COOTBETCTEYET 3KCMEPTHOMY OTUYETY
ot 05.09.2024 Nz 18774
OBULIASI XAPAKTEPUCTHKA JEKAPCTBEHHOROMRETAPAEA L HOC TS 0002)

1. HAMMEHOBAHMUE JIEKAPCTBEHHOTI' O ITIPEITAPATA
ApoBabaH, 15 mr, Ta0IEeTKH, MOKPBITHIC MJICHOYHOU 000JI0YKOIMA

ApoBabaHn, 20 mMr, TaOJIETKH, TOKPBITHIE TUICHOYHOW 000JI0YKO#

2. KAYECTBEHHBIA U KOJJUYECTBEHHBINU COCTAB
JeiicTByrol1iee BEIIECTBO: pUBApOKCaOaH.

ApoBabas, 15 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxnas tabnerka, HOKphITas IJIEHOYHONW 000JI0YKOM, coaepKUT 15 Mr puBapokcabaHa.

Aposabas, 20 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHOU 000JIOYKOU

Kaxxnas Tabierka, moKpbhITast INIEGHOYHOH 0007109KOH, coaepkut 20 Mr puBapokcabaHa.
BcrnomorarenbHbie BEIIECTBa, HAJTHMYME KOTOPBIX HAJIO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasuen 4.4).

[TonHbIN IepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIECH B pasnene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MIICHOYHOU 000TI0YKOM.

ApoBabaH, 15 mr, Ta0JIEeTKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

TabneTku Kpyrioi (OpMBI, TBOSKOBBIMYKIbIC, MMOKPHITEIE 000JIOYKOW OT OCJIOr0 WM MOYTH
0eJioro 1BeTa 10 0EI0r0 ¢ JKEITOBATHIM OTTEHKOM I[BETA.

ADOBa6aH, 20 wmr, Ta6HeTKI/I, MOKPBITHIE IJICHOYHOMN 000JI0YKOM

TabneTku prFHOﬁ (bOpMLI, ABOSAKOBBIITYKIIBIC, IMOKPBITHIC 000JI0YKOl OT OCJIOro WM IOYTH

0eJioro 1BeTa 10 0EI0r0 ¢ JKEITOBATHIM OTTEHKOM I[BETA.

4.  KIMHHNYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHUIO

[Tpenapat ApoBabaH 1okas3aH K IPUMEHEHUIO KaK y J€TeH U MoApOCTKOB B Bo3pacTe 10 18 ser ¢
Mmaccoit Tesa ot 30 Kr, Tak U 'y B3pOCIBIX.

Bspocibie

[TpodpuiakTuka HMHCYJIbTa W CHUCTEMHOM TpoMOO3MOOIMM Yy NalMEeHTOB ¢ (UOpMLIAIMen
npecepanii HeKJIaaHHOTO MPOUCX 0K ICHHSL.

Jleuenue tpombo3a rimyOokux BeH (TI'B) m TtpomOGosmOonuu nerounoit aprepuu (TDJIA) u
npodmiaktuka peuuansos TI'B u TOJIA.

Jletn 1 moapocTKH 10 18 ner ¢ maccoii tena ot 30 kT
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Jleuenune BeHO3HOM TpoMOodMOOMK (BTI) n tipodunagyaka pemummeas- BILH mogie memeHee

5 IHE# HayalbHOM MapeHTEepPaTbHOW AHTUKOATYJITHTHOM TE€paIiuH.
4.2. Pexum 103MPOBAHMS U CIIOCOO MPUMEHEHUSI

PexxuM 103upoBaHus

Ipogpunaxmuxa uncyrbma u cucmemHou mpomo0ImMo0aUL Y 83POCTbIX

PekomennoBannas po3a cocrtaBiusier 20 Mr oAuH pa3 B J€Hb, 4YTO TakKXe SIBJISETCS
PEKOMEHI0BAHHON MaKCUMAJIbHOW CYTOYHOM JO30M.

Tepanus npenaparom ApoBabaH JOJDKHA pacCMAaTPUBATHCS KaK JOJITOBPEMEHHOE JICUEHUE IMPH
YCIIOBUH, YTO MOJb3a OT MPO(PUIAKTUKH MHCYJIbTA U CUCTEMHOW TPOMOOAMOOIUU MPEBBIIIAET
pHUCK KpoBOoTeueHUs (cM. pazaen 4.4).

ﬂeﬁcmeuﬂ npu nponycke npuema npenapama

Ecnu npuem ouepemHo#l 03I MPOMYIIEH, MAMEHT JODKEH HEMEUIEHHO MPHHATH TalbJeTKy
npenapata ApoBabaH U Ha CIEIYIONIMI JIeHb MPOJOHKATh MPUEM Mpernapara OJUH pa3 B JCHb
KaK pEKOMEHJI0BaHO. B 3TOT e JeHb He cieayeT NPUHUMATh JBOMHYIO 103y JUIsl KOMIIEHCAlUU
IIPOITYLLIEHHOM J103bI.

Jlewenue TI'B u TOJIA u npoghunakmura peyuousos TI'B u TOJIA y e3pocivix

PexoMeHnoBaHHas HavalibHas 103a rpu JiedeHu octpbix TI'B unu TOJIA coctaBnser 15 Mr nsa
pa3a B JIcHb B TEUEHUE MEPBBIX 3 HEJENb C NOCIEAYIOIINM NepexoaoM Ha 103y 20 Mr oAuH pa3 B
CYTKH JJIsl ajibHeero geueHus u npoduiaktuku peruausos TI'B u TOJIA.

KopoTkass mnpomgomKuTenbHOCTh Kypca JedeHuss (MUHMMYM 3 Mecsla) JOJDKHA OBITh
paccmotpena Juis nanueHToB ¢ TI'B niu TOJIA, cipoBoliMpoBaHHBIX CEPHE3HBIMU 0OPAaTUMBIMU
(akropamu pucka (T.e. HElaBHEE CEPhE3HOE XUPYPrHUECKOE BMEIIATEIbCTBO HJIM TPABMA).
bonee mnutenpHBIN MEepUOJ JeUEHUS TOIKEH OBITH paccMOTpeH Juis manueHtoB ¢ TI'B wnum
TOJIA, He CBS3aHHBIMH C  CEpPhE3HBIMM  OOpaTMMbIMH  (aKTOpamMu  pHCKa, C
HecnpoBonpoBaHHbiMU TI'B nnu TOJIA, unu ¢ TI'B nmn TOJIA B anamuese.

Korna nokaszana npojsienHas npoguiaktuka peunauoB TI'B nian TOJIA (mocne 3aBeprieHus
Kak MUHUMYM 6 MmecsieB jeuenus TI'B unu TOJIA) pekomennoBanHas jgo3a cocrasnser 10 mr
OJIMH pa3 B JeHb. [lanrentam ¢ BbICOKUM puckoM penuausupytomero TI'B unun TOJIA, Takum
KaK MalUeHThl C TSKEIBIMU COMYTCTBYIOUIMMH 3a00JIEBAHUSAMHM WJIH Y KOTOPBIX pa3BHIICA
peunauBupyomuii TI'B unn TOJIA npu npoasieHHo# npoduinakTuke npenapatoM ApoBalaH B
no3upoBke 10 Mr oMH pa3 B JIeHb, HEOOXOAUMO paCCMOTPETh Ha3HaYeHHE Ipemnapata ApoBabaH
B J103UpOBKe 20 MT OJIMH pa3 B JICHb.

[TponomKUTENBEHOCTD JI€UEeHUSI U BHIOOP 03Bl JOJKHBI OMPENENAThCS WHAUBUIYAJIBHO IOCIIE

TIIATEIBLHOMN OLIEHKU I10JIb3bI JICUCHHS MMPOTHUB pUCKA BOBHUKHOBCHHUA KPOBOTCUCHUS (CM. pasaci

4.4).



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 05.09.2024 N2 18774
Tab6mmna 1 (MOCNEQOBATENEHOCTE 0002)
Ilepnon Bpemenn Cxema npuema CymmapHas
CyTO4YHAas 1032

Jledyenue u Jenp 1-21 15 Mr n1Ba pasa B JIeHb 30 mr
npodurakTuKa C 22 nus 20 Mr oiuH pa3 B JICHb 20 mr
petmauBoB TI'B u TOJIA
[podunaktuka ITocne xak MUHUMYM 6 10 mMr onuH pa3 B IeHb 10 mr
penuausoB TI'B u TOJIA Mecsues neuenus TI'B WU W

wm TOJIA 20 Mr OJTMH pa3 B JIcHb 20 Mr

Jleticmeusi npu nponycke npuema npenapama

Ecnu nipyiem 10361 MPOITyIIEH HPH pexuMe 03upoBaHus 15 mr nBa pasa B nesb (nenp 1-21),

HAlMEHT J0JDKEH HEMEIJICHHO NPUHATH Ipenapar ApoBabaH Ul JOCTHXKEHUS! CyTOYHOHM J103bl

30 mr npenapata ApoBaban. B manHom cimyuae aBe TaOneTku 15 Mr mMoryT ObITh NMPHHATHI B

onuH mpueMm. Ha crienyromuii fneHbp NAMEHT JMOJDKEH NPOAODKATH PETYJISAPHBIA IpUEM

npenapara 15 Mr 7Ba pa3a B JIeHb KaK peKOMEH/JOBAHO.

Ecnu mpueM 11036l IpoMNyIieH MpHU pexUMe JT03UPOBaHMs OJUH pa3 B JEHb, MALUEHT J0JIKEH

HEMEJJICHHO MPUHATH TaOJeTKy mpenapara ApoBadaH U Ha CIEAYIONIMH ACHb IPOJ0JDKATH

IIpUEM IpernapaTta OJuH pa3 B I€Hb KaK PEKOMEHJI0BaHO. B 3TOT e JieHb He clieyeT IPUHUMATh

JIBOWMHYIO 103y AJIs1 KOMIICHCALMH MPOITYILIEHHOHN T03Bl.

Ilepexoo ¢ anmazconucmos sumamuna K (ABK) na npenapam Aposaban

— llpodunakTuka MHCYIbTa W CHCTEMHOH TPOMOOAMOOJMU: CIelyeT HpPeKpaTUTh JICYCHUE
ABK u Hayarp JsieyeHue mnpenaparoM ApoBaOaH IpU 3HAYEHUM MEXKIYHApOIHOTO
HOopManu3oBaHHoro otHomenus (MHO) < 3,0.

— Jlewenne TI'B u TOJIA u nmpoduiakTuka perUIUBOB Y B3pPOCIBIX: CIEAYeT NMPEKPaTUTh
neuenue ABK u Hauath nedenue npenaparom AposabaH npu 3Haduennn MHO <2.5.

ITpu nepexone namnuenta ¢ ABK Ha mpenapat Aposaban 3HaueHuss MHO Oyner omm6Go4HO

3aBBIIIEHHBIMHU IOCIE Mpuema mpenapara Apoaban. MHO He moaxomuT i onpeencHHs

AQHTHUKOATYJISHTHON aKTUBHOCTH Ipenapata ApoBabaH U [MO3TOMY HE JI0JIKHO UCIOJIb30BaThCS €

ATOM 1eINbIo (cM. pazaen 4.5).

Ilepexoo c npenapama Aposaban na ABK

Cy1ecTByeT BEpOSTHOCTb BO3HHMKHOBEHHS HEIOCTaTOYHOI'O aHTMKOAryJISHTHOro 3¢ ¢dekra mpu

nepexone ¢ mnpemnapara ApoBaban Ha ABK. HeoOxoaumo obecnedunTs HeENpephIBHBIM U

JIOCTaTOYHBI  aHTUKOATYJISIHTHBIN

abdexT Bo BpemMs Tmepexoda Ha aJbTEPHATHUBHBIN

aHTukoaryinsHt. CrenyeTr OTMETHTh, YTO TpemapaT ApoBaOaH MOXET CIOCOOCTBOBAThH
noseimenno MHO.

[TarmenTtam, mnepexonsmuMm ¢ mpenapara ApoBaban Ha ABK, crmegyer omaHOBpeMEHHO
npunuMath ABK, moka MHO ne pocturner 3nauenus > 2,0. B TeueHue mepBbIX ABYX THEH

MEPEXOJHOr0 TMepuoja JO0JDKHA TPUMEHSThCA CTaHJgapTHas HadaibHas no3a ABK ¢
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nocnenyromei no3oii ABK, ompenensemoii B| 3aBucuMOCTHI |01 BeAH TEHEL ML, BoBpems

OJIHOBPEMEHHOTO mNpuMeHeHHs Tmpenapara ApoBaban u ABK 3nauenne MHO pomxHO
ONpeNeNsAThCA HE paHee 4yeM uyepe3 24 yaca Mocjie Npeablayliero npuema, HO 0 IpueMa
crenyromel mo3el mpemapata ApoaOan. Ilocie mnpekpaimieHuss TPUMEHEHHS Ipenapara
ApoBaban 3naueHue MHO MoskeT ObITh JOCTOBEPHO OIpEesieHO uepe3 24 Jaca Iocie npuemMa
nocJieTHen 10361 (cM. pasaensl 4.5 u 5.2).

Ilepexoo ¢ napenmepanbHbIX AHMUKOA2YIAHMOS HA npenapam AposabaH

YV B3poCIbIX, MOTYYAIOIIUX MMapEeHTEpAIbHbIC aHTUKOATYJISIHTBI, CIEAYET NMPEKPATUTh BBEJCHUE
MapeHTEepaIbHOTO AaHTUKOAryJsHTa M HayaTh [pUMEHEeHHe Impemapara ApoBabaH 3a
0-2 yaca 10 BpeMeHHU CIEAYIOLIEro IUIAHOBOTO BBEIEHHUS NApEeHTEpalbHOrO Ipenapara
(HanmpuMmep, HU3KOMOJIEKYJISIPDHOTO TelapuHa) WIM B MOMEHT MPEKpallleHUs HENpPEephIBHOTO
BBEICHHUS  MApEHTEpPAIbHOrO  TMpemnapata  (HampuMep,  BHYTPUBEHHOTO  BBEACHUS
He(PAKIIMOHUPOBAHHOTO TEIIapHHA).

Ilepexoo ¢ npenapama Aposaban Ha napeHmepanrbHvle AHMUKOA2YIAHNbL

Crnexyer OTMEHUTH TipermapaT ApoBabaH ¥ BBECTH TIIEPBYIO 103y IMapEHTEPATHHOTO
AHTUKOAryJITHTa B TOT MOMEHT, KOTJa HY)KHO OBLIO MPHHSITH CICIYIONIYIO JI03y Ipernapara
ApoBabaH.

Oco0bIe T'pYIHIIBI NAIIMCHTOB

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

Hmeromuecst orpaHUYeHHbIE KITMHHYECKUE JaHHBIE JEMOHCTPUPYIOT 3HAYUTEIIBHOE TTOBBIIIICHHUE

KOHIICHTPAllMH pUBapOKcadaHa B TUIa3Me KPOBHU y TAIIMEHTOB C TSHKEJIOW CTENICHBIO HapyIICHHS

¢GyHnkuun nodek (kmupeHc kpearuanHa (KnKp) 15-29 mn/mun). Beneactue 3Toro ajist AaHHOM

KaTeropuu TNAalMeHTOB IMpernapar ApoBabaH cielyeT HpPUMEHSITb C OCTOPOXKHOCTBIO.

[IpumeHeHre He peKOMeHAyeTcsl y MalueHToB ¢ KiaupeHcoMm kpeatnHuHa (KnKp) <15 mu/mun

(cm. paznenst 4.4 u 5.2).

VY nanuenToB co cpenneit (knupenc kpearnnuHa (KinKp) 30-49 mu/MuH) wnn Tspkenoi (KIMpeHc

kpeatunuHa (KnKp) 15-29 mu/muH) creneHpto HapylieHuss (YHKIMH HOYEK HEO0O0XOAUMO

CJIeZIOBAaTh PEKOMEHIAIHAM HIDKE!

— Ilpm npoduiaktuke WHCyNIbTa M CHUCTEMHOW TpOMOOSMOOIMM y MAlMEHTOB C
¢ubpmsiuueit mpeacepAnii HEKJIAMaHHOTO MPOMCXOXKACHUS PEKOMEHJIO0BaHHAs [03a
cocTaBiisieT 15 Mr ouH pas B AeHb (cM. pazaen 5.2).

— Ipu newenun TI'B u TOJIA u npodunaxtuke peunauoB TI'B u TOJIA: mauuentam
HEOOXOIMMO TMPHHUMATh 15 Mr aBa pa3a B JCHb Ha TPOTSHKECHWH TMEPBBIX TPEX HEIEIb.
BrnocnenctBum, koria pekoMeHryeMas j103a npenapata ApoabaH coctaBuT 20 Mr oJJH pa3

B JICHBb, CJICAYCT NPCAYCMOTPCTL CHUIKCHUEC NO3bI C 20 mr A0 15 mr OIWH pa3 B JICHb, €CJINU
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PUCK BOSHMKHOBEHHMSI KPOBOTCUCHHUS Y TafiieHTa BRIME NECKa pemmmses | TTB miidJ/IA.

Pexomenmanuss Mo TpUMEHEHWIO J03bI 15 Mr ocHoBaHa Ha (HapMaKOKHHETHYECKOM
MOJICJIMPOBAHUU U HE M3yyalach B KIMHUYECKUX HccaeaoBaHusX (cMm. pasaenst 4.4, 5.1 u
5.2).
Korpaa pexomenaoBanHas 103a coctapisieT 10 Mr B JIeHb, KOPPEKLMH J03bI 10 CPABHEHHIO C
PEKOMEHI0BaHHOM He TpedyeTcs.
VY NaluueHTOB ¢ JIETKOW CTeNeHbIo HapylieHus GyHkimu novek (kmupenc kpearunuHa (KinKp)
50-80 mu/MUH) KOpPEKIHs 0361 He TpeOyeTcst (cM. pasaen 5.2).
Tayuenmsi ¢ Hapywenuem ynKyuu neveHu
[Ipemapar  ApoBaGaH  MNPOTHUBOINOKAa3aH  MaluMeHTaM ¢  3a00JIeBaHUAMH  TICUEHH,
COIPOBOKAAOIIMMHUCS KOAryJIONaTued U pUCKOM KIMHUYECKH 3HAYMMOI0 KPOBOTEUEHUS, B TOM
yHclie MalueHTaM ¢ uppo3oM mnedeHu kiaccoB B u C nmo knaccuduxanuu Yaitng-Ileo (cm.
pasnens 4.3 u 5.2).
Tlayuenmul nodcunoco eospacma
Koppexkuust 10361 He TpeOyeTcs (cM. pazaen 5.2).
Macca mena
Koppekuus 10361 y B3pocibix He TpeOyercs (cM. pa3zaen 5.2)
Lion
Koppekuust 10361 He TpeOyeTcs (cM. pazaen 5.2).
Tlayuenmsi, noogepaarowuecs kapouosepcuu
Jleuenue npenapatom ApoBabaH MOKET OBITh HAYaTO WJIM MPOJIOJIKEHO Y MallMEeHTOB, KOTOPBIM
MOYKET MOTPeOoBaThCs KapIMOBEPCHSL.
[Ipu xapauoBepcuu MOJA KOHTPOJIEM upecHnuileBogHoW sxokapauorpadpuu (UII9x0-KI') y
NAIMEHTOB, KOTOpbIE paHee HE MOJydyald AaHTUKOAryJIsSHTHOW Tepamuu, Ui obecreueHus
aJIeKBaTHOW AaHTUKOAryJsIUM JIeYeHHe mpenaparoM ApoBabaH [JODKHO HAyMHATHCA IO
MeHbIIel Mepe 3a 4 yaca A0 kapauoBepcuu (cM. pasgens! 5.1. u 5.2.). [Ing Bcex manueHTOB
nepesa KapIuoBepcHel JTOMKHO OBbITh MOJIyY€HO MOATBEP)KICHHE O TOM, YTO MAllMEHT MPUHSII
npenapar ApoBadaH B COOTBETCTBUU C HazHaueHHWEM Bpaya. [Ipu mpuHsITHH penieHui o Havase
U MIPOJIOJKUTENIHOCTH JIEUEHHUS CIIEyeT MPUHUMAaTh BO BHUMAHUE JIEHCTBYIOIINE PYKOBOJICTBA
U PEKOMEHJAUUU 110 AHTUKOAryJISHTHOM TEpaluyd Yy NAIUEHTOB, IOABEPraroIlINXCs
KapAMOBEPCHH.
Iayuenmor ¢ Quobpuriayueti npedcepouti HEKIANAHHO20 NPOUCXONHCOEHUsl, NepeHeculiue
upeckodcHoe koponapHoe emewamenvcmeo (YKB) co cmenmuposanuem
Hmeercst orpaHUYeHHBIN ONBIT IPUMEHEHUs pUBapOKcabaHa B yMEHbIIEHHOM 03¢ 15 mr 1 pa3 B

nerb (mmm 10 mMr 1 pa3 B JeHb U NMAIMEHTOB CO CPEIHEH CTeNeHbI0 HapylleHUs (QyHKIUH
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nouek (KnKp 30-49 mi/mun)) B KOMOMHAIUH| C HHFH@@quEmEmm,ﬂz:ﬁﬁlﬁ:,m TEIeHUE

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

MakcuMyMm 12 MecsameB y TanueHTOB ¢ (GuOpwumsimuert mpeacepauii  HEKIJIAIaHHOTO

IPOMCXOXKACHUS, KOTOPBIM HEOOXOAUM IPUEM NEepOPATLHBIX aHTUKOATyJISHTOB U MEPEHECIINX

UYKB co crentupoBanueM (cM. pazzaeinst 4.4 u 5.1).

eTH

Jleuenue BTO u npoghunaxmuxa peyuoueos BTO y demeti u noopocmxos

Jleyenue mpenaparom ApoBabaH y JETel W MOJPOCTKOB B BO3pacte 10 18 jer JMOmKHO OBITh

HA4aTo I0Cje HE MEHee 5 JHEeH HavyajJbHOW NMapeHTEepaJbHOM aHTHKOATYJSHTHOW Tepamnuu (CM.

pasmen 5.1).

Jlo3a 111 ieTeit ¥ oAPOCTKOB PACCUMTHIBACTCS B 3aBUCMMOCTH OT MAacChl TeJa:

— wMmacca tena ot 30 kr g0 50 Kr: pekoMeHJ0BaHHas 1o3a 15 Mr puBapokcabaHa OJWH pa3 B
JIEHb, YTO SIBJISIETCA MAKCUMAJIbHOW CYTOYHOM J103011;

— Macca tena 50 xr unu Oosiee: pekoMeHAoBaHHas Ao03a 20 Mr puBapokcabaHa OJIUH pa3 B
JI€Hb, YTO SBJIIETCSI MAaKCUMAJIbHON CyTOYHOM 10301;

— JUIsl NAaUMEeHTOB ¢ Maccod Tena mMeHee 30 Kr HEOOXOAMMO NPUMEHATh pUBApOKCabaH B
(dopMe rpaHy s IPUTOTOBJIEHUSI CYCIIEH3UU [ IpUeMa BHYTPb.

Ha perymnsapHoii ocHOBe HEOOXOIMMO MOHUTOPUPOBATH BeC pebEHKa U IepecMaTpuBaTh J03Y.

D10 HEoOX0AUMO, YTOOBl 00eCHeunuTh MOJEpKAaHUE TepamneBTHUecKoil 103bl. KoppekTtupoBka

JI03BI JIOJKHA BBITIOMHATHCS TOJIBKO Ha OCHOBAaHWU U3MEHEHHS MacChl Tela.

Tepanus y aereil 1 NOJPOCTKOB JOJDKHA MPOJIOJIKATHCS 1O KpallHEl Mepe B TeUeHHUE 3 MecsLEB.

JlnurenbHOCTh JIeUYeHUS MOXKET ObITh yBeNu4eHa 10 12 MecsleB B cllydae KIMHUYECKOU

HeoOxonuMocTH. JlaHHbIe B TOJJIEPKKY CHUIKEHHUS J03bl y JeTed mocie 6 MecsleB Teparnuu

OoTCyTCTBYIOT. COOTHOIIEHHE NOJB3a-PUCK INPU IIUTEIBHOCTH TEPANMU CBBILE 3 MECSLEB

JIOJIKHO OIIEHMBAThCSl MHJIMBUIYaJbHO, IPUHUMAas BO BHHMaHHE PHUCK peLuIuBa TpomOO3a U

NOTEHLUAIbHBIA PUCK KPOBOTEUEHHUSI.

ﬂeﬁcmeu}l npu nponyckKe npuema npenapama

Ecnu nmpueM 10361 pomnyIieH, He0OX0AUMO MPUHATH MPOMYIIEHHYIO 03y KaK MOKHO ObIcTpee
1ocjie TOTro, KaK 3TO 3aMETHJIM, HO TOJBbKO B 3TOT k€ JeHb. EClii 3TO HEBO3MOXKHO, MAlUEHT
JIOJDKEH TIPOMYCTUTH ATy J03Y W NMPOJODKUTH MPUEM CO CIIEAYIOMIEH 03Bl B COOTBETCTBUU C
Ha3HaYeHWeM Bpadva. [lanMeHT He JOMKeH MNPUHUMATh ABOWHYIO J03y MAJIs KOMIIEHCAIIUU
IIPOITYLIIEHHOM J103bI.

besonacHocth U 3¢ dexTuBHOCTL puBapokcabana y nereid B Bospacte oT 0 mo 18 mer mo
MOKa3aHUI0 TNpo(HUIaKTHKAa WHCYJAbTa M CHUCTEMHOM TpoMOOAIMOOIMH Yy TMAIMEeHTOB C
bubpuianuel Tpeacepauil HEKJIAMaHHOTO TMPOUCXOXKACHUS HE YCTaHOBIEHBL. JlaHHBIE

OTCYTCTBYIOT. B cBsi3u ¢ 3TuM mpenapar ApoBabaH He PEKOMEHJIyeTcCsl MPUMEHSTh y JeTeil B
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BO3pacTe 10 18 jeT 1mo MmokasaHusM MHbIM, 4YeM JeueHne BT mpobmiagTiKa pennaHBoB

BTO.

