COOTBETCTEBYET JKCNEPTHOMY OTYETY
o1 20.11.2025 Nz 28920
OBLIAS XAPAKTEPUCTHUKA JTEKAPCTBEHHOIO IIPETRAPATA 1005

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

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

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JeticTByro11iee BEIIECTBO: pUBApOKCcadaH.

ApoBabas, 15 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxnas TabneTka, HOKphITas INIEHOYHONW 000JI0YKOM, COACPKUT 15 Mr puBapokcabaHa.

Aposabas, 20 mr, Ta0JIETKH, IIOKPBITHIE INIEHOYHOU 000JIOYKOU

Kaxxnas Tabnerka, moKpbITasi INIEGHOYHOH 000J109KOH, comepkuT 20 Mr puBapokcabaHa.
BcrnomorarenbHbie BEIIECTBa, HAJTHMYME KOTOPBIX HAJIO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: Jlaktosa (cM. pasuen 4.4).

[TonHbIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIECH B pasee 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MIIEHOYHOM 000I0UYKOM.

ApoBabaH, 15 mr, Ta0JIEeTKH, IIOKPBITHIE INIEHOYHON 000JIOYKOH

TabneTku Kpyrioi (OpMBI, TBOSKOBBIMYKIbIC, MMOKPHITEIE 000JIOYKOW OT OCJIOr0 WM MOYTH
OeJtoro 1BeTa 10 0EI0ro ¢ KEJITOBATHIM OTTEHKOM I[BETA.

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

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

OeJtoro 1BeTa 10 0eI0ro ¢ KEJITOBATHIM OTTEHKOM I[BETA.

4. KJIMHHNYECKHUE JAHHBIE

4.1. Tloxa3aHusi K NPUMEHEHHIO

[Tpenapat ApoBabaH 1okas3aH K IPUMEHEHUIO KaK y J€TeH U MoApOCTKOB B Bo3pacTe 10 18 ser ¢
Maccoit Tesa ot 30 Kr, Tak ¥ 'y B3pOCIIBIX.

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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Jleyenue BeHO3HOM TpoMOO03MOOnu (BTD) n npobunaxiwka peEAAuBOE Bl DHIOCIERHE Mekee 5

JIHEW HaYaJIbHOM MapeHTEepaIbHON aHTUKOATYJITHTHON TEpanuu.
4.2. Pexum 103MpoBaHMS U CIIOCOO NPUMEHEHUS

PexxuM 103upoBaHus

Ipogpunaxmuxa uncyrbma u cucmemHou mpomo0ImMo0aUL Y 83POCTbIX

PekomennoBannas po3a cocrtaBiusier 20 Mr oAuH pa3 B J€Hb, 4YTO TakKXe SIBJISETCS
PEKOMEHI0BAHHON MaKCHUMAJIbHOW CyTOYHOM J1030H.

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 nponyckKe npuema npenapama

Ecnu npuem ouepemHo#l 03I MPOMYIIEH, MAMEHT JODKEH HEMEUIEHHO MPHHATH TalbJeTKy
npenapata ApoBabaH U Ha CIIEAYIOIIMN IeHb IPOAOIKATh IPUEM IIperapara OJiuH pa3 B JIeHb Kak
PEKOMEHI0BaHO. B 3TOT ke NeHb He clelyeT NPUHUMAaTh ABOWMHYIO 103y Ul KOMIICHCALUH
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 IcHb B TEUEHHUE NIEPBBIX 3 HEJEIb C MOCIEAYIOIUM IEPEX0I0M Ha 103y 20 MI O1MH pa3 B
CYTKH JJIsl ajibHeero geueHus u npoduiaktuku peruausos TI'B u TOJIA.

KopoTkas npoaomKuTenbHOCTh Kypea JIeueHNs (MUHUMYM 3 Mecsilia) J0JKHA ObITh pacCMOTpPEHa
quist mauueHToB ¢ TI'B nnn TOJIA, cipoBOLIMPOBaHHBIX CEPbE3HBIMU O0paTUMbIMU (haKTOpaMu
pucka (T.e. HEJaBHEE CEPbE3HOE XHPYPru4ecKoe BMENIATEIbCTBO WIM TpasMa). boiee
JUINTENIbHBINA TEPHOJ JIEYEHUS TOJDKEH OBITh paccMoTpeH s nanuenTos ¢ TI'B niau TOJIA, He
CBSI3aHHBIMU C CEpbE3HBIMU 00paTUMBIMU (PaKTOpPaMU pUCKa, C HecnipoBolrpoBaHHbIMU TT'B min
TOJIA, v ¢ TI'B umu TOJIA B anamHe3e.

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 MI OJIMH pa3 B JICHb.

[TponomKUTENBEHOCTD JI€UEeHUSI U BHIOOP 03Bl JOJKHBI OMPENENAThCS WHAUBUIYAJIBHO IOCIIE
TIIATEIbHOM OILIEHKHU IOJIb3bI JICUEHHs IPOTUB PUCKA BOZHUKHOBEHHUSI KPOBOTEUSHHS (CM. pa3jien

4.4).
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Tabauna 1 (MOCNEOOBATENEHOCTE 0005)
Ilepuon Bpemenn Cxema nmpuema Cymmapnast
CyTO4YHasl 1032
Jleuenue u Hens 1-21 15 Mr n1Ba pasa B JIeHb 30 mr
npoduIaKTUKA C 22 nus 20 Mr ozuH pa3 B JICHb 20 mr
peuuansoB TI'B u TOJIA
[Mpodunakruka ITocne kak MUHUMYM 6 10 Mr onuH pa3 B ICHb 10 mr
pemmausoB TT'B u TOJIA Mecsues neuenus TI'B WU WU
mwm TOJIA 20 Mr OJTMH pa3 B JIcHb 20 Mr

Jleticmeusi npu nponycke npuema npenapama

Ecnu mpuem 10361 TIpOIyIeH MpU peXUME J03UpoBaHus 15 Mr aBa pasza B jaeHb (AeHb 1-21),

MAIUEHT JOHKEH HEMEIJICHHO MPUHATH Ipenapat ApoBadaH Juist JOCTUKEHHS CyTOYHOU 10361 30

MTI npenapata ApoBabaH. B nanHoM cimyuae aBe TabneTku 15 Mr MoryT OBbITh NPHHATHI B OJUH

npueM. Ha crnengyroniuii 1eHb MalueHT JOJDKEH MPOJ0JDKATh PEryJsIpHbIA mpueM mpenapara 15

M JIBa pa3a B JIEHb KaK PEKOMEH]I0BaHO.

Ecnu npueM A03bl MpOIMyLIEH NpPU PEXUME TO3UPOBAHUS OJUH pa3 B JCHb, MAIlUEHT JIOJKEH

HEMEIJIEHHO IPUHATH Ta0JEeTKy npenapara ApoBadbaH U Ha CIEAYIOUIUI JeHb IPOJOKATh IPUEM

Ipenapara OJMH pa3 B JIeHb KaK PEKOMEHJ0BaHO. B 3TOT ke JeHb He cielyeT NpUHHUMATh

JIBOMHYIO 103y J1J1s1 KOMIIEHCALUH MTPOMYILIEHHOH 103bl.

Ilepexoo ¢ anmazconucmos sumamuna K (ABK) na npenapam Aposaban

— IIpodunaktrka MHCYIbTA U CUCTEMHON TPOMOOIMOOINH: ClIey€eT NpeKkpaTuTh jeueHne ABK
M HayaTh JieYeHWe mpemaparoM ApoBabaH TpH 3HAYCHUH  MEXKIYHApPOIHOTO
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

JOCTaTOYHBIM ~AHTHKOATYJSHTHBIH 5(QQeKT BO BpeMs IepexoAa Ha aJbTepHATUBHBIN

aHTuKoaryyisHt. Crenyer OTMETHTb, 4YTO Tpernapar ApoBa0aH MOXET CHOCOOCTBOBAThH

nosbienro MHO.

[TanmenTam, nepexoaauuMm c rpenapara Apoadan Ha ABK, crnexyet o1HOBpeMEHHO IPUHUMATD

ABK, moka MHO He nmocturHeT 3Hauenus > 2,0. B TeueHue mepBhIX ABYX JHEU MEPEXOTHOTO

neproja J0JKHA MPUMEHSThCS CTaHaapTHad HadainbHas 1o3a ABK ¢ mocnenyromeit nozoii ABK,
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onpenensgeMoi B 3apucumoctu or BenmuuHbl MHO. BOBPEVIE DBOANEMSHHODO TiRHMEHCHNA

npenapara ApoBaban u ABK 3nauenne MHO nomkHO onpeenaThes He paHee 4yeM uepes 24 Jaca
nocje MpeAbAyIIero npueMa, Ho A0 MpHeMa cienyromeil no3bl npernapara Aposabas. Ilocie
npeKpaiieHus: npuMeHeHus npenapara Aposaban 3HaueHne MHO moxeT OBITH TOCTOBEPHO
ompenenaeHo yepe3 24 yaca mociie mpruema nocieaae 103ul (cM. pasaensl 4.5 u 5.2).

Ilepexoo ¢ napenmepanbHbIX AHMUKOA2YIAHMOS Ha npenapam Aposaban

VY B3poCIHbIX, MOIYyYaOIIKUX NapEeHTEPAIbHbIE AHTUKOATYJISIHTBI, CIEAYET MPEKPATUTh BBEACHUE
NapeHTEepaIbHOTO ~ AHTUKOAryJlsHTa W HayaTh IPUMEHEHHE Tmpemnapara ApoBabaH 3a
0-2 yaca 10 BpeMeHHU CIEAYIOLIEro IUIAHOBOTO BBEIEHHUS MApEeHTEpalbHOrO Ipenapara
(HampuMep, HU3KOMOJIEKYJISIPHOTO TelapvHa) WJIM B MOMEHT MpPEKpalleHHs HENPEpbIBHOTO
BBEJCHUS  IapeHTEpaJbHOIO  Ipenapara  (HaOpUMep,  BHYTPUBEHHOTO  BBEJEHUS
He(paKIMOHUPOBAHHOI'O TE€IIapUHa).

Ilepexoo ¢ npenapama Aposaban Ha napeHmepanrbHvle AHMUKOA2YIAHNbL

Cnenyer oOTMeHUTh TipemapaT ApoBadaH ¥ BBECTH TMEpPBYIO 103y MapeHTEpPaIbHOTO
AQHTHKOATYJIIHTA B TOT MOMEHT, KOTJa HYXHO OBUIO NMPHHSATH CIEIYIOIIYIO 03y Iperapara
ApoBabaH.

Oco0nIe T'pYIHIIBI NAlIMCHTOB

Tayuenmoi ¢ napywenuem hynkyuu novex

Hmeromuecst orpaHU4eHHbIE KIMHUYECKUE JaHHbIe JEMOHCTPUPYIOT 3HAUUTEIIbHOE MOBBILLICHHUE

KOHLEHTpAlluu puBapokcabdaHa B IUIa3Me KPOBH y NAI[UEHTOB C TSKEJION CTENEHbIO HAPYIIECHUS

¢yuxun novek (knupeHc kpeatuHuHa (KnKp) 15-29 mn/mun). BenencrBue atoro s gjaHHon

KaTeropuu MaeHToB npenapat ApoBadaH clielyeT IPUMEHSTh C OCTOPOKHOCThIO. [IprMeHeHue

HE PEKOMEH/IyeTCs y MalUeHTOB ¢ KupeHcoM kpeatununa (KnKp) <15 mn/mus (cm. pazgenst 4.4

us.2).

V¥ nanuenToB co cpenneit (knupenc kpearnnuHa (KinKp) 30-49 mu/Mun) nnu Tspkenon (KJIMpeHc

kpeatunuHa (KnKp) 15-29 mu/mMuH) creneHbpto HapylieHuss (YHKIMH HOYEK HE0O0XOAWMO

CJIEI0BaTh PEKOMEHIALNSAM HUXKE:

—  Ilpu npoduakTuke UHCYJIbTAa U CUCTEMHOM TPOMOOIMOOINH Y MALIMEHTOB ¢ GUOPUILISIIEH
npeJicepInii HEKJIallaHHOTO IPOUCXO0XKICHNS PEKOMEH0BaHHas /1032 COCTaBIISIET 15 Mr oiuH
pa3 B JieHb (cM. pazfaen 5.2).

— Ilpu newenun TI'B um TOJIA u npodunaxktuke peunmusoB TI'B u TOJIA: nmamuentam
HEoOXOUMO MpUHUMATh 15 Mr nBa paza B JI€Hb Ha NMPOTSHXKEHUH NEPBBIX TPEX HENENb.
BrocneacTeuu, koraa pekoMeHayeMas no3a npenapara Apopadan coctaBut 20 MT OJuH pa3
B JIEHb, CIIEYET MPEAYyCMOTPETh CHMKEHHUE 103bl ¢ 20 Mr 10 15 Mr onuH pa3 B J€Hb, €CIIH

PUCK BO3HMKHOBEHMSI KpOBOTEUEHMsI y NMalMeHTa Bbllle pucka peunausoB TI'B u TOJIA.
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PexoMennanus 1o mnpuMeHEHUIO A03bl (15 Mr | pCHOBHHA (M, [PapMaKOKAHCDIMECKOM

MOJICIMPOBAHUH M HE U3YyYaJIach B KIIMHMYECKUX UCCIIeIOBaHUSX (CM. paznensi 4.4, 5.1 1 5.2).
Korna pexomenoBannas 103a cocrapisier 10 Mr B JiIeHb, KOPPEKIMH J03bI 10 CPABHEHUIO C
PEKOMEHIOBAaHHON He TpeOyeTcs.
VY marnueHTOB ¢ JIETKOM CTeNeHbI0 HapyIeHus GyHKIKU odek (kinupence kpeatunnna (KinKp) 50-
80 mu1/MUH) KOppeKIHs 1036l HE TpeOyeTcs (cM. pazaen 5.2).
THayuenmoi ¢ HapywieHuem QYHKYuU neveHu
[Ipemapar  ApoBaGaH  MNPOTHMBOINOKAa3aH  MalUMeHTaM ¢  3a00JIeBaHUSIMH  TICUCHH,
COTPOBOXKAAIOIIMMHCS KOAryJIONaTued U pUCKOM KIIMHUYECKH 3HAYMMOT0 KPOBOTEUEHUS, B TOM
Yyyucie MmanueHTaM ¢ Iuppo3oM mnedeHu kiaaccoB B m C mo kimaccudukanum Yaina-IIso (cm.
paznenst 4.3 u 5.2).
Tayuenmsr nodxcunozo eospacma
Koppekuust 10361 He Tpebyercs (cM. pazzaen 5.2).
Macca mena
Koppekuust 10361 y B3pOCIbIX HE TpeOyercs (cM. pa3nern 5.2)
Ilon
Koppekuust 10361 He TpedyeTcs (cM. pazaen 5.2).
Tlayuenmsi, noogepearowuecs kapouosepcuu
Jleuenue npenapatom ApoBabaH MOKET OBITh HAYATO WJIM MPOJIOJDKEHO Y MallMeHTOB, KOTOPBIM
MOJKET OTPEOOBATHCS KapAUOBEPCHS.
[Ipu kapauoBEepCHM IO KOHTPOJIEM upecnuieBoAHON sxokapauorpapuu (UIIDxo-KI') y
MAIMEHTOB, KOTOpbIE paHee He TMONydYald AHTUKOATYJISHTHOW Tepamuu, Ui oOecreueHus
aJIeKBATHOM aHTUKOATYJIALIUY JIeUeHUe mpenaparoM ApoBabaH JOKHO HAYUHATHCS 110 MEHbBIIIEH
Mepe 3a 4 ydaca no kapawoBepcuu (cM. paszensl S5.1. mw 5.2.). [lns Bcex manueHTOB Tepen
KapJIMOBEPCHUEH JOKHO OBITh TOJIYYEHO MOATBEPIKICHHUE O TOM, YTO MAIMEHT MPUHSI ITpenapar
ApoBabaH B COOTBETCTBHMU C Ha3HaueHUEM Bpaya. [Ipy NpUHATHM peuieHWil o Haudane u
MPOJIOJKUTENIHOCTH JICUEHUS CIeAyeT NPUHUMATh BO BHUMAHKE JEHCTBYIOIME PYKOBOJCTBA U
PEKOMEHIallUK 110 AHTUKOATYJITHTHON TEPAIKK Y MAIMEeHTOB, MOABEPTaAIOIINXCS KapIMOBEPCUH.
THayuenmor ¢ Quobpuniayueti npedcepoutli HEKIANAHHO20 NPOUCXONHCOEHUs, NepeHecuiue
upeckodHcHoe KOpoHapHoe emeuiamenscmeo (4KB) co cmenmuposanuem
HmeeTcst orpaHUYeHHBIN OMBIT MPUMEHEHUs puBapokcabaHa B yMEHBIIIEHHOH 03¢ 15 Mr 1 pa3 B
nenb (wm 10 mr 1 pa3 B IeHB AJ14 TAIIUEHTOB CO CPEHEN CTENEHBIO HapyIIeHUs (PYHKITUU TTOUEK
(KnKp 30-49 mu/mun)) B koMOuHauu ¢ uHruoutopom peuentopa P2Y12 B TeueHue Makcumym

12 MecsleB y ManueHTOB ¢ GUOpWIUIALMEH Mpeacepauil HEKJIAaHHOTO MPOUCXOXKICHUS,
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KOTOpBIM HEOOXOAUM IPHEM IEPOpANIbHBIX | aHTUKQATYIEHTOB ) B TiepgHecniix, HKB) co

CTEeHTHpOBaHUEM (cM. paszaensl 4.4 u 5.1).
eTH

Jleuenue BTD u npoghunakmuxa peyuousos BTD y oemeii u noopocmrog

Jleyenune npenapatom ApoBabaH y JeTeld M MOAPOCTKOB B BO3pacTe /0 18 JeT MOKHO OBITh

HayaTo IMOCJe HEe MEHee 5 JHEH HaYaJIbHOW MapeHTEPaJIbHOW aHTUKOATYJSTHTHOW Tepanuu (CM.

paznen 5.1).

Jo3a mis nerei ¥ mOAPOCTKOB PACCUUTHIBAETCS B 3aBUCUMOCTU OT MAacChl TeJa:

— wmacca tena ot 30 xr 10 50 Kr: pekoMeHI0BaHHas j103a 15 Mr puBapokcabaHa OJIMH pa3 B JCHb,
YTO SIBJISIETCS MAKCUMAJIBHOW CYTOYHOM J0301;

— Macca tena 50 kr i 6osee: pekoMeH10BaHHas 103a 20 Mr puBapokcabaHa OJIMH pa3 B JCHb,
YTO SIBJIAETCS MAKCUMAJIBHOM CyTOYHOU JT0301;

— Ui IAlMeHTOB ¢ Maccol Tena MmeHee 30 KT HEOOXOANMMO IPUMEHATh pUBapokcadbaH B hopme
TpaHyJ1 Ui MPUTOTOBICHUS CYCIIEH3UU AJIs TPUeMa BHYTPb.

Ha perynspHoit ocHOBE HEOOXOAMMO MOHUTOPUPOBATE BeC peOCHKA U IIEpeCMaTPUBATh J03Y. ITO

HEe00X0oarMO, yTOOBI 00€CTIeUnTh MOJIepKAHNE TepaneBTUYECKON 103bl. KoppekTupoBka 10361

JOJI’KHA BBITIOJIHATHCS TOJBKO HA OCHOBAaHUH W3MEHEHHUS MACChI Tea.

Tepamnus y gereil U MOJIPOCTKOB JOJKHA MPOIOJDKATHCS MO KpaliHel Mepe B TeUeHHe 3 MecsIIeB.

JuTenbHOCTh JIeUYEHUST MOXKET OBbITh yBenudeHa 10 12 MecsleB B cliydae KIMHUYECKOU

HeoOXoauMOCTH. [laHHbIE B TOAJIEPKKY CHIDKCHHS J03BI y JAETeH mocie 6 MecsIeB Tepanuu

OTCYTCTBYIOT. COOTHOIICHHE TMOJb3a-pUCK TMPU JUIMTEIBHOCTH TEPAUK CBBIIE 3 MECSIEB

JOJKHO OIICHMBATHCSI MHIMBUIYalbHO, MIPHHUMAs BO BHHMaHHE PHUCK peluauBa Tpombo3a u

MOTEHIUATBHBIM PUCK KPOBOTECUEHUSI.

eticmeus npu nponycke npuema npenapama

Ecnu npueM 10361 IponyIieH, He00X0AUMO MPUHATH MPOMYLIEHHYIO 03y KaKk MOKHO ObIcTpee
[IOCJIE TOrO, KaK 3TO 3aMETUIIM, HO TOJBKO B 3TOT K€ ACHb. ECIM 5TO HEBO3MOXKHO, MALUEHT
JIOJDKEH TPOITYCTUTH 3Ty 103y M NPOAOKUTH IPUEM CO CIEAYIOLIEH H03bl B COOTBETCTBUM C
Ha3Ha4YeHHEeM Bpada. [lanmumeHT He MOJDKeH NpUHHMATh ABOMHYIO 103y I KOMIIEHCALUU
IIPOITYLIEHHOM J103bI.

bezonacHocts u 3¢ ¢dexkTuBHOCTH puBapokcabaHa y nereid B Bospacte or 0 mo 18 mer mo
MOKa3aHWI0 TMPO(UIAKTHKA HWHCYJIbTAa W CHUCTEMHOW TpOMOOOMOOIMHM Yy TAalHUeHTOB C
bubprsuianuen mpeacepAuil HEKJIAaHHOTO IPOUCXOXACHHUS HE YCTaHOBIEHBL. JlaHHBIE
OTCYTCTBYIOT. B cBsi3u ¢ 3TuM mpenapar ApoBabaH He pPEKOMEHAYETCSl MPUMEHSTh y JeTei B

BO3pacTe 70 18 jeT mo nokasaHusM UHbIM, 4eM Jiedenne BTO u npodunaktuka perunusos BTO.
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[Ipenapar AposabaH, 15 mr, Tab1eTKH, TOKPHITHIE IUIEHOYHOK DGONOMKOH CHeL oA ENy R HA3HAYaTh

(mpumensTh) y nererd B Bo3pacte oT 0 mo < 18 ;met ¢ maccoit tena meHee 30 Kr s JaHHOM
JIEKapCTBEHHOH ()OPMBI B CBSI3U C HEBO3MOXXHOCTHIO O0ECHEUUTHh PEXHUM JI03upoBaHus. Jlns
YIOBJIETBOPEHHUST TOTPEOHOCTEH yKa3aHHOH TpyNIbl MAIMEHTOB HEOOXOIUMO MPUMEHSTH
puBapokcabaH B popMe rpaHyJI IjIsl IPUTOTOBJICHUS CYCIIEH3UH JIsl IPUEMa BHYTPb JUIS IeTeH.
[Ipenapar ApoBaban, 20 Mr, TaOJIETKH, TOKPHITHIC TNICHOYHOW 000JI0YKOM, HE CIeAyeT Ha3HaYaTh
(mpumensTh) y aerei B Bo3pacte oT 0 go < 18 zner ¢ maccoii Tena meHee 50 Kr aias JaHHOU
JIEKapCTBEHHOM (POPMBI B CBS3M C HEBO3MOXKHOCTBIO 00ECTICUUTh PEKHUM JO3UPOBAHUSI.

Ilepexoo ¢ ABK na npenapam Aposaban

[Tpu neuenun BTD u npodunakTrke peluanuBOB y IeTel cieayeT npekparuth jJeuenrne ABK u
HauaTh JIueHHe mpenaparoM ApoBadban npu 3HaueHun MHO < 2.5.

[Tpu mepexone mamuentoB ¢ ABK Ha mpemapar Aposaban 3nauenuss MHO Oynyt ommGo4HO
3aBBIIICHHBIMHU TOCJe TpueMa mpenapara ApoBadan. MHO He mogxomut s omnpeaencHUs
AHTUKOAryJITHTHOM aKTUBHOCTHU Mpernapara ApoBabaH U MOITOMY HE JOJKHO HCIIOIb30BAThCS C
3TOM 1eIbIo (cM. pasnen 4.5).

Ilepexoo ¢ npenapama Aposaban na ABK

Jetsim, koTopsie iepeBosaTCs ¢ npenapara Apoadan Ha ABK, Heo0Xxoaumo npoaomkaTs npueM
npenapata ApoBaban B TeueHue 48 yacos nocne npuema nepsoit 10361 ABK. Tlocne aByx nuei
COBMECTHOTO MpuMeHeHus cineayeT usmeputs MHO 1o npuema crnegyromeil 3ariaHupOBaHHON
no3pl  mpemnapata ApoBaGaH. CoBMmMecTHOe npuUMeHeHue npenapara Aposaban u ABK
pexkomenayetcst mponosnkarh moka MHO He nocturner Benmuuunbl > 2,0. [locne npekpaiieHus
npuMeHeHus npemnapara Apoa0aH 3HaueHne MHO MoxeT OBbITh JOCTOBEPHO OIpPEENICHO Yepe3
24 yaca nocie npueMa nociaegHel 10361 (CM. BbIlIe U paszen 4.5).

Ilepexoo ¢ napenmepanvHbix aHmukoa2yiAHmo8 Ha npenapam Aposaban

VY nereil, mony4aromMx MapeHTepaibHble AHTUKOAUYJSHTBI, CIEAYeT NPEeKpaTUTh BBEACHUE
MapeHTepabHOTO aHTUKOATYJISIHTa U HauaTh MPUMEHEeHHe mpenapaTa ApoBaban 3a 0-2 gaca 10
BPEMEHHU CIIEJYIOLIEro IUIAHOBOTO BBEJEHHMsSI MapeHTepalbHOrO TMpemnapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO T€lapuHa) WJIM B MOMEHT HPEKpaIleHHs] HENPEPbIBHOTO BBEICHUS
MapeHTepalIbHOTO IpenapaTa (HanmpuMep, BHYTPUBEHHOTO BBEIEHUS HEPPAKIIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo ¢ npenapama Aposaban na napenmepanrbHvle AHMUKOAZYIAHMbL

Cnenyer oTMeHUTh TmipernapaT ApoBabaH M BBECTH TMEpPBYIO 03y IapeHTEpPaIbHOIO
AQHTHKOAryJIsHTa B TOT MOMEHT, KOTJa HY>KHO OBbLIO MPHUHSTH CIEIYIONIYIO /03y Ipernapara
ApoBabaH.

