COOTBETCTEBYET SKCINEFTHOMY OTH

(NOCNENOBATENBHOCTb 0004)

OBLIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOTO APEAAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

AnTHTpOMEKC, 15 MT, TaOIETKH, TOKPHITHIE IIJICHOYHOW 000I0UKOA.

AnTuTpOMEKC, 20 MT, TaOJIETKH, MTOKPHITHIC IJICHOYHON 000I0YKOM.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JlelicTBytoIIIEE BEIIECTBO: PUBAapOKcadaH.

AHTUTPOMUKC, 15 M, TaOJETKHU, ITOKPBITHIE TNIEHOYHOU 000JIOYKOM

Kaxknas Tabnerka comepxut 15 Mr puBapokcabaHa.

BemecTBa, Hamu4Me KOTOPHIX HEOOXOJUMO YYHTHIBATH B COCTaBE JICKAPCTBEHHOTO Iperapara:
JIaKTO3a, HaTpui (cM. pazaen 4.4.).

AnTturpomukc, 20 Mr, Ta0JETKHU, ITOKPLITHIE TNIEHOYHOU 000JIOYKOM

Kaxknas tabnerka comepxut 20 Mr puBapokcadaHa.

BemecTBa, Hamu4Me KOTOPHIX HEOOXOIUMO YYHTHIBATH B COCTaBE JICKAPCTBEHHOTO Iperapara:
JIaKTO3a, HaTpui (cM. pazaen 4.4.).

[TomHbIi TepedeHb BCIIOMOTaTENbHBIX BEIIECTB MPHUBE/IEH B pasaeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaOneTku, MOKPHITHIE MJIEHOYHOW 000I0UYKOM.

AHTUTPOMHUKC, 15 Mr, TAOJIETKHU, HOKPBITHIE IIJIEHOYHONW 000JI0UYKOH

Kpyrible IBOSIKOBBITYKIIbIE TaOJIETKH, MOKPBITHIE TMJIEHOYHOW OOOIOYKON PO30BO-KOPUYHEBOTO
uBera. JlomyckaroTcs BKpaIuleHHs U 1epoxoBaTocTh. Ha momepeduHoMm paspese siipo Oenoro wiu
MouTH O6ENoro 1BeTA.

ArTurpomukc, 20 mMr, Ta0JIETKU, HOKPBITHIE IIJIEHOYHONW 000JI0UYKOH

Kpyrible ABOSIKOBBITYKIIbIE TaONETKU, MOKPBITHIC IMJICHOYHOW 000JOYKOH KpacHO-KOPUYHEBOTO
uBera. JlomyckaroTcs BKpaIuleHHs U 1IepoxoBaTocTh. Ha momepedHoMm paspese siipo Oenoro miu
MoYTH OENoro IBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. loxka3zaHusi K NPUMEHEHUIO

[Ipenapat AHTUTPOMMKC IMOKa3aH K IPUMEHEHHUIO KaK y JIE€TeH U MOAPOCTKOB B Bo3pacte 10 18 mer
¢ maccoil Tena ot 30 Kr, Tak U y B3pOCIIbIX.

B3pocabie

e mnpoduIakTHKa HHCYIbTa M CHUCTEMHOH TpOMOOAMOOIMH Yy MalMeHTOB C (QuOpuuanuei
IpeAcepanii HEKJIAITaHHOTO MTPOMCX 0K ICHNS;

e JeyeHne TpombOo3a rimybokux BeH (TI'B) u TpomGosMOonuu nerounoii aprepuu (TDJIA) u
npodunakruka peruausoB TI'B u TOJIA.
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Jletn 1 moapocTku 10 18 et ¢ macco teaa ot 30 Kr

e JicyeHHE BEHO3HOH TpomMOo3MOommu (BTD) u npodunaktuka peruaueo BTD mocne He MeHee
S IHEHN HavalbHOM NapeHTepaIbHOW aHTUKOAryJISsHTHOM Teparuu.

4.2. Pe:xxuM 103UPOBAHMS U CIIOCOO MPUMeHeHusI

PexxuM no3upoBaHus

IIpogpunaxmuxa uncynroma u cucmemHou mpomooImMooIUU y 83POCIbIX

PekomennoBanHas go3a cocraBiaser 20 Mr oOauH pa3 B JI€Hb, YTO TaKXKe SBISETCA
PEKOMEHIOBAHHON MaKCUMAJIbHOM CYTOYHOM J030M.

Tepanus npenapatoM AHTUTPOMHKC JOJKHA PaCCMaTPUBATHCS KaK JIOJITOBPEMEHHOE JICUCHHUE TIPU
YCJIOBHH, YTO TOJIb3a OT MPOQHIAKTHKH HHCYJIbTA U CUCTEMHON TPOMOOIMOOJINU MPEBHIIIACT PUCK
KpoBoTeueHHs (cM. paznen 4.4.).

ﬂeﬁcmgu}l npu nponycke npuema npenapama

Ecmu npueM J03bl MPOIMYyHICH, MAUCHT JOJUDKCH HCMCIJICHHO IIPHUHATH Ta6JI€TKy Iperapara
AHTI/ITpOMI/IKC n Ha CJ'ICIIYIOIJ_[I/Iﬁ JACHb IPOJOJDKATh IIPpUEM IIpCIlapaTa OJHWH pa3 B JACHb KakK
PEKOMCHAOBAHO. B »stoT ke ACHb HE CICAYCT IMMPUHHUMATh IIBOﬁHyIO A03Yy IJid KOMIICHCAalWun
nponymeHHoﬁ JO3bI.

Jlewenue TI'B, neuenue TOJIA u npogunaxmura peyuousos TI'B u TOJIA y e3pocivix

PexomennoBanHas HavyaiabHas ja03a mpu jJedeHuu octpbix TI'B unu TOJIA cocrasnser 15 mr aBa
pasa B JIeHb B TEUCHHE MEPBHIX TPEX HEACIDb C MOCIEIYIOIUM MePeXo10M Ha 103y 20 Mr oJiMH pa3 B
JIeHb TSI TajbHenero gedenus u npopunaktuku peuuanusoB TT'B u TOJIA.

KopoTkast NpoJoKUTENbHOCTh Kypca JiedeHHs (Kak MHMHUMYM 3 Mecdlla) JOJDKHA OBITh
paccmotpena ans nauueHToB ¢ TI'B umu TOJIA, cnpoBOIMpOBaHHBIX CEPhE3HBIMU OOpPaTUMBIMU
¢dakTopamu pHcka (T.e. HEJaBHEE CEPbE3HOE XUPYPrHUECKOe BMEIIaTeIbCTBO WM TpaBMa). bonee
JUINTEIbHBINA TEpUOJT JIEYEHUs AODKEH ObITh paccMoTpeH A mauueHtoB ¢ TI'B wiu TOJIA, e
CBSI3aHHBIMHU C CEPbE3HBIMH OOpaTHUMBIMU (paKTOpaMH pHUCKa, ¢ HecnpoBouupoBaHHBIM TI'B mnn
TOJIA wim ¢ TI'B nnu TOJIA B anamHese.

Korna noka3zana npojyienHas npoguinaktuka peruausos TI'B umu TOJIA (mocne 3aBepiieHHs Kak
MuUHUMYM 6 mecsneB sedeHuss TI'B nmu TOJIA), pekomennoBanHas ao3a cocrasiser 10 Mr ogux
pa3 B neHb. Ilanmentam ¢ BeIcOKMM puckoMm peuuausupyromero TI'B mmm TOJIA, Takum kak
MAalUEeHThl € TSOKEJIbIMH CONYTCTBYIOIIMMM 3a00J€BaHUSMH WJIM Y KOTOPBIX pa3BHIICA
peuuguBupyomuit TI'B wnmmn TOJIA npu mnpoasieHHOW NpoQUiIaKTHKE pHBapoKcabaHOM B
no3upoBke 10 Mr oguH pa3 B J€Hb, HEOOXOAUMO PACCMOTPETh HAa3HAUCHHE pHBapokcabaHa B
no3upoBke 20 MI OAMH pa3 B AEHb.

HpO)IOJ'DKI/ITeJ'II)HOCTB JICUCHUA " BBI60p A03bI HOJDKHBI ONPEACTIATHCA HWHAWBUAYAJIBbHO IIOCJIC
TIIATEJIBHOW OIEHKH TIOJIb3bI JICYCHUS MPOTUB pPHCKA BO3HUKHOBEHHS KPOBOTCUCHHS (CM.
paznen 4.4).

Ilepuon Bpemenn | Cxema npuema Cymmapnasi
CYTOYHAs 1032

Jlesenne wu mnpodwunaktuka | ens 1-21 15 mMr ngBa paza B |30 wmr
peruausoB TI'B nnu TOJIA JICHb
C 22 nus 20 Mr omuH pa3 B |20 wmr
JI€Hb




COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 21.08.2025 Nz 20833
(OCHEROBATENEROCTE 0004
[Ipodpunaktuka  penuauBoB | [Tocne 3aBepmenus THO—wmr—omma—paz—B | 10w
TI'B u TOJIA KakK MHUHUMYM | JIEHb WUJIU -
6 MecsLEeB JieYeHUS 20 mr omuE pas B
TI'B umu TDJIA CHb 20 mr

Jlelicmeus npu nponycke npuema npenapama

Ecnn npuem oudepeaHoit 1036l MPOMYIIEH NPU PEXUME 03UpOBaHus 15 Mr J1Ba pa3a B JAeHb (JI€Hb
1-21), nauueHT JOHKEH HEMEAJICHHO IIPUHATH Npenapat AHTUTPOMUKC AJIS JOCTUKEHUS CYTOYHON
10361 30 Mr npenapara AHTUTPOMHUKC. B naHHOM cityyae nBe TabneTku 15 Mr MoryT OBITh IPUHSTHI
B o/iuH npueM. Ha crieayronuii 1eHb NaueHT JOJKEH MPOJ0JDKATh PEryJIspHbIA IpUeM Ipenapara
15 Mr 1Ba pa3a B A€Hb KaK PEKOMEHI0BAHO.

Ecin npueMm 103bl NPONYyLIEH NPU PEXHUME JO3UPOBAaHUSA OJUH pa3 B JEHb, NALMEHT IOJDKEH
HEMEJIEHHO NPUHATH TaOJNeTKy npenapara AHTUTPOMHUKC U Ha CIEAYIOLUIUH J€Hb HPOIOKATH
IIpYEM IIpenapara OJUH pa3 B JIEHb KaK PEKOMEHI0BaHO. B 3TOT ke JAeHb He cileqyeT NPUHUMATh
JBOMHYIO 03y JUIsl KOMIICHCALUX ITPOIYIIEHHOM J103bI.

Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Aunmumpomuxc
¢ [IpodunaxkTrka UHCYIHTA U CUCTEMHON TPOMOOIMOOIHH

cienyer npekparuth Jieuenne ABK u Hagarh JieueHne npenapatoM AHTHTPOMHKC TPU 3HAYCHUU
MeXAyHapOoAHOro HopManu3oBaHHoro otHomenus (MHO) < 3,0.

e Jleuenue TI'B, TOJIA u npodunakTuka peuuuBOB y B3POCIBIX:

cienyer npekpatuth jeueHne ABK u Hauath siedeHue mpenapatoM AHTUTPOMHUKC MPH 3HAYEHHUU
MHO <2,5.

IIpu nepexone namnuentoB ¢ ABK na npenapar Anturpomukc 3Hauenus MHO Oynyt ommbouno
3aBBILIEHHBIMU TOCE IpueMa npenapata AHtuTpoMukc. MHO He moaxomuT anis ompeneseHus
AHTUKOAryJssHTHOM aKTUBHOCTH Ipenapata AHTUTPOMUKC U MO3TOMY HE JOJKHO MCIIOJIb30BaThCS
c oToM 1enbio (cM. pazaen 4.5.).

Ilepexoo ¢ npenapama Anmumpomuxc Ha anmazonucmel eumamura K

CymiecTByeT BEpOATHOCTh BO3HUKHOBEHHS HEIOCTATOYHOIO AHTUKOATYISIHTHOTO 3(deKTa mpu
nepexone c¢ mnpenapata AnHtutpomukc Ha ABK. HeoOGxomumo obecrneunts HENMpepbIBHBIN
JOCTATOYHBIM  AHTUKOAryJISHTHBIA dS(dexkT Bo Bpems TmepexoJa Ha  aJbTepHATUBHBIN
aHTUKoarynasHt. CremyeT OTMETUTh, YTO TpemapaT AHTHTPOMHUKC MOXKET CIOCOOCTBOBATH
noBbiennto MHO.

[TarmenTtam, nepexonauMm c¢ npernapata AHTUTpoMukc Ha ABK, crnegyer omgHoBpeMeHHO
npunuMatk ABK, moka MHO ne nocturner >2,0. B TeueHue mepBbIX ABYX ITHEH MEPEXOIHOTO
Nepuojia T0JHKHA MPUMEHSThCS cTaHnapTHas HavainbHas no3a ABK ¢ mocnenyromein nozoit ABK,
onpezaenseMoil B 3aBucumoctu oT BennunHsl MHO. Bo Bpemsi 0JHOBPEMEHHOIO IPUMEHEHHUS
npenapata Anturpomukc U1 ABK 3nauenne MHO nomkHO ompenenatbcs He paHee, YeM 4epes
24 yaca moce NpeapIIyIIero mpueMa, Ho 10 IpueMa CiIeayroei 1036l mpenapara AHTUTPOMUKC.
[Tocne mpekpamieHuss OpuUMeHeHus mpenapata AHTHUTpoMmuKC 3HaueHne MHO Moxer ObITH
JIOCTOBEPHO OIpe/iesieHo uepe3 24 yaca nocie npuema rnocieaneit 103sl (cM. pasnenst 4.5. u 5.2.).

Ilepexo0 ¢ napenmepanbHbIX AHMUKOA2YIAHMO8 HA npenapam AHmMumpomMuKc

VY B3pOCIBIX, NOJYYaIOUIUX [apeHTEpPalbHbIE AHTHKOArYJISHTBI, CIEAYET NPEKpPaTUTh BBEACHUE
MIapEHTEPAIBHOTO aHTUKOATYJITHTa M Ha4aTh IPUMEHEHHUE npenapara AHTUTpoMHUKC 3a 0—2 gaca 110
BPEMEHHU CJEIYIOIEro IJJAHOBOTO BBEACHUS IAPEHTEPAJIbHOIO Ipemapara  (Hampumep,
HU3KOMOJIEKYJISIDHOTO TelapuHa) MM B MOMEHT IPEKpallleHHs HENpPEepbIBHOIO BBEACHUS
MapeHTepAIbHOrO Tpenapara (HalpuMep, BHYTPUBEHHOT'O BBEICHHSA HE(PPAKLIHOHUPOBAHHOTO
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rernapuHa).

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Ilepexoo ¢ npenapama Anmumpomukc Ha napenmepaibHvle AHMUKOA2YIAHMbL

Cnenyer OTMEHUTH mpenapar AHTUTPOMHUKC M BBECTH MEPBYK 103y NapeHTEPATIbHOTO
aHTUKOAryJsHTa B TOT MOMEHT, KOTJa HYXXHO ObUIO MPHUHATH CIEYIOLIYI0 03y Ipernapara
AHTUTPOMHUKC.

Oco0ble T'PVYIIIBI ITIAITWMEHTOB

Hab;ueHMbl C NOYEUHOU HeOOCMAmoO4HOCHbIO

Nmeromuecs: orpaHUYeHHbIE KIMHUYECKHE TaHHbIE JEMOHCTPUPYIOT 3HAUYUTEIHHOE MOBBIIICHUE
KOHIIEHTpAllMi puBapokcabaHa B IUIa3Me KPOBU y MAIUEHTOB C TSDKETOW CTENCHBIO HApPYIICHUS
¢byskuum nouek (kaupeHc kpeatuHuHa KnKp 15-29 mu/mun). B cneactBue 3Toro njst J1aHHOM
KaTeropuu MareHTOB npernapaT AHTUTPOMHUKC CIEAYET MPUMEHSTh C OCTOPOKHOCTHIO.

[Ipumenenue pruBapokcabaHa He pekoMeHayeTcs y nanueHtoB ¢ KinKp <15 mu/mun (cM. pasaens
44.15.2.).

VY mnammentoB co cpeaneit (KnKp 30-49 mun/mun) nnn tsoxenoit (KnKp 15-29 mn/MuH) creneHbro
HapyuieHus: QyHKIIMH TOYeK HeoOXO0IMMO CIIeI0BATh PEKOMEHIAIMSIM HIDKE:

e [lpu mpodunakTuke UHCYIbTAa M CHCTEMHOH TpomMO0AMOONIMM y MALUEHTOB ¢ (QPUOpMILIALIUEH
MpeJIcepanii HEKJIAMTaHHOTO TIPOUCXOXKICHUST PEKOMEHIOBaHHAs 71032 COCTaBIsIeT 15 Mr ouH pa3 B
neHb (cM. pazaen 5.2.).

e [Ipu neuennn TI'B u TOJIA u mnpodunaktuke peuumuBoB TI'B u TIJIA: mamuentam
HEeo0X0AMMO TpHHUMATh |5 Mr gBa pa3a B J€Hb Ha NPOTSHKEHHH IEPBBIX TpPEX HeEJelNb.
BrniocnencTeuu, Koraa peKOMeHyeMas 103a Ipenapata AHTUTPOMUKC cocTaBUT 20 MI' OMH pa3 B
JI€Hb, CIIEyeT MPEeAyCMOTPETh CHMKEHHE /103bl ¢ 20 Mr 10 15 Mr oawH pa3 B JeHb, €CIIU PHUCK
BO3HHUKHOBEHHUS KPOBOTEUEHUS y MalMeHTa Bbllle pucka peunausos TI'B u TOJIA. Pexomennanus
[0 IPUMEHEHHUIO Mpernapara AHTUTPOMHMKC B J03€ 15 Mr ocHOBaHa Ha (papMaKOKMHETUYECKOM
MO/JICJIMPOBAaHUH U HE W3yyanach B KIMHUYECKHX MCCIe0oBaHuAX (cM. paznensl 4.4.,5.1. u 5.2.).

Korga pexomennoBanHas no03a coctasisier 10 Mr oluH pa3 B JIeHb, KOPPEKIIUS 1036l HE TpeOyeTcs.

VY manueHToB ¢ Jerkoi creneHbro HapymeHus GyHkuuu nouek (KnKp 50-80 mun/mMun) xoppexius
10361 HE TpedyeTes (cM. pazaen 5.2.).

HalxﬂleHl’l’lbl C NeyeHoYHOoU HedOCMAaAmo4HOCMbIO

[Ipemapatr  AHTUTPOMHUKC  IPOTHUBOMNOKA3aH  MaluMeHTaM ¢  3a00J€BaHUSIMH  IE€YCHH,
COIIPOBOXAAIOIIUMHUCS KOAryJIONaTHEN M PUCKOM KIMHUYECKH 3HAUYMMOIO KPOBOTEUEHUS, B TOM
qyclie MaluuMeHTaM ¢ nuppo3oMm mnedeHu kiacca B u C mo kmaccuduxamum Yaina-Ilsio (cm.
paznensi 4.3. 1 5.2.).

Toorcunori sospacm

Koppekuust 10361 He TpeOyercs (cMm. paznensl 4.4. u 5.2.). PUCK KpOBOTEUEHUS! YBEIMYUBACTCS C
MOBBIIICHUEM Bo3pacTa (cM. pazaen 4.4.).

Macca mena

Koppexmus 10361 He TpeOyeTcs (cM. paznensl 4.4. u 5.2.).
Ilon

Koppekuust 103wl He TpedyeTcs (cM. pazaen 5.2.)
Tayuenmui, noogepearowuecs kapouosepcuu

Jleuenue npenapaToM AHTUTPOMHUKC MOXKET ObITh HA4aTO WJIM MPOJOJDKEHO Y MAllMEHTOB, KOTOPHIM
MOJKET OTpeOOBaThCs KapAUOBEPCHSL.
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MAlUEHTOB, KOTOphIE paHee HE MOoJy4yalud AaHTHUKOAryJIsSHTHOM Tepamuu, ais oOecredeHus
aJICKBAaTHOW AHTUKOATYJSLIMM JICYCHHE IMpenaparoM AHTUTPOMHUKC JOJKHO HAYMHATHCA TIO
MEHbIIIeH Mepe 3a 4 yaca 10 KapauoBepcuu (cM. pasaenst S.1. u 5.2.). g Bcex manueHToB nepes
KapAMOBEPCUEH JOKHO OBITh MOJIYYCHO MOATBEPXKICHUE O TOM, YTO MAIMEHT MPUHSUT TMpenapar
AHTUTPOMHUKC B COOTBETCTBUM C Ha3HaueHHWEM Bpaya. [Ipu NpuHATHM pelieHud O Havale u
MPOJIOJKUTENIBHOCTH JICUCHHSI CJIEyeT NPUHUMAaTh BO BHUMaHHUE ACHCTBYIOIIME PYKOBOJCTBA U
PEKOMEH/IalliY IO aHTUKOATyJIIHTHOM Tepanuy y MalueHTOB, MOABEPraloIMMCs KapJHOBEPCUH.

Iayuenmor ¢ Quodpurniayueii npedcepouli HeKIANAHHO20 NPOUCXOdHcOeHus, nepenecuue HKB
(upeckodcHOe KOPOHAPHOEe BMeUlamelbCmeo) CO CMEeHMUPO8aHueM

NmeeTcst orpaHMUEHHBIN ONBIT IPUMEHEHUS IIpenapara AHTUTPOMUKC B YMEHBIIEHHOM f03€ 15 Mr
1 pa3 B aeHb (maum 10 mr 1 pa3 B 1eHb 1)1 TAIMEHTOB CO CPEIHEH CTENCHbIO HApYIICHHS ()YHKIIHH
nouek (KnKp 30-49 mn/mun)) B xomMOuHanmu ¢ wHruOutopoM peuentopa P2Y12 B Teuenme
MakcuMyM 12 MecsneB 'y TMalMEeHTOB ¢ (QUOpWIALMEd mpeacepAuii  HEKJIamaHHOTO
IIPOUCXOXACHUS, KOTOPhIM HEOOXOJUM IpPHEM IE€POPAIbHBIX AHTUKOATYJISHTOB U IEPEHECIINX
UKB co crentupoBanueM (cm. pazaens 4.4. u 5.1.).

eTH
Jlewenue BTO u npogunakmuxa peyuousog BTO y oemeiti u noOpocmkog

Jleyenne npenaparoM AHTHUTPOMHUKC Yy JIeT€H W MOJPOCTKOB B BO3pacTe J0 18 JeT HOMKHO OBITh
HA4yaTo MOCIe HEe MEHee 5 JHell HavaabHOW MapeHTepajIbHOM aHTHKOATYJISHTHOW Tepamuu (CM.
pazmen 5.1.).

Jlo3a u1st eTeit ¥ MoAPOCTKOB PACCUUTHIBAECTCS B 3aBUCHMOCTH OT Macchl Tena:
e wMacca Teja ot 30 xr 10 50 kr:

pEeKOMEHJIOBaHHas f103a 15 Mr puBapokcabaHa OJUH pa3 B JI€Hb, YTO SIBIISIETCS MaKCUMaJbHOU
CYTOYHOU J10301;

e wMacca Tena 50 kr wiau 6oee:

pexomeHnoBaHHas no3a 20 mMr puBapokcabaHa OJMH pa3 B JI€Hb, YTO SIBISETCS MaKCHUMAaJIbHOM
CYTOYHOM J103011;

e I MAlMEHTOB C MAacCOil Tella MEHEe 30 kr HeO6XO,I[I/IMO IMPUMCHAITDH pI/IBapOKCa6aH B (I)opMe
rpanyJ1 JJid NpUTroTOBJICHUA CYCIICH3UU [JIA IpHUEMa BHYTPb.

Ha perynspHoit ocHOBE HEOOXOAMMO MOHHUTOPHUPOBATH BeC peOeHKa U IMepecMaTpuBaTh A03y. ITO
Heo0X0IuMO, YTOOBI 00eCnednTh MOAJEpKaHUE TepaneBTUYECKOW H03bl. KOppeKkTupoBKa 03B
JTOJDKHA BBITIOJIHATHCS TOJLKO Ha OCHOBAaHWUM U3MEHEHHS MAacChl Teja.

Tepanus y nereil ¥ NOAPOCTKOB JOJDKHA MPOJOJDKATHCS MO KpallHEH Mepe B TEUEHHE 3 MECSIEB.
JUIMTeNbHOCTh JIeUeHUsT MOXeT ObITh yBeludeHa A0 12 MecsieB B clydyae KIMHUYECKOU
HeoO0XoauMOoCTH. JlaHHBIE B MOAJIEPKKY CHUKEHHs 03Bl Y JAeTeil mocie 6 MecsleB Tepanuu
OTCYTCTBYIOT. COOTHOIIEHHE «II0Jb3a — PUCK» INPH UINTEIBHOCTH TEPANMU CBBINIE 3 MECSILECB
JIOJDKHO OLIEHMBAThCA WMHAMBHIyalbHO, NPUHUMAas BO BHMMAaHUE PUCK peluauMBa Tpombo3a u
MTOTEHIMAIBHBIM PUCK KPOBOTECUEHHUS.

eticmeus npu nponycke npuema npenapama

Ecnu mpuem 110361 mpomylieH, HeoOX0IUMO MPUHATH MPOMYIIEHHYIO 103y KaKk MOXXHO ObICTpee
MOCJIe TOTO, Kak 3TO 3aMETWUJIM, HO TOJBKO B 3TOT XK€ JACHb. ECIM 3TO HEBO3MOXKHO, MALIMEHT
JOJKEH MPOIMYCTUTh 3Ty 03y W MPOAOJDKUTH MPUEM CO CIEAYIOUEH 103k B COOTBETCTBUH C
Ha3HaueHWeM Bpaya. llanMeHT He [OJDKEH MNpPUHUMATHh JBOMHYKO 103y IS KOMIIEHCALUU
MPOMYIIEHHON JO3bI.
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MOKa3aHMIO NMPO(UIAKTUKA UHCYJIBTA U CUCTEMHOM TpPOMOO3MOOIINH y MAIUEHTOB ¢ GuOpuIIAIen
IIpEACEpANN HEKJIAIIAaHHOIO IIPOMCXOXKACHUS HE YCTaHOBIICHBI. J[aHHBIE OTCYTCTBYIOT. B cBi3m
9THUM, IIpenapaT AHTUTPOMHMKC HE PEKOMEHAYETCsl K IPUMEHEHHUIO Yy IeTel B Bo3pacTte 10 18 ner no
MOKa3aHUsAM UHBIM, yeM JeueHne BT u npodunaxtuka peruausos BTO.

[Ipenapar AHTHUTpOMHUKC, 15 Mr, TaONeTKH, MOKPBITHIE IUICHOYHOW OOOJOYKOH, HE CleayeT
Ha3HayaTh (NIPUMEHATH) y Aered B Bo3zpacte oT 0 mo <18 ner ¢ maccoi tena menee 30 kr ans
JTAaHHOW JIEKapCTBEHHON ()OPMBI B CBA3M C HEBO3MOXKHOCTHIO 00ECHEUHUTH PEXKHUM JI03UPOBAHMSL.
Jlnst yAOBIETBOpEHUS MOTPEOHOCTEH YKa3aHHOW TpYIbl HNAIMEHTOB HEOOXOIMMO NPUMEHSTH
puBapokcabaH B ¢popMe rpaHyJl jIsl IPUTOTOBJICHUS CYCIIEH3HUH JIJIs pUeMa BHYTpPb JUIs IeTeH.

[Ipenapat AnTtHTpOMHUKC, 20 Mr, TaONETKH, MOKPHITHIC IUIEHOYHOW O00O0JIOUKOH, HE clexyer
Ha3HavaTh (MPUMEHATH) y nereld B Bo3pacte oT 0 mo <18 ;mer ¢ maccoit tema menee 50 Kr st
JAHHOM JIEKapCTBEHHOM (DOPMBI B CBSI3M C HEBO3MOKHOCTBIO 00ECTIEUUTDH PEXKHUM JO3UPOBAHUSI.

Ilepexoo anmazconucmos sumamuna K (ABK) na npenapam Aunmumpomukc

[Ipu nedyennn BTD u npoduinakTuke penuaIuBOB Yy JAeTel cieayeT npekpartuth jiedenne ABK u
HA4aTh JICUECHUE MpenapartoM AHTUTPOMUKC pu 3HadveHnu MHO <2.5.

[Tpu nepexone manuentoB ¢ ABK Ha npenapat Anturpomukc 3HaueHuss MHO OyayT ommbGouHo
3aBBIILIEHHBIMU IOCNIE Ipuema mnpenapara AHTuTpoMukc. MHO He moaxomut Juist ompeaeneHus
AHTUKOAryJssHTHOM aKTUBHOCTH Ipenapara AHTUTPOMHKC U [103TOMY HE JIOJKHO HCIIOJIb30BAThCA
C 2TOM 1embto (cM. pasaen 4.5.).