[Ipenapat ApoBaban, 15 wmr, TaOleTKH, MOKpBITHIE IJICHOYHOW OOOJIOYKOH, HE Cciexyer
Ha3zHayaTh (IIPUMEHATH) y AeTei B Bo3pacTte oT 0 1o < 18 sier ¢ maccoil Tena menee 30 Kr Juis
JAHHOW JIEKapCTBEHHOUM (hOPMBI B CBSI3U C HEBO3MOXKHOCTBHIO OOECIIEUUTh PEKUM J103UPOBAHUS.
Jns yaoBneTBopeHUs: MOTPeOHOCTEH yKa3aHHOM TPYIIbI MAallMEHTOB HEOOXOAMMO MPUMEHSTH
puBapokcabaH B (hopMe rpaHyJ1 JAJisi IPUTOTOBJICHUS CYCIICH3UH IS IpUeMa BHYTPh JJIsl IETEH.
[Ipenapat ApoBaban, 20 Mmr, TaOJIeTKH, IMOKPBITHIE IUICHOYHOW OOOJOYKOM, HE ciexyer
Ha3HayvaTh (MPUMEHATH) y nererd B Bo3pacte oT 0 mo < 18 smer ¢ mMaccoit Tenma menee S0 Kr st
JTAHHOM JIeKapCTBEHHOI (POPMBI B CBS3H C HEBO3MOXKHOCTHIO 00ECIICUUTh PEKUM JO3UPOBAHUS.
Ilepexoo ¢ ABK na npenapam Aposaban

[Tpu nevennu BTD u npoduakTike penuInBOB y AeTel ciemayeT npekpatuth euenue ABK u
HauaTh JIeueHue mpenaparoM ApoBadban npu 3HaueHun MHO < 2.5.

ITpu nepexone nmamuentos ¢ ABK Ha mpenapar Aposaban 3nauenuss MHO OynyTt ommbo4yHO
3aBBIIICHHBIMUA TIOCNIE TIpuema mnpernapata Apoaban. MHO He moaxomuT ais ompeneiacHus
AQHTHKOATYJITHTHOW aKTUBHOCTH Tpernapara ApoBabaH U MOTOMY HE JIOJDKHO HCIOJIB30BATHCS C
3TOM 1enbio (cM. paszaen 4.5).

Ilepexoo ¢ npenapama Aposaban na ABK

Jetsim, xoTopble mepeBoisTcs ¢ mpemnapata ApoBaban Ha ABK, HeoOxonuMo mHpoaosKaTh
npueM npenapara ApoBabaH B TeueHue 48 yacos nocie npuema nepoit 10361 ABK. ITocne aByx
THEW COBMECTHOTO TpuMeHeHusi cueayer wusMmeputh MHO 10 mnpuema cremyromiei
3aMJIaHUPOBaHHOMN J103bI Mpenapara ApoabaH. CoBMeCTHOE MPUMEHEHUe mpernapara ApoBabaH
n ABK pexomennyercs mnpogomxars noka MHO He nocturmer Bemuuunel > 2,0. Ilocne
IpeKpalieHusl MpuMeHeHus npenapata AposabaH 3HaueHne MHO MoxxeT ObITb JOCTOBEPHO
ompeneneHo yepe3 24 yaca mociie mpruemMa nociie e 1036l (CM. BhITIe U paszaen 4.5).

Ilepexoo ¢ napenmepanbHbIX AHMUKOAZYISAHMOS Ha npenapam AposabaH

VY nereli, mony4aromMX [AapEeHTEpalIbHbIE AHTUKOAUYJSHTBI, CIEAYET IPEKPaTUTh BBEACHUE
MapeHTepaIbHOTO AaHTUKOATYJISIHTa U HayaTh IPUMEHEHHe npenapaTa ApoBaban 3a 0-2 gaca 10
BPEMEHM CIIEYIOIIET0 IIJJAaHOBOTO BBEACHMS MApEeHTEpaIbHOTO Ipernaparta (Hampumep,
HU3KOMOJIEKYJISIDHOTO T€lapuHa) WJIM B MOMEHT IIPEKpAIICHHs] HENPEPHIBHOTO BBEICHMS
napeHTepalbHOro Tpenapara (HampuMep, BHYTPUBEHHOT'O BBEICHHMS He(PpPaKIMOHHPOBAHHOTO
renapuvHa).

Ilepexoo ¢ npenapama Aposaban Ha napenmepanbHble AHMUKOAZYISIHMbL
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Cnenyer oTmeHuTh npenapat ApoBabaH | BBEQTH ) (IIPBYHE A JI03Y L HIAPECHLEPA{IBHOTO

AQHTUKOAryJIiHTa B TOT MOMEHT, KOTJa HY>KHO OBbUIO MPHUHSITH CIEIYIOIIYIO0 03y Ipemnapara

ApoBabaH.

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

— ety W TNOAPOCTKH C JIETKOM CTENEHbI0 HapylIeHUs (QYHKIMH TO4YeK (CKOpPOCTh
KIy60oukoBoi ¢umbTpanmu 50-80 mu/mun/1,73 M?): Koppekuus m03bI He TpeOyercs Ha
OCHOBaHWHW JAHHBIX BO B3POCIOW MOMYJSAIUU M OTPAaHUYCHHOTO KOJIMYECTBA JIaHHBIX B
JIETCKOW MOMyJIAuu (CM. pazaen 5.2).

— JletTy W TOAPOCTKM CO CpeIHEH M TSDKEJIOW CTENeHbI0 HapylleHHs (QYHKIUH I0YeK
(ckopocTh KIy6oukoBoi duipTparmu < 50 mi/mmu/1,73 M?): mpemapar ApoBabaH He
PEKOMEHAYETCS B CBSI3U C OTCYTCTBUEM KJIMHUYECKUX JaHHBIX (CM. pasnein 4.4).

THayuenmoi ¢ HapywieHuem YHKYuU neveHu

Jns neteit ¢ HapyieHneM (QyHKIWU NIEYeHU KIMHUYECKHUE JaHHbIE OTCYTCTBYIOT.

Macca mena

Ho3a y nereii onpenensiercss B 3aBUCUMOCTH OT MAaccChl TeJa.

Cnoco0 nnpuMeHeHus

B3pocnvie
BHyTpb, BO BpeMs mprema mumiu (CM. pasaen 5.2).

Hsmenvuenue mabaemox

Eciu mamueHT HE CrocoO0eH MpPOTJIOTHTH TAOJIETKY IEIMKOM, TabjeTka mperapara ApoBabaH
MOJKET OBITh M3MEJIbUCHA W CMEIIaHa C BOJOW WM SOJIOYHBIM IIOPE HEMOCPEICTBEHHO TEpeT
MPUMEHEHUEM U TiepopaibHbIM mpueMoM. Ilocne mpuema M3MenbuUeHHON TabIeTKH mpemnapara
Aposaban 15 mr win 20 Mr He0OX0AMMO HE3aMEATUTENHHO OCYIIECTBUTH TPUEM THUIITH.
N3menbueHHast TabeTka TakKe MOXKET OBITh BBEJACHA Yepe3 JKETYIOUHBIA 30HI (CM. pa3ieibl
5.2 1 6.6).

Jlemu ¢ maccoii mena ne menee 30 ke

BHyTpb, BO BpeMs mprema MUy (CM. pasaen 5.2).

[TarueHTy HY)KHO PEKOMEHJIOBAThH MPOTJIATHIBATH TAOJETKY C KHUJAKOCThIO. TableTku ciemyer
NPUHUMAThH C HHTEPBAJIOM IIpUMeEpHO 24 yaca.

Ecnu manmeHT cpeIrMBaeT MPUHATYIO J03Y HEMEIJIEHHO WIM y HEro HAaYMHAeTCs pBOTa B
tedenne 30 MUHYT MOCiE TMpHeMa J03bl, HEOOXOAMM IMpHEeM HOBOM a03bl. OIHAKO eciu
maryeHTa BeIpBaJIO mo3gHee 30 MUHYT IMOCIIe TpHeMa J03bl, MMOBTOPHOTO IMpHeMa JI03bl He
TpeOyeTcs, U CIIeAyIoNIas 103a JOJDKHA OBITh TOTy4eHa 110 PaCIIHCaHUIO.

Henp3s nenuth TabNETKy € 1EIbI0 MOTYUYSHHUS YaCTH 036l OT TaOJIETKH.

Usmenvuenue mabremox
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Ecin  mamueHT He CHnOcOOEH TpPOrJIOTHTH | TAOJETKY () OETHRONS

CAGHYEI) (MCHQII{30BATh

puBapokcabaH B popMe rpaHyJbl A IPUTOTOBICHUS CYCIIEH3UU AJIs IpUeMa BHYTPb.

Ecnu cycnensust ans mpueMa BHYTpPh HE JOCTYIHA cpa3y, KOrJa Ha3HaueH pHBapoOKcabaH B

no3upoBke 15 mr miam 20 Mr, 3TH JO3UPOBKH MOTYT OBITH IOJYYEHBI IIyTEM H3MENbUCHUS

Tabnetku 15 mr uau 20 Mr ¥ CMEIIMBaHUS €€ C BOJOW WK SOJIOYHBIM IIOPE HEMOCPEICTBEHHO

nepe MpUMEHEHUEM U NEPOPATIbHBIM IPUEMOM.

W3menbueHHas TabIeTKa MOXKET ObITh BBE/ICHA Yepe3 HA30TACTPAIbHBIN MU KETyJOYHBIN 30H]

(cm. pazzen 5.2).

4.3. TIporuBomoka3zaHus

— T'unepuyBCTBUTENBHOCTH K pUBAapOKcabaHy WM K JIFOOOMY M3 BCIIOMOTAaTENIbHBIX BEIIECTB,
MEepEUYUCIICHHBIX B pasaene 6.1.

—  AKTHUBHOE KJIMHMYECKU 3HAYMMOE KPOBOTEUCHHE.

— IloBpexzaeHue WM TATOJIOTHYECKOE COCTOSHHUE, CBSI3aHHOE C TOBBIIIEHHBIM PHUCKOM
00JIBIIOr0 KPOBOTEUECHHSI, HAPUMEP, UMEIONIAsICSl WIIM HEJJaBHO MEPEHECEHHAs JKeTyJ0YHO-
KUILIEYHAs $3Ba, HAIWYHE 3JI0KAYECTBEHHOTO HOBOOOPA30BaHMS C BBICOKUM PHUCKOM
KpOBOTEUYEHMsI, HEIAaBHO IOJIy4€HHAs TpaBMa TOJIOBHOTO WJIM CIMHHOIO MO3ra, HEJAAaBHO
IIEpEHECEHHasl olepalys Ha TOJIOBHOM, CIMHHOM MO3r€ WJIM Ha IJa3aX, HEJAaBHO
MIEPEHECEHHOE BHYTpUYEPEITHOE KPOBOM3IIUSIHUE, JUarHOCTHPOBAHHOE WIn
IpeanoiiaraeMoe  BapUKO3HOE  pacIIMpeHHe BEH  MUIIeBOJA, apTepUOBEHO3HBIC
Malib(hOpMaIiK, aHEBPU3MBI COCYJIOB HIIM CEphE3HBIC MATOJOTHU COCYAOB T'OJOBHOTO HIIH
CIIMHHOT'O MO3ra.

— ConyrctByromasi Tepanusi KaKUMH-TUOO JPYTMMH  AHTUKOAryJsiHTaMHd, HamlpuMep,
He(paKIMOHUPOBAHHBIM TelapuHoOM, HU3KOMOJIEKYJISIPHBIMA rermapuHaMu
(PHOKCamapuHOM, JANTENapHHOM M Jp.), POU3BOJHBIME remapuHa ((poHgamapuHyKCcOM U
Ip.), TepOopalibHBIMH aHTUKOAryJisHTaMu (BapdapuHOM, JaburarpaHa 3TEKCHIIATOM,
anmukcabaHoM | Jp.), 32 MCKJIIOYEHHUEM CITydaeB Mepexoja ¢ WM Ha puBapokcabaH (cM.
pazzmen 4.2) unu cinydaeB, Korja HedpaKIMOHUPOBAHHBIM TeMapuH MPUMEHSIOT B J03aX,
HEOOXOMUMBIX il obecnedeHUs] (DYHKIIMOHUPOBAHMUSA IIEHTPAJIBHOIO BEHO3HOIO WM
apTepuanbHOTo Karerepa (cM. paszaen 4.5).

— 3alosieBaHus MEYEHH, MPOTEKAIOUINE C KOAryJonaTHel U pUCKOM KIMHHYECKH 3HAYMMOIO
KPOBOTEUECHHMSI, BKIIIOYasl MAIIMEHTOB ¢ IIUPpOo30oM MeueHu kinaccoB B u C no kinaccupukanum
Yaitna-ITeto (cM. pazaen 5.2).

— bepemeHnHOCTh U IEepHOJ TPYIHOTO BCKapMiiMBaHus (cM. pazzen 4.6).

4.4. OcoOble yka3aHHSl M Mepbl PEJOCTOPOKHOCTH NIPH NPUMEHEHU U



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

B Teyenune Beero nepuoia JeUeHUs1 PEKOMEHIYETCS KIHAMYECKOE| HADI IONERHE B CDOTBENCTBUM

C KJIMHUYECKOHN MPaKTUKONW MPUMEHEHHUS aHTHUKOAryJISTHTOB.

Puck kpoBOTEUEHUA

Kak u npu npueme Ipyrux aHTHKOATYJISHTOB, HEOOXOIUMO TIIATEIHHO HAOIIOAATh MAI[UEHTOB,
NPUHUMAIOIINX Tpernapar ApoBabaH, AJsi BBISABICHUS MPU3HAKOB KpoBoTeueHus. [Ipemapar
PEKOMEHIyeTCsl MPUHUMATh C OCTOPOKHOCTBIO MPH COCTOSIHUSIX C TOBBIIIEHHBIM PHUCKOM
KpOBOTEUCHHS. B ciydyae TsHKemoro KpoBOTEUEHHUsS IMpueM npenapata ApoBaOaH JODKEH OBITH
npekpateH (cM. pazzen 4.9).

B kiMHUYecKuX HCCIEOBAaHUSX KpPOBOTEUEHUS U3 CIM3UCTBIX 000J04YeKk (a MMEHHO,
KPOBOTEUEHHE M3 HOCA, JECEH, >XEIYyJOYHO-KHUIIEYHOIO TpaKTa, MOYENOJIOBOIl CHUCTEMBI,
BKJIIOUAsl aHOMAJIbHOE BarMHAJIbHOE WJIM YCUJIIEHHOE MEHCTPYaJbHOE KPOBOTEUYEHUE) U aHEMUS
HAOJII0JAIMCh Yallle NP JUIMTEIbHOM JICYEHUH PUBApPOKCA0AaHOM I10 CPAaBHEHHUIO C JICUEHUEM
ABK. Takum o0Opa3oMm, B [ONOJHEHHE K HaANEXKAIIEMy KIMHHUYECKOMY HAOIIOACHUIO,
nabopaTopHOE HCCIEAOBaHUE TeMOTJIO0MHA/TEMATOKPUTa MOXKET OBbITh 3HAYUMBIM  JJIs
BBISIBJICHUS CKPBITHIX KPOBOTEYCHUH M KOJIMYECTBEHHOM OIICHKH KIMHUYECKOW 3HAYUMOCTH
SIBHBIX KPOBOTEUYECHHH B CIIydasix, KOrja IPUMEHUMO.

Heckonbko mOArpymnn naiueHToB, YKa3aHHBIX HIDKE, UMEIOT MOBBIIIEHHBIH PUCK KPOBOTEUCHUSI.
HeoOxoqumo TiatensHo HAaOMIOAATh TAaKUX MAIMEHTOB IOCTE Hayaua JCUYeHUs Ha MPU3HAKU U
CHUMIITOMBI OCJIO’)KHCHHH B BUJIC KPOBOTCUEHUN U aHEMUH (CM. pa3zen 4.8).

[Ipu n1000M HEOOBSCHUMOM CHW)KCHHH TE€MOTJIOOMHA WJIH apTepUAIBHOTO JIaBIICHUS
HE0OXOAMMO UCKATh UCTOUYHUK KPOBOTECUCHHUSI.

[Tpu Tepanuu puBapokcabaHoM He TpeOyeTcss pyTHUHHBI MOHHUTOPHUHT €T0 dKCHO3UIHMH. Tem He
MeHee, U3MEpEHHe KOHIIEHTPAllud pUBapOKcabaHa TMOCPEICTBOM KaIMOPOBAHHOTO TecTa IS
KOJMYECTBEHHOTO OIpEJCICHUS] aHTH-Xa aKTUBHOCTH MOXKET OKa3aThCsl TOJIE3HBIM B
WCKIIFOUMTENIBHBIX CITydasiX, Korja uHpopMamus 00 3KCIO3UIMH pUBApOKcabaHa MOXKET OBbITh
WCIIOJIb30BaHA MpPU NPUHATUM KIMHUYECKH 3HAUYMMbIX pEUIeHUH, HalpuMep, B Ciyyae
HepeI03UPOBKU HITH SKCTPECHHOTO XUPYPrHYECKOro BMenareibeTa (cM. pasaen 5.1 u 5.2).

HaDVHIeHI/Ie d)VHKHI/II/I IIOYCK

VYV namnueHTtoB ¢ TsDKeIbIM HapymieHueM ¢(yHKuumum nouek (kiaupeHc kpeatnHuHa (KinKp)
<30 MJI/MUH) KOHLEHTpAIHs pUBapoKcabaHa B IUIa3Me MOXKET OBITh 3HAYMTEIHHO MOBBIIICHHON
(B 1,6 pa3a B cpeiHeM), YTO MOKET MPUBECTHU K MOBBIIIEHHOMY PUCKY KpoBoTeueHui. [Ipenapat
ApoBalaH JOJKEH MPUMEHATHCS C OCTOPOKHOCTBIO y MAIMEHTOB C KIUPEHCOM KpeaTHHHHA
(KnKp) 15-29 mn/mun. Ilpumenenue npenapara y naiuueHToB ¢ kinpeHcoM kpeatuHuHa (KinKp)

<15 ma/MuH He pekoMeHayeTcs (cM. pa3aensl 4.2 u 5.2).
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[Ipenapar ApoBabaH cielyeT NPUMEHATH € OCTOPOXFAQCTEIC- Y HALFEHNOR (O HapyuIgHueM

(GYHKIMM TOYEK, TMIOJNyYaIONIMX COIYTCTBYIOIIME TMPEraparbl, KOTOPhIE YBEIHMYUBAIOT
KOHIIEHTPAIMIO prBapokcabana B mazme (cM. pazzaen 4.5).

B3aHMOﬂeﬁCTBHe C APpYIruMH JCKAPCTBCHHBIMHU CPCACTBAMHA

[Ipumenenue mnpenapara ApoBabaH HE PEKOMEHAYETCS Yy MalUEeHTOB, MOJIYYarolux
COITYTCTBYIOIIIEE CHUCTEMHOE JIUEHHE MPOTUBOIPUOKOBBIMH IpenaparaMyd a30J0BOH TPYIMIIbI
(TakMMH Kak KETOKOHA30JI, UTPAKOHA30Jl, BOPUKOHA30J U I03aKOHA30J1) WJIM WHTHOMTOpaMu
BUY-nipoTeas (HanpuMep, pUTOHABUPOM). DTH MPETAPATHI SIBIISIOTCS MOLTHBIMH HHTHOUTOpaAMH
kak CYP3A4, tak m P-gp (P-rimmkonporenna). Takum oOpazoM, 3TH mpemnapaTbl MOTYT
MOBBIIATh KOHIEHTPALMIO pHUBapoKcabaHa B IJ1a3M€ KPOBU /IO KIMHUYECKH 3HAYUMBIX
3HaueHwui (B 2,6 pa3a B CpeIHEM), YTO MOKET IPUBECTH K IMOBBIIICHHOMY PUCKY KPOBOTCUCHHUH.
Crnemyer coOmogaTh OCTOPOKHOCTh, €CIIM MAIlMEHT OAHOBPEMEHHO TOIyYaeT JICKapCTBEHHBIE
mpenapaTsl, BIUSIONIME Ha TEeMOCTa3, TaKMe KaK HECTePOUJHBbIE MPOTHUBOBOCHAIUTEIHHBIC
npenapatsl (HIIBII), anetnncanuimioBas KUCI0Ta 1 HHTUOUTOPBI arperaiud TpOMOOLUTOB UITH
CeNIEKTUBHBIE HMHTHOMTOpBI oOpatHOro 3axBata ceporoHnHa (CHUO3C) u cenexTUBHBIC
UHTHOUTOPHI OOpaTHOro 3axBata ceporoHumHa u HopamuHedpuHa (CHMO3CH). Ilamuentam c
PUCKOM  513BOOOpa30oBaHUSl B  JKEIYAOYHO-KHIIEYHOM TpPAaKTE MOXKET ObITh Ha3HAYEHO
COOTBETCTBYIOIIIEE MpoduIaKTudeckoe jJeueHue (cM. pazzaen 4.5).

Jpyrue d)aKTODBI pHCKa KPOBOTCYCHUM

PI/IBapOKca6aH, KakKk M JPpYyruc aHTUarpCraHTHbIC CPEACTBA, HC PCKOMCHAYCTCA K IMPUMCHCHUIO

nmanueHTaMm, UMCOIINM MOBBITIICHHBIN PHUCK KpOBOTequHﬁ, B TOM 4HCJIC:

—  BpOXIIEHHAs HJIM IPUOOpPETeHHAast CKIIOHHOCTh K KPOBOTEUEHUSIM;

—  HEKOHTpOJIUpyeMas TsDKeJas apTepHaibHasi TUTIEPTEH3US,

—  Ipyrue 3a00JeBaHus KEIYJOYHO-KUIIIEYHOTO TPaKTa 0€3 aKkTHBHOTO U3bSI3BJICHHS, KOTOPBIC
MNOTCHUUAJIBHO MOTYT HNPHUBECTU K OCJIOXHCHHAM B BH/C KpOBOTeLICHI/II\/’I (HaHpI/IMep,
BOCIIAJIUTENbHOE 3a00JIeBaHUE KHWIICYHUKA, 330(aruT, TaCTPUT M TacTpod3odareanbHas
pedirokcHas 00se3Hb);

—  COCYAHMCTasi pEeTHHOIIATHS,

—  OpOHXO0AKTAa3bl WM JIETOYHOE KPOBOTEUECHHE B aHAMHE3E.

[TanMeHThl ¢ pakoM

[TarueHTHl CO 370Ka4YeCTBEHHBIMH HOBOOOpPA30BaHUSMU MOTYT OJHOBPEMEHHO IOIBEPTaThCs
Oosiee BBICOKOMY PHCKY W KpOBOTE€UEHHUs, H TpomOo3a. WHauBuIyampHas T0Jb3a
AQHTUArpPETaHTHON Tepanuu JOJDKHA OBITh COTIOCTABJICHA C PUCKOM KPOBOTEUYECHHS y TAIMEHTOB
C AKTUBHBIM PAaKOM B 3aBUCHUMOCTH OT JIOKQJIM3ALMU OIYXOJH, IPOTUBOOIYXOJIEBOM TEPAIUU U

cTaauun 3a00JIeBaHUs. OHYXOJ'II/I, PACIIOJIOKCHHLBIC B KCIIYAOYHO-KUIICYHOM HJIM MOYCIIOJIOBOM
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TPAKTE, aCCOLMUPOBATUCH C MOBBILEHHBIM | PUCKONI] IFEWEEEWEWE-H@?M% (aepanuu

puBapokcabaHoM. Y TAaNHMEHTOB CO 3J0KAYECTBEHHBIMH HOBOOOPAa30BAaHMSMH U BBICOKUM
PHCKOM KPOBOTEUYEHHUsI IPUMEHEHNE pUBapoKkcabaHa MpoTUBONOKazaHo (cM. pasnen 4.3)

HaL[I/IeHTLI C UICKYCCTBCHHBIMM KJlallTaHaMHM CEpAlla

PuBapokcaban He creayeT NPUMEHATh Uid NPOQUIAKTUKH TPOMOO30B Yy MAIMEHTOB,
MEPEeHeCHINX HEIAaBHIOI TPAHCKAaTeTEpHYI0 3aMEHy aopTajbHOro KiamaHa. bezomacHocTh u
3¢ (EeKTUBHOCTh pUBapoKcabaHa HE U3y4Yalach Yy MAIMEHTOB C MCKYCCTBCHHBIMHU KJIallaHAMU
cepila, CIeI0BaTeIbHO, HET JaHHBIX, IOATBEPXKIAIOIIUX, YTO MPUMEHEHUE IIpernapara
ApoBabaH obecrneynBaeT JIOCTATOYHBIN AHTUKOATYJISHTHBIA 3(hdexkT y HgaHHOW KaTeropuu
naiueHToB. [IpuMenenue mnpemapata ApoBaOaH HE PEKOMEHIYETCS Yy MJAaHHOM KaTeropuu
MAalUEeHTOB.

[HanueHTs! ¢ aHTU(HOCHOIUINAHBIM CHHIPOMOM

[IpumeHeHne nepopaibHBIX aHTUKOATYJISTHTOB MPSIMOTO JCWCTBUS, BKJIIOYAs puBapokcabaH, He
PEKOMEHIyeTCsl y MalMeHTOB, UMEIOIINX TPOoMOO3bl B aHAMHE3€, Y KOTOPBIX JUAarHOCTUPOBAH
aHTU(POCHOTUNHUIHBIN CHHAPOM. B YacTHOCTH, y TAIMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTU(POCHOTUMUIHBIM CHHAPOMOM (HATUYHE BONYAHOYHOTO AHTHKOATYJISHTA, AHTUTEI K
KapAMOJIWIHMHY W aHTHTeN K OeTa-2-rmukomnpoTenHy [) Tepamus  mepopaibHBIMU
AHTUKOAryJIIHTaMU MPSIMOTO JEHCTBUS MOKET COMPOBOXKIATHCS TOBBIIICHHOW YacTOTOU
PEIUIUBOB TPOMOOTHYECKUX COOBITHI B CpaBHEHUH ¢ Tepanueit ABK.

[ManuenTtsl ¢ GuOprILIANKEN IPEACEDANN HEKIANAHHOr0 npoucxoxaeHus, nepenecmme YKB co

CTCHTHUPOBAHUEM

HMMeroTcst naHHbBIE WHTEPBEHIUOHHOIO KIWHUYECKOIO HCCIEAOBAHUA, IIEPBUYHOM LEIBIO
KOTOpOro Obula olleHKa Npoduiis 0e30MacHOCTH y MalMEHTOB ¢ (uOpMLIIIMel npeacepauit
HEKJanaHHoro mnpoucxoxaeHus, nepeHecmmx YKB co crentupoBanuem. JlanHbie 110
3¢ ()EKTUBHOCTH Y TaHHOMW MOMYJISAIUU OrpaHuyeHbl (cM. pasnensl 4.2 u 5.1). JlaHHbIE O TakKUM
HalMeHTaM ¢ HMHCYJIbTOM/TPaH3UTOpHOM umemudeckoil arakoit (THMA) B anamHese
OTCYTCTBYIOT.

