COOTBETCTBYET 3KCNEPTHO

ot 05.03.2025 N= 6062

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

MY OTYETY

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITIAPATA
PuBapoxcaban Kanon, 15 mr, Ta01eTKH, MOKPBITHIC TUICHOYHONH 000JI0UKON
PuBapoxcaban Kanon, 20 mr, Ta01eTKH, MOKPBITHIC TUICHOYHON 000JI0UKON

2. KAYECTBEHHBIW 1 KOJIMYECTBEHHBIA COCTAB
JleiicTBytoliee BEIIECTBO: pUBapOKcadaH.

Pusapokcatan Kanod, 15 mr, Ta0JIeTKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxnas Tabnerka, MOKpbITasi INIGHOYHOH 000JI0UKOM, coaepkuT 15 Mr puBapokcabaHa.
BcnomorarenbHbie BCIICCTBA, HAJIMYUC KOTOPBLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: JJaKTo3bl MOHOTUJIpaT, HaTpui (cM. pazzaen 4.4.).

PuBapokcadan Kanon, 20 mr, TabJIeTKH, HOKPBITHIE ITIEHOYHOW 000JI0UYKOH

Kaxxnas Tabnerka, moKpbITasi INIEHOYHON 000710UKOH, conepkuT 20 Mr puBapokcadaHa.
BcrnomoratenbHble BelIecTBa, HAaJIMYKWe KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOT'O
nperapara: JaKTO3bl MOHOTHPAT, HATpuid (cM. pasnen 4.4.).

[TonHbIif epedeHb BCIOMOTaTeIbHBIX BEIIECTB MIPUBEACH B pazzene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTK, MOKPHITHIC TNICHOYHOU 000I0YKOM.

TabneTku Kpyriible ABOSKOBBITYKIIbIE, IIOKPBITHIC IUIEHOYHOW 000JI0UYKOH TEMHO-PO30BOT0 [IBETA.
Ha nonepeunom pa3pese — 06e10ro uiam Moyt OEsoro 1BeTa.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO

[Tpenapat PuBapokcaban KaHoH nmoka3aH K NpUMEHEHHIO KaK y JeTel U MOJPOCTKOB B BO3pacTe
1o 18 ner ¢ maccoii Tena ot 30 Kr, Tak ¥ y B3pOCIBIX.

Bspocubie

¢ [poUIAKTUKA UHCYJIbTAa U CUCTEMHON TpoMOO3IMOOINHN y MAllMEHTOB ¢ GpuoOpusIIAuei
npezcepaAnii HeKJIaaHHOTO MPOUCX 0XKJICHH S,

e JieueHue TpomOo3a riyookux BeH (TI'B) u pomO03MO0nu erounoii aprepun (TOJIA) u
npodmiaktuka peruansoB TI'B u TOJIA.

Jletn 1 moapocTKu 10 18 ger ¢ Maccoii tena ot 30 kT

e JieueHHe BeHO3HOU TpomOoaMmboanu (BTI) u nmpodunaktuka peunnuo BTO nocne e
MEHee 5 IHEeW HadalabHOM MapeHTepalbHOM AaHTUKOATYJIITHTHOU TEpaIii.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!

Pexxum go3upoBaHus

Ipogpunaxmuxa uncyrbma u cucmemHou mpomooImMO0aUlU Y 83POCIbIX
PexomennoBannas pgo3a cocraBiasier 20 Mr OAMH pa3 B JI€Hb, YTO TakKXe SBJISETCS
PEKOMEHJOBAHHOW MaKCUMaJIbHOW CYTOYHOM 1030i.
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MY OTUETY

JICYCHUE TPU YCIOBHH, YTO TOJb3a OT MPOMUIAKTUKY UHCYIBTA U CHCTEMHON TpoMO03IMOomn
NPEBBINIACT PUCK KPOBOTEUEHUS (CM. paszzen 4.4.).

ﬂeﬁcmeuﬂ npu nponyckKe npuema npenapama

Ecnu mpueM 1036l mpomyieH, MaueHT JOHKeH HEMEIJICHHO MPUHSATh Ta0JIeTKY Ipernapara
Puapoxcaban KaHoH 1 Ha cienyromuii 1eHb IpoI0JKaTh IPUEM IIperapaTa OJIMH pa3 B JIeHb Kak
pPEeKOMEHI0BaHO. B 3TOT ke [1eHb He cielyeT NMPUHUMaTh ABOWHYIO J03Y Ui KOMIIEHCAllUU
MPOMYIIEHHON JTO3BI.

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

PexomennoBanHast HayasibHas j03a npu JedeHuu octpeix TI'B unu TOJIA cocrasnsier 15 mr nBa
pasa B JIeHb B T€YEHHE NEPBBIX 3 HEJENb C MOCIEIYIOINM [IEPEX010M Ha 103y 20 MI OMH pa3 B
JIeHb JUTs TalibHenIero JgeueHus u npodunaktuku perauansoB TI'B u TOJIA.