Ilepexoo ¢ npenapama Anmumpomuxc Ha anmazonucmel eumamura K

JletsiM, KOTOpbIe MepeBoadTcs ¢ mpenapata AHTUTpoMukc Ha ABK, HeoOxoanmo mpopoikarb
IpueM mpenapata AHTUTPOMHUKC B TedeHue 48 yacoB mocie npuema nepsoi 10361 ABK. [locne
IBYX JHEW COBMECTHOrO IpuMeHeHusa ciaenyer wusmepute MHO no mnpuema crnenyromein
3alJlaHUPOBAaHHOM J103bl mpenapata AHTUTpoMHuKC. COBMECTHOE NpPHUMEHEHHE IIpernapara
Antutpomuke u ABK pexomennyerca nponoskats, moka MHO ne nocturner > 2,0. Ilocne
MpeKpalleHusl TpuMeHeHus: npenapara AHTUTpoMuKc 3HaueHne MHO moeT ObIThb 10CTOBEPHO
ompezaeneHo yepe3 24 yaca mocie nmprema mocieaHei 1036l (CM. BbllIe U pa3aen 4.5.).

Ilepexo0 ¢ napenmepanbHbIX AHMUKOA2YIAIHMO8 HA npenapam AHmMumpomMuKc

VY nereilf, monay4aroIUX NapeHTepalbHble AHTHUKOATYJSHTHI, CIeNyeT NpPEeKpaTuTh BBEJCHHE
MapeHTEePATLHOTO aHTUKOATYJISIHTA M Ha4aTh IPUMEHEHHUE TpenapaTa AHTUTpoMHKC 3a 0—2 gaca 10
BPEMEHHU CJEIYIOIEro IJJAHOBOTO BBEACHUS IMApPEHTEpaJbHOrO Mpemapara  (Hampumep,
HU3KOMOJICKYJISIDHOTO TelaprHa) WM B MOMEHT TIPEKpAlleHHuss HENPEPhIBHOTO BBEACHUS
MapeHTepAIbHOrO Tpenapara (HampuMep, BHYTPUBEHHOI'O BBEJCHUSA HE(PPaKIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo ¢ npenapama AHMumMpoMuKc Ha napenmepanibHble aHMUKOA2YIAHMbL

Cnenyer OTMEHHUTH Tpenapar AHTHUTPOMHKC W BBECTH IMEPBYIO 03y [apeHTEPaIbHOIO
aHTHUKOATyJIsHTa B TOT MOMEHT, KOTJa HYXXHO ObUIO MPHHATH CIEAYIOIIYI /03y Mpernapara
AHTHTPOMHUKC.

HauueHmbz C NOYEYHOIU HeOOCMAMOYHOCbIO

e JleTw M MOOPOCTKH C JIETKOW CTEMEHBIO HapymIeHUS (DYHKIMU MOYEK (CKOPOCTh KIIyOOUKOBOU
¢dbunprparuun 50-80 mu/mun/1,73 MZ)Z KOPPEKIMs 03kl HEe TpeOyeTcs Ha OCHOBAaHWU JaHHBIX BO
B3pOCJIOI>'I NOmyJidaiuy U OTpaHUYCHHOI'O KOJIMYCCTBA NAHHBIX B I[CTCKOﬁ nomnyJjudanuun (CM. pasacia

5.2.).

e JleTy ¥ OJAPOCTKU CO CPEIHEN MU TSHKEION CTEeNEeHbI0 HapyIIeHUs (PYHKIIMHU MOYeK (CKOPOCTh
K1y00uKoBO# (rabTpammn <50 mu/mun/1,73 M%): mpenapar AHTHTPOMHKC HE PEKOMEHIYETCS B
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CBs3U C OTCYTCTBUCM KIIMHUYCCKUX JaHHBIX (CM. pa3a

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

layuenmul ¢ neuenouHou HeOOCMAMOYHOCMbIO

Jiis neteii ¢ HapylieHreM (QYHKITUU TICUYeHU KIMHUYECKUE JaHHBIE OTCYTCTBYIOT.
Macca mena

Jo3a y nereit onpenensiercs B 3aBUCUMOCTH OT MAcCChl TEJIA.

Cnocob IIPUMCHCHUA

Bspocnvie
BayTps, BO Bpems nprema nuim (cM. pasaen 5.2.).

Usmenvuenue mabremox

Ecnu mauueHt He ciocoOeH MporjoTUTh TAaOJIETKY LEIHKOM, TalieTka mpernapata AHTUTPOMUKC
MOXKET OBITh HM3MENIbYeHa W CMEIaHa C BOJOW WU SIOJOYHBIM IIOPE HEMOCPEJCTBEHHO Iepe]
MPUMEHEHHEM U TepopalibHbIM mpueMoM. [locie mpuema M3MenbUeHHON TaOJEeTKH Mperapara
AnTtuTpomuke 15 mr nmu 20 Mr He0OXOAMMO HE3aMEITUTEIFHO OCYIIIECTBUTH TIPUEM TTHIIIH.

H3menrueHHas TableTKa TAK)KE MOYKET OBITh BBCJCHA 4YCPEC3 )I(eJ'Iy,Ho‘lHLIﬁ 30H[ (CM. pa3aciibl 52.m

6.6.).
[emu ¢ maccoti mena ne menee 30 ke
BuyTpb, Bo BpeMs Ipuema nuuy (cM. paszzaen 5.2.).

[TanmeHTy HYXHO PEKOMEHJOBaTh IPOTJATHIBaTh TAaOJNETKY C KHUIKOCTbIO. TalbieTku ciemyer
MPUHUMATDH C UHTEPBAJIOM MIpUMEpPHO 24 yaca.

Ecaun nmamueHT CpbIrMBaeT NPUHATYIO 103y HEMEIJIEHHO WIM Y HErO HaYMHAETCS PBOTA B TEUECHHE
30 MUHYT TIOCTIE TTpUEeMa JI03bI, HEOOXOUM IPUEM HOBOH J103bI. OHAKO €CJIH MalMeHTa BHIPBAJIO
no3aHee 30 MUHYT MOCHe MpuemMa J03bl, MTOBTOPHOTO MpHUeMa 03kl He TpeOyeTcs, U CIeIyrolas
7103a JI0JIKHA OBITH MOJIy4€Ha 10 PaclHCaHuUIO.

Henp3s genuthb Ta6J'IeTKy C ICJIBIO IMOJTYYCHUA YaCTU OO3bI OT Ta0JICTKU.

HUsmenvuenue mabremox

Ecnu nanueHT He criocoOeH MporjaoTUTh Ta0NETKy LEeTUKOM, CIeAYeT HCI0JIb30BaTh PUBAPOKCcaOaH
B (hopme rpaHyl Ui IPUTOTOBIEHUS CYCIIEH3UU JJIs IPUEMa BHYTPb.

Ecnu cycnensust Juisi mpuema BHYTpPbh He JOCTYMHA cpasy, KOTJa Ha3HaueH pHUBAapoKcabaH B
no3upoBke 15 mr nian 20 Mr, 3TH AO03UPOBKU MOTYT OBITh MOJIYYEHBI TyTEM H3MEIbUeHUs TabIeTKN
15 mMr wim 20 Mr U cMemMBaHUS €€ C BOJOW WM sI0JOYHBIM MIOpPE HEMOCPEACTBEHHO Iepen
MIPUMEHEHHUEM U ITEPOPATIbHBIM IIPUEMOM.

W3menbueHHas TalieTka MOXET OBITh BBeJleHa 4Yepe3 Ha30racTpalbHBIA HIIM JKENTYIOYHBIA 30H]
(cm. paznmen 5.2.).

4.3. IIpoTnBoNnOKa3aHus

e [UNEepUyBCTBUTEINBHOCTh K PHUBAapOKCAaO0aHy WM K JIFOOOMY W3 BCIIOMOTATENBHBIX BEIIECTB,
MEPEYHCIICHHBIX B pa3zene 6.1.

e KimHuueckn  3HauUMMbIE  AKTUBHBIE  KPOBOTEUEHHUs  (HalpuMep,  BHYTPHUUYEPEIIHbIE
KpOBOTEUEHMSI, KEITYAOUHO-KUILIEYHBIE KPOBOTEUEHU).

L4 HOBpC)KI[CHI/Ie HJIM ITAaTOJIOTMYECKOC COCTOAHUE, CBA3AHHOC C IMOBBIIICHHLIM PHCKOM 0OIBIIIOrO
KpPOBOTCUYCHU A (HaHpI/IMep, HUMCIOIaACAa HWJIM HCAABHO IMCPCHCCCHHAA KCIIyJOUYHO-KUIIICUHAA A3Ba,
HaJIMYHUEC 3JI0OKaYCCTBCHHBIX HOBOO6p330BaHHﬁ C BBICOKMM PHCKOM KpPOBOTCUCHHUA, HCAABHHC
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CIIMHHOM MO3I'€ WJIM I'Jla3dax, HCAABHCC BHYTPHUUCPCITHOC KPOBOUSJIUAHNUE, TUATHOCTHUPOBAHHOC HUJIN
npeanojaracéMoc BApHUKO3HOC paClIMPCHUC BCH IMUIICBOJA, APTCPHUOBCHO3HBLIC MaJIB(bOpMaI_[I/II/I,
AHCBPU3MBbI COCYIO0B HWJIH IIATOJIOTU COCYA0OB I'OJIOBHOI'O UJIM CIIMHHOI'O MO3Fa).

e ComyrcTByom@as  Tepanus  KaKAMHU-THOO  OPYTMMH  aHTHKOAryJIsIHTaMH,  Hamnpumep,
HedpakuuonupoBaHHbIM remapuHoM (H®PI'), HU3KOMONEKYISIPHBIMU TelnapuHaMu (PHOKCAIapHH,
JanTenmapuH W Jp.), NPOU3BOJAHBIMH remapuHa ((POHIAMApUHYKC U Jp.), EPOpPaTbHBIMH
aHTUKoaryjassHTamMu (BapdapuH, maOuraTpaHa STEKCHJIAT, anmukcabaH W Jp.), KpoMe CiIy4dacB
nepexofa C WIM Ha puBapokcaban (cMm. paznmen 4.2.) wim npu npumeHeHnn HOI B nmosax,
HEOOXOMUMBIX Juig  obecriedyeHUs]  (QYHKIMOHUPOBAHMSI  LIEHTPAIBHOTO  BEHO3HOTO  WJIH
apTepuanbHOro Karerepa (cm. pazuen 4.5.).

e 3a0oneBaHusl MEUEHHU, MPOTEKAIOIIME C KOoaryjlomarhued M PUCKOM KIMHHUYECKH 3HAUYMMOTO
KpOBOTEUEHHS, BKIFOUYasl MAI[MEHTOB ¢ uppo3oM mnevenu (kiacc B u C no knaccudukanuu Yaiing-
[1p10) (cM. pa3nen 5.2.).

e bBepeMeHHOCTh M IEPHOJ TPYAHOTO BCKapMiiuBaHus (cM. pasaen 4.6.).
4.4. Ocobble yka3aHHUs M MepPbl IPEI0CTOPOKHOCTH MPU MPUMeEHEeHUH

B teuenue Bcero nepuoaa JCYCHUA PCKOMCHAYCTCS KIIMHUYCCKOC HaGHIOI[eHI/Ie B COOTBCTCTBUU C
KJIMHUYECKOM HpaKTHKOﬁ IMPUMCHCHUSA AaHTUKOAT'YJIAIHTOB.

Puck kpoBoTeueHusa

Kak u npu npueMe Opyrux aHTUKOATYJISHTOB, HEOOXOMMMO TINATEIHLHO HAOIIOJATh MAIMCHTOB,
MPUHUMAIOIIKX TpenapaT AHTUTPOMMKC, JUIsl BBISIBJICHMSI MPHU3HAKOB KpoBoTeueHus. llpemapar
PEKOMEHJyeTCsl TPHHUMATh C OCTOPOXKHOCTBIO TMPHU COCTOSIHUSIX C TOBBIIICHHBIM PHCKOM
KpoBOTE€UeHHs. B ciydae TSKEIOro KpOBOTEUEHHUS IIPUEM pHUBapoKcabaHa JIOJKEH ObITh
npekpaiteH (cM. paszaen 4.9.).

B knMHMUYECKHX MCCIIEOBAHUAX KPOBOTEUEHHS U3 CIM3UCTBIX 000JI0UEK (2 MMEHHO: KPOBOTEUYEHHE
U3 HOCA, JIECEH, XKEIyJIO0YHO-KUIIEYHOTO TPAaKTa, MOYENOJIOBOM CHUCTEMBI, BKJIIOUAsi aHOMAJIBHOE
BarMHaJIbHOE WJIM YCUJIEHHOE MEHCTpyaJlbHOE KPOBOTEUEHME) U aHEeMHUs HaOJI0JaINCh yalle npu
JUTUTENIbHOM JIEYeHWU puBapokcabaHoMm 1o cpaBHeHuio c¢ jedeHueM ABK. Takum ob6pazom, B
JONOJHEHHE K HaJUIeXkKalleMy KIMHUYECKOMY HaONIIOJICHHIO, J1a00OpaTOpHOE HCCIEI0BaHHE
reMOrJI00MHa/TeMaTOKpUTa MOXET ObIThb 3HAUMMBIM JUISL BBISBJICHHSI CKPBITHIX KPOBOTEUEHUH WU
KOJMYECTBEHHOW OIIEHKM KJIMHMYECKON 3HAYMMOCTH SIBHBIX KPOBOTEUEHHH B clydyasxX, Korjaa
MIPUMEHUMO.

Heckonbko MOATpyII MAMEHTOB, YKa3aHHBIX HIDKE, HMCIOT IMOBBIMICHHBIA PUCK KPOBOTCUYCHHS.
HeoOxomuMo TmiaTenbHO HAONIOaTh TaKUX MAIMEHTOB IMOCJIE Hayaia JICYCHHs] Ha TPHU3HAKU U
CHUMIITOMBI OCJIO)KHEHHI B BHJIE KPOBOTEUEHUH U aHEMUU (cM. pazjaen 4.8.).

HpI/I T000M HEOOBSICHUMOM CHHKECHHUHM I'eéMOTJI00MHA WU APTCPUAIIBHOTO JaBJICHUA HCOGXOI[I/IMO
HNCKAaTb HCTOYHUK KPOBOTCUCHUS.

[Ipu Tepanuu puBapokcabaHOM He TpeOyeTcss PyTHHHBIH MOHHMTOPHUHI €r0 SKCIO3HWIUU. TeMm He
MeHee, HM3MEpEeHHE KOHIIGHTPAIllMi pHBapoKcabaHa C IOMOIIBI0 KaaHMOpPOBaHHOTO TecTa IS
KOJMYECTBEHHOTO  OMpEACNeHUS] aHTHU-Xa aKTUBHOCTH MOJKET OKa3aThCsl TIOJIE3HBIM B
HCKJIFOYHMTENIBHBIX CITydasx, Korjma uHopmarus o0 SKCHO3WIHUU pHBapoKcabaHa MOXKET OBITh
HCIIOJIb30BaHA IIpU IPUHATUM KIMHUYECKM 3HAUYMMBIX pCIICHHUM, HalpuUMep, B clydae
MepeA03UPOBKHU WM SKCTPEHHOTO XUPYPIHUECKOTO BMEIIATENbCTBA (CM. pazaensl 5.1. u 5.2.).

TlanueHThl ¢ TOYeYHON HETOCTATOYHOCTLIO

VY manuweHToB ¢ TsokenasiM HapymeHueM (yHkiun modyek (KnKp <30 mui/mMuH) KOHIEHTpanus
puBapokcabaHa B IIa3Me MOXKET ObITh 3HAUMTENHHO MOBBIICHHON (B 1,6 pa3a B cpemHeM), 4To

8
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MPUMEHATHCS C OCTOPOKHOCTHIO y nanueHToB ¢ KnKp 15-29 mu/mun. [lpumenenue npenapara y
narueHToB ¢ KnKp <15 mur/mun He pekoMmeHayercs (cM. pasaenst 4.2. u 5.2.).

[Ipenapar AHTUTPOMHKC CJIEIyeT MPUMEHSTH C OCTOPOXXKHOCTBIO Y IMAalMEHTOB C HapyIICHHEM
GYHKIIUM ~ TIOYEK, TONyYalolIMX COMYTCTBYIOIIHME IMpemapaThl, KOTOPbIE  YBEIMYUBAIOT
KOHIICHTPAIIUIO puBapokcabaHa B miasme (cM. pasuen 4.5.).

B3aumoaelicTBre ¢ IpYTrUMH JeKapCTBEHHLIMU OpelapaTaMu

[Mpumenenne mnpenapata AHTHTPOMHKC HE PEKOMEHIYETCSl Y MAIMCHTOB, MOJIYYaroIInuX
COIYTCTBYIOIIEE CHUCTEMHOE JICUYCHHE MPOTUBOTPUOKOBBIMU TpenaparaMyd a30J0BOW TPYIIIBI
(TakMMH KaK KETOKOHA30JI, HTPAKOHA30JI, BOPUKOHA30JI U TI03aKOHA30J1) MM UHrHOuTopamu BUY-
mporeas (HampuMep, PUTOHABUPOM). DTH MpemnapaThl SBISIOTCS MOIIHBIMH HHTHOMTOpAMU Kak
CYP3A4, tak u P-rmukonporenna. Takum o0pa3om, 3TH MpemapaTbl MOTYT TOBBIIIATH
KOHIICHTPAIIMIO pUBapoKcabaHa B I1a3Me KPOBU JO KIMHUYECKH 3HAYMMBIX 3HaueHu# (B 2,6 pas3a B
CpEIHEM), UTO MOXKET MIPUBECTH K MOBBIIICHHOMY PHUCKY KPOBOTCUCHH.

Crnenyer cobmomaTh OCTOPOXHOCTh, €CIM TMAIMeHT OJHOBPEMEHHO MOJYYaeT JIEKapCTBEHHBIE
Ipenaparel, BIMAKOIIME Ha TEMOCTa3, TaKUe KaK HECTEpOUHbIE MPOTHUBOBOCIAIUTENIbHBIE
npenapats! (HIIBII), anernncainuuiaoBylo KMUCIOTY U MHTUOMTOPBI arperaiid TpOMOOLIUTOB WK
CeJIeKTUBHBIE MHTUOUTOPBI 00paTHOro 3axBarta ceporoHuHa (CO3C) u cenekTUBHbIE HHTUOUTOPBI
obOpatHoro 3axBata ceporonnHa u HopanuHeppuHa (CHMO3CH). IlanmeHtam ¢ pHCKOM
SA3B000pa30BaHUsl B HKEIYJOYHO-KUIIEYHOM TPAKTE MOXKET ObITh HAa3HAYEHO COOTBETCTBYIOLIEE
npoduakTudeckoe jgeueHue (cM. pazaen 4.5.).

Hpyrue d)aKTODBI PHUCKa KPOBOTEUCHUMN

PuBapoxcabaH, kKak U Apyrue aHTUTPOMOOTHYECKHE CPEJICTBA, HE PEKOMEHIYETCs K MPUMEHEHHUIO
MalMEeHTaM, UMEIOIUM MOBBIIIEHHBIN PUCK KPOBOTEUEHUN, B TOM YHCIIE!

® BpPOXICHHAA WU HpI/IO6pCT€HHa$I CKJIOHHOCTB K KPOBOTCUCHUSAM,
® HCKOHTPOJIMpPYEMaAA TAKEIIasd apTCpraIbHasd THIICPTCH3UA,

e Jipyrue 3a00JIeBaHUS JKEITYAOYHO-KUIIEYHOIO TpakTa 0e3 aKTUBHOTO HU3bS3BICHUS, KOTOpHIE
MOTEHIIMAJTbHO MOTYT TPUBECTH K OCIOXKHEHHSM B BHJIE KPOBOTEUECHHI (Hampumep,
BOCIIAJIUTEIbHOE 3a00JIeBaHUE KHUIIEYHHWKA, 9230(arutr, TacTpUT © TracTpod3odareanbHas
pedutokcHast 6051€3Hb);

® COoCyaucTasa pCTUHOIIATHUA,
L 6p0HX03KTaSBI HJIW JICTOYHOC KPOBOTCYCHUE B AaHAMHESC.

TlanueHTs! ¢ pakoMm

[TaneHTBl €O 37I0KaUeCTBEHHBIM 3a00JI€BaHMEM MOT'YT OJHOBPEMEHHO TMoJBeprarhbcs Oosee
BBICOKOMY PHUCKY U KpOBOT€UYeHHMs, U TpomOo3a. HIuBHUyanbHAs MOJb3a aHTUTPOMOOTHYECKOM
Tepanuu J0KHA OBITh COMOCTABIIEHA C PUCKOM KPOBOTEUEHHS Y MAI[MEHTOB C aKTMBHBIM PAKOM B
3aBHCUMOCTH OT JIOKQJIU3alMM OIyXOJH, IMPOTUBOOIYXOJIEBOH Tepanmuu M CTaJuM 3a00JIeBaHUs.
Onyxomnu, pacroiI0XKEHHBIE B KEITYAOYHO-KUIIEYHOM WJIM MOYETOJIOBOM TPAKTE,aCCOLMMPOBAINCH
C MOBBIIIEHHBIM PUCKOM KPOBOTEUEHHUS BO BpeMs TE€paruy puBapoOKcabaHOM.

Y manueHTOB €O 3JI0KAaYeCTBEHHBIMH HOBOOOPA30BAaHUSIMU U BBHICOKHMM PHCKOM KPOBOTEUYECHHS
MIPUMEHEHHE PUBapoOKcabaHa MPOTHUBOIIOKA3aHO (cM. pazaen 4.3.).

ITarmmeHThl ¢ MCKYCCTBEHHBIMHU KJIAallaHAMU CepJIIia

PuBapokcabaHn He ciefyeT IpUMEHATH ISl MPOGUIAKTUKH TPOMOO30B y MallMEHTOB, MEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTalbHOro KiamaHa. besomacHocTs M 3¢ dekTuBHOCTH
MIPUMEHEHUs puBapokcabaHa HE M3YYaJUCh y MAllMEHTOB C UCKYCCTBEHHBIMHU KJIaaHaMH Cep.la,
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CJIeIOBATEIbHO, HET JAaHHBIX, MOATBEPKIAOIINUX, YTD HpHMéll{_EHH'e-lvaiabchaﬁaﬁa obecIeunBAeT

JIOCTATOYHBIM aHTUKOATYJISIHTHBIN 3(PEeKT y JaHHON KaTeropuu MalrueHTOB.
[Ipumenenue npenapata AHTUTPOMUKC HE PEKOMEHYETCSl y JaHHOW KaTeropuH MMalkEeHTOB.

IlaueHTEl ¢ aHTI/Id)OC(bOJ'II/IHI/IHHI)IM CUHIPOMOM

[IpumeHeHne NepopasIbHbIX AHTUKOATYJISIHTOB IPSMOrO JEWCTBHUSA, BKIIIOYas pUBapokcadaH, He
pEKOMEHAyeTCs y MalUMeHTOB, MMEILIMX TpoMOO3bl B aHaMHE3€, Yy KOTOPBIX JUArHOCTUPOBAH
anTu(oCHONUNUAHBI CHUHIpPOM. B uacTHOCTH, y TAaIMEHTOB C TPOHHBIM MO3UTHUBHBIM
aHTU(OCPOIUIUIAHBIM  CUHAPOMOM  (HAJM4YUE BOJYAHOYHOIO AHTUKOAryJIsHTa, AaHTUTEN K
KapIUOJIMIINHY U aHTUTEN K OeTa-2-TIMKONpoTenHy |) Teparnus mepopaibHbIMU aHTUKOATYJISTHTaMH
IPSIMOTO JIEHCTBUS MOYKET COIPOBOX/IATHCS MOBBIIIEHHON 4acTOTON PEeLUANBOB TPOMOOTHUECKUX
COOBITHI B CPaBHEHHH C Tepanueil antaroHucramu suramuna K.

ITanueHThl ¢ d)H6DPIJ'IJ'I$ILIPICI>i NpeACcEepAriA HEKJIanaHHOro npoucxoxkaeHus, nepeHecmme YKB co
CTCHTUPOBAHUCM

Nmerotcs naHHble HHTEPBEHIIMOHHOTO KIMHUYECKOTO UCCIEAOBAaHUS, TIEPBUYHOMN IEJIbI0 KOTOPOTO
SBIISUTACH OIGHKa mpoduis Oe30MacHOCTH Yy MAUeHTOB ¢ (UOpWUISAIHMENd mpencepaui
HEKJIamaHHOro mpoucxoxiaeHusi, mnepenecumx UYKB co crentupoBanuem. JlanHble 10
3¢ (HEKTHBHOCTH y JaHHOW MOMYJISIIIMKM OrpaHUYeHBI (cM. pa3aens 4.2. u 5.1.). JlaHHBIC TIO TaKUM
ManueHTaM ¢ HHCYJIbTOM/TpaH3UTOpHOM ninemuueckoi arakoii (TMA) B anamMHe3e OTCYTCTBYIOT.

TlarmmeHTsl ¢ TEMOAMHAMUYECKHA HECTAOMIBHON TpoMO0oIMOoImel teroynoi aprepun (TOJIA) miau
MALIMEHThl, KOTOPLIM TpeOyeTcs IpoBEIeHUE TPoMOOIHM3uca WU AMOOIIKTOMUU W3 JIETOYHOMU
arepuu

[Ipenapat AHTUTPOMHUKC HE PEKOMEHAYETCS B KayecTBE aJbTEPHATHUBBI HEPPAKLIHOHUPOBAHHOMY
renapuHy y NalUeHTOB ¢ TPoMO03MOoJMel JIeroYyHOM apTepuu, KOTOpble TI'eMOAMHAMHYECKH
HECTaOMJIbHBl MJIM MOTYT HYKIAaTbCsd B MPOBEACHUU TPOMOONM3HCA WM 3SMOOJIIKTOMHUU W3
JIETOYHOM apTepuH, MOCKOJIbKY Oe3omacHocTh M 3((EeKTUBHOCTh mpenapata AHTUTPOMUKC IpH
TaKMX KJIMHUYECKHUX CUTyallUsIX HE YCTaHOBJICHA.

CHHH&J’IBH&?[/BHI/IJIVDZU'ILH&H AHCCTC3Us MJIU ITYHKITUA

[Ipu BbIMONHEHUM HEWpOAKCHATbHOW aHecTe3ud (CNHMHANIBHOW/AMUAYpaNbHOM aHeCcTe3UH) WiIn
CHUHAJIBHON/AMUYypalbHOW MYHKIMM y TAlUEHTOB, MOJYyYalollUX AaHTUTPOMOOTHYECKHE
npenaparsl ¢ LeIbl0 NMPO(YUIAKTUKH TPOMOOIMOOIMUECKUX OCIOKHEHUH, CYIIECTBYET PHUCK
Pa3BUTHA MUIYPATBHON WM CHUHAJIBHOM I'€éMaToMbl, KOTOpas MOXET MPUBECTU K JUIUTEIBHOMY
WM NTIOCTOSSHHOMY apajandy.

Puck »THX COOBITHI MOKET TOBBIMIATHCS MPU TOCICOTIEPAIIMOHHOM TPUMEHEHUH ITOCTOSHHBIX
AMUAYPATBHBIX KaTETEPOB WJIM COMYTCTBYIONICH Tepamuu JEKapCTBEHHBIMHU TIperapaTramMu,
BIVSIFOIIMMH Ha TEeMOCTa3. TpaBMaTW4yHas WM TOBTOpHAs SHUAypalbHas WIA CHHHAJIbHAS
MYHKIUST TaK)KE MOTYT TMOBBIMIATh PUCK. [lalueHThl JOMKHBI HAXOIUTHCS O] HAOMIOIEHUEM st
BBISIBIICHUS TIPU3HAKOB M CHUMIITOMOB HEBPOJIOTUYECKUX HAPYIICHWH (HAampuUMep, OHEMEHHE WIIN
caboCcTh HOT, JUCQYHKUUS KUIIEYHHKA HIM MoyeBoro nmy3sips). Ilpu oOHapyxeHun
HEBPOJIOTHYECKUX PACCTPOMCTB HEOOXOAWMa CpOYHAs AMArHOCTHKA W JieueHWe. Bpau momkeH
COINOCTAaBUTh TMOTEHUMAIbHYIO TOJb3y M PHUCK TMepeA TNpOBEACHHEM HeHpoakCHaIbHOTro
BMEIIATEICTBA TAIIMEHTaM, TMOJNYYaroIlUM aHTHKOATYIISHTBI, WJIH KOTOPBIM IUIAHUPYETCS
Ha3HAUYEHUE AaHTHUKOATYJISIHTOB C IeNbI0 MPOQUIAKTUKH TPOMO030B. ONBIT KIMHUYECKOTO
MIPUMEHEHHUsI puBapoKkcabaHa B JO3UPOBKax 15 Mr u 20 MT B ONMMMCAHHBIX CUTYalHsIX OTCYTCTBYyeT. C
LEJIbI0 CHWKEHUS MOTEHLUAIBHOTO PUCKAa KPOBOTEUEHHS, aCCOIMUPOBAHHOIO C OJHOBPEMEHHBIM
MIPUMEHEHUEM pPHUBapOKcabaHa M BBHITIOJIHEHHEM HEUPOAKCHAbHON (SIHIypaabHOM/CIIMHAIBLHOMN)
aHEeCTe3UM WM CIUHATBHOW MYHKIUHU, CIEAYeT YUYUTHIBATh (PapMaKOKHHETHUYECKUH MPOdUIh
puBapokcabaHa. YCTaHOBKY WJIM yAaJleHUE SMUIYPAIBbHOIO KaTeTepa WIH JTIOMOATbHYIO MYHKIIHIO
Jydiie NMPOBOAMUTH TOIJA, KOIJA AHTUKOATYSIHTHBIM 3(QQeKT puBapokcabaHa OLIEHUBAETCA Kak
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cnabpiii. OIHAKO TOYHOE BpeMS ISl JOCTHIKCHHS I[OCTa"f;gL}‘;IIG‘-IEPQF GT%E%II'}IHEM"}%

s dekTa y Kaxa0ro nanueHTa HeM3BECTHO U JIOJKHO OI[CHUBATHCS B CPABHEHUU CO CPOUYHOCTHIO
JTMArHOCTUYECKOU MPOLIETYPHI.