IlamuenTsl ¢ reMmoamHamMuuyecku HecTaOmwipHOH TOJIA ¥ manmeHTsl, KOTOPBIM TpeOvyercs

OPOBEACHUE TPOMOOIIN3NCA WX ASMOOIDIKTOMHUM M3 JIETOYHOM apTEpUH

[Tpenapat ApoBaGaH He pEeKOMEHIyeTCs B KauecTBe ajJbTepHATHUBHI He()PaKIMOHUPOBAHHOMY
renmapuHy y mnamueHToB ¢ TOJIA, KOTOpble TI'eMOAWHAMHYECKHM HECTaOWJIbHBI HIIM MOTYT
HYKIaThCSl B IPOBEICHUH TPOMOOJIM3UCA WITH SMOOIIKTOMHUH M3 JISTOYHOW apTEePHH, MOCKOIBKY
6e3omacHOCTh U 3(G(EKTUBHOCTh pHUBapoKcabaHa MpH TaKUX KIMHUYECKUX CHUTYallUsiX He
yCTaHOBJICHA.

CruunanpHas/ SnuAypajJbHasad aHCCTC3UA WJIH ITYHKIIWA
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Ilpy  BBHINONHEHUHM  HEHPOAKCHUAILHOM  ajecTe3nw [ (CHMHATHHQN/A MY PATBHON) )2 | MK

CHUHAIBHON/AMUAYpadbHOW MYHKIMH y TAlMeHTOB, MOJYyYalolMX AaHTHarperaHTHbIe
npemapaTsl ¢ HENbI0 MPOPUIAKTHKHA TPOMOOIMOOIMYECKHX OCIOKHEHUH, CYIIECTBYET PHCK
pPasBUTHS SNHUIYPAIbHOW WJIM CIHHAIBHOM TE€MaTOMBI, KOTOpas MOXET TPUBECTH K
JUIUTETILHOMY HJIM TIOCTOSIHHOMY Mapajnygy.

Puck 3TUX cCOOBITUH MOKET MOBBIIATHCSA MPHU MOCICONEPAIHOHHOM MPUMEHEHUN MOCTOSHHBIX
AMUAYPAIBHBIX KaTETEPOB WJIM CONYTCTBYIOLIEH Tepanuu JIEKAPCTBEHHBIMU IIperiapaTaMu,
BIMSIOUIMMH Ha remocra3. TpaBMaTH4Has WIM IOBTOPHAas S3MUAypalbHas WIM CIMHAJIbHAS
MYHKIUS TaKK€ MOKET MOBBIIATh PUCK. [lallMeHThl JOMKHBI HAXOIUTHCS IO HaOII0JACHUEM
JUTSL BBISIBJICHUSI TPU3HAKOB U CUMIITOMOB HEBPOJOTHYECKUX HApyIIeHUH (HampuMmep, OHEMEHUE
wii cnaboctb HOr, AMCHYHKIMS KUNIEYHHKA WIM MOYeBOro my3sipsi). llpum oOHapyxeHun
HEBPOJIOTUYECKUX PACCTPOICTB HEOOXOaUMa CpOYHAsi TUArHOCTUKA W JieueHue. Bpau nomxen
COMOCTaBUTh MOTCHIMATbHYIO TOJIb3Y M PHUCK IMepell MPOBEACHUEM HEMpPOaKCHAILHOTO
BMEIIATEeNCTBA MAlMEHTaM, TMOJIYyYarollUM AaHTUKOAryJISHTBl, WIM KOTOPHIM IUIaHUPYETCS
Ha3HAUEHHE AHTHUKOATYJISTHTOB C HENbI0 MPOPHUIAKTHKH TpomMO030B. OMNBIT KIMHUYECKOTO
NpUMEHEeHHs pHBapokcabaHa B a03upoBkax 15 mr m 20 Mr B ONHMCaHHBIX CHUTYaIlUsX
OTCYTCTBYET.

C 1enpl0 CHUKEHHMS TOTEHUMATbHOIO PpHUCKA KPOBOTEUEHHUS, AaCCOIMUPOBAHHOTO C
OJIHOBPEMEHHBIM  NPUMEHEHUEM puUBapoKcabaHa U  BBIIOJHEHUEM  HEHpOaKCHAIbHON
(AUIUAYpaNbHOI/CIMHANBHOM) aHECTe3MH WM CHUHAJBHON IyHKIWH, CIIEAYeT YYHUTHIBATh
(dhapMakOKMHETHYECKUN MpOoduis puBapokcadaHa. YCTaHOBKY WM YAAJICHHE SIUAYPaTbHOTO
KaTreTepa WM JIOMOATbHYIO MYHKIMIO JIydllle MPOBOAUTH TOTJA, KOTAA AaHTHUKOATYJISTHTHBIN
3pdexT puBapokcabaHa oOlEHUBaeTcsd Kak ciadbiif. OJHaKo TOYHOE BpeMs JIOCTHIKEHUS
JIOCTaTOYHO HU3KOI'0 aHTUKOATYJISTHTHOTO 3(pdexTa y KaxJ10ro naiurueHTa HEM3BECTHO U JOJIKHO
OILICHUBAThCS B CPAaBHEHUH CO CPOUHOCTHIO IMarHOCTUYECKON MPOLEAYPHI.

OcHoBbIBasgich Ha OOMUX (hapMAKOKUHETHUYECKUX XapaKTEPUCTHUKAX, SMUAYPaIbHBIA KaTeTep
U3BJICKAIOT 110 UCTEUEHUH KaK MUHMMYM JIBYKPAaTHOTO NEpUOJia MOJyBBIBEACHNUS, T.€. HE paHee
yeM depe3 18 wacoB mocie TOCIeTHEro mpuemMa puBapokcabaHa sl MOJIOABIX B3POCIBIX
MAlMeHTOB U HE paHee ueM depe3 26 4acoB IS MOKHWIIBIX MalMeHToB (cM. pazzaen 5.2). [locne
U3BJICUEHUS SMUAYPATIBHOIO KaTeTepa JOJDKHO MPOMTH Kak MUHUMYM 6 4acoB J0 IpHeMa
CJIeyIOLIel 10361 puBapoKcadaHa.

B ciyyae TpaBMaTHUHON MyHKIMK TPUEM pUBapoKkcabaHa ciaeayeT OTJIOKHUTh Ha 24 yaca.

PeKOMeHI[aIII/II/I IO JAO3HUPOBAHHUIO JO M TMOCJIEC HWHBA3HWBHBIX MPOHEAYP MW XHUPYPIrHYCCKHX

BMEIIATCJILCTB
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COOTBETCTBYET 3K(
32024 N2 18774

oT :.'_:- 9

Ecin Heo0X01MMO TIPOBEICHIE MHBA3MBHOMN MOLIE Y PRI MM [XH Py PEMIECK(L 0| BMEIUATESIECTBA,

“MEPTHOMY OTYETY

Ha OCHOBAaHWH 3aKJIOUCHMsI Bpada mpueMm mpemnapata ApoBaban 15 mr m 20 mr ciemyer
IIPEKPATUTh 10 KpaliHell Mepe 3a 24 yaca /10 BMEIIaTeabCTBa, €CIU 3TO BO3MOXKHO.

Ecmu nmpoucaypy HCJIb3d OTIOXUTD, MOBBIIICHHBIN PUCK KPOBOTCUCHUA CJIICAYCT OLUCHHBATL B
CPaBHEHHMH C HEOOXOIMMOCTBIO CPOYHOT'O BMEIIATENIbCTBA.

[Ipuem mpemapata ApoBabaH cielyeT BO30OHOBUTH KaK MOXHO CKOpee IMOciie WHBAa3MBHOMN
MpoLEeAyphl WU XUPYPTUYECKOrO0 BMEIIATENIbCTBA, €CJIM JICHAlllUM BPAuoOM YCTaHOBJIEHO, YTO
9TO MO3BOJIAET KIMHUYECKasi CUTYallMs ¥ JIOCTUTHYT aJIeKBaTHBIN remocTa3 (cM. paszzaen 5.2).

IToxxmno# Bo3pacT

Puck kpoBOTEUEHUSI MOXKET YBEIMUMBATHCS C MOBBIIIEHUEM Bo3pacTta (cM. pasen 5.2).

JlepMaToI0ruYeCKUEe PEaKIuU

[Ipy mpoBeEeHWH TOCTMAPKETHHIOBBIX HAOMIOACHUN COOOMATIOCh O CIOy4asX pPa3BHTHUSA
Cephe3HBIX KOXKHBIX peakuuil, Brioyas cuniapoMm CruBeHca-/[XKOHCOHA/TOKCHYECKHUIA
SMUIEPMaIbHBII HEKPOJIM3 U JIEKAPCTBEHHO-WHAYLMPOBAHHYIO PEAKLMIO C 303MHO(UIMEN H
cucreMabiM cumnromamu (DRESS-cunznpom), Ha QoHe mnpuMeHeHHss puBapokcabaHa (cM.
pazzen 4.8). IlanueHTsl, MO-BUAMMOMY, MOABEPraroTCs HAMOOJIbIIEMY PUCKY BO3HUKHOBEHHS
9THX pEaKUMHd Ha paHHMUX OJTanax JEYeHMs: HayajJo peakuu B OOJBIIMHCTBE CIy4aeB
IPOMCXOIUT B TEUEHHUE IMEPBbIX Henenb JeyeHus. llpu mepBoM MNOSBICHUM TSDKEIOH KOXKHOM
ChINU (HAIPUMeEp, MPU ¢ PACIPOCTPAHCHUH, MHTCHCU(HUKALMH H/UITH 00pa30BaHUU BOJABIPEH)
WIA TP HAJMYUU KaKUX-THOO APYTrUX CHUMITOMOB THIIEPUYYBCTBHUTEIHHOCTH, CBS3aHHBIX C
MOpaKEHUEM CIIM3UCTOH 000JIOUKH, CIIeTyeT IPEKPATUTh TEPAITHIO PHBAPOKCAOAHOM.

eTu
HmeroTcs orpaHMYeHHbIE JaHHBIE O IPUMEHEHUH y AeTell ¢ TpoMO030M BEH rOJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, y KOTOPBIX €CTh MH(peKIus 1eHTpaibHoi HepBHOU cuctembl (LIHC) (cwm.
pazzen 5.1). Heo6xonuMo TIIaTeabHO OLIEHUBATh PUCK KPOBOTEUEHUS ME€pe]l Ha3HAUE€HUEM U BO
BpeMs Tepany puBapoKcabaHOM.
[Tpenapat ApoBa®aH He peKOMEHyeTcsl K IPUMEHEHHIO Y JIeTel U IOJPOCTKOB CO CpelHeH Hiu
TSKEJIOM CTENEeHbI0 HapylleHus (QyHKIMM TMOoYeK (CKOpPOCTh KIyOOuKOBOW (uibTpanuu
< 50 mn/Mun/1,73 M%) B CBA3H ¢ OTCYTCTBHEM KIMHUUECKHX JAHHBIX.
KnuHuyeckre JaHHBIE O  CONYTCTBYIOIIEM CHUCTEMHOM JICUEHMHM JETed  MOIIHBIMU
uHruouTopamu ogHoBpeMeHHO CYP3A4 u P-gp oTcyTcTBYIOT (CM. pasznen 4.5).
JlaHHBIE 0 BpEMEHW YCTAaHOBKHM WJIM YIaJieHWs HEWPOAKCHAIbHOTO KareTepa y JeTew,
NPUHUMAIOIINX pUBapokcabaH, OTCYTCTBYIOT. B Takux ciydasx ciemyeT NMpeKpaTUTh MpHueM
npenapata ApoBabaH M pacCMOTPETh BO3MOXXHOCTb IPUMEHEHHUs IapeHTepaIbHOro

AHTHUKOAryJsiHTa KOPpOTKOIO JEeHCTBHS.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o1 05.09.2024 N= 18774
BcnoMorarenbpHEIE BCIICCTBA | nocn E':L,:: BATENEHOCTL 0002 )

[Ipenapar ApoBabGaH coepKHT JIakTo3y. [larmenTamM ¢ peaKo BCTpedaroniencs HacleICTBEHHON

HENEPEHOCHUMOCTBIO TaaKTO3bl, ACPUIIMTOM JIAKTa3bl JIOMAped WU CHUHAPOMOM TIIFOKO30-

raJIakTO3HON MallbabcopOIMK He ClieyeT MPUHUMATh JaHHBIN Tpernapar.

4.5. B3auMmopeiicTBHe ¢ JAPYrHMH JIeKAPCTBEHHbIMH IIpenapataMd M JApyrue BH/bI
B3aNMOJeliCTBUSA

Nurudurops! uzodepmenra CYP3A4 u P-rnukomnporenna

CoBMecTHOE TpUMEHEHUE pHBapokcabaHa W KerokoHaszona (400 mMr 1 pa3 B JACHB) WU
putoHaBupa (600 mMr 2 pasa B JI€Hb) IPHUBOJAWIO K TOBBIIIEHUIO CPEAHEH KOHIEHTPAIUH
puBapokcabana B 1utazmMe kpoBu (AUC) B 2,6 pa3a/2,5 pa3za W YBEIMYCHUIO CPEIHEH
MakcuMalibHON KoHueHTpaiuu (Cmax) puBapokcabana B 1,7 pasza/l,6 pa3a co 3HAYHTEILHBIM
ycuiieHneM (apMakoJArnHAMHUECKUX 3()(HEKTOB, YTO MOXKET MPHUBOIAWTH K YBEIWYCHUIO PHCKA
KpoBOTEUYEeHHs. B CBA3M C 3TMUM mNpuMeHeHWe mpemnapara ApoBabaH HE pPEKOMEHIYyeTcs
nanueHTam, MOJTy4aOIIUM COITyTCTBYIOIIIEE CHUCTEMHOE Jie4eHue a30JI0BBIMH
POTHBOTPUOKOBBIMU IperapaTaMH, TaKUMH KaK KETOKOHA30J, HTPAKOHA30Jl, BOPHKOHA30JI U
M03aKOHA30JI, WM HHrHOUTOpamMu mpoteassl BUY. DTu axkTHBHBIE BeIIECTBA SBISIFOTCA
motHbiMA uHrHOUTOpamMu U CYP3 A4, u P-rnmukonpotenna (cm. pazaen 4.4).

Oxwunaercsi, 4TO AaKTHUBHBIE BEIIECTBA, CUJIBHO MHTHOMPYIOIIME TOJBKO OJUH M3 MyTel
BBIBeJieHUsT puBapokcabana, wim CYP3A4, wmm P-rnukonpoTewH, B MEHbBIICH CTEICHH
YBEITMYMBAIOT KOHIIEHTpAIMI0 puBapokcabana B 1uiazme. Hanpumep, xknapurpomunus (500 mr
2paza B JICHb), KOTOpHIi cumrtaercss MouHbIM HHrHOMTOpoM CYP3A4 1 ymepeHHbBIM
UHTUOUTOpOM P-rmukonpoTrenHa, BbI3bIBan yBenndeHue cpeaneit AUC puBapokcabaHa B
1,5paza u ysennuenne Cmax B 1,4 pasa. B3aumopneilcTBue ¢ KIapUTPOMHUIIMHOM CUHUTAETCS
KJIMHUYECKH HE3HAYMMbIM i1 OOJIbIIMHCTBA NAIlMEHTOB, HO MOXET OBITh IOTEHIIHAIBHO
3HAUYMMBIM JUIsl TMAlMEHTOB W3 TPYNIbl BBICOKOIO pHCKa (IS MAallMEHTOB C HapylleHUEeM
(byHKIMU TOYeK cM. pazzen 4.4).

Oputpomuiye (500 Mr 3 pasa B cytku), ymepeHHblil uarnourop CYP3A4 u P-rimukonporenHa,
BbI3bIBaNl yBenmueHue 3HaueHwit cpeaHer AUC u Cmax puBapokcabana B 1,3 pa3sa.
B3aumoneiicTBue ¢ 3pUTPOMULIMHOM CUUTAETCS KIMHUYECKH HE3HAYUMBIM ISl OOJIBIIMHCTBA
MaIMEeHTOB, HO MOXXET OBITh MOTEHIMAIbHO 3HAYMMBIM JUIS MAlMEHTOB M3 TPYIIBI BHICOKOTO
pHCKa.

VY manueHToB ¢ JEerKoW CTENeHbI0 HapylleHus QyHKIuU nouyek sputpoMuniud (500 mr 3 pasa B
JICHb) BbI3bIBAN yBenuueHue 3HadeHuit cpeaneit AUC puBapokcabana B 1,8 paza u Cmax B
1,6 pa3a mo cpaBHEHHUIO C MAlMEHTaMU C HOPMAJIbHOM (yHKIMEH moyek. Y NalMeHTOB CO

CpCI[HCfI CTCIICHBIO HAPYIICHU q)YHKI_II/II/I MMOYCK SPUTPOMHULIMH BBI3bIBAJI YBCIIMUCHUC 3HaYEHUI
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COOTBETCTEBYET 3K(
ot 05.09.2024 N= 13774
cpenueit AUC pusapokcabana B 2,0 pasa, a Gmax B 1,6]pa3a| 0| CPABHEHNIQ] C)ITUMGHTANH C

“MEPTHOMY OTYETY

HOpMabHOU (pyHKIMEN modek. I EeKT 3puTpOMUILIUHA ABISETCS aJAJTUTUBHBIM K HapyLICHHUIO
¢dyHKIMM ovek (cM. pazzaen 4.4).

®nykonazon (400 Mr oguH pa3 B JieHb), KOTOPBI CYUTAETCS YMEPEHHBIM HMHTHOMTOPOM
CYP3A4, BesbiBan yBenudeHue cpeaHeir AUC puBapokcabana B 1,4 pa3a u yBeIUYCHHE a
cpeneit Cmax B 1,3 pasa. BzaumopeiictBue ¢ (GIyKOHA30JI0M CUMTACTCA KIMHHUYECKH
HE3HAYUMBIM JUI1 OOJIBIIMHCTBA MAIMEHTOB, HO MOXET OBITh MOTEHIHAIBHO 3HAYUMBIM IS
NAaIMEeHTOB M3 T'PYMIBI BHICOKOTO PUCKA (U1 MALMEHTOB C HAapylIeHHEM (PYHKIUH MOYEK CM.
pasnen 4.4).

Ha ocHOBaHMM HMEIOIIMXCS OTPaHMYEHHBIX KIMHUYECKUX JAHHBIX HE0O0XOAMMO H30erarhb
COBMECTHOT'O IIPUMEHEHUS puBapoKkcadaHa ¢ APOHETAPOHOM.

AHTHKOAryJISIHTEI

[Tocne ogHOBpeMEHHOrO NMpUMEHEHUs 3HokcamapuHa (40 MI OZHOKpaTHO) M pHUBapoKcabaHa
(omHokpatHast mo3a 10 mr) HaOmomancs CyMManMOHHbIA 3((GEKT B OTHOIICHHH aHTH-Xa
AKTUBHOCTH, HE COMPOBOXKIABIIMICS JOMOJHUTEIBHBIMU 3(PQPEeKTaMu B OTHONICHWH MpPoO Ha
CBEpTHIBAEMOCTh KpoBU (mporpoMOuHOBOoe BpeMms (IIB), akTuBMpoBaHHOE YacTUYHOE
TpoMOomnactuHoBoe Bpemsi (AUTB)). OnokcamapuH He BaMsI Ha (apMaKOKHMHETHKY
puBapokcabaHa.

B cBsi3u ¢ NOBBILIEHHBIM PUCKOM KPOBOTEUEHHMSI HEOOXOIUMO COOJIOAATh OCTOPOXKHOCTh IPU
COBMECTHOM NPUMEHEHUH C JTFOOBIMH APYTUMH aHTHKOATYJISIHTaMU (CM. pa3zaensl 4.3 u 4.4).

HIIBIT/uHrnOuTOpsI arperaifii TpOMOOIIMTOB

[Tocne coBMmecTHOro mnpuMeHeHus puBapokcabana (15 mr) m HampokceHa B goze 500 wmr
KJIMHUYECKH 3HaYMMOTO YBEJIMYEHUsI BpEMEHH KPOBOTEUEHMs He Habmoanock. TeM He MeHee,
y OTZIEJBHBIX JIAI] BO3MOXKEH 00Jiee BRIpAKEHHBIN (papMaKoJMHAMUYECKHIA OTBET.

He nabnronanoch KIMHUYECKH 3HAYMMBIX (DapMAKOKWHETHUECKUX WIIH (hapMaKOJANHAMHYECKUX
B3aMMO/JICHCTBUI NPU COBMECTHOM IPUMEHEHHH puBapokcadbana u 500 Mr aneTuacaauiuiIoBoi
KHCJIOTHI.

He obnapyxeHo (papMakOKMHETHMYECKOTO B3aMMOIECHCTBUS MEXIy puBapokcadbanom (15 mr) u
KionuaorpesnoM (Harpy3zodHas go3a 300 Mr ¢ MOCIEaYONIUM Ha3HAYEHHEM TOJIIeP KUBAIOIIEH
7036l 75 Mr), HO B MOATPYyNIE MalMEHTOB HAOJIOJAlOCh 3HAUYMMOE YBEIWYEHHE BPEMEHHU
KPOBOTEUCHHS, HE KOPPETUPOBABILEE CO CTENEHbIO arperanuy TPOMOOIMTOB M COJCpKAHUEM
P-cenextuna unu GPIIb/IIla-penentopos.

HeoOxomumo coOmtogath OCTOpPOXKHOCTH Ipu coBMecTHOM npumeHeHuu c¢ HIIBIT (Bkmrouas
alleTUICAJIUIMIOBYI0 KHUCJIOTY) M MHIHMOMTOpPaMH arperamuy  TPOMOOIIUTOB, MOCKOJIBKY

MMPUMCHCHHUC 3TUX MIPLCIIAPATOB OOBIYHO IOBBIIIAET PUCK KPOBOTCUCHU (CM. pasaci 44)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 05.09.2024 N2 18774

CHUO3C/CUO3CH (MNOCNEOOBATENEHOCTE 0002)

Kak u B ciydyae mNpUMEHEHUS JPYrMX aHTHUKOAryJISHTOB, BO3MOXKHO YBEIMYEHHE pHCKa
KPOBOTEUYEHMsI y MaLMEHTOB INpu ojgHoBpeMeHHOM mpumeHeHuun ¢ CHO3C wiu CHUO3CH
BCJICJICTBHE BIMSHUS JTUX TNpEnapaToB Ha TPOMOOUUTHL. Pe3ynpTaTbhl KIMHHUYECKHX
UCCJIEIOBAaHUM puBapokcabaHa MPOJEMOHCTPUPOBAIN YHMCIECHHOE TIOBBIIIEHUE KOJUYECTBa
00JbIINX ¥ HEOONBIINX KIMHUYECKU 3HAYMMBIX KPOBOTEUEHUH BO BCEX IPyIIaxX JICYCHUS MPU
COBMECTHOM NPUMEHEHUH 3TUX IpenapaToB.

Bapdapun

ITepeBon manmentoB ¢ ABK Bapdapuna (MHO ot 2,0 no 3,0) Ha puBapokcadan (20 mr) wim ¢
puBapokcabana (20 mr) Ha Bapdapur (MHO ot 2,0 mo 3,0) ysenuunBan [IB/MHO (Neoplastin)
B OOJBLICH CTENeHH, YeM IpPU MPOCTOM CYMMHUpPOBaHHU 3(P(PEKTOB (B OTIACHBHBIX CIydasx
3HaueHuss MHO wmoryt nocturate 12), B To Bpems kak BiusHue Ha AYUYTB, nopasnenue
aKTUBHOCTH (pakTopa Xa U 3HAOTeHHbIN noTeHIman Tpomouna (OI1T) Obutn aaAAUTUBHBIMHU.

B ciydae HeoOxonuMocTH uccneaoBanus GpapMakoguHaMuueckux 3¢ (ekToB puBapokcadaHa BO
BpeMs MIEPEXOIHOTO MEPHO/Ia B KAUECTBE TECTOB, HA KOTOPBIE HE OKA3bIBACT BIMSHUE BapdapuH,
MO>KHO HCIIOJIh30BaTh omnpeneicHune antu-Xa aktuBHoctH, PiCT u HepTest. Hauunas ¢ 4-ro qus
nocie mpuemMa IMocleaHel 1036l BapdapuHa Bce abopaTopHbIe Mmokazarenu (B Tom yucie [1B,
AUYTB, wunrubupoBanue aktuBHOCcTH (Qaktopa Xa u OIIT) oTpaxkanu TONBKO BIHSIHHE
puBapokcabaHa.

B caywyae meoOxommmocTu uccienoBaHus (apMmakognHamMuueckux 3¢ dexToB BapdapuHa BO
BpeMsI TIEPEXOJHOTO Tepruoja MOKET OBITh MCIHOJIB30BaHO M3MepeHue BenmuuHsl MHO mpu
Cupovexyr pHUBapokcabana (cmyctst 24 dvaca mocje MpPeAbIAyNIEro MpuUeMa pUBapoKcabaHa),
MOCKOJNIbKY pHBapoKcabaH OKa3bIBa€T MUHUMANbHBIN 3 (}EeKT Ha 3TOT MoKa3zaTelb B JaHHBIN
MOMEHT BPEMEHH.

DapMaKOKHHETHYECKOTO B3aUMOJICHCTBHS MeXay BappapiHOM U pHBapOKcabaHOM He
Ha0J1I01aJ10Ch.

HNunykropsl CYP3A4

CoBMecTHOE TIpUMEHEHHE puBapokcabaHa ¥ pUPAMIIUIMHA, SBISFOIIETOCS MOIIHBIM
unaykropom CYP3A4, npuBoguno k cHwkeHuto cpegHeii AUC  puBapokcabaHa
npubimsutensHo Ha 50 % W OJHOBPEMEHHOMY YMEHBIICHHIO €ro (apMakoJAWHAMHUYECKUX
apdexToB. CoBMECTHOE NPUMEHEHHE pHUBapokKcabaHa C JPYIMMU MOIIHBIMHU HHJIYKTOPaMHU
CYP3A4 (mampumep, ¢peHUTOMHOM, KapOaMa3enmuHOM, (GeHOOapOMTaIOM WM MpernapaTaMu
3BepoOost mpoabipsBiacHHoro (Hypericum perforatum)) takke MOKET MPUBECTH K CHUKECHHUIO

I(OHI_ICHTpaI_II/Iﬁ pI/IBapOKCEl6aHa B IIJIa3M€ KpPOBH. CJ'IC,Z[OBE[TCJ'ILHO, HCOGXO,I[I/IMO n3oerath
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COOTBETCTEBYET 3KCNEFPTHOMY OTYETY
ot 05.09.2024 N= 18774
OIHOBPEMEHHOT0 MPUMCHEHHS MOIHBIX HHAYKTOpoB GYP3AYL KoTaa, MallHeHT HaRO UG | 110/

TINATCIBbHBIM Ha6J'I}OI[CHI/IeM Ha IpEAMET pa3BUTHA ITPU3HAKOB U CUMIITOMOB TpOM603a.

