHa

CoBMecTHOE TIPHMEHEHHE pHUBapokcabaHa W KeTokoHazona (400 Mr omuH pa3 B JeHb) WU

putoHaBupa (600 Mr nBa pasa B JE€Hb) IPHUBOAWIO K IOBBIIIEHUIO CPEIHEN KOHLEHTpAaLUU
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puBapokcabana B masme kpoBu (AUC) B| 2,6 pdﬂﬁ%-'%%;E'ﬁT%lhhl%ﬁlﬁ 'jgr';'éiz-x'ﬂeﬁ

MakcUMaiabHON KoHIEeHTpauuu (Cmax) puBapokcabana B 1,7 pasza/l,6 pa3za co 3HAYUTEIHHBIM
ycuieHueM (apMakoJAUMHAMHUECKUX 3((EKTOB, YTO MOXKET MPHUBOAUTH K YBEIHYEHHUIO PUCKA
kpoBoTteueHusi. B cBsizu ¢ stum npumeHenue npenapata PUBAPOKCABAH JIEKAC wne
PEKOMEHAYEeTCsl MalMeHTaM, IOJIyYalollUM COIYTCTBYIOLIEE JIEYEHUE HPOTHUBOIPUOKOBBIMU
npernapaTaMM a30J0BOM TPYMNIbI, TAKMMHM KaK KETOKOHA30J, WTPAKOHA30J, BOPUKOHA30J1 U
[I03aKOHA30J1, WJIM HUHTUOUTOpamMu nipotea3sl BUY. DT akTHBHBIE BEIIECTBA SIBJISAIOTCS MOITHBIMU
uaruoutopamu 1 CYP3A4, u P-rimuxonporenna (cm. paznen 4.4.).

O>xupaercs, 4TO JpyTrue aKTUBHBIC BEIECTBA, CUIBHO MHTHOMPYIOLIME TOJIBKO OAMH U3 IyTeHl
BeIBeJIcHUsT puBapokcabana, win CYP3A4 wim P-raukonporenH, B MEHbLICH CTENEHH
YBEJIMYMBAIOT KOHIICHTPAIINIO puBapokcadaHa B rmiasme Kkposu. Hanpumep, kinaputpomunut (500
MI' JBa pa3a B JCHb), KOTOPBIA cUUTaeTCs MONIHBIM HHTHOUTOpP H30depmenta CYP3A4 u
YMEpPEeHHBIM HHTHOUTOPOM P-rimmkomporenHa, BbI3bIBaI  yBenuwdeHue cpennen AUC
puBapokcabana B 1,5 pa3a u yBenuuenue Cmax B 1,4 paza. BzaumozelicTBue ¢ KI1apuTpoMUIITHOM
CUMTACTCA KIMHUYECKH HE3HAYUMBIM Ui OOJBIIMHCTBA MAIlMEHTOB, HO MOXET OBITh
NOTEHIMAJIbHO 3HAYMMBIM JUISl MALMEHTOB W3 TIPYMINbl BBICOKOTO pHUCKa (Ul MalUEHTOB C
HapymieHueM (pyHKIIUU TToYek cM. pasnen 4.4.).

Opurpomuriue (500 Mr Tpu pasza B JeHb), yMepeHHbIH uHruoutop nzopepmenta CYP3A4 u P-
[JIMKONPOTEnHA, BbI3bIBAN yBenuueHue 3HaueHui cpepneit AUC u Cmax puBapokcabana B 1,3
pa3a. BsaumopeilcTBHE C OIPUTPOMHUIIMHOM CUUTAE€TCAd KIMHUYECKM HE3HAUYUMBIM  JUIS
OOJIBIIMHCTBA AIIUEHTOB, HO MOXET OBITh MOTEHLUAIBHO 3HAYMMBIM JUISI TALUEHTOB U3 TPYIIIIbI
BBICOKOI'O PHCKa.

VY mnanueHToB ¢ Jierkod creneHpio HapymeHus ¢yakmuu nodek (KnKp 50-80 mn/mun)
sputpomunind (500 Mr Tpu pa3za B JCHB) BBI3BIBAJI yBenWueHHe 3HadueHWi cpeaHeit AUC
puBapokcabana B 1,8 pasa U Cmax B 1,6 paza mo cpaBHEHHIO C TMAIMEHTaMH C HOPMaJIbHOU
byHKIMEH modek. Y MaIMeHToB cO CpeiHel cTeneHblo Hapymenus ¢yHkiuu nouek (KiaKp 30—
49 MJ1/MMH) SpUTPOMMLIMH BbI3bIBaN yBenuueHue 3HaueHuii cpenneit AUC puBapokcabana B 2,0
paza u Cmax B 1,6 pa3a mo cpaBHEHUIO C MAIMEHTAMU ¢ HOpMaJIbHON (yHKIIUEH Touek. D ekt
SPUTPOMUIIMHA SABISIETCS aJAUTUBHBIM K HapylIeHUIO QyHKIUH 1odek (cM. pasnen 4.4.).
®dnykonazoun (400 Mr oTuH pa3 B I€Hb), yMepeHHbII nHruourop nzopepmenta CYP3 A4, BoI3biBan
yBenuuenue cpenneit AUC puBapokcabana B 1,4 paza u yBenunuenue cpeaneit Cmax B 1,3 pasa.
B3aumoneiictBue ¢ (hIyKoOHa30J0M CUMTAETCS KIMHMYECKHM HE3HAUYUMMBIM JIs OOJBIIMHCTBA
NAlMEHTOB, HO MOXET OBbITh MOTEHLIMAIBHO 3HAYMMBIM [UI MAlMEHTOB U3 IPYIIBI BHICOKOTIO
puCcKa (11 TalMEeHTOB C HapylIeHneM (YHKLUH ITOYeK CM. pa3zaen 4.4.).

Ha ocHoBanuu HUMCIOIIUXCA OrpaHUYCHHBIX KIIMHHUYCCKUX JaHHBIX HGOGXOI[I/IMO n30eratb
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CNEOCBATENEHOCTE 0004)

(1o
COBMECTHOI'O IPUMEHEHHUS pUBapoKkcadaHa ¢ Ap DHCI[aDOI-gM.

AHTHKOAryISHTEI

[Tocrie omHOBpEeMEHHOr0 MPUMEHEHHUS] JHOKcamapuHa HaTpus (OAHOKpaTHas mo3za 40 mr) u
puBapokcabana (ogHokpaTHas go3a 10 mr) HaGmomanCcs CyMMaMOHHBINA 3((EKT B OTHOIICHUH
aHTH-Xa aKTUBHOCTH, HE COIMPOBOXKIABLIUICS OMOIHUTEIbHBIMU 3(PPeKTaMi B OTHOIIECHUU
npo0® Ha CBEpTHIBAEMOCTH KpoBH (mpoTpomMOuHoBOe Bpems (IIB), akTuBHpOBaHHOE YacCTHUYHOE
TpoMOoractuHoBoe Bpems (AUTB)). DHokcamapuH He BIHAI Ha (apMaKOKUHETUKY
puBapokcabaHa.

B cBsi3u ¢ MOBBIIEHHBIM PUCKOM KPOBOTEUYEHHS HEOOXOIMMO COOJNIOAATh OCTOPOKHOCTH MPHU
COBMECTHOM IMPUMEHEHUH C JIOOBIMU JPYTUMH aHTUKOATYJISTHTaMU (cM. pa3zaensl 4.3. u 4.4.).

HIIBIT/uaruburopsl arperaiu TpoMOOIIMTOB

[Tocne coBMecTHOro MpUMEHEHHsS puBapokcabana (15 Mr) m HampokceHa B moze 500 mr
KJIMHUYECKH 3HAYMMOI'0 YBEIMUEHHs BPEMEHU KPOBOTEUYEHUS He Habmoaanocs. TeM He MeHee, Y
OTJENIBHBIX JIUI] BO3MOKEH 0oJiee BHIPAXKECHHBIN (hapMaKOAMHAMUYECKUN OTBET.

He naGmoanoch KIMHUYECKH 3HAYMMBIX (papMaKOKMHETHYECKHX MM (hapMaKoIUHAMUYECKUX
B3aMMOJICCTBUH TIPH COBMECTHOM NMpUMEHEeHHH puBapokcabana u 500 mr ACK.

He o6napyxeHo (hapMaKOKHHETHYECKOTO B3aUMOJIEHCTBUS MEXTy puBapokcabanom (15 wmr) u
KJonuaorpenoM (Harpy3zounas no3a 300 Mr ¢ mocieayronM Ha3HaYeHUEM MOAIePKUBAIOIIEH
7036l 75 Mr), HO B MOATPYyNIE MAalMEHTOB HAOJIIOJATOCh 3HAUYMMOE YBEIWYECHHE BPEMEHU
KPOBOTEUECHMSI, HE KOPPEIUPOBABILEE CO CTENEHBIO arperaluu TpoMOOLIUTOB U cosepkaHueM P-
cenextuna unu GPIIb/I1la-penentopa.

Heo6xoanmMo co6utto1aTh 0OCTOPOKHOCTH IPU COBMECTHOM IIpUMeHeHnn puBapokcabana ¢ HITBIT
(Bximouasi ACK) u mHrmburopamu arperanuud TPOMOOIIMTOB, MOCKOJIBKY MPUMEHEHUE ATUX
MpenapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUEHHUs (CM. pa3aen 4.4.).

CHO3C/CNO3CH

Kak u B ciiyuae mnpuMeHEHHUS [APYIHMX AaHTHUKOAryJsHTOB, BO3MOXHO YBEIMYCHHE pHCKa
KpOBOTEUYEHMsI y MalLMEHTOB INpu onHoBpemMeHHOM mnpuMmeHeHuun ¢ CHUO3C umu CHO3CH
BCJIC/ICTBHE BJIHMSHUS OTHX TIIPErapaToB Ha TpoMOOmWTHL. Pe3ynpTaThl KIMHHYECKHX
WCCIIEIOBAaHUN pHUBapoKcabaHa MPOJEMOHCTPUPOBAIN YHCIEHHOE MOBBIIICHHE OOJBIINX |
HEOOJIBIINX KIMHUYECKH 3HAYMMbIX KPOBOTEUEHUI BO BCEX IpyIax JICYEHUs! IPH COBMECTHOM
PUMEHEHHUH 3TUX MPETapaToB.

Bapdapun

[Tepexon mammentoB ¢ ABK Bapdapuna (MHO ot 2,0 no 3,0) Ha puBapokcadan (20 mr) wim ¢
puBapoxkcabana (20 mr) Ha Bapdpapun (MHO ot 2,0 no 3,0) yBenmuusan [IB/MHO (Neoplastin) B

OoJbIICH CTEreHH, YeM MpH MPOCTOM CyMMHUpoBaHUU 3¢ dekToB (oTaenbHble 3HadeHus MHO
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MOTYT J0CTUTraTh 12), B TO BpeMs Kak BIMSHUE [Ha AUTH] QoA R S B s Gari05d Xa

Y DHJIOTCHHBI MOTEHIIMAT TPOMOUHA OBLIO aIUTUBHBIM.

B ciydae HeoOxonuMocTH uccieoBanus GpapmakoguHamuaeckux 3(hdekToB puBapokcabaHa Bo
BpeMs IEPEXOAHOT0 NIEPHOIa, B KaUeCTBE TECTOB, HA KOTOPHIE HE OKA3bIBACT BIUsHUE BapdapuH,
MO>KHO HCIIONIB30BaTh omnpezeieHne antu-Xa aktuBHocTd, PICT n HepTest. Haunnas ¢ 4-ro gus
noclie mpueMa mocleAHer 1036l BapdapuHa Bce J1abopaTopHbIe mokaszarenu (B ToMm uucie [1B,
AYTB, unruOupoBaHue akTHUBHOCTH (akTopa Xa ¥ SHAOTEHHBIH MOTEHLHANT TpPOMOMHA)
OTpa)kaJlu TOJIbKO BIMSIHUE pUBapoKcadaHa.

B cnywyae HeoOxomumoctu wuccnenoBaHus (papmakomuHamudeckux 3¢ ¢ekToB BapdapuHa BO
BpeMs TIEPEXOTHOTO TEPHOAA, MOXKET OBITh MCIHOIB30BaHO M3MepeHue BenuduHasl MHO mpu
Crpovexyr. pUBapokcabana (cmycTss 24 dyaca mociie MpeablaylIero mpueMa puBapokcadanHa),
MOCKOJIbKY pHBapoKcabaH OKa3bIBaeT MUHUMAIIbHBIN 3¢ (deKT Ha 3TOT MoKa3aTellb B JaHHBIN
MOMEHT BPEMEHH.

DapMaKOKHHETUYECKOTO B3aUMOJICHCTBUS MEXAYy BapdapuHOM U puUBapoKcabaHOM HeE
Ha0JIr01aJ10Ch.

HNunykropsl CYP3A4

CoBmMecTHOE TIpUMEHEHHME puUBapokcabaHa M pU(QAMIUIMHA, SBIAIOLIETOCS MOIIHBIM
unaykropoM CYP3 A4, npusoauio k cHmkenuto cpeaneit AUC puBapokcabaHa npuOIM3UTEIHHO
Ha 50% ¥ OJJHOBPEeMEHHOMY YMEHBIIIEHUIO ero apMakoanHamuueckux 3¢ dexroB. CoBMecTHOE
NpUMEHEHUE puBapokcabana ¢ JpyrumMu MoOIIHBIMA uHAYKTopamu CYP3A4 (manpumep,
dbenutonHom,  kapbamazenuHOM,  ¢deHOOapOuTaIOM  WJIM  TpemapataMd  3Bepo0os
npoabIpsiBIeHHOT0  (Hypericum — perforatum)) Takke MOXET TPHUBECTH K CHIDKEHHUIO
KOHIIGHTpaluii puBapokcabaHa B miuazMe kpoBu. CrenoBaTenbHO, HEOOX0IUMO u30erath
OJHOBPEMEHHOr0 MPUMEHEHUSI MOIIHBIX HHAYKTOpOB CYP3 A4, kpoMme citydaeB, Korjga naydeHT
HaXOJUTCs MO/ TIIATEJIbHBIM HaOIIOAECHUEM Ha IpPEeIMeT Pa3BUTHUSA MPU3HAKOB U CHUMIITOMOB
Tpombo3a.

IIpouas cOmMyTCTBYIOIIAS TepaIus

Knnanygecky 3Ha4MMBIX (papMaKOKHHETHUECKUX MM (papMaKkoIMHAMHYECKHX B3aMMOCHCTBUIM
Mpyd COBMECTHOM TPUMEHEHHH pHUBapokcabaHa ¢ wmumazonamoM (cyoctpar CYP3A4),
TUrokcMHoM (cyOctpar P-rmukonpotenna), aropBactatuHoM (cyoctpar CYP3A4 u P-
[JIMKOIPOTENHA) WIIM OMENPA30JIoM (MHTHOUTOP IPOTOHHOM MOMIIBI) HEe HaOII01a10Ch.
PuBapokcaban He nuarnoupyer u He uaAynupyetr CYP3A4.

Bnusgnue Ha 1abopaTopHEIE ITapaMETPhI

PuBapokcaban oka3piBaeT BIHMSHHME Ha TNoKa3arenn cBepThiBaemoctn kpoBu (IIB, AUTB,

HepTest) B cBsi3u co CBOUM MEXaHU3MOM JeicTBUS (CM. pazaen S.1.).
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(MOCNEOOBATENEHOCTE 0004)

CTH

UccnenoBanust B3auMoA€HCTBHS TPOBEACHBI TOJIBKO Y B3pocibiX. CTENeHb MEXKIIEKapCTBEHHBIX
B3aMMOJICUCTBUN y JeTeld Heus3BecTHa. [IpuBeeHHBIE BbIIE JAaHHBIE O B3aWMOJICHCTBUU,
MOJTyYEHHBIE Y B3POCIIBIX MAIIMEHTOB, U MPEAYNPEKICHUS B pazjaene 4.4. ToIKHbI ObITh TPUHSTHI
BO BHUMaHHE ISl IeTUaTPUYECKON MOMYJISIUH.

4.6. ®epTWIBHOCTD, 0€PEMEHHOCTb U JIAKTALNS

bepemeHHOCTD

be3onacHocTh U 3 (HEKTUBHOCT, TPUMEHEHHUS puUBapokcabaHa y OEpeMEHHBIX J>KCHIIMH HE
yCTaHOBJEeHbl. JlaHHBIE, TIOJyYeHHbIE B HCCIEAOBAHMUSX HA OIKUBOTHBIX, IOKa3alln
PENpOAYKTUBHYIO TOKCUYHOCTb. BenencrBue BO3MOXKHOM pEeNPOAYKTUBHOM TOKCUYHOCTH, PUCKA
pa3BHUTHS KPOBOTEUECHHSI U IAHHBIX O CIIOCOOHOCTH pHBapoOKcabaHa MPOHUKATH Yepe3 IUIAIEHTY
npenapatr PUBAPOKCABAH JIEKAC mpotuBomnoka3zaH BO BpeMsi OEpEMEHHOCTH (CM. pasjen
4.3)).

JKeHmHBI AETOPOJHOTO BO3pacTa MOJKHBI H30erarb OEpPeMEHHOCTH BO BpeMs Tepanuu
puBapokcabaHOM.

Jlakranus

D¢ heKTUBHOCT B 0€30MaCHOCTh pUBapOKcadaHa y )KSHIIMH B TIEPUOJI TPYAHOTO BCKapMIIMBAHUS
HE YCTAaHOBJICHBI. JlaHHBIC, MOJYYCHHBIE Y J>KHBOTHBIX, IMOKa3bIBAIOT, YTO pHUBapOKcadaH
BbIENSAETCS C TpyaHbiM MojokoM. Iloatomy mnpenapar PUBAPOKCABAH JIEKAC
MPOTUBONOKA3aH B MEPHOJ] IPYJHOTO BCKapMiIMBaHuUs (cM. pasnen 4.3.). HeoOxonumMo npuHATh
perieHre 00 OTMEHE IPyIHOTO BCKapMIIMBAHUS WM MPEKPaIleHUN/TIPHOCTAaHOBICHUHU TEPAIUH.

DdepTUabHOCTD

CrienuanbHBIX UCCIIEOBAHUH 110 OLIEHKE BIUSHUS pUBapoKkcabaHa Ha (PepTUIBLHOCTD Y YeIOBEKa
He mpoBoAwsioch. MccnenoBanus mokasaniu, YTO pUBapoOKcabaH HE BIUSET Ha MYXKCKYIO U
KEHCKYI0 (epTUIIBHOCTD Y KPBIC.

4.7. BausiHue Ha CHOCOOHOCTH YNPAaBJATHL TPAHCNOPTHBIMHM CpeICTBAMH M PadoTaTh ¢
MeXaHU3MaMH

PuBapokcaban oOKka3bplBa€T HECYIIECTBEHHOE BIHUSHUE Ha  CIIOCOOHOCTb  YNpPaBIAThH
TPAHCIIOPTHBIMU CPEACTBAMH M paboTaTh C MeXaHM3MaMH. BbIIM 3aperucTpupoBaHbl TaKue
HE)KeJIaTeNbHbIC PEaKIMK KaKk 0OMOPOK (Y4acToTa: HEYacTO) U TOJIOBOKPYKEHHs (4acTOTa: 4acTo)
(cM. paznen 4.8.). IlanuieHTHI, Y KOTOPBIX BO3HHUKAIOT MOJAOOHBIC HEXKEIATEIbHBIE PEAKIINH, HE
JOJIKHBI YTIPABJISATh TPAHCIIOPTHBIMU CPEJCTBAMH WU APYTUMU MEXaHU3MAMHU.

4.8. HexxestatesibHbIE peaKkIuu

Pesrome npoduiis 0esonacHocTu

BezonacHocTh puBapokcabaHa OIEHHMBANIACh B TPUHAALATH OCHOBHBIX uccienoBaHusax I ¢assl
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423
(MOCNEOOBATENEHOCTE 0004)

(cm. Tabmumy 1).