KopoTkasi MmpomoKUTENIbHOCTh Kypca JieueHHs (Kak MHUHHMYM 3 Mecsilia) JIOJDKHA OBITh
paccmotpena it manueHToB ¢ TI'B unu TOJIA, cipoBoLIMpOBaHHBIX CePhE3HBIMH 0OPaTUMBIMU
dakTopaMu pucka (T.e. HeJaBHEe CEPbE3HOE XUPYPrUUECKOE BMEIIATENILCTBO UIIH TpaBma). bornee
JUTUTEIIBHBIA TICPHO/T JICYCHUS JTOJDKEH OBITh paccMoTpeH i manueHToB ¢ TI'B wim TDJIA, He
CBSI3aHHBIMU C CEPbE3HBIMU 00paTUMBIMH (haKTOpPaMU PUCKa, C HeCIpoBoIpoBaHHbIMU TT'B miun
TOJIA, niu ¢ TI'B uau TOJIA B anamuese.

Korna mokasana npojuieHHas npodriaktuka pernuaueos TI'B wm TOJIA (mocne 3aBepmieHus
Kak MUHUMYM 6 mecsneB jgedenus TI'B wiu TOJIA), pekomennoBanHas 103a coctasisger 10 mr
OJIMH pa3 B JieHb. [lanmentam ¢ BeIcOKUM puckoM peuuauBupyromero TI'B unu TOJIA, Takum
KaK MalUeHThl C TSOHKENBIMU COMYTCTBYIOIIMMH 33a00JIEBaHUSMU WM Y KOTOPBIX Pa3BUIICS
peunguBupyommiit  TI'B  wmnum  TOJIA npu  npoasieHHOM mnpoduIakTHKE —IpernapaTroM
puBapokcabaHa B a03upoBke 10 Mr oguH pa3 B J€Hb, HEOOXOJIUMO PACCMOTPETh HAa3HAYCHHE
npenapata PuBapokcaban Kanon B 1o3upoBke 20 Mr oJJuH pa3 B JICHb.

[TpoomKUTENBHOCTD JIEUEHHUsI U BBIOOP /103bI JTOJDKHBI ONPEAETAThCS WHAMBHYalIbHO MOCIHE
TINATEIBHOM OLIEHKH IMOJIb3bI JICUCHHS IPOTUB pUCKA KpoBoTeueHHs (cM. paszzen 4.4.).

Ilepuoa BpeMeHu Cxema npuema Cymmapmas
CyTOYHAas /1032
Jleuenune n
npoduiakTHKa neup 1-21 15 mr iBa pasa B JieHb 30 mr
peunanBoB TI'B u
TOJIA ¢ 22 nHd 20 Mr oziMH pa3 B JCHb 20 mr
IIpodunakruka nocyie 3aBepmeHust kak | 10 Mr onuH pas B AeHb WiH 10 mr
peunanBoB TI'B u MHUHHAMYM 6 MECSIICB 20 Mr oziMH pa3 B JCHb AN
TOIJIA sneyenus TT' B uan TOJIA 20 M

Jeticmeus npu nponycke npuema npenapama

Ecnu nipuem 10361 IPOMYIIEH MPU peXUME T03UpoBaHus 15 Mr nBa pas3a B aeHb (aeHb 1-21),
MAIMEHT JOJDKEH HEMEJIEHHO MpUHATH npenapaT PuBapokcaban KaHOH s mocTKeHUs
cyrouHoit no3el 30 mr npenapara PuBapokcaban Kanon. B mannom ciydae ae tabnetku 15 mr
MOTYT OBITh TMPUHATHI B OJIWH mpueM. Ha cremyromuil JeHb TaIMeHT JO0JDKEH MPOJI0JIKATh
peryJIIpHBINA MpHEM TIpernapara B 103€ 15 Mr 1Ba pas3a B IeHb KaK PEKOMEHIOBAHO.

Ecnu npueM 10361 MpoMyIleH Npy peXuMe T03UPOBaHUS OJIUH pa3 B JE€Hb, NAI[MEHT JOKEH
HEMEJJICHHO TPHUHATH TaONeTKy mnpemnapata PuBapokcaban KaHoH m Ha ciemyromuid JeHb
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MPUHUMATH JBOWHYIO J03Y JJIsi KOMIICHCAIIMH MTPOITYIIEHHOM JTO3BI.
Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Pusapoxcaban Kanon