HDO‘-IaSI CONYTCTBYIOWIAA TCPaAIIig

Knuandeckn 3Ha4MMBIX (PapMaKOKHHETUYECKUX WU (hapMaKOIMHAMUYECKIX B3aUMOJICHCTBUI
Ipd COBMECTHOM TPUMEHEHHH puBapokcabaHa ¢ wmugaszonamoMm (cyocrpar CYP3A4),
nurokcuHoM  (cyOctpar  P-rimmkomporenna), artopBactatmHoM  (cyoctpar CYP3A4 wu
P-rmukonporenHa) Wid OMeENpa3ojoM (MHTHOMUTOP TMPOTOHHOW TIOMITBI) HE HAOII0IANIOCh.
PuBapokcaban He unrubupyer u He unayuupyer CYP3A4.

Bangane Ha J'Ia6ODaTODHBIC IIoOKa3aTcjinu

PuBapokcaban oxa3bpIBacT BIMSHHE Ha IOKa3aTenw cBepTbiBaeMoctu kKpou (IIB, AUTB,
HepTest) B cBsi3u co CBOMM MEXaHU3MOM JeHCTBUA (CM. pazzaen S.1).

eTH
HccnenoBanus B3auMOJICHCTBUS MPOBEACHBI TOJIBKO Y B3poCibiX. CTENeHb MEXIEKapCTBEHHBIX
B3aMMOJICHCTBU y NeTeil He n3BecTHA. [IpuBeeHHbIe TaHHBIE O B3aUMOJICHCTBUH, MTOTYUYCHHbBIE
y B3pOCIBIX MAalMEHTOB, W MPEAYNPESKICHUS B pasneie 4.4 TOKHBI OBITH MPUHSATHI BO
BHUMAaHUE IS IeTUATPUUECKOM MOIYIISITHH.
4.6. @epTHIBLHOCTb, 0EPEMEHHOCTDb M JIAKTALMS
bepemeHHOCTD
bezonacHocTh U 3 heKTUBHOCTh pUBapokcabaHa y OepeMEHHBIX KEHIIUH HE YCTaHOBICHBI.
JlanHble, TONYyYEHHBIE B HCCIEIOBAHUAX Ha JKUBOTHBIX, IIOKAa3ald PEMPOAYKTHBHYIO
TOKCUYHOCTh. BcrnencrtBue BO3MOXKHOM pENpOAyKTUBHOW TOKCHUYHOCTH, pPHCKa pa3BUTUS
KPOBOTEUYEHHMsI U JIaHHBIX O CIIOCOOHOCTU pUBapokcabaHa MPOHHUKAThH Yepe3 IUIAIleHTy Mpenapar
ApoBabaH NMPOTUBOIIOKAa3aH BO BpeMsi OepeMeHHOCTH (cM. pa3zaen 4.3). KeHIuHb! 1eTOpoIHOro
BO3pacTa JOJKHBI N30eratb 0epeMEeHHOCTH BO BpeMs TEPANUU PUBAPOKCAOaHOM.
JlakTanus
besomacHocth U A(dPeKTUBHOCTH pHBapokcabaHa Yy IKEHIIUH B TMEPHOJ TPYAHOTO
BCKapMJIMBAHHs HE YCTaHOBIIEHBI. J[aHHBIE, MONyYeHHBIE B HCCIEAOBAHUAX HA >KUBOTHBIX,
MOKAa3bIBAIOT, YTO pHUBapoKcadaH BBIIEISETCS C TPyIHBIM MojokoM. [loaTomMy mnpumeHeHue
npenapata ApoBabaH B MEpPHOJ T'PYIHOTO BCKapMIIMBAHUS MPOTHUBOIOKAa3aHO (cM. paszen 4.3).
HeobxomuMo MpHHATH pelIeHHe O MPEeKpalleHUH TPYAHOTO BCKApMIIMBAaHUS HIM 00 OTMEHE
Teparnuu.

DdepTUIbHOCTD

CrernuanbHBIX UCCIIEIOBAHMN 1O OIEHKE BIMSHUS prBapokcabana Ha GepTHIIHPHOCTD Y YeJIOBEKa
HE TMpOBOAMIOCH. MccrmenoBaHus mMoOKa3alid, 4TO PUBApPOKcabaH HE BIUSET Ha MYKCKYI U

KEHCKYIO (PepTHIIBHOCTD Y KPBIC.
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4.7. BausinMe Ha CNOCOOHOCTH YNPABJSITH | TPAHCIGPTHEIMHE CPECTEAMM A PAb0TaTh C

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

MeXaHH3MaMHu
[Ipemapar ApoBabaH oOKa3bIBaeT HE3HAYUTEIHHOE BIMSHHUE HA CIOCOOHOCTh YIPABISATH
TPAHCIIOPTHBIMU CPEJICTBAMHU U MEXaHU3MaMH. BbITN 3aperucTpupoBaHbl TAKHE HEXKEIATEIHHBIC
peakiuu, Kak 0OMOpOK (YacToTa: HEYacCTO) M TOJOBOKPY)KEHHE (YacToTa: 4acTo) (CM. pasjaen
4.8). TlanueHThl, y KOTOPBIX BO3HUKAIOT MOJOOHBIC HEKEIATEIbHBIC PEAKIUH, HE JOJDKHBI

YIIPaBJIATh TPAHCIIOPTHBIMU CPEACTBAMHU UIIU APYTMMHU MEXAHU3MAMH.

4.8. HexenarejibHble peaKIul

Pesrome nmpoduisg 6e3onacHOCTH

BbezonacHocTh puBapokcabaHa OllEHUBANACh B TPUHAIIATH OCHOBHBIX HccienoBanusx 111 ¢assi
(cm. Tabnuiy 2).

Cymmapno 69608 B3pociblX ManueHToB B AeBsITHaaUaTH uccnenoBanusx 111 ¢aser u 488 nereit B
nByx uccinenoanusix Il dassl u n1Byx uccnenoBanusix I dhas3sl npunumanu puapokcabas.

Tabauua 2. Koau4yecTBO NalMeHTOB, YYAaCTBOBABIIMX B HCCJI€I0BAHHMAX, CyMMapHasi
CYTOYHAsA /1032 M MAKCHMAJbHAs NPOJNOJLKHTEJBHOCTh JICYCHHS B KIMHHYECKHUX
ucciaenosanusx I ¢asel ¢ yuacTueM B3pocCJbIX NALUMEHTOB M AeTel

IMoka3aHue kK NpUMeHEHHIO KosuuecTBo CyMMapHasi cyToYHast MaxkcumanbHas
NanHeHTOB™ a03a MPOAOJLKATENBHOCTD
JIeYeHust
Ipodpumaktuka BT y B3pocmbix 6097 10 mr 39 nmueit

ManMCHTOB, NEPCHECCIINX
IUIaHOBYIO OIICPAlHIO 11O 3aMCHC
T3306€HPCHHOFO HWJIW KOJICHHOI'O

cycraBa
[Mpodunaktuka BT y naruenTos, 3997 10 mMr 39 nueii
TOCIUTAJIM3UPOBAHHBIX C OCTPHIM
3a00JIeBaHHEM
Jleuenue TI'B, TOJIA u 6790 Henb 1-21: 30 mr 21 mecsig
npoduIaKkTUKa uxX peryIuBOB Hauunas ¢ 22 gas: 20 mr
I[locne  mMuHMMYM 6
MECSIIIEB TepaInm:
10 ywiu 20 mr
Jleuenne BT u nmpodummakruka 329 Ho3a, 12 mecsiieB
peuuausos BTO y CKOPDPEKTUpOBaHHAs B
HOBOPOX/ICHHBIX U JIeTeil B 3aBUCHMOCTH OT MAacCChI
Bo3pacre 110 18 jer mocie Tenma, Uil JOCTYDKCHHS
HavyallbHOM CTaHIapTHOM 9KCIIO3UIINH,
AQHTUKOATYJITHTHON Tepanun HaOmonaBIIencst y

B3pOCJIbIX, IIOJyYaBIIUX
puBapokcaban 20 wr
OOWH pa3 B CYTKH IJId
neyenus: TT'B

[IpodunakTuka HHCYIBTA U 7750 20 mr 41 mecsn
CHUCTEMHOH TpoMOOIMOOIINH Y
MAIMEHTOB ¢ PHOPHILIAIUCH
npesicepaAnii HeKJIaaHHOTO

POUCXOKICHHS

IIpodunakruka 10225 5 Mr wm 10 wr 31 mecsn
aTepOTPOMOOTHYECKHUX COOBITHH Y COOTBETCTBEHHO, B

MAIMeHTOB T0CJIE OCTPOTO KOMOMHAIMH c
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kopoHapHoro cuapoma (OKC) aumnncam@gzg‘qeﬁ,: BATEMEHOCTE 0002)

KUCIIOTOW NI

areTUIICAJINIIMIOBOM

KHCIIOTON c

KIIOIMHUJOTPETIOM WITH

THKJIOTTUINHOM
IIpodpmmaktuka 18244 5 Mr B KOMOWHaImu C 47 mecsieB
aTepOTPOMOOTHUYECKIX COOBITHH Y aIeTHICATHIIAIOBON
MAallMEHTOB C HIIEMUYECKON kucaoTod mnmu 10 mr B
6onesnnto cepana (MBC) niu MOHOTEpanuu
3a00JIcBaHUEM TTEPUPECPUUCCKUX 3256** 5 Mr B KOMOWHAIIMH C 42 mecsia
aprepuii (3[1A) alEeTUICATULIUIOBOI

KHCIOTOH

* TlanMeHTsI, MOJTyYHBIIIE IO MEHBIIICH Mepe OHY 103y pHBapokcabaHa.

** U3 nccnenosannsts VOYAGER PAD.

Haubonee yacto perucrpupyeMbIMU HEXeJIaTeIbHBIMU PEAKIUSMHU y MAlUEHTOB, MOTYYaBIIMX
puBapokcabaH, Obutd KpoBoTeueHus (cM. pasznen 4.4. u «Onucanue oTIeIbHBIX HeXKeTaTebHbIX
peakuity Huxke) (tabmuua 3). Hambornee yacThiMM THUTIAMHU KPOBOTEUEHUN OBLIM HOCOBBIC
(4,5 %) u xenynouHO-KHIEYHBIE KpoBOTEueHUs (3,8 %).

Ta6nunma 3. YacTtora KpOBOTEYEHHH* M aHeMHH Yy NAIMEHTOB, MOJYYaBIIMX JieYyeHHe
puBapoKcadaHoOM, B 3aBeplIEHHbIX KJIMHHYeckuX ucciaenoBanusix Il ¢a3pl ¢ yuactuem
B3POC/IbIX MAIMEHTOB M JeTel

IToka3aHue K NPUMEHEHUI0 JI0oe KpoBOTEUEHHE AHeMusi

IIpodunakruka BTD y B3pocibIX MaueHTos, 6,8 % manueHToB 5,9 % nanueHToB
MEPEHECIINX MIaHOBYIO ONEPAIMIO IO 3aMEHE

T3306ellpeHHOFO WJIN KOJICHHOI'O CyCTaBa

IMpodunaktuka BTD y marueHros, 12,6 % manueHToB 2,1 % nanueHToB

TOCIIUTAJIM3UPOBAHHBIX C OCTPhIM 3a00JIEBAHIEM

Jleuenne TI'B, TOJIA u npoduaakTHKa UX PEIUIHUBOB 23 % manueHToB 1,6 % nanueHToB

Jleuenne BT u nmpodmnakruka perunausos BT y 39,5 % nmanueHToB 4,6 % manueHToB
HOBOPOJXKJICHHBIX U JeTell B Bo3pacTe 10 18 et mocne

HAYaJIbHOM CTaHAAPTHOW aHTUKOATYJISIHTHOHU Tepanuu

2,5 coObITHS HA
100 marueHTO-I€T

28 co0bITHil Ha
100 marmenTo-I€T

ITpodunakTika MHCYIBTa U CUCTEMHOI TpoMO03MO0IHH
y MaIMeHTOB ¢ GUOPHILISAUEH Mpeacepauii
HEKJIAaHHOT'O IPOUCXO0XKICHUS

IIpodmmakTrka aTepoTpOMOOTHIECKUX COOBITHH Y
nanuenToB nociie OKC

22 coObITHS Ha
100 namueHTOo-JIeT

1,4 coObITHs HA
100 namueHTO-JIeT

IIpodmmakTrka aTepoTpOMOOTHIECKUX COOBITHH Y
nanuenToB ¢ UbC mu 3ITA

6,7 coObITHA Ha
100 namueHTOo-JIeT

0,15 coObITHA Ha
100 marmmenTO-neT**

8,38 coObITHsA Ha 0,74 coObITHA Ha
100 marmmeHTO-JIET" 100 marmmenTO-JIeT* ***

*Bo BceX KIMHMYECKHX HCCIE[OBAHMAX pHBapoKcabaHa maHHBIE 000 BCEX CIydasX KPOBOTEUCHHH COOMpPArOTCS, PETHCTPHPYIOTCS M
OIICHMBAIOTCS HKCIIEPTAMH.

**B uccnenoBanuu COMPASS yactoTa aHeMuM HU3Kas, MOCKOJBbKY NMPUMEHSJICS BBIOOPOYHBIH MOJAX0J K COOPY JaHHBIX O HEXEJATEIbHBIX
SBIICHHSAX.

***[Ipu cOope JAHHBIX O HEeXKENATENBHBIX SBICHHUSX MPUMEHSIICS BHIOOPOYHBIH TTOAXO.

*U3 uccnenosarnst VOYAGER PAD.

TabanuHoe pE3IOME HEXKENATCILHBIX PEaKIINH

YacroTa HexeNnaTenbHBIX PEaKluii, 3apeTUCTPUPOBAHHBIX Y B3POCIBIX U IeTEH pU MPUMEHEHUN
puBapokcabaHa, MpuBeeHa B Ta0HIle 4 HUXKE C pa3/eIeHHeM M0 CUCTEMHO-OPTaHHBIM KJlaccaM
(cormacao MedDRA) u no wacrote. Yactora onpeaensercs ciaeayomumM o0pa3oM: OUYeHb 9acTo

(= 1/10), gacro (= 1/100, no < 1/10), meuacto (> 1/1 000, vHo < 1/100), peaxo (= 1/10000, o <
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1/1000), ouens penko (< 1/10000), gacroTa H

OIICHUTH HEBO3MOIKHO).

ot 05.05

(AR

COOTBETCTBYET 3KCMEPTHOMY OTHYETY
9.2024 N2 18774
PU3BCCTH (Ha ICAQRAHAVE FIMEFONIFCS) TRHHBIX

Taﬁ.lmua 4. Bce HexenaTeIbHBIE PC€aAKIUH, 3aPETNCTPUPOBAHHBIC Y B3POC/ILIX NNAIIUEHTOB

B KJNHHYecKuX wucciaenoBanusax III ¢asbl

HJIX B X0A€ MNOCTPEruCTpamuoHHOrO

NPUMEHEHUS®, a Takxe y JAeTell B ABYX ucciaegoBanusx Il ¢a3sl u aByx ucciaenoanusx 1

(ha3bl

Yacrto |

Heuacto

Peako

QueHb peako

YacTroTa HEM3BECTHA

Hapymenusi co CTOpOHBI KPOBH U JIMM(AaTHYECKOH CHCTEMbI

Anemus (BKJItOUAs

TpomOouuTo3 (BKiItOUas

COOTBETCTBYIOIIHE MOBBIIICHHE KOIHIECTBA
JabopaTopHbIe TPOMGOIHUTOB)A,
MOKa3aTesIH) TPOMOOIIMTONICHUSI

Hapymenusi co CTOpOHbI MMMYHHOIi CHCTEMBbI

Auiepruyeckasi peakius,
aJJIepruyecKuit
JIepMAaTuT,
AHTMOHEBPOTUYECKHUI
OTEK U aJUIePrU4eCcKui
OTeK

AmnadpumakTuieckue
peaKLyH, BKIIOYas
aHa(UIAKTHYECKUH [IOK

HapyieHusi co cTOpOHbI HEPBHOIi CHCTEMBI

TonoBoxpyxenue,
roJioBHas 60k

BuyTtpumosrosoe u
BHYTPHYCPEITHOE
KpPOBOU3JIHSIHUE, 0OMOPOK

HapyuieHusi co CTOPOHBI 0

prasa 3speHust

KpoBousznusHue B ria3
(BKJIIOUAst KPOBOM3IIHSHUE
B KOHBIOHKTHUBY)

HapyieHnsi co CTOPOHBI ¢

epana

Taxukapaus

HapyieHnsi co CTOPOHBI ¢

0Cy/10B

AprepuanbHas
THIIOTEH3Hs], TeMaToMa

Hapymemm CO CTOPOHBI JbIXaTeJbHOM CHCTEMbI, OPraHoB rpynﬂoﬁ KJIETKH M CPEAOCTCHU ST

HocoBoe kpoBoTeueHue,
KPOBOXapKaHbe

Do3uHOpHIBEHAS
[THEBMOHHS

7KeJ1y104HO-KHIIIEYHbIEe HAPYIIEHHS

KpoBotounBocTs feceH,
HKEJLyI04HO-KUILIEYHOEe
KpPOBOTEYEHHE (BKIIHOUAst
peKTaIbHOe
KpOBOTEYEHHE), 60JIb B
00J1aCTH JKeIyJ0UHO-
KHIIEYHOTO TPAKTA U B
KUBOTE, JUCIEICHS,
TONIHOTA, 3a10p”, auapes,
pBota®

CyxocTb BO pTY

Hapymeﬂuﬂ €O CTOPOHBI MEYCHU U JKeJTYEeBbIBOAALIUX

nyTei

TloBeIIIEHHE aKTUBHOCTH
TpaHCaMHUHAa3

Hapymenne ¢pynknmm
IIeYEHH, TOBbILIEHHE
KOHIIEHTPAIUK
OuIMpyOHHA, IOBBILIEHNE
AKTHBHOCTH IIEJIOYHOM
(ochatazsl’, HoBbIIEHHE
axtusHocTH [T TA

XKenryxa, oBbILICHHE
KOHIICHTpALHN
KOHBIOTUPOBAHHOTO
OommmpyouHa (c
COITY TCTBYOLIIM
MOBBIIEHUEM
aktuBHOCTH AJIT min 6e3
HETO0), X0JIeCTa3, TeMaTHT
(BKJIIOYAS TOBPEXKICHUE
TenaToLEeIUIIOIISPHOI
CHCTEMBbI)

Hapymemm €O CTOPOHBI KOKH U MOAKOKHBIX TKaHel

KosxHslit 3yn (BKiITIO9ast
HeuacTble CiTydau

Kpanusanna

Cunzpom CtuBeHCca-
JI>KOHCOHA/TOKCHYECKHI

TeHEPATN30BaHHOTO SMHIEPMaTbHbBII
3yna), KOXKHasl CHIIb, Hekpoiau3, DRESS-
9KXUMO3, KOXKHBIE U CUHJIPOM
TTOJTKOXKHBIE
KPOBOU3JIHSHUS

HapyuieHusi co CTOPOHBI MbILIEYHOI, CKeJIeTHOI M COeIHHUTEIbHOM TKAHH

Bob B KOHETHOCTAX T'emapTpo3 KpoBouznusuue B KomnapTmeHT-cuHIpOM
MBIIIIILY BCJIE/ICTBUE
KPOBOTEUYCHHUS
HapyuieHust co CTOPOHBI MOYeK H MOYEBBIBOASIIINX MyTeii
KpoBoreuenue u3 TTouycunas
MOYETIOJIOBBIX ITyTeit HEI0CTaTOYHOCTH/OCTpast
(BKJIFOYAsl FTeMaTYpHIO U TOYeYHas
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B
Meroppartio ) (MNOCNEOOBATENBHOCTE AN
HapyLieHHe GyHKLIHN \ BCIIENCTBUT
MOYeK (BKIIOYast KPOBOTCUCHUS,
MOBBIILIEHHE JI0CTaTOYHOTO JUIs TOTO,
KOHIIEHTpaLluK 4TOOBI BBI3BATh
KpeaTHHHHA KPOBH, runonepys3uio;
MOBBIILICHHE Hedponartus,
KOHIIEHTPAllU¥ MOYEBHHBI acCOLMUPOBAHHAS C
KPOBH) MIPUEMOM
AHTHKOATyJISIHTOB
O0uue HapylIeHHsl M PeaKIIMH B MecTe BBeleHHsI
Jluxopaxa®, Vxynamenue o6mero JlokanbHblif oTex”
nepudepuyueckue oTexy, caMO4yBCTBUSI (BKJIIOYAst
CHIDKEHHE 00ILel HEZ0MOTaHHUE)

MBIIICYHO CHIIBI 1
TOHYca (BKJIIOYas
¢11a00CTh U aCTEHHIO)

JlaGopaTopHble H HHCTPYMEHTAJIbHBIE JAHHbIE

TToBbIlIEHHE AKTUBHOCTH
JIJICA, nosbimienue
aKTUBHOCTH JIMA3HI",
MOBBILIEHHE AKTHBHOCTH

amuase”
TpaBMbl, HHTOKCHKAIIMH U OCJI0KHEHHSI TIPOIIETyP
KpoBorteuenue nocne Cocyaucras
MeUITHHCKON ncesoaneBpu3Ma’
MaHUITYJISIIHY (BKIIFOYAst
HOC/ICOTIEPALOHHY IO

AQHEMHIO U KPOBOTEUCHHE
U3 paHbl), FeMaToMa,
BBIJICJICHUE CEKPETa U3
pans®

A: Habmojamuch npu npoduiaktuke BTD y B3pOCHBIX NAlMEHTOB, NEPEHECHIMX IUIAHOBYIO OMNEPALMIO 110 3aMEHE Ta300eIpPEHHOr0 UM

KOJICHHOTO CYCTaBa;
B; nabmonanuce npu nevennu TI'B u TDJIA u npounakTuke X PENUAMBOB KAK OYEHb YACTBIE Y KEHIUH MOJIOKE 55 JIET;

C: Habmojamuch Kak HeYacThle B pamkax MpoUIaKTHKH aTepOTPOMOOTHYECKHX CoOBbITHii y marmenToB mocie OKC (mocie upecko;HOro
KOPOHAPHOT'O BMEIIATENIbCTBA).