OcHOBBIBasich Ha 0OHMX (HapMaKOKMHETHYECKUX XapaKTEPUCTHKAX, JIHIYPATbHBIA KaTeTep
H3BJICKAIOT MO UCTCYCHUHU KaK MUHUMYM JIBYKPATHOI'O ICPHUOJa IMOJTYBBIBECACHUS, T.C. HC paHCC YCM
yepe3 18 yacoB mociie MmocieHero npueMa puBapokcadaHa Juisi MOJIOJBIX B3POCIBIX MAIUCHTOB U
HE paHee 4yeM dyepe3 26 4yacoB JUIsl MOKWIBIX ManueHToB (cM. pasznen 5.2.). Ilocne u3BnedeHus
AMUIYPATLHOTO KaTeTepa JOJDKHO MPOWTH KaK MHUHUMYM 6 4YacoB JIO MpHEMa CISAYIOIICH 03B
puBapokcabaHa.

B ciyyae TpaBMaTH4HON MYHKIMU [IPHEM pUBapoKcabaHa ciaeayeT OTJIOKHUTh Ha 24 yaca.

PCKOMCHZ[aL[I/II/I IO  AO3HMPOBAHHMIO JO M TII0CJIIC HMHBA3MBHBIX TIIPOHCAYP W XHUPYPTHYCCKHX
BMCIIATCJIIbCTB

Ecnu Heo0XxoauMO NpoBeieHnEe HHBA3UBHOM MPOLEYypbl WIM XUPYPTHUYECKOTO BMELIATENIbCTBA, HA
OCHOBAaHMM 3aKIIOUEHMs Bpaya IpueM npenapara Antutpomukc 15 mr m 20 mr cruenyer
MIPEKPATUTh IO KpaliHel Mepe 3a 24 Jaca 10 BMEUIaTeIbCTBa, €CJIU 3TO BO3MOXKHO.

Ecan npoucaypy HeEJIb3d OTIOXUTD, MOBBIIICHHBIN PUCK KPOBOTCHCHUA CJICAYCT OLUCHHUBATL B
CpaBHCHHHU C H€O6XOI[I/IMOCTI>IO CpOYHOI'0 BMEIIATCILCTBA.

IIpuem mpenapata AHTUTPOMHKC Cl€yeT BO300OHOBUTh KaK MOXKHO CKOpee I0Ciieé MHBa3UBHOU
MPOLEAYPBl UM XUPYPrHUECKOTO BMEUIATENbCTBA, €CIIM JICUal[UM BpauoOM YCTAHOBIJIEHO, YTO 3TO
MO3BOJISICT KIIMHUYECKasi CUTYalUsl U JJOCTUTHYT a/leKBaTHBINA remocTas (cM. pazaen 5.2.).

JIniia mosKuJIoro Bo3pacra

Puck KPOBOTCUYCHUA MOXKCET YBCIIMUUBATHCA C ITIOBBIICHUCM BO3paCTa (CM. pa3acin 52)

JlepMaTOJOTrHYEeCKUE PEAKIIUN

IIpu mpoBeseHUM MOCTMAapKETHHTOBBIX HAOMIONEHHH COOOLIANoch O CiIydasX BO3HUKHOBEHMS
CEePhE3HBIX  KOXHBIX  peakuuit, Bkmodas cuHapom  CrtuBeHca—/[>)KOHCOHA/TOKCUYECKUA
SMUJEPMATbHBIM HEKPOJIM3 M JICKapCTBEHHO-MHIYLUPOBAHHYIO pEaKkIHUI0 ¢ 303uHO(MINed U
cucteMHbiMu cuMntomamu (DRESS-cunapom), Ha ¢oHe npumeHeHHs puBapokcadbaHa (CM.
pazznen 4.8.). [lanueHTsl, Mo-BUIMMOMY, MTOJIBEPraloOTCsl HAaMOOJbIIEMY PUCKY BOSHUKHOBEHHS 3TUX
peakuuii Ha paHHUX 3Talax JICYEHMs: HAyalo peakuu B OOJBIIMHCTBE CIy4yaeB MPOMCXOAMUT B
Te4YeHHUe MEepBbIX HeJlenb JieueHus. [Ipu mepBoM MOSBICHUM TSKENIOM KOXKHOM ChIMU (Hampumep,
IIpU €€ pacHpOCTpaHEHUH, UHTEHCU(UKAMA W/WUIM OOpa30BaHUM BOJABIPEN) WIHM MPU HATUYUU
KaKHX-THOO IPYruX CHUMIITOMOB TMIEPUYYBCTBHTEIBHOCTH, CBS3aHHBIX C MOPAXKEHUEM CIHU3HCTOM
000J10YKH, CTIeAyeT MPEKPATUTh TEPATTHIO PUBAPOKCAOAHOM.

CTH

Nwmerotcs orpaHuyeHHbIE JaHHBIE O MPUMEHEHUH y JeTeld ¢ TpOMOO30M BEH I'OJIOBHOI'O MO3ra U
BEHO3HBIX CHHYCOB, Yy KOTOpBIX €cTh MH(eKIHs LeHTpanbHoi HepBHOH cuctembl (LUHC) (cm.
paznen 5.1.). Heo6xoaumo TIiaTenbHO OLEHUBATh PUCK KPOBOTEUEHHUS Mepes] Ha3HAUYEHUEM U BO
BpeMs Tepaliy pUBapOKCcabaHOM.

[Ipenapar AHTUTPOMHKC HE PEKOMEHAYETCS K MPUMEHEHHIO Yy JIeTed M MOJIPOCTKOB CO CPEIHEU

WIM TSKENOW CTENeHbI0 HapylmieHHs (QYHKIUM TOoYeK (CKOPOCTh KIyOOuKoBOW (uiabTpanuu
2

<50 mu/mun/1,73 M7) B CBSI3U C OTCYTCTBHEM KIMHUYECKUX JTAHHBIX.

Knununueckue JAaHHBIC O COIMYTCTBYIOIIEM CUCTCMHOM JICHCHHUU I[eTefI MOIIHBIMHA I/IHFI/I6I/ITOpaMI/I
onnoBpeMeHHO CYP3A4 u P-rimukonporenHa oTCyTCTBYIOT (CM. pasnen 4.5.).

JlaHHBIE 10 BpPEMEHM YCTAHOBKM WIM YAAQJICHWS HEHUPOAKCHUAIBHOIO Karerepa y JeTel,
IIPUHUMAIOIINX IpernapaT AHTUTPOMHKC, OTCYTCTBYIOT. B Takux ciydasx claenyeT HNpEeKpaTHUThb
npueM puBapokcabaHa ¥  pPacCMOTPETb BO3MOXKHOCTh IPUMEHEHHs MapeHTEepabHOrO
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COOTBETCTBY

AQHTUKOAryJIIHTa KOPOTKOT'O AEUCTBUS.

BcnoMorarenbpHBIC BEIECTBA

[IpenmapaT AHTUTPOMHKC COAEPKUT JakTo3y. JlaHHBIN JIEKAPCTBEHHBIM Ipenapar HE CIEIyeT
IIPUHUMATH MMALIUEHTaM € PEIKO BCTPEYArOIIEHCs HACIEACTBEHHON HENEPEHOCUMOCTBIO TalaKTO3bl,
JAKTa3HOW HEJOCTATOYHOCTHIO WM TIIFOKO30-TAJIAKTO3HON MalibabcopOunei.

JlaHHBIN JIEKapCTBEHHBIM Mpenapar COACpKUT MeHee 1 MMonb (23 Mr) HaTpust Ha EIUHUILY
JIO3UPOBAHUs, TO €CTh, IO CYTH, «HE COJACPIKUT HATPHUS.

4.5. BzaumojeiicTBue ¢ [JPYrHMH JeKaAPpCTBEHHbIMHM IIpenaparaMd M Jpyrue BHAbI
B3aMMO/1elCTBUSA

Nuruduropsl CYP3A4 u P-rnukonporenHa

CoBMecTHOE NPUMEHEHHE pUBapokcabaHa U keTokoHazousa (400 mr 1 pa3 B 1eHb) UM PUTOHABUPA
(600 mr 2 pasa B JeHb) INPHUBOAMIO K MOBBIIICHUIO CpEIHEH KOHIIEHTpallUd puUBapokcabaHa B
wiazme kpoBu (AUC) B 2,6 pasza/2,5 pa3a v yBETHUCHHIO CPEIHEH MaKCHMMAJIbHOW KOHIICHTPAIIUH
(Cmax) puBapokcabana B 1,7 pasa/l,6 pa3a co 3HaYUTEIBHBIM YCHJICHHEM (hapMaKoJMHAMHYECKUX
3¢ }exToB, YTO MOXKET MNPUBOAUTH K YBEIMYCHHMIO PHCKAa KpPOBOTEUEHHA. B CBI3M C 3TUM
NpUMEHeHue Tmpenapata AHTUTPOMUKC HE PEKOMEHAyeTcs MalueHTaM, MOJy4aroluM
COITYTCTBYIOIIEE CUCTEMHOE JICYCHHE a30JI0BBIMH MPOTHBOTPHUOKOBBIMH IMpEIapaTamMu, TAKUMH Kak
KETOKOHA30J1, UTPAKOHA30J1, BOPUKOHA30J ¥ TI03aKOHA30J], UM UHruOuTOopamu nporeazsl BUY. Otu
AKTUBHBIC BEIECTBA SBISIOTCS MOIIHbIMH wHrHOMTOpamMu U CYP3A4, u P-rmukonporenHa (cwm.
pasnen 4.4.).

Osxkumaercsi, YTO aKTUBHBIC BEIIECTBA, CHIIbHO MHTHOMPYIOIINE TOJIBKO OJWH M3 IyTE€H BBIBEICHUS
puBapokcabana, wnu CYP3A4, wnmu P-raMkonpoTenH, B MEHbIIEH CTENEHM YBEITUYUBAIOT
KOHIIEHTpaI1io puBapokcabaHa B 1uiazme. Hanpumep, knapurpomunud (500 mr 2 pasa B JieHb),
KOTOpbIM  cuutaercss MomHbM — uHruOutopom CYP3A4 u  yMepeHHBIM HMHIHOMTOPOM
P-rmukonporenHa, Be3bBan yBenuueHnue cpenneit AUC puBapokcabana B 1,5 paza u yBenuueHue
Cmax B 1,4 pa3a. BzaumoneiicTBue ¢ KJIapUTPOMHUIIMHOM CUMTAETCS KIMHUYECKH HE3HAYMMBIM IS
OOJIBIIIMHCTBA TAIIMEHTOB, HO MOXET OBITh MOTEHIMAJIBHO 3HAYMMBIM JIJIsI TTAIIMEHTOB W3 TPYIIIBI
BBICOKOT'O PUCKa (U1 MALIMEHTOB C HapyIIeHneM (PyHKIMM ToYeK cM. pas3zen 4.4.).

OpurpomunuH (500 mr 3 pasza B aens), ymepenusiii uaruoutop CYP3A4 u P-rmukomnporenHa,
BbI3bIBaN yBennueHue 3HaueHuit cpeqHein AUC u Cax puBapokcabana B 1,3 pasa. Bzaumogeiicteue
C DPUTPOMHUIIMHOM CUHUTAETCSI KIMHUYECKH HE3HAYUMBIM JUIsl OOJIBIIMHCTBA MAllUEHTOB, HO MOXET
OBbITh NOTEHIIMAIBHO 3HAYUMBIM JJIS TAIIUEHTOB U3 TPYIIIBI BBICOKOTO PUCKA.

VY nanMeHToB C JIETKOM CTENeHbI0 HapylleHus (yHKIUM rnodek sputpomuuuH (500 mr 3 pasa B
JIeHb) BbI3bIBAJ yBennueHue 3HaueHuid cpeaneit AUC puapokcabana B 1,8 paza u Cyax B 1,6 paza
10 CPAaBHEHMIO C MallMEHTaMH C HOpMaJIbHOM (YHKIMEH 1MoveK. Y MalueHTOB CO CPeHEN CTENEeHbIO
HapylmeHus (yHKIMA TOYeK S3PUTPOMHUIMH BBI3BIBAI yBeIMuUeHHE 3HadeHuil cpenneit AUC
puBapokcabana B 2,0 paza u Cpyax B 1,6 paza 1o cpaBHEHHUIO € NMAMEHTaMU C HOPMaJIbHOU (QyHKIMEH
noyek. DPGPEeKT PUTPOMHUIIMHA SBIAETCS aJIUTUBHBIM BCIIEACTBUE HapyIIeHUs (PYHKIHUU TOYEK
(cm. paznen 4.4.).

®nykonazon (400 mr 1 pa3 B neHb), KOTOpBIH cunTaercss ymepeHHbIM HHruOuTopom CYP3A4,
BBI3BIBAN yBenmueHue 3HadeHni cpeaneit AUC puBapokcabana B 1,4 paza u Cpax B 1,3 pasa.
B3aumoneiictBue ¢ (pIyKOHA300M CUMTAETCS KIMHUYECKH HE3HAYMMBIM Ui OOJBIIMHCTBA
MAalMEHTOB, HO MOXET OBITh MOTEHIMAIBHO 3HAYMMBIM JUISl TAIMEHTOB U3 IPYIIIBI BRICOKOTO PHCKA
(U1 malMEeHTOB C HAapyLICHUEM (YHKIIUH MTOYEK cM. paszaen 4.4.).

Ha ocHOBaHMM MMEIOIIMXCSI OrPAaHMYEHHBIX KIMHUYECKUX JIaHHBIX HEOOXOAuMO H30eraTh
COBMECTHOTO ITPUMEHEHUS pUBapoKcadaHa ¢ TIPOHEJAPOHOM.
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(MOCNELOBATENLHOCTL 0004)

AHTHUKOAryJISHTEI

ITocne oTHOBpEMEHHOr0 IPUMEHEHHUs HOKcanapuHa (oAHOKpaTHas fo03a 40 Mr) u puBapokcadbaHa
(omHokpatnHast no3a 10 wmr) Habmromancst CyMManMoOHHBIA 3(@exkr B oOTHOmEHHH aHTU-Xa
aKTUBHOCTH, HE CONPOBOXIABLIMHCSA JONOJHUTENbHBIMU 3¢ (GeKTaMH B OTHOLIEHMM IpoO Ha
CBEPTHIBAEMOCTb  KpoBU  (mpoTrpomOuHOBoe Bpems (IIB), akTuBHpOBaHHOE 4YaCTUYHOE
TpomboractuHoBoe  BpeMs (AUTB)). DnHokcamapun He BIusa Ha (apMaKOKHHETHKY
puBapokcabaHa.

B cBsi3M ¢ TIOBBIIICHHBIM PUCKOM KpPOBOTEYEHUS HEOOXOIMMO COOJIIOJATh OCTOPOXKHOCTh TpPHU
COBMECTHOM IIPUMEHEHUU C JIIOOBIMU JPYTUMHU aHTUKOATYJISIHTaMU (CM. pazfensl 4.3. u 4.4.).

HIIBII/uHruOnTOps! arperaiuyu TpPOMOOIIMTOB

[Tocne coBmecTHOro mpUMEHEHHs puBapokcabana (15 mr) u HampokceHa B jgo3e 500 wmr
KIIMHUYECKH 3HAYMMOTO YJ/UIMHEHHS] BPEMEHU KPOBOTEUCHHS HE HaOoJalock. TeM He MeHee, Y
OTJIETILHBIX JIUI BO3MOXEH 00Jiee BRIPAKEHHBIN (hapMaKOJMHAMUYECKHI OTBET.

He  Habmoganock  HHMKAKMX ~ KIMHMYECKHM  3HAYMMbIX  (AapMaKkOKMHETHYECKUX WU
(bapMakoIMHAMHYECKUX B3aMMOACHUCTBUI IPU COBMECTHOM ITPUMEHEHHH puBapokcabana u 500 mr
AUETUICATULIMIIOBON KUCIIOTBHI.

He oOHapyxeHO (apMaKOKHHETHYECKOTO B3aMMOJCHCTBHS MEXAy puBapokcabanom (15 mr) u
kionuaorpesnioM (Harpy3ounas go3a 300 Mr ¢ MOCIEIYIOIIMM Ha3HAYCHUEM I1O/CPIKUBAIOIICH
703kl 75 MTr), HO B MOATPYIIE MAIMEHTOB HAOIIOAAIOCh 3HAYUMOE YBEIMYCHHUE BPEMCHH
KPOBOTEUCHHS, HE KOPPEIMPOBABIICE CO CTEIEHBIO arperamiu TPOMOOILMTOB U colepkaHueM P-
cenektuna win GPIIb/Illa-penenTopa.

Heo6xoauMo cobmofaTe OCTOPOXKHOCTh IpH coBMecTHOM npuMeHenuun c¢ HIIBIT (Bkirouas
alleTWJICAIULIMIIOBYIO KUCJIOTY) M HHIMOMTOpaMU  arperaiuy  TPOMOOLIUTOB, IOCKOJIBKY
MIPUMEHEHHE ATUX MPENapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUEHHUS (cM. pazjen 4.4.).

CHO3C/CNO3CH

Kak m B cinydae npuMeHeHUs JPYIMX aHTUKOAryJdsiHTOB, BO3MOYKHO YBEIMYEHUE pHUCKa
KPOBOTEUYECHHS Y MAIIMEHTOB MPU OJHOBPEMEHHOM MPUMEHEHHH C CEJIEKTUBHBIMU MHTUOUTOPAMU
obparnoro 3axBata cepotonnHa (CO3C) unm celeKTUBHBIMH WHTHOUTOpAaMHU OOpaTHOTO 3axBara
ceporonnna u HopanuHedpuHa (CHMO3CH) BcnmeacTBue BIUSHUS OSTUX MpenaparoB Ha
TpOMOOIUTHI. Pe3ynpTaThl KIMHUYECKUX HCCIEIOBAaHUN puBapokcabaHa MPOJEMOHCTPUPOBAIH
YUCJICHHOE TOBBIIICHUE OONBIIMX W HEOONBIINX KIMHUYECKH 3HAYMMBIX KPOBOTEUEHUW BO BCEX
rpyIIax JIeYeHUs Mpyu COBMECTHOM MPUMEHEHUH 3TUX MPENapaToB.

Bapdapun

Ilepexox maunmeHToB ¢ aHtaronucta ButamuHa K Bappapuna (MHO or 2,0 no 3,0) Ha
puBapokcaban (20 mr) wim c¢ puBapokcabana (20 mr) ma Bapdpapurn (MHO ot 2,0 mo 3,0)
yBenuuuBan nporpomorHoBoe Bpems/MHO (Neoplastin) B Gonbiieit crerneHu, 4eM Mpu MpoCTOM
cymmupoBaauu dddextoB (otaenpHbie 3HaueHus MHO moryt gocturate 12), B TO Bpemsi Kak
Brnusinue Ha AUTB, monaBneHne akTUBHOCTH (akTopa Xa M AHAOTCHHBIM MOTEHIMAN TpoMOWHA
(OIIT) ObLTM aATUTUBHBIMH.

B cnyuae HeoOxomumocTu uccienoBaHust (hapmakoanHaMudeckux >QQPeKToB puBapokcabaHa BO
BpeMs MEPEXO0THOTO MEePHOoIa, B KAYECTBE TECTOB, HA KOTOPHIE HE OKa3bIBa€T BIMSHHUE BapdapuH,
MOJKHO HCIIOJIb30BaTh onpejeicHue aHTH-Xa aktuBHoctH, PICT u HepTest. Haunnas ¢ 4-ro ans
rmocJie Tprema IOocieIHeld 1036l BapdapuHa Bce JlabopaTropHble mokasarenu (B ToMm uucie [1B,
AYTB, wunrubupoBanue akTuBHOCTH akTopa Xa u DOIIT) oTpakanu TOJIBKO BIUSHHUE
puBapokcabaHa.

B cnyyae HeoOXxonuMoCTH uccienoBaHus apMakoanHaMuueckux 3¢ dexrToB BapdapuHa BO BpeMs
HEPEXOTHOr0 MEepPHO/a, MOXKET ObITh HCIOIb30BaHO M3MepeHue BenmunHbl MHO npu Copomenyr.
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puBapokcabana (cmycts 24 yaca moclie MPEABIAYIIETO H{Mgll\}r;r-l %%B‘(TKEEM)I; ITIO‘EIICB'JIITL%(S/

pHBapOKca6aH OKa3hIBaeT MUHHUMAJIbHBIN 3(1)(1)CKT Ha 3TOT IIOKa3aTcJib B I[aHHBIfI MOMCHT BPEMCHHU.

DapMaKOKMHETUYECKOTO  B3aUMOJICHCTBUS MEXKIy BaphapuHOM © pHUBapOKca0aHOM  HeE
Ha0JII0JAJIOCh.

Hunyxropsr CYP3A4

CoBMecTHOE MTPUMEHEHHE pUBapoOKcadaHa W pudaMIUIMHA, SBISIOMETOCS MOIIHBIM WHIYKTOPOM
CYP3A4, mpuBonuino k cHmwkenuto cpenneir AUC puapokcabana mpubnusurensHo Ha 50 % u
OJTHOBPEMEHHOMY YMEHBIIICHUIO ero apMakoanHaMuueckux 3¢ ¢exroB. COBMECTHOE PUMEHEHUE
puBapokcabana ¢ apyrumu MouHbIME uHAYKTOpamu CYP3A4 (mampumep, (GEHUTOHMHOM,
KkapbamazenuHoM, (heHoOapOHUTa oM WM Ipernapatamu 3BepoOos mpoabipssieHHoro (Hypericum
perforatum)) Takxe MOXeT PUBECTH K CHIDKCHUIO KOHIICHTPAIMI pUBapoKcabaHa B IIa3Me KPOBH.
CrnenmoBarenbHO, HEOOXOMUMO H30erath OJHOBPEMEHHOTO IPUMEHCHHUS MOIIHBIX HWHIYKTOPOB
CYP3A4, kpoMme citydaeB, KOTJa MAIMeHT HAXOIUTCS TI0JT THIATSILHBIM HAOIOJICHUEM Ha MPEIMET
pa3BUTHSI IPU3HAKOB U CUMIITOMOB TPOMO03a.

IIpouas conyTcTBYVIONUIAA TEPpAIUI

Knunnyeckn 3HauMMBbIX (apMaKOKMHETHMUECKUX WU (PapMaKOIMHAMHYECKUX B3aWMOJACUCTBUN
IPU COBMECTHOM IPHUMEHECHUU puBapokcabana ¢ muaazonamomM (cyoctpar CYP3A4), nurokcuHom
(cyoctpar P-rmukomnporenna), atopBactatuHoM (cyoctpar CYP3A4 u P-rnukomnporenHa) wim
OMeETIPa30JIoM (MHTHOUTOp MPOTOHHOW TIOMITBI) HE Ha0Jr01an0ch. PuBapokcaban He HHTUOMPYET U
ne unaymupyer CYP3A4.

Bausnue Ha JIa60DaTODHI)I€ napaMcETphbl

PuBapokcabaH oka3bIBacT BIHSHHE Ha MOKa3arenu cBepThiBaeMoctH kposu (I1B, AUTB, HepTest)
B CBSI3U CO CBOMM MEXaHU3MOM JeHCcTBUA (CM. pa3zaen S.1.).

CTH

UccnenoBanusi B3aMMOJIEUCTBHS MPOBEJAEHBI TOJIBKO Y B3pocibiX. CTENeHbh MEXKIEKapCTBEHHBIX
B3aMMOJICVCTBUN Yy JeTeN He u3BeCTHA. [IpuBeAeHHbBIE JaHHBIE O B3aUMOJICUCTBUM, ITOJyYECHHBIE Y
B3POCIBIX MAIlMEHTOB, U MPEAYNpexkIeHUus B paszzene 4.4. NOJDKHBI ObITh MPUHATH BO BHUMaHUE
JUISL TIEINATPUYECKOM TIOMYJIALINY.

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTD U JIAKTAIUS

bepemeHHOCTD

D¢ddexTuBHOCT M 06€30MaCHOCTH NPUMEHEHHS IMpernapaTa AHTUTPOMUKC y OEpEMEHHBIX He
YCTaHOBJICHBI.

HaHHI)Ie, IMMOJIYYCHHBIC Ha SKCIICPUMCHTAJIbHBIX KHUBOTHBIX, IIOKa3aJIn BBIPAXKXCHHYTO
PCIIPOAYKTUBHYIO TOKCUYHOCTD.

BcenenctBue BO3MOKHOM PENpPOAYKTMBHOM TOKCHUYHOCTH, PHUCKA pa3BUTUA KPOBOTEUYEHHS H
CIIOCOOHOCTH TPOHHMKATh 4Yepe3 IUIALICHTY Mpenapar AHTUTPOMHUKC IMPOTHUBOIMOKA3aH BO BpeMs
o6epemenHocTH (cM. pazaen 4.3.).

XKeHmuHbBl J€TOPOAHOTO BO3pacTa JOJDKHBI H30erarb OEpeMEHHOCTH BO BpeMs Tepamnuu
pUBapOKCaOaHOM.

JlakTanms

D¢ddexTuBHOCTh U 0€30MACHOCTh MPUMEHEHHUs Mpernapara AHTUTPOMHUKC y KEHIIUH B HEPUOA
I'PYAHOTO BCKapMJIMBAHMSI HE YCTAHOBJICHBI.

JlaHHBIE, TOJyYEHHbIE Ha HKCIEPUMEHTAIbHBIX JXUBOTHBIX, IIOKa3bIBAIOT, YTO pPHUBApPOKCAOaH
BBIIEIISIETCS C TPYJHBIM MOJIOKOM. [Ipenapar AHTUTPOMUKC NMPOTHUBOIIOKA3aH B MEPHOJ TPYJHOTO
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BckapmimBaHus (cMm. pasgen 4.3.). Heobxomumo HpI/IHsH'g-l I‘_[I):érﬂgﬂ;fgagé- EM%:: -I;B)Hlﬂl'(')'}"b

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

BCKapMJIMBaHHUA WU ITPEKpAlCHUN TCpaIlu.

DepTHabHOCTD

HccnenoBanus mokasaiy, 4TO pUBapoKkcadaH He BIUSET HA MY>KCKYIO M KEHCKYI0 (GepTUIILHOCTD Y
Kpbic. CHenuanbHbIX HCCICIOBAaHUN BIUSHHUS pUBapOKcabaHa HAa (EpTUIHLHOCTh Yy YEIIOBEKa HE
MIPOBOMIIOCH.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMM CpeAcTBAMH W padorarbh ¢
MeXaHM3MaMH

[IpemapaT AHTHUTPOMHKC OKa3bIBAaCT HECYIIECTBEHHOE BJIMSHHE HAa CIIOCOOHOCTH YIPABIATH
TPaHCHOPTHBIMHM CPEJCTBAMH M pPadOTaTh C MEXaHW3MaMHU. BbUIM 3aperucTpupoBaHbI TaKHE
HEXKEIIaTeIbHBIE PEaKIMU KaKk OOMOPOK (4acToTa: HEYAacTO) U TOJIOBOKPYKCHHE (Y4acTOTa: 4acTo)
(cM. pasmen 4.8.). IlanueHTbI, y KOTOPBIX BO3HUKAIOT IMOJOOHBIC HEXeNATEIbHbIC PEAKIIMU, HE
AOJDKHBI YIIPABJIATH TPAHCIIOPTHBIMU CPCACTBAMUA WK JPYTUMU MEXaHU3MaMHU.

4.8. HexenaTebHbIE peaKIul

Pesrome HDOd)I/IJIﬂ 0€30IaCHOCTU

bezonacHocTh puBapokcabaHa OIICHMBANIACh B TPUHAMAIATH OCHOBHBIX ucciieoBaHusx III ¢ass
(cm. Tabmuy 1).

Cymmapno 69608 B3pocibIx MalMeHToB B AeBsiTHaAuatu ucciuenoanusx I dassl u 488 nereit B
nByx uccnenoanusx Il ¢assl u 1Byx nccnenoBanusix I ¢has3sl npuHuManu puapokcadaH.

