COOTBETCTBYET ZKCINEPTHOMY OTYETY
or 30.08.2024 N= 18288
OBILASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOLOTIPENMAPATA- 0002)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
Wurubcea, 2,5 Mr, TabJICTKH, TOKPHITHIC TUICHOYHON 000JIOUKOH.
2. KAUECTBEHHbBIN U KOJTUYECTBEHHBIN COCTAB

JeiicTBytoliee BEIIeCTBO: pUBapOKCaOaH.
Kaxxnas TabneTka conep uT 2,5 M puBapokcadaHa.

BcnoMoraTenpHbie BellecTBa, HATMYKME KOTOPBIX HAJO0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4.).

[TonHbIi TepeueHb BCIIOMOTaTENbHBIX BEIIECTB MPUBEIEH B paszene 6.1.
3. JIEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIICHOYHOU 0007104YKOM
Kpyrible, TBOSKOBBIMYKIIbIE TA0JIETKH, TOKPHITHIC TUIEHOYHON 000JIOUKON CBETJIO-KEITOrO I[BETA.

4. KIIMHUYECKUE JAHHBIE
4.1. Tloxka3aHusl K NPUMEHEHUIO

[Tpenapat Muru6ca nokasan K IpUMEHEHHIO Y B3POCIIBIX JJIS:

e [pOQUIAKTUKUA CMEPTHU BCIEJICTBHE CEPAECUHO-COCYTUCTHIX MPUYMH, HH(pApKTa MUOKApAA U
TpoM0O3a CTEHTa Yy TMalMeHTOB Iocie ocTporo KopoHapHoro cunapoma (OKC),
IPOTEKABILIETO C MOBBIIIEHUEM KapAHOCHEUPUUIECKUX OMOMapKepoB, B KOMOMHUPOBAHHOMN
Tepalvu C AaleTUJICATUIMWIOBOM KHUCIOTOM WA € aAUEeTHWICAUIUIMIOBOM KHUCIOTOM |
TUEHONUPUANHAMHU — KIOMUAOTPEIOM MIIM TUKIIOMHUIUHOM.

e poUIAKTUKU UHCYIIbTA, HH(APKTa MUOKap/a 1 CMEPTH BCIIEACTBUE CEPJICUHO-COCYAUCTBIX
IPUYMH, a TaKKe MPOPUIAKTUKU OCTPOM HIIEMUU KOHEYHOCTEW M OOIIed CMEPTHOCTH Y
NAUEHTOB C uieMuyeckoil 6omaesnpto cepana (MbC) nnu 3a0oneBanneM nepupepuueckux
aprepuil (311A) B KOMOMHUPOBAHHOM Tepanuu ¢ aleTUICATUIUIOBON KUCIOTOM.

4.2. PeuM 103MPOBAHMSA U CNIOCOO NMPHUMEHEHUs

Pexxum go3upoBaHus

Pexomennyemas no3a npenapara Muru6ca cocrasisier 2,5 Mr 2 pa3a B JIeHb.

Ocmpeutii koponapuwiii cunopom (OKC)

[Tarmentam, npuHEMatonM 1o 1 Tabnerke mpenapara Marunbdca 2,5 Mr aBa pasza B J€HB, TaKKe
HEO0OXOAMMO TPUHUMATh CYTOYHYIO JT03Y alleTUIICATHIIMIOBON KUCIOTHI 75—100 MI wiii CyTO4HYIO
J103y aleTHIICATUIUIOBON KHCIOThI 75—100 Mr B coueTaHuu € CyTOYHOM JT030H KJIonuaorpena 75 mMr
WJIM CTaHJAAPTHOM CYTOYHOW O30 THKJIONH/INHA.

[TpoBoguMOE JeueHHE JOJKHO PETYJISIPHO OLEHHMBATHCA C TOYKU 3pEHUsl coOtoJeHHs OanaHca
MEX/y PUCKOM pa3BUTHUS UIIEMUYECKHX COOBITHI U PUCKOM KpoBoTeueHus. Pelienne o npoaieHun
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JIeYeHHUs CBbImIe 12 MECCALICB OOJIXKHO OBITE IIPUHATO HHHHPQ a%lgl%j-gﬂgdl(uﬁdlaggEﬂaHHeHTa,

IIOCKOJIBKY OIIBIT IPUMEHEHHUS NTpenapaTa BIUIOTh A0 24 Me'cgtlré'ﬁ' MQ&ELEH bHOCTb 0002)
Jleuenne npenaparom Murubca 2,5 Mr ciieyeT HaYMHATh KaK MOKHO PaHbIIe MOCIe CTaOUIN3aIMN
nanuenta B xoje tekymero OKC (Bkiroyast mpoueaypsl peBackyisipuzanuu). Jleuenue npenaparom
WNurubca cienyer HaunmHaTh MUHUMYM 4epe3 24 yaca mocie rocnuranusaunuu. [Ipuem npenapara
WNurub6ea 2,5 Mr cienyer HauMHaTh TOTAQA, KOIZA MApeHTEpajbHOE BBEJICHHE AHTUKOAryJIsSHTOB
0OBIYHO IPEKpalaeTcs.

Hwemuuecxkass 6onesnv cepoya (UBC) unu 3abonesanue nepugpepuueckux apmepuii (311A4)
[Taniuentam, npuHEMaronuM 1mo 1 tabneTke npemapara Marubca 2,5 Mr nBa pasa B J€Hb, TaKKe
HEOOXOAMMO MPUHUMATH CYTOUYHYIO 03y aleTuicaauiuioBoi kuciaotel 75—100 mr. Ilanuentam
MOCJI€ YCHENIHOW MPOLEAYypbl PEBACKYJISIPU3ALUN HIXKHUX KOHEYHOCTEH (XMPYpruyecKod WiH
9H/I0BACKYJISIPHOM, BKIIOYas IMOpuAHbBIE Npolenypbl) BcaeacTBue cumnromHoro 3IIA cimexyer
HAaYMHATh JICUCHHUE TOJIBKO MOCIE JOCTUKEHUS reMOoCcTasa.

JnuTenbHOCTh JIEYEHHs] JOJDKHA OMNPENeNATbCs WHAMBUAYAJIbHO [UIsl KaKIOro IMaluMeHTa Ha
OCHOBaHUU PETYJSPHBIX OlleHOK. Heo0Xx0a1Mo B3BEIINBATh PUCK BO3HUKHOBEHHS TPOMOOTHYECKHIX
COOBITHIA 110 CPAaBHEHUIO C PUCKOM KPOBOTEUECHHUS.

Ocmpuiii koponapuwiii cunopom (OKC), uwemuueckas 6onesnwv cepoya (MBC) unu 3abonesanue
nepughepuueckux apmepuii (3114)

IIpuem 00HOBpeMEHHO ¢ aHMUMPOMOOYUMAPHOU mepanuell

Y ManMeHToB ¢ OCTPBIM TPOMOOTHUYECKHM COOBITHEM WJIM BMEIIATEILCTBOM Ha COCYIaX, KOTOPBIM

TpeOyeTrcss JBOWHAS aHTUTPOMOOIUTApHAs Tepamusi, CJICAyeT OICHUTh HEOOXOJUMOCTH
MIPOJIOJDKECHMSI MpueMa mpernapata MHruOca 2,5 mr nBa pa3a B J€Hb B 3aBUCHMOCTH OT THIIA
TPOMOOTHYECKOTO COOBITHS MM BMEIIATEIBCTBA, @ TAKKE CXEMbl aHTUTPOMOOIIMTAPHOU TepaIuu.
be3onacHocth u 3¢ dexTuBHOCT, Tpenapara Murubca 2,5 Mr mpu mpueMe aBa pa3a B JICHb B
KOMOHMHAIIUY C ABOWHOM aHTUTPOMOOILIMTAPHON Tepanueil ObLTN N3yUeHBI Y MallueHTOB:

* HegaBHo nepeHecux OKC, B kKoOMOWHAnuMM C ameTHWICATUIIMIOBOM KHCIOTOM U

KJIOTHUIOT PEJIOM/TUKIIONUINHOM (cM. pa3zaen 4.1.), u

*  TI0CJIe HEJJABHO TIEPEHECEHHOM MPOIEAYPhl PEBACKYIIIPU3AIINN HUKHUX KOHEUHOCTEH
BcaencTteue cumnroMuoro 3IIA, B KOMOMHAMKM C aLETHICAIHUIMIOBOM KHUCIOTOM M, €CIIH
MPUMEHUMO, KPaTKOCPOUHBIM MTPUMEHEHHEM KJonuaorpena (cM. pazaen 4.4.).

Ilepexoo ¢ anmaconucmos eumamuna K (ABK) na npenapam Hrneubca

ITpu nepexone nauuentoB ¢ ABK na npenapat Murutcea 3nadenuss MHO moryt ObITh OMIMOOYHO
3aBBIIIEHHBIMU TOciie mpueMa mnpenapara HWMurub6ca. MHO He mnoaxomuT mis omnpenencHHs
AQHTHUKOATYJITHTHON aKTMBHOCTHU Ipenapata MHruoca 1 mosToMy He JT0JIKHO MCIIOJIb30BaThCs C 3TON
nenbio (cM. pazzaen 4.5.).

Ilepexoo ¢ npenapama Uneubca na anmaconucmol eumamuna K (ABK)

CymiecTByeT BEpOSITHOCTh BO3HMKHOBEHMSI HEJIOCTATOYHOI'O AHTUKOATYJISHTHOTo 3¢¢ekra mnpu
nepexoqe ¢ tepanuu mpenaparom WMuru6ca Ha ABK. HeoOxommmo oOecnednTh HENpepbIBHBIN
JIOCTaTOYHBIM aHTUKOATYJITHTHBIN 3¢ (heKT BO BpeMs Iepexo/ia Ha ajJbTepHATUBHBIA aHTUKOATYJISHT.
Crnenyer oTMeTUTB, uTO Tpenapat Murudca moxer cnocodcTBoBaTh noBeimenno MHO.
[TanmenTtam, nepexoasumm c npenapara Muarudca na ABK, cienyer ogHOBpeMEHHO NpUHUMATH
ABK, noka MHO =e nocturner >2,0. B TeueHue nepBbIx ABYX JHEH NEPEXOJHOrO EPUOAA JOJDKHA
MPUMEHSATHCS CTaHAapTHas HadainbHas no3a ABK c¢ mocnenyromeit nozoin ABK, ompenensiemoii B
3apucuMocTH oT BenuuuHbl MHO. Bo Bpemst oqHOBpeMeHHOro mpuMeHeHus npenapara Murubea u
ABK MHO nomxHO omnpenensThes HE paHee, ueM depe3 24 yaca mociie mpeaplaylero npruema, Ho
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JI0 TIpueMa clieayromen 1036l npenapata MHruoch.

Nurubca 3naueane MHO MoxeT ObITH JOCTOBEPHA QLIPS
npuemMa nocieaHen 103ul (cM. pazgenst 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvbHbIX aHMUKoazynsAHmMoe na npenapam Muzubca

VY manueHTOB, MONYYaIOIIUX MapeHTepalibHble aHTHKOATYJSHTBI, CIelyeT IPEKpaTUTh BBEICHUE
MapeHTePaIbHOTO aHTHKOATYJISIHTAa U HAUMHATh NMpUMEHeHHe npenapara Murubdca 3a 0-2 vaca 1o
BPEMEHHM CJEAYIOUIEr0 IUIAHOBOTO IapeHTEPAJIbHOIO BBEJACHHUS Ipemnapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO TelaprHa) WIM B MOMEHT IPEKpalleHHs] HEIPEPhIBHOTO MapeHTEPaIbHOTO
BBEJICHUS Mpernapara (HanpuMep, BHYTPUBEHHOTO BBEJCHHS HEPPAKIIMOHUPOBAHHOTO reapuHa).

Ilepexoo ¢ npenapama Hneubca Ha napenmepanvbhbie AHMUKOA2YIAHMbL
Crenyer BBECTH MEPBYIO /103y MapeHTEPATLHOTO aHTUKOATyJIsTHTa B TO BPEMs, KOT/Ia HY>KHO OBLIO
IPUHUMATH CIIEIYIOILYIO 103y npenapara MHrubca.

IIponyck 10361

Ecnu no3a mpomyleHa, ManydeHT AOKEH MPOJOJKHTH MPUEM Mpernapara B OOBIYHON /03¢ B
CJIEYIOIINI 3aTUTAHUPOBAHHBIN B COOTBETCTBHH C peKOMEHIaIusIMu ripreM. He cienyer npuHuMaTh
JBOMHYIO 7103y AJI1 KOMIIEHCAIMH MPOIYIIEHHOMN 103bI.

Oco0bIe T'PpYIIIBI NAlIMCHTOB

Tlayuenmol ¢ napywienuem @yHKyuu novex

Wmeromuecst orpaHu4eHHBbIe KIWMHUYECKHE TaHHBIE JEMOHCTPHUPYIOT 3HAYMTENILHOE ITOBBIIICHHUE
KOHIIGHTPalii puBapoKcabaHa B IJIa3Me y MAalMEHTOB C TKEIIOW CTENEHBIO HApyIIeHUS (QYHKIUU
nouek (KnKp 15-29 mn/mun). BentencTeue 3Toro Jiuis 3Toi KaTeropuu NaeHToB npenapat Marudca
cileflyeT NMPUMEHATh C OCTOPOXKHOCTBIO (cM. pasgensl 4.3 u 4.4). Ilpumenenue mnpemnapara He
pexomenioBaHo y nanueHToB ¢ KinKp <15 mi/musn (cMm. paznenst 4.4. u 5.2.).

VY nanuenTtoB ¢ HapymeHueM (pynkiun noyek jerkoit (KnKp 50-80 mu/mun) win cpenneit (KinKp
30—49 mi/MUH) CTENEHNU TSHKECTH He TpeOyeTcst KOppeKLMH 103kl (M. paznen 5.2.)

Tayuenmsi ¢ HapyweHnuem yHKyuu neyeHu

[Tpenapat MHru6ca npoTuBOIIOKa3aH MalueHTaM ¢ 3a001€BaHUSIMU IEUEHH, COITPOBOKIAIOIIUMUCS
Koal"y.]'IOHaTI/IGI\/JI U PUCKOM KIMHHUYCCKH 3HAYUMOI'0 KPOBOTCUYCHHA, B TOM YHCJIC IMALlUCHTaAM C
nuppo3om neuenu kinacca B u C no kinaccudukanun Yaitna-I1eto (cm. paznenst 4.3. u 5.2.).

Tayuenmoi noscunozo eospacma
Koppexnust 103l He TpeOyetcst (cM. pazznensl 4.4. u 5.2.). PUck KpoBOTE€UEHHUs YBEIMUUBAETCS C
NOBBIIIEHUEM Bo3pacTa (cM. pa3zaen 4.4.).

Macca mena
Koppekuust 10361 He TpedyeTcs (cM. pazaenst 4.4. u 5.2.).

Llon
Koppeknus 10361 He TpedyeTes (cM. pazaen 5.2.)

eTn
bezonacHOCTh W 3P PEKTHBHOCTh NMpUMEHEHHs npernapara MHrnOca tabnerkn 2,5 mr y nereid B
Bo3pacte oT 0 10 18 et He ycranoBneHsbl. JlanHble oTcyTcTBYIOT. [Ipenapatr Unru6ca tabnetku 2,5
MT HE peKOMEHIyeTCsl K IPUMEHEHUIO Y IeTel B Bo3pacTe 10 18 net.

Cnoco6 npuMeHeHus
BHyTpb, He3aBUCHMO OT npuema nuny (cM. paznenst 4.5. u 5.2.).
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Hszmenvuenue mabnemox ot 30.08.2024 Nz 18288

(10C B4 H 002
Ecnu nanueHT He criocoOeH MpOTrIoTHTh TalJIETKY HGIII/IKOI\/ll-l Tarﬁ;llg*f%f«f ﬁné}lfaﬂiiﬁa' ‘171(;4;[1?6%5 MOXKET
OBITh N3MENIbYCHA M CMEIIaHa C BOJIOM WK sI0JIOUHBIM ITIOPE HEMTOCPEICTBEHHO Mepe]] TPUMEHECHHEM
U IIEPOpaIbHBIM IIPUEMOM.

M3menbueHHas TabeTKa Tak)Ke MOXKET ObITh BBE/IEHA Yepe3 KeTyA0UHbIN 30H (CM. pa3aesl 5.2.
1 6.6.)

4.3. TIIporuBomoka3zaHus

— I'unepuyBCTBUTENBPHOCTh K pHBApOKcabaHy WM K JIOOOMY M3 BCIIOMOTATEIbHBIX BELIECTB,
MepeUYrCIICHHBIX B pazjaene 6.1.

— KimHnuecku 3HauMMoe aKTUBHOE KPOBOTEUEHHUE.

— IloBpexxaeHne WM COCTOSHHE, CBSI3aHHOE C TOBBIIICHHBIM PHUCKOM OOJBIIOTO0 KPOBOTECUCHHUS.
Hampumep, nmMeromascs wiv HEIaBHO MEPEHECEHHAs KENyJO04YHO- KUIIEYHas s3Ba, HaJIU4ue
3JI0KaYECTBEHHBIX HOBOOOPAa30BaHUI C BBICOKMM PHUCKOM KPOBOTEUEHHMsI, HEJABHUE TPABMbI
TOJIOBHOT'O MJIM CIMHHOT'O MO3Ta, HEJJaBHUE ONEpalliy Ha FOJIOBHOM, CIIMHHOM MO3Te W TJla3ax,
HE/laBHEe BHYTPHUEPEIIHOE KPOBOM3IUSHUE, JAMArHOCTUPOBAHHBIA WM IpearoaraeMbli
BapUKO3 BEH IUIIEBO/1a, apTEPHOBEHO3HbIE MaJIb(hOPMAIMH, aHEBPU3MBbI COCYJIOB HJIU CEPbE3HbIE
[aTOJIOTUU COCYJIOB T'OJIOBHOTO MJIM CIIMHHOT'O MO3Ta.

— ComnyrcTByromasi — Tepanus  KaKUMHU-JIMOO  JPYTMMM  AQHTUKOAryJssHTaMH,  HalpuMep,
HE(QPaKLMOHUPOBAHHBIM TI'EMAPUHOM, HU3KOMOJEKYISPHBIMU TIenapuHaMH  (PHOKCANapuH,
JanTenapuH M Jip.), NPOU3BOJHBIMU TrenapuHa ((OoHIANapuUHYKC U JAp.), NepopaibHbIMU
aHTUKoAaryinssHTamMu (Bapdapus, mgaburaTpaHa STEKCWJIAT, amukcabaH M Jp.), KpOMe CllyyaeB
mepexoga ¢ WM Ha puBapokcabaH (cM. pasgen 4.2.) wWiIM OpH  ITPUMEHEHHHU
HEe(QpPaKIMOHUPOBAHHOTO  TeMapWHa B /033X, HEOOXOAWMBIX  JJs  OOecredYeHus
(GYHKIMOHUPOBAHUS [IEHTPAIIBHOTO BEHO3HOTO WJIM apTepHaIbHOTO Karerepa (cM. pasaen 4.5.).

— Jleuenne OKC npu mnomouy aHTHArperaHTOB Y TMAlMEHTOB, IEPEHECIIMX HWHCYIbT WIN
TPAH3UTOPHYIO UIIEMHYECKYIO aTaKy (cMm. paznuen 4.4.).

— IlpumeHeHue B coueTaHnU ¢ alleTHICAININIOBOM kucioTon y nanuenTos ¢ UbC nnm 311A, panee
NIEPEHECUINX T€eMOPPAaruyeCKUi MU JJAKyHAPHBIA MHCYNIBT, @ TAKXKE B TEUEHUE NIEPBOT0 Mecsla
mocJie TI000T0 UHCYIbTa (CM. pazzaen 4.4.).

— 3a0oneBaHMs TEUYEHH, MPOTEKAIOLIUE C KOaryJiomnatueil M pUCKOM KIMHUYECKH 3HAUYUMOIO
KPOBOTEUECHHMS, BKJIIOYasi LUppo3 nedyeHu kinacca B u C no knaccudpukanuu Yainna-Ilso (cm.
pazzgen 5.2.).

— bepeMeHHOCTh M NTepHO TPYAHOTO BCKapMIIMBaHuUs (cM. paszen 4.6.)

4.4. OcoOble yka3aHUsA U MepPbI NPEA0CTOPOKHOCTH NPH NPUMEHEHUH

V¥ nanuenTos nocie OKC s3¢dexkTnBHOCTS U 6€30MacHOCTh prBapokcadaHa 2,5 MT /1Ba pasa B J€Hb
OBUTH M3y4EHBl B KOMOWHAIIUKA C aHTHATPETAaHTHBIMU CPEACTBAMHU AlCTHIICATUIIUIOBON KHCIOTOU
WJTU C alleTHIICATTUITAIIOBOM KUCIOTOM M KJIOMHIOTPEIOM/ TUKIIOTIHIHHOM.

VY nanueHToB ¢ BBICOKUM prckoM uiemudeckux coobituit ¢ MBC nnu 3I1A s pextuBHOCTD U
0e30macHOCTh puBapokcabana 2,5 Mr aBa pa3a B JCHb ObUIM W3Y4E€Hbl B KOMOWHAIUU C
areTUIICAJIMITUIIOBOM KHCIIOTOM.

VYV nmauueHToB nocie HeJaBHO NEPEHECEHHOM MPOLEAyphl PeBaCKYISIPU3ALMHA HUKHUX KOHEUYHOCTEH
BeyencTBue cuMntoMHOro 3I1TA addextuBHOCT 1 6e30macHOCTh puBapokcadaHa 2,5 MT J1Ba pa3a B
JIeHb OBLTH M3YYCHBI B KOMOWHAIIUY C aHTHATPETAaHTHBIM CPEJCTBOM aIleTHIICATUIIAIIOBON KHUCIOTOM

4



COOTBETCTBYET 2KCNEPTHOMY OTYETY

o o 370
WIM C aAUEeTWICAIMIMIOBOM KHUCIOTOM M Kpa FI(OCpO‘-IHOI/I aﬁl/{ul‘{/l?:iéﬂ')l’llﬂlil AoM. [lpu

HEOOXOMMOCTH, JABOHHAas aHTUTPOMOOIMTapHA Tepart -l %ﬁ&noﬁ%&%ﬁ [Z-I J‘BKQITJ. ‘GHTB
KpPaTKOCPOYHOM; cieayeT u3deratb ATUTEIBHON IBOMHOM aHTHTp0M60uHTapH0ﬁ Teparuu.
[TpumeHeHne B KOMOMHUPOBAHHOW TEPAITUH C APYTUMH aHTHATPETAHTHBIMU CPEJICTBAMHU (HApuMep,
IPacyrpeioM WM TUKArperopoM) He ObLJIO U3y4eHO U HE PEKOMEHI0BAHO.