*HMPUMEHSUICS TIPeIBAPUTENBHO 3aJaHHBII BRIOOPOYHBIH MOIX0X K cOOpY JaHHBIX 10 HEXKENATeNHHBIM SBICHHUSAM B OTIEIBHBIX HCCIECTOBAHUIX
III da3br. Ha ocHOBaHMM aHA/IM3a DAQHHBIX 3THX MCCIICJOBAHUH YaCTOTA HEXEIATENbHBIX PEAaKIUi He MOBBICHIACH, 1 HOBBIX HEKENATEIbHBIX
peaKLuii BBISIBIICHO HE ObLIO.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKIII/II\/JI

VYuuteiBasg (papMakoJIOrMuecKuil MexaHW3M JEHCTBHs, INpUMEHEHHe Ipenapara ApoBabaH
MOYKET COMPOBOXK/IATHCS MOBBIIIEHUEM PHCKAa CKPBITOTO HJIM SIBHOTO KPOBOTEUEHUS M3 JIFOOBIX
TKaHEd M OPraHoB, KOTOPOE MOXKET NPHUBECTH K IOCTreMOopparndyeckod anemuu. lIpusHakw,
CUMITOMBI U CTENEHb TSDKECTH (BKJIHOYAsl JETAbHBIN HCcX01) OyAyT BapbUpOBaTh B 3aBUCUMOCTHU
OT JIOKaJU3allMy, MHTEHCUBHOCTH WJIM MPOJOKUTEBHOCTH KPOBOTEUEHUS M/UIIM aHEMUH (CM.
pasnen 4.9 «Jleuenne KpoBOTeUeHMI»). B KIMHMYECKMX HCCIIEOBAHUSIX KPOBOTEUEHHUS U3
CIIM3UCTBIX 000JI0UYEK (@ HMMEHHO, KPOBOTEUYEHHWE H3 HOCA, JAECEH, KEIyJA0YHO-KHILIEYHOIO
TpaKTa, MOYEINOJIOBOM CHCTEMBI, BKIIOYas MATOJOTMYECKOE BAarMHAJIbHOE WM YCHUJICHHOE
MEHCTpYyaJIbHOE KpPOBOTEUEHHE) M aHEeMHs HaOJIOJAINCh Yalle NpU JJIUTEIBHOM JIEYEHUU
puBapokcabanom, uyeM npu Tepanuu ABK. Takum o0pa3om, B IOMONHEHHE K HaJyIexaliemy
KIIMHUYECKOMY HaOJI0JIEHUI0, TA0OPATOPHOE HMCCIE0BAaHUE TeMOTI00NHA/TeMAaTOKPUTAa MOXKET
OBITh 3HAYUMBIM JJI BBISBICHHMSI CKPBITOTO KpPOBOTEUEHHMS] M KOJMYECTBEHHOM OIEHKHU
KJIIMHUYECKOH 3HAaYMMOCTH SIBHOTO KpOBOTEUEHHUS B CllydasX, KOrJa IpPUMEHMMO. Puck
KPOBOTEUCHHI MOKET OBITh MOBBIIMIEH Yy ONPEAEICHHBIX TPYII MalMeHTOB, HalpuMep, Y
MAlMEHTOB C TSKEJNOH HEKOHTPOJUPYEMOM apTepuaibHOW THNEpTEeH3UeH W/WiIM TpU

COBMECTHOM TMPUMEHEHUU C TperapaTaMi, BIUSIOMIMMH Ha remocrtas3 (cMm. pazaen 4.4 «Puck
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KPOBOTEYEHHUs»). MEHCTpyalbHOE KPOBOTEU¢HHE MOQPKEN [PBITE) COOTIEE] | OOMITEHLIN (A HIH

MPOJOKUTETIHHBIM.
['emopparnueckue  OCJIOXHEHHSI ~ MOTYT  TPOSIBISATHCS ~ CNa0OCTBIO,  OJIEAHOCTHIO,
TOJIOBOKPY)KCHHEM, TOJOBHOW OONBI0O WM HEOOBSCHUMBIMU OTCKaMH, OJBIIIKOW U
HEOOBSICHUMBIM IIOKOM. B HEKOTOpPBIX ciyyasx BCIEACTBUE aHEMHUHU Pa3BUBAIUCH CUMITOMBI
UIIeMUH MUOKap/ia, TaKue Kak 00JIb B TPYIHOM KIIETKE U CTEHOKAPAUSL.
[Tpu nmpuMeHEeHHH puBapoKcabaHa PeruCTPUPOBAIUCH TAKHE W3BECTHBIE OCIIOKHEHHUS TSAKEIIOTO
KPOBOTEUCHHMSI, KaK CHHIPOM IMOBBIIMIEHHOTO CyO(aciualbHOTO JaBiCHUS (KOMIIAPTMEHT-
CHUHAPOM) U TOYEYHAs HEAOCTAaTOYHOCTh BciieAcTBHe rumnonepdysuu. Takum oOpa3om, mnpu
OLICHKE COCTOSIHHSI JI000r0 TMalueHTa, MPUHUMAIOLIET0 aHTHUKOAryJISHThI, HEO0XOAUMO
YUYUTBIBATh BO3MOKHOCTb KPOBOTECUECHHUSI.

eTH
Jleuenue BT u npoghunakmuxa peyuoueos BTO
Onenka 6e30MacHOCTH y JEeTe U MOAPOCTKOB OCHOBBIBAETCS HA JAHHBIX IO 0€30MacHOCTH
OTKPBITBHIX HCCIIEIOBAHUN C AKTUBHBIM KOHTposieM (IByx wuccienoBanuii Il ¢asel u omnHoro
uccienoanwms 111 daser) ¢ ygactuem gereid B Bo3pacte oT pokaeHus a0 < 18 mer. JlaHHbIC 110
0e30MacHOCTH JUIsl pUBapoKkcabaHa U mperapara CpaBHEHHs B Pa3IMUHBIX BO3PACTHBIX TPYIINax
IeTel B 1enoM ObUIM comocTaBuUMbl. B menom, mpoduns Oe3omacHoctn y 412 gereir u
MOJIPOCTKOB, TMOJYYaBIIUX pHUBapoKcabaH, ObUI aHaJOTH4YeH MNpoPmI0 Oe30MacHOCTH Y
B3POCJIBIX MAIMEHTOB U COXPAHSJICSA B PAa3HBIX BO3PACTHBIX IPYIIAX, XOTS OIEHKAa OrpaHWYeHa
HEOOJIBIIIUM KOJMYECTBOM MAI[UEHTOB.
VY gereii yaie, 4eM y B3pOCIBIX, PETHCTPUPOBAIHNCH rolloBHas Oonb (oueHb vacto, 16,7 %),
auxopaaka (oueHs yacto, 11,7 %), HocoBoe kpoBoTeueHue (04eHb yacTo, 11,2 %), pBota (oueHb
yacto, 10,7 %), Taxukapaus (dacto, 1,5 %), MOBBIIIEHHE KOHIEHTpAIMu OumupyOuHa (4acTo,
1,5 %) u xonbroTUpOBaHHOTO OMIMPyOUHa (HewacTo, 0,7 %). Kak u y B3pocisix, y 6,6 % (4acto)
JIEBOUEK-TIOIPOCTKOB ~ TIOCIIe  MeHapxe HalmroJanach MeHopparus. TpoMOOLMTONEeHHUS,
HaOmolaeMasi B paMKaxX MOCTPETUCTPAIIMOHHOTO MOHUTOPUHTA y B3POCIBIX, B KIMHHYECKHX
MCCIIEIOBaHUAX Yy JeTel HaOmoganack yacto (4,6 %). HexenarenbHble JIEeKapCTBEHHBIE PEAKITUN
y JieTeil ObUIM B OCHOBHOM JIETKOM MJTM CPEAHEN CTEHeHH TSKECTH.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOA03PEeBAEMBIX HEXKENATENbHBIX PEAKIUAX IOCIIe PEeTUCTpalluu
JIEKapCTBEHHOTO TIpernapara ¢ 1ebl0 00eCTICUeHHs] HETPEPHIBHOTO MOHUTOPUHTA COOTHOIIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pEeKOMEHAYEeTCs
co00IaTh O JIIOOBIX TO03PEBACMBIX HEXKENATEIbHBIX PEaKIUAX JEKApPCTBEHHOTO IMpemnapara

YCpe3 HAIIUOHAJIbHBIC CHCTCMbI COO6H.ICHI/I$I 0 HCXKCJIATCIBHBIX PCAKIUAX TOCYAAPCTB-YWICHOB
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= RS

Poccuiickas @enepanus

DenepanbHas ciry:k0a 1o Haa30py B cdepe 3ApaBOOXPAHECHUS.

Anpec: 109012, r. Mocksa, CiiaBsiHCKast miiomiaip, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHHUKALIMOHHOM ceTH «VIHTepHET»:

http://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBkKa

CumMnTOMBI

Y B3pOCHBIX OBUIM 3apETHCTPUPOBAHBI PEIAKUE CIydau Mepeno3upoBku qo0 1960 mr. B cimydae
NEepeO3UPOBKM  HEOOXOAMMO TIIATENIbHO HAONIOAaTh MalMeHTa Ha MpeAMET pPa3BUTHUS
KPOBOTEUYECHHI UJTH IPYTHX HEXKeNaTeNbHBIX peakiuil (cM. moapaszen «Jleuenne KpoBoTeUeHHID)
pasgena 4.9). B cBs3u ¢ OrpaHMYEHHBIM BCACHIBAHHEM OXHIACTCI (DOPMUPOBAHHE ILIATO
KOHIICHTpAluH IpenapaTa 0e3 TalbHEHIIero yBelIMYeHUs €ro CpeJHel KOHIIEHTPAIMH B TIIa3Me
KPOBH TP MPUMEHEHUH /103, TPEBHIIIAIONINX TepareBTUYECKue, paBHbIX 50 Mr puBapokcabaHa
WM BBIIIE Y B3POCIBIX.

Jlist B3pOCHBIX CYIIECTBYET cHerupuyeckuii aHTUAOT (aHaeKcaHeT anb(a), OIOKUpYIOMIUN
dapmakonmHamMuuecKuil 3¢ ekt puBapokcadbaHa.

B ciydae mepeno3mpoBKku puBapokcabaHa ISl CHH)KEHHUS BCACHIBAHUS MOXET HPUMEHSTHCS
AKTUBHPOBAHHBIN YTOIIb.

JleueHnne KpoBOTEUEHU

Ecnu y manueHnTa, rnosiydaroniero puBapokcadaH, BOSHUKIIO OCJIOKHEHHE B BUJIE KPOBOTEUEHUS,
CIICNYIOIUM TpUEeM pUBapoOKcabaHa CIeAyeT OTJIOXKWThb WIH, P HEOOXOJIUMOCTH, OTMEHHUTH
neuenue. Ilepuon monyBbIBe€HUSI pUBapoKcabaHa y B3pOCIBIX COCTABISET MPUOTUZUTENHHO
5-13 4yacoB. JleueHune MHOKHO OBITh MHIMBHIYaJbHBIM B 3aBUCHUMOCTH OT TSDKECTH H
JOoKanu3aluu KpoBoTeueHHs. [Ipm HEOoOXOAMMOCTH MOKHO TNPUMEHSATH COOTBETCTBYIOIIEE
CUMITOMAaTUYECKOE JICUCHHE, TAKOE KaK MEXaHHW4ecKas KoMmpeccus (Hampumep, MpHu TsHKEbIX
HOCOBBIX KPOBOTEUEHHSIX), XUPYPTUUECKUI TeMOCTa3 ¢ MPOoIeaypaMi KOHTPOJISI KPOBOTCUCHUS,
UHY3MOHHAs Tepanus M TeMOAMHAMHUYECKas IOAJEpXKKa, MPUMEHEHHE IMpenapaToB KpOBU
(3pUTPOLUTAPHON MacChl MJIM CBEXKE3aMOPOKEHHON IUIa3Mbl B 3aBUCUMOCTH OT TOT'0, BO3HUKJIIA
aHEeMUS WM KOaryJonaTHH) Uik TPOMOOIIUTOB.

Ecnn nepeuncieHHble BBILIE MEPONPUATUS HE NPUBOJAT K YCTPAHEHUIO KPOBOTEUYEHHUS, MOKET

ObITh Ha3HaueH crHeuuuyeckuid aHTUAOT MHruourtopa ¢akropa Xa (aHaekcaHeT anbda),
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IPOKOAryJIsHTHbIE IpenapaTsl, HalpuMmep, KOHLEHTpaT MPOTPOMOMHOBOIO KOMILIEKCA,
KOHIIGHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA HJIM PEKOMOMHAHTHBIN (hakTop
Vlla (r-FVIlla). Omnako B Hacrosimiee BpeMsi ONBIT HPUMEHEHHS STHX JIEKapPCTBEHHBIX
IpenapaToB y B3pOCHbIX, IOIYyYalOLIMX pHUBAapoKcabaH, BecbMa oOrpaHuyeH. JlaHHbIe
PEKOMEH/IAlMU TaKXe OCHOBAHbI Ha OTPAHWYEHHBIX HEKIMHUYECKUX JaHHBIX. BO3MOXHOCTBH
MOBTOPHOTO BBEIEHUS peKoMOuWHaHTHOTO ¢aktopa VIla u THUTpOBaHHME 03Bl ciexyeT
paccMaTpuBaTh B 3aBUCHUMOCTH OT CHM)KEHHS aKTHBHOCTH KpOBOTeueHHus. B 3aBucumoctu ot
MECTHOM JOCTYIHOCTH, B Cilydae 0OJIbIIOr0 KPOBOTEUEHUS CIEAYET PaCCMOTPETh BO3ZMOKHOCTh
KOHCYJIbTAIlK CO CHELHMAIMCTOM 0 Koaryysiuuu (cM. paszzaen 5.1).
[Ipenmonaraercsi, 4ro mnpoTaMHHA CyiabpaT ¥ BUTaMHUH K HE OKa3bIBalOT BIMSAHUSA Ha
AQHTUKOAryJIIHTHYI0 aKTUBHOCTb puBapokcaOaHa. meercs orpaHMYeHHBIN ONBIT MPUMEHEHUS
TPaHEKCAMOBOIM KHCIIOTBI M OTCYTCTBYET ONBIT IPUMEHEHUS aMHHOKAIPOHOBOM KHCIOTHI U
anpoTHHUHA Yy  B3pOCIBIX, IMOJy4aloLMX puBapokcabaH. Hayunoe  oOocHoBaHue
1e1€CO00pPa3HOCTH WJIM OMNBIT IMPUMEHEHHUS CUCTEMHOIO TE€MOCTaTMYECKOTo Ipemnapara
JIECMOIIPECCHHA y MAlUEHTOB, INOJYy4YalolUIMX pUBapoKcabaH, OTCYTCTBYeT. YUMThIBas
MHTCHCUBHOE CBf3bIBAaHME C OeJKaMM IIa3Mbl, OXKHAAETCsS, UYTO pUBapokcabaH He Oyzaer
BBIBOAMTHCS IPU MPOBEJCHUN AUATH3A.

eTu
JanHble y nereil orpaHuyveHsbl. JJaHHbIE O J103aX, MPEBBIIIAIOIINX TEPANEBTHUYECKUE, Y JETEH
OTCYTCTBYIOT.
Crieruduueckuil aHTUAOT (aHAEKCaHET abda), OJoKUpyromuil papmakoguHAMUYeCKH 3pdexT
puBapokcabaHa, He pa3pelleH K IPUMEHEHUIO y JeTel.
Jleuenue kposomeuenuui
[lepuon mosyBBIBEIEHUS y JE€TE€H, CIPOTHO3UPOBAHHBIM C MOMOUIBIO TMOMYJSIMOHHOTO
(apMaKOKMHETHYECKOT0 MOIETMPOBAHHUS, KOPOUE, YEM Y B3pOCIBIX (CM. pa3zaen 5.2).
OnbIT MpUMEHEHHs cHenn(UYEeCKUX MPOKOATYISHTHBIX IMpernapaTroB (HampuMmep, KOHIIEHTPAT
IPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTHBHPOBAHHOIO MPOTPOMOMHOBOTO KOMILIEKCA
win pekoMOuHaHTHBIN (akTop VIla (r-FVIla)) y nerelt, monydaromux puBapokcadbaH, Becbma
OrpaHHYEH.
OTcyTCTBYET ONBIT NPUMEHEHHUsI MPOTaMUHa Cyibdara, BuTaMuHa K, TpaHekcaMOBOM KHCIIOTHI,

aMUHOKAIPOHOBOM KUCJIOTHI M allPOTHHUHA Y IETEH, TTOTyHaIOuX pUBapoKcadaH.

5.  ®APMAKOJOIMYECKHUE CBOMCTBA

5.1. d®apmakoamHaMH4yecKHe CBOWCTBa

25



COOTBETCTEBYET 3KCNEFPTHOMY OTYETY
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dapmakoTepaneBTHIECKas TPYIIa: AHTUTPOMOOTHYECKIE  QPEACTBA, | HIPAMEIE” FHIHONTOPHI

daktopa Xa.
Kon ATX: BO1AF01

Mexanusm neiicTBus

PuBapokcabaH — BEICOKOCEIICKTUBHBIN MPsMON HHTHOUTOp (dakTopa Xa, 001aaarouil BBICOKOK
OMOJOCTYTHOCTRIO MpH MpuemMe BHYTph. Hrnbuposanue ¢akropa Xa HapylaeT BHyTPEHHUHN U
BHEIIHUN TYTH KOAryJsUOHHOTO Kackajna, HHruOupys oOpa3oBaHue TpomMOWHA U
dopmupoBanue Tpomba. PuBapokcaban He HHTHOUpPYeT TPOMOUH (akTHBHpOBaHHBIN (akTop II),
a TaKke He MPOJAEMOHCTPUPOBAIT BIUSHUS HA TPOMOOIIUTEHI.

dapmakogngamuyeckue 3P HeKTel

Y d4enoBeka HaOmOgaeTcs 0303aBHCMMOE WHTHOMpOBaHHME aKTUBHOCTH (hakTopa Xa.
PuBapokcaban okasbiBaeT no0303aBucumoe BiusHuEe Ha [1B, xoTopoe xopoino xoppenupyer c
KOHIIEHTpalusMH puBapokcabaHa B ma3me kposu (r = 0,98), ecnu ans aHanu3a UCHOJIb3YETCS
Habop Neoplastin. [Ipu ucnonb30BaHUM APYyTrUX peakTUBOB pe3yibTaThl OyaAyT oTiauuyaTthes. I1B
ClelyeT U3MEpATh B CeKyHJaX, nockoiabky MHO oTkannOpoBaHO U BaIUAMPOBAHO TOJBKO JJIS
IIPOM3BOJIHBIX KyMapuHa U HE MOKET IPUMEHATHCA )i APYTUX aHTUKOATYJISTHTOB.

VY nanueHToB, MOJIy4YarollUX pUBapoKcabaH Juid jeueHus ¥ npoduiakThku peuuansoB TI'B u
TOJIA, 5/95 npouentunu mist [1B (Neoplastin) uepe3 2-4 yaca nociie npuema TabineTku (T.e. Ha
makcumyme 3¢ dekra) BappupytoT oT 17 10 32 cekyHa npu npueme 15 Mr puBapokcabaHa /Ba
paza B gaeab u oT 15 1o 30 cexynn npu npueme 20 Mr puBapokcabaHa OJuH pa3 B JeHb. B
MpoMeXyTKe depe3 8-16 vacoB mocie npuema TabyeTku 5/95 mpoueHTuIv BapbupyroT oT 14 10
24 cexyHn npu npueme 15 mr 1Ba pasa B JieHb U yepe3 18-30 yacoB mociie npuema TabieTku —
ot 13 no 20 cexynn npu npueme 20 Mr OIMH pa3 B JICHb.

VY nanueHToB ¢ GuOpWLILMEN NpeacepAnil HEKJIaIaHHOTO MPOMCXOKICHUS, MPUHUMAIOIINX
puBapokcalaH i NpOo(PUIAKTUKH MHCYJIbTa U CUCTEMHON TpoMOo3MOoanu, 5/95 mpoueHTuiu
s I1B (Neoplastin) uepe3 1-4 yaca nocne npuema TabiaeTku (T.e. Ha MakcuMyme >(dexTa)
BapbUpPYyIOT OT 14 1o 40 cexkyHna y nmanueHToOB, npuHUMarommx 20 Mr oguH pas B JIeHb, U OT
10 mo 50 cexkyHn y TalmMEHTOB C HapylieHHneM QYHKIMM TI0OYE€K CPEIHEW CTemneHH,
npuHUMaromux 15 Mr oguH pa3 B aeHb. B nepuoxa uepe3 16-36 yacoB mocie npuema TablIeTKu
5/95 nmponeHTnIM BapbUpyIOT OT 12 10 26 CeKyH]| y NalMeHTOB, MpUHUMaromuX 20 Mr oJJMH pa3
B JIeHb, U OT 12 10 26 CeKyH] y MalMeHTOB ¢ HapylIeHHueM (YHKLUHU MOYeK CpeAHel CTENeHH,
MPUHUMAIOIKX 15 MT OJIMH pa3 B JI€Hb.

B kimHuKO-(hapMaKkoI0rH4eckoM UCCIIeJOBaHUH U3MEHEeHUsI (papMaKOAMHAMUKH puBapoKcabaHa
y 3/I0pOBBIX B3pOCIBIX JOOPOBOJBIEB (N = 22) ObUIO M3YYEHO BIUSHHE OJHOKPATHBIX 103

(50 ME/kr) 1ByX pa3iIM4YHBIX THIIOB KOHIICHTpATa MPOTPOMOMHOBOTO KOMILIeKca: 3-(hakTOPHOTO
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(baxropsr II, IX u X) u 4-akroproro (paxrdpsr 11, VHOEX# 2X):53-Parmopbiil KOHUEHTpaT

MPOTPOMOMHOBOTO KOMILIeKca cHu3WiI cpennue 3HadyeHus [IB (Neoplastin) mpumepHo Ha
1,0 cexynay B teueHue 30 MUHYT MO CPAaBHEHHIO CO CHW)KCHHEM NPHUMEPHO Ha 3,5 CEKyH/IbI,
HAOJI0TAEMBIM TIPH KCIIOIH30BaHUH 4-(aKTOPHOTO KOHIICHTpATa MPOTPOMOUHOBOTO KOMILIEKCA.
Hanporus, 3-¢dakrtopHblii KOHIEHTpaT MPOTPOMOMHOBOrO KOMILIEKCa oOkazan Ooiee
BbIpaXXEHHOE M ObicTpoe oOllee BIMSHHE Ha OOpaTUMOCTh HU3MEHEHUN B TeHepaluu
SHIOTEHHOTO TpoMOuHA, YeM 4-(pakTOpHBIM KOHIICHTPAT MPOTPOMOMHOBOTO KOMILIEKCA (CM.
paznen 4.9).

Taxxke puBapokcaban ngo3o3aBucumo yeenmnunBaer AUTB u pesynerar HepTest; omnako 3tu
napaMeTpbl He PEeKOMEHJYETCsl MCHOJIb30BaTh AJIs OLEHKU (apmakoanHamudeckoro 3¢dexra
puBapokcabaHa. B mepuojn jedeHus puBapoKcabaHOM MPOBOAWTH MOHUTOPUHT TapaMeTpOB
CBEpTHIBAaHUS KPOBU B PYTHHHON KIMHUYECKOW MpakTuke He Tpedyerca. OmHako, eciau s
3TOr0 €CTh KIMHUYECKOe OOOCHOBAaHUE, KOHIICHTpAIlUs pUBapoKcabaHa MOXKET ObITh U3MEpeHa
IIPU OMOIIYU KaTHOPOBAHHOTO KOJIMYECTBEHHOT'O TECTAa aHTU-Xa aKTUBHOCTHU (CM. pazzaen 5.2).

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Hayuenmoi ¢ pubpuriayueri npedcepouti HeKIANAHHO20 NPOUCXodicoenus, neperecuiue YKB co
CMeHmuposanuem

brutio mpoBeneHO paHAOMU3HPOBAHHOE OTKPBITOe MHOroueHTpoBoe uccienoBanue (PIONEER
AF-PCI) nns cpaBHeHHs 0€30MacHOCTH JBYX pEXHMOB JO3MPOBaHMS pHUBapoKcabaHa B
CpPaBHEHMM C OJHUM pexumoM po3upoBanuss ABK ¢ ywactuem 2124 mnanueHToB C
¢ubprsuianyMen mOpeacepauil  HEKJIAamaHHOTro mpoucxoxkiaeHus, mnepeHecmux YKB co
CTEGHTUPOBAaHMEM IO TMOBOJY AaTepoCKIepoTHyYecKoro 3abosneBanus. [lanueHTsl  ObLTH
paHIOMHU3HUPOBaHbl B cooTHOIIeHuH 1:1:1 nns 12-mecsiunoii Tepanuu. [laneHTsl ¢ MHCYJIBTOM
WM TpaH3uTOpHOU niemuyeckoil arakoit (TMIA) B anamHe3e He BKIIOYAIUCH B UCCIIEOBAHHUE.
I'pynna 1 nonmyuana 15 mr puBapokcabanHa oguH pa3 B AeHb (10 Mr onuH pa3 B JeHb Y
nanueHToB ¢ kiaupeHcoMm kpeatuHuHa (KnKp) 30-49 mn/mun) u uarubutop peunenrtopa P2Y12.
I'pynna 2 nosyuana 2,5 mr puBapokca®aHa JBa pa3a B J€Hb M JIBOMHYIO aHTHArperaHTHYIO
Tepanuio (T.e. 75 Mr kjonujorpena (WiM anbTepHATUBHBIA MHrHOuUTOp peuenrtopa P2Y12) u
alEeTUJICATUIIMIIOBYIO KUCIOTY B HU3KOM 703€) B TeueHue 1, 6 uiam 12 mMecsies ¢ mocaeayonmm
nepexosoM Ha 15 mr puBapokcabana (10 Mr oauH pa3 B J€Hb Y MallMEHTOB C KIUPEHCOM
kpearunuHa (KinKp) 30-49 mn/mMun) ouH pa3 B IeHb C alleTUIICATUIIMIIOBOM KUCIOTON B HU3KOU
no3e. I'pynma 3 monydana ABK B ckoppekTHpOBaHHOW /103€ W JBOWHYIO aHTHATPETaHTHYIO
Tepanuto B TedeHue 1, 6 wmwim 12 wMecsueB ¢ mnocieayromuMm nepexogom Ha ABK B

CKOppeKTHpOBaHHOﬁ J103€ C alleTUICAIUIIMIOBOM KMCIOTOM B HU3KOM J103€.
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3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nauuentoB B rpynne 1, rpynmne
2 u rpynne 3, coorserctBeHHo (OP 0,59; 95 % AU 0,47-0,76; p < 0,001, u OP 0,63; 95 % AU
0,50-0,80; p < 0,001 coorBercTBEeHHO). BTOpMYHas KOHE4YHas TOYKa (CyMMapHas dYacToTa
CEpJICYHO-COCYAUCTHIX COOBITHI: CMEPTh BCIIEACTBUE CEPACUHO-COCYUCTHIX MPUYNH, HH(APKT
MHUOKap/a Win HHCYNbT) pa3Buwiack y 41 (5,9 %), 36 (5,1 %) u 36 (5,2 %) nanueHTOB B
rpymnre 1, rpymnme 2 u rpynmne 3, cooTBeTcTBeHHO. Kaxkplit n3 pexkuMOB puBapokcabaHa rmokasai
3HAYMMOE CHIDKEHHE YacCTOTHI CIy4aeB KIMHUYECKH 3HAYMMOTO KPOBOTEUEHHSI IO CPABHEHUIO C
tepanueir ABK y manueHToB ¢ HeknananHou ¢udbpuwnsiuen npeacepaui, nepenecmux YKB co
CTCHTHPOBAHHUEM.

[TepBuunoii nensto uccnenoanusi PIONEER AF-PCI sBrsinack onenka 6e3onacHocTd. [laHHble
1o 3 pexTruBHOCTH (BKITFOYAst TPOMOO3IMOOINYECKUE COOBITHS) B 3TOH MOIMYJISIIANA OTPAHUYCHBI.

Jleuenue TI'B, TDJIA u npocpunraxmuxa peuuousos TI'B u TOJIA

[IporpaMMa  KJIMHMYECKUX  MCCIEIOBaHUM  puBapokcabaHa Oblna  paszpaboraHa s
neMoHcTpanuu ()PeKTHBHOCTH pHuBapokcabana B Hadaie jedeHuss octporo TI'B u TOJIA,
IPOIOIDKEHUU Tepanuu U npodunaktuke peunauBoB TT'B u TOJIA.

bonee 12800 manueHTOB NPUHAIN Y4acTHE B YETHIPEX PAHIOMU3MPOBAHHBIX KOHTPOJIUPYEMBIX
knuanueckux uccnenoBanusax Il ¢gazer (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, ObLI MNPOBENEH AOMOJHUTEIBHBIN MpEeABAPUTEIHHO
CIUTaHUpOBaHHbIN 00beauHeHHbI aHanu3 ucciaegoBanuid EINSTEIN DVT u EINSTEIN PE.
MakcumanbHas IIUTENbHOCTD JICYEHHS BO BCEX UCCIIEIOBAaHUAX cocTaBmuia 21 mecsil.
Hccnenoanne EINSTEIN DVT nposoaunocs ¢ yuactuem 3449 manmentos ¢ octpeiM TI'B ¢
LEJIBI0 U3yUeHHs TPUMEHEHHs puBapokcabaHna s yedeHuss TI'B u mpodunakTuku penuanBoB
TI'B u TOJIA (nmamueHtsl, y KoTopblx Obla cumnromHas TOJIA, uckitouanuch U3 JAaHHOTO
uccieaoBanus). JIMUTeNbHOCTh JIeUeHUsl cocTaBisiia 3, 6 win 12 MecsieB B 3aBUCUMOCTH OT
KIIMHUYECKON OLIEHKH UCCIEI0BATENS.

B Teuenue nepBbIx Tpex Hezenb JiedeHus octporo TI'B mpumensics puBapokcaban 15 mr nBa
pasa B JIeHb, C MTOCJIEIYIONINM MIEPEX0I0M Ha puBapokcadan 20 Mr oJIUH pa3 B JICHb.
Uccnenoanne EINSTEIN PE npooaunocs ¢ ydyactuem 4832 marnmeHtoB ¢ octpoit TOJIA ¢
nensto u3ydenus nedenus TOJIA u mpopunakruku peruauBos TI'B u TOJIA. [nutensHOCTh
JedyeHus coctaBisuia 3, 6 uiam 12 MecdleB B 3aBHCHUMOCTH OT KIMHUYECKOW OLEHKU
HCCIIEI0BATEIIA.

B Tedenwe mnepBBIX Tpex HeIENb HadalnbHOro JjedeHus octpod TOJIA npumensics
puBapokcaban 15 Mr 1Ba pasa B JieHb, C MOCIEAYIOIINM MEPEX0J0M Ha puBapokcadban 20 mr

OIVH pa3 B JICHb.
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B o6oux nccnenosanusx EINSTEIN DVT u EINSTEIN; BE cxemg fieue g B, Fpye mpenapara

CpaBHEHUS BKJIIOYAJIa BBEICHUE SHOKCANIapMHA B TEUCHUE 10 KpailHEel Mepe 5 THel B coueTaHuU
C Tepanuel aHTarOHUCTOM BUTaMKHa K 70 TOCTH)KEHUS TepaneBTUUYECKOIO YPOBHS MTOKA3aTENs
[IB/MHO (>2,0). Jlanee nedeHne mpoa0IDKAIOCh aHTArOHUCTOM BHTamuHa K, 1032 KOTOpOTO
Obl1a CKOPpPEKTHpPOBaHA TakKuM oO0Opa3oM, 4YTOOBI mojiaepkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYecKoM auamnaszone ot 2,0 go 3,0.

HccnenoBanne EINSTEIN Extension mpoBogwiochk ¢ ydactuem 1197 nammentoB ¢ TI'B umu
TOJIA ¢ uenwio u3ydenus: npodriaktuku penuauBoB TI'B u TOJIA. JInmuTenbHOCTh JeUeHUs
JUISL TIAI[UEHTOB, 3aBEPIIMBIIMX OT 6 10 12 MmecsieB JedeHus BEHO3HOW TpomOoaMmOonuu,
cocTaBuia AOMOJIHUTENBHO OT 6 10 12 MecsueB B 3aBUCHMOCTM OT KIMHMYECKOW OLICHKH
uccnenonarens. [IpoBoaninock cpaBHeHne puBapokcadana 20 Mr oiMH pa3 B JA€Hb U 11ane0o.

B wucciaenosanusx EINSTEIN DVT, PE u EINSTEIN wucnonn3oBaiuch OJWHAKOBLIE
MpeBaApUTENILHO OMpPEEICHHbIE MePBUYHbIE U BTOPUYHBIE KOHEYHbIE TOYKH 3()PEKTUBHOCTH.
[lepBuuHOil KOHEYHOM TOUKOW dS(PQPEeKTUBHOCTH ObBUT CHUMOTOMHBIA peuuauB BTDO,
OTIpeNIeNABIIUICS KaKk COBOKYNMHOCTh peruauBa TI'B wmu dartansnoii wmm Hedaramsaoit TOJIA.
BropudHas koHEWYHasi TOYKa OINpeAeNsiach Kak COBOKYMHOCTH penumuBa TI'B, HedaranpHOU
TOJIA u cMepTH OT BCEX MPUYMH.

B uccnenoanuu EINSTEIN Choice 3396 manueHTOB ¢ MOATBEP K ACHHBIMUA cUMIITOMHBIMU TI'B
u/umu TOJIA, 3aBepmuBIIuNX 6-12 MecsleB Je4eHNUS aHTUKOATYJISIHTAMU, U3y4aIiCh HA MIPEIMET
npodunaktuku QaranpHO TOJIA mnm HedaTaTbHBIX CHMIITOMHBIX peruanBoB TI'B wmmu
TOJIA. TlauueHThbl, KOTOPbIM ObUIO NOKAa3aHO NPOAOKEHHWE AHTHUKOAryJSHTHOM Tepanuu B
TEPaNEeBTUUECKNUX J03aX, MCKIIOYAINCh U3 HCCIeN0BaHUA. [IpONOIKUTENBHOCTh JIeUeHUs
cocTaBisiia 10 12 MecsIeB B 3aBUCMOCTH OT MHIMBHUIyaJbHON AaThl paHIOMHU3ALUHU (MEIHaHa:
351 nenn). PuBapokcaban B n1o3e 20 Mr ouH pa3 B CyTKU M puBapokcadaH B qo3e 10 Mr oaux
pa3 B CyTKU CPAaBHUBAJIH C alleTUIICATUIMIIOBOM K1CI0TON B 103€ 100 Mr oiuH pa3 B CyTKHU.
[lepBuuyHoii KOHeuHOHW TOukOM dS¢ddexkTuBHOCTH OBLT CUMNTOMHBIA peruau BTO,
oTpeNieNABIIUIICS Kak COBOKYNMHOCTh peruauBa TI'B unu daranshoii ninm HedaransHoit TOJIA.
B uccnenoBanuu EINSTEIN DVT (cm. Tabmumy 6) OblI0O HpOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrynaer »dHokcanapuHy/ABK 1o mnepBuyHON KOHEYHOM  TOuKe
apdextuBHOCTH (p < 0,0001 (TecT Ha He MeHbINYIO dhdexTuBHOCTE); OP: 0,680 (0,443-1,042),
p=0,076 (Tect Ha mpeBOCXOACTBO)). lIpenBapuTensHO OMpeNeNeHHAs YHUCTas KIMHUYECKas
BbIr0/1a (MepBUYHAs KOHEYHasi ToOuka 3 (PEeKTUBHOCTU U Cay4yau OOJIbIIOT0 KPOBOTEUEHHUS) Oblia
3apeructpupoBana ¢ OP 0,67 ((95 % HAU: 0,47-0,95), nomunansHoe 3Hauenue p = 0,027) B
noJb3y puBapokcabana. 3Hauennss MHO Haxonniamch B TepaneBTUYECKOM JIMana3oHe B CPEIHEM

60,3 % BpemeHu AJid cpeAHeil mpoaoypkuTenbHocTu nedeHus 189 nueit u 55,4 %, 60,1 % u
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COOTBETCTBYET ZKI
ot 05.09.2024 N= 13774
62,8 % BpeMeHu B TpyIIax, NPOUIEHHOTO Ha B, 6 U 12 MECIEB] (IgUEHET, [COOTBETICTBEHAD. B

CMNEPTHOMY OTUETY

rpymme 3Hokcamapud/ABK He ObTO YeTKOM CBSI3M MEXKAY YPOBHEM CPEIHEr0 IEHTPAJBbHOTO
TTR (Bpemss B guanaszone ueiaesoro MHO 2,0-3,0) B TepTWiisix OJMHAKOBOIO pasmepa u
yactoroi peuuauBoB BTD (P = 0,932 mqns B3aumopeiictBus). B mpenenax caMoro BBICOKOTO
TEPTWIS OTHOCHTEIbHO IIeHTpa OP s puBapokcabaHa IO CpaBHEHHIO C BappapuHOM
coctasisuio 0,69 (95 % JAU: 0,35-,35).

YacToTra BOSHMKHOBEHHS MEPBHUYHONW KOHEYHOM TOUKHM 0€30MacHOCTH (Cilydau OOJBIIOTO WIIH
KJIMHUYECKH 3HAYMMOTO HEOOJIBIIOro KPOBOTEUEHHS), a TaKKe BTOPHUYHOW KOHEYHOM TOYKHU
06e30macHOCTH (CiTydan OOJIBIIIOTO KPOBOTEUYCHHS ) ObLIa CXOXKEH Il 00CUX TPYIII JICUCHUS.

Tadoauua 7. lanabie mo npopuiio 3¢pdekTuBHOCTH U Oe3omacHocTH B uccaenoBanuu 111

¢a3p1 EINSTEIN DVT
HMccaenyemas nomyasinus 3449 nanueHTOB ¢ CAMITOMHBIM OCTPBLIM TPOM0030M ITy0OKHX
BeH

Tepanesruyeckas no3a U Pusapokca6an® Dnokcanapun/ABKY
NMPOJOJIKUTEIBHOCTD JIeYCHUS 3, 6 uam 12 mecsiuen 3, 6 uim 12 mecsiuen

N=1731 N=1718
CumnromHblit penunus BTO* 36 51

(2,1 %) (3,0 %)
Cumnromuslit pernus TOJIA 20 18

(1,2 %) (1,0 %)
Cumnromuslit peruaus TT'B 14 28

(0,8 %) (1,6 %)
Cumnromasie TOJIA u TTB 1 0

(0,1 %)
®aranpHass TOJIA/cMepTh, IPU KOTOPOIt 4 6
HEIb3s HCKII0UnTh TOJIA (0,2 %) (0,3 %)
Bonpmoe wim KIMHUYECKH 3HAYMMOE 139 138
He0O0JIbIIOe KPOBOTEUCHUE (8,1 %) (8,1 %)
Crnydaun 60JbIIOTO KPOBOTEUECHHUS 14 20

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

3 PupapoxcabaH 15 Mr J1Ba pasa B IeHb B TeueHue 3 HeJlelb, ¢ MocaeAyIoMUM Hepexo oM Ha 20 MI OlHH pa3 B JIeHb

b) DHOKCamapuH B TedeHHE O MEHBIIEH Mepe 5 IHeH, ¢ 0THOBPEMEHHBIM H HOCIe Ty omuM mpreMom ABK

* p < 0,0001 (#e menpmas s¢ddexTuBHOCTh A 3apanee ompenenexnoro OP 2.0); OP: 0,680 (0,443-1,042), p=0,076
(TIpEeBOCXO/ICTBO).

B wuccnenoBanmmn EINSTEIN PE (cm. Tabmumy 8) ObIIO NPOAEMOHCTPHPOBAHO, YTO
puBapokcabaH He ycTynaeT »dHokcanapuHy/ABK 1o nepBHYHON KOHEYHOH  Touke
sddexrusHocTr (p=0,0026 (TecT Ha He MeHbINyO 3 dekTuBHOCTh); OP: 1,123 (0,749-1,684)).
[IpenBapuTensHO ONpeAETeHHAs YHCTas KIMHWYECKas BBITOAA (MEpBHYHAs KOHEYHAs TOYKa
3¢ (EeKTUBHOCTH U ciaydau OOJBIIOTO KpoBoTeueHMs) Obuia 3apeructpupoBaHa ¢ OP 0,849
((95 % JIN: 0,633-1,139), HomuHansHOe 3HaueHue p=0,275). 3nauenuss MHO Haxoquiuch B
TEpaneBTHUECKOM JMana3zoHe B cpenHeM 63 % BpeMeHM Js cpelHeil MpOAOoKUTENbHOCTH
neuenus 215 nuert u 57 %, 62 % u 65 % BpeMeHH B TpyMiax, NPoJJIeHHOro Ha 3, 6 u 12
MECSIEB J€UEHUsI COOTBETCTBEHHO. B rpynmne snokcanapua/ABK He Obu10 4eTKON CBSI3U MEXKIY
ypoBHeM cpenHero neHtpanbHoro TTR (Bpemst B muamaszone menesoro MHO 2,0-3,0) B

TEPTUIIIX OJUHAKOBOI'O pa3Mepa U yactoTou penuansos BTO (p = 0,082 mist B3anMoaencTBus).
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COOTBETCTEBYET 3KCNEFPTHOMY OTYETY
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B mpenenax camoro BBICOKOTO TEPTHJIA OTHOCHTENbHO|MEHMpa| (P Tuis jpuBapokcadana o

cpaBHeHHIO ¢ BaphapuHom cocrasisuio 0,642 (95 % JIN: 0,277-1,484).

YacToTra BOSHMKHOBEHHS MEPBUYHONW KOHEYHOM TOUKHM 0€30MacCHOCTH (Ciydau OOJBIIOTO WIIH
KJIMHUYECKH 3HAYUMOTO HEOOJBIIOr0 KPOBOTEUCHHS) ObljIa HECKOJIBKO HUXKE B TPYIIIE JICUCHUS
puBapokcabanom (10,3 % (249/2412)), uem B rpymme nedenus 3HokcanapunoM/ABK (11,4 %
(274/2405)). Yacrota BTOpPUYHON KOHEYHOM TOYKM Oe30macHOCTH (ciydaw OOJIBIIOTO
KpOBOTEUCHHs) Obula HIDKE B Tpymmne puBapokcabana (1,1 % (26/2412)), yuem B rTpymme
snokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % AU: 0,308-0,789).

Taoauua 8. lanubie mo npopuiio 3¢pdekTuBHOCTH U Oe3omacHocTH B uccaenoBanuu 111

¢a3b1 EINSTEIN PE
Hccaenyemas nomyasinus 4832 nauuenra c ocTpoii cumnTomMuoii TIJIA
Tepanesru4yeckas 103a 1 PuBapokcagan® Dnokcanapun/ABKY
NMPOIOTKUTEIHHOCTD JIeYeHHs 3, 6 mwam 12 mecsiueB 3, 6 nam 12 mecsueB
N=2419 N=2413
CumnTomHbIH peruaue BTO* 50 44
(2,1 %) (1,8 %)
Cumnromuslit pernus TOJIA 23 20
(1,0 %) (0,8 %)
Cumnromusrit peruaus TT'B 18 17
(0,7 %) (0,7 %)
Cumnromasie TOJIA u TTB 0 2
(<0,1%)
®aranpHas TOJIA/cMmepTh, npu 11 7
KOTOPO# Henb3si HCKITFoUnTh TOJIA (0,5 %) (0,3 %)
Bonbioe iy KTMHUYECKHA 3HAYUMOE 249 274
He0O0JIbIIOe KPOBOTEUSHUE (10,3 %) (11,4 %)
Crny4au 00JBIIOTO KPOBOTCUCHHUS 26 52
(1,1 %) (2,2 %)

3 PupapoxcabaH 15 Mr J1Ba pasa B IeHb B TeueHue 3 HeJlelb, ¢ MocaeAyIoMUM HepexooM Ha 20 MI OlHH pa3 B JIeHb
b) DHoKcanapuH B TeUeHHE MO MEHbIIel Mepe 5 JHel, ¢ 0THOBPEMEHHEIM M HOCIeAyIomMM npremMom ABK
* p <0,0026 (#e menburas 3¢ GekTHBHOCTD Juts 3apanee onpexaenennoro OP 2,0); OP: 1,123 (0,749-1,684)

bbu1 mpoBesieH npeaBapUTEIbHO CIUTAHUPOBAHHBIN 00bEIMHEHHBIN aHAIN3 KOHEYHBIX TOYEK
uccienosanuii EINSTEIN DVT u PE (cm. Tabnuiy 9).

Tabauua 9. lannble nmo npoduiaro 3¢Gp@PeKTHBHOCTH H 0e30MACHOCTH 00beIHHEHHOI0
a"nasu3a B ucciaenoBanusx I ¢gassl EINSTEIN DVT u EINSTEIN PE

Hccaenyemas nonyasinus 8281 nmanuent ¢ octpbiMu cuMnTOMHbIME TT'B win TJIA
TepaneBTu4ecKas 1032 U Pusapokca6an® Dnokcanapun/ABKY
NMPOJOJIKUTEIBHOCTD JIeYeHU S 3, 6 uam 12 mecsiuen 3, 6 uim 12 mecsiueB
N=4150 N=4131
CumnTomHbIH peruauB BTO* 86 95
(2,1 %) (2,3 %)
Cumnromusli peraus TOJIA 43 38
(1,0 %) (0,9 %)
Cumnromubiii peuunus TT'B 32 45
(0,8 %) (1,1 %)
Cumnromusie TOJIA u TT'B 1 2
(<0,1%) (<0,1%)
®aransaas TOJIA/cMepTs, ipn 15 13
KOTOpOH Heulb3sl McKIrounTh TOJIA (0,4 %) (0,3 %)
Bonpiioe win KIMHUYECKA 3HAYUMOE 388 412
HeOOJIBIIOE KPOBOTEUEHUE (9,4 %) (10,0 %)
Crydan 60JbIIOTO KPOBOTEUCHHUS 40 72
(1,0 %) (1,7 %)

4 Pusapokcaban 15 Mr JiBa pa3a B icHb B TedeHHe 3 HeJleNb, ¢ MOCIeyIOMUM MepexooM Ha 20 MI OJIMH pa3 B JeHb
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b) DHOKcanapuH B TeYEHHUE 110 MEHbLIEH Mepe 5 1Hel, ¢ OTHOBPEMEHHBIM K Weﬂmpﬁ.?gm OCTL 0002}
*p <0,0001 (He Menbas a(pdexTuBHOCTL 115t 3apanee onpeaegiennoro OP 1,75)°OP+0,886 (0,661-1,186) — " = ==~ =:

[IpenBapuTenbHO OIpeNeNieHHas] YHCTas KIWHUYECKash BBITOAA TEpBUYHAS KOHEYHAs TOYKa
3G (HEKTUBHOCTH TUTIOC ClTydaud OOJBIIOrO KPOBOTEUYCHHS) OOBEIMHEHHOTO aHanu3a ObLia
3apeructpupoana ¢ OP 0,771 ((95 % JAU: 0,614-0,967), nomuransHoe 3HaueHUe p=0,0244).

B uccnenosanun EINSTEIN Extension (cM. Ta6auiry 10) puBapokcaban nmpeBOCXoaui mianedo
[0 TICPBUYHBIM W BTOPUYHBIM KOHEYHBIM TOYKaM IPQPEKTUBHOCTH. HacToTa BCTpEYaeMOCTH
MEPBUYHON KOHEYHOW TOYKH 0e30macHOCTH (Cliydan OONBIIMX KPOBOTEUCHHIA) YHCIECHHO ObLIa
HE3HAYUTEIILHO BBIIIC Y MAIUEHTOB, MOJyYaBIINX TEPAIHIO pUBapokcabanoM B 03¢ 20 Mr o uH
pa3 B JIeHb, [0 CpaBHEHHIO ¢ IUiane0o. Bropuunas xoHeyHas To4yka Oe3omacHoCTH (Oosbiime
WINA KIMHUYECKN 3HAYUMbIE HEOOJBINE KPOBOTCUCHHUsI) MOKa3ana 0ojiee BBHICOKYIO 4acTOTy y
MAIMEHTOB, MOJYYaBIIMX TEPANHi0 puUBapokcabaHoMm B mo3e 20 Mr oaMH pa3 B JICHb, IO
CpaBHEHHIO C 11aredo.

Taoauna 10. Jlanubie mo npoduiaio d3pdekTuBHOCTH M Oe3onacHocTH B ucciaenoBanum 111
¢a3p1 EINSTEIN Extension

Hccnenyemas nonyasiuus 1197 nanueHTOB, NPOAOKUBIIMX JedeHUe H NPOPUIAKTHKY
peuuIMBOB BEHO3HOH TPOMOOIMOOJINHU
TepaneBTU4ecKasi 1032 U PnBapoxcaﬁaHa) Ilinane6o
NMPOAOIKUTENbHOCTD JeYeHUs 6 nam 12 mecsineB 6 nim 12 mecsinieB
N=602 N=594
CumnTomHbIH peruane BTO* 8 42
(1,3 %) (7,1 %)
Cumnromuslit pernus TOJIA 2 13
(0,3 %) (2,2 %)
Cumnromusrit peruans TT'B 5 31
(0,8 %) (5,2 %)
@aranbuas TAJIA/cMmepTs, pu 1 1
KOTOPOU HeJNb3sl HCKIIUUTh TOJIA (0,2 %) (0,2 %)
Criygan 60IBII0TO KPOBOTEUECHHUS 4 0
(0,7 %) (0,0 %)
Kinanuecku 3Ha4nMOe HEOOJIBIIIOE 32 7
KPOBOTEUECHHUE (5,4 %) (1,2 %)

4 Puapokca6an 20 MI OJIMH pa3 B JICHb
*p <0,0001 (mpesocxoxacteo), OP: 0,185 (0,087 - 0,393)

B uccnenoannu EINSTEIN Choice (cm. Tabmuiy 11) puBapokcaban B no3zax 20 mr u 10 mr
npeBocxoami anetmwicanuiuioByro kucioTy (ACK) B go3e 100 mMr mo mepBUYHON KOHEUYHOU
Touke dpdextuBHOCTH. OCHOBHAs KOHEUHas Touka Oe3omacHOCTH (ciydan OOJBIIOTO
KpOBOTEYEHHsI) ObLTa CXOKel y MalleHTOB, MOMy4YaBIINX puBapokcadan B Ao3ax 20 mr u 10 mr
OJIVH pa3 B JIEHb, 110 CpaBHEHUIO cO 100 MTI alleTUIICATUITMIOBON KHCIIOTHI.

Tadoauua 11. lannbie mo npoduiaio d3ppekTuBHOCTH U Oe3onacHocTUH B ucciaenopanum 111
¢a3p1 EINSTEIN Choice

Hccnenyemast momyasinms 3396 nanneHTOB, NPOAOTKHBIINX NPO(PUIAKTHKY PellUANBOB

BEHO3HOI TPOMO03IMO0IMH

TepanesTuueckas 103a PuBapoxcadan PuBapokcalan ACK 100 mr
20 mr 1 pa3 B ieHb 10 mr 1 pa3 B 1eHb 1 pa3 B ieHb
N=1107 N=1127 N=1131

MenanaHa MpOAOKUTEIFHOCTH JICUCHHS
[MeXKBapTHILHBIN IHANa30H |

349 [189-362] aweit

353 [190-362] nust

350 [186-362] mueit

CumnTomHbIi perans BTO

17

13

50
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(15%) (nocnEAREATENRHOCTEAMD,
Cumnromublii peuunus TOJIA 6 i 6 19 i
(0,5 %) (0,5 %) (1,7 %)
Cumnromuslit perunus TT'B 9 8 30
(0,8 %) (0,7 %) (2,7 %)
@aranpras TOJIA/ 2 0 2
CMEpTh, TIPH KOTOPOM HEIb3sI (0,2 %) (0,0 %) (0,2 %)
uckimounth TOJIA
CumnromHsli peruaus BTD, nadapkr 19 18 56
MHOKap/a, HHCYJIbT HIIA CHCTEMHAst (1,7 %) (1,6 %) (5,0 %)
TpoMO03MO0IHs, He cBsi3aHHas ¢ [THC
Crnygan 601BII0TO KPOBOTECUCHHUS 6 5 3
(0,5 %) (0,4 %) (0,3 %)
Knunnyecku 3Ha9MMOE HEOOIBIIIOE 30 22 20
KPOBOTEUECHHUE (2,7 (2,0) (1,8)
CumnromHbli penunus BTD wnu 23 17 53
OouibIIoE KpOBOTEYEHHUE (YMCTas (2,1 %)* (1,5 %)™ (4,7 %)
KIMHUYECKAs BBITOJIA)

* p<0,001 (mpeBocxoactBo) Pusapokcaban 20 Mr oguH pa3 B meHb 1o cpaBHeHuio ¢ ACK 100 mr ogun pa3 B xens; OP=0,34
(0,20-0,59)

** p<0,001 (mpeBocxonctBo) PuBapokcaban 10 Mr oguH pa3 B AeHb mo cpaBHeHuro ¢ ACK 100 mr oxun pa3 B nenp; OP=0,26
(0,14-0,47)

* PuBapokcaban 20 Mr oauH pa3 B aeHb mo cpasHenuo ¢ ACK 100 mr omuH pas B aenb; OP=0,44 (0,27-0,71), p=0,0009
(HOMHHAJIBHOE)

** PuBapokcaban 10 mr ogun pa3 B nenb o cpasaenuto ¢ ACK 100 mr omun pa3 B menb; OP=0,32 (0,18-0,55), p <0,0001
(HOMHuHaNBHOE)

B nomonnenne k mnporpamme wuccienoBanuit Il ¢aszer EINSTEIN Obuto mpoBeneHo
IIPOCIEKTUBHOE HEUHTEPBEHIIMOHHOE OTKpBITOe KoropTHoe wuccienoBanue (XALIA) c
LEHTPaJIbHOW OLIEHKOW KOHEYHBIX TOYEK, BKtouas peuuauB BTO, Ooibiioe KpoBoTeueHUE U
cMepThb. B uccnenoBaHue KIMHUYECKOW MPaKTHKK ObUIM BKIIIOYEHBI 5142 manueHra ¢ oCTpbIM
TI'B nansa u3ydeHuss JOArOCPOYHOM O€30macHOCTH pHUBAapOKcabaHa IO CPaBHEHUIO CO
CTaHJApTHON aHTUKOATYJSHTHOM Tepanueil. Yactora OosbIIoro kKpoBoreueHus, peuuausa BTO
M CMEpTH OT BCEX MNPUUMH g puBapokcabana coctaBuna 0,7 %, 1,4 % u 0,5 %
COOTBETCTBEHHO. BbIIM pa3inuuns B HCXOJHBIX XapaKTePUCTHKAX MAallMeHTOB, BKJIIOYas BO3PAcCT,
pak ¥ HapylleHue (yHKUMU Hovek. /[ KOppeKTUPOBKU MCXOIHBIX MEXIPYIIOBBIX Pa3Indui
UCMOJB30BAJICS 3apaHee CIUIAHMPOBAHHBIA  CTPAaTU(UIMPOBAHHBIA 1MOAOOP MO HHICKCY
cooTBeTcTBUS. HecMmoTpss Ha 3TO, OCTaTOYHOE MCKa)KEHHWE MOTJIO BIIMATH Ha PE3yJIbTaThl.
CxoppextupoBannbsle OP, cpaBHuBarolue puBapokcadaH M CTaHIAPT JICUEHUS B OTHOILEHUU
6osb1I0r0 KpoBoTeueHus, peunauBa BTO u cmeptu ot Beex mpuuuH, coctasuiu 0,77 (95 % AU
0,40-1,50), 091 (95 % AN 0,54-1,54) u 0,51 (95 % AN 0,24-1,07), COOTBETCTBEHHO. DTH
pe3yNbTaThl KIMHUYECKOW MPaKTUKE COTJIACYIOTCS C YCTaHOBIEHHBIM MpoduiaemM 0e30macHOCTH
JUTSl JAHHOTO TTOKA3aHUs.