Tabnuma 1. Yncno manueHTOB, y4aCTBOBABIIUX B HMCCIEIOBAaHUSAX, CyMMapHas CyTOUYHas /1033 U
MaKCUMaJbHas MPOJIODKUTEIILHOCTD JISYCHUS B KIIMHUYecKuX uccienoBanusx Il ¢aswl ¢ yaactuem
B3POCIBIX U NEAUATPUUECKUX MMAIIUEHTOB

Iloka3anue Yucio Cymmapnasi MaxkcumajibHas
NENV D) CyTOYHAasA 1032
1 y A NPOJ0TKNTEIbHOCTh

JIeYeHus!

[Tpodunakruka BeHO3HOH | 6097 10 mr 39 nueit

TpoMObodMbonuu  (BTD) 'y

B3POCIIBIX MaIMEeHTOB,

NEPEHECIINX TUIAaHOBYIO

OTiepaIuio 1o 3aMeHe

Ta300eIPEHHOTO WIH

KOJICHHOI'O CyCTaBa

[lpopmnaktuka  BTD  y | 3997 10 mr 39 nueit
MaIMEHTOB,
TOCTIUTATH3UPOBAHHBIX c
OCTPBIM MEUIITHCKUM
COCTOSIHUEM
Jleuenune TpomOo3a rimybokux | 6790 Henp 1-21: 30 wmr | 21 mecsan
BeH (TI'B), TpombGosmboHH Hauyunas ¢ 22 pgus:
nerouHoi aprepuu (TDJIA) 20 mr
npo(UIaKTUKA PEIIUIUBOB [Tocne  MUHUMYM
6 MecseB:
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 21.08.2025 N= 20839
10 mr HHH(E%W EAPBATENBROC TS 0004]
Jleuenue BTD u | 329 Ho3a, 12 mecsnen
npoduIakTuka  peluAUBOB CKOPpPEKTHPOBAHHAS
BTO y JIOHOILLIEHHBIX B 3aBHCHUMOCTH OT
HOBOPOXKJCHHBIX U JIeTel B Macchl Tena, s
Bo3pacre a0 <l8 jer mocne JIOCTHO>KCHUS
HAYaJIbHOU CTaHJIaPTHOMN AKCIIO3UIUH,
AHTUKOATYJISIHTHOM Teparnuu HaOmrofaBeiics  y
B3pOCIIBIX,
nonyyaBmux 20 mr
puBapokcabaHa
OJIVH pa3 B JICHb JIJIsi
neuyenus TI'B
[Tpodpwmnaktuka wHCYynbTa W | 7750 20 mr 41 mecsn
CHUCTEMHOH TpoMO0IMOOIUH
y MalUEeHTOB c
bubpwuIAIHed Tpeacepauit
HEKJIallaHHOT'O
MIPOUCXOKIACHUS
[Tpodunakruka 10225 5 mr wm 10 wr | 31 mecsan
aTepOTPOMOOTHUECKHUX COOTBETCTBEHHO, B
COOBITUH y MAIIMEHTOB TIOCIIE KOMOWHAIIUH c
OCTpOro KOPOHApHOI 0 aIe THIICATUIIUIIOBON
cunapoma (OKC) KHUCJIOTOM W
aIe THJICATUIIUIIOBON
KHCIJIOTOMN c
KIIOTHIOTPEJIOM WIIH
TUKJIOTTHINHOM
[Tpodunaktuka 18244 5 Mr B komOuHamu | 47 mMecsieB
aTepPOTPOMOOTHUUYECKUX c
COOBITHI Yy TAIMEeHTOB C aIe THIICATUIIUIIOBON
WIIEMUYECKOU 00JIE3HBIO kuciaoro mwim 10 mr
cepaua (UBC) 15805 B MOHOTEpANUU
3a0o0JyieBaHEM
nepudepudeckux  aprepuii | 3256** 5 Mr B komOuHammu | 42 Mecsna
(3I1A) c
aleTUICAITUIIUIIOBON
KHUCJIOTOMN

*

[TanieHTHI, TOYYHUBIIKE IO MEHBIIIEH Mepe OJIHY 103y pUBapoKcadaHa.
** W3 uccnegosanust VOYAGER PAD.

HauOosnee yacrto PETUCTPUPYEMBIMH HEKCIATCIIBHBIMU PCAKIUAMU Y NMAOUCHTOB, IMOJYYaBIINUX
puBapokcabaH, ObUTH KpOBOTEUEHHS (CM. HIKE Toapasen «Onucanue OTAeNbHBIX HeXeIaTeIbHbIX
peakmuiiy, cM. pazzaen 4.4.) (Tabmauna 2). Haubosee yacTo perucTpupoBaInuch TaKHe KPOBOTCUEHUS,
KakK HOCOBO€ KpoBoTeueHue (4,5%) U kenyn04HO-KulIeuHoe kpoBoTeuenue (3,8 %).

Tabmuma 2. YacroTa BO3HMKHOBEHHS KPOBOTCUEHUH™ W aHEMHUM y TAIMEHTOB, MOJYYaBIINX
JieueHre pUBapOKcabaHOM B 3aBEPIICHHBIX KIMHHUYecKuX uccinenoBanusx Il ¢assl ¢ yuactuem
B3pPOCJIBIX U IEAUATPUUECKUX MAllUEHTOB
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 21.08.2025 N= 20833

O CAEOOERTERERCCTE 0004

IToxazanue JHro6oe ATENUST

KpPpOBOTCYECHUE

[Tpodunaktuka BeHo3HOI TpomOosIMboInu (BTD) y | 6,8 % nanuentos 5,9 % nauueHToB
B3POCIIBIX IMAIIMEHTOB, TIEPEHECHINX I[UJIAHOBYIO
OlEpalvio 1O 3aMeHe Ta300eAPEHHOTO  HIU
KOJIGHHOTO CyCTaBa

[Ipodunaktuka BeHO3HOW TpomOGosMbonmuu y | 12,6 % mauuentoB | 2,1 % manueHToB
MAlMEeHTOB, TOCHUTAIU3UPOBAHHBIX C  OCTPBIM
MEAUIIMHCKUM COCTOSIHUEM

Jleuenue TI'B, TOJIA u npodunaktuka pernuauBoB | 23 % ManueHToB 1,6 % manueHToB

Jleuenue BTD u npodunaktuka peunauBoB BTO y | 39,5 % nanuentoB | 4,6 % nainueHToB
JIOHOILIEHHBIX HOBOPOXKJIEHHBIX U JETEH B BO3pacTe
<18 7jer mociae  HavYaJbHOM  CTaHJIAPTHOMH
AHTUKOATYJISIHTHOW Teparnuu

[Tpodunaktuka UHCYJIbTA u CHUCTeMHOU | 28 Ha 100 | 2,5 Ha 100
TPOMOOOMOONMH y TanKWeHTOB C (UOPWILISIIKEH | HalMeHTO-JIeT MaUEHTO-JIET
npescepaInii HEKJIamaHHOTO MPOUCX0XKICHUS

[TpoduiakTuka aTepoTpOMOOTHYECKUX COOBITHH Yy | 22 Ha 100 | 1,4 Ha 100
nanuenTos nocie OKC MalUEeHTO-JIET MalUEeHTO-JIET
[Tpodpunaktuka aTepoTpOMOOTHUECKUX COOBITHH Yy | 6,7 Ha 100 | 0,15 Ha 100
nanueHToB ¢ UbC unu 3[1A MTallUEeHTO-JIET MMallUEeHTO-JIET

8,38 Ha 100 | 0,74 Ha 100
H&HI/ICHTO-J‘IGT# HarueHTo-jIeT** *#

* Bo Bcex KIMHHYECKMX HCCIEeIOBAHUIX pHBapOKca6aHa BCC ClIydan KpPOBOTCUCHUS

COOMPAIOTCSI, PETUCTPUPYIOTCSI U OLICHUBAIOTCSI.

e B wuccnenosanuu COMPASS wactora BeTpeyaeMOCTH aHEMHMM HHU3Kas, ITOCKOJBKY

IMIPUMCEHAJICA BBI60pO‘IHI)II\/’I I1oaxXo01 K C60py JaHHBIX I10 HEXKEJIATCIIbHBIM SIBJICHUAM.

***  Ilpu cOope NaHHBIX O HEXeJaTeIbHBIX SIBJICHUAX MPUMEHSJICS BEIOOPOUHBIN TOJIXOI.
# U3 uccnenosauusa VOYAGER PAD.

Tabnuunoe pE3IOMe HeXKeIaTeAbHbBIX PeaKIIiil

YacToTa BCTpeUaeMOCTH HEKENATENbHBIX PEAKIINN, 3aPETUCTPUPOBAHHBIX Y AETEN U B3POCIBIX MPH
NPUMEHEHUH pHUBAapoKca0baHa, MpHBeAeHAa B Tabnuie 3 HIKE C pPa3feieHHeM [0 CHCTEMHO-
opranubiM Kiaccam (MedDRA) u o yacrore.

YacToTa BCTpEUaeMOCTH OTIPEACIISICTCS KaK:
oudeHb yacto (>1/10),

gacto (ot >1/100, Ho <1/10),

HeyacTo (ot >1/1000, HO <1/100),

peaxo (ot >1/10000, o <1/1000),
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oueHb peako (<1/10000),

COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 21.08

et

2025 Ne 20839

(NOCMNENOBATENBHOCTS 0004)

JyacToTa HEU3BCCTHA (Ha OCHOBAaHUHU UMCIOIINXCS JaHHBIX OLICHUTH HCBOSMO)KHO).

Tabmuna 3. Bce HexenaTelbHbIE pPEaKLMM, 3apErUCTPUPOBAHHBIE y B3pOCIBIX MALMEHTOB B
KIuHU4Yeckux uccnenoBanusx 11 ¢gassl nnm B Xxo1e mocTperucTpaliMOHHOr0 MPUMEHEHUA®, a TaKkxKe
y NeAMaTpUYECKUX MalMeHTOB B 1BYX uccaenoBanusx 11 gassl u nyx uccnenosanusx I dazbr

Yacto

Heuacto

Penxo

Ouenb peako

YacrToTa
HEeu3BeCTHA

Hapyuenusi co cTOpOHbI KPOBH M JTUM(ATHUECKOH CHCTEMbI

Anemus

(BKiTIOYAS
COOTBETCTBYIOIIU
e JiabopaTopHbIE
MOKa3aTeIIN )

TpomOoruTo3
(BKiTIOYAS
[TOBBIIIIEHHE
KOJINYECTBA
TpOM6OI_II/IT0B)A,
TPOMOOIIUTOTICHHSI

Hapyuienusi co cTOpOHbI HMMYHHOI cH

CTEeMbI

Annepruyeckas
peakuus,
aJUIePrU4eCKui
JIEpPMATHT,
AQHTMOHEBPOTUYECKUI
OTEK U
aJUIePrUYeCKui
OTEK

AnadmnakTadec-
KU PEaKInHy,
BKJTIOYAst
aHaUIAKTUYECKU
Y 10K

Hapymemm CO CTOPOHBI HepBHOﬁ CHUCTEMBbI

["onoBokpyKEeHUE,
roJiIoBHast 00JIb

Bnayrpumosrosoe u
BHYTPHUYEPEITHOE
KPOBOU3IIUSHUE,
00MOpOK

Hapyuienusi co CTOpoOHbI OpraHa 3peHus

KpoBousnusuue B
a3 (BKITIOUAS
KPOBOM3JIUSHUE B
KOHBIOHKTHUBY)

Hapyienus co cTOpoHbI cepana

Taxukapaus

HapyieHus co CTOpOHBI COCYI0B

CHmxeHue
apTepUaIbHOTO
JIaBJICHMS,
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COOTBETCTBYET 3KCNEPTHOMY
ot 21.08.2025 N2 208315
(OCREQOBATENEHOCT & 0004)
Hacro Heuacro Penxo Ovens penKo YacToTa
HEU3BECTHA
remMaromMma

HapyeHnusi co cTOpOHBI AbIXaTeJIbHOM

CUCTEMbI, OPraHoB prI[HOﬁ KJIICTKA U CPEAOCTCHUA

HocoBoe
KpOBOTEUCHHE,
KpOBOXapKaHbe

Do3uHo(prIbHAS
MTHEBMOHHUS

Hapymelmﬂ CO CTOPOHBI KEJTYT0YHO-KHIICYHOT'0 TPAKTAa

KpoBoTounBoCTH
JIECEH,
KEIyI0YHO-
KHUIIICYHOE
KPOBOTCUYCHHE
(BKiTIOYAS
pPEeKTaIbHOE
KpOBOTEYEHHUE),
6onu B oOmacTu
KEITYI0YHO-
KHUIIICYHOTO
TpakTa u
JKHUBOTE,
JIACTIETICHS,
TOIIHOTA, 3an0pA,
apes, pBOTaA

CyxocTb BO pTY

HapymeHnnsi co CTOPOHBI IEYEHH M JKeJl

YeBbIBOAAIIMNX

nmyTeu

TloBrbI1IEHUE
AKTUBHOCTH
TpaHCaMUHa3

Hapymenne
(GYHKLIMU TI€YeHH,
MOBBILICHHE
KOHLEHTpaluu
OomnnpyOuHa,
MOBBILICHHE
AKTUBHOCTH
LICJIIOYHOU
docdarazbl
KpoBH”,
MOBBILICHHE
akrusroctn [TT#

Kenryxa,
MIOBBIIIIEHUE
KOHIICHTpa-
117011
KOHBIOTHPO-
BaHHOT'O
ounupyonHa
(mpu
COITYTCTBYIO
ieM
MTOBBIIIICHUT
AKTUBHOCTH
AJIT unu Oe3
HETO),
XOJIeCcTas,
rernaTuT
(BKITIOUAS
renaToLeIIo-
JISIpHOE
MOBpEXJIe-
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COOTBETCTEYET 2KCNEPTHOMY OTUYETY
ot 21.08.2025 N2 20835
(HOCREQOBATERBHOCTE 0004)
Yacro Heuacto Penxo Ovens penKo YacroTa
HEeM3BeCTHA
HHUE)

HapyiieHusi co CTOPOHBI KOKH M MOJKOKHBIX TKAHeH
Kosxnbrit 3yn | KpanuBuuia Cungpom
(BKITFOUAS CruBenca-
HEYacThle cllydau JIxoncona/
TEHEPAIIN30BaH- TOKCUYECKUI
HOTO 3yna), snuAepMatbHbIN
KOXKHAsI CBIIIb, HEKpPOJIU3,
JKXHUMO3, KOXKHBIE DRESS-cunapom
u MTOJIKOYKHBIC
KPOBOUBIIUSHUS

Hapyme}ma CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOI M COeTUHHUTEIbLHOI TKAHU

bonb B | ['emapTpo3 Kposowuznu- Kommnaprment-
KOHEYHOCTSIX STHUE B CUHIPOM Kak
MBIIIIY CIIEJICTBUE
KPOBOTEUYCHUS

Hapymennsi co CTOPOHBI OYEK M MOYEBBIBOAAIINX MyTEH

KpoBoteuenue wu3 [Toueunas
YPOTEHUTAIHHOTO HeJI0CTaTou-
TpakTa (BKJIIOYast HOCTB/ OCTpas
reMaTypuio " royeyHasi HeJ[o-
MeHopparuo"®), CTaTOYHOCTb,
HapyIlIeHne BTOPUYHBIE K
GyHKIMH  TOYeK KPOBOTEUCHHIO U
(BKITIOYAS JIOCTaTOYHBIE,
MOBBIILICHHUE 4TOOBI IPUBECTH
KOHIICHTPAITUH K THronepy3um,
KpeaTHHUHA Hedponartus,
KPOBH, acCOMUPOBAH-
MOBBIIIICHHE Hasi ¢ IPUEMOM
KOHIICHTPAITUH AHTHUKOATYJISTHTOB

MOYCBHUHBI KpOBI/I)

O01muMe HAPpYIICHUS ¥ PeaKUM B MeCTe BBeIeHH sl

anopazucaA, YXxynauenue JlokanbHbBIN
nepudepudecKkuii | 00IIero orex”

OT€K, CHH)XEHHUE | CAMOYYBCTBUS

oOmei (BKITIOUAS

(bu3MYECKON CUIIBI | HEJJOMOTaHHUE)

u SHEPTUU

(BKITIOUAs

cnabocTh u

ACTCHHIO)
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 21.08.2025 N2 20835
(HOCREQOBATERBHOCTE 0004)
Yacro Heuacto Penxo Ovens penKo YacroTa
HEeM3BeCTHA

JlaGopaTopHble H HHCTPYMEHTAJIbHbIE JAHHbIE

IToBeImeHME
aktuBHoctu JIJT A,
MOBBIIIEHHUE
aKTUBHOCTH
umnaser’,
MTOBBIIICHHE
aKTUBHOCTH
amMuIaser

TpaBMbI, HHTOKCUKAIUU U O0CJIO0KHCHUS IIPpOUEAYP

KpoBoteuenue Cocynucras
MocJie  MPOIEeayp IICEBJIOAHCB-
(BKITFOUAS pu3ma’
MocJIeonepauoHH

VIO aHeMHUI0 H
KPOBOTEUYEHHUE U3
paHbl), TeMaroma,
BbIJIEJICHHE

CeKpeTa U3 paHsr®

A: HaOmoanuch npu npoduiaktuke BTD y B3pociblx MallMEHTOB, MEPEHECIINX JIAHOBYIO
OIEepaLMIO IO 3aMeHe Ta300eAPEHHOT0 MU KOJIEHHOT'O CyCTaBa,;

B: HaOmonanuch npu jedenun TI'B, TOJIA u npodunakTuke pelnIMBOB KaKk OY€Hb YacThle y
JKEeHIIIUH MOJIOKE 55 1eT;

C: HaAOJII0JaTMCh KaK HEYacTble B paMKaX MPOQUIAKTHKU aTepOTPOMOOTHUECKUX COOBITHH y
nanuenToB nocie OKC (mociie 4peckoKHOro KOPOHAPHOTO BMEIIATEIBCTBA).

* [TpumeHsics TpeaBapUTEIbHO 3aJaHHBIM BBHIOOPOYHBIM MOAXOA K cOOpy JaHHBIX IO
HEeXXeJIaTeNbHbIM SBICHUAM B OTHENbHbIX HccienoBaHusx III ¢as3sl. Ha ocHoBanum ananmmza
JAHHBIX 3THUX HWCCIEAOBAHUM 4YacTOTa HEKENATENbHBIX pPEaKkIWi HE IOBBICHIACH, W HOBBIX
HE)KeJaTeNbHbIX JIEKAPCTBEHHBIX peaKkIi HACHTU(PHUIIMPOBAHO HE OBLIO.

Onmncanue OTACIBHBIX HECXKECIATCIbHBIX DeaKHI/Iﬁ

YunuteiBas (papMakoJIOTHUYECKH MEXaHW3M JCWCTBHs, NpPHUMEHEHHE pUBapokcabaHa MOXKET
COIMPOBOXKAATHCA MOBBIIMICHHBIM PHUCKOM CKPBITOI'O MJIK ABHOI'O KPOBOTCUCHUA U3 JIFOOBIX TKAaHEH U
OpraHoB, KOTOPO€ MOXXET MPUBOAUTH K MOCTreMopparnuyeckoil aneMuu. [Ipu3Haku, CUMITOMBI U
CTENEeHb TSDKECTH (BKJIIOYAs JIeTalbHBIM MCX0a) OyayT BapbuUpOBaTh B 3aBUCUMOCTHU OT
JIOKAIMU3AIMA, WHTEHCUBHOCTH WM TMPOJOJDKUTEIILHOCTH KPOBOTEUEHHUS W/WIM aHeMUu (CM.
noapazaen «Jledenne KpoBoTeueHmit» pasznmena 4.9.). B KIMHWYECKHX HCCIEAOBAHHUSIX
KPOBOTEUEHHS M3 CIU3UCTHIX 00O0JIOUEK (2 MMEHHO: KPOBOTEUYEHHE U3 HOCA, JIECEH, >KeIyT0YHO-
KHILIEYHOTO TPaKTa, MOYEIOJIOBOI CHUCTEMBI, BKJIIOUas aHOMAaJIbHOE BarnHajibHOE WM YCHIJIEHHOE
MCHCTPYAJIbHOC KpOBOTe‘ICHI/Ie) U aHEMUuA HaGHIOI[aHI/ICB qame IMnpu JJIUTCIbHOM JICUCHUHN
puBapokcabanom 10 cpaBHeHHio ¢ JjedennemM ABK. Takum o0pa3oM, B J0MOJHEHHWE K
HaJIeXKaIEMY KIIMHUYECKOMY HaOII0ICHUIO, nabopaTopHoe UCCIIEJOBaHHE
reMoryioOMHa/TeMaTOKpUTa MOXKET ObITh 3HAUWMBIM JUIS BBISIBICHUS CKPBITHIX KPOBOTEUYEHUN H
KOJIMYECTBEHHOU OLCHKU KJIIMHUYECKON 3HAYMMOCTHU SBHBIX KpOBOTe‘IeHI/Iﬁ B ClIydadX, Korja
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COOTBETCTEBYET =
ot 21.08.

npuMeHUMO. PuCK pa3BUTHS KPOBOTEUEHUI MOXKET OBITh noﬂﬂfufe%@ oﬁ%gﬁeﬁefm}:rx 'h)' vih

MAIMEHTOB, HAIPUMED, Y MAIMEHTOB C TSHKEJIOW HEKOHTPOJIUPYEMOM apTepUaIbHON THIIepTEH3UEH
W/WIM TIPH COBMECTHOM MPUMEHEHHH C TperapaTaMy, BIUSIOIMIUMUA HAa TeMOocTa3 (CM. moapas3ziel
«Puck xpoBoTeueHus» pazaena 4.4.). MeHCTpyaabHOEC KpPOBOTCUCHHUE MOXET OBbITh Ooliee
OOMJIHHBIM W/WITH TIPOIOIKUTEILHBIM.

I'eMopparuueckue  OCIIO)KHEHHMsI MOTYyT IHpOSIBIATBCA B BHUAE  ciabocTu, OJIEAHOCTH,
TOJIOBOKPY)KEHUSI, TOJIOBHOM OO WJIM HEOOBACHUMBIX OTEKOB, OJBIIIKKA WM HEOOBICHUMOIO
1I0Ka. B HEKOTOpBIX CilyyasiX BCIEACTBUE aHEMMM HAOJIIOJAIMCh CUMITOMBI MIIEMHUH MHUOKapja,
TaKue Kak 00JIb B TPYAU WIIA CTCHOKAPIHSL.

IIpu npuMeHeHUn puBapoKcabaHa PerucTPUPOBAIMCH U TAKHE U3BECTHBIC OCJIOKHEHUS], BTOPUYHBIE
[0 OTHOLICHHWIO K TSDKEJNBIM KPOBOTCUCHHSIM, KaK CHHIPOM MOBBIIIEHHOTO cyOdaciuuansHOro
JaBiieHus (KOMIIAPTMEHT-CUHAPOM), TOYeYHasi HeOCTaTOYHOCTh BCIIEACTBUE runonepdysuu wiu
HedpomaTusi, acCOUMUPOBAHHAs C MPHEMOM aAHTHKOArylssHTOB. Takum oOpa3om, ciemxyer
YUUTBIBATh BO3MOXKHOCTh KPOBOTEUEHHUS ITPH OLEHKE COCTOSHUSA JF000T0 MalKeHTa, MoJIy4aroliero
AHTUKOATyJISTHTHI.

eTH
Jleuenue BTO u npoghunaxmuxa peyuoueos BTO

Onenka 6e30MacHOCTH y AeTell M MOAPOCTKOB OCHOBAHA Ha JIAHHBIX 10 0€30MAaCHOCTU OTKPBITHIX
WCCIIC/IOBAaHUI C aKTUBHBIM KOHTpoJieM (nByx wuccienoBanuid II ¢assr m omnoro III ¢aszer) c
y4JacTHeM JeTell B Bo3pacTe OT poxkaeHus Ao <lI8 ner. JlaHHble Mo 6e30MacCHOCTH ObUIM B LIEJIOM
COIOCTaBUMBIMU JJI pUBapokcabaHa U IpernapaTa CpaBHEHUS B PA3JIMYHBIX BO3PACTHBIX IPyMIax
nereit. B nienom npoduine GezonmacHocty y 412 nereit U MOAPOCTKOB, MOMYYaBIINX PUBAPOKCAOaH,
ObLT aHaJIOrMY€eH NpodUiI0 6€30MaCHOCTH, HA0II0JaEMOMY BO B3pOCIION MOMYISIUHN, U COXPaHSIICS
B Pa3HBIX BO3PACTHBIX IPYINAaX, XOTs OL[EHKAa OrpaHWYeHa HEOObIINM KOJTUYECTBOM MallMEHTOB.

['onoBHas 6016 (o4eHsb yacto, 16,7 %), nuxopaaka (o4eHb yacto, 11,7 %), HOCOBO€ KpOBOTEUECHHE
(ouenp yacto, 11,2 %), pBora (ouenn yacto, 10,7 %), Taxukapaus (dacto, 1,5 %), moBBIIIICHHE
KOHLEHTpauuu Ounupyouna (uacro, 1,5 %) u moBbIIEHHME KOHLEHTPALUU KOHBIOTMPOBAHHOIO
ounupyouna (peako, 0,7 %) perucTpupoBaUCh Yy MeAUATPUUYECKUX MAIMEHTOB 4Yalle, 4eM Yy
B3pocabix. Kak u Bo B3pociioi monmyssiiuu, MeHopparus Habmonanack y 6,6 % (4acto) neBoveK-
MOJIPOCTKOB Tocie MeHapxe. TpomboruToneHus, Ha0MoAaeMas B paMKax MOCTPETUCTPALIMOHHOTO
MOHHUTOPHHTA BO B3POCJION MOMYJISAINHN, B KIMHUYCCKUX HCCIEAOBAHUSX CPEAM IMEIUATPUICCKON
nomyJsiiuy Habmoanack yacto (4,6 %). HexxenaTenbHble TeKapCTBEHHBIE PEaKIUU Y JeTei ObUIH
B OCHOBHOM OT JIETKOM /10 YMEPEHHOMN CTENEHU TSKECTH.

COO6H_ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0marb O MOJO3PEBAaEMbIX HEKENATENIBHBIX PEAKIMSIX IOCIe  PEerucTpanuu
JIEKapCTBEHHOT'O Ipernapara ¢ IeJbl0 00ecreueHus] HeNmpepbhIBHOIO MOHHUTOPHUHIA COOTHOIIEHHS
«II0JIb3a — PHUCK» JIEKApPCTBEHHOIO Ipenapata. MeAMIMHCKUM pPa0OTHUKAM pPEKOMEHYeTCs
coo0mIaTh O JIOOBIX MM0I03PEBAEMBIX HEKENATENBHBIX PEaKIMIX JEKapCTBEHHOTO IpenapaTa yepes
HalTMOHAJIbHBIC CHUCTEMBI COO6HIGHI/I${ (6] HCXKCIATCIbHBIX  PCAKIHUAX TOCydapCTB-4YJICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COH03a.

Poccniickas @enepanns

denepanbHas ciyx6a mo Haa30py B cepe 3apaBooxpanenus (PocsapaBHanzop)
Anpec: 109012, r. MockBa, CnaBstHCKasi TUI01ab, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnekrponHas moura: pharm@roszdravnadzor.gov.ru
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4.9. llepeno3upoBka

CUMITOMBI

VY B3poChbIX OBUIM 3aperHCTPHPOBAHBI PEIKUE CIIydau Inepeno3upoBku 10 1960 mr. B ciyuae
MEepPeIO3UPOBKM  HEOOXOAMMO TIIATEJbHO HAOMIOAATh MalUeHTa Ha MpeIMeT Pa3BUTHS
KPOBOTEUEHUI WJIM JPYTUX HEXKENATeNbHBIX peakiui (cM. moapasnen «JleueHue KpoBOTECUEHHIN
paznena 4.9.). B cBA3M C OrpaHUYEHHBIM BCachbIBaHHEM OXUAAaeTca (OPMUPOBAHUE ILIATO
KOHLIEHTpallMu Tpernapara 0e3 JajJbHEHIIero yBEJIMYEHHs] €ro CpelHEl KOHIEHTpAlUuu B IUIa3Me
KpOBU IIpU MPUMEHEHHH [103, MPEBBIIIAIONINX TepaneBTUUYecKue, paBHbIX 50 Mr puBapokcabaHa
WM BBILIE Y B3POCTBIX.

Jlis  B3pOCHBIX CYIIECTBYeT creunduueckuii aHTuaoT (aHaekcaHeT anbga), OIOKUPYIOLIU
dapmakoauHamuueckuii 3¢ ekt puBapokcadbaHa.

B cnyuyae mepeno3upoBku puBapokcabaHa Jii CHMDKEHUS BCAaChIBAaHUS MOJKET MPUMEHSTHCS
AKTUBUPOBAHHBINA YT OJIb.