e [IpodunakTuka HHCYJIBTa U CUCTEMHON TPOMOOIMOOINH:
cienyet npekparuts jeueHue ABK u HauaTs neuenue npenapatom Pusapokcadban Kanon
IpY 3HAYEHUHU MEXIYHApOJHOro HopMaiu3oBanHoro otHomenus (MHO) <3,0.
e Jleuenue TI'B, TOJIA u npodrtakTuka peruauBOB y B3POCIBIX:
cienyet npekparuts jeueHne ABK u HauaTh neuenue npenapatom PuBapokcadban Kanon
npu 3Hauennu MHO <2,5.
[Tpu nepexone namuentoB ¢ ABK Ha npenapat PuBapokcaban Kanon 3nauenns MHO Oynyt
OmMO0YHO 3aBBIIICHHBIMHU TTOCIIE TIpueMa npenapata PuBapokcaban Kanon. MHO ne nmoaxoaut
JUISL OTIPEJICNIEHUs] aHTUKOAryJITHTHOW aKTUBHOCTH IpenapaTta PuBapokcaban Kanon u nostromy
HE JIOJDKHO HMCIIOJIb30BaThCs € 3TOM Lelbio (CM. pasznen 4.5.).

Ilepexoo ¢ npenapama Pusapokcaban Kanon na anmazonucmel eumamuna K

Cy1ecTByeT BEpOSTHOCTb BO3HHMKHOBEHHS HEIOCTaTOYHOI'O aHTMKOAryJIssHTHOro 3¢ ¢dekra npu
nepexoze ¢ npenapara Pusapokcaban Kanon na ABK. Heo6xoaumo obecriednts HenpepbIBHbIN
JOCTAaTOYHBIM AaHTUKOATYJISIHTHBIA d(@dekT Bo BpeMs Iepexoja Ha albTepHATHBHBIN
aHTHKOoaryssHT. CiieyeT OTMETUTb, 4To npenapat PuBapokcadban Kanon MoxeTt crioco0cTBOBaTh
nossimeHno MHO.

[TanuenTam, nepexoaduum ¢ npenapara Puapokcaban Kanon na ABK, cienyer onHoBpeMeEHHO
npuauMatbk ABK, nmoka MHO He nocturuer >2,0. B TeueHne nepBbIX IBYX AHEW NMEPEXOIHOTO
nepuoza JoJDKHA MPUMEHSThCS cTaHAapTHas HadanbHas no3a ABK ¢ nocnenyromeit nozoin ABK,
onpezaensieMoil B 3aBucuMoctd ot BenuuuHel MHO. Bo Bpemsi 0qHOBpEMEHHOT0 NPUMEHEHUS
npenapata PuBapokcaban Kanon u ABK 3nauenne MHO nomkHoO onpenenatbcsi He paHee, YeM
yepe3 24 yaca mocie NpeplIylIero Mmpuema, HO /0 IpHUeMa cleayrouleil J03bl mpernapara
PuBapokcaban Kanon. Ilocne mnpekpaienus npumeHeHus npernapata Puapokcaban Kanon
3HaueHrne MHO moskeT ObITh TOCTOBEPHO OINpPEENICHO uepe3 24 yaca mocie nmpruemMa rnociaeaHen
10361 (cM. pa3zaenst 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvrbix aumukoa2yianmos na npenapam Pusapoxcaban Kanon

VY B3pocCibIX, MOMYYAIOIUX MMapeHTepalbHble aHTUKOATYIISIHTHI, CIeyeT NPEeKpaTUTh BBEJCHHE
HapeHTepaIbHOTO aHTUKOATYJISIHTA U HauaTh MpUMEHeHue npemnapara PuBapokcaban KaHon 3a
0-2 uaca 10 BpeMEHHU CIEYIOLIEr0 IUIAHOBOTO BBEJCHMS IApPEHTEPAJIbHOIO Ipernapara
(HampuMep, HHU3KOMOJIEKYJISIPHOTO TenapuHa) HJIM B MOMEHT IPEKpalleHUs HeNpepbIBHOTO
BBEJICHUS  MApEHTEPAIBHOTO  TMpemapara  (HampuMep,  BHYTPUBEHHOTO  BBEACHUS
He(paKIMOHUPOBAHHOT'O TEeMIapHHa).

Ilepexoo ¢ npenapama Pueapokcaban Kanon na napenmepanvhvie aHmuxoazyisHmol

Cnenyer orMeHuTh mpenapat PuBapokcaban KaHoH 1 BBECTH NEpBYIO /103y MapeHTEPaIbHOTO
AQHTHUKOATyJIIHTa B TOT MOMEHT, KOT/Ia HY)KHO OBUIO MPHUHATH CIEAYIOUIYI0 /103y Mpenapara
PuBapokcaban KanoH.
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Oco0nie T'pYHOIIbI TAaMEHTOB

THayuenmoi ¢ Hapywenuem hyHKyuu novex

Nmeronyecs: orpaHMuEHHbIE KIMHUYECKUE JTAaHHBIE IEMOHCTPUPYIOT 3HAUUTENBHOE ITOBBILLIEHUE
KOHLIEHTpAlluu puBapokcadaHa B IUIa3Me KPOBH y MALMEHTOB C TSYKEJION CTEIIEHBIO HapyLIECHUs
¢ynkuuu nouek (knupenc kpearnnuHa (KnKp) 15-29 mu/mun). Benencrsue storo i 1aHHOM
KaTeropuu nauyMeHToB npenapaTt PuBapokcaban KaHoH cienyeTr mpUMEHSTh ¢ OCTOPOKHOCTBIO.
[Ipumenenue He pekomenayercs y nanuenToB ¢ KnKp <15 mun/mun (cm. pasnenst 4.4. u 5.2.).