B Teuenue Bcero nepuoja Jie4eHUs] pEKOMEHYETCsl KIMHUYECKOe HAOJI0JEHUE B COOTBETCTBUHM C
KIIMHUYECKON IIPAKTUKON TPUMEHEHMSI aHTUKOATYJISIHTOB.

Puck kposomeuenus

Kak u npu npueme Ipyrux aHTUKOAryJSIHTOB, HEOOXOJMMO TIIATEIHHO HAOIIO/IaTh MAlMEHTOB,
NPUHUMAIOIIMX pHUBapoKcadaH, JUIs BBISBICHUS NPU3HAKOB KpOBOTeUeHHsA. PuBapokcaban
PCKOMCHAYCTCA MPUHHUMATh C OCTOPOKHOCTBIO TIIPH COCTOAHHUAX C IMOBBILICHHBIM PUCKOM
KpOBOTEUCHHMs. B citydae TsHKenmoro KpoBOTEUEHHS MPUEM pUBapOKcadaHa IOJKEH ObITh IPEeKpaIeH
(cm. paznen 4.9.).

B KIMHHYECKUX UCCIIE0OBaHUSX KPOBOTECUYCHUS M3 CIIM3UCTHIX 000JI0YEK (2 UMEHHO: KPOBOTCUCHUE
U3 HOCA, JIECEH, JKEIYIOYHO-KHIICYHOTO TPAKTa, MOYEIOJIOBOW CHUCTEMBbI, BKIIFOYAs aHOMAJbHOE
BarHAJIBHOC WM YCUJIICHHOEC MEHCTPYaJbHOE KPOBOTCUCHHE) U aHEMHUs HAOJIIOJAIMCH Yalle MpU
JUINTEIILHOM JICYCHHHM pPHUBAPOKCA0AaHOM B JIOTMOJIHEHWE K MOHOTEpANUM WM JBOWHOMU
AHTUTPOMOOIUTApHON Tepanuu. Takum oOpa3oMm, B JOMOJHEHUE K HAUICKANIEMY KIMHUYCCKOMY
HAOJIO/ICHUIO0, JTA0OpAaTOPHOE HCCIICIOBAHUE TeMOTTIOOMHA/TEMATOKPUTA MOXKET OBITh 3HAYMMBIM
AJI1 BBIABJICHUA CKPBITBIX KpOBOTe‘ICHI/H\/JI U KOJIWYECTBEHHOU OLCHKU KJIIMHUYECKON 3HAYMMOCTU
SABHBIX KpOBOTe‘-IeHI/Iﬁ B ClIy4asaXx, Koraa IpuMEHUMO.

Heckoapko moarpymnn nayeHToB, YKa3aHHbIe HIKE, UMCIOT TIOBBIIICHHBIN PUCK KPOBOTCUCHHS. B
CBSI3U C ATHM, NPU NMPUMEHEHUH PHBApOKCca0aHa B KOMOMHALIMYU C JIBOMHON aHTUTPOMOOLUTApHOU
Tepanuei y MaueHTOB ¢ U3BECTHBIM MOBBIIICHHBIM PHCKOM KPOBOTCUCHHM, TAHHBIN PUCK TOJDKECH
OBITh COOTHECEH C TOJb30M OT MPEIOTBPAILCHHUS AaTepoTPOMOOTHYECKHX CcoObITHH. Tarke
HEOOXOMMO TINATEIHbHO HAONIOMATh TAKUX TAIMEHTOB IIOCJIEC Hadaja JICUCHUS HAa TPU3HAKU U
CUMIITOMBI OCJIO)KHEHUU B BHUJE KpoBoTeueHuW W aHemuu (cMm. pasnen 4.8.). Ilpu mro6om
HEOOBSCHUMOM CHIDKEHHUHW TI'e€MOIJIOOMHA WIIH ApTCPHUAIIBHOTO OaBJICHUSA H€O6XO)II/IMO HCKaTb
HCTOYHHUK KPOBOTCUCHMU.

Tepamnus puBapokcabaHoM He TpeOdyeT pyTMHHOTO MOHUTOPHHTA €ro dKCHO3UIHMH. TeM He MeHee,
U3MEpEeHHe KOHIICHTpAI[MM pHUBapoKcabaHa ¢ TOMOIIBI0 KaduOpPOBaHHOTO TecTa s
KOJIMUECTBEHHOTO OMpeAeNieHUs] aHTH-Xa AaKTUBHOCTH MOXET OKa3aTbCid TOJE3HbIM B
UCKITIOYUTENBHBIX CIy4yasX, Korma uHdopmamus o0 SKCHO3MIMHU pUBApoKcabaHa MOXKET OBITh
UCIIONIb30BaHA TIPU TPHUHATHH KIWHAYECKM 3HAYUMBIX pEIUIeHH, Hampumep, B cliydae
MePeI03UPOBKH HITH SKCTPEHHOTO XUPYPTrUIeCKOr0 BMEIIATEeILCTBA (CM. pa3zen S.).

Hapywenue ¢ynxyuu novex

VY nanueHToB ¢ TspKenbiM HapymieHueMm ¢yHkuuu noudek (KnKp <30 mu/muH) kKoHueHTpauus
puBapokcabaHa B IJla3Me MOXET ObIThb 3HAUMUTENIbHO MOBBIIIEHHON (B 1,6 pa3a B cpenHeM), yToO
MOYKET NMPHUBECTU K MOBBIIMIEHHOMY PUCKY KpoBOTeueHuH. PuBapokcabaH J0IKEH MPUMEHSATHCS C
ocTopokHOCThIO y nanueHToB ¢ KnKp 15-29 mn/mun. [Ipumenenue npenapara He peKOMEHAyeTcs
y nanenToB ¢ KnKp <15 mn/mun (cM. pazaenst 4.2. u 5.2.).

PuBapokcaban cienyer ¢ OCTOPOXKHOCTbIO HPUMEHSTHh Yy MAIMEHTOB CO CpEIHEH CTeNeHbIo
Hapymenus ¢yakuuu nodek (KnKp 30-49 mn/mun), noiaydaromux COMYTCTBYIOILIME IMpernapaTsl,
KOTOpBIE YBEIIMUMBAIOT KOHIIGHTPAIIMIO pUBapoKcabaHa B 1iazMe (cM. pazaen 4.5.).

Bzaumoodeticmsue ¢ Opyeumu nekapcmeenHvlMu npenapamamus
[IpumeHneHue puBapokcabaHa HE PEKOMEHIYETCS Yy MAlUMEHTOB, IMOJYYalOIIUX COIYTCTBYIOIIEE
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pI/ITOHaBI/IpOM). OTH npenapatsl ABIA0TCA MOIIHBIMU HHrHOuTOpamu CYP3A4 u P-riimkonporenHa.
Takum 00pa3om, 3TH HpenapaTsl MOTYT HOBBIIATh KOHIEHTPAIMIO pUBapokcabaHa B IUIa3Me JI0
KIIMHUYECKH 3HAUMMBIX 3HA4eHUM (B 2,6 pa3a B CPEAHEM), YTO MOXKET MPUBECTH K MOBBIILIEHHOMY
PHUCKY KpOBOTEUCHHM (CM. pa3aen 4.5.).

Cnenyer co0ioaTh OCTOPOKHOCTb, €CJIM MAlUEHT OJAHOBPEMEHHO IOJy4YaeT JIeKapCTBEHHbIE
mpenaparbl, BIUSIOIIME HA TIEeMOCTa3, TaKhHe KakK HEeCTePOUJHBbIE IMPOTHUBOBOCHAIUTEIHHBIC
npenapatsl (HIIBII), aneruncanuuuiaoByl0 KUCIOTY U MHTHOUTOPHI arperad TpOMOOLMTOB MU
CEJICKTHBHBIC MHTHOUTOPBI 00paTHOTO 3axBaTa ceporoHuHa (CHO3C) u ceneKTUBHBIC HHTUOUTOPHI
oOparHoro 3axBara ceporoHuHa u HopanuHehpura (CHUO3CH). IlanmentamMm ¢ puUCKOM
3B000pa30BaHUsl B JKEIYJAOUYHO-KHIIEYHOM TPAKTE MOXKET OBbITh HAa3HAYEHO COOTBETCTBYIOIIEE
npodmiakTuieckoe JeueHue (cM. pasuen 4.5.).

Ecnu manueHTsl MONMy4arOT pUBapoKcabaH M aHTUTPOMOOILMTApHBIEC IpenapaThl, HCIOJIB30BATh
comyrcTByromyto Ttepanuto HIIBII crmegyer, Tonbko ecid TOJb3a TMEPEBEIIMBACT PHCK
KPOBOTEYCHHSI.

lpyeue pakmopyl pucka kposomeyeHu
PuBapokcaban, kak 1 Ipyrue aHTUTPOMOOTHYECKUE CPEACTBA, HE PEKOMEHAYETCS K MPUMEHEHUIO
MalreHTaM, UMEIOIINM IMOBBIIIICHHBIN PUCK KPOBOTEUEHUH, B TOM UHUCIIE!

*  BPOXJEHHAas WX NPUOOPETEHHAs! CKIIOHHOCTh K KPOBOTCUCHUSIM;

*  HEKOHTpOJUpYyeMas TsDKellasg apTepHalibHasi TUIIEPTEH3HS;

e Ipyrue 3a00JeBaHUS KENYyA0YHO-KUILIEYHOTO TPaKTa 0e3 aKTUBHOT'O U3bSI3BIECHUS, KOTOPHIE
MOTEHIIMAJIbHO MOTYT TPHUBECTH K OCIOKHEHUSM B BHJAE KpPOBOTECUCHHIl (Hampumep,
BOCHAJIMTENbHOE 3a00JIeBaHUE KHUIIEYHUKA, 330(parut, racTpUT U TacTpodsodareanbHas
pedirokcHas 00JIe3Hb);

*  cocyaucTas peTHHONaTHs,

*  OpOHXOAKTa3bl WM JIETOYHOE KPOBOTEUCHUE B aHAMHE3E.

Ucnons3oBatk ¢ octoposkHocThIO Y anmenToB ¢ OKC u UBC/3I1A:

* Bospact >75 ner, ecim NpUHUMAETCS BMECTE C AUCTWICATAIIMIOBOM KHCIOTOM WM C
AlleTUJICAIMIIMIIOBOM ~ KUCIOTOW W KJIOMUIOTpeNoM/THKIonuanHoM.  HeobOxomumo
pEryiasipHO UHJIUBUAYAIbHO OLIEHUBATh COOTHOILIEHUE MOJIb3bI U PUCKA OT JICUCHHUS.

*  Hwuskas macca tena (<60 Kr), eciiy IPUHUMAETCS BMECTE C alleTHJICATUIIMIOBON KUCIOTOU
WJIH C alleTHJICATHIIMIOBON KMCIOTOM U KIIOMHIOTPEIOM/THKIIOHTTHOM.

*  IManuentsl ¢ UBC u TsKenoi CUMIITOMHOM ceplIeYHOM He1ocTaTOuHOCThI0. MccnenoBanus
MOKA3bIBAIOT, YTO TaKHE MAIMeHThl MOTYT TOJYYUTh MEHBIIE TOJIb3bl OT JICUCHUS
pUBapOKCcabaHOM.

Tayuenmoi ¢ pakom

[TareHTBI CO 37OKAYECTBEHHBIM 3a00J€BaHWEM MOTYT OJHOBPEMEHHO TOJBEpraTtbes Oolee
BBICOKOMY PHCKY W KPOBOTEYEHHUs, U TpoMOo3a. HAMBUAYyaIbHAS TOJb3a aHTUTPOMOOTHYECKON
Tepanuu J0JHKHA OBITh COTIOCTaBICHA C PUCKOM KPOBOTEUEHHS Y MAllMEHTOB C aKTUBHBIM PaKOM B
3aBUCHUMOCTH OT JIOKAU3allMK OMYyXOJIW, MPOTUBOOITYXOJICBOM TEpamuu M CTaAUU 3a00JIeBaHHUS.
Onyxoiu, pacioyIOKEHHBIE B KEyI0YHO-KUIIEYHOM WJIM MOYETIOJIOBOM TPAKTE, aCCOIIMUPOBAINCH
C TIOBBINICHHBIM PHCKOM KPOBOTCYCHUSA BO BpPEMA TCpalnunu pI/IBap0K036aHOM. HpI/IMeHeHI/Ie
puBapokcabaHa y TAIMEeHTOB CO 3JI0OKAYECTBCHHBIMH HOBOOOPA30BAaHUSMH W BBICOKUM PHCKOM
KPOBOTEYCHHS IPOTHUBOIIOKA3aHO (CM. pa3zaen 4.3.).
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PuBapokcaban He cienyeT IpUMEHSTh UId MPoQH
HE/IaBHIOID TPAHCKATETEPHYIO 3aMEHy aopTaJbHOro kiamaHa. be3omacHocTh M 3((HeKTHBHOCTH
NpUMEHEHHs pUBapokKcadaHa HE W3YYAINCh y MAlUMEHTOB C MCKYCCTBEHHBIMU KJIAlIaHAMHU CEepAla,
CIIE/IOBATENIFHO, HET JTAaHHBIX, IMOITBEPIKIAAIONINX, YTO IPUMEHEHHE puBapokcabaHa o0ecrieunBaeT
JOCTaTOYHBIM AHTUKOATYJISHTHBIA 3(QQEKT y TaHHOW KaTeropuu ManueHToB. JledeHne Ttakmx
[AalMEHTOB PUBAPOKCA0aHOM HE PEKOMEHTYeTCS.

Tayuenmoi ¢ anmughocgonunuouvim cuHOPOMOM

[IpuMeHeHHe TEPOPANBHBIX AHTUKOATYJISHTOB MPSIMOTO JEHCTBHS, BKIIOYAs pPHBApOKcabaH, HE
PEKOMEHIyeTCSl Y TAI[MeHTOB, MMEIOIUX TPOMOO3bI B aHAMHE3€, Y KOTOPBIX JAMAarHOCTUPOBAH
aHTU(POCPOTUMHUIHBIN CUHAPOM. B dYacTHOCTH, Yy TMAINMEHTOB C TPOWUHBIM TIO3UTHBHBIM
aHTU(GOCPOTUMHUIHBIM  CHHAPOMOM (HAJIMYUE BOJYAHOYHOTO AHTHUKOATYJISHTA, AHTUTEN K
KapAMOJIHUITHHY U aHTHTEN K 0eTa-2-TIuKonpoTenHy |) Tepamnus nepopaibHbIMUA aHTUKOATYJITHTaMU
NPSIMOTO JICHCTBUS MOXKET CONPOBOXKIATHCS MOBBIIMICHHOW YaCTOTON PEIIMIUBOB TPOMOOTHUECKUX
COOBITHI1 B CPABHEHUU C Tepaluell aHTaroHucTaMu BuTamuHa K.

Tayuenmor ¢ uncynomom uw/unu THA 6 anamnese
Ilayuenmovr ¢ OKC
[Tpuem puBapokcabana 2,5 MI IpOTHUBONOKa3aH AJis JieueHus nanueHToB ¢ OKC, uMeromux nHCyIbT

i THUA B anamueze (cm. pazgen 4.3.). Bbuto mpoBeAeHO HCCIEIOBAHUE JHUIIL HECKOJIbKHX
narueaToB ¢ OKC, umerommx B aHamMHe3e WHCYIbT Wi THUA, HO MOJyYeHHBIC OrpaHUYCHHBIC
JTaHHBIE 110 (P (HEKTUBHOCTH IEMOHCTPUPYIOT OTCYTCTBUE KIIMHUYCCKOM BBITOJIBI OT JICUCHHSI y TAKUX
MAIMECHTOB.

Hayuenmor ¢ UBC/311A

[MaruenTsl ¢ UBC nnu 31TA ¢ HanuureM B aHaMHE3€ FeMOPParun4ecKoro Uitk JaKyHapHOTO HHCYIIbTA,

WIN y KOTOPbIX HaOJII0AAJICs NIIEMUYECKUN HeJTaKyHApHBIN MHCYJIBT B T€UEHHUE NPEILIECTBYIOIETO
MecsI1a, He U3y4Jalnuch (cM. pasnen 4.3.).

[TanreHTH! TOCIIE HEJAaBHO MEPEHECEHHOW MPOLEAYPbl PEBACKYISAPU3ALMY HMKHUX KOHEYHOCTEU
BeienctBue cumnromMuoro 3ITA ¢ mpeamecTByromuM HHCYnbToM Ui TUA He u3yudanuch. Y 3THX
MAIMEHTOB, MOJIYYaIOIUX JBOMHYI0 aHTUTPOMOOLIUTAPHYIO TEpANHIO, CIEeayeT U30eraTh JeUeHus
pHUBapoKcabaHoOM 2,5 MT.

Cnunanvnas/anudypanvHas anecmesus Uil NYHKYUsL

[Ipy  BBIMONHEHWH  HEUPOAKCHABHON  (CNIMHATBHOW/AMUAYPATbHOW)  aHECTe3UH WU
CIUHAIBHOMN/AMHUAYpaTbHON MYHKIIUU MAIUEHTaM, MTOJIYYaloIUM aHTUTPOMOOTUYECKHE TIpermapaThl
C Uenbl0 TNPOPUIAKTHKH TPOMOOIMOOIMYECKUX OCIOKHEHUH, CYIIECTBYEeT PHCK pPa3BUTHUS
SMUYPAIBHON WM CHUHAJIBHOW T€MaTOMBbI, KOTOpas MOKET NPUBECTH K JUIMTEIBHOMY WU
MOCTOSIHHOMY Tapanuyy.

Puck 3TUX COOBITHII MOXET MOBBIIIATHCSA TPHU TMOCICONEPAIMOHHOM MPUMEHEHHH ITOCTOSIHHOTO
SMHUAYPATBHOIO KaTeTepa WM CONYTCTBYIOIIEH TEpanuu JIEKapCTBEHHBIMU IIpenapaTaMu,
BIIMSIIOIIMMHU Ha reMocTa3. TpaBMAaTUYHOE BBIIOJHEHUE SIHMAYPATbHOW WA CIMHHOMO3TOBOU
MYHKI[MM WIHM ITIOBTOPHAs MyHKIMS TaKK€ MOTYT NOBBIIATh PUCK. [laliieHThl JOKHBI HAXOAUTHCS
o HaOMIOJEeHHEeM Ui BBISIBICHUS MPU3HAKOB WM CHUMIITOMOB HEBPOJOTHYECKHX HApyIICHUMN
(Hampumep, OHEMEHHE WM cIabO0CTh HOT, NUCHYHKINS KUIIEYHHKA WIIKM MOUYEBOTO Ty3bips). [Ipu
OOHApY)XCHHMH  HEBPOJOTHYECKMX  PACCTPOMCTB  HEOOXoaAWMa  CpoyHas  JUArHOCTHKA
HEWPOAKCUAJIbHOTO BMEIIATENICTBA MAIMEHTAM, MOJYYAIOIIMM AHTUKOATYJSHTBI, WA KOTOPBIM
MJIAaHUPYETCS HAa3HAYCHHE aHTUKOATYIISTHTOB C HEJbI0 MPO(QUIAKTHKH TPOMOO30B.

ONBIT KIMHUYECKOTO MPUMEHEHUs puBapoKcabaHa ¢ aHTUAarperaHTHBIMU CPEJICTBAMU B OMTMCAHHBIX

CUTyallusiX OTCYTCTBYCT. Hur I/I6I/ITOpLI arperanuun Tp0M6OI_II/ITOB H606XOI[I/IMO OTMCHUTL B
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C 1enpro CHMKEHUS TOTEHIIMAIIBHOTO PUCKA KPOBC TeUCHS '_L'c'évﬂE%%E‘a%ﬁ%ﬂ##?ﬁ%@ngm'éﬁhw
NpUMEHEHHEM pHBapokcabaHa M BBINOJHEHHEM HEWPOAKCHAIBbHOW (SMUAYypabHOM/CIIMHATIBHOMN)
aHEeCTe3WH WM CHHHAJIBHON ITyHKIUH, CJIEAyeT Y4YHUTHIBaTh (PapMaKOKHMHETHYECKUH MPOQHIH
puBapokcabaHa. YCTaHOBKY WM yAaJeHUE 3MUIYPaIbHOIO KaTerepa Wid JIOMOAIbHYIO MTYHKIUIO
Jdydlle MPOBOAUTH TOIJa, KOTJa aHTHKOAryIsSHTHBIA 3(QeKkT puBapokcabaHa OLIEHUBAETCA Kak
ciabbii (cM. pasgen 5.2.). OgHako TOYHOE BpeMs A JOCTHXKEHMS JOCTaTOYHO HU3KOIO
AQHTHUKOATYJITHTHOTO 3P (eKTa y Kax10ro NaueHTa Heu3BECTHO.

Pexomenoayuu no npuemy npenapama 00 U NOCIe UHBA3UBHBIX NPOYeOyp U XUPYPSUYECKUX
eMeuamenbcme

Ecnu HeoOXxommmo mpoBeJeHHE WHBA3MBHOM NpPOLEAYPHl WIM XHUPYPrHYECKOIO BMENIATEIbCTBA,
npreM puBapokcabaHa cieryeT MpeKpaTuTh 1o KpaitHei mepe 3a 12 4acoB 10 BMEIIATENIbCTBA, €CIIU
9TO BO3MOXHO, U HA OCHOBaHHUU KIMHUYECKON OLICHKHU Bpaya. Ecmm MalMCHTY NPOBOJAUTCA IJIAHOBOC
OINEpaTHMBHOE BMEUIATEIILCTBO W HEXKENIATeNICH aHTUTPOMOOIMTApHBIA 3(PQEKT, NpUMEHEHUE
MHTUOUTOPOB arperauu TPOMOOIIMTOB CJEAyeT HPEKpaTHTh, KaK YKa3aHO B HMHCTPYKLIUH II0
NPUMEHEHHIO IIpernapara, MpeaoCcTaBIsIeMOl IPOU3BOIUTEIICM.

Ecnu npouenypy Henb3s OTIOXWTH, MOBBIIICHHBIH PUCK KPOBOTEYEHHS CIEyeT OICHUBATh B
CpaBHEHHH C HEOOXOTUMOCTHIO CPOYHOTO BMEIIATEIHCTBA.

[Tpuem puBapokcabaHa cieayeT BO30OHOBUTb, KaK TOJIBKO 3TO OyAET BO3MOXKHO, ITOCIIC MHBA3UBHOU
npoucaypbl HWJINM XUPYPrudceCKOro BMECIIATCILCTBA, CCJIM ITO3BOJIACT KIMHHUYCCKAsd CUTyallusd U
JOCTUTHYT a/ICKBAaTHBIA T€MOCTAa3, UTO OMPELIISIETCS JIeUaluM BpadoM (CM. pazaen 5.2.).

Koorcnvie peaxyuu

[Tpy npoBeneHUM MOCTMAPKETUHIOBBIX HAOMIOJEHUH COOOIIATIOCh O CllyyasX BO3HUKHOBEHUS
Cepbe3HBIX  KOXHBIX  peakuui, Bkiwoyas cuHzapoM  CtuBeHca-/[)koHCOHaA/TOKCHUYECKUN
snuepManbHbiid Hekponus 1 DRESS-cunapom, Ha hoHe npuMeHeHus puBapokcadbaHa (CM.

paznen 4.8.). [lanueHTsl, 1O-BUIMMOMY, ITOJIBEPTratOTCs] HAMOOIbIIEMY PUCKY BOBHUKHOBEHHUS ATHX
peakIuii Ha paHHHUX JTanax JICUSHHs: HAa4ajJo PEeaknud B OONBIIMHCTBE CIy4aeB NMPOUCXOAHT B
TEYEHUE MEPBHIX HeJeNb JieueHus. [Ipu mepBoM MOSBICHUH TSDKEION KOXKHOM CBHINTK (HanpuMmep, MpH
€€ pacrnpoCcTpaHeHUH, MHTEHCU(UKALUK U/UIM 00pa30BaHUU BOJIIBIPEN) WK NPU HATMYUU JPYTUX
CHUMIITOMOB THIIEPYYBCTBUTEIIBHOCTH, CBA3aHHBIX C MOPAXEHHUEM CIU3UCTOM OOOJOYKH, CIeIyeT
IPEKPaTUTh TEPaAMIO PUBAPOKCAOAHOM.

I1oskmiio¥ Bo3pact
PHUCK KpOBOTEUYEHHUS] MOKET YBEIMIMBATHCS C BO3PACTOM (CM. pasaen 5.2.).

BcnoMorarenbHbIE BEIIeCTBA

[Ipenapar Marubca coaepXuT JakTO3bl MOHOTHapar. llammeHTtamMm ¢ penko BcTpedaromencs
HACJIEJICTBEHHOW HETMEPEHOCHMOCTBIO TaJaKTO3bl, JEPHUIIMTOM JIaKTa3bl JIOMAped WU TIHOK030-
TaJIaKTO3HON MaabaObCopOIMeit He clieyeT MPUHUMATD STOT Tperapar.

Jlannblil npenapat coiepkut Menee 1 MMouib (23 Mr) HaTpus Ha OJHY TaOJETKY, TO €CTh, IO CYTH,
HE COJIECPKUT HATPHUSL.

4.5. B3aumopeiictBue ¢ JAPYrMMH JIEKADCTBEHHLIMH MpenapaTtamMm W Jpyrue BHAbI
B3auUMOAeliCTBUSA

Hneubumopvr CYP3A4 u P-enuxonpomeuna
CoBMecTHOE MpUMEHEHUe puBapokcadaHa u kerokoHazouna (400 mr 1 pa3 B IeHb) WM PUTOHABHpPA
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pa3za u yBenuueHuro cpenHedl Cmax puBapokca@aHa B G
ycuseHueM (papmakoguHaMudeckux 3¢ (GeKToB JAHHOTO TMpemnapaTra, YTO MOXKET NPUBOIUTH K
YBEIIMYCHUIO PUCKA KPOBOTeUEHUs. B CcBsi3u ¢ 3TuM mpenapar PuBapokcabaH HE peKOMEHAyeTcs K
IPUMEHEHHUIO Yy TAlMEHTOB, IMOJYyYalolMX CONYTCTBYIOLIEE CHUCTEMHOE JIEYEHUE a30JI0BBIMU
IPOTUBOIPUOKOBBIMU IIpenapaTamMM, TaKMMHM KaK KETOKOHA30Jl, MUTPaKOHA30Jl, BOPUKOHA30J M
II03aKOHA30J1, UM MHruburopamu nporeassl BUY. Oty akTHBHBIE BellecTBa SBISIOTCS MOLIHBIMU
uaruoutopamu 1 CYP3A4, u P-rimukonporenna (cm. pazaen 4.4).

AKTHBHBIE BELLIECTBA, CUIbHO HHIMOMPYIOLIUE TOJIBKO OJUH M3 IyTel BbIBEIECHUS pUBapoKcabaHa,
wimi CYP3A4, wm P-rmukonporenH, BEpOSTHO B MEHbBILICH CTeneHH OyAyT MOBBIIIATh
KOHIICHTPALMIO pUBapoKkcabaHa B rja3me.

Hanpumep, xknapurpomunua (500 mr 2 pa3a B 1eHb), KOTOPBIA CUUTAETCS MOIIHBIM MHTHOUTOPOM
CYP3A4 u ymepeHHBIM MHTUOMTOpOM P-TimKompoTenHa, BbI3bIBan yBenuueHue cpeaneir AUC
puBapokcabana B 1,5 pasza u yBenudeHue Cmax B 1,4 paza. B3aumonelicTBue ¢ KJIapUTPOMHUIITTHOM
CUMTAETCs KIMHUYECKH HE3HAYUMBIM JJIs1 OOJIBIIMHCTBA MAIUEHTOB, HO MOXKET ObITh NOTEHIIUAILHO
3HAYUMBIM JJIS1 MIALIMEHTOB U3 TPYIIbI BHICOKOTO pUCKa (AJIs MalMEHTOB ¢ HapyUIeHUEeM (YHKLUU
MoYeK cM.pazzaei 4.4.).

Oputpomuit (500 mMr Tpu pasza B AeHb), ymepeHHbIM uHruourop CYP3A4 u P-rnukonporenna,
BbI3bIBaIT yBennueHue 3HadueHui cpeqaeit  AUC u Chmax  puBapokcabana B 1,3 pasa.
B3aumoneiicTBue ¢ 3pUTPOMUIIMHOM CUYHMTAETCS KIMHUYECKHM HE3HAUMMbBIM JJIsi OOJIBIIMHCTBA
MAIMEHTOB, HO MOXET OBITh MOTEHIIMAILHO 3HAYUMBIM JJIs1 TTAIIMEHTOB U3 TPYIIIBI BBICOKOTO PHUCKA.
VY nanueHToB ¢ JIETKOHM CTENEeHbI0 HapylleHus GyHKUIUY ouek 3puTpoMulivH (500 Mr 3 pasa B 1eHb)
BbI3bIBaNI yBenuueHue 3HaueHui cpeaneit AUC puBapokcabana B 1,8 paza u Cmax B 1,6 pasa mno
CPaBHEHMIO C MAalMEeHTaMH C HOpMaJIbHOW (DyHKIMEH moyek. Y MaIMeHTOB CO CpellHEell CTeNneHbIo
HapylmeHuss (YHKIMHM TOYEeK SPUTPOMHUIMH BbI3bIBAI yBelIMYeHHE 3HaueHuil cpenHeit AUC
puBapokcabana B 2,0 pa3a 1 Cmax B 1,6 pasza o cpaBHEHHIO ¢ TAIMEHTaMU C HOpMaJIbHOU (QyHKITHEH
nouek. O¢PPeKT IpUTPOMUIINHA SIBISIETCA aTUTUBHBIM K HapYIIEHUIO QYHKIMH MOYeK (CM. pa3aen
4.4.).

®nykonazon (400 Mr oguH pa3 B JI€Hb), KOTOPBIM cuuTaeTcss ymMepeHHbIM uHruontopom CYP3A4,
BbI3bIBaN yBennueHue cpeaneit AUC puBapokcabana B 1,4 pa3a u yBenuuenue cpeHeid Cmax B 1,3
pasa. B3zaumogeiicTBue ¢ (IyKOHa30JI0M CUUTAETCS KIMHUYECKH HE3HAYUMBIM JJIsi OOJBIIMHCTBA
HalMEeHTOB, HO MOXKET OBbITh MOTEHIUAIBHO 3HAYMMBIM ISl TALIMEHTOB U3 TPYIIBI BHICOKOTO pPUCKa
(U1 MAIMEeHTOB ¢ HapylIeHHeM (YHKLUHU MOYeK cM. pa3zen 4.4.).

Ha ocHOBaHuMM WuMeEOIUXCA OTrPaHUYEHHBIX KIMHUYECKHX JaHHBIX HEo0XoauMo u30erarb
COBMECTHOI'O IPUMEHEHUS pUBapOKcabaHa ¢ IPOHETAPOHOM.

Anmuxoacynsanmel

[Tocne ogHOBpEMEHHOTO MPUMEHEHHUsS YHOKcanapuHa (oHoKpaTHas n03a 40 Mr) u puBapokcabaHa
(omHokpaTtHass ngo3a 10 mr) HaOmomancs CyMMarMoHHBIA AS((EKT B OTHOIICHUH aHTH-Xa
aKTUBHOCTH, 0€3 KaKoro-imOo JOTOJHUTENIFHOIO BIMSHUS Ha Tokaszarenu csepThiBanus (I1B
(mporpombunoBoe Bpemsi), AUTB (akTHBHMpOBaHHOE YaCTUYHOE TPOMOOIIACTUHOBOE BpEMS)).
DHOKcanapuH He U3MEHs (papMaKOKMHETHKY puBapokcabaHa. B CBSi3M ¢ MOBBIIIEHHBIM PHCKOM
KPOBOTEUCHHSI HEOOXOAUMO COOJII0IaTh OCTOPOXKHOCTH NMPH COBMECTHOM MPUMEHEHHHU C JIFOOBIMU
JIpYTMMU aHTUKOArylsHTaMu (cM. pazzaenst 4.3. u 4.4.).

HIIBIl/uneubumopul acpezayuu mpomooyumos

[Tocne coBMecTHOrO MpUMEHEeHHsI puBapokcabaHa (15 mr) u HarpokceHa B 103€ 500 M KTMHUYECKU
3HAYUMOTO YBEJIMYCHHS BpEMEHU KPOBOTeUEHUs He Habo1anock. TeM He MeHee, Y OTeNbHbIX JIHII
BO3MOXEH 0oJjiee BhIpaKeHHBIN (hapMaKOIMHAMHYECKHI OTBET.
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B3aUMOJICUCTBUN IIPU COBMECTHOM IIPUMEHEHUH [PUBAPO
KHCIIOTBI.

Knonunorpen (narpy3zounas go3a 300 mr, 3a KOTOpOH cieayeT MoAJIep >KUBaroIas 103a 75 Mr) He
MIPOJEMOHCTPUPOBAN (hapMaKOKHHETUUYECKOTO B3aMMOJCHCTBUS ¢ puBapokcabaHom (15 mr), HO B
MOJArPYIIE MalUeHTOB HAOII0AATOCh 3HAUUMOE YBEIMUYEHUE BPEMEHH KPOBOTEUEHUS, KOTOPOE He
KOPpPEIUPOBAJIIO CO CTENEHBIO arperaud TPOMOOLIMTOB U cojepkaHueMm P-cenextuHa win
GPIIb/IIa-penenTopa.

HeoOxomumo co0m01aTh OCTOPOKHOCTH Mpu coBMecTHOM mpuMeHenun c¢ HIIBIT (Bkirouas
AIeTUJICATUIIMIIOBYIO KUCIOTY) U HHTUOUTOPAMHU arperanuy TpOMOOIUTOB, MOCKOIBKY TPUMEHEHNE
ATUX IIPENapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUEHUs (cM. pa3zaen 4.4.).

CHO3C/CHO3CH

Kak um B ciaydae nOpUMEHEHHUs JApPYrUX AaHTUKOAryJIsSHTOB, BO3MOKHO YBEJIMUYEHUE pPHUCKa
KPOBOTEYEHHsSI y MAIMEHTOB, OJHOBPEMEHHO MPUMEHSIONINX pPHUBAapOKcadaH C CeNeKTUBHBIMU
uHruOuTopamu obpatHoro 3axsara ceporoHuHa (CMO3C) wnm ceneKTUBHBIMH HHTHOUTOpaMU
oOpatHoro 3axBata ceporoHuHa u HopanuHeppuna (CHUO3CH), BcrmencTBue BIUSHUSA AITHX
mpernapaToB Ha TpoMOOUUTHL. Pe3ynbTaThl KJIMHUYECKUX HCCIENOBaHUN puBapokcabaHa
IPOIEMOHCTPUPOBAIHM YHCICHHOE TOBBIMICHHE OONBIIMX W HEOOJNBIINX KIMHHUYECKH 3HAYMMBIX
KpOBOTEUYEHMI BO BCEX IpyIMIax JeUeHUs IpU COBMECTHOM MPUMEHEHUH 3TUX MPENapaToB.

Bapgapun

[Tepexon manueHToB ¢ antaronucta Buramuna K sapdapuna (MHO ot 2,0 g0 3,0) Ha puBapokcaban
(20 mr) wmm c puBapokcabana (20 mr) na Bapdapun (MHO ot 2,0 mo 3,0) yBemuumBan
nporpomouHoBoe Bpemsi/MHO (Neoplastin) Oounbliie, 4em mpu IpOCTOM CyMMHUPOBaHUH (P (HEKTOB
(otaensHbie 3HaueHuss MHO moryT nocturate 12), B To Bpemst kak Bausinue Ha AUTB, nogaBnenue
aKTUBHOCTH (akropa Xa, W BIMSHUE HA SHAOTeHHBIH mnoTeHuuan tpomoOuna (DIIT) Obuin
aJTUTUBHBIMHU.

Ecin HeoOxonuMo wucciieoBath (apMakoguHamMuueckue 3(@eKxTsl prBapokcabaHa BO BpeMms
MEPEXO/IHOTO MMEepHoja, B KaueCTBE HEOOXOJMMBIX TECTOB, Ha KOTOpPbIE HE OKa3bIBAa€T BIIMSHUE
BappapuH, MOXXHO HCIOJB30BaTh ONpEIEIICHNE aHTHU-Xa aKTUBHOCTH, MPOTPOMOMHA30-
unayuuposanHoe Bpemsi cBepThiBaHus (PiCT) m HepTest. Haunnas ¢ 4-ro aHs mocne mpuema
nocneAHei 1036l BapdapuHa Bce maboparopHble mokazarenu (B Tom uucie I[IB, AYTB,
uHTHOMpoBaHue akTUBHOCTH (hakTopa Xa u DIIT) oTpaskanu Tonbko BIUsSHHE puBapokcabana. Eciu
HE00X0IMMO HccienoBaTh (hapMakoanHamuueckue 3¢dexTsl BappapruHa BO BpeMs MEPEX0JHOr0
nepuoJia, MoxkHo Hcnob30Bath 3HaueHne MHO nipu Crpovexyr. puBapokcabana (uepes 24 yaca nocie
IpebIIyIIero npueMa pHuBapokcabaHa), Tak Kak B JIaHHBII MOMEHT BpEeMEHH puBapokcadaH
MPAKTUYECKH HE OKa3bIBAeT BIUSHUSA HA 3TOT I10KA3aTEb.

Mexny BapdapuHOM W puBapokcabaHoM HE  OBUIO  3apETUCTPUPOBAHO  HHUKAKHUX
(hapMaKOKMHETHIECKUX B3aUMOICHCTBHM.

Unoyxmopwer CYP3A4

CoBMmecTHOE TpPUMEHEHHE pHUBapoKcabaHa M pudaMOHUIMHA,  SBISIOMIETOCS  MOIIHBIM
unaykropom CYP3A4, npusoauiio k cHmxkenuto cpenneit AUC puBapokcabaHa npuOIN3UTENIBHO Ha
50 % w mnapannensHOMY YMEHbBIIEHUIO ero ¢apmakoanHamuueckux 3¢ ¢dexkroB. CoBMecTHOE
NpUMEHeHHe pHBapokcabana ¢ JApyrumu MomHbiME uHAYKTopamu CYP3A4  (mampumep,
dbeHuTonHOM, KapbamazenuHoM, peHoOapOrTaIOM WK TIpenapataMu 3BEpo00si IPOIBIPSIBICHHOTO
(Hypericum perforatum)) taxke MOXeT MPUBECTH K CHIDKCHHIO KOHIIEHTpAlWil puBapokcabaHa B
wrazme. CrieioBaTenbHO, HEOOXOAMMO W30eraTh OJHOBPEMEHHOTO MPHMEHEHHS MOMIHBIX

10



COOTBETCTBYET 2KCNEPTHOMY OTYETY

unaykTopoB CYP3A4, kxpome ciydaes, Korja y HaLUEHTa TH_[aTé_lﬁEB?P:Ilré 3(‘0 'Ell:ﬁﬂi ﬂ'}gg'ﬁ’ :I|4§I-{aKH "
S | 0002

(L

CUMITOMEBI TpoMOO03a.

Jlpyrue B3auMoOaeCTBUSL

Knuanveckn 3HaYMMBbIX (PapMaKOKHHETHUECKUX WU PapMaKoIMHAMHUYECKUX B3aUMOJICHCTBUN TIpH
COBMECTHOM TPUMEHEHUHU puBapokcabaHa c¢ muaazonamoM (cyoctpar CYP3A4), aurokcuHom
(cyoctpar P-rimmkonpotenna), atopactatuHoMm (cyoctpar CYP3A4 u P- raukonpotewHa), wim
OMENPa30JioM (MHTHOUTOpP MPOTOHHOM IMOMITBI) HEe HaOIOAaI0Ch. PuBapokcabaH He HHTHOUPYET U
HE MHIYLIHPYET HUKakue u3 ocHOBHBIX n30opm CYP, takux kak CYP3A4.

Bausaue Ha J'Ia6ODaTODHBIC mapaMeTphbl

PuBapokcaban oka3pIBaeT BIUSHIE Ha ITOKA3aTeN CBEPTHIBAEMOCTH KpoBH (Harpumep, [1B, AUTB,
HepTest) B cBsi3u co CBOUM MeXaHU3MOM JeHCcTBUS (cM. pa3zaen S.1.)

BzauMoaenicTBue ¢ umien

KimmHu4eckr 3HAYMMBIX B3aMMOJICHCTBHUI C MUIMIEBBIMH MPOAYKTaMU HE HAOII0JAIOCh (CM. pa3iernt
4.2.).

4.6. @epTHIBHOCTb, 0EPEMEHHOCTDb M JIAKTALHS

bepemeHHOCTD
bezonacHoCTh 1 3 PeKTUBHOCTH puBapoKcabaHa y OepeMEHHBIX )KCHIIUH HE YCTAaHOBIICHBI. J[aHHBIE,

IIOJIyYEHHBIE Yy JKMBOTHBIX, ITOKAa3aJIM PEHPONYKTHBHYIO TOKCHYHOCTh. BceiencrtBue BO3MOXKHOU
PEnpoOAYKTUBHOM TOKCHUYHOCTH, PUCKA pPa3BUTHUS KPOBOTEYEHHS M CIHOCOOHOCTH pHUBapokcadbaHa
MIPOHUKATH Yepe3 IUIAICHTY pUBapoKcabaH MPOTUBOIMOKA3aH Mpu OepeMeHHOCTH (cM. pasaen 4.3.).
XKeHImunHAM ¢ COXpaHEHHOM PENPOYKTUBHON CIIOCOOHOCTHIO CIIEIYET UCIOJIb30BaTh () (HEeKTUBHBIC
METO/IbI KOHTPAIICTIIIUU B TIEPHOJ] ICYCHUS] PUBAPOKCAOAHOM.

JlakTanus
bezonacHocTh 1 3P eKTUBHOCTH pUBapOKcadaHa y KEHIIMH B MEPHOJ] TPYAHOTO BCKAPMIIMBAHHS HE

YCTaHOBJICHBI. I[aHHBIe, MOJIYYCHHBIC Y )KMBOTHBIX, ITOKA3bIBAIOT, YTO pI/IBapOKca6aH BBIACIISICTCA C
rpyAHBIM MoJIoKOM. [losTOMy prBapokcabaH IpOTHUBOMNOKA3aH B MEPHOJ] TPYIHOTO BCKapMIIMBAHUS
(cm. paszmen 4.3.). HeoOxomumo TpUHATH perieHue o0 OTMEHE TPYAHOTO0 BCKAPMIIMBAHUS WIIH
MpEKpaIleHUN TEPAIUU.

DepTUILHOCTD

CrennanbHBIX UCCIIEJIOBAHUN BIMSHUSA pHUBapokcabaHa Ha (GEpTUIBHOCTh Y 4YeIOBeKa He
MPOBOAMIIOCH. JIOKTMHIYECKHE UCCIEI0BAaHNUS IOKA3ald, YTO pUBapoKcabaH He BIHSIET Ha MYXKCKYIO
U )KEHCKYIO (DepTHIILHOCTbD Y KPBIC.

4.7. BJusiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeICTBAMHU U NMOTEHIHATBHO
ONACHBIMH MeXaHU3MaMu

PuBapokca®aH OKa3bIBaeT HE3HAYUTENIbHOE BIIMSHHE HA CIIOCOOHOCThH YNPABIATh TPAHCIOPTHBIMU
cpeacTBaMu M MEXaHU3MaMH. brouin 3apCTUCTPUPOBAHBI TAKUEC HECKCIATCIBHBIC PCAKIIHNH KakK
00MOpOK (JacToTa: HEYacCTO) M TOJIOBOKpYKEeHHE (dacToTa: yacto) (cMm. paznmen 4.8.). [lauuentsl, y
KOTOPBIX BO3HUKAIOT MOJO0HBIC HEXKENATENbHbIE PEAKIINH, HE JOJKHBI YIIPABISATH TPAHCIIOPTHBIMH
CpEICTBAMU WU APYTUMU MEXaHU3MaMH.
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4.8. HexenatejabHble peakul

Pesrome nipoduiist 6esonacHocT

COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 30.08.2024 N= 18288
(NOCNEOCBATENEHOCTE 0002)

BbezomacHocTh puBapokcabaHa OlleHUBaIach B TPHHAALATH OCHOBHBIX rccnenoBanusx 11 dassr (cm.

Tabmumy 1).

CymmapHo 69608 B3pocCibIX MAaIMEHTOB B AeBsATHaAATH ucciaeaoBanusax 111 daser u 488 nereit B

nByx uccinenoBanusx Il ¢aszer u nByx uiccnenoBanusx I ¢ha3er mpuHUManu puBapokcadaH.

Ta6n1z1ua 1. Yucno IMalMCHTOB, Y4aCTBOBABIIMX B HUCCICAOBAHUAX, CyMMapHasa CYTOYHas 103a U

MaKCUuMaJlbHasA NPOAOKUTCIbHOCTD JICUCHHUA B KIMHUYCCKUX HCCICAOBAHUAX 111 (1)831)1 C ydaCcTuem

B3POCJIBIX U NICAUATPUYCCKUX IMAIIUCHTOB.

alleTWICAIMIIMIIOBON KHCIIO-
TOU WM alleTWICAIAIIMIIOBOMN

Makcuma-
Yucio JIbHAsA
Ioka3anue nanu- | CymmapHasi CyTo4yHasi 103a | MPOJ0JIKH-
e€HTOB* TeJbHOCTh
JieYeHust
[Tpodunaktuka BeHO3HOM | 6 097 10 mr 39 nuen
TpomMb0o3MOonuu (BTD) y B3pocibix
MAIMEeHTOB, TEPEHECHINX IIJIAHOBYIO
OIIepalyIo 10 3aMEHE Ta300eIPEHHOr0
WA KOJIGHHOTO CyCTaBa
[Ipodunaktuka BTD y mnauuentos, | 3 997 10 Mr 39 nHen
TOCIUTANIU3UPOBAHHBIX C OCTPHIM
MEIUIIMTHCKUM COCTOSIHHEM
Jleuenne TpomOo3a TIyOOKHX BeH @6 790 Henp 1-21: 30 mr Hauunas ¢ | 21 mecsng
(TTB), TpomOOAIMOOIHMH  JIETOYHOM 22 nusa: 20 mr.
aprepun (TOJIA) u mnpodunakTuka ITocne mMuHMMYyM 6 MecsieB
peLUANBOB tepanuu: 10 mr wiam 20 mr
Jlewerne BTD wu mnpodumnakruka @ 329 Jlo3a, ckoppekTupoBaHHas B | 12 mecsies
peunauBoB BTD y HOBOPOXKIEHHBIX U 3aBHCHUMOCTH OT MAacChl Tela,
neteit B Bo3pacTte A0 <18 ner mocie JUTSL JOCTHOKEHUS (hapMaKoio-
HAYaJIbHOM CTaHJIapTHOMU THYECKOTO JIEUCTBUA,
AHTHKOATyJISTHTHOM Teparnuu 9KBHUBAJIEHTHOTO TAaKOBOMY Y
B3pOCIBIX, noigydaBmmnx 20
MT pUBapoKcabaHa OMH pa3 B
JeHb 1 evenust TT'B
[Ipodunaktrka WHCYJIBTA u | 7750 20 mr 41 mecsn
CUCTEMHOM TpoMO03MO0INN y
MaIMEHTOB c bubpmAIneH
npeacepani HEKJIAIIAaHHOT O
MIPOUCXOXKACHUS
[Tpodunaktuka 10225 |5 wMr wm 10 wmr | 31 mecan
aTepoTPOMOOTHUYECKUX COOBITUH Y COOTBETCTBEHHO, B
nanueHToB nocie OKC KOMOMHAaIUH c
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[Ipodunakruka 18 244 | 5 mr B xoMOMHALINY C 47 mecsieB

aTepOTPOMOOTHYECKHX  COOBITHI Yy ALECTHICATULIUIOBOMN

nauuentoB ¢ UbC umm 31TA kucinorol wumu 10 Mr B
MOHOTEpAINUU

3256** |5 wmMr B koMOumHamuu c | 42 Mmecsma
aleTUICAIUIIMIOBON
KHCIIOTOH

*TTareHThl, OYYHBIIHE 10 MEHBIIICH Mepe OJIHY 03y puBapoKcadaHa.
**13 uccanenoBanugs VOYAGER PAD.

Hawnbonee yacrto PETUCTPUPYEMBIMH HCKCIIATCIIbHBIMU PCAKIUAMU Y MAOWCHTOB, ITOJYYaBIINX
puBapokcabaH, ObUTH KpOBOTEUeHUS (cM. HIKe «ONucaHue OTJENBHBIX HEeXEIIATEIbHBIX PEeaKIIHI»,
cMm. pasnen 4.4. (Tabmmma 2). Hanbosee 9acTo perucTpupoBaliuch HOCOBOE KpoBoteueHwue (4,5 %) u
KEITyI04HO-KuIIeuHoe KpoBoTeueHue (3,8 %).

Tabnuna 2. YacToTa BOSHUKHOBEHHS KPOBOTCUEHHUI™* 1 aHEMUH Y TAI[UEHTOB, MOTYYaBIINX JICUCHHE
pUBapoKkcabaHOM B 3aBEpILEHHBIX KIMHUYeCKuX uccienoBanusx |1l ¢gasel ¢ yuactueM B3pochbix u
NETEN.

JIooe
IToxa3zanue AHeMus
KPOBOTeYeHHUe

[Tpodunaktuka BeHo3HOI TpomOoaMOonuu (BTI) | 6,8 % nanuentoB | 5,9 % manueHToB
y B3pPOCIHBIX TAI[MEHTOB, MEPEHECIINX IIaHOBYIO
OTIepaIuIo M0 3aMEeHEe Ta300€IPEHHOT0 WIIH
KOJICHHOTO CyCTaBa

[TpoduiakTka BEHO3HOM TpOMOOIMOOIUH Y 12,6 % nanuenTtoB | 2,1 % naunueHTOB
NAlMEeHTOB, TOCHUTAIM3UPOBAHHBIX C OCTPBIM
MEIUIUHCKUM COCTOSIHUEM

Jleuenne TI'B, TOJIA u npodunakTrka peuuauBoB | 23 % namueHtoB | 1,6 % namueHTos

Jlewenne BTD u npodunaktuka penmauoB BTO y | 39,5 % nanuentos | 4,6 % nanueHToB
HOBOPOXJCHHBIX U JIETeH B Bo3pacte a0 <18 mer

rnocie HavyaJbHOU CTaHJApPTHOU

AQHTUKOATyJITHTHON

Tepanuu

[lpopwmnaktuka  HHCYyIbTA U cuctemMHo# | 28 Ha 100 2,5na 100
TPOMO0IMOOINH Y MAIIUEHTOB ¢ HUOPMILIAIMEH MAIMEeHTO-JIEeT HalMeHTO-JIeT

MpecepIuii HEKJIATAHHOTO TTPOUCX 0K ICHHS

[Tpodunaktuka aTepoTpoMOOTHUECKUX cOObITHI ¥ | 22 Ha 100 1,4 va 100
nanueHTos nocie OKC MallUEHTO-JIET MAlAEHTO-JIET
[Tpodunaktuka areporpomOoTHUECKUX cOOBITHI Y | 6,7 Ha 100 0,15 12 100
namuenatos ¢ UBC u 3I1A HaMEHTO-JIET HanueHTo-jaeT**
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
8,38 ma 1007 “1-US10)74 pq 10650
(NOCHEROBATENEHOCTH A0A2)

MALIMEHTO-T6 HALKMEHTO-TEeT

* Bo Bcex KIMHHYECKHX WCCIEOBaHUIX pHBapoKcabaHa BCe CIydyaW KpPOBOTCUCHHS COOUPAIOTCS,
PETUCTPHUPYIOTCS U OLICHUBAIOTCSI.

** B wmccmemoBanun COMPASS dacrora BCTpewaeMOCTH aHEMWW HU3Kas, TOCKOIBKY MPUMEHSIICS
BBIOOPOYHBIH MOAX0]T K COOpPY JTAHHBIX 10 HEXKEJIATEIBHBIM SIBICHUSM.

*** [Ipu cOOpe MaHHBIX O HEXKETATSIBHBIX SBICHUAX MMPUMEHSIICS BEIOOPOYHBIN MTOIXOI.

# U3 uccnenoBanmst VOYAGER PAD.

TabnuyHoe pe3roMe HeKeNIaTeIbHBIX PEaKIHi

YacToTa BCTpEYaeMOCTH HEXEIATEIBHBIX PEAKIUN, 3apETUCTPUPOBAHHBIX Y JETCH M B3POCIBIX MPH
MPUMEHEHUY puBapokcabaHa, mpuBeIeHa B Ta0IHIIE 3 HIDKE C pa3/Ie]ICHHEM 10 CHCTEMHO-OPTraHHbIM
kiaccaM (MedDRA) 1 110 yacToTe BCTpeuaeMOCTH, KOTOpas ONpeesieTcsl Kak o4eHb yacto (>1/10),
gacto (>1/100 mo <1/10), mewacto (>1/1 000 mo <1/100), peaxo (>1/10 000 mo <1/1 000), oueHb
peaxo (<1/10 000), yacToTa Hen3BecTHA (HEBO3MOYKHO OIICHUTH HA OCHOBAHUH JIOCTYITHBIX JJAHHBIX ).

Tabmuua 3. HexenatenbHbIe peaklnu, 3apETHCTPUPOBAHHBIC Y B3POCIIBIX MAITUEHTOB B KITMHHYECKIX
uccnenoBanusx 11 Gpas3sl uiau B X0/1€ MOCTPETUCTPAIIMOHHOTO TPUMEHEHHS ™, @ TAKXKeE y IeTeH B IBYX
KImHHYecKkux uccaenoBanusx I daser u nByx nccnenoBanusix 11 ¢assr.

Hapywenua co cmoponst Kpoeu u aumgpamuueckoii cucmemol

Yacro AnHemust (BKIIIOYAsi COOTBETCTBYIOIIUE Ta00paTOPHBIE TapaMeTphI)

Heuacto TpomOoruTo3 (B T.4.  TIOBBIIIEHHOE KOIMYECTBO TPOMOOIHUTOB)",
TPOMOOIIMTOTICHUS

Hapywienus co cmoponst UMMYHHOU CUCHIEMbL

Heudacto Annepruyeckas peakmus, IJIePTUYECKHA JIepMaTHT,
AQHTMOHEBPOTUYECKUN OTEK M aJNICPIHUECKUI OTEK

OdeHb penko AHadunakTudecKue peakinu, BKIoYas aHahuIakTHIeCKuil MoK

Hapywenusa co cmoponst HepeHOUl cucmembl

Yacro ['onoBokpyskeHue, ronoBHas 00Jb

Heudacto KpoBouznusiaue B MO3T 1 BHYTpHUYEPEITHOE KPOBOM3IIUSHUE, 00MOPOK

Hapywenuﬂ CO CMOPOHbBL OP2aAHA 3PEHUA
Yacto ‘ KpOBOI/ISJ'II/ISIHI/Ie B Ijia3 (BKJ'IIO‘IaH KpPOBOU3JIUSAHUC B KOHT)IOHKTI/IBy)

Hapywenusa co cmoponwi cepoua

Heuacto ‘ Taxukapaus

Hapywenusa co cmoponwl cocyooe

Yacto ‘ I'unioTeH3us, remaToMa

Hapywenus co cmoponst 0blxamenbHoil cucmemol, 0p2anos ZpyoHoll KiemKu u cpedocmenus

Yacro HocoBoe kpoBoTeueHne, KpoOBOXapKaHbe

OueHb penko D03uHO(DUIbHAS THEBMOHUS

Hapywenus co cmoponbt jceny00uHo-Kuuieuno2o mpaKma
Yacro KpoBoTOUMBOCTE /€CEH, JKEMYyA0YHO-KUIIIEYHOE KPOBOTEUEHHE (B TOM YHCIIE
peKTallbHOE), OO B KEITYJOYHO-KHIIEUYHOM TPAKT€ M OPIOITHOW TOJIOCTH,

JUCIIeTICHs, TOIIHOTA, 3arop *, 1uapes, ppora

Heuwacro CyxocTb BO pTY

Hapymenu;l CO CmMOpPOHblL neuenu u ofceﬂueebleod}lmux nymeﬁ
Yacto IIoBrimmieHue YPOBHA TpaHCaAMHWHA3

14



COOTBETCTBYET 2KCNEPTHOMY OTYETY
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All

0002
ypOBHS TIeTouHOM (pochaTaszpllkpoBy HOBAITEHTE \mmmsr HF’FAT b 0002]

Penxo Kenryxa, TmOBBIIEHUE YPOBHS KOHBIOTUPOBAHHOTO Ounmupybuna (c
COIMYTCTBYIOIIMM TMoOBbIIeHHEM YypoBHS AJIT mmubGo Oe3 Hero), xorecras,
renatut (BKJIOYas renaToLesUTIONIIPHOE TOBPEKACHUE)

Hapymemm CO CMOPOHBL KOJHCU U HOOKOMCHbBIX MKAHEIL

Yacro KoxHplii 3yn (BKIIIOYas HEYacTble Cllydyad I'€HEpPaJIW30BAHHOIO 3Yy[a), ChIIb,
HKXUMO3, KOKHOE U IMOJKONKHOE KPOBOU3IHUSIHIE

Heuacto Kpanusnuna

Ouenb penko Cungpom CruBeHca-/[>xoHCOHA / TOKCHYECKUUAITHISPMaATbHBIN

Hekponu3, DRESS cunapom

Hapymeuu}l CO CmMOpPOHbBL KOCHIHO-MbIULEUHOIL CUCHIEMbL U COCOUHUMENbHOU MKAHU

Yacro Boy B KOHEYHOCTSX

Heuacto I'emaptpo3

Penxo KpoBousnusHue B MBIIIIIBI

Yacrota KomMnapTMeHT-CHHAPOM KaK OCIOXHEHHE KPOBOTCUCHUS
HEU3BECTHA

Hapywenusa co cmoponst nouek u mouegvleo0auiux nymeil

Yacro KpoBoteuenue u3 MouenoaoBbIX myTel (BKJIIOYas reMaTypuio U MEHOpparuto
B), moueuHas HeJOCTATOYHOCTh (BKJIIOYAS MOBBIIEHHBIH KPEaTHMHHH KPOBH,
TOBBIIIEHHYI0 MOYEBUHY KPOBH)

Yacrora [Toueynast HEZJOCTATOYHOCTD / OCTpasi MOYEeYHasi HEIOCTATOYHOCTh, BTOPUYHBIE
HEU3BECTHA K KPOBOTEUEHHIO U IOCTATOYHBIE, YTOOBI MPUBECTH K runonepysuu;
HepomaTusi, aCCOIMUPOBAHHAS C PUEMOM aHTHUKOATYJITHTOB

Oobujue napywienusa u peakyuu ¢ mecme 66e0eHUA

Yacrto Jluxopanka®, nepudepuueckuii oTek, 00mas c1abocTh ¥ HEJAOCTATOK YHEPIUH
(BKJTFOYAst yTOMJISIEMOCTD U aCTEHHUIO)

Heuacto [Tnoxoe camouyBCcTBHE (BKJIIOUasi HEAOMOTaHHUE)

Penxo Jloxanu3oBaHHEIH oTek *

Bauanue na pezynomamot 1a00pamoprviX U UHCMPYMEHMATbHBIX UCCAE006AHUTL

Heuacto oseimenne aktusHocTH JIJAT™, mumassr A, ammnazer A

Tpaemol, uHmMOKCUKAUUU U OCTIONCHEHUA MAHUNYIAYUIL

Yacrto [ToctnpouienypHoe  KpoBoTeueHHUE (BKIIOUAs MOCJIEOTIEPAIMOHH YO
aHEMHIO U KPOBOTEUEHHUE U3 PaHbl), yIub, paHepas cekperus *

Penxo CocynucTas TIceBI0aHeBpr3Ma C

A gabmonanucs npu npoduinaktuke BTD y B3pOCIbIX MAIMEHTOB, MEPEHECIINX IUIAHOBYKO OINEPALMIO T10
3aMeHe Ta300eIPEHHOr0 MIIM KOJIEHHOT'O CYCTaBa;

B na6umroganuce npu iedennu TT'B, TOJIA 1 npohUIaKTHKe PEIUIMBOB KakK OYEHb YaCThIE Y XKEHIIUH MOJIOKE
55 ner;

€ Ha6I0IaNMCh KaK HEYacThIe B PAMKAX MPO(QUIAKTHKN aTePOTPOMOOTHIECKMX COOBITUH Y MAILIMEHTOB TIOCIIE
OKC (mocne ypecKoKHOro KOpOHApHOTI'O BMEIIATEIILCTBA).

*[IpumeHssIcs MpeaBapUTEIbHO 3aJaHHBIM BBHIOOPOYHBIM MOAX0A K cOOpY HOaHHBIX IO HEXeJIaTelbHBIM
SIBICHUSIM B OTIENbHBIX uccienoBanusx Il ¢aspl. Ha ocHOBaHMM aHaiiM3a JaHHBIX 3THX HMCCIICIOBAHHIMA
4yacTOTa HEXKENATENbHBIX pPEaklUi HE TOBBICHIJIACh, W HOBBIX HEXKENATEIbHBIX JIEKAPCTBEHHBIX PEAKIMH
UACHTU(UITIPOBAHO HE OBLIO.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

o | ¥ b= q 3 [#}
Onucanne OTAEIBLHBIX HEXKETATENbHBIX PEAKIINNA ot 30.08.2024 N° 18288

VYuuteiBasg (papMakoJOrHUECKUl MeXaHM3M JeHLTIBHA ﬁﬂﬁn‘m]@%@ E%%nTelﬁQ%lﬂéj '%Lﬂdgblklga%an
MOJKET CONPOBOXKIIATHCS TMOBBLIIIEHHBIM PHCKOM CKPBITOTO WUJIM SBHOTO KPOBOTEUEHHUS M3 JIFOOBIX
TKaHEd M OpraHoOB, KOTOPOE MOKET NPHUBOJUTH K IIOCTTeMOpparudeckoy anemuu. IIpusHaxwy,
CUMITOMBI U CTENIEHb TSKECTH (BKJIIOYAs JIETAIbHBIN cxo/1) OyayT BapbUpPOBATh B 3aBUCMOCTH OT
JIOKAJIM3all1, UHTEHCUBHOCTHU WJIH MPOJIOJKUTEIBHOCTH KPOBOTEUEHUS U/UITU aHEMUH (CM. pa3zen
4.9). B KIMHUYECKHX HCCIEIOBAaHUSAX KPOBOTCUEHHUS U3 CIM3UCTBIX O0O0J0YEK (2 HMEHHO:
KPOBOTEYEHHE U3 HOCA, JIECEH, JKEIyJI0YHO-KUIIEYHOIO0 TPAKTa, MOYEIOJIOBOM CHUCTEMBI, BKIIIOUYas
AHOMAJIbHOE BarnHaJIbHOE WM YCHJIEHHOE MEHCTPYaJIbHOE KPOBOTEUEHHUE) U aHEMHUS HAOII0AaUCh
yaiie npu JUIMTEIIbHOM JICUEHUHM pHUBapokcabaHoM 1o cpaBHeHHio ¢ Jjedennem ABK. Takum
o0pa3oM, B JIONOJHEHHE K Ha/UIekKalleMy KIMHHUYECKOMY HaOIIOACHUI0, J1abopaTopHOe
WCCJICIOBAaHNE TEeMOTJIO0MHA/TEMATOKPUTA MOXKET OBITh 3HAYUMBIM JIJISi BBISBICHHS CKPBITHIX
KPOBOTEUEHUN M KOJUYECTBEHHOM OLICHKHM KIWHUYECKOM 3HAYMMOCTH SIBHBIX KPOBOTECUCHHH B
ClIy4asix, Korja IpuMeHUMO. PUCK pa3BUTHS KDOBOTEUEHUN MOKET YBEJIMUMBATHCS Y OIIPEIEIEHHBIX
CPYII MAalMeHTOB, HANpUMEp, y NAUUEHTOB C TSHKEIOM HEKOHTPOJIUPYEMOW apTepHalbHOU
TUIEepTEeH3UeN /WK IIPH COBMECTHOM MPUMEHEHUH C TIperapaTaMiu, BIUSIOIUMHI Ha reMocTas (CM.
paznen 4.4.). MeHcTpyallbHOE KpOBOTEUEHHUE MOXKET ObITh Ooliee OOMIBHBIM  W/WIH
IIPOIOJIKUTEIIBHBIM.

['eMopparmueckue  OCIIOKHEHHSI MOTYT TPOSIBISATBCS B BUAE  C1a0OCTH, OJIGAHOCTH,
TOJIOBOKPY>KEHUS, TOJIOBHOW 0OJTM MM HEOOBSICHUMBIX OTEKOB, OZBIIIKH HJIH HEOOBSICHUMOTO IOKA.
B HekoTOphIX ciayyasx BeiaeACTBUE aHEMUU HAOII0JAINCh CUMIITOMBI MIIIEMUH MUOKap/ia, TaKUe Kak
00JIb B TPy HIIM CTCHOKAPAUSL.

[Tpu nmpuMeHeHUHN puBapokcabaHa PErUCTPUPOBANIHUCH TaKHe M3BECTHBIC OCIOKHEHUS, BTOPUYHBIC
[0 OTHOUIICHHIO K TSDKEJIBIM KPOBOTEUEHHUSM, KaK CHHAPOM IMOBBIIIEHHOTO CcyO(dacuuaibHOro
JaBjieHUs (KOMIIAPTMEHT-CUHIPOM) U TO4YeYHas HEAOCTATOYHOCTh BCIIEJCTBHE THIONEP(PY3UH.
TakuMm 00pazom, clieyeT YUUThIBaTh BOZMOKHOCTh KPOBOTEUEHHS MIPH OLIEHKE COCTOSIHUS JIF0OOTO
MALMEHTA, OJIYYArOIeT0 aHTUKOATryJITHTHI.

Coo01eHue o0 Mo03peBaeMbIX HexKeJIaTeJIbHbIX PeaKIusix

BaxxHo coo0mmarh 0 Mmogo3peBaeMbIX HEXeTaTeNbHBIX PEaKIUsiX MOCie PErHCTpaly mpenapara ¢
eJIbI0 00eCTIeueHUs] HETPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHS! «TI0JIb3a — PUCK» JIEKAPCTBEHHOTO
npernapata. MeIUIMHCKUM pPaOOTHHKAM PEKOMEHAYETCS cooOlaTh O JOOBIX MOJ03PEeBAEMBIX
HEeKeNaTeNbHBIX PeaklUsixX JeKapCTBEHHOTO IMpernapaTa 4epe3 HallMOHAIbHbBIE CHCTEMbI COOOIIIEHUS
0 HeXeJaTeIbHBIX PEaKlUsIX TOCYIapCTB — WieHOB EBpa3uiickoro 5KOHOMHYECKOT0 COI03a.

Poccuiickas ®@eoepayus:

®denepanbHas cinyx0a 1mo Haa30py B chepe 3npaBooxpanenus (Poc3npaBuanzop).

Anpec: 109012, r. MockBa, CriaBsiHCKasl TUI0Iaab, 1. 4, ctp. 1.

Temedon: +7 800 550 99 03

OnektponHas modra: pharm@roszdravnadzor.gov.ru;

Caiit B UH(POPMAIMOHHO-TEIEKOMMYHUKAITHOHHOMN CeTH «HTEepHETY:!
https://www.roszdravnadzor.gov.ru

4.9. Tlepemno3upoBka

CUMIITOMBI:
beimn 3aperucTpupoBaHbl peliKue ciiydau nepeao3upoBku 10 1960 mr. B ciydae mepeno3upoBKu
HEOOXOMMO TIIATEIFHO HAOMIOJATh MAIMEHTa Ha MPEIMET Pa3BUTHS KPOBOTECUCHUHN WU JPYTHX
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COOTBETCTEYET SKCNEFTHO M?HT"ET;

a] h
HE)KENaTeNIbHbIX peakuuil (cM. «JleueHue KpoBOTEUEHUI» Hl/ﬁﬂe; U B° epkish e TorpanmueHubim

BCaChIBAaHHEM OXKHUJaeTcsl (POpMUPOBAaHHUE ILIATO KOHH@HTQMWJ%?%&I@QEM&% \?Bgfmq'ennﬂ
CpelHel KOHIIEHTpaluu pUBapoKcabaHa B IJIa3Me IPU MPUMEHEHHH CYNpaTeparneBTUYECKUX 03,
paBHBIX 50 MT WJIH BHIIIIE.

CymecTByeT cnenuduaecKuit AHTUJOT (anmekcaHeT anbda), OJIOKMPYIOLTU I
dbapmakoguHaMuueckuii 3p ekt puBapokcadaHa.

B cnyuae mnepeno3mpoBKkH puBapokcabaHa MOXHO TPUMEHSATh AaKTUBUPOBAHHBIA Yyrolb IUIf
YMEHbILIEHUS BCAChIBaHUS IIpernapara.

Jleuenue:

Ecnu y manumenTta, moiydaromiero puBapokcadaH, BOSHHMKIIO OCJIOXHEHHE B BHJE KPOBOTCUCHHUS
CIICIYIOIINI IpUeM pUBapokcabaHa ClIeAyeT OTJIOKUTh WU, TP HEOOXOAUMOCTH, BOOOIIIE OTMEHHUTD
JIeYeHre JaHHBIM npenaparoM. [lepro momyBeIBeIeHNs pUBapoOKcadaHa COCTAaBISAET MPUOTU3UTEIBHO
5-13 gacoB (cm. paznen 5.2.). JledeHne TOIKHO OBITh HHIUBUIYATLHBIM B 3aBUCUMOCTH OT TSDKECTH U
JIOKanu3aluu  KpoBoTeueHus. llpu HEoOXOAMMOCTH MOMKHO HCIIONB30BaTh COOTBETCTBYIOIIEE
CUMIITOMAaTUYECKOE JICUEHHE, TaKOoe KaK MeXaHWYecKas KOMIIpeccusl (Hampumep, MpHU TsHKENbIX
HOCOBBIX KPOBOTEUEHHSIX), XUPYPTHUYECKUH TeMOCTa3 ¢ MpoleAypamMH KOHTPOJS KPOBOTECUCHHS,
uHQY3MOHHAs Tepanuss U TeMOAMHAMHUYecKas TOJJIep)KKa, IPUMEHEHHE MpernapaTtoB KpPOBU
(3pUTPOLIMTAPHON MAacChl MM CBEXE3aMOPOXKEHHOW IIa3Mbl, B 3aBUCHMOCTH OT TOTO, BO3HHKIIA
aHEeMHUs WIN KOaryJonaTHs) Wik TpOMOOLIUTOB.

Ecnu nepednciieHHbIC BBIIIE MEPOIIPHSITHS HE MPUBOIAT K YCTPAHSHUIO KPOBOTEUYCHUS, MOXKET OBIThH
Ha3HA4YeH crenuduyeckuii aHTHIO0T HHruOMTOpa (akTopa Xa (aHAekcaHeT aibda), KOTOpPBIHA
omokupyet papmakonuHaMuuecKuil 3 heKT puBapokcadaHa, UM celupUIecKuii MpoOKOAaryIsTHTHBIH
npernapar, HampuMep, KOHIIEHTpAT MPOTPOMOMHOBOrO KOMILIEKCA, KOHIIGHTPAT aKTHUBUPOBAHHOTO
POTPOMOMHOBOTO KOMIUIeKca miu pekomOuHaHTHbIN (haktop Vlla (r-FVIIa). Ognako B HacTosmiee
BpeMsl ONBIT MPUMEHEHHS JAHHBIX MPEMNapaTroB y MalMEHTOB, MOTYYAIONUX pUBapokcadaH, BecbMa
orpaHnyeH. J[aHHBIE PEKOMEH/AIH TAaK)K€ OCHOBAHBI HAa OTPAHUYEHHBIX JOKIMHUYECKUX JTaHHBIX.
Bo3MOXHOCTH TOBTOPHOTO BBEJIEHUS peKOMOMHAHTHOTO (pakTopa VIla m TuTpoBaHue 10361 ClaeayeT
paccMaTpuBaTh B 3aBUCUMOCTH OT CHH)KEHHSI aKTHBHOCTH KPOBOTEUEHHSI. B 3aBUCIMOCTH OT MECTHOM
JOCTYITHOCTH, B CITy4ae OOJIBIIOT0 KPOBOTEUYEHHS CIIEAYET PACCMOTPETh BOBMOKHOCTh KOHCYJIBTAIIUH
CO CIIELHAIMCTOM I10 KOoaryJsiuu (cM. pazaen 5.1.).

[Ipenmonaraercs, 4ro mnpoTramuHa cynbdar u BuTaMuH K He OKa3plBalOT BIMSHUS Ha
AHTUKOATYJISIHTHYIO aKTHBHOCTh pHBapokcabaHa. MMeeTcs orpaHHYEHHBIH OMNBIT MPUMEHEHHS
TPaHEKCAMOBOM KHCIOTHI U OTCYTCTBYET OIBIT MPUMEHEHHS aMHHOKAIPOHOBOM KHUCIOTHI H
anpoTHUHMHA y MAlMEHTOB, NOITy4YalouX puBapokcadan. HayuHnoe o0ocHOBaHME 11e71€c000pa3sHOCTH
WIN ONBIT TMPUMEHEHHS CHCTEeMHOTO Te€MOCTAaTHUYECKOTO Mpernapara JIeCMONPECCHH Y TAlHUeHTOB,
MOJTYYalOMIUX PUBapoKcabaH, OTCYTCTBYET. Y UNTHIBAsI HHTEHCUBHOE CBSI3BIBAHUE C OEIKaMH TIIa3MBl,
OXKHMJIAeTCsl, YTO pUBapoKcabaH He OYIeT BBIBOJUTHCS MPH MPOBEICHNH THAJIH3A.

5. ®APMAKOJOTMYECKHUE CBOMCTBA
5.1. dapmakoaMHAMH4YecKHe CBOHCTBa

®dapMakoTepaneBTUYECKas TPYINa: aHTUTPOMOOTHIECKHE CPENICTBA; IPSIMbIE HHTUOUTOPHI (hakTopa
Xa.
Kox ATX: BO1AFO1.

MexaHn3M IelCTBUS

PuBapokcaban — BBICOKOCEIEKTUBHBIA MPAMOW MHTrHOUTOp (hakTopa Xa, 00Mamarommii BHICOKOM
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OMOJIOCTYITHOCTBIO TIpHU TIpHieMe BHYTph. MHTrubm )OBaHI/Izﬁ;aKTg a Xa“maps aJeT1'3 Ty}‘%eHHI/II/I u

30Ba “|J1:’§0M

BHEIIHUI MYTU KOAryJSALIMOHHOTO KacKaja, MHrMGUpys o DoBaAHME

Tpomba. PuBapokcabaH He HMHrUOUpyeT TPOMOWH (aKTHMBHPOBAHHBIA (hakTop II), a TaKxke He
IPOIEMOHCTPUPOBAJ BIUSHUS HA TPOMOOIIUTHI.

PapmakoguHaMuIecKre 3O HEKTHI

VY 4enoBeka HAOJIIOIAETCS 10303aBUCHMOE HHIMOMPOBAHUE aKTUBHOCTH (hakTopa Xa. PuBapokcaban
OKa3bIBaeT J0303aBUCHUMOE BIIMSHHE Ha IPOTPOMOMHOBOE BpeMs, KOTOPOE XOPOIIO KOPPEIUPYET C
KOHIICHTpAIlUsAMHU pHBapokcabana B miasme (I = 0,98), ecau jis aHanm3a UCIOJIL3YyeTCsS HAOOp
Neoplastin. Tlpu wHCHOAB30BAHMH JOPYTMX PEAKTHBOB  PE3yabTaThl OYAYT  OTJIHYATHCS.

[TpoTpoMOMHOBOE BpeMsi CleAyeT H3MepsATh B CeKyHAaX, nmockoinbky MHO orkamubGpoBaHo u
CepTU(HUIMPOBAHO TOJIBKO JUISI MPOM3BOAHBIX KyMapHHA W HE MOXKET NMPUMEHATHCS IS IPYTHX
AQHTHKOAryJsHTOB.

B  ximHMYeckoM  (apMakoIOTHYECKOM  HWCCIEAOBAaHUM  W3MEHEHUs  (papMakoJUHAMUKU
puBapokcabaHa y 3JI0pOBbIX B3pOCIBIX JOOPOBOIIbIEB (N = 22) ObLIO0 U3YyYEHO BIUSHUE OJTHOKPATHBIX
103 (50 ME/kr) nByX pa3nu4HbIX TUIIOB KOHIIEHTpaTa MPOTPOMOMHOBOTO KOMILIEKca: 3-(PaKkTOpHOTO
(pakropsr I, IX u X) u 4-paxkropuoro (daxropsr I, VII, IX u X). 3- GpakTOpHBIH KOHIIEHTPAT
IPOTPOMOMHOBOTO KOMILICKCA CHU3WIT CPEIHKE 3HaYeHUs poTpoMOrHOoBoro Bpemenu (Neoplastin),
npumepHo Ha 1,0 cekyHay B TedeHue 30 MUHYT IO CPaBHEHHIO CO CHWKEHHEM IPUMEPHO Ha 3,5
CeKYyH/Ibl, HAOJIOJJaeMbIM IPH HUCIOJIB30BaHUU 4-(aKTOPHOTO KOHIEHTpaTa MPOTPOMOHHOBOTO
komIuiekca. HanpoTus, 3-(pakTopHBIA KOHLIEHTpaT IPOTPOMOMHOBOIO KOMILJIEKCAa OKaszall Oosee
CWJIbHOE U ObIcTpoe o0liee BIMSHHE Ha OOpaTUMOCTh W3MEHEHHWH B T€HEpaluu SHAOTEHHOI'O
TpoMOMHa, yeM 4-(pakTOpHBIA KOHIIEHTPAT IPOTPOMOMHOBOTO KOMILTEKca (cM. pasnen 4.9.).

Takxe puBapokcaban mo3o3aBucumo yBenumuuBaeT AUTB u pesynstar HepTest; ognako »tu
napaMeTpsl HE PEKOMEHAYETCS HCIONb30BaTh ISl OLEHKU (apMakoguHAMUYEeCKHX 3(P(HEeKToB
puBapokcabaHa. B mepuox meueHus puBapokcabaHOM MPOBOJUTH MOHUTOPHHI MapaMeTpOB
CBEpThIBaHUsI KpoBU He TpeOyercs. OJHAKO, €ClM JJi1 3TOr0 €CTh KIMHUYECKOe O0OOCHOBAaHHUE,
KOHIEHTpalusi puBapokcabaHa MoXeT ObITh H3MepeHa IpU [OMOLIM KaduOpOBAHHOIO
KOJTMYECTBEHHOTO TECTa aHTH-Xa aKTUBHOCTHU (CM. pazzaen 5.2.).

Knunnueckas 3¢ heKTUBHOCTL U 6€301aCHOCTh

OKC

Knunudeckass mporpamMma puBapokcabana Obila pa3paboTaHa C  1LETbI0  JAEMOHCTpalluu
3¢ (heKTUBHOCTH pHBapoKkcabaHa Al MPOQPUIAKTUKH CMEPTU BCIEACTBHE CEPIACYHO-COCYAMCTHIX
npuurH, nHGapKTa MHOKapAa UM WHCYIbTa y nmanueHToB ¢ HeaaBHUM OKC (uH(apkT Muokapaa ¢
nogseMoM cermeHnTa ST, uHbpapkT Muokapna 0e3 momsema cermeHta ST unu HecTabuiIbHAS
creHokapaus). B kimoueBom nBoitHoMm cnenom uccienoBanun ATLAS ACS 2 TIMI 51 15526

MAIMEHTOB ObUIN CIIy4aliHBIM 00pa30oM pacHpeesieHbl B cooTHomeHu: 1:1:1 B oy U3 Tpex rpym
JiedeHus: puBapokcadaH 2,5 Mr nepopajbHO /IBa pa3a B JIeHb, 5 MI' IEPOPAJILHO JIBa pa3a B IEHb WIH
mane6o /1Ba pas3a B IeHb, B KoMOMHAIMHU ¢ MoHOTepanueit ACK uim 1BOWHON aHTUTPOMOOIIUTAPHOM
tepanueii (ACK u Tuenonupuaus (xknonugorpen win tTukionuauH)). [lammentsr ¢ OKC B Bo3pacte
0 55 nmeT AOJKHBI ObUTM WMETh JIMOO caxapHbI auabeT, TuOO MepeHeceHHBbI paHee MH(APKT
muokapna. CpenHee Bpems JIEYEHMsI COCTaBWIO 13 MecsleB, a MAaKCUMAaJbHBII CpPOK JIEUEHUS
pocturan modytd 3 roxa. 93,2 % mnaumentoB mnoaydanu JsedeHue ACK onHoBpeMeHHO cC
tueHonmupuauHoM u 6,8 % Tompko ACK. Cpeam mamueHTOB, TMOTy4YaBIIUX JBOHHYIO
aHTUTpOMOOIUTapHYIO Tepanuto, 98,8 % nonyyanu knonuaorpen, 0,9 % — tuxnonuaus u 0, 3 % —
npacyrpein. [laruenTs! moyvyanu nepByro 103y puBapokcabaHa MUHUMYM 4depe3 24 gaca u 10 7 THeH
(B cpennem 4,7 nHs) Hocie NOCTYIJIEHUS B OOJIbHHUILY, HO KaK MOKHO CKOpee Mocie CTa0uiIn3aun
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narueHTa B xoxe Tekymero OKC  (Bkiou Hpou_enyp_@ﬂrl:{ggggag}%%ﬁ%ﬁﬁéﬁﬁéf g M _KOrjia
napeHTepalibHas aHTUKOATYJISIHTHAS Tepanus OObI4HO nnerglﬂilnljafe A:l"" BATEJTBHOCTL 0002)

Kak pexxum 2,5 Mr puBapokcabaHa JiBa pasa B IeHb, TaK U 5 MI' puBapoKcabaHa J1Ba pas3a B JIeHb ObUIH
3pPEeKTUBHBI B JalbHEWIIEM CHIDKEHHHM YaCTOThI CEpACYHO-COCYIUCTHIX COOBITHH Ha (oHe
CTaHJApPTHOW aHTUTpoMOouUTapHOW Teparmuu. [Ipu mpueme 2,5 Mr aBa pa3a B JIGHb CHIDKaJIach
CMEpPTHOCTb, U OBLJIO TOKA3aHO, YTO MpHU OOJee HU3KOM J103€ PUCK KPOBOTCUEHUHN HIKE, TOITOMY
pPEKOMEHIyeTCsl Ha3HavyaTh puBapoKkcadbaH B 1o3e 2,5 Mr J1Ba pa3a B IeHb COBMECTHO C MOHOTEpanuei
ACK wunu nBoiiHoW anTUTpoMOoIuTapHoi Tepamueit (ACK u kionumorpen Wid TUKIOTMHIANH) IS
npoQUIAKTUKA aTepOTPOMOOTHYECKUX COOBITUH y B3pocibix mnamueHToB mnocie OKC ¢
MOBBIIIEHHBIMHU CEPJICYHBIMHU OHOMapKEepaMH.

[To cpaBHeHHo ¢ miuane0o pUBapoOKcadaH 3HAYMTENBHO CHUXKAJ MEPBUYHYI0 KOMOMHHPOBAHHYIO
KOHEYHYIO TOYKY, BKJIIOYAIOIIYI0 CMEPTh BCIIEACTBUE CEPICYHO-COCYIAMCTHIX NMPHYUH, UHPAPKT
MHOKap/a Win uHCyabT. [IpenmymiectBo Tepanuu, 00ycIOBICHHOE CHUKEHUEM CMEPTH BCIIEICTBUE
CEpJICYHO-COCYIUCTHIX COOBITHI M HMH(apKTa MUOKapna, MPOSBISIIOCH PAaHO U COXPAHSIIOCH B
TE4YEeHHE BCEro nepuoia gedenus (cMm. tadbnuiy 4 u pucynok 1). Taxoke Oblya 3HAUUTEIHLHO CHUKEHA
nepBasi BTOpUYHAsi KOHEYHAs TOUKa, BKJIIOYAIOIAsi CMEPTh OT BCEX MPUYHNH, HHGAPKT MUOKapaa WK
UHCYJBT. JIOTOMHUTENBHBIN PETPOCTIEKTUBHBIN aHAIN3 MOKa3a]l HOMHHAILHO 3HAYMMOE CHIYKEHUE
4acTOTHI TPOMOO3a CTEHTA 10 CPABHEHUIO C mu1anedo (cM. Tabiuiy 4). YacToTa OCHOBHON KOHEUHOM
TOYKH O€30MacCHOCTH (HE CBS3aHHBIX C AOPTOKOpOHAapHbIM IIyHTUpoBaHueM (AKII) Gomprimx
KpoBoTeueHuil mo mkaie TIMI) Opuia BbIlIe y MAIMEHTOB, MOJTYYaBUIUX PUBApOKcabaH, yeM y
MAalMEHTOB, MOYYaBIINX TUIanedo (cMm. Tabmauiy 6). OHaKo YacToTa CMEPTEIIbHBIX KPOBOTCUCHHH,
apTepHallbHON TUIIOTEH3UU, TPeOYIOleH JIeueHUs] BHYTPUBEHHBIMH HHOTPOITHBIMU CPEICTBAMU, U
XUPYPrU4E€CKOro BMEIIATEIbCTBA MPU MPOJIOIDKAIONIEMCS] KPOBOTEUEHUH Oblla OJAMHAKOBOW JUIf
puBapokcabaHa u 1uiaie0o.

B Tabnune 5 npencrasiensl pe3ynbTaThl 3G(HEKTUBHOCTH Y MAIIMEHTOB, MEPEHECIINX YPECKOKHOE
kopoHapHoe BwmemarenbctBo (YKB). Pesynbrarel 0Ge3omacHOCTH B TOATPYIIE IAIMEHTOB,
nepenecmmmx YKB, Obutn comoctaBuMBI ¢ 00mMMH pe3ynbTaTamu Oe3omacHocTH. [laniueHTsl ¢
NOBBILIEHHBIMU OroMapkepamu (TponoHuH unu CK-MB) u 6e3 npeamectBytomiero nucynbta/TUA
coctraisuiin 80 % wuccnenyemMod momymsiuu. Pe3ynpTaThl 3TOM MONyISLUU NAUMEHTOB TaKKe
COOTBETCTBOBAJIM OOLIMM pe3yibTaTtaM 3(h(peKTUBHOCTH U 0€301MaCHOCTH.

Tabnuua 4. Pesynbratel a¢dextuBHocTH U3 uccnepoBanus 111 ¢pazer ATLAS ACS 2 TIMI 51

HMccaenyemasi nonyiasinust | IlanmenTsl ¢ HEIABHUM OCTPBIM KOPOHAPHBIM CHHAPOMOM &)

TepaneBTuueckas 103a PuBapoxcadan 2,5 mr, nBa pasa B | [lname6o N=5113
aeHb, N=5114 n (%)
n (%)

OTtHomenne puckos (OP) (95% [AN)
p-3navenue ©)

CmepTh Benencteue | 313 (6,1 %) 376 (7,4 %)
CEepJCYHO-COCYIUCTHIX 0,84 (0,72, 0,97)

npuunH, nHapkT Mmuokapaa | p = 0,020*
WA UHCYJTBT

Cwmeprts Beneactsue moosix | 320 (6,3 %) 386 (7,5 %)
npuunH, nH}apkT muokapaa | 0,83 (0,72, 0,97)
WJIU UHCYJIBT p =0,016*
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B

CmepTh Beaencteue | 94 (1,8 %) o
CepIeYHO-COCYMCTHIX 0,66 (0,51, 0,86) (MOCNEOCE
MpHUYrH p= 0,002**

CMepTh BCIIECTBUE JIFOOBIX
MIPUYUH

103 (2,0 %)
0,68 (0,53, 0,87)
p = 0,002%*

153 (3,0 %)

Wudapkr muokapaa

205 (4,0 %)
0,90 (0,75, 1,09)
p=0,270

229 (4,5 %)

HNHucynbT

46 (0,9 %)
1,13 (0,74, 1,73)
p=0,562

41 (0,8 %)

Tpom0603 cTenTa

61 (1,2 %)
0,70 (0,51, 0,97)
p = 0,033**

87 (1,7 %)

%) u3MEHEHHBIH M01X0J 06paboTKK HaGopa aHAIK30B (OIX0/ ¢ 00pabOTKOI M0IHOr0 HAGOPa aHAIU30B IIPHU

TpoMOO03€e CTeHTA)

% o cpaBHEHHIO ¢ WIANE60; JorapuhMUUECKOE 3HAUCHHUE P-3HAYCHHUS

* CTATHCTHYECKH MPEBOCXO AN
** HOMUHAIBHO 3HAYMMBII

Tabmuna 5. Pesynbrarel a¢dexruBHOoCcTH M3 nccnenoBanus I ¢azer ATLAS ACS 2 TIMI 51 y

IauueHToB, neperecmmx YKB

Hccaenyemas monmyJisinust IHanuenter ¢ HEIAaBHHM  OCTPBIM
KOPOHAPHBLIM CHHAPOMOM, nepenecmue YKB 2
TepaneBTnueckas 103a PuBapokca0amn, 2,5 mr, 1Ba pa3a B Ilnaneodo
neHb, N=3114 N=3096 n (%)
n (%)
OP (95 % JAN)
p-3Havenue b)
CMepTh BCIIEACTBUE CEPICUHO- 153 (4,9 %) 165 (5,3 %)
COCYJIUCTHIX TPUYHH, HHPAPKT 0,94 (0,75, 1,17)
MHUOKapJa WIH UHCYIIbT p=0,572
CMepTh BCIIEACTBUE CEPACYHO- 24 (0,8 %) 45 (1,5 %)
COCYTUCTBIX TPUYHH 0,54 (0,33, 0,89)
p =0,013**
CMepTh BCIIEACTBHE JIFOOBIX 31 (1,0 %) 49 (1,6 %)
MIPUYHH 0,64 (0,41, 1,01)
p = 0,053
WudapkT Muokapaa 115 (3,7 %) 113 (3,6 %)
1,03 (0,79, 1,33)
p =0,829
WucynsT 27 (0,9 %) 21 (0,7 %)
1,30 (0,74, 2,31)
p = 0,360
Tpomb03 cTenTa 47 (1,5 %) 71 (2,3 %)
0,66 (0,46, 0,95)
p =0,026**

%) u3MEHEHHBIH 101X01 06paboTKK Habopa aHAIN30B (OIX0 ¢ 00pPabOTKOI M0IHOr0 HAGOPa aHATU30B TIPH

TpOMOO3€e CTeHTA)
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-~ Lls 4 3 s
% o cpaBHEHHIO ¢ WIaNEe6o; JorapupMUUECKoe 3HaUEHKE p-3HaueHUs 0T 30.08.2024 N= 18288

** HOMHHAJILHO 3HAYMMBIH

(NOCNEOCBATENEHOCTE 0002)

Tabmuua 6. Pesynbrarel 6e3onacHocTy u3 uccienoBanus Il ¢passr ATLAS ACS 2 TIMI 51

Hccaenyemast momyJisinust I[ManueHTHI ¢ HEIAaBHHM  OCTPbIM  KOPOHAPHBIM
cHHIpPOMOM ¥

TepaneBTnueckasi 103a PuBapokcadan 2,5 mr, n1Ba pa3a B | [liiauedo
JIeHb, N=5115 N=5125
n (%) n (%)
OP (95 % AN)
p-3navenue °)

Bosbiioe kpoBotedenue mo mkaie | 65 (1,3 %) 19 (0,4 %)

TIMI, HE CBSI3aHHOE c | 3,46 (2,08, 5,77)

A0PTOKOPOHAPHBIM p =<0,001*

IIYHTHPOBAHUEM

CMmepTenbHOE KPOBOTEUCHUE 6 (0,1 %) 9 (0,2 %)
0,67 (0,24, 1,89)
p = 0,450

CuMnTOMaTHYECKOE 14 (0,3 %) 5 (0,1 %)

BHyTpH4epenHoe kpopousnusaue | 2,83 (1,02, 7,86)
p =0,037

I'unorensust, Tpedyromas aeuenus | 3 (0,1 %) 3(0,1 %)

BHYTPHBEHHBIMU

HHOTPOITHBIMU TperapaTaMu

XUpypruueckoe BMEIIATeILCTBO 7 (0,1 %) 9 (0,2 %)

0 TIOBOAY IPOJIOJIKAIOIIETOCS

KPOBOTCUCHHS

[lepenuBanue 4 wm 6osee 19 (0,4 %) 6 (0,1 %)

€AVHUI KPOBU B TeueHHE 48 4acoB

% nomynsuus 6e30IMaCHOCTH, T10JTy4aroIas TeParuio

b) 10 CPABHCHHIO C rmaue60; J'IOFapI/I(l)MI/I‘IeCKOG 3Ha4YCHUC P-3HAYCHUS

* CTaTHUCTUYECKU MTPEBOCXOISIIIAN
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.08.2024 N= 18288

"o s ' g L A L aTata !
. Kcapenro 2.5 mr 1Ba pasa B JeHB (MOCNEOCQBATENEHOCTE 0002)
= ITnaneGo ----------
= 43
12 1 j=——--
n 4
S =
< 101 e’
= —ar?
E 9 A Lot ¥
A ._l
"8 8 A -"'r‘
[#) — o
o 7 Y
g —~
5 -
RN -
E 4 o
E -
2 .~
o -
=] E o
8 o OTHoIIeHHe PHCKOB: 0.84
2 1) 05 % ITH: (0.72. 0.97)
P P-3HaueHne=0,020*
0 T T T T T T T T 1
0 20 180 270 360 450 540 630 720 810
OTHOCHTENIBHEIE IHH ¢ MOMEHIA PAHIOMH3alHH Ao tiaes

KonmH4ecTBO DaNHeHTOR H3 TPVIIIEL PHCKA

Kcaperro | 5114 4431 3943 3199 2609 2005 1425 878 415 89

TInamebo | 5113 4437 3974 3253 2664 2059 1460 878 421 87

Pucynok 1. Bpems 1o nepBoro HacTyImjieHUs! IEPBUYHOM KOHEYHON TOUKU 3PPEKTUBHOCTH (CMEPTH
BCJIE/ICTBUE CEPJICYHO-COCYAUCTHIX MIPUUMH, HHPAPKT MUOKAP/1a UIH UHCYIIBT)

UBC/3IIA

Uccnenosanue Il ¢dassr COMPASS (27395 mamuentos, 78,0 % wmyxuuH, 22,0 % >KEHIIHUH)
poJeMOHCTpUpOBaIO 3D PeKTUBHOCTE W 0e30macHOCTh puBapokcabaHa ais TPOPUITAKTHKU
HEONMaronmpUsATHBIX COOBITUN, BKJIIOYAIONIIUX CMEPTh BCIEACTBUE CEPICYHO-COCYAMCTHIX MPUYHH,
uH(papKT MHOKapAaa, UHCYnbT, y nanueHToB ¢ UBC unu cumnromubiM 3IIA ¢ BBICOKMM pHUCKOM
unieMuyeckux coObiTuil. HabmioseHue 3a manueHTaMu IpoAOJDKajloch B cpedaHeMm 23 mecsia u
MakcumyMm 3,9 roaa.

[TaniueHThl, HE HYXIABIIHECS B MOCTOSHHOM JICUEHUH WHTHOMTOPAMU MPOTOHHOM MOMITBI, ObLIH
pPaHJIOMU3HUPOBAHBl Ha TMPUEM TMaHTOMpa3zona WM Tanebo. 3aTeM Bce MAlUEHTH ObUIH
paHIOMHU3HUPOBaHbl B cooTHomeHnH 1:1:1 Ha mpuem puBapokcabana 2,5 Mmr 1Ba pasza B JeHb/ACK
100 Mr ouH pa3 B A€Hb, puBapoKkcadbana 5 mMr aBa pasa B 1eHb win Toibko ACK 100 mr onuH pa3 B
JI€Hb ¥ COOTBETCTBYIOIINE UM TTa1ie0o.

VY nanuentoB ¢ UBC 6p11a maorococyauctas MbBC u/unm npeamecTByronuii nHGapKT MUOKap/a.
s manueHToB B Bo3pacTe <65 neT TpeboBajgoch HAIMYUE aTEepPOCKIEpO3a, MOPaKarollero Mo
KpaliHe Mepe JBa COCYIMCTBIX pycia, WIHM 10 KpaHeW Mepe JBa JOINOIHUTENbHBIX CEpACYHO-
COCYAMCTHIX (pakTOpa pucKa.

[TarmmenTs! ¢ 3I1A paHee mepeHecIn TaKhue BMEIIATENIbCTBA, KaK IIYHTHPOBAHUE WM YPECKOKHAS
TPAHCIIOMUHANIbHAS AHTHOIUIACTHKA, WM aMIyTallMii0 KOHEYHOCTHM WM CTOIBl IO TOBOIY
3a00JIeBaHUS apTEPUATBHBIX COCYIOB HIIM MMENU TMEePEeMEXAINIYIOCS XPOMOTY C COOTHOIICHHEM
apTepHallbHOTO JaBJieHHs JOABDKKU/PYKH <0,90 W/uiaM 3HAYUTENbHBIM CTEHO3 MephudeprUIecKux
apTepuii, WM TPEIIIECTBYIONIYI0 PEBACKYISPHU3AIUI0 COHHOW apTepuH, WM OECCHMIITOMHBIN
CTEHO03 COHHOM apTepuu >50 %.

B wuccremoBanme He BKIIOYAIWCh TAIMEHTHI, KOTOPHIM OblIa HEOOXOAWMa JIBOMHAS
AHTUTPOMOOIIMTApHAS WK Ipyras aHTUTpoMOoIMTapHas Tepanus, He cBsizanHast ¢ ACK, unu mpuem
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IIEPOPAILHBIX aHTUKOATYJISIHTOB, 4 TAKKE MALUEHTH C BBICOKMM C%Flg gcggﬁ&réﬁejhﬁg{? €ep/IeTHOM
HEI0OCTaTOYHOCThIO C (ppakiueir BoiOpoca <30 %4 _unu 101 '_L'ﬂnf : g"]lbﬁg'ché-gﬁ”#ﬁﬁb 2 Nopkexoii

KapAHOJIOTHYECKON acCOIMAINY, JHOOBIM UIIEMHUYECKHM HElaKyHapHBIM WHCYJIbTOM B TeUeHHE |
MecsIa WK JIFOOBIM TeMOpparudecKuM WK JaKyHApHBIM HHCYJIBTOM B aHaMHE3e.

PuBapokcaban B no3e 2,5 mr 1Ba pa3a B jieHb B komOuHaiuu ¢ ACK B 1o3e 100 Mr oauH pa3 B AcHb
npeBocxoaun ACK B moze 100 Mr B OTHOIIGHWHM CHUIKEHHUS TEPBUYHON KOMOWMHUPOBAHHOU
KOHEYHON TOYKH, BKJIIOYAIOIIEH CMEpPTh BCIEACTBHE CEpPICUYHO-COCYAUCTHIX MPUYHMH, HH(APKT
MHOKapJia ¥ MHCYJIBT (CM. TaOIUIly 7 ¥ PUCYHOK 2).

VY manueHToB, MOJIy4aBIIMX pUBapokcabaH B j03e 2,5 mMr 1Ba pas3a B JieHb B komOuHarmu ¢ ACK B
no3e 100 Mr oguH pa3 B JeHb, HAOIIOAAJIOCH 3HAYMTENBHOE YBEIMUYCHHE COOBITUH MEpBHYHOU
KOHEYHOW TOYKM Oe3zomacHocTH (OoybIIME KPOBOTEUCHHS MO MOAM(DHUIMPOBAHHBIM KPHUTEPUIM
ISTH) no cpaBHeHuto c¢ nanueHtamu, nonaydaBmmmu MoHorepanuio ACK B goze 100 mr (cm.
Tabnuiy 8).

[To nmepBUYHON KOHEYHOI TOUKEe 3(PPEKTUBHOCTH HAONIOaeMOe MPEUMYIIECTBO pUBapoKcadaHa B
no3e 2,5 mr niBa pasa B JieHb B couetanuu ¢ ACK 100 mr oauH pa3 B AeHb 1o cpaBHenuto ¢ ACK 100
MI OJuH pa3 B JaeHb coctaBuio OP=0,89 (95 % AU 0,7-1,1) y nmanuentoB =75 net (4actora
BcTpeuaemoctu: 6,3 % mpotus 7,0 %) u OP=0,70 (95 % AU 0,6-0,8) y narmentos <75 net (3,6 %
npotuB 5,0 %). Yacrora OGONBIIMX KPOBOTEYEHUH MO MomubuIupoBaHHbIM KpuTepusim ISTH
coctraBuia OP=2,12 (95 % AU 1,5-3,0) y mauuentos =75 ner (5,2 % npotus 2,5 %) u OP=1,53 (95
% AU 1,2-1,9) y naumentoB <75 net (2,6 % npotus 1,7 %).

[Ipumenenue mantompazona B go3e 40 Mr oauH pa3 B JeHb B JONOJHEHHE K H3y4aeMOMY
AHTUTPOMOOTHYECKOMY Tperapary HalueHTaMH, He UMEIOIIMMHU KIMHUYECKON HEOOXOIMMOCTH B
MHTHOUTOpE MPOTOHHOM MOMIIBI, HE TIOKAa3aJI0 HUKAKO MOJIb3bl B IPEJOTBPAIICHUN OCTIOKHEHUH CO
CTOPOHBI BEPXHUX OTJIENOB >KETYJOYHO-KHIIEYHOrO0 TpakTa (T.e. COUYETaHHWE KpPOBOTCUCHHUI U3
BEPXHUX OT/EJIOB KENyJA0YHO-KUIIEUHOTO TPaKTa, U3BA3BICHUN BEPXHUX OTIEIOB KEIyTOYHO-
KHUIIIEYHOTO TPaKTa, OOCTPYKIMH WM Tephopaluil BEPXHUX OTIEIOB JKETyI0YHO-KUIIEYHOTO
TpakTa); 4YacCTOTa BO3HUKHOBEHHS OCJIOXHEHHH CO CTOPOHBI BEPXHHX OT/EJIOB KEITYIOUYHO-
KuieyHoro tpakra coctaBuiia 0,39 wa 100 manueHTo-1€T B TpymIe, MOJIydaBIIedl TaHTONPa3oyl B
no3e 40 Mr oauH pas B JieHb, 1 0,44 Ha 100 nanueHTo-JeT B rpyIie, noily4yaBiiel mianedo oauH pas
B JICHb.
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Tabanua 7. Pesynbratsl a¢pdexruBHOCTH U3 HccnefioBanus |1 (bd%hﬁ@\?’lﬁ:z\%@ N= 18288

Hccnenyemas HamuenTsl ¢ UBC/3IIA a) | (ROCHERCEATERBHOC T 0002
MOMyYJISIIHS
Tepanesruueckas PuBapoxcaban ACK 100 Mr onun pa3 B
103a 2,5 Mr 1Ba pa3a B JeHb
neHb B codyeranun ¢ | N=9126
ACK 100 mr oamn
pa3 B JieHb
N=9152
Mamuenrsr | KM IMauueHTsl KM oP p-
c % c % (95 % 3nauenue”
COOBITHSIMU COOBITHSIMU AN)
WucynsT, nHbApKT
MHUOKap/ia WIn 0,76
CMEPTh BCIICJICTBUE 379 520% | 496 (54%) | 7,17% | (0,66; 0,86) p = 0,00004*
cepeuHo- (4,1 %)
COCYHCTBIX MPHYNH
- Uucyner 83 1,17% | 142 (1,6 %) |2,23% | 0,58 p = 0,00006
(0,9 %) (0,44; 0,76)
- UudapkT Muokapaa 0,86
178 2,46 % | 205 (2,2%) |2,94% | (0,70; 1,05) p = 0,14458
(1,9 %)
- Cmepts Bentenacteue | 160 2,19% | 203(22%) |288% |0,78 p =0,02053
cepeuHo- (1,7 %) (0,64; 0,96)
COCYIHCTBIX MPHYNH
CMEepTHOCTh OT BCEX 0,82
MPUYIHH 313 450% | 378 (4,1%) |557% | (0,71;0,96)
(3,4 %)
Octpas uimemMus 22 0,55
KOHEYHOCTH (0,2 %) 0,27 % | 40 (0,4 %) 0,60 % (0,32; 0,92)

d)  aHaNu3 MOMYJIALMH [0 HA3HAYEHHOMY JICYEHHUIO, IEPBUYHBIN aHAJIN3

b) 1o cpasuenuto ¢ ACK 100 mr; torapupMuuecKoe 3Ha4EHUE P-3HAUECHHUS
* CHuKeHue NMePBUYHON KOHEYHOH TOUKH 3(H(HEKTUBHOCTH OBLIO CTATUCTHYECKH 3HAYUMO BBIIIIE.

JW: noseputensHbIi nHTEpBaN; KM %: O1leHKH COBOKYITHOTO pucka 3aboneBaeMoctH 1o Kamnany-Metiepy,

paccuntansbie Ha 900 nHel

Tabnuna 8. PezynpraThl 6e3onacHoct u3 uccnenoBanus [ pazsr COMPASS

Hccnenyemast momynsinust Mauuentor ¢ UBC/3IA a)
TepaneBTH4eckas 103a PuBapokcadan ACK 100 mr OtHomenne
2,5 Mr aBa pa3a B OMH Pa3 B PUCKOB
JeHb B COYETAHUM C nenb N=9126 (95 % aN)
ACK 100 mr ogun pa3 | n (Kym. puck %0) p-3HAuenme b)
B JIEHb,
N=9152
n (Kym. puck %0)
Bonbimoe kpoBoTeueHue 1o 288 (3,9 %) 170 (2,5 %) 1,70 (1,40; 2,05)
MOI(DUITMPOBAHHBIM KPUTEPHSIM p < 0,00001
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ISTH ot SUUS JUZAIN= 182808
O AEAAEATEALUNCTL anna
- KposoTeuenue co 15 (0,2 %) 0029y —— " T 4070 A7:3.3R)
CMEPTEIbHBIM HCX0I0M p =0,32164
- CUMIITOMATHAYECKOE 63 (0,9 %) 49 (0,7 %) 1,28 (0,88; 1,86)
KPOBOTEUYECHUE B KPUTUIECKOM p =0,19679
opraHe (HecMepTeIbHOE)
- KpoBoteuenue B Mecte 10 (0,1 %) 8 (0,1 %) 1,24 (0,49; 3,14)
XUPYPTUIECKOTO p =0,65119
BMEIIATEILCTBA, TPEOYroIIee
MOBTOPHOM oneparuu
(HECMepTenbHOE,
HE B KDUTUYECKOM OpraHe)
- KpoBorteuenue, npusomsmee k | 208 (2,9 %) 109 (1,6 %) 1,91 (1,51; 2,41)
TOCIIATAIA3ALMNA p < 0,00001
(HEecMepTenbHOE, HE B
KPUTHYECKOM OpTraHe, He
TpeOyrollee TOBTOPHOM
OTIepaIiy)
- C HOYHBIM 172 (2,3 %) 90 (1,3 %) 1,91 (1,48; 2,46)
npeObIBaHUEM p < 0,00001
- Be3 HouHOTO 36 (0,5 %) 21 (0,3 %) 1.70 (0,99; 2,92)
peObIBaHS p = 0,04983
CHIIbHOE JKEITyI0YHO-KHIIIETHOE 140 (2,0 %) 65 (1,1 %) 2,15 (1,60; 2,89)
KpPOBOTEUYECHHE p < 0,00001
CuiibHOE BHYTPUYEPEITHOE 28 (0,4 %) 24 (0,3 %) 1,16 (0,67; 2,00)
KpPOBOTCUYCHHUE p = 0,59858

a) aHaJIN3 NOMYJIAINU MAlUEHTOB 10 HAMEPEHUIO JICUNTD, HepBI/I‘IHHﬁ aHaJIn3

b) mo cpaBuenuto ¢ ACK 100 mr; norapudmMuueckoe 3HaUCHUE P-3HAUCHUS

JW: noseputenvHbli mHTepBaN; KyM. puck: KymynsatuBHbIM puck 3abosieBacMmoctu (oneHkn Karmana-

Meiiepa) uepes 30 mecsines; ISTH: Mexnynapoanoe o011ecTBO 0 TPOMOO3y U TeMocCTasy.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 30.08.2024 N= 18288

10.07 Keaperro 2,5 mrjmea pasa s(ddis & B E 10058 §amihpabE 36w & (1002)
"""" ACK 100 MT omirr-pas-a-meimy
9.0
0 Ouenxn Kanmana-Mefepa (%) za 30 Mecanes: Ir‘-_ )
9 "] Kcapenro 2,5 Mr 1Ba pa3sa B Zess + ACK 100 Mr oA
2 pa3 B IeHb 5.2 (4.7 - 5.8) .
3 701 ACK 100 wr ogme pas & gems: 7.2 (6.5 - 7.9) <
E 6.0
=
% 5.0
=)
% 4.0
=
oy 3.0
S
< 2.0
e f_ccds_primeff
10 OtHOmeHHe pHCKOB (95 %0 TH)
0,76 (0,66-0.36)
0.0 =

: :
[ 180 365 540 730 200 1095
JIHH ¢ MOMeHTa paHI0MH3AHH

KomrgecTBo DATHEHTOR H3 TPYINIE PHCKA

Kcapexro 2.5 Mr gBa paza B geHs + | 9152 9026 7898 6352 3911 2302 658
ACK 100 Mr ofHH pa? B JeHb
ACK 100 Mr omeH paz B Jens | 9126 8982 7798 6233 3860 2253 668

JM: noBepHTEIBLHBIH HHTEPBAT

Pucynok 2. Bpemsi 10 nepBoro HacTyIjieHUs IEPBUYHON KOHEYHOU TOUKU 3P PEKTHBHOCTH
(MHCYIBT, MHPAPKT MHUOKAp/ia, CMEPTh BCIICJCTBHE CEPACUYHO-COCYTUCTHIX TPUYHH) B
ncciepgoannu COMPASS

Iayuenmor nocne neoagneii npoyeodypbl pesaACKYIAPUIAYUU HUNCHEU KOHEUHOCMU 6Cle0Cmeue
cumnmomnozo 3114

B xmoueBom aBoitHoMm cieniom uccienoBanuu II1 gazer VOYAGER PAD 6564 namuenTa mocie
He/laBHEell yCHelmHON Mpoueaypbl peBacKyIsApHU3alli HIKHEH KOHEYHOCTH (XUPYPTUYECKOM HIIN
9H/IOBACKYJISIpHOM, BKIIOYass THOpHUIHBIE Mpoueaypbl) u3-3a cumnToMHoro 3IIA  Obuin
pPaHIOMHU3HMPOBaHbl CllydyailHBIM o00pa3oM B cooTHomeHuH 1:1 B omHy U3 JABYX TIpymn
AHTUTPOMOOTHUYECKOTO JICUEHUs: pUBapoKcabaH 2,5 Mr /Ba pa3a B JeHb B komOuHamu ¢ ACK 100
Mmr oauH pa3 B ieHb uia ACK 100 mr ouH pa3 B geHsb. [lanenTam Ob110 pazpeieHo JOMoJIHUTENbHO
M0JIy4aTh CTAaHAAPTHYIO 03y KJIONUAOIrpesa OJIMH pa3 B IEHb B TEUEHHUE CPOKa /10 6 Mecsues. Llenbio
MCCJIEIOBaHMS OBLIO MPOJAEMOHCTPUPOBATh A(D(PEKTUBHOCTh M 0OE30MAaCHOCTh pPUBapoOKcabaHa B
komOuHatmu ¢ ACK ans npodunaktuku nHpapkTta MHOKapaa, UILIEMUYECKOTO UHCYIbTA, CMEPTH
BCJIEJICTBUE CEPICUHO-COCYUCTBIX TPUUNH, OCTPON HIIEMUN KOHEYHOCTH WM OOJIBIION aMIyTalluu
COCYAMCTON 3THOJIOTMH y MAalMEHTOB IIOCJIE HEAABHUX YCIEUIHBIX MPOLENYpP PEBACKYJISAPU3ALUU
HWKHMX KOHEUYHOCTEN BeiencTBre cuMnToMHoro 3I1A.

bbuiy BKIIIOUEHBI AIIMEHTHI B Bo3pacTe >50 JIeT ¢ JOKYMEHTAJIBHO MTOATBEPKIECHHBIM YMEPEHHBIM
WJIM TSDKEJIBIM CUMIITOMHBIM aTepockyiepoTnuecKuM 3ITA HUKHUX KOHEUHOCTEH, IOITBEPKIEHHBIM
BCEM M3 MEPEUYHCIEHHOr0: KIMHUYECKH (T.€. QYHKIMOHATBHBIMU OTPAaHUYEHUSIMH), aHATOMUYECKU
(T.e. BM3yanmuzaruel, moaTBepxparoniedt Hammune 3IIA aucTanbHee HApY)KHOW MMOAB3IOITHOM
apTepun) ¥ reMoAMHaMu4ecku (JiogappkedHo-tuieueBoi nuaekc [JINN] <0,80 wim manpie-riedeBoit
unaekc [[1IT1] <0,60 mis manueHToB 0e3 peBacKyIsapu3aiui KoHeYHocTel B anamue3e win JITTN
<0,85 wnu TN <0,65 nns manmeHTOB C peBacKyisipu3aliieil KoHeuyHocTed B aHamHese). bouin
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
HCKJIIOYCHBI [TAUEHTHI, HY)KaBIIUECS B IBOWHOU ElHTI/ITpOM6OLII’;'ﬂai Sl repattiir d tedckue Gonee

Pt ofidolC ot ACK

o o Mmoo
6 MecAaleB WK B JO00I NOMOMHUTEILHON aHTUT ‘)OMGOHHI]-“la’l’)H'()-]l?E

KJIONUAOTpENia, WIA NEepOpaIbHOW aHTUKOAryJsSsHTHOM Tepamuu, a TakXke MalueHTbl C
BHYTpPUYEpPEHBIM KPOBOU3INAHNEM, UHCYIIbTOM Uinu TUA B anamuese, unu nanueHtsl ¢ pCK® <15
MJI/MUH.

Cpennsisi TpOAOKUTEIBHOCTh HAOMIOJEHUST cocTaBuiaa 24 wMecsla, a MaKCHUMAaJbHBIM CpOK
HaOmoaeHus — 4,1 rona. CpeHH BO3pacT BKIIOUYCHHBIX B MCCIIEIOBAHUE MAIMEHTOB COCTAaBUI 67
net, a 17 % mnanmenToB Obutn crtapme 75 ner. CpemHee BpeMs OT MPOIEAYpbl HHICKCHOM
peBacKyJIIpU3alliy A0 Hadaja MCCIeAyeMOro J€YeHUs B OOIIel MOMyIsaluu COCTaBUio 5 nHel (6
JHEW TOClie XUPYpPruuecKo M 4 [HsS MOCie 3HAO0BACKYJISIPHOM pPEBACKYISpPHU3aLUU, BKIHOYAs
rubpuaHbie Tporeaypsl). B memom, 53,0 % manmueHToOB MONydalid KPaTKOBPEMEHHYIO (POHOBYIO
TEpanuio KJIOMUJOTPEIOM CpEeAHEH MpOodOKUTENbHOCThI0 31 geHb. CorylacHO NPOTOKOIY
UCCIICIOBaHMS, JICYEHUE MOKET OBITh HAYaTO KaK MOYKHO CKOpee, HO He 1mo3aHee, ueM yepe3 10 qaeit
nociie YCHEIIHOM HaJyiekalie Mpoueaypbl peBacKyaspu3alud U oOecredeHus TIeMocTasa.
PuBapokcaban 2,5 mr nBa pasa B neHb B komOmHarmu ¢ ACK 100 mr omuH pa3 B JeHb ObLI
s dexTrBHEE B CHUKEHUH TIEPBUYHON KOMOUHUPOBAHHON KOHEYHON TOUKH, BKIIOUAIOIIeH HHPapKT
MHUOKapJa, UIIEeMHUYECKUI MHCYJIbT, CMEPTh BCIEACTBUE CEPAECYHO-COCYIUCTBIX MPUYHMH, OCTPYIO
UIIEMUI0 KOHEYHOCTH U OOJIBIIYI0 aMITyTallUI0 COCYIMUCTON 3THOJIOTHUU TI0 CPABHEHUIO C MPUEMOM
tonbko ACK (cm. Ttabmumy 9). IlepBuunas KoHeuHas ToukKa OE€30MACHOCTH IO OOJBIINM
KpoBoTedeHHsIM 110 1mkasie TIMI Obila BhIe y MAMeHTOB, MoaydaBmx puBapokcadban u ACK, 6e3
YBEJIMUEHUS YHCIIa CMEPTEIbHBIX WM BHYTPHUYEPEITHBIX KpoBOoTeUeHHI (CcM. Tabimity 10).
Bropuunbie KoHeuHble TOUKH 3((HEKTUBHOCTH OBLTH MPOTECTUPOBAHBI B 3apaHEe OMPEICICHHOM
HepapXUuecKoM mopsiake (cM. Tadnuiry 9).

Tabmuna 9. Pezynpratsl a¢dexruBHocTu u3 uccneaosanus 11 ¢pazsr VOYAGER PAD

Hccnenyemas nomyJasiust IHanueHTHI MOC/IE HEJABHEH MPOLEAYPbI PeBACKYJISPU3ALMU HUKHEH
KOHEYHOCTH BejieacTBue cumnromuoro 3ITA a)
TepaneBTHYecKasn 103a PuBapokca6an 2,5 mr ACK 100 mr OtHomenne
ABa pa3a B JIeHb B O/IMH pa3 B JIeHb PHCKOB
coueranun ¢ ACK 100 mr | N=3278 (95 % ANy @
OJIMH pa3 B IeHb n (Kym. puck %)°
N=3286

n (Kym. puck %) ©

IMepBuuHas KoHeYHAs 508 (15,5 %) 584 (17,8 %) 0,85(0,76;0,96) p
TOYKA 3(])(])eKTnBHOCTub) =0,0043 e)x
- Mudapkt Muokapaa 131 (4,0 %) 148 (4,5 %) 0,88 (0,70; 1,12)
- Mimemunueckuit 71 (2,2 %) 82 (2,5 %) 0,87 (0,63; 1,19)
UHCYJIET
- CMepTb BCIIEICTBUE 199 (6,1 %) 174 (5,3 %) 1,14 (0,93; 1,40)
CepAEYHO-COCYUCTHIX
PHYHH
- OcTpas uiemMust 155 (4,7 %) 227 (6,9 %) 0,67 (0,55; 0,82)

KOHEYHOCTH
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COOTBETCTBYET 3KCNEPTHO M?HT"ETJ

- BonbIas aMImyTanus 103 (3,1 % 115 (3,596)- - HE. -f-"J-ﬂ404891 :1,16
" (3.1%) TR AOBATENEHOCTE G005

COCYIMCTOM 3THOJIOTUHI

BropuyHas KoHe4YHas
TO4YKa 3PPEeKTUBHOCTH

HesarmmaaupoBanHtast 584 (17,8 %) 655 (20,0 %) 0,88 (0,79; 0,99)
WHIECKCHAs p = 0,0140 e) *
PpeBaCKyJISIPH3aLIHsL

KOHEYHOCTH TIPH
PELUANBUPYIOIICH UIIEMHUU

KOHEYHOCTH
TNocrniuranu3zarys mo 262 (8,0 %) 356 (10,9 %) 0,72 (0,62;0,85)
IIPUYIHNHE CEPACUHO- p < 0,0001 e) *

COCY/IUCTBIX COOBITHH MIIN
COOBITHIA CO CTOPOHBI
KOHEUHOCTEH (71r000i 13
HUKHUX KOHEYHOCTEH)
TPOMOOTHYECKOT0 XapaKkrepa

CmeptHOCTB OT Beex npuunH | 321 (9,8 %) 297 (9,1 %) 1,08 (0,92; 1,27)
CoObrTust BTD 25 (0,8 %) 41 (1,3 %) 0,61 (0,37; 1,00)

a) AHAJIN3 MOIMYJIAIUA NallUCHTOB 110 HAMCPCHUIO JICYUTD, HepBH‘-IHbIﬁ aHAJIN3; YCTAaHOBJICHO HezaBucumeim
KOMHUTETOM I10 BeIHeceHHI0 KimHndeckux pemienuit (Independent Clinical Adjudication Committee, ICAC)
b) coBokymHOCTH WH(papkTa MHOKapjaa, HIIEMHYECKOTO MHCYJIBTA, CMEPTH BCIEACTBHE CEPIAEYHO-

COCYIUCTHIX TPHUYUH (CMEPTHb BCIEACTBUE CEPICUYHO-COCYIUCTHIX TMPUYUH W CMEPTh MO HEM3BECTHOH
MPUYUHE), OCTPOH HIEMUN KOHEYHOCTH U OOJBIION aMITyTaIlii COCYAMCTOMN STHOIOTHHI

C) mpH aHAJIW3e YYUTBHIBACTCS TOJBKO MEPBOE MOSBICHHE COOBITHS KOHEYHOH TOYKM B mpenenax odbema
JAHHBIX OT CyOBEeKTa

d) OP (95 % [AN) ocHOBaHO Ha MOJEIH MPOMOPLUOHATBHBIX prcKoB Kokca, crpatuduimpoBaHHOM M0 THITY
MPOLIEYPHI, U TPUMEHEHHUHN KIONHJIOTpera C JICUSHHEM B KaUeCTBE €IUHCTBEHHON KOBApHUAHTHL.

e) OmHOCTOpOHHEE p-3HAYCHHE OCHOBAHO Ha JIOraprU(PMHIECKOM PaHTOBOM TECTE, CTPATH(HUIUPOBAHHOM IO
THUITY TIPOLIEAYPHI U IPAMEHEHUIO KIIOMHUJIOTPENa C y9eTOM JICUeHHsI B KauecTBe (hakTopa.

f) ocTpas uimemMusi KOHEYHOCTEH OMNpeNeNseTcss KaK BHE3alHOE 3HAYMTEIbHOE YXYAIICHHE Nepy3uu
KOHEYHOCTEH, JIMOO C HOBBIM Je(UIIMNTOM IyJibca, THO0 Tpedytoliee 1ede0HOro BMEIaTeIhcTBa (HapuMep,
TpoMOoIU3UCca, TPOMOIKTOMUM HITH CPOYHON PEBACKYJIISIPU3AIINHN), U TIPUBOJSIIEE K TOCTATATU3AIAN

* CHmwkenne 3ppekTHBHOCTH OBUIO CTATUCTUYECKH 3HAUYMMO BBILIIE.

JAW: noBepUTeabHBIA HHTEPBAI

Ta6muna 10. Pesynerarsl 6e3omacHoctu u3 uccnenosanust |1 passrt VOYAGER PAD

Hccaenyemas momyisiuust IanueHTHI NOCIE HelaBHEH MPOLeYPbI PeBACKYJ/ISIPH3AIUH
HIKHEl KOHeYHOCTH BeJeacTeue cumnromuoro 31TA @

TepaneBTHueckasi 103a PuBapokcaban ACK 100 mr OtHomenne
2,5Mr aBa paza B OJMH pa3 B JicHb PHCKOB
JIeHb B COYETAHMH C N=3248 (95 % AN)”
ACK 100 mr omun pa3 | n (Kym. puck p-3navenne ¥
B JIeHb %) b)
N=3256
n (Kym. puck %)
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COOTBETCTBYET JKCNEPTHOMY OTYETY
BosbIoe KpoBOTEYEHHE TI0 62 (1,9 %) 44 (1,4% & 11 'JEC':-’—"J-‘:‘ 1430,9% 2,10
(NOCNEOOBATENRHG ' 6g50002)

mkane TIMI (cBs3anHOe / He

CBSI3aHHOE C
A0PTOKOPOHAPHBIM
ITYHTHPOBAaHHEM )

- CMepTebpHOe 6 (0,2 %) 6 (0,2 %) 1,02 (0,33; 3,15)
KPOBOTEUECHHUE

- Buytpuuepentoe 13 (0,4 %) 17 (0,5 %) 0,78 (0,38; 1,61)
KPOBOU3JTHSHIE
- SIBHOE KpOBOTEUCHHUE, 46 (1,4 %) 24 (0,7 %) 1,94 (1,18; 3,17)
CBSA3aHHOE C MaJEHUEM
remoriaobuna Hb >5 r/mn /
remarokpura Het >15 %

Bonbmioe kposoreuenne 1o | 140 (4,3 %) 100 (3,1 %) 1,42 (1,10; 1,84)
kpurepusm ISTH p = 0,0068

- CmepTenbHOe 6 (0,2 %) 8 (0,2 %) 0,76 (0,26; 2,19)
KPOBOTCUCHHUE

- Hecmeprenbhoe 29 (0,9 %) 26 (0,8 %) 1,14 (0,67; 1,93)

KPOBOTCUYCHHUE M3
KPUTHUYCCKH BAXKHBIX
OpraHoB

Knnunuecku 3Hauumoe 246 (7,6 %) 139 (4,3 %) 1,81 (1,47; 2,23)
HE3HAYNTEJBHOE

KPOBOTEYEHHE 110 KPUTEPUIM
ISTH

a) AHanu3 HOMyJISAIUK 10 0e30MacHOCTH (BCEe PaHIOMHU3UPOBAHHBIC CYOBEKTHI, MOJTYyUYHBIINE 1O KpaiHeil
Mepe OJIHY JI03y MCCIIEyeMOro npenapaTa)

b) n = konuyecTBO CyOBEKTOB C COOBITHSAMH, N = KOJIIMUECTBO CYOBEKTOB U3 TPYIIIBI PHCKA,

% = 100 * n/N, n/100 mam-mer = COOTHOIIEHHWE YHCIIa CYOBEKTOB C WHIMIECHTHBIMU COOBITHSIMH /
KyMYJIITUBHOE BPEMsI ITOJIBEPTaHUsl PUCKY

c) OP (95 % [AN) ocHOBaHO Ha MOJEIH MPOMOPLUOHATBHBIX prcKoB Kokca, cTpatudUInpoBaHHON 10 THITY
NPOLENYPbI, U IPUMEHEHUH KIONHIOTPea C JICYCHHEM B KaUeCTBE €AMHCTBEHHON KOBapUaHTHI.

d) JIBycTopoHHEe p-3HaUCHHE OCHOBAHO HA JIOTapU(PMUYECCKOM PAHTOBOM TECTE, CTPATU(PHUIIUPOBAHHOM II0
THUILy IPOLEAYPHI U IPUMEHEHUIO KIOMHUIOTPea C yUeTOM JIeueHHsl B KauecTBe (hakropa.

UBC ¢ cepoeunou nedocmamouHoCmbio

B wuccnenopanme COMMANDER HF Oputn Biimtodensl 5022 mamueHTa ¢ cepaeyHOU
HEJOCTAaTOYHOCTHIO M YCTAHOBJICHHOW wuinemuueckoil ©Oomesnsio cepauna (MBC) mocne
TOCMIUTATHM3AINH TI0 MOBOAY JACKOMIICHCUPOBAHHOW CEpAeYHON HEJO0CTaTOUYHOCTH, KOTOpPHIE OBLIH
PaHIOMU3HUPOBAHBI CIIy4allHBIM 00pa30M B OJIHY U3 ABYX TPYII JICUECHUS: puBapoKkcadban 2,5 Mr nBa
paza B gneHb (N=2507) wumm turane6o (N=2515), coorBerctBenHo. OOmias wmeauaHa
MPOAOJKATEIIBHOCTH JICUCHUS B HCClleioBaHUU cocTaBuia S04 qHs.

[TarueHTH! TOJDKHBI OBLTH UMETh CHMITTOMATHYECKYIO CEPJICYHYIO0 HEJIOCTAaTOYHOCTh B TCUCHUE HE
MeHee 3 MecseB U Gpakiuio BeIOpoca jaeBoro xenynouka (OBJIDK) <40 % B TeueHue ogHoro roja
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COOTBETCTBYET SKCNEPTHOMY OTYETY
C MOMeHTa BKJItoueHus. Mcxoano meanana Qpakipin BeIOpoca _C(Wraéjhaﬂa%% {'IQR-—PZS 38 %)
u 53 % yuactHukoB otHocHauch K 1 wiu 1V xiia ot R B TRl R Pk

KapIMOJIOTHYECKOM acCOLUAIINH.
[TepBuuHbIii aHaN3 3¢ (HEKTUBHOCTH (T. €. COBOKYITHOCTbH MIOKa3aTeNIel CMEPTHOCTH OT BCEX MPUUHH,
uH(papKTa MUOKap/1a WK UHCYIIbTA) HE BBISIBUJI CTATUCTUYECKH 3HAYMMOMN Pa3HULbI MEXKAY MPYIIOHN,
noJryuyaBliIeil puBapokcadaH 2,5 Mr JiBa pa3a B JIeHb, U Tpymoii miamnedo ¢ OP=0,94 (95 % AU 0,84—
1,05), p=0,270. Yto kacaeTcsi CMEPTHOCTH OT BCEX MPUYUH, TO MEXKITY PUBAPOKCAOAHOM M TLIaIe00
He ObUIO pa3IudHil B KOJIMYECTBE COOBITHH (dacToTa coObiTuii Ha 100 marmenTo-net; 11,41 nmporus
11,63 (OP: 0,98; 95 % AU: 0,87-1,10; p=0,743). Yactora pa3zButusa unpapkra muokapaa Ha 100
MaIUeHTo-JIeT (puBapokcadaH Mo cpaBHEHUIO ¢ Tuianedo) cocrasuia 2,08 npotus 2,52 (OP 0,83; 95
% JIW: 0,63-1,08; p=0,165), a yacTtora cinyyaeB uHcyiabTa Ha 100 mamuento-iaer cocraBuina 1,08
npotus 1,62 (OP: 0,66; 95 % JAU: 0,47-0,95; p=0,023). OcHoBHasi KOHEYHAsI TOYKAa OE30MaCHOCTH
(T.e. codeTraHHWE CMEPTEIBHOTO KPOBOTEYCHHUS WM KPOBOTEYCHHUS B KPUTHUECKYIO OO0JACTh C
MOTEHLMAIbHON OCTOSTHHON ToTepei TpyaocnocooHocTr) HabmoAanacek y 18 (0,7 %) mauneHtoB B
rpynmne puBapokcabana 2,5 Mr aBsa pasza B geHb u y 23 (0,9 %) namnuentoB B rpyire mianeo,
cootBercTBeHHO (OP=0,80; 95 % AU 0,43—1,49; p=0,484). B rpymnme puBapokcadbana HabI10/1a710Ch
CTAaTHUCTUYECKU 3HAYUMOE YBEIMUYEHUE YaCTOThI OOJBIIMX KpoBoTeueHuii no kputepusm ISTH mo
CpaBHEHHIO ¢ TuTanebo (dactora coopiTuii Ha 100 mamuenTo-ner: 2,04 mporus 1,21, OP 1,68; 95 %
JAU: 1,18-2,39; p=0,003).

VY MmanmueHToB ¢ CepledHON HEeIOCTaTOYHOCTBIO JIETKOW M CpeaHel creneHH A(PQPEeKTh JeUueHUs B
noarpynme uccnenpoanuss COMPASS 0bimn cxoxxumu ¢ dddekramu JISUCHHsT BCEH HCCIIeTyeMOn
nonysuuu (cM. nyHKT «MBC/3I1A»).

Tayuenmoi ¢ mpotiHbilM NO3UMUSHBIM AHMUPOCHONUNUOHBIM CUHOPOMOM 8bICOKO20 PUCKA

B cmoHcupyemMoM  uccienoBarelieM — pPaHIOMHU3MPOBAHHOM  OTKPBITOM — MHOTOLIEHTPOBOM
MCCJIEJIOBAaHUHM C 3aCJICTUVIEHHOM OLIEHKOW KOHEYHBIX TOUEK pUBapoKcabaH M3ydascs B CPAaBHEHUU C
Bap(hapruHOM y TMAIMEHTOB ¢ TPOMOO30M B aHaMHE3€ U C BBICOKMM PUCKOM TPOMOOIMOOIMUECKHUX
COOBITHH, Y KOTOPBIX TUATHOCTUPOBAH aHTU(HOCPOIUIHIHBIN CUHIPOM (TT0JIOKUTEIbHBINA pe3yJIbTaT
JUISL BCEX TPEX T€CTOB Ha aHTU(OCHOIUIUAHBINA CUHAPOM: HAJTMYKME BOJIYAHOYHOTO aHTUKOATYJISTHTA,
AHTUTEI K KapAUOJIMIIUHY U aHTHTeN K OeTa-2-riukonpotenny ). ITocie Bkarouenus 120 nanueHToB
UCCIIeIoBaHHE ObLIO MPEKpalleHO JOCPOYHO IO IMPHUYMHE MOBBIIMIEHHONW YacTOThl COOBITUH Yy
NAalMeHTOB B Trpymne puBapokcabana. CpenHss NPOAOIDKUTEIBHOCTh MEpHOAa HaOMIOIACHUS
coctaBmiia 569 nHeil. 59 nmanueHToOB ObUTM paHIOMU3UPOBAHBI B IPYIIy puBapokcabaHa B 1o3e 20
Mr (15 Mr 7151 nalMeHToB ¢ KIMpeHcoM KpeatuHuHa <50 mui/MuH) u 61 — B rpyniy Bapdapuna (MHO
2,0-3,0). TpomOo3MOOIHUECKHEe COOBITHS TPOM3ONLTH y 12 % ManueHToB, paHAOMU3NPOBAHHBIX B
rpymiy puBapokcabana (4 HIIEMHYECKHUX HWHCYJIbTa W 3 WH(]apKTa MHOKapaa). Y MalUeHToB,
pPaH/IOMU3HMPOBAHHBIX B TpyNNy BapdapuHa, cOOBITUS HE ObUIM 3aperucTpUpoBaHbl. boiblioe
KPOBOTEYCHHE MPON301LI0 Y 4 marueHToB (7 %) u3 rpynmnsl puBapokcadaHa u 2 manueHToB (3 %) u3
rpymnsl BapgapuHa.

5.2. dapmakoKMHeTHYeCKHe CBOIiCTBa

AOGcopbuus
PuBapokcabaH OBICTPO BcachiBaeTCs; MakcUMalibHasi KOHIEHTpaIwst (Cmax) JocTUraercs yepes 2— 4

yaca 1ociie mpuemMa TabJIeTKH.

[Ipu mpueme puBapokcabaHa BHYTPh B BHJIe TaOJETOK B J03UpoBKe 2,5 mr m 10 Mr mpemapart
BCAChIBACTCS TMPAKTHUYECKH TOJHOCTBHIO, MPH 3TOM €ro OHoaocTymHOCTh Bbhicokas (80-100 %)
HEe3aBUCHUMO OT npuema nuiii. COBMECTHBIN ¢ MuIIel nprueM puBapokcadana B g03e 2,5 mr u 10 mr
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

He BiusieT Ha AUC u Cmax puBapokcabaHna. Ta0nerku pHBaPlo_KCEHaf'iQ g%@ﬂzﬁoﬂké D5 Mr u 10 mMr
(NOCNEOQOBATEINBEHOCTL 0002)

MOTYT IPUHUMATHCS KaK BMECTE C MUIIEH, TaK U HATQIIAK
dapmMakOKHMHETHKA pUBapOKcabaHa MPaKTUYECKH JIMHEHHa B 03ax A0 15 mMr onuH pa3 B aeHsb. [lpu
0oJ1ee BBICOKHX J103aX pUBapOKcabaH IEMOHCTpUPYET abCOpOIHIO, OTPaHUYEHHYIO PACTBOPEHHEM, C
YMEHbILIEHHON OMOJOCTYITHOCTHIO M CHIXKEHHOM CKOPOCTHIO a0COPOIMH ITPU MOBBIIIEHUHU 103bI. ITO
Oojiee BBIpaKEHO IpHU MpUEME HATOIIAK, YeM Mpu Ipueme Bo BpeMs eabl. dDapmakoknHETHKa
puBapokcabaHa XapaKTepH3yeTcss YMEPEHHON MEXUHINBUIyaJIbHOM BapuaOeIbHOCTHIO B TUANIa30HE
(Bapuarmonnsiid kodddurment) ot 30 mo 40 %.

BcacbiBanmne puBapokcabaHa 3aBUCUT OT MECTa BBHICBOOOXKICHUS B KENyJAOYHO-KHILIEYHOM TPAKTE
(OKKT). Camxenne AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO Ha0JII0/1a]0Ch NPU BBEJIECHUU
rpaHyjsiTa pUBapoKcabaHa B MPOKCHUMAIbHBIA OT/AENT TOHKOW KHUIIKH MO CPAaBHEHHIO C IPUEMOM
1eJI0M TabJIeTKU. DKCIO3ULMS Mperapara TakKe YMEHbBIIAETCS MIPU €ro BBEIECHUU B JHUCTaIbHBIN
OTJeNl TOHKOW KHUIIKH WJIM BOCXOSIIYI0 000JO4YHYIO0 KHIIKY. Crnemyer u30eratb BBEICHUS
puBapokcabaHa B JKEIyJOYHO-KUIIEYHBIH TPAKT [MCTANbHEE JKEIyJIKa, MOCKOJBbKY 3TO MOXKET
MOBJICYb CHIKEHUE BCAChIBAHUSA U, COOTBETCTBEHHO, SKCIIO3UIIUU MIperapaTa.

buopoctynnocts (AUC u Cmax) puBapokcadbana 20 Mr npu nmpuemMe 1esoi TabJeTKu CorocTaBuMa ¢
OMOJOCTYIMHOCTBIO TMpernapara, MPUHITOrO BHYTPh B BHJIE U3MEIbYCHHOW TaONeTKH (B CMECH C
A0JI0YHBIM MIOPE WM CYCIEHJIMPOBAHHOI B BOJIE), @ TaKXe ¢ OMOJOCTYNHOCTHIO IIpernapara Inpu
BBEJICHUU Ye€pe3 >KEIyJOUHBbIM 30HJ C IMOCIEAYIOIUM IPUEMOM >KUJIKOIO MUTAHUS. YUMUTHIBAs
IIPEJICKa3yeMbIil J10303aBUCUMBINH (hapMaKOKUHETHUECKUH Npoduiab puBapokcabaHa, pe3yJbTaThl
JTAHHOTO MCCeI0BaHUs OMOIO0CTYITHOCTH IPUMEHUMBI TaKXkKe U K 00Jiee HU3KUM J[03aM.

Pacnpenenenue
B opranusme yenoBeka Oombliast yacTh puBapokcadana (92—95 %) cBs3biBaeTcs ¢ OeKamMHu I1a3Mbl,
OCHOBHBIM  CBSI3bIBAIOIIMM  KOMIIOHEHTOM SIBJIIETCS  CBIBOPOTOUYHBIM  anbOymuH. OO0beMm

pacripeiesieHust - yMEPEHHBIN, Vss COCTaBIsIET MpUOIu3uTensHo S0 1.

buotpancdopmanus u snumuHanus

[Tpu npueme BHYTph MPUOIU3UTENBHO 2/3 OT MOJXY4YEHHOW J03bl pUBapoKkcabaHa IO/ABEPraroTCs
MeTa0oJaM3My W B JalbHEHIIEM BBIBOJATCS PAaBHBIMU YacTAMH C MOYOW M yepe3 KHILICUHUK.
OcraBmasicst 1/3 momydeHHOW 103bl BBIBOAMTCS MOCPEIACTBOM IPSIMOM TMOYEYHON SKCKpEelHH B

HEM3MEHEHHOM BUJIE, TJIaBHBIM 00pa30M 3a CUET aKTUBHOM IMOYEUHON CEKPEIIUU.

PuBapokcaban merabonuszupyercs nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a takxe npu
MOMOIIM MEXAHU3MOB, HE3aBUCUMBIX OT CHCTEMbI IUTOXPOMOB. (OCHOBHBIMH YYaCTKaMH
OouotpancopMaluu SABJISAIOTCS OKUCIEHHE MOP(OIUHOBON TPYMIBI U TUAPOIU3 AMHUIHBIX CBSI3CH.
CornacHO JaHHBIM, MONYYEHHBIM In Vitro, puBapokcabaH SIBISETCA CyOCTpaToM sl OENKOB-
nepeHocunkoB P-gp (P-rnukomnporenna) u Berp (Genka ycTOHYMBOCTH paka MOJOYHOU JKETE3bl).
HeusmeHneHHsbIil puBapokcabaH sBIseTCS HauOoJee 3HAYMMbBIM COCIMHEHUEM B IJIa3Me YellOBEKa,
OCHOBHBIE WM AaKTUBHBIC LHUPKYIUPYIONME MeTaboNuThl He OOHapyxeHbl. PuBapokcabaH,
CHUCTEMHBIN KJIMPEHC KOTOPOTO COCTaBJsieT mpuOnm3utensbHo 10 /4, MOXKET OBITh OTHECEH K
JIEKapCTBEHHBIM BEIIECTBAM C HU3KUM KiIMpeHcoM. [lepros moyBeIBECHUS TTOCIIE BHYTPUBEHHOTO
BBeIECHHS 103kl | Mr cocraBiser okojio 4,5 vacoB. [locnme mepopanbHOTO TMpHeMa BBHIBEICHUE
CTAHOBHUTCS OTPaHUYEHHBIM CKOPOCTHIO BcachiBaHus. [Ipu BbIBeIEHUH puUBapoKcabaHa U3 IUIa3MbI
KOHEYHBIN MEPUOJ] MOTYBBIBEAEHUS COCTABIIIET OT 5 10 9 4acoB y MOJIOJBIX NAallMEHTOB U OT 11 110
13 yacoB y MOKHJIBIX MMAIIUEHTOB.

Ilon
Y MY>XYHH U KEHIIUH KIMHUYECKH 3HAUYMMBIX pazNuduii GapMaKOKHHETUKH U (papMaKOAMHAMUKH
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JInna mosKJIoro Bo3pacra

YV MOKMIIBIX MAIIMEHTOB KOHLIEHTPAIH puBapoKcabaHa B IIa3Me BBIIIE, YEM Y MOJIOJIBIX MAI[EHTOB;
cpeanee 3Hayenne AUC mpubnusurensHo B 1,5 pasa mpeBblIaeT COOTBETCTBYIOIINE 3HAYCHUS Y
MOJIO/IBIX MTAIIMEHTOB, TIIABHBIM 00Pa30M, BCIIEACTBUE CHIKEHUS (BEPOSTHOT0) OOIIEro ¥ IOYEYHOTO
kiupenca. Koppexkiwst 10361 He Tpedyercst.

Macca Tena

CrumkoM manas wim Oombinas Macca tena (MeHee S0 kr u 6osee 120 Kr) Juimb HE3HAYUTEITBHO
BIIMSIET HA KOHIICHTPAIMIO pUBapokcabaHa B ruiazme (pasnuuue coctapisieT meHee 25 %). Koppekuus
J103bl HE TpedyeTcsl.

MexsTHHUECKHE pa3anuus

KnuHnyeckn 3HAUMMBIX pa3ianuuil  (apMakOKMHETUKH W (apMaKOAMHAMUKM Y TAlUEHTOB
€BPOIICOHTHOH, appoaMeprUKaHCKOMH, JTATHHOAMEPUKAHCKOM, SITTOHCKON WIJTH KUTACKOW dTHHYECKOH
HNPUHAAICKHOCTH HEe HA0II01a10Ch

IleyeHOUHAs HETOCTATOYHOCTh

VY nmanueHToB ¢ HMPPO30M MEUCHH U HapylleHUueM (YHKIMU MEeYeHH JIETKOW cTeneHH (Kimacc A 1o
Yaitnna-IIet0) ¢dapMakokuHeTHKa puBapokcabaHa JIMIIb HE3HAYMTENIbHO OTJIMYajgach OT
COOTBETCTBYIOIIMX IMOKa3arejei B KOHTPOJBHOH TIpyIIe 370POBBIX AOOPOBOJIBIEB (B CpeIHEM
otmeuanoch yBenuueHue AUC puBapokcabana B 1,2 paza). Y manueHTOB ¢ IUPPO3OM INEYCHH U
HapymeHneM (QyHKOMKA TiedeHH cpenHeil crenenn (ximacc B mo Yaitng-IIero) cpemnss AUC
puBapokcabaHa Oblla 3HAYUTENIBHO TMOBBINIEHA (B 2,3 pa3a) MO CPaBHEHHIO CO 3IOPOBBIMH
no6posonbiamu. Hecesizannas AUC yBenunuuBanach B 2,6 paza. Y 3THX MaLMEHTOB TakXke ObLIO
CHIDKEHO BBIBEJICHHE pPHBAapOKcabaHa MOYKaMM, CXOXEe C TaKOBBIM y MAIlMEHTOB C HapyLUIEHHEM
GyHKIMU TOYeK cpeAHed cTeneHu. J[aHHbIE MO MalMeHTaM C TSKEIbIM HapylleHHeM (yHKIHH
IIEYEHHU OTCYTCTBYIOT.

[TonaBneHnne akTUBHOCTH (pakTopa Xa y MAlUMEHTOB C HapylleHHeM (DYHKIHMU MEeYeHU CperHei
CTeleHH ObUIO BBIpaXEHO B 2,6 paza cuUibHEE, YeM Yy 3J0pPOBBIX JOOPOBOJIBLIEB; YBEIUYEHHE
MIPOTPOMOMHOBOTO BPEMEHH B CXOXKEH cTerneHu Bo3pacrtaio B 2,1 pasza. [laruenTsl ¢ HapylieHHEeM
(GyHKIIMM TeYeHU CpeAHel cTeneHu Obuin Oojiee YyBCTBUTENIbHBI K pUBAapOKcadaHy, YTO SBISETCS
cieAcTBueM — Ooslee  TeCHOM  B3aMMOCBS3M  (apMakoAMHAMHUecKuX  3GQPeKToB  u
(apMaKOKMHETUYECKUX MapaMeTpOB MeEXJy KOHIEHTpaluueil W NpOoTpOMOUMHOBBIM BpPEMEHEM.
PuBapokcaban mNpOTHBONOKa3aH MalUEHTaM C 3a00JE€BaHUSAMHU TI€UEHH, TMPOTEKAIOIIUMHU C
KOaryJonaTue 1 pucCKOM KJIMHUYECKH 3HAYMMOT0 KPOBOTEUEHH S, BKJIFOYAsl MALIUEHTOB C LIUPPO30OM
nevenu knacca B u C no knaccudukaruun Yaitnga-I1sto (cm. pazgen 4.3.).

[ToyeyHast HETOCTATOYHOCTD

VYBenuyeHne SKCMO3WIMK pPHUBapoKcadaHa KOPPEITHPOBAJIO CO CHIDKEHHEM (DYHKIMH TOYEK, YTO
OILIEHUBAJIOCH 110 KJIMPEHCY KpEeaTHHHHA. Y IAIMeHTOB C JIETKOW CTETeHBI0 HapyIIeHUs (QyHKIIUU
nouek (knupeHc kpeatnHuHa KinKp 50-80 mi/mMuH), cpeiHeli cTenenblo HapyleHus: QyHKIMH OYeK
(xmupenc kpeatnHuHa KinKp 3049 min/MuH) uim TSDKEION CTENEeHbI0 HapyIIeHUs: (PYHKIIUH OoYeK
(xnmupenc kpeatnauHa KnKp 15-29 mn/mun) Habmoanock coorBeTcTBeHHO 1,4-, 1,5- 1 1,6-kpatHoe
yBEeNIMUYEHUE KOHLEHTpaluii pusapokcabana B 1uasme KkpoBu (AUC). CootBercTByloliee
yBenuueHue GpapmMakoIuHaMUYecKuX 3PPeKToB ObUIO OoJiee BHIPaKEHHBIM. Y MAllUEHTOB C JIETKOM,
CpeIHEeW W TSDKENOH CTENeHbI0 HapylleHUs (YHKIMH TOYeK OOIee MOJaBICHHE aKTUBHOCTH

¢dakropa Xa yBeIMUMBAJIOCH COOTBETCTBEHHO B 1,5, 1,9 u 2,0 pa3za mo cpaBHEHUIO CO 310POBBIMHU
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T00POBOIBIIAMHE; TPOTPOMOMHOBOE BPEMSI TAKIKE YIIJIMHSIOCH B 1'3'3 04214 5h3k chorsercreento.
Jlannblie o npuMeHeHuu npenapata PuBapokcabanly l'laHI/ICFH‘GB gﬁéﬁaﬂ Mm‘z TT%\;rtmva

He pexomenayetcst mpuMeHsTh mpenapar y nanueHToB ¢ KnKp <15 mu/mun. Crnenyer cobmoarsb
OCTOPOXKHOCTH MPH MPUMEHEHHUH Tpenapara y mauneHToB ¢ KnKp 15-29 mu/mun (cMm. pazgen 4.4.).
[Tpeanonaraercs, 4To puBapoOKcabaH He MOJBEPraeTcs AUAIN3y B CBS3U C BBICOKOM CBSI3aHHOCTBIO €
OenKaMH MIa3Mbl.

PapMaKOKMHETUYECKUE IaHHbIC MMallUEeHTOB
VY nanuentoB ¢ OKC, nonyyaromux puBapokcadaH B 103¢ 2,5 Mr 2 pa3a B JIeHb JIJIsl TPOPHITAKTUKH
aTepOTPOMOOTHYECKHUX COOBITHI B KOMOMHAIMY C alleTHUIICATUIIMIIOBOM KHCIOTON, T€OMETPUIECKOE

cpenHee KoHueHTpauui (90 % npeIuKTUBHBINA MHTEpBa) dyepe3 2—4 yaca U IpUMEpHO uepes3 12
Y4acoB IOCJIE TMpHeMa J03bl (YTO TPUMEPHO COOTBETCTBYET MAKCHUMAJIbHOH M MHUHUMAIbHOU
KOHIIGHTPALUsIM B MHTEpBajie J03upoBaHusi) coctaBuio 47 (13—-123) mxr/n u 9,2 (4.4-18) mxr/n
COOTBETCTBEHHO.

CoorHoleHre GpapMaKOKUHETHYCCKUX MapaMeTpoB u hapmakoarnHaMuieckux 3G hekToB

[Tpu npreme prBapokcabaHa B IIMPOKOM jauamna3one 103 (5—30 mr qBa paza B CyTKH) OLEHHBAJIOCh
COOTHONICHUE (papMaKOKMHETHYECKUX MapaMeTpoB U (papmakoaunHamMudeckux dpdexroB (OK/DJI)
MEX/y KOHIIEHTpaIel puBapoKcabaHa B Iiia3Me U KOHSYHBIMH (DapMaKOAMHAMUYECKUMHU TOYKAMU

(uarunOupoBanue ¢axTopa Xa, NTPOTPOMOMHOBOE BpeMs, AaKTHBHPOBAHHOE YaCTHYHOE
tpoMOoriactuHOBOe BpeMs (AUTB) u pesynbrat HepTest). B3auMocBsi3b MeXIy KOHIICHTpAIHCH
puBapokcabaHa M AaKTUBHOCTHbIO (akTopa Xa HAWIydlIUM o00pa3oM MpPOJAEMOHCTPUPOBAHA C
UCIOJIb30BaHuEM MOJENU Emax. 18 mpoTpoMOMHOBOrOo BpEMEHU MOJEIb JIMHEHHONW perpeccuu B
I[EJIOM JIy4Ille OMUCHIBACT JaHHbBIC. YTIIOBOM KOI(DPHUIMEHT 3HAYNTENbHO MEHSJICS B 3aBUCUMOCTHU
OT PEaKTUBOB, UCTIOJIb3YEMBIX JJIsl OMpeIeNieHus: IPOTPOMOMHOBOTO BpeMeHu. [Ipu ncnons3oBanun
Habopa Neoplastin ucxonHoe 3HaueHHUE TPOTPOMOMHOBOTO BPEMEHHU COCTAaBUIIO OKOJO 13 cek ¢
HakJIOHOM JHMHUU OKoNo 3—4 cek (100 mxr/m). PedynmpraThl ananmuza cooTHoueHus OK/OJ] B
uccaenoBanusx Il u 111 ga3pr cOOTBETCTBOBAIM aHAIOTMYHBIM TIOKA3ATEISIM Y 3I0POBBIX IMAIIHEHTOB.

eTn
bezonacHocTh 1 3(pPekTUBHOCTh puBapoKcabaHa y JeTel U MOJAPOCTKOB B Bo3pacTe A0 18 et mo
MOKa3aHUsM OCTpblil KkopoHapHblii cunapoM (OKC) wu wumemuueckas ©O0i1e3Hb cepiaua
(MBC)/3a00neBanue nepudepuyeckux aprepuit (3I1A) He ycTaHOBIIECHBI.

6. ®APMAIIEBTUUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeJIbHBIX BeleCTB

Aopo mabnemxu:

[ennron03a MUKPOKPUCTAIIMYECKAS
JlakT03BI MOHOTHIPAT
I'mnpomennosa

Kpockapmennosza Harpus

Hatpus naypuiicynbdar

Marnus creapat

IInenounoe noxkpuimue AquaPolish® P yellow 020.220C:
I'unpomennosa

Makporoa

Turana quoxcun (E171)
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6.2. HecoBMecTHMOCTH
He npumennmo.
6.3. Cpok rognoctu (CpoK XpaHeHH)

2 roja.
H3MmenpueHHbIe TaOIETKH

M3MenbueHHBIE Ta0JIETKU pUBapoOKcabaHa CTaOMIIBLHBI B BOJIC M B I0JIOUHOM ITIOPE B TeUEHHUE 4 4acOB.
6.4. Oco0Obie Mepbl NPETOCTOPOKHOCTH NMPH XPAHEHHH

Xpanutb nipu Temneparype He Boime 30 °C.

6.5. XapakTep u coaep:kaHHe NEPBUYHOI YIAKOBKH

[To 10 unu 14 TabneTok B KOHTYpHYIO ssueiikoByto ymakoBKy u3 mienku [IBX/TIBJAX/TIBX u ponbru
AITFOMUHHUEBO.

10 KOHTYpHBIX SYEUKOBBIX ymakoBok mo 10 tabneroxk wiu 1, 2, 4, 7, 12 unu 14 KOHTYpHBIX
AYEHKOBBIX YMAaKOBOK MO 14 TableToK BMECTE C JIMCTKOM-BKIAJIBIIIEM MOMEHIAIOT B MAYKy
KapTOHHYIO, pPa3pElICHHYIO K UCMO0JIb30BaHUIO B PO.

6.6. OcoOble Mepbl  NPEIOCTOPOKHOCTH  NPH  YHHYTOKEHHH  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOT0 TNpenapara WJIH OTX0J0B, IMOJYYEHHBIX T0CJie NPUMEHEHUs!
JIEKAPCTBEHHOT0 MPenapara Wi padoTsbl ¢ HUM.

Becb ocraBuIniics J€KapCTBEHHBIA Mpenapar U OTXOIbl CIEAYeT YHUYTOXHUTh B YCTAHOBIEHHOM
MOPSIZIKE.

N3MenbueHne TabJIETOK
TabneTku pHBapOKca6aHa MOTYT OBITh HU3MCJIBYCHBI, CYCIICHAUPOBAHLI B 50 M BOAbI N BBCICHBI

qucpes HaBOFaCTpaJ'II)HI:Jﬁ NI )KCJ'IYI[OLIHI)II\/JI 30HJ IOCJC MOATBCPXKIACHUA IIOJIOKCHHA 30HOAA B
xkenynke. Ilocie 3Toro HeoOXOAMMO TPOMBITH 30HA BOAOW. B cBs3um ¢ Tem, yto abcopOIus
puBapokcabaHa 3aBUCUT OT MeCTa BBICBOOOXKIEHHUS JACHCTBYIOIIETO BEIIECTBA, HEOOXOIUMO
n30eraTh BBCJICHUA pI/IBapOKC36aHa JAUCTAJIBHEC XKCITYAKa, B IPOTHBHOM CIIY4Ya€ 3TO MOXKCET IIPUBECTHU
K CHIDKEHHUIO abcopOLuu M, ClIeI0BaTeNbHO, K CHUKEHUIO SKCIO3UIIMU JACHCTBYIOLIETO BELIECTBA.
[Tocne BBeaenus Tabnerku 2,5 Mr He TpeOyeTcsl He3aMeAIUTEIbHbIN TPUEM SHTEPaTbHOTO MUTaHUS.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

000 «I'EPO®APM)»

191119, r. Canxr—IleTepOypr, yi. 3BeHUTOpOICKAs, 1. 9
Temedon: +7(812) 703-79-75 (MHOTOKaHATHHBIN)

®axc: +7(812) 703-79-76

Anpec snekTpoHHOM mouThl: Inform@geropharm.ru

7.1. TIpencraBuTeJb Aep:KaTesisl PperucTPALMOHHOIO YA0CTOBEpPEeHUs

Poccniickas @enepanvs
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196608, r. Cankr-IlerepOypr, r. [lymkun, S4ueBckii nnoe%';gl 9:41 %1:“: E’Z'TE“ bHOCTb 0002)

Tenedon: +7 (812) 493-55-01 (MHOrOKaHATBHHBII)
Tenedon ropstueit muuanu: 8-800-333-43-76 (3BoHOK 110 Poccuu GecrimaTHbIN)
Anpec anekrponHoit moutsl: iInform@geropharm.ru, farmakonadzor@geropharm.com

8. HOMEP PET'UCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

9. TATA TEPBUYHOM PEI'MCTPAIIMA (IIOATBEPXIEHUS PEIUCTPALIMN,
INEPEPETNCTPALIUN)

JlaTa nepBoi perucTpanuu:
10. JATA HEPECMOTPA TEKCTA

OO0mass xapakTepuCTHKa JIEKApCTBEHHOro mpemapata MHrubca mocrynmHa Ha WH(DOPMAIIMOHHOM
nopranie EBpa3suiicKOro SKOHOMHYECKOTO COI03a B HH(POPMAITMOHHO-KOMMYHUKAIIMOHHOW CETH
«Mutepuer» https://eec.eaeunion.org/
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