Jleyenre KpoBOTEUEHUI

Ecnu y mauueHra, mojy4aromiero puBapokcaOaH, BO3HUKJIO OCJIOKHEHHE B BUJIE KPOBOTEUEHHS,
CIEIYIOIUNA TpUeM pHUBapoKcabaHa CleayeT OTIOXKUTh WM, MPU HEOOXOAUMOCTH, OTMEHHUTH
neuenue. Ilepuon mnoayBbIBEEHUS pHUBapoKcabdaHa Yy B3POCIBIX COCTaBJISET MNPUOIU3UTEIBHO
5-13 yacos. JleueHue JOMHKHO OBITH MHAUBUIYATbHBIM B 3aBUCUMOCTH OT TSKECTH M JIOKAJIU3alluU
KpoBoTeueHus. [Ipy HEOOXOOMMOCTH MOXKHO NPUMEHSATh COOTBETCTBYIOIIEE CUMITOMAaTHYECKOE
JIeYeHHEe, TaKoe KaK MeXaHM4yecKas KoMIMpeccus (Hampumep, TMpPU TSHKEIBIX  HOCOBBIX
KpOBOTEUEHMSX), XHUPYPrMUECKUH TremMocTta3 C MpoleaypaMd KOHTPOJS  KpPOBOTEUEHMS,
nH(Y3MOHHAsT Tepamus W TeMOJWHAMHUYecKas TMOAJEp)KKa, NPUMEHEHUE TMpenapaToB KpOBU
(3pUTpOIUTAPHON MaccChl WM CBEKE3AMOPOKEHHOW IUIa3Mbl, B 3aBUCUMOCTHU OT TOTO, BO3HHKJIA
aHEeMHUsl WM KOaryJIomnaTHsi) Uil TPOMOOIIUTOB.

Ecnmu mepedncieHHbIE BBIIIE MEPONPHUATHS HE MPHUBOAAT K YCTPAHEHHIO KPOBOTCUCHHSI, MOXKET
OBbITh Ha3HAUEH CHEIU(PUUECKUI aHTUI0T UHTHOuTOpa dakTopa Xa (aHnekcaHeT aib(da), KOTOPBIH
onokupyer  papmakoamHamudeckuii  3pdext - puBapokcabaHa, WM  crnenupUUECKUE
IIPOKOAryJIsIHTHBIE IIPENapaThl, HalpUMep, KOHLEHTPAT MPOTPOMONHOBOIO KOMILIEKCA, KOHIIEHTPAT
AKTHMBUPOBAHHOTO MPOTPOMOMHOBOIO KOMIUIEKca Win pekomOuHanTHbI ¢daktop Vla (r-FVIla).
OnHako B HacTOAIIEe BPEMs OMNBIT MPUMEHEHHS TaHHBIX JIEKAPCTBEHHBIX MPENApaToB y B3POCIBIX,
MOJIyYaloluX pHUBapokcabaH, BecbMa OrpaHuyeH. JlaHHbIE peKOMEHJAlMM TakKe OCHOBAaHBI Ha
OTpaHUYEHHBIX HEKJIMHMYECKHX AAHHBIX. BO3MOXXHOCTH MOBTOPHOTO BBEJCHHUS PEKOMOMHAHTHOIO
¢daktopa VIla um TuTpoBaHME 03Bl CIEAyeT paccMaTpuBaTh B 3aBHUCHUMOCTH OT CHIKEHUS
aKTUBHOCTH KpOBOTEYEHHUS. B 3aBHCHMMOCTH OT MECTHOH JOCTYNHOCTH, B ciiyyae OOJIBILIOTO
KpOBOTEUYEHHS] CJIEIYyeT pacCMOTPETb BO3MOXKHOCTb KOHCYJIbTALIMK CO CHEHUAIUCTOM IO
Koaryysiuu (cMm.paszaen 5.1.).

[Ipeanonaraercsi, 4ro mnpoTamuHa cyiabpar u BuTaMuH K He OKa3bpIBalOT BIWSHUS Ha
AHTHKOATyJISHTHYIO aKTUBHOCTh pHUBapokcabaHa. lMmeercs OrpaHWYEHHBIN OMBIT MPUMEHEHUS
TPAaHEKCAMOBOM KHUCJIOTHI M OTCYTCTBYET OIBIT NPUMEHEHUS aMHUHOKAIPOHOBOW KHCJIOTHI M
anPOTUHIHA y B3POCIBIX, MOJIYYAIONUX puBapokcadan. HaydyHoe 0600CHOBaHUE 11€1€cO000pa3HOCTH
WY OMNBIT IPUMEHEHUSI CUCTEMHOI'O0 I€MOCTATHYECKOro Mperapara AECMONPECCHH y MAallMeHTOB,
MOJIYYaIONUX PHUBApOKCcadaH, OTCYTCTBYeT. YUUTHIBas WHTCHCHBHOE CBSI3BIBAHUE C OemkaMu
J1a3Mbl, O’KUJACTCS, YTO pUBapoOKcabaH He OyJeT BHIBOAUTHCA MPH NMPOBEICHUHN AUATU3A.

CTH

JlanHble y geTeld orpaHudeHsbl. JlaHHbIE O 103axX, MPEBBINIAIONIMX TEPANEBTUYECKUE, y AETel
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OTCYTCTBYIOT.

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Cnenuduyecknii aHTHAOT (aHIEKCcaHeT anbda), OMokupyronmi (GapmakoauHaMU4YecKuil ddexT
puBapokcabaHa, He pa3peuieH K MPUMEHEHHIO Y JIeTeH.

Jleuenue kposomeuenuti

[lepuon mosyBbIBEJEHUS Yy JI€TE€H, CHOPOTHO3UPOBAHHBIM C TOMOIIBIO MOIMYJISIIITUOHHOTO
(hapMaKOKHHETHYECKOTO MOJICIUPOBAHMSI, KOPOUE, YEM Y B3pOCIBIX (cM. pazzaen 5.2.).

OnbIT npuUMeHEHHs cHenu(pUYecKHX MPOKOATYJISIHTHBIX MpernapaTroB (HampuMmep, KOHIEHTpar
IPOTPOMOMHOBOTO KOMIUIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOTO MPOTPOMOMHOBOIO KOMILIEKCA WM
pexkomOuHanTHeI  akTop VIla (r-FVIla)) y ndereii, momyuaromux puBapokcabaH, BechbMa
OrpaHHUYECH.

OTCyTCTBYET OIBIT MPUMEHEHUs MpoTaMuHa cyibdara, BuTamMmuHa K, TpaHekcamMOBOHl KHCIOTHI,
aMMHOKAIPOHOBOM KHUCJIOTHI M allpOTHHMHA Y JIeTeH, NOIy4aroluX puBapoKcadaH.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoauHaMHYecKHe CBOMCTBA

dapMakoTeparieBTUYECKasi TIpyINa: AHTUTPOMOOTUYECKUE CPEICTBA; NPSAMbIE HHTUOUTOPHI
(dakTopa Xa.
Kox ATX: BO1AFO1.

MexanusM aeicTBUS

PuBapokcabaH — BBICOKOCEJIEKTHBHBIA MpsiMOW MHruouTop (axktopa Xa, obmagaromuii BHICOKON
OMOIOCTYIHOCTBIO NP IpueMe BHYTpb. VHrubupoBaHue ¢akropa Xa HapyllaeT BHYTPEHHHH U
BHEIIIHUM IMYTH KOAryJSIIMOHHOTO Kackaja, MHrHOupys oOpa3oBaHHe TpOMOUHA U (POPMUPOBAHUE
Tpomba. PuBapokcaban He MHruObupyer TpomOuH (akTHBHpoBaHHBIM (aktop II), a Tarkxke He
MIPOAEMOHCTPHUPOBAJ BIUSHUS Ha TPOMOOIIUTHI.

dapmarkonmHamudeckue 3O GEKTHI

VYV denoBeka HaOMIOAAETCs 10303aBUCHUMOE HMHIHOMpOBaHME aKTUBHOCTU (akTopa Xa.
PuBapokcabaH oka3bIBaeT J10303aBHUCUMOE BIMSHUE HAa MPOTPOMOMHOBOE BpEMsl, KOTOPOE XOPOILIO
KOppEeIHUPYeT ¢ KOHICHTpAIMsIMU puBapokcabana B mazme kposu (r = 0,98), ecnu s aHammsa
ucnonb3yercss Habop Neoplastin. [Ipy ucnonab30BaHUM JPYTHX PEAKTHBOB pE3yJbTaThl OyIyT
ornuyatbesa. IIpoTpomMOMHOBOE BpeMmsi clieyeT U3MepsATh B CeKyHAaX, mnockoinbky MHO
(MeX1yHapOJHOE HOPMAJIM30BAaHHOE OTHOIIEHHE) OTKAIMOPOBAHO W BAJHMIUPOBAHO TOJIBKO JUIS
MIPOM3BOJIHBIX KyMapruHa U HE MOKET IPUMEHATHCA U1 JPYTUX aHTUKOATYJISTHTOB.

VY manueHToB, MOJYyYaIOIIUX pHUBapokcadaH Uil jedeHus u npodunaktuku peuuauBoB TI'B u
TOJIA, 5/95 mpouentunu ans mporpomOuHOBOro BpemeHH (Neoplastin) uepe3 2—4 yaca mocie
npuema TabseTKu (T.e. Ha MakcuMyMe 3¢ dexTa) BapbUpytoT oT 17 10 32 cexyH[ npu npueme 15 mr
puBapokcabaHa JBa pa3a B JieHb, U 0T 15 1o 30 cexyna npu npueme 20 Mr puBapokcabaHa OJuH pa3
B JieHb. B mpomexyTke uepe3 8—16 uacoB mocie nprema TadieTku 5/95 NpoueHTUIN BapbUpyOT OT
14 mo 24 cexynn npu npueme 15 mr 1Ba pasa B aeHb, 1 uepe3 18—30 gacoB mocie mpuema TabJIeTKH
—ot 13 o 20 cexyna npu npueme 20 Mr OJIMH pa3 B JI€Hb.

VY mnauumeHtoB ¢ QuOpwAnMed npencepAnii HEKJIANaHHOTO IMPOUCXOKICHUS, MPUHUMAOLINX
puBapokcabaH A NpopHIAKTUKN WHCYJIbTA U CUCTEMHOU TpoMOoaMOomuu, 5/95 mporeHTunnm s
nporpomOuHOBOoro BpeMeHu (Neoplastin) uepe3 1—4 wyaca mocne mpuema TaOieTku (T.e. Ha
Makcumyme 3¢pdekra) BappupyroT oT 14 1o 40 cekyHa y ManUeHToB, NPpUHUMAONMX 20 MI' OAUH
pa3 B neHb, u OT 10 10 50 cexyHn y MaIlMeHTOB ¢ HapyIIeHuEeM (PYHKITMU MMOYEK CpEeHEH CTETICHH,
IpUHUMaIKX 15 Mr oxuH pa3 B neHb. B mpomexyrke uepe3 16—36 uacoB mocie mpuema
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TabJIETKH 5/95 NMPOLEHTHIM BapbUPYIOT OT 12 10 26| CEKYHI Fnaﬂﬂeﬂpro‘s' npnmliﬁérbm_pﬁc P4

OJIUH pa3 B JieHb, U OT 12 10 26 CeKyHa y NMalMEHTOB C HApyIICHHEM (PYHKIIUU MOYEK CPEIHEH
CTENEHU, IPUHUMAIOIIUX 15 MI OUH pa3 B JICHb.

B knumHuyeckoM  (apMakoJIOrMYeCKOM — HCCIIEAOBAaHMM  M3MEHEHus  (papMakoqMHAMUKU
puBapokcabaHa y 3I0pPOBBIX B3POCIBIX JOOpOBOJdBIEB (n = 22) ObUI0O HM3YyYCHO BIUSHHE
oqHOKpaTHbIX 1103 (50 ME/Kkr) nByX pasiMyHbIX THUIIOB KOHIIEHTpara IpOTPOMOHMHOBOIO
komruiekca: 3-¢akropHoro (daxropsr 1, IX u X) u 4-pakropnoro (Paxropsr I, VI, IX u X).
3-(akTOpHBI  KOHLEHTpAT NPOTPOMOMHOBOIO  KOMIUIEKCA CHU3WI  CPEJHME  3HA4YEHUs
nporpomOuHoBoro Bpemenu (Neoplastin), npumepno Ha 1,0 cexynny B Teuenue 30 MHHYT 1O
CPAaBHEHMIO CO CHIDKEHHEM IpUMEpPHO Ha 3,5 CeKyH[bl, HaOJI0JaeMbIM INpPU MCIOJIb30BaHUU
4-(hakTOpHOTO KOHIIEHTpATa MPOTPOMOMHOBOTO KoMIUIeKca. HampoTus, 3-hakToOpHBINA KOHIICHTPAT
IPOTPOMOMHOBOTO KOMILIEKCa OKa3an Oojiee BBIpAKEHHOE M ObICTpoe oOliee BIUSHUE Ha
00paTUMOCTh M3MEHEHUH B T€HEPAllMd SHJOTCHHOTO TPOMOWHA, YeM 4-(paKTOPHBIA KOHIEHTpAT
MIPOTPOMOMHOBOTO KOMIUIeKca (cM. paszaen 4.9.).

Taxxe puBapokcaban pno3zoszaBucumo yBennuuBaer AUTB u pesynabrar HepTest; ognako 3Tu
napaMeTpbl He PEKOMEHIYeTCsl MCIOJb30BaTh Ul OLIEHKHU (hapMakoauHamuueckoro s¢dexra
puBapokcabana. B mepwox nedeHHs puBapoOKCaOaHOM MPOBOAWTH MOHUTOPHHT TapaMeTpPOB
CBEpPTHIBAHUS KPOBU B PYTUHHOW KJIMHUYECKOH MpakTuke He Tpedyercs. OAHAKO, ecau Uil ITOro
€CTb KJIMHUYECKOE OOOCHOBAHME, KOHIIEHTpAalUsl puBapokcabaHa MOXET ObIThb H3MeEpeHa IpHu
MIOMOIIY KaTHOPOBAaHHOTO KOJIMYECTBEHHOI'O TECTa aHTU-Xa aKTUBHOCTHU (CM. pa3zaen 5.2.).

Kimmanueckas 3bdhekTUBHOCTE U 0€30IIaCHOCTD

Ilpopunaxmuxka uncyroma u cucmemHou mpomoOoIMOOIUU Y nayuenmos ¢ @ubpuirAYuel
npeocepouli HeKIanaHHo20 NPOUCXOHCOEHUS.

[IporpaMMa KIMHUYECKUX HCCIIENOBaHUI puBapokcabaHa Obuta pa3zpaboTaHa A TOTO, YTOOBI
nokaszaTh 3(()EKTUBHOCTh pUBapokcabaHa B OTHONICHUU MPO(PHIAKTUKA WHCYJIhTAa M CHCTEMHOM
TpOMOOIMOOIINH Y TAIIUEHTOB ¢ GUOPUILIALIMEH TIpeacep Uil HEKIAaHHOTO MPOUCX OKICHUSI.

B 06GazoBom gBoiiHOM cienoM ucciaenoBannu ROCKET AF 14264 nanueHTta ObUIH
panaoMu3upoBaHbl Ha TipueM 20 Mr puBapokcabaHa OAMH pa3 B AeHb (15 Mr oauH pa3 B A€Hb A
MalMEeHTOB C KIMpeHcoM KpeatuHuHa 30-49 mu/mMuH) Wik Ha TipueM BapdapuHa, 103y KOTOPOTO
TUTPOBANHU 0 AOCTHXeHus ueneBoro 3HaueHus MHO 2.5 (tepaneBtuueckuii quama3on ot 2,0 1o
3,0). Meaunana ATUTEIBLHOCTH JICUEHHUS cocTaBuia 19 mecsiesB, a oOm@as MpoIOKUTEIBHOCTD
sedenus — 1o 41 mecsa.

34,9 % manMeHTOB MOJyYald TEparuio aleTHICATUIIOBON kuciaoror, 11,4 % — momydanm
TEpanuio aHTHAPUTMUYECKUMU TIpernaparamu kiacca 1, Bkirodas amuonapoH.

PuBapokcaban He ycrynan BapdapuHy IO NEpBHUYHOM KOMOMHUPOBAHHOM KOHEYHON TOYKE
MHCYJbTA U CUCTEMHOI TPOMO0IMO0IINH, HE CBA3aHHOM ¢ IIeHTpajbHOM HepBHOH cuctemoit (LIHC).
B nonynauuu, mnonydaBiied JIedEeHHE COIVIACHO MPOTOKONY, HMHCYJIbBT WJIH CHCTEMHas
TpoMO03MO0Hs Tpou3onuIy y 188 mammeHToB, moiyyaBmnxX puBapokcabdaH, (1,71 % B ron) u'y
241 nanueHTa, npuHUMaBIiero Bapdapus, (2,16 % B ron) (otHomenue puckon (OP) 0,79; 95 %
J, 0,66-0,96; P <0,001 mns rumoressl «He ycrymaer»). Cpeam BceX paHAOMHU3UPOBAHHBIX
MAIMEHTOB, MPOAHAIU3UPOBAHHBIX B COOTBETCTBHHM C Ha3HayeHHbIM BMemiarenbctBoM (ITT),
MEPBUYHBIE COOBITHS MPOU30LUIN y 269 MalMeHToB, MOIyYaBIINX puBapokcadaH, (2,12 % B rox) u
y 306 mamuenToB, moyrydaBmux Bapdapud, (2,42 % B rox) (OP 0,88; 95 % W, 0,74-1,03;
P < 0,001 mnst runoressl «He ycrynaet»; P = 0,117 mis rumotessl «IpeBOCXOAUTY»). Pe3ynbTaTsl
IUI1 BTOPHYHBIX KOHEYHBIX TOYEK, IPOBEPEHHbIE B HEPAPXUYECKOM IOpSAIKE B aHaIHU3Ee B
COOTBETCTBHH C HA3HAUYECHHBIM BMELIATEIbCTBOM, [TOKa3aHbI B TA0IUIE 4.

Cpenn mamueHTtoB B rpymnme BapdapunHa 3HaueHnss MHO Haxonwiuch B TepareBTHUYECKOM
nuanasone (ot 2,0 1o 3,0) B cpegnem 55 % Bpemenu (Meauana 58 %; MeKKBapTHIIbHBINA 1MAMa30H
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ot 43 no 71). DdodexT puBapokcabaHa He pasznuyal

COOTBETCTBYET 3KCTMEPTHOMY OTYETY

ot 21.08.2025 M= 20835

cs_na yHohite tierpaiimore’ TTR (B b

nuanaszone menesoro MHO ot 2,0 mo 3,0) B kBapTmisix ommHakoBoro pasmepa (P = 0,74 nmns
B3aMMOJICHCTBHS). B mpenenax camMoro BRICOKOTO KBAPTHIIS 1O OTHOIICHHIO K IICHTPY OTHOIICHUE
puckoB (OP) puBapokcabana mno cpaBHeHuto ¢ Bapdapunom coctasisiio 0,74 (95 % AU, 0,49—

1,12).

YactoTa BO3HMKHOBEHHUS OCHOBHOM KOHEYHOW TOYKM Oe3omacHOCTU (OOJbIIME M KIMHUYECKH
3HAYUMBIC HEOONBIINE KPOBOTEYCHHUs) ObLIa COMOCTaBMMa B OOEHMX TpyMax JedeHus (CM.

Tabnumy 5).
Tabnmumna 4. Hdanaeie mo npoduito 3PQGeKTUBHOCTH B KIMHHYECKOM wuccienoBanuu Il dasbr
ROCKET AF
Hccaenyemast ITT anaau3 3¢p¢PpekTHBHOCTH Yy NMAUMEHTOB ¢ (UOpPHILIAUUE
MOMYJISIUSI npeacepanii HEKJIAMAHHOTO MPONCXOKIEHUs
TepaneBTuueckas n103a | PuBapokcadan 20 mr Bapdapun B 103e, OTHOICHHE
O/IMH pa3 B 1eHb TUTPOBAHHOM 10 PHCKOB
(15 mMr oauu pa3s B 1eJIeBOMY YPOBHIO (95 % JAN)
JeHb AJId NalMeHTOB C MHO 2,5 p-3Ha4yeHMe, TECT
YMEpPeHHOI Mo4Ye4yHoi | (TepameBTHYEeCKHUil Ha
HET0CTATOYHOCTHIO) Auana3oH ot 2,0 10 | MPeBOCXOACTBO
Yacrora coObITHI 3.0)
(100 manueHTO-JI€T) Yacrora coObITHI
(100 manueHTO-J1€T)
WuCYynsbT ™ cucTeMHas 269 306 0,88
TpoMO0IMOOIHS, HE 212 247 074-103
cesazannas ¢ [IHC (2.12) (2:42) © 03)
0,117
WHcyneT, CUCTEMHas 572 609 0,94
TpoMO0OIMO0ITHS, HE 451 481 41
ceszanHas ¢ I[HC, wu (4.51) (4.81) (0,84-1,05)
CMEPTh BCJIECTBUE 0,265
CEpJICYHO-COCYIUCTOTO
3a0oeBaHus
WHcyneT, CHUCTEMHas 659 709 0,93
TpoMO0IMO0ITHS, HE 24 1
cessanHas ¢ IIHC, (5.24) (5,65) (0,83-1,03)
CMEpTh BCJIEACTBUE 0,158
CEpJICYHO-COCYIUCTOTO
3a0oneBaHusl U WH(OAPKT
MHUOKap/a
WuCcynsT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucremHast 20 27 0,74
TpoMO0OIMOOIHSI, HE (0,16) (0.21) (0,42-1,32)
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ceszanHas ¢ [[HC MOCAEAOBATEND '_'"0,"308 ke
130 142 0,91
Wudapkr Mmuokapaa (1,02) (1,11) (0,72-1,16)
0,464
Tabmuma 5. Janueie 1o mnpoduao 0e30macHOCTH B KIMHMYECKOM wuccienoBanuu [l ¢dassr
ROCKET AF
Hccaenyemas ManuenTol ¢ pudOpUIIAIIHENH npeuce]é)zum HEKJIAIIAaHHOI0
NMPOUCXOKIEHUS
MOMYJIsIIUsI
PuBapoxkca6an 20 Mr Bapgapun b 7103¢,
TUTPOBAHHOM 1O
OAMH pas B /ICHD €J1€eBOMY YPOBHIO
(15 mr onuH pa3 B 1 MHz)yZ 5 Otnomenune
JeHb VISl MAIHEHTOB C i . PHUCKOB
TepaneBTuueckas 103a . . | (TepaneBTHYeCKU (95% JTN)
YMEPEHHOH NOYEeYHOH °
auanasoH ot 2,0 10
HEA0CTATOYHOCTHIO) 3,0) p-3HAYeHHE
YacroTa coObITHI ’ .
(100 nanuenTo-1e) Yacrora coObITHI
1 (100 maueHTO-J1€T)
B 1,03
OJIBIITNE W KIIMHUICCKH 1475 1449
3HAYUMBbIE HEOOIIBIITNE (0,96-1,11)
KPOBOTCUYCHHS (14,91) (14,52) 0442
1,04
395 386
BosbIirie KpOBOTEUEHHS (0,90-1,20)
(3,60) (3,45)
0,576
CMmepTh BCIIeCTBUE 27 55 0,50 (0,31-0,79)
KpOBOTEYEHHs * (0,24) (0,48) 0,003
K 0,69
POBOTEYEHUS U3 91 133
JKU3HEHHO BAYKHBIX (0,53-0,91)
OpraoB™ (0.82) (1,18) 0,007
0,67
Bnyrpuuepennoe 55 84 (0,47-0,93)
KPOBOM3IIHSHUE™ (0,49) (0,74) ’ '
0,019
1,22
ITanenue ypoBH 305 254 (1,03-1,44)
remoryioonHa* (2,77) (2,26) ’ ’
0,019
[lepenuBanue NByX niau 183 149 1.25
0oJee eqUHNLL
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SPUTPOIUTAPHOI MACCHI (1,65) LA ki
WJIH IeTIbHOU KPOBHU* 0.044
1,04
Knunnuecku 3Haunmble 1185 1151 (0,96-1,13)
HEOOJIBIIHE KPOBOTCUCHHS (11,80) (11,37) ' ’
0,345
0,85
208 250
CMepTh OT BCEX IPUYHH (0,70-1,02)
(1,87) (2,21)
0,073
a) MOMYJISIIKS OICHKH 0€30MacHOCTH, B IEPUO/T JICUCHHUS
* HOMMHAJIbHO 3HAYMMOE

B nmonomuenne k wuccinenoBanuto (aser [l ROCKET AF, Obuto mpoBEIeHO MPOCIEKTUBHOE,
HEKOHTPOJIUPYEMOE  TOCTPETUCTPAIMOHHOE  HEWHTEPBEHLIIMOHHOE  OTKPBITOE  KOTOPTHOE
uccaenoBanne  (XANTUS) ¢ 1meHTpanbHOM  OIEHKOW  KOHEUHBIX  TOYEK,  BKJIFOYAs
TpoMOoIMOoUeckue coObiTusi U OonbiMe KpoBoTeueHUs. 6704 mammenTta ¢ uOpmLIsAIHeH
npeicepaAnii HEKJIANaHHOTO MPOUCXOXACHUS ObLIM BKIIOYEHBI B HUCCIICOBAHHE KIMHUYECKOM
MIPAKTUKH, B KOTOPOM HU3YYaIHCh MO MPOQPIIAKTHKE UHCYIhTa U CHCTEMHON TPOMOOIMOOIHMH, HE
ceszanHoit ¢ IITHC. Cpennme mokazarenu CHADS; u HAS-BLED B uccnenoanuun XANTUS
cocraBuiu 1,9 u 2,0 mo cpaBaeHHIO co cpeaaumu nmokazarensimu CHADS,; n HAS-BLED, paBabiME
3,5 u 2,8 B uccnenoBanuu ROCKET AF, coorBeTcTBeHHO. bosbiioe KpoBOT€UEHNE TPOU3OIILIO B
2,1 cnydaeB Ha 100 mamuenTo-ner. CMepTenbHOE KpPOBOTE€UEHHE OBbUIO 3apeructpupoaHo B 0,2
ciydaeB Ha 100 manueHro-ier, a BHyTpuuepenHoe KposomsiausHue — B 0,4 cimydaeB Ha 100
nanueHTo-ier. WHCynbT wuiam cuctemMHass TpomOosMOonusi, He cBszanHas ¢ [IHC, Oblm
3apeructpupoBansl B 0,8 cirydaes Ha 100 manueHTo-J€T.

Otu HaOmoAEHHUS B KIMHUYECKOM WPAaKTHKE COTJAcylOTCSd C YCTAaHOBJIEHHBIM MpoQuiieM
0€30MacCHOCTH 10 3TOMY OKa3aHUIO.

B mocrpeructpallioHHOM HEMHTEPBEHIIMOHHOM HccienoBaHuu Oonee 162000 mnamueHToB C
bubpusiue mpencepauii HEKJIAlmaHHOTO MPOUCXOXACHUS U3 YeThIpeX CTpaH IMOIydaan
puBapokcabaH i NpoQUIAKTUKM HHCYJIbTa UM CHUCTEMHOM Tpombosmbonuu. Yacrora
uieMuyeckoro wuHcynpta cocraBuina 0,70 (95 % AU 0,44-1,13) na 100 mnamueHTO-JNET.
KpoBoreduenus, npuBenmme K TOCHUTANIM3ALMN, BO3HUKAINM CO cienyromend dacrorod Ha 100
naruenTo-net: 0,43 (95 % AW 0,31-0,59) nnst BHyTpruepenHbix kpoBom3nusiamid, 1,04 (95 % AU
0,65-1,66) st KemymTOYHO-KUIIEUHBIX KkpoBoteueHuit, 0,41 (95% W 0,31-0,53) s
yporeHuTanbHbIx kKpoBoTeuenuid u 0,40 (95 % AU 0,25-0,65) ansa apyrux KpoBOTEUEHUH.