VY naruenToB co cpeaneit (KnKp 30—49 mu/mun) nnu tsoxenoi (KnKp 15-29 mu/mun) crenenbio
HapyleHus QyHKIHUN OYeK HE0OXOUMO CIIeI0BaTh PEKOMEHAAIMSIM HUXKE:

e Ilpu mnpodunakTuke HWHCYIbTA M CHCTEMHOH TpomMOOAMOONIMM Yy TAlMEHTOB C
bubprsuianuen npeacepAnii HEKJIAmaHHOTO MPOMCXOXKIEHUS PEKOMEHIOBaHHAs /1032
cocTaBysieT 15 Mr ofuH pa3 B eHb (M. paszaern 5.2.).

o Ilpu newennn TI'B u TOJIA u npodunakrtuke peruauBoB TI'B u TOJIA: nanuentam
HEO0OXOUMO MPUHUMATH 15 Mr JBa pa3a B JeHb Ha MPOTSHDKEHUU MEPBBIX TPEX HEAEeTb.
BrniocnenctBum, xorga pekomeHayemas jao3a npemnapata PuBapokcaban Kanon coctaBut
20 Mr oaMH pa3 B J€Hb, CIEAYET MPEIyCMOTPETh CHIKEHUE 103bI ¢ 20 Mr 10 15 Mr oaun
pa3 B JIeHb, €CJIM PUCK BOSHUKHOBEHHUS KPOBOTEUEHUS Y NAI[MEHTA BBILIE PUCKA PELIUIUBOB
TI'B u TOJIA. PexkomeHjganmusi IO NIPUMEHEHUIO J03bI 15 Mr ocHoBaHa Ha
(apMaKOKMHETHYECKOM MOJEIMPOBAHNUY U HE N3y4ajach B KIMHUYECKUX UCCIIEIOBAaHUIX
(cMm. pasaensi 4.4.,5.1. u 5.2.).

Korna pexkomennoBanHas 1o3a coctaBisgeT 10 Mr oAuH pa3 B JIeHb, KOPPEKIIUHU JT03BI T10
CPaBHEHMIO C PEKOMEHIOBaHHOH He TpedyeTcs.
VY manueHToB ¢ Jerkoil crenenbto HapymeHus ¢pyHkiuu nodek (KinKp 50—80 mu/mMun) koppekuus
JI03bI HEe TpeOyeTcs (cM. paszmen 5.2.).

llayuenmul ¢ napywenuem Qynkyuu nevenu

[Ipenapar PuBapokcaban KanHoH mnpoTuBOmokazaH mnamueHTaM ¢ 3a00JICBaHUSMU TICUCHH,
COIPOBOXKAAIOIMIMMHUCS KOAryJonaTueld U pucKOM KIMHUYECKH 3HAYUMOTO KPOBOTEUEHHUS, B TOM
yHclie MaleHTaM ¢ Iuppo3oM mnedeHu kiaccoB B u C mo knaccudukanuu Yaing-Ileo (cm.
pazmenst 4.3. 1 5.2.).

Tayuenmor nodxcunoeo 6ospacma
Koppekuust 10o3s1 He TpebyeTcs (cM. pazaen 5.2.).

Macca mena
Koppexkiust 10361 y B3pocibIx He Tpedyercs (cM. pa3aen 5.2.).

Llon
Koppeknus 10361 He TpedyeTes (cM. pa3aen 5.2.).

Iayuenmul, noosepearowuecs kapouosepcuu

Jleuenne npenapatom PuBapokcaban KaHoH MOXeT OBITh HAUaTO WM TPOJOJIKEHO Y MAIIMEHTOB,
KOTOPBIM MOXKET MOTPeOOBATHCS KApAUOBEPCHSI.

[Ipn xapauoBepcuu MO KOHTPOJIEM upecnuileBojgHOW 3xokapauorpadpum (UIIDx0-KT') y
NalMEeHTOB, KOTOpHIE paHee He TMOJy4add AaHTUKOAryJIsHTHOM Tepamuu, Ui oOecredyeHus
a/IeKBaTHOM aHTHMKOAryJIALUU JieueHue npenaparom PuBapokcaban KaHOH HOKHO HauMHATHCS
10 MEHBIIIEH Mepe 3a 4 Jyaca /10 kapauoBepcuu (cM. pazaensl S5.1. u 5.2.). [l Bcex manueHToB
nepes KapauoBepcuei TOJKHO ObITh MOJYYEHO MOATBEPXKACHHUE O TOM, YTO MALMEHT MPUHSIT
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MY OTUETY

0 Hayaje M IPOJOJLKUTEIbHOCTU JICUEHUs CIIeAyeT NMPUHUMAaTb BO BHUMAaHHUE JACHCTBYIOLIUE
PYKOBOJICTBA M PEKOMEH/IaLlUHU 110 AaHTUKOATYJIIHTHOM TE€paluy y MalieHTOB, I10/IBEPTatOIIUMUCS
KapAMOBEPCHH.