Tayuenmoi ¢ Hapywenuem hyHKyuu novex
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— JleTn 1 MOIPOCTKH € JIETKOM CTENEHbIO HapyIIeHus (TAKINHE [ OHeK, f@qu@_ﬂ'ﬂyﬁﬁq@mn

dunsTpanun 50-80 mMin/mMun/1,73 M?): KOppeKIHs 10361 He TpeOyeTcs Ha OCHOBAHMM JTAHHBIX
BO B3POCIION TMOIMYJISAIUN U OTPAHUYCHHOTO KOJIMYECTBA IAHHBIX B JICTCKON MOIMYJISIIHH (CM.
paszen 5.2).

—  JleT 1 OOPOCTKYU CO CPEAHEH U TSHKEION CTeNeHbI0 HapyeHUs PYHKIIMU TOYeK (CKOPOCTh
KIy60uKoBO# unpTpamuu < 50 Min/mun/1,73 M?): npenapat ApoaGaH He peKOMEHIyeTcs B
CBSI3U C OTCYTCTBUEM KIIMHUYECKUX JAHHBIX (CM. paznen 4.4).

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

Jns neteit ¢ HapynieHneM (QyHKIWU IEYeHU KIMHUYECKHUE JaHHbIE OTCYTCTBYIOT.

Macca mena

Ho3a y nerei onpenensercs B 3aBUCUMOCTH OT MAaccChl Tea.

Cnoco0 nnpuMeHeHus

B3pocnvie
BHyTpb, BO BpeMs mprema muiiu (cM. pasaen 5.2).

Hsmenvuenue mabaemox

Ecin mamueHT HE CrocoOeH MpOTIOTUTH TaOJETKy IeTMKOM, TabieTka mpernapara ApoBabaH
MOJET OBbITh M3MEJbYCHA U CMEIaHa C BOJOH WM SOJIOYHBIM IIOPE HEMOCPEACTBEHHO Iepell
NPUMEHEHHEM U MepopajbHbIM mpueMoM. [locie mpreMa M3MenbueHHON TaOJeTKH mpernapara
ApoBaban 15 mr wiu 20 Mr He0OX0AMMO HE3aMeITUTEILHO OCYIIECTBUTh TIPUEM TTHIIIH.
M3menpueHHAs TabJIETKA TaKKe MOXKET OBITh BBEJICHA Yepe3 KEITYyA0UHBINA 30HT (CM. pa3aeisl 5.2
u 6.6).

Ilemu ¢ maccoui 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 UHTEPBAJIOM IIpUMEpHO 24 yaca.

Ecnu marnuenT cppIruBaeT NPUHATYIO 103y HEMEIJIEHHO WU Y HETO HAYMHAETCS PBOTA B TEUCHUE
30 MUHYT ITOCJIE TIpUeMa J103bI, He0OXO0IUM MPUEM HOBOM /103bl. OJTHAKO €CITH MallMeHTa BBIPBAJIO
no3aree 30 MUHYT TOCIIe IPHEeMa JI03bI, IIOBTOPHOTO TIpUeMa JI03bI He TPeOYeTC s, M CIIEAYOmast
71032 JI0JDKHA OBITH TIOJTYYeHa TI0 PaCIHCAHUIO.

Henp3sa nenuth TaONETKY € HENbIO MOTYUYSHHS YaCTH J103bI OT Ta0IEeTKH.

HWsmenvuenue mabremox

Ecnmn mnanueHT He cmocoOeH MNpOrIoTHTh TaONeTKy LEIMKOM, CIEAyeT HCIOIb30BaTh
puBapokcabaH B opMe rpaHyJbl 1 MPUTOTOBIEHUS CYCIIEH3UU AJI IPUEMa BHYTPb.
Ecnu cycnensus ans mpueMa BHYTpPh HE JOCTYIHA cpa3y, KOrJla Ha3HaueH pHBapoKcabaH B

AO3UPOBKE 15 mr umm 20 MI', 3T OO3UPOBKH MOTYT OBITh MOJIYUCHBI MYTCM H3MCIILUCHUA
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tabnetku 15 mMr wim 20 Mr u cMemMBaHus ee ¢ BOJOW WiH) FOJFOHHHEM, IFOPE HEMOCPeACTEEHHO

nepe NpUMEHEHUEM U NTEPOPATIbHBIM IPUEMOM.

W3menbueHHast TabeTKa MOXKET ObITh BBE/ICHA Yepe3 HA30TaCTPAIbHBIN MU eIy JOYHBIN 30H]

(cm. pazzen 5.2).

4.3. IIporuBONOKA3aAHUA

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

—  AKTHUBHOE KJIMHMYECKU 3HAYMMOE KPOBOTEUCHHUE.

— IloBpexzaeHue WM NATOJIOTHYECKOE COCTOSHHUE, CBSI3aHHOE C IOBBIIICHHBIM PHUCKOM
00JIBIIOr0 KPOBOTEUCHHSI, HAIPUMEP, UMEIOLIAsICs WM HEJJaBHO MePEHECEHHAs JKeITyJOUHO-
KUILEYHAs $53Ba, HAJIWYME 3JI0KAYECTBEHHOI'O HOBOOOPA30BaHMS C BBICOKUM PHUCKOM
KPOBOTECUCHHS, HEJABHO MOJYYCHHAs TpaBMa TOJIOBHOTO WJIM CIIMHHOTO MO3Ta, HEJIaBHO
NepeHeceHHass omnepaiys Ha TOJIOBHOM, CIMHHOM MO3T€ WIM Ha TIJa3ax, HEJaBHO
MEPEHECEHHOE BHYTPUUYEPEITHOE KPOBOUIHUSIHNE, TUarHOCTUPOBAHHOE WJIH MIPEANOIaracMoe
BapHKO3HOE paCHIMpEHUE BEH MUIIEBOJA, apTEPUOBEHO3HBIE Majb(hOpMalluu, aHEBPU3MBI
COCYJIOB MJIM CE€PbE3HBIE MATOJIOTHH COCYIOB TOJIOBHOTO WJIM CIMHHOTO MO3Ta.

— ComyrtcTByromasi Tepanus KaKUMHU-JIMOO JAPYTHMH —AHTHUKOATyJISIHTAMH, HalpuMep,
HePpaKIIMOHUPOBAHHBIM reMapuHOM, HU3KOMOJIEKYJISIPHBIMHU TeapuHaMH (JHOKCATApHHOM,
JANITETIAPHHOM U JIp.), IPOU3BOAHBIMHE reraprHa ((poHmanapuHyKcoM U Jp.), IepopaTbHBIMU
aHTUKOAryJisHTaMu (BapdapuHOM, JaburarpaHa 3TEKCHJIATOM, amuKcabaHoOM H 1p.), 3a
UCKIIIOUEHHEM CIIy4JaeB Mepexojia ¢ WIM Ha puBapokcabaH (cM. paszzuen 4.2) WM ciyyaes,
Korga He(pakIMOHUPOBAHHBIM TeMapuH MPUMEHSIOT B 033X, HEOOXOJWMBIX IS
obecrieyeHns (QyHKIIMOHUPOBAHUS [IEHTPAILHOTO BEHO3HOTO HIIM apTEpUANBHOTO KaTrerepa
(cM. pazzen 4.5).

— 3aboneBaHus MeUYEHH, MPOTEKAIOIIME C KOaryJonaTHe U pUCKOM KIMHMYECKH 3HAYMMOIO
KPOBOTEUECHMSI, BKIIIOYasl MAIMEHTOB ¢ IIMPPO30M IedeHu kinaccoB B u C no knaccudukanum
Yaiina-ITeto (cM. paznen 5.2).

— bepemeHHOCTB U IEpUOJ TPYIHOTO BCKapMiiMBaHus (cM. pazzen 4.6).

4.4. OcoOble yka3aHHs1 M MepPbl PEAOCTOPOKHOCTH NIPH NPUMEHECHHH

B Teuenne Bcero nepro/ia JeueHusi PEKOMEHIYETCsl KITMHUIECKOe HAOIOCHNE B COOTBETCTBUH C

KJIMHIYECKON TIPAaKTUKOW MPUMEHEHHS aHTHKOATYJISTHTOB.

Puck kxpoBoTeUeHMS

Kak u npu npueme Ipyrux aHTHKOArYJISTHTOB, HEOOXOAUMO TIIATENFHO HA0II0JaTh NAllUEHTOB,
NPUHUMAIOIIMX Tpernapar ApoBabaH, AJsi BBIBIEHUS MPU3HAKOB KpoBoTeueHus. [Ipemapar

PEKOMEHAYECTCA MPUHHUMATh C OCTOPOXHOCTBIO IIPU COCTOAHHAX C IIOBBIHNICHHBIM PHCKOM
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npekparieH (cM. pasaen 4.9).

B xamHMueckux HCCICAOBAHUAX KPOBOTCUHCHUA U3 CIMU3UCTBIX O6OJ’IO‘ICK (a HUMCHHO,
KPOBOTEUCHHE U3 HOCA, JICCEH, KEITYA0YHO-KHIIIEYHOTO TPAKTa, MOYCIIOJIOBOM CUCTEMBI, BKITIOUast
AQHOMAJIbHOE€ BarMHAJbHOE WM YCHJIEHHOE€ MEHCTpyallbHOE KpPOBOTEYCHHE) M aHEeMUs
HAOJIOIATMCh Yallle MpH JUIUTEILHOM JIEYeHHH PUBApPOKCA0aHOM I10 CPAaBHEHHUIO C JICYEHHUEM
ABK. Takum o0pa3om, B JOTNOJHEHHE K HAAJSKANEMy KIHHHYECKOMY HAOIIOICHHUIO,
1abopaTopHOE HWCCIEAOBAaHUE TEeMOTJIO0MHA/TeMAaTOKPUTa MOXET OBITh 3HAYMMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHUN M KOJMYECTBEHHOW OLIEHKH KIMHHUYECKOH 3HAYMMOCTHU
SBHBIX KPOBOTEUEHUH B CITy4asx, KOTJaa MIPUMEHUMO.

Heckonbko MMOATPYIIIl MaUCHTOB, YKA3aHHBIX HUKEC, UMCIOT MHOBBIIICHHBIN PUCK KPOBOTCUCHMU.
HeobxomuMo TmaTeibHO HAOMIOAATh TAKKX MAIMCHTOB IOCIIC Havaja JICUYCHHS HAa MPU3HAKHA U
CUMITOMBI OCJIOKHEHHH B BUJIe KDOBOTEUCHU U aHEeMHH (CM. paznen 4.8).

[Tpu 1r060M HEOOBICHUMOM CHUKEHUU T'eMOTTTO0MHA UITH apTePUAIBHOTO JaBJICHUs HEOOXO0AUMO
HNCKaTb UCTOYHUK KPOBOTCUCHUA.

[Tpu Tepanuu puBapokcabaHOM HE TpeOyeTcs pyTHUHHBIH MOHHUTOPUHT €T0 SKCIO3UIH. TeMm He
MeHee, U3MEpPEHHe KOHIEHTPAllud pUBapokcabaHa MOCPEICTBOM KaIMOPOBAHHOTO TecTa IS
KOJIMYECTBEHHOTO OMpEACNICHUs aHTHU-Xa aKTHUBHOCTM MOXET OKa3aThCs TMOJE3HBIM B
UCKITIOYUTENBHBIX CIIy4asx, Korga uHpopmamus o0 SKCIO3UIMU pUBapokcabaHa MOXKET ObITh
HCIIOJIb30BaHAa IIpM HNPHUHATHAHW KIWMHUYCCKHU 3HAYUMBIX pemeHHﬁ, HalpuMmep, B Cly4dac
Mepe03UPOBKHU WIIM SKCTPEHHOT'O XUPYPrUUE€CKOro BMemarenbeTa (cM. paznen 5.1 u 5.2).

Hapyuienue d)VHKHI/II/I NOYCK

VY mnaunueHToB € TSDKEIBIM HapylieHueM ¢(yHkiuu mnouek (knupeHc kpeatuHuHa (KnKp)
<30 muI/MHH) KOHIIEHTpAIMsl puBapokcabaHa B TIa3Me MOXKET ObITh 3HAYUTEIHHO MOBBIIICHHON
(B 1,6 pa3za B cpefHEM), YTO MOXKET MPUBECTHU K MOBBIILIEHHOMY PUCKY KpoBoTeueHui. [Ipenapar
ApoBabaH JODKEH MPUMEHSTHCS C OCTOPOKHOCTBIO Yy MAI[MEHTOB C KIMPEHCOM KpeaTHHUHA
(KnKp) 15-29 mn/mun. Ilpumenenune npenapata y NanueHToB ¢ KiaupeHcoMm kpeatuHuHa (KinKp)
<15 mu/mun He pexomeHayercs (cM. pazaensl 4.2 u 5.2).

[Ipenapat ApoBabaH cienyeT MPHUMEHSATh C OCTOPOKHOCTHIO y TAIMEHTOB C HAapYIICHHEM
(YHKIMM TOYEK, TMOJyYalOIIMX COIMYTCTBYIOIIME TMpernaparbl, KOTOpPblE YBEIMYUBAIOT
KOHIIEHTpPALMIO puBapokcabaHa B miaa3me (cM. pazzaen 4.5).

B3aI/IMOJIeI\/’ICTBI/Ie C APYI'UMM JICKAPCTBEHHBIMU CPEACTBAMU

[Ipumenenne mpenapara ApoBabaH HE PEKOMEHIYETCS Y TAIMEHTOB, IOJYYaroIINX
COIYTCTBYIOIIIEE CHUCTEMHOE JIEYeHHE IMPOTUBOTPUOKOBBIMH TpernaparaMyd a30JO0BOH TPYIIIbI

(TaKI/IMI/I KaK KCTOKOHA30JI, UTPAKOHA30JI, BOPUKOHA30JI U HO3aKOH330H) nin I/IHFI/I6I/ITOpaMI/I
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kak CYP3A4, tak u P-gp (P-rmukonporenna). Takum 0O6pazom, 3T mpenapaTbl MOTYT TOBBIIIATH
KOHIICHTPALMIO puBapoKcabaHa B I1a3Me KPOBH JI0 KJIMHUYECKH 3HAYMMBbIX 3HaueHuil (B 2,6 paza
B CPEIHEM), YTO MOKET IIPUBECTHU K ITOBBILIEHHOMY PUCKY KPOBOTEUEHUH.

Crnenyer co0ioaTh OCTOPOKHOCTh, €CIU MAllMeHT OJHOBPEMEHHO MOJy4aeT JeKapCTBEHHbIE
mpenaparsl, BIUSIONIME Ha TEeMOCTa3, TaKue KaK HECTEPOUJHBbIE MPOTUBOBOCHAIUTEIbHBIC
npenapats! (HIIBII), anermicanuuioBast KUCI0Ta U MHTUOUTOPHI arperaiiui TPOMOOITUTOB W
CEJIEKTUBHBIE HMHTHOUTOpPHl oOpaTHOro 3axBata cepoToHmHa (CHO3C) wu cenexkTuBHBIC
HHTUOMTOPBI OOpaTHOrO 3axBaTa cepoToHMHa M HopanuHeppuna (CHMO3CH). Ilamuentam c
PUCKOM  513BOOOpa30BaHUSl B JKEIYJAOYHO-KHUIIEYHOM TpPaKTe MOXKET ObITh Ha3HAYEHO
COOTBETCTBYIOIIIEE MPOohUIaKTHIECKOE JieueHue (cM. pazaen 4.5).

JIpyrue paxkTopsl pucKa KpOBOTEUECHUIN

PuBapokcabaH, Kak U Jpyrue aHTHArPEraHTHBIC CPEICTBA, HE PEKOMEHIYETCS K NPUMEHCHHUIO

NaIMEeHTaM, UMEIOIIUM IOBBIIICHHBIH PUCK KPOBOTCUCHHI, B TOM YHUCIIE:

—  BpOKIEHHAs WJIM IPUOOpPETEHHAsI CKIIOHHOCTh K KPOBOTEUEHUSIM;

— HCKOHTPOJIMpYCMas TsKEIad apTCprualibHad TrUIICPTCH3UA,

—  zpyrue 3a00JIeBaHMsI JKEITY0YHO-KHIIIEYHOTO TPAKTa 0€3 aKTUBHOTO U3BSA3BIICHHUS, KOTOPbIC
MOTEHIMATBbHO MOTYT MPHBECTH K OCIIOKHEHHSM B BHJIEC KPOBOTCUCHUH (Hampumep,
BOCIIAJIUTEIPHOE 3a00JICBAHUE KHIIICYHHKA, 330(arut, racTpuT W racrpold3odareaibHas
pedtokcHas 60Jie3HB);

—  COCyIHCTas peTUHOIIATHS,

—  OpOHXOAKTa3bl UM JIETOYHOE KPOBOTEUEHHE B aHAMHE3E.

[TaneHThl ¢ pakoM

[TarueHTHl CO 3710Ka4e€CTBEHHBIMM HOBOOOpPA30BaHUSMU MOTYT OJHOBPEMEHHO IOBEPraThCs
Oonee BBICOKOMY PHCKYy M KpOBOTeUeHHUs, Hu Tpomboza. WuauBuayanbHas I1osb3a
aHTHArperaHTHON Teparuu JI0JKHA ObITh COMOCTABJIEHA C PUCKOM KPOBOTEUCHHS Y MALUEHTOB C
AKTUBHBIM PAaKOM B 3aBUCHUMOCTHU OT JIOKAJIU3ALMHU OIIyXOJIM, MPOTUBOOIYXOJEBOM TEpaNuu U
ctaauu 3aboneBanust. OMyXoiH, pacroiOKEHHbIE B JKENyI0YHO-KUIIEYHOM WJIM MOYENO0JI0BOM
TpaKTe, AacCOLUUMUPOBAINCH C MOBBIIIEHHBIM PHUCKOM KpPOBOTEUEHHsS] BO BpeMsl Tepaluu
pHuBapokcabaHoOM. Y MalMeHTOB CO 3JI0KaY€CTBEHHBIMH HOBOOOPAa30BaHUSMH U BHICOKUM PUCKOM
KPOBOTEUCHHSI TPUMEHEHHE pUBapoKcabaHa MPOTHBOIIOKa3aHo (cM. paszen 4.3)

HaHI/IeHTBI C UCKYCCTBCHHBIMH KJIalTaHaAMH Cepallia

PuapoxcabaH He ciieflyeT NpUMEHSTh IS Mpo(UIaKTUKK TPOMOO030B Y MallMEeHTOB, NEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTalbHOro KianaHa. be3omacHOCTh M 3(PEKTUBHOCTD

pHBapOKca6aHa HC Mu3y4dajlaCb Yy IMAlIUCHTOB C HMCKYCCTBCHHBIMU KJldllaHaMHU cCepJala,

11



COOTEBETCTEYET 3KI(
oT 20.11.2025 M=
CJIEAOBATEJIbHO, HET JAaHHBIX, IOATBEPXKAAOIIMNX, YTQ| MPAMEHCHEHCT FperapaTa L .Alpaﬁaﬁaﬂ

o0OecrieunBaeT JOCTATOYHBIM AHTHUKOATyJISHTHBIM 3G (eKT y TaHHOW KaTeropuu MaIMeHTOB.
ITpumenenue npenapata ApoBabaH HE pEKOMEHAYETCS y JaHHOW KaTeropuu MalueHTOB.

[NanuenTs! ¢ aHTH(HOCHOIUIUAHBIM CHHIPOMOM

[TpuMeHeHHe nepopanbHbIX aHTUKOATYJISIHTOB MPSIMOTO JAEWCTBUS, BKJIIOYas pUBApOKcadaH, HE
pEKOMEH/yeTCs Y MAalUeHTOB, UMEIOIIUX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JUarHOCTUPOBAaH
anTudocHoIUNUIHBI CUHAPOM. B YacTHOCTH, Yy NAalMEHTOB C TPOWHBIM TO3UTUBHBIM
aHTU()OCHOTUMUIHBIM CHHAPOMOM (HAIWYHE BOJYAHOYHOTO AHTHKOATYJISIHTA, AHTHTEN K
KapIUMOJUIMHY M  aHTUTeN K Oera-2-rmukonporenMHy 1) Tepamus  nepopaibHbIMU
AQHTUKOAryJIIHTaMU IPSIMOrO JEHCTBUS MOJKET COIPOBOXKIATHCS IIOBBILICHHOM 4YacTOTOU
pPEeLUINBOB TPOMOOTHYECKHX COOBITHIA B CpaBHEHHH ¢ Tepanueld ABK.

[ManuenTtsl ¢ GuOprILIANKEN IPEACEDANN HEKIANAHHOr0 npoucxoxaeHus, nepenecmme YKB co

CTCHTUPOBAHUECM

NMeroTcss naHHblE HWHTEPBEHIMOHHOTO KIMHUYECKOTO HCCIEAOBaHUsS, IEPBHUYHOM LEJBIO
KOTOpOro Obula oleHKa Npoduiis 0e30MacHOCTH y MAalMEHTOB ¢ (GUOpMILIIIHUEH Tpeacepanit
HEKJanaHHOro mnpoucxoxaeHus, nepeHecmx YKB co crentupoBanuem. JlaHHbie 110
3¢ peKTUBHOCTH y JaHHOW MOMYJISIUU OrpaHrueHbl (cM. pasnensl 4.2 u 5.1). /lanHble M0 TakuM
ManUeHTaM ¢ HHCYJIbTOM/TPaH3UTOPHOM niemuueckoit arakoii (THA) B anHamMHe3e OTCYTCTBYIOT.

IlamMeHTsl ¢ reMOAMHAMMWYECKHU HectabmibHol TOJIA m NanucHThI, KOTOPBIM TDC6V6TC$I

OPOBEACHUE TPOMOOIN3KCA WM dSMOOJIIKTOMHUM U3 JIETOYHOM apTeEpUn

[Ipennapatr ApoBabaH He peKOMEHAyeTCs B KauecTBE albTepHATHBBI He()PaKIHOHUPOBAHHOMY
renapuHy y mnanueHToB ¢ TOJIA, KOTopble TI'eMOAWHAMHYECKHM HECTaOWJIbHBI HWIJIM MOTYT
HYK/1aThCSl B IPOBEICHUHN TPOMOOIM3UCA UK SMOOIIKTOMHUM U3 JIETOYHOM apTepuH, MOCKOIBbKY
6e3omacHOCTh U 3((EKTUBHOCTh pHUBapoKcabaHa MpH TaKUX KIMHUYECKUX CHUTYallUsiX He
YCTaHOBJICHA.

CHI/IHaHBHaSI/SHI/IHVDaJIBHaH AHCCTE3 U UM TYHKIWSA

[Ipy  BbIMONHEHUM  HEWpOaKCHATbHOW  aHecTe3Wu  (CIMHAIBHOM/AMUAYpalIbHON)  WIH
CHUHAJIBHON/AMHIypadbHON MYHKIMH Y TAI[UEHTOB, MOTyYalollluX aHTUAarperaHTHbIE MpenapaThl
C ULenblo MpOo(UIAKTUKA TPOMOOIMOOIMYECKUX OCIOXKHEHHUH, CYIIECTBYET PHCK pa3BUTHUS
AMUAYPATBHON WIM CHMHAJIBHOM I'eéMaTOMBI, KOTOPas MOYKET NPUBECTH K JUIMTEILHOMY MWIIU
IIOCTOSIHHOMY ITapajInyy.

Puck 3TuX cOOBITUH MOKET MOBBIMIATHCSA MPHU MOCIEONEPAIIMOHHOM MPUMEHEHUHN MOCTOSHHBIX
SMUTYPATBHBIX KAaTETEPOB HWJM COMYTCTBYIOIIEW Tepanuy JEKapCTBEHHBIMU IIpenapaTaMy,
BIMSIONIMMH Ha remocra3. TpaBMaTH4Has WINM TOBTOPHAas SMNULypalbHAs WIA CIHHAIbHAS

IMYHKOHWA TaKKE MOXKCET ITOBBLIIATH PUCK. ITanueHTsl JOKHBI HAXOAUTHCS 101 Ha6J'IIO,Z[CHI/ICM JJIA
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COOTBETCTBYET 2K
ot 20.11.2025 N2 l
BBISIBJICHHS IIPH3HAKOB M CHMIITOMOB HEBPOJIOTMUECKUX | APy SHIN KHATIH Me(,) OHEMEANE M

cnabocte HOT, JTUCHYHKIMS KHUIIEYHWKA WX MOYEBOro my3wips). llpm oOHapykeHuun
HEBPOJIOTUYECKUX PACCTPONUCTB HEOOXOAMMA CPOYHAsl JUArHOCTHKA U JIedeHHE. Bpau momkeH
COIIOCTaBUTh HNOTCHHHUAJIBHYIO TIIOJB3Y HW PUCK HCpCA MPOBCACHUCM HeﬁpoaKCI/IaﬂbHOFO
BMEIIATENILCTBA ITAIIMEHTaM, TOJYYalONUM aHTUKOATyJISHTBI, WM KOTOPBIM IUIAHUPYETCS
Ha3HAUYCHHE AHTHUKOATYJITHTOB C HENbI0 NPOPHIAKTHKH TpomMO030B. OMBIT KIMHUYECKOTO
IpUMEHEHHs puBapoKcabaHa B J03UpoBKax 15 mr u 20 Mr B OMMCaHHBIX CUTYAIHSIX OTCYTCTBYET.
C 1enpl0  CHWKCGHHS TOTCHIMAIBHOTO PHUCKA KPOBOTEUCHHUS, AaCCOIMUPOBAHHOTO C
OTHOBPEMCHHBIM ~ NPUMEHCHHEM pUBapoKcabaHa ¥  BBINOJIHEHUEM  HEHpOaKCHaIbHON
(AUIUAypabHOI/CIIMHANBHOW) aHECTe3MH WM CHHHAJIBHOW IyHKIMH, CJIEAYeT YYUTHIBATh
dapMakoKMHETHYECKUN MPOQuIIb puBapokcabaHa. YCTaHOBKY WM YAAJCHUE SUAYPATHLHOTO
KaTceTCpa WJIN JHOM62UH>HYIO IMYHKOWIO JIy4Yli€ MNpOBOJAUTHL TOT'Ad, KOTraa aHTI/IKany.]IﬂHTHLIf/'I
ekt puBapokcabaHa oreHUBaeTCs Kak ciadbiid. OgHAKO TOYHOE BpeMs JTOCTHXKEHUS
JIOCTATOYHO HU3KOTO aHTUKOATYJSTHTHOTO d(PPEKTa Y KXKIOTO MAIlMeHTa HEM3BECTHO U JOJDKHO
OLCHUBATLCA B CPAaBHCHHUU CO CPOYHOCTBIO HHaFHOCTquCKOﬁ IMpoUCaAypPHI.