B mocrperucrpalluoOHHOM HEMHTEPBEHIIMOHHOM HccienoBanuu Oosnee 40000 mamueHToOB U3
YeThIpex CTpaH 0e3 paka B aHaMHe3€ MOIy4aal puBapokcadaH 1is JeUeHHUs WU TPOPHUIaKTHKI
TI'B u TOJIA. Yacrora coOertmii Ha 100 nmamueHTO-JIET IS CHUMIITOMHBIX/KIMHUYECKH
BbIpaxkeHHbIX BTO/TpomMO03MO0IMYecKUX COOBITUH, MNPUBOIALUIMX K TOCHUTAIW3ALNH,

BapsupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benuko6puranuu mo 2,30 (95 % AN 2,11-2,51) B
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I'epmanun. KpoBoTeueHwus, NPHUBOMAIIME K |TOCTUTNY3AIINMA]] (BOZHARATIIH (CO" TCISMYONICi

yactotoi Ha 100 mnamumento-ner: 0,31 (95 % AU 0,23-0,42) s BHYTpHUUEpENHbBIX
kpoBomznusauii, 0,89 (95 % AU 0,67-1,17) s KenyAOoYHO-KUIICYHBIX KPOBOTCUECHHIH,
0,44 (95% U1 0,26-0,74) nns yporeHutanbHbIX KpoBoTeuenuit u 0,41 (95 % AU 0,31-0,54) nns
JIPYTUX KPOBOTECYCHHIH.

eTH
Dapmaroounamuueckue d¢hghexmol
[1B (Neoplastin), AUTB u anTH-Xa aKTUBHOCTb, U3MEpPEHHAs C MOMOUIbIO KaIHMOPOBAaHHOTO
KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT ¢ KOHLEHTPALUAMHU Mpenapara B Iia3Me KpoBH y
nered. Koppemsiiuss Mexay aHTH-Xa aKTUBHOCTBIO M IUIA3MEHHOW KOHLEHTPALIMEH SBIISETCS
JUHEWHOW C TAHICHCOM YIJIa HaKJIOHA MpsMOM, Onu3kuM K 1. Moryr BO3HUKaTh
WHIUBUIYAIBHBIE PACXOKICHHUS OoJiee BBICOKMX WM 0Oojiee HH3KUX 3HAYCHHWNA aHTH-Xa
AKTUBHOCTH IO CPAaBHEHHIO C COOTBETCTBYIOIIMMHU KOHIIEHTPALIMAMU B IJIa3Me KpoBU. B mepuos
JiedyeHus: puBapokcabaHoM He TpeOyeTcs MPOBOJUTH MOHUTOPHHI MapaMeTpOB CBEPTHIBAHUS
kpoBu. OpHako, ecnu JUIsi 3TOr0 €CThb KIMHUYECKOE OOOCHOBaHHE, KOHIEHTpaLUu
puBapokcabaHa MOTYT OBITh U3MEPEHBI B MKI/JI IIPU MTOMOIIY KATUOPOBAHHBIX KOJIMYECTBECHHBIX
TECTOB aHTU-Xa aKTUBHOCTH (cM. Tabmuiy 14 B pasmene 5.2 nns nuana3oHOB HAOIIOJAA€MBIX
KOHIIEHTpalui puBapokcabaHa B miaa3Me KpoBH y Aeteii). [Ipu ncnonb3oBaHuU TecTa aHTU-Xa
AKTUBHOCTH JJIsl KOJMYECTBEHHOW OIEHKM KOHIEHTpalMii puBapokcabaHa B IUIa3Me KPOBH Y
JeTel HeoOXOAMMO YYMTHIBaTh HUKHMM TIpeNesl KOJMYEeCTBEHHON oueHku. lloporossie
3HaueHUus JJIs KpuTepreB 3P(HEKTUBHOCTH WM O€3011aCHOCTH HE YCTAHOBJICHBI.
Knunuuecras sghpgpexmusnocmov u 6e3onacnocmo

Jleuenue BTD u npodhurakmuxa peuuousos BTD y nauuenmos 0emcko20 803pacma

bbuto mpoBeeHO 6 OTKPBITHIX MHOTOLIEHTPOBBIX MCCIIEI0BAaHUMN C yYaCcTHUEM JIETEH, B KOTOPbHIE B
oOmiem ObLIM BKJIIOYEHBI 727 netel ¢ moarBepkaeHHOM octpoir BTD, u3 KoTOphIX
528 nonmyyanu puBapokcabaH. Jloza puBapokcabaHa, KoTopas HpHUMEHsUIach y JeTel oT
poxneHus 1o < 18 ner, ObUla CKOPpEKTUpOBaHA IO Macce Tejla W MPHUBOAMIA K JIEHCTBHIO
pYBapokcabaHa, aHAJIOTHYHOMY TIpH mpueme 1036l 20 Mr puBapokcabaHa OJMH pa3 B JIEHb y
B3pocibix nanuenToB ¢ TI'B, uto moareepxaeHo B uccneaoanuu 11 ¢assl (cm. pazaen 5.2).

EINSTEIN Junior — paHIOMHU3MpOBaHHOE OTKPHITOE MHOTOLIEHTPOBOE KIMHUYECKOE
uccnenoBanue Il ¢a3pl ¢ akTuBHBIM KOHTposieM ¢ ydactueM 500 marueHToB (B BO3pacTe OT
poxknenus 10 < 18 meT) ¢ moaTBepxkaeHHOU ocTtpoit BTD, m3 xotopeix 276 nereit Obutn B
Bo3pacte oT 12 go < 18 mer, 101 pebenok — ot 6 mo < 12 ;et, 69 nereit — ot 2 10 < 6 NeT U

54 pebGenka B Bo3pacte 10 2 JIeT.
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BTO knaccudunmpopanack kak karerep-acconpnpoBanpsBTo1(90/335 mpuyentos Bynpynme

puBapokcabana, 37/165 marueHTOB B TpymIe Mpenapara CpaBHEHUs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra u cuHycoB (74/335 mamueHToB B Tpymne puBapokcabana, 43/165 manueHTOB B rpymie
npernapara cpaBHeHMs)) win Kak apyrue BTO, Bxmouas TI'B u TOJIA (He xaterep-
accoruupoBanHas BTD, 171/335 manuenToB B rpynme puBapokcabana, 85/165 mamueHTOB B
rpyIre npemnapaTta cpapHeHus). Hanbomee pacnpocrpanennoit BTD y nereit ot 12 mo <18 ner
ObuTa He KareTep-accoruupoBantas BTD y 211 gereit (76,4 %); y aereit ot 6 1o < 12 jet u ot
2 1o < 6 ner — TpoM0OO3 BEH TOJOBHOTO MO3ra W CUHYCOB y 48 nereit (47,5 %) u 'y 35 nereit
(50,7 %) cooTBeTCTBEHHO; Y AeTell miafiie 2 et — karerep-accoruupoBannas BTD y 37 nereit
(68,5 %). B rpynmne puBapokcabaHa He ObUIO JeTeil muamiie 6 MecsileB ¢ TPOMOO30M BEH
TOJIOBHOTO MO3Ta U CUHYCOB. Y 22 ManueHTOB ¢ TpoMO030M TPOMOO30M BEH I'OJIOBHOTO MO3Ta U
BeHO3HBIX cuHYcoB Obuta wmH(pekmus [IHC (13 mamweHToB B Tpymme puBapokcabaHa U
9 manueHTOB B IpyIIE Mpenapara CpaBHEHUS).

BTD Obuia cnpoBomupoBaHa MOCTOSIHHBIMU WJIM BpPEMEHHBIMU (DaKTOpamMH pHUCKAa WIH HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereii.

[TaneHTH! MOMyYaan HadyaIbHOE JICYCHHUE TEPAIeBTUIECKUMU J103aMH He(PpPaKIIMOHUPOBAHHOTO
remapvuHa, HU3KOMOJIEKYJISIPHOTO renapuHa Wik oHganapuHykca B T€UEHHUE MO KpaiiHel mepe
5 mHel, mocie yero ObUIN paHIOMHU3UPOBAHBI B COOTHOUICHHUH 2:1 WM B TpyIiy puBapokcabaHa
B J103€, CKOPPEKTUPOBAHHOM IO Macce Tella, WIM B TPYyMIy Mpenapara cpaBHEHHs (TemapHHbI,
ABK) B TeueHune OCHOBHOrO JeueHus, cocTaBuBiiero 3 mecsua (1 Mecsn ans aered miaiiie
2 1etr ¢ karerep-acconuupoBanHoi BTD). B cimyuae KIMHHYECKOH OCYIIECTBUMOCTH B KOHIIE
OCHOBHOTI'O TIepuojAa JEYeHUs MNPOBOAWIACH IMOBTOPHAs BU3YaJIU3allUsl COCYJIOB; MEpBUYHAs
IIPOBOAMJIACH Ha JTalle BKIIOYEHHsA B HccaenoBaHue. llocnme sToro mpuem ucciaemyemoro
npenapara MOr ObITh NMpEKpallleH WM, 0 PEUICHUI0 HUCCIeI0oBaTelNs, MPOJ0JKaJICI CyMMapHO
1o 12 mecsimeB (u1st ereit miaiie 2 JIeT ¢ kaTeTep-accoruupoBanHoit BT o 3 MecsiieB).
[TepBruyHOl KOHEUHOI TOukKO# 3()(eKkTHBHOCTH ObLIa YAaCTOTa CUMIITOMHOro penuauBa BTO.
[TepBruHO#l KOHEUHOW TOUYKOW O€30MacHOCTH ObLla KOMOMHHpPOBAaHHAs 4YacToTa OOJBIIMX U
KJIIMHUYECKH 3HAYMMBIX HEOOJBIINX KpoBoTeueHUU. Bce koHeuHble TOUKH 3(P(HEKTUBHOCTH U
0€30MacHOCTH 1IEHTPAIIM30BAaHHO OLIEHUBAINCHh HE3aBUCHUMBIM KOMUTETOM, JUIsl KOTOPOIO ObLIO
3acCNeIUICHO pachpe/esieHne MalMeHToB Mo TpynmnaM jeueHus. Pe3ynbraTel 3Q(GEeKTUBHOCTH U
6e301acHOCTH MpUBEeHbI B Tabnumax 12 u 13 Hmxe.

Petmmue BTD mpowmsomen y 4 u3 335 manuMeHTOB B Tpylmne pUBapokcabaHa U y 5 u3
165 marueHToB B TpyIie cpaBHeHUs. KoMOWHUpOBaHHAS YacTOTa OOJBIIIOTO KPOBOTCUCHUS U
KIIMHUYECKH 3HAYMMOT0 HeOOBIIIOro KpoBoTeueHus: oTMeuanach y 10 u3 329 nmaruentos (3 %),

MONy4aBIIUX puBapokcaban, u y 3 u3 162 mamuentoB (1,9 %), momy4aBmwux mpemapar
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cpaBHeHHs. YuCTas KIMHUYECKAs BBIroa (KOMPUHUPOBFHHET [4AUTORa, CHNTIQVMEOTND, DEMAIMBA

BTD3 u 6onb11oro kpoBoTeUeHHsI) OTMeUeHa y 4 u3 335 manueHToB B rpyIne puBapokcadaHa u y
7 3 165 nanueHToB B rpynne cpaBHEHUs. PexaHann3anusi BeHbl pU IOBTOPHOM BU3yalIU3allu
Habmronanack y 128 u3 335 mauueHToB npu JeueHHH puBapokcabaHoM U y 43 u3 165 nanueHToB
B I'pyIIIE IIpernapara CpaBHEHUs. DTH pe3yJIbTaThl ObUIM B LIE€JIOM COIIOCTAaBUMBI y A€Tell pa3HbIX
BO3PACTHBIX rpyii. B rpymme puBapokcabana 6110 119 mereit (36,2 ¢ m00bIM KPOBOTCUECHHEM,
BO3HUKIIKMM Ha (poHE Tepanuu, B TpyIIe npenapara cpaBHeHus — 45 nereit (27,8 %).

Tabauua 12. Jlannsle nmo npoduiio 3¢¢PeKTHBHOCTH PpHBApPOKcadaHa M Ipenaparta
CPaBHEHHS B KOHII¢ OCHOBHOI'O IIEPHO/A JICUCHHUS

CodbiTHE PuBapokcaban IIpenapart cpaBHeHMs
N = 335* N = 165*
Permnus BTO (mepBuyHas kKoHEUHAs 4 5
To4Ka 3PPEKTUBHOCTH) (1,2 %, 95 % U 0,4-3,0 %) (3,0 %, 95 % A 1,2-6,6 %)
KomOuHMpOBaHHAs KOHEYHAS TOYKA! 5 6
CHMITTOMHBIN peruaus BTD + (1,5 %, 95 % 11 0,6-3,4 %) (3,6 %, 95 % 11 1,6-7,6 %)

6eccUMNITOMHOE yXyALLICHUE TPU
OBTOPHOU BU3YyaIU3aluU

KoMOuHupoBaHHasi KOHEUHAs! TOUKA: 21 19
CUMNTOMHBIH penuaus BT + (6,3 %, 95 % 11U 4,0-9,2 %) (11,5 %, 95 % AN 7,3-17,4 %)
6eccuMNITOMHOE yXyAILICHHE +
OTCYTCTBUE U3MEHEHUM IIPU IOBTOPHOM

BU3YaJIH3allU

Pexananmzanus BEeHBI IPH MOBTOPHOU 128 43
BU3YaITH3AIIH (38,2 %, 95 % A1 33,0-43,5 %) | (26,1 %, 95 % 1AM 19,8-33,0 %)
KomOuHMpOBaHHAs KOHEYHAS TOYKA! 4 7

CUMITOMHEIN penuans BTD + 6onbimoe (1,2 %, 95 % AU 0,4-3,0 %) (4,2 %, 95 % A 2,0-8,4 %)
KPOBOTEUCHHUE (YHCTas KITMHIYECKast

BBITO/1a)

TOJIA co cMepTEeTbHBIM HITH 1 1
HECMEpTEIbHBIM HCX0/I0M (0,3 %, 95 % AU 0,0-1,6 %) (0,6 %, 95 % 211 0,0-3,1 %)

* [lomHas BeIOOpKA [UIS aHAIN3a, T.€. BCE IETH, KOTOPBIe OBUTH PaHIOMHU3HUPOBAHBI.
JU — noBepuTenbHBII HHTEPBAIL.

Tadauna 13. [lanHble mo mnpoduiao 0e30macHOCTH pHBapoKcadaHa u Tpenapara
CpaBHEHHs B KOHIIE OCHOBHOI'0 TI€PHO/IA JIeYeHN sl

CoObiTHE PuBapokcabGan IIpenapaTt cpaBHeHMs
N = 329* N =162*
KoMOuHMpOBaHHas! KOHEYHAsI TOYKA! 10 3
0O0JIBIIOE KPOBOTEYEHHUE + KIMHUYECKU (3,0 %, 95 % 11U 1,6-5,5 %) (1,9 %, 95 % /11 0,5-5,3 %)

3HAa4YUMO€ HeOOJIbIIIOE KPOBOTEUEHHE
(TmepBUYHas KOHEUHAs TOUKa

6e30macHOCTH)
Bonbiioe kpoBoTeueHue 0 2

(0,0 %, 95 % AN 0,0-1,1 %) (1,2 %, 95 % 111 0,2-4,3 %)
JIro6oe KpoBOTEUEHHE, BO3HHUKIIIEE HA 119 (36,2 %) 45 (27,8 %)

¢oHe Tepanuu

* BLI60pKa JUIA aHalIn3a 6C3OHaCHOCTI/I, T.C. BCC JICTU, KOTOPLIC ObLIN PaHAOMU3UPOBAHBI U MMOJYYHIIU TTO Kpaﬁneﬁ
MEpEe OJIHY 03y UCCICAYEMOI'0 JICKAPpCTBEHHOI'O IIperiapara.

[Tpoduns >pdexkTuBHOCTH U 0€30MacHOCTH puUBapokcabaHa OBLIM B IEIOM COMOCTABHUMBIM Y

neauarpuuecko momynsiuun ¢ BTD wm B3pocnoit monynsiumu ¢ TI'B/TOJIA, oanako
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COOTHOIIEHHE MAIMEHTOB C JIFOOBIM KPOBOTEUECHHEM ObIJ[Q(BBIMIE [B TIEMMATPHUSCKOH Loy LM

¢ BTD no cpaBHenuro co B3pocinoit nomysiiueid ¢ TT'B/TOJIA.

HaL[I/IeHTLI C TDOﬁHbIM TTIO3UTHUBHBIM aHTI/Id)OC(bOJ'II/IHI/I[[HBIM CHUHAPOMOM BBICOKOI'O pUCKa

B cnoncupyemoMm uccienoBaTesieM  PaHIOMH3UPOBAHHOM  OTKPBITOM  MHOTI'OLIEHTPOBOM
UCCJIEIOBAaHUM C 3aCJICIVICHHOM OLIEHKOM KOHEYHBIX TOYEK pUBapoKcabaH u3yyalicsi B
CpaBHEHMHU C BaphapHHOM y MALKUEHTOB ¢ TPOMOO30M B aHAMHE3€, Y KOTOPBIX TUATHOCTHPOBAH
aHTU(POCPOTUMUIHBI  CHHAPOM C BBICOKMM DPHCKOM TPOMOOIMOOIHMYECKHX COOBITHI
(TIOJIOKUTENBHBIA Pe3yJbTaT BCEX TPEX TECTOB Ha aHTU(OCHOIMMUIHBIN CHHIPOM: HalUuue
BOJIYAHOYHOT'O aHTHKOAryJISHTa, aHTUTEJN K KapJUOJUIIUHY U aHTUTEN K 0eTa-2-TITUKONPOTEHHY
). [Tocne BriroueHust 120 ManMeHTOB UCCISIOBaHKE OBbLIO MPEKPAIICHO JOCPOYHO O MPUIHHE
NOBBIIIEHHOW 4YacTOThl COOBITUH Yy TMAIMEHTOB B Trpynmne puBapokcabana. Cpenuss
MPOJODKUTEILHOCTh TIepruoa HAOMIONeHUs cocTtaBmwia 569 mHel. 59 manueHToB ObUH
pPaHIOMU3HUPOBAaHbI B Tpymiy puBapokcadana B go3e 20 mr (15 mr ana maumentoB ¢ KiKp
<50 mi/muH) u 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). Tpombosmboanueckne coObITUS
nmpomsonii  y 12 9% manmueHToB, paHAOMHM3UMPOBAHHBIX B TPYIIy pUBapoKcabaHa
(4 nuemuyeckux WHCYJIbTA W 3 MH(papKTa MUOKapna). Y MalUeHTOB, PAaHIOMHU3UPOBAHHBIX B
rpynny BaphapuHa, COObITHS HE ObUTH 3apPETUCTPUPOBAHBIL. bolbIioe KpOBOTEUEHHE MPOU3OIILIO
y 4 nanenTtoB (7 %) u3 rpynmnsl puBapokcabana u 'y 2 nauueHToB (3 %) u3 rpynmnsl BapdapuHa.
5.2. ®@apmakoKHHeTHYeCKHe CBOiicTBa

AOGcopouus

[IpencraBienHass HWke WHPOpPMANWs OCHOBaHA HAa JIAaHHBIX, IIOJNYYEHHBIX Yy B3POCIBIX
HaIMEeHTOB.

PuBapokcaban ObICTpO BcachlBaeTcs; MakcUMaibHas KOHIEHTpalus (Cmax) AOCTUraeTcs uyepes
2-4 gaca 1mocJie mpruemMa TaOJIeTKH.

[Tpu npueme BHYTph B BUJE TaOJIeTOK B J03UpoBKe 2,5 Mr u 10 Mr puBapokcabaH BcachIBaeTCs
NPaKTUYECKH MOJIHOCTHIO, IPU 3TOM €ro OmojocTynHocTh Beicokast (80-100 %) He3aBHcHMO OT
npuema numy. COBMECTHBIH ¢ muIiel npueM puBapokcabana B go3e 2,5 mr u 10 Mr He Biusier
Ha AUC u Cmax puBapokcabaHa.

B cBs3M cO CHMIKEHHOM CTENEHbIO BCACHIBAHUS NpPU INpUeMe TaOJeTOK 103upoBKoi 20 Mr
HaToIlak HaOmonanace OuojocTymHocTh 66 %. Ilpu mnpueme TabneTok puBapokcabaHa
no3upoBkoi 20 mMr Bo Bpems enpl oTMmeuanock ysenumdeHue cpeaHeil AUC nHa 39 % mo
CPaBHEHMIO C MPHEMOM TaOJIETKH HAaTOUIAaK, MOKa3bIBas MPAKTHYECKH IOJHOE BCAachIBaHUE U
BBICOKYIO0 OMO/IOCTYNHOCTh. PuBapokcaban B 1o3upoBkax 15 mr u 20 mMr cieayeT npuHUMATh BO

BpeMms ekl (cM. pasnen 4.2).
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DapMakOKMHETUKA pUBApPOKCcabaHa MpakTHYECKH JMHEHHE) B P3ax) mo, TS MNIHOMIH Lpas) BIIECHb

MIpU IpHEeMe HaToIak. B ycrmoBusax mpuema puBapokcabaHa B BUjE TaOJIETOK 103UpoBKoi 10 mr,
15 mr u 20 mMr Bo Bpems elbl HaOMIOIAeTCs J10303aBHCUMOCTh. [Ipu Gojee BBICOKHMX 033X
pHuBapokcabaH JEeMOHCTPUpPYeT abcopOLMI0, OTpaHUYEHHYIO PACTBOPEHHEM, C YMEHBIIEHHOU
OMOAOCTYITHOCTBIO U CHIIKEHHON CKOPOCThIO a0COPOLIMY MPH MOBBILIEHUH J103Bl.
dapmMakOKMHETUKAa pHBapoKcabaHa XapaKTepU3yeTCs YMEPEHHOHM MEXHHIUBHYyaJIbHON
BapualeIbHOCTHIO (BaprallMOHHBIN Kod(duimenT) B auanazone ot 30 no 40 %.

BcaceiBanue puBapokcabaHa 3aBHCHT OT MeECTa BBICBOOOXKICHHS B JKEIIyIOYHO-KHIIECYHOM
tpakte (OKKT). Camxenne AUC u Cmax Ha 29 % u 56 % cOOTBETCTBEHHO HaOJII0AIOCh MPU
BBICBOOOXKJICHUM TpaHyJiATa pHUBapoKcabaHa B IPOKCUMAJIBHOM OT/el€ TOHKOM KHIIKU B
CPaBHEHMHU C IIPUEMOM LIEJI0M TabJeTKU. DKCIO3ULKA MpenapaTa eiie OOJIbIle CHUXKAETCS MPU
BBEJICHUU PUBApPOKCca0aHa B TUCTAJBHBIN OTIEN TOHKON KUIIKH WIH B BOCXOASIIYI0 000I0YHYIO
kumky. Takum oOpasoM, cienyeT n30eraTb BBEJCHMs pUBapoKcabaHa JUCTalbHEE KENylKa,
IIOCKOJIBKY 3TO MOXET IIOBJ€Yb CHH)KEHUE BCAChIBAaHUS M, COOTBETCTBEHHO, 3KCIIO3UIMU
puBapokcabaHa.

buonocrymaocts (AUC u Cmax) puBapokcabana 20 Mr npu mnpuemMe BHYTPb B BHUJE
U3MEJIbYCHHOM TabJIETKH B CMECH C sI0JOYHBIM IIOpEe UM CYCIIEHAMPOBAHHOW B BOJE, a TaKKe
IpU BBEACHUU uepe3 XKeIyJOUYHbIH 30HJ C MOCIEAYIOLUIMM MPUEMOM XKHJKOTO NMUTaHUs OblLla
CpaBHUMa ¢ OMOJOCTYHNHOCTBIO LIE€JION TaOJIETKU. YUHUThIBas MpeCKa3yeMblil 10303aBUCUMBIN
dapmakokuHeTHYeckuid Mpoduiab puBapokcabaHa, pPe3yNbTaThl JaHHOTO HCCIEIOBAaHUS
OMO0CTYITHOCTH IPUMEHUMBI TaK)Ke U K 00J1ee HU3KUM J103aM pUBapoKcadaHa.

Pacnpenenenue

Cas3pIBaHMe ¢ OeNKaMH TUIa3Mbl Y B3POCIBIX BBICOKOE U COCTABIIAET MpuOIu3uTenbHo 92-95 %,
OCHOBHBIM CBS3BIBAKOIIIMM KOMIIOHCHTOM  SABJIACTCSA CBIBOpOTO‘-IHBIfI EU'II)6YMI/IH. O0BeMm
pacripeiefieHust — yMEPEeHHBIN, Vss COCTABISIET MPUOIM3UTENHHO S0 JI.

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHUHAIA

VY B3poCIBIX NAIMEHTOB MpH MIpHeMe pUBapokcabaHa MPUOTU3UTENHHO 2/3 103bl MOBEPraroTCs
MeTabonu3My U B JajbHEMIIEM BBIBOJSATCS PaBHBIMU YacTSIMM MOYKAMU U Yepe3 KUIICYHUK.
OcraBmascs 1/3 npuHATON 1036l BEIBOJUTCS OCPEICTBOM MPSAMOI MOYEUHOM SKCKPELMH B BUJIE
HEM3MEHEHHOT0 JEHCTBYIOLIET0 BEIIECTBA, IVIABHBIM 00pa3oM, 3a CUeT aKTUBHOW MOYEYHOU
CEKPELIHH.

PuBapokcaban merabonusupyercs nocpenctsoM uzodepmentoB CYP3A4, CYP2J2, a Takxke
IpU TMOMOIIM MEXaHW3MOB, HE3aBUCHUMBIX OT CHUCTEMBI HUTOXPOMOB. OCHOBHBIMHM MYTSIMHU

6I/IOTpaHC(bOpMaL[I/II/I SABIAKOTCA OKHCJICHHUC MOp(I)OJ'IHHOBOfI rpynmnbsl A1 THUAPOJIU3 aMUIHBIX

38



COOTBETCTBYET 3K(
32024 N2 18774

ot 05.09

cBazedl. CornacHo JaHHBIM, MOJYYEHHBIM iN Vitro, pyBapoKGa0an HBIAETEs CyOTTpanom | s

“MEPTHOMY OTYETY

6enkoB-niepeHocunkoB P-gp 1 BCRP (Genka ycTOWYMBOCTH paka MOJIOYHOM JKeJIe3bl).