Hayuenmor ¢ gubpunrayueli npedcepoutl HeKIAnaHHO20 Npoucxoxcoenus, neperecuiue YKB
(upeckoarcnoe KoponapHoe emeuamenbCmeo) co CMeHmupoOSanuem

NmeeTcs orpaHMYeHHBIN OTBIT MPUMEHEHHS puBapokcabaHa B yMEHBIIICHHOM 03¢ 15 mr 1 pa3 B
neHb (uau 10 Mr 1 pa3 B AeHb 1Sl TalMEHTOB CO CPe/IHE CTETEeHbIO HapyIIeHHs (PYHKIHUU TOYEeK
(KnKp 30—49 mu/MuH)) B KOMOMHAITMM ¢ THTHOUTOPOM perienTopoB P2Y 12 B TeueHHEe MaKCUMyM
12 mecsiieB 'y manmueHToB ¢ (GUOPHWUIALMEH Tpencepauii HEKIanaHHOTO IPOUCXOXKICHHUS,
KOTOPBIM HEOOXOJMM IpHEM MEepOpalIbHBIX aHTUKOAryasHToB U mnepeHecmux YKB co
CTeHTHpOBaHHeM (cM. pasneinsl 4.4, u 5.1.).

eTH
Jleuenue BTO u npoghunakmuxa peyuousoe BT y oemeiti u noopocmkog

Jleuenue npenapatom PuBapokcaban KanoH y gereil u moapocTkoB B Bo3pacTte 10 18 jeT 10mKHO
ObITh HAUaTO IOCJIE HE MEHee 5 Hel HavyaabHOM MapeHTepalbHON aHTHKOATYJISHTHOU Tepanuu
(cm. paszmen 5.1.).
Jlo3a i nerel 1 NOAPOCTKOB PACCUUTHIBAECTCS B 3aBUCUMOCTH OT MAacChl TeJa:
e Macca tena ot 30 mo 50 kr:
pPEKOMEHI0BaHHas 103a COCTaBIsAeT 15 Mr puBapokcabaHa OAMH pa3 B I€Hb, YTO SIBIISETCS
MaKCUMaJIbHOW CYTOYHOH J030H;
e Macca tena 50 kr i 6ostee:
peKoOMeH1I0BaHHas 103a cocTapisieT 20 Mr puBapokcabaHa OIMH pa3 B I€Hb, YTO SIBIISETCS
MaKCUMaJIbHOW CYTOYHOH J030H;
e Ui MalMEHTOB ¢ Maccoi Tena MeHee 30 KI HEOOXOAMMO HPUMEHSTHh PUBApPOKCAOaH B
JpyTroii JekapCcTBEHHOU (opme.
Ha perynsipHoii ocHOBE HE0OX0JUMO MOHMTOPUPOBATh BeC pedeHKa U epecMaTpuBaTh A03y. ITO
HE00X0/1uMo, 4T00bl 00eCIeunTh MOAJEpKAHUE TeparneBTUHYecKoi 103bl. KoppekTupoBka 10361
JIOJIKHA BBIIIOJIHATHCS TOJIBKO HA OCHOBAaHUY U3MEHEHHS MacChl Tea.
Tepanus y nereit U NOJPOCTKOB JOJKHA MPOIOJKATHCS 1O KpallHEl Mepe B TeUeHHe 3 MecsIEB.
JlnutenbHOCTh JIeYeHHsS MOXKET ObITh yBeIMueHa 10 12 MecsleB B ciaydyae KIMHUYECKOU
HeoOxoauMmocTu. JlaHHbIE B MOJIEPKKY CHIKEHHUS J03bl Yy JAeTed mociie 6 MecsIieB Tepanuu
OoTCyTCTBYIOT. COOTHOILIEHHE NOJb3a-PUCK IPHU JIUTENBHOCTH TEPAIMU CBBIIIE 3 MECALEB
JIOJDKHO OIIEHHMBATHCSl MHIMBHUAYaJIbHO, IPUHUMAs BO BHMMaHUE PUCK peluanBa TpomOo3a U
NOTEHLNAIbHBIA PUCK KPOBOTEUEHHUS.

eticmeus npu nponycke npuema npenapama

Ecnu mpreM 10361 TpoITyIeH, He00X0AUMO MPHUHSATH MPOMYIICHHYIO 03y KaK MOKHO OBICTpee
M0CJI€ TOTO, KaK 3TO 3aMETHJIM, HO TOJBKO B ITOT )K€ JIeHb. ECIIM 3TO HEBO3MOXKHO, MAIlUCHT
JIOJDKEH TIPOMYCTHUTH 3Ty J03Y W MPOJODKUTH MPUEM CO CIIEAYIOMIEH 03Bl B COOTBETCTBUH C
Ha3HaueHWeM Bpaua. [lanMeHT He JODKeH NPHHUMATh JBOMHYIO /03y Ui KOMIICHCAITUH
IIPOITYLICHHOW JTO3BI.