Cymmapno 69608 B3pochbIx NAIMeHTOB B AeBsaTHaANATU uccienoBanusax 11 ¢aser u 488 nereit B
nByx uccnenosanusix Il ¢aser u aByx uccnenosanusix 111 gpassl npuHumanu puapokcadas.
Tabmuua 1. Yucno nanueHToB, y4acTBOBABIIMX B UCCIEI0BAaHUM, CyMMapHas CyTOYHas 103a U

MakCuMajibHasd MNPOAOJDKUTCIIBHOCTh JICUCHUA B KIMHHUYCCKHX HCCICOOBAHUAX 111 (1)3351 C

Y4aCTUCM B3POCIIbIX U NICAUATPUUCCKUX TAITUCHTOB

MaxkcumasbHast
Yucao CymmapHas
Iloxka3anue NMPOAOKUTEIbHOCTD
NANMEeHTOR* CyTOYHasA 1032 N

IMpodpunakruka BTO 'y 6097 10 mr 39 nuei
B3POCIBIX NalUEHTOB,
MEePEHECIINX MJIaHOBYIO
olepanuilo [0  3aMEHe
Ta300eIPEHHOT0 WA
KOJICHHOT'O CyCTaBa
[Mpodpunakruka BTD 'y 3997 10 mr 39 nueit
MaIMEHTOB,
FOCIUTAIIM3UPOBAHHBIX €
OCTpPBbIM MEIULUHCKUM
COCTOSIHEM
Jleuenne TI'B, TOJIA n 6790 Henp 1-21: 30 mr 21 mecsn
poQUITaKTHKA PEITUIUBOB Hauwnnasg ¢ 22 noag: 20

Mr

[Tocne Munumym 6

MECSIIEB:

10 mr unu 20 mr
Jleuenue BTD u 329 Hos3a, 12 mecsues
npo(UIaKTUKA PEIUIUBOB CKOPPEKTUPOBaHHAas B
BTO y JOHOIIIEHHBIX 3aBUCUMOCTH OT
HOBOPOKJCHHBIX U JIeTeH B Macchl Tena, A
BO3pacTe 10 <18 ner mocne TOCTHKEHUS
HayaJbHOW  CTaHJApTHOM 9KCIIO3UIIHNH,
AHTUKOATyJITHTHOMN HaOIroaBIIEHCS y
Tepanuu B3POCIIBIX,

nosyyaBmux 20 Mr

puBapokcabaHa OUH

pa3 B IeHb s

neuyenus TI'B
[Ipodunakruka UHCYIBTA U 7750 20 mr 41 mecsn
CHUCTEMHOH
TpoMO0IMO0INH y
MAIMEHTOB c Il
HEKJIAIIAHHOTO
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

A P tm Lol B

IPOHCXOKICHAT (o CAEQOBATENEBROCTE 0004
IMpodunaxrrka 10225 5 mr uiam 10 Mr 31 mecsan
aTepPOTPOMOOTHIECKHIX COOTBETCTBEHHO, B

COOBITUH y  TMAIMEeHTOB xkomOunHammu ¢ ACK

nocie OCTpOro nmi ACK ¢

KOPOHAapHOTO  CHHJApPOMa KJIOTIHJIOTPEJIOM HJTU

(OKC) THUKJIOTTUTAHOM

IMpodunaxrrka 18244 5 Mr B KOMOMHAIMH C 47 mecsieB
aTepPOTPOMOOTHIECKHIX ACK unu 10 mr B

COOBITHII Yy TAIUEHTOB C MOHOTEPAIHUH

HIIEMUYECKON  OOJIE3HBIO 3256%* 5 MI' B KOMOMHAIAH C 42 mecsama
cepama (UBC) W ACK

3a0o0JsieBaHEM

nepudepudecKux apTepuit

(3IIA)

* [TarueHTHl, TOTYYUBIIHE, IO MEHBIIEH Mepe, OHY J03Yy pUBapoKcadaHa.

** N3 uccnenoBanus VOYAGER PAD.

Haubonee yacto peructpupyeMbIMH HEKeJIaTeNbHBIMU PEAKIHUSIMH Y MalMEeHTOB, MOTyYaBIIMX
puBapokcabaH, ObUIM KpoBOTEUeHHs (CM. Hmke mompasfaen «OmnucaHue OTACIbHBIX
HEeXXeNaTeNbHBIX peakuuit», cM. pasznen 4.4.) (tabmuna 2). Haubonee 4acto perucTpupoBalinuch
TaKhe KPOBOTEUCHHUS, KaK HOCOBOE KpoBoTeueHue (4,5%) u :Kemy109HO-KUIIIEYHOE KPOBOTEUCHUE
(3,8%).

Tabmuma 2. YactoTa BO3HUKHOBEHHUS KPOBOTCUEHHUU™ M aHEMHUM Yy TAIMEHTOB, MOJYYaBIIUX
JieYeHUEe pUBAPOKCA0AHOM B 3aBEPIICHHBIX KIWHUYEeCcKuX uccuenoBanusx I ¢assl ¢ yuactuem

B3POCJIbIX U NICAUATPUYCCKUX IMMALIUCHTOB

IToxka3anmue JIwooe AHemust
KPOBOTeYeHHUE
[Tpodunaktuka BT y B3pocibix nalieHToB, 6,8% mauneHToB  |5,9% nanueHToB

NIEPEHECITNX TUIAHOBYIO OIIEPAIIUIO TI0 3aMEHE
Ta300€APEHHOTO HITH KOJICHHOTO CyCTaBa

[Ipodpunakruka BTD y nannueHTos, 12,6% naunentoB |2,1% nanueHToB
TFOCIMUTAIU3UPOBAHHBIX C OCTPHIM MEIULIMHCKUM
COCTOSTHUEM

Jleuenune TT'B, TOJIA u npodunakTuka peluuBOB 23% manueHToB 1,6% marueHToB

Jleuenne BTD u npodunaktrka peuuanBos BT y 39,5% mamuenToB  |4,6% manMeHTOB
JIOHOIIIEHHBIX HOBOPOJK/IEHHBIX U JIETEH B BO3pacTe
<18 neT mocie HayaabHOW CTaHAAPTHOMU
AQHTUKOAT'YJIIHTHOU Tepanuu

[IpodunakTuka HHCYIbTA U CUCTEMHOM 28 Ha 100 2,5 na 100

TpoMO03MOouu y marueHToB ¢ Ol HekITanaHHoTo MMALMEHTO-JIET MALUEHTO-JIET
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

O CAEOOEATENEROCTE 0004 —
MIPOUCXOKICHHUS AL ERBATE - :
[IpodunakTrka aTepoTPOMOOTHUECKUX COOBITHH Y 22 na 100 1,4 va 100
namnuenTos nocie OKC HAaIUeHTO-JIET MaueHTO-JIET
[IpodunakTrka aTepoTPOMOOTHIECKUX COOBITHH Y 6,7 na 100 0,15 12 100
nanueatoB ¢ UBC nmu 31TA MaIMEHTO-JIET [amueHTo-jaeT**

8,38 ma 100 0,74 1a 100

HAHEeHTO-TIeT" HarueHTo-aer™ ***

* Bo Bcex KIIMHUYECKHX HCCIE0BaHUAX pUBapOKcadaHa Bce Cllydad KPOBOTEUEHUS COOMPAIOTCs,
PETUCTPUPYIOTCS U OLIEHUBAIOTCH.

** B wuccnenoBanun COMPASS wyacrtora BCTpeyaeMOCTH aHEMHHM HM3Kas, ITOCKOJBKY
MPUMEHSIICS BEIOOPOYHBIIN MOIX0 K cOOpY TaHHBIX MO HEXKENATEeIbHBIM SIBICHUSM.

*** [Ipu cOope TaHHBIX O HEXKEJATEIbHBIX SBJICHHUIX MPUMEHSIICS BHIOOPOYHBIN MOAXO.

# W3 uccnenosanua VOYAGER PAD.

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIIUN

Yactora BCTpEeYaeMOCTH HEXKEJIaTeIbHBIX PEaKIui, 3aperuCTPUPOBAHHBIX Y JETEH M B3POCIBIX
pu NPUMEHEHHH pHBapokcabaHa, TMpUBEAeHA B Ta0muIile 3 ¢ pas3feiieHHEeM 10 CHCTEMHO-
opranubM Kinaccam (MedDRA) u no gacrore.

YacToTa BCTpe4aeMOCTH ONpeAeNsieTcs Kak: oueHb yacto: (>1/10), gacto: (ot >1/100 o <1/ 10),
Hevacto: (ot >1/1000 mo <1/100), penxo: (ot >1/10000 mo <1/1000), yactoTa HensBecTHa (Ha
OCHOBAHUH UMEIOIINUXCS JaHHBIX OIIEHUTh HEBO3MOIKHO).

Tabnmuna 3. Bce HexenarenbHBIC PEAKIUH, 3apErHCTPUPOBAHHBIC y B3POCIBIX IMAIMEHTOB B
kmuHU4ecknx uccinenoBanusax Il ¢as3pl wim B Xo/le MOCTPETUCTPAIIMOHHOTO MPUMEHEHHS™®, a
TaK)Ke y MeIuaTpuIecKuX MalueHToB B IBYX ucciaenoBanusax Il ¢as3er u aByx uccnenoBanusx 111

dazbl

Yacro Heuacto Penxo Ou4enb penko Yacrora
HEH3BeCTHA

HapyumeHnust co CTOpoOHbI KPOBU M TUM(PATHYECKOH CHCTEMBbI

Anemus  (Bkitouas| TpomOOIIMTO3
COOTBETCTBYIOIIUE |(BKIIFOYAs

nabopaTopHbIe IIOBBILICHHE

MOKA3aTeJIH ) KOJINYECTBA
TPOMOOIHUTOB)™,
TPOMOOLIUTOTICHHS

Hapymenusi co CTOPOHBI MMMYHHOM CHCTEMBI

Annepruueckas AnadunakTu-
peakuus, YecKUe peakluu,
aJUIepPrudeCcKuid BKJIIOYAst
JIepMaTHT, aHauIaKTHIEC-
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423
(MO IRORATENEROCTE 000

AHT'MOHCBPOTHUYC-

CKHMH OTEK U
aJUIEPrUYeCKUI
OTEK

HapymieHnusi co CTOPOHBI HEPBHOM CHCTEMBbI

I'onoBokpyxeHue, |BHyTpuMO3rosoe u
rojioBHasi 00Jb BHYTPUYEPEITHOE
KPOBOU3IIUSHHUE,
00MOpoK

Hapyuienusi co cTOpoHbI Oprana 3peHus

KpoBouznusaue B

a3 (BKITIOUAS
KPOBOM3ZJIMSIHAE B
KOHBIOHKTHBY )

HapyieHust co cTOpoHBI cepana

Taxukapaus

HapyuieHust co cTOpOHBI COCY/10B

CHmxenne
apTepUuaIbHOTO

JaBJICHHA, rEeMaTOMa

HapymeHnusi co CTOPOHBI AbIXaTeJIbHON CHCTEMbI, OPraHOB I'PYAHOM KJIETKH U
cpeocTeHus!

Hocosoe Do3uHOpUIbHAS
KpPOBOTCUYCHMUC, ITHCBMOHHUA
KpPOBOXapKaHbe

Keyn04HoO-KHIIIEYHBbIe HAPYILLICHHUS

KpoBorounBocte  |CyXocCTb BO pTYy
JIECEH, JKEIyJI04HO-
KHIIEYHOE
KpOBOTEUYECHHE
(BKITIOUAS
peKTanibHOe
KPOBOTEYCHHE),
6o B obmactu
KKT m B xuBote,
TMCTICTICHS,
TOLIHOTA,  3a1op’,

nuapes, peota’

HapymeHnust co cTOpoHbI NeYeHN U KeJYeBbIBOISAIIUX MyTeil

IloBbIIEHNE Hapymienue Kenryxa,

aKTUBHOCTH (YHKLIMU MIEYCHH, |TTOBBILIECHHUE

TpaHCAMMHA3 IIOBBILICHUE KOHLEHTPaluu
KOHLEHTPaluu KOHBIOTMPOBaH-

22



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

omnupyOuHa, HOT'O 6Hnnbvégfl_'lci:'_i EQOBATENBHOC TE 0004
HOBBIILICHHUE (pu

AKTUBHOCTHU COITYTCTBYIOIIEM

LIETOYHOU MOBBILIEHU N

docdarazbl AKTHBHOCTH

KpoBH®, aJTaHUHAMUHO-

MOBBILICHHE TpaHcdepasbl WIn

aKTHBHOCTH TaMMa-|0e3 Hero),
TIIyTAMHUJITPAHC-  |XOJIeCTa3,
nenTuaass’ rernaTuT
(BKITIOUAs
remaToeILTIoNS-
pHOE
MTOBPEXKICHHE)

HapymeHusi co CTOPOHBI KOKHM U MOJAKOKHBIX TKaHel

Koxupii 3yn|Kpanusauna Cungpom
(BKJTIIOUAsT HEYaCThIS CruBeHca-
cly4yau Jl>)xoHCcOHa /
reHEPATM30BaHHOTO TOKCHYECKUI
3yJla), KOXKHAasl ChlIlb, AMUACPMATHHBIN
DKXUMO3, KOXKHbBIC U HEKpPOJIU3,
MOJIKOKHBIC DRESS-
KPOBOM3JIUSHUS CUHJPOM

HapymeHnusi co CTOPOHBI MbIIIEYHOH, CKEJIeTHOH U COeIUHUTEILHON TKAHU

bonb B|I'emaprpo3 KpoBousnusuue B KomnaprmeHnt-

KOHEYHOCTAX" MBILLITY CHUHAPOM KakK
CJIEZICTBUE
KPOBOTEUCHMSI

HapymeHnust co cTOpoHbI OYeK U MOYEeBBIBOASIIIIUX MyTeil

KpoBoreuenne  u3 [Toyeunas
YPOT€HUTAJILHOTO HEeJ0CTaToY-
Tpakta  (BKJIIOYAs HOCTB / ocTpas
reMaTypuio u oyeyHast
MeHopparuio®), He/[0CTaTOY-
HapyleHue HOCTh KakK
byHKIMN WL CIIEICTBUE
(BKIIIOYAst KPOBOTCYCHUS,
MIOBBIIIICHUE JIOCTaTO4YHOTO
KOHLEHTpaLUU JUTSI TOTO,
KpeaTUHUHAa KpOBH, YTOOBI BBI3BATH
MOBBILICHHE runomnepdysuio,
KOHLEHTpaLUU HedpomnaTus,
MOYEBUHBI KPOBH) acCOIIMUPOBaH-

Hasl ¢ IPUEMOM
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

5 e ey

(MO NEQCEATENSHU TR SRR

OB

OO0uue HapylIeHNS U PeaKIMU B MeCTe BBeeHUsI

anopanKaA, VYxynuenue JlokanbHBIN
nepudepuyeckue  |0OLIEro oTex”
OTEKH,  CHHUXCHHE|CaMOUYyBCTBHS
obmeit pusnueckon |(BKIrOUAs
CWIIBI W SHEPIrUH|HEIOMOTaHUE)
(BxtoUast ciabocTh
1 aCTEHUIO)

JlaGopaTopHble 1 HHCTPYMEHTAJIbHbIE JaHHbIE

[ToBpImIcHHE
aKTUBHOCTHU
NaKTaTIeruIpore-
Ha3bI®, TOBBIIICHUE
AKTUBHOCTH
nunase’,
ITIOBBIIIICHUC
AKTUBHOCTH
aMuIase’

TpaBMbl, HHTOKCUKAIIUH U OCJI0KHEHHUS MPOLEAYP

KpoBouznusinus Cocynucras
nociie poueayp TNICEBI0aHEBPH-
(BKITIOUAs 3ma’
MOCJICOTIEPAI[IOHHY

10 AHEMUIO n

KPOBOTCYCHHC nu3

paHbI), ymuo,
BBIJICJICHAE CEKpeTa
U3 paHpl’

A _ pabmonanucek npu npodunaktuke BTD y B3pOCHbIX MAIMEHTOB, NEPEHECIINX MIAHOBYIO
oTIepaIuio Mo 3aMEeHEe Ta300€IPEHHOT0 WM KOJIEHHOTO CYCTaBa;

B _ ma6bmongamick npu neuenun TI'B, TDJIA u npoQuIakTHKe PElUIMBOB KaK OYEHb YacThIE y
JKEHILWH MOJIOXKE 55 JIET.

C — Habmomanuch Kak HeyacThle B paMKax NMpO(UIAKTHKH aTepOTPOMOOTHUECKHMX COOBITHIl y
nanuenToB nocie OKC (mocie 4peckoKKHOTO KOPOHAPHOTO BMEIIATEILCTBA).

* NpUMEHSUICS TpEABApUTEIHHO 3aJaHHBIN W30MpaTenbHBIA MOAXOM K COOpYy MaHHBIX IO
HE)KENaTeNIbHBIM SBIICHUSM B OTAENbHBIX ucchenoBanusx III ¢aszpl. Ha ocHoBanum ananmsa
JAHHBIX MCCIIEJOBAaHMK 4YacTOTAa HEXKENATEIbHbIX pEaKIUMid He IMOBBICHIIACh, M HOBBIX
HE)KeJaTeJIbHbIX JIEKaPCTBEHHBIX peakuil HIeHTU(DUIIUPOBAHO HE OBLIO.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEeaKIIUi
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

YuuteiBas (papMaKoIOTHIECKU MEXaHU3M eﬁCTBHHI;nEB%MEE;é '%@5&%&%5&3:%&%&

COTIPOBOKAATHCS MOBBIMIEHHBIM PUCKOM CKPBITOTO WIJIH SSBHOT'O KPOBOTEUCHHSI U3 JIFOOBIX TKAaHEH
U OpPraHoB, KOTOPOE MOXKET MPUBOAUTH K MMOCTreMopparuueckoi anemuu. [lpu3naku, CHMOTOMBI
U CTEMEHb TSDKECTU (BKJIIOYAs JIETaJbHBIA MCXOA) OyAyT BapbHpOBaTh B 3aBHUCHUMOCTH OT
JIOKaJIM3allui, WHTEHCUBHOCTU WJIM MPOAOKUTEIBHOCTH KPOBOTEUEHMSI W/MIM aHEMHUH (CM.
noapaszien «Jledenne KpoBoTeueHuit» paszzpena 4.9.). B KIMHHYECKMX HCCIIEOBAHUAX
KPOBOTEUECHHSI U3 CIU3UCTBIX 000I04YeK (a MMEHHO: KpoBoTeueHue u3 Hoca, neceH, JKKT,
MOUYEIOJIOBOM CHCTEMBI, BKJIIOYas aHOMalbHOE BAarMHAIbHOE WM YCHUJIEHHOE MEHCTpyaslbHOE
KPOBOTEUYEHHE) U aHEMHUs HAOIIOAANUCH Yallle NP JJIUTEIbHOM JEUEHUU PUBapOKCaOaHOM IO
cpaBaeHuio ¢ nedenneM ABK. Takum oOpa3oM, B AOMOIHEHHE K HaJJIekKAIIEMy KIMHUIECKOMY
HAOITI0IEHUIO, JTA00PATOPHOE UCCIICIOBAHUE TeMOTJIOONHA/TEMAaTOKPUTA MOKET OBITh 3HAYUMBIM
JUTS BBISIBJICHUS CKPBITHIX KPOBOTEUEHUN U KOJIMYECTBEHHON OIEHKU KIMHUYECKON 3HAYMMOCTHU
SBHBIX KPOBOTEUEHHI! B CITy4yasix, KOr/ia IpUMEeHUMO. PHCK pa3BUTHS KPOBOTEUEHHUI MOXKET OBITH
MOBBIIICHHBIM y ONPENENICHHbIX TPYIIN MNAlUEeHTOB, HAIpUMEp, y MAalHUEHTOB C TsHKEJION
HEKOHTPOJIMPYEMOW apTepHajbHON THIEPTEH3MEH W/WIM TMpPU COBMECTHOM IPUMEHEHUHU C
npenaparamu, BIUSIONIMMUA Ha TeMocTas (cM. moapaszaen «Puck kpoBoTedeHus» paszzaena 4.4.).
MeHcTpyalibHOE KPOBOTEUCHHE MOXKET OBITh 00Jiee OOMIIBHBIM W/HUITH TTPOIOJDKATEIBHBIM.
I'emopparuueckre OCIOXKHEHHsI MOTYT TPOSBISATBCA B BHAE cinaboct, OJeTHOCTH,
TOJIOBOKPY>KECHHUS, TOJIOBHOW OO WM HEOOBSCHUMBIX OTEKOB, OJIBIIIKH WJIM HEOOBSICHHMOTO
nI0Ka. B HEKOTOpBIX cllydasix BCIEACTBUE aHEMHUH Pa3BUBAJIUCH CUMIITOMBI HIIEMHH MUOKap/a,
Takue Kak 00Jb B IPyAH U CTEHOKapIUsl.
[Ipn npumeHeHWH pHUBapoKcabaHa pPETUCTPUPOBAINCH M TaKHE€ W3BECTHBIC OCIIOKHEHUS,
BTOPUYHBIE IO OTHOUICHUIO K TSKEJIBIM KPOBOTEUEHUSIM, KAaK CHHIPOM TOBBIIIEHHOTO
cybdacimanbHOTO JaBiaeHUs (KOMIIAPTMEHT-CUHIPOM ), IOYEUHAsI HEJIOCTATOYHOCTh BCIIEACTBUE
runonepdy3un WM HeppomaTusi, acCOLUUPOBAHHAS C MPUEMOM AHTUKOATYJISHTOB. Takum
o0pa3oMm, clelyeT y4HUThIBaTh BO3MOXXHOCTH KPOBOTEUECHHsS MPHU OIEHKE COCTOSHUS JII000TO
NalKEHTa, MOJIyYaroUero aHTUKOATYJISIHTBI.