Hayuenmeot, nodeepea;omuec,q Kap()uoeepcuu

Bbbu10 MpoBENEHO NPOCIEKTHBHOE PaHIOMU3MPOBAHHOE OTKPHITOE MHOTOLIEHTPOBOE MOHCKOBOE
HCCIIeIOBaHKE C 3aCNICTICHHOH OIleHKo# KoHeuHbIX Touek (X-VERT) ¢ yuactuem 1504 nanueHTOB
(kak Tex, KOMY JICUEHUE MePOPATbHBIMI aHTHUKOATyJISTHTAaMU OBbLJI0O HA3HAYEHO BIEPBHIC, TaK U yXKe
MOJTy4aBIIUX paHee) ¢ (GUOPWUIANMENH Tpeacepauil HEKIANaHHOTO MPOUCXOXKICHUS, KOTOPHIM
MOKa3aHa KapIuOBepCHs, C IIENbI0 CpaBHEHHs puBapokcabana u aHTaroHuctoB ButamuHa K (ABK)
B 1no3e, nomoOpanHo mo MHO (pamgomusanus B COOTHOMmIEHWH 2:1), TpPUMEHSEMBIX IS
NpOoQUIAKTUKH  CEpACUYHO-COCYTUCTBIX  siBIeHUH. [IpUMEHSITUCh  ClenyroIue  CTpaTeruu:
YpECTHINEBOIHAA dXOoKapauorpadus mocine 1-5 1gHeW mpeaBapUTENbHONW aHTHUKOATYJISTHTHON
Tepanuy WIA TPAJUIIHOHHBINA TOIX0/ K KapAHOBEPCHH (HE MEHEee TpeX Helelb MpeABapUTEIHHOTO
nedyeHus). [leppuunas xkoHewHass Touka d(dekTuBHOCTH (BCE Clydyad WHCYNIbTA, TPAH3UTOPHOM
UIIEMUYECKOl aTaku, CUCTEeMHON TpomOoaMOoiuu, He cBa3anHoi ¢ LIHC, undapkra Mmuokapna u
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puBapokcabana (n = 978) u y 5 (1,0 %) marnmentoB B rpynne ABK (n = 492; OP 0,50; 95 %
I 0,15-1,73; momudwurupoannas nonymnsuus ITT). OcHOBHas KOHeYHas TOYKAa OE30MaCHOCTH
(6onbmioe kpoBoTeuenue) mnpomsornuia y 6 (0,6 %) u 4 (0,8 %) manueHTOoB B TpyImax
puBapokcabana (n = 988) u ABK (n = 499) coorsercrBenno (OP 0,76; 95 % 1M1 0,21-2,67;
MOMYJISAIUSL O€30MacHOCTH). B TaHHOM MOMCKOBOM HCCIICIOBAaHUHM OBUIM TPOJEMOHCTPUPOBAHBI
CoIocTaBUMbIE YPPEKTUBHOCTh M 0€30MaCHOCTh B TpymIax JieueHus: puBapokcadbana u ABK mpu
MIPOBE/ICHUU KapJHOBEPCHUH.

THayuenmor ¢ ubpurnayueri npedcepoutll HeKIANAHHO20 NPOUcxoxcoenus:, neperecuiue YKB co
CMeHmuposanuem

BbL10 MpoBeieHO paHIOMH3HPOBAHHOE OTKphITOe MHOTOIIeHTpoBOE uccienoBanne (PIONEER AF-
PCIl) mis cpaBHeHHs 0€30IIaCHOCTH JIBYX PEKHUMOB JIO3MPOBAHUs PHBAapOKCabaHa B CPABHEHUH C
omHuM pexxuMoM no3upoBanusi ABK ¢ yuactuem 2124 manueHToB ¢ GuOpmuIsnueit npeacepauit
HEKJIAallaHHOrO  IpoucxoxaeHus, mnepeHecumx YKB co crenTupoBaHueM 10  MOBOAY
aTepOCKJIEpOTUUYECKOro 3aboneBanus. [lanrieHTs! ObLIM paHIOMU3UPOBaHbl B cooTHOIIeHuu 1:1:1
i 12-mecayHoit Tepanuu. [lanueHTsl ¢ MHCYJABTOM WM TPaH3UTOPHOM MIEMHYECKON aTakou
(TUA) B anamHe3€ HE BKJIIOYAIUCH B UCCIIEA0BAaHMUE.

I'pynna 1 nomyyana 15 mr puBapokcabana oauH pa3 B JieHb (10 Mr oauH pa3 B IeHb Y NAIIUEHTOB C
kmupeHcom kpearnHuHa KinKp 3049 mun/muu) um warmburtop peuenropa P2Y12. I'pymma 2
nojryyana 2,5 Mr puBapokcabaHa J1Ba pasa B JIHb U JIBOMHYIO0 aHTUTPOMOOIIMTAPHYIO Teparnuio (T.e.
75 Mr kionuaorpena (Wi albTepHATUBHBIA HHrHOUTOp petentopa P2Y12) u aneTuicaluiuioByo
KHCIIOTY B HU3KOM /103€) B TeueHue 1, 6 unu 12 MmecsleB ¢ MOCIenyIoMUM epexoaoM Ha 15 mr
puBapokcabana (10 mMr ogus pa3 B eHb y nauueHtoB ¢ KnKp 30—49 mn/mun) onuH pas B JieHb C
aleTWICAIMIIMIIOBON KUCIOTOM B HU3KOW no3e. I'pynna 3 monywana ABK B ckoppekTHpoBaHHOMN
J103€ Y IBOMHYIO aHTUTPOMOOIIMTAPHYIO TEpANHIo B TeueHue 1, 6 uim 12 MecsIieB ¢ mociaeayomum
nepexonoM Ha ABK B CKOppeKTHPOBaHHOM [103€, C alETHICATMIIMIOBOM KUCIOTON B HU3KOM 103€.

[lepBuyHas KOHEYHass TOYKa OE30MACHOCTH, CIIy4ad KIMHUYECKH 3HAYMMOTO KPOBOTECUCHHS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanueHToB B rpynmne 1, rpymre 2 u
rpynie 3, coorBeTcTBeHHO (oTHOIIeHHe puckoB [OP] 0,59; 95 % nosepurtensublii uaTepBain [N1]
0,47-0,76; p < 0,001, u OP 0,63; 95 % AU 0,50-0,80; p < 0,001, coorBercTBeHHO). BTOpHuHas
KOHEeUHas TOoYKa (CyMMapHash YacToTa CEpIEYHO-COCYIUCTBIX COOBITHI: CMEpThb BCIIEICTBHE
CepIeYHO-COCYAMCTHIX MPUYKMH, WHGAPKT MHUOKapaa WM HWHCYJIbT) pasBuiack y 41 (5,9 %),
36 (5,1 %) u 36 (5,2 %) nanuenTtoB B rpymre 1, rpymie 2 u rpymie 3, cooTBeTcTBeHHO. KaxipIii n3
PEKUMOB pUBapoKcabaHa MoKa3ana 3HaYMMOE CHWKEHHE YacTOThI CITy4aeB KIMHUYECKH 3HAUUMOTO
KpOBOTEUYEeHHs 1O cpaBHeHHIO ¢ Tepanuedl ABK y manueHToB ¢ HekianaHHoW (uOpusuisuuen
npencepanii, nepenecmnx YKB co creHTHpOBaHMEM.

[Tepuunoit nienpro uccienoBanns PIONEER AF-PCI sensutack onenka 6e3onacHocTy. J[aHHBIE TIO
3¢ (HEeKTHBHOCTH (BKJIIOYA TPOMOOIMOOTUIECKIE COOBITHS) B OTOM MOMYJISAIIUN OTPaHUYCHBI.

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

[Iporpamma KIMHUYECKHX MCCIIEOBaHUN puBapokcabaHa Oblia pa3paboTaHa A JTEMOHCTpAIMH
s dexTuBHOCTH prBapokcabana B Havase jJedeHus: octporo TI'B u TOJIA, mponomkeHnn Tepanun
u npodunakTuke peruausos TI'B u TOJIA.

bonee 12800 manueHTOB NMPUHSAIM Y4acTHE B YETBIPEX PaHIOMHU3HPOBAHHBIX KOHTPOJIUPYEMBIX
kuHnueckux uccienoanusx 11 ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); xpome Toro, ObLI MpPOBEACH JIOMOJHUTCIBHBIA IPEIBAPUTEIHHO
CIUTAaHUPOBAaHHBIN oObenuHeHHbNd aHanu3 uccinenoBanuii EINSTEIN DVT u EINSTEIN PE.
MaxkcumanbHast JUIMTEIbHOCTD JICYSHHUST BO BCEX MCCIICAOBAaHUAX cocTaBmiia 21 Mecsil.

UccnenoBanne EINSTEIN DVT mpoBomunocs ¢ yuactuem 3449 manumentoB ¢ octpeiMm TI'B ¢
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TI'B u TOJIA (mamueHThl, y KOTOphIX Oblia cuMnToMHas TOJIA, uckiIo4Yaiuch W3 AAaHHOTO
ucciaeaoBanus). JnuTenbHOCTh JiedeHUs: cocTaBisuia 3, 6 uiau 12 mMecsieB B 3aBUCUMOCTH OT
KJIIMHUYECKOW OIICHKH MCCIIeI0BATEIS.

B teuenue nepBeIX Tpex Henenb JiedeHus octporo TI'B mpumeHnsiics puBapokcadban 15 mr 1Ba pasa
B JICHb, C MOCJEIYIOIIMM IepexoJ0M Ha puBapokcaban 20 Mr ofuH pa3 B jaeHb. MccrnenoBanue
EINSTEIN PE nmpoBoaunock ¢ ydactuem 4832 manumeHToB ¢ octpoir TOJIA ¢ menbio u3ydeHus
nederus: TOJIA u npodpunaktuku peunauoB TT'B u TOJIA. InuTenbHOCTD JEYSHHUS COCTABIISIIA 3,
6 wiu 12 Mecs1eB B 3aBUCUMOCTH OT KIIMHUYECKOU OIEHKH HCCIIeIOBATEIS.

B TedeHne mepBBIX TpeX Heneab HadaIbHOTO JieueHUs octpoil TOJIA mpumensuics puBapokcabaH
15 mr n1Ba pasa B JieHb, C MTOCJIEAYIOIIUM MIEPEX0I0M Ha puBapokcadan 20 Mr oJiMH pa3 B JICHb.

B o6oux uccrnegoanusx EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpymnme mpemnapara
CPaBHEHUs BKJIIOYAJIa BBEJCHUE DHOKCAIIAPUHA B TEYEHUE 110 KpalHEel Mepe 5 THEW B COYETaHUU C
Tepanueil aHTaroHMCTOM BHTaMUHa K 10 JOCTHXKEHMs TEpareBTUYECKOrO0 YPOBHS IOKa3aTess
[IB/MHO (>2,0). [lanee neyeHne mpoaonKaioch aHTaroHUCToM BuTaMuHa K, mo3a koroporo Obiia
CKOpPPEKTHpOBaHa TaKuM 00pa3oM, 4ToObl nojaepxuBath 3HadeHus [IB/MHO B TepaneBruueckom
nuarmasone ot 2,0 mo 3,0.

HUccnenosanre EINSTEIN Extension mpoBoamiocs ¢ yaactuem 1197 manuentos ¢ TI'B wiun TOJIA
Cc uenpto u3ydeHus mnpodwiaktuku peuuanBoB TI'B u TOJIA. JInuTenbHOCTh JICUYECHHS IJiA
MalMEeHTOB, 3aBEPIIUBIIUX OT 6 J0 12 MecsAleB JieueHUs BEHO3HOW TpOMOOAIMOOJIMH, COCTaBUIIA
JIOIIOJIHUTEILHO OT 6 10 12 MecsreB B 3aBUCUMOCTH OT KIMHHYECKON OIICHKU HCCIIeIOBaTEelIs.
[TpoBoausiocs cpaBHeHUE prBapokcadbana 20 Mr oguH pa3 B JeHb U 1U1a1e0o.

B wuccnemoBanuax EINSTEIN DVT, PE wu EINSTEIN wcnons3oBaiMch OIUHAKOBEIE
MIpeIBAPUTENLHO OIpe/IeJICHHbIE TIEPBUYHBIC U BTOPUYHBIE KOHEUHBIE TOUKU 3 (HEKTUBHOCTH.

[lepBuuHOll  KOHEYHOM TOYKOH 3(pdexTuBHOCTH OBUT  cUMNTOMHBIM  peuuaus  BTO,
OTIpeIeNIABIINICS KaKk COBOKYHNHOCTh peruauBa TI'B unu ¢aransHoi uinu HedartanphHoit TOJIA.
BropuuHas koHeuHas TOYKa OIpeAessiach Kak COBOKYMHOCTh peuuauBa TI'B, HedarambHOI
TOJIA u cMepTH OT BCEX IPUYUH.

B uccnenopanun EINSTEIN Choice 3396 nanueHTOB ¢ MOATBEpXk ACHHBIMUA cumnToMHbIME TI'B
u/unmn TOJIA, 3aBepmmBIINX 6—12 MecslEeB JI€UEHNUs aHTHKOArYJISIHTAMH, U3Y4aluCh Ha MpeAMET
npodunaktuku daransHoil TOJIA wim HedaTanbHBIX CUMOTOMHBIX peruanBoB TI'B wiu TOJIA.
[TanieHTBI, KOTOpPBHIM OBUIO TOKAa3aHO NPOJOJDKEHHWE AHTHKOAryJIssHTHOW Tepamuu B
TEpamneBTHUUECKUX J103aX, HCKIIYaIUCh U3 HccaefoBaHus. [IpogoKUTenbHOCTh  JIEYEHUS
cocTaBiisiia 10 12 MecsIeB B 3aBUCUMOCTH OT MHIMBHyalbHON JaThl paHAOMH3AIMM (MeAMaHa:
351 nenn). PuBapokcaban B 03¢ 20 Mr oJTMH pa3 B CYTKH M puBapokcadaH B 03¢ 10 Mr oauH pas B
CYTKH CPaBHUBAJIM C alleTHIICATMIIMIOBON KHCI0TOH B 103¢ 100 Mr oiuH pa3 B CyTKH.

[lepBuuHOll  KOHEYHOM TOUkKOW d3(pdexTuBHOCTH OBUT  CUMIOTOMHBIM  penuauB BTO,
OTpeIeNIABIINICS Kak COBOKYNMHOCTh peruanBa TI'B unu ¢aranshoit unn Hedaransuoit TOJIA. B
uccnenpoBannu EINSTEIN DVT (cm. Tabnuiy 6) ObU10 IPOAEMOHCTPUPOBAHO, YTO pUBApOKCAOaH
He ycrynaer sHokcarmapuHy/ABK mo mepBuuHON KoHeuHoW Touke sddexkruBHocTH (P < 0,0001
(rect Ha He MeHbInyio 3ddektuBHOCTh); OP: 0,680 (0,443-1,042), p=0,076 (Tect Ha
npeBocxoicTBo)). IlpeaBapuTensHO ompeneneHHas 4HcTas KIMHUYECKas BbIroja (MepBUYHAsS
KOHEYHas Touka (()EKTUBHOCTH U CiIydaw OOJIBIIOTO KPOBOTEUEHHs ) ObLIa 3aperMCTPUpPOBAHA C
OP 0,67 ((95% AU: 0,47-0,95), HomunanpHOe 3HaueHue P = 0,027) B mons3y puBapokcabaHa.
3nauennss MHO Haxoaunuch B TepamneBTHYECKOM auara3zoHe B cpeaHeM 60,3 % BpeMeHu miist
cpeaHel npoaomKkuTenbHocTH JeueHust 189 nueit u 55,4 %, 60,1 % u 62,8 % BpemeHu B rpymnimax,
MpoJieHHOTO Ha 3, 6 u 12 MecsieB JedeHus, COOTBETCTBEHHO. B rpymnme snokcanapua/ABK He
OBUIO YETKOHM CBSA3HM MEXIY YPOBHEM CpeaHero neHtpaibHoro T TR (BpeMms B AuanazoHe IeEeBOTO
MHO 2,0-3,0) B TepTHIIIX OJAMHAKOBOIO pa3Mepa W uactoToi peruauoB BTD (P = 0,932 mns
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puBapokcabaHa 1o cpaBHeHHIO ¢ BaphapuHoM coctasisuio 0,69 (95 % OU: 0,35-1,35).

YacroTa BO3HMKHOBEHHUS MEPBUYHOW KOHEYHOM TOUKM O€30MacHOCTH (ciaydyaud OOJIBLIOrO WM
KJIMHUYECKH 3HAYMMOro HEOOJBIIOr0 KPOBOTEYEHHS), a TakkKe BTOPUYHOW KOHEUHOW TOUKHU
Oe3omacHOCTH (CiTy4an OOJBIIOTO KPOBOTECUCHMSI) ObIIa CXOKEH AJIst 00erX TPy JICUCHHSI.

Tabmuma 6. Jlanaeie mo npoduao 3¢GdekTuBHOCTH U Oe3omacHocTH B uccieaoBanuu |1 daszbr
EINSTEIN DVT
Hccaexyemasi momyasius 3449 nanMeHTOB ¢ CHMITOMHBIM OCTPbBIM TPOMOO030M
rJ1yOOKHMX BeH
TepanesTnueckass n03a u | PuBapokcadan %) JHokcanapuH/ABK )
MPOAOTKUTEILHOCTD 3, 6 nam 12 mecsineB 3, 6 mau 12 MmecsneB
JieyeHus
N=1731 N =1718
CumnromubIl peruaus BTO* | 36 51
(2,1 %) (3,0 %)
CHMIOTOMHEBIN peruaus | 20 18
T3JIA (12 %) (1,0 %)
CHMIOTOMHEBIN petuaus | 14 28
B (0,8 %) (1,6 %)
Cumnromusie TOJIA wu |1l 0
TI'B (0,1 %)
@aransHas TOJIA/ cmepTs, | 4 6
pu KOTOPOH HEJIb3s 2 04 o
uckmounts TOJIA (0.2%) (0.3 %)
bonpmoe wmm  knmHMyecku | 139 138
3HAYMMOC HeOOJIbIIIOe (8.1 %) (8.1 %)
KPOBOTEUEHHUE ’ '
Crydan 60JIBIIIOTO 14 20
KPOBOTEUYEHUS (0,8 %) (1.2 %)
a) PuBapokcaban 15 mr nBa pa3a B JieHb B T€UeHHE 3 HEJENb, C TMTOCIEIYIONUM MEPEX0I0M Ha
20 Mr oavH pa3 B JCHb.
b) OHOKcamnapyH B T€YEHHWE 10 MEHBIIEH Mepe 5 THEeW, ¢ OJHOBPEMEHHBIM U IOCIEAYIOIINM
npuemoM ABK.

* p < 0,0001 (me menbmas >pdexTuBHOCTD M1 3apanee onpeneneanoro OP 2,0); OP: 0,680

(0,443-1,042), p = 0,076 (mpeBOCXOCTRO).

B uccnenopanuu EINSTEIN PE (cm. Tabnuiry 7) Ob110 TPOJIEMOHCTPUPOBAHO, YTO PUBAPOKCAOaH
He yctynaer sHokcarmapuHy/ABK mo mepBuuHOl koHeuHOM Touke 3ddexruBHocT (p = 0,0026
(tect Ha He MeHbImylo d3¢dektuBHocts); OP: 1,123 (0,749-1,684)). IlpenBapurenbHO
OlpeJie/ieHHasl YUCTasg KIMHUYecKas BbIroja (TMEepBUYHAS KOHEYHAas Touyka 3(QQPEKTHBHOCTH U
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ciiydad OOJBIIOTO KPOBOTEUEHHUS) ObLTa 3aperucTprupoBaHa c':BiSI 6,359-‘['(1_(’55‘a}gﬂﬁH&E?’E:—'il,i%é),

HOMUHaJbHOE 3HaueHue P = 0,275). 3nauenns MHO Haxoauiauch B TEPANEeBTUYCCKOM JUAIIa30HE B
cpenneMm 63 % BpemeHU NIl CpeaHEed MPOAOJKUTENbHOCTH jeueHust 215 nueit u 57 %, 62 % u
65 % BpeMeHH B IpymIax, IpoAJIeHHOro Ha 3, 6 u 12 mecsiieB JieyeHHs] COOTBETCTBEHHO. B rpynme
sHoKcanapuH/ABK He Ob110 4eTKOH CBS3M MEX]y YPOBHEM CPEIHEro LEeHTpaitbHOTo T TR (Bpems B
nuanaszone mneneBoro MHO 2,0-3,0) B TepTWIISIX OJMHAKOBOTO pa3Mepa M YacTOTOM PEIUIMBOB
BTO (p=0,082 nns B3ammopeiicTBusi). B mpepenax camoro BBICOKOTO TEPTUJISE OTHOCHTEIBHO

nentpa OP mis puBapokcabana 1mo cpaBHeHUIO ¢ BapdapuHoM coctaisuio 0,642 (95 % JIW: 0,277—
1,484).

YacTtora BO3HUKHOBCHHUS IEPBHYHONW KOHEYHOH TOYKH O€30MACHOCTH (Ciay4ad OOJBIIOTO WIIH
KIIMHUYECKH 3HAYMMOTO HEOOJBIIOTO KPOBOTEUEHHsI) ObUIa HECKOJBKO HIKE B TPYIIE JICYCHUS
puBapokcabanom (10,3 % (249/2412)), yuem B rpymme jeudeHusi sHokcanapuHoM/ABK (11,4 %
(274/2405)). Yactora BTOPHYHOW KOHEYHOW TOYKHM O€30MACHOCTH (ciaydau OOJBIIIOTO
KpoBOTeueHHs) Oblia HIKe B Tpymnme pubapokcabana (1,1 % (26/2412)), yem B rpymme
snokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % AW: 0,308-0,789).

Tabmuma 7. JlanHele mo npoduiao 3¢ heKTUBHOCTH U Oe3omacHocTH B ucciaenoBanuu I ¢dassr
EINSTEIN PE

Hccaenyemasi momyJisuus 4832 naumuenra c octTpoii cumnromuoi TIJIA
TepaneBTHYecKasi 1032 © PnBapOKcaﬁaHa) 3H0Kcanapm{/ABKb)
HPOAOTAKHTEIBLHOCTE 3, 6 uiam 12 mecsinen 3, 6 uam 12 mecsinen
JeYeHHns
N = 2419 N =2413
CHUMIITOMHBIN permaus | 50 44
%
BT (2,1 %) (1,8 %)
CumMnToMHBIH  peruauB | 23 20
TIIA (1,0 %) (0,8 %)
CumnToMHBIE  permauB | 18 17
1B (0,7 %) (0,7 %)
Cumoromaele TOJIA wu 0 2
B (<0,1 %)
daranpHas TOJIA/ | 11 7
CMepTh, TMpPH  KOTOPOU
HEJb3s UCKIIIoYnTs TOJIA (0,5 %) (0.3 %)
bonbioe WM KIMHAYECKH | 949 274
3HAYNMOE HEOOJIBIIIOE . 0
KPOBOTEUYEHHE (10,3 %) (11,4 %)
Crnyuan Oompiioro | 26 52
KPOBOTEUYCHHS (1.1 %) (2,2%)
a) PuBapoxkcaban 15 mr nBa pasza B JeHb B TeUeHHE 3 HE/emb, C MOCIEAYIONIUM MIEPEX0I0M Ha

20 Mr OJIMH pa3 B JE€Hb.
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b) DHOKcanapvH B TEUEHHE MO MEHbIEH Mepe D JHEeH, m&éMﬁImH&ngﬂﬂ)ﬁﬁﬂa

npuemom ABK.

* p < 0,0026 (me menpmas >¢GGheKTHBHOCTL JuIs 3apaHee onpenencanoro OP 2,0); OP:
1,123 (0,749-1,684).

bbul mpoBeneH mNpeaBapUTENbHO CIUIAHMPOBAHHBIA OOBEJUHEHHBIH aHadM3 KOHEUHBIX TOYEK

uccnenoanuiit EINSTEIN DVT u PE (cm. Tabmuiy 8).

Tabnuma 8. Jlanueie mo mpoduiio 3 HEeKTHBHOCTH U 0€30MacCHOCTH OOBEIMHEHHOTO aHaIHM3a B
uccnepoanusx 111 ¢pazer EINSTEIN DVT u EINSTEIN PE

Hccaenyemast monyJassuusi 8281 manuent ¢ ocTtpbiMu cuMnToMHubIMH TI'B nim TIJIA
IPOJOJKATETLHOCTD 3, 6 nam 12 mecsiueB 3, 6 nau 12 mecsineB
JeYeHHns N = 4150 N=4131
CuMITOMHBIA pelANB 86 95
*
BT 2.1%) 2.3%)
CuMITOMHBIA pelANB 43 38
A (1,0%) (0.9 %)
CuMITOMHBIA peliuANB 32 45
B (0,8 %) (1,1 %)
Cumntomusie TOJIA n 1 2
B (<0,1 %) (<0,1 %)
daranpuas TOJIA/ 15 13
CMEpTb, IIpU  KOTOPOU 0 .
HEJb3s UCKIIOUYNTE TOJIA (0,4 %) (0.3 %)
Bonbinoe WM KIMHHYECKH | 388 412
3HAYHUMOE HeOO0IbIIIO0E o o
KPOBOTEUCHHE (9,4 %) (10,0 %)
Cnyqan oompiroro | 40 72
KPOBOTEUYCHHUS (1,0 %) (1,7 %)
a) PuBapoxkcaban 15 mr nBa pasa B JieHb B TeUeHHE 3 He/elb, C MOCIEAYIONUM MEPEX0I0M Ha
20 Mr oJIMH pa3 B JIEHb.
b) DHOKcanapyH B T€UEHHUE [0 MEHbILIEW Mepe 5 HEW, ¢ OJHOBPEMEHHBIM U MOCIEAYIOIIUM

npuemom ABK.

* p < 0,0001 (me menbmas 3¢p¢peKTUBHOCTh Ui 3apaHee ompeaenenHoro OP 1,75); OP:

0,886 (0,661-1,186).

[IpenBapuTenbHO OMNpENENCHHAas 4YHCTas KIMHUYECKas BHITOJa TMEpBUYHAs KOHEYHAs TOYKa
3 PEKTUBHOCTH IUTIOC CIIy4aw OOJBIIOTO KPOBOTEYCHHS) OOBEIMHEHHOTO aHalu3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nomunanbHoe 3HadyeHue p = 0,0244).

B uccnenosannu EINSTEIN Extension (cm. Tabaumy 9) puBapokcabaH MpeBOCXOIMIT TIAe00 Mo
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MEPBUYHON KOHEYHOW TOUYKH O€30I1MacHOCTH (ciydan OOJIBIIMX KPOBOTECUEHHWI) YHMCICHHO Oblia
HE3HAYUTEIILHO BHINIE y TAIMEHTOB, MOJYUYaBIINX TEPANUI0 puBapokcadaHoM B jo3e 20 Mr oawH
pa3 B JieHb, IO CPABHEHUIO C IUIane00. BropuyHas koHeuHas Touka 0e30macHOCTH (OOJIbIINE WIIH
KIIMHUYECKH 3HA4YMMble HEOOJbIIME KPOBOTEYCHHMS) IOKa3zajga Ooyiee BBICOKYIO YacTOTy Y
MAIMEHTOB, MOJYYaBIINX TEPAMUIO0 PUBAPOKCA0AHOM B J103¢ 20 MI OJIMH pa3 B JICHb, 10 CPABHCHUIO
¢ maneoo.

Tabmuma 9. Jlanueie mo npodumo 3¢dekTuBHOCTH U Oe3omacHocTH B uccienoBanuu Il ¢dassr
EINSTEIN Extension

Hccnenyemas momyasiust 1197 nauueHTOB, NPOAOLKMBIIUX JieYeHUE U MPOPUIAKTHRY
peunuBOB BEHO3HOI TPOMO0IMO0 U
TepaneBTuueckasi 103a u | PuBapoxcadan® IInane6o
MPOJOJIKUTETLHOCTD 6 niu 12 mecsiteB 6 niu 12 mecsieB
seter N = 602 N =594
CHUMITOMHBIN peuuaus | 8 42
%
BT (13%) (7,1%)
CUMNTOMHBIA ~ peuuauB | 2 13
T3JIA (0.3 %) 2.2 %)
CuMnToMHBIA ~ penuauB | 5 31
B (0,8 %) (5.2 %)
daranpuas TOJIA/ | ¢ 1
CMEpTb, IIpU  KOTOPOU o .
HEJb3s UCKIIOUNTE TOJIA (0.2 %) (0.2 %)
Crnyuan Oonprioro | 4 0
KPOBOTCUCHHSI (0,7 %) (0,0 %)
Knunnuecku 3gayumoe | 32 7
HEOOJTBIIIOE KPOBOTECUCHHE (5,4 %) (1,2 %)
a) PuBapoxcaban 20 Mr oauH pa3 B ACHb.

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

B uccnenoanmu EINSTEIN Choice (cm. Tabmuny 10) puBapokcaban B gozax 20 mr u 10 mr
npeBocxoaui aneruicamnmioByio Kuciaoty (ACK) B goze 100 Mr rmo nepBUYHON KOHEYHOM TOUKE
s pextuBHOCTH. OCHOBHAs KOHEYHAs TOYKa Oe30macHOCTH (ciyyau OOJBIIOTO KPOBOTEUEHHS)
OblJIa CXOXKEH y MaIlMeHTOB, MOJy4YaBIInX puBapokcadan B go3ax 20 mr u 10 Mr oguH pa3 B JIeHb,
110 cpaBHeHUIO co 100 Mr aneTHICaTuIUIOBON KUCIOTHL.