OcHoBbIBasgich Ha 0O0IIKX (PaPMAKOKUHETHUUECKUX XapaKTEPUCTHUKAX, SMUAYPAJIbHBIM KaTeTep
U3BJICKAIOT 110 UCTCUCHUH KaK MUHHMYM JIBYKPAaTHOTO TIEPUOJIa MOJIyBBIBEACHUS, T.C. HE paHee
yeM uepe3 18 wyacoB mocie MOCIEIHEro npueMa puBapokcabaHa Ui MOJOIBIX B3POCIBIX
NAIMEHTOB U HE paHee 4eM 4epe3 26 4acoB IS MOXKHIIBIX MAueHToB (cM. pazaen 5.2). [ocie
H3BJICUHCHUSA OSIIMAYPAJIBHOI'O KaTeTepa MAOJIKHO HpOI>'ITI/I KaKk MHHHUMYM 6 uyacoB A0 mIpucma
CJIEAYIOUIEH J03bI pUBapoKcadaHa.

B ciyuae TpaBMaTHYHON MyHKIIMK MTPUEM pUBapoKcabaHa ciaeayeT OTJIOKHUTh Ha 24 yaca.

PekoMeHIaluy M0 J03UPOBAHMIO 10 M IIOCIE€ HMHBA3UBHBIX MPOUEAYP M XHUPYPTUUYESCKHX

BMCIIATCJIECTB

Ecnn HEeoO6xoauMo npoBeieHne MHBa3UBHOM MPOLEAYPhl WM XUPYPIUUYECKOTO BMELIATENbCTBA,
HAa OCHOBAHWMM 3aKJIIOUEHHUs Bpauya mpueMm mnpenapara ApoBabaH 15 mr m 20 mr cruemyer
MIPEKpPaTUTh MO KpaitHel Mepe 3a 24 Jyaca 10 BMELIATENbCTBA, €CJIA 3TO BO3MOXKHO.

Ecan nmpoucaypy HEJIb3d OTIOXUTD, MOBBIIIEHHBIN PUCK KPOBOTCUCHUA CJIICAYCT OLUCHHUBATL B
CPaBHEHHMHU C HEOOXOJUMOCTBIO CPOYHOTO BMEIIATENIbCTBA.

[Tpuem mpemapata ApoBabaH cielyeT BO30OOHOBUTH KaK MOXHO CKOpee MOcCle WHBa3MBHOMU
MPOLIeAYyPbl WM XUPYPrUUECKOTO BMENIATENIbCTBA, €CIU JICUAL[UM BpauoM yCTaHOBJIEHO, YTO 3TO
MO3BOJISIET KIIMHWYECKAsi CUTYyallusl U JOCTUTHYT aIeKBaTHBIN TeMocTas (CM. pasnen 5.2).

IMoxxuion Bo3pact

Puck KPOBOTCUYCHUA MOKET YBCIIMYUBATLCA C ITOBBINICHUECM BO3pacTa (CM. pa3acin 52)

JlepMaToI0rMYeCKre peaKIuu
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COOTBETCTEYET 3KI
ot 20.11.2025 N2
[Ipu mnpoBeAcHUM TMOCTMAPKETUHTOBBIX HAO0 rﬂoz[eHI/IE_Ir] @0:9'6@@@@;5]'@ [emy9asix passuTus

CEepPBhE3HBIX KOXHBIX peakiui, BKIoudas cuHApoM CruBeHca-/[PKOHCOHA/TOKCHYECKUNA
AMUJIEPMAIBHBIA HEKPOJIN3 U JIEKaPCTBEHHO-MHAYIIMPOBAHHYIO PEAKLUI0 C S03MHOQWINEH U
cuctemabM cumnromamu (DRESS-curnpom), Ha ¢hoHe mpruMeHeHus pruBapokcadbana (cM. paszien
4.8). IlanueHTsl, MO-BUAMMOMY, IOJBEPrarOTCsl HaWOOJBIIEMY PUCKY BO3HUKHOBEHHS 3TUX
peakiuil Ha paHHHUX ATanax JICYSHHs: Hayalo pPeakiuu B OOJBUIMHCTBE CIy4yaeB MPOMCXOAUT B
TE€4YEHHE MEPBbIX HEJENb JiedeHUs. [Ipy nepBoM NOSIBIEHNUHN TSKENON KOXHOW ChIM (Harpumep,
IPU €€ pacrpOCTPaHEHUH, HHTEHCHU(PHUKAIMN W/ WK 00pa30BaHUH BOJIABIPEN) WM MPU HATUYHH
KaKUX-T100 IPYTrHUX CUMITOMOB TUIIEPUyBCTBUTEIILHOCTH, CBA3aHHBIX C TIOPAKEHUEM CIIM3UCTON
000JI04KH, CIIeAyeT MPEKPATUTh TEPAIHIO PUBAPOKCAOAHOM.

eTH
HmeroTcs orpaHryueHHbBIE JaHHBIC O TPUMEHEHHUHU y AeTeil ¢ TpoMOO30M BEH TOJIOBHOTO MO3Ta U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €cTh MH(eKIus 1neHTpaibHoil HepBHOM cuctemsl (LTHC) (cwm.
pazzaen 5.1). HeobxonuMo TiiateabHO OLEHUBATh PUCK KPOBOTEUEHUS MEpe]l Ha3HAu€HUEM U BO
BpEMsI Tepaliui puBapoKcabaHOM.
[Ipenapar ApoBaban HE PEKOMEHIYETCS K MPUMEHEHHIO Y JIETEH 1 MOJPOCTKOB CO CpeIHEN UITn
TSOKEJION CTENeHbI0 HapylleHus (QyHKIMM TMo4YeK (CKOpPOCTh KIyOOoukoBOW (uiasTpanuu
< 50 m/Mun/1,73 M?) B CBA3H C OTCYTCTBHEM KIIMHUYECKHX JAHHbIX.
Knunuueckue naHHbIE O COMYTCTBYIOIIEM CUCTEMHOM JICUEHUU AeTel MOIIHBIMA UHTHOUTOpaMHU
onnoBpeMeHHO CYP3A4 u P-gp orcyTcTByIOT (CM. pasaen 4.5).
JlanHble MO BpEeMEHM YCTAHOBKM WJIM YyJAaJeHHs HeHpoakCHUaldbHOIO KaTerepa y JeTeH,
MPUHUMAIOIINX PUBapOKcadaH, OTCYTCTBYIOT. B Takux ciydasx ciexyeT MpeKpaTuTh MpUEM
npenapata ApoBabaH M pacCMOTPETh BO3MOXKHOCTb IPUMEHEHUs IapeHTepaIbHOIro
AQHTHKOAryJIsiHTa KOPOTKOTO J1eHCTBUS.

BcrnoMmorarensHble BellecTBa

[Tpenapat ApoBaOaH coaepxHuT JakTo3y. [lanmeHTaM ¢ peko BCTpeyarouieiics HaclieACTBEHHON

HEMEepPeHOCUMOCTbIO TalaKTO3bl, NEPHUIUTOM JaKTa3bl JOMaped WIM CHHJIPOMOM TIIIFOKO30-

raJlakTO3HOM MaJibabcopOLMU He clieyeT IPUHUMATh JaHHbIN Ipenapar.

4.5. B3amMmopeiicTBHMe ¢ JAPYrHMH JIeKaPCTBEHHbIMH IpeniapataMd M JApyrue BH/bI
B3aMMO/EHCTBUA

Nurudurops! nzodepmenra CYP3A4 u P-rmukomnporenna

CoBMecTHOE MpuMeHeHne puBapokcadbana u ketokoHasosa (400 mr 1 pa3 B ieHb) UM pUTOHABUPA
(600 Mr 2 pa3a B JeHb) NMPUBOJAUJIO K IMOBBIIIEHUIO CPEAHENW KOHIIEHTpAIMK pUBapokcabaHa B
iasme kpoBu (AUC) B 2,6 pa3a/2,5 pa3a U yBETHMUSHHIO CpeIHEH MaKCUMAIbHOW KOHLIEHTPAIIH

(Cmax) puBapokcabana B 1,7 pa3a/l,6 pa3a co 3HaUMTEIbHBIM yCUIICHUEM (PapMaKoJMHAMUYECKIX
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COOTBETCTEYET 3KI(
ot 20.11.2025
3(QPEKTOB, YTO MOXKET NPHBOAUTH K YBEIMUYECHUIO PHCKa_ KPOBOTeHSHIF L BT CBozH) (0 Hrum

NpUMEHEHHEe Tmpernapata ApoBabaH HE PEKOMEHIyeTcs MalMeHTaM, [OJIy4alolluM
COITyTCTBYIOIIIEE CHCTEMHOE JICUEHHE a30JI0BHIMH IMPOTUBOTPHUOKOBBIMU IpenapaTaMu, TAKHMU
KaK KETOKOHA30JI, UTPAKOHA30JI, BOPUKOHA30J U MO3aKOHA30JI, MJIM MHTHOUTOpaMU MPOTEa3bl
BUY. DOTu akTHBHBIC BemIecTBa SBIAIOTCS MoOUTHbIMH uHHTHOUTOpamu u CYP3A4, u P-
rIMKONpoTenHa (cM. pazaen 4.4).

Oxunaercs, 4To aKTUBHbBIE BELECTBA, CUJIBHO HHIMOUPYIOIIME TOJIBKO OJMH U3 ITyTEH BbIBEICHUS
puBapokcabana, win CYP3A4, win P-rimkonporenH, B MEHBLIEH CTENEHU YBEIMUYMBAIOT
KOHIICHTpAIlMI0 puBapokcadbaHa B rasme. Hanmpumep, kinapurpomuiiua (500 Mr 2 pa3a B J€Hb),
KOTOpBIA cumTaeTcss MomHbiM uHrHOuTopoM CYP3A4 u ymepeHHbIM wuHTHOUTOpOM P-
TJIMKOMIPOTENHA, BbI3bIBaN yBennueHue cpenneir AUC puBapokcabana B 1,5 pa3a u yBenudeHue
Chax B 1,4 paza. BzaumopeiicTBue ¢ KIapUTPOMUIIMHOM CUYUTAETCS KIMHUYECKU HE3HAYMMBIM IS
OOJBIIMHCTBA MAIUEHTOB, HO MOXET OBbITh MOTEHIIMATBLHO 3HAYUMBIM JIJIS1 TAIIUEHTOB U3 TPYIIIbI
BBICOKOT'O PHCKa (ISl MallMEHTOB C HapylIeHHeM (DYHKIUU ToYeK cM. pasnen 4.4).
Opurpomune (500 Mr 3 pasa B cytku), ymepeHnsiii uaruourop CYP3A4 u P-rimukonporenHa,
BbI3bIBANl yBenmueHue 3HaueHuit cpeaHer AUC u Cmax puBapokcabana B 1,3 pa3sa.
B3aumopeicTBue ¢ 3pUTPOMUIIMHOM CUUTAETCS KIMHUYECKHM HE3HAYMMBIM JUIsl OOJBIIMHCTBA
MAIMEHTOB, HO MOET OBbITh MOTEHIMAIBLHO 3HAYUMBIM I MAIMEHTOB U3 TPYMIBI BHICOKOTO
pHCKa.

VY nauuMeHToB C JETrKOW CTENEHbI0 HapyleHus: pyHKuuU nouyek spurpoMuniud (500 mr 3 pasa B
JIeHb) BeI3bIBAN yBenuueHue 3Hauennit cpeaneit AUC puBapokcabana B 1,8 paza u Cmax B 1,6 paza
[0 CPaBHEHHMIO C MAallMEHTaMM C HOPMalbHOM (yHKIMENH moyek. Y MalueHTOB CO CpeaHen
CTETEHBIO HapyIIeHus! (PyHKIMH MOYEeK S3PUTPOMULIMH BHI3bIBAJ YBEIHMUEHUE 3HAUEHUI cpeqHen
AUC puBapoxkcabana B 2,0 pa3a, a Cmax B 1,6 pa3za 1o cpaBHEHHUIO C MAIMEHTAMH ¢ HOPMAJIbHOM
¢byskueit nouek. I eKT IpUTPOMULIMHA ABISETCS aJAUTUBHBIM K HapYIICHUIO (DYHKIIUU ITOYEK
(cM. pazzen 4.4).

®dyxonazou (400 Mr oaMH pa3 B I€HB), KOTOPBIN cunTaeTcst yMepeHHbIM HHruoutopom CYP3A4,
BbI3bIBAN yBenuueHue cpenneir AUC puBapokcabana B 1,4 pa3a u yBenuuenue a cpeaeit Cmax B
1,3 paza. BzaummopeiictBue ¢ (IyKOHA30JIOM CUYUTAETCS KIWHUYECKH HE3HAYMMBIM IS
OOJIBIIMHCTBA NAIIMEHTOB, HO MOXKET OBITh MOTEHIUAIBHO 3HAYUMBIM ISl TALMEHTOB U3 TPYIIIBI
BBICOKOT'O pHCKa (/17151 MallMEHTOB C HapyIIeHueM (QYHKIIMH MOYeK cM. paznen 4.4).

Ha ocHOBaHMM HMEIOIIMXCS OTPaHUYEHHBIX KIMHUYECKUX JAHHBIX HE00X0AMMO u30erarhb
COBMECTHOI'O IPUMEHEHUS pUBapoKcabaHa ¢ IPOHETAPOHOM.

AHTHKOAryJISIHTBI
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COOTBETCTEYET 3KI(
ot 20.11.2025 M2 X0
[Tocie ogHOBpeMEHHOro NMpHMEHEHUs 3HOKcapjapuHa (#0)MIOOHOKPATHO ) M puBapOkoadaHa

(omHokpaTtHass mo3a 10 mr) HabGmomancs CyMManMOHHBIM 3((EKT B OTHOIICHHUM aHTH-Xa
AKTUBHOCTH, HE COMPOBOXKIABIIMKCS JOMOJHUTEIBHBIMU d(PQeKTaMu B OTHOIICHWH MpPoO Ha
CBEpTHIBAEMOCTh KpoBU (mporpoMOuHOBOoe BpeMs (IIB), akTuBMpoBaHHOE YacTUYHOE
TpombormactuHoBoe BpeMs (AUTB)). DOnokcamapun He Bimsul Ha (GapMaKOKUHETHKY
puBapokcabaHa.

B cBSi3M C MOBBIICHHBIM PUCKOM KPOBOTEUEHHsS] HEOOXOAWMO COOJIIOJATh OCTOPOKHOCTH MpPHU
COBMECTHOM MPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJISIHTaMU (CM. pa3zaensl 4.3 u 4.4).

HIIBII/uHruOuTOopsl arperaiiu TDOMOOIIMTOB

[Tocne coBMmecTHOro mnpUMEHEHHS puBapokcabana (15 Mr) m HampokceHa B goze 500 mr
KJIMHUYECKH 3HAYMMOT'O YBEJINYCHUSI BpEMEHHU KPOBOTEUEHUS He HabIronanock. TeM He MeHee, y
OTJENIBHBIX JIUI] BO3MOKEH 00Jiee BEIPAKEHHBIN (hapMaKOANHAMHUECKUI OTBET.

He nabnioganocs KIMHUYECKH 3HAYMMBIX (PApMaKOKMHETUYECKUX WU (apMaKOJUHAMHUYECKUX
B3aMMOJICHCTBHI MIPH COBMECTHOM MPUMEHEHUH puBapokcadbana u 500 Mr aneTusicamuiuioBoi
KHUCJIOTBI.

He oGHapysxeHO (hapMaKOKHMHETHYECKOTO B3aMMOACHUCTBUS MEXKAY puBapokcadanom (15 mr) u
KJIOMUJIOTpesioM (Harpy3ouHas no3a 300 Mr ¢ mocieayroumM Ha3HaYeHHEeM IMOIep KUBatoIIen
036l 75 Mr), HO B MOATPYIIE MAIMEHTOB HAOIIOAAIOCh 3HAYMMOE YBEIMYEHHE BpPEMEHU
KPOBOTEUEHHMsI, HE KOPPEIMPOBABILIEE CO CTEMEHbIO arperaiuu TPOMOOIMTOB U COJEp>KaHUEM
P-cenextuna umu GPIIb/Ila-penentopos.

HeobOxonumMo cobmogaTh OCTOPOKHOCTH Mpu coBMecTHOM npumeHneHuu c¢ HIIBII (Bkimrouas
aleTWICAIUIMIOBYI0 KHUCJIOTY) M MHIMOMTOpPaMH arperanyuy TPOMOOIUTOB, MOCKOJIbKY
IPUMEHEHHE 3TUX MPENapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTeUeHUS (CM. pazen 4.4).

CHO3C/CNO3CH

Kak u B ciydae mHpUMEHEHHs JPYrMX aHTHUKOAryJSHTOB, BO3MOJKHO YBEIMYEHHE pHCKa
KPOBOTEUYEHMsI y MaUMEHTOB Inpu ogHoBpeMeHHOM mpumeHeHnun ¢ CHO3C wm CHO3CH
BCJIEJICTBME BIUSHUS JTUX TNpenapaToB Ha TpoMOOUUTHL. Pe3ynpTaThl KIMHMUYECKHX
UCCJIEIOBaHUM puBapokcabaHa MpPOJEMOHCTPUPOBAIM YHMCIEHHOE TOBBIIIEHUE KOJUYECTBA
0ONBIMX ¥ HEOOJBIINX KIMHHUYECKH 3HAYMMBIX KPOBOTEUYECHUI BO BCEX TIPYMIIAxX JICYCHUS TPU
COBMECTHOM NPUMEHEHUH 3TUX MpenapaToB.

Bapdapun

[TepeBon manuentoB ¢ ABK Bapdpapuna (MHO ot 2,0 no 3,0) Ha puBapokcaban (20 mr) uim ¢
puBapokcabana (20 mr) Ha Bapdpapua (MHO ot 2,0 o 3,0) ysenmuuusan [IB/MHO (Neoplastin) B

OoJIbIIIEH CTCIICHU, YEM IIPU NIPOCTOM CYMMUPOBAHUU SCP(I)CKTOB (B OTACIILHBIX ClIyYadX 3HAUYCHU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.11.2025 N2 28320

MHO moryT nocturats 12), B To Bpems kak Bnusaie Ha AHTB, TofdpacHIE @ kBHOCEH @ akropa

Xa u sugoreHHbIi noreHnuan Tpomouna (I11T) Opu a AU TUBHBIMHU.

B ciiydqae HeoOxoauMocCTH ucciiejoBanus GapMakoguHaMudeckux 3(h(pekToB puBapokcabaHa BO
BpeMsl TIEPEXO0THOTO MEePHO/Ia B KAYECTBE TECTOB, HA KOTOPHIE HE OKa3bIBaeT BIUsHUE BapdapuH,
MO>KHO HCIIOJIB30BaTh omnpezaeienne antu-Xa aktuBHoctH, PICT u HepTest. Hauunas ¢ 4-ro nus
nociie mpuemMa rnocliieHei 1036l BapdapuHa Bce abopaTopHble Mmokazarenu (B ToM yucie [1B,
AYTB, wunrubmpoBanue aktuBHOCTH (akropa Xa u OIIT) orpaxkanu TONBKO BIUSHHUE
puBapokcabaHa.

B ciyyae HeoOxomumocTu wuccienoBaHust (papmakomuHamudeckux 3¢ ¢ekToB BapdapuHa BO
BpeMsl MEPEXOJHOr0 Mepuojia MOXKET OBITh MCMHOJIb30BaHO u3MepeHue BeianunHbl MHO npu
Cupovexyr pUBapokcabana (cmycts 24 wyaca mocie OpeablAyIlIero mnpuema puBapokcadana),
MIOCKOJIbKY pPHBapoKca0aH OKa3bIBaeT MUHUMAIBHBIN 3((EKT Ha 3TOT IMOKa3aTelb B JaHHBIN
MOMEHT BPEMEHH.

DapMaKOKMHETUYECKOTO B3aUMOJCHCTBUS MeXAy Bap(apuHOM U pUBapoOKcabaHOM HeE
Ha0J110/1a710Ch.

HNunykroper CYP3A4

CoBMecTHOE TpPUMEHEHHE pHUBapokcabaHa ¢ pudaMIUIUHA, SBISIONIETOCS  MOUIHBIM
unaykropom CYP3A4, npuBoauno k camxkenuto cpenneid AUC puBapokcabaHa NpuOIU3UTEIHHO
Ha 50 % ¥ OAHOBPEMEHHOMY YMEHBIICHHIO ero GpapMakoguHamMuueckux 3Q¢exroB. CoBMeCTHOE
NpUMEHeHHe pHuBapokcabaHa ¢ JApyruMu MOIIHBIMH uHAyKTopamu CYP3A4 (mampumep,
dbenutonnom,  kapOamazenuHoM,  (eHoOapOWTAIOM WM~ TpemaparaMu  3BEpo0os
npoasipsiBieHHOTO (Hypericum perforatum)) TakXe MOXET TMPUBECTH K CHIDKEHUIO
KOHIIEHTpaluii puBapokcabana B Iuia3mMe KpoBu. ClieoBaTenbHO, HEOOXOIMMO U30erarhb
OJIHOBPEMEHHOTO TTpUMEHEHUsI MOITHBIX HHAYKTOpoB CYP3 A4, xorna manueHT HaXOIUTCs MO/
THIATETHHBIM HAOIOIGHUEM Ha MIPEAMET Pa3BUTHS MPU3HAKOB U CUMIITOMOB TpoMOo03a.

[Ipoyas cOonmyTCTBYIOIIAS Tepalus

Knuanyecku 3HaUUMBIX (PapMaKOKMHETHUECKUX WM (PapMaKOJMHAMUYECKUX B3aUMOJEHCTBUI
IpU COBMECTHOM IIpUMEHEHUHM pHBapokcabaHa ¢ wmuaasonamoMm (cyoctpar CYP3A4),
JUTOKCHMHOM  (cyOctpar P-rmmkomportenna), aropBactatuHoMm (cyoctpar CYP3A4 wu
P-rmukonporenHa) MM OMENpPa3oioM (MHTUOMTOpP MPOTOHHOM MOMIIBI) HE HaOJII0AaTI0Ch.
Puapokcaban He nunrubupyer u He unayuupyer CYP3A4.

Biusiare Ha 1a00paTOpHBIE TOKA3ATENN

PuBapokca®aHn oka3piBaeT BIMSHHE Ha IOKazatenu cBepThiBaeMocTH Kposu (I1B, AUTB,
HepTest) B cBsi3u cO CBOMM MEXaHU3MOM JIeHCTBUs (cM. pa3aen 5.1).

CTH
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COOTBETCTEYET 3KI(
oT 20.11.2025 M=
UccnenoBanus B3anMOJICUCTBUS MMPOBEACHBI TOJILKO Y BWgc_n_ﬂgﬂ@{ena‘mw;:[@ﬁaﬁcmeﬁﬁmx

B3aUMOJICUCTBUM y JeTel He u3BecTHA. [IpuBeneHHbIE JaHHbBIE O B3AMMOACHCTBHUH, MTOTYyUYECHHBIC
Y B3pOCJIBIX MAIIUEHTOB, U MPEAYNPExKACHUS B pazzeiie 4.4 10IKHBI ObITh MPUHSITH BO BHUMaHUE
JJISL HGI[I/IanI/I‘IeCKOf/'I MonmyJianuu.

4.6. DepTUIBLHOCTH, 0EPEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

Bbe3omacHocth U 3¢ (EKTUBHOCTh pUBapokcabaHa y OCpEeMEHHBIX JKEHIIWH HE YCTAaHOBIICHBI.
I[aHHBIe, IMNOJIYYCHHBIC B HCCICOOBAHUAX Ha JKUBOTHBIX, IIOKa3aJld PCHIPOAYKTUBHYIO
TOKCUYHOCTh. BcrnencTBue BO3MOXKHOM pPENpOayKTUBHOM TOKCHMYHOCTH, pPHCKAa pa3BUTHUSA
KPOBOTEUYEHHMSI U JIAHHBIX O CIIOCOOHOCTU pUBapokKcabaHa MPOHUKATh Yepe3 IUIAlleHTY MpernapaT
ApoBabaH NMPOTUBOIIOKAa3aH BO BpeMsi OepeMeHHOCTH (cM. pa3zaen 4.3). KeHImuHbI 1eTOpOoIHOTO
BO3pacTa JOJHKHBI N30eraTh OEpEMEHHOCTH BO BpEMs TEPAITUHA PHBAPOKCAOAHOM.