BesomacHocte u 3ddexTuBHOCT, puBapokcabaHa y aereid B Bozpacte oT 0 mo <18 mer mo
MOKa3aHUI0 TPO(UIAKTHKA WHCYIbTa W CHCTEMHOW TpPOMOOSMOOIMHM y TAlUEHTOB C
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OTCYTCTBYIOT. B cBsA3M 3TuM, npenapar PuBapokcadan KaHoH He pekoMeHayeTcsl K IPUMEHEHUIO
y JAereil B Bo3pacte A0 18 jeT mo mokasaHusM WHBIM, 4eM JedeHue BTD u mpoduiaktuka
peuuausoB BTO.

[Tpenapat PuBapokcaban Kanon, 15 mr, Tabi1eTKu, HOKPHITHIE IJICHOYHOM 000JI0UKOH, HE CIIeTyeT
Ha3Ha4aTh (MPUMEHSTH) y nerel B Bo3pacte oT 0 mo <18 mer ¢ maccoit Tenma meHee 30 Kr mis
JTAHHOM JIeKapCTBEHHOM (hOPMBI B CBSI3U ¢ HEBO3MOKHOCTBIO O0ECIIEUUTh PEXHUM JA03UPOBAHUSL.
JUis ynoBIeTBOPEHUsl MOTPEOHOCTEH yKa3aHHOM IpyMNIibl MAlMEHTOB HEOOXOAMMO NPUMEHSATh
puBapokcabaH B Jpyroi jekapcTBEHHOH Gopme.

[Tpenapat PuBapokcadan Kanon, 20 mr, Tab1eTKH, HOKPHITHIE IIJICHOYHOM 000JI0UKOH, HE CIIeTyeT
Ha3zHayaTh (MpUMEHATH) Yy AeTei B Bo3zpacte oT 0 mo <18 nmet ¢ maccoii tena meHee 50 kr ans
JTAHHOM JIEKapCTBEHHOM (DOPMBI B CBS3M C HEBO3MOXKHOCTBIO 00ECTIEUUTh PEXKHUM JO3UPOBAHUSI.

Ilepexoo ¢ anmaconucmos eumamuna K (ABK) na npenapam Pusapokcaban Kanon

[Tpu neuenuu BTO u npodunakTike penuanBOB y AeTel clieyeT npekpaTuTh Jeuenne ABK u
HayaTh JeueHue npenaparom PuBapokcaban Kanon npu 3nauennu MHO <2,5.

[Tpu nepexone mauuentoB ¢ ABK Ha mpemapat Puapokcaban Kanon 3nauenus MHO Oynyr
OIIMOOYHO 3aBBIIIEHHBIMHU MOCIE MpueMa npenapaTta Puapokcaban Kanon. MHO He moaxonut
JUIsL OTIPEJIENIEHUs] aHTUKOAryJITHTHOW aKTUBHOCTH IpenapaTta PuBapokcaban KanoH u nmostomy
HE JIO0JIKHO MCTIOB30BaThCs C 3TOM 1enblo (M. pazzaen 4.5.).

Ilepexoo ¢ npenapama Pusapoxcaban Kanon na anmazonucmot sumamuna K

JHetsim, koropble mepeBoadrca ¢ npenapara PuBapokcaban Kanon na ABK, neoOGxoaumo
IpojoJDKaTh IpueM npenapara PuBapokcaban KaHoH B TeueHue 48 yacoB mocie mpremMa rnepBon
no3el ABK. Ilocie nByx nHeH COBMECTHOro mpUMeHeHHus cienyer usmeputs MHO no npuema
cleAylolle 3alulaHMpOBaHHOM 1103bl  mpenapata PuBapokcaban Kanon. CoBmecTHOe
npuMeHeHue npemnapara PuBapokcaban Kanon u ABK pekomennyercst npoposnxkars, noka MHO
He gocturHer >2,0. Ilocne mnpekpamieHuss NpUMEHeHUs mpenapara Pusapokcaban Kanon
3HaueHrne MHO moskeT ObITh TOCTOBEPHO OINpEENICHO uepe3 24 yaca mocjie mpruemMa rnociaeaHen
J03bI (CM. BhITIE U pasnaen 4.5.).