eTu
Jleuenue BTO u npoghunakmuxa peyuoueos BTI
Onenka 6e30MMacHOCTH y JIeTel U MOAPOCTKOB OCHOBAaHA Ha JAHHBIX MO 0€30MaCHOCTH OTKPBITHIX
UCCIICIOBAaHUI C aKTUBHBIM KOHTpojeM (aAByx uccinenoBanuit Il ¢a3er u oxnoro III ¢aszer) c
y4acTHeM JETeH B Bo3pacTe oT poxkaeHus A0 <18 net. JlanHbIe MO 6€301aCHOCTH OBLIN B IIEJIOM
COTIOCTaBUMBI Ul pUBapokcabaHa M MpernapaTa CpaBHEHUS B PA3IMYHBIX BO3PACTHBIX IPyMIax
nereit. B nenom npoduins 6e3onacuoctu y 412 aereit U moipoCTKOB, MOIYyYaBIINX PUBAPOKCa0aH,

Obul aHAJIOTMYEeH MpopmIo O0e30MacHOCTH, HAONI0JaeMOMY BO B3pOCIOH TMOMYJISLUH, U
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COXPAHSUICS B pa3HbIX BO3PACTHBIX TPYIIAX, X014 oueHK%Pﬁ-ﬁﬁﬁ%ﬁg EJ&IHEH% E@Ii};glélf%OM

MAIUEHTOB.
l'onoBuast 6016 (04eHb YacTo, 16,7%), muxopajaka (o4eHsb 4acto, 11,7%), HOCOBOe KpOBOTEUEHHUE
(ouenp wacto, 11,2%), pBora (ouenp uvacto, 10,7%), Taxukapaus (dacto, 1,5%), moBbIIIEHNE
KOHIEHTpauuu OunupyouHa (dacto, 1,5%) W MOBbIIEHHE KOHIEHTPAMH KOHBIOTUPOBAHHOTO
ounupyouna (peaxo, 0,7%) perucTpupoBalUCh y MEAMATPUYECKUX MAIMEHTOB Yalle, 4YeM Yy
B3pocibiX. Kak u BO B3pOCIoi momy siiuu, MeHopparus Habmroanacek y 6,6% (4acto) neBovek-
MOJIPOCTKOB nocie  MeHapxe. TpombouuTonenus, HaOmomaemass B paMKax
MOCTPETUCTPALIMOHHOTO MOHUTOPUHTA BO B3POCION MOMYJISINH, B KIMHUYECKUX MCCIEA0BAHUIX
cpenu  TeaMaTpuYecKod momyisiuud  HaOmonamack dacto  (4,6%). HekenatenbHbie
JICKapCTBEHHBIE PEAKIIUU Y JeTei ObLIIM B OCHOBHOM OT JIETKOH J10 YMEPEHHOMN CTETICHU TSKECTH.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmarb o0 10I03peBaeMbIX HEXKENAaTeIbHBIX pEaKUMsIX I[OoCle pPEerucTpaluu
JIEKapCTBEHHOTO Tperapara ¢ Lelblo 00ecreueHus] HePEepbIBHOIO MOHUTOPUHTAa COOTHOILICHHS
«TI0JIB3a-PUCK» JICKAPCTBEHHOTO IMpemnapara. MenunuHCKUM pPabOTHUKAM PEKOMEHayeTcs
coo0IaTh O JIOOBIX IMOJ03PEBAEMBIX HEKEJIATEeNbHBIX pPEaKIMIX JIEKapCTBEHHOTO Ipernapara
yepe3 HallMOHaJbHbIE CHCTEMBI COOOIIEHHUS O HEXeNaTelIbHBIX PEAKIUSAX T'OCYIapCTB-WICHOB
EBpa3uiickoro 5KOHOMHUYECKOI0 COK03a:

Poccniickas @enepanvs

109012, MockBa, CnaBsgHcKas miomanb, a.4, ctp.l

depnepanbHas ciyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Tenedon: +7 800 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caitt: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMITOMBI

Y B3pochblX OBUTM 3aperHCTPUPOBAHBI  pPEAKHE CIy4yaW TEpPElO3UPOBKU TMpU TpPHEME
puBapokcabana no 1960 mr. B cinydae mepeno3upoBKH HEOOXOIUMO TINATEIIBHO HAOI0IATh
nanueHTa Ha TNpPeaMET Pa3BUTHS KPOBOTEUCHHM WM JIPYrHMX HEXeIaTeNbHbIX peakiuil (cm.
nojapasjaen «JleueHne KpoBoTeUEHU» HUXKE). B CBSI3U C OrpaHUYEHHBIM BCACHIBAHUEM OXKUAETCS
(dopMHpOBaHUE MJIATO KOHLEHTPAIMM Ipernaparta 0e3 JalbHEHIIEero YBEIHUEHHs! €ro cpenHei
KOHIEHTPAIUH B IJIa3Me KPOBU TP MPUMEHEHUH /103, IPEBBIIIAIOLINX TEPANeBTUUECKUE, PABHBIX
50 Mr puBapokcabaHa WK BBIIIE Y B3POCIIBIX.

JUist B3pOCIHBIX CYIIECTBYET CHELU(PHUUECKUl aHTHIOT (aHIEKCaHeT ajib(a), OIOKUPYIOIIHUN

dapmakonuHamMuueckuii 3¢ ekt puBapokcadbaHa.
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AKTUBUPOBAHHBIN yIOJIb.

JleyeHne KpOBOTEUEHU N

Ecny y nauuenTa, nomydaroniero puBapokcadbaH, BOZHUKIIO OCJIOKHEHHE B BUE KPOBOTEUECHHUS,
CJICAYIOUIMH MpUEM pHUBapOKcabaHa CIEAYEeT OTJIOKUTh WIIHM, IIPU HEOOXOAMMOCTH, OTMEHUTh
neuyenue. [lepuon momyBbIBEICHUST pUBAPOKCA0aHa y B3POCIBIX COCTABISAECT MPUOIUIUTEIHHO S—
13 vacoB. JleyeHne AOKHO OBITH MHIUBUAYAIBHBIM B 3aBUCUMOCTH OT TSXKECTU U JIOKAIU3ALUU
KkpoBoTeueHUs. [Ipy HEOOXOJMMOCTH MOXKHO IPUMEHSTh COOTBETCTBYIOIIEE CUMIITOMATUYECKOE
JeYeHHe, TAaKOe KaK MeXaHM4yeckas KOMIpeccus (HampuMmep, IMpU TKENIbIX HOCOBBIX
KPOBOTCUCHMSIX), XHUPYPTUUYECKUH TeMOCTa3 C MpOLEAypaMH KOHTPOJII KPOBOTECUCHHMS,
UHQY3MOHHAs Tepanus ¥ TeMOAMHAMHUYECKas IOAJEpXKKa, MPUMEHEHHE NpenapaToB KpPOBU
(3pUTPOLIUTAPHON MAcChl WIIM CBEXKE3aMOPOKEHHOMN IJIa3Mbl, B 3aBUCHMOCTH OT TOT0, BO3HUKJIA
aHEeMUS WM KOaryJIonaTHsl) WK TPOMOOIIUTOB.
Ecnu nepeuncieHHble BBIIIE MEPONPUATHS HE MPUBOIAT K YCTPAHEHHIO KPOBOTEUEHUS, MOKET
OBITh Ha3HAYCH CTICU(UUECKUI aHTUOT HHruOUTOpa hakTopa Xa (aHIeKcaHeT ainb(a), KOTOPBIH
omokupyer  (dapmakommHamuueckuii  3¢ddekT  puBapokcabaHa, WM CleUUPUIESCKUE
IPOKOAryJsIHTHbIE IpenapaTbl, HalpuMep, KOHIEHTpPAT NPOTPOMOMHOBOIO KOMIUIEKCA,
KOHIIGHTPAT aKTUBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA WJIM PEKOMOMHAHTHBIN (hakTop
VlIla (r-FVIla). Ognako B HacTosflllee BpeMsl OINbIT MPUMEHEHHUS JIaHHBIX JIEKaPCTBEHHBIX
IpenapaToB y B3pOCHBIX, [OJy4YalOUIMX pUBapoKcabaH, BecbMa OrpaHuYeH. JlaHHBbIE
PEKOMEHJALNN TAaK)KE OCHOBaHbI HA OrPAaHMUYCHHBIX HEKIMHMYECKUX JaHHBIX. BO3MOXKHOCTBH
IOBTOPHOTO BBeJEHHUS pekoMOuHaHTHOTO ¢akTopa VIla u TuUTpoBaHHE 03Bl ClEIyeT
paccMaTpuBaTh B 3aBUCHMOCTH OT CHIJKEHHsI aKTHBHOCTM KPOBOTEUYEHHs. B 3aBUCHMMOCTH OT
MECTHOM JOCTYIHOCTH, B CiIydae OOJbIIOr0 KPOBOTEUEHHUS CIEAYET PaCCMOTPETh BO3MOKHOCTh
KOHCYJIBTAIIMK CO CHEHMAIMCTOM MO Koaryysauuu (cM. paszaen 5.1.).
[Ipennonaraercs, 4yro mnporamuHa cyiabdaT W BUTaMHH K He OKa3bIBalOT BIMAHUS Ha
AQHTHUKOATYJIIHTHYIO aKTUBHOCTh pUBapokcabaHa. VIMeeTcst orpaHMYeHHBIH OMNBIT MPUMEHEHUS
TPaHEKCAMOBOI KHUCIIOTBI M OTCYTCTBYET ONBIT NPUMEHEHUS aMHHOKAIPOHOBOM KHCIOTHI U
anpoTMHUHA y  B3pOCIbIX, TMOJy4alolMXx puBapokcabaH. HayuHoe  oOocHoBaHue
1eN1eco00pa3sHOCTH  WJIM  ONBIT MPUMEHEHHS CHCTEMHOTO T'eéMOCTaTHYeCKOTo Iperapara
JICCMOTIPECCHH Yy  TAIMEHTOB, IMOJyYalOIIUX pUBapoKcabaH, OTCYTCTBYET. YUWTHIBas
MHTCHCUBHOE CBA3bIBaHME C OelKaMM IIa3Mbl, OKUAAETCS, YTO pHUBapokcabaH He Oyzaer
BBIBOAMTHCS IPU MPOBEACHUM AUATH3A.

eTH

JlanHble y nered orpaHu4eHbl. JlaHHBIE O 103aX, HMPEBBIIIAIONINX TEPANIEBTUYECKUE, Y JIeTel
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OTCYTCTBYIOT.

Crieruduueckuii aHTUAOT (aHAEKCAHET ab(a), OJOKUPYIOMHU PpapMakoJMHAMUYECKUN YD PEKT
puBapokcabaHa, HE pa3pellieH K IPUMEHEHHIO Y JIETEH.

Jleuenue kposomeuenuti

[lepuox monyBbIBENEHUS y JAETEW, CIPOTHO3UPOBAHHBIM C TOMOIIBIO MOMYJISIIHOHHOTO
(hapMaKOKMHETHYECKOTO MOJICIIUPOBAHMSI, KOPOUE, YEM Y B3POCIBIX (CM. pazzaen 5.2.).

OneIT pUMEHEHUsT crenu(PUUECKUX MPOKOATYISHTHBIX IMpenapaToB (HampuMep, KOHIEHTPAT
IPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTUBUPOBAHHOIO MPOTPOMOMHOBOTO KOMILIEKCA
ninn pekomOuHaHTHBIN (aktop VIla (r-FVIIa)) y mereit, momydaronux puBapokcabaH, BecbMma
orpaanueH. OTCYTCTBYET OIBIT IPUMEHEHHSI TPOTaMHHA Cyb(aTa, BuTamuHa K, TpanekcaMoBoii
KHUCIIOTHI, aMUHOKAITPOHOBOW KHCIIOTHI M al[POTUHUHA Y JACTEH, OTyJaIoiX PHBapOKcadaH.

5. DPAPMAKOJOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMu4ecKue CBOCTBA

dapMakoTeparneBTUYECKas TPYIIa: aHTUTPOMOOTHYECKHE CpPEICTBA; MPSIMbIE HWHTHOUTOPHI
¢axTopa Xa.

Kox ATX: BO1AFO1

Mexannsm neiicTBus

PuBapokcabaH — BEICOKOCEIEKTUBHBIN MPsSMON HHTHOUTOP (dakTopa Xa, 001aaaroIuii BEICOKOH
OMOIOCTYITHOCTBIO TpH NpHeMe BHYyTpb. IHrnbupoBanue ¢axTopa Xa HapyIIaeT BHYTPCHHUH U
BHEIIHUH MYTH KOAryJIsUOHHOTO KacKaJia, HHTHoupys oOpa3oBaHue TpoMOMHa 1 pOPMHUPOBAHUE
Tpomba. PuBapokcaban He MHrHOUpyeT TpoMOHMH (akTUBUpOBaHHBIN (axTtop II), a Takke He
IPOJIEMOHCTPUPOBAJI BIUSHHS Ha TPOMOOITUTHL.

dapmakognaamMuyeckue P PeKTel

Y d4enoBeka HaONOgaeTCs J0303aBUCMMOE WHTHOMpOBaHHME aKTUBHOCTH (akTopa Xa.
PuBapokcaban oxaspiBaeT 10303aBucMMoe BiusHue Ha [IB u Xopomo koppemupyer ¢
KOHIICHTpAIlUsSIMH puBapokcabaHa B 1uiazMe kposu (1=0,98), ecnm niis aHaiam3a HCIIONB3YETCS
Habop Neoplastin. [Ipu ucnosp30BaHNN APYTHX PEAKTUBOB PE3ysbTaThl OyayT oTimdatbes. [1B
CIIeyeT U3MEPSATh B CeKyHaX, mockoabky MHO oTkanmnOpoBaHO W BaTUAUPOBAHO TOJBKO IS
MPOU3BOTHBIX KyMapyuHa U HE MOXKET IPUMEHSTHCS JUIS IPYTHX aHTHKOATyJISTHTOB.

VYV manueHToB, MOJIyJarouX puBapokcabaHn mis JiedeHus u npoduraktuku peuuauBoB TI'B u
TOJIA, 5/95 npouentunu qis [1B (Neoplastin) uepes 2—4 gaca nmocie npuema Ta0JIeTku (T.€. Ha
makcumyme 3 dekra) Bappupytot ot 17 1o 32 cekyna npu npueme 15 Mr puBapokcabaHa 1Ba
pasza B neHb, u oT 15 mo 30 cexynn mpu mpueme 20 mMr puBapokcabaHa OJuH pa3 B JIeHb. B
MIPOMEKYTKe yepe3 8—16 yacoB mocie nmpuema TabseTku 5/95 nmporneHTunm BaprupyroT oT 14 1o

24 cexyHnp nipu mipueme 15 Mr aBa pasa B eHb, U yepe3 18—30 yacoB mociie mpuema TabJIeTKH —
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ot 13 1o 20 cexynn npu npueme 20 Mr OJIUH pas B I€Hb.

VY mnanuentoB ¢ DIl HekIanmaHHOTO MPOUCXOXKACHHUS, NPHUHUMAIONIMX pHBapoKcabaH Jyis
npo(QUTAKTUKYA UHCYIBTa H CUCTEMHOM TpoMOoIMOomuu, 5/95 mporentinu ans [1B (Neoplastin)
yepe3 1—4 ygaca mociue npueMa tabneTku (T.e. Ha Makcumyme 3¢ dekra) Bappupytot ot 14 1o 40
CEKYyH] Y MalMEeHTOB, MpuHUMaromux 20 Mr ofuH pa3 B JIeHb, 1 0T 10 10 50 cexyH[ y MalMeHTOoB
C HapymeHueM (QYHKIMH TMOYEeK CpelHEed CTENeHH, MPUHUMAIONINX 15 Mr oauH pa3 B JeHb. B
npoMexyTke yepe3 16—36 gacoB nocine npuema TadieTku 5/95 npoleHTHIN BapbupyloT oT 12 10
26 CexyHIl y MalMeHTOB, NpuHUMaromux 20 Mr oaWH pa3 B J€Hb, U OT 12 10 26 CeKkyHn Yy
NAIMEHTOB C HapylIeHNEeM (YHKIIMH IMOYEeK CpeHEH CTeneHH, IPUHUMAIOMUX 15 Mr ouH pa3 B
JIEHb.

B knuHMueckoM  (apMakoJIOTMYECKOM  HCCIEJOBAaHUU M3MEHEHUS (papMaKoJMHAMUKA
puBapokcabaHa y 370pPOBBIX B3pOCIBIX A0OPOBOJBIEB (N=22) OBLUIO BBHISBICHO BIUSHHE
OMHOKpaTHBIX 103 (50 ME/Kr) AByX pasiuyHBIX THUIIOB KOHIICHTpaTa MPOTPOMOMHOBOTO
komruiekca: 3-¢pakropHoro (paxtopst I, IX u X) u 4-pakropuoro (¢pakropst 11, VIL, IX u X). 3-
(akTOpPHBIN KOHLEHTpPAT MNPOTPOMOMHOBOTO KOMILJIEKCA CHU3MJI cpenHue 3HaueHus [IB
(Neoplastin), mpumepro Ha 1,0 cekyHay B TedeHue 30 MUHYT MO CPaBHEHHUIO CO CHI)KCHHEM
npuMepHO Ha 3,5 cekyH/bl, HaOII0JaeMbIM MpPHU HCIOIb30BaHUH 4-(aKTOPHOTO KOHIIEHTpaTa
OpOTPOMOMHOBOrO KoMmIuiekca. HampoTuB, 3-(akTOpHBIH KOHIIEHTpPAT MPOTPOMOUHOBOTO
KOMILJIEKCa OKa3aJl 0ojiee BBIpaKEHHOE U OBICTpOe 0o0lIiee BIMsSHUE HAa 00OpaTUMOCTh H3MEHEHU I
B TEHEpAMU DHJOTEHHOTO TpPOMOWHA, 4YeM 4-(aKTOPHBIM KOHIIEHTPAT MPOTPOMOUHOBOTO
KoMIuIekca (cM. pasaen 4.9.).

Taxoxe puBapokcabaHn mo3o3zaBucumo ysennuumBaeT AUTB u pesynbrat HepTest; onnako stu
napamMeTpsl He PEKOMEH]IyeTCsl MCIIOJIb30BaTh JJIs OLEHKH (apMakoanHaAMHUYecKoro s¢¢exra
puBapokcabana. B mepuon nedenuss puBapokcabaHOM HPOBOAMTH MOHUTOPUHT TapaMeTpoOB
CBEPTHIBAHUS KPOBH B PYTUHHOW KIIMHUYECKON MpakTUke He Tpedyercsa. OnHaKo, eciu s 3TOTr0
€CTh KJIMHMYECKOe OOOCHOBaHHE, KOHIICHTPALUs pUBapoOKcabaHa MOXET OBbITh M3MEpeHa NpHU
MOMOIIM KAJINOPOBAHHOTO KOJIMYECTBEHHOTO TECTA aHTH-Xa aKTUBHOCTH (CM. pa3zaen 5.2.).

Knuanueckas 7dbdeKkTUBHOCTE U 0€30I1aCHOCTE

IIpogunaxmuxa uncynoma u cucmemHou mpomobosImboruu y nayuenmos ¢ DII neknanannozo
APOUCXOIHCOCHUSL

[Iporpamma KJIMHUYECKHX HCCIEIOBaHUN puBapokcabaHa Oblia paspaboTaHa uis TOTO, YTOOBI
nokasaTh () (PEKTUBHOCTh pUBapoKcabaHa B OTHOLIEHWU MPOPUIAKTUKN WHCYJIHTA U CHCTEMHOMN
TpoMO03MOouu y nanueHToB ¢ OII Hek1anaHHOTO MPOUCXOXKICHHUSL.