Jlakranus

be3zonacHocTh 1 3 heKTUBHOCTH puBapoKcadaHa y >KeHIIUH B IEPUO]] TPYTHOTO BCKapMIUBAHUS
HC YCTAHOBJICHBI. I[aHHLIC, IIOJIYUCHHBIC B HCCIICAOBAHUAX Ha JXUBOTHLIX, ITOKAa3bIBAKOT, YTO
pYBapoKkcadaH BBIJCISIETCS C TPYAHBIM MOJIOKOM. [ToaToMy mpumenenue npenapara ApoBadbaH B
NepUo TPYAHOTO BCKapMIIMBaHUs MPOTHBOINOKa3aHO (cM. pazgen 4.3). Heo6xoaumo mpuHSTH
pelieHne o MPeKpaleHu TPy THOTO BCKapMIUBaHUs WK 00 OTMEHE TEpaIluu.

DepTUabHOCTD

CrienanbHBIX UCCIIC0OBAHUH 110 OLEHKE BIUSHUS pUBapokcabaHa Ha (epTUIBHOCTD Y YEIOBEKa
HEe MPOBOAMIOCH. McciienoBaHusl TOKaszanmd, YTO pHUBAapoOKcabaH HE BIMSAET HAa MYXKCKYIO H
KEHCKYIO (PepTHUIIBHOCTD Y KPBIC.

4.7. Bausinme Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpPeACTBAMH M padorarth ¢

MeXaHH3MaMHu

[Ipenmapat ApoBaGaH oOKa3bIBaeT HE3HAYUTEIHHOE BIMSHUE Ha CIHOCOOHOCTH YIPABIATH
TPAHCHOPTHBIMM CPEJICTBAMU U MEXaHU3MaMU. bbuiM 3aperucTpupoBaHbl TaKue HeXKeJlaTelIbHbIe
peaknmu, kKak 0OMOPOK (4acTOTa: HEYacTO) U FOJIOBOKPYXKEHHE (dacToTa: yacTo) (cM. pa3zaen 4.8).
[TareHTHI, y KOTOPBIX BO3HUKAIOT MOJ00HBIE HEXKENIATeIbHBIE PEAKIINU, HE JTOJDKHBI YIIPABIATh

TPAaHCIOPTHBIMHU CPEACTBAMU WM IPYTHUMH MEXaHU3MaMHU.

4.8. HexenarejJbHble peaKIIUN

Pesrome mpodmnsg 6e30mmacHOCTH

be3onacHocTh puBapokcabaHa OIEeHHWBAIACh B TPUHAAIATH OCHOBHBIX HccienoBanusx 11 ¢azsr

(cM. Tabmuiy 2).
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COOTEBETCTEYET 3KCI EF'TH
or 20.11.2025 N2 2
Cymmapno 69608 B3poCibIX NALIMEHTOB B ACBATHAALATY [(CCTCIOBANAAN Hﬂ&)apgm_HTArSS JfeTen B

My OTHETY

nByx uccnenoBanusx Il ¢as3er u nByx uccnenoBanusx Il dha3er npuHuManu puBapokcadaH.

Taﬁ.lmua 2. KoaunuectBo MalMEeHTOB, y4YaCTBOBaBIIUX B HCCICA0BAHUNAX, CyMMapHasi
CyTouHasg J03a U MAKCUMAJIbHAaA MNPOAO/IKHTC/IBbHOCTH JICYCHH B KIMHHYECKHX

ucciaenosanusx I ¢asel ¢ yyacTueM B3pocCJbIX NALMEHTOB M AeTel

IMoka3anue K MpUMeHEHNIO KoanuecTBo CyMMapHasi cyTOYHAs MaxkcumasiabHast
NalueHToB™ n03a NPOJOTKUTEIHLHOCTh
JIeYeHHs
[podumaktuka BTD y B3pocmbix 6097 10 mr 39 nueit
TIAIIIEHTOB, TIEPEHECIIINX
IUTAHOBYIO OTIEPAINIO TI0 3aMCHE
Ta300epPEeHHOT0 WM KOJICHHOTO
cycraBa
[podumaktuka BTD y mamuenTos, 3997 10 mr 39 nueit
TOCTIUTAJIM3UPOBAHHBIX C OCTPHIM
3aboJieBaHUEM
Jleuenue TI'B, TOJIA u 6790 Jenp 1-21: 30 mr 21 mecsn
MpOoGUIAKTHKA UX PEIHIUBOB Hauunast ¢ 22 gust: 20 mr
Ilocne  muHEUMYyM 6
MECSIIIEB TepaIyu:
10 nm 20 mMr
Jleuenne BTD u npodunakruka 329 Joza, 12 mecsitieB
peuuansos BTO y CKOpPPEKTHpPOBaHHas1 B
HOBOPOXKICHHBIX U JeTeH B 3aBHCUMOCTH OT MAacChl
Bo3pacte 1o 18 sreT mocne Tena, U JOCTIDKCHHS
HaYaJIbHOM CTaHTAPTHOU SKCTIIO3HIIUH,
AHTHKOATyJITHTHOH Teparuu HaOJroTaBIICHCS y
B3pOCTBIX, MOIYYaBIINX
puBapokcaban 20 wMr
OIUMH pa3 B CYTKH Ui
seyenus TI'B
[Mpodunaktika UHCYIbTA U 7750 20 mr 41 mecsn
CUCTEMHOW TpOoMO0IMOOIHHU Y
MAIMEeHTOB ¢ GUOPHILIALIUCH
peacepAnii HeKJIAaIaHHOTO
TIPOUCXOIKACHUS
[podunaktuka 10225 5 mr wm 10 wmr 31 mecsn
aTepOTPOMOOTHUCCKUX COOBITHH Y COOTBETCTBEHHO, B
MAIIEHTOB TOCJIE OCTPOTO KOMOWHAIIHN c
kopoHapHoro cuaapoma (OKC) aleTHWICAJIUIINIOBOM
KHCJIOTOM WU
AlETUWICATIULIMIIOBON
KHCJIOTON c
KJIOMTUIOT PESIOM WIH
TUKJIOTIUIMHOM
[Mpodunakruka 18244 5 Mr B KOMOHMHaIMU C 47 mecsiueB
aTepOTPOMOOTHIECKHUX COOBITUHN Y aleTUIICATTUIUIIOBOM
NALUEHTOB C UIIEMHUYECKON kucnoroit winm 10 mr B
6onesnrto cepana (MBC) mmm MOHOTEpAIUU
3a0oJeBaHEM MTepU(PEePUISCKUX 3256%** 5 Mr B KoMOWHAmu# C 42 mecana
aprepuii (3I1A) aleTUICATUIUIOBON
KHCJIOTOM

* JTaneHTHI, MOy YHBIINE 110 MEHBIIEH Mepe OfHy 103y pHBapokcabaHa.

** U3 nccnenoannst VOYAGER PAD.

Haub6onee gacto PETUCTPUPYEMBIMHU HEKEIATCIbHBIMU PCAKIUAMU Yy MALIUCHTOB, IMOJyYaBIINX

puBapokcadaH, ObITH KpoBOTeUeHUS (M. paznen 4.4. u «Onucanne OTeIbHBIX HeXKeIaTeTbHBIX
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COOTEBETCTEYET 3KI(

ot 20.11.2025 M2 'O
peakuuii» Huke) (Tabnuua 3). Hanbonee yacteiMm THaM i KpoBR&TE Hemm i OF pitj HocoBbE(455 %)

U JKeJTyI0YHO-KHUIIeuyHble KpoBoTeueHus (3,8 %).

Taﬁ.lmua 3. Yacrorta KpOBOTe‘leHI/Iﬁ* H aHEMHUHU Y INNAUCHTOB, IOJyYaBHIUX JICUCHHUEC
puBapokcadaHoM, B 3aBeplHIeHHbIX KJIMHUYecKHX ucciaenoBanusix III ¢ga3pl ¢ yyactuem
B3POCJbLIX MAIMEHTOB " HETeﬁ

Ioka3aHue K IPHMEHEHUIQ JI1060e KpoBOTEUEHHE AHemusi
[Mpodunakrika BTD y B3pocnbIx nanueHTos, 6,8 % manueHToB 5,9 % nanueHToB
MIEPEHECIINX ITIAHOBYIO OTIEPAIIHIO MO 3aMEHE
Ta300€IPEHHOTO MM KOJICHHOTO CyCTaBa

IMpodunaktuka BTO y mannenros, 12,6 % nanueHToB 2,1 % nammeHToB
TOCITMTAJIM3HPOBAHHBIX C OCTPHIM 3a00JIeBaHUEM

Jleuenne TT'B, TOJIA u npoduiakTHKA X PEIUINBOB 23 % marnueHToB 1,6 % manueHToB
Jleuenne BTO n npodunaktuka peruausos BTO y 39,5 % marueHTOB 4,6 % manueHToB

HOBOPOXKJEHHBIX U JETEN B Bo3pacTe 10 18 neT nocne
Ha4yaJbHOM CTAHAAPTHON aHTUKOATyJISHTHOW TEpanuu

[Ipo¢unakTika HHCYIBTa U CHCTEMHON TPOMOOIMOOITIH 28 coObITHi Ha 2,5 coOpITHA Ha

Yy MaueHTOB ¢ GUOPIIIIIHEH TIpeIcep I 100 mammeHTO-1€T 100 mammenTOo-1€T

HEKJIAIAHHOT'O MPOUCX XK ICHHS

[MpodunakTika aTepOTPOMOOTHUECKUX COOBITHH Y 22 coObITHsI HA 1,4 coObITHs Ha

naiueHToB nocyue OKC 100 manMeHTo-neT 100 manMenTo-neT

[MpodunakTika aTepOTPOMOOTHUECKUX COOBITHH Y 6,7 coObITHS Ha 0,15 cobbITHs Ha

naruenaToB ¢ UBC wnu 3I1A 100 marmeHTo-JIeT 100 mareHTo-eT**

8,38 cobObITHS Ha 0,74 coObITHS Ha
100 nmanuenTo-net” 100 nanuenTo-neT****

*Bo Bcex KIMHUYECKHX UCCIIE0BAHUAX pUBApPOKCcabaHa JaHHbIE 000 BCEX Clly4yasx KPOBOTEUEHHI COOUPAIOTCS, PETUCTPUPYIOTCS U OLIEHUBAIOTCS
OKCIIEpTaMH.

**B uccnenoBannn COMPASS dactoTa aHeMun HM3Kasl, IIOCKOJBKY NPHMEHSUICS BBIOOPOYHBIN IMOAXOX K cOOpY JaHHBIX O HEKeIaTelbHBIX
SIBICHUSX.

***[Ipu cO0pe TaHHBIX O HEXKENATESIBHBIX SBICHUSX IPUMEHSLICS BEIOOPOUYHBII MOAXO/I.

N3 uccnenosanust VOYAGER PAD.

TabanuHoe pe3IOMe HeXKeIaTeIbHBIX PeaKIUi

YacToTa He)KENAaTeIbHBIX PEaKIIHiA, 3apETUCTPUPOBAHHBIX Y B3POCIIBIX U JIETEH P IPUMCHCHUN
puBapokcabaHa, IpuBe/eHa B Ta0IuIle 4 HUKE C PA3CICHUEM TI0 CHCTEMHO-OPTaHHBIM KJlaccam
(cormacHo MedDRA) u no yacrore. HacToTa ornpeensercs: CleAyoUM 00pa3oM: OYeHb YacTo
(= 1/10), gacto (> 1/100, o < 1/10), Hewacto (> 1/1 000, Ho < 1/100), penko (= 1/10000, Ho <
1/1000), ouens penxo (< 1/10000), yactoTa Hem3BecTHa (HA OCHOBAaHUM MMEIOIIMXCS JaHHBIX
OLICHUTh HEBO3MOKHO).

Tabauna 4. Bee HexkenaTeIbHbIC PEaKIUH, 32aPerHCTPUPOBAHHBIC Y B3POCJILIX NIALINECHTOB B
KJInHUYeckux ucciaegoanusax I ¢pa3pl nim B xoe NocTperucTpauMOHHOI0 NPMMEHeHUus *,
a TaKke y aereil B AByx ucciaenosanusx Il ¢asel u aByx ucciegosanusx 111 ¢gasel

Yacrto | HeuacTto | Penko | OueHb peako | YacToTa HeM3BECTHA
Hapymenust co CTOpOHBI KPOBH H THM(ATHYECKOi CHCTEMBI
Anemust (BKITIOUast Tpombo1uTO3 (BKIIOUAS
COOTBETCTBYIOIIUE MOBBIIIEHHE KOJIMIECTBA
n1abopaTopHbIe TPoMOOIUTOR)",
MIOKAa3aTesn) TPOMOOIUTONICHUS.
HapyueHnust co cTOpOHbI MMMYHHOI CHCTEMBI
Aunnepruueckasi peakiusi, AmnadunakTryeckue
aJIeprUYecKHit pEaKIuH, BKIIOYast
JepMaTHT, aHa(MIAKTHYECKUH IIOK
AHTMOHEBPOTHUECKUH
OTEK M aJlTIepru4ecKuit
OTeK
Hapyuenusi co cTOpoOHbI HEPBHOIM cHCTEMBbI
T'onoBokpysxenue, BayTpuMo3rosoe u
roJIoBHas 00ITb BHYTPHYEPEITHOE
KPOBOU3JIHUSHUE, 0OMOPOK

Hapymenml CO CTOPOHBI OpraHa 3peHust
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COOTBETCTBYET 3KCMEPTHO

025 Ne

ot 20 11

KpoBouznusuue B rna3z
(BKJIIOUast KPOBOM3IUSHUE
B KOHBIOHKTHUBY)

(L

_NEOOBATENBR

1 0(

HapymeHusi co CTOPOHBI ¢

epaua

Taxukapaust

HapyieHus co CTOPOHBI C

0Cy/10B

AprepuasbHas
THIOTEH3HUs], TeMaToMa

Hapymelmﬂ CO CTOPOHBI JIBIXaTeJIbHOI CHUCTEMBbI, OPraHOB prZlHOﬁ KJIETKH H CPEIOCTCHU ST

Hocosoe KpPOBOTE€YECHHUE,
KPOBOXapKaHbE

Do3uHODHUIbHAS
[THCBMOHHS

Kery10uHO-KHIIIeYHbIE HAPYLIEHHS

KpoBotouuBocTs neceH,
JKeITy JOUHO-KHUIIIeYHOe
KpOBOTeUEeHUE (BKIIIOUAst
peKTaIbHOe
KpOBOTeUYeHHE), 60JIb B
001aCTH Key104HO-
KHIICYHOTO TPAKTa U B
JKHBOTE, UCIICTICHS,
TOLIHOTA, 3a1op”, Mapes,

CyxocTb BO pTY

pBota®
HapymeHust co CTOpOHBI EYeHH M KeJTYeBBIBOISAMMX MyTeif
[oBblIeHNE AKTUBHOCTH Hapyenue dynkunu XKentyxa, noBblieHHE
TpaHCaMHHa3 NIeYCHH, NTOBBIIICHHE KOHIIEHTpaLluX
KOHLICHTPAI1I KOHBIOTHPOBAHHOTO
OnMpyOrHa, MOBBILICHHE OunmpyOuHa (¢
AKTHBHOCTH IIEITOYHOMN COIYTCTBYIOIIHM
docdarasbi®, noBbiLIEHHE HOBBIIICHUEM

axtuBHOCTH I TTA

aktuBHocTH AJIT unu Oe3
HETro), X0JIeCTa3, TeHaTUT
(BKJIIOYAs TOBPEXKICHUE
renaToLeIUIIOISIPHOR
CHCTEMEI)

Hapyluemm CO CTOPOHBI KOKHM H IOJAKOKHBIX TKaHeil

KoxxHblii 3yx (BKIIOYast
HEYacThIe CITyYan

reHepaIn30BaHHOIO SMUAEPMATIbHBII
3yJ1a), KO>KHas! CHIIIb, Hekponns, DRESS-
9KXUMO3, KOJKHBIC U CHHZPOM
HOJIKOKHbIE
KPOBOM3IIUSIHHS

Kpanusauna

Cunpapom CtuBeHCa-
J>KOHCOHA/TOKCHYECKHUIT

HapyumeHusi co CTOPOHBI MbILICYHOH, CKEJICTHOI M COCIMHUTEIbHOI TKAaHU

Bonb B KoHeuHOCTAX" T'emapTpos KpoouznusiHue B KomnaprmeHT-cunipom
MBIIIITY BCJICICTBHE
KPOBOTEUEHUSI
HapyiueHnst co CTOPOHbI 104YeK M MOYeBbIBOASIIHUX Iy Tel
Kposoreuenue u3 Tloueynas
MOUYETIOJIOBBIX Ty Tel HEJI0OCTaTOYHOCTB/OCTpast
(BKJIIOYAsI TeMaTypHIO U MOYeYHas
MmeHopparuio®), HEJI0CTaTOYHOCTh
HapyleHue GyHKIHN BCJICICTBHE
ToYeK (BKIIFOYast KPOBOTEUEHHS,

TIOBBIIICHHE JIOCTaTOYHOTO JUIsl TOTO,
KOHIEHTPAL{H 4TOObI BBI3BATH
KpeaTHHUHA KPOBH, runonepdysnio;
TIOBBIIICHHE He(pomnarus,
KOHIIEHTPAIIMM MOYEBUHbI aCCOILMUPOBAHHAS C
KpOBH) NIPUEMOM
AHTHKOATyJITHTOB

Oo6mmne HAPYUICHHUA U PEAKUUH B MECTEC BBCICHUSA

Jluxopanka®,
nepudepuIecKie OTeKH,
CHIDKEHHUE 0011eH
MBILICYHOM CHIIBI 1
TOHYca (BKJIIOYast
c1a00CTh U aCTEHHIO)

Vxyamenue oomero
CaMOYyBCTBHUS (BKIIOYAs
HEIOMOT'aHHe)

JlokanbHbI oTek®

JlaGopaTopHble U HHCTPYMEHTA/IbHbIE IaHHbIE

TToBBIIEHNE AKTHBHOCTH
JIJITA, moBeIIIeHIe
aKTUBHOCTH JIUIA36I",
TIOBBIIICHHE AKTHBHOCTH
aMunaser’

TpaBMbl, HWHTOKCHKAIUA U

0CJIOKHEHHUSI Poueayp

KpoBoreuenue nocne Cocynucras
MEIMLMHCKOM niceioaneBpu3Ma’
MaHUIYJSIIUH (BKITIOYast
OCJICONEPALOHHY IO
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COOTBETCTBYET ZKCTNEPTHOMY O

ot 20 11 2025 Nz 2

SHOMIO i PORTECIAG (NPCNENOBATENEHOCTL 0005)

U3 paHbl), FeMaToMa,

BBIICIICHUE CEKPETA H3
panp®

A: nabmoganuck npu npoduiakruke BTD y B3pociIbIX NALKEHTOB, IEPEHECIIMX [LUIAHOBYO OTIEPALMIO 10 3aMEHE Ta300€APEHHOTO UITH KOJIEHHOTO
CycTaBa;

B: nabmonanuce npu nevenun TI'B u TDJIA u npouaakTuKe MX PELMAMBOB KaK OYEHb YacThIE Y )KEHIUH MOJIOKE 55 JIET;

C: Habmojamuch Kak HEYacThle B pamkax MpoUIaKTHKH aTepOTPOMOOTHYECKMX CoObITHii y maruenToB mocie OKC (Mocie upeckosHOro
KOPOHApHOT'O BMEIIATENIHCTBA).

*IPUMEHSIICS TIPEe/IBAPUTENIBHO 3aIaHHbINH BHIOOPOUHBIH MOAXO0A K COOPY JaHHBIX 110 HEXEJIATEIbHBIM ABJICHUSAM B OTIC/IbHBIX HccienoBanusx 111
(a3bl. Ha ocHOBaHMY aHaIIM3a JAHHBIX 3THX HCCIIEI0BAHUH 4aCTOTa HEXEIIATENIbHBIX PEaKIHil HE IOBBICHIIACH, U HOBBIX HEXKENATEIbHBIX PEaKIH il
BBISIBIICHO HE OBLIO.

OmnmncaHue OTACIBHBEIX HEXKEIAaTSIbHBIX pPeaKIIni

YuuteiBas papMaKoJIOTHUECKUI MEXaHU3M JeMCTBUS, IPUMEHEHUE penapara ApoBadaH MOKET
COIIPOBOKIATHCS MOBBIIIEHUEM PUCKA CKPHITOTO MJIH SIBHOI'O KPOBOTEUCHUS U3 JIOOBIX TKAHEH U
OpraHoB, KOTOPOE MOKET MPUBECTU K IOCTreMopparuuyeckoi anemuu. llpusHaku, cuMnromsl u
CTeNEeHb TSDKECTH (BKJIIOYAs JIeTAlIbHBIA HCXOZA) OyIyT BapbUpOBaThb B 3aBUCHUMOCTH OT
JIOKAJIM3alui, WHTEHCUBHOCTU WM MPOJOJDKUTEIIBHOCTH KPOBOTEUEHHUS W/WUIM aHEeMHH (CM.
pazgen 4.9 «JleueHne KpoBOTE€UeHMI»). B KIMHMYECKMX HCCIEIOBAaHUSAX KPOBOTECUEHMS W3
CJIM3HUCTHIX 000JI09eK (2 MIMEHHO, KPOBOTEUCHHE M3 HOCA, IECEH, JKEITYJOYHO-KUIIEYHOTO TPAKTa,
MOUYEIOJIOBOM CUCTEMBI, BKJIFOUAas MAaTOJIOTHYECKOE BAarnHAIBHOE WM YCUIIEHHOE MEHCTPYalbHOE
KPOBOTEUYECHHE) U aHeMHUs HAOIIOAANUCH Yallle P JIUTEIHHOM JICYEHUN PUBApOKCcabaHOM, YeM
npu tepanuun ABK. Takum oOpa3oMm, B [ONOJHEHME K HaJJIEKallEMy KIMHUYECKOMY
HAOJTI0ICHUIO, JTA0OPATOPHOE UCCIICIOBAHUE TeMOTIIO0NHA/TeMAaTOKPUTA MOKET OBITh 3HAYMMBIM
JUTS BBISIBIICHUS CKPBITOTO KPOBOTEUEHHUSI U KOTMYECTBEHHOM OLIEHKH KJIMHHUYECKON 3HAYUMOCTHU
SIBHOT'O KPOBOTEUEHUS B CITy4asiX, KOrjaa MPUMEHUMO. PUCK KpOBOTEYEHHI MOYKET OBITH MOBHIIICH
y ONpEJENeHHbIX T'PyNN MallMeHTOB, HAPUMEpP, Y MAlMEHTOB C TSAXKEJIOH HEKOHTPOIUPYEeMOH
apTepHalIbHON rUNepTeH3UeN W/ WK IPY COBMECTHOM NIPUMEHEHHH C MpenapaTaMu, BIUSIOIIUMU
Ha remocrta3s (cM. paszen 4.4 «Puck kpoBoTedeHus»). MeHCTpyallbHOE KPOBOTEUEHHE MOXKET OBbITh
601ee OOMIIBHBIM U/WITH MPOIOIKUTEIBHBIM.
['emopparuueckue  OCJIOXKHEHMsI ~ MOTYT  MPOSIBISATHCS  C€1a0OCThiO,  OJEAHOCTHIO,
TOJIOBOKPY)KEHHEM, TOJOBHOM OONBI0O MM HEOOBSICHUMBIMU  OTEKaMH, OJIBIIIKOW U
HEOOBSICHUMBIM IIOKOM. B HEKOTOpPBIX cilyyasiX BCIIEICTBME aHEMUHU PA3BUBAIMCh CHUMIITOMBI
UIIEMUHN MUOKap/ia, TaKue Kak 00Jb B TPYAHON KJIETKE U CTEHOKapIusl.
[Tpu mpuMeHeHnr puBapokcabaHa perucCTPUPOBAIUCH TAKHE U3BECTHBIE OCIIOKHEHUS TAKEIOT0
KPOBOTEUYEHHMsI, KaK CHHIPOM IMOBBIIIEHHOTO CyOgaciialbHOTO JaBieHUsS (KOMIIAPTMEHT-
CHUHJIPOM) M IIOY€YHAs HEeIOCTaTOYHOCTh BciieAcTBUE Tumnonepdysun. Takum oOpasom, mnpu
OLIGHKE COCTOSIHHMS JI000TO TalMeHTa, NPUHUMAIOIEr0 AaHTHUKOAryJsHThl, HE00XO0JIUMO
YUUTBHIBATh BO3MOYKHOCTh KPOBOTEUEHHS.

eTH

Jleuenue BTO u npoghunakmuxa peyuousos BTI
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COOTBETCTEYET 3KI
ot 20.11.2025 M2
OmneHka 0€30MaCHOCTH y JA€TeH M MOAPOCTKOB OCHOBHIBACTCHE HA)HAHEHN: HO)OE300aCH0CTH

CNEFTHOMY OTYETY

OTKPBITBIX KCCIICIOBAHUN C AKTHUBHBIM KOHTposieM (nByX wucciemoBanuid Il ¢aszel u omHoro
uccienosanwus 11 daser) ¢ ygactuem gereii B Bo3pacte oT poxkaeHus a0 < 18 ner. JlanHbIe 110
0€30MacHOCTH sl pUBapoKcadaHa U mperapaTa CPaBHEHHS B Pa3IMYHBIX BO3PACTHBIX TPYIIax
JIeTeH B 11€JI0M ObLTH COMTOCTaBUMBI. B 11e110M, mpoduis 6e3omacHocTu y 412 neTeit u moapocTKoB,
MOJTy4aBIIUX pUBapoKcadbaH, ObUT aHAIOTHYEH MPO(UITI0 6€30MaCHOCTH Y B3POCIBIX MMAllMEHTOB U
COXPAHSIICS B PAa3HBIX BO3PACTHBIX TPYIIAX, XOTS OIIEHKA OTpaHUYeHA HEOOIBITUM KOJMIECTBOM
MalUEeHTOB.

VY nereit yaie, 4eM y B3POCIHbIX, PETUCTPUPOBAIUCH TOJOBHAs 0ok (04eHb yacto, 16,7 %),
auxopajka (oueHs yacto, 11,7 %), HocoBoe kpoBoTeueHue (04eHb yacto, 11,2 %), pBora (oueHb
qacto, 10,7 %), Taxukapaus (dacto, 1,5 %), MOBBIICEHNE KOHIICGHTpAIMU OUIMpyOHHA (4acTo,
1,5 %) u xonbrorupoBaHHOro OMIMpyoOuna (Hewyacto, 0,7 %). Kak u y B3pocibix, y 6,6 % (4acrto)
JIEBOUCK-TIOIPOCTKOB ~ [IOCIIE  MEHapxe HalmmoAanach MeHopparus. TpoMOOLMTONEeHHS,
HaOmolaeMasi B paMKax MOCTPETMCTPALIMOHHOTO MOHUTOPUHIA y B3POCIBIX, B KIMHHYECKHX
UCCIIEIOBaHMSIX y JieTell Habmoganack yacto (4,6 %). HexenaTenbHble JIEKApCTBEHHBIE PEaKIUU
y JIeTel ObUTM B OCHOBHOM JIETKOM MJIM CPETHEH CTETIEHHU TSKECTH.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

Baxxno coo0mare 0 MOA03peBaeMbIX HEXKENATeNbHBIX pPEaKIUsAX I[OoCle pPerucTpanuu
JIEKapCTBEHHOT'O Tpernapara ¢ 1eJbl0 00ecredeHrs HeMPEePbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTO TMperapara. MeIuIuHCKIM pa0OTHHKAM PEKOMEH]yeTCs
coo01aTe 0 JIIOOBIX MOJ03PEBAEMbIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAJIbHbIE CHUCTEMBI COOOILEHHUS O HEXeJaTeNIbHBIX PEaKLUsAX ToCyAapCTB-4JICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccniickas @enepanns

®denepanbHas cinyx0a 1Mo Haa30py B chepe 3paBOOXpaHEHUS.

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomanib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit B uH(GOpPMaIlMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «HTepHEeT»:!

http://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka
CHMIOTOMBI
VY B3poCHBIX OBUIM 3apETUCTPUPOBAHBI PEIKUE CIydyau Mepeno3upoBku qo0 1960 mr. B crnydae

NEepCa03UPOBKHU HCOGXOI[I/IMO TIIATCIBHO Ha6J'IIO,Z[aTB nanyuceHTa Ha MOpeaAMET Pa3BUTUA
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KPOBOTEUEHHH WM JPYTHX HEXeIaTeNIbHbIX pedkiui (cM: Moapasn it Teucie kpaBoDeHe i

paznena 4.9). B cBs3W ¢ OrpaHUYEHHBIM BCAaCBHIBAHUEM OXHUIAETCs (HOPMUPOBAHHUE ILIATO
KOHIICHTpalUH IpenapaTa 0e3 TanbHEHIIero yBelIMYeHUsl €ro CpeHel KOHIEHTPAIMU B TJIa3Me
KPOBH TP MPUMEHEHHUH J103, TIPEBHIIAIONINX TEPANEBTUYECKUE, paBHBIX 50 Mr puBapokcabaHa
WJIN BBIIIE Y B3POCIIBIX.

Jlnst B3pOCIHBIX CYIIECTBYET CHelUPUUECKUd aHTUIOT (aHIEKCaHeT aib(da), OJIOKHPYIOMUN
dapmakonnHamMuueckuii 3¢ ekt puBapokcadbaHa.

B ciydae mepeno3mpoBKM puBapokcabaHa JUIsi CHU)KEHHUS BCACBIBAHUS MOXET HPUMEHSTHCS
AKTUBUPOBAHHBIN YTOJIb.

JleueHre KPOBOTEUEHUN

Ecnu y nmanmenTa, moxy4aroniero puBapokcadbaH, BOZHUKIIO OCJIOKHEHHE B BUJE KPOBOTCUCHHUS,
CIICAYIOUINIA MPHEM pHUBapOKcabaHa CIIEAYET OTJIOKUTH HIIH, MPH HEOOXOAWMOCTH, OTMEHUTh
neuenue. Ilepuon monyBbIBe€HUSI pUBAapoOKcabaHa y B3pOCIBIX COCTABISAET MPUOIUZUTENBHO
5-13 gacos. Jleuenue 10KHO ObITh MHIUBUIYaIbHBIM B 3aBUCUMOCTH OT TSKECTH U JIOKATU3aluN
KpoBoTeueHHs. [Ipr HEOOXOJMMOCTH MOKHO MPUMEHSTh COOTBETCTBYIOLIEE CHMITOMATHYECKOE
JeYCHHe, TaKOe KaK MeXaHW4YecKas KOMIpeccus (HampuMmep, TPH THKEIbIX HOCOBBIX
KPOBOTEUCHMSIX), XHUPYPrMUYECKUH TeMocTa3 C IpoLeAypaMH KOHTpPOJII KPOBOTECUCHMS,
UHQY3UOHHAs Tepanus U IeMOAMHAMHUYEcKas IOAJEpXKKa, MPUMEHEHHE IMpenapaToB KpOBU
(3pUTPOLIUTAPHON MACChI MJIM CBEXKE3aMOPOXKEHHON IJIa3Mbl B 3aBUCUMOCTU OT TOTO, BO3HHUKIIA
aHEMUS WM KOaryJonaTHH) Uil TPOMOOIUTOB.

Ecnu mepeuunciieHHbIe BBIIIE MEPOTIPUSATHS HE MPUBOAAT K YCTPAHEHUIO KPOBOTCUCHHS, MOXKET
ObITh Ha3HAUEH crieU(pUUECKUI aHTUOT HHTHOUTOpa hakTopa Xa (aHAeKcaHeT anb(a), KOTOPBIH
Oonmokupyer  (gapmakoguHaMH4YecKHMi  3QQexT  puBapokcabaHa, WIM  cHeuuduyeckue
NPOKOAryJISHTHBIE TIpenapaThl, HalpuMep, KOHIEHTpPAT MPOTPOMOMHOBOTO KOMILIEKCA,
KOHIICHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA WM PEKOMOMHAHTHBIN (hakTop
Vlla (r-FVIIa). Onnako B HacTosIee BpeMs ONbIT IPUMEHEHHS 3TUX JIEKAPCTBEHHBIX MPenapaToB
y B3pOCIbIX, MMOJIYYAIOUIMX pUBapoKcadaH, BeCbMa OrpaHMYeH. JlaHHBbIE PEeKOMEHIAIUH TaKXe
OCHOBAHBI Ha OTPaHUYEHHBIX HEKIMHUYECKUX JAaHHBIX. BO3MOXHOCTH TOBTOPHOTO BBEICHHS
pexomOuHanTHOTO (hakTopa VIla u THTpOBaHME O3B! CIEIyeT paCCMATPUBATh B 3aBUCUMOCTH OT
CHIDKEHMSI aKTUBHOCTH KpPOBOTE€UEHMs. B 3aBHCHMOCTH OT MECTHOHM JOCTYHNHOCTH, B Cilydae
00JIBIIIOr0 KPOBOTEUEHUS CIIEYET PACCMOTPETh BO3MOXKHOCTh KOHCYJIBTAIIUU CO CHEIMATHCTOM
o Koaryssiuu (cm. pazaen 5.1).

[Ipenmomnaraercsi, 4ro mpoTamMWHA CyiabdaT W BUTaMHH K HE OKa3pIBaIOT BIHMSHUAS Ha
AQHTUKOATYJIIHTHYIO aKTUBHOCTh pUBapokcabaHa. MIMeeTcss orpaHMYEeHHBIM ONBIT MPUMEHEHUS

TpaHCKcaMOBOﬁ KHCJIOTBI U OTCYTCTBYCT OIBIT IMPUMCHCHHA aMHHOKaHpOHOBOﬁ KHUCJIOTBI H
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anpoTHHMHA y  B3pOCIbIX, HOIydYalomux  puBapokcadad] ) Haydiod - a6ocHoBAHNE

1[e1eCO00Pa3HOCTH WJIM OMBIT TMPUMEHEHHS CHUCTEMHOI0 TeMOCTaTMYeCKOTo Ipemnapara
JIECMOTIPECCHHA Yy TMAIMEeHTOB, TOJYYalOIMX pHBapoKcabaH, OTCYTCTBYET. YUWTHIBas
MHTCHCUBHOE CBS3bIBAaHHE C OelKaMM IUIa3Mbl, OXXHIAETCS, YTO pUBapokcabaH He Oyner
BBIBOJUTHCS IIPU MPOBEICHNUN JUAIH3A.

€T’
JlanHble y nereil orpaHuyeHsbl. JJaHHBIE O J103aX, NPEBBIIAIOIINX TEPANEBTUYECKUE, Y JETEH
OTCYTCTBYIOT.
Crernuduyecknii aHTHAOT (aHACKCaHEeT anb(ha), Ookupyromuid papMakoauHamMuaeckuit 3 exT
puBapokcabaHa, He pa3pelleH K IPUMEHEHHIO Y JeTeH.
Jleuenue kposomeuenuu
[lepuon mnosyBBIBEEHUS Yy JE€TE€HM, CIPOTHO3UPOBAHHBIM C MOMOUIBIO MOMYJSLHUOHHOTIO
(bapMaKOKMHETHUECKOTO MOJICIIUPOBAHMSI, KOPOUE, YEM Y B3POCIBIX (CM. pa3zaen 5.2).
OnpIT mpUMEHEHUsl crenu(PUUecKux MPOKOAryJISHTHBIX IMpenapaToB (HampuMep, KOHIEHTpPAT
IPOTPOMOMHOBOTO KOMILIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA
wi pekomOuHanTHeIA (akrop Vlla (r-FVIla)) y nmereii, momydarommx puBapokcabaH, BecbMa
OTpaHUYEH.
OTcyTCTBYET OMBIT MPUMEHEHHS MPOTaMuHa cyibdaTa, BuTamMmuHa K, TpaHekcaMoBO#l KHCIIOTHI,

aMHHOKaHPOHOBOﬁ KHCJIOTBI U AlIpOTUHUHA Y z[eTeﬁ, MOoJIydaromux pI/IBapOKCB.GaH.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. d®apmakoaMHAMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TpyMIa: aHTUTPOMOOTHYECKHUE CPEICTBA, MpPsIMble HHTHOUTOPHI
daktopa Xa.

Koxg ATX: BOIAFO1

MexaHN3M el CTBUS

PuBapokcabaH — BEICOKOCEIEKTUBHBIHN MpsMoil MHTHOUTOp (akTopa Xa, 06Ja1at0Uii BEICOKON
OMOOCTYTHOCTBIO MpU NpuemMe BHYTphb. IHrnoupoBanue gpakropa Xa HapylaeT BHyTPEHHUHN U
BHEIITHUN MMYTH KOATYJISIIMOHHOTO KacKaja, MHrHoupyst o0pa3zoBaHue TpoMOrHa U popMUpOBaHUE
Tpomba. PuBapokcabaH He MHrHOUMpyeT TpOMOMH (aKTUBUpOBaHHBIN (aktop II), a Takke He
IPOIEMOHCTPUPOBAJ BIUSHUS HA TPOMOOLIUTHI.

dapmakoagnaamudeckne YO HeKTol

VY dgenoBeka HaOmogaeTcs J0303aBHCUMOE MHIMOMpOBaHME aKTUBHOCTH (pakropa Xa.
PuBapokcaban oka3pIBaeT /10303aBHcHMOe BiusiHME Ha [IB, KoTOpoe Xopomio Koppenupyer ¢

KOHICHTpAUAMU pI/IBapOKca6aHa B IIa3MC KPOBU (I' = 0,98), CCJIn U aHaJIn3a UCIIOJIb3YCTCA
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Habop Neoplastin. IIpu ucronszoBanun Apyrux peakTHUBQB)PE3ILDATRITOVAY F O1T4aThCss | [1B

ClelyeT U3MEepATh B ceKyHIax, nockoiabky MHO oTkanuOpoBaHo U BaTUAMPOBAHO TOJBKO JJIS
MIPOU3BOIHBIX KyMapruHa U HE MOKET IPUMEHSATHCS JIJISl APYTUX aHTUKOATYJISTHTOB.

VY manueHToB, MOJy4YalolIUX pUBapoKcadaH uid JeueHus ¥ npoduimakThuku penuansoB TI'B u
TOJIA, 5/95 mpouentrin aist [1B (Neoplastin) yepes 2-4 gaca nociie mpuema TadyieTku (T.€. Ha
Makcumyme 3¢ dekra) BappupyroT oT 17 mo 32 cexyna npu npueme 15 mMr puBapokcabaHa J1Ba
pa3a B aeHb u oT 15 mo 30 cexynn npu npueme 20 Mr puBapokcabaHa OJUH pa3 B JcHb. B
npoMexyTKe depe3 8-16 yacoB mocie mpuema TabiueTku 5/95 mporeHTunn BappbupyiotT ot 14 1o
24 cexyHn nipu pueme 15 mr 1Ba pasa B 1eHb 1 yepe3 18-30 yaco mocie nprema TabaeTKu — OT
13 o 20 cexynn npu npueme 20 Mr OJIMH pa3 B JICHb.

VY nanueHToB ¢ GUOpHIUIALKEH TpeacepIuil HEKJIAIaHHOTO MPOUCXOXKICHHS, MPUHUMAIOIINX
puBapokcabaH s MPOPUIAKTHKN MHCYJIbTa U CUCTEMHOW TpoMOoaMOomunu, 5/95 mpoueHTHiIun
st [IB (Neoplastin) uepe3 1-4 gaca mocne npuema Ttadnetku (T.e. Ha Makcumyme 3¢ dekra)
BappupyloT OT 14 no 40 cexkyHa y MauMeHTOB, NpUHUMarKX 20 Mr OJMH pa3 B JAE€Hb, U OT
10 o 50 cexyHa y MarMeHToB ¢ HapymieHueM (DyHKIIMH OYEK CPETHEH CTENeHH, TPHHUMAROIINX
15 mMr oguH pa3 B aeHb. B nmepuon uepes 16-36 gacos mocie npuema TabiaeTku 5/95 mporneHTrim
BapbUPYIOT OT 12 510 26 ceKkyH[ y NalMEeHTOB, TpuHUMaromux 20 Mr oJuH pa3 B A€Hb, U OT 12 10
26 cexyH]l y HallHeHTOB C HapylIeHneM (QyHKIIUH [TOYEK CpeIHel CTEeNeH!, MPUHUMAIOMIKX 15 Mr
OJIMH Pa3 B JICHb.

B kimuHIKO-(hapMaKoIOTHIecKOM UCCIIE0BAHUN H3MEHEHUS (hpapMaKoJMHAMUKH pUBapOKcabaHa
y 370pOBBIX B3pOCIBIX J00pPOBOJIBIEB (N = 22) OBUIO HM3YYEHO BIUSHUE OJHOKPATHBIX 103
(50 ME/kr) ABYX pa3iMyYHBIX TUMOB KOHIIEHTpAaTa MPOTPOMOUHOBOTO KOMILIEKca: 3-(hakKTOPHOTO
(paxropsrt 11, IX u X) u 4-paxropaoro (dpaxropsr 11, VII, IX u X). 3-pakropHblii KOHIIEHTpAT
MPOTPOMOMHOBOTO KOMILIekca cHu3miI cpennue 3HadeHus [IB (Neoplastin) mpumepHo Ha
1,0 cexynny B TeueHue 30 MHHYT MO CPAaBHEHHMIO CO CHMKEHHEM IPHUMEPHO Ha 3,5 CEeKYHIBI,
HaOII0TaeMBIM TP HCTIOIH30BaHUH 4-(haKTOPHOTO KOHIIEHTpaTa MPOTPOMOUHOBOTO KOMILIIEKCA.
Hanpotus, 3-¢dakTopHbIil KOHIIEHTPAT TPOTPOMOMHOBOTO KOMILJIEKCA OKa3ajl 0oJiee BRIPaKEHHOE
u ObICTpoe 00llee BIMSIHUE HA 0OpaTUMOCTh M3MEHEHUHN B F€HEpallly HJIOT€HHOT0 TPOMOUHa,
4yeM 4-(paKTOpPHBIN KOHIIEHTPAT MPOTPOMOMHOBOIO KOMIUIEKca (cM. pazen 4.9).

Taxoxe puBapokcaban no3o3zaBucumo yBenuuuBaeT AUTB u pesynbrat HepTest; ogHako stu
napaMeTpsl He PEKOMEHIYETCsl MCIOIb30BaTh M OIEHKH (hapmakoanHamudeckoro 3¢dexra
puBapokcabaHa. B mepuon jedeHuss puBapokcabaHOM IPOBOAMTH MOHUTOPUHI TapaMeTpoB
CBEPTHIBaHUS KPOBH B PYTUHHOM KIIMHUYECKOW MpaKTHKE He TpedyeTcs. OHaKo, eCiu Ui 3TOTO
€CTh KJIMHHYEeCKoe 000CHOBaHME, KOHIIEHTpalls pUBapoKcabaHa MOXET ObITh M3MEpeHa Mpu

nomMouu KaJ'II/I6pOBaHHOFO KOJIMYECTBEHHOI'O T€CTa aHTH-Xa aKTUBHOCTH (CM. pasaci 52)
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Knnanueckas 3¢ heKTUBHOCTL M 6€301acHOCTh (MOCNEOOBATENEHOCTE 0005)

Tayuenmul ¢ pubpunnayueti npedcepouli HEKIANAHH020 NPOUcxoxcoerus, neperecuiue YKB co
cmeHmuposanuem

bbiio mpoBeneHO paHIOMU3UPOBAHHOE OTKpPbITOe MHOroueHTpoBoe uccienoBanue (PIONEER
AF-PCI) nns cpaBHeHHsT 0€30MacHOCTH JBYX PEXKHMOB JT03WPOBAaHUS pHUBapokcabaHa B
CpaBHEHHUH ¢ O JHUM pexkumoM fo3upoBanust ABK ¢ yuactuem 2124 nmanueHToB ¢ Gubprinsiuen
IIpeACEepAUi HEKIIAIIAHHOTIO IPOUCX0KaeHus, nepeHecinx YKB co cteHTupoBaHueM 110 OBOY
aTepocKiepoTuyeckoro 3adonesanus. [lanneHTs! ObUIH paHAOMU3UPOBAHBI B cOOTHOMIEHHH 1:1:1
s 12-mecsiunoi Tepanuu. [laneHTshl ¢ MHCYJIBTOM WJIM TPAH3UTOPHOM MIIEMUYECKON aTaKou
(TUA) B anamHe3€e HE BKITIOYAIKNCHh B UCCIICIOBAHHE.

I'pynna 1 momydana 15 mr puBapokcabana ofus pa3 B eHb (10 Mr oauH pa3 B A€Hb Y HAlUEHTOB
¢ kiupeHcoM kpearnnuHa (KnKp) 30-49 mn/mun) u uarubutop peuentopa P2Y12. I'pynma 2
noydania 2,5 Mr puBapokca0aHa J1Ba pasa B IeHb U ABOWHYIO aHTUArPEraHTHYIO Tepanuio (T.e. 75
MT KJIOMUAOrpesa (MU albTepHAaTUBHBIA HHTHOUTOp peuentopa P2Y 12) u aneruncaiuiuuioByio
KHUCJIOTY B HU3KOH J103€) B TeueHue 1, 6 wim 12 Mecsnes ¢ nocieayommum nepexoaom Ha 15 mr
puBapokcabana (10 Mr oauH pa3 B A€Hb y NMalUeHTOB ¢ kiaupeHcoMm kpeatunuHa (KiKp) 30-49
MJI/MHUH) OJJUH pa3 B JICHb C alleTHJICAIUIIUIOBON KHCIOTON B HU3KOHM no3e. ['pymnmna 3 momyyana
ABK B CKOppeKTHpPOBaHHOM J103€ U ABOMHYIO aHTHArperaHTHYIO TEpanuio B TeueHue 1, 6 wium 12
MECSIIEB C MocIeAyomuM rnepexoaom Ha ABK B ckoppekTrpoBaHHOM 103€ C alleTUIICATULIUIOBON
KHMCJIOTOM B HU3KOM J103€.

[lepBuuHas KOHE4Has TOYKa O€30MaCHOCTH, CIIy4ad KIMHUYECKH 3HAYMMOI'O KPOBOTEYEHHS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanuenTos B rpymre 1, rpymnme
2 u rpymrne 3, coorBerctBenHo (OP 0,59; 95 % U 0,47-0,76; p < 0,001, u OP 0,63; 95 % AU
0,50-0,80; p < 0,001 coorBercTBeHHO). BTOpHMYHasi KOHeYHass Touka (CymMMapHash 4YacToTa
CEpJICYHO-COCYIUCTHIX COOBITHI: CMEPTh BCIIEACTBUE CEPACUHO-COCYIUCTBIX MPUYNH, HH(APKT
MHUOKap/ia UK MHCYJBT) pa3Buiach y 41 (5,9 %), 36 (5,1 %) u 36 (5,2 %) nanuentos B rpymnre 1,
rpynme 2 u rpyimrme 3, CoOoTBeTCTBeHHO. Kax/1pIil U3 pe:xuMoB puBapokcabaHa mokasai 3HaYuMoe
CHI)KEHME YacCTOTHI CIy4yaeB KIIMHUYECKH 3HAYMMOTO KPOBOTEUEHUS 110 CPAaBHEHUIO C Teparnueit
ABK y mnauuenroB c¢ HekianaHHod ¢uOpwuisinuet npeacepauii, neperecmux YKB co
CTEHTHUPOBaHHUEM.

[Tepuunoii nenpio uccnenoBanusi PIONEER AF-PCI sBnsumack onienka 6e3omnacHoctd. [laHHBIC
110 3P GEeKTUBHOCTH (BKIIIOUYAsT TPOMOOIMOOTUIECKUE COOBITHS) B ATOM MOIMYJISIITUN OTPAaHUYCHBI.

Jleuenue TI'B, TOJIA u npocpunraxmuxa peuuousos TI'B u TOJIA
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[Iporpamma KIMHUYECKHX HCCIIEN0BaHUI prBapokcabaHyd 0B8] pa3padoTaHapif AeMoaCT AN

s dexTuBHOCTH puUBapokcabaHa B Hauaine jedeHus octporo TI'B m TOJIA, mpomomkenun
Tepanuu u npodunaktuke peruausos TI'B u TOJIA.

Bbonee 12800 nanueHTOB NPUHSIIM YYacTHE B YETHIPEX PaHIOMU3MPOBAHHBIX KOHTPOJIUPYEMBIX
kimandeckux uccienoBanusax I ¢gazer (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, OBLI NpOBEIEH JAOMOJHUTEIBHBIA MPEABAPUTEIHHO
CIUIAaHUPOBaHHBIM oO0beauHeHHbI aHanu3 uccinenoBanuii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHas JUIMTEIbHOCTD JICUEHUS BO BCEX MCCIEIOBAaHUAX cocTaBuiia 21 mecsil.
Uccnenoanue EINSTEIN DVT npooamioch ¢ ydyactruem 3449 mauuentoB ¢ octpeiM TTB ¢
LEeNIbI0 U3yUeHUsl MpUMEeHEeHusl puBapokcabana ass jeueHuss TI'B u npodunakTiuku penuanBoB
TI'B u TOJIA (maumeHTtsl, y KOTOpHIX Obuia cumntoMHas TOJIA, HCKIIOYAINCh U3 TAHHOTO
ucciaenoBanus). JMUTeNbHOCTD JeUeHHs cocTaBiisiia 3, 6 uian 12 MmecsieB B 3aBUCUMOCTH OT
KIIMHUYECKON OLIEHKH HUCCIeI0BaTeNs.

B teuenue nepBbIx Tpex Henenb JedeHust octporo TI'B mpumensics puBapokcaban 15 mr aBa
pasa B JIcHb, C TIOCIICAYIONIUM TePEX00M Ha puBapokcadan 20 MT OJHH pa3 B JICHb.
Uccnenoanne EINSTEIN PE npooaunocs ¢ yuyactuem 4832 manumeHntoB ¢ octpoit TOJIA ¢
nenbto uzydenus sedeHuss TOJIA u npodunaktuku peunausos TI'B u TOJIA. J[nuTenbHOCTD
Je4eHus: cocraBisia 3, 6 wiam 12 MecdlneB B 3aBUCUMOCTH OT KIMHUYECKOW OILICHKHU
UCCIIeIOBATEIISI.

B teuenue nepBbIX TpexX HENENb HAUYaIbHOTO JieueHus octpor TOJIA npumensics puBapokcadaH
15 Mr 1Ba pasa B JIeHb, C MOCJIEAYIOIMIUM IEPEX0I0M Ha puBapokcadan 20 Mr oAuH pa3 B JACHb.

B 00oux uccnenoanusx EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpynrne mpenapara
CpaBHEHHUS BKJIIOUYasa BBEJIEHUE SHOKCAMAPHHA B TEUEHHUE 10 KpaliHel Mepe 5 THeW B COUETaHUuU
C Teparnuel aHTaroHuCToM BUTaMuHa K 10 TOCTHKEHUST TePareBTUYECKOTO YPOBHS MOKa3aTes
I[IB/MHO (>2,0). lanee nedyeHne NpoaosKajioch aHTaroHMCTOM BUTaMuHa K, 103a koTtoporo
OblTa CKOpPPEKTHpOBaHa TakUM oO0pa3oM, 4YTOObl monAepxkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYecKoM auanasone ot 2,0 1o 3,0.

Uccnenoanue EINSTEIN Extension mpoBommiock ¢ ydyactuem 1197 maumentoB ¢ TI'B unum
TOJIA c uenbro u3ydenus npopuinaktuku penuauBoB TI'B u TOJIA. JlnuTenbHOCTh JTIeUSHUS st
MAIMEHTOB, 3aBEPIIUBIINX OT 6 10 12 MecsieB JeueHus: BEHO3HON TPOMOOIMOOINH, COCTaBUIIa
JIOTIOJIHUTENIBHO OT 6 10 12 MecsleB B 3aBUCMMOCTH OT KJIMHUYECKOMN OLIEHKU HCCIEAOBATEelI.
[TpoBonunock cpaBHeHUE puBapokcadbana 20 Mr oauH pa3 B JICHb | IJIAIe00.

B wuccnemoBanusx EINSTEIN DVT, PE wu EINSTEIN w#cnoian3oBalnuch OJUHAKOBLIE
MpeBapUTENLHO OMpPE/EICHHbIE NMePBUYHBIE U BTOPUYHBIE KOHEYHBIE TOYKH d()PEKTUBHOCTH.

[lepBuyHOii KOHeuyHOW TOUYKOM dS(ddexTuBHOCTH OBLT CUMNTOMHBIA peruau BTO,
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oIpeeNsBIINicA Kak COBOKYNHOCTh peunauBal TT'B wmif|Qatamsa o wiE Aédaransaoi] TVIA.

Bropuynasi koHeuHasi TOYKa OMpeaessijiach Kak COBOKYMHOCTh peruauBa TI'B, nedarambHOU
TOJIA u cMepTH OT BCEX IPUUUH.

B uccnegoBanun EINSTEIN Choice 3396 nanueHToB ¢ moaTBep AeHHBIMU cuMIToMHbIMU TT'B
u/umu TOJIA, 3aBepmuBIINX 6-12 MECSIIEB JICUCHHS aHTHUKOATYITHTAMHU, U3YYaJIHCh HA MPEIMET
npodunaktuku patanbHor TOJIA nam HedaTanbHBIX CUMITOMHBIX peruanBoB TI'B wim TOJIA.
[TateHTh, KOTOPBHIM OBUIO TMOKAa3aHO MPOJODKEHHE AaHTUKOAryJIsSHTHOH Tepanuu B
TEpaNeBTUUECKUX J103aX, MCKIIOYAINCh U3 HcciaenoBaHus. lIpoaomKuTenbHOCTh JIeUEHHUS
cocTtapisia 10 12 mecsiieB B 3aBUCUMOCTH OT MHIUBUYaJIbHON JaThl paHIOMHU3aluu (MeInaHa:
351 nenp). PuBapokcaban B 103e 20 MI OJIMH pa3 B CyTKH U puBapokcadaH B 03¢ 10 Mr onuH pa3
B CYTKHM CPAaBHUBAJIM C allETUICAIUIMIOBON KMCIOTOM B 103€ 100 Mr oiuH pa3 B CyTKHU.
[lepBuyHoii KOHeyHOW TOUYKOW dS(dexTnBHOCTH OBUT CHUMNTOMHBIA permmuB  BTO,
OTIpeIeIIABIIUICS KaKk COBOKYMHOCTh peruanBa TI'B wiu datansHol min HedaTtansHoit TOJIA.
B wuccnegopanuu EINSTEIN DVT (cm. Tabmumy 6) Obulo NpOJEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrymnaeT sHoKcanapuny/ABK mo nepBu4HoO# KOHEUHOH TOUYKE 3P HEKTUBHOCTH
(p <0,0001 (Tect Ha HE MenbInyIO dddekTuBHOCTE); OP: 0,680 (0,443-1,042), p=0,076 (TecT Ha
npeBocxoacTBo)). [IpenBapuTenbHO ompeneseHHas 4ucTas KIMHUYECKas BbIroAa (mepBUYHAsS
KOHEYHas Touka 3(h(HEeKTUBHOCTHU U Cllydan OOJIBIIOr0 KPOBOTEUEHHUS ) Oblja 3aperuCTPUPOBaHa C
OP 0,67 ((95 % AU: 0,47-0,95), nHomunansHOe 3Hadenue p = 0,027) B mons3y puBapokcadaHa.
3nauenuss MHO Haxoawiuck B TepaneBTHUECKOM Juana3zoHe B cpeaHeMm 60,3 % BpemeHu Juis
CpeIHEeH MPOoI0JKUTENbHOCTH JieueHust 189 aueit u 55,4 %, 60,1 % u 62,8 % BpeMeHu B rpynmnax,
IPOJAJICHHOTO Ha 3, 6 u 12 MecsueB jeueHusl, COoTBeTCTBeHHO. B rpymnne snokcanapun/ABK He
ObLIO YETKOH CBSA3M MEX/1y YpOBHEM cpesiHero reHTpansHoro TTR (BpeMs B Auana3zoHe 1eJIeBoro
MHO 2,0-3,0) B TepTuiIsiX OAMHAKOBOIO pa3mepa U 4yactoToi peunauBoB BT (P = 0,932 nns
B3aMMOJieiicTBUs). B mpenenax caMoro BBICOKOTO TEPTHJIS OTHOCUTENbHO LeHTpa OP mns
puBapokcabaHa Mo cpaBHEHUIO ¢ BapdapuHoM cocTasisiio 0,69 (95 % JAU: 0,35-,35).

YacToTa BOZHUKHOBEHMs NEPBUYHON KOHEYHOM TOUYKM Oe30macHOCTH (ciaydau OOJNBIIOTO WIN
KJIMHUYECKH 3HAYMMOrO HEOOJBIIOr0 KPOBOTEUEHHS), a TaKKe BTOPUYHOM KOHEYHOH TOYKHU
0e30macHOCTH (CiTy4au OOJIBIIOr0 KPOBOTEUEHHS ) OblIa CX0Kel A1 00enX IpyI JeUSHUs.

Tadoauna 7. Jannbie mo npopuiaio 3¢pdexktuBHOCTH M Oe3o0macHocTH B ucciaenoanuu 111

¢a3sl EINSTEIN DVT
Hccnenyemast nonyasiuust 3449 nanueHTOB C CHMNTOMHBIM OCTPBLIM TPOMO030M I1y0OKHX
BeH
TepanesTuuecKast no3a " Puapokcaéan® Auokcanmapun/ABKY
NMPOAO0J/IKUTEIBHOCTD JICYeHHU S 3, 6 niim 12 mecsimieB 3, 6 niim 12 mecsiieB
N=1731 N=1718
Cumnromuslit peruaus BTO* 36 51
2,1 %) (3,0 %)
Cumnromusiii peruaus TOJIA 20 18
1,2 %) (1,0 %)
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Cumnromssli penuaus TI'B 14 (MOCNEOOBATENEHACTE

0,8-%) (1,6-%)
Cumnromusie TOJIA u TTB 1 0

(0,1 %)
@aranpHas TOJIA/cMepTsh, Ipu KOTOPOIt 4 6
HEJB3st HICKITI0UnTh TOJIA (0,2 %) (0,3 %)
Bompmoe wiM KIMHAYECKH 3HAYNMOE 139 138
HEOOJIBIIOE KPOBOTEUCHHE (8,1 %) (8,1 %)
Ciy4an 60JIBIIOTO KPOBOTEUCHHUS 14 20

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

3 PupapokcabaH 15 Mr JiBa pasa B JIcHb B T€UEHHE 3 HEMENb, C MOCIEAYIOMUM Iepexo1oM Ha 20 MI' O/IMH pa3 B [€Hb

®) DHOKCcanapuH B TEYEHHE N0 MEHbIIEH Mepe 5 IHEH, ¢ OTHOBPEMEHHBIM M MOCIEAYIOIMM TTpreMoM ABK

* p < 0,0001 (He menbmmas a¢ddexTuBHOCTh A 3apaHee ompeneneHnoro OP 2.0); OP: 0,680 (0,443-1,042), p=0,076
(IpeBOCX0JICTBO).

B uccnenosanuu EINSTEIN PE (cm. Tabnuiry 8) 66110 TpOIeMOHCTPHPOBAHO, YTO pUBapOKcadaH
He ycrymnaer sHokcanapuHy/ABK mo mepBuuHoOi koHeuHol Touke 3ddexrtusHocT (p=0,0026
(rect Ha He MeHbmyl dddextuBHOCTE); OP: 1,123 (0,749-1,684)). IlpenBaputenbHO
olpeneNieHHasl YuCTas KIMHWYECKas BBIroAa (IEepBHYHAs KOHEYHAs Touka 3()(HEeKTHBHOCTH U
city4au OOJIBIIOro KpoBoTeueHus1) Oblia 3apeructpuposana ¢ OP 0,849 ((95 % AU: 0,633-1,139),
HOMHHANBHOE 3HaueHue p=0,275). 3nauennss MHO Haxoauiuch B TEpareBTUYECKOM JIMANa30HE
B cpeaHeM 63 % BpeMeHU Il CpelHer MPOAODKUTENIbHOCTH Jedenus 215 nueit u 57 %, 62 % u
65 % BpeMeHU B TpyIIiax, IpoyIeHHOro Ha 3, 6 1 12 Mecs1ieB JieueHus: COOTBETCTBEHHO. B rpynme
sHokcanaput/ABK He ObU10 4eTKOil CBS3M MeX 1y YPOBHEM cpeHero nenTpansHoro TTR (Bpems
B nuarasone mnenesoro MHO 2,0-3,0) B TepTHISX OIMHAKOBOTO pa3Mepa U 4aCTOTOH PEIUINBOB
BTO (p = 0,082 nns B3aumoneiicTBusi). B mpenenax camoro BbICOKOTO TEPTHIISI OTHOCUTEIBHO
nentpa OP nmns puBapokcabana 1o cpaBHeHHIO ¢ BapdapuHoMm coctaisiio 0,642 (95 % AU:
0,277-1,484).

YacTtoTa BOZHMKHOBEHHS MEPBUYHON KOHEUHOM TOUKHM Oe30macHOCTH (ciydau OONBIIOTO HIIN
KJIMHUYECKH 3HAYMMOTO HEOOJBIIOTO KPOBOTEUECHHS) ObIJIa HECKOJIBKO HIKE B TPYIIIIE JICUCHUS
puBapokcabanom (10,3 % (249/2412)), yem B rpynmne nedenust s3HokcanapuHoM/ABK (11,4 %
(274/2405)). YactoTra BTOPHYHOM KOHEUHOH TOYKM Oe3omacHOCTH (ciiydan OOJNBIIOTO
KpOBOTEUEHMs) Obula HIDKE B Tpymnmne puBapokcabana (1,1 % (26/2412)), yuem B rpymme
snokcanapuHa/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % [AU: 0,308-0,789).

Tadoauua 8. Janubie mo npopuiaio 3¢pdexkTuBHOCTH U Oe3omacHocTH B uccaenoanuu 111

¢a3s1 EINSTEIN PE
Hccaenyemasi nonyJasiuust 4832 naumenTa c ocTpoii cumnTomMuoii TIJIA
TepaneBTHYecKas 1032 H PuBapokcaéan® Auokcamapun/ABKY
NMPOAO0J/IKUTEIBHOCTD JICYeHHU S 3, 6 niim 12 mecsimieB 3, 6 niim 12 mecsiieB
N=2419 N=2413
Cumnromusril peruane BTO* 50 44
2,1 %) (1,8 %)
Cumnromusiit peuuguB TOJIA 23 20
(1,0 %) (0,8 %)
Cumnromusrii peruaus TI'B 18 17
(0,7 %) (0,7 %)
Cumnromusie TOJIA u TI'B 0 2
(<0,1 %)
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daranbnas TOJIA/cMepTs, npu 11 (MOCNEOOBATENEH hOCTL 0005 |
KOTOpOU HeNb3s UCKIIOUUTh 0,5-%) (0,3-%)
TOJIA
Bornbioe wiy KIMHIYECKH 3HAYNMOE 249 274
HEOOJIBIIIOE KPOBOTEUCHHE (10,3 %) (11,4 %)
Ciy4an 60JBIIOTO KPOBOTECUCHUS 26 52
(1,1 %) (2,2 %)

3 PupapokcabaH 15 Mr J1Ba pasa B JIcHb B T€UEHHE 3 HEMENb, C MOCIEAYIOMUM IEPeX0o1oM Ha 20 MI' OJIMH pa3 B J€Hb
®) DHOKCANapuH B TEYEHHE [0 MEHBILIEN MePE 5 MHEl, ¢ 0THOBPEMEHHEIM M MOCIEAY OIMM npreMom ABK
* p <0,0026 (He meHbIIast 3¢ GEKTHBHOCTE JUTA 3apanee onpenenenHoro OP 2,0); OP: 1,123 (0,749-1,684)

Bbu1 poBeieH MpeBapuTeIbHO CIUTAHUPOBAHHBIN 00bEIMHEHHBIN aHAIN3 KOHEYHBIX TOYCK
uccienoBanuiit EINSTEIN DVT u PE (cMm. Tabnuiy 9).

Tadauna 9. [Jdannbie no npopmwiaw 3¢p¢GeKTHBHOCTH MW 0€30MACHOCTH 00beINHEHHOT0
anasausa B ucciaegopanusx Il ¢assl EINSTEIN DVT u EINSTEIN PE

Hccaenyemas nonyJisinus 8281 manmenT ¢ octpbiMu cuMnTOMHbIMUH TT'B nian TIJA
TepaneBTHYeCcKas 1032 H PuBapokcaéan® Auokcanapun/ABKY
NPOAOCJLKUTEbHOCTD JIeYeHMSs 3, 6 nam 12 mecsiueB 3, 6 um 12 mecsinieB
N=4150 N=4131
Cumnromusbli peruaus BTO* 86 95
2,1 %) (2,3 %)
Cumnromusli peruaus TOJIA 43 38
(1,0 %) (0,9 %)
Cumnromuslit peruaus TI'B 32 45
(0,8 %) (1,1 %)
Cumnromusie TOJIA u TTB 1 2
(<0,1 %) (<0,1 %)
daranbhas TOJIA/cMepTs, npu 15 13
KOTOPO# HeJb351 UCKITIOYUTh (0,4 %) (0,3 %)
TOJIA
Bonbiioe iy KIMHUYECKH 3HAYUMOE 388 412
HeOOJIBIIOE KPOBOTCUCHHUE (9,4 %) (10,0 %)
Ciy4an 60JBIIOTO KPOBOTECUCHHUS 40 72
(1,0 %) (1,7 %)

3 PupapoxcabaH 15 Mr [1Ba pasa B IcHb B TeUEHHE 3 HeElb, C MOCIEAyIOMUM epexooM Ha 20 MI O/IMH pa3 B €Hb

b JHOKcanapyH B TeYEHHE 110 MEHbLIEH Mepe 5 THEH, ¢ OJHOBPEMEHHBIM U TOCIEAyomUM npueMomM ABK

*p <0,0001 (e menbast 3¢ GeKTUBHOCTB s 3apanee onpenenearoro OP 1,75); OP: 0,886 (0,661-1,186)
IIpenBapurenbHO ompenesieHHass 4YuCTas KIMHUYECKas BBITOJa IEpBUYHAsA KOHEYHAs TOYKA
3¢ (HEeKTUBHOCTH IUTIOC clydyad OOJBIIOrO KpPOBOTEUYEHHS) OOBEIMHEHHOTO aHanu3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), HomuHanpHOe 3HaueHue p=0,0244).

B uccnenoanuu EINSTEIN Extension (cm. Tabnuiy 10) puBapokcaban mpeBocxoaui miaredo
MO TMEPBUYHBIM M BTOPUYHBIM KOHEYHBIM ToukaMm 3¢ dekTuBHOCTH. YacToTa BCTpEUaeMOCTH
MEPBUYHON KOHEYHOM TOUKHM 0e30MacHOCTH (Cllydan OONBIIMX KPOBOTEYCHMI) YHCIEHHO ObLia
HE3HAYUTENLHO BHIIIE Yy MAlMEHTOB, MOJYYaBIIUX TepaAINUi0 puBapokcadaHoM B j03e 20 MT OJIuH
pa3 B JIeHb, IO CPAaBHEHMIO C 1uiane0o0. Bropuunas koHeuHas Touka 0e30macHOCTH (OOIBITNE I
KIIMHUYECKH 3Ha4MMble HEOOIbINNEe KPOBOTEUYECHHS) IOKa3ala Oojiee BBICOKYIO YacTOTy ¥
MAIMEHTOB, MOJYYaBIIMX TEpamuio puBapokcabaHoMm B no3e 20 Mr OoJMH pa3 B JE€Hb, IO

CpPaBHEHHIO C 11are0o.

Tadoauua 10. Janusie mo npoduiaio d3ppekTuBHoCcTH U Oe30onacHocTH B ucciaenopanum 111
¢a3s1l EINSTEIN Extension

Hccaenyemas nonynsnus 1197 nanueHTOB, NPOAOJKUBINNX Je4eHHe H NPOPUIAKTHKY
peunIuBOB BEHO3HOH TPOMO0IMO0 UM
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TepanesTn4eckas 1032 0 Pus: poxcaﬁaqﬂ OCNEOCBATENHpaMeOD L, (005)
NMPOIOJ/IKUTEIBHOCTD JICYeHHU S 6 nan-l12-MecsueB 6-man-12-MecsHieB
N=602 N=594
Cumnromusli peauans BTO* 8 42
(1,3 %) (7,1 %)
Cumnromusrit peruaus TOJIA 2 13
(0,3 %) (2,2 %)
Cumnromusrii peruaus TI'B 5 31
(0,8 %) (5,2 %)
@aranpHas TOJIA/cMepTh, Ipu | 1
KOTOPOi HENb35 UCKIIIOUUTh (0,2 %) (0,2 %)
TOJIA
Ciyyan GOJIBIIOTO KPOBOTEUECHUS 4 0
(0,7 %) (0,0 %)
KnuHndyecku 3HaunMMoe HeOOBIITOe 32 7
KpPOBOTEYEHHUE (5,4 %) (1,2 %)

3 Pupapokcaban 20 MI OJUH pa3 B JICHb
*p <0,0001 (mpeBocxoxactro), OP: 0,185 (0,087 - 0,393)

B uccnenoanuu EINSTEIN Choice (cm. Tabnumy 11) puBapokcaban B no3ax 20 mr u 10 mr
npeBocxoami anerwicanuiuioByo kucioTy (ACK) B goze 100 mr mno mepBUYHOM KOHEUYHOU
Touke dpdextuBHOCTH. (OCHOBHAs KOHEUHAas Touka Oe3omacHOCTH (cilydyan OOJBIIOTO
KpOBOTeYeHHsI) ObLIa CXOKel y MalMeHTOB, MOTy4YaBIINX puBapokcadaH B qo3ax 20 mr u 10 mr
OJIVH pa3 B JIEHb, 110 CpaBHEHUIO cO 100 MTI alleTUIICATUITMIOBON KUCIIOTHI.

Taoauua 11. Jannsie mo npodpuiaio 3ppekTuBHocTH M Oe30nacHocTH B ucciaeqopanum 111
¢a3sl EINSTEIN Choice

Hccaexyemas momyasinusi

3396 nauneHTOB, NPOAOCKMBIIMX NPO(PUIAKTHKY PellIMBOB
BE€HO3HOI TPOM003MO0IUHN

TepaneBTu4yeckas 103a PuBapokcaban PuBapokcaban ACK 100 mr
20 mr 1 pa3 B JeHb 10 mr 1 pa3 B geHb 1 pa3 B aeHb
N=1107 N=1127 N=1131

MGHI/IaHa IPOAOJDKUTCIIBHOCTH JICUCHUS

349 [189-362] aneit

353 [190-362] amust

350 [186-362] aneii

[MeXKBapTHIIBHBIN AHANa30H]

CumnromHsIi peraus BTO 17 13 50
(1,5 %)* (1,2 %)** (4,4 %)

Cumnromusli peruaus TOJIA 6 6 19
(0,5 %) (0,5 %) (1,7 %)

Cumnromusri peruaus TI'B 9 8 30
(0,8 %) (0,7 %) (2,7 %)

datanpuas TOJIA/ 2 0 2

CMepTh, MPU KOTOPOI HETB3S (0,2 %) (0,0 %) (0,2 %)

ucKIIouuTh TOJIA
Cumnromusbiii penuaus BTD, undapkr 19 18 56

MHOKap/a, UHCYJIbT UM CUCTEMHas (1,7 %) (1,6 %) (5,0 %)
TpoMO0o3MOoIHs, He cBsa3anHas ¢ [THC
Ciy4an GONBIIOTO KPOBOTECUCHHUS 6 5 3
(0,5 %) (0,4 %) (0,3 %)
Knuangyeckn 3Ha9nMOe HeOOITbIIOe 30 22 20
KpPOBOTEUEHHE 2,7 (2,0) (1,8)
Cumnromubslit peuuuB BT niun 23 17 53
60JIbIII0E KPOBOTEUEHHUE (YUCTAsT (2,1 %)* (1,5 %)™ (4,7 %)

KJIIMHUYECKas BBITOJIA)
* p<0,001 (mpeBocxoncTBO) PuBapokcaban 20 Mr oxuH pa3 B 1eHb o cpaBHeHHio ¢ ACK 100 mr oxuH pa3 B nens; OP=0,34 (0,20—
0,59)

** p<0,001 (mpeBocxonctBo) PuBapokcaban 10 Mr oxus pa3 B neHs no cpaBHeHHIo ¢ ACK 100 mr ogun pas B gens; OP=0,26
(0,14-0,47)

* PuBapokcaban 20 Mr oauH pa3 B jaeHb 1o cpasHenuto ¢ ACK 100 mr ogun pas B menb; OP=0,44 (0,27-0,71), p=0,0009
(HOMMHANBHOE)

** PuBapokcaban 10 mMr omun pa3 B jaeHb o cpaBHenuto ¢ ACK 100 mr oaun pas B aenb; OP=0,32 (0,18-0,55), p <0,0001
(HOMMHANBHOE)
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B nononnenne k mporpamme wuccienosanuit Il [dhaser]EEINSEEENLOEIO T HIpOBEIeHO

MPOCTICKTUBHOE HEWHTEPBEHIIMOHHOE OTKPBITOE KOropTHoe wuccienoBanne (XALIA) ¢
[EHTPAJIbHOW OLIEHKOW KOHEYHBIX TOYEK, BKIIouass peruauB BTD, OGoibinoe KpoBoTeueHHE U
cMepTh. B uccnenoBanne KIMHUYECKOH MPAaKTUKU ObUIM BKIIFOYEHBI 5142 manueHTa ¢ OCTphIM
TI'B g u3yuenus 101rocpoyHoii 6e301acHOCTH puBapokcabaHa 1o CpaBHEHHUIO CO CTaHAAPTHON
AHTUKOATYJITHTHOU Tepanuei. YactoTra 60bII0T0 KpoBOTEUeHUS, peruauBa BTD u cmeptu ot
BCEX MPUYMH AJig puBapokcabana coctasuina 0,7 %, 1,4 % u 0,5 % coorBercrBenHo. bpuin
pa3nuyusi B MCXOJHBIX XapaKTEPUCTUKAX IMALMEHTOB, BKJIOYAsh BO3pPACT, pak M HapylIEeHUE
byHkun noyek. s KOPPEeKTUPOBKU HCXOAHBIX MEXIPYMIOBBIX Pa3IHMuUi HCHOJB30BAJICs
3apaHee CIJIaHUPOBAHHBIN CTPAaTU(PHUIIMPOBAHHBIN OO0 MO UHAEKCY cOOTBeTCTBUsL. Hecmotps
Ha 3TO, OCTaTOYHOE MCKaXEHME MOIJIO BIUATh Ha pe3ynbrarhl. CkoppektupoBaHHble OP,
CpaBHMBAIOIIME PUBApPOKCA0aH M CTAaHAAPT JIEYEHHUS] B OTHOLIEHUM OOJILIIOrO KPOBOTEUEHUS,
peruaua BTO u cmeptu ot Beex npuunH, coctasuiu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU
0,54-1,54) u 0,51 (95 % AN 0,24-1,07), COOTBETCTBEHHO. JTU pE3yJNbTaThl KIUHUYECKON
IIPAKTHKE COIJIACYIOTCS C YCTAaHOBJIEHHBIM ITpodusiemM 0€301acHOCTH AJIsl JAHHOTO TIOKa3aHUsl.
B moctpeructpalilioOHHOM HEWHTEPBEHIMOHHOM wuccienoBannn Oonee 40000 mamueHTOB U3
YeThIpeXx CTpaH 0e3 paka B aHaMHE3€ MOoJydyaln puBapokcabaH JUIsl JICYSCHHs WIH MPOPHIAKTUKH
TI'B u TOJIA. Yacrora coObituii Ha 100 mamueHTO-JIET WIS CHUMIITOMHBIX/KIHHHYECKH
BbIpaxeHHBbIX BTO/TpomMO0dMOONINYECKUX  COOBITUN, MPUBOMALIMX K TOCHUTAIM3AINH,
BapeupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benukobpuranuu ao 2,30 (95 % AU 2,11-2,51) B
I'epmanun. KpoBoTedeHus, NPUBOIAIIME K TOCHUTAIM3AIMK, BO3HUKAIU CO CIEIYIOMEH
gactorod Ha 100 mnaumento-nmer: 0,31 (95 % AU 0,23-0,42) nnsg  BHYTpUUYEpEIHBIX
kpoBomznusaut, 0,89 (95 % AU 0,67-1,17) nmns KemyIOYHO-KUIIEYHBIX KPOBOTEUYECHHIA,
0,44 (95% U 0,26-0,74) nist yporeHutanbHbIX KpoBoTeuenuit u 0,41 (95 % AU 0,31-0,54) ans
JIPYTUX KPOBOTECUEHHUH.

eTH
Dapmaxoounamuieckue 3¢hghexmol
I1B (Neoplastin), AUTB u antu-Xa akTMBHOCTh, U3MEPEHHAsl C MOMOIIBI0 KaTHMOPOBAHHOTO
KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT ¢ KOHLEHTPALMAMHU Mpenapara B I1a3Me KpoBH y
nerer. Koppensiiust Mexy aHTU-Xa aKTUBHOCTBbIO M IJIA3MEHHOW KOHIIEHTpPAIMEH SABISETCS
JUHEHHON ¢ TAHTEHCOM YTJIa HAKJIOHA MPSMOM, O1M3KUM K 1. MOTyT BO3HUKATh MHAUBH Ty alIbHbIE
pacxoxaeHust 0oJsiee BRICOKUX WM 00Jiee HU3KUX 3HAYCHH aHTH-Xa aKTUBHOCTHU 110 CPABHEHUIO
C COOTBETCTBYIOIIMMH KOHIICHTPAIMSIMU B TJIa3Me KpoBH. B mepuop nedeHus: puBapokcabaHoM
He TpeOyeTcst IPOBOAUTH MOHUTOPUHT TApaMeTPOB CBEPTHIBAaHUS KpOBU. OIHAKO, €CITU [Tl TOTO

€CTh KIIMHUYCCKOC 06OCHOBaHI/IC, KOHICHTpaluu pI/IBap0K036aHa MOTYT OBITh HU3MCPCHELI B MKT/J1
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IPY TIOMOIIY KaJIMOPOBAaHHBIX KOJMYECTBEHHBIX TECTOB JHIN-Xa aKTREACCTIE (oM TaQiy; 14 B

pasnene 5.2 ayis IUarma3oHoOB HAOMI0MaeMbIX KOHIIEHTpAIlMi puBapoKcabaHa B IJIa3Me KPOBH Y
nereit). Ilpm wucnonb30BaHMM TecTa aHTU-Xa AaKTUBHOCTU IS KOJMYECTBEHHOM OICHKU
KOHIIGHTpaluil puBapokcabaHa B 1jia3mMe KpOBHU y AeTeil HEOOX0IMMO YUUTHIBATh HUKHUHN TTpeiert
KOJIMYeCTBEHHOUW oneHKu. [loporoBeie 3HaueHuss s KpurepueB >PGEKTUBHOCTH WU
0€30MacHOCTH HE YCTAHOBJICHBI.

Knunuueckas s¢gppexmusnocme u 6ezonacnocmeo

Jleuenue BTD u npodpunraxmuxa peuuousos BTD vy nayuenmos 0emcko2o 8o3pacma

breuio mpoBeieHO 6 OTKPBITHIX MHOTOLIEHTPOBBIX MCCIIEIOBAHUMN C yYaCTHEM JETEH, B KOTOPbHIE B
o01eM ObUTH BKITFOUEHBI 727 AeTel ¢ moAaTBepkaeHHOU ocTpoit BTD, u3 koTopeix 528 morydaim
puBapokcaban. Jlo3a puBapokcabaHa, KOTOpas IpUMEHsIAch y AeTei oT poxaeHus 10 < 18 ner,
ObLIa CKOPPEKTUPOBAHA 10 Macce Tella U MPUBOMIIA K ICHCTBHIO pUBApOKCcadaHa, aHAIIOTUIHOMY
npu npueme 1036l 20 Mr puBapokcabaHa OAMH pa3 B J€Hb Y B3poCibIX nanueHToB ¢ TI'B, uto
noaTBepkaeHo B uccienoBanuu III daszer (cm. paszmen 5.2).

EINSTEIN Junior — paHIOMHU3MPOBAaHHOE OTKPBITOE MHOTOLIEHTPOBOE KIMHUYECKOE
uccienoanue IIl ¢as3pl ¢ akTUBHBIM KOHTposieM ¢ ydactuem 500 marueHToB (B BO3pacTe OT
poxaenus 1o < 18 net) c moareepskaeHHoM ocTpoit BT, u3 kotopsix 276 nereit ObLu B BO3pacTe
ot 12 mo < 18 ner, 101 pebenok — ot 6 o < 12 e, 69 nereii — ot 2 n0 < 6 jeT U 54 pebeHka B
BO3pacTe 10 2 JeT.

BTD xknaccudumnmpoBanack kak karerep-accormupoBannas BTO (90/335 manuweHToB B rpyIimne
puBapokcabana, 37/165 manMeHToOB B TpyINIe Mpenapara CpaBHEHUs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra U cuHycoB (74/335 mamueHToB B Tpymne puBapokcabana, 43/165 manueHTOB B rpymme
npenapara cpaBHeHHMs) uiau kak japyrue BTO, Bkmouwas TI'B u TOJIA (He karerep-
accormmupoBanHas BTD, 171/335 manuenToB B rpynme puBapokcabana, 85/165 mamueHTOB B
rpynne npenapara cpaBHenus). Hambonee pacnpocrpanensoir BTO y gereit ot 12 no <18 ner
ObL1a He Karerep-acconuupoBanHas BTO y 211 gereii (76,4 %); y nereit ot 6 10 < 12 net u ot
2 o < 6 ner — TpoMOO3 BEH IOJIOBHOTO MO3ra M cUHYcoB y 48 nereit (47,5 %) u y 35 nereit
(50,7 %) coOTBETCTBEHHO; y A€TeH Mitaaiie 2 JeT — Karerep-accouuupoBandas BTO y 37 nereit
(68,5 %). B rpynmne puBapokcabaHa He ObUTO neTed mutaiamie 6 MecsleB ¢ TpoMOO30M BEH
TOJIOBHOTO MO3Ta U CUHYCOB. Y 22 MalueHTOB ¢ TpoMO030M TpOoMOO30M BEH I'OJIOBHOTO MO3Ta U
BEHO3HbIX cHHycoB Obuta uHpexkmus LHHC (13 mnamueHtoB B rpynme puBapokcabaHa u
9 manueHTOB B IrpyIIe Mpenapara CpPaBHEHUS).

BTD Obuia cnpoBomupoBaHa MOCTOSIHHBIMU WJIM BpEMEHHBIMU (DaKTOpamMHM pHUCKAa WIH HX

COBOKYITHOCTHIO Y 438 (87,6 %) nereii.
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[TaneHTh! moJlyyanu Ha4albHOE JICUEHHE Tepa rIemn%@ﬂn@h‘[z@@@&g&ﬁ'@ﬂ@ﬁ@@f@aniffﬂoro

renapvuHa, HU3KOMOJIEKYJISIpDHOTO TrernapuHa Wik (oHJanapuHyKca B T€UEHHUE MO KpaiHel mepe
5 nHe#, moce 4yero ObUTH paHAOMU3HPOBAHBI B COOTHOIICHUH 2:1 WM B TpynIy puBapokcabaHa
B J103€, CKOPPEKTUPOBAHHOM 110 Macce Tejla, WIM B IPyNIly Ipenapara cpaBHEHHs (TElNapHHBbI,
ABK) B TeueHre OCHOBHOT'O JICUCHHUSI, COCTaBUBIIETO 3 Mecsia (1 Mecsi s nerei miaiie 2 jgeT
¢ Kkarerep-acconuupoBanHoii BTD). B ciayuae KIMHWYECKON OCYIIECTBUMOCTH B KOHIIE
OCHOBHOT'O I€pHOJa JICYEHUsS NPOBOAMIIACH IMOBTOpPHAs BHU3yalM3allis COCYJOB; IEpBUYHAsS
IPOBOAMJIACh Ha JTale BKIIOYEHUA B HccaenoBaHue. llocine 3toro mpuem wucciaeayemoro
mpernapaTa MOT ObITh IPEKpaleH UK, [0 PEHICHHUIO UCCIeI0BaTelNs, IPOAOKAIICS CYMMapHO /10
12 mecsmeB (s aeTeit mutaziie 2 JeT ¢ KateTep-accouunpoBannoii BTD no 3 mecsies).
[lepBruuHO# KOHEYHOH TOUKOH 3()(eKkTHBHOCTH ObLIa YAaCTOTa CHUMIITOMHOTO pernuauBa BTO.
[lepBu4HO KOHEYHOH TOUKOH Oe3omacHOCTH OblTa KOMOMHHMpOBAaHHAs 4acTOTa OONBIIUX M
KIIMHUYECKH 3HAYMMBIX HEOONBIINX KpoBOTeueHHil. Bce koHeuHble TOYKM 3G (HEKTUBHOCTH U
0€30MacHOCTH IIEHTPAIM30BAHHO OLIEHUBAINCH HE3aBUCHMBIM KOMUTETOM, JUISI KOTOPOTO OBLIO
3aCJICIJICHO paclpe/ieieHue MalueHTOB M0 TpynmaM JiedeHus. Pe3ynbratsel 2QpPeKTuBHOCTH H
0e30macHOCTH IPUBEACHBI B Ta0umax 12 u 13 Hike.

Penugus BTD mnpousomen y 4 w3 335 manueHTOB B TpyMlie puBapokcabaHa u y 5 u3
165 manuenToB B rpymnne cpaBHeHHd. KomMOMHHUpOBaHHAs 4acToTa OOJNBIIOrO0 KPOBOTECYCHUS U
KIIMHUYECKH 3HAYMMOT0 HeOOIBIIOro KpoBoTeueHus: otMeuanach y 10 u3 329 nanuentos (3 %),
[0JIy4aBIIUX puBapokcadan, u'y 3 u3 162 nauuentos (1,9 %), nomyuyaBummx npenapar CpaBHEHUS.
Uucras kiIMHHUYECKas BbIroAa (KOMOMHMpPOBAaHHAs 4acTOTa CUMIOTOMHOro peuuauBa BTO u
00JIBIIIOr0 KPOBOTEUEHHUs) OTMEUeHa y 4 u3 335 manueHToB B rpynie puBapokcadbanany 7 usz 165
NAlUMEHTOB B TpPYIIE CpaBHEHUs. PexaHanmu3anust BEHbI IPU IOBTOPHOM BH3yaau3alUuu
HaOmonanack y 128 u3 335 manueHToB Npu JieueHUH puBapokcabanoM u 'y 43 u3 165 nanueHToB
B IpYIIIE IIpernapaTa CpaBHEHUs. DTH pe3yJIbTaThl ObLIM B LIEJIOM COIIOCTABUMBI y JI€Tel pa3HbIX
BO3pacTHBIX Ipyiil. B rpynmne puBapokcabana Obuto 119 mereit (36,2 ¢ 100bIM KPOBOTEUEHHUEM,
BO3HUKIIKUM Ha (poHE Tepanuu, B IpyIIe npemnapara cpaBHeHus — 45 nereit (27,8 %).

Tadauuna 12. Jlanuble mo npoduaw 3PpPeKTHBHOCTH pPHBapoKcadaHa M mpenapara
CPAaBHEHHUS B KOHIIE OCHOBHOI'0 IIEPUOAA JeYeHH S

CUMITOMHBIHN pennans BTO +

[IOBTOPHOW BU3YyalIu3aluu

06EeCCUMIITOMHOE YXYALICHUE IPH

CoObiTHE PuBapokcabGan I[Ipenapar cpaBHeHus1
N =335% N =165*
Perunus BTD (nepBryHas KOHEUHAS 4 5
TOYKa d3PPEKTHBHOCTH) (1,2 %, 95 % AN 0,4-3,0 %) (3,0 %, 95 % AN 1,2-6,6 %)
KombruHupoBaHHas KOHEYHAs TOYKA: 5 6

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

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

CHMIITOMHBIN penuans BTO +
0ECCUMIITOMHOE YXYALICHUE +

KombuHupoBaHHas KOHEYHAs TOYKA:

21
(6,3 %, 95 % 11 4,0-9,2 %)

19
(11,5 %, 95 % AN 7,3-17,4 %)
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OTCYTCTBHUC H3MEHCHUM npu HOBTOpHOﬁ
BU3yaJin3aunu

(nocnen

COBATENEHOCTL 0005)

Pexananuzanus BeHsl IpU NOBTOPHOM 128 43
BU3yaJIH3aLUU (38,2 %, 95 % AN 33,0-43,5 %) | (26,1 %, 95 % AN 19,8-33,0 %)
KomOuHmpoBaHHas KOHEYHAS TOYKA: 4 7

(1,2 %, 95 % 11 0,4-3,0 %)

(4,2 %, 95 % U 2,0-8,4 %)

CUMITOMHEIA pennanB BTD + Gombioe
KpOBOTEUEHHE (YUCTAsT KIMHUYIECKAS
BBITO/IQ)
T3JIA co cMepTEeTbHBIM HITH | 1
HECMEPTEIbHBIM UCX0JIOM (0,3 %, 95 % A1 0,0-1,6 %) (0,6 %, 95 % 11 0,0-3,1 %)
* [lonHas BeIOOpKA [T aHANIK3a, T.€. BCE JETH, KOTOPbIe OBUTH PaHIOMU3HUPOBAHBI.
JU — noBepuTenbHBII HHTEPBAIL.

Ta6auna 13. lannabie no npoguiIo 6e301aCHOCTH PUBAPOKca0aHa M Ipenapara CpaBHEeHHUs
B KOHIIe OCHOBHOIO NIEPHO/IA JIeYeHHusl

Co0bITHE PuBapokcadan IIpenapat cpaBHeHus
N =329* N=162%
KomOuHMpoBaHHAsS KOHEYHAS TOYKA! 10 3

00JIBIIIOE KPOBOTCUCHHUE + KITHHUICCKH
3HAUYMMOe HeOOJIbIIOE KPOBOTEUECHHE
(mepBUYHAst KOHEUHAs TOUKa

(3,0 %, 95 % JIU 1,6-5.5 %) (1,9 %, 95 % JI1 0,5-5,3 %)

0€301acHOCTH)
Bonbiioe kpoBoTeueHue 0 2

(0,0 %, 95 % AU 0,0-1,1 %) (1,2 %, 95 % A1 0,2-4,3 %)
JIro6oe kpoBOTEUCHHE, BOSHUKIIICE HA 119 (36,2 %) 45 (27,8 %)

¢doHe Tepanuu
* Bribopka [t aHasu3a 0€301aCHOCTH, T.€. BCE ICTH, KOTOPbIC ObUIH PaHIOMHU3UPOBAHBI M MOTYYHIIH MO KpaiHeh
Mepe OJIHY JI03y HCCIIEyeMOTO JICKAPCTBEHHOTO TIperapaTa.

[Tpodune >dpdexkTuBHOCTH U 0€30MaCHOCTH puUBapokcabaHa OBLIM B IEJIOM CONOCTaBHUMBIM Y
nenuaTpudeckoit nomyssiun ¢ BTO u B3pocnoit nomyisituu ¢ TT'B/TDJIA, onHako COOTHOIIEHHE
NAIMEeHTOB C JIIOOBIM KPOBOTEYEHHEM OBLIO BHINIE B MeAMaTpudeckod momyssinuu ¢ BTD mo
CpaBHEHHMIO co B3pocioi nomynsanueit ¢ TTB/TIJIA.

[TanMeHTHI ¢ TPOMHBIM IMO3UTHUBHBIM aHTI/Id)OC(bOJ'II/IHI/IHHBIM CHUHAPOMOM BBICOKOT'O pUCKa

B cnoncupyemoM wuccnenoBaTelieM  PaHIOMHU3HUPOBAHHOM  OTKPHITOM  MHOTOIIEHTPOBOM
MCCJIEIOBAHUH C 3aCJIETNIEHHOM OI[EHKOM KOHEYHBIX TOUEK pUBapoKcadaH U3ydascsl B CPaBHEHUU
¢ BapdapuHOM Yy TAalKMEHTOB C TPOMOO30OM B aHaMmHe3e, y KOTOPBIX JUATHOCTHPOBAH
aHTU(HOCPOTUMHUIHBI  CHHAPOM C BBICOKMM PHCKOM TPOMOOIMOOTUYECKHX COOBITUI
(TIONIOKUTENBHBINA pe3yJbTaT BCEX TPEX TECTOB HAa aHTHU(HOCHONUMUIAHBIA CHHAPOM: HAIMYUE
BOJIYAaHOYHOTO aHTUKOATYJISTHTA, aHTUTEN K KapIUOJMITMHY U aHTUTEN K 0eTa-2-TIUKONPOTEHHY
I). ITocne Bkmtouenus: 120 manueHTOB HUCCIeI0OBAaHUE OBLIIO MPEKPAIICHO TOCPOYHO IO MPUYKUHE
MOBBIIIEHHOW YacTOThl COOBITUH y TAIMEHTOB B TIpymnmne puBapokcabana. CpemnHss
MPOJIOJDKUTENIBHOCTh TIepHoJa HaOmoaeHus coctaBwia 569 nHei. 59 manweHToB ObUH
pPaHIOMH3UPOBAHBI B Tpymnmy puBapokcabana B moze 20 mr (15 mr mis manmentoB ¢ KiKp
<50 mn/muH) u 61 — B rpynmy Bapdapura (MHO 2,0-3,0). TpoMOGosMOOIHUYIECKHE COOBITUS
npousonuin y 12 % narueHToB, paHI0MU3UPOBAHHBIX B TPYMITY puBapokcadaHa (4 UIeMHuecKux

WHCYNbTa U 3 mHpapKTa MUOKapAa). Y MalMeHTOB, paHIOMU3UPOBAHHBIX B TPyNIy BapdapuHa,

36



COOTBETCTEYET 3KCIEPTHI
oT 20.11.2025 N2
COOBITHS HE OBLIN 3apPETUCTPUPOBAHBI. BOJIBIIIOE KpOBOTemeHMaE@ﬁMWauﬁeﬁﬂom &7 %)

U3 Ipynisl puBapokcadbana u 'y 2 mauueHToB (3 %) u3 rpymnisl BaphapuHa.

5.2. dapmakoknHeTHYeCKHe CBOIiCTBA

AOGcopouus

[IpencraBienHas HIbKe HHPOPMAIUS OCHOBAHA HA IAHHBIX, MTOJIYY€HHBIX Y B3POCIIbIX TAI[IEHTOB.
PuBapoxcaban ObICTpo BcachiBaeTcs; MakcuMaibHas KOHLUEHTpAaUUs (Cmax) JOCTUTAETCA depe3
2-4 gaca mocJe npuemMa Ta0JIeTKH.

[Tpu mpueme BHYTpb B Buje TabJIeTOK B A03UpoBKe 2,5 mr u 10 Mr puBapokcabaH BcachIBaeTCs
MPAKTUYECKH MOJHOCTHIO, MIPU 3TOM ero 6uoaocTynHocTh Bbicokas (80-100 %) HezaBUCHUMO OT
npuema nuiy. COBMECTHBIN ¢ TTUIIEH MpyueM puBapokcadbaHa B 103¢ 2,5 Mr u 10 Mr He BIUsIET HA
AUC u Cpax puBapokcadaHa.

B cBs131 CO CHU)KEHHOM CTETICHBIO BCACBIBAHUS ITPH MPHEME TabJIeTOK J03UPOBKOK 20 MI HATOIIAK
Habmo1anack OnonocTynHocTb 66 %. [Ipu npueme TabneTok puBapokcadbana 103upoBkoii 20 mr
BO BpeMs enbl oTMedanock yBenudenue cpenneir AUC Ha 39 % mo cpaBHEHHMIO ¢ NPUEMOM
TaOJIETKN HATOIIAK, TTOKA3bIBas MPAKTUIECKU MTOJTHOE BCACHIBAHUE M BBICOKYIO OMOIOCTYITHOCTb.
PuBapokcaban B no3upoBkax 15 mr u 20 Mr ciieyeT npuHUMAaTh BO BpeMs ebl (cM. pazaen 4.2).
dapMaKOKHHETHKA pUBapoOKcabaHa MpaKTHUECKU JIMHEWHA B J103aX /10 15 Mr oJiuH pa3 B IeHb NpU
npueMe Hatomak. B ycrnoBusix mpueMa puBapokcabana B Buje TabsieTok no3upoBkoid 10 mr, 15
mMr u 20 mMr Bo BpeMs eabl HaOJrOfaeTcs 10303aBUCHUMOCTh. llpu Ooree BBICOKHX J03ax
puBapokcabaH JIEMOHCTPUPYET aOCOPOIMIO, OTPAHUYCHHYIO PACTBOPEHHEM, C YMEHBUICHHOM
OMOOCTYTHOCTBIO U CHIPKEHHOM CKOPOCTHIO a0COPOIMH MPH MOBBIIIEHUHN J03bI.
dapMakOKMHETHKA pHBapoKkcadaHa XapaKTepU3yeTcsl YMEPEHHOH MEeXUHANBUAYATbHON
BapHabeIbHOCTHIO (BapHaLlMOHHBIN KoapduuneHT) B Auanazone ot 30 1o 40 %.

BcacbiBanue puBapokcabaHa 3aBUCHUT OT MECTa BBICBOOOKIEHUS B K€Y IOUHO-KUIIIEUHOM TPAKTe
(OKKT). Camxenne AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO HaOIIOJANIOCh MPHU
BBICBOOOKJICHIHM TpaHyliTa puUBapokcabaHa B MPOKCHUMAIbHOM OT/AENe TOHKOM KHIIKH B
CPaBHEHHMH C MPUEMOM IeION TabNeTKU. DKCIO3UIIUS Mpernapara emie OoJblle CHUXKASTCS Mpu
BBEJICHUHU pUBapoKcabaHa B AUCTAJIbHBIA OT/AE] TOHKOW KHUILIKHU MM B BOCXOJSIIYI0 000 JOUHYIO
KUIIKy. TakuM oOpa3oM, cienyeT u30Oerarb BBEIEHHUS pUBapoKcabaHa IUCTAlIbHEE JKENyaKa,
MOCKOJIBKY 3TO MOJKET IOBJE€Yb CHM)KEHHE BCACBhIBAaHUS M, COOTBETCTBEHHO, 3KCIO3ULIUHU
puBapokcabaHa.

buonoctymaocts (AUC 1 Cmax) puBapokcabana 20 Mr mpu mprieMe BHYTPb B BUJI€ U3MEIbUCHHON
TabJIETKU B CMECHU C SI0JIOYHBIM MIOpPE WU CYCIEHIMPOBAHHOW B BOJE, a TaKyK€ IPU BBEICHUU
gyepe3 KENYyAOUYHBIA 30HJ C TMOCIEAYIOIIUM MPUEMOM KHUAKOTO MHUTaHUs OblIa CpaBHMMA C

6I/IO,Z[OCTYHHOCTLIO Lenoi TaOJIeTKHU. YuureiBas HpeHCKaByCMHﬁ J10303aBHCUMBIi
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OMOIOCTYMTHOCTH MPUMEHHUMBI TaK)Ke U K 00JIee HU3KUM J103aM pPUBapoKcabaHa.

Pacnopenenenne

Casi3pIBaHUE C OEITKAMH TUIA3MBI Y B3POCIIBIX BBICOKOE M COCTABIISIET NPUOIU3UTENBHO 92-95 %,
OCHOBHBIM  CBSI3bIBAIOIIMM KOMIIOHEHTOM SIBJISIETCS  CBIBOPOTOYHBIM  anmbOymuH. OObeMm
pacupeneneHus — YMEpEeHHBIN, Vs COCTABIIIET MPUOIM3UTEIBHO S50 1.

EI/IOTDaHCd)ODMaI_[I/ISI U 3JIMMHUHAIIUA

Y B3pOCIBIX MAlMEHTOB NPU MpHUeMe puBapokcadaHa MPUOIU3UTENBHO 2/3 103BI TIOIBEPTAIOTCS
MeTabonu3My U B JajbHEHIleM BBIBOJSATCS PaBHBIMU YAaCTSIMH MOYKAMU U Yepe3 KHUIICYHUK.
OcraBmasicst 1/3 mpuHATOM 10361 BEIBOJAUTCS MOCPEACTBOM MPSIMOM IMOYSCHHOU IKCKPEIUU B BHJIC
HEM3MEHEHHOTO JCUCTBYIOMIETO BEIIECTBA, TJIABHBIM 00pa3oM, 3a CUET aKTUBHOW IMOYEUHOU
CEKpELIUH.

Puapoxkcaban metabonusupyertcs nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a takxke npu
MOMOIIM MEXaHHU3MOB, HE3aBUCUMBIX OT CHCTEMbl LHUTOXPOMOB. OCHOBHBIMU IYTSMHU
OnoTparcOpMaIiH SBISIFOTCS OKUCICHUE MOP(OIMHOBOMN IPYIIIBI ¥ TUAPOJIA3 aMHUIHBIX CBSI3CH.
CornacHo JaHHBIM, TOJIYYEHHBIM in Vifro, puBapokcadaH sBIseTCS cyOcTpaToMm i OEIKOB-
nepenocunkoB P-gp u BCRP (6enka ycToiiunBOCTH paka MOJOYHOM KeNe3bl).

HeusmenenHslil puBapokcabaH sSBISETCS CaMbIM BaKHBIM COSTUHEHUEM B UEJIOBEUECKOH I11a3Me,
OCHOBHBIE WM AaKTUBHBIE LUPKYIUPYIOIIME MeTaboNuThl B IUIa3Me€ He OOHapyKEHBI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO COCTABISAET MpUOIM3uTeNnbHO 10 11/9, MOXKET OBITH
OTHECEH K JIEKapCTBEHHBIM BEILIECTBAM C HU3KUM KinpeHcoM. [locie BHyTpHBEHHOTO BBeACHUS |
MT' puBapokcabaHa Mepuo;] MOTYBBIBEEHHUS COCTaBsieT okomo 4,5 yaca. [locne mepopanbHOTO
npreMa BBIBEJICHHE CTAHOBUTCS OTPAaHUYEHHBIM CKOpPOCThIO abcopOumu. [lpu BeIBeaeHuu
pYBapokcabaHa 13 I1a3Mbl KPOBU KOHEUHBIN MEPHO/I TTOJTYBBIBEJICHUS COCTABIISAET OT 5 110 9 yacoB
Yy MOJIOABIX MAIMeHTOB U OT 11 10 13 4acoB y MOKUIIBIX MAIMEHTOB.

DapMaKOKMHETUYECKUE JAaHHBIC V MTAIIMEHTOB

VY B3pOoCHbIX MAIlMEHTOB, MOTYYaoNNX puBapokcadan B qo3e 20 mr 1 pa3 B JAeHb Ui JeUeHUs
octporo TI'B, reomerpuueckoe cpeanee konuentpanuii (90 % mpeIuKTUBHBIN UHTEPBAJ) Yepe3
2-4 yaca W mpuMepHO uepe3 24 dyaca Toclie MpueMa J03bl (4TO MPUMEPHO COOTBETCTBYET
MaKCHMaJIbHOW 1 MUHUMAIILHOHN KOHIIEHTPAIlMsIM B MHTEpBaJlie TO3UPOBaHus1) cocTaBmio 215 (22-
535) mkr/m u 32 (6-239) MKI/J1, COOTBETCTBEHHO.

q)aDMaKOKI/IHeTI/I‘-IeCKaﬂ-d)aDMaKO)IHHaMquCKaﬂ 3aBUCHUMOCTH

CootHomienne (¢apMakKOKMHETUYECKUX MapaMeTpoB U  (¢apMakoJuHAMHYECKHX 3(PQPeKToB
(OK/®/1) Mexy KOHIIEHTpalueil puBapokcabaHa B IUIa3Me KPOBH U HECKOJIBKUMHU KOHEUYHBIMU

dapmakoMHAMUYECKUMH ToukaMu (uHruOupoBanue ¢akropa Xa, IIB, AUTB, HepTest)
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B3aumocBs3p MeXIy KOHIIEHTpalle puBapokcabaHa U akTUBHOCTBIO (pakTopa Xa HaWTydlIIuM
00pa3oM MPOJAEMOHCTPUPOBAHA C UCIOJIB30BAHUEM MOJEHN Emax. Jist 1B monens nunelHon
perpeccuu B LIEJIOM JIyUllle OMUCHIBACT JaHHbIE. YTIOBOH KOAPPHUIMEHT 3HAYUTEITLHO MEHSJICS B
3aBHCHUMOCTH OT PEaKTHUBOB, HUCIONb3yeMbIX JUIs onpenenenus [1B. [1pu ucnonb3zoBanuu Habopa
Neoplastin PT ucxonnoe 3nadenue 1B cocraBmino okoso 13 cek ¢ HaKJIOHOM JIMHUKM OKOJIO 3-4
cek (100 mkr/m). Pesynbrarel ananmsa cootHomeHuss OK/D/] B uccnenoanusx I u III dazer
COOTBETCTBOBAJIM aHAJIOTMYHBIM [TOKA3aTENSAM Y 30POBBIX MALIUEHTOB.

Lon

Y B3pOCIbIX HE OBLIO KIIMHUYECKH 3HAUUMBIX Pa3Induil (hapMaKkOKUHETHKHU U papMaKOIMHAMUKI
Cpey MY>KUMH U KEHILHH.

Jluya nooicunoco eospacma

VY NOXWUIIBIX MAalMEHTOB KOHIICHTPAIIMN pUBapoKcabaHa B IIa3Me KPOBH BBIIIE, YEM Y MOJIOJBIX
nanueHToB; cpennee 3Hadenre AUC npubnu3utensHo B 1,5 pa3a npeBbilaeT COOTBETCTBYIOIIUE
3HAUEHUsl y MOJIOJBIX IallMEHTOB, TJaBHBIM 00pa3OM, BCJEICTBUE CHUYKEHUS (BEPOSTHOIO)
oOuiero u novyeyHoro kimpenca. Koppekuus 103sl He TpedyeTcs.

Macca mena

VY B3pocibix KpuTuueckas macca tena (Menee 50 kr u 6osee 120 Kr) Tuiis He3HAYUTENBHO BIUsIIA
Ha KOHIIGHTpAIMI0 puBapokcabaHa B miua3me KpoBu (MmeHee 25 %). Koppekuus no3el He
TpeOyercs.

Meorcomuuueckue paznuvus

Knuanyeckn 3HaYUMMBIX pa3nuuuii (papMakOKMHETHKH U (apMakoOJIUHAMUKH Y B3pOCIbBIX
NAallMEeHTOB  E€BPONEOMIHONW, adpoaMEepUKaHCKOW, JAaTMHOAMEPHKAHCKOH, SIMOHCKOM WiIn
KUTalCKON 3THUYECKON MPUHAJIEKHOCTH HE HA0JI01a10Ch.

lleuenounas nedoocmamoynocmeo

Y B3pOCIHBIX NAIMEHTOB C IUPPO30M ME€UYEHU U HapylleHUueM (YHKIMU MEYEHU JIETKON CTeNeHn
(xknacc A no Yaitng-I1eto) hapmakokrHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIBHO OTIMYAIACh
OT COOTBETCTBYIOILIIUX TOKa3aTesiel B KOHTPOJIbHOM TpyMIie 3J0POBBIX UCHBITYEMBIX (B CpeIHEM
ormeuanock yeenmnuenne AUC puBapokcabana B 1,2 paza).

VY HmanueHToB ¢ HUPPO30M MEUEHU U HapyLIeHHeM (QYHKIMH MEYSHHU CPEIHEN CTENEeHU TKECTH
(xmacc B mo Yaitng-Ileto) cpennsis AUC puBapokcabaHa Obula 3HAQUMTENBHO MOBBINIEHA (B
2,3 pa3a) Mo cpaBHEHHUIO CO 3/1I0pOBBIMU A00poBoJsibilaMu. Hecsszannas AUC yBennuuBaiach B
2,6 paza. Y 9TUX NAIMEHTOB TaKXke OblJI0 CHUKEHO BBIBEJIEHUE pUBapoKcabaHa MOYKaMH, CX0Kee
C TaKkOBbIM Y TMALMEHTOB C HapylleHHeM (QYHKUMHU MOYeK cpenHed cremeHu. [laHHble Mo

NanucHTaM C TAKCIIBIM HAPYIICHHUEM (byHKI_[I/II/I MEYCHU OTCYTCTBYIOT.
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COOTBETCTEYET 3KI(
ot 20.11.2025 M2 0
[logaBnenne aktuBHOCTH (akTopa Xa y NAlMEHTOB ¢ HAPYIIEIeM [y FK MiH Teueiu CpeiHeil

cTerneHr ObUTO BRIPAXKEHO B 2,6 pa3a CUiIbHEE, YeM Y 3J0POBBIX TI0OPOBOIIBIIEB; yBennueHue [1B
B CXOKel cTenenn Bo3pactano B 2,1 pasa. [lanmeHTsl ¢ HapymieHueM (QyHKIIUU TIEYCHU CpeIHeH
CTereHH ObLIM 00Jiee UyBCTBUTENBHBI K pUBapoOKcabaHy, 4To SBISIETCS CIEICTBUEM Oosiee TeCHOU
B3aMMOCBS3HM (apMakoJuHaAMUUecKUX 3PPeKkToB U (HapMaKOKMHETHUECKUX MapaMeTpOB MEXIy
KOHIleHTpauuen u [1B.
PuBapokcaban NpOTHUBOINOKA3aH MalMEHTaM C 3a00JIEBaHUSMH TI€YCHH, IMPOTEKAIOMIMMHU C
KOaryJionaTuei M PUCKOM KIMHUYECKHM 3HAYMMOrO KPOBOTEUCHMS, BKIIIOYAs MAIMEHTOB C
nuppo3om rneuenu kinacca B u C o kmaccudukanuun Yaina-I1sto (cm. pazaen 4.3).
Iloueunas Hedocmamounocms
Y B3pOCHBIX TNAIMEHTOB  HAONIOAAIOCh  yBENMYEHHE OKCIO3MLMU  pHBapoKcabaHa,
KOPpEIMPOBABIIEE CO CHUKEHHUEM IOYEYHOM (PYHKLIMH, KOTOpas OLEHHBAJIACh H3MEPEHHUEM
KIIMpEeHca KpeaTHuHUHA. Y HalueHToB ¢ Jerkoil (knmupeHc kpeatuHuna (KnKp) 50-80 mn/mun),
cpenneit (knmupenc kpeatunuHa (KinKp) 30-49 mu/mun) u Tsoxenoi (kauperc kpearnauHa (KiKp)
15-29 mMa/MuH) cTeneHbI0 HapyIIeHU (YHKIMHU MOYEK KOHIIEHTPAIlMH pUBapoKcadaHa B Iia3zMe
kpoBu (AUC) Opumn mosbimensl B 1,4, 1,5 u 1,6 pasza coorBercTBeHHO. COOTBETCTBYIOIIEE
yBenuueHue GpapMakoguHaMuueckux 3 PexToB OblI0 OoJIee BHIPAXKEHHBIM. Y C JIETKOU, CpeaHei
U TSKEJION CTEeNeHbI0 HapylleHus (PyHKIMU MOYeK o0lee moJaBjIeHe akTUBHOCTH (akTopa Xa
yBenuuuBaiocb B 1,5, 1,9 m 2,0 pa3a COOTBETCTBEHHO IO CpPaBHEHHUIO CO 3J0POBBIMU
no0poBOIbIIAMH  COOTBETCTBeHHO; [IB Tarkke ypemmumBasioch B 1,3, 2,2 m 24 pasa
COOTBETCTBEHHO.
Jlannble o manueHTax ¢ kiaupeHcom kpeatunuHa (KnKp) <15 mun/mMun oTCyTCTBYIOT.
[Ipenmonaraercs, 4To puBapoKcadaH He MOABEPTaeTCs JUAINU3Y B CBSI3U C BBICOKUM CBSI3bIBAHUEM
¢ OenKaMu IUIa3MBbl.
He pexomenayercss mpumeHSATH INpemnapaT y MaluMeHToB ¢ KiaupeHcoMm KpeaTuHuHa (KinKp)
<15 ma/mun. CnenyeT coOir0aTh OCTOPOKHOCTH MPH MPUMEHEHUH Tperapara y HMalMeHToB ¢
knupencom kpeatunuHa (KnKp) 15-29 mn/mun (cm. pazgen 4.4.)

eTH
bezonacHocTh 1 3 PekTUBHOCTH puBapoKcabaHa y feTel U MoJIPOCTKOB B Bo3pacTe 10 18 jeT mo
MOKA3aHUI0 TMPOQPHUIAKTUKA WHCYJIbTA M CHCTEMHOH TpOoMOOAIMOONMH Yy TMAaIlMEHTOB C
bubpuuIALrel peacepIuil HEKJIAMaHHOTO MPOUCXO0KICHHUS HE YCTAHOBIICHBI.
Abcopoyus
Jetu monyvanu puBapokca®aH B BUAE TaOJIETOK WM CYCIIEH3UU JJI1 IpUeMa BHYTPb BO BpeMs
WIH Cpa3y IMOcJie KOPMIJICHUS WU MpUeMa MHINK, BMECTe ¢ OOBIYHON MOpLUeN KUAKOCTU IS

obecreueHus HaUIC)KAETO NO3UPOBAHUA Y JIeTeH. Kak Y B3pOCJIbIX, TAK 1 Y JeTen pI/IBap0K03.6aH
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6BICTpO BCACbIBACTC IMOCJIC IIEPOPATBHOIO ITprUcMa Hpenalﬂaj@ _H Eg‘q’g@jg@meﬁl (IIGHM_G 'Taﬁ]'{QTKI/I

WJIM TPaHyJIbl JUIsl IPUTOTOBJICHUS CyCIIEH3UH [Tl TpreMa BHyTpb. He oTMedanock pa3HUIIbI HU B
CKOPOCTH, HA B CTCTICHH BCACHIBAaHUS MEXKIY JIEKAPCTBCHHBIMU (hopMaMu TaOJIETKU U TPAHYJIbI
JUTSI TPUTOTOBJICHHSI CYCIICH3UH IS IpreMa BHYTpb. JlaHHbIe 0 (papMaKOKUHETHKE Y IeTeH mocie
BHYTPUBEHHOT'O BBEJCHUSI OTCYTCTBYIOT, I03TOMY a0COJIOTHAsE OMOAOCTYIHOCTh pUBapokcabaHa
y JeTeil Heus3BecTHA. BbUIO OOHAPYKEHO CHUKEHHE OTHOCUTENIbHOM OMOJOCTYNHOCTH MpHU
YBEJIMUEHUH JT03BI (B MI/KT MAacChl T€Jla), HA OCHOBAaHUH Y€r0 MOYKHO CAENATh MPEATOI0KEHHE 00
orpaHu4eHusIX abcopOmu Ay 6oJiee BRICOKUX 103, aXe MpU Ipueme ¢ nuiiel. PuBapokcaban B
BHJIe TaOJETOK MO3UPOBKOW 15 Mr wim 20 Mr ciieayeT IpUHUMATh BO BpeMsi KOPMJICHHUSI UM BO
BpeMs e1ibl (cM. pazaen 4.2).

Pacnpeoenenue

Crienuduunbie B OTHOIICHUH AETEH TAaHHBIC O CBSA3BIBAHMM PUBapOKcabaHa ¢ OEIKaMH IIa3Mbl
OTCYTCTBYIOT. J[laHHBIE O (apMaKOKHMHETHKE Yy JeTei IMOocie BHYTPUBEHHOTO BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vs y HeTeil (Bo3pacTHoi nuama3zoH ot 0 mo < 18 jer) mocrne
MepopajIbHOTO TMpUeMa puUBapokcabaHa, CIPOTHOZUPOBAHHBIA C MOMOIIBIO TMOMYJISIIMOHHOTO
(hapMaKOKMHETHYECKOTO MOJICTUPOBAHUS, 3aBUCHUT OT MAcChl Tela M MOXKET OBITh OIHCaH C
MOMOIIBIO aJNIOMETpUYecKol (pyHKIHUU co cpeaHuM 3HadeHueM 113 1 nns cyObekra ¢ mMaccoi
Tena 82,8 Kr.

buompancgopmayus u snumunayus

Crneunuduynpie B OTHONICHWHM JETEH JaHHbIE O METa0OJMU3Me OTCYTCTBYIOT. J[laHHBIE O
(dbapMakOKMHETHUKE Yy JETeil IMOcie BHYTPUBEHHOTO BBEIICHMsI pPUBAapOKcadaHa OTCYTCTBYIOT.
Knupenc y nmereit (Bo3pacTHoii amamazoH oT 0 mo < 18 ner) mocie mepopaibHOro IpueMa
puBapokcabaHa, CIPOTHO3WPOBAHHBIN C MOMOIIBIO MOMYJISIIMOHHOTO (hapMaKOKUHETHYECKOTO
MOJICJIMPOBAHUS, 3aBUCUT OT MACChl T€JIa U MOXKET OBITh OMKMCAH C MOMOIIBIO ATTIOMETPUUECKON
GYHKIMM CO CpeJHUM 3HaueHueMm 8 i/u juis cyOpekrta ¢ maccoil Tena 82,8 kr. CpenHue
reOMETPUUECKHE 3HAueHUs IMepuoja MOoNyBbIBeAeHUS (ti2), pacCUUTaHHBIE C MOMOIIBIO
MOMYJISIIIUOHHOTO  ()apMaKOKHMHETUYECKOTO MOJEIUPOBAHMS, CHIDKAIOTCS C YMEHbIICHUEM
BO3pacTa U BapbUpYIOTCs OT 4,2 yaca y MOJIPOCTKOB /10 MPUMEPHO 3 4acoB y J€Tel B BO3pacTe
2-12 ner, no 1,9 u 1,6 yaca y gereii B Bo3pacte 0,5-< 2 net u menee 0,5 ros1a, COOTBETCTBEHHO.
Dapmaxokunemuyeckue OanHvle Y NAYUeHmos

['eomeTpuueckoe cpennee koHmeHTpanuii (90 % uHTepBal) B HHTEpBAIaX BpeMeHU 0TOopa mpoo,
MPUMEPHO COOTBETCTBYIOIIMX MAaKCHMaJbHONH W MHHHMAJIBHOW KOHIIEHTPAIIMM B HWHTEpBAJC
JIO3UPOBaHUs, y fieTel ¢ octpoit BTD, momyvaronux puBapokcadaH B 103€, 3aBUCAIIEH OT MacChl
Tena, ISl MOJIy4eHHs SKCIO3ULIUH, COOTBETCTBYIOIIEH TaKOBOM y B3pocCibix nanueHToB ¢ TT'B,

noiyyvaromux 7103y 20 mr 1 pa3 B ieHb, pe/icTaBleHbl B Tabnuie 14.
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Taoauua 14. CpogHasa craTtucTuka (reo
PABHOBECHBIX KOHIEHTPAaUil puBapokcadaH
€KHMAa 103UPOBAaHUs U BO3pacTa

MY OTYETY

MeTPUUETKOE /| EPRIAEET H90,-YC TWHIepBA.1))
@ B TTa3Me KPOBH (MKI/JI) B 3aBUCAMOCTH OT

Bpemennbie
HHTEPBAJbI
OmunpazB | N | Or1200<18 | N | Ot 6 g0 <12 jer
JIeHb JeT
2,5-4gaca | 171 241,5 24 2297
CIyCTs (105-484) (91,5-777)
20-24 gaca | 151 20,6 24 15,9
crycTs (5,69-66,5) (3,42-45.5)
ABapazaB | N Or6no<12 | N | Or2go<é6qaer | N | Or0,5 g0 <2
JIeHb JeT Jer
2,5-4 yaca 36 145,4 38 171,8 2 H. p.
CIyCTs (46,0-343) (70,7-438)
10-16 wacoB | 33 26,0 37 22,2 3 10,7
CIyCTs (7,99-94,9) (0,25-127) (H.p.-H.D.)
Tpu paza B N Ot 2 10 <6 N | Orpoxpenusigo | N | Or0,5m0<2 | N Ot poxnenus 10
JeHb Jer <2 jer Jer <0,5 jer
0,5-3 yaca 5 164,7 25 111,2 13 1143 12 108.,0
CIyCTS (108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 yacoB 5 33,2 23 18,7 12 21,4 11 16,1
CIycTs (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HC paCcCHYUTBHIBAJIOCH

3HaueHusl HUKe HUKHETo npesena konuuectBeHHoro onpenenenus (HIIKO) 6b11m 3ameHeHs! Ha

1/2 HITIKO puis pacuera cratuctuku (HITKO = 0,5 mxr/m).

@apMaKOKuH€mLlll€CKCl}l-¢apMaK0()uHaMu'{€CKaﬂ 3a6ucumocniv

Lion

Ananus MOJIYUYCHHBIX JAaHHBIX HE BbIABUJI CYHICCTBCHHLIX pa3J11/1q1/11?1 B 3OKCIIO3UIIHUHU

puBapokcabaHa y eteil pa3Horo rmoia.

Macca mena

V nereit no3a pHBapOKca6aHa 3aBUCHT OT MaccChl Tena. AHAIM3 JAaHHBIX, MTOJIYUYCHHBIX IJIA ,[[eTefI,

HE BBIIBHJI 3HAYMMOI'O BJIMSHUA HeI[OCTaTO‘IHOfI MAacCChbl TC€JIa UKW OXHUPCHHA Ha SKCIIO3UIUIO

puBapokcabaHa.

Meorcomuuueckue pazaudus

Ananuz MOJIYUYCHHBIX JAaHHBIX HC BbIABUJI 3HAUYUMbBIX MCKITHHYCCKUX pa3n1/1q1/1171 B OKCIIO3UIINH

puBapokcabaHa y AeTel SIMOHCKOM, KUTalCKOM WIIM a3UaTCKOW 3THUYECKOW MPUHAJICHKHOCTH 3a

npenenamu Anonnu u Kutas no cpaBHeHuto ¢ oO1iei neaguaTpudeckon momyssiuei.

Teuenounas HedocmamouyHocms

Knuanueckue JIaHHBIC JJ1s ASTEH ¢ HapyHuICHUCM (I)yHKI_II/II/I MNEYCHU OTCYTCTBYIOT.

Houeunas neoocmamoynocmu

JlaHHBIE KIMHUYECKUX HMCCIEAOBAaHUM Yy JeTeld B Bo3pacte | roja m crapuie co CpeaHed Wiu

TSOKEJIOW CTENEHbI0 HapylmeHus (YyHKIUM Mo4YeK (CKOpPOCTh KIIyOOUKOBOM —(uibTpanmu

< 50 mi/mMun/1,73 M%) OTCYTCTBYIOT.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 20.11.2025 N= 28920
6. ®PAPMAIIEBTHYECKHUE CBOVMCTBA (MOCNEOOBATENLHOCTE 0005)

6.1. IlepeueHb BcmoMorareJibHbIX BellleCTB
JlakTO3BI MOHOTHIPAT

emmono3za mukpokpuctainyeckas (tum 101)
Hatpus naypuiicynbdar

['unpomenosa (ruIpOKCUTTPOTHIMETHIILIEIIIION03a)
Kpockapmenno3a Harpust

Maruus creapat

Komnozunus s 000IOYKH:

[TonMBUHUIOBBIN CIIUPT
Makporoi 3350 (nmonustuiieHrukoib (3350))
Turana nuokcun (E 171)

Tanbk

6.2. HecoBmecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTH (CPpOK XpaHeHHs)
3 roxa.

H3MmenpueHHEIE TaOJETKH

M3menpueHHBIC TA0JICTKH pUBapoKcabdaHa CTAOWIIBLHBI B BOJC M B SOJIOYHOM IIOPE B TCUCHUE
4 qacoB.

6.4. OcoObie MepbI IPEIOCTOPOKHOCTH NIPH XPAHECHUH

Xpanutb nipu Temneparype He Boie 30 °C.

6.5. Xapaxkrep M cofep:kaHue NEPBUYHON YIAKOBKHU

ITo 7, 10 unu 14 TabneTok B KOHTYPHOU STYEHKOBOM yrakoBKe, coctosmei u3 mienku [IBX/TIBJIX
(TTOMMBUHUIIXJIOPU/T/TTIOTMBUHUIHICHXIIOPU) U (DOTBTY aTFOMUHUEBOM NIEUaTHOM JIAKMPOBAHHOM.
[Mo1,2,3,4,5,6,7,8,9,10, 12, 13, 14, 24, 28 KOHTYpHBIX SYEHKOBBIX YNAaKOBOK 1o 7 (wiu 10,
uiu 14) TabneTok BMeCTe ¢ JTMCTKOM-BKJIAJIBIIIEM TOMEIIAIOT B MAYKy U3 KapTOHA KOPOOOYHOTO.
He Bce pa3mepbl ymakoBOK MOTYT OBITh IOCTYIIHBI JJISI pEaTU3alluH.

6.6. OcoOble Mepbl MNPEJOCTOPOKHOCTH TNPH YHUYTOKEHHHM HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara Ui 0TX00B, MOJYYEeHHBIX MOCJ/Ie MPUMEHEeHHs Mpenapara, u
Apyrue MAaHUMYJISIIIUK € IPenapaTomM

Bech ocTaBmmiicst 1ekapCTBEHHBIN MpemapaT U OTXOAbI CIEAYET YHUUTOXHUTh B YCTAHOBIIEHHOM
MOPSIZIKE.

M3MenbueHne TabJIETOK
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

TabneTkn puBapokcabaHa MOKHO M3MEIbYMTS,|CyCCHAAPOBATE B30 NMEBUMEI W _BBeCIH]depe3

HA30TacTPATLHBIN WM eIy JOYHBIN 30H]T TIOCIIE MTOATBEPIKACHUS TIOJIOKECHHUS 30H1a B HKETYIKE.
[Tocrne 3TOoro HeoOXOUMO MPOMBITH 30H BOJI0W. B cBsi3u ¢ Tem, uTo abcopOumst puBapokcabaHa
3aBHCUT OT MECTa BBICBOOOXKICHHS JCHCTBYIOLIETO BEIIECTBA, HEOOX0AUMO M30eraTh BBEJCHUS
puBapokcabaHa JUCTAIBHEE XKENyIKa, B IPOTUBHOM CIIydae 3TO MOXKET NMPUBECTU K CHUKCHHUIO
abcopOuMu W, CIeJ0BaTEeIbHO, K CHIDKEHHIO JKCIIO3UIMH JeHCTBYIOIIero BemecTBa. [locie
BBEJCHUS W3MEJIbUCHHON TalneTku puBapokcabana 15 wmr wimm 20 Mr HE0OX0aUMO

HE3aMCAJIUTCIIbHO OCYIICCTBUTL ITPHUEM SHTCPAJIbHOI'O ITUTAHUA.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccniickas @enepanvs

000 «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, paiton BaykoBo, kM 5-if (BuykoBckoe mocce), nsia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

@axc: +7 (495) 232-56-54

OnexTponHas noyra: info@izvarino-pharma.ru

7.1. IlpeacraBuTe)ib AeprKaTesisi pETHCTPAIHOHHOIO YA0CTOBEPEHUsI

IIpereH3uu HOTDC6HT€JI€I>1 HAaImpaBJATH I10 aApECy.

Poccuiickas @enepanus

000 «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, paiton BuykoBo, kM 5-if (BaykoBckoe mocce), asna. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

®akc: +7 (495) 232-56-54

OnekTpoHHas nouta: info@izvarino-pharma.ru

8. HOMEP PETHCTPAIIMOHHOI'O YIOCTOBEPEHMUAA

9. JATA NEPBUYHOM PETUCTPAIIMU (ITOATBEPKJAEHWS PETUCTPAILINN,
MNEPEPETUCTPALIUN)

JlaTa nepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

44



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 20.11.2025 N2 28920
OOmiast XxapakTepUCTHKA JIEKapCTBEHHOTO Ipendpara Ap¢sadaH ATy AT Ra-EHOOPMAIUOHHOM

noprasie EBpa3suiickoro 3KOHOMHUYECKOTO CO03a B MH(POPMAIMOHHO-KOMMYHHUKAIIMOHHON CETH

«uTtepHeT» http://eec.eacunion.org/
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