Ilepexoo ¢ napenmepanvuvix anmukoa2yianmos Ha npenapam Pueapokcaban Kanon

VYV nere#l, MOIydyarolUX MapeHTEpaIbHbIE AHTUKOATYJISIHTBI, CJIEIYET NPEKPATUTh BBEICHUE
NapeHTepaIbHOTO aHTUKOArYJIsIHTA U HauaTh NMpUMeHeHue mnpenapaTta Pusapokcaban Kanon 3a
0—24gaca 10 BpPEMEHM CIEAYIOIIErO IIJJAHOBOI'O BBEAEHHUS IAPEHTEPAIBHOIO Ipenapara
(HampuMep, HHU3KOMOJIEKYJIIPHOTO TelapuHa) WJIM B MOMEHT INpEeKpalleHHs HeNpepbIBHOIO
BBEJCHUS  MApEHTEpAIbHOrO  Ipemnapara  (HampuMep,  BHYTPUBEHHOTO  BBEICHUS
He(paKIMOHUPOBAHHOT'O TeIIapHHa).

Ilepexoo ¢ npenapama Pusapoxcaban Kanon na napenmepanvhvie anmuxoazynisanmsl

Cnenyer ormeHuTh mpenapatr PuBapokcaban KaHoH u BBeCTH HEpBYIO /103y NapeHTEPaTbHOTO
AQHTUKOAryJsiHTa B TOT MOMEHT, KOTJa HYKHO OBLJIO MPUHATH CIEAYIONIYI0 03y Ipernapara
PuBapokcaban KanoH.

Tayuenmoi ¢ napywenuem ¢hyHKkyuu novex
e JleTh M TOAPOCTKH C JIETKOM CTENEeHbIO HapylmeHus (YHKIUU TOo4YeK (CKOpPOCTh
KIy6oukoBoi (unbTpamun S0—80 ma/Mun/1,73 M?): KoppeKims 03kl He TpeOyercs Ha
OCHOBAHUHN OAaHHBIX BO BSPOCHOP'I MOMmyJiAiu1 U OTPaHUYCHHOI'0 KOJMYCCTBA JAHHBIX B
JETCKOM monyJisiiuu (cM. pazaen 5.2.).
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(ckopocTh KiTy6oukoBoif quiabTpammu <50 mu/mun/1,73 M?): npemapar PuBapokcaban
KaHoH He peKOMeHIyeTCs B CBSI3U C OTCYTCTBUEM KIIMHHYECKUX JTAaHHBIX (CM. pasnen 4.4.).

Tayuenmoi ¢ Hapywenuem ynKyuu neveHu

st neteit ¢ HapymieHneM (QYHKIIUY TIeYeHN KIMHIUYECKHUE JaHHBIe OTCYTCTBYIOT.
Macca mena

Ho3a y nereii onpenensiercss B 3aBUCUMOCTH OT MAaccChl TeJa.

Cnooco0 nnpuMeHeHus

Bspocnvie
BHyTpb, BO BpeMs mprema mumiu (cM. pasaen 5.2.).

Hsmenvuenue mabaemox

Ecnu nanueHTt He ciocoOeH MporIoTUTh TaOJIeTKY IeTMKOM, TabeTka npenapara PuBapokcaban
Kanon mosxer ObITh M3MENIbUeHA U CMEIIaHa C BOAOW HJIM SIOJIOYHBIM IMIOPE HEMOCPEICTBEHHO
nepe] NPUMEHEHHWEM U TepopaibHBIM mpueMoM. llocne mpueMa W3MENbYCHHON TaOIeTKU
npemapata PuBapokcaban Kanon 15 mr wim 20 Mr HeoOX0IMMO HE3aMEITUTEIIEHO OCYIIECTBUTh
TIPUEM TTUTITH.

W3menpueHHAs TaOJIETKA TAK)KE MOXKET OBITh BBEICHA Yepe3 JKETYA0UHBINA 30HT (CM. pasensl 5.2.
u6.6.).

Ilemu ¢ maccoii mena ne menee 30 ke

BHyTpb, BO Bpemst ipruema muiy (cM. pasaen 5.2.).

[TanMeHTy HYKHO PEKOMEH0BaTh NPOIJIAThIBaTh TAOJIETKY C JKUAKOCThIO. TabieTku cienyer
NPUHUMAThH C HHTEPBAJIOM IpUMEpHO 24 yaca.

Ecnu manuenT cphiruBaeT MpUHATYIO 103y HEMEIJICHHO WITH Y HEro HAYMHAETCS PBOTA B TEUCHUE
30 MHHYT TIOCIIE TIpHEMa J03bI, HEOOXOIUM MTPHUEM HOBOM /103b1. OTHAKO €CITH MAIEeHTa BEIPBAIO
no3aHee 30 MUHYT MOcie pruemMa J03bl, TOBTOPHOTO MpUeMa 03kl He TPeOyeTCs, U CIeayromas
71032 JI0JKHA OBITh TOJTY4€eHa 110 PaclUCaHUIo.