HeusmeHenHblii puBapokcabaH SIBISETCS CaMbIM BaKHBIM COCJUHEHHEM B YEIIOBEUECKOM
IUIa3Me, OCHOBHBIE WJIM aKTHBHBIC HUPKYJIUPYIOIIME META0ONUTHI B IUIa3Me He OOHApy>KEHBI.
PuBapokcabaH, CHCTEMHBII KJIMPEHC KOTOPOro cocTaBisieT mnpubiusurensHo 10 /4, moxer
OBITh OTHECEH K JIEKAPCTBEHHBIM BEIIECTBAM C HU3KHM KiIHpeHcoM. llocie BHYTpHUBEHHOIO
BBeJeHUS | MI puBapokcabaHa MepuoJ IMOIYBbIBEAECHUs cocTaBisieT okoso 4,5 vaca. [locie
NEPOPAIBHOTO TMpHEMa BBIBEJICHUE CTAaHOBUTCS OTPAHUYECHHBIM CKOpPOCThIO abcopbumu. [lpu
BBIBEICHUU pUBapokcabaHa M3 IJIa3Mbl KPOBH KOHEUHBIM MEpHUOJ MOJIYBBIBEJCHUS COCTABISET
oT 5 110 9 4acoB y MOJIOABIX MAIMEHTOB U OT 11 10 13 4acoB y MOXKUIIBIX MAIMEHTOB.

q)aDMaKOKI/IHeTI/I‘-IeCKI/IC JAaHHBIC YV TITAaITUCHTOB

YV B3pOCHBIX MAlMEHTOB, MOJIYYAIOUIUX puBapokcaban B o3¢ 20 mr 1 pa3 B JaeHb ISl JICUCHUS
octporo TI'B, reomerpuueckoe cpeanee konuentpamnuii (90 % npeauKTUBHBIA UHTEPBAN) Yepe3
2-4 yaca W mpuMepHoO yepe3 24 yaca mocie mpueMa A03bl (UTO MPUMEPHO COOTBETCTBYET
MaKkCUMaJbHOW M MMHHUMAJIbHOW KOHLEHTPALMAM B HHTEpBAJE J03UPOBAHMS) COCTABHIIO
215 (22-535) mxr/n u 32 (6-239) MKI/11, COOTBETCTBEHHO.

CDaDMaKOKI/IHeTI/I‘leCKaH-d)aDMaKOHI/IHaMI/IquKaﬂ 3aBUCHUMOCTDB

CootHomienrne (apMaKOKMHETUYECKUX TMapaMmMeTpoB U  ¢apMakoguHAMUYEeCKuX d(PQeKToB
(OK/D]]) Mexay KOHILIEHTpalKel puBapokcabaHa B MIa3Me KPOBU U HECKOJIBKUMH KOHEUHBIMH
dapmakonmHAaMHYECKUMH TOoukaMu (uHrHOMpoBanue ¢akropa Xa, IIB, AUTB, HepTest)
OILICHMBAJIOCh TOCJIE MpHEeMa IIMPOKOro auamnaszoHa 703 (ot 5 mo 30 mMr aBa pa3a B CYTKH).
B3anmocBsI3p MKy KOHIIEHTpaIle puBapokcabaHa M akTUBHOCTBIO (pakTopa Xa HAWITydlIuM
00pa3oM MpOJIEMOHCTPUPOBAHA C HCIONBb30BaHUEM MOJAETH Emax. s 1B monens nmuHeitHOM
perpeccuu B LI€JIOM JIy4llle ONUCHIBAET JaHHbIE. YTJIOBOM KOA((ULIMEHT 3HAUUTEIbHO MEHSUICS
B 3aBHCHUMOCTH OT pEaKTUBOB, MCHOJb3yeMbIx ais omnpezaeneHus [1B. Ilpu ucnonszoBanuu
Habopa Neoplastin PT ucxonnoe 3nauenue [IB coctaBmino okosno 13 cek ¢ HaKIOHOM JIMHUU
okoio 3-4 cek (100 mkr/m). Pesynbrarsl ananuza cootHomeHuss OK/DJ B uccnenopanusx Il u
IIT ¢a3b1 cOOTBETCTBOBAIN aHAJIOTUYHBIM MIOKA3aTENIAM y 370POBbIX MMAIMEHTOB.

Llon

Y B3pocnpix He OBUIO KIMHHUYECKH 3HAYUMBIX  pa3iuuuid  (apMaKOKMHETHKH U
dbapMakoIUHAMUKU CPETU MYKUMH U KESHIIUH.

Jluya nooicunoco eospacma

VY NOXWUIIBIX MallMEHTOB KOHIEHTpAMU prBapokcabaHa B Mia3Me KPOBH BBIIIE, YEM Y MOJIOJIBIX

ManuCHTOB; CPCAHECC 3HAYCHUC AUC HpI/I6JII/IBI/ITeJ'ILHO B 1,5 Ppas3a NpeBhIIIACT COOTBCTCTBYIOIIUC
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3HAYEHHS Y MOJIOJIbIX MAIMEHTOB, TIIABHBIM 0OpPa3soM||BeIEVICIBYE, /ACHHPKE HIA (BEPUATHOIO)

oOmero u movyevyHoro kimpenca. Koppekius 103l He TpeOyeTcs.

Macca mena

VY B3pocibix kputhdeckas macca tena (menee 50 kr m Oosiee 120 Kr) TUIIh HE3HAYUTEITHHO
BJIMSUIA HA KOHIEHTPALMIO puBapokcabaHa B miaa3Me kpoBu (Menee 25 %). Koppekuus 103561 He
Tpedyercs.

Meosicomnuueckue pasnuius

Knuanyeckn 3HAYUMBIX pa3nuyuii (papMakOKMHETHKH U (apMakOIUHAMUKH Y B3POCIBIX
MAIMEHTOB  €BPOICOUIHOM, adpoaMepUKAaHCKOM, JIATHHOAMEPUKAHCKOW, SIMOHCKOM WU
KUTaWCKON 3THUYECKOM MPUHAJICKHOCTH HE HA0II01a10Ch.

Ileuenounas neoocmamounocmeo

Y B3pOCIBIX MAIMEHTOB C IUPPO30M IMEUYECHU U HapyIICHHUEM (YHKIMU TIEYCHHU JIETKON CTETICHU
(xmacc A no Yaitna-ITsto) papmakoknHeTnka puBapokcadaHa JIMIITb HE3HAYUTENbHO OTINYAJach
OT COOTBETCTBYIOIIUX TOKa3aTesiel B KOHTPOJIbHOM TpyMIe 3J0POBBIX UCHBITYEMbIX (B CpeIHEM
otmeuanoch yeennuenne AUC puBapokcabana B 1,2 paza).

VY MmanueHToB ¢ HMPPO30M MEYECHU W HApyUICHHEM (DYHKIMH TIEYSHH CPEJHEH CTETICHU TKECTH
(xmacc B mo Yaiina-Ileto) cpenusis AUC puBapokcabaHa ObUia 3HAYUTENBHO IMOBBIINIEHA (B
2,3 paza) 1Mo CpaBHEHHUIO CO 310poBbIMH MoOpoBoibiiamu. Heceszannas AUC yBennuuBaiach B
2,6 paza. Y O3THX MalUEHTOB TaKXe ObUIO CHUMKEHO BBIBEICHHUE pHUBapoKcabaHa MOYKaMH,
CXO0X€e C TAKOBBIM Y MALIMEHTOB C HapyLIeHHEM (YHKIUHU IIOYeK cpeAHel creneHu. [lanHbie no
MaIMeHTaM C TSDKEJTBIM HapylIeHueM (DyHKITUH ITeYeHU OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTU (hakTopa Xa y MAIMEHTOB ¢ HapylleHHeM (DYHKIMM MEYEeHU CpeHel
CTETEeHHU ObUIO BBIPa)KEHO B 2,6 pa3a CHIIbHEE, YeM Y 3/10pOBBIX 100poBoIbLEeB; yBenuyenue [1B
B CXOXeM cTeneHu Bo3pacrtaino B 2,1 paza. [lanuenTsl ¢ HapymieHneM GyHKIIUU TIEYSHU CPeTHEN
CTeNeHH ObUIM Oo0Jiee YyBCTBUTENbHBI K pHBapoKcadaHy, YTO SIBISIETCS CIEICTBUEM OoJiee
TECHOHN B3aMMOCBS3U (papMakoJIuHAMUUYECKHX 3(PPEKTOB U (papMaKOKMHETHUECKUX MapaMeTpoOB
Mexay KoHueHTpauuen u I1B.

PuBapokcaban npoTHBONOKa3aH NalMEeHTaM C 3a00JI€BaHUSMHU II€YEHH, NPOTEKAIOLUIUMHU C
KOaryJjonaTueii M pHUCKOM KIMHUYECKH 3HAYMMOIO KpPOBOTEUEHHS, BKJIOYas MNAIMEHTOB C
uppo3oM nevenu kinacca B u C no knaccudukanuum Yaiina-ITsio (M. pazaen 4.3).

Iloueunasn nedocmamoynocmy

Y  B3pocCHBIX MAallMEHTOB  HAONIOAANOCh  YBEJIMYEHHE  OKCIIO3MIMK  pUBapokKcabaHa,
KOPpEIMPOBABIIEE CO CHIKEHHEM MOYeYHOM (PYHKIMH, KOTOpas OILEHHBAJIACh H3MEPEHHEM
KJIMpEHCca KpeaTHHHUHA. Y MalueHTOB ¢ jerkoil (knupenc kpearnnuHa (KinKp) 50-80 mu/mun),

cpenueit (kmupenc kpeatuHuHa (KiKp) 30-49 mu/MuH) U Tsokenmoil (KIUpEHC KpeaTMHHHA
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(KinKp) 15-29 mu/muH) cTenenbro HapyuieHus (pyHKIUY [OHEK| KOHIEHTPANHY-PHUBANOKcahana B

mia3me kpoBu (AUC) Owitm moBeimeHsl B 1,4, 1,5 m 1,6 pa3a COOTBETCTBEHHO.
CootBercTByIOIIEe yBeIuUeHUEe (hapmMakoanHaMudeckux 3((HeKToB ObLI0 0oJiee BHIPAKCHHBIM.
VY ¢ nerkoii, cpenHedl U TSHKENOM CTEeNeHblo HapylleHHs (YHKUMHU MOYeK oOliee MoaBlieHHE
aKTHBHOCTH (¢akTopa Xa yBenuuuBaiochk B 1,5, 1,9 u 2,0 paza cOOTBETCTBEHHO 10 CPaBHEHHIO
CO 370POBBIMH JIOOPOBOJIBIIAMH COOTBETCTBEHHO; 1B Taxke yBemmumBanoceh B 1,3, 2,2 u 2,4
pa3a COOTBETCTBEHHO.
Jlannble o manueHTax ¢ kiupeHcom kpeatuauHa (KinKp) <15 mu/mMuH OTCYTCTBYIOT.
[Ipenmonaraerca, 4YTO puUBapoKcabaH HE TOJABEPraeTcss [Ualu3ly B CBSI3U C BBICOKUM
CBSI3bIBAHUEM C O€JIKaMU IIa3MBbl.
He pexomenayercss mpuMeHsAThH Mpenapar y mnaiueHToB ¢ kimpeHcoMm kpeatuHuHa (KinKp)
<15 mu/mun. Cregyer cobIr0AaTh OCTOPOKHOCTH TMPU IMPUMEHEHUH TIpenapaTa y MaiueHTOB C
knupencom kpeatunuHa (KinKp) 15-29 mun/mun (cm. paznen 4.4.)

eTH
bezonacHocTh 1 3 heKTHBHOCTL prBapoKcadaHa y JeTel U MOJIPOCTKOB B Bo3pacTe 10 18 mer
[0 TIOKA3aHMUI0 NPOPHIAKTHKA HMHCYJIbTAa W CHCTEMHOH TpPOMOOAMOOIMH y MAIMEHTOB C
bubpusuianren npeacepauil HeKJIamaHHOTO MPOUCXO0KICHHUS HE YCTAHOBJICHBI.
Abcopoyus
Jetu monyvanu puBapokcabaH B BUAE TAaOJIETOK WM CYCIEH3UU AJI pUeMa BHYTPh BO BpeMs
WIM Ccpa3y I0cjie KOPMIJIEHUS WM MpUEeMa MHILM, BMECTE ¢ OOBIYHOM MOpLUEN KUAKOCTU IS
oOecrieueHUs HaAJeXallero no3upoBaHus y jaeredd. Kak y B3pociblx, Tak U y jaerel
puBapokcabaH OBICTPO BCachIBAeTCs MOCIE NepOpaIbHOTO MpreMa MpernapaTta B JIEKapCTBEHHOM
dbopMe TabNMETKW WM TpaHydbl IS NPUTOTOBIEHUS CYCIEH3WHM [UIs TpueMa BHYTpb. He
OTMEUAJIOCh Pa3HMIIBI HU B CKOPOCTH, HM B CTEHEHHM BCACHIBAHUS MEXIY JIEKapCTBEHHBIMU
¢dbopMamu TaONETKH U TpaHyJbl AJsl MPUTOTOBIICHUS CYCIIEH3UHU JJIsl pueMa BHYTpb. [laHHBIE O
(dapMakoOKMHETHKE Yy JleTeil Tocie BHYTPUBEHHOTO BBEAEHHUS OTCYTCTBYIOT, IO3TOMY
abcomoTHas OWOJOCTYNHOCTh pHUBapoKcabaHa y JeTeil Heu3BecTHA. bbulo 0OHapykeHO
CHU)KEHHE OTHOCHUTEIbHON OMOJIOCTYNMHOCTH MPHU YBEJIUYEHUH A03bl (B MI/KI Macchl Tena), Ha
OCHOBaHUHU YE€TO MOXKHO CJlieJlaTh TPEANOJIOKEeHHEe 00 OrpaHuueHusx adbcopOiuu ans Oosee
BBICOKHUX 7103, Ja)ke MpH npueme ¢ nuineil. PuBapokcaban B Buae TabiaeTOK JA03UPOBKOM 15 mr
win 20 Mr ciieyeT IpuHUMAaTh BO BpeMsi KOPMIICHHSI MJIM BO BpeMs ebl (cM. pazzen 4.2).
Pacnpeoenenue
CrneunduyHbie B OTHOILIEHUU JIeTel JTaHHBIE O CBA3BIBAHUU pUBapoKcabaHa ¢ OelKaMH IJ1a3Mbl
OTCYTCTBYIOT. JlaHHBIe O ()apMaKOKMHETHKE Yy JIeTe Iocie BHYTPUBEHHOTO BBEACHUS

puBapokcabaHa OTCYTCTBYIOT. Vss y JeTed (Bo3pacTHO# nmamnazoH ot 0 no < 18 jer) mocie
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NepopaibHOro MpHeMa pHBapokcabaHa, CHPOTHO3UPOBAHHBINEC] TIOMAIIEHY, HTOMYIIANAOHHOrO

(apMaKOKMHETUYECKOTO MOJCINPOBAHMS, 3aBUCUT OT MacChl Tella U MOYKET ObITh OIUCAaH C
MIOMOIIBIO AJUIOMETPUYECKON (PYHKIMU CO CpeaHHM 3HadeHueM 113 1 mis cyObekra ¢ maccoi
Tena 82,8 K.

buompancgopmayus u snumunayus

Crenuduunbple B OTHOLIEHUMH JeTed JaHHble O MeTa0oJu3Me OTCYTCTBYIOT. J[laHHbBIE O
(dapMaKkOKMHETHKE y JETed Mocje BHYTPUBEHHOTO BBEIEHHUS PHUBApPOKCa0aHa OTCYTCTBYIOT.
Knupenc y npereii (Bo3pactHoi amamnazoH oT 0 no < 18 jyer) mociie mepopaibHOro Ipuema
puBapokcabaHa, CIPOTHO3UPOBAHHBIM C MOMOUIBIO MOMYJISALMOHHOIO (hPapMaKOKMHETHUYECKOIO
MOJICJINPOBAHMSI, 3aBUCUT OT MACChl T€JIa U MOXKET OBITh OMMCAH C ITOMOILBIO AJUIOMETPUUECKON
(GyHKIMU €O CpelIHUM 3HaYeHueM 8 /4 ans cyObekra ¢ maccod Tema 82,8 kxr. Cpemnue
reOMETPUYECKHE 3HAYEHUS Tepuoja TONyBbIBeAeHHUSA (t12), pPacCUMTAHHBIE C IOMOIIBIO
HOIYJIAUOHHOTO  (hapMaKOKUHETHUYECKOIO MOJEIUPOBAHMs, CHIJKAIOTCS C yMEHBLICHHEM
BO3pacTa U BapbupyroTcs oT 4,2 yaca y MOAPOCTKOB 10 IPUMEPHO 3 4acoB y JeTel B BO3pacTe
2-12 ner, no 1,9 u 1,6 waca y nereii B Bozpacte 0,5-< 2 net u menee 0,5 roja, COOTBETCTBEHHO.
Dapmakokuremuyeckue Oanuvle y NayueHmos

['eomerpuueckoe cpeanee koHueHTtpauuii (90 % wuHTepBal) B MHTEpBaJlaXx BPEMEHU OTOOpa
npo0, MPUMEPHO COOTBETCTBYIOLIMX MAKCUMAJbHOW M MUHUMAJIbHOM KOHILIEHTpAlUM B
UHTEpBaJie JO3MpoBaHusA, y aereil ¢ ocrtpoit BTD, nosmyuarommx puBapokcabaH B J03e€,
3aBHCAIICH OT MacChl Tena, IS TOJyYEHHUS SKCIO3MIMH, COOTBETCTBYIOIICH TaKOBOW Y
B3pocibix marnueHToB ¢ TT'B, momyvaronux go3y 20 mr 1 pa3 B JieHb, IPECTaBICHBI B Ta0IUIIE
14.

Ta6nmuuma 14. Cpoanas cratuctuka (reomerpuueckoe cpeanee (90 % wuHTepBaJ))
PABHOBECHBIX KOHLIEHTPAIHii puBapokcadana B Ija3Me KPoBH (MKI/JI) B 3aBUCHMOCTH OT
peKuMa 103UPOBAHUA M BO3pacTa

Bpemennbie
HHTEPBAJIBI
Onun pa3 B N Or12ap0<18 | N Ot 6 10 <12 Jer
AeHb Jer
2,5-4qaca | 171 2415 24 229,7
crycTsi (105-484) (91,5-777)
20-24 gaca | 151 20,6 24 15,9
crycTsi (5,69-66,5) (3,42-45,5)
[Ba pa3a B N Or1 6 10 <12 N Ot 2 10 <6 Jaer N Ot 0,5 1o <2
J1eHb Jer Jer
2,5-4 qaca 36 145,4 38 1718 2 H. .
CIycTst (46,0-343) (70,7-438)
10-16 wacos | 33 26,0 37 22,2 3 10,7
CIycTst (7,99-94,9) (0,25-127) (H.p.-H.DP.)
Tpu pa3za B N Ot 2 10 <6 N | Orpoxaenusigo | N | Or0,510<2 | N OT poxneHust 10
JeHb JeT <2 jer JeT <0,5 jer
0,5-3 gaca 5 164,7 25 1112 13 114,3 12 108,0
cnycTs (108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 qacoB 5 33,2 23 18,7 12 21,4 11 16,1
CIyCTSI (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

42



ot 05.09.2024 N= 18774
H.p. = HE pACCHUTRIBATIOCH (NMOCNEOOBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

3HaueHMs HUKE HIDKHETO Ipeiesia KoaudecTBeHHOro onpeneineHus (HITKO) ObUIM 3aMEHEHBI Ha
1/2 HIIKO puist pacuera cratuctuku (HITKO = 0,5 mkr/m).
DapmakokuHemuyeckas-papmakoOUHAMU4ecKas 3a8UCUMOCTb

Llon

AHanmu3 TOJNYYEHHBIX JJIAHHBIX HE BBIIBWI CYIIECTBEHHBIX pa3IMYUid B SKCHO3UIUU
puBapokcabaHa y JeTel pa3Horo mnosia.

Macca mena

VY nereii no3a puBapokcadaHa 3aBUCUT OT MAacChl Tella. AHAIIN3 JaHHBIX, IOJIYYCHHBIX JUIS JETEH,
HE BBISIBWJI 3HAYMMOI'O BIIMSIHUSI HEAOCTATOYHOW MAcChl TEJIa WIM OKHPEHHUS HA SKCIO3HIIUIO
puBapokcabaHa.

Meoicomuuueckue pazaudus

AHaM3 NOJyYEHHBIX JAHHBIX HE BBISBUJ 3HAUUMBIX MEXAITHUUYECKUX PA3IMYMi B 3KCIO3ULIUU
puBapokcabaHa y AeTel SIMOHCKOM, KUTaHCKOM WM a3UaTCKOW 3THUYECKOW MPUHAMJICHKHOCTH 3a
npenenamu SAnonuu u Kutas no cpaBHeHUIo ¢ o011l neanaTpuyeckoil nomyssinuei.

Tleuenounas nedocmamouynocms

Kiuandeckue naHHbIe A1 ACTEH ¢ HapylIeHneM (QyHKIIUHN IEYeHU OTCYTCTBYIOT.

Toueunas nedocmamounocms

JlanHble KIMHUYECKUX MCCIENOBAaHUN y AeTel B Bo3pacTe | roja W crapiie co cpeiHed Wiu
TSOKEJION CTENEeHbI0 HapylleHus (QyHKIUM TMo4YeK (CKOpPOCTh KIyOOukoBOW (uisTpanuu

< 50 mn/mun/1,73 M%) OTCYTCTBYIOT.

6. ®PAPMAIIEBTUUYECKHUE CBOHMCTBA

6.1. IlepeyeHb BcioMOraTe/IbHbIX BeleCTB
JlakT03BI MOHOTHIpPAT

[{enmono3a Mukpokpuctanueckas (tun 101)
Harpus naypuncynsdar

['unpomenosa (TUAPOKCUITPOITMIIMETHIILIEIUTION03a)
Kpockapmenno3za Hatpust

Maruus creapat

Kommo3umus s 000JIOYKH:

I1oNMBUHUIOBBINA CIIUPT
Makporon 3350 (monmustunenriukois (3350))
Turana quokcun (E 171)

Tanbk
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6.2. Hecosmectumocts (MOCNEQQBATENEHOCTE 0002)

He npumenumo.
6.3. Cpok rognoctu (CpoK XpaHeHH)
2 roza.

H3MmenpueHHEIE Ta0JETKH

W3menpueHHble TaOJIeTKU pUBapokcadaHa CTaOUIIBHBI B BOJE U B S0JOYHOM MIOPE B TEUEHUE
4 yacos.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH NPU XPaHEHUH

Xpanutb nipu Temneparype He Boime 30 °C.

6.5. XapaxkTrep u coJep:KaHue EPBUYHON YIIAKOBKH

[To 7, 10 unm 14 TabneTok B KOHTYPHOW SYCHKOBOW YIAKOBKE, COCTOSIICH W3 TUICHKU
[MIBX/TIBAX (TONMMBUHWIXJIOPUI/TIONUBUHIIINACHXIIOPUA) U (HOJIBIU ATIOMUHHEBOHN MEe4aTHOU
JTAKUPOBAHHOM.

Io1,2,3,4,56,7,8,9,10, 12, 13, 14, 24, 28 KOHTypHBIX S4EHKOBBIX yrakoBok mo 7 (wiu 10,
i 14) TabaeToK BMECTE C JTMCTKOM-BKIIAJIBIIIEM TOMEIIAIOT B TIAYKY U3 KapTOHA KOPOOOYHOTO.
He Bce pa3mepbl ynakoBOK MOTYT OBITh JOCTYIHBI JISl pealu3aluu.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH YHHYTOKEHHH HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara Wjin 0TX0J10B, MOJYy4YeHHbIX Mocje MPUMeHeHHs Npenapara, u
Apyrue MAHUMYJISIHUY ¢ TPenapaTom

Becb ocraBumiics nekapCcTBEHHBIM Ipenapar U 0TXO0/Ibl CIIEAYET YHUUYTOXKUTh B YCTAHOBIECHHOM
MOpSJIKE.

N3MenbueHne TabJIETOK

Tabnerku puBapokcabaHa MOXKHO M3MEIbUNTh, CyclIeHAUpoBaTh B 50 MII BOJBI U BBECTH 4epe3
HA30TaCTPAILHBIN WM KETyJOYHBIN 30H]I TIOCIIE MOATBEPKACHUS TIOJIOKESHUS 30H/1a B HKEITyIKeE.
[Tocne aToro HEOOXOAUMO MPOMBITEH 30H] BOAOW. B CBsi3U ¢ Tem, uTto abcopOIus puBapokcadbaHa
3aBHCUT OT MECTa BBICBOOOXKJCHUS JEUCTBYIOLIETO BEIIECTBA, HEOOX0AUMO M30eraTh BBEJCHUS
pHuBapokcabaHa AMCTAIbHEE XKeNy/IKa, B IPOTUBHOM CIIydae 3TO MOXKET NMPUBECTU K CHUKEHHUIO
abcopOuuu W, CleIOBaTeNbHO, K CHI)KEHHIO SKCIO3MIMU JIeHCTBYromero BemiecTBa. llocne
BBEJICHUS HW3MEJNbYCHHOM TabineTku puBapokcabana 15 mr wimm 20 Mr HeobXxoauMo

HE3aMCIJIUTCIIbHO OCYIICCTBUTL MPUEM SHTCPAJIbBHOT'O TUTAHUA.

7.  JEPXATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanus
00O «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, kM BaykoBckoe 1mocce 5-i (1. Buykosckoe), apna. 1, ctp. 1
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Tenedon: +7 (495) 232-56-55 (MOCNEOQOBATENEHOCTEL 0002)

daxc: +7 (495) 232-56-54
OnekrponHas moura: info@izvarino-pharma.ru
7.1. IlpencraBuTe b iep:KaTesis perucTPalMOHHOIO Y10CTOBEPEeHHs

[Iperen3zun HOTDG6HTCHCﬁ HaIIpaBJIATh I10 aApPECy.

Poccuiickas ®@enepanus

000 «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BuykoBckoe), nsia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®axc: +7 (495) 232-56-54

OnekrponHas noura: info@izvarino-pharma.ru

8.  HOMEP PETUCTPALHIUOHHOI'O YAOCTOBEPEHUS

9. JIATA IEPBUYHOM PETUCTPAIIMU (ITIOATBEPKJIEHUA PETUCTPAIINN,
INEPEPETUCTPALIUN)

JlaTta nepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO11ast XapakTepHCTHKa JIEKapCTBEHHOT0 Mpenapara ApoBabaH JOCTYyNHA Ha HH()OPMAIMOHHOM
noptane EBpazniickoro 3KOHOMHYECKOTO COr03a B MH(OPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH

«uTepuer» http://eec.eaeunion.org/
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