B 0azoBom nBoitHom crnenom wuccrnegoBannn ROCKET AF 14264 mnamuwenta Obuin

paHIoOMHU3HpPOBaHbI Ha npreM 20 Mr puBapokcabaHa OJIMH pa3 B JieHb (15 Mr oauH pas B 1eHb LIS

29



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13423

nanueHToB ¢ KnKp 3049 mn/mun) unu Ha nipuem Baﬁa%ﬁgg%gg{f{@gb@EQEﬁgggﬁiﬁ hie}

noctkeHus nenesoro 3nadenust MHO 2,5 (TepaneBruueckuii nuamnasos ot 2,0 no 3,0). Menuana
JUTUTETTLHOCTH JICYCHUS COCTaBMIIAa 19 MecsIeB, a 001mas mpoa0KUTENBHOCTD JedeHus — 10 41
Mecsna.

34,9% naunento nonyvanu tepanuio ACK, 11,4% — nonyyanu tepanuio aHTHAPUTMUYECKUMHU
npenaparamu kiacca lII, Bkirrodass amuogapoH.

PuBapokcaban He ycrynan BapdapuHy MO NEpBUYHON KOMOMHMPOBAHHOW KOHEUHOW TOUKE
WHCYJIbTa M CUCTEMHOU TpomOodmOonuu, He cBszaHHOW ¢ [IHC. B momynsammm, momyuaBmiei
JIeYEHUE COTJACHO MPOTOKOIY, MHCYJIbT WMIU CHUCTEMHas TpoMO0o3MOoius mpousouuid y 188
NalMeHTOB, MOJy4aBImINX puBapokcadan (1,71% B romg) m y 241 mamueHTta, TpUHUMABILETO
BapdapuH (2,16% B ron) (otHomenue puckos (OP) 0,79; 95% noseputenbublii untepsan (N)
0,66-0,96; P<0,001 nns runore3sl «He ycTymaer»). Cpeam BceX pPaHIOMHU3HUPOBAHHBIX
MAIMEHTOB, MPOAHATU3UPOBAHHBIX B COOTBETCTBUU C HazHadeHHbIM BMmemaTenbcTBoM (ITT),
NEepBUYHBIE COOBITUS MPOU3OILIH y 269 MalMeHToB, MOTy4aBIINX puBapokcadaH (2,12% B ron) u
y 306 marueHTOB, IoNMy4yaBiux Bapdaput (2,42% B rox) (OP 0,88; 95% AN 0,74-1,03; P<0,001
JUISL TUMOTE3bl «HE ycrymaer»; P=0,117 mis rumore3sl «IpeBOCXOAWT»). PesympTaThl miis
BTOPUYHBIX KOHEUHBIX TOYEK, IPOBEPEHHBbIE B HEPAPXUUYECKOM IMOpPSAJIKE B aHAU3€ B
COOTBETCTBUU C Ha3HAUYECHHBIM BMEIIATEILCTBOM, IMOKA3aHbI B TaOIHIIE 4.

Cpenu mamueHtoB B rpymnme Bapdapuna 3HadeHus MHO Haxoguimuch B TEpareBTUYECKOM
nuanazone (ot 2,0 1o 3,0) B cpeanem 55% Bpemenu (Meauana 58%; MeKKBapTUIbHBIN AUAaNa30H
ot 43 o 71). Dddexr puBapokcabana He paznuyaics Ha ypoBHe meHTpambHoro TTR (Bpems B
muana3one nenesoro MHO ot 2,0 mo 3,0) B xBapTmisix omuHakoBoro pasmepa (P=0,74 mns
B3auMoOJieicTBuUsl). B mpenenax caMoro BBICOKOrO KBAapTWJIs MO OTHOIIEHHIO K IeHTpy OP
puBapokcabaHa 1o cpaBHeHHIO ¢ BapdapuHoM coctasisuio 0,74 (95% AU 0,49-1,12).

YacTtoTa BOBHUKHOBEHHSI OCHOBHOI KOHEYHOW TOYKHM 0€30MacHOCTH (OOJbIINE U KIMHUYECKU
3HaUMMbIC HEOOJNBIINE KPOBOTEUYEHHsI) ObLIa COMOCTAaBMMAa B OOCHMX Tpynmax JEYeHHs (CM.
Tadnuiy 5).

Tabmuma 4. Jlanaeie o npoduino dppeKTUBHOCTH B KIMHUYECKOM ucciemaoBanuu 111 ¢azbr

ROCKET AF

Hccaenyemas ITT anamu3 3¢ dexkTuBHOCTH Yy NanueHTOB ¢ DIl HekIanaHHOTO
NOMYJISIHUS NPOUCXOKICHHUS
TepaneBruyeckas Pusapokcatan 20 mr | Bappapun B no3e, | OTHOIICHHE
n03a OAMH Ppa3 B [eHb | THATPOBAHHOM 10 | PUCKOB
(I1SmMr oaun pa3 B | meaesomy ypoBHIO | (95 % JAN)
aeHb 1Jjsa mamuenrTos | MHO 2,5 | p-3HaueHue,
c YMepeHHo#i | (TepaneBTHYECKHUIl | TeCT Ha
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MoYeYHOH

nuana3on 01-2.0 7o'

L
1

peBbekoerse

HEeI0CTATOYHOCTHIO)
Yacrora coObITHI
(100 nauueHTO-J1€T)

3,0)
YacroTta codbITH
(100 nauueHToO-J1€T)

HNucynbT u 269 306 0,88

CUCTEMHas (2,12) (2,42) (0,74-1,03)

TpoMOOIMOOIIHSI, HE 0,117

cesi3anHas ¢ [JTHC

WHcynpT, cucreMHas 572 609 0,94

TpoMOOIMOOIHs, HE 4,51) (4,81) (0,84-1,05)

ceszanHas ¢ [HHC, u 0,265

CMEPTh  BCIIECACTBHE

CepJIeYHO-

COCYJIUCTOTO

3a00JieBaHUA

WHucynpT, cucreMHas 659 709 0,93

TpoMOOIMOOIHs, HE (5,24) (5,65) (0,83-1,03)

ceszanHas ¢ [[HC, 0,158

CMEpTh  BCIJIECJCTBUE

CepJIeYHO-

COCYJUCTOTO

3a00JieBaHUS U

HH(}papKT MHOKapaa

Wucynpr 253 281 0,90
(1,99) (2,22) (0,76-1,07)

0,221

Cucremuas 20 27 0,74

TpoMOOIMOOIIHSI, HE (0,16) (0,21) (0,42-1,32)

cBszanHas ¢ [ITHC 0,308

Wudapkt muokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)

0,464

Tabmuma 5. Jlanaple 1o mpodriro 0e30macHOCTH B KIMHUYECKOM uccienoBanuu 111 ¢aszbr

ROCKET AF
Hccaenyemas ITanuentsl ¢ PII HekJIaIaHHOTO nponcxomeﬂnﬂa)
NOMYJIAMS
TepaneBTnyeckas PuBapoxcaban 20 mr | Bapdapun B 103e, | OTHOLIEHHE
a03a OIMH pa3 B JeHb | TATPOBAHHOM 10 | PUCKOB
(ISmMr omun pa3 B | neaesomy ypoBHIO | (95 % [AN)
IeHb 1a nanuenros | MHO 2,5 | p-3HaueHHe
c YMepeHHOH | (TepaneBTHYeCKHM A
noYe4yHou aumamna3on ot 2,0 1o
He0CTATOYHOCTHIO) | 3,0)
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Yacrora codbITH qaCngﬂ'ﬁﬁgﬁ;ﬁFﬁE ATETBHUC T 0004)
(100 nauuenTto-yaer) | (100 maumenTo-y€T)
Bbonbmme n 1475 1449 1,03
KIIMHAYECKHU (14,91) (14,52) (0,96-1,11)
3HAYHUMBIC 0,442
HeOOoJbIINe
KPOBOTEUYECHHUS
Bbonbmme 395 386 1,04
KPOBOTCUCHHUS (3,60) (3,45) (0,90-1,20)
0,576
CmepTh  BCIENCTBUE 27 55 0,50
KpOBOTEUYCHUS ™ (0,24) (0,48) (0,31-0,79)
0,003
KpoBoteuenus u3 91 133 0,69
KU3HCHHO  BaKHBIX (0,82) (1,18) (0,53-0,91)
opraHos* 0,007
BuyTtpuuepennoe 55 84 0,67
KpOBOU3IUSHHAE™ (0,49) (0,74) (0,47-0,93)
0,019
[Tanenune YPOBHSA 305 254 1,22
remorjaoOuna* (2,77) (2,26) (1,03-1,44)
0,019
IlepenuBanue  1BYX 183 149 1,25
wi  Oonee eTUHUIL (1,65) (1,32) (1,01-1,55)
SPUTPOLUTAPHON 0,044
MaccChl WJIH ILEeIbHOHU
KpoBu™*
Knuangeckn 1185 1151 1,04
3HAUYUMBbIE (11,80) (11,37) (0,96-1,13)
HEOOJIBIIINE 0,345
KPOBOTCUCHHUS
CmepTh OT  BceX 208 250 0,85
MPUINH (1,87) (2,21) (0,70-1,02)
0,073

a) MONyJISALUs 1JI1 U3y4eHUs 0€30MacHOCTH, B IEPHO/T JICUCHHS

* HOMUHAIBHO 3HAYUMOE

B nomonmnenue k uccnepoanuio ¢asel [II ROCKET AF, 6buto mpoBeaeHO MPOCIEKTHBHOE,
HEKOHTPOJIUPYEMOE

(XANTUS) ¢

MOCTPETUCTPALIMOHHOE  HEWHTEPBEHIIMOHHOE  OTKPBITOE  KOTOPTHOE

HcclIeI0BaHUE LEHTPAJIBHOM  OLEHKOM KOHEYHBIX TOYEK, BKJIIOYas

TpoMO0IMOOIHUEcKre COOBITHS U Oonblre kpoBoTeueHus. 6704 nauuenta ¢ @I HekIananHOTO
HPOUCXOKACHUS OBUIM BKJIIOYEHBI B HCCIICAOBAHNE KIMHWYECKOM MPAKTHKH, B KOTOPOM

W3Y4YaIUCh 1O MPO(UIAKTHKE WHCYJIbTAa U CUCTEMHON TpoMmOosmOoauu, He cBsi3anHor ¢ [THC.
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Cpennue nokazarenu CHADS, u HAS-BLED B HCCHCHO‘QE%&/IEM% %g!:trlik%gll f',g %'—50 10

cpaBHeHUIO co cpeanumu nokazarensmu CHADS; u HAS-BLED, paBubimMu 3,5 u 2,8 B
uccienoanun ROCKET AF, coorBerctBeHHO. bonblioe kpoBoreueHue mpousouuio B 2,1
cinydaeB Ha 100 manumenrto-ier. CMmepTrenbHOE KpOBOTEUYEHHE ObUIO 3apeructpupoBaHo B 0,2
ciaydyaeB Ha 100 manueHTto-ner, a BHyTpuuepenHoe kpoBousnusHue — B 0,4 ciaydaeB Ha 100
nanueHTo-ier. MHCynpT wium cuctemHas TpomOodmOonus, He cBsizanHas ¢ L[[HC, Owim
3apeructpupoBansl B 0,8 ciayuaeB Ha 100 manueHTo-yer.

Oty HaAOMIOJNEHUS B KIMHUYECKOM MPaKTUKE COTNIACcyIOTCS C YCTAaHOBJIEHHBIM Mpoduiiem
0€30MMacCHOCTH 10 3TOMY [MOKa3aHHUIO.

B mocrperucTpallioHHOM HEMHTEPBEHIMOHHOM uccienoBanuu Oosnee 162000 manueHToB U3
yetpipex cTpaH c¢ DIl HekIanaHHOTO WPOUCXOXKICHUS TMONydald pHBapoOKcabaH s
npoUIAKTUKA MHCYJIbTa U CUCTEMHOM TpomOo3MOonuu. Yactora HMIIEMHUYECKOTO HHCYJIbTA
cocraBuna 0,70 (95% JAU 0,44—1,13) na 100 narueHTO-JIET.

KpoBoteuenus, npuseaine K rocnuTain3alii, BOSHUKAIM €O cieayroueil yactorord Ha 100
naruenTo-yet: 0,43 (95% AU 0,31-0,59) mist BHyTprdepenHbix kpoBousnusinui, 1,04 (95% AU
0,65-1,66) st KemygouHO-KUIIEYHBIX KpoBoTewenuit, 0,41 (95% AU 0,31-0,53) mis
yporeHutaibHbIx kpoBoTeueHuit u 0,40 (95% AU 0,25-0,65) nnst Apyrux KpoBOTEUEHUH.

Hayuenmui, nodsepearouuecs Kapduoeepcuu

Bru10 IpOBEICHO TPOCMEKTUBHOE PAaHIOMU3UPOBAHHOE OTKPHITOE MHOTOIICHTPOBOE MOMCKOBOE
WCCJICIOBAaHUE C 3aclielyieHHON omeHkor koHeuHbiX Touek (X-VERT) c¢ yuactuem 1504
NalUeHToB (KaK TeX, KOMY JIeYeHHWE NEepOpalbHbIMH AHTUKOAryJIsSHTaMH ObUIO Ha3HAYEHO
BIIEPBBIC, TaK M YXe MONy4aBmux paHee) ¢ DIl HEKIAMaHHOTO MPOWCXOXKICHUS, KOTOPHIM
MOKa3aHa KapauOBEPCHUs, C IeNbI0 cpaBHEHUs puBapokcabana u ABK B nmose, mogoO6panHoii 1o
MHO (pangomuzanusi B COOTHOIICHHH 2:1), MpUMEHSIEMBIX IJs1 MPOPUIAKTUKH CEpPACUYHO-
COCYAMCTBIX SIBJICHUM.

[IpumeHsUHCh CIEAYIONMIME CTPATeTUU: UYPECHHUIEBOIHAS dXoKapauorpadus mocie 1-5 nuei
MpeBapUTENLHON aHTUKOATYJITHTHON Teparuy WIK TPAIUIIMOHHBIA TOIX0]] K KapUOBEpCUH (HE
MeHee TpeX Hellelb MpelBapuTebHOro euenus). [lepBuynas koHeyHast Touka 3p(HEeKTUBHOCTH
(Bce ciywam wHCynbta, TUA, cuctemHoit tpomOoambOonuu, He cBsazanHou ¢ [IHC, mudapkra
MHUOKapJla U CMEPTH BCJIEACTBUE CEPACUHO-COCYIUCTHIX MpuuuH) mnpousouuia y S5 (0,5%)
NaIMEeHTOB B rpymie puBapokcadana (n=978) uy 5 (1,0%) mauuentos B rpymnie ABK (n=492; OP
0,50; 95% AU 0,15-1,73; moauduuuponannas nomyisius [TT).

OcHoBHasi KOHeUHas Touka 6e3omacHOCTH (OonbiIoe KpoBoTeueHue) npousonuia y 6 (0,6%) u 4
(0,8%) manmenToB B rpymmax puBapokcadana (n=988) u ABK (n=499) cootserctBerHo (OP 0,76;

95% AU 0,21-2,67; nonynsiius 0e30mMacHOCTH). B 1aHHOM MOMCKOBOM HCCIEAOBAHUU OBLIU
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OPpOACMOHCTPUPOBAHBI COIIOCTABUMBIC D5 CK1 I/IBHOCTII:l-LII:I éé%&ggﬁbucll:g]ltIl:l[l);/(l:lljl-ag(ﬂj;(l;l':lielHI/Iﬂ
p pup b

puBapokcabana u ABK nipu npoBeeHu# KapaAHOBEpCUH.

THayuenmor ¢ @II nekxnanannozo npoucxodxcoenus, nepenecuiue YKB co cmenmuposanuem

Bre110 TIpOBEICHO PaHAOMU3UPOBAHHOE OTKPBHITOE MHOTOIeHTpoBOoe uccienoBanne (PIONEER
AF-PCI) nns cpaBHeHHs1 0€30MacHOCTH JBYX PEXKHUMOB JO3WPOBaHUSI puUBapokcabaHa B
CpPaBHEHMHM C OJHUM pexumoMm pno3upoBanus ABK c¢ ywactuem 2124 nanuentoB c DIl
HEKJIAIAHHOTO TpoucxoxaeHus, nepeHecmmx YKB co crenTupoBanueM 1o TOBOIY
aTEePOCKIEPOTHIECKOTO 3a00eBanusl. [larnenTs! ObUTH paHIOMU3UPOBAHBI B COOTHOIIIEHUH 1:1:1
s 12-mecsiunoit Tepanuu. [Tammentsl ¢ nHCynpToM Wi TMA B aHamMHe3e HE BKJIIOYAIKCH B
UCCIIEJOBAHHUE.

I'pynna 1 monyyana 15 mr puBapokcabana ofuH pa3 B feHb (10 Mr oiuH pa3 B IeHb Y MallUEHTOB
¢ xiupencom kpeatuHuHa KnKp 30—49 mn/mun) m warnburop peuenropa P2Y12. I'pynma 2
noyiydania 2,5 Mr puBapokcabaHa JBa pa3a B JACHb U JBOWHYIO aHTUTPOMOOIUTAPHYIO TEPATTHIO
(T.e. 75 Mr knonmorpena (UM albTepHAaTHBHBIN HHrHOUTOp peuentopa P2Y 12) u ACK B Huzkoi
no3e) B TeueHue 1, 6 wim 12 MecsmeB ¢ MOCIEAYIOUMM TepexonoM Ha 15 Mr puBapokcabaHa
(10 mr omuH pa3 B neHb y nanueHToB ¢ KinKp 30—49 mn/mMun) oqun pa3 B aeab ¢ ACK B HU3KOM
no3e. ['pynma 3 momyyaia ABK B ckoppekTHpOBaHHOM /103€ M JBOMHYIO aHTUTPOMOOIIMTAPHYIO
Tepanuio B TedeHue 1, 6 wim 12 MecsaueB c¢ nocinenyromuMm nepexogoMm Ha ABK B
CKOppEKTHPOBaHHOH 03¢, ¢ ACK B HU3KOH A03€.

[lepBuuHas KoHEYHas TOYKa O€30MACHOCTH, CIydau KIMHHUYECKH 3HAYUMOTO KpPOBOTEUEHUS,
3apeructpupoBana y 109 (15,7%), 117 (16,6%) u 167 (24,0%) nanuentoB B rpymre 1, rpymre 2
u rpymnmne 3, coorBercrBeHHo (OP 0,59; 95% AU 0,47-0,76; p<0,001, u OP 0,63; 95% AU
0,50—0,80; p<0,001, cCOOTBETCTBEHHO).

Bropuunas koHeuHass Touyka (CyMMapHash 4acToTa CEeplIeYHO-COCYAMCTBIX COOBITHUH: CMEpTh
BCJIE/ICTBUE CEPJICYHO-COCYAUCTHIX MPUYMH, UH(PAPKT MUOKAp/Ia WK UHCYJIBT) pa3Buiach y 41
(5,9%), 36 (5,1%) u 36 (5,2%) naruenToB B rpynme 1, rpymre 2 u rpymnmne 3, COOTBETCTBEHHO.
Kaxnplii w3 pexxuMoB puBapokcabaHa TOKa3al 3HAYMMOE CHUKEHHE 4YacTOThI CIIydacB
KJIMHUYECKH 3HAYMMOTO KpOBOTEUEHMS Mo cpaBHeHUIO ¢ Tepanueid ABK y manmentoB ¢ @I
HEKJIallaHHOTO poucxoxaeHus, nepeHecmnx YKB co cteHTupoBanuem.

[MepBuunoii nenpto uccienosanusi PIONEER AF-PCI sBnsumacek onienka 6e3omacHoctu. JlaHHBIC
1o 3 exTuBHOCTH (BKITIOYAst TPOMOOIMOOINYECKUE COOBITHSI) B 3TOM MOMYJISAIUN OTPAHUYCHBI.

Jleuenue TI'B, TOJIA u npocpunaxmuxa peuuousos TI'B u TOJIA

[Iporpamma KIMHUYECKHUX UCCIIETOBaHUI puBapokcabana Oplia pazpaboTaHa Jyisi IEMOHCTpaIuu
s dekTUBHOCTH pHuBapokcabana B Hauane jedeHus octporo TI'B u TOJIA, mpomomkeHun

Tepanuu U npodunaktuke peruausos TI'B u TOJIA.
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bonee 12800 manueHTOB NMPUHSUIM Y4aCTUE B YETBIPEX &gﬁﬁ%%gs“aﬁﬂkIﬂ%g&'n%lﬁ‘b'%ﬂmx

knuandeckux uccnenoBanusax 11 ¢gaser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, ObUT MPOBEIEH JOTOJHUTEIBHBI MPEIBAPUTEILHO
CIIaHUPOBaHHBIA 00benuHeHHbIN aHanu3 ucciaenoBanuii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JJINTEIBHOCTD JICUEHHS BO BCEX MCCIIENOBAHUAX cOCTaBuiIa 21 Mecsil.
Uccnenosanue EINSTEIN DVT nposoaumiocs ¢ yuyactuem 3449 naumentoB ¢ octpeiM TI'B ¢
[ENbI0 M3yUYeHUs] TIPUMEHEHUs1 puBapokcabana mis jgedeHuss TI'B u npodumakTHky penuIuBoB
TI'B u TOJIA (mamumeHTsl, y KOTOpbIX Obuta cumnTomHas TOJIA, HCKIIOYAINCh U3 JTAHHOTO
uccienoBanus). JIMUTENbHOCTD JeUeHHs cocTaBisia 3, 6 win 12 MecsieB B 3aBUCUMOCTH OT
KJIMHUYECKOU OLEHKH UCCIEI0BATES.