Henb3st nenuTh TabNETKy C LIEbIO MOJyYeHHsI YacTH 103blI OT TaOJIETKH.

Wsmenvuenue mabaemox

Ecnu mamumeHT He cmocoOeH NpOrioTHTh TaONeTKy LEIMKOM, CIeAyeT HCIOIb30BaTh
puBapokcabaH B opMe rpaHysIbl AJis IPUTOTOBICHUS CYCIIEH3UHU Ui TPUEeMa BHYTPb.

Ecnu cycnensus 11 mpuema BHYTPh HE JOCTyIHA Cpa3y, KOI/la Ha3HAueH puBapokcabaH B
no3upoBke 15 mr winm 20 Mr, 3TH JO3UPOBKM MOTYT OBITh IOJYYEHBI MYyTEM H3MEIbUYEHUs
tabnetku 15 Mr wim 20 Mr U CMEIIMBaHUS €€ C BOJOW WM SIOJIOYHBIM ITIOPE HEMOCPEACTBEHHO
nepes NPUMEHEHUEM U IIEPOPAIBHBIM IIPUEMOM.

W3menbueHHas TabeTKa MOXKET ObITh BBE/IEHA Yepe3 HAa30TraCTPaJIbHBIA MIIH JKETYA0UHbIM 30H]
(cM. pazzmen 5.2.).

4.3. IlpoTuBONOKA3aHNUS

® TUINEPUYYBCTBUTEIHHOCTH K pUBapOKcabaHy WK JIFOOOMY U3 BCTIOMOTATEIbHBIX BEIIECTB,
MepPEUMCIICHHbIX B pazzaene 6.1.;
® aKTHMBHOE KJIMHMUYECKH 3HAYMMOE KPOBOTCUEHUE;
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OOJIBIIIOT0 KPOBOTEYCHUS, HANpPHMEp, HMEIOMAsICS WIM HEIaBHO NepeHECeHHas
KEIyJJOYHO-KUIICYHAS 13Ba, HAIUYHE 3]I0KAaYeCTBEHHOTO HOBOOOPA30BaHUS C BHICOKUM
PHCKOM KPOBOTEYEHUS, HEJITABHO MOJIyUYE€HHAsi TpaBMa T'OJIOBHOTO I CIIMHHOTO MO3Ta,
HE/IaBHO MEpEHECEHHAst ONepaIisl Ha TOJIOBHOM, CIIMHHOM MO3T'€ WM Ha IJ1a3aX, HEAaBHO
MEPEHECEHHOE  BHYTPUYEPEITHOEC  KPOBOMBZIHMSHHUE,  JUAarHOCTUPOBAHHOE WU
IpearnojaraeMoe BapHKO3HOE pacIIMpeHHe BEH MHIIEBOAA, AapTepHUOBEHO3HBIC
Masib(hopMaIiK, aHEBPU3MBI COCY/IOB WJIM CEphE3HBIC MATOJOTHH COCYAOB T'OJIOBHOTO
WA CIIMHHOTO MO3Ta;

® CONYTCTBYIOWIAs Tepanmusi KaKUMHU-IMOO JPYrUMH aHTUKOAryJasHTaMH, Hampumep,
He(bpaKI_[I/IOHI/IpOBaHHLIM rCIIapuHOM, HU3KOMOJICKYJIAPHBIMU rermapuHaMu
(9HOKCamapuHOM, JAITENApUHOM U JIp.), TIPOU3BOIHBIMU TenapuHa (PpoHaanapuHyKcoM
U J1p.), TIEpOPATLHBIMU aHTHKOATYJISIHTaMH (BaphaprHOM, JaburarpaHa 3TEKCHUIIATOM,
arnmuKcabaHOM U JIp.), 32 UCKIIFOUCHHEM CITydaeB Mepexo/ia ¢ WM Ha pUBapoKcadaH (CM.
pazznen 4.2.) wim ciaydaeB, Korja HepaKIIMOHUPOBAHHBIN FeapyH MPUMEHSIOT B J033X,
HEOOXOJUMBIX JIsi oOecrieueHuss (PYHKIIMOHUPOBAHHS IIEHTPAIbHOTO BEHO3HOTO HIIU
apTepuaNbHOTO KareTepa (cM. paszaen 4.5.);

e 3a00JICBaHUsI TICYCHH, MPOTEKAIONIME C KOAryJlomaTHed W PUCKOM KIMHHUYECKU
3HaYMMOTO KPOBOTCUCHUSI, BKIIFOUAs MAIIUCHTOB C IIUPPO30M IeueHu kiaccoB B u C mo
knaccupukanuu Yaina-ITsio (cMm. pasaen 5.2.);

e OepeMEHHOCTh U TIEPHOJI TPYAHOTO BCKapMIIUBaHