COOTBETCTBYET ZKCNEPTHOMY OTUETY

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0%)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
PuBapokcaban — BEPTEKC, 15 mr, TabneTku, MOKPHITHIC IJICHOYHONH 000I0YKOM.

PuBapokcaban — BEPTEKC, 20 mr, TabsneTku, MOKPHITHIC TIJICHOYHON 000JI0YKOH.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JlelicTBylOIIIE€E BEIIECTBO: PUBAPOKCAOaH.

Pusapokcabag — BEPTEKC, 15 mr, TaOJIETKH, IOKPEITHIE INIEHOYHO 000JI0YKON

Kaxxnas Tabnerka copepkut 15 Mr puBapokcabaHa.
BcmomorarenbHbIE BEIIECTBA, HATMYHE KOTOPBIX HAIO0 YYUTHIBATH B COCTABE JIEKAPCTBCHHOTO
npenapara: jaktosa (cm. pasuen 4.3., 4.4.).

Pusapokcabay — BEPTEKC, 20 mr, TaOJIETKH, IOKPLITHIE IUIEHOYHOH 000JI0YKON

Kaxnas tabnerka comepxut 20 Mr puBapokcabdaHa.
BcmomorarenbHbIE BEIIeCTBa, HAMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: jaktosa (cm. pasuen 4.3., 4.4.).

ITonnbI MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPBIThIE MIICHOYHOH 000I0UKOM.

Pusapokcabay — BEPTEKC, 15 mr, TabJIETKH, MOKPLITHIE IUIEHOYHON 000JI0YKON

Kpyrible 1BOSKOBBINYKIIbIE TaOJETKH, MOKPHITHIE MJIEHOUYHON 000JI0YKON pPO30BO-KOPUUHEBOIO
ngera. Ha nonepeunoM paspese si1po 6€10ro win no4Tu 6eaoro IBeTa.

Pusapokcabay — BEPTEKC, 20 mr, TaOJIETKH, MOKPLITHIE ILIEHOYHON 000JI0YKON

prrJ'IHe ABOSIKOBBIITYKJIBIC Ta6J'IeTKI/I, INOKPBITLIC IJICHOYHOH 000JIOUKOH KpaCHO-KOPUYIHCBOT'O

nBera. Ha morepednom paspese sipo 6e1oro M Ho4TH 0eIoro IBeTa.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
[Tpenapat PuBapoxcaban — BEPTEKC mnoka3aH k MpUMEHEHHIO KaK y JeTe U MOJAPOCTKOB B
BO3pacte 10 18 met ¢ maccoii tena ot 30 Kr, Tak ¥y B3pOCIbIX.
Bspocinble
¢ 1podUIAKTUKA UHCYJIBTA U CUCTEMHOU TpoMOO3IMOOINK y MAMEHTOB ¢ GpuOpHIuIALMei
npeacepanii HEKJIanaHHOTO IPOUCX0XKICHNUS;

e Jjeuenue TpomOo3a riyookux BeH (TI'B) u tpombosmMbomu nerounoit aprepuu (TOJIA) u
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(MOCNELOBATENLHOCTL 0005)

npodunaktuka peuuanos TI'B u TOJIA,

Jletn 1 moapocTku 10 18 ner ¢ maccoii tena ot 30 kr

— JiedeHWe BeHO3HOW TpombOosmOomuu (BTJ) m mpodunaktuka peuuanoB BTD mocne He

MEHee 5 THEW HadaJabHOM MapeHTepaIbHOM aHTUKOATYJIITHTHOM TEpaIui.

4.2. Pe:kum 103MPOBAHUSA U CIOCOO MPUMEHEHM I

PexxuM J103upoBaHus

Ipogunaxmuxa uncynoma u cUCmemMHoOU mpomooIMO0IUU Y 83DOCIbIX

PekomennoBanHas ngo3a coctaBiusier 20 Mr OAMH pa3 B JI€Hb, UYTO TaKXe SBISETCS
PEKOMEHI0BaHHON MaKCUMAaJIbHOW CYTOYHOM J1030M.

Tepanmuss npemapatom PuBapokcaban — BEPTEKC pmomknHa paccmaTpuBatbes — Kak
JOJITOBPEMEHHOE JICYCHHUE TIPU YCIOBHH, YTO TOJIb3a OT MPOMHIAKTHKN UHCYJIBTa U CUCTEMHOU
TpoMO0OIMOOJIMK MTPEBHIIIACT PUCK KPOBOTEUEHUS (CM. pazaen 4.4.).

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnu mpueM 1036l mpomylileH, MaueHT AODKeH HEMEIJICHHO MPUHSATh TaOJIeTKy Mpemnapara
Pusapokcaban — BEPTEKC u Ha cnegyroommii 1eHb POI0JDKATh MIPUEM IIpernapara oJuH pa3 B
JICHb KaK PEKOMEHAOBaHO. B 3TOT ke NeHb HE cleayeT NPUHUMAaTh JBOWHYIO J03Y JIA

KOMIICHCAlITuH1 nponymeHHoﬁ JO3BbI.

Jleuenue TI'B u TOJIA u npogunraxmuka peyuousos TI'B u TOJIA y 83pocivix

PexomenoBanHast HadasibHas j103a npu JedeHuu ocTpeix TI'B umm TOJIA cocrasnsier 15 mr nBa
pa3a B IcHb B TEUEHUE NEPBBIX 3 HEZEIb C MOCIEAYIOLUM NIEPEX0I0M Ha 103y 20 Mr olMH pa3 B
JIeHb U1 AajbHENIIero geyeHns u npoduiaktuku peuuausos TI'B u TOJIA.

KopoTkass mnpoaoKuTenbHOCTh Kypca JiedeHHsl (Kak MHUHMMYM 3 Mecsla) JO/DKHA ObITh
paccmotpena Juist mauueHToB ¢ TI'B unu TOJIA, cipoBoliMpoBaHHBIX CEphE3HBIMH 0OpaTUMBIMU
(bakTopamu pucka (T.e. HeIaBHEe CepPbEe3HOE XUPYPrUIEeCKOe BMEIIATENbCTBO WK TpaBMa). bonee
JUINTENIbHBINA TEPHOJ JISUEHUS JIOJKEH OBITh paccMoTpeH Juid nauueHToB ¢ TI'B wim TOJIA, He
CBSI3aHHBIMU C CEpbE3HBIMU 00paTUMBIMU (PaKTOpaMU pUCKa, ¢ HecripoBourpoBaHHbIMU TT'B min
TOJIA, nnu ¢ TI'B unu TOJIA B aHamHese.

Korna nokasana npojiienHas npodunaktika peruanoB TI'B unmun TOJIA (nmocne 3aBepiueHus
Kak MUHUMYM 6 mecsueB jeuenuss TI'B ninu TOJIA), pekomennoBanHas 103a coctasisier 10 mMr
OIMH pa3 B JeHb. [lanuenTam ¢ BeICOKMM puckoM penuausupytomiero TI'B wnu TOJIA, takum
KaK MalMeHTbl C TSKEIbBIMU CONYTCTBYIOLUIMMM 3a00JIEBaHUSMHM WJIH Y KOTOPBIX DPa3BHIICS
peunauBupyomuii TI'B unu TOJIA npu npoienHoi npodunakTuke npenapatrom PuBapokcaban

— BEPTEKC B go3upoBke 10 Mr oguH pa3 B JIeHb, HEOOXOIUMO pacCMOTPETh Ha3zHAueHHE
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npenapara PuBapokcaban — BEPTEKC B no3uppske 20 iﬂ'gz}pm; E"f( H/1EHOCTL 0003)

HpOIIOJDKI/ITeIIBHOCTB JICUCHUA U BBI60p AO03bI OOJDKHBI OHNPCACIATHCA MWHIAWBUAYAJIBHO ITOCJIC

TIHaTeHBHOfI OLCHKHU TIIOJIB3bI JICUCHUS IMPOTHUB PHCKAa BO3HUKHOBCHUSA KPOBOTCUCHUSA (CM.

pasznen 4.4.).
Ilepuon BpeMeHu Cxema npuema CymmapHas
CyTOYHas J03a
Jleuenue u Henn 1-21 15 Mr nBa pasa B €Hb 30 Mr
npoduIaKkTUKa
peunnusos TI'B u C 22 nus 20 Mr oauH pa3 B ieHb | 20 Mr
TOJIA
[Tpodunaktuka [Tocne 3aBepiieHus Kak 10 mMr oguH pa3 B aAeHp | 10 Mr
petuauBoB TI'B u MUHHUMYM 6 MecCsIEB WA W
TOJIA neuenus TI'B umu TOJIA | 20 mr ogus pa3 B aiedb | 20 Mr

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnu mpuem 10361 mponyliieH npu pexumMe no3upoBaHust 15 mr aBa pasa B aeHb (aeHp 1-21),
MAlMeHT JODKCH HEMEUICHHO NpHUHATH npenapatr PuBapokcaban — BEPTEKC nns moctukenus
cyrouHoit 103sl 30 mr npenapara Puapokcaban — BEPTEKC. B nannoMm ciny4ae aBe TabneTku
15 Mr mMoryT ObITh IPUHATHI B 01MH IIpreM. Ha cienyromuii 1eHs NalueHT JOJKEeH MPOo10JIKaTh
peryJsipHBIi pueM npenapara 15 mr 1Ba pasa B IeHb KaK pEKOMEHIOBAHO.

Ecnu npueM 103bl MpOIYIIEH NPU PEKUME NO3UPOBAHUSA OJMH pa3 B JCHb, MALMEHT JOJDKEH
HEMEJUIEHHO NpUHATH TabaeTky npenapara PuBapokcaban — BEPTEKC u Ha cnenyrouuii a1eHp
IIPOJIOJKATH IIPUEM IperapaTa OJUH pa3 B IEHb KaK pEKOMEHI0BaHO. B 3TOT ke AeHb He ciaeayer

IIPUHUMATh JBOMHYIO 103y JUIsl KOMIIEHCALUH ITPOITYLIEHHOM J103bI.

Ilepexoo ¢ anmaeconucmos eumamuna K (ABK) na npenapam Pusapoxcaban — BEPTEKC
— IIpodunaktuka HHCYIbTA U CUCTEMHONU TPOMOOIMOOIHH:
cienyer mpekpatuth jgedeHne ABK u Hauare nedenue mpemnaparom PuBapokcaban —

BEPTEKC mnpu 3HaueHHM MEXAyHapOJHOI0 HOpMann3oBaHHOro otHomeHus (MHO)

3,0.

IN

— Jleuenue TT'B, TOJIA u npodunakTuka peruInBoOB y B3pOCIbIX:
cienyer mpekpatuth jgedeHne ABK u Hauare nedenue mpemnaparom PuBapokcaban —
BEPTEKC npu 3nauennn MHO < 2.5.
[Tpu nepexone mauuentoB ¢ ABK Ha mpenapar Puapoxcaban — BEPTEKC 3nauenns MHO

OyIyT ommMOOYHO 3aBBHINICHHBIMU IOCHE MpueMa npenapara PuBapokcaban — BEPTEKC. MHO
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HE TOJIXOIUT IJisi ONpPEACIICHHUs] aHTUKOATYJISTHTHOU aﬁ%ﬁ&g&m 'é‘JzJ‘Bl;lltaHf;ﬁngoxlclz’&aH —

BEPTEKC u noatomMy He TOJKHO UCIIOJIB30BAThHCS C 3TOU LIETbI0 (CM. pazzen 4.5.).

Ilepexoo ¢ npenapama Pusapoxcabarn — BEPTEKC na anmaeonucmot eumamuna K
Cy1iecTByeT BEpOSATHOCTh BO3ZHUKHOBEHHUSI HEJOCTATOUYHOTO aHTHKOAryJsHTHOTO 3¢ ¢eKra npu
nepexone c mnpenapata Puapokcaban — BEPTEKC na ABK. Heo0Gxomumo obecnednthb
HETPEPbIBHBIA  JIOCTaTOYHBI  aHTUKOAryJISIHTHBIM  3¢p¢eKkT BO Bpems Iepexoga Ha
aJIbTEPHATUBHBIN aHTUKOAryJIAHT. ClIelyeT OTMETHUTb, 4To npenapat PuBapokcaban — BEPTEKC
MO3KeT criocobcTBoBaTh nosbiieHno MHO.

[TaruenTtam, nepexonsamum c¢ npenapara PuBapokcaban — BEPTEKC na ABK, cunegyer
onnoBpeMenHno npuHumMats ABK, moka MHO ne nocturner > 2,0. B Teuenue nepBbix IByX JHEH
MEPEXOIHOTO MEPHO/IA T0JHKHA IPUMEHATHCA CTaHAapTHas HadainbHas 1032 ABK ¢ nocnenyromeit
no3oii ABK, omnpenensiemoii B 3aBucumMocTtu ot BenuuuHbl MHO. Bo Bpemsi 01HOBpEMEHHOTO
npuMeHenus mnpenapara PuBapokcaban — BEPTEKC u ABK 3nauenne MHO nomxnO
OMpEeNeNsAThCA HE paHee, 4eM depe3 24 dyaca mociie MpeAbIaylIero mpuema, HO 10 Mpuema
cnenyromei 1036l npenapara PuBapokcaban — BEPTEKC. Ilocne mpekpaiieHus nTpUMEHEHUs
npenapata PuBapokcaban — BEPTEKC 3nauenue MHO moxeT ObITh JOCTOBEPHO OIpENeIeHO

yepe3 24 yaca nocie nprema nociaeaHei 10361 (cM. pazaenst 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvhuix anmukoa2yianmos na npenapam Pusapoxcaban — BEPTEKC

VY B3pOCIBIX, MOTYYaAIOIINUX [MapEHTEPAIbHBIE AaHTUKOATYJISHTHI, CIEAYET NPEKPATUTh BBEICHUE
MapeHTepaIbHOTO aHTUKOAryJIsSiHTa U HayaTh IpUMeHeHue npenapata Puapokcadan — BEPTEKC
3a 0—2 waca 10 BpPEMEHHU CIEIYIOLIEro IUIAHOBOIO BBEJACHMS IAapeHTEPaIbHOrO Ipernapara
(HampuMep, HHU3KOMOJIEKYJIIPHOTO TIenapuHa) WIM B MOMEHT IMpEeKpalleHHs HeNpepbIBHOIO
BBEJCHUS  MApEHTepaJbHOrO0  Ipemapara  (HampuMep,  BHYTPUBEHHOTO  BBEACHUS

He(paKIMOHUPOBAHHOTO TeMIaprHa).

Ilepexoo ¢ npenapama Pusapokcaban — BEPTEKC na napenmepanvtbie aHMUKOA2YIAHMbl
Cnenyer ortmenutTh mnpenapaT PuBapokcaban — BEPTEKC wu BBectu mnepBylo 103y
MapeHTepaIbHOTO aHTUKOATyJISIHTa B TOT MOMEHT, KOTJ]a HY>KHO ObUIO MPUHSATH CIIEYIOIIYIO 103y

npenapata PuBapokcadan — BEPTEKC.

Oco0bIe I'pynnbl DaMCHTOB

Ilayuenmul ¢ Hapywenuem yHKyuu novex

I/IMCIOH_II/ICCH OIrpaHNYCHHBIC KIIMHUYCCKUEC JAaHHBIC JEMOHCTPUPYIOT 3HAYUTCIIBHOC IMMOBBIIIICHUE
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MY OTYETY

¢ynkuuu nouek (xknupenc kpeatnauna (KnKp) 15-29 mn/mun). Benencrue storo s 1aHHOR
KaTeropuu nanueHToB mpenapar PuBapokcaban — BEPTEKC crnegyer mnpumensts ¢
OCTOpPOXKHOCThIO. [IprmeHeHue He pexomeHayetrcs y manueHToB ¢ KnKp <15 mu/mun (CMm.
pasznensr 4.4. 1 5.2.).

V¥ nauuenToB co cpeaneit (KinKp 30—49 mn/mun) umm tsoxenoii (KnKp 15-29 mn/mun) crenenpro
HapymeHus QyHKIIMH TOYeK HEOOXOIMMO CIIeI0BAaTh PEKOMEHIALNAM HIDKE:

— Ilpn npodunakTuke HMHCYIbTA U CHUCTEMHOW TPOMOOIMOOIMU y TMAaLKUEHTOB C
bubpruianuei npeacepanii HEKJIAamaHHOTO MPOUCXOXKICHUS PEKOMEHJOBAHHAs 03a
cocTaBisieT 15 mr oguH pa3 B AeHb (cM. pasnen 5.2.).

— Ilpu neuenun TI'B u TOJIA u npodmnaktuke peruanoB TI'B u TOJIA: manmentam
HEO0OXOUMO MPUHUMATh 15 Mr /Ba pasza B JIeHb HA MPOTSHKEHUU MEPBBIX TPEX HENENb.
Bnocnencreuu, korma pexkomenayemas no3a mnpemapata PuBapokcaban — BEPTEKC
coctaButT 20 MI O/IMH pa3 B JEHb, CIEIYET MPELYCMOTPETh CHUXKEHHE 03bl ¢ 20 M 10
15 mr oguH pa3 B IeHb, €CJIM PUCK BOSHUKHOBEHUSI KPOBOTEUEHUS Y ITAIIMEHTA BhIIIIE pUCKA
peunanBoB TI'B u TOJIA. PekomeHnnanusi mo NpUMEHEHHUIO J103bI 15 MI' OCHOBaHa Ha
(bapMakOKMHETHYECKOM MOJEIIMPOBAHUN U HE U3ydYaach B KIMHUYECKUX UCCIIETOBAHUIX
(cm. paznmensr 4.4., 5.1. m 5.2.).

Korna pexomennoBannast 1o3a cocrasiseT 10 Mr oauH pa3 B 1€Hb, KOPPEKIMU J03bI 110
CpaBHEHHIO C PEKOMEH/I0BaHHOI He TpedyeTcs.
VY nmanueHToB ¢ JIerkoi crenenbto HapyieHus Gynkuuu nouyek (KnKp 50-80 mu/MuH) koppekius
10361 He TpedyeTtcst (cM. pasnen 5.2.).
llayuenmul ¢ napywenuem ynkyuu nevenu
[Tpenapar PuBapokcadan — BEPTEKC npotuBomnoka3an maiueHTaMm ¢ 3a00JeBaHUSIMU TIE€UEHH,
COMPOBOXKAAIOUIUMUCS KOAryJIONaTue U pUCKOM KIMHUYECKH 3HAYMMOTO KPOBOTEUEHHUSI, B TOM
Yucie TaluMeHTaM c 1uppo3oM nedeHu kiacca B m C mo kmaccudukanum Yanna-ITero (cm.
pasznmensr 4.3. 1 5.2.).
Tlayuenmur nodwcunozo 6ospacma
Koppekuust 10361 He TpeOyeTcs (cM. pazaen 5.2.).
Macca mena
Koppexius 10361 y B3pociabix HE TpeOyeTcs (cM. pazaen 5.2.).
Lion
Koppekuust 10361 He TpeOyeTcs (cM. pazaen 5.2.).
Tayuenmul, noosepearowuecs kapouosepcuu

Jleuenne mpenaparom PuBapokcaban — BEPTEKC moxer ObITh HauaTO WM MPOAOHKEHO Y
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CNEOOBATENBHOC Th 0005 )
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ManUECHTOB, KOTOPEIM MOXET HOTpC6OBaTI>CH Ka DIH/IOBGDCI;}S['.

[Ipy xapauoBepcMM TMOJA KOHTPOJIEM upecnuineBonHoW sxokapauorpadpuu (YI19xo0-KI') y
NAIMEeHTOB, KOTOPHIE paHee HEe TMOJy4add AaHTUKOAryJIsIHTHOM Tepamuu, Ui oOecredeHus
aJICKBaTHOM aHTHKOATYJSIIIUU JiedeHue mnpernapatoM PuBapokcaban — BEPTEKC pomkHO
HAaYMHATHCS 10 MEHBIIEH Mepe 3a 4 Jaca 10 kapauoBepcuu (cM. pasaensl 5.1. u 5.2.). Jlnsa Bcex
NAIMEHTOB Mepe]] KapIUOBEPCUEH JOIDKHO OBITh IMOIYUYEHO MOJITBEPKACHUE O TOM, YTO MAI[EHT
npuss1 npenapatr PuBapokcaban — BEPTEKC B coorBercTBUM ¢ HazHaueHWeM Bpaua. [Ipu
MPUHATUHN PELIEHNUN O Hayalle U IPOJOJIKUTEIbHOCTH JICYEHUS CJIEyeT IPUHUMATh BO BHUMaHUE
JICHCTBYIOILIME PYKOBOJICTBA M PEKOMEHAAIMU I10 AHTUKOATYJISIHTHOM Tepanuu y MalHUEHTOB,
[10JIBEPTaIOIUMCS KapAHUOBEPCHH.

Hayuenmor ¢ udpuriayuei npedcepouil HeKIANAHHO20 NPOUCX0JicOenus:, nepenecuue YKB
(4pecKodicHOe KOPOHAPHOEe BMeUamelbCmeo) cO CMEeHMUPO8anuem

HmeeTcst orpaHWyYeHHBIH ONBIT NpuMeHeHus mnpenapara Pusapokcaban — BEPTEKC B
yMeHbIlleHHOU 03¢ 15 Mr 1 pa3 B nenpb (wim 10 mMr 1 pa3 B eHb [UIsl MALIUEHTOB CO CpPEeIHEN
creneHpio Hapymenus GyHkiun modek (KnKp 30-49 mi/mMuH)) B KOMOMHALIMK ¢ MHTHOUTOPOM
penentopa P2Y 12 B Teuenue makcumym 12 MecsiieB y naiueHToB ¢ GuOpHILISIIHe nmpeacepani
HEKJIAIIAaHHOT'O MTPOUCXO0XKICHUS, KOTOPBIM HEOOXOIUM IPHUEM MEePOPAIbHBIX aHTUKOATYJISIHTOB U

nepenecmnx YKB co crenTupoBannem (cM. pasaens 4.4. u 5.1.).

€TH
Jleuenue BTO u npogunaxmuxa peyuousos BT y demeii u noopocmkog
Jleuenue npenapatom PuBapokcaban — BEPTEKC y nereif u moapoctkoB B Bo3pacte 10 18 et
JIOJKHO OBITh HAuaTO IOCJEe HE MEHee 5 JAHeHW HavyalbHOWM MapeHTepalbHON aHTUKOAryJIsTHTHOU
Tepanuu (cM. paszzen 5.1.).
Jlo3a 1 ieTeit ¥ MOAPOCTKOB PACCUUTHIBAECTCS B 3aBUCMMOCTH OT MAaccChl TEJA:
e Macca tena ot 30 mo 50 kr:
peKoMeH/I0BaHHasg J03a 15 Mr puBapokcabaHa OJWH pa3 B JE€Hb, 4YTO SBISETCA
MaKCUMaJIbHOW CYTOYHOH J030H;
e Macca tena 50 kr u Oonee:
pexkoMeHoBaHHas 1o3a 20 Mr puBapokcabaHa OJWH pa3 B JI€Hb, YTO SBJISETCS
MaKCUMaJIbHOW CYTOYHOH J030H;
e IS MAIMEHTOB ¢ Maccoil Tena meHee 30 Kr HEOOXOIMMO NMPUMEHATH JPYyTUe MpenapaThl
puBapokcabaHa JTOCTYIHbIE HA PbIHKE B (popMe TpaHyil JJsi NPUTOTOBICHUS CYCIIEH3UU
JUId IpUEMa BHYTPb.

Ha perynspHoit ocHOBe HEOOX0IMMO MOHHUTOPUPOBATH BeC peOCHKA U TIepecMaTpUBaTh J103y. ITO
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10 OB LA HOC — 005
HEe00X0aMMO, YTOOBI 00ECTICUNTh MOACPIKAHNE Tepaneg}m—%‘% 'ﬂ%sbl_.%emapoéxa HO3BI

JIOJIKHA BBIIIOJIHATBCS TOJIBKO HA OCHOBAaHUU U3MEHEHUS MacChl Tea.

Tepanus y nere ¥ NOJIPOCTKOB JOJDKHA MPOJIOJIKATHCS N0 KpaliHEN Mepe B TeUEHUE 3 MECSLIEB.
JUINTENbHOCTh JIEYEHUS MOXKET ObITh yBeJM4YeHa A0 12 MecsleB B cilydae KIMHUYECKOH
HeoOxonuMmocTd. JlaHHbIe B MOJJEPKKY CHMXKEHHS J03bl y JeTel mocie 6 MecsleB Tepanuu
oTcyTCTBYIOT. COOTHOIIEHHE IOJb3a-PUCK IMPU JJIUTEIBHOCTH TEpaluM CBbILIE 3 MECSLEB
JIOJDKHO OIICHMBATHCS MHIMBHUAYaJIbHO, MPUHUMAs BO BHUMaHHE PHCK peluanBa TpomOo3a U
NOTEHLUATIbHBIA PUCK KPOBOTECUECHHUS.

Jleticmeus npu nponycke npuema npenapama

Ecnu mpuem 10361 nporryIeH, He00X0AUMO MPUHATH MPOMYIICHHYIO JI03Y KaK MOXKHO ObIcTpee
1ocjie TOro, KaK 3TO 3aMETHJIM, HO TOJBbKO B 3TOT € J€Hb. EcCiii 3TO HEBO3MOXHO, MALUEHT
JOJDKEH IIPOIYCTUTH 3Ty 03y M HPOJOJDKUTH IIPUEM CO CIEAYIOLIEH 103bl B COOTBETCTBUM C
Ha3HayeHWeM Bpaya. [lanMeHT He JODKEH INpUHUMAaTh JBOMHYIO 103y AJIs KOMIIEHCALuU
IIPOITYLICHHOW JTO3BI.

bezonacHocTth 1 3 dexTuBHOCTH npenapara PuBapokcaban — BEPTEKC y nereii B Bo3pacte ot 0
1o 18 net no nokazaHuio NpopUIAKTUKA HHCYJIbTa U CHCTEMHON TPOMOOIMOOINH Y MALIUEHTOB C
Gubpwsiuuell npeacepAuii HEKJIAAaHHOTO IPOMCXOXKIAECHUS HE YCTaHOBJIEHBL. JlaHHBIE
OoTCYTCTBYIOT. B cBsi3u stum, mpemnapatr PuBapoxcaban — BEPTEKC He pexomenmyercs K
IPUMEHEHHUIO Yy JIeTell B Bo3pacTe 10 18 jeT mo mokasaHusM HHBIM, yeM JieuyeHue BTO u
npoduiakTuka penuansos BTO.

[Tpenapat PuBapokcaban — BEPTEKC, 15 mr, TaGneTku, MOKpbIThIE TNIEHOYHOH 000JI0UKOH, He
cilenyeT Ha3HauaTh (MPUMEHSTH) y neTel B Bo3pacte oT 0 1o <18 jeT ¢ maccoii Tena menee 30 kr
JUIsL JTAHHOW JIEKapCTBEHHON (OpMBI B CBA3M C HEBO3MOXKHOCTBIO OOECHEYUTh PEXUM
no3upoBaHus. J{i1sl ya0BIeTBOpEeHUs NOTPEOHOCTEN yKa3aHHON IPYIIbI MAIUEHTOB HEOOXOIUMO
IOPUMEHSATH Ipenaparbl puBapokcabaHa B (opMe TpaHyll A NPUTOTOBJIECHUS CYCHEH3UM IS
nprueMa BHYTPb IS AETEH.

[Ipenapat PuBapokcaban — BEPTEKC, 20 mr, Ta0ieTku, NOKpHIThIE MJIEHOYHOW 000JI0UKOH, HE
cleyeT Ha3HadaTh (IPUMEHATH) y Aerel B Bo3pacte oT 0 1o 18 ner ¢ maccoii tena meHee 50 kr
JUIs JIaHHOW JIEKapCTBEHHOW (OpMBI B CBA3M C HEBO3MOXKHOCTBIO OO0ECIEUUTh PEXUM
JIO3UPOBAHUS.

Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Pusapoxcaban — BEPTEKC

[Tpu neuenun BTD u npodunakTuke peuanBoOB y JeTel cieayeT npekpatuthb Jeuenue ABK u
HauaTh JieueHue npenaparom Pusapokcaban — BEPTEKC npu 3nauenun MHO < 2.5.

[Tpu nepexone mauuentoB ¢ ABK na mpenapar PuBapokcaban — BEPTEKC 3nayenns MHO

OyayT omMOOYHO 3aBBIIIEHHBIMU TOCIIE MpHeMa npenapara PuBapokcadan — BEPTEKC. MHO
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BEPTEKC u no3toMy He JTIOJKHO UCIIOJIB30BATHCS € ATOM LENbI0 (CM. pa3aen 4.5.).

Ilepexoo ¢ npenapama Pusapokcaban — BEPTEKC na anmaeonucmel eumamuna K

HetsMm, koTopble niepeBoasTcs ¢ npemnapata PuBapokcaban — BEPTEKC na ABK, Heobxoaumo
MPOJIOJDKATh MpueM npernapata PuBapokcaban — BEPTEKC B teuenue 48 yacoB mocie npuema
nepBoit 1o3e1 ABK. Ilocne nByx nneit coBmecTHOTO npuMeHeHus cienyetr uameputs MHO no
IpueMa Cieaylolled 3alulaHupoBaHHOM 1103bl mnpenapara Pusapokxcaban — BEPTEKC.
CoBmecTHOoe mnpuMeHeHue mpenapara PuBapokcaban — BEPTEKC u ABK pexkomenmyercs
npoaoykarh, moka MHO He nocturner > 2,0. [locne mpekpalieHuss NpUMEHEHUs Npernapara
Pusapokcaban — BEPTEKC 3nauenue MHO MoxeT ObITh IOCTOBEPHO OIpeesIeHO uepes 24 yaca
MOCJIE MpUeMa MOCJIeIHEN 03kl (CM. BhIIIE U pasaen 4.5.).

Ilepexoo ¢ napenmepanvHblXx anmukoazyisiHmos na npenapam Pusapoxcaban — BEPTEKC

VYV nereil, monayyaroolMX NapeHTEPaJbHbIE AHTHUKOATYJISHTBI, CIEAYET NPEKPaTUTh BBEICHUE
[apeHTepaIbHOT0 aHTUKOAryJIsiHTa U HayaTh IpUMeHeHue npenaparta Pusapokcadan — BEPTEKC
3a 0—2 yaca 10 BpPEMEHM CIEIYIOIIEro IUIAHOBOTO BBEIEHUS IMAapEHTEPAIbHOIO Ipernapara
(HampuMmep, HU3KOMOJICKYJISIPHOTO TelapuHa) WM B MOMEHT MPEKpPAalIeHHs HENPEPHIBHOTO
BBEJICHUS  MapeHTEepalbHOrO  Mpemapara  (Hampumep,  BHYTPUBEHHOTO  BBEJCHUS
He(paKIMOHUPOBAHHOIO T€MIaprHa).

Ilepexoo c npenapama Pusapoxcaban — BEPTEKC na napenmepanvhbie anmuxoazyisiHmbl
Cnenyer ortmenutTh mnpenapaT PuBapokcaban — BEPTEKC wu BBectu mnepBylo 103y
HapeHTEePaIbHOTO AHTUKOATYJISIHTA B TOT MOMEHT, KOT/1a HY’KHO OBbIIO IPUHSATH CIEAYIOIIYIO 103y
npenapata PuBapokcadan — BEPTEKC.

llayuenmul ¢ napywenuem ynKyuu novex

e JleTu M TNOAPOCTKU C JIETKOM CTENEHbIO HApyIIeHUs (QYHKIMM MOYeK (CKOPOCTb
Kiy6oukoBoit punsTpanuu 50—80 mua/mus/1,73 M?): Koppekius 1036 He TpebyeTcs Ha
OCHOBAHHUU JIaHHBIX BO B3POCJIOHN MOMYJALNN U OTPAHUYEHHOTO0 KOJMYECTBA JAaHHBIX B
JIETCKOM MOmyJsIuu (cM. pazziern 5.2.).

e JleTm M MOAPOCTKU CO CpeIHEN WM TSKEJION CTENeHbI0 HapylleHus (QYHKIUU MOYeK
(ckopocTh KIy6oukoBoit punbTparuu <50 miu/mun/1,73 M?): npenapar Pusapokcaban —
BEPTEKC ne pekomeHayeTcs B CBSI3U C OTCYTCTBHEM KIMHMYECKUX JaHHBIX (CM. pa3zen
4.4.).

Iayuenmoi ¢ HapywieHuem QYHKyuU neveHu
s nereit ¢ HapymieHHeM (YHKINHU MIEYCHU KIIMHUYECKHE JaHHbIE OTCYTCTBYIOT.
Macca mena

Ho3a y nereli onpenensiercss B 3aBUCUMOCTH OT MaccChl Tela.
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(NOCNEQOBATENEHOCTE 0005)

Croco0 IIpuMeHeHus

Bspocnvie
Buytps, Bo Bpemst npuema nuuy (cM. paszaein 5.2.).

Hsmenvuenue mabaemox

Ecnu nanueHT He criocoOeH MporIoTUTh Ta0JIeTKY 1eIMKOM, TabeTka npenapara PuBapokcaban
— BEPTEKC wMoxer ObITh H3MeNbU€HA W CMEIIAHA C BOJOW WM SIOJOYHBIM IHOpPE
HEIOCPEICTBEHHO Mepe]] IPUMEHEHUEM U IepopaibHbIM pueMoM. [locie npuema n3menbueHHON
tabnetkn mnpemapara PuBapokcaban — BEPTEKC 15 wmr wmwm 20 mr Heobxogumo
HE3aMe/UIUTEIbHO OCYIIECTBUTD MTPUEM IMHUIIH.

M3menpueHHAs Ta0IeTKa TAK)KE MOXKET OBITh BBEJCHA Yepe3 KeIYyA0IHbIN 30H (CM. pa3ziern 5.2.

1 6.6.).

Ilemu ¢ maccoii mena ne menee 30 ke

Buytps, Bo Bpemst npuema nuuy (cM. paszaen 5.2.).

[TarueHTy HY)XHO PEKOMEHJIOBAThH MPOTJIATHIBATH TAOJETKY C KHUAKOCTHIO. TablmeTku clieayer
MIPUHUMATh C HHTEPBAJIOM ITPUMEpHO 24 Jaca.

Ecnu narneHT cppiruBaeT NpUHATYIO J03Y HEMEAJIEHHO WM Y HET0 HAUMHAETCS PBOTA B TCUCHUE
30 MUHYT TOCTIE TpHUeMa J103bl, HEOOXOIUM MPUEM HOBOM 7103bl. OTHAKO, €CITU MAIIMEeHTa BEIPBAJIO
no3aHee 30 MUHYT MocTe pueMa J103bl, TOBTOPHOTO MpHeMa JI03bI He TPeOyeTcs, U Cleayromias
71032 JI0JKHA OBITh MOTY4YeHa M0 PACIHCAHUIO.

Henb3s genuTh Ta0NETKY C EeNbI0 MOTYYeHUS YaCTH O3Bl OT TAOJIETKH.

Hsmenvuenue mabaemox

Ecnu nanueHT He crnocoOeH NMpOrNIOTUTh TAOJETKY LEITUKOM, CIEeIyeT HUCIOIb30BAaTh IPyrue
npenaparbl puBapokcabaHa JOCTYIHbBIE Ha pbIHKE B (opMe TrpaHyn JUis HPUTOTOBJICHHUS
CYCIICH3UH IS IIPUEMa BHYTPb.

Ecnu cycnensust 11 mpuemMa BHYTpPh HE JOCTYIHa Cpa3y, KOrJa Ha3HaueH puBapokcabaH B
no3upoBke 15 mr wiam 20 Mr, 3TH JTO3UPOBKH MOTYT OBITh IOJYYEHBI IYyTEM H3MEIbUeHUs
tabnetku 15 Mr unu 20 Mr ¥ CMEIIMBaHUS €€ C BOJIOM MK SA0JIOUHBIM MIOpPE, HETTOCPEICTBEHHO
nepes NPUMEHEHUEM U IIEPOPAIBHBIM IIPUEMOM.

W3menpueHHas TabjeTka MOKET ObITh BBEJEHA Yepe3 HA30TaCTPAIbHBIM WU JKEITYA0YHBINA 30H]T

(cm. pazmen 5.2.).

4.3. lIlpoTuBONOKA3aHNUSA
— THUIEPYYBCTBUTEIHLHOCTH K pUBapOKcabaHy WITH K JII0OOMY M3 BCIIOMOTATEIbHBIX BEIIIECTB,

MEePEUYUCIICHHBIX B pazzaene 6.1;



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.12.2024 N2 27709
(NOCNEQCBATENEHOCTE 0005)

— AKTHUBHOC KIIMHUYCCKH 3HAYNMOC KPOBOTCUYCHHC,

— TIOBPEXKICHHE WJIH COCTOSHHE, CBSI3aHHOE C TIIOBBIIICHHBIM PHCKOM OOJBIIIOTO
KPOBOTCUCHHMSI, HAMpPUMEp, HMEIOMIAsCs WM HEAABHO TMEPEHECEHHAsl KeIyJI09YHO-
KUIICYHAsl s3Ba, HAJIMYHME 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUH C BBICOKUM PHUCKOM
KPOBOTCUCHHSI, HEJIABHUE TPABMBI TOJIOBHOT'O MJIM CIIMHHOTO MO3Ta, HEJaBHUE OTEpPaIUH
Ha TOJIOBHOM, CITMHHOM MO3T€ WJIU TJa3aX, HeJaBHEEC BHYTPUUEPEITHOE KPOBOU3IHUSIHUE,
JTUATHOCTHPOBAHHBIA WJIHM TPEIoIaraeMblii BApUKO3 BEH MUIINEBOA, apTCPUOBECHO3HBIC
Malib(hOpMaIliK, aHEBPU3MBI COCYIOB HITH CEPhE3HBIC ATOJIOTUU COCYIOB F'OJIOBHOTO HUJIH
CIIMHHOTO MO3Ta;

— COIMYTCTBYIOIIAs TEpanus KAKUMHU-IMOO APYTMMH aHTHKOATYJISHTAMH, HaIlpuMep,
He(PAKIIMOHUPOBAHHBIM I'eIAPUHOM, HU3KOMOJICKYJISIPHBIME T'ellapuHaMu (YHOKCAITapuH,
JANITSTIAPUH | JIP.), IIPOU3BOAHBIMY renapuHa ((GoHIanapuHyKe U Ap.), MepOpaIbHBIMU
aHTHKoarynsHtamu (BapdapuH, naburaTpaHa STEKCHUIaT, amukcabaH W Jp.), Kpome
ClIy4yaeB Tepexojia ¢ WiIM Ha puBapokcadaH (cMm. pasuen 4.2.) wid npu NPUMEHEHUU
HEe(PAKIIMOHUPOBAHHOTO TeMaprWHa B J03aX, HEOOXOJAMMBIX Ui OOecredeHUs
(YHKIIMOHUPOBAHUS IIEHTPATBHOTO BEHO3HOTO WJIM apTEPUAILHOTO KaTreTepa (CM. pa3ziel
4.5.);

— 3a0o0JieBaHUs TICUYCHH, POTEKAIOIINE C KOATYJIOMATHEH H PUCKOM KITMHUYECKH 3HAYUMOTO
KPOBOTEUCHMSI, BKIIFOUAs [IUPPO3 TICUCHU M HapyIIeHUs GyHKINH redenn kinacca B u C o
knaccudukanuu Yanna-ITsto (cm. pazgen 5.2.);

— OepeMeHHOCTh U MePUOJI TPYJHOTr0 BCKapMiIMBaHus (cM. pazzaen 4.6.).
4.4. OcoOble ykazaHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
B Teuenue Bcero nepuoja geueHUst pEKOMEHIYeTCsl KIIMHUYECKOe HabII0AeHe B COOTBETCTBUH C

KJIMHAYECKOH HpaKTHKOﬁ NMPUMCHCHUS AHTUKOAT'YJISTHTOB.

Puck kpoBoTeueHus

Kak u npu npueme Ipyrux aHTUKOAryJIsIHTOB, HEOOXOAMMO TIIATEIHHO HAOMIOJATh NAallUEeHTOB,
npuHuMaromux —npenapat PuBapokcaban — BEPTEKC, g  BbIIBIEHHS PHU3HAKOB
KpoBoTeueHHs. [IpermapaT peKOMEHAyeTCs NPUHMMAaTh C OCTOPOKHOCTBIO NPHU COCTOSIHHUSX C
MOBBIIICHHBIM PHCKOM KpOBOTEYEHHsS. B ciydae TSKeNnoro KpoBOTEHYEHMS IPUEM Ipernapara
Pusapokcaban — BEPTEKC nomxken 0bITh npekpaiiiet (cM. pazaen 4.9.).

B KkIMHMUYECKHX HCCIENOBAaHMUAX KpPOBOTEUEHHUS M3 CIM3UCTBIX 000J04YeK (a MMEHHO:
KPOBOTEYECHHE U3 HOCA, IECEH, KEIYA0YHO-KHIIEYHOTI O TPAKTa, MOYEIIOJIOBOM CUCTEMBI, BKIIIOUas

AQHOMAJIbHOE€ BarMHAJbHOE WJIM YCUJICHHOE MEHCTPyaJbHOE KpPOBOTEUEHHE) U aHEeMUs
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ABK. Takum o0pa3om, B [ONOJHEHHE K HAAJSKANEMy KIMHHUYECKOMY HAOIOICHUIO,
1abopaTopHOE HCCIEAOBAaHUE TEeMOTJIO0MHA/TEMATOKPUTA MOXKET OBITh 3HAYMMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHHH M KOJIMYECTBEHHOW OLEHKU KIMHUYECKOW 3HAYMMOCTHU
SBHBIX KPOBOTEUEHUH B CITydasix, KOraa IPUMEHHUMO.

Hekoropeie mOArpymnmbl TAMEHTOB, YyKa3aHHBIC HUKE, WMMEIOT TIOBBIIMICHHBIM PUCK
KPOBOTCUCHHS.

HeoOxonumo TmiatensHo HAaOMIOAATh TAaKUX MAIMEHTOB IOCJE Hayala JCYeHUs Ha MPU3HAKU U
CHUMIITOMBI OCJIO’)KHEHHH B BUJIE KPOBOTCUEHUN U aHeMUH (cM. pazzen 4.8.).

[Tpu 1r060M HEOOBACHUMOM CHIYKEHUU TeMOTTIOOMHA HITH apTePUAIEHOTO JaBJICHUS HEOOXOIUMO
MCKATh UCTOYHUK KPOBOTCUCHHSI.

[Tpu Tepanuu puBapokcabaHoM He TpeOyeTCsl pyTUHHBI MOHUTOPHUHT €r0 SKCHO3UIMH. Tem He
MeHee, M3MEPEHHE KOHIEHTPAllUd pHUBapoKcabaHa C MOMOIIBI0 KaTMOPOBAHHOTO TECTa JUIsS
KOJIMYECTBEHHOTO OIPEJCICHUSI aHTH-Xa aKTUBHOCTH MOXET OKa3aThCsl TOJIE3HBIM B
UCKITIOYUTEIFHBIX CIIyYasx, Koraa uH(opmamms 00 IKCIIO3UIMU pUBapoKcabaHa MOMKET OBITh
UCIIONIb30BaHA MPH NPUHATUM KIMHUYECKH 3HAYUMBIX pEIIEHUH, HampuMep, B Ciydae

Nepe03UPOBKH UITH SKCTPEHHOTO XUPYPrU4ecKOro BMenaTenscTBa (M. pasaenst 5.1 u 5.2).

Hapvymenne dvHKIIMH TTOYEK

VY nauueHTOB ¢ TsKenbM HapymeHueM ¢yHkuuu noyek (KnKp <30 mu/mMuH) koHUEHTpanus
pHuBapokcabaHa B MJja3Me MOKET ObITh 3HAYUTEIHHO MOBBIIEHHOH (B 1,6 pa3a B cpegHeM), 4TO
MO’KET IPUBECTH K MOBBIIIEHHOMY PUCKY KpoBoTeueHui. [Ipenapar PuBapokcaban — BEPTEKC
JOJIKEH MPUMEHSTBCS C OCTOPOXKHOCThIO y manueHTtoB ¢ KnKp 15-29 mu/mun. [Ipumenenue
npenapara He pekomenyercs y mauueHToB ¢ KinKp <15 mn/mun (em. paznenst 4.2. u 5.2.).

[Tpenapat PuBapokcaban — BEPTEKC cienyer npuMeHSTh C OCTOPOKHOCTBIO y MALUEHTOB C
HapylieHneM (QYHKIMM T0YeK, TOJy4yarollMX COMYTCTBYIOUIME Mpenaparbl, KOTOpbIe

YBEJTUYMBAIOT KOHIICHTPAIIUIO puBapokcabana B rmiasme (cM. pasaen 4.5.).

BzauMoaelicTBue ¢ ApYTUMH JIeKapPCTBEHHBIMU IIperapaTamMu

[Ipumenenue npenapara Puapokcaban — BEPTEKC He pekoMmeHayercs y TNalMeHTOB,
MOJIYYaAIOLIMX COIMYTCTBYIOIEE CHCTEMHOE JIEYEHHE a30JI0BBIMH  MPOTHUBOIPHOKOBBIMU
npernapatamMu (HampuMep, KETOKOHA30Jl, MTPAKOHA30J, BOPHKOHA30J M II03aKOHA30J1) WJIU
uHruouropamu BUY-nporeas (Hanpumep, puTOHABUPOM). DTH IpenapaTsl SABISIOTCS MOIIHBIMU
uaruouTopamu CYP3A4 u P-rnmukonporenna. Takum 00pa3om, 3TH MpermapaThl MOTYT TOBBIIIATH

KOHIIEHTPAIUIO pUBapoKkcabaHa B MJia3Me KPOBU /10 KIIMHUYECKU 3HAUUMBbIX 3HaYeHui (B 2,6 pa3a
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Crnenyer co0mogaTh OCTOPOKHOCTB, €CIIM MAIlMEHT OAHOBPEMEHHO IOJydYaeT JIEKapCTBEHHBIC
npenaparbl, BIMSIONME HA TEMOCTa3, TAKUE KaK HECTEPOUIHBIC MPOTHBOBOCIHAIUTEIHHBIC
npenapatsl (HIIBII), anetuincanuimioByto KUCIOTY U HHTUOUTOPHI arperaiui TpOMOOIIMTOB HITH
CEJICKTUBHBIC HHrUOMTOpHI oOpaTHOoro 3axBara ceporoHnHa (CHUO3C) u celeKTUBHBIC
UHTHOUTOPHI 00paTHOTO 3axBara cepoToHnHa 1 HopanuHedpuHa (CMO3CH).

[TarueHTam ¢ pruCKOM s13B000Opa30BaHUS B )KEITYJOUYHO-KUIIIEYHOM TPAKTE MOXKET OBITh HA3HAYEHO

COOTBETCTBYIOIIECE MPOdHIaKTHIECKOE JIedeHue (cM. pasnen 4.5.).

I[DVTI/IG d)aKTODI)I PHUCKA KDOBOTG‘-IGHI/Iﬁ

PuBapokcabaH, Kak 1 Ipyrue aHTUTPOMOOTHYECKHE CPEJICTBA, HE PEKOMEHYeTCs K IPUMEHEHUIO
NAalMEHTaM, MMEIOLIUM IOBBIIIEHHBIM PUCK KPOBOTEYEHWM, B TOM 4YHCJIE: BPOXKICHHAS WIIU
npuoOpeTeHHasi CKIOHHOCTb K KPOBOTEUEHHUSM, HEKOHTpOIMpyeMasl TsbKenas apTepualibHas
TUIEPTEH3Us, APyrue 3a00JeBaHus KeyI0UHO-KUIIIEUHOT0 TpaKkTa 0€3 aKTUBHOT'O U3bsI3BIICHMUS,
KOTOpbI€ MOTEHLUAIBHO MOTYT IPHUBECTU K OCJIO)KHEHHUSM B BUJE KPOBOTEUEHHH (Hampumep,
BOCNAJINTENbHOE 3a00jieBaHME KHULIEYHHMKA, 330(aruT, racTpuT M racrpodsodareajibHas
pedirokcHas 00J1e3Hb), COCYIUCTast PETUHOMNATHS, OPOHXO03KTa3bl UJIH JIETOYHOE KPOBOTEUEHHUE B

AaHaMHCEC3€.

[TaneHThl ¢ OHKOJIOTHYECKUM 3a00JIeBaHUEM

[TarueHTHI CO 3TOKAY€CTBEHHBIM HOBOOOpa30BaHMEM MOT'YT OJJHOBPEMEHHO MoABEpraThcs Ooee
BBICOKOMY PHCKY U KPOBOTEUEHUs, U TpoMOo3a. UHIUBUAYyanbHAs MOJIh3a aHTUTPOMOOTHYECKOM
Tepanuu JI0JbKHA OBITh COMOCTABJICHA C PUCKOM KPOBOTEUEHUS Y MAIIMEHTOB C OHKOJIOTUYECKUM
3a00JIeBaHHEM B 3aBUCHUMOCTH OT JIOKAJIU3AIMH OITyXOJIU, TPOTUBOOITYXOJIEBON TepPAH U CTaIUN
3a0oneBanus. OMyXoJd, PACTIONOKEHHBIE B KEIYIOYHO-KUIIEYHOM WJIM MOYETOJIOBOM TPAaKTeE,
aCCOIIMUPOBAIIUCH C MOBBIIIIEHHBIM PUCKOM KPOBOTEUEHHUS BO BpPEMs TEpaliuu pUBapoKcabaHOM.
[Ipumenenue puBapokcabaHa y TAIMEHTOB CO 3JI0OKAY€CTBEHHBIMH HOBOOOPA30BaHUSIMH U

BBICOKMM PHUCKOM KPOBOTEUEHHMS ITPOTHBOIIOKA3aHO (CM. pa3zaen 4.3.).

HaHI/IeHTBI C UCKYCCTBCHHBIMMU KJIalTaHaAMHW CEPAIla

Puapoxcaban — BEPTEKC He cienyetr npuMeHATh AJisi NPOPMIAKTUKH TPOMOO30B y AIIUEHTOB,
MIEPEHECIINX HEJABHIOK TPAHCKATETEPHYIO 3aMEHY aopTajbHOroO KiamaHa. be3omacHocTs u
3 PeKTUBHOCTH TpUMeHeHus npenapaTta PuBapokcadan — BEPTEKC He nzyuanuce y manueHToB
C HCKYCCTBEHHBIMH KJIAlaHAMH CEPALA, CJIECJOBATEIbHO, HET JNAHHBIX, IMOATBEPKAAOIINX, YTO

npuMeHeHue mpenapara PuBapokcaban obecrieunBaeT JOCTaTOYHBIN aHTUKOATYJITHTHBINA A PeKT
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y aHHOW KaTeropuu maueHToB. [IpumeHenie npen%%a'm&%%&%gﬁm-: 'BEP”HEK-:C HE

PEKOMEHyeTCsl y JaHHON KaTerOpUH MallUEeHTOB.

IlanmeHTsI ¢ aHTI/Id)OCd)OHI/IHI/IHHBIM CHHIPOMOM

[IpuMeHeHre nepopalibHbIX aHTUKOATYJISIHTOB MPSIMOTO JEUCTBUS, BKIIIOYas puBapokcadaH, He
PEKOMEHIyeTCsSl y TAIMEHTOB, UMEIOMIMX TPOMOO3bl B aHaAMHE3e, Y KOTOPBIX JUArHOCTUPOBAH
aHTUPOCPOTUMUIHBIN CHUHAPOM. B YacTHOCTH, y MAIMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTU(HOCHOIUMHUIHBIM CUHAPOMOM (HAaJU4YME BOJIYAHOYHOIO AaHTHKOAryJsHTA, AHTUTENl K
KapAMOJIUINHMHY M  aHTUTeN K  OeTa-2-roukonpoTenHy [) Tepamust mepopaibHBIMU
AQHTUKOATYJSIHTAMH TIPSIMOTO  JICHCTBUS MOKET COIPOBOXKIATHCA TOBBIIIEHHOW YacTOTOM

PELHINBOB TPOMOOTHUYECKUX COOBITHI B cpaBHEHUM ¢ Tepanueidr ABK.

ITamueHTEI ¢ d)I/I6DI/IJ'IJ'I$II_II/ICI71 NpeAcepAri HEKJIaIaHHOr0 NporcXokaeHu, nepernecime YKB co

CTCHTHUPOBAHUECM

NmeroTcsi naHHBIE HWHTEPBEHIIMOHHOTO KIMHUYECKOTO HCCIEAOBAHUSA, TEPBUYHON IEIbIO
KOTOPOTO SIBJISUIACh OIEHKA MPpoduis 6€30MacHOCTH Y MAMEHTOB ¢ GUOpMILISIUEl peacepauit
HEKJIAlIaHHOTO TMpoucxoxkaeHus, mnepenecmux YKB co crentupoBanuem. JlanHble 110
3¢ (PEKTUBHOCTH Yy TaHHOU MOMYJISAIMH OrpaHUYeHbl (cM. pazaensl 4.2, 5.1). JlanHbie 0 Takum

NanUeHTaM ¢ UHCYJIbTOM/TPAH3UTOPHOM MILIEMUYECKON aTaKoi B aHaMHE3€ OTCYTCTBYIOT.

[lanueHTHl ¢ TEMOAMHAMHYECKHA HeCTAaOWIBLHONU TpoMOodMOonumeii sieroynoi aprepuu (TOJIA)

I HAlUEHTHI, KOTOPBIM TPEOVETCS IIPOBEACHUE TPOMOOJIM3UCA WM TPOMODKTOMMUH U3 JIETOYHOM

apTrepuun

[Tpenapatr PuBapokcaban — BEPTEKC He pexkomeHayeTcss B KauecTBE aJbTEPHATHBBI
He(QPaKLMOHUPOBAHHOMY TIeNapuHy Y MalMeHTOB C TpoMO03MOOIMeN JeroyHoW apTepuH,
KOTOpBIE T€MOIMHAMUYECKH HECTAaOMIIbHBI WJIM MOTYT HY)KJIaThCS B IPOBEIECHUU TPOMOOIH3UCa
WM TPOMOSKTOMHHM M3 JIETOYHOW apTepuu, MOCKOJIbKY Oe3omacHocTh U 3()(PEeKTUBHOCTH

npenapata Puapokcaban — BEPTEKC npu Takux KIMHUYECKHX CUTYallUsIX HE YCTaHOBIICHA.

CHHHaHBHaH/SHI/IJIVDaHBHaSI AHCCTE3U UJIU ITYHKITUA

[Ipy  BBIMONHEHWHM  HEWPOAKCHANBHOW  (CNIMHAIBHON/ANUAYPAJbHOM  aHECTE3WH) WU
CIHMHAJIBHON/AMUAYPATbHON MYHKIUM Y TalUEHTOB, MOIYyYalOUIMX AaHTUTPOMOOTHYECKHE
npenaparhl ¢ IeJbl0 NPOPHUIAKTUKH TPOMOOIMOOINYECKUX OCIO0KHEHUH, CYyIIECTBYET PHCK
pa3BUTHUA YIUAYPATIbHON UM CIIMHAIBHON F'€MAaTOMBI, KOTOPasi MOXKET IIPUBECTH K JIIUTEIBHOMY

WM [TOCTOSIHHOMY Hapaauyy.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 13.12.2024 N2 27709

Puck 3TuX cOOBITHI MOXKET MOBBIMIATHCS MPU Ilocneonégéﬁﬁ&ﬁigivf %Blgﬁ%hﬂr E&'CITlO'}IIIIi:I—'IIOFO

AMUAYPATBHOTO KaTeTepa WU COIMYTCTBYIOIICH TEpamnuy JICKAPCTBEHHBIMU IpenapaTramu,
BIUSIONIMMH Ha remMocra3. TpaBMaTU4HAs WJIM TOBTOPHAs SMHIypaTbHAs WIH CHUHAIbHAS
MHKIMH TaK)Ke€ MOTYT MOBBIIIATH PUCK. [laliieHThI TOKHBI HAXOIUTHCS MO HAOIIOACHUEM IS
BBISIBJICHUSI TIPU3HAKOB U CUMIITOMOB HEBPOJIOTUYECKUX HAPYIICHUN (HAaIpuUMep, OHEMEHUE WU
cmabocTh HOT, AUCHYHKIMS KHINIECYHHKA WM MO4YeBOro my3wips). [lpu oOHapykeHUU
HEBPOJIOTUYECKUX PACCTPONCTB HEOOXOAMMA CPOYHAs AMATHOCTHKA W JiedeHHe. Bpau momkeH
COMOCTaBUTh MOTCHIMAJIbHYIO TOJb3Y M PUCK IMepell MPOBEACHHEM HEeMpOaKCHAIbHOTO
BMEIIATENbCTBA MAlMEHTaM, IOJYYalOIIUM aHTUKOATYJISHTBI, MM KOTOPBIM IUIAHUPYETCS
HA3HAYCHWE AHTUKOATYJITHTOB C IENbI0 MPO(PHIAKTUKH TPOMO030B. ONBIT KIMHHYECKOTO
PUMCHEHHUS pUBapOKcabaHa B T03UpoBKax 15 Mr u 20 MT B ONMMCAHHBIX CUTYAIUSIX OTCYTCTBYET.
C 1enpl0 CHUKEHHMS TOTEHUUATbHOTO pPHUCKA KPOBOTEYEHHUSA, AaCCOIMHUPOBAHHOTO C
OJIHOBPEMEHHBIM  NPUMEHEHUEM puUBapoKcabaHa U  BBIIOJHEHUEM  HEHpOaKCHAIbHON
(AN IypaIbHOM/CIMHAIBHOM) aHECTe3WH WM CIWHAIBHOW ITYHKIWU, CICAYeT YYUTHIBAThH
(bapMakOKMHETHYECKUH MPOoUib pruBapokcadaHa. YCTaHOBKY WM YAAJICHHUE SMUAYPATbHOTO
KaTreTepa WM JIOMOATbHYIO MYHKIHIO JIydlle MpPOBOJAUTH TOTAA, KOTJA AaHTUKOATYJISIHTHBIN
s ekt puBapokcabaHa oleHHBaeTCs Kak cia0biid. OIHAKO TOYHOE BpeMs AJIs JTOCTHKEHUS
JIOCTaTOYHO HU3KOT'0 aHTUKOATYJSIHTHOTO d((eKTa y KaxkI0To MalrueHTa HEU3BECTHO U JTOJKHO
OIICHUBATHCS B CPABHEHHUH CO CPOYHOCTHIO IMArHOCTUICCKON TTPOIIEAYPHI.

OcHoBbIBasich Ha O0MUX (HhapMAKOKMHETHUYECKUX XapaKTePUCTHKAX, SMUAYPaIbHBIA KaTeTep
M3BIIEKAIOT 10 UCTEYCHHH KaK MHHHMYM JIBYKPAaTHOTO MEPHOJa MOTYBBIBEACHUS, T.€. HE paHee
yeM 4epe3 18 wacoB mocne MOCIeTHEro mpuemMa puBapokcadaHa sl MOJOJIBIX B3POCIBIX
MAaIlMEeHTOB U HE paHee uyeM Yepe3 26 4acoB ISl TOXKHIIIBIX MalueHToB (cM. pasaen 5.2.). [locne
W3BIICYCHHS DMUYypaTbHOTO KaTeTepa JOKHO MPOUTH Kak MUHHUMYM 6 YacoB 10 MpueMa
CIeayrolel 1036l puBapoKcadbaHa.

B ciygyae TpaBMaTH4HON MyHKIIMU [TPHEM pUBapoKcabaHa cieayeT OTJI0KUTh Ha 24 Jaca.

PexoMeHmanmy 1mo J03MPOBAHMIO JI0 M IIOCIE€ HMHBA3UBHBIX MPOUEAYP M XHUPYPTHUYSCKHUX

BMEIIATEILCTB
Ecnu HeoO6XxoauMo npoBeieHrne MHBa3UBHOM MPOLEAYpbl UM XUPYPrUYECKOr0 BMENIATENbCTBA,
Ha OCHOBaHUU 3aKJIoueHHs Bpauya npuem npenapara Puapokcaban — BEPTEKC B no3e 15 mr u
20 Mr ciegyeT nIpeKpaTuTh 110 KpaiiHel Mepe 3a 24 yaca 10 BMEIIATENIbCTBA, €CJIU 3TO BO3MOXKHO.
Ecnu nponenypy Hemnb3sl OTJIIOKUTH, IOBBIIIEHHBIA PUCK KPOBOTEUYEHUs CIEAYET OLICHUBATh B
CPaBHEHHMH C HEOOXOMMOCTbIO CPOYHOI'O BMEIIATEIbCTBA.

[Tpuem npemnapata PuBapokcaban — BEPTEKC cnenyer Bo30OHOBUTH Kak MOKHO CKOpEe TOCIIe
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COOTBETCTBYET 3KCNEPTHC
o1 13.12.2024 N= 2770

WHBa3MBHOW TIPOIEAYPHl WM XHPYPTHUECKATO pvelldTeLCIRe E“é'(IJE/FI:J'}é‘Ta VIR :B:pa;'qOM

MY OTUETY

YCTAHOBJICHO, YTO 3TO IMO3BOJIACT KIIMHUYCCKAA CUTyallud U JOCTUTHYT aI[eKBaTHbe/’I reMocTas (CM.

paznen 5.2.).

IToxxmno# Bo3pact

Puck kpoBoTEUEHUSI MOKET YBEIMUMUBATHCS C BO3pacToM (cM. paszaen 5.2.).

JlepMaToIOrnYecKre peaKIun

[Ipu mpoBeneHUH MOCTMAPKETUHTOBBIX HAOIOJEHUN COOOINAIOCh O CiIydasX BO3HUKHOBEHUS
CEPbE3HBIX KOXKHBIX peakinuid, BKIOYas cuHApoM CTuBeHCa-/[PKOHCOHA/TOKCHYCCKHIA
SMUICPMATBHBI HEKPOJIM3 M JICKAPCTBCHHO-MHIYIIMPOBAHHYIO PEAKIIUI0 C 303MHOPWINCH WU
cuctemabiMu cumnromamu (DRESS-cungpom), Ha ¢oHe mnpumeHeHusi puBapokcabaHa (CM.
pa3nen 4.8.). IlanueHTsl, MO-BUANMOMY, MOJBEPraOTCsl HaUOONBIIEMY PUCKY BO3HUKHOBEHUS
ITHX peaKIUi Ha paHHUX ATAIAX JICUCHHUS: HAYAJIO PEaKIUU B OOJIBIIIMHCTBE CITy4aeB MPOUCXOIUT
B TCUCHUE MEPBBIX HEJEINb JieueHUs. [Ipy mepBOM MOSIBIICHUH TSDKEION KOKHOM CBINU (HAIIPUMED,
IIpU €€ paclpoCTpaHEHUH, UHTCHCU(PHUKAIIUKN W/Wir 00pa30BaHUM BOJJIBIPEN) WM MIPU HATUYUHU
JIPYTUX CUMIITOMOB TMIIEPYYBCTBUTEIBLHOCTH, CBSI3aHHBIX C MOPAKEHUEM CIHM3UCTON 00OJIOUYKH,

CJIeyeT IPEKPATUTh TEPAITUI0 PUBAPOKCAOAHOM.

JKeHIIMHEI pEeNpoAYKTUBHOTO BO3pacTa

.HeKapCTBeHHHﬁ npenapar MOKHO UCITOJIb30BATh JKECHIIUHAM ACTOPOJAHOTO BO3pacCTa TOJIBKO IMPU

YCIIOBUU MPUMEHEHUS 3PPEKTUBHBIX METOJIOB KOHTPALCIINH.

€TH
HmeroTcs orpaHMYeHHbIE JaHHBIE O IPUMEHEHUH y JieTeil ¢ TpoMO030M BEH OJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, Y KOTOPbIX €CTh MH(eKIus neHTpaibHoil HepBHOM cuctemsl (LIHC) (cm.
pazznen 5.1.). Heo6xonumMo TiiaTenbHO OLIEHUBATh PUCK KPOBOTEUEHUS Nepe]] Ha3HAYeHUEM U BO
BpeMs Tepaliy pUBapoKcadaHOM.
[Tpenapat Pusapokcaban — BEPTEKC He pekoMeHayeTcs: K IPUMEHEHUIO Y IeTell U TIOJJPOCTKOB
CO CpelHEeW WM TSHKENOM CTerneHblo HapymeHUs (YHKIUH TOoYeK (CKOPOCTh KIYyOOUYKOBOMA
dunpTpamuu <50 mia/mun/1,73 M?) B CBS3U € OTCYTCTBHEM KIMHUYECKUX JAHHBIX.
Knuanyeckue JaHHbIE O COMYTCTBYIOIIEM CHCTEMHOM JICYEHUH JIeTe MOITHBIMU MHTHOUTOpaMU
onHoBpemeHHO CYP3A4 u P-rmukonpoTenHa oTCYyTCTBYIOT (CM. paznen 4.5.).
JlaHHBIE TIO BPEMEHHM YCTAHOBKM WJIM YJaJC€HHUS HEWPOAKCHAJIbHOIO KareTepa y HeTeH,

npuHuMaromux npenapat PuBapokcaban — BEPTEKC, orcyrcTtByroT. B Takux ciydasx ciemyer
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COOTBETCTBYET 3KCNEPTHC
ot 13.12.2024 N2 2770

NPEKPaTHTh MPUEM PUBAPOKCcabaHa H PaCCMOTPETh BOSMOQ(&&C?EMCE%%&DTBIITGA Affsior

MY OTUETY

AHTHUKOAryJIiHTa KOPOTKOI'O II€I>'ICTBI/I$I.

BcnoMorareabpHEIC BEIECTBA

[Tpenapar PuBapokcaban — BEPTEKC coxepsxut nakrosy. [larmentam ¢ peako BcTpedaromnieics
HACJIC/ICTBEHHON HETIEPEHOCHUMOCTBIO TaJlaKTO3bl, NE(UIIMTOM JIAaKTa3bl JOMAPEH MU TIFOK030-

raJIakTO3HON MallbabcopOImel He clieAyeT MPUHUMATh 3TOT Mpemnapar.

4.5. B3aumopgeiicTBHUS C JAPYrMMH JIEKAPCTBEHHBLIMH IpenaparaMv W JApyrue BH/bI
B3aUMO/1eHCTBUSA

Nuruduropsl CYP3A4 u P-riukonporenHa

CoBMecTHOE MpuMeHeHne puBapokcadbana u ketokonasoza (400 mr 1 pa3 B IeHb) WM pUTOHABHPA
(600 mr 2 pasa B AeHb) NpuBOAUIIO K MoBhIIIeHUIO cpenHeit AUC puBapokcabana B 2,6 paza/2,5
paza u yBenmueHuto cpeaHel Cmax puBapokcabana B 1,7 pasa/l,6 paza co 3HAYUTEIHEHBIM
ycuiieHueM (apMakoIuHaMUIecKuX 3((EeKTOB JAHHOTO IpermapaTa, YTO MOXKET NMPHBOIUTH K
YBEJIMUEHUIO PUCKAa KPOBOTEUYECHUS. B CBs3M ¢ 3TUM mpuMeHeHue mnpemnapaTa Puapokcaban —
BEPTEKC He pekoMeHayeTcsl nalieHTaM, MOJy4arolIuM COIYyTCTBYIOIEE CUCTEMHOE JIEUEHUE
A30JIOBBIMM TIPOTHUBOTPUOKOBBIMU IIperapaTaMM, TaKMMHM Kak KETOKOHA30J, WTpPaKoHa3oll,
BOPHUKOHA30J M TO3aKOHA30J, WM WHruOutopamu mnporeassl BUU. OTu akTHBHBIE BellecTBa
ABJISIOTCS. MOIHBIMU MHTHOUTOpamu U CYP3A4, u P-rimukonpotenna (cMm. pasaen 4.4.).
Oxmunaercs, 4To Ipyrue JIEKapCTBEHHBIE BENIECTBA, CUIIBHO YTHETAIOUIME TOIBKO OUH U3 IMyTel
BbIBe/IeHUs puBapokcabaHa — ¢ yuactueM CYP3A4 unu P-rmukonpoTenHa, B MEHbIIEH CTENIEHU
YBEJIMYUBAIOT KOHIIEHTPALMIO puBapokcadbana B mia3me. Hanpumep, knapurpomunus (500 mr 2
pasa B JeHb), MoOIHbI uHruourop usopepmenta CYP3A4 u ymepenHwlid uHruOuTOop P-
INIMKONPOTENHA, BhI3bIBaJl yBennueHue 3HaueHuit cpeqneir AUC puBapokcabana B 1,5 paza v Crmax
B 1,4 paza. BzaumopeiicTBue ¢ KJIQPUTPOMHIIMHOM CUMUTAETCS KIMHUYECKH HE3HAUMMBIM IS
OOJIBIIMHCTBA MAIUEHTOB, HO MOXKET OBITh MOTEHIIMAILHO 3HAYUMBIM ISl TAIIMEHTOB U3 TPYIIIbI
BBICOKOT'O PHCKa (/7151 MallMeHTOB C HapyleHneM QyHKIHUU To4ek) (cM. pasnen 4.4.).
Oputpomurd (500 Mr Tpu pasa B JIeHb), yMepeHHO nonaBistonmii uzopepmenT CYP3A4 u P-
TJIMKONPOTEHH, BhI3bIBaN yBenudeHue 3HaueHui cpeaeit AUC u Cmax puBapokcabana B 1,3 pasa.
B3aumopeiicTBie ¢ 3pUTPOMUIIMHOM CUUTAeTCS KIMHUYECKH HE3HAYMMbBIM JUIsl OOJBIIMHCTBA
HAIMEeHTOB, HO MOXXET OBbITh MOTEHIMAIbHO 3HAYUMBIM Ul MAIlMEHTOB W3 TPYIIBI BBICOKOTO
pHcka. Y MalMeHTOB C JIETKOW CTENeHbI0 HapylleHus GpyHKIuM noyek spurpomuivH (500 mr 3
pasa B JIcHb) BBI3bIBAN yBenuveHue 3HaueHui cpeqaeit AUC puBapokcabana B 1,8 pa3za u Cmax B

1,6 pasza o cpaBHEHHIO C MAMEHTAMH ¢ HOpMaJIbHOUM (DYHKIMEH MOYeK. Y MarMeHTOB CO CpeaHei
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COOTBETCTBYET 3KCMNEPTHOMY OTYETY
ot 13.12.2024 N= 27709

CTEIEHBIO Ha eHus KIHUHU TOYEK SPUTPOMULINH B%;%'B'ﬁ;ﬁ—JIIEv%éﬁﬁﬁﬁgg&%ﬁegﬁ%éﬁgﬁmﬁ
pyul YH puTp

AUC puBapoxkcabana B 2,0 paza 1 Cmax B 1,6 pa3a 1mo cpaBHEHHIO ¢ MAUEHTAMH C HOPMaJTbHON
¢dyukuueit nouek. Ih eKT IpUTPOMUIIIHA SIBIISIETCS A TUTUBHBIM K HAPYIICHUIO (DYHKITMH TOYEK
(cm. pasznmen 4.4.).

®nykonazoi (400 Mr ouH pa3 B IeHb), KOTOPBINA cuuTaeTcs ymepeHHbIM HHrHOuTOpoM CYP3A4,
BbI3bIBAN yBenuueHue cpeaneit AUC puBapokcabana B 1,4 pa3za u yBenuuenue cpeateit Cmax B 1,3
pasa. BzanmoseiicTBre ¢ (IyKOHA30JI0M CUMTACTCS KITMHUYECKH HE3HAYUMBIM JUIsl OOJIBIIMHCTBA
MAIMEHTOB, HO MOXET OBbITh MOTEHIMAIBLHO 3HAYUMBIM Ui MAIUEHTOB U3 TPYIIbI BBICOKOTO
pHCKa (U151 MAllMeHTOB C HapylIeHHeM (DYHKIUU MoYeK cM. pasnen 4.4.).

Ha ocHOBaHMM HMMEIONIMXCS OTPAaHUYEHHBIX KIMHUYECKHX JAaHHBIX HEoOXomumo wu3berarsb

COBMECTHOT'O IIPIMEHEHNUS pUBapOKcabaHa ¢ IPOHEJAPOHOM.

AHTHKOAryJasHTHI

[Tocne OIHOBPEMEHHOIO NPUMEHEHHs SHOKcamapuHa (ogHokpatHas po3a 40 wmr) u
puBapokcabana (ogHOKpaTHas 1o3a 10 mr) HabIrOHANICS CyMMaIMOHHBIN () ()EKT B OTHOIICHUN
aHTH-Xa aKTUBHOCTHU, HE COMPOBOXKIABLIUIICS IOMOITHUTEIBHBIMUA 3(PQeKTaMi B OTHOILICHUU
po0 Ha CBEPTHIBAEMOCTH KpoBH (poTpoMOuHOBOE Bpems (I1B), AUTB). DnokcanapuH He BIHsLIT
Ha (hapMaKOKHMHETUKY pUBapoKcabaHa.

B cBSI3W ¢ TOBBIIEHHBIM PUCKOM KPOBOTEYEHHS] HEOOXOAWMO COOINIIOJIATh OCTOPOYKHOCTH MPH

COBMECTHOM NPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOArYJISHTaMU (cM. pa3zensl 4.3. u 4.4.).

HIIBIT/uHrnOuTopsl arperaiii TpOMOOIIMTOB

[Toce coBMecTHOTO MPUMEHEHHsI pUBapokcabaHa B j03¢ 15 Mr u Hampokcena B go3e 500 mr
KJIMHUYECKH 3HAYMMOTI'0 YBEJIIMYEHUsI BpEMEHHU KPOBOTEUEHUS He HaOIroAanochk. TeM He MeHee, Y
OTJIEIBHBIX JTUI] BO3MOKEH O0Jiee BhIpaKEHHBIN (hapMaKoIMHAMUYECKUI OTBET.

He HaGmomanoch KIMHUYECKH 3HAYAMBIX (PapMaKOKMHETHYECKUX N (PapMaKoJMHAMUYIECKHX
B3aMMOJICHCTBUI MPH COBMECTHOM MPUMEHEHUH puBapokcadana u 500 Mr aneTuicanauuuioBoi
KHUCTIOTHI.

He oOHapy:xeHOo papMaKOKMHETHUECKOTO B3aUMOJICHCTBUS MEX /1y pUBapOKcabaHoM B 03e 15 mr
U KionuaorpesoM (Harpy3ounas go3a 300 MT ¢ mocienyonuM Ha3HaYeHUEM T10 /ISP KU BAIOIIEH
036l 75 Mr), HO B TOATPYIIIE TMAIMEHTOB HAOIIOJAIOCh 3HAYMMOE YBEIWYCHHE BPEMEHU
KPOBOTEUCHHMSI, HE KOPPETUPOBABILIEE CO CTENEHBIO arperaluy TpoMOOLIUTOB U cosiepkaHueM P-
cenextuHa uin GPIIb/IIa-peuenTopa.

Heobxomumo coOmrogaTh OCTOPOXKHOCTH Mpu coBMecTHOM mnpumeHeHun ¢ HIIBIT (Bxmrouas

AUETWICATUIWIOBYIO KHCJIOTY) M HMHTUOMTOpaMHM arperadd TPOMOOLIMTOB, MOCKOJBKY
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ot 13.12.2024 N= 27703

MIPUMEHEHHUE ITUX MPErapaToB OOBIYHO MOBBIMIEET pHCK'@gﬁ:b;lg‘i%ﬂ: '“(Eﬁ%ifeh E:Zlﬁ 05)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CHO3C/CUO3CH

Kak m B ciydyae mnpuUMEHEHHS [PYrMX aHTHUKOAryJIsSHTOB, BO3MOXKHO YBEIHMYEHHE pPHCKa
KPOBOTEUYCHHS Y IMAIMEHTOB, OJHOBPEMEHHO NpUMEHstomux puBapokcadan ¢ CUO3C wumm
CHUO3CH, BcnencTBue BIMSHUS ATUX IpenapaToB HA TPOMOOUHUTHIL. Pe3ynbTaThl KIMHUYECKHX
WCCIICIOBAaHUI pHUBapoKcabaHa MPOJEMOHCTPUPOBAIH YHCICHHOE IMOBBIIICHUE OOJBIINX U
HEOOJIBIINX KIMHUYECKH 3HAUMMBIX KPOBOTEUEHUH BO BCEX IPYMIAX JICYCHUS IIPU COBMECTHOM

IMPUMEHCHUM O3TUX ITPEIIapaToB.

Bapdapun

[lepexon mnanuenToB c antaronucra ButamumHa K Bapdapuna (MHO ot 2,0 go 3,0) Ha
puBapokcaban (20 mr) unu ¢ puBapokcabana (20 mr) nHa Bapdapun (MHO ot 2,0 go 3.0)
yBenmuuuBain mnpoTpomOuHoBoe Bpems/MHO (Neoplastin) OGomnpime, 4YeM Tpu MPOCTOM
cymmupoBanuu 3G ¢extoB (ornenbubie 3HadeHnst MHO moryt nocturats 12), B TO BpeMsi Kak
BiausiHue Ha AUTB, nonaBnenne akTuBHOCTH (pakTopa Xa, U BIMSHUE Ha SHIOT€HHBIN TOTEHIH AT
tpoM6OuHa (DI1IT) 6buIH agAUTUBHBIMU.

Jns ouenku QapmakoguHaMuyecKux 3(QQEeKTOB puBapokcabaHa B MEPEXOJHBIH IEpUOJ B
KayecTBe HEOOXOJIMMBIX TECTOB, Ha KOTOpbIE HE OKa3blBae€T BIIMAHHE Bap(apuH, MOKHO
UCIOJIb30BaTh ONpeieieHne akTuBHoCcTH aHTH-(akTopa Xa, PiCT u HepTest. Haunnas ¢ 4-ro aus
nocjie mpuema nocieaHei 103bl BapdapuHa Bce aHanusbl (Bkiatouas 1B, AUTB, nonaBnenue
akTUBHOCTH (axTopa Xa u OIIT) oTpakany UCKIIIOUNTENBHO BIMSHUE pUBapoKcabaHa.

B cnyuae HeoOxomumocTu uccienoBaHus (apMmakoguHamMuueckux 3¢ (dekToB BapdapuHa BO
BpeMsl MEPEXOJHOr0 Mepruosia, MOXeT ObITh MCMOIb30BaHO M3MepeHue BeanuuHsl MHO npu
Crpomexyr. pUBapokcabaHa (cmycTst 24 daca Mociie TNpeablIyliero InpueMa puBapokcabaHa),
MOCKOJIPKY PHUBAapOKCa0aH OKa3bIBAET MUHHMAIBHBIA 3(P(GEKT Ha ATOT IMOKa3aTesib B JTaHHBIN
MOMEHT BPEMEHH.

DapMaKOKHMHETHYECKOTO B3aUMOJICHCTBUS MeXay BappapuHOM U pHBApOKcabaHOM He

0oOHapyXeHO.

HNuanykropel CYP3A4

CoBMmecTHOE TpUMEHEHHE puBapokcabaHa ¢ pU(AMIUIMHA, SBISIOLIETOCS MOIIHBIM
unaykropom CYP3 A4, npusoauio k cHmkenuto cpeaneit AUC puBapokcabaHa npuOIU3UTEIbHO
Ha 50 % ¥ mapajIeIbHOMY YMEHbIIEHUIO ero ¢apMakoguHamMuueckux 3¢gdexroB. CoBMeCTHOE

MpUMEHEHHWE puBapokcabana ¢ napyrumu MoOIIHbIMH HHAyKTopamu CYP3A4 (mampumep,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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(hEeHUTOMHOM, KapOaMa3enuHoOM, (beHo6a)6I/ITan01U[-|':“:H—Jl1|f_7r‘1 E’[pg%gﬂ b gl;élr;éfio;[

npoabIpsiBIeHHOTO  (Hypericum perforatum)) Taxke MOXET TPUBECTH K CHUKCHHUIO
KOHIIGHTpauuii puBapokcabana B TuiazMe KpoBu. CrenoBareiabHO, HEOOXOOMMO H30eraTh
OJHOBPEMEHHOI0 MPUMEHEHHS MOIIHbIX UHAYKTOpoB CYP3A4, kpoMe cityyaeB, KOorjaa HaiydeHT
HAXOJAUTCs IOJ TIIATeJbHbIM HAOJIIOACHUEM Ha IpPEAMET Pa3BUTHUSA NPU3HAKOB U CHUMIITOMOB

Tpombo3a.

[Ipoyas cOonyTCTBYIOIIAS TCPAIIHS

Knunnuecku 3HauMMbIX (apMakKOKMHETUYECKUX WU (hapMaKOAMHAMUYECKUX B3aWMOJAEUCTBUN
Opd COBMECTHOM MpPHMEHEHHH pHBapokcabana c¢ MugasoigamoMm (cyoctpatr CYP3A4),
JUroKCHHOM (cyOctpar P-rimukomporenna), aropBactatuHoMm (cyoctpar CYP3A4 u P-
TJIMKONIPOTEHHA), WJIM OMENpa3oyioM (MHTHOMTOP NPOTOHHOM ITOMITBI) HE HAaOI0JaI0Ch.
PuBapokcaban He HHTUOMPYET U HE MHAYIHPYET HUKaKue U3 OCHOBHBIX M30popMm CYP, Takux

kak CYP3A4.

Bausanue Ha Ha6ODaTODHBIC nmapamMcETphl

PuBapokcaban oxa3bpIBacT BIMSHHE Ha IOoKazaTeln cBepThiBaecMocTH KpoBu (I1B, AUTB,

HepTest) B cBsi3u co CBOUM MeXaHU3MOM JeHCTBUA (cM. pa3aen 5.1.).

eTU
HccnenoBanus B3aMMOJEHCTBHS IPOBEAEHBI TOJIBKO Y B3pOCibIX. CTENeHb MEXKIEKapCTBEHHBIX
B3aMMO/JICHCTBUN y IeTeN He u3BecTHA. [[puBeneHHbIE JaHHBIE O B3aMMOICICTBHH, MTOTYyYECHHbBIC
Y B3pPOCIIBIX MAIIUEHTOB, U TIPEAYNIPEKACHUS B pazzeie 4.4 1OMKHBI ObITh TPUHSATH BO BHUMAaHUE

JJIA HCHHanquCKOﬁ MOmyJIsInunu.

4.6. PepTHIBLHOCTD, 0€PEMEHHOCTD U JIAKTAILUSA

bepemeHHOCTD

BbezonacHocts u a3 pextuBHOCTH Mpenapara PuBapokcadan — BEPTEKC y 6epeMeHHBIX KEeHITHH
HE YCTaHOBJICHBI.

JlaHHBIE, TOTyYEHHBIE Y dKUBOTHBIX, TOKA3AJIA PENPOAYKTUBHYIO TOKCUYHOCTb.

BcenencTtBre BO3MOKHOM PENPOAYKTUBHOM TOKCHYHOCTH, PUCKAa Pa3BUTHS KPOBOTEUEHHUS U
CIOCOOHOCTH puBapoKkcabaHa MPOHUKATH Yyepes3 ManeHTy npenapar PuBapokcadan — BEPTEKC
IPOTHBOIOKA3aH BO BpeMs OepeMeHHOCTH (cM. paszen 4.3.).

JKeHIMHBI AETOPOJHOrO BO3pacTa JOJDKHBI H30eratb OEpeMEHHOCTHM BO BpeMs Tepanuu

pUBapOKCcabaHOM.
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(MOCNENOBATENLHOCTE 0005)

JlakTamus

Bbezonacuocts u 3¢ dexruBHOCTS Npenapata PuBapokcaban — BEPTEKC y sxeHmMH B mepuoa
IPYAHOIO BCKApMJIMBaHMsI HE YCTaHOBJICHBI.

JlanHble, MOJIy4YEeHHBIE Y JKUBOTHBIX, NIOKA3bIBAIOT, YTO PUBApOKCcA0aH BBLAEISETCS C IPYAHBIM
mosiokoM. [loatomy npemapat PuBapokcaban — BEPTEKC npotuBonokasas B nepuoj rpyiHOTO
BckapmimBaHus (cM. pasgen 4.3.). HeoOxomumMo NpUHATH pemieHue 00 OTMEHE TPYIHOTO
BCKapMJIMBAHMS WIHM IPEKPaIeHUH/TIPUOCTAHOBICHNU TEPAIHU.

DepTUILHOCTE

CrienanpHbIX MCCIEIOBAaHUN BIMSHHUS pPHUBApOKcabaHa Ha (PEepTUIBHOCTb Yy YENOBEKa He
IpoBOMIIOCH. VccilenoBaHus MOKa3aiy, YTO PUBAPOKCA0AH HE BIMAET HA MYKCKYIO U )KEHCKYIO

(GepTUIBLHOCTD Y KpBIC.

4.7. BunsiHue Ha CIOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHM CPeIACTBAMH H padoTrarhb C
MeXaHH3MaMH

[Tpenapat Puapokcaban — BEPTEKC oka3biBaeT HE3HAYUTEIbHOE BIUSHUE HAa CIIOCOOHOCTH
VIOPaBIsATh TPAHCHOPTHBIMU CPEIACTBAMH M MeEXaHW3MaMH. BbUIM 3aperucTpupoBaHbl TakKue
HEe)KeNaTeNIbHbIE Peaklni Kak 0OMOPOK (4acToTa: HEYacToO) U rOJOBOKPYKEHHUE (4acToTa: 4YacTo)
(cm. pazgen 4.8.). IlarueHTsl, y KOTOPBIX BO3HUKAIOT MOJOOHBIE HEXKENIATeIbHbIC pEaKIuu, He

JOJDKHBI YIIPABJIATh TPAHCIIOPTHBIMU CPEACTBAMU UJIU APYTHUMU MCXaHU3MAaMH.

4.8. HexxenaTesibHbIEC peaKIUU

Pesrome nnpoduiast 0e30macHoCTH

be3omnacHocTh puBapokcabaHa OleHMBANIACh B TPUHAALATH OCHOBHBIX HccaenoBaHusx 11 dass
(cm. Tabmumy 1).

Cymmapno 69608 B3pocibIX MalueHTOB B AeBsITHaAUATH uccnenoBanusx 111 ¢aser u 488 nereit B
nByx uccnenoanusx Il ¢assl u 1Byx nccnenosanusix Il a3l npuarManu puapokcabdas.
Tabnuna 1. Yucno nanueHToB, y4aCTBOBABIIUX B MCCIEAOBAHUAX, CyMMapHasi CyTOo4YHasi J03a U
MaKCHUMaJibHasi MPOJOJDKUTENIBHOCTh JIEUCHHs B KIMHUYeCKUX wuccaenoanusax III ¢assr ¢

Y4aCTUECM B3POCIIbIX U MIEAUATPUUCCKUX ITAITUCHTOB.

IHoka3anue Yucio CymmapHas MaxkcumanbHast
NaIUEeHTOB™ CYTOYHAas 1032 NPOI0TKUTEIHLHOCTh
JIeYeHHs
[Mpodunaktuka 6 097 10 mr 39 nueit
BEHO3HOU
TpOMOOIMOOTUHN
(BT3) y B3pocibix
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MallMEeHTOB,
MEPEHECIINX
[JIAHOBYIO OIIEPALUIO
10 3aMEHE
Ta300€IpEHHOTO WIIH
KOJIEHHOT'O CyCTaBa

(HOCAEQOER

TEMBROCTE 0005

[Ipodunakrtuxka BTD y 3997 10 mr 39 nueit
MAIUEHTOB,
FOCTIUTAIU3UPOBAHHBIX
C OCTPBIM
METUIIUHCKUM
COCTOSIHUEM
Jleuenne TpomO03a 6790 Henn 1-21: 30 mr 21 mecsn
riyookux BeH (TI'B), Hauunas ¢ 22 qus:
TPpOMOOIMOOITUH 20 mr
JIETOYHOM apTepuu [Tocne MmuaumMym 6
(T2JIA) n MECHLIEB:
npoduakTuka 10 mr wnm 20 mr
peLUIMBOB
Jleuenne BTDO u 329 Jo3a, 12 MecsiieB
npodunakTuka CKOPPEKTUPOBaHHAas
peungusoB BTO y B 3aBUCUMOCTH OT
JIOHOILIEHHBIX Macchl Tena, 1Jis
HOBOPOXECHHBIX U JOCTHKCHHUS
JIeTel B BO3pACTE J10 SKCIO3UIIUH,
18 ner mocne Haburo1aBIIeics y
HavyaJIbHOU B3pOCIIBIX,
CTaHZApTHOU nosrydaBmux 20 mMr
AQHTUKOATYJISIHTHOU puBapokcabaHa OJJuH
Tepanuu pa3 B IeHb s
neuyenus TI'B
[Ipodunaktrka 7750 20 mMr 41 mecsng
WHCYJbTAa U CUCTEMHOU
TpoMO03MO0IINHU Y
MAIMEHTOB C
bubpmutsiuneit
npeacepaun
HEKJIAIIAHHOT O
IIPOUCXOXKACHHUS
[Ipodunaktuka 10 225 S5 mrumm 10 mr 31 mecsn
aTepoTPOMOOTHYECKHUX COOTBETCTBEHHO, B

COOBITHH y MAIIUEHTOB
ocJIe OCTPOTO

KOMOWHAIINHU C
alleTUICAITUIIAIIOBON
KHUCJIOTOH MIIU
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KOPOHAPHOTO anernaCAmoBoir | - 0o TE B
cunapoma (OKC) KHCJIOTOH C

KJIOMTUJIOTPEJIOM UITH

TUKJIOTTHINHOM
[Ipodunaktuka 18 244 5 MI' B KOMOMHAIAH C 47 Mecs1eB
aTepoTPOMOOTHUECKHUX aleTHIICATUIIUIIOBON
COOBITHH y MAIIUEHTOB KucaoTon uinu 10 mr
C MIIEMUYECKOMN B MOHOTEpAIUU
00J1e3HBI0 cep/la 3 256%** 5 MT' B KOMOWHAITUH C 42 mecsma
(UBC) unu AUETHICATULIUIOBOMN
3a00JIeBaHUEM KHCIIOTOMN

nepudepuIecKux
aprepuit (3I1A)
*[TarueHThl, MOJYYHUBIIKE IO MEHBIIICH Mepe OJIHY 103y pUBapoKcadaHa.

**13 pccienosanus VOYAGER PAD.

Hawnbosnee yacTo perucTpupyeMbIMU HEXKENATEIbHBIMA PEAKIMSIMHU Y TAIUCHTOB, MOJIyYaBIIAX
puBapokcabaH, Obuin kpoBoTeueHus (cm. paszmen 4.4. u Tabmuny 2). HaumbGornee uacto
PEerucTpUpOBAINCH TaKHE KPOBOTEUEHUS, KaK HOcOoBOe KpoBoreueHue (4,5 %) u xenyJouHo-

KHIIeyHoe KpoBoTeueHue (3,8 %).

Ta6n1/1ua 2. YacTtoTa BO3HMKHOBEHHS KpOBOTequHﬁ* W aHEMHU Y TMAalIUCHTOB, IOJYYaBHIUX
JICUYCHUC pI/IBapOKca6aHOM B 3aBCPIICHHBIX KIMHUYCCKHUX UCCIICAOBAHUAX III (baBBI C ydyaCTuem

B3POCJIBIX U IEJUATPUUCCKUX IMAIIUCHTOB.

Iloxazanue JIrboe AHemus
KPOBOTEYCHHE
[TpodunakTruka BEHO3HOM 6,8 % manKueHToB 5,9 % nmauueHToB

TpoM6b03Mbouu (BTJI) y B3pocibix
ManMEHTOB, NCPCHECIINX IIJIAHOBYIO
OIIEpAIHIO N0 3aMEHE Ta300eIPEHHOT0
WIIN KOJIGHHOTO CyCTaBa

[IpodunakTrka BEeHO3HOI 12,6 % nanuentoB | 2,1 % manueHToB
TPOMOOIMOOIUY Y TAIIEHTOB,
TOCTIUTAJIU3UPOBAHHBIX C OCTPBIM
MEIULUHCKUM COCTOSIHUEM

Jleuenne TI'B, TOJIA u nmpodunaktuka | 23 % manueHToB 1,6 % manueHToB
PEIUINBOB
Jleuenne BTD u npodunaktrka 39,5 % narmuentoB | 4,6 % manueHTOB

peuuanBoB BTO y noHomeHHbIX
HOBOPOXKICHHBIX U JETEU B BO3PACTE 10
18 neT mocne HayaJIbHOW CTaHJAPTHOU
AHTUKOAryJIHTHOW Tepanuu
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Tpo¢unakTuka uHCYIbTa U cuctemuoit | 28 Ha 100 =T TH5s Ty 1o B 1= UL

TpoM005MO0INY Y TALIUEHTOB C HalUEeHTO-JIET HalUeHTO-JIEeT
bubpmsueit npeacepauit
HEKJIATTAHHOT'O MIPOUCX 0K ICHHUS

[Ipodunaktuka areporpomboTrdeckux | 22 Ha 100 1,4 co6prTus Ha 100
coObITuii y manueHToB mociae OKC HalUEeHTO-JIET HalUEeHTO-JIET
[Ipodunaktuka areporpomboTHUeckux | 6,7 Ha 100 0,15 co6wITHii Ha 100
coOwrTuii y naruentos ¢ UbC u 3ITA MalKUEeHTO-JIeT MAIUeHTO-IeT™*
8,38 ma 100 0,74 cooObiTrs Ha 100
TAIUEHTO-TIeT" TIAIUEHTO-TeT* ***

*Bo Bcex KIMHUYECKHX UCCIIEJOBAaHUAX pUBapoKcabaHa BCe ClTydan KpOBOTEUEHHS COOUPAIOTCS, PETHCTPUPYIOTCS U
OLICHHUBAIOTCA.

** B uccregoBanmn COMPASS dwacToTa BcTpewaeMOCTH aHEMHH HH3Kasl, TIOCKOJIBKY HMPUMEHSIICS BBRIOOPOUYHBII
MOAXOM K cOOpY NaHHBIX ITO HEXKENATEIbHBIM SIBICHUSM.

**% TIpu cOOpe JaHHBIX O HEeXENATEeIHHBIX SBICHUSIX MPUMEHSIICS BRIOOPOYHBIH OIXOI.

# U3 uccnenoBanuss VOYAGER PAD.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEAKINI

YacroTa BCTPEHaEMOCTH HEXKEIATENbHBIX PEAKLMM, 3apETUCTPUPOBAHHBIX Y JI€TE U B3POCIIBIX
npu npumeHeHuu mnpemnapata PuBapokcaban — BEPTEKC, nmpuenena B Tabnuiue 3 Huxke ¢
pasziesieHneM Mo CUCTEeMHO-opranHbIM kinaccaM (MedDRA) u o yacroTe.

YacToTa BCTpEYaeMOCTH OIIPEAEISIETCS KaK:

oueHb yacto > 1/10;

4acTo >1/100, 1o < 1/10;
HEYaCTO >1/1000, HO < 1/100;
peaKo >1/10000, HO < 1/1000;

oudeHb peako < 1/10000;

qacToTa HEU3BECTHA (Ha OCHOBAHUHU UMCHOIIIUXCA JaHHBIX OLICHUTH HGBO3MO)KHO).

Tabnumna 3. Bce HexenaTtenbHBIE PEAKIUH, 3aperHCTPUPOBAHHBIE Y B3POCIBIX MAIIMEHTOB B
KmuHUYecknx uccinenoBanusx 111 ¢aspl winM B Xolle MOCTPETUCTPALIMOHHOTO MPUMEHEHHS*, a
TAKXKE y MNEANATPUYCCKUX MAOUCHTOB B ABYX KIIMHHYCCKUX HCCICIOBAHUAX II (1)3351 H JIBYX

uccienoBanusx 11 ¢asbr.

Yacro Heuacro Penxo Ouenb penko Yacrora
HEeH3BeCTHA

Hapymenust co cTOPOHBI KPOBH U JTUM(PATHYECKON CHCTEMBI

Anemus TpomOoruTO3
(BKITIOYAst (BKITIOYAst
COOTBETCTBYIO- | IIOBBILIECHUE

e KOJIMYCCTBA
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nabopaTopHble | TpOMOOLIH-

MOKA3aTeJIN ) TOB)**,
TpoMOoLHUTOIE-
HUS

Hapymenusi co cTOpOHBI MMMYHHOW CHCTEMBI

Auneprudeckas AHnadunaktu-
peakuus, YECKHE
AJUIEPrU4ECKUI peakuuy,
JIEpMaTur, BKJIIOYas
aQHTMOHEBPOTH- aHauIaKTH-
YECKUH OTEK H YECKUU LIOK
aJuIeprudecKui

OTEK

Hapymienusi co cTOpoHbI HEPBHOI CHCTEMbI

I'onoBokpyxke- | BHyTpumo3ro-
HUE, TOJIOBHAs | BO€ U BHYTpH-

0011 4eperHoe
KPOBOMBIIUSHHE,
00MOpOK

Hapymienusi co cTOpoHbI Oprana 3peHust

KpoBouznusinue

B I'JIa3

(BKITIOUAst

KPOBOUBIIMSHUE

B

KOHBIOHKTHBY)

Hapymenus co cTopoHbI cepana

| Taxukapaus

Hapymenusi co cTopoHbI cocy10B

CHmxeHue

apTepHaIbHOTO

JaBJICHUS,

reMaroma

HapyieHus co CTOPOHBI ABIXaTEJIbHOH CHCTEMbl, OPraHOB IPYIHOM KJIETKH U
CpeoCTeHus

Hocogoe D03UHOPUITb-
KpPOBOTCYCHHUC, Hast
KpPOBOXapKaHbe MTHEBMOHUS

Kesy104HO-KHIIIeYHbIC HAPYILLICHUSA

Kposotoun- CyxocTb BO pTY
BOCTb JIECEH,
KEITyJOUHO-
KHIIEYHOE
KpPOBOTEUEHHE

(BKITIOUAs
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peKTaIbHOE

KPOBOTEUYEHHUE),
6o B obsacTu
KeIyJOYHO-
KHIIEYHOTO
TpaKTa U B
KHBOTE,
JHCIIeTICHS,
TOIIHOTA,
3amop**,
arapes,
pBoTa™*

Hapymennﬂ CO CTOPOHBI ITICYCHU M KECJIYECBbIBOAAIIINX HyTeﬁ

[ToBbiIeHUE Hapymenne Kentyxa,
AKTUBHOCTH byHKIIUN MOBBIIICHHE
TpaHCaMHMHAa3 MIEYEHH, KOHLIEHTpAaLUu
MOBBILICHHUE KOHBIOTHPOBAaHH
KOHIIEHTPAllUd | Oro OWIupyOWHA
omMpyOouHa, (c comyrcTBYy¥IO-

MOBBIIICHHE UM  [OBbIIIE-
AKTUBHOCTH HUEM aKTHBHO-
LIEJIOYHON ctu AJIT nnu 6e3
¢docdarazpr** HEro), XoJecTas,
KpOBH, renaTuT
MOBBIILICHUE (BKITIOUAS
AKTUBHOCTH remnaro-
ITT** LEJUTIOJISIPHOE
MTOBPEXKICHUE)
HapyieHnus co CTOPOHBI KOKHM M IOAKOKHbIX TKaHel
KoxHbl1ii 3y1 Kpanusuuna Cunapom
(BKITIOYAst CruBeHca-
HEJacThIe JlxoHcona/
cly4yaun TOKCUYECKU I
reHepaln30BaH snuAepMab-
HOTO 3yJ1a), HBIM HEKpOJHU3,
KO>KHasl CHIIIb, DRESS-
IKXUMO3, CHUH/IPOM
KOKHBIE U
MOJAKOKHBIE
KPOBOUBIIHSTHHS
HapyumeHnusi co CTOPOHBI MbIIIEYHOH, CKEJIETHONH M COeTUHUTEIbHON TKAHU
bosb B I'emaptpo3 KpoBouznusinue Kommnapt™meHnT-
KOHEYHOCTSIX ** B MBIIIIY CHUHJIPOM, KaK
CJIEJICTBUE
KPOBOTEUYECHUS
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Hapymenus co cTOpOHbI MOYEK U MOYEBbIBOASIINX myren' - - TE BT TE UL

KpoBoreuyenune
u3
YpOT€HUTATBHO
ro TpakTa
(BKITIOUAS
reMaTypuio u
MeHoppa-
THIO**¥),
HapyIleHne
(GYHKIIUHU TIOYEK
(BKITIOUAst
MOBBILICHHE
KOHIIEHTpALUU
KpeaTHHUHA
KpOBH,
MOBBIIIICHHUE
KOHIICHTPALIUU
MOYEBUHBI
KpOBH)

Iloueunasa

HEJI0CTATOYHOCTh/

ocCTpasd nmodycyHasd
HEAOCTATOYHOCTD
Kak CJICACTBHEC
KpOBOTCYCHMN,

2

J0CTAaTOYHOI'O AJIA

TOT'0, YTOOBI
BBI3BATh
runonepysuio;
Hedponarus,

aCCoOIMHUpPOBaHHAasA

C IIpUEMOM
AHTHUKOAT'yJIsIHTOB

OOumue HapylIeHHs U peaKIMU B MeCTe BBeCHUS

Jluxopagka**,
nepugpepuye-
CKHH OTEK,
CHIDKEHUE
oO0men
¢buznueckoi
CHWJIBI ¥ SHEPTUU
(BKITIOYAst
cabocTh U
ACTEHHUIO)

Yxyauenue
ob1ero
CaMOYyBCTBHS
(BKITIOUAst
HEJIOMOTaHHe)

JlokanpHbIH
OTEK**

JlabopaTopHble H HHCTPYMEHTAJIbHbIE JaHHbIE

IloBbrmieHmne
AKTUBHOCTH
JIAT**,
ITOBBIIICHHE
aKTHUBHOCTH
JIAMa3bI**,
MOBBIIICHHUE
AKTUBHOCTH
aMua3er**

TpaBMbl, HHTOKCUKAIIUH ¥ OCT0KHEHUSI MPOLEAYP

KpoBorteuenue
nocie
1poneayp

Cocynucras
TICeB/I0aHE-
BpH3Ma* ¥ *
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(BKITIOUAs

nocjeoneparm-
OHHYIO aHEMHIO
Y KPOBOTEUYCHHUE
W3 paHsbl),
yuuo,
BBIJICIICHUE
CeKperTa u3

panbr**

*[IpuMensIcs MpeBapUTENLHO 3a1aHHBIH BEIOOPOUHBII MOAXO0M K cOOPY JAHHBIX MO HEXKeENaTelIbHBIM ABICHHAM B
otnensHBIX nccnenoBanmix 111 dhazer. Ha ocHOBaHMM aHamnm3a JaHHBIX 3TUX UCCIIEIOBAHUN YacTOTa HEXKEIAaTeIbHBIX
peakuuii He IOBBICHIIACh, U HOBBIX HE)KEJIATEIIbHBIX JICKAPCTBCHHBIX PeaKUil HACHTU(UIIMPOBAHO HE OBLIO.

** Habmronanuch npu npodunaktuke BTD y B3pocibIX HalMEHTOB, IEPEHECIIHNX IIAHOBYIO ONEPAIHIO MO 3aMEHe
Ta300eIPEHHOTO WIIM KOJICHHOT'O CyCTaBa.

*** Habmopanucs npu aedenun TT'B, TOJIA u npoduiiakTike peliunBOB KaK O4€Hb YaCThIC Y )KSHIIHMH MOJIOXKE 55
JIeT.

**%%* HaOnronauch Kak HE4acTble B paMKax NpO(UIIaKTHKH aTepoTpoMOOTHYECKHX COOBITHH y MAlMEeHTOB MOCIEe

OKC (mocne 4peckokHOr0 KOPOHAPHOT'O BMEIIATENHCTBA).

OnwncaHue OTACIBHBIX HEKEJIATSABHBIX PeaKIIUM

VYuuteiBas papMakoJIOTHYeCKUi MEXaHU3M JACHCTBUS, IpUMEHEHHe npenapara PuBapokcabaH —
BEPTEKC moxeT conpoBOKIaThCsl MOBBIIIEHHBIM PUCKOM CKPBITOI'O WJIM IBHOTO KPOBOTEUEHUS
U3 JIOOBIX TKaHEH M OpPraHoB, KOTOPOE MOXKET MPHUBOJAUTH K MOCTTEMOpPpParnyeckol aHeMHHU.
[Tpu3HaKky, CUMIITOMBI U CTENEHb TSDKECTH (BKJIIOYAs JIETAIBHBIA MCX0/) OyayT BapbUpOBaTh B
3aBHCUMOCTH OT JIOKAJIM3allMi, MHTEHCUBHOCTU WJIU MPOJOKUTELHOCTH KPOBOTEUEHUS W/WIH
anemMun (cM. mojapaznen «JledeHue KpoBoTedeHWi» pazgena 4.9.). B kimMHHYeCKUX
HCCJIEIOBAHUSIX KPOBOTEUEHHUSI M3 CIU3UCTBIX 000JI04YeK (2 MMEHHO: KpOBOTEUEHHE U3 HOCA,
JIECEH, JKEIYJOYHO-KHMIIEYHOIO0 TPAKTa, MOYENOJIOBOM CHUCTEMBI, BKIHOYas aHOMAaJIbHOE
BarvHaJbHOE WM YCUICHHOE MEHCTPYaIbHOE KPOBOTEUEHHE) M aHEMHUsI HaOJI0JalTUCh Yallle pu
JUTUTEIHHOM JICUCHUH pUBapokcabaHoM 1o cpaBHeHUIo ¢ yieueHneM ABK. Takum obGpazom, B
JOTIOJIHEHWE K HaaJexalleMy KIMHHYECKOMY HaOJI0/IeHUI0, J1abopaTOpHOE HCCle0BaHNe
reMOTJI00MHA/TEeMaTOKPUTA MOXKET ObITh 3HAYMMBIM JUIS BBISIBICHHS CKPBITBIX KPOBOTEUEHUH U
KOJIMYECTBEHHOW OLEHKU KJIMHUYECKOW 3HAUYMMOCTH SIBHBIX KPOBOTE€YEHMH B Cllydasix, KOrja
MPUMEHUMO. PUCK pa3BUTHS KPOBOTEUEHUN MOKET OBITh MOBBIIICHHBIM Y OINpPENEICHHBIX TPYIIII
MAlECHTOB, HANpUMep, Yy TMANMEHTOB C TSHKEIOM HEKOHTPOIMPYEMOM apTepHATbHOU
TUIEPTEeH3UEN W/UIM MIPU COBMECTHOM MPUMEHEHUH C MpernapaTaMu, BIUSIONIMMHE Ha FeMOCTa3
(cm. monpaznen «Puck kpoBoteueHus» pasnena 4.4.). MeHCTpyallbHOE KPOBOTEUEHUE MOMKET

OBITH O0JIEe OOMIIHPHBIM W/UJTH TTPOIOJDKATEITHLHBIM.
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['emopparuueckue OCJIOXHEHHSI MOTYT HpOﬂBHHTBCg I/ EB;IQLE E%tlrl—?{:-rsﬂéﬂHOCTH

Y OTYETY

TOJIOBOKPYKEHUSI, TOJIOBHOW OO WM HEOOBSCHUMBIX OTEKOB, OJIBIIIKH WJIH HEOOBSICHHMOTO
10Ka. B HEKOTOPBIX CiTydasX BCIEACTBHE aHEMUU HAOJIOIaTNCh CHMITTOMBI UIIIEMHH MUOKap/a,
Takue Kak 00JIb B IPY/AU WM CTEHOKAPIUS.

ITpu npumenenun npemnapata PuBapokcaban — BEPTEKC peructpupoBaiuce Takue U3BECTHBIC
OCJIOKHEHUSI, BTOPUYHBIC 110 OTHOILIEHUIO K TSKEIbIM KPOBOTECUEHHUSM, KaK CHHAPOM
MOBBIIIEHHOTO cyOdacuaibHOTO JIaBJICHUS (KoMIapTMEHT-CUHIPOM), noveyHas
HEJOCTAaTOYHOCTh BclieAcTBHE rumnonepdysun unu Hedpomnatus. Takum oOpa3om, ciegyer
YUUTBHIBATh BO3MOKHOCTh KPOBOTEUEHHS TIPU OILIGHKE COCTOSIHHMS JII0OOTO MAaIMeHTa,

MMOJIy4Jaromero aHTUKOaryJIssHTbI.

eTH
Jleuenue BTO u npoghunakmuxa peyuousog BTO

Orenka 6€30MacHOCTH Y JIeTEH U MOJPOCTKOB OCHOBaHA HA JAHHBIX 10 OE30MMACHOCTH OTKPBITHIX
UCCIICIOBAaHM C aKTUBHBIM KOHTpojeM (aByx uccinenoBanuii Il ¢aser u omnoro III ¢aszer) c
ydacTueM JIeTeil B Bo3pacte oT poxaeHus a0 18 ner. JlanHble Mo 0€30MacHOCTH ObLTN B LIETIOM
COTMOCTaBUMBIMU JIJIsl pUBapoOKcadaHa U rpemnapara CpaBHEHHS B Pa3IMYHBIX BO3PACTHBIX IPYIINAx
neteit. B nemom mpoduins 6e3omacHocTu y 412 geteit u moapoCcTKOB, MOTYYaBIINX PUBApOKcadaH,
Obl1 aHasoTWyeH npoduiIro OEe30MacHOCTH, HAONI0AAEMOMY BO B3pOCIOW MONYJISLIUU, U
COXpAHSIIICS B Pa3HBIX BO3PACTHBIX TPYIINAX, XOTA OLIEHKA OrpaHruYeHa HEOOIbITUM KOJTMYECTBOM
MAIUEHTOB.

['onoBHas 60k (oueHb yacto, 16,7 %), muxopaaka (o4eHs yacto, 11,7 %), HOCOBOE KPOBOTEUEHHUE
(ouens yvacro, 11,2 %), pota (oueHs vacrto, 10,7 %), Taxukapaus (dacro, 1,5 %), noBsiieHue
KOHIIEHTpaluu OunupyouHna (dacto, 1,5 %) v MOBBIIIIEHHE KOHIIEHTPAIIMH KOHBIOTUPOBAHHOTO
ounupyouna (peako, 0,7 %) perucTpupoBaluCh y MEIUATPUUYECKUX MAIMEHTOB Yallle, YeM Yy
B3pocibix. Kak 1 BO B3pOCioOi MOMyJISINU, MEHOpparus Hadoaanack y 6,6 % (4acto) neBoyek-
MOJIPOCTKOB mociae  MEHapxe. TpomOonmToneHus, HaOmromaemasi B paMKax
MOCTPETUCTPAIIMOHHOTO MOHUTOPUHTA BO B3POCIION MOMYIIAINH, B KITUHUYECKUX UCCIEAOBAHUIX
cpenu TmeauaTpuyecko momynsuuu  Habmoganack  yacto (4,6 %). HexenarenbHble

JIEKapCTBEHHBIC PEAKIIUU Y I€TeH ObUIM B OCHOBHOM OT JIETKOM /10 YMEPEHHOMN CTETICHU TSHKECTH.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmarh 0 TOA03PEBAEMBIX HEXKENATENbHBIX PEAKIUsAX IOClIe PETUCTpalluu
JIEKapCTBEHHOT'0 Mperapara ¢ 1ebi0 00ecrnedeHrs HeMPEephIBHOIO MOHUTOPHUHTA COOTHOIICHHUS

«I0J1b3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pEeKOMEHAYEeTCs
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co00IIaTh O JIOOBIX TOJI03PEBAEMBIX HG)KCJ'IaTeJ'II)HBIX(%&ﬁMI%JthTg:ﬁﬁéﬁéﬁaTa

4YCpe3 HAIMOHAJIIBHBIC CUCTCMEIL COO6H_IGHI/I$I 0 HCIKCJIATCIIbHBIX PCAKIUAX IroCyaapCTB — YJICHOB

EBpazuiickoro 3K0HOMHYECKOIr0 COI03a.

Poccuiickas ®@eoepayus

®denepanibHas ciryx0a 1Mo Ha30py B cdepe 3npaBooxpanenus (Poc3npasuamzop)
Anpec: 109012, r. MockBa, CiiaBsiHcKast miiomaip, 1. 4, ctp. 1.

Tenedon: 8 (800) 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHUKAIIMOHHOM ceTn «MHTepHeT»:

https://www.roszdravnadzor.gov.ru

Pecnybnuxa Apmenus

0051, r. EpeBan, nip. Komuraca, 49/5

AO3T «HayuHbIil IEHTp KCIIEPTU3BI JIEKAPCTB U MEAULIMHCKUX TEXHOJIOTHM UM. AkagemMuka .
["abpuensna»

Tenedon: +374 60 83-00-73, +374 10 23-08-96, +374 10 23-16-82

TenedoH ropsyeii TMHAN OT/IeTIa MOHUTOPUHTA 0€30TIaCHOCTH JIEKAPCTBEHHBIX CPEJICTB!

+374 10 20-05-05, +374 96 22-05-05

OnexTpoHHas noyra: vigilance@pharm.am, admin@pharm.am

http://www.pharm.am

Pecnyonuxa Benapyco

220037, r. Munck, ToBapumieckuii niep., 2a

VII «IleHTp 3KcnepTU3 U UCHBITAHUN B 3APaBOOXPAHEHUD)
Tenedon/dakc ornena papmakonamzopa: +375 17 242-00-29
OnexTpoHHas noyra: repl@rceth.by, rceth@rceth.by
http://www.rceth.by

Pecnybnuxa Kazaxcman

010000, r. Hyp-Cynran, paiion baiikonsip, yia. A. UManoBa, 13

(BLL «Hypcaymet 2»)

PI'TI na ITXB «HanuoHanbHBIN HEHTP AKCOEPTU3bI JEKAPCTBEHHBIX CPEJACTB M METULIMHCKHUX
w3nenuity Komurera MeOUIIMHCKOTO #  (apMareBTUYECKOro KOHTpois MUHHCTEpCTBa

3npaBooxpanenus Pecnyonuku Kazaxcran
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Tenedon: +7 7172-78-99-11 (NOCMENOBATENLHOCTb 0005)

OnexTponHas noyra: farm@dari.kz

https://www.ndda.kz

Kueipevizckas Pecnybnuka

720044, r. buikek, yi. 3-s Jlunus, 25

JlemapTtaMeHT JIEKQpCTBEHHBIX CPEACTB M MEIULMHCKUX U3Jenuid npu MuHuCTepcTBe
3npaBooxpaneHust Keipreizckoit PecrryOnuku

Tenedon: +996 312 21-92-78

Tenedon ropstueit muauu papmakonanzopa: 0800-800-26-26

OnexTtpoHHas noyra: dlsmi@pharm.kg

http://www.pharm.kg

4.9. Ilepeno3upoBka

CumMnromsl

VY B3pocibIX ObUIM 3aperucTpUpOBaHbl PEIKUE Caydau nepeno3upoBku 10 1960 mr. B ciyudae
NEePeO3UPOBKH  HEOOXOIMMO TIIATENFHO HAONIOAaTh MalueHTa Ha NPEIMET pPa3BHTHUS
KPOBOTEUEHHMM WM APYTUX HEXeJaTeNbHbIX peakiuil (cM. «JleueHne kpoBoTeueHH» HUXke). B
CBSI3U C OrpaHUUYEHHBIM BCAChIBAHHUEM OXHJaeTcsl (OPpMHpPOBAHME IJIATO KOHIIEHTpauuu Oe3
JTaNIbHEHMIIEro yBeIMUYeHus cpe/lHell KOHIIEHTpalluu puBapokcabaHa B Ijia3Me Mpu NPUMEHEHUN
7103, TIPEBHIIAIONINX TePareBTUIECKNE, paBHBIX 50 M puBapokcabaHa WM BBIIIE Y B3POCIBIX,
OJTHAKO Y JIETel OTCYTCTBYIOT JaHHBIC O J03aX, IPEBHIIAIONINX TEPANIEBTHIECKUE.

JUis B3pOCHBIX CYIIECTBYET CHElU(pHUECKUl aHTHIOT (aHIEeKcaHeT ajibda), OIOKUPYOIIUN
dapmakonnHamuueckuii 3¢ ekt puBapokcadbaHa.

B cnyyae mepeno3upoBKM pHBapoKcabaHa MOKHO NPUMEHSTh AKTHBHPOBAHHBIA YTOJb JUIS

YMCHBIICHUSA BCACBIBAHUA IIpC€Iiapara.

Jleuenue

Ecnu y manuenTa, mosryqaromiero puBapokcadaH, BO3HUKIIO OCJIO)KHEHHE B BUJIE KPOBOTCUEHUS,
CIIEMYIONINNA TMpPUEeM pUBapoOKcabaHa CIeAyeT OTIOXKWTh WJIIH, P HEOOXOJIUMOCTH, OTMEHHUTH
nedenue. [lepros monyBeIBeICHUS pUBapOKCabaHa y B3POCIBIX COCTABISET MPUOIH3UTENHHO S-
13 gacoB. JleueHue NOKHO OBITH MHAMBUAYAIBHBIM B 3aBUCUMOCTH OT TSKECTH U JIOKATH3AIUN
KpoBoTeueHus. [Ipn HEOOXOIMMOCTH MOYKHO TIPUMEHSITH COOTBETCTBYIOIIEE CHMIITOMATHYECKOE
JEYCHUE, TaKOe KaK MEXaHW4YecKas KoMIpeccus (HampuMmep, MPHU THKEIbIX HOCOBBIX

KPOBOTECUCHMSX), XHUPYPTUUYECKUH TEeMOCTa3 C MpOLEAypaMH KOHTpPOJII KPOBOTCUCHHMS,
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WH(Y3HMOHHAsI Tepanus U TEeMOJMHAMHYECKas nonnepQI;a:'?l%MEJ@lﬁﬁe;léme 'KﬁOBI/I

SKCNEPTHOMY OTUYETY

(SpUTPOLIUTAPHON MACCHI WJIM CBEXKE3aMOPOKEHHOM IIa3Mbl, B 3aBUCUMOCTH OT TOTO, BO3HUKJIA
aHEeMUS WM KOaryjaonaTus) Wik TPOMOOIIUTOB.