B Teuenue mepBbIX Tpex Henenb jedeHus octporo TI'B mpumensiics puBapokcaban 15 mr nsa
paza B JieHb, C IOCTEAYIOLIUM Mepexo oM Ha puBapokcadban 20 Mr oAMH pa3 B JACHb.
Uccnenoanue EINSTEIN PE mpoBoawnoch ¢ yuactuem 4832 marueHtoB ¢ octpoit TOJIA ¢
nenesio u3ydenus nedeHuss TOJIA u npodpunaktuku peruauBoB TI'B u TOJIA. [nutensHOCTh
JIeueHus1 cocTaBisia 3, 6 wmam 12 MecsleB B 3aBUCUMOCTM OT KJIMHUYECKOH OILICHKH
HCCIIEI0BATEIIS.

B Teuenune nepBhIX TpeX HEACNb HaYaIbHOTO JieueHus: ocTpoit TOJIA npumensuics puBapokcadaH
15 Mr nBa pasa B IeHb, C MTOCEIYIOIINUM TIEpEX0I0M Ha puBapokcadan 20 Mr ofMH pa3 B JCHb.

B o06oux uccnenoBanusax EINSTEIN DVT u EINSTEIN PE cxema nedenus B rpyIne npemnapara
CpaBHEHUS BKJIIOYaJIa BBEICHUE SHOKCANlapMHA B TEUCHUE 10 KpailHel Mepe 5 THel B coueTaHuu
c repanueit ABK 1o noctmxenus repaneprauaeckoro yposHs nokaszatens [IB/MHO (>2,0). Jlanee
nedenue npoaomkanock ABK, mo3a koTtoporo Oblia CKOPpEKTHPOBaHA TaKHM 00pa3oM, 4TOOBI
noanepxxuBath 3HaueHust [IB/MHO B tepaneBtudeckom auanasone ot 2,0 1o 3,0.
UccnenoBanne EINSTEIN Extension mpoBoauiochk ¢ ydactuem 1197 mamuentoB ¢ TI'B mmm
TOJIA c nenbro u3ydenus npopunaktuku peruauBoB TT'B u TOJIA. JlnmutenbHOCTD JIeUSHUS s
NalKMEeHTOB, 3aBepIMBIINX OT 6 10 12 mecsueB jeuenus BT, coctaBuia JOMOJHUTEIBHO OT 6
no 12 wmecsueB B 3aBUCMMOCTHM OT KIMHMYECKOM OLEHKH wuccienosatens. [IpoBoauiock
cpaBHEHHUE puBapokcabaHa 20 MT OJuH pa3 B JeHb U Tu1aie0o.

B uccnenosanuax EINSTEIN DVT, PE u EINSTEIN Extension HCIOIL30BaINCh OJWMHAKOBEIE
MPeBAPUTEIHLHO OIPEICIICHHBIE IIEPBUYHBIC U BTOPUYHBIC KOHEUHBIE TOUKU Y((HEKTUBHOCTH.
[lepBuyHOif KOHEUHOW TOUYKOM dS(QekTHBHOCTH OBLT CHUMITOMHBIM peruau BTDO,
OTIpENIEABIINNCS KaKk COBOKYIMTHOCTh penuanBa TI'B min daransroit nnn Hedatanpaoi TOJIA.
BropuyHas koHeuHass TOYKa OMpeaeNsijach Kak COBOKYMHOCTh penuauBa TI'B, HedaranbHOU
TOJIA u cMepTH OT BCEX IPUUUH.

B uccnenoBanuu EINSTEIN Choice 3396 manueHToB ¢ moaTBepkKIeHHBIMU cuMnToMHBIMU TT'B
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n/unmu TOJIA, 3aBepmmBIINX 6—12 MecsIIeB JICUEHUS aHflgkggr;lﬁﬁgzﬁh“ﬁT%M%E ﬁQﬁB‘e“ﬁmr

npodmiaktuku paranbHoil TOJIA nnm HedaTaabHbIX CUMITOMHBIX peruanBoB TI'B nmmn TOJIA.
[TaneHThI, KOTOpPHIM OBLJIO IOKA3aHO MPOJODKEHHE AHTHKOATYJISHTHOW Tepanmuu B
TEpaneBTUYECKUX J03aX, HCKIIOUAINCh U3 HcciaenoBaHus. [IpoloKUTENbHOCTh JIeueHus
cocTaBisia 10 12 mMecsieB B 3aBUCUMOCTH OT WHAUBUAYAIbHON JaThl PaHIOMM3AIUH (MEIuaHa:
351 nens). PuBapokcaban B 1o3e 20 Mr OfiMH pa3 B CyTKU U puBapokcabaH B 103e 10 Mr onuH pa3
B cyTkH cpaBHuBaiIu ¢ ACK B no3e 100 Mr oiuH pa3 B CyTKH.

[lepBuuHOii KOHEUYHOW TOUYKOW IP(HEKTUBHOCTH OBUT CHMNTOMHBIM peuuauB BT,
OTIpENIEABIINNCS KaKk COBOKYIMTHOCTh penuanBa TI'B min daransroit nnn Hedatanpaoi TOJIA.
B wuccnenoanuu EINSTEIN DVT (cMm. Ttabnumy 6) ObUIO MPOJEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycTynaeT sHokcanapuHy/ABK no nepBuuHOi KOHEUHOH TOUKE Y3 PEKTHBHOCTH
(p<0,0001 (Tect Ha He MeHbIyIO 3 dexTuBHOCTE); OP: 0,680 (0,443-1,042), p=0,076 (TecT Ha
npeBocxocTBo)). [lpenBaputenbHO ompeneneHHas 4ucTas KIMHHYECKas BbIroja (IMepBUYHAS
KOHEYHasi TOuKa H3PPEKTUBHOCTH U CITydau OOJIBIIOT0 KPOBOTEUEHUS ) OblIa 3aperUCTPUPOBaHA C
OP 0,67 ((95% AU 0,47—-0,95), HomunansHOe 3HaueHue p = 0,027) B mMoyib3y puBapoKcadaHa.
3nayenuss MHO naxoawnuce B TepaneBTHYECKOM Juana3zoHe B cpeaHeMm 60,3% BpeMeHu s
CpenHel NpoaoJKUTENbHOCTH JieueHus 189 nueit u 55,4%, 60,1% u 62,8% BpemeHH B rpymnax,
IPOAJICHHOTO Ha 3, 6 u 12 MecseB JeueHns, COOTBETCTBEHHO. B rpymnme snokcanapun/ABK He
OBLIO YETKOI CBS3M MEXKly YPOBHEM cpeaHero eHTpaibHoro TTR (BpeMs B Auana3zoHe 1EJIeBOro
MHO 2,0-3,0) B TepTUiIsix 0JWHAKOBOTO pa3mepa u yactoroi peuuauBoB BTD (P = 0,932 mis
B3aMMOJICHCTBUS). B mpemenax caMoro BBICOKOTO TEPTHJISI OTHOCHTENBbHO IieHTpa OP mis
puBapokcabaHa 1o cpaBHEHHUIO ¢ BappapuHoM coctasisio 0,69 (95% AN 0,35-1,35).

YacTtoTa BOSHHUKHOBEHHS NMEPBUYHON KOHEYHON TOYKHU Oe30macHOCTH (ciydad OOJBIIOTO WA
KJIMHUYECKH 3HAYUMOTO HEOOJBIIOr0 KPOBOTEUEHHS), a TaKkKe BTOPUYHOM KOHEUHON TOYKHU
06e30macHOCTH (CiTydan OOJIBIIIOTO KPOBOTEUCHHS ) ObLTa CXOXKEH JIJIs1 00€UX TPy JICUCHHUS.

Tabmuna 6. Hanaeie o npodmmo 3dpdextuBHOCTH U Oe30macHOCTH B uccienoBannu 111 ¢a3br

EINSTEIN DVT

HUccnenyemasi monyasiuuss | 3449 nanueHToB ¢ CMMITOMHBIM ocTpbiM TI'B

TepaneBTHueckass 103a u | PuBapokcaban ¥ Ouokcanapun/ABK V)

MPOAOJIKUTETLHOCTD 3, 6 nau 12 mecsinieB 3, 6 nam 12 mecsinieB

JIeYeHUust N=1731 N=1718

CumnromHbIN peuuaus 36 51

BTDO* (2,1%) (3,0%)

CUMIOTOMHBIH peunanB 20 18

TOJIA (1,2%) (1,0%)

Cumnromusiii peuuaus TI'B 14 28
(0,8%) (1,6%)
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Cumnromusie TOJIA u TT'B 1 (MOCHAEAUBATER tﬁg CTo 00U
(0,1%)

@aranbHass  TOJIA/cMmepTs, 4 6

npu KOTOpOH HEJb35 (0,2%) (0,3%)

uckmounth TOJIA

Bonpiioe wiM KIMHUYECKH 139 138

3HAYUMOE HeOOoJIbIIIoe (8,1%) (8,1%)

KPOBOTCUCHHE

Cnyuan 00J1B1I0TO 14 20

KPOBOTEUYCHHUS (0,8%) (1,2%)

3) PuBapokcaban 15 Mmr nBa pasza B ieHb B T€UCHHE 3 HEJENb, C TOCICAYIONIUM MEPEX0I0M Ha
20 Mr ouH pa3 B J€Hb

® DHokcamapuH B TeueHHE 10 MeHbIIeil Mepe 5 [HeH, ¢ OXHOBPEMEHHBIM U TIOCIETYIONIMM
npuemom ABK

* p<0,0001 (me Menpmas 3¢ GeKTUBHOCTL M1 3apaHee ompeneneHHoro OP 2,0); OP: 0,680
(0,443-1,042), p=0,076 (IpeBOCXOACTRO).

B uccnenoannu EINSTEIN PE (cm. Tabnuity 7) 06110 TPOAEMOHCTPHPOBAHO, YTO pUBApOKcabaH
He ycrynaer sHokcanapuny/ABK mo mepBuunoi kKoHeuHOH Touke 3ddexruBHoctu (p=0,0026
(tect Ha He Menbpmylo 3ddextuBHocTh); OP: 1,123 (0,749-1,684)). IlpenBapurtenbHO
orpejeNieHHasl YucTasi KJIMHUYecKas BbIrojia (NMEepBUYHAs KOHEYHas TOuka 3(PGEKTUBHOCTH U
ciydau OOJBIIOro KpoBOTeueHus1) Obuia 3apeructpuposana ¢ OP 0,849 ((95% AU 0,633-1,139),
HOMUHaJIbHOE 3HaueHue p=0,275). 3nauenuss MHO Haxoamnuch B TepaneBTHUECKOM AHana3oHe
B cpeaHeM 63% BpemeHHU ISl CpeaHEN MPOAOIKUTENbHOCTH JieueHus 215 nueit u 57%, 62% u
65% BpeMeHU B rpymmax, NpoaJIeHHOTo Ha 3, 6 1 12 mecsueB iedyeHns COOTBETCTBEHHO. B rpynne
sHokcanapuH/ABK He ObL10 4eTKOM CBS3M MeX1y ypoBHEM cpenHero neHtpaibHoro TTR (Bpems
B nuanasone uenesoro MHO 2,0-3,0) B TepTHIiIsiX OAMHAKOBOI'O pa3Mepa U YaCTOTOM PEeLANBOB
BTO (p = 0,082 nyia B3aumoneicTBus). B npenenax camoro BBICOKOTO TEPTHIISI OTHOCUTEIBHO
uentpa OP ans puBapokcabaHa 1o cpaBHeHUIO ¢ BapdapuHoM coctaiisiio 0,642 (95% AN 0,277—
1,484).

YacTtoTa BOSHHUKHOBEHHS MEPBUYHON KOHEUYHOH TOYKH Oe30macHOCTH (clydad OOJBIIOTO WU
KIIMHUYECKH 3HAYUMOTO HEOONBIIOTO KPOBOTECUCHHSI) ObLIa HECKOIBKO HUXKE B TPYIINE JICUCHHUS
puBapokcabanom (10,3% (249/2412)), yem B rpynme Jsedenus: sHokcamapuHoMm/ABK (11,4%
(274/2405)). Yacrtora BTOpUYHON KOHEYHOW TOYKM Oe30macHOCTH (ciIy4aw OOJIBIIOTO
KpOBOTEeUeHHs) Oblla HMKe B rpynme pusapokcabana (1,1% (26/2412)), ywem B rpymme
snokcanapuna/ABK (2,2% (52/2405)) ¢ OP 0,493 (95% AU 0,308-0,789).

Ta6muma 7. anueie mo npodutto 3¢pheKkTHBHOCTH U Oe3onmacHOCTH B uccinenoBanuu I ¢azbr

EINSTEIN PE
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Hccnenyemas nonyasiuus | 4832 nanuentac onb@n‘t‘éﬁzﬁ@ﬁ'ﬁ&ﬁ%ﬁih To 0004

TepanesTuueckast 1032 u | PuBapokcaban ¥ Auokcanapun/ABK

MPOJOJIKUTEILHOCTD 3, 6 uam 12 mecsineB 3, 6 uam 12 mecsineB

JIeYeHUu st N=2419 N=2413

CUMIOTOMHBIHI peuuanB 50 44

BTO* (2,1%) (1,8%)

CumMmnromHbIN peuuaus 23 20

TOJIA (1,0%) (0,8%)

Cumnromuslii peungus TT'B 18 17
(0,7%) (0,7%)

Cumnromusie TOJIA u TI'B 0 2

(<0,1%)

@aranbHas  TOJIA/cMmepTs, 11 7

npu KOTOpOU HEJb3s (0,5%) (0,3%)

uckiounTs TOJIA

bonbimioe wiM  KIMHUYECKH 249 274

3HAYUMOE HeOOoJIbIIIoe (10,3%) (11,4%)

KpOBOTEUYECHHE

Cryyan 0OJIBIIIOTO 26 52

KPOBOTECUCHUS (1,1%) (2,2%)

2) PuBapokcaban 15 mr aBa pasza B JIeHb B T€UCHHE 3 HEAEINb, C MOCICAYIONINM TePEeX00M Ha
20 Mr oJIMH pa3 B JICHb

b DHokcamapuH B TeUeHME 1O MEHbIIEH Mepe 5 JHEH, ¢ OJHOBPEMEHHBIM M IIOCIEIYIOIINM
npuemom ABK

* p <0,0026 (me mensbias 3pdexTuBHOCTD It 3apaHee omnpenenernoro OP 2,0); OP: 1,123
(0,749-1,684)

bbul mpoBeneH npeaBapUTEIbHO CIUIAHUPOBAHHBIA OOBEIMHEHHBIM aHAIU3 KOHEYHBIX TOYEK
uccienoanuiit EINSTEIN DVT u PE (cMm. Tabmumy 8).

Tabnuna 8. Jlanasie o npoduiio 3ppeKTuBHOCTH U 6€30MacHOCTH 00BETUHEHHOTO aHaIn3a B

uccnenoBanusx I ¢pazer EINSTEIN DVT u EINSTEIN PE

HUccnenyemasi monyasiuuss | 8281 mamueHt ¢ octpbivMu cuMnToMHbIMUA TI'B niin TIJTA
TepaneBTHueckass 103a u | PuBapokcaban ¥ Ouokcanapun/ABK V)
MPOJOJKUTEILHOCTD 3, 6 uam 12 mecsineB 3, 6 uam 12 mecsilen
JIeYeHU S N=4150 N=4131
CumMmnromHbIN penuanB 86 95
BTDO* (2,1%) (2,3%)
CUMIOTOMHBIH peunanB 43 38
TOJIA (1,0%) (0,9%)
Cumnromuslii peungus TT'B 32 45
(0,8%) (1,1%)
Cumnromasie TOJIA u TI'B 1 2
(<0,1%) (<0,1%)
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Qaranphas  TOJIA/cmepTs, 5 (MOCHAEAUBATER iz'Hl%"‘ To0004)
npu KOTOpOU HEJb3s (0,4%) (0,3%)
uckmounth TOJIA

bonpiioe wim KIMHUYECKH 388 412

3HAYUMOE HeOOoJIbIIoe (9,4%) (10,0%)
KPOBOTECUCHHE

Cryyan 00JIBIIIOTO 40 72
KPOBOTEUYECHHUS (1,0%) (1,7%)

2) PuBapokcaban 15 mr aBa pasza B JieHb B T€UCHHE 3 HEAEINb, C MOCICAYIONINM TePEeX00M Ha
20 Mr oMH pa3 B J€Hb

b) DHOKcanapyH B TEUYEHHUE MO MEHbIIEH Mepe 5 NHEH, ¢ OAHOBPEMEHHBIM U MOCIETYIOIIUM
npuemom ABK

* p <0,0001 (me menbmas 3¢ dekTHBHOCTL IS 3apaHee ompeaeneHHoro OP 1,75); OP: 0,886
(0,661-1,186)

[IpenBapuTenbHO ompezaeNeHHas 4HCTas KIMHMYECKas BbIroja (MepBUYHAs KOHEYHAs TOYKa
3 PEKTUBHOCTH TUTIOC CiIy4au OOJIBIIOTO KPOBOTEUYEHHs) OOBEIMHEHHOTO aHaln3a ObLIa
3apeructpuposana ¢ OP 0,771 ((95% AU 0,614—-0,967), nomunansHoe 3HaueHUE p=0,0244).

B uccnenoBanuu EINSTEIN Extension (cm. Tabnuity 9) puBapokcaban mpeBOCXOAMII TIAIe00 1o
NEPBUYHBIM M BTOPUYHBIM KOHEYHBIM ToukaM d(ddexTuBHOCTH. YacToTa BCTPEUaEMOCTH
MEePBUYHON KOHEYHOU TOYKH O€30MacHOCTH (Ciiydan OONBIIMX KPOBOTEUYCHHI) YUCIEHHO OblIa
HE3HAYUTENILHO BBIIIC Y MAIIUEHTOB, MOMyYaBIINX TEPAIHIO pUBapOKcabaHoM B 03¢ 20 Mr o uH
pa3 B JIeHb, IO CPaBHEHMIO ¢ Iarne0o0. Bropuunas koHeuHas Touka 6e3omacHocTH (00ibIne Win
KJIMHUYECKH 3Ha4yMMble HEOOJbIINE KPOBOTEUEHHMs) IOKa3ajia OoJjiee BBICOKYIO YacTOTy Y
NAIMEHTOB, MOJYYaBIIMX TEpanuio puBapokcabaHoM B o3¢ 20 Mr oauH pa3 B J€Hb, IO
CPaBHEHHIO C Iareoo.

Tabmuna 9. annapie o npodummo 3dpdextuBHOCTH U Oe30macHOCTH B uccienoBannu 111 ¢a3sr

EINSTEIN Extension

Hccnenyemasi momyasinus 1197 NalUEeHToB, MPOXOJIKMBIIUX JeuyeHue ) |
npoduiaakTuxy pennansos BT
TepaneBTuyeckast x03a u | PuBapokcadaun ¥ IInane6o
MPOJOJKUTEILHOCTD 6 niau 12 Mecsnes 6 niau 12 Mecsnes
JIe4eH U N=602 N=594
CUMIOTOMHBIH peunanB 8 42
BTDO* (1,3%) (7,1%)
CumnromHbIN peuuaus 2 13
TOJIA (0,3%) (2,2%)
Cumnromuslii peungus TT'B 5 31
(0,8%) (5,2%)
@dartanpHass TOJIA/cmepTs, 1 1
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pu KOTOPO# HEJb3s oh%) ' MOCHEAUBATER "_(5'5%;- b 00047
uckmounth TOJIA

Cnyuan 60Ib1IOTO 4 0
KPOBOTEYEHHUS (0,7%) (0,0%)
Knuanyecku 3HAYUMOE 32 7
HeOO0JIbII0e KPOBOTEUEHHE (5,4%) (1,2%)

2) PuBapoxcaban 20 Mr oauH pa3 B JICHb

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

B uccnenoBannu EINSTEIN Choice (cm. Tabmumy 10) puBapokcaban B mo3zax 20 mr u 10 mr
npeBocxoaun ACK B moze 100 Mr mo mepBuyHO#M KOHEYHOU TOYKe 3 dekTuBHOCTH. OCHOBHAS
KOHEeYHasi Touka 0e30macHOCTH (ciaydan OONBIIOrO KPOBOTEUECHHUsI) OblIa CX0XKEH y MalueHTOB,
NOJyYaBIIUX puBapokcadan B po3ax 20 mr u 10 Mr oguH pa3 B JieHb, 110 cpaBHeHHUIO co 100 mr
ACK.

Ta6muma 10. daraasie o npoduito 3¢pheKTUBHOCTH 1 6e3omacHOCTH B uccienoBanuu 11 ¢azbr

EINSTEIN Choice

Hccaenyemas 3396 nanneHTOB, NPOAO/KMBIINX NPOPHUIAKTHKY
MOy AU peunansos BTI

TepaneBTuyeckas n103a | PuBapokcadan PuBapokcadan ACK 100 mMr oaun
20 Mmr oguH pa3 B | 10 Mr oguH pa3 B | pa3 B JieHb
eHb eHb N=1131
N=1107 N=1127

Menunana 349 [189-362] nueit | 353 [190-362] qua | 350 [186-362]

POAOJDKUTEIILHOCTH JHEen

JICYCHUS

[ MEKKBAPTHIIHHBII

JIHama3oH |

CUMITOMHBIA ~ pElUIUB 17 13 50

BTO (1,5%)* (1,2%)** (4,4%)

CUMNTOMHBIA  peLUIuB 6 6 19

TOJIA (0,5%) (0,5%) (1,7%)

CUMITOMHBIA  pENUIUB 9 8 30

TI'B (0,8%) (0,7%) (2,7%)

@daTanbHas 2 0 2

TOJIA/cmepTs, npu (0,2%) (0,0%) (0,2%)

KOTOpOH HEJIb3sl

uckiounTs TOJIA

CUMNTOMHBIA  peLUIuB 19 18 56

BTO, uHpapKT (1,7%) (1,6%) (5,0%)

MHUOKApJa, UHCYJIBT WIH

CUCTEMHas

TpoMO0IMO0ITHS, HE

cBszanHas ¢ [{THC
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(MOCHEQOBATEREHOC T 0004

Cnyuan 001B1I0TO 6

KPOBOTEUYECHHUS (0,5%) (0,4%) (0,3%)
Knunnueckn 3Haummoe 30 22 20
HeOOoJIbII0e (2,7%) (2,0%) (1,8%)
KPOBOTCUCHHE

CUMITOMHBIA  pENUIUB 23 17 53
BTD wm  Gomblioe (2,1%)" (1,5%)" (4,7%)
KpOBOTEUYECHHE  (YucTas

KJIMHUYECKas BBIT0J1a)

* p<0,001 (mpeBocxoacTBO) PuBapokcaban 20 Mr oauH pa3 B AeHb 1o cpaBHeHUI0 ¢ ACK 100 mr
oauH pa3 B nenb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxoacTBo) PuBapokcabdan 10 Mr ouH pa3 B AeHb 1o cpaBHeHUI0 ¢ ACK 100 mr
o1MH pa3 B aenb; OP=0,26 (0,14-0,47)

" PuBapokcaban 20 Mr oJuH pas B 1eHb 1o cpaBHenuo ¢ ACK 100 mr oqun pas B nenb; OP=0,44
(0,27-0,71), p=0,0009 (HoMUHaTBHOE)

" PuBapokcaban 10 Mr oaus pa3s B 1eHb 110 cpaBuenuio ¢ ACK 100 mr oxun pas B aensb; OP=0,32
(0,18-0,55), p <0,0001 (HOMHUHATBHOE)

B nomonmnenne k mporpamme uccienoBanuit Il ¢aszer EINSTEIN 6puto  mpoBeneHo
MPOCTICKTUBHOE HEWHTEPBEHIIMOHHOE OTKPBITOE KoroptHoe wucciuenoBanue (XALIA) c
[EHTPATHHOM OIEHKOW KOHEUYHBIX TOYEK, BKJIIOYas penuauB BTD, Gonbiioe KpoBoTeueHUE U
cMepTh. B mccnenoBaHne KIMHUYECKOW MPAKTHKH ObUTH BKIIIOYEHBI 5142 mamueHTta ¢ ocTpbIM
TI'B 1t u3yueHus T0JIrOCpOUHOM 0€30IacHOCTH pUBapoKcadaHa Mo CPABHEHUIO CO CTaHIapTHOM
AHTUKOATYJITHTHOU Tepanued. YacroTa 6ombIoro kpoBoreueHus, pernuansa BTO u cmeptu ot
BCEX MPUYWH Jiia puBapokcabana cocraBmwia 0,7%, 1,4% u 0,5% coorBercTBeHHO. bblnn
pa3iuuusg B UCXOJHBIX XapaKTepUCTUKaX IMAIlMEHTOB, BKJIOYas BO3pacT, paK M HapyIICHHE
byHKIMM moYeK. J[ns KOPPEKTUPOBKU HMCXOMHBIX MEXKTPYIIOBBIX PA3IHUUN MCTOIB30BAIICS
3apaHee CIJIaHUPOBAHHBINA CTPATU(PUIMPOBAHHBIN MOAO0P MO UHAEKCY COOTBETCTBUS. HecMoTpst
Ha 93TO, OCTaTOYHOE HMCKaXEHUE MOTJIO BIUATH Ha pe3yibTarbl. CkoppekTupoBaHHbie OP,
CpPaBHHBAIOIINE pUBApOKcabaH W CTaHAAPT JICYCHUS B OTHOIICHHH OOJIBIIOTO KPOBOTECUCHUS,
permanBa BTD u cmeptu ot Bcex npuunH, coctasunu 0,77 (95% AU 0,40-1,50), 0,91 (95% AU
0,54-1,54) u 0,51 (95% AU 0,24-1,07) coOTBETCTBEHHO. OTH PE3yIbTAaThl KIMHUYECKOMN
MPAKTUKHU COTJIACYIOTCS C YCTAaHOBIEHHBIM MpoduiieM 0e30MacHOCTH I JAHHOTO MOKa3aHus.

B mocTpeructpaninoHHOM HEMHTEPBEHIIMOHHOM wuccienoBanun Ooniee 40000 marueHTOB H3
YeThIpex cTpaH 0e3 paka B aHaMHe3€ MOJy4yald pUBapoOKcadaH JUIsl JISUEHUs! WK MPODUITAKTUKA
TI'B u TOJIA. Yacrora cobObituii Ha 100 mamueHTO-IET M CUMITOMHBIX/KIMHUYECKU
BEIpaKEeHHBIX BTO/TpoM00IMOOIMUECKHX COOBITHH, TPUBOMSAIIMX K TOCHUTAIH3AINH,

BapbupoBaia ot 0,64 (95% AU 0,40-0,97) B Benukobpuranuu o 2,30 (95% AU 2,11-2,51) B
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I'epmannn. KpoBoTeueHusi, NOpUBOAAIINE K FOCHHTZ{:J]I_II/II;;H&E;%@%LEQEHQg T&Q)jrﬁ%iheﬁ
p p , 1p

gacroroii Ha 100 mnanumenro-ner: 0,31 (95% AW 0,23-0,42) s BHYTpUYEpENHBIX
kpoBousnusaauii, 0,89 (95% AU 0,67-1,17) nist xenyqouHO-KUILIEYHBIX KpoBoTeueHui, 0,44
(95% AN 0,26-0,74) ana yporenutanbHbeix KpoBoredenuit u 0,41 (95% AU 0,31-0,54) nus
JIPYyTUX KPOBOTECYEHU .

eTu
Dapmaxoounamudeckue 3¢hghexmol
I1B (Neoplastin), AUTB u anTn-Xa akTHBHOCTh, M3MEPEHHBIE C MOMOIIBIO KATHOPOBAHHOTO
KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT C KOHIIEHTPAIUsIMHU B IJla3M€ KPOBU y JETEH.
Koppensius Mexay aHTu-Xa akTUBHOCTBIO M TUIA3MEHHON KOHILIGHTPALUEH SIBISETCS TUHEHHON
C TaHTEHCOM YIJIa HakKJIOHAa NpsMOod, Omm3kuM K 1. Moryt BO3HHKATh WHIAWBHUIYaJIbHBIE
pacxosieHus: 6ojee BHICOKUX UITH 0oJiee HU3KUX 3HAYEHUI aHTH-Xa aKTUBHOCTHU IO CPAaBHEHUIO
C COOTBETCTBYIOUIMMH KOHLIEHTPALUSIMHU B IIa3Me KpoBH. B mepuox neuenus: puBapokcabanom
He TpeOyeTcs MPOBOIUTH MOHUTOPUHT MTapaMEeTPOB CBEPThIBaHUS KpoBH. OTHAKO, €CIIH JITISl TOTO
€CTh KIIMHHYECKOoe 000CHOBaHME, KOHLIEHTPALIMH pUBapoKcabaHa MOTYT OBITh H3MEPEHBI B MKI/JT
IIpY MOMOIIN KaTMOPOBAaHHBIX KOJUYECTBEHHBIX TECTOB aHTHU-Xa aKTUBHOCTHU (CM. Tabnuily 6 B
pasznmene 5.2. 1y 1Uamna3oHOB HAOJI01aeMbIX KOHIICHTPAIM pUBapoKcabaHa B TUIa3Me KPOBH Y
neteit). [Ipu ucnosb30BaHUM aHTU-Xa aKTUBHOCTH ISl KOJIMYECTBEHHOM OLIEHKU KOHLIEHTPAIUU
puBapokcabaHa B IUIa3Me KpOBU Yy JieTell HEOOXOAMMO YUYUTHIBATH HIDKHUN Tpesen
KOJIMYecTBEHHOW oneHku. [loporoBeie 3HaueHuss g KpuTepueB 3(PPEKTUBHOCTH WU
0€30MacHOCTH HE YCTAHOBJICHBDI.
Knunuyeckas s¢pgpexmusnocmo u 6ezonacnocmo

Jleuenue BTD u npodunraxmuxa peyuousos BTD y nayuenmos 0emcko2o 803pacma

bb110 poBeIeHO 6 OTKPBITHIX MHOTOIIEHTPOBBIX UCCIEOBAHUI C yYaCTUEM JETEH, B KOTOPHIEC B
o01eM OBITH BKIIFOUEHBI 727 AeTel ¢ MOATBEPKISHHON ocTpoit BTD, n3 koTopeix 528 momydanu
puBapoxcaban. J[o3a puBapokcabaHa, KOTopasi IpUMEHSIIACh y JeTell OT poxkaeHus 1o <18 mer,
ObLUIa CKOPPEKTHUPOBAHA 110 Macce Tejla M MPUBOAMIA K IEHCTBUIO puBapoKkcabaHa, aHaJIOTHYHOMY
npu npreme 10361 20 Mr puBapokcabaHa OJWH pa3 B JIeHb y B3pocCibIx nanueHToB ¢ TI'B, uro
noaTBepkaeHo B uccnenoBanuu I daszer (cm. pazmen 5.2.).

EINSTEIN Junior — paHIOMHM3HpPOBAHHOE, OTKPBITOE MHOTOIICHTPOBOE KIMHUYECKOE
uccnenoBanue Il ¢as3pl ¢ akTuBHBIM KOHTposeM ¢ yudactueM 500 manueHTOB (B BO3pacTe OT
poxxnenus 10 <18 net) ¢ moaTBepxkAeHHOM ocTpoit BT, u3 koTtopsix 276 nereii ObLIN B BO3pacTe
ot 12 mo <18 nert, 101 peberok — ot 6 mo <12 net, 69 nererr — oT 2 10 <6 neT u 54 pebeHka B
BO3pacTe 10 2 JieT.

BTD xnaccuduuupoBanace Kak karerep-accoruuponannas BT (90/335 mamueHntoB B rpyrie
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puBapokcabana, 37/165 manueHToB B TpyIIe penapai'ygﬁ%ﬁ@%ﬁ;i'il_&%tgjgeﬁjrgﬁglﬁiﬁoro

Mo3ra U cuHycoB (74/335 maiueHToB B rpymnmne puBapokcabana, 43/165 manueHToOB B TpyIine
npernapara cpaBHeHMs) win Kak apyrue BTO, Bkmouas TI'B u TOJIA (He katerep-
accoruupoBanHas BTD, 171/335 manmenTtoB B rpymnme puBapokcabana, 85/165 manueHTOB B
rpyIirme npemnapaTta cpaBHeHus1). Haubomee pacnpocrpanennoit BT y nereit ot 12 no <18 ner
ObL1a He KareTep-accouuupoBanHas BTD y 211 nereii (76,4%); y nereit ot 6 1o <12 net u ot 2
10 <6 et — TpoM0O03 BEH TOJIOBHOTO MO3ra U CHHYCOB y 48 neteit (47,5%) u'y 35 nereit (50,7%)
COOTBETCTBEHHO; y JieTelt miafiie 2 eT — Karerep-accounnponanHas BTO y 37 nereii (68,5%)).
B rpymnme puBapokcabana He ObUTO AeTel miasiie 6 MecsieB ¢ TPOMO030M BEH TOJIOBHOTO MO3Ta
U CUHYCOB. Y 22 MalMeHTOB C TPOMOO30M BEH r'OJIOBHOT'O MO3Ta M cuHycoB Oblta uHdpekus [THC
(13 manmenToB B rpymniie puBapokcabaHa u 9 MarueHToB B IPYIIe CPABHEHUS).

BTD Obuia copoBomypoBaHa MOCTOSIHHBIMU HIJIM BPEMEHHBIMU (DaKTOpaMH pHUCKa WIH HX
COBOKYITHOCTbIO Y 438 (87,6%) neteil.

[TanreHTH TOMyYaay HauyalbHOE JICYCHHE TEPaeBTUYECKUMU J103aMH He(ppaKIIMOHUPOBAHHOTO
remapyuHa, HU3KOMOJICKYJISIPHOTO renaprHa uinn GoHIanapruHykca B TeUCHUE, [0 KpaiftHel mepe,
5 IHEM, rmoce 4ero ObLIM PaHI0MU3UPOBAHBI B COOTHOIICHUH 2:1 WM B TPYIITy pUBapokcabaHa
B J103€, CKOPPEKTUPOBAHHOM MO Macce Teja, WIK B TPYyMIy Mpenapara cpaBHEHHs (TemapHHbI,
ABK) B TeueHHe OCHOBHOTO Iepuoja JIeYeHHs, cocTaBuBIIero 3 mecsma (1 mecsn ans aerei
MiIajauie 2 JeT ¢ Karerep-accounrnposanHoi BTD). B cioyuae kiMHHYeCKOM OCyHIECTBUMOCTH B
KOHIIE€ OCHOBHOT'O IIEPHUO/Ia JIEYSHHsI TPOBOANUIIACH TOBTOPHAS BU3YAIU3AIHsI COCYI0B; IEpBUYHAS
IPOBOAMJIACH HAa JTale BKIIOYEHUS B HccienoBaHue. llocime 3Toro mpuem wucciaemayemMoro
npernapara Mor ObITh PEKPALICH HITH, TI0 PELICHUIO HCCIIEeI0BATEINS, IPOAOIDKAICSA 10 12 MecsieB
(mst meredt mnagie 2 IeT ¢ Karerep-acconuupoBanHoii BTD no 3 mecsies).

[TepBruuHO# KOHEYHOU TOYKON A(P(HEKTUBHOCTH ObLJIa YacTOTa CHUMIITOMHOTO peruauBa BTD.
[TepBUyHOl KOHEYHOW TOYKOW OE€30MacHOCTH OblJa KOMOWHHUpOBaHHAs YacTOTa OOJIBIIUX W
KJIMHUYECKH 3HAYUMBIX HEOONBIINX KpoBOoTeueHH. Bce koHeunble Touku 3¢ddekTuBHOCTH U
0€30MaCHOCTH LIEHTPAIN30BAaHHO OLIEHUBAJIMCh HE3aBUCUMBIM KOMHUTETOM, JJIsI KOTOPOTO OBLIO
3acJemIeHO paclpezesieHnue MalueHTOB 0 rpymnmnam JiedeHus. Pe3ynbratsl 3hpekTUBHOCTH U
0e30macHOCTH IpHUBEACHBI B Ta0aumax 11 u 12 Hiwke.

Peuunus BTD mpomsomen y 4 u3 335 manueHToB B rpymme puBapokcabana 'y 5 u3 165
NAalMeHTOB B Trpymre cpaBHeHHs. KomMOunHMpoBaHHas dYacToTa OOJBIIOrO KPOBOTEUCHUS U
KJIIMHUYECKH 3HAYUMOTr0 HEOOJBIIOro KpoBoTeueHus: orMevanach y 10 uz 329 nmanuentos (3%),
MOJTy4aBIIUX puBapokcadan, u 'y 3 u3 162 mauuentos (1,9%), mony4aBmux rnpenapaTt cpaBHEHUSI.
UYucras KIMHUYECKas BbIroja (KOMOMHMPOBAaHHAs 4YacTOTa CHUMITOMHOro peuuguBa BTD wu

0OJBIIOr0 KPOBOTEUEHUS) OTMeueHa y 4 u3 335 marueHToB B rpyIine puBapokcadbanau'y 7 u3z 165
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NAlMEHTOB B TpyIIe CpaBHEHUs. Pexananyzamus gg'};});m': ﬁaﬁ%{;ﬁ&ﬁ:%&gﬁﬁ%&mn

Habmonanack y 128 u3 335 mauueHToB pHU JI€YSeHUH pUBapoKcabaHoM u y 43 u3 165 manueHToB

B IpyMIE Npernapara CpaBHEHUs. DTU Pe3yJbTaThl ObUTM B ILIEJIOM COMOCTaBUMBIMHU Yy JAETEi

pa3HbIX BO3pacTHbIX Ipynn. B rpymme puBapokcabana Obuto 119 nmereit (36,2%) ¢ n100bIM

KPOBOTEUYCHHEM, BO3HUKIINM Ha (OHE TEparuu, a B TPyIIe Mpenapara cpaBHeHUs — 45 nereit

(27,8%).

Tabmuua 11. {anusie mo npoduiio 3gppekTuBHOCTH puBapokcabaHa U mpernapara CpaBHEHUS B

KOHIIC OCHOBHOTI'O I€PUOJA JICUCHUA

CoObITHE PuBapokcadan | Ilpenapart cpaBHeHust
(n=335%) (n=165%)
Penmmue BTD (mepBuuHasi KOHEYHas TOYKA 4 5

CUMITOMHBIN pernuB BT + GeccumntomHoe
YXyZAUIEHUE IIPYU IIOBTOPHOU BU3yaIU3aluU

(1,5%, 95%JI1
0,6%3,4%)

3¢ (HEeKTUBHOCTH) (1,2%, 95% 1 (3,0%, 95% AU
0,4%—-3,0%) 1,2%—6,6%)
KomMmOuHupoBanHas KOHEYHast TOYKa: 5 6

(3,6%, 95% JI1
1,6%7,6%)

KomMOunupoBanHas KOHEUHas TOYKA!
CUMIITOMHBIHI peuuanB BTO +
OeccUMIITOMHOE yXyaAlIeHHe + OTCYTCTBHE
W3MEHEHUH MPU MTOBTOPHOMN BU3yaIu3alluu

21
(6,3%, 95% A1
4,0 %-9,2 %)

19
(11,5%, 95% AN
7,3%—17,4%)

CUMINTOMHBIN  peruauB  BTD +  Oombiroe
KpOBOTEUCHHE (YUCTasI KIMHUYECKAs BBITO/1A)

(1,2%, 95%JI1
0,4%-3,0%)

Pexananu3zanus npu MMOBTOPHOM 128 43

BU3yaJIU3alluU (38,2%, 95% A1 (26,1%, 95% N
33,0%—43,5%) 19,8%—-33,0%)

KombunupoBanHnas KOHEYHas TOYKA! 4 7

(4,2%, 95% 11
2,0%—8,4%)

TOJIA co cmepTenbHBIM WM HECMEPTEIbHBIM
HCXO0JI0M

1
(0,3%, 95% JIN
0,0%—1,6%)

1
(0,6%, 95% JIN
0,0%-3,1%)

* monHas BRIOOpKA JJIsl aHANIK3a, T.€. BCE JETH, KOTOPBIE ObUIN paHIOMHU3UPOBAHbI

AW — noBepuTenbHbIA HHTEPBAI

Tabmuua 12. [ansbie o npoduio 6€30MacHOCTH puUBapokcabaHa W IMpernapara CpaBHEHHUS B

KOHIIC OCHOBHOT'O II€PHOJa JICUCHUA

KPOBOTCUYCHUC + KIMHUYECKHM 3HAYHUMOE

HeOoubII0e (mepBUYHas

KOHEUYHAasl TOUYKa 0€30MacHOCTH)

KPOBOTCUYCHUC

(3,0%, 95% JT1
1,6%-5,5%)

(1,9%, 95% JIN
0,5%—5,3%)

CoObiTHE PuBapokcaban IIpenapart cpaBHeHus
(n=329%) (n=162%)
KomOuHupoBaHHas KOHEUHast TOUKa: OOJIBIIOE 10 3

Bosbiioe kpoBoTeueHue

0
(0,0%, 95% A1

2
(1,2%, 95% A1
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OO 5 i 1 AR R 5

JIroboe KpoBOTeueHHE, BO3HHKINEE Ha (oHE 119 45
Tepanuu (36,2%) (27,8%)

* BpIOOpKA U1l aHanM3a OE€30MacHOCTH, T.€. BCE JCTH, KOTOpPbIE ObUIM PAHIOMH3HUPOBAHBI H
MOJTYYWJIH 110 KpaifHel Mepe O/IHY 03y UCCIIEAyeMOT0 JIEKApCTBEHHOTO Mpernapara

[Tpodunu >ddexTuBHOCTH U O€30MACHOCTH pUBapoKcabaHa ObUIM B IIEJIOM COMOCTABUMBIMHU Y
neauaTpudecko momyisuuu ¢ BTD u B3pocmoit monynmsmmu ¢ TI'B/TOJIA, omnako,
COOTHOIIIEHUE TAIIHEHTOB C JIFOOBIM KPOBOTEUCHHEM OBLIO BBIIIE B MIEAMATPUICCKON MOMYIISIIUN
¢ BTD no cpaBHenuto co B3pociuoit nomyisiueid ¢ TTB/TOJIA.