Tabmuma 10. Jannbie mo npoduiao 3ddexTuBHOCTH U O6e3omacHocTH B ucchaenoBanuu I dassr
EINSTEIN Choice

Hccaenyemast 3396 nauMeHTOB, MPOAOLKUBIIMX MNPOPUIAKTHKY PelUuInBOB
MOMyJISI S BEHO3HOH TPOMO0IMOO MU
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IO CAEODEBATERERCCTE 0004

TepaneBTHYecKas PuBapokcaban PuBaporcatan 10 vr TACK-100-vr 1 pa3 s

032 20 mr 1 pa3 B 1ens | 1 pa3 B 1eHb JAeHb
N = 1107 N = 1127 N =1131

Menuana 349 [189-362] | 353 [190-362] aus 350 [186-362] nneii

MPOIOJDKUTEIBHOCTH JTHEH

JIeYeHUs

[ MEXKKBapTHIIbHBIN

JIAana3oH|

CumnTomHblid peuuaus | 17 13 50

BTS (1,5 %)* (1,2 %)** (4,4 %)
CuMINTOMHBIH 6 6 19
peuunms TIJIA (0,5 %) (0,5 %) (1,7 %)
CuMINTOMHBIN 9 8 30
peruaue TI'B (0,8 %) (0,7 %) (2,7 %)
®daranpHas  TIJIA/ | 2 0 2
eMepth, PY 10,2 %) (0,0 %) (0,2 %)
KOTOPO¥ HEJIb3sI

UCKITIOUnTh TOJIA

Cumnromusbii peuuaus | 19 18 56
BTO, nngapxr (1,7 %) (1,6 %) (5,0 %)
MHUOKap/ia, HHCYJIbT WK

CHCTEMHAs

TpoMO0IMOOIHSL, HE

ces3anHas ¢ [THC

Cnyvan 6osnpmmoro | 6 5 3
KPOBOTEUYECHHUS (0.5 %) (0,4 %) (0,3 %)
Knunnueckn 3Haummoe | 30 22 20
HEOOJIBIIIOE

KPOBOTEUECHHE 27 (20) (18)
CuMnTomMHBId penuaus | 23 17 53

KpOBOTEUEHHE (YUCTas
KJIIMHUYECKasi BBIT0/1Q)

* p < 0,001 (mpeBocxonctBo) PuBapokcaban 20 mMr onuH pa3 B JeHb no cpaBHeHHIO ¢ ACK

100 mr oauH pa3 B nenb; OP=0,34 (0,20-0,59).

*% p < 0,001 (mpeBocxonctBo) PuBapokcaban 10 mr onun pa3 B neHb no cpaBHeHHIO ¢ ACK

100 mr oauH pa3 B nenb; OP=0,26 (0,14-0,47).

+ PuBapokcaban 20 mr oguH pa3 B neHb no cpaBHeHuto ¢ ACK 100 Mr oauH pa3 B JcHB;
OP =0,44 (0,27-0,71), p = 0,0009 (HoMHuHaITBHOE).
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++ PuBapokcaban 10 Mr oguH pa3 B JIeHb IO CPaBHEHHIO C A 100 Mo e pa3—B- 1CHB;

OP =0,32 (0,18-0,55), p < 0,0001 (HOMHHAIILHOE).

B nononuenue k nporpamme uccnenoBanuii 111 ¢passr EINSTEIN Obi1o mpoBezieHO IpOCTIEKTUBHOE
HEUHTEPBEHIIMOHHOE OTKPBITOEe KoroptHoe uccienoBanue (XALIA) ¢ meHTpaabHON OICHKON
KOHEYHBIX TO4YEK, BKIIOUas peruauB BT, Oosbmioe kpoBOoTeueHUE W CMEpTh. B mccnenoBaHue
KIIMHAYECKOW TIPAKTUKH ObLIM BKIOYeHB 5142 mamuenta ¢ octpeiM TI'B nmns w3ydenus
J0JATOCPOYHOM 0€30IacCHOCTH PUBApPOKCabdaHa MO CPAaBHEHUIO CO CTaHIAPTHOW aHTHKOATYJISIHTHOU
tepanueid. Yacrota OonbIIOro KpoBOTeUYeHHs, peuuauBa BTD u cMepTH OT Bcex NPUYMH IS
puBapokcabana cocraBuna 0,7 %, 1,4 % u 0,5 % cooTBeTCTBEHHO. bbITu pa3nuuus B MCXOTHBIX
XapaKTepUCTHKaX IMallMeHTOB, BKJIIOYAs BO3pPACT, pak M HapyumieHue GyHKOuM mnoyek. s
KOPPEKTUPOBKU HMCXOAHBIX MEXKIPYNIOBBIX Pa3MYUil UCIOJIB30BAJICS 3apaHee CIJIaHUPOBAHHBIM
CTpaTU(UUMPOBAHHBIM TOM0OpP MO HHAEKCY COOTBETCTBUS. HecMoTps Ha 23TO, OCTaTo4yHOe
HWCKaXEHHE MOIJIO BIMITH Ha pe3yiapTathl. CroppektupoBanneie OP, cpaBHuBaroIme
puBapokcabaH M CTaHAAPT JICUYEHHUs B OTHOIICHUU OOJIBIIOTO KPOBOTEUeHHUd, penuauBa BT u
cMepTH OT Bcex npuuuH, coctasmwim 0,77 (95 % AU 0,40-1,50), 0,91 (95% U 0,54-1,54) u
0,51 (95 % AN 0,24-1,07) cooTBETCTBEHHO. DTH Pe3yabTaThl KIMHUYECKON MPAKTUKE COTJIACYIOTCS
C YCTaHOBJIEHHBIM TpoduiieM 6e301MacHOCTH TS JAHHOTO MTOKa3aHHsL.

B mocrpeructpaniiOHHOM HEMHTEPBEHIIMOHHOM uccienoBanun Oonee 40000 mamueHTOB U3
YeTHIPEX CTpaH 0e3 paka B aHAMHE3e IMOJIyYalld pUBapOKcadaH I JICUYCHUS WIH MPO(UIaAKTUKA
TI'B u TOJA. UYacrora coOprtuii Ha 100 mnamueHTO-JIET IS CHUMITOMHBIX/KIMHUYECKH
BEIp@XEHHBIX ~ BTO/TpoMO0IMOOIMYECKIX  COOBITHIA, TPHBOIANIMX K  TOCIHUTAIH3AINH,
BapsupoBaia ot 0,64 (95 % AU 0,40-0,97) B BenukoOpuranuu mo 2,30 (95 % AU 2,11-2,51) B
['epmannu. KpoBoreueHusi, mpuBoAsIIMe K TOCIUTAIU3AIMN, BO3SHUKAINA CO CIEAYIOIIEH 4acTOTOM
Ha 100 nammento-ner: 0,31 (95 % AU 0,23-0,42) 1t BHYTpUUYEPENHBIX KPOBOM3JIUSHUIM,
0,89 (95 % JAU 0,67—1,17) mis sxeaya09HO-KUIIEYHbIX KpoBoTeueHui, 0,44 (95 % AN 0,26-0,74)
JUIS ypOT€HUTANbHBIX KpoBoTeueHuit u 0,41 (95 % AU 0,31-0,54) nist ipyrux KpOBOTEUESHHIA.

eTH
Dapmakoounamuveckue s¢hghexmol

[IporpombunoBoe Bpemsi (Neoplastin), AUTB u antu-Xa akTUBHOCTb, U3MEpPEHHAs C MOMOILBIO
KaJMOpPOBaHHOI'O KOJMYECTBEHHOTO TECTa, TECHO KOPPEIMPYIOT C KOHLEHTPALUsIMHU B IUIa3Me
KpoBu y gnered. Koppemsanus Mexnay aHTH-Xa aKTHBHOCTBIO M IUIA3MEHHOW KOHLEHTpaluein
ABIISICTCA JIMHEWHOW € TaHIeHCOM Yrjla HakJIoHa MNpsiMoi, Omu3kuM K 1. Moryr BO3HHMKaTh
MHIUBUAYAJIbHbBIE PACX0XKACHUS 00Jiee BBICOKUX MM 0O0Jiee HU3KUX 3HaYEHUI aHTH-Xa aKTUBHOCTH
[0 CPAaBHEHUIO C COOTBETCTBYIOIIMMHU KOHLIEHTPALMSAMM B IUIa3Me€ KpoBU. B mepuon nedeHwus
puBapokcabaHOM He TpedyeTcs NPOBOAUTH MOHUTOPUHI I1apaMETPOB CBEPTHIBAHUS KpPOBHU.
OnHako, ecau A 3TOTO €cTh KIIMHUYeCKOe 00OCHOBAaHUE, KOHLIEHTPAIMH PUBApOKCabaHa MOTYT
ObITh M3MEPEHbl B MKI/JII TpPH MOMOLIM KalIUOPOBAaHHBIX KOJMYECTBEHHBIX TECTOB aHTH-Xa
akTUBHOCTH (cMm. Tabmumy 6 B paszene 5.2. nis auana3oHOB HaOJIIOaeMbIX KOHIEHTpalui
puBapokcabaHa B Iu1a3Me KpoBU y nereit). [Ipu mcnonp3oBaHuM TecTa aHTH-Xa aKTUBHOCTHU IS
KOJINYECTBEHHON OLIEHKH KOHIIEHTpAalUil puBapokcabaHa B I1a3Me€ KpPOBH Yy JeTell HeoOXO0IuMO
YUUTHIBaTh HIKHUM Tpelesl KOJIMYecTBEHHOW oneHku. [loporoBble 3HaueHHs Ui KpUTEPHEB
3G EKTUBHOCTH UM O€30MAaCHOCTH HE YCTAaHOBJICHBI.

Knunuuecxas s¢pgpexmusnocmo u 6e3onacnocmeo

Jleuerue BTD u npodpunraxmuxa peuuousos BTD y nayuenmos 0emcko2o 803pacma

bruto nmpoBeneHo 6 OTKPBITBIX MHOTOILIEHTPOBBIX MCCIIEAOBAHUNA C YYAaCTHEM JIETEH, B KOTOPHIE B
obmeM ObLIM BKIIOYEHBI 727 fAeTel ¢ MOATBEPXKACHHOW OCTpOl BEHO3HOH TpomO03MOoHen
(BTD), u3 xotopeix 528 momydanu puBapokcaban. /[03a puBapokcabaHa, KOTOpasi IPUMEHSIIACH Y
neret oT poxkaeHus 1o <18 ser, ObUIa CKOPPEKTUPOBAHA 0 Macce Teja U MPUBOAMIIA K ICHCTBUIO
puBapokcabaHa, aHaJOTHYHOMY MpH mpueme 103bl 20 Mr puBapokcabaHa OJMH pa3 B JEHb Yy
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EINSTEIN Junior — pangoMH3UpOBaHHOE OTKPBHITOE MHOTOLIEHTPOBOE KIMHHYCCKOE UCCIICIOBAHHE
III ¢a3br ¢ akTUBHBIM KOHTpoJeM ¢ yyactueMm 500 manueHToB (B BO3pacTe OT poxaeHUs a0 <18
JIET) ¢ TOATBEPkKACHHOW ocTpoit BTD, u3 koTopeix 276 nereit Obutk B Bo3pacte oT 12 mo <18 ner,
101 pebenok — ot 6 10 <12 net, 69 aereii — ot 2 10 <6 neT u 54 pebeHKa B BO3pacTe 110 2 JIeT.

BTO knaccudumupoBanack kak karterep-accoruupoBanHas BTD (90/335 mamuweHToB B Tpymme
puBapokcabana, 37/165 mamueHTOB B TpyIlIie Mpernapara CpaBHEHHs), TPOMOO3 BEH TOJIOBHOTO
Mo3ra u cuHycoB (74/335 mamueHTOB B TpyIe puBapokcabaHa, 43/165 manueHTOB B TpyIIe
npernapata cpaBHeHUs1)) uinu kak apyrue BTDO, Bkmouas TI'B u TOJIA (me karerep-
acconmupoBanHas BTD, 171/335 nmamuentoB B Tpymme puBapokcabaHa, 85/165 manueHTOB B
rpymre npenapara cpasuenusi). Hanbonee pacripoctpanennoit BT y nereii ot 12 1o <18 ner 6bu1a
He KaTeTep-acconuupoBanHas BTD y 211 nereit (76,4 %); y nereii ot 6 1o <12 et u ot 2 g0 <6
JeT — TpoMOO3 BEH TOJIOBHOTO Mo3ra M cuHycoB y 48 mererr (47,5 %) u y 35 nereit (50,7 %)
COOTBETCTBEHHO; y JIeTel muajiie 2 JeT — Kkarerep-acconuupoBanHas BT y 37 nereit (68,5 %)). B
rpyImme puBapokcabana He ObUIO aeTeil mianame 6 MecseB ¢ TPOMOO30M BEH T'OJIOBHOTO MO3Tra H
CUHYCOB. Y 22 mNanmUeHTOB C TPOMOO30M BEH TOJIOBHOTO MO3ra M BEHO3HBIX CHHYCOB ObLia
uoexusa [[THC (13 maumenToB B rpynne puBapokcabaHa W 9 MamyeHToOB B IpyMIe mpernapara
CpaBHEHU).

BTD Opiia crnpoBOIMpOBaHA TIOCTOSHHBIMH MJIM BpPEMEHHBIMH (DAKTOpaMU pHCKAa WM X
COBOKYINHOCTBIO y 438 (87,6 %) nereit.

[TanmeHTH! MOJyyalnu HadyalbHOE JICYEHHE TEPareBTUYECKUMHU J03aMU He(paKIHMOHUPOBAHHOIO
rermapuHa, HU3KOMOJIEKYJISIPHOTO remapvHa uiu (oHAamapuHykca B TEUEHHE IO KpailHeill mepe
5 mHel, mocie 4ero ObUTH paHAOMHU3UWPOBAHBI B COOTHOIIEHUH 2:1 WK B TPyNIy puBapokcabaHa B
7103€, CKOPPEKTUPOBAHHOM 110 Macce Tela, WK B TpyIIy NpenapaTa cpaBHeHus (remapunsl, ABK) B
TE€YeHHE OCHOBHOIO MEpPHO/Ia JIeueHus], cocTaBublero 3 mecsua (1 mecsn ans aereit muajie 2 jert
¢ KareTtep-accouunpoBanHoit BTD). B cnyyae ki1MHHYECKOH OCYIIECTBUMOCTH B KOHIIE OCHOBHOI'O
nepuojia JeueHus: MpoBOAMIIACH MTOBTOPHAS BU3yaJlM3alllsl COCYAOB; NMEPBUYHAs MPOBOAMIACH HA
JTane BKIIOYEHUs B uccienoBaHue. llocie 3Toro mpuem wucciaegyeMoro Ipernapara Mor ObITh
MIpEeKpalleH WIH, [0 PEHIeHUIO UCCIIeA0BaTeNsl, IPOI0JKaICI cyMMapHo A0 12 Mecsues (a5 aeTei
Mutajie 2 JeT ¢ karerep-accoruupoanHoil BTD 1o 3 mecsues).

[lepBuuHOll KOHEYHOW TOUYKON 3(dexTHBHOCTH ObUIa YacTOTa CUMIOTOMHOro peruauBa BTO.
IlepBuyHON KOHEYHOM TOUKONH Oe3omacHOCTH Oblla KOMOWHUpPOBaHHAs YacToTa OONBIIMX H
KJIIMHUYECKH 3HAUYMMBbIX HEOOJbIIMX KpoBOTeueHuH. Bce koHeuHble TOYKHM 3(P(EKTUBHOCTH H
0€30MaCHOCTH IEHTPATM30BaHHO OICHUBAJIMCH HE3aBUCHMBIM KOMHUTETOM, JJISI KOTOPOTO OBLIO
3aCNeNJIeHO PACHpeesieHHe MAalUeHTOB IO TpynmnaM JiedeHus. Pe3ynbTaTsl 3(QEKTUBHOCTH U
6e3omacHOCTH NpuBeeHbI B Tabaumax 11 u 12 Huxke.

Permmue BTD npouszomien y 4 u3 335 manueHTOB B rpymie puBapokcadbana u'y 5 u3z 165 manueHToB
B rpynmne cpaBHeHUs. KoMOMHMpOBaHHAs yacToTa OOJBIIOTO KPOBOTEUCHHMS W KIMHUYECKU
3HAYUMOT0 HeOOJBIIOro KpoBoTeueHUus otmedanach y 10 u3 329 nanuentoB (3 %), momyyaBIInx
puBapokcaban, u y 3 u3 162 mamuentoB (1,9 %), momydaBmmx npemnapar cpaBHeHHs. Yucras
KJIMHUYecKasi BbIrojla (KOMOMHHpOBaHHAs 4acTOTa CUMITOMHOro peuuauBa BTD u Gonbuioro
KpOBOTEUEHHsI) OTMeUeHa y 4 u3 335 manuueHToB B rpymie puBapokcabana 'y 7 u3 165 nauueHToB
B IpyIe cpaBHeHus. PekaHanuzanuys BeHbl MpU MOBTOPHOM BH3yanu3auu Habmoganace y 128 u3
335 manMeHTOB NpH JIEYCHUU puBapokcadbaHoMm W y 43 u3 165 manmueHToB B rpymme mpenapara
CpaBHEHMsI. DTH pe3yibTaThl ObUIM B IIEJIOM COIIOCTAaBUMBIMHU Y JI€TE€H pa3HbIX BO3PACTHBIX IPYIIIL.
B rpynne puBapokcabana 6suto 119 nereit (36,2 %) ¢ mo0ObIM KpOBOTEUEHHEM, BO3SHHMKIIUM Ha
¢done Tepanuu, a B TpyIIe npenapara cpaBHeHus — 45 aereii (27,8 %).

Tabmuua 11. J{anasie mo npodunio 3¢GEeKTUBHOCTH puUBapokcabaHa U NpenapaTa CpaBHEHUS B
KOHIIE OCHOBHOT'O IT€pHO/ia JCUCHUS
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CooObiTHE PuBapokcadan Hpemapar cpaBuenus
N = 335* N = 165*
Peunnue BTD (mepBuunas | 4 5

KOHEYHAs TOYKa
3 pexTUBHOCTH)

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

(3,0 %, 95 % TN
1,2 %-6,6 %)

Kom0OuHMpoBaHHasi KOHEUHas
TOYKa:

CUMIOTOMHBIN peuuaus BTO
+ 0eCCUMIITOMHOE
YXYAUIEHUE IIPU TOBTOPHOM
BU3yalIU3aluu

5
(1,5 %, 95 % 1IN
0,6 %-3,4 %)

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

Kom0OuHMpoBaHHast KOHEUHas
TOYKA!

CUMIOTOMHBIN peuuaus BTO
+ 6eccUMIITOMHOE
YXYOLIEHHE + OTCYTCTBHE
W3MEHEHUN TMpU TMOBTOPHOMU
BU3YaIM3al1H:

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

19
(11,5 %, 95 % AU

7.3 %-17,4 %)

Pekananuzanus BEHBI IIPU
IIOBTOPHOW BU3yaJIN3alluu

128
(38,2 %, 95 % TN
33,0 %-43,5 %)

43
(26,1 %, 95 % JIN
19,8 %-33,0 %)

KomOuHMpoBaHHast KOHEUHas
TOYKa!

CUMIITOMHBIN peruaus BTO
+ 00JIBIIIOE KPOBOTEUECHUE
(uucras KJIIMHWYECKast
BBITO/1A)

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

7
(4,2 %, 95 % JI
2,0 %-8,4 %)

TpomOoIMOONHS ~ JIETrOYHOM
apTepuu  CO CMepTeIbHBIM
501041 HECMCPTECIbHBIM
UCXO0JIOM

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

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

*

nojiHasi BHIOOpKA Ui aHaiuu3a, T.e. BCE JI€TH, KOTOpble OBbUIM PpaHJIOMH3UPOBAHbI
JI1 = noBepUTENbHBIN UHTEPBAI.

Tabnuua 12. lannsie no npoduiaro 6e30macHoCTH puBapokcabaHa H rpernapara CpaBHEHHs B KOHIIE
OCHOBHOTO IEPHOA JIEUSHHUSI

CoObITHE PuBapoxcadan IIpenapar cpaBHeHusn
N = 329* N =162*
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KomOunupoBannas koneunas | 10 3
TOYKa: 0 0 1% 190 (V) "
OOJIbIIIOE  KPOBOTEYEHHE + (3,0%,95% 1 (1,9%,95% 1
KIMHHYECKT spaunmoe | 1,6 %-5,5 %) 0,5 %-5,3 %)
HEOOJIbIIIOE  KPOBOTEYCHUE
(mepBuYHasi KOHEYHasl TOYKa
0€301acHOCTH)
Bonbiioe kpoBoTeueHue 0 2

(0,0 %, 95 % AU (1,2 %, 95 % AU

0,0 %-1,1 %) 0,2 %-4,3 %)
JIro6oe kpoBoteucuue, | 119 (36,2 %) 45 (27,8 %)
BO3HHKIIIEE HA (DOHE TepaITHH

* BBIOOpKA Ui aHaju3a OE30MACHOCTH, T.€. BCE JICTH, KOTOpPbIC ObUTH PaHIOMHU3UPOBaHBI U

MOJIYYHIIM TI0 KpaiiHe! Mepe OHY JI03y UCCIISIyEeMOro JICKApCTBEHHOTO Tperapara.

[Ipodune sddexkTuBHOCTH U 0€30MACHOCTH pUBapokcabaHa ObUI B IEJOM COMOCTaBUMBIM Y
neauatpudeckoit momymsinuu ¢ BTD u B3pocnoii nomyssimuu ¢ TI'B/TDJIA, ogHako cooTHOIIEHHE
MAIMEHTOB C JIOOBIM KpPOBOTEYEHHEM ObLIO BhINIE B mMeAauarpuueckod mnomymsuuu ¢ BTO mo
CpaBHEHHIO co B3pocioii monysueit ¢ TTB/TOJIA.

IlanueHTHl ¢ TPOHHBIM O3 TUBHBIM aHTI/Id)OCd)OJ'II/IHI/IHHBIM CHUHIPOMOM BBICOKOI'O pHUCKa

B cmoncupyemoM  mcciemoBareneM — paHIOMH3MPOBAHHOM — OTKPBITOM — MHOTOIICHTPOBOM
UCCIIEIOBAaHUM C 3aCJICIUIEHHON OIIEHKOM KOHEUHBIX TOYEK PUBApOKcabaH M3ydalicsl B CPAaBHEHUU C
BappapMHOM Yy TAIMEHTOB C TPOMOO30M B aHaMHE3e, Y KOTOPBIX JHArHOCTHPOBAH
aHTU()OCPOIUNUAHBI  CHHAPOM C  BBICOKHUM  PHCKOM  TPOMOOIMOONMYECKHX  COOBITHIH
(TTOJIOKUTENBHBIA PE3yAbTAT JUISL BCEX TPEX TECTOB Ha aHTHU(HOCHOIHUITUAHBIA CHHIPOM: HATUYNE
BOJIYAHOYHOT'O0 aHTUKOAryJIsHTa, aHTUTEN K KapJUOJIUIHUHY M aHTUTEIN K OeTa-2-IIMKonpoTenny ).
[Tocne BxmroueHuss 120 mamueHTOB HCcleAOBaHUE OBUIO MPEKPALIEHO JOCPOYHO IO TNPUYHMHE
MOBBIIIEHHOW YacTOThl COOBITMH y TMalMeHTOB B rpymne puBapokcabana. CpenHss
MPOJIOJDKUTENIBHOCTh  TepuoAa HaOMIofeHusi coctaBuwia 569 paHeit. 59 mamueHToB ObUIH
PaHIOMU3MPOBAHBI B TPYINy puBapokcadbana B go3e 20 mr (15 mMr s manueHToB ¢ KIMPEHCOM
kpeatuHuHa <50 mu/mMuH) u 61 — B rpynny Bapdpapuna (MHO 2,0-3,0). TpomOosmboanueckue
coObITHsL Tponsonuin y 12 % manuMeHTOB, paHIOMM3MPOBAHHBIX B TPYIMIYy puUBapokcabaHa
(4 nuremMuyeckux WMHCYJIbTa W 3 WH(papKTa MHOKapnaa). Y TMalUeHTOB, PAaHIOMH3HPOBAHHBIX B
rpymniy BapdapuHa, coObITHS HE ObUIM 3aperHCTPUPOBaHbl. bolbIoe KpoBOTEUEHHE MTPOU3OILIO Y
4 maunenToB (7 %) u3 rpynmsl puBapokcadana u 2 nauueHToB (3 %) u3 rpynmsl BappapuHa.

5.2. PapMaKOKHHETHYECKHUE CBOICTBA

AGcopOrtus

HpC,Z[CTaBJ'IeHHaH HWXKC I/IH(i)OpMaI_II/ISI OCHOBAaHa Ha JAHHBIX, ITOJTYUYCHHBIX BO B3p0CJ'IOI>i MOITYJIAINH.

PuBapokcabaH OBICTPO BcachIBaeTCs; MaKCHMalibHas KOHIEHTpamus Cpax JOCTHTAETCS dYepes
2—4 gaca moce npruemMa TaOJIeTKH.

[Ipu mpueme BHYTph B BHJE TabJIeTOK B A03upoBke 2,5 Mr u 10 mMr puBapokcabaH BCachIBacTCS
MPaKTUYECKH TOJHOCTBIO, MPU 3TOM ero OmomocTynHocTh Bbicokas (80—100 %) He3aBHCUMO OT
npuemMa numy. COBMECTHBIN C MUIIEH TpUEeM puBapokcadaHa B o3¢ 2,5 Mr u 10 Mr He BIUsSET HA
AUC u Cpax puBapokcabana.
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B cBsI31M CO CHUKEHHOM CTENEHbIO BCACBIBAHUS, IIPU IIpPHEME TJA%IIGT(-)IICEUﬁF[!DOBKOﬂ: 20-mr HATOMAK

Habmo1anack OnoaocTynHocTh 66 %. [Ipu npueme TabneTok puBapokcadbana 1o3upoBkoit 20 Mr BO
Bpems enbl oTMeuanock yBenudenue cpeqaeit AUC Ha 39 % mo cpaBHEHHIO ¢ TIPUEMOM TaOJIeTKH
HATOILAK, T[IOKa3blBasg NPAKTHUYECKH TOJHOE BCACHIBAHUE U BBICOKYIO OHOJOCTYITHOCTD.
PuBapoxcaban B 1o3upoBkax 15 mr u 20 Mr cienyeT NpuHUMATh BO BpeMs ebl (cM. pasaen 4.2.).

dapmakOKMHETHKA pUBapoKcabaHa MPaKTUYECKU JIMHEWHa B 103aX A0 15 Mr oauH pa3 B JA€Hb NPU
npueMe HaTomak. B ycnoBusix npuema puBapokcadbana B Buae TadbiaeTok no3uposkoi 10 mr, 15 mr
u 20 Mr Bo BpeMs eJibl HaOo1aeTcs 10303aBUCUMOCTh. [Ipu Oosiee BHICOKHX J03aX pUBapoOKcabaH
JEMOHCTPHPYET a0COPOIIHIO, OTPAaHHUYCHHYIO PACTBOPEHHEM, C YMEHBIIEHHOW OMOJOCTYITHOCTBIO U
CHMKEHHOH CKOPOCTbIO a0COPOLIMH ITPU MOBBIIIEHUH J103bI.

dapMakOKMHETHKA  pUBapoKcabaHa  XapaKTEepH3yeTCs  YMEPEHHOH  MEKWHIUBUIYaTbHOM
BapnabeIbHOCTHIO (BapHallMOHHBIH K03 dunmenT) B ruanazone ot 30 mo 40 %.

BcaceiBanue pruBapokcabaHa 3aBHCHT OT MECTa BBICBOOOXKIICHUS B KEIYJAOYHO-KHIIICIHOM TPAKTE
(OKKT). Camwxenne AUC u Chax Ha 29 % um 56 % COOTBETCTBEHHO HAOI01aI0Ch IIPH
BBICBOOOK/ICHUM TpaHyJsATa pHUBapoKca0aHa B MPOKCHMAIBLHOM OTHEIIC TOHKOW KHIIKH B
CpPaBHEHUU C TPHEMOM IIeJIOW TaOJETKHU. DKCIO3MIMS Ipenapara emie 0ojiee CHIKACTCA INpH
BBEJICHUU pUBapOKcabaHa B JUCTAIBHBIA OTIE] TOHKOW KHIIKW WM BOCXOJSIIYIO O0OIOYHYIO
kumky. Takum oOpa3om, cienyeT u30eraTh BBEACHUS pPHUBapOKcaOaHa IHMCTaNbHEE >KElylKa,
MMOCKOJIBKY O3TO MOXET TIOBJICYh CHI)KCHHE BCACBIBAHUS U, COOTBETCTBEHHO, OSKCIIO3HIIUU
puBapokcabaHa.

buonocrymaocTs (AUC n Chax) puBapokcabana 20 Mr npu mpueMe BHYTPh B BHJIC U3MEITbUYCHHOM
TabJIETKH B CMECH C sI0JIOYHBIM IMIOPE WK CYCIIEHINPOBAHHOM B BOIE, a TAKXKe MPU BBEACHUU Yepe3
KEITYJOUYHBIA 30HI C TIOCHCAYIOIIMM TPUEMOM JKHUIKOTO TMHUTaHWs OblJla CpaBHHUMA C
OMOJOCTYIMHOCTBIO ~ 1eJIoOW  TaONeTKu.  YUuThiBash  MPEICKa3yeMbI  J10303aBHCHMBIN
(dapMakokuHeTHYECKUA  mpoduiib  puBapokcabaHa, pe3yJabTaThl JAHHOTO  HMCCJIEJIOBAHMS
OMOJOCTYIMHOCTH MMPUMEHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM pUBapoKcabaHa.

Pacnopenenenne

Cas3biBaHMe ¢ OelKaMM IJIa3Mbl Y B3POCIBIX BBICOKOE M COCTaBISET MpuOIu3uTensHo 92-95 %,
OCHOBHBIM  CBSI3bIBAIOIIMM  KOMIIOHEHTOM  SIBJISIETCS  CHIBOPOTOUYHBIM  anbOymuH. OOBeM
pacripesienieHust — yMEepeHHBbIH, Vs cocTaBiseT npuoan3uTensHo 50 .

BI/IOTDaHCd)ODMaHI/Iﬂ U 3JIMMHUHAIIUA

Y B3pOCHBIX MAIMEHTOB MpPH MpUEMe puBapokcabaHa MPUOIM3UTENBHO 2/3 03Bl MOABEPraroTCs
MeTa0oJIM3My W B JaJbHEHIIIEM BBIBOJATCS DPABHBIMH YacCTSAMU TOYKAMH M 4Yepe3 KHUIICUHHUK.
OctaBmasics 1/3 npuHATON 036l BHIBOJUTCS MOCPEACTBOM MPSIMOM MOYEUHON IKCKPEIUN B BUJE
HEU3MEHEHHOTO JIEHCTBYIOIIETO BEIECTBA TJIABHBIM 00pa3oM 3a CYET aKTHBHOM TOYEYHOM
CEKpELUU.

PuBapokcaban merabomusupyercs mocpenactBom uzopepmerntoB CYP3A4, CYP2J2, a Takxke mipu
MOMOIIM MEXaHHU3MOB, HE3aBHCHUMBIX OT CHCTEMBl HUTOXPOMOB. (OCHOBHBIMH y4acTKaMU
o6uoTpancopmalu ABISIOTCS OKUCICHHE MOP(OITMHOBOM IPYIIIBI ¥ THIPOIN3 aMUAHBIX CBSI3EH.

CornacHO JaHHBIM, TONy4EHHBIM IN Vitro, puBapokcabaH sBIseTCS CyOCTpaToM Juisi OEITKOB-
nepeHocunkoB P-gp (P-rmuxomnporenna) u BCrp (Genka ycTOWYMBOCTH paka MOJIOYHOM Kelesbl).
HeusmeHeHHbIl puBapokcabaH sIBISETCS CaMbIM Ba)XKHBIM COEIMHEHHEM B YeJIOBEUECKOW IIa3Me,
OCHOBHBIC WJIM AaKTHBHBIC IMPKYJIHPYIOIIHE METa0oJUTHl B IUIa3Me HE OOHApy>KCHBI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO COCTaBisieT mpubnu3urensHo 10 /4, MokeT ObITh
OTHECEH K JIEKAPCTBEHHBIM BEIECTBAM C HHU3KUM KIHMpeHCOM. [locie BHYTPHBEHHOTO BBEICHUS
1 mr puBapokcabaHa nepuo] MOJTYBBIBEACHHUS COCTaBIsAeT oKkoJo 4,5 vacos. Ilocine mepopanbHOTO
IpueMa BBIBEJICHHE CTAHOBUTCS OTPAHUYEHHBIM CKOpocThio abcopOmum. Ilpm BeIBeneHuu
puBapokcabaHa M3 IUIa3Mbl KOHEYHBIM MEpHOJ] MOIYBBIBEJCHUS COCTaBISET OT 5 10 9 4acoB y
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MOJIOJBIX MalUeHTOB U OT 11 10 13 yacoB y moKMIIbI HaI_II/IeHllng'.

dapMaKOKHMHETUUECCKHE JIJAHHBIC YV ITAIIMCHTOB

VY B3pOCHBIX MAIMEHTOB, MOJYYaOIIMX puBapokcadban B no3e 20 mr 1 pa3 B JieHb IS JICUCHUS
octporo TI'B, reomeTrpuueckoe cpennee koHreHTpamnuii (90 % npeauKTUBHBIA HHTEPBAIT) Yepe3 2—
4 yaca u npuMmepHo uepe3 24 wyaca mociie IpUeMa J03bl (YTO IPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM ¥ MHUHMMAJIbHOW KOHIIGHTPAIlUsSM B MHTEPBAJE JIO3MPOBaHHUS) cocTaBmio 215 (22—
535) mkr/n u 32 (6-239) MKr/1, COOTBETCTBEHHO.

(DaDMaKOKI/IHCTI/I‘IeCKaﬂ'(baDMaKOHI/IHaMI/IquKaH 3aBUCUMOCTDb

CootHouieHne papMakKOKUHETUIECKUX MapaMeTpoB U (hapmakoanHamudeckux 3¢ dexron (OK/D/I)
MEXIy KOHIIGHTpalueil puBapokcabaHa B IUIa3Me€ KPOBU W HECKOJIBKHUMH KOHEYHBIMU
(bapMakoIMHAMHYECKUMH TOUYKaMu (MHTHOMpoBaHue gaxTopa Xa, mporpomOuHoBoe Bpemsi, AUTB,
HepTest) ouennBanock mocie npuema MUpPOKoro auanazoHa 103 (ot 5 1o 30 mr 1Ba pa3a B CyTKH).
B3anMocBs3p MEXy KOHILIEHTpaluend puBapokcabaHa W aKTUBHOCTHIO (akTopa Xa HAWIYyYIIAM
00pa3oM MPOJEMOHCTPUPOBAHA C UCIIOJIb30BAHUEM MOJENU Emay. s mpoTpoMOUHOBOIO BpeMeHU
MOJIENIb JIMHEWHOW PErpecCHM B IIEJIOM JIydlle OMUCHIBACT JaHHBbIC. YTJIOBOW KOX(PQHUIHUEHT
3HAYUTEIBHO MEHSUICA B 3aBUCHMOCTH OT PEAKTHUBOB, HCIOJIB3YEeMbIX Uil OMNpEIesICHUs
npoTpoMOuHOBOro BpeMenu. [lpu wucnonb3oBanuu Habopa Neoplastin PT ucxonnoe 3nadenue
MIPOTPOMOMHOBOTO BPEMEHH COCTaBWJIO OKOJO 13 ceKk ¢ HakJIOHOM JHMHHH OKoilo 3—4 cek
(100 mkr/m). Pesynpratel aHamuza coortHomicHus PK/DJ] B wuccnenoBanusx I u I dassr
COOTBETCTBOBAJIM AHAJIOTUYHBIM MTOKA3aTENSIM Y 3JJ0POBBIX MMAIIUEHTOB.

Ilon

vy B3POCJIbIX HE OBbLIO KIIMHUYCCKH 3HAUYMMBIX pEBJ'II/I‘II/Iﬁ q)apMaKOKI/IHCTI/IKI/I u (I)apMaKOI[I/IHaMI/IKI/I
Cp€au MYKYHMH U KCHIIWH.

ﬂuua noJHCUI020 so3pacma

VY NOXWIBIX MAallMEHTOB KOHILIEHTPALlUM pUBapokcabaHa B IIa3Me€ KPOBU BBILIE, YEM Y MOJIOJBIX
naiueHToB; cpeanee 3HaueHne AUC npubausurensHo B 1,5 pa3a mpeBbllIaeT COOTBETCTBYIOIINE
3HAYEHUS Y MOJIOJBIX MAI[MEHTOB, INIABHBIM 00pa30M, BCIIEACTBHE CHIXKEHUS (BEPOSITHOTO) OOIIETo
U noyeyHoro kinupenca. Koppekuus 103bl He TpeGyeTcsl.

Pasznuunas macca mena

VY B3pocibIx KpuTHUeckas macca tena (MeHee 50 kr u 6osee 120 Kr) Iuiib HE3HAYUTENHHO BIHIIA
Ha KOHIICHTpAIMIO puBapokcabaHa B 11a3Me kpoBu (MeHee 25 %). Koppekius 10361 He TpeOyeTcsl.

Mesicomuuueckue paznudus

Knunuyeckn 3HauMMBIX paznuuuil  (papMakoOKMHETHKH U (apMakoOJMHAMUKH Yy B3POCIHbIX
MAIMEHTOB €BPONEOUIHOM, adpoaMepruKaHCKON, TATHHOAMEPHUKAHCKOMN, ATTOHCKON MM KMTaHCKON
THUYECKON MPUHAUIEKHOCTH HE HAOII01aJI0Ch.

Tleuenounas nedocmamourocms

VY B3pOCIBIX MAlMEHTOB C IUPPO30OM IMEYEHH W HapylmieHHeM (QYHKIUHU MEYEeHHU JIETKOW CTENeHH
(xmacc A no Yaitng-I1st0) hapmakokuHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIbHO OTIMYANIaCh OT
COOTBETCTBYIOIIMX TIOKa3aTesied B KOHTPOJBHOH TpyIIe 3A0POBBIX HCHBITYEMBIX (B CpeIHEM
orMmeuanoch yBennuenne AUC puapokcabana B 1,2 paza).

VY manueHToB C HUPPO30M TIECUCHH U HapylieHneM (YHKIIUU MEYeHH CpeiHer cTeneHu (kiaacc B mo
Yaiinn-Ilsto) cpenusist AUC puBapokcabaHa Oblla 3HAYMTENBHO TOBBINIEHA (B 2,3 pasza) 1o
CpaBHEHUIO CO 3A0poBbIMH a00poBoabiiamMu. Hecsizannas AUC yBenmnuuBainack B 2,6 paza. Y 3Tux
MAIMEHTOB TaKXe ObUIO CHIDKEHO BBIBEJCHHE pUBapoKcabaHa IMOYKAMHU, CXOXKEe C TAaKOBBIM Y
MAIMEHTOB ¢ HapylieHHueM (pyHKUIHU MOYeK cpeAHel cTeneHu. J[aHHble Mo MaueHTaM C TSKEIbIM
HapylieHneM (QyHKIIUU OTCYTCTBYIOT.
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CTENeHU ObUIO BBIpAXEHO B 2,6 pa3a CWIbHEE, YeM Y 3J0POBBIX JOOpPOBOJIBLIEB; YBEINYECHUE
IIPOTPOMOMHOBOI'O BPEMEHU B CXOXKEW cTereHHu Bo3pacTaio B 2,1 paza. IlanueHnTtsl ¢ HapylieHneM
(GyHKLIMU TIEYeHU CpeHel cTerneHu Obliu 0ojiee YyBCTBUTENBHBI K PUBAPOKCabaHy, YTO SIBJISAETCS
cieactBueM — Ooilee  TECHOW ~ B3aMMOCBS3M  (apMakoIMHAMHYECKHX  A(PQPEKTOB U
(bapMaKOKMHETUYECKHX IapaMeTpOB MEX1y KOHIEHTpauuell MW NpOTPOMOMHOBBIM BpPEMEHEM.
PuBapokcaban mpOTHBOIOKAa3aH TNalMeHTaM ¢ 3a00JCBaHUAMHU I[€YEHH, NPOTEKAOUMMH C
KoaryJionaTiefi M pHUCKOM KJIMHUYECKM 3HAYUMOrO KPOBOTEUEHHMs, BKIIOYAsl IALMEHTOB C
uppo3om nedyenu kiaacca B u C no knaccuduxanuu Yaitna-I1eto (cm. pazaen 4.3.).

Toueunas neoocmamoyunocme

Y  B3pOCHBIX  TAIMEHTOB  HAONIONAJIOCh  yBEIMYCHHE  OKCIIO3WIMKA  pHBapoKcabaHa,
KOppEIUpOBaBIIee CO CHUKEHHEM TIOYeUHOM (YHKIMHM, KOTOpas OlLEHUBalIach H3MEPEHUEM
KIMpeHca kpearnHuHa. Y manueHToB ¢ jerkod (KnKp 50-80 mu/mun), cpenneit (KnKp 30-49
mi/MuH) U Tsoxenoit (KinKp 15-29 mn/muH) crenenpio HapylieHus (YHKIIMH OYeK KOHIIEHTPAIHH
puBapokcabana B miazme kpou (AUC) Obutn moBsimens! B 1,4, 1,5 u 1,6 paza COOTBETCTBEHHO.
CootBercTBylOIIee yBenuueHue papmakoanHamMudeckux 3PGekToB ObUIO Ooiee BBIPAXKEHHBIM. Y
MalMeHTOB C JIETKOM, CpeaHEd W TSKEJIOW CTENeHbI0 HapylleHus (QYHKIMU TOo4YeK oOIiee
MO/IaBlIeHUE aKTHUBHOCTU (akTopa Xa yBenuuuBaioch B 1,5, 1,9 u 2,0 pa3a COOTBETCTBEHHO MO
CPaBHEHUIO CO 3/I0POBBIMHU JOOPOBOJIBIIAMH; MPOTPOMOMHOBOE TAKKE YBEIWYUBAIOCH B 1,3, 2,2 1
2,4 paza COOTBETCTBEHHO.

Hannbie o nmaruenTax ¢ KinKp <15 mMi/MuH 0TCYTCTBYIOT.

[Ipennonaraercs, 4To puBapokcabaH HE MMOJABEPracTCs TUATU3Y B CBSI3U C BBICOKHM CBSI3BIBAHHEM C
OeJKaMM TUIa3MBlL.

He pexomenayetcs npuMeHsTh npenapar y nanueHToB ¢ KnKp <15 mn/mun. Caenyer cobmaronars
OCTOPOXKHOCTh MPU IpUMEHEHUH npenapara y nanueHtoB ¢ KnKp 15-29 mu/mun (cm. pasgen 4.4.).

CTH

bezonacHocTh u 3P deKTUBHOCTh pUBapoKkcadaHa y JieTel U MOJAPOCTKOB B Bo3pacte 70 18 yer mo
MOKa3aHUIO MPOPUIAKTHKA HHCYIBTA U CUCTEMHON TPOMOOIMOOINHU Y AIUEHTOB ¢ GUOpUILISIIHEH
Hpencepz[m‘/’l HEKJIAITaHHOI'O MMPONCXOXKIACHUS HC YCTAHOBJICHBI.

Abcopoyus

Jletn nonyvanu puBapokcadaH B BUJE TabJETOK WIN CYCIIEH3UU AJIs IpHeMa BHYTPb BO BpeMsl WU
cpa3y mocjie KOPMJIEHUS WJIM TpHEeMa IHUIIM, BMECTe C OOBIYHOM MOpIHUEH JKUIAKOCTH IS
o0ecrnieueHns HaaJeXalero 1o3uposanus y nereil. Kak y B3pocinbix, Tak U y aereld puBapokcadaH
OBICTPO BCachIBAeTCA MOCJE MEPOPATBHOTO MpHeMa Mpenapara B JIEKApCTBEHHOUW (hopMe TablIeTKu
WM TPaHyJbl JUIsl IPUTOTOBIIEHUS CYCIIEH3UU AJIs IpueMa BHYTpb. He oTMeuanocs pa3HUIIBI HU B
CKOpPOCTH, HU B CTETICHH BCACHIBAHUS MEX]y JIEKAPCTBEHHBIMU (hopMaMU TaOJETKU U TPaHyIbl IS
MIPUTOTOBJIEHUS] CYCIIEH3UU NJs Mpuema BHYTpb. JlaHHbIE O (apMaKOKHMHETHKE y JeTeil mocie
BHYTPUBEHHOT'O BBEICHHUS OTCYTCTBYIOT, IOITOMY abCOOTHAsE OMOAOCTYITHOCTh PUBAapOKcabaHa y
JeTel Heu3BecTHa. bbl10 OOHApy)XeHO CHUXXEHHE OTHOCHTEIbHOW OWOJOCTYNHOCTH WpH
YBEIUYEHUH /103 (B MI/KI' MaccChl Tela), HA OCHOBAHUHU YEro MOXKHO CJIeNIaTh MPEIoI0KeHne 00
orpaHudeHusX abcopOimu 1yt 60Jee BHICOKUX 103, JaKe MpHU IpueMme ¢ nuimeid. PuBapokcaban B
BUJIe TaOJIETOK J03UPOBKOM 15 Mr u 20 Mr cieayeT NpUHUMATh BO BpEMsI KOPMJIEHUS HJIM BO BpeMs
ensl (cMm pazaen 4.2.).

Pacnpeoenenue

CrnenuduuHble B OTHOILICHWU JETEH NaHHBIC O CBS3bIBAHWW PHUBAapOKcabaHa ¢ OelKaMH IIa3Mbl
OTCYTCTBYIOT. JlaHHble O (apMaKOKMHETHKE Yy JeTeil Tocie BHYTPUBEHHOTO BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vg y aAeTeil (Bo3pacTHou amamazoH or O go <18 mer) mocnie
MEePOPAILHOTO TpHeMa pPHUBApOKCaOaHa, CIPOTHO3UPOBAHHBIM C MMOMOIIBI0 TOMYISIUOHHOTO
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(apMaKOKMHETUYECKOTO MOJICIMPOBAHUS, 3aBHCUT |OT waceh et A-Moker Bt drtad ¢

MTOMOIIIbIO AJUTOMETPUYECKON (DYHKIIMHU cO cpemHUM 3HaueHueM 113 i1 s cyObekTa ¢ Maccoi Tena
82,8 kr.

buompancgopmayus u snumunayus

Crneunduynpie B OTHONICHHM JETeH JaHHBIE O MeTabonm3Me OTCYTCTBYIOT. JlaHHBIE O
(bapMakOKMHETHKE Yy JeTed Iocie BHYTPUBEHHOIO BBEICHHS pHUBapOKcabaHa OTCYTCTBYIOT.
Kimupenc y nereit (BospactHoit guanazon or 0 go <I8 ier) mocie mepopaibHOrO mprema
puBapokcabaHa, CIPOTHO3UPOBAHHBIM C IMOMOLIBIO MOMYJISIMOHHOTO (PapMaKOKMHETUYECKOTO
MOJICTTUPOBAHUS, 3aBUCUT OT MAacChl T€JIa U MOXKET OBITh OMUCAH C MOMOIIBI0 AJUIOMETPUIECCKON
GbyHKIMM €O CpeaHUM 3HadeHHueM & /4 nmius cyObekrta ¢ Maccod Ttenma 82,8 kr. Cpennue
r€OMETPUYECKHE 3HAaYeHUs TMepuoja MoiyBbiBeneHus (i), paccUUTaHHbIE C  OMOILBIO
MOMYJISIIUOHHOTO  (hapMaKOKUHETHYECKOTO MOJEIUPOBAaHUS, YMEHbBIIAIOTCA C YMEHBIICHHEM
BO3pacTa U BapbUPYIOTCS OT 4,2 "aca y MOAPOCTKOB JI0 MPUMEPHO 3 4acoB y JeTel B Bo3pacte 2—12
net, 1o 1,9 u 1,6 yaca y nereii B Bo3pacrte 0,5-<2 net u menee 0,5 rojja, COOTBETCTBEHHO.

@apmazcoxunemuueczcue aaHHbley nayuenmoe

I'eomerpuueckoe cpennee koHueHTpanuii (90 % uHTEpBal) B MHTEpBajIaX BpeMEHH oTOOpa mpoo,
MPUMEPHO COOTBETCTBYIOIIUX MAaKCUMaJIbHOM M MHUHHUMAJIbHON KOHILIEHTPAllMd B HWHTEPBAJIC
J03UpoBaHus, y Aerei ¢ octpoid BTD, momyuaromux puBapokcabaH B /103€, 3aBUCAIIEH OT Macchl
Tena, JJIA MOJYyYEHHs DKCIIO3MIMM, COOTBETCTBYIOIEH TAaKOBOW Yy B3pocibIX manueHTtoB ¢ TI'B,
nonydatorux 103y 20 mr 1 pa3 B 1eHb, IpeacTaBieHbl B Ta0nuie 13.

Tabmuna 13. CBoanast cratuctuka (reomerpuueckoe cpennee (90 % uHTepBasl)) paBHOBECHBIX
KOHIIEHTpaluil puBapokcabaHa B I1a3Me KPOBH (MKI/JT) B 3aBUCHMOCTH OT peKUMa JI03UPOBAHUS U
BO3pacTa

BpemenHnbie
HHTEPBAJIbI

Oaun pa3 B | N or 12 npo|N |ot 6 o

JAeHb <18 aer <12 ner

2,5-4 w4gaca | 171 | 2415 24 | 229,7

cryer (105-484) (91,5-777)

20-24 4aca | 151 | 20,6 24| 159

cryers (5,69-66,5) (3,42-45,5)

JBa paza BN |[or 6 mo|N |or 2 g0 <6 | N |or 0,5 no

JIeHb <12 aer Jer <2 jer

2,5-4 w4aca |36 | 1454 381718 2 | up.

cryets (46,0-343) (70,7-438)

10-16 gacos | 33 | 26,0 371222 3 |10,7

criyers (7,99-94,9) (0,25-127) (H.p.—H.P.)

Tpu paza BN |[or 2 g0 |N |or poxnenusi | N |or 0,5 mo | N | orT poxkaenusi
JIeHb <6 Jer oo <2 Jjert <2 aer 1o <0,5 ger
0,5-3 waca |5 164,7 25| 111,2 13| 114,3 12 | 108,0
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p—— (108-283) (22,9-320) (52 ey P T (6157 358) 7707
7-8 wacos |5 |332 23 18,7 12| 21,4 11 |16,1
cnyets (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PACCYUTHIBATIOCH

3HavyeHUs HIDKE HWXKHETO npesena koaudectBeHHoro omnpeaenenus (HIIKO) 6butn 3aMeHeHbl Ha
1/2 HITIKO mns pacyera cratuctuku (HIIKO = 0,5 mkr/i).

DapmarokuHemuseckasi-GapmakoOUHaMuyeckds 3a8UCUMOCb
Ilon

AHanu3 MOJy4YEeHHBIX JaHHBIX HE BBISBHII CYIIECTBEHHBIX PA3JIMYMil B 9KCIO3HUIIMU pUBapokcabaHa
y AETEl pa3Horo moa.

Paznuunas macca mena

VY nereit no3a puBapokcabaHa 3aBUCUT OT MAacChl Tesia. AHAJW3 JTaHHBIX, MOJYUYEHHBIX IJisl JETEH,
HE BBIIBWJI 3HAYMMOIO BIUSHUS HEAOCTATOYHOW MACChl Tella WIM OXHPEHHUS Ha HKCIO3UIUI0
puBapokcabaHa.

Meoicomnuueckue paziuqus

AHanu3 TMOJIYYEHHBIX JAHHBIX HE BBISIBUJ 3HAYMMBIX MEXITHHMUECKHX PA3THUYUA B DKCIO3UIIUU
puBapokcabaHa y JeTell SMOHCKOW, KUTAMCKOW WM a3MaTCKOM STHUYECKOW MPHHAJJICKHOCTH 32
npenenamu SAnonun u Kutas no cpaBHeHuro ¢ oOuiei neguaTpuyeckon momysisiiuei.

Tleyenounas neoocmamoynocms
Kimanueckne JaHHBIC IJI51 I[CTCI\/'I C HAPYHICHUCM (1)YHKIII/II/I IMEYCHU OTCYTCTBYIOT.
Toueunas neoocmamoynocme

JlaHHbIe KIMHUYECKUX HCCIEOBAaHUN y JeTell B Bo3pacTe | roma u crapiie co CpeaHed Wi

TSOKEON CTEMEHBI0 HapylieHUus (QYHKIMHU TOYeK (CKOPOCTh KIyOOuKoBOM ¢uibTpamun <50
2

Mi/MuH/1,73 M”) OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyeHb BCIOMOTaTeJILHBIX BelIECTB

JAKTO3bI MOHOTUAPAT

KpPOCKapMeIu103a HaTpHs

runpomenios3a-2910

MarHus creapar

HaTpUs Jaypuicyibdar

IIEJUTI0NI03a MUKpOKpUCcTaIUTHIeckas 102

Obonouxa mabaemxu: runpomernio3a-2910, makporon-4000, Turana nuokcuna (E171), kpacutens
xKene3a okcu KpacHbii (E172)

6.2. HecoBMecTUMOCTH

He npumenumo.
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6.3. Cpok rognocTH (CpoK XpaHeHust)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

2 rona.

6.4. Oco0ble Mepbl IPEeI0CTOPOKHOCTH MPU XPAHEHUH

XpaHUTh B OPUTUHAIILHOM yITaKoBKe (Mayke) mpu Temmeparype He Boie 25 °C.
6.5. XapakTep u coep:kaHue YIaAKOBKH

I[To 10 wm 14 TabneTok B  KOHTYPHYK  SYCHKOBYIO  YIAaKOBKY W3  IUICHKH
MOJUBUHWIXJIOPHIHOW/TIOMMBUHUINACHXJIOPUIHOW U (ONBrd  QIIOMUHUEBOW  IEYaTHOU
JIAKUPOBAHHOM.

[To 98 nunm 100 TabneTox B GaHKY MOJUMEPHYIO U3 MOJIUAITHIICHA WIJIM TOJUNPONHICHA C KPBIIIKON
MOJUMEPHOW M3 TIOJMATHIICHA WM MOJUIPOINMICHA C KOHTPOJIEM IEPBOrO BCKPBITUS C
BJIArONOTJIONIAOIIEH BCTABKOM.

ITo 1, 2, 4 unu 7 KOHTYpPHBIX SYEHKOBBIX YyHmakoBOK mo 14 Tabnetok, mo 1, 3, 4, 5 umu 10
KOHTYPHBIX SUEHKOBBIX ynakoBok 1o 10 tabnerok no3upoBkoi 15 mr mnm 20 mr unum no 1 Ganke
BMECTE C TUCTKOM-BKJIA/IbIIIIEM TOMEIIAIOT B MaUKy U3 KapTOHA.

6.6. OcoOble  Mepbl  NPEAOCTOPOKHOCTH  NMPH  YHHYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 MpenapaTa WM 0TX010B, IMOJY4YeHHbIX I0cje IPUMeHEeHHSs JIeKapCTBEHHOTI0
npenapara, 1 Apyrue MaHuIyJsiMU ¢ MpenapaTomM

Becp ocraBimiicss gekapCTBEHHBIN MpenapaT U OTXOJbI CIEAYyeT YHMUYTOXHUTH (YTUIM3HPOBAThH) B
YCTaHOBJIEHHOM MOPSJIKE.

H3MenbueHre TabIETOK

Tabnerku puBapokcabaHa MOTYT OBITh W3MENBUCHBI, CYCIEHANPOBAaHbI B 50 MJI BOJIBI U BBEICHBI
yepe3 Ha30TracTpaibHBIM WM JKEIYJOYHBIA 30HJ IOCJHE MOATBEPKICHUS IMOJIOXKEHUS 30HAAa B
xenynke. Ilocie 3Toro HE0OXOAMMO TPOMBITH 30HA BOAOW. B cBsizm ¢ TeM, uto abcopOuus
puBapokcabaHa 3aBUCHUT OT MeCTa BBICBOOOXKIEHHUS ACHCTBYIOIIETO BEIIECTBA, HEOOXOIUMO
n3berath BBEJEHUSA pUBApOKcabaHa MHUCTAbHEE JKENyAKa, B TPOTUBHOM CIIy4ae 3TO MOXKET
MIPUBECTH K CHIDKEHUIO a0COpOLMH U, CIIeJIOBATEIbHO, K CHHKEHHIO HKCIO3UIUHN JEHCTBYIOLIETO
BeulectBa. Ilocime BBeneHUs H3MeNbueHHOM TabneTku puBapokcadbana 15 mr wimm 20 wmr
HE00X0IMMO He3aMeTUTETFHO OCYIIECTBUTH MMPUEM SHTEPATLHOTO MUTAHUS.

7. AEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

AO «ABBA PYC»

121614, r. Mocksa, yn. Kpeutarckue Xoamel, a. 30, xopir. 9
Ten.: +7 (495) 956-75-54

OnektponHas moura: info@avva-rus.ru
7.1. IlpencTraBuTE b AepPKATENS PETUCTPANHOHHOIO YAOCTOBEPEHHS

[Iperen3uu notpeduTeneil HaNPaBIATH 110 aPECY:
Poccuiickas @enepanust

AO «ABBA PYC»
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121614 r. Mockaa, yn. Kpsutarckue Xonmel, 1. 30, Kopi.

Ten.: +7 (495) 956-75-54
OnekrponHas noyta: drug.safety@avva-rus.ru

8. HOMEP PETUCTPAIIMOHHOTI'O YAOCTOBEPEHU A

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEHHBII MpenapaT OTHOCUTCS K KaTEerOpUHU OTITYCKA MO PELenTy.

OOm1ast XxapakTepUCTHUKA JIEKAPCTBEHHOTO Ipernapara AHTUTPOMUKC JIOCTYIIHA B €IMHOM DPEecTpe
3apEerUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEJICTB EBpa3suilckoro 3KOHOMHUYECKOIO COK3a M Ha
ounmansHOM caure YIIOJIHOMOYEHHOT'O opraHa (3xcrepTHOM OpraHu3aIim)
https://Ik.regmed.ru/Register/EAEU_SmPC.

46


mailto:drug.safety@avva-rus.ru