Ecnu nepeuuncieHHble BBIIE MEPONPUATUS HE MPUBOIAT K YCTPAHEHUIO KPOBOTEUEHUS, MOKET
ObITh Ha3HAYCH CHCHUPUUECKUA aHTHIOT WHTHOUTOpPOB (akrtopa Xa (aHAekcaHeT anb(da),
NOJABJIAIONNN  (hapMaKoJAMHAMHYECKOE JCHCTBHE pHUBapoKcabaHa, WM crenupuyeckuii
NPOKOAryISIHTHBIM — TIpenapar, HampuMep, KOHLEHTPAaT MPOTPOMOMHOBOTO  KOMILIEKCA,
KOHIIEHTPAT aKTUBUPOBAHHOT'O MPOTPOMOUHOBOTO KOMILIEKCa, pekoMOnHaHTHBIH daktop Vlla (rf
Vlla). Ognako 10 HACTOSIIET0 BPEMEHU OIBIT MPUMEHEHHUS STUX MpenaparoB MpU JICYCHUH
MAIMEeHTOB, TOJYYalOINX PUBApOKCaOaH, OYEHb OrpaHWYeH. J[aHHBIE PEKOMEHJALMU TaKKe
OCHOBAHBI Ha OTPAaHMYCHHBIX JTOKIMHUYECKUX JaHHBIX. BO3MOXHOCTH MOBTOPHOTO BBEICHHS
pexombuHanTHOro paktopa VIla u TUTpOBaHKE AO3bI ClIEyeT pacCMaTPUBATh B 3aBUCUMOCTH OT
CHI)KEHHSI aKTUBHOCTH KpPOBOTEYEHHs. B 3aBHUCHMOCTH OT MECTHOW JOCTYIHOCTH, B CIy4yae
0O0JIBIIIOT0 KPOBOTEUEHHS CIIEYET PACCMOTPETh BO3MOKHOCTh KOHCYJIBTAIUU CO CIIEIUAIACTOM
1o Koaryssiuu (cm. pazzaen 5.1).

[Ipenmonaraerca, uyro mporamuHa cyinbdar u BuTamMuH K He OKas3bIBalOT BIUSHUS Ha
AHTUKOAryJIsSIHTHYIO aKTUBHOCTh puBapokcabaHa. lImeercs orpaHUYEHHBIN OIBIT MPUMEHEHHS
TPaHEKCAMOBOM KHCIIOTBI M OTCYTCTBYET ONBIT HMPUMEHEHHS aMHHOKAIPOHOBOW KHCIOTHI U
aNPOTHHUHA Y B3POCIIBIX, TIOIYJAIONINX puBapokcadban. OTCYTCTBYET ONBIT MPUMEHEHHS JTaHHBIX
npenapaToB y JeTei, mojydaromux puBapokcaban. HayuHoe oGocHoBaHME 1ienecooOpa3HOCTH
WIN OTBIT IPUMEHEHUSI CUCTEMHOI'0 TéMOCTaTHYECKOT0 MpernapaTa JeCMOIPECCHH Y NallueHTOB,
MOJTYyYalOIUX PHUBAPOKCA0aH, OTCYTCTBYET. YUHWTHIBAsS MHTEHCHBHOE CBSI3BIBAHHE C OelkaMu

IJ1a3Mbl, OXKHNJACTCA, UYTO pHB&pOKC&6aH HE 6yz[eT BBIBOAUTHCSA IIPpHU NPOBCACHUN JUAIN3A.

€TH
JlanHble y nereil orpaHudveHsbl. JJaHHBIE O 103aX, MPEBBIIAIOIINX TEPANEBTUUYECKUE, Y JETel
OTCYTCTBYIOT. Crneuunduueckuit AHTUOT (annexcaner anbda), OyIoKUpYyrOLIUit
bapmakomHamMuueckuii 3¢ ekt puBapokcabaHa, He pa3pelleH K IPUMEHEHHUIO y AeTeil.
Jleuenue kposomeuenuu

[lepuox monyBBIBENEHUS Yy JETEH, CIPOTHO3UPOBAHHBIM C MOMOUIBIO TMOMYJISIIHOHHOTO
(apMaKOKMHETHYECKOTO MOJIEIMPOBAHUS, KOpode, YeM Yy B3pocibiX (cM. pazgen 5.2.). OmbIT
OpUMEHEHHUs CHelu(UYecKUX TMPOKOAryasHTHBIX MpenapaToB (HAaNpUMep, KOHIEHTpPAT
IPOTPOMOMHOBOTO KOMILJIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOI'O MPOTPOMOMHOBOIO KOMILIEKCA
ninn pekomOuHaHTHBIN (aktop VIla (r-FVIla)) y mereit, momydaronux puBapokcadbaH, BechMma

OTpaHHYeH.
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(noc .
OTCyTCTBYET ONBIT MPUMEHEHHUS MTpOTaMHuHa CyIb(ara, &Tmm TJ%E[EMMO‘BBH Rucr TEL,

AMUHOKAIPOHOBOM KUCJIOTHI U ATPOTUHUHA Y JIETEH, MOTYJaroIIUX pUuBapokcabdaH.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TPYIIa: AHTUTPOMOOTHYECKHE CPEACTBA; IMpPSIMble HHTHOUTOPHI
dakropa Xa.

Koxg ATX: BOIAFOI.

Mexanusm aeiicTBus

PuBapokcabaH — BBICOKOCEIICKTUBHBIN MPSAMOM HHTHOUTOP (hakTopa Xa, 00 Jaroniil BEICOKOH
OMOJOCTYIMHOCTBIO MpH MpueMe BHYTph. MHruOupoBanue gaxropa Xa HapyliaeT BHyTPEHHUIN U
BHEIIHHI MYTH KOATryJISIIMOHHOTO Kackaia, MHruoupys oopa3oBanue TpoMOrHa U (OpMUpPOBaHUE
Tpomba. PuBapokcaban He MHrHOMpyeT TpoMOWH (aKTUBUpOBaHHBEIN (aktop II), a Takke He

MPOJIEMOHCTPUPOBAJT BIUSHUS HA TPOMOOLIUTHI.

dapmakognaamuyeckue 3P HeKTol

VY uyenoBeka HaOMOJaeTCSl J0303aBHCHUMOE WHTHOMpOBaHME AaKTUBHOCTH (Qakropa Xa.
PuBapokcabaH oka3bIBaeT 10303aBUCUMOE BIMSIHIE Ha IPOTPOMOUHOBOE BPEMsI, KOTOPOE XOPOLIO
KOppenupyeT ¢ KOHIEHTpalUusMU pHBapokcabaHa B mia3sme (r=0,98), eciu ans ananuza
ucnonb3yercss Habop Neoplastin. IIpu ucnonp30BaHUM JAPYTUX PEAKTUBOB PE3YNbTaThl OYyAyT
ornuyarbed. [IporpoMOuMHOBOE Bpemsi cieqyeT H3MepsTh B CeKyHJaxX, nockoibky MHO
(MEeXTyHApPOIHOE HOPMAIM30BAaHHOE OTHOIICHHE) OTKATUOPOBAHO M BAIMIUPOBAHO TOJIBKO IS
NPOM3BOJIHBIX KyMaprHa U HE MOXKET IMPUMEHSTHCS IS IPYTUX aHTUKOATYJISTHTOB.

VY nanueHToB, MONy4YaroUMX puBapokcadaH A JeueHus U NpoUIaKTUKN PEUANBOB TpoMO03a
ryookux BeH (TI'B) u tpomOGosmOonuu nerounoit aprepun (TDJIA), 5/95 nmpouentunu ans
nporpoMOuHoBoro BpemeHu (Neoplastin) yepe3 2-4 yaca mocie npueMa TabieTku (T.e. Ha
makcumyme 3¢ dekra) BappupyroT oT 17 10 32 cekyHn npu npueme 15 Mr puBapokcabaHa JBa
pasa B zieHb, U OT 15 no 30 cexynn npu npueme 20 Mr puBapokcabaHa OAMH pa3 B JieHb. B
npoMexyTke uepe3 8-16 yacoB mocie mpuema TabiaeTku 5/95 npoueHTuan BapbUpyroT oT 14 110
24 cexynp npu ipueme 15 mr 1Ba pasza B 1eHb, 1 yepe3 18-30 gacoB mocie npueMa TabieTKH — OT
13 no 20 cexynn npu npueme 20 Mr OAMH pa3 B JACHb.

VY nauueHToB ¢ GUOpHIUIALKEH Mpeacepauil HEKJIAMaHHOTO MPOUCXOXKICHUS, MPUHUMAIOIINX
puBapokcabaH sl TpOoQUIAKTUKYA UHCYJIhTA M CUCTEMHON TpoMO0aMOoIuu, 5/95 mpoueHTriv

st mporpombuHOoBOro BpemeHu (Neoplastin) depes 1-4 vaca mocie mpuema TadyieTku (T.e. Ha
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Makcumyme 3¢ dekra) BapbupytoT oT 14 10 40 deKyH]I y'zll;g&i;elﬁgé; ﬁﬁp}_}ﬁ/mﬁ%&h{ QOJM'r' F‘OI,I[I/IH

pa3 B ieHb, 1 oT 10 10 50 cexyH[ y NAalMeHToB ¢ HapylleHueM (yHKIIUY IOYEK CPEIHEH CTEIeHH,
npuHuUMaromux 15 Mr ogun pa3 B JeHb. B mpomexyrtke yepe3 16-36 uvacoB mocie mnpuema
TabneTKu 5/95 MponeHTIIN BapbUPYIOT OT 12 10 26 CEeKyH Y MAallUEHTOB, MPUHUMAOIIHNX 20 Mr
OJIMH pa3 B JIeHb, U OT 12 10 26 CeKyH] y NMallMeHTOB C HapyIICHHUEM (YHKIUH MOYEK CpeaHei
CTCTICHH, TPUHUMAIOIINX 15 M OJTUH pa3 B JICHb.

B kimuHMueckoM  (apMakoJIOTHYECKOM  HCCIEOBAaHUM M3MEHEHUS (papMakoJUHAMUKU
puBapokcabaHa y 3JI0POBBIX B3POCIBIX JOOPOBONBIEB (N=22) OBUIO H3yYEHO BIUSHHE
onHokpaTtHbiX 1103 (50 ME/kr) AByX pa3iuyHbIX THUIIOB KOHIEHTpaTa MHpPOTPOMOMHOBOTO
komruiekca: 3-¢pakropHoro (paxtops! 11, IX u X) u 4-pakropuoro (pakropst II, VIL IX u X). 3-
(GaxkTOpHBI  KOHLEHTpPAT MPOTPOMOMHOBOTO KOMIUIEKCA CHH3MJ CpEIHUE  3HAYCHUS
nporpoMOuHoBOoro Bpemenu (Neoplastin), npumepHo Ha 1,0 cekynny B TeueHue 30 MHHYT IO
CPaBHEHMIO CO CHIDKEHHEM MPHUMEpPHO Ha 3,5 CeKyH[bl, HAOII0AaeMbIM IIPU UCIOJIB30BaHUU 4-
(aKkTOPHOTO KOHIICHTpAaTa MPOTPOMOMHOBOTO KoMmIuIekca. HanpoTus, 3-pakTopHbIi KOHIIEHTPAT
IPOTPOMOMHOBOTO KOMILIEKCAa OKa3an Oosiee BBIpAKEHHOE W ObIcTpoe oOlee BIMSHUE Ha
00paTUMOCTh U3MEHEHUI B T€HEPallMU SHJOTEHHOI0 TPOMOUHA, yeM 4-(haKTOpHBIN KOHIEHTPAT
MPOTPOMOMHOBOTO KOMIUIeKca (cM. pazaen 4.9).

Taxke  puBapokcabaH  J0303aBUCHMMO  YBEJIMYMBACT  AKTUBUPOBAHHOE  YACTUYHOE
tpombormactuHoBoe Bpemsi (AUTB) u pesynbrar HepTest; ogHako »TH mapameTpbl He
PEKOMEHIyeTCsI MCIIONIb30BaTh ISl OLleHKH (hapMakoanHaMu4deckoro s dexra puBapokcadbana. B
NepUuoy JICYeHUs PUBApPOKCa0aHOM MPOBOAWTH MOHHUTOPHHT MapaMeTPOB CBEPTHIBAHUS KPOBU B
PYTUHHON KIMHHYECKOW MpakTHke He TpeOyercs. OmHAKO, €M JUIsl 3TOTO €CTh KIIMHUYECKOe
000OCHOBaHME, KOHIICHTpAllUs pUBapokcabaHa MOXET OBITh H3MEpeHa TpU  ITOMOIIH

I(aJ'II/I6pOBaHHOFO KOJIMYECTBEHHOI'O T€CTa aHTH-Xa aKTUBHOCTH (CM. pa3acit 52)

Knuanueckas 3¢ dekTHBHOCTE 1 0€30ITaCHOCTh

Ilpogpunakmuxa uncyroma u cucmemHou mMpomoOOIMOOIUU Y NAYUeHmMOos8 ¢ Guopuiiayuel
npeocepouti HeKIanaHHO20 NPOUCXONHCOCHUSL

[TporpaMMa KIMHUYECKUX UCCIEAOBaHUN puBapokcabaHa Oblna pa3paboTaHa Ijsl TOTO, YTOOBI
nmokasaTh 3((PEeKTUBHOCTh pUBapoKcadaHa B OTHOMIEHWU MPOMUIAKTUKN WHCYJIbTA U CHCTEMHOMN
TPOMOOIMOOJINN Y MAITUEHTOB C GUOPWILIAIIMEH TTpeICcepaANi HEKIIATAHHOTO TTPOUCX 0K ICHHSI.

B 0azoBom nBoitHom crnenom wuccrnenoBannn ROCKET AF 14264 mnamuwenta Obuin
paHIoMU3UpOBaHbI Ha ipueM 20 Mr puBapokcabaHa OJMH pa3 B IeHb (15 Mr oauH pa3 B I€Hb A
MAIMEeHTOB ¢ KIUpeHcoM KpeaTuHuHa 30-49 Mi/MUH) Win Ha pueM BapdapuHa, 103y KOTOPOTO

TATPOBAIH JI0 TOCTHXKEHUS 1ereBoro 3Hauenns MHO 2,5 (TepaneBTudeckuii quanason ot 2,0 10
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3,0). Menuana miauTeILHOCTH JICYCHHS cocTaBpia 19 Mgclz;'{ﬁe-le‘;%%ﬁl];gj;][lbglfr—(ﬁ%ﬁéngﬁécm

nedeHus — 1o 41 mecsua.

34,9 % mnanueHTOB MOJy4yaad TEpanuio aleTUICAIUIMIOBOM kuciorod, 11,4 % - momydanu
Tepanuio aHTHAPUTMUUYECKUMU TIpenaparamu kiacca 1, Bkiirouas aMmuonapoH.

PuBapokcaban He ycTynan BapdapuHy MO NEPBUYHOM KOMOMHUPOBAHHOM KOHEYHOW TOYKE
MHCYJIbTa U CHCTEMHOH TpOMOO3MOOJHMH, HE CBS3aHHON C LIEHTPAIBbHOW HEPBHOW CHCTEMOM
(HIHC). B nomnynsiiuu, mojiy4aBlIei JIeYEHUE COTIACHO MPOTOKOJY, MHCYJIBT WJIM CHUCTEMHAas
TpoMO03MOomus pousonuin y 188 manueHToB, noimyyaBumnx puBapokcadas, (1,71 % B rox) u 'y
241 nanuenra, npuHUMaBIuero Bapdapus, (2,16 % B ron) (otHomenue puckos (OP) 0,79; 95 %
AU, 0,66-0,96; P <0,001 mns rumote3sl «He ycrymaer»). Cpean BceX paHIOMHU3MPOBAHHBIX
NAIUEHTOB, MPOAHAIU3UPOBAHHBIX B COOTBETCTBUM C HazHaueHHbIM BMematenbcTBoM (ITT),
MEPBUYHBIE COOBITUS POU30ILIH Y 269 ManueHToB, MOTy4YaBIIUX puBapokcadan, (2,12 % B rox)
u y 306 mauuentoB, nomy4yaBmux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;
P <0,001 nns runoress! «He yerynaer»; P=0,117 nis runotessl «aipeBocxoauT»). Pesynbrars! ans
BTOPUYHBIX KOHCYHBIX TOYEK, IPOBEPEHHBIC B HMEPAPXUUYCCKOM TMOPSJIKE B aHAIN3EC B
COOTBETCTBUU C Ha3HAUYECHHBIM BMEIIATENILCTBOM, [TOKa3aHbI B Ta0IUIE 4.

Cpenu mamuentoB B rpymme Bapdapuna 3naueHus MHO Haxomunmuch B TepaneBTUYECKOM
nuanasone (ot 2,0 mo 3,0) B cpennem 55 % Bpemenu (meauana 58 %; MeKKBapTUIbHBIN IUANa30H
ot 43 o 71). DddexT puBapokcabana He paznuyaics Ha ypoBHe neHTpaibHoro TTR (Bpems B
nmuana3one nenesoro MHO ot 2,0 mo 3,0) B xBapTuisix onuHakoBoro pasmepa (P=0,74 mns
B3aMMOJIeicTBHS). B peenax caMoro BBICOKOTO KBAPTUIIS 10 OTHOIICHHIO K IIEHTPY OTHOIIICHUE
puckoB (OP) puBapokcabana no cpaBHeHuro ¢ Bapdapurom coctasisuio 0,74 (95 % AU, 0,49—
1,12). Cpenu nanuenToB B rpymnmne Baphapuna 3Hadennss MHO Haxoauauch B TeparneBTUYECKOM
nmuana3one (ot 2,0 o 3,0) B cpenneM 55 % Bpemenu (Meauana 58 %; MeKKBapTHIIbHBIN AHAa3oH
oT 43 o 71). DddexT puBapokcabaHa He pa3nuyaics Ha ypoBHe LeHTpanbHoro TTR (Bpems B
nuamnaszone nenesoro MHO ot 2,0 mo 3,0) B xBapTuisix omuHakoBoro pasmepa (P=0,74 nns
B3auMO/eiicTBUs). B penenax caMoro BBICOKOTO KBApTUJIS 10 OTHOLIEHHIO K IIEHTPY OTHOIIIEHHE
puckoB (OP) puBapokcabana o cpaBHeHuto ¢ BapdapuHoMm cocrasisio 0,74 (95 % AU, 0,49—
1,12).

YacroTa BOBHUKHOBEHHSI OCHOBHOI KOHEYHOW TOYKHM 0€30MacHOCTH (OOJbIIME U KIMHUYECKU
3HaUYUMbIe HEOOJBIIME KPOBOTEUEHHUs) ObLIa COMOCTaBMMa B OOEUX TpyMMax Je4eHHs (CM.

Tabmumy 5).
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Tabmuma 4. Jlanasle mo npoduiao 3PGEeKTHBHOCTH B'Mﬁﬂ%k‘{“ﬁ@%ﬁ&;hﬁﬁ hf' :(.ﬂaSBI

ROCKET AF
Hccaenyemas ITT ananu3 >¢pPexkTHBHOCTH Yy NAUMEHTOB ¢ (uUOpULISIUE
nonyJasinus npeacepaAnii HEKJIANAHHOTO MPOMCX0KIEHUS
TepaneBTn4yeckas PuBapokcadan 20 mr | Bapdapuu B n03e, OTHoOmEeHne
a03a OIMH pa3 B eHb (15 | THTPOBaHHOM MO puckoB (95 % JAN)
MT OJMH Pa3 B 1e€Hb 1eJIeBOMY YPOBHIO | p-3HA4Y€HHUE, TeCT
IJISl MAIIHEHTOB ¢ MHO 2,5 Ha NPEeBOCX0ACTBO
yMepeHHOoi (TepaneBTHYECKUI
MOYeYHO auamnasos ot 2,0 10
HemocTaToyHocTh0) | 3,0) YacroTa
YacrTora coObITHI coobITHi (100
(100 mamueHTO-JI€T) MaInMUeHTOo-JIeT)
WNucynsT u | 269 (2,12) 306 (2,42) 0,88  (0,74-1,03)
CHCTEMHas 0,117
TpoMOOIMOOIHsI, HE
cesizanHas ¢ [JTHC
Wncynet, cucremnas | 572 (4,51) 609 (4,81) 0,94  (0,84-1,05)
TpoMOOIMOOIIHSI, HE 0,265
ces3zanHas ¢ [IHC, u
CMEpPTh  BCIIEACTBHE
CepJIeYHO-
COCYJIUCTOTO
3a00s1eBaHuUs
Wucynet, cuctemuas | 659 (5,24) 709 (5,65) 0,93  (0,83-1,03)
TpoMOOdIMOOHUs, HE 0,158
cesa3anHas ¢ I{HC,
CMEPTh  BCIIEJICTBUE
CepJIeYHO-
COCYJIUCTOTO
3a00s1eBaHUs u
nH(papKT MHOKap/a
WNucynst 253 (1,99) 281 (2,22) 0,90 (0,76-1,07)
0,221
Cucremnas 20 (0,16) 27(0,21) 0,74  (0,42-1,32)
TpoMOO3MOOHUs, HE 0,308
ces3anHas ¢ [THC
Nudapxr muokapmaa | 130 (1,02) 142 (1,11) 0,91  (0,72-1,16)
0,464

Tabnmuna 5. [lanaele mo mpodwuiro Oe3omacHOCTH B KiIMHHYecKoM uccienoBanuu I ¢azbr

ROCKET AF
Hccaenyemas ManpumenTsl ¢ GUOpUIIAUME TmpeacepAMii HEKJIANAHHOIO
NOMYJIAUS MPONCXOKICHUNA*
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TepanesTudeckass | Pupapoxcaéan 20 Mr Bg@_ﬁ%ﬁﬂ%&é?‘ﬁTE(‘;H?}'ﬂfeEﬁ'e'-‘ ke
a03a OMH pa3 B eHb (15 | THTPOBaHHOM MO puckoB (95 % [AN)
MTI OJIMH pPa3 B JieHb 1eJIEBOMY YPOBHIO | p-3HAYeHHe
IJISl MIAIIHEHTOB ¢ MHO 2,5
YMepeHHOM (TepaneBTHYECKUIA
MOYEeYH O auamnasoH ot 2,0 10
HegocTaToyHocThI0) | 3,0) YacroTa
YacTora coObITHI coobITHi (100
(100 manueHTO-J1€T) NMalUeHTOo-J1eT)
Bonpmme u | 1475 (14,91) 1449 (14,52) 1,03  (0,96-1,11)
KJIUHAYECKHU 0,442
3HAYUMBIC
HeOOJIbIIINE
KPOBOTEUYCHUS
Bonbmme 395 (3,60) 386 (3.,45) 1,04  (0,90-1,20)
KpOBOTEUYECHHUS 0,576
Cmeptp Bcneacteue | 27 (0,24) 55 (0,48) 0,50  (0,31-0,79)
KpOBOTEeUeHHs * * 0,003
KpoBoTeueHus u3 | 91 (0,82) 133 (1,18) 0,69  (0,53-0,91)
JKM3HEHHO  BaKHBIX 0,007
opraHoB**
BryTtpuuepernHoe 55 (0,49) 84 (0,74) 0,67 (0,47-0,93)
KpOBOM3JIUSAHUE ** 0,019
[Tanenue yporHs | 305 (2,77) 254 (2,26) 1,22 (1,03-1,44)
remoriaoouna** 0,019
[lepenuBanue aByX 183 (1,65) 149 (1,32) 1,25 (1,01-1,55)
WK OoJiee €IUHULL 0,044
SPUTPOLIUTAPHON
MaccChl WIH 1eTbHOMN
KpoBU**
Knunnyecku 1185 (11,80) 1151 (11,37) 1,04 (0,96-1,13)
3HAYUMbIE 0,345
HeOOJIbIIHE
KPOBOTCUECHHS
CmepTh OT Beex 208 (1,87) | 250 (2,21) 0,85 (0,70-1,02)
MPUINH 0,073

* MOy ISl U3Y4eHUs 0€30IIaCHOCTH, B TICPUO/T JICUCHUS
** HOMHHAJILHO 3HAYNMOE

B nomonmnenue k uccnegoanuio ¢asel [II ROCKET AF, Obuto mpoBeneHO MPOCTEKTHBHOE,
HEKOHTPOJIUPYEMOE  MOCTPErUCTPALIMOHHOE  HEWHTEPBEHIIMOHHOE  OTKPBITOE  KOTOPTHOE
uccnenoBanrie (XANTUS) ¢ 1ueHTpanbHOW  OIICHKOM KOHEYHBIX TOYEK, BKIIOUas
TpoMOOIMOOIMUECKHE COOBITHS M OOJbIIMe KpoBoTeueHUs. 6704 marueHTa ¢ GuOpHILIAIIACH

HpGI[CGpI[I/Iﬁ HCKJIAIIAaHHOI'O0 ITPOHCXOXKIACHUA ObUIM BKJIFOYCHBI B HCCICIOBAaHUC KJIMHAYECKOMH
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ces3anHoi ¢ IIHC. Cpennue nokazarenu CHADS2 u HAS-BLED B uccinenoBanuu XANTUS
cocraBwid 1,9 u 2,0 nmo cpaBHenuto co cpeanumu nokazarensmu CHADS2 u HAS-BLED,
paBabiMu 3,5 u 2,8 B ucciaegoanun ROCKET AF, coorBercTBeHHO. Bosbiioe kpoBoTeUeHUE
npom3onuio B 2,1 cmydaes Ha 100 manmeHto-iner. CmepTenbHOE KPOBOTEUCHHUE OBLIO
3apeructpupoBaso B 0,2 ciydaeB Ha 100 nmanueHTo-JIeT, a BHYTPUUYEPEIIHOE KPOBOU3IIUSHUE — B
0,4 ciydaeB Ha 100 marueHTo-ner. MHCYnbT WM cucTeMHasi TpOMOOIMOOIMS, HE CBsI3aHHAsS C
IHHC, opumm 3apeructpupoBanbl B 0,8 ciaydaeB Ha 100 mamueHTo-yier. DTH HAOMIOJCHHS B
KIIMHUYECKON IMPaKTUKE COTJIACYIOTCS C YCTaHOBJIEHHBIM IMpoduieM 0e30MacHOCTH MO 3TOMY
NOKa3aHUI0. B MOCTperucTpallioOHHOM HEMHTEPBEHILMOHHOM HccienoBaHuu Oosiee 162000
MAIUEHTOB ¢ (QUOPHIUISIUEH MpeAcepArii HEKJIAaHHOTO IMPOMCXOXKICHUS U3 YETBIPEX CTpaH
MOJTy4aiu puBapokcadaH s Mpo(UIaKTUKKU UHCYIIbTa U CUCTEMHOM TpoMOoambouu. YactoTta
unieMuueckoro uHcynsta coctaBmia 0,70 (95 % AU 0,44-1,13) ma 100 mamueHTO-JeT.
KpoBoreuenusi, npuelne K rocnuTaln3alii, BOZHUKAIN co cieayroueil yactoroir Ha 100
nanuento-yet: 0,43 (95 % AU 0,31-0,59) nist BHyTpruUepenHbix KpoBomznusinui, 1,04 (95 % AU
0,65-1,66) mia >kenygOYHO-KHMIIEYHBIX KpoBoTeueHudt, 0,41 (95 % AW 0,31-0,53) nmns
yporeHuTanbHbIX kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nns ipyrux KpoBOTEUEHUH.

Hayuenmeur, 1’1006617262}01/1/!%80}1 KCID()MOGQDCHH

Br110 mpoBesieHO MPOCTIEKTUBHOE PAaHIOMU3UPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE MOUCKOBOE
WCCIIEIOBAaHNE C 3aclielJIeHHOW olleHKol koHeyHbIXx Touek (X-VERT) c¢ ywactuem 1504
MalUeHToB (Kak TeX, KOMY JIeYeHHE MepOpalbHBIMH AHTUKOATYJISHTaMH ObLIO Ha3HAYEHO
BIIEPBBIE, TaK M YK€ IMOJy4yaBUIMX paHee) ¢ (GuOpWwUIAIMEed mpencepauil HEKIanaHHOTO
MIPOUMCXOKICHHS, KOTOPBIM TOKa3aHa KapJIMOBEPCHs, C IIEJIbI0 CpaBHEHUs pUBapoKkcadaHa W
antaronucroB BuTamuHa K (ABK) B moze, momo6pannoii mo MHO (pamgommusanus B
cooTHomeHUH 2:1), TpUMEHSEMBIX [UIsI TPOPUIAKTHKU CEPIECYHO-COCYAUCTHIX SIBICHUM.
[IpumeHsnuch Clenyrone CTpaTeTuu: YPEeCcluIleBOAHas dxokapauorpadus mocie 1-5 mHei
MpeABAPUTEIILHON aHTUKOATYJITHTHOM Teparuy WM TPATUITHOHHBINA TTOIX0/T K KapIMOBEPCUH (HE
MeHee TpeX Hellelb MpeABapUTENbHOrO JedeHus ). [lepBuyHas koHedHast Touka 3G(HEKTUBHOCTH
(Bce cmyuyau MHCY/IbTA, TPAH3UTOPHOW HIIEMHYECKON aTaku, CUCTEMHOW TpomO03MOonuu, He
cesa3anHoi ¢ [THC, undapkra Muokap/a 1 CMEpTH BCIIEJICTBUE CEPACYHO-COCYIUCTBIX MPUUHH)
npomsonuia y 5 (0,5 %) nmaruenToB B rpynme puBapokcadbana (n=978) u y 5 (1,0 %) narmeHToB B
rpynne ABK (n=492; OP 0,50; 95 % AW 0,15-1,73; momudunmpoannas nomynsiuus [TT).
OcHoBHasi KOHeUHasi Touka 0e3onmacHoCcTH (Oobioe kpoBoTeueHue) npousonia y 6 (0,6 %) u 4
(0,8 %) manuenToB B rpymnmnax puBapokcadbana (n=988) u ABK (n=499) coorBerctBenno (OP 0,76;

95 % N 0,21-2,67; nonynsamnus 0e30MacHOCTH). B 1aHHOM MOMCKOBOM HCCIICIOBAHUU OBLITH
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MIPOJIEMOHCTPUPOBAHBI COMOCTAaBUMBIE IP(DEKT MBHOCTE '1{:' éelgﬁgﬁb?¥g%t%gﬁlnégﬁm

puBapokcabana u ABK npu npoBeneHun kapJuoBepcuu.

Tayuenmur ¢ pubpuriayuei npedcepouti HEKIANAHHO20 NPOUCXOHCOeHUs:, nepeHecuiue YKB co
CmeHmuposanuem

bbino mpoBeneHO paHIOMU3UPOBAHHOE OTKpPbITOe MHOroueHTpoBoe uccienoBanue (PIONEER
AF-PCI) nmns cpaBHeHHS O€30MAacHOCTH [IBYX PEXHUMOB JO3MPOBAaHHUS pHUBapoKcabaHa B
CpaBHEHHUH ¢ O JHUM pexkumoM Ao3upoBanus ABK ¢ yuactuem 2124 nanueHToB ¢ Gpubprinisiiuei
IpeAcepauil HEKJIAMIAaHHOTO NPOUCX0XKIeHus, nepeHecinx YKB co cteHTHpoBaHuEM 110 TOBOAY
aTepocKIepoTryeckoro 3adoneBanws. [lanneHTs! ObUTH paHAOMU3UPOBAHBI B COOTHOMEHHH 1:1:1
it 12-mecsiyHoi Tepanuu. [lanMeHTsl ¢ HHCYIBTOM WM TPAaH3UTOPHOW MIIEMMUYECKOMN aTakon
(TUA) B anamHe3e He BKIIIOUAIHCh B UccienoBanue. ['pynna 1 momyyana 15 mr puBapokcabana
OJIMH pa3 B AeHb (10 Mr oguH pa3 B IeHb y NAIMEHTOB ¢ KiaupeHcoM kpeaTuHuHa KinKp 30—49
MJI/MUH) 1 HHTHOHUTOp peuentopa P2Y 12. I'pynma 2 noxydana 2,5 Mr puBapokcabana fBa pas3a B
J€Hb W [JBOMHYIO AaHTUTpOMOOLMTapHYyI Tepanuio (T.e. 75 Mr kionujorpena (wiu
aNbTepHATUBHBINA HHTUOUTOD perentopa P2Y 12) u aneTuncanuiuuioByrO KUCIOTY B HU3KOH J103€)
B TeueHue 1, 6 unu 12 mecdieB ¢ mociueAyoomuM nepexoaom Ha 15 mr puBapokcabana (10 mr
oaMH pa3 B AeHb y marueHToB ¢ KinKp 30—49 mu/mun) oguH pas B JeHb C alleTUIICATUITMIOBON
KHCJIOTOW B HU3KOHM no3e. ['pynmna 3 momyuana ABK B ckoppekTrpoBaHHOW 1103€ M JIBOWHYIO
AHTUTPOMOOIIUTAPHYIO Tepanuio B TeueHue 1, 6 unu 12 MecsieB ¢ MOoCIeAYIONUM MePeXoa0oM Ha
ABK B CKOppEeKTUPOBAHHOM /103€, C AllETUIICATUIMIOBOM KUCIOTOW B HU3KOU A03€e. [lepBuunas
KOHEYHAass Touka OE€30MacCHOCTH, Clly4aun  KJIMHHUYECKH  3HAYMMOTO  KPOBOTEUEHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) naruenToB B rpymme 1, rpymnie
2 u rpynne 3, cooTBeTcTBEeHHO (oTHOMeHue puckoB [OP] 0,59; 95 % nosepurenbHbII HHTEpBA
[A] 0,47—0,76; p<0,001 u OP 0,63; 95 % AN 0,50—0,80; p<0,001, cOOTBETCTBEHHO).
Bropuunas koHeuHas Touka (CymMMapHas 4acTOTa CEPACYHO-COCYIUCTBIX COOBITHI: CMEpTh
BCJIEZICTBUE CEPICUHO-COCYAUCTBIX MPUYHMH, HHPAPKT MUOKAp/Aa WK WHCYIbT) pa3Buiiach y 41
(5,9 %), 36 (5,1 %) u 36 (5,2 %) nanuenToB B Tpymme 1, rpymnme 2 u rpymnmne 3, COOTBETCTBEHHO.
Kaxnaplii w3 pexuMOB puBapokcabaHa TOKa3aJl 3HAYUMOE CHUKEHHE 4YacTOThl CIIy4aeB
KJIMHAYECKH 3HAaYMMOIO KpOBOTEYEHHs IO cpaBHeHHIO ¢ Tepanueit ABK y manueHToB ¢
HEeKJIarmaHHOW Gudpwusiuen npeacepauii, nepenecmux UKB co crentupoBanuem. [lepsuunoit
nensto ucciaenoBanuss PIONEER AF-PCI saBnsmace oreHka Oe3omacHOCTH. JlaHHBIE IO
3¢ (HeKTUBHOCTH (BKIIIOYAs TPOMOOIMOOINYECKIE COOBITHS) B 9TOM MOMYJISIIIUN OTPaHUYCHEI.

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

[Iporpamma KIMHUYECKUX UCCIEAOBaHUI puBapokcabana Obla pa3paboTaHa sl JEMOHCTPAIUH
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Tepanuu u npodunaktuke peruausos TI'B u TOJIA.

Bbonee 12800 nanueHTOB NPUHSUIM y4acTHE B YETHIPEX PAHIOMM3UPOBAHHBIX KOHTPOJIUPYEMBIX
knuandeckux uccnenoBanusx I ¢paser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, OBLI TpOBEIEH JAOMOJHUTEIBHBIA MPEABAPUTEIHHO
CIUITAaHUPOBaHHBIM oO0beanHeHHBIN aHanu3 uccinepoBanuii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JUIMTEIBHOCTh JIEYEHUSI BO BCEX HCCIEAOBaHUSAX cocTaBwia 21 mecsil.
Uccnenoanue EINSTEIN DVT npooamiocs ¢ ydactruem 3449 naumentoB ¢ octpeiM TI'B ¢
LEeNbI0 U3yYeHUs MpUMEHEeHusl puBapokcabana asns jedeHus TI'B u npodunakTiku penuanBoB
TI'B u TOJIA (maumueHTtsl, y KOTOpHIX Obuta cuMntoMHas TOJIA, HCKIIOYAINCh U3 TAHHOTO
ucciaenoBanus). JMUTeNbHOCTh JIeueHusl cocTaBisiia 3, 6 wian 12 MecsieB B 3aBUCUMOCTH OT
KJIMHUYECKOW OLEHKH UCCIIEA0BATEIS.

B Teuenue nepBhIx Tpex Henenb Jedenust octporo TI'B mpumensuics puBapokcaban 15 mr nBa
pasa B JI€Hb, C IMOCJIEAYIOIIUM NEPeXoJoM Ha puBapokcaban 20 Mr oauH pa3 B JCHb.
Uccnenoanne EINSTEIN PE npooaunocs ¢ yyactuem 4832 manueHntoB ¢ octpoit TOJIA ¢
nenbto u3ydenus sedeHus TOJIA u npodunaktuku peuuauBos TI'B u TOJIA. [[nuTenbHOCTD
Je4eHus cocraBisia 3, 6 wiam 12 MecdlneB B 3aBUCUMOCTH OT KIMHUYECKOW OILICHKHU
HCCIIE0BATEIA.

B Teuenue nepBbIX TpeX HENENb HAUYaILHOTO JieueHus octpor TOJIA npumensics puBapokcadaH
15 mr 1Ba pasa B I€Hb, C MOCIEIYIOIINM IIePeX0A0M Ha puBapokcaban 20 MT oAuH pa3 B JeHb. B
o6oux uccnenopanusx EINSTEIN DVT u EINSTEIN PE cxema siedeHus B rpymrne mpenapara
CpaBHEHHs BKJIIOUYasa BBEJICHUE JHOKCAIIAPHUHA B TEUEHHUE 10 KpallHEel Mepe 5 THEW B COYETaHUU
C Teparnuel aHTaroHUCTOM BUTaMuHa K 10 TOCTHKEHUSI TePareBTUYECKOTO YPOBHS IMOKa3aTess
[IB/MHO ((>2,0). [lanee ne4yeHue MpoA0KaIoCh aHTarOHUCTOM BUTamuHA K, 103a koToporo
OblTa CKOPPEKTHpOBaHa TakUM oO0pa3oM, 4YTOOBI TojAepxkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYeCKoM auamnaszone ot 2,0 go 3,0.

UccnenoBanme EINSTEIN Extension mpoBomuiock ¢ ydgactuem 1197 manmentoB ¢ TI'B umm
TOJIA ¢ nenbio u3ydenus npopunaktuky peruausos TT'B u TOJIA. IuTenbHOCTD JIeUeHUs IS
MAIMEHTOB, 3aBEPIIUBIINX OT 6 10 12 MecsieB JeueHus: BEHO3HON TPOMOOIMOOINH, COCTaBUIIa
JIOTIOJTHATEIILHO OT 6 10 12 MecsIieB B 3aBUCHMOCTH OT KIMHHUYECKOM OITEHKH HMCCIEIOBATEIIS.
[TpoBoauioch cpaBHEHUE puBapokcabaHa 20 Mr oJIMH pa3 B IEHb U IL1aneoo.

B wuccaemosanusx EINSTEIN DVT, PE u EINSTEIN wucnonn3oBaiuch OJWHAKOBEIC
MpeBApUTENHLHO OIPE/IeIICHHbBIE IEPBUYHBIC U BTOPUYHBIE KOHEYHBIE TOUKU Y (HEKTUBHOCTH.
[lepBuuHOii KOHEUHOM TOYKOW AP(HEKTUBHOCTH OBUT CUMNOTOMHBIM peuumuB BTO,

OTIpENIEeABIINNACA KaK COBOKYMHOCTh pennauBa TI'B wnn daranbaoit wim Hedaransnoit TOJIA.
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BropuuHas koHe4Hass TOYKa OMpeAesuiach K COBOK%QME‘B%ﬁEQ%HE'IIe_tbalreHl;'Hoﬁ

TOJIA u cMepTH OT BCEX IPUUUH.

B uccnenoBannu EINSTEIN Choice 3396 nanueHToB ¢ moaTBep AeHHBIMU cuMnToMHbIMU TT'B
u/unmu TOJIA, 3aBepmmBIINX 6—12 MECsIEB JICUSHHs] aHTUKOATYJITHTAMH, U3y4aIuCh Ha MPEIMET
npodunaktuku patanbHor TOJIA nam HedaTanbHBIX CUMITOMHBIX peruanBoB TI'B wim TOJIA.
[TateHTh, KOTOPBHIM OBUIO MMOKAa3aHO MPOJOJDKEHHE AaHTUKOAryJIsSHTHOH Tepanmuu B
TEpaNneBTUUECKUX J03aX, MCKIIOYAINCh U3 HcciaenoBaHus. lIpoaomKuTenbHOCTh JieUEeHHUs
cocrtapisuia 10 12 mecsieB B 3aBUCUMOCTH OT UHIUBUAYAIbHON JaThl PaHIOMHU3AIUH (MeIuaHa:
351 nenp). PuBapokcaban B q03e 20 MT OAMH pa3 B CYTKH U puBapokcadad B 03¢ 10 Mr oguH pa3
B CYTKM CPaBHMBAJIM C alETWICAIUIMIOBOM kucioTod B no3e 100 Mr oauH pa3 B CYTKH.
[lepBuyHoii KOHeYyHOHW TOYKOW dS(ddexkTnBHOCTH OBUT CHUMNTOMHBIA penuauB BTD,
OTIpeIeNIABIINICS KaK COBOKYMHOCTh peruanBa TI'B unu daransHoi unu HedaransHor TOJIA.
B wuccnegoBanuu EINSTEIN DVT (cm. Tabmumy 6) ObUl0 MPOJEMOHCTPHUPOBAHO, YTO
puBapokcabaH He ycrynaeT sHoKcanapuny/ABK no nepBuuHo# KOHEUHOH TOUKE AP HEKTUBHOCTH
(p<0,001(Tect Ha He MeHbIIy0 3 dekruBHOCTE); OP: 0,680 (0,443-1,042), p=0,076 (Tect Ha
npeBocxocTBO)). [IpenBapuTenbHO ompeneieHHas 4ucTas KIMHUYECKas BbIrojaa (mepBUYHAs
KOHEYHas Touka 3()(PEeKTUBHOCTHU U Cllydau OOJIBIIOr0 KPOBOTEUEHHUS ) Oblla 3aperuCTPUPOBaHA C
OP 0,67 ((95 % AU: 0,47-0,95), nHomuHanbHOE 3HaueHue p = 0,027) B monb3y puBapokcadaHa.
3nauenuss MHO Haxoauiuchk B TepaneBTHUECKOM Juana3zoHe B cpeaHeMm 60,3 % BpeMeHu Juist
CpenHel mpoaoKkuTeNbHOCTH JieueHus 189 nueit u 55,4 %, 60,1 % u 62,8 % BpeMeHu B rpymnmnax,
IPOJAJICHHOTO Ha 3, 6 u 12 MecsueB jeueHusl, COOTBeTCTBeHHO. B rpynne snokcanapun/ABK He
OBLIO UETKOH CBSI3U MEXAY ypoBHEM cpeanero neHTpaibHoro TTR (BpeMs B tuana3zoHe 1e1€BOro
MHO 2,0-3,0) B TepTHIIX 0JUHAKOBOro pazMepa u yactotod peuuansos BTO (P = 0,932 nns
B3aMMOJEHCTBYs). B mpenenax caMoro BBICOKOTO TEPTWIIS OTHOCHTENbHO LeHTpa OP s
puBapokcabaHa o cpaBHEHUIO ¢ BapdapuHoM coctasisuio 0,69 (95 % JIU: 0,35-1,35).

YactoTra BOZHMKHOBEHHMSI MEPBHYHON KOHEYHOM TOYKM O€301MacHOCTH (Ciiydaw OOBIIOr0 WA
KJIMHUYECKH 3HAYUMOT0 HEOOJBIIOr0 KPOBOTEUEHHS), a TaKKe BTOPUYHOM KOHEUHOH TOYKHU

6e301macHOCTH (ciTyyaun OOJIBIIOTO KPOBOTEUEHUS ) ObLIa CXOXKEH 7151 00€UX IPYIII JICYSHHUS.

Tabmuma 6. Janubeie mo npodutto 3¢pheKTUBHOCTH U Oe3omacHocTH B uccienoBanuu 11 ¢azer

EINSTEIN DVT

Hccaenyemas nomyasuus 3449 nanMeHTOB € CHMITOMHBIM OCTPBIM TPOM0030M
rJ1y0OKHX BeH

TepanesTnueckast 1n03a u | PuBapokcadan® 3,6 wim 12 | Jnokcanapun/ABK** 3, 6
NMPOIOJIKHTETbHOCTD mecsaeBs N=1731 nian 12 mecssueB N=1718
JIeYeHH s
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CHUMIOTOMHBIN peuuaus | 36 (2,1 %) i

CHUMIITOMHBIN permaus | 20 (1,2 %) 18 (1,0 %)
TOJIA

Cumnromusiit peuugus TITB | 14 (0,8 %) 28 (1,6 %)
Cumnromusie TOJIAu TI'B | 1 (0,1 %) 0
@aranpuass TOJIA/ cmeprts, | 4 (0,2 %) 6 (0,3 %)
pu KOTOpOH HEJb3s

uckimounTs TOJIA

bonbmoe wnu  xiauauuecku | 139 (8,1 %) 138 (8,1 %)
3HAYUMOE HeOoJIbIIIoe

KpOBOTEUYCHHE

Cnyyan 6omproro | 14 (0,8 %) 20 (1,2 %)
KPOBOTCUYCHHUS

*PuBapokcabaH 15 Mr 1Ba pa3a B JeHb B TCUCHHE 3 HEMIENb, C MOCISAYIOMINAM IepexoqoM Ha 20 MT OAHH pa3 B ICHb.
** DHOKcanapuH B TEYEHHUE N0 MEHBILEH Mepe 5 IHEil, ¢ 0THOBPEMEHHBIM U mocieayomum npuemom ABK.
**% p<0,0001 (He MenbIast 3pPEeKTUBHOCTD It 3apanee onpenenenHoro OP 2,0); OP: 0,680 (0,443-1,042), p=0,076

(TIpEeBOCXOACTBO).

B uccnenoannu EINSTEIN PE (cMm. Tabmuity 7) 0110 IPOIEMOHCTPUPOBAHO, UTO pUBAPOKCabaH
He ycrymaer sHokcanapuny/ABK mo mepBuuHOi koHEYHOH Touke >ddexruBroctr (p=0,0026
(rect Ha He wMeHblnylo dddextuBHocTh); OP: 1,123 (0,749-1,684)). IlpenBaputensHo
olpesielieHHasl YucTas KIMHWYecKas BbIrofa (MepBUYHas KOHEYHas Touka 3(deKkTuBHOCTH U
ciry4au OOJIBIIIOT0 KpoBOTeUeHMs ) Obla 3apeructpuponana ¢ OP 0,849 ((95 % JAU: 0,633—-1,139),
HOMMHaNbHOE 3HaueHue p=0,275). 3nauenuss MHO Haxoquiinch B TEpaneBTUYECKOM JIMaNa30He
B cpeaHeM 63 % BpeMeHU Uil CpelHeN MPOIOIKUTENbHOCTH Jeuenus 215 nueit u 57 %, 62 % un
65 % BpeMeHHu B rpymnnax, NpoaJIeHHOro Ha 3, 6 1 12 Mecs1eB 1e4eHns: COOTBETCTBEHHO. B rpymmne
sHokcanapuH/ABK He ObL10 4eTKoM CBs3M MeX 1y ypoBHEM cpeanero neHTpaibHoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TepTUISX OJJMHAKOBOTO pa3Mepa U YaCTOTOU PEIUINBOB
BT (p = 0,082 nns B3aumMopeiicTBus). B mpenenax camMoro BBICOKOTO TEPTUJIE OTHOCUTEIBHO
nertpa OP s puBapokcabaHa 1mo cpaBHeHHUIO ¢ BaphapuHom cocrtasisuio 0,642 (95 % JIU:
0,277-1,484).

YactoTra BOZHMKHOBEHHUS MEPBUYHON KOHEYHOW TOYKM O€301aCHOCTH (Cliydaw OONBIIOTO WITH
KJIMHUYECKH 3HAYUMOT0 HEOOJIBIIOr0 KPOBOTEUEHHS) Obljla HECKOJIBKO HUXKE B TPYIIIE JICUEHUS
puBapokcabanom (10,3 % (249/2412)), uem B rpymnne jeuenus sHokcanapunoM/ABK (11,4 %
(274/2405)). Yacrora BTOpUYHON KOHEUYHOW TOYKM Oe30macHOCTH (ciydaw OOJIBIIOTO
KpoBOTeUeHMsI) Oblla HIDKE B rpymnmne puBapokcabana (1,1 % (26/2412)), yem B rpymme
snokcanapuHa/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JU: 0,308-0,789).
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Tabmuma 7. Janusie mo npoduito 3P dekTruBH

EINSTEIN PE

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.12.2024 N= 27703

orn_n 6eiotachoeti s hictefichain i dase

Hccaenyemasi nomyasiuust

4832 nauuenTta ¢ ocrpoii cumnromuou TIJA

TepaneBTnuyeckasi 103a u

PuBapokcadan* 3,6 wiu 12

Juokcanapun/ABK** 3, 6

pu KOTOpOH HEJb3s

UCKIIOUNTL TOJIA

NMPOJXOJIKHTETBbHOCTD mecsiieB N=2419 win 12 mecssueB N=2413
JIeYeHust

CHUMIITOMHBIN permaus | 50 (2,1 %) 44 (1,8 %)
CuMOTOMHBIN peruaus | 23 (1,0 %) 20 (0,8 %)

TOJIA

Cumnromusiit peuugus TITB | 18 (0,7 %) 17 (0,7 %)
Cumnromasie TOJIAuTIB | 0 2 (<0,1%)

@daranpuas TOJIA/ cmeprts, | 11 (0,5 %) 7 (0,3 %)

bonpuioe umm KIMHAYECKH

249 (10,3 %)

274 (11,4 %)

3HAYUMOE HEOOJIbIIOE

KpPOBOTEYCHHE

Cnyyan 6omprroro | 26 (1,1 %) 52 (2,2 %)
KPOBOTEUECHUS

*PuBapokcabaH 15 Mr 1Ba pa3a B JeHb B T€UCHHE 3 HENleNb, C MOCICIYIOINM IepexonoM Ha 20 Mr ouH pa3 B IcHb

** JHOKCaIapyH B TCUCHHE IO MEHBIIICH Mepe 5 THEH, ¢ OJHOBPEeMEHHBIM 1 Tocieyromum npuemom ABK.

**% p<0,0026 (He MeHbIIas 3PPEKTHBHOCTD s 3apaHee onpeneneHHoro OP 2,0); OP: 1,123 (0,749-1,684).

bbul mpoBeneH npeaBapUTENbHO CIUIAHUPOBAHHBIM OOBEIMHEHHBIM aHaIU3 KOHEYHBIX TOYEK

uccaenoBanuii EINSTEIN DVT u PE (cm. Tabnumy 8).

Tabmuua 8. /lannsle o npoduito 3pPeKTUBHOCTH U 6E30MAaCHOCTH 00BETMHEHHOTO aHalIn3a B

uccaenoBanusx Il ¢aszer EINSTEIN DVT u EINSTEIN PE

Hccaexyemasi momyasiuus 8281 mamuenTa ¢ ocrpeiMu cumntoMHbiMu TI'B wmam
TIJA

TepanesTnueckast n03a u | PuBapokcadan® 3,6 wim 12 | Jnokcanapun/ABK** 3, 6

NMPOJOJIKUTENbHOCTD MmecsineB N=4150 win 12 mecsineB N=4131

JIeYeHust

CHMITTOMHBIN permaus | 86 (2,1 %) 95 (2,3 %)

CuMnOTOMHBIN peruaus | 43 (1,0 %) 38 (0,9 %)

TOJIA

Cumnromusiid peruaus TI'B | 32 (0,8 %) 45 (1,1 %)

Cumnromusie TOJIAu TI'B | 1 (<0,1%) 2 (<0,1%)

@aranpHas TOJIA/ cmepts, | 15 (0,4 %) 13 (0,3 %)

npu KOTOPO HEJb3s

nckimounts TOJIA
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COOTBETCTBYET 3KCNEPTHO
ot 13.12.2024 N= 27703

MY OTYETY

bonpmoe wnu  knmHuudecku | 388 (9,4 %) il """'_iE"]ﬁ't‘i%"('TéBik/ﬁ"': CTE 0005
3HAYUMOE HeOoIbII0e

KPOBOTCUCHHE

Cnydan 6omboro | 40 (1,0 %) 72 (1,7 %)

KPOBOTEUYECHHS

*PuBapokcabaH 15 Mr JBa pa3a B ICHb B TCUCHHE 3 HEJIENb, C MOCICAYIOIINM epexo oM Ha 20 Mr oJTUH pa3 B ICHb
**JHOKCAIApUH B TCUCHHE IO MCHBIIICH Mepe 5 AHEH, ¢ 0JJHOBPEeMEHHBIM | Tocieayomum mpuemom ABK
**% p<0,0001 (He MeHbIIas Y3PPEKTUBHOCTD 1A 3apaHee onpenenenHoro OP 1,75); OP: 0,886 (0,661—1,186)

[TpenBapuTenbHO ONpPEIEICHHAs YHCTas KIMHUYECKas BBITOJA IMEPBUYHAS KOHEYHAs TOYKa
3O PEKTUBHOCTH TUTIOC CiIy4aud OOJIBIIOTO KPOBOTEUYEHHUS) OOBCIMHEHHOTO aHaiu3a ObLia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nomunanbHoe 3HaueHue p=0,0244).

B uccnenoBannu EINSTEIN Extension (cMm. Tabnuity 9) puBapokcabaH peBOCXOIUI TUIAIE00 TI0
MEPBUYHBIM M BTOPUYHBIM KOHEYHBIM ToukaMm 3ddextuBHocTH. YacToTa BCTPEYACMOCTH
NEPBUYHON KOHEYHOH TOYKM 0E30MacHOCTH (Ciiydau OOJIBIIMX KPOBOTCYCHUH) YMCICHHO ObLIa
HE3HAYMTEINILHO BBIIIE Y MAIIMEHTOB, MOJYYaBIINX TEPANHIO puBapokcadanoM B 103e 20 Mr oJIuH
pa3 B JICHb, 110 CPaBHEHUIO C Iare6o. BropudHas koHeUHas Touka 0€30MacHOCTH (OOJIBIIHE WITH
KJIMHUYECKH 3HAUYMMBbIe HEOONBIINE KPOBOTEYEHHS) TOKaszaja Ooyiee BBICOKYIO YacTOTy Y
NAIMECHTOB, IOJIYYaBIIMX TEPalui0 pHBapokcabaHoM B o3¢ 20 Mr OJIWH pa3 B JieHb, IO

CpaBHCHHIO C nnaue60.

Tabmuma 9. Janusie no npodutto >PpheKTUBHOCTH U Oe3omacHocTH B uccienoBanuu Il ¢azsr

EINSTEIN Extension

Hccaenyemasi momyasius 1197 NalUEeHTOB, NPOJOJKMBIINX  JICYCHUE U
NpopUIAKTUKY PelHIMBOB BEHO3HOI TPOMO0IMO0 UM

TepanesTnueckast n03a u | PuBapokcadan® 6 wim 12 | Ilnanedo 6 uiu 12 mecsinen
NPOAOKMTEJIBLHOCTD MmecsineB N=602 N=594
JieYeHus

CuMOTOMHBIN peuuaus | 8 (1,3 %) 42 (7,1 %)
BTO**

CuMITOMHBIH pemmaus | 2 (0,3 %) 13 (2,2 %)
TOJIA

Cumrromusiid peruaus TTB | 5 (0,8 %) 31 (5,2 %)
Cumnromusie TOJIAu TI'B | 1 (<0,1%) 2 (<0,1%)
@daranpHas TOJIA/ cmeprts, | 1 (0,2 %) 1 (0,2 %)
npu KOTOPOI HEeJb3s

uckmounTs TOJIA

Cnydan 6ompmoro | 4 (0,7 %) 0
KPOBOTCUCHHS

Knuanuecku 3Hauumoe | 32 (5,4 %) 7 (1,2 %)
HeOOoJIbII0e KPOBOTEUCHUE

* PuBapokcaban 20 MT OJIMH pa3 B IeHb
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(NOCNEQCBATENEHOCTE 0005)

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

B uccnenoBanun EINSTEIN Choice (cm. Tabmuimy 10) puBapokcabdan B go3ax 20 mr u 10 mMr
npeBocxoaun anerwicanuiuioByto kuciaotry (ACK) B goze 100 mr mo nmepBUYHOM KOHEUHOMU
touke HPdexTuBHOCTH. OCHOBHAs KOHEYHAas TOYKa Oe30macHOCTH (ciaydaw OOJBIIOTO
KPOBOTEYCHHMS) ObLJIa CXO0XKEH y MallMeHTOB, MOJy4YaBIINX puBapokcabaH B qo3ax 20 mr u 10 mr

OJMH pa3 B JICHb, 10 cpaBHEeHUIO cO 100 Mr aneTHIICATUITUIOBON KUCIOTHI.

Tabmuna 10. Jlanusie o npodumto 3G pextuBHOCTH U Oe30macHOCTH B uccienoBanuu 111 dassr

EINSTEIN Choice

Hccaenyemas
MONMyJIsII U

3396 nmanMeHTOB, NPOAOIKMBIIMX NPOPUIAKTHKY pelHIMBOB
BEHO3HOH TPOMO0IMOO MU

TepaneBaneCRaﬂ
ao3a

PuBapokcadan 20
mMr 1 pa3 B JeHb
N=1107

PuBapokcadan 10
mMr 1 pa3 B JeHb
N=1127

ACK 100 mr 1 paz B
aenb N=1131

Menuana
IIPOAOIKUTEILHOCTH
JIeUeHUs
[MEXKBapTHIIbHBIH
JIAaITa3oH |

349 [189-362] mueit

353 [190-362] aust

350 [186-362] aueit

CUMIITOMHBIHI
peunaus BTO

17 (1,5 %)*

13 (1,2 %)**

50 (4,4 %)

CUMIITOMHBINI
peungus TOJIA

6 (0,5 %)

6 (0,5 %)

19 (1,7 %)

CUMIITOMHBINI
peunaus TI'B

9 (0,8 %)

8 (0,7 %)

30 (2,7 %)

@aranpHas TOJIA/
CMEPTb, IPU KOTOPOU
HEJIb351 UCKIIIOYUTH
TOJIA

2(0,2 %)

0 (0,0 %)

2 (0,2 %)

CuMOTOMHBIN
peuuanB BTO,
nH(papKT MHOKapAa,
UHCYJIBT WIH
CUCTEMHasI
TpoMOO3MOoOHUs, HE

cBsa3anHas ¢ [ITHC

19 (1,7 %)

18 (1,6 %)

56 (5,0 %)

Cayyan  6ombLIOTO
KpPOBOTEUECHHS

6 (0,5 %)

5(0,4 %)

3(0,3 %)

Knnanuecku
3HAYNMOE HEOOIIBIIIOE
KpOBOTEUYCHHE

30 (2,7)

22(2,0)

20 (1,8)

CUMIITOMHBIHI

peungus BTD wim

23 (2,1 %)

17 (1,5 %)

53 (4,7 %)
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MY OTYETY

KpOBOTEUYEHHE
(ducrast KIMHUYECKAast
BBITO/1A)

* p<0,001 (mpeBocxojcTBO) PuBapokcaban 20 Mr oauH pa3 B neHb no cpaBHeHHo ¢ ACK 100 Mr oquH pa3 B IcHb;
0OP=0,34 (0,20-0,59).