ITanMeHTHl ¢ TPOMHBIM MO3UTUBHBIM aHTI/I(bOCd)OJ'II/IHI/IHHI)IM CHHAPOMOM BBICOKOI'O pHUCKa

B cmnoncupyemoM wuccienoBaTteneM — paHJOMHU3UPOBAHHOM  OTKPBITOM MHOTOLIEHTPOBOM
UCCIICIOBAaHHUH C 3aCIICTVICHHON OIEHKOW KOHEYHBIX TOUEK pUBapoKcabaH U3yvalcsl B CpaBHEHUHU
¢ BappapuHOM Yy TMAaLMEHTOB C TpoMOO30M B aHaMHe3e, Yy KOTOPBIX JIHarHOCTUPOBAH
aHTu(GocHOTUNMUIHBIA CHUHIPOM C BBICOKMM PHCKOM TPOMOOIMOOIMYECKHX COOBITHUI
(TTOJTOXKUTENBHBIN PE3yNIbTaT AJISl BCEX TPEX TECTOB HAa aHTHU(POCHOTUIHUIHBIA CHHAPOM: HATUYHE
BOJIYAHOYHOTO aHTHKOATYJISIHTA, aHTUTEN K KapIUOJIUIIUHY U aHTUTEIN K 0eTa-2-TIIHKOMPOTCHHY
I). [Tocne BkmtoyeHus: 120 manueHToB UCCaeI0BaHUE ObLIO MPEKPALIEHO JOCPOUHO MO MPUYMHE
MOBBIIICHHOW YacTOThI COOBITUH y TIAIMEHTOB B Trpymme puBapokcabana. Cpemsss
MPOJIOJDKUTENIFHOCTh Tieproja HaOmoaeHus coctaBuwia 569 nHei. 59 mnanueHToB ObLIH
paHIOMM3HPOBAHbI B TPyIy puBapokcadana B qo3e 20 mr (15 mr mia nanuentos ¢ KnKp <50
mi/muH) u 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). TpomOGosamOonnueckue COOBITHS
npousonuin y 12% manueHToB, paHIOMU3MPOBAHHBIX B IPYIITY puBapokcadaHa (4 ueMHIecKux
MHCYJbTa U 3 uH(papKkTa MHOKapAa). Y MalMeHTOB, PaHIOMU3MPOBAHHBIX B IPyNIy BapdapuHa,
COOBITHS HE OBUIN 3apEerHCTPUPOBAHBL. bolbIoe KpoBOTEUEHUE MPOU3ONLIO Y 4 marueHToB (7%)
U3 TpynIbl puBapokcadbana u 2 nmanueHToB (3%) u3 rpymisl BaphapuHa.

5.2. @apmakoknHeTHYECKHE CBOMCTBA

AbGcopbuus

[IpencraBnennas Hwke uWHGOpPMAIMs OCHOBaHA Ha JAHHBIX, IOJIYYEHHBIX BO B3pOCION
TOTTYJISILIAH.

PuBapoxcaban 6b1cTpo BcacbiBaeTcsl; Cmax JOCTUTAETCS yepe3 2—4 yaca nocje npuema TabieTKH.
[Ipu mpueme BHYTph B BHJIe TabJIETOK B J03upoBKe 2,5 Mr u 10 Mr puBapokcabaH BcachIBaeTCs
NPAaKTUYECKH MOJIHOCTBIO, IIPH 3TOM ero 0uofocTynHocTh Bbicokas (80—100%) He3aBUCHMO OT
npuema numy. COBMECTHBIH ¢ MUIel npueM puBapokcadaHa B 103e 2,5 mr u 10 Mr He BIUSET Ha
AUC u Cpax puBapokcadaHa.

B cBs3M CcO CHMXEHHOU CTENEHBIO BCACHIBAHMS, MPU TMpPUEME TaOJIETOK M03UpOBKOW 20 Mr

HaTomak HaOmromanack OuonmoctymHocth 66%. Ilpu mpueme TabneTok puBapokcabaHa
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J03UPOBKOif 20 MI BO BpeMs €71kl 0TMEYaoch y bemuentla Cpeien AUC ra 30% 1l SoanHetmo

C IpueMOM TabJEeTKH HATOIIAK, MOKa3blBas IMPAKTHYECKH IIOJHOE BCACHIBAHME U BBICOKYIO
O6uonocTynHocTh. PuBapokcaban B 1o3upoBkax 15 mr u 20 Mr ciieyeT mpuHUMATh BO BpeMs €/1bI
(cm. paznmen 4.2.).

dapmMaKkOKHMHETHKA pUBapoKcabaHa MpaKTUYECKH JTMHEHHA B 103aX 10 15 Mr ofuH pa3 B ACHb NPU
npueme Hatolak. B ycnoBusx npuema puBapokcabaHa B BUze Ta0JIeTOK 103upoBKoit 10 mr, 15 mr
u 20 Mr BO BpeMsi €16l HaOII0JaeTCst 10303aBUCUMOCTh. [Ipu 60Jiee BRICOKUX 103X pHBapOKcabaH
JTEMOHCTPHUPYET a0COpOIIHIO0, OTPaHUYEHHYIO PACTBOPEHUEM, C YMEHBIIIEHHON OMOA0CTYITHOCTHIO
Y CHMYKEHHOUM CKOPOCTHIO a0COPOIMH MPU MOBBIIIICHUH JT035I.

dapMakOKMHETUKAa pHBapoKcabaHa XapaKTepU3yeTcs YMEPEHHOH MEXHUHIUBHYaTbHON
BaprabeIbHOCTHIO (BapHallMOHHBIN Koa(unmenT) B auanazone ot 30 1o 40%.

BcacreiBanme puBapokcabana 3aBucuT oT Mecta BeicBoOOokieHust B KK T. Camxerne AUC 1 Cmax
Ha 29% u 56% cOOTBETCTBEHHO HA0II01a10Ch MPU BBICBOOOXKACHUN TpaHyJIsiTa puBapoKkcadaHa B
IPOKCUMAJIbHOM OT/IeJI€ TOHKOH KUIIKH B CPAaBHEHHUH C MPHUEMOM ILIeJION TabJIeTKH. DKCIO3UIUSL
npemnapara enie 0ojiee CHHUKAETCS MPU BBEIECHUH pHBapoKcadaHa B JUCTAIbHBIN OTIEN TOHKON
KHUIIKA WM BOCXOJSIIYI0 000J0YHYIO KHUIIKY. TakuM oOpaszom, cienyer u3beratb BBEICHHS
puBapokcabaHa AucTalIbHEe KEeTyIKa, TOCKOJIbKY 3TO MOKET MOBJIeYb CHH)KEHUE BCAChIBAHUS U,
COOTBETCTBEHHO, SKCIIO3UIIMH PUBapOKcabaHa.

Buonocrynnocts (AUC u Ciax) puBapokcadbana 20 Mr npu rnmpueMe BHyTpPb B BUI€ U3MEIbYEHHON
TabJIETKU B CMECHU C SIOJIOUHBIM MIOPE WU CYCIEHIMPOBAHHOW B BOJE, a TaKyKe IPU BBEICHUU
yepe3 JKeITyJOYHBIA 30H] C TMOCIEIYIONIMM MPUEMOM KUAKOTO NMHUTAaHUS Oblja CpaBHHMA C
OMOMOCTYIHOCTBIO ~ IIENIOM  TaOneTKu.  YUuThIBas  MpPENCKa3yeMbld  J10303aBUCUMBIN
(dapmakokuHeTHYecKHii npoduiab puBapokcabaHa, pPe3yibTaThl JAHHOTO HCCIIECIOBAHUS
OMOIOCTYTHOCTH MPUMEHUMBI TAK)Ke U K 00JIee HU3KUM J103aM pUBapoKcabaHa.

Pacnopenenenue

Cas3pIBaHUE ¢ OeKaMU IUIa3Mbl Y B3POCIIBIX BBICOKOE M COCTABIISICT MPUOIM3UTENbHO 92-95%,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMITIOHEHTOM SIBIISIETCSI CHIBOPOTOYHBIM anbOymMuH. OO0BeM
pacrpenesieHusi — yMEPEeHHBIN, Vs COCTABISIET MPUOIM3UTETHHO S0 JI.

BI/IOTDaHC(bODMaHI/IH " S3JIMMUHaANuA

VY B3pOCIBIX MAIIMEHTOB MPH MIpUEME pUBApOKcabaHa MPUOTUZUTENHHO 2/3 103bI MOABEPTAIOTCS
MeTaboNMu3My W B JajdbHEHWIIEM BBIBOIATCS PABHBIMHU YACTSIMH TOYKAMU U Yepe3 KHUIICUHUK.
OcraBmasicst 1/3 mpuHATOM 10361 BEIBOAUTCS TOCPEACTBOM MPSIMOM MMOYEHHOM IKCKPEIUHU B BUJIC
HEM3MEHEHHOTO JICWCTBYIOIIETO BEIIECTBA TJIABHBIM O0pa30oM 3a CYET aKTHBHON IMOYEHYHOU
CEKpELHH.

PuBapokcaban merabonusupyercs nocpeacrsom nzopepmentoB CYP3A4, CYP2J2, a taxxke npu
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nmoMomM MEXaHHU3MOB, HC3aBHCHUMbLIX OT CHCTCMBI %;&B%%Eﬂ%kﬁ%-r%gé& -IaMI/I

OunoTpancoOpMaIIH SBISIFOTCS OKUCICHUE MOP(OITMHOBOMN IPYIIIBI U TUAPOIINA3 AMUIHBIX CBSI3EH.
CornacHo NaHHBIM, TOJYYEHHBIM in Vitro, puBapoKcadaH sBIsieTCs cyOcTpaToM Juisi OEIKOB-
nepeHocunkoB P-gp (P-rimmkonporenna) u Berp (6enka ycTOWYUBOCTH paka MOJIOYHOM KEJIe3bl).
Heusmenennslii puBapokca®aH SBISETCS €IUHCTBEHHBIM AaKTHUBHBIM COCAMHEHHEM B
YeIIOBEYECKOW TUTa3Me, OCHOBHBIC WJIM aKTHBHBIE IUPKYIUPYIOIIHNE META0OIUTHI B TUIa3Me HE
oOHapy>keHbl. PuBapokcabaH, CUCTEMHBIM KIMPEHC KOTOPOTO COCTaBIIsAET MpuOmm3utensHo 10
J/4, MOXET OBITh OTHECEH K JIEKapCTBEHHBIM BELIECTBAM C HHU3KUM KiupeHcom. I[locne
BHYTPHUBEHHOTO BBeZieHHs | MI puBapokcabaHa NMEepUo/ MOIYyBbIBEIEHUS COCTaBIseT OKOio 4,5
gacoB. llocne mepopanbHOrO0 TpHEeMa BBIBEJICHHE CTAHOBHUTCS OTPAHMUYEHHBIM CKOPOCTHIO
abcopOuuu. I[Ipu BhIBeIeHUU pHBapoKcabaHa W3 TUTa3Mbl KOHEYHBINH TMEPHOJ] MOTYBBIBEICHUS
COCTaBJISIET OT 5 10 9 4acoB y MOJIOABIX MAMEHTOB U OT 11 10 13 4yacoB y MOXKHUIIBIX MAIUEHTOB.

DapMaKOKHMHETUUECKHE JJAHHBIC YV MAIIMCHTOB

VY B3pOCIHBIX MalMEHTOB, MMOJYyYalOUINX puBapokcadban B no3e 20 mr 1 pa3 B JeHb Ui JI€UCHUS
octporo TI'B, reomerpuueckoe cpeanee koHueHTpanuit (90% npeanuKTUBHBIN UHTEPBAI) Yepe3
2—4 daca W mpuMepHO uepe3 24 yaca mociie TpueMa J03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM ¥ MUHHUMAJIbHON KOHIIGHTpAIlMsSM B WHTEpBajiC JO3MPOBAaHMs) COCTaBWIO 215
(22—535) mxr/n u 32 (6—239) MKr/11, COOTBETCTBEHHO.

q)aDMaKOKI/IHeTI/I‘-IGCKaﬂ-d)aDMaKO AJUHaAMHWYCCKas 3aBUCUMOCTD

CootHomienne (papMakKOKMHETHYECKHX TapamMeTpoB U  (apMakoauHaMuueckux 3(hQexTon
(OK/DM1) mexay KOHLEHTpalMel puBapokcabana B miia3Me KPOBH U HECKOJIBKUMH KOHEYHBIMH
dapmakoruHAMUYECKUMH TOoukaMu (uHruOupoBanue ¢akropa Xa, IIB, AUTB, HepTest)
OIICHUBAJIOCH MOCJIE MpHEMa MIMPOKOro auamnazona ao03 (or 5 o 30 Mr nBa pa3a B CyTKH).
B3aumocBs3p MeXIy KOHIIEHTpalle puBapokcabaHa U akTUBHOCTBIO (pakTopa Xa HaWTydlIIuM
00pa3oM MPOJEMOHCTPUPOBAHA C MCIOIB30BaHUEM MOJETU Emax. [ns T1B Monens nuHelHOU
pEerpeccuu B LIEJIOM JIYYIIle OTMCHIBACT JaHHBIC. YTIO0BOU KOA(P(GHUIIMEHT 3HAUUTEITHHO MEHSICS B
3aBUCHUMOCTH OT PEaKTUBOB, UCIOIB3yeMbIX 1 onpeaenceHus [1B. [Ipu ucnonp3oBannu Habopa
Neoplastin PT ucxomnoe 3nadenue [IB coctaBuio okono 13 cex ¢ HAKJIOHOM JIMHUU OKOJIO
3—4 cek (100 mkr/m). PesynbraTe ananuza cootHomeHuss OK/D]] B uccnenopanusx I u 111 a3z
COOTBETCTBOBAJIM aHAJIOTMYHBIM MTOKA3aTENsIM Y 3/I0POBBIX MAICHTOB.

Lon

VY B3poCibIX HE OBLIO KIMHUYECKH 3HAYUMBbIX Pa3Inyuil (papMakOKWHETUKU U (hapMaKoIMHAMUKU
Cpenu MY>KYHH U KEHIIHH.

Tooscunoti 6ozpacm

VY manueHToB MOXXUIIOT0 BO3pacTa KOHIIEHTPAIMN puBapokcabaHa B IIa3Me KPOBH BBILIE, YEM Y
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MOJIOJIBIX TAMUEHTOB; cpeaHee 3HaueHue AUC nppf&flg;ﬂ;lé‘l%g&' 'iBTEljjgz'Ii])'gz[;Tﬁﬁ%%lgﬂﬁaeT

COOTBETCTBYIOIUE 3HAUYECHUS Y MOJIOJIBIX NAIIMEHTOB, IMIAaBHBIM 00pa30M, BCJICACTBUE CHIKEHUS
(BeposAITHOTO) 001IIero U MoyedHoro knupenca. Koppekuus 10361 He TpeOyeTcs.

Macca mena

Y B3pocnbIx kputnueckas Macca tena (MmeHee 50 kr u 6osee 120 Kr) JuIs HE3HAYUTEITHHO BIIHSIIA
Ha KOHIIEHTPAIUIO pUBapoKcabaHa B Ii1azMe Kposu (MeHee 25%). Koppekius 10361 He Tpedyercs.
Meosicomnuueckue pasnuius

Knunnueckn 3HaYMMBIX paznuuuii (apMakOKMHETUKM M (papMaKOAMHAMHUKU Yy B3POCIBIX
MAalMeHTOB  €BPOTCOMIHON, adpoaMepUKaHCKOH, JIATHHOAMEPUKAHCKOM, SMOHCKOW WU
KATACKON 3THUYECKOM MPUHAUICKHOCTH HE HAOII0JalI0Ch.

Hapywenue ¢pynkyuu nevenu

VY B3pOCIBIX MalMEHTOB C LUPPO30M MEYEHH U HapylleHHeM (QYHKLIUU MeYEHH JIETKON CTETeHU
(xmacc A mo Yaitnn-ITer0) dpapmakokMHETHKA pUBapoKcadaHa UMb HE3HAYUTEIBHO OTJIMYAjIach
OT COOTBETCTBYIOLIMX TOKa3aTeNIel B KOHTPOJIbHOM I'pyMIle€ 3J0POBBIX UCIBITYEMBIX (B CPEIHEM
ormeuanock yBenudenne AUC puBapokcabana B 1,2 paza).

VY nmanueHToB ¢ HUPPO30OM MEUEHHU U HapylleHueM (QyHKLIUU MeYeHH cpeaHeil ctenenu (kiacc B
no Yaina-IIsro) cpennasisi AUC puBapokcabaHa Oblla 3HAUMTENIBHO TMOBHINICHA (B 2,3 pa3a) 1mo
CPaBHEHHIO CO 3JI0pOBbIMH J00poBoibiiaMu. HecBsizannas AUC yBenuumBanacek B 2,6 paza. Y
ATHUX MAIMEHTOB TaK)Ke OBIJIO CHIPKEHO BBIBEJICHHE PUBAPOKCAOaHa MOYKAMH, CXOKEE C TAKOBBIM
y TMAalHeHTOB C HapylleHHueM (YyHKUWU TOYeK cpefHeil creneHu. [laHHbIe MO manueHTaMm ¢
TSDKEJIBIM HapylIeHueM QyHKIUU OTCYTCTBYIOT.

[NonaBnenue akTMBHOCTH (hakTopa Xa y MalUEHTOB C HapylleHHeM (DYHKIUH MEeYeHU CpeaHen
CTETeHHU ObUIO BRIPAKEHO B 2,6 pa3a CHIIbHEE, YeM Y 3/I0pOBBIX 100pOoBoOJIbLEB; yBenuueHnue [1B
B CXOXKEH cTeneHu Bo3pacrtaio B 2,1 paza. [lanmenTsl ¢ HapymieHneM GyHKIIUA IEYCHU CPeTHEN
cTerneHu ObLIN 00Jiee YyBCTBUTEIBHBI K PUBAPOKCAOAHY, UTO SBJSETCS CIEICTBHEM 00JIee TECHOM
B3aUMOCBS3HM (papMakoJuHAMUYeCKUX d(PPEeKTOB U PapMaKOKMHETHUYECKUX MMAPAMETPOB MEXIY
KOHLIeHTpauuen u I1B.

PuBapokcabaH NpOTHBOIOKAa3aH MalMeHTaM ¢ 3a00JeBaHUSAMH [EYEHH, MPOTEKAIOIIMMU C
KOaryJjonaTueil M pUCKOM KIMHUYECKH 3HAYMMOTO KPOBOTEUEHHMsSI, BKJIIOYAs IALUEHTOB C
ppo3oM nedyenu kiacca B u C no knaccudukanun Yaitna-ITsio (M. paznen 4.3.).

Hapywenue ¢pynkyuu novex

Y B3pochbIX MAlLKMEHTOB  HAOMIOAANOCh  yBEJIMYEHHE  OKCIO3UWLMU  pUBapokcadaHa,
KOPPENUpPOBABILEE CO CHU)KEHHUEM IMOYEYHOH (YHKIMH, KOTOpas OICHHWBAIACh W3MEPEHUEM
KJIMpeHca KpeatuHuHa. Y manueHToB c yerkoi (KnKp 50—80 mu/mun), cpeaneii (KnKp 30—49

mi/mMuH) 1 Tspkenon (KnKp 15-29 mn/mMun) crenensto Hapymenus ¢Gyuknuu nmodexk AUC Obutn
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noeeimieHsl B 1,4, 1,5 m 1,6 pa3za coo FBCTCTBGIESE:'-@%%Jlg%E&QCC TX;hQJ;II/I—I'fliéHI/Ie

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

dapmakonmHamMuueckux 3¢ (HexkToB ObUI0 Oosiee BRIpaKEHHBIM. Y MAlMEHTOB C JIETKOH, cpenHeit
U TSDKEJIOHM CTENeHbI0 HapyIeHHs (YHKLIMHU ToYeK o0Iee MoJaBlieHue aKTUBHOCTH (pakTopa Xa
yBenmuuuBaioch B 1,5, 1,9 m 2,0 pasa COOTBETCTBEHHO IO CPAaBHEHUIO CO 3J0POBBIMH
nobpososbiiamu; [1B taxke yBennuusanocs B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.
Jannsie o nanuenTax ¢ KinKp <15 mi/MuH OTCYTCTBYIOT.
[Ipennonaraercs, 4To puBapoKkcadaH HE MMOABEPracTcs AUAIU3Y B CBSA3U C BBICOKHM CBSI3bIBAHUEM
¢ OeIKaMu IIa3MBbl.
He pexomenayercs mpumeHsATh npenapat y naiueHToB ¢ KinKp <15 mn/mun. Cnegyet coOmonaTs
OCTOPOXKHOCTh IPU MPHUMEHEHHHU mpemnapara y nauueHToB ¢ KnKp 15-29 mun/mun (cm. pasgen
4.4.).

eTu
be3onacHocTh 1 3(hPeKTUBHOCTH puBapoOKcabaHa y JeTel U MOJPOCTKOB B Bo3pacTe 10 18 yet mo
NOKa3aHUI0 TMPO(UIAKTHKA HMHCYIbTa M CHUCTEMHOM TpoMOosMmOonuu y mnanueHtoB c¢ DII
HEKJIAITaHHOTO TTPOUCXO0XKICHUS HE YCTAHOBIICHBI.
Abcopoyus
Jletu mony4anu puBapokcabaH B BHJE TaOJETOK MM CYCHEH3UHU JJIS IprueMa BHYTPh BO BpeMs
WIH Cpa3y MOClie KOPMIJICHHS WM MpUeMa MHIIY, BMECTe ¢ OOBIYHON MOpLHEN KUIAKOCTH IS
o0ecrieyeHns HaUIeXKAIEro J03UPOBaHus y aereil. Kak y B3pocibIx, Tak v y eTel puBapokcadbaH
OBICTPO BcachIBaeTCs OCIIE MEPOPATILHOTO ITpHeMa Mpemnapara B JIeKapcTBEeHHOH (popme TadieTku
WJIM TPaHyJIbl 711 IPUTOTOBJICHUS CYCIIEH3UH AJIs IpueMa BHYTph. He oTMeuanock pa3HUIIBI HU
B CKOPOCTH, HH B CTETICHU BCACKIBAHHS MEX/Y JIEKAPCTBEHHBIMU (DOpMaMU TAOJIETKH U TPAHYIIBI
JUTSI TPUTOTOBJICHUS CYCIICH3UH IS IpreMa BHYTph. JlaHHbIE 0 (papMaKOKWHETHKE Y IeTel mocie
BHYTPUBEHHOT'O BBEJCHHSI OTCYTCTBYIOT, I03TOMY a0COIIOTHAs OMOAOCTYIMHOCTh pUBapoKcabaHa
y JneTei Heus3BecTHA. bbulo OOHapyXKEHO CHWXEHHE OTHOCHUTEIBHOM OWOAOCTYMHOCTH IpH
YBEJIMUEHUU 703 (B MI/KT MacCHI Tella), HA OCHOBAHUU YEeT0 MOXKHO CIIeNaTh MPEaoiokeHue 00
OTpaHHYEHUSAX adcopOumu AJist 60siee BEICOKHX /103, IaXe MPH MpueMe ¢ nuiieid. PuBapokcaban B
BHJIe TaOJIETOK JO3UPOBKOH 15 Mr mm 20 Mr ciieryeT 1aBaTh BO BpeMs KOPMIJICHHS HUTH BO BpEMsI
ensl (cM. pazaen 4.2.).
Pacnpeoenenue
CrneunduyHbie B OTHOIICHUU JIETEH NaHHBIC O CBSA3BIBAHUU pUBApOKcabaHa ¢ OeNKaMH IIa3MbI
OTCYTCTBYIOT. JlaHHBIE O (apMakOKMHETHKE Yy JeTed Imocie BHYTPUBEHHOTO BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vs y JeTel (Bo3pacTHoi auamazoH oT 0 go <18 jer) mocne
NEpOPAIILHOTO TpHEeMa pHBapokcadaHa, CHPOTHO3UPOBAHHBIM C MOMOIIBIO MOMYJISIIMOHHOTO

q)apMaKOKI/IHeTI/I‘-IGCKOFO MOZICIIMPOBAHUSA, 3aBUCUT OT MACChI TC€JIa U MOKCT OBITh OIMCaH C
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MOMOIIBIO AJUIOMETPUYECKON (QYHKIIMH CO CPEIHUM SHEE&&GEQ@EEEQ%%%QJTE '%:ﬂ;f?iiécoﬁ

Tena 82,8 Kr.

buompancgopmayus u snumunayus

Cneunduynpie B OTHOIIEHMM JeTed JaHHbIE O MeTaboJu3Me OTCYTCTBYIOT. JlaHHBIE O
(dapMakOKMHETHKE Yy AeTel mociie BHYyTPUBEHHOTO BBEICHUS pUBapoKcabaHa OTCYTCTBYIOT.
Knupenc y pgereit (Bo3pactHoit nuama3zoH ot 0 go <18 jer) mocne mnepopasbHOrO IMpueMa
puBapokcabaHa, CIPOTHO3UPOBAHHBIA C MOMOIIBIO MOMYJISIIUOHHOTO (hapMaKOKWHETHIECKOTO
MOJIETTUPOBAHUS, 3aBUCUT OT MAcChl Teja U MOKET OBbITh OMKCAH C MOMOIIBIO AJUTIOMETPUYECKOI
GyHKIIMM CO CPeIHMM 3HadYeHWeM 8 /4 mia cyOobekta ¢ maccoi Tema 82,8 kr. CpenHue
reoMeTpUUYECKUe 3HadeHus rmepuoja mnonyBbiBeaeHus (T12), paccuuTaHHBIE C TIOMOIIBIO
MOMYJISIIIHOHHOTO  (DAPMAKOKMHETUYECKOTO MOJESIUPOBAHMSI, YMEHBIIAIOTCS C YMEHBIICHUEM
BO3pacTa M BapbUpyloTCs OT 4,2 yaca y mOJAPOCTKOB J0 MPUMEPHO 3 4acOB y JETEH B BO3pacTe
2—12 ner, no 1,9 u 1,6 vaca y nereii B Bo3pacte 0,5—<2 net u menee 0,5 roz1a, COOTBETCTBEHHO.
Dapmaxoxkunemuueckue 0aHHvle Y NAYUEHMO8

I'eomeTrpuueckoe cpeanee konueHntpanwmii (90% nHTEpBa) B MHTEpBajIaxX BPEMEHH 0TOOpa mpoo,
IPUMEPHO COOTBETCTBYIOLIMX MAaKCHMaJbHOM M MHHHMAaJbHOM KOHIIGHTpAallMM B HHTEpBaje
JIO3UPOBaHUA, y fieTel ¢ octpoit BTD, monyvaronux puBapokcadaH B 103€, 3aBUCSIICH OT MacChl
Tesa, I MOJIy4eHUs SKCIO3ULHUH, COOTBETCTBYIOLICH TAKOBOM Yy B3pOCibIX nanueHToB ¢ TI'B,
noJyvaromux 103y 20 Mr oiMH pa3 B JeHb, Ipe/icTaBiIeHbl B Tabuue 13.

Tabmuna 13. CBognast cratuctuka (reomerpuueckoe cpennee (90% uHTepBasl)) paBHOBECHBIX

KOHIICHTpaIlui pruBapokcabaHa B Iia3Me KpoBH (MKTI/JI) B 3aBUCUMOCTH OT PEeKHUMa JJO3UPOBAHUS

Y BO3pacra
Bpemennsie
HHTEPBAJIbI
OauH pa3 B N ot 12 mo N oT 6 1o
Aenb <18 ger <12 ser
2,5—4 gaca 171 | 241,5 24 | 229,7
cyer (105-484) (91,5-777)
20-24 gaca 151 | 20,6 24 | 159
cryer (5,69-66,5) (3,42-45,5)
JBa pa3aB N oT 6 10 N oT 2 10 <6 N ot 0,5 1o
et <12 aer et <2 Jger
2,5-4 yaca 36 | 1454 38 | 171,8 2 H.D.
cryert (46,0-343) (70,7-438)
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10-16 wacos |33 | 26,0 37 222 BIOQIEAOBATENEHOE T 0004
cryer (7,99-94,9) (0,25-127) (Hp.—H.D.)

Tpu pa3a B N oT 2 10 N ot poxnenns | N ot 0,5 1o N OT POKIeHUs
AeHE <6 aer o <2 jer <2 jer 1o <0,5 ger
0,5-3 uaca 5 1647 25 [111.2 13 | 1143 12 [108,0

crycra (108—283) (22,9-320) (22,9-346) (19,2-320)
7-8 uacos 5 1332 23 18,7 12 |214 11 |16,

crycra (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PacCUUTHIBAIOCH

3HaveHHs HUKE HIDKHETO Tipenena koaudectBeHHoro onpeneneHus (HITKO) 6pumn 3amenensr Ha
1/2 HIIKO puist pacuera cratuctuku (HITKO = 0,5 Mxr/im).
DapmarokuHemuueckas-QapmaKxoOUHAMu4ecKasn 3a8UCUMOCb

Llon

AHanM3 TONYYEHHBIX JIaHHBIX HE BBIABWJ CYIIECTBEHHBIX pa3IWYMil B OKCIO3ULIUU
puBapokcabaHa y AeTel pa3Horo nosia.

Macca mena

VY nereii no3a puBapokcabaHa 3aBUCUT OT MAcChl Tella. AHATU3 JaHHBIX, TOyYEeHHBIX JJIS ACTEH,
HE BBIBWJI 3HAYMMOIO BJIMSHUS HEIOCTATOYHON MaccChl Teja WM OXHUPEHHUS Ha SKCIIO3UIIUIO
puBapokcabaHa.

Meosicomnuueckue paziuyus

Anammuz MOJIYYCHHBIX JAaHHBIX HC BbIABUJI 3HAYUMBIX MCKITHUYCCKUX paBHI/I‘II/II\/'I B 3KCIIO3UIIUU
pYBapokcabaHa y JeTei SIMOHCKOM, KUTaWCKOW WIIM a3UaTCKOW dTHUYECKOW MPUHAIIICKHOCTH 32
npeaenamu Anonun u Kurtas 1mo cpaBHEeHUIO ¢ 001IeH MeIuaTpUIeCKO MOMyJIsSIueH.

Hapywenue qbwucuuu nevyenu

Knunnueckue naHable Ui AeTel ¢ HapylleHueM (QyHKIUH MTeYeHU OTCYTCTBYIOT.

Hapywenue GbVHKI/tuu novyex

JlaHHbIE KIMHMYECKUX MCCIENOBAaHUM Yy JAeTel B Bo3pacTe | roga u crapiie co cpeiHed win
TSXKETION CTeneHblo HapymeHns Gpynknuu noyek (CK® <50 mn/mun/1,73 M?) OTCYTCTBYIOT.

6. PAPMAIIEBTUUECKHWE CBOWCTBA

6.1. [lepeyeHb BCIOMOraTe/IbHbIX BelIeCTB

Anpo:

[{enmron03a MUKPOKpUCTAIIINYECKAs] CUTTUIIUPOBAaHHAS

JlakT03BI MOHOTHApPAT

[ToBunon K-30

Kapbokcumerniakpaxmain HaTpUs
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(MOCNEOOBATENEHOCTE 0004)

Hatpus naypuncynsdar

Marnus creapat

O6onouka:

['mnpomennosa

Makporo (MoJUITHICHTITUKOJI )
Tanbk

Tutana TMOKCUIL.

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEHH)
3 rona.

H3MenpYeHHBIE TA0JETKH

N3menpueHHbIe TaOJIETKH puBapokcabaHa CTaOWIBHBI B BOJIC UM B SIOJIOYHOM MIOPE B TCUCHHE
4 4acos.

6.4. Oco0blie Mepbl NPEeTOCTOPOKHOCTH NPH XPAHEHUH

[Tpu Temneparype He Boite 25 °C B OpUTHHAIBHON yIIaKOBKE (TTaydKe).

6.5. Xapakrep u cojep:kaHue NEPBUYHONH YIIAKOBKHU

ITo 7 nunu 10 TabneTok B KOHTYPHYIO SYCHKOBYIO YIIAaKOBKY U3 IUICHKU MOJTUBUHIIXIOPUIHON U
(donbpru aJIOMHHUEBOM MevyaTHOM sakupoBaHHOU. o 2, wnu 4, wim 8§ KOHTYpPHBIX SYEHKOBBIX
YIAKOBKH 110 7 TabneToK, Wiin 1o 1, i 2, uimu 3, uinn 5, win 10 KOHTYPHBIX TYEHKOBBIX YITAKOBKH
no 10 TabneTok BMecTe ¢ MHCTPYKLKEH M0 METUIIMHCKOMY MPUMEHEHHUIO TOMEUIAI0T B MAYKy U3
KapTOHA JJI MOTPEOUTETHCKOM Taphl.

ITo 98 wim 100 TabGnerox B OaHKM MOJUMEpHBIC U3 MONUITHICHTEpedTantaTa ¢ KpbIIKaMH U3
MOJIMATHUIICHA U1 YIAKOBKHU JIEKaPCTBEHHBIX cpeAcTB. Ha kakayro OaHKYy HaKJIEUBAIOT STUKETKY
n3 camokitesmerics Oymaru. [To 1 6anke MoIMMEpPHON BMECTE C MHCTPYKIIMEH 110 MEAUITUHCKOMY
NPUMEHEHMIO TOMEIIAIOT B TTAYKy U3 KapTOHA JUIs TOTPEOUTENLCKOM Taphbl.

6.6. OcoOble  Mepbl  NPEeIOCTOPOKHOCTH NPH  YHHYTOKEHUM  HCIHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WJIM OTXO/[0B, TMOJYYeHHBIX MOcjJde NpPHMEHEeHUus:
JIEKAPCTBEHHOT0 MpenapaTa ujiM padoThl ¢ HUM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

Bspocnvie

Ecnim manmeHT HE CmocoO€H TPOTJIOTUTH TaOJIETKy IIEJIMKOM, TaOJeTKa mperapara
PUBAPOKCAFBAH JIEKAC MoxkeT ObITh H3MebYeHa M CMEIIaHa C BOJIOW WM sIOJIOYHBIM ITIOpe
HEIOCPEACTBEHHO IIepe]] INPUMEHEHHWEM U IepopaibHbIM IpuemoM. llocine mnpuema

u3MenbueHHoi Tabnerku npenapata PUBAPOKCABAH JIEKAC 15 mr unu 20 Mr Heo6X01uMo
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HE3aMCAJIUTCIIBHO OCYIIECCTBUTE IIPHUEM ITUIIH.

W3menbueHHas TabneTka Takke MOXKET ObITh BBE/ICHA Yepe3 HAa30racTPaIbHBINA HITH JKEITy TOUHBIN

30HT (cM. pazzmen 5.2.).

Hemu ¢ maccoii mena ne menee 30 ke

Ecnu manueHT He criocoOeH MporjaoTUTh TabJeTKy IEIMKOM, CIIelyeT HCIOIb30BaTh Mpenapar B
dbopMe TpaHyI ATl IPUTOTOBJICHHSI CYCTICH3UU JIJIsl TIpUeMa BHYTPb OT JPYTOro MPOU3BOIUTEIIS.
Ecnu cycnen3us s mpuema BHYTPh HE JOCTyIHa Cpasy, KOIrJla Ha3HaueH puBapokcabaH B
no3upoBke 15 mr wiam 20 Mr, 3TH JO3UPOBKH MOTYT OBITh TOJYYEHBI MyTEM H3MEIbUYCHUS
Tabnetku 15 mr uiam 20 Mr U CMEIMBaHUS €€ ¢ BOJOW WU SIOJIOYHBIM IIOPE HEMOCPEICTBEHHO
nepe NMPUMEHEHHWEM U TepopaibHbIM MpuemMoM. llocne mpuema M3METbUYEHHOH TaOIeTKH
npernapata PUBAPOKCABAH JIEKAC 15 mr umu 20 Mr HEoOXOAMMO HE3aMeITHUTEIhHO
OCYIIECTBUTD MTPUEM ITHIIH.

W3menpueHHas TabaeTKa MOXKeET ObITh BBEICHA UYepe3 Ha30racTpaIbHBINA MU JKEITyJOYHBIA 30H]
(cM. pazmen 5.2.).

H3Menbpuenue TabiIeToOK

Tabnerku puBapokcabaHa MOTyT ObITh M3MENBYEHBI, CyCIIEHANPOBaHbI B 50 MJI BOJIbI U BBEJICHBI
Yyepe3 Ha30racTpajbHbIM WIN KETyJOYHBIN 30HJ MOC]E MOATBEPKICHUS IMOJIOKEHHs 30HAA B
xenynke. Ilocie sToro HeoOXOAMMO MPOMBITH 30HJ BOJOW. B cBsA3mM ¢ Tem, uTo abGcopOrus
puBapokcabaHa 3aBHCUT OT MECTa BBICBOOOXKIEHHUS ACHUCTBYIOLIETO BELIECTBA, HEOOXOIUMO
n30eraTb BBEJCHMs PHUBapOKcabaHa NUCTAlbHEE XKEIyIKa, B IPOTHUBHOM CIy4ae 3TO MOMKET
IPUBECTH K CHUKEHUIO a0COPOLIMHU U, CIIEJ0BATENIBHO, K CHIPKEHUIO 3KCIIO3UIMH JIEHCTBYIOIEro
BemecTBa. llocie BBeneHHs W3MENBYCHHOM TabieTku puBapokcabana 15 mr wm 20 wmr

H€O6XO,Z[I/IMO HEC3aMCAJIUTCIIbHO OCYIICCTBUTDL MMPUCM SHTCPAJIbBHOI'O ITUTAHUA.

7. AEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanvs

3A0 «bepe3onckuii hapmareBTHUeckuii 3aBo1», 623704, CrepaioBckas o0, T. bepe3oBckuid,
yia. Konbuenas, 31.13A;

ten./dakc: +7(343) 215-89-01;

e-mail: info@uralbfz.ru.

7.1. IlpeacraBuTe b Jep:KaTesisi pericTPALMOHHOIO Y10CTOBEPEeHHU S

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus
3A0 «bepe3osckuii hapmareBTHUeckuii 3aBo1», 623704, CrepaioBckas o0, T. bepe3oBckuid,

yi. Konbuesas, 31.13A;
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e-mail: info@uralbfz.ru.

8. HOMEP PEIT'HCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. IATA TIEPBOH PETHCTPAIIMM (IIOATBEPXIEHUSA PETUCTPAIIUM,
HEPEPEI'MCTPALIUN)

JaTa nepBoii perucrpanum:

10. JATA IIEPECMOTPA TEKCTA

O6mas xapakrepuctuka jgekapcrsenHoro npenapata PUBAPOKCABAH JIEKAC ngoctynHa Ha
uH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHYECKOTO CO103a B HH(MOPMAaLMOHHO-

KOMMYHHUKaIIMOHHOH cetu « THTepHeT» https://eec.eacunion.org/
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