** p<0,001 (mpeBocxozactBo) PuBapokcadan 10 mMr oguH pa3 B nenb no cpaBHeHHIO ¢ ACK 100 Mr ouH pa3 B IeHb;
OP=0,26 (0,14-0,47).

* PuBapokcaban 20 Mr omuH pa3 B jacHb 1o cpaBHeHnio ¢ ACK 100 mr oaus pa3 B mens; OP=0,44 (0,27-0,71),
p=0,0009 (HomMuHaNIBHOE).

** PuBapokcaban 10 mr ogux pa3 B jaeHb mo cpaBHenuo ¢ ACK 100 mr oaun pa3 B aenb; OP=0,32 (0,18-0,55),

p<0,0001 (HOMUHATIEHOE).

B nononnenne k mnporpamme wuccienoBanuit Il ¢aszer EINSTEIN Obuto mpoBeneHo
MPOCHEKTUBHOE HEUHTEPBEHIIMOHHOE OTKPBITOe KoropTHoe wuccienoanue (XALIA) c
[EHTPAJIILHOW OLIEHKOW KOHEYHBIX TOYEK, BKIIouas peruauB BT, Oonbinoe kKpoBoTeueHHE U
cMepTh. B ucciieoBanre KIMHHYECKON MPAKTUKU OBLTH BKIIFOUEHBI 5142 mamueHTa ¢ OCTphIM
TI'B ans u3yueHus 1oarocpoyHoii 6e301macHOCT puBapokcabaHa 1o CpaBHEHHUIO CO CTaHAaPTHON
AHTUKOAryJIsiHTHOM Tepanueil. YacTtora Gonbioro kpoBoredeHus, peruaua BTD u cmeptu ot
BCEX MPUYMH g puBapokcabana cocraBuia 0,7 %, 1,4 % u 0,5 % coorBercrBeHHO. bpuin
pa3nuuus B UCXOJHBIX XapaKTEPUCTHUKAaX IAIlMEHTOB, BKJIOYas BO3PacT, paK W HapyIICHUE
byHKIMM ToYeK. [ KOPPEKTUPOBKU HMCXOAHBIX MEXKIPYIIOBBIX Pa3IHuUuil UCHOIH30BAICS
3apaHee CIUTAHUPOBAHHBIN CTpaTHPHUIIMPOBAHHBINA TOI00P MO MHAEKCY cOOTBeTCTBUsI. HecMoTpst
Ha 3TO, OCTATOYHOE HCKAKEHHWE MOTIJIO BIUATH Ha pe3ynbTaThl. CkoppektupoBanHbie OP,
CpaBHHUBAIOIINE PUBApPOKCAOaH W CTAHIAPT JICUEHUS B OTHOIIEHWU OOJIBIIOTO KPOBOTCUEHUS,
peruauBa BTD u cmeptu ot Beex nmpuuuH, coctasunu 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. DTHU PE3yNbTAaThl KIMHUYECKOU
MPAKTHKE COTJIACYIOTCS C YCTAaHOBIEHHBIM MpoduiieM 0e30MacHOCTH Al JAaHHOTO MoKa3aHus. B
MOCTPETUCTPAITMOHHOM HEHHTEPBEHIIMOHHOM ucciegoBanun Oosee 40000 mamueHTOB U3
YeThIpeX CTpaH 0e3 paka B aHaMHE3€ MOTydYald PUBApOKcabaH JJis JICUSHUS WA MPOOUIaKTHKU
TI'B u TOJIA. Yacrtora coObituii Ha 100 mamueHTO-JET JUIsi CUMIITOMHBIX/KIMHHYECKU
BbIpaxXeHHBIX BTDO/TpomMO0dMO0INYECKUX  COOBITUH, TPHUBOMANIMX K TOCHUTAIU3AIINY,
BapeupoBaia ot 0,64 (95 % AN 0,40-0,97) B Benmukobpurtanuu mo 2,30 (95 % AU 2,11-2,51) B
I'epmannn. KpoBoTedeHws, NPUBOIANINE K TOCTUTAIM3AIMN, BO3HUKAIW CO CIEIYIOMEH
gacrotoi Ha 100 mnamuenro-ner: 0,31 (95 % AU 0,23-0,42) 1ysi BHYTpUYEpPENHBIX
kpoBomznusaui, 0,89 (95 % AU 0,67-1,17) nns xenymno4HO-KUIIEUHBIX KpoBoTedenuii, 0,44
(95% AN 0,26-0,74) nns yporeHuTanbHbix KpoBoTeueHuid u 0,41 (95 % AU 0,31-0,54) nns

JIPYTUX KPOBOTECUEHUH.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 13.12.2024 Ne 27709

(NOCTNENOBATENLHOCTL 0005)

€TH

[TporpombuHOBOE Bpems (Neoplastin), AYTB u antu-Xa akTHBHOCTh, U3MEPEHHAsI C TOMOIIBIO
KaTMOPOBAaHHOTO KOJMYECTBEHHOTO TECTa, TECHO KOPPETUPYIOT ¢ KOHLEHTPAIMSIMH B TIa3Me
KpoBu y geredd. Koppensums mexay aHTH-Xa aKTUBHOCTBIO U IJIA3MEHHOW KOHIEHTpaLMeH
SBJISICTCSl JIMHEHMHOW C TAHTEHCOM yrja HakJIoHa IpsAMo#, Omu3kuM K 1. MoryT BO3HHMKATh
UH/IMBUYalIbHBIE PACXOXACHUS Oojiee BBICOKMX WM Oojiee HU3KUX 3HAUYCHUH aHTH-Xa
AKTUBHOCTH I10 CPAaBHEHMIO C COOTBETCTBYIOIIMMHU KOHLEHTpALUsAMU B IIJ1a3Me KpoBU. B nepuog
JiedyeHus: puBapokcabaHoM He TpeOyeTcs MPOBOAUTh MOHUTOPHHI MapaMeTpOB CBEPTHIBAHUS
KkpoBH. OHaKO, €CIIU JIJIsl STOTO €CTh KIIMHUYeCKoe 000CHOBaHUE, KOHLIEHTPALUU pUBapokcabaHa
MOTYT OBITh U3MEPEHBI B MKI/JI TP MIOMOIIH KaTHOPOBaHHBIX KOJTMYECTBEHHBIX TECTOB aHTH-Xa
akTuBHOCTH (cM. Tabmuiy 13 B pasmene 5.2 i AWAma3oHOB HAOJFOJAEMBIX KOHIICHTPAIUN
puBapokcabaHa B 1miia3Me KpoBu y feteil). [Ipu ucnonb3oBaHuM TecTa aHTU-Xa aKTUBHOCTH IS
KOJIMUECTBEHHOW OLIEHKH KOHIIEHTpaluii puBapokcabaHa B IIa3Me KpOBH Y JIeTeil He0OX0AUMO
YUUTHIBaTh HIKHUH Tpeies KOJIMYECTBEHHOW oleHKU. [loporoBbie 3HaueHust Uisi KpUTEPUEB
3¢ (HEeKTHBHOCTH WIIM OE€30ITACHOCTH HE YCTAHOBIICHBI.

Knunuuecxas s¢ppexmusnocmo u bezonacrnocmo

Jleuenue BTO u npoghunakmuxa peyuousos BT y oemeti

bbuto mpoBeeHO 6 OTKPBITHIX MHOTOLIEHTPOBBIX MCCIIEA0BAHUMN C yUacTHEM JETEH, B KOTOPHIE B
oOuiemM ObUIM BKJIIOYEHBI 727 neredl ¢ MOATBEPXKJIEHHOM OCTpOl BEHO3HOW TpomOo3MOonnei
(BTD), u3 xoropsix 528 nonydanu puBapokcadan. Jloza puBapokcabaHa, KOTopasi IpUMEHsIIach
y aeteil ot poxaeHus 10 18 net, Obliia CKOppEeKTUPOBaHa O Macce Tela U MPUBOMIIA K JIeHCTBUIO
pYBapokcabaHa, aHAJIOTHYHOMY TIpH mpueme 1036l 20 Mr puBapokcabaHa OJIMH pa3 B J€Hb y
B3pocibix nanuenToB ¢ TI'B, uto moareepxaeHo B uccnenoBanuu I1 ¢aswr (cMm. pazaen 5.2).
EINSTEIN Junior — paHAOMH3UPOBaHHOE, OTKPBITOE MHOIOIEHTPOBOE KIMHHUYECKOE
uccnenoBanue Il ¢as3pl ¢ akTuBHBIM KOHTposieM ¢ ydactueM 500 manueHToB (B BO3pacTe OT
poxknenus 1o 18 mer, 101 pedberok — ot 6 go 12 ner, 69 nereit — ot 2 10 6 net u 54 pedeHka B
BO3pacTe A0 2 JeT.

BTD xknaccuduuupoBanace kak karerep-accouuupoBanHas BTD (90/335 mauueHToB B rpymme
puBapokcabana, 37/165 manueHTOB B Ipymiie mpenapara CpaBHEHHs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra u cuHycoB (74/335 mauueHTOB B rpymnmne puBapokcabana, 43/165 mamueHToB B rpymnmne
npernapata cpaBHeHus)) wid Kak japyrue BTO, Brxmouas TI'B u TOJIA (He xaterep-
accoruupoBanHas BTO, 171/335 mauumentoB B rpymme puBapokcabana, 85/165 manueHToB B
rpymnre npenapara cpaBHenus1). Hau6onee pacnpocrpanennoit BT3 y nereit ot 12 o 18 et 6p1a
He KaTeTep-accouuupoBanHas BTD y 211 gereii (76,4%); y nereit ot 6 no 12 ner u ot 2 o 6 et

— TpoM0O3 BEH TOJIOBHOTO Mo3ra U cuHycoB y 48 npereir (47,5%) u y 35 mereir (50,7%)
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B rpymnme puBapokcabana He 06110 JeTel miaame 6 MecsAeB ¢ TpoMO030M BEH rOJIOBHOTO MO3Ta
U CHHYCOB. Y 22 ManMeHTOB ¢ TPOMOO30M BEH I'OJOBHOT'O MO3ra W BEHO3HBIX CHHYCOB Oblia
uHpexnusa [THC (13 nmarueHToB B rpyIie puBapokcadaHa U 9 manyeHToB B TPYyIIE Mpermapara
CpaBHEHU).

BTD Obuta cnpoBoLMpoBaHa IMOCTOSIHHBIMH WM BPEMEHHBIMU (aKkTOpaMH pPHCKA WIH HUX
COBOKYITHOCTBIO Y 438 (87,6 %) nereid.

[TarueHTHl MOTyYald HavyaabHOE JICYCHHE TEPANEeBTUYECKUMU J103aMU HE(PPAKIIMOHUPOBAHHOTO
renapvHa, HU3KOMOJICKYJISIPHOTO TefapuHa Wik poHJanapuHyKca B TEUCHHE 0 KpaiHel Mepe 5
JTHEM, TIocie 4ero ObLIM paHI0MH3UPOBAHBI B COOTHOIIEHNH 2:1 WK B rpymiry puBapokcabaHa B
J103€, CKOPPEKTUPOBAHHOM 110 Macce Tella, WK B IpynIy npemnapara cpaBHeHus (renapunbl, ABK)
B TEUEHHE OCHOBHOTO MEepro/ia JeueHus1, cocTaBuBiiero 3 mecsua (1 mecsiy ans aereit muasie 2
JeT ¢ KareTep-accouuupoBaHHoit BTD). B ciywyae kIMHUYECKOW OCYIIECTBUMOCTH B KOHIIE
OCHOBHOT'O I€pHOJa JICYEHUs IPOBOJAMUIIACH IMOBTOpPHAs BHU3yaJU3allds COCYJOB; MEpBUYHAs
IPOBOAMJIACH HAa JTale BKJIIOYEHUS B HccienoBaHue. Ilocime 3Toro mpuem uccieayemoro
npernapara MOT ObITh PEKpAIeH WUJIH, [0 PEIICHUI0 UCCIIEeI0BATENs, POI0JIKAICI CYMMapHO 10
12 mecsneB (s aeTed mutaie 2 JeT ¢ KaTeTep-accouunpoBannoi BT no 3 mecsien).
[TepBruHO#l KOHEUHOUM TOUKOW 3((HEeKTUBHOCTH ObUIa YacTOTa CUMITOMHOro peruaua BTO.
[TepBruHOl KOHEUHOM TOUKOW O€30macHOCTH ObUla KOMOMHHpPOBaHHAs 4acToTa OOJBIIMX U
KJIMHUYECKH 3HAUYUMBIX HEOOJIBIINX KpoBOTeueHH. Bce koHeuHble TOUkHM 3¢deKkTuBHOCTH U
0€30IaCHOCTH LEHTPAIN30BAaHHO OLIEHUBAIUCH HE3aBUCUMBIM KOMUTETOM, JUIsI KOTOPOTO OBLIO
3aclIeIUIEHO paclpeiesieHne MalMeHTOB Mo IpymnnaM jedeHus. Pe3ynpraTel 3(p(EeKTHUBHOCTH U
O6e3omacHoCTH npuBeAeHBI B Tabmumax 11 u 12 Hinke.

Perunue BTD npousomen y 4 u3 335 mauueHTOB B Ipymnmne puBapokcabaHa u y 5 u3z 165
NalMeHTOB B rpymme cpaBHeHHs. KomMOuWHUpoBaHHas 4YacToTa OOJIBIIOIO KPOBOTEUEHUS U
KJIIMHUYECKH 3HAYMMOT0 HeOOIBIIOro KpoBOoTeueHus orMeuanachk y 10 u3 329 nmanmento (3 %),
MOJTy4aBLINX puBapokcadan, u 'y 3 u3 162 nanuenTos (1,9 %), monyuaBiux npenapar CpaBHEHHUS.
Yucrass kIMHUYECKas BbIroja (KOMOMHUpPOBAaHHAs 4acToTa CHUMITOMHOro peuuausa BTD u
0OJBIIOrO KPOBOTEUEHHS) OTMeUeHa Yy 4 u3 335 marueHToB B rpyIe puBapokcadbana u'y 7 uz 165
NAlMEHTOB B TpYIIE CpaBHEHUs. PexaHanmuszanuss BEHbI IMPU TOBTOPHOM BHU3yalH3aluu
HaOmonanack y 128 u3 335 manueHToB NpH JiedeHUH puBapokcabaHoM Uy 43 u3 165 nmauueHTos
B IpyIIIE Ipernaparta CpaBHEHMs. DTU pe3yIbTaThl ObLIH B IIEIOM COMIOCTABUMBIMHU Y I€TEH pa3HbIX
BO3pacTHBIX Tpymin. B rpynme puBapokcabana Obio 119 gereit (36,2 %) ¢ nr00bIM

KPOBOTEUYCHHEM, BO3HUKIINM Ha (hOHE Tepamnuu, a B TPyMIe MpenapaTa cpaBHEHU — 45 nere

(27,8 %).
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Ta6mmma 11. Jlanasie o npoduitto 3G heKTUBHOCTH pHB'%g&a@;ﬁ'ﬁggﬁbgjfg ICJa'_éllileI-ll'}/;ﬂl B

KOHIIC OCHOBHOI'O I€PUOJa JICHCHHUA

CooObiTHE PuBapokcadan Ipenapar
N=335* CpaBHEHMA
N=165%
Peunnue BTD (nmepBuuyHasi KOHEYHAs TOYKa 4 5
3¢ PeKTUBHOCTH) (1,2 %, 95 % A1 (3,0 %, 95 % AU
0,4 % —3,0 %) 1,2 % — 6,6 %)
KomOunupoBanHas KOHEYHast TOYKA: 5 6
CUMITOMHBIN peruans BT + 6eccumnToMHOE (1,5 %, 95 % AN (3,6 %, 95 % AN
YXYJIUIEHUE P IOBTOPHOM BU3yaIM3alUU 0,6 % — 3,4 %) 1,6 % — 7,6 %)
KomOunupoBannas KOHEYHas TOYKA! 21 19
CUMIITOMHBIN peruauB BTD + 6eccumnromHoe (6,3 %, 95 % 1N (11,5 %, 95 % A1
VXyAIIEHHe + OTCYTCTBHE W3MCHCHHHA TIpU 4,0 % —9,2 %) 7,3 % — 17,4 %)
MMOBTOPHOM BU3yaIH3aIllul
Pexananuzanuss  BeHbI  NpPU  MOBTOPHOMU 128 43
BHU3yaJIU3aIlUU (38,2 %, 95 % AN (26,1 %, 95 % A1
33 % — 43,5 %) 19,8 % — 33,0 %)
KomOunupoBannas KOHEYHast TOYKa: 4 7
cuMNTOMHBIN peruaue BTO +  OGombiioe (1,2 %, 95 % A1 (4,2 %, 95 % 11
KpOBOTEUCHHE (YHCTast KIMHUYECKAsl BHITOJA ) 0,4 % — 3,0 %) 2,0 % — 8,4 %)
TpoMO03MOOIMST  JIETOYHON  apTepudl €O 1 1
CMEPTEIIbHBIM UM HECMEPTEIIbHBIM UCXO00M (0,3 %, 95 % A1 0,0 (0,6 %, 95 % U
% — 1,6 %) 0,0 % — 3,1 %)

*[lonHas BeIOOpKA /TS aHANIN3A, T.€. BCE AE€TH, KOTOPbIe OBLIM PaHIOMHU3UPOBAHBI
JW = noBepuUTEIbHBIA HHTEPBAI

Tabmuua 12. Jlanasle o npoduito 6€30MacHOCTH pUBapokcabaHa M Mpenapara CpaBHEHHS B

KOHIIC OCHOBHOTI'O I€PUOJa JICHCHHUA

CoObITHE PuBapoxcadan IIpenapar cpaBHeHusn
N=329* N=162*

KomOuHupoBaHHas KOHeUHas 10 3
TOYKA: 0oJIBIIOE (3,0 %, 95 % AN (1,9 %, 95 % AN
KpOBOTEUECHHE + KIMHHYECKU 1,6 % — 5,5 %) 0,5 % — 5,3 %)
3HAYUMOE HeOOoJIbII0e
KpOBOTeueHHe  (TepBHYHAs
KOHEUHast TOYKa
0€30MMacCHOCTH)
Bbonemioe kpoBoTeueHue 0 2

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

0,0 % — 1,1 %) 0,2 % —4,3 %)

JIroboe KPOBOTEUYCHHE, 119 (36,2 %) 45 (27,8 %)
BO3HUKIIIEE Ha (poHE Tepanuu

*BpIOOpKA ISl aHaM3a 0e30TMacHOCTH, T.€. BCE JETH, KOTOpPhIe OBLIN PaHAOMU3UPOBAHBI U TMOJIYYHIN MO KpanHei
Mepe OJIHY JI03Y HCCIIelyeMOro JIEKApCTBEHHOTO TIpernapara.

[Tpoduns >dpdexkTnBHOCTH U OE30MACHOCTH pUBapOKcabaHa OBLT B IIEJIOM COTIOCTaBHUMBIM Y
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neauaTpuyeckoi momyssiun ¢ BT u B3pocoit nonynﬂﬂ{gllzr'é"l:![EBq‘TJéﬁYKEMM"CEE)‘T'I'{'O‘[‘H@HHe

NAIMEeHTOB C JIIOOBIM KPOBOTEUYEHHEM OBLIO BBIIIE B MeauaTpuueckoil momymsmuu ¢ BTO mo

CpaBHEHHIO cO B3pocnoii nmonyssueit ¢ TTB/TOJIA.

IlanmeHTHl ¢ TPOMHBIM MO3UTUBHBIM aHTI/Id)OC(bOJ'II/IHI/IHHBIM CHMHJAPOMOM BBEICOKOI'O PHUCKaA

B cnoncupyemoMm umccienoBaTelieM  paHJAOMH3UPOBAHHOM — OTKPBITOM  MHOTOLIEHTPOBOM
MCCJIEJOBAaHMH C 3aCJIETNIEHHOM OLIEHKOM KOHEYHBIX TOUEK pUBapoKcadaH U3ydyascsl B CpPaBHEHUU
¢ BapdapuHOM Yy TMAalLKUEHTOB C TPOMOO30OM B aHamMHe3€, Y KOTOPBIX JIMAarHOCTUPOBAH
aHTu(GocHOTUNUIHBIA CHUHIPOM C BBICOKMM PHCKOM TPOMOOAIMOOIMYECKHX COOBITHUH
(TTOJIOKUTENBHBINA PE3YNIbTAT UL BCEX TPEX TECTOB HA aHTU(HOCHONIUITUIHBIN CHHAPOM: HATUINE
BOJTYAHOYHOTO aHTUKOAryJIsHTA, aHTUTEJ K KapIUOJIUIIMHY M aHTHUTEN K 0eTa-2-TITUKONPOTEHHY
I). ITocne BkmtoueHust 120 manueHTOB KCCIeIOBaHUE OBLIO MPEKPAIICHO JOCPOUHO MO MPUUUHE
MOBBIIICHHOW 4YacTOThl COOBITUH y TMAalMEeHTOB B rpynmne puBapokcabana. CpemHss
MPOJIOJDKUTENIBHOCTh TIeproja HabmoaeHus coctaBuwia 569 nHei. 59 mnanueHToB ObUIH
PaHIOMHM3HPOBAHKI B IPyIIly puBapokcadana B 1o3e 20 mr (15 Mr 1 HaiMeHToB ¢ KIMPEHCOM
kpeatuHuHa <50 mi/muH) u 61 - B rpynny Bapdapuna (MHO 2,0-3,0). Tpombosmbonnueckue
coObITHs pou3onuid y 12 % ManueHToB, paHAOMU3HPOBAHHBIX B TPYIIY puBapokcabana (4
UIIEMUYECKUX MHCYIbTa U 3 HH(]apKTa MHOKapaa). Y MalueHToB, PaHAOMU3UPOBAHHBIX B TPYIIITY
BapQapuHa, coObITHS HE ObUIM 3aperucTpupoBaHbl. bosbllioe KpoBOoTeueHue Inpousouuio y 4

narueHToB (7 %) u3 rpynmsl puBapokcadbana u 2 nanueHToB (3 %) u3 rpynmnsl BapdapuHa.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOcopOuus

[IpencraBiaeHHas Huke HWHGOpMalMs OCHOBaHA Ha JIAHHBIX, IIOJIyY€HHBIX BO B3pOCIOH
HOITYJISILIVY.

PuBapokcaban ObICTpO BcackIBaeTCs; MakcuMaibHasi KOHIEHTPAUs (Cmax) TOCTHTAETCS uepe3 2-
4 gaca rocie npuema TaOJeTKH.

[Tpu mpueme puBapokcabaHa BHYTpPh B BHJE TaOneTOK B Jo3upoBke 2,5 mMr u 10 mr mpemnapar
BCAChIBACTCS MPAKTUYECKH IOJIHOCTBIO, MPU 3TOM €ro OMoA0oCTYHMHOCTH Bbicokas (80-100 %)
HEe3aBUCHUMO OT npuema nuiy. CoBMECTHBIN ¢ MUILEH mpueM puBapokcabaHa B go3e 2,5 Mr u 10
mr He BiusieT Ha AUC u Cnax puBapokcabaHna.

B cBsi3M CcO CHMKEHHOH CTENEeHbIO BCACBIBAHUS, MpPHU IpUeMe TabIeTOK J03UpOBKOH 20 mr
HaTOIlaK HaOmojanack OuomoctynmHocts 66 %. Ilpu mnpueme TabneTok puBapokcabaHa
J03upoBKOM 20 Mr BO BpeMsl eipl oTMedasiock yBennueHnue cpenneid AUC Ha 39 % no cpaBHEHUIO

C IIpHUEMOM Ta0JIETKU HaTOLIAaK, ITOKa3bIBasd IPAKTHYCCKH IIOJITHOEC BCAChIBAHHUE M BBICOKYIO
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O6uomocTynmHOCTh. PuBapokcaban B 103upoBKax |5 Mr u 26 'ﬁf'&%ﬂ%@'ﬁg%ﬁ?%:hﬂéﬁi (SNt

(cm. paznen 4.2).

dapMaKOKHHETHKA pPUBapOKcabaHa MPaKTHYECKU JIMHEHHA B J103aX J0 15 Mr oJIMH pa3 B IeHb MPH
nmpueMe Hatomlak. B ycioBusax npuema puBapokcabaHa B BUE Ta0JIETOK 103UpoBKoM 10 mr, 15 Mr
u 20 Mr BO BpeMs eJibl HabJro1aeTcst 10303aBUCUMOCTh. [1pu 6oiee BRICOKUX [03aX puBapoKcadaH
JIEMOHCTPHUPYET a0COPOLINIO, OTPAHUYCHHYIO PACTBOPEHHEM, C YMEHBIIEHHOW OMOI0OCTYITHOCTBIO
U CHHKEHHOM CKOPOCTBIO0 a0COPOIMH NIPY TOBBIIICHUH J03bI.

dapMaKOKMHETHKA pHBapoKcadaHa XapaKTepU3YeTCsl YMEPEHHOH  MEeXUHAMBUAYAIbHOMN
BapraleIbHOCTHIO (BapHallMOHHBINH Kod(duunenT) B fuanazone ot 30 xo 40 %.

BcacbiBanue puBapokcabaHa 3aBUCUT OT MECTa BHICBOOOKIEHUS B K€y I0YHO-KUIIEUHOM TPAKTE
(OKKT). Camxenue AUC u Cpax Ha 29 % u 56 % COOTBETCTBEHHO HAOIIOAAIOCH IPU
BBICBOOOKJICHUHM TpaHyliATa pUBapokcabaHa B MPOKCHUMAbHOM OTJEJIe TOHKOM KHIIKUA B
CpPaBHEHHMH C IPHUEMOM IIeNIOi TaOneTku. DKCHO3UIMS Mpenapara emie 0ojiee CHIKAeTCs MpU
BBEJICHUH pHUBapoKcabaHa B AUCTAIBHBIM OTIET TOHKOW KUIIKH HJIM BOCXOMISIIYI0O 000JI0YHYIO
kuiky. Takum oOpas3oM, cienyeT n30Oerarb BBEJIEHHUS pUBapoKcabaHa JUCTAJIbHEE JKEIyIKa,
MOCKOJIBKY 3TO MOXET TIOBJIeYb CHUKEHHE BCACBIBAHHMSI U, COOTBETCTBEHHO, OSKCIIO3UIIUU
puBapokcabaHa.

buonoctymuocts (AUC u Cmax) puBapokcabana 20 Mr npu nmprieMe BHYTPh B BUJI€ U3MEJIbUCHHON
Ta0JIETKH B CMECH C SIOJIOYHBIM MMIOPE WJIM CYCIIEHIMPOBAHHOW B BOJE, a TAKXKe MPHU BBEICHUU
yepe3 KENYAOYHBIA 30HJ C TMOCIEAYIOIIUM MPUEMOM KHUAKOTO MHUTaHUs Oblla CpaBHMMA C
OMOJOCTYMMHOCTBIO  IEJIOM  TaONeTKu.  YUWThIBas  MPEJACKa3yeMblid  J0303aBHUCHUMBIN
dbapMakOKMHETHYECKUN Tpoiib  puBapokcabaHa, pe3yJabTaThl JAHHOTO HCCIICIOBAHUS

OMOOCTYTHOCTH MPUMEHUMBI TaKKe U K 00Jiee HU3KUM J103aM puUBapokcadaHa.

Pacnpenenenue

Cas3pIBaHMe ¢ OeKaMH IUIa3Mbl Y B3POCIBIX BBICOKOE M COCTaBJIseT IpUOIU3UTENbHO 92-95 %,
OCHOBHBIM  CBSI3bIBAIOIIMM KOMIIOHEHTOM SIBIISIETCA  CBIBOPOTOUYHBIM anbOymuH. OO0BEM

pacripesielieHus] — YMEPEHHBIN, Vss cocTaBisgeT NpuoOau3uTeasHo 50 .

BI/IOT]I)aHCCbODMaHI/ISI " DJIMMUHAIIUA

YV B3pOCHBIX MAIMEHTOB MIPH MpUEMe puBapokcabana MPUOIU3UTEIBHO 2/3 03Bl MOBEPTarOTCS
MeTaboNMu3My U B JajdbHEHIIEM BBIBOJIATCS PABHBIMU YACTSIMH TOYKaMU W Yepe3 KHUIICYHUK.
OcraBmasicst 1/3 npuHATON J03bI BEIBOJUTCS TIOCPEICTBOM MPSMOI MOYEUHOM SKCKPEIUH B BUJIE
HEHM3MEHEHHOTO JICWCTBYIOIIETO BEIIECTBA TJIABHBIM O0pa3oM 3a CYET aKTHBHON IMOYCHUHON

CCKPCIIHH.
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MOMOIII MEXaHMU3MOB, HE3aBHCHMBIX OT CHUCTEMBI HHUTOXPOMOB. OCHOBHBIMH YYaCTKaMH
OnoTpancopMaIiH SBISIFOTCS OKUCICHHE MOP(POIUHOBOW IPYIIIBI i THIPOJIH3 aMUIHBIX CBS3CH.
CoriacHo JaHHBIM, MOJIYYCHHBIM in Vitro, puBapokcabaH sBIIETCS CyOcTpaTOM i OEIKOB-
nepeHocunkoB P-gp (P-rimkonporenna) u Berp (6enka ycTORYMBOCTH paka MOJIOYHOM KeJIe3bl).
HewnsmeHneHHbIH puBapokcadaH sBIseTCS HanOoJIee 3HAYMMBIM COSIMHEHUEM B TUTa3MeE YEIIOBEKaA,
OCHOBHBIC WJIM AKTHUBHBIC MHUPKYJIHPYIOIIHE MeTa0OoIuThl HE OOHapyxkKeHbl. PuBapokcalaH,
CHUCTEMHBIH KJIMPEHC KOTOPOTrO COCTABISET MPHOIM3UTENbHO 10 /4, MOXKET OBITh OTHECEH K
JICKApPCTBCHHBIM ~ BEIIECTBAM C HU3KHM KJIUPEHCOM. [leproa TOJYBBIBEIEHUS MOCTE
BHYTPUBEHHOTO BBEICHUS 10361 | MI cocTaBisieT okosio 4,5 yacos. [locne nepopansHoro rnpuema
BBIBEJICHHEC CTAaHOBHUTCS OTPAaHUYCHHBIM CKOPOCTHIO  BcachiBaHWs. [Ipu  BBIBeIECHUU
puBapokcabaHa M3 IUIa3Mbl KOHEUHBINM MEPHUOJI MOJYBBIBEICHUSI COCTABIISET OT 5 10 9 4acoB y

MOJIOJBIX MAaUKMEHTOB U OT 11 10 13 yacoB y MOKWJIbIX MMALIUEHTOB.

q)aDMaKOKI/IHeTI/I‘IGCKI/IC JAaHHBIC YV ITAITMCHTOB

VY B3pOCIBIX MALMEHTOB, MMOJYyYalOUIMX puBapokcadaH B 1o3e 20 mr 1 pa3 B JeHb Ui JIEUCHUS
octporo TI'B, reomerpuueckoe cpeanee koHueHtpauuit (90 % npeIuKTUBHBINA HHTEpBaAI) Yepes
2—4 yaca u mpuMepHO uepe3 24 wyaca mociie TmpueMa J03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCHMaJbHOW M MHUHUMAJIbHOW KOHILEHTpAlUsSM B HMHTEpBaJle JO3UPOBaHUs) cocTaBuio 215

(22—535) mxr/n u 32 (6—239) MKr/11, COOTBETCTBEHHO.

CDaDMaKOKI/IHGTI/I‘IGCKaﬂ-d)a‘[)MaKOI[I/IHaMI/ILIGCKaH 3aBUCHUMOCTH

CootHomieHne (apMakOKMHETHUYECKUX MapaMeTpoB U  (apMakoJUHAMHUYECKHX 3(PQPEKTOB
(OK/D]]) Mexay KOHILIEHTpalel puBapokcabaHa B Miia3Me KPOBU U HECKONBKUMH KOHEUHBIMH
dbapmMakoIMHAMUYECKUMH TOYKaMH (MHruOupoBaHue ¢pakrtopa Xa, TPOTPOMOMHOBOE BpeMms,
AUTB, HepTest) oniernBanock mocie nmpuema mupoKoro auamnasona 103 (ot 5 1o 30 mr 1Ba paza
B CyTKH). B3aumocBs3p Mex1y KOHIIEHTpalueil puBapokcabaHa M aKTUBHOCTHIO (akTopa Xa
HAWIYYIIUM 00Opa3oM MPOJEMOHCTPUPOBaHA C UCHOJb30BaHWeM wmojenu Emax. [lns
IPOTPOMOMHOBOTO BPEMEHHU MOJIENb JIMHEHHOM perpeccuy B LIEJIOM JIyUllle OMUCHIBAET JaHHBIE.
VYrioBoit K03 GUIIUEHT 3HAYUTEILHO MEHSJICS B 3aBUCUMOCTH OT PEaKTHBOB, UCIIOIb3yEMbIX JJIs
ompeneneHus mpoTpoMOrnHOBOrO BpemeHu. [Ipu ncnonszoBannu Habopa Neoplastin PT nucxomnoe
3HaYeHHEe MPOTPOMOMHOBOIO BPEMEHH COCTAaBHIIO OKOJIO 13 CeK ¢ HaKJIIOHOM JIMHUU OKosio 3—4
cek (100 mxr/m). Pesynbrarel ananusa cootHomeHuss OK/DJ] B uccnenoBanusax I u Il ¢azbr

COOTBETCTBOBAJIM aHAJIOTMYHBIM IMOKA3aTCIIsIM Y 3JOPOBBIX ITAITUCHTOB.
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Ilon (MOCNEOOBATENBHOCTE 0005)

Y B3pocIbIX HE OBUIO KITMHUYECKH 3HAYMMBIX Pa3Inyiil hapMaKOKMHETUKU U (hapMaKoIMHAMUKH
CpeIy MYXXUYMH U KEHILHH.

Tloorcunoti ospacm

VY NOXWIBIX NAlMEHTOB KOHLEHTpALMK puBapokcabaHa B IU1a3Me KPOBH BBILIE, YEM Y MOJIOJIBIX
nanueHToB; cpenHee 3HadyeHrne AUC npu6bin3urensHo B 1,5 pas3a npeBbllIaeT COOTBETCTBYIOLIUE
3HAUEHUS y MOJIOJBIX IallUEHTOB, TJABHBIM 0O0pa3oM, BCJIEICTBUE CHUYKEHUS (BEPOSTHOIO)
o01iero u noyeyHoro knupenca. Koppekuus 103sl He TpeGyeTcs.

Macca mena

V¥ B3pocibix kpuTHueckast Mmacca Tesa (Menee 50 xr u 0osiee 120 Kr) nuIib HE3HAYUTEIbHO BIIUsIIA
Ha KOHIICHTpPALIMIO pHUBapokcabaHa B 1uiazmMe KkpoBu (MmeHee 25 %). Koppekuus no3bl He
TpeOyercs.

Mescomnuueckue paznuuus

Knuanyeckn 3HAYMMBIX pa3nuuuii (papMaKOKMHETHKH ¥ (apMaKOJAWHAMHUKH Yy TalUEHTOB
€BPOICONIHON, adpoaMepUKaHCKOH, JATHHOAMEPHUKAHCKOW, STMOHCKOW WM KHTaHCKON
STHUYECKON MPUHA/IEKHOCTH HE HA0JI01aJ10Ch.

Hapywenue ¢pynkyuu nevenu

VY B3pOCHBIX MAalMEHTOB C LUPPO30M MEYEHH U HapylIeHHeM (QYHKIUU MeYEHH JIETKON CTENEeHU
(xmacc A no Yainn-ITeto) papmakokrHeTnKa puBapokcabaHa JIMIIb HE3HAYUTENbHO OTINYajach
OT COOTBETCTBYIOIIMX IOKa3aTeaeld B KOHTPOJIBHOM IpyIIe 3J0POBbIX UCHBITYEMBIX (B CpeAHEM
orMeyasnocs yBennuenne AUC puBapokcabana B 1,2 paza).

VY nmanueHToB ¢ HUPPO30M NEUYEHU U HapylleHueM (PyHKIUU MeYeHH cpeaHell ctenenu (knacc B
no Yaitng-IIst0) cpeansii AUC puBapokcabana Obula 3HAUMTENBHO MOBBILIEHA (B 2,3 pasa) mo
CpaBHEHMIO CO 3710pOBbIMH T00poBoibiiaMu. Hecpsizannas AUC yBennuuBanack B 2,6 paza. Y
ATHUX MALMEHTOB TaK)Ke ObIJIO CHIKEHO BhIBEJICHHE PUBAPOKCca0aHa MOYKAMH, CX0XKEe C TAKOBBIM
y TMalWeHTOB C HapylleHHeM (YHKIUU TOYeK cpefHeil creneHu. [laHHbIE MO MalMeHTaM C
TSKEJIBIM HapyllIeHueM (yHKIIMH OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTU (hakTopa Xa y MAIMEHTOB C HapylleHHeM (DYHKIMM MEYEeHU CperHeil
CTerneHu ObLIO BhIpaXXeHO B 2,6 pa3za CHJIbHEE, YeM Yy 3JI0POBBIX JOOPOBOJIBIIEB; YBEIUUYECHUE
IPOTPOMOMHOBOIO BpPEMEHU B CXOKel cTeneHu Bo3pactaio B 2,1 pasa. [lanueHTs! ¢ HapylieHneM
(GyHKIMY [TeYeHH CpeHEN cTeneH OblIu 0oJiee YyBCTBUTENbHBI K PUBApOKCAOaHYy, UTO SIBIISIETCS
ciefcTBueM  Ooiee  TEeCHOW  B3auMOCBA3M  (hapMakoAMHaAMUYecKuX  3(G¢PeKkToB U
(apMaKOKMHETUYECKHX ITapaMeTPOB MEXKIAY KOHIIEHTPAIlUeH U MPOTPOMOMHOBBIM BPEMEHEM.
PuBapokcabaH NpOTHBOIIOKAa3aH MalMEHTaM ¢ 3a00JIeBaHUSMM I1€YEHU, MPOTEKAIOIUMHU C

KO&Fy.]'IOHﬂTPICfI U PHUCKOM KIMHHUYCCKH 3HAYUMMOI'O KpPOBOTCUYCHMA, BKIIKOYAasA ITAOUCHTOB C
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MPpo30M nedent k1acca B u C 1o kmaccudukanum qaﬁﬁ;@ﬁﬂﬁ@c‘%‘ﬁa@ﬁ@ﬂ"%‘ Tb 0005

Hapywenue ¢pynxyuu novex

Y B3pOCHBIX MAIMEHTOB  HAONIONAIOCh  yBENMYEHHE OKCIO3MLIMHU  pHBapoKcabaHa,
KOppEIHPOBABIIEEe CO CHIKEHHEM MOYeYHOM (PYyHKIMHU, KOTOpas OICHHBAJIACh H3MEpPEHUEM
KIMpeHca kpeatuHuHa. Y manueHtoB ¢ jerkoi (KnKp 50-80 mn/mun), cpemneit (KnKp 30-
49 mu/muH) u Tokeno (KnKp 15-29 wmn/muH) cremeHpio HapymieHus (YHKIMH IOYEK
KOHIIGHTpaluu puBapokcabana B ria3me kposu (AUC) 6butn nosbimens! B 1,4, 1,5 u 1,6 paza
cooTBeTcTBEHHO. (COOTBETCTBYIOIIEEe YBEIMUEHUE (apMaKoJuHAMUUECKUX 3(PGPEKToB ObUIO
Oosiee BbIpaXCHHBIM. Y TMAlMEHTOB C JIETKOWM, CpeAHEW M TSKENON CTENEeHbI0 HapyIIeHUs
(GyHKIIH TTOYeK 00IIIee MoAaBIeHne akTHBHOCTH (pakTopa Xa yBennauBayiock B 1,5, 1,9 u 2,0 paza
COOTBETCTBEHHO IO CPAaBHEHHUIO CO 3IAO0POBBIMH JOOPOBOJBIIAMHU; MPOTPOMOMHOBOE TaKKe
yBenuuuBaioch B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.

Hannsie o nanuenTax ¢ KinKp < 15 Ma/MuH 0TCyTCTBYIOT.

[Ipenmomnaraercsi, 4To puBapoKcadaH HE MOIBEPraeTCs AUAINU3Y B CBS3U C BBICOKUM CBSI3BIBAHHEM
¢ OeKaMu TUTa3MBl.

He pexomennyetcst mpuMeHsTh npenapat y nanueHtoB ¢ KnKp <15 mn/mun. Cnenyet cobmonathb

OCTOPOKHOCTH ITPH MpUMEHEHNH Ipernaparta y nanueHToB ¢ KinKp 15-29 mu/muH (cM. paznen 4.4.).

cTHu

be3zonacHocTh 1 3¢ (EeKTUBHOCTh pUBapoKcabaHa y 1eTei U MoApOCTKOB B Bo3pacte /10 18 et nmo
NOKa3aHUI0 TMPO(UIAKTHKA HWHCYIbTa W CHCTEMHOW TpOoMOOSMOOIMM Yy TAalUEHTOB C
bubpmIIALIUen peAcepInii HEKJIAMAaHHOTO MPOUCXOXKICHUS HE YCTAaHOBJICHBI.

Abcopoyus

Jletn monydanu puBapokcabaH B BUE TaONETOK WM CYCHEH3UH Ul IpUeMa BHYTPbh BO BpeMs
WIN cpa3y Mocje KOPMIJIEHUS WM MpHeMa MUILM, BMecTe ¢ OOBIYHON MOpIUeH >KUAKOCTH s
oOecrnieueHus Ha/ITIeKallero 103upoBanus y nereil. Kak y B3pocibix, Tak U 'y AeTel puBapokcabaH
OBICTPO BCACKIBAETCS ITOCIIE IEPOPATBHOTO IIpHEMa TpenapaTa B JIEKapCTBEHHOH (opme TadneTkn
WIY TPaHyJIbl JJIs IPUTOTOBIIEHUS CYCIIEH3UU JUTsl IpUeMa BHYTpb. He oTMedanock pa3HUIbl HU B
CKOpPOCTH, HU B CTENEHH BCACBIBAHUS MEXIY JIEKapCTBEHHBIMU (pOpMaMHU TaOJNETKU U TPaHYJIbI
JUTSI TPUTOTOBJIEHUS! CYCIIEH3MH U1 IpreMa BHYTpb. JlaHHbIE 0 (papMaKOKUHETHKE Y JIeTeil mocie
BHYTPUBEHHOT'O BBEJCHHSI OTCYTCTBYIOT, I03TOMY a0COJIOTHAsI OMOAOCTYITHOCTh pUBapoKcabaHa
y JAeTedl HeusBecTHa. BbIIO OOHApYXEHO CHUKEHHE OTHOCHUTEIBHOH OHOJOCTYMHOCTH IpH
YBEJIMYEHUH /103 (B MI/KT Macchl Tella), Ha OCHOBAaHMM YEr0 MOXHO C/IeNaTh MPeaojoxkeHne 00
orpaHuYeHusIX abcopOumu 115 60s1ee BRICOKHX 103, TaXe MpH IpreMe ¢ nuieid. PuBapokcabaHn B

57 Buze TabneTok A03UpoBKOM 15 Mr mwim 20 MT ciexyeT MPUHUMATh BO BpeMsI KOPMIJICHUS WA
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BO Bpems efbl (cM. pasnaen 4.2.). Pacnpenenenue Cneu&gﬂ;&ﬁag;%ﬁfbﬁﬁﬁl 'Eé:rgﬁ' ,Z[laPIIII;I)IIe 0

CBSI3BIBAHWU pHBapOKcabaHa ¢ OelKaMHu IJ1a3Mbl OTCYTCTBYIOT. [laHHBIC 0 papMakOKMHETHKE Y
JieTel 1mociie BHYTPUBEHHOTO BBEJICHUS pUBAapOKcabaHa OTCYTCTBYIOT. Vss y eTeil (BO3pacTHOM
nuana3oH ot 0 1o 18 neT) mocne nepopanbHOro npuemMa puBapokcadana, CiporHO3UPOBAaHHBIN €
MOMOIUIbIO MOMYJSIUOHHOTO (PapMaKOKMHETUYECKOTO MOACTUPOBAHNS, 3aBUCUT OT MACChI TeJa U
MOJKET OBITh OIKCAH C MOMOIIBIO AJNTOMETPUIECKON (DYHKIIUU CO CpeaHUM 3HadeHueM 113 i st
cyOBeKTa ¢ Maccoii Tena 82,8 kr.

buompancgopmayus u snumunayus

Cneuuduynpie B OTHOIIEHMM JeTed [aHHbIE O MeTaboJu3Me OTCYTCTBYIOT. JlaHHBIE O
(apMaKOKMHETHKE y JAETeW MOcjie BHYTPUBEHHOIO BBEJIEHUS pUBAapOKcabaHa OTCYTCTBYIOT.
Knupenc y pereit (BospactHoit nuamazon ot 0 mo 18 jer) mocie mepopalibHOTO TpHeMa
puBapokcabaHa, CIPOTHO3WPOBAHHBIN C MOMOIIBIO MOMYISIIUOHHOTO (hapMaKOKUHETHUECKOTO
MOJICJIMPOBAHUS, 3aBUCUT OT MAcChl Tejla U MOKET OBbITh OMKCAH C MOMOIIBIO ATTIOMETPUUECKOM
(GyHKIMU CO CpelHUM 3Ha4YeHHWeM 8 /4 ans cyObekra ¢ Maccoil Ttena 82,8 kr. Cpennue
reOMETpUYECKUE 3HAYCHUs IEepHOAa TONyBbIBeAeHUs (t1/2), paccumTaHHBIE C TIOMOIIBIO
MOMYJISIIIMOHHOTO  (DapMaKOKMHETHYECKOTO MOJEIUPOBAHMS, YMEHBIIAIOTCS C YMEHbIICHUEM
BO3pacTa U BapbUpYIOTCs OT 4,2 Yaca y HOJPOCTKOB J0 MPUMEPHO 3 4acoB y JeTel B Bo3pacrte
2—12 net, no 1,9 u 1,6 yaca y nereii B Bo3pacrte 0,5— < 2 et u menee 0,5 roga, COOTBETCTBEHHO.
dapMaKOKMHETHYECKUE JaHHBIC Y MalueHTOB ['eomeTpuueckoe cpennee koHmeHTpamnuii (90 %
WHTEPBAJ) B MHTEPBAIAaX BPEMEHU 0TOOpa Mpo0, MPUMEPHO COOTBETCTBYIOIIUX MaKCUMAIbHOU U
MUHHUMAaJIbHOW KOHIIEHTPAllUU B MHTEpBaJe JO3UPOBAHMS, y ieTel ¢ octpoit BT, momyuaromumx
puBapokcabaH B J03€, 3aBHCSAIIEH OT Macchl Tena, JUIsl TMOJY4eHHUS DKCHO3HUIMH,
COOTBETCTBYIOILIEH TaKOBOHM y B3pociblx namnueHtoB ¢ TI'B, momyuatonmx no3y 20 mr 1 pas B

JIeHb, TIpeICTaBNeHbI B Tabmuie 13.

Tabmuna 13. CBogHas craructuka (reomerpuueckoe cpennee (90 % uHTEepBasl)) paBHOBECHBIX

KOHIIEHTpaluil puBapokcadaHa B 1jia3Me KpoBH (MKI/J) B 3aBUCUMOCTH OT peXXHMa JO3UPOBaHUS

U BO3pacTa
Bpemennsie

HHTEPBAJIbI

Omupaz3B (N |(Or12pa018 | N | Ot 6 no 12
JAeHb Jer Jer

2,54 wgaca | 171 | 241,5 (105- |24 |229,7 (91,5-
CIyCTS 484) 777)

20-24 gaca | 151 | 20,6 24 | 159

CITYCTS
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Tia pasa 8| N |OT1 6 10 12| N |Or 2 10 6| N JOF05762 7 - =277

HeJleJI1I0 Jer Jer Jer

2,5-4 yaca |36 | 1454 (46,0- |38 | 171,8 (70,7-|2 | =H.p.

CIyCTS 343) 438)

10-16 gacoB | 33 | 26,0 (7,99- |37 [22,2 (0,25-|3 |[10,7 (u.p.-

CIyCTS 94.,9) 127) H.D)

Tpu paza B | N |Otr 2 1o 6| N | Or N |[Or05002 | N |Or

JeHb Jet POKIeHUsI Jer POXKIeHUsI
10 2 et a0 0,5 jger

0,5-3 w4aca |5 164,7 (108- |25 | 111,2 (22,9- | 13 | 114,3 (22,9- | 12 | 108,0 (19,2-

CITYCTSI 283) 320) 346) 320)

7-8  4acoB | 5 33,2 (18,7- |23 | 18,7 (10,1-|12 | 21,4 (10,5-|11 | 16,1 (1,03-

CIycCTs 99,7) 36,5) 65,6) 33,6)

H.p. — HC paCcCYUTBHIBAJIOCH

3HaveHHs HUKE HIDKHETo Tpeaena koaudectBeHHoro onpenenenus (HITKO) 6b11u 3amMeneHs! Ha
1/2 HITIKO muis pacuera cratuctuku (HIIKO=0,5 mMkr/m).
DapmakokuHemuyeckas-papmakoOUHAMU4ecKas 3a8UCUMOCb

Llon

AHanmM3 TIONYYEHHBIX JIAHHBIX HE BBISBWI CYIIECTBEHHBIX pa3IMYUi B  OKCIO3UIUU
puBapokcabaHa y AeTel pa3Horo noja.

Paznuunas macca mena

V nereit no3a puBapokcabaHa 3aBUCUT OT Macchl Teja. AHAIU3 JAHHBIX, TOJYYSHHBIX JJIs IeTeH,
HE BBIIBHJI 3HAYMUMOI'O BJIMSHUA HeI[OCTaTO‘-IHOI\/'I MAacCChbl TC€JIa UKW OXHUPCHHA Ha SKCIIO3UIUIO
puBapokcabaHa.

Meorcomuuueckue pazaudus

AHanu3 NOJy4YEHHBIX JAAHHBIX HE BBIABWII 3HAYUMBIX MEXKITHUUECKUX PA3IM4YMi B DKCIIO3ULIAU
puBapokcabaHa y JieTel AMOHCKOM, KUTallCKOM MM a3MaTCKON STHUYECKON MPUHAIICKHOCTH 32
npenenamu SAnonnu u Kutas no cpaBHeHuo ¢ o0uiei neguaTpuyeckom monyssiuei.

Hapywenue d)VHKuuu nevyenu

Knuanueckue JIaHHBIC JJ1s ASTEH ¢ HapyHmICHHUEM (I)YHKLII/II/I MNEYCHU OTCYTCTBYIOT.

Hapywenue d)VHKuuu nouyexK

JlaHHBIE KIMHUYECKUX HMCCIEAOBAaHUM y JeTed B Bo3pacte | roja m crapuie co CpeaHed Wi
TSOKEJIOM CTENeHbI0 HapylleHuss (YHKUMM TMOuYeK (CKOPOCTh KIyOOUKOBOW (DUIbTpalvu

<50 mn/mun/1,73 M?) OTCYTCTBYIOT.
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6. PAPMAIEBTUUECKHUE CBOMCTBA (NOCNEOCQBATENBHOCTL 0003)

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
Pusapokcaban — BEPTEKC, 15 mr, Ta0JeTKH, HOKPBITHIE INIEHOYHOM 000JIOUKON

AHopo:

[ennron03a MUKPOKpUCTAIIITNYECKAST

JlakT03BI MOHOTHIPAT

Kpockapmenno3a Hatpust

['unpomennosa

Maruus creapat

Hatpus naypuncynsdar

IInenounas obonouxa:

['oToBOE MIIEHOUHOE MOKPBHITHE (CyXas CMECh), COAEpKallee T'MIPOMeIuio3y, Makporon 3350

(momuaTuneHraukoab 3350), tutana quokceun (E171), kpacurens xene3a okcua kpacHbiid (E172).

Puapokcadan — BEPTEKC, 20 mr, TabJeTKH, MOKPBITHIE INIEHOYHOM 000JIOUKOMI

AHopo:

[emnron03a MUKPOKpUCTAIIIINYECKAS

JlakTO3BI MOHOTHIpPAT

Kpockapmenno3za Hatpust

I'unpomennosa

Marnus creapar

Harpus naypuncynbdar

IInenounas obonouxa:

['oTOBOE MIIEHOYHOE MOKpHITHE (CyXas CMECh), COAEprKallee THIpoMeio3y, mMakporoia 3350

(monmmaTHneHruKob 3350), kpacutens xene3a okcun kpacubiit (E172), Turana nuokenn (E171).

6.2. HecoBMecTHMOCTD

He npumennmo.

6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

3 rona.

W3MenbueHHbIE Ta0IETKU

N3menpueHHble TaOJIETKH puBapokcabaHa cTaOWIBHBI B BOJIEC U B S0JOYHOM IIOpEe B TeUCHHUE 4

YqacoB.
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aner | O/ IEAOBATENEHOC Tb 0005 )

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH X

XpaHuTh 1pu TeMIiepatrype He Boiie 25 °C.

6.5. XapakTep u cofep:kaHue NEPBUYHOH YIIAKOBKH

Pusapokcabag — BEPTEKC, 15 mr, TaOJIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOH

10 nam 14 TabneToKk B KOHTYPHOH SYCHKOBOM YIAKOBKE W3 IUICHKH IMOJMBUHUIXJIOPUIHON U
G oJIbrY aATFOMUHUEBOM.

10 KOHTYpHBIX STYEHKOBBIX ymakoBOK mo 10 tadnertok, 1, 2, 3, 4 unn 7 KOHTYPHBIX SYCHKOBBIX
yIakoBOK 1o 14 TabJaeTok BMecTe C IMCTKOM-BKJIAbIIIEM B ITaYKe U3 KapTOHA.

Pusapokcabay — BEPTEKC, 20 mr, TaOJIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKON

10 unm 14 TabreTok B KOHTYPHOW SYEHKOBOW YMAaKOBKE W3 IUICHKU TOJMBUHWIXJIOPUIHON U
(G oJIbru aTIOMHUHUEBOM.
10 KOHTYPHBIX SYEHKOBBIX YmakoBOK mo 10 Tabrnerok, 1, 2, 4 unu 7 KOHTYPHBIX SYEHKOBBIX

YIIaKOBOK IT1O 14 TaGneTOK BMECTE C JJUCTKOM-BKJIAABIIMIEM B IIAYKC U3 KAaPTOHA.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUH  HMCIOJH30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NPHUMEHEeHUs
JIEKAPCTBEHHOI0 Mpenapara, 1 pyrue MaHumyJsiiii ¢ MpenapaToM

Her oco0bix TpeOoBaHUM K yTHIM3AIUH.

N3menpueHne TabIeToK

Tabnerku puBapokcabaHa MOTYT OBITh U3MEIBYEHBI, CYCTICHAUPOBAHbBI B SO MJI BOJIBI U BBEICHBI
4yepe3 Ha30racTpaJIbHBIN WM JKEIIyJOYHBIM 30HJ IOCJIE€ NMOATBEP)KIEHUS IOJIOKEHUS 30HIA B
xenynke. Ilocie aToro HEOOXOAMMO MPOMBITH 30H] BOAOH. B cBsi3u ¢ Tem, uto abcopOuus
puBapokcabaHa 3aBHCUT OT MECTa BBICBOOOXKIECHHS JIEHCTBYIOIIETO BEIECTBA, HEOOXOIMMO
n30eratb BBEJIEHUS pUBapokcabaHa AMCTaJbHEE JKENYAKa, B NMPOTUBHOM CIydyae 3TO MOXKET
IPUBECTH K CHU)KEHUIO a0COpOLIMH U, CIIeI0BATENbHO, K CHUKEHUIO AKCIIO3ULIUH JISHCTBYIOIIEr 0
BemiecTBa. [locne BBeneHus u3menpueHHOW Talnerku npenapata PuBapokcaban — BEPTEKC

15 mr wim 20 Mr He0OXOAMMO HE3aMEJTUTEIILHO OCYIIIECTBUTD MTPUEM YHTEPATTHHOTO MTUTAHMUS.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHMUSA
Poccniickas @enepanvs

AO «BEPTEKC»

Anpec: 197350, r. Cankr-IletepOypr, lopora B Kamenky, a. 62, mut. A
Tenedon: 8 (800) 2000 305

Anpec 31eKTpOHHOM MOYTHI: vertex@vertex.spb.ru
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R e el

7.1 llpencraBuTeib AepKaTessi perucTPalMOHHOLO Vﬂgg};‘ggﬂ%gﬁﬁ” 'EEQ%&%J&I‘M“@BE%

[Iperen3un HOTDC6I/ITGJICI71 HalpasJIATH 110 aAPECyY.

B Poccuiickoui  ®@edepayuu, Pecnybnuxe Apmenus, Pecnyonuxe benapycs, Pecnyoauxe
Kazaxcman, Kvipevizckoii Pecnyonuke:

AO «BEPTEKC»

Anpec: Poccuiickas @enepanus, 197350, r. Cankr-IletepOypr, Hopora B Kamenky, a. 62, mut. A
Tenedon: 8 (800) 2000 305

Anpec anekTpoHHOM nouTkl: pharmacovigilance@vertex.spb.ru

8. HOMEP PET'UCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOATBEPXJIEHHSI PETUCTPALIMN,
INEPEPETUCTPALINN)

Jlara nepBoii peructpanuu:
10. JATA HEPECMOTPA TEKCTA
OOGmras xapakTepuCTUKa JieKapcTBeHHOTO npemnapara PuBapokcadban — BEPTEKC nocrynmna na

MH(pOPMallMOHHOM TmopTaje EBpa3suiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

TeJIeKOMMYHUKaIMOHHOH cetn «MHTepHeT» https://eec.eacunion.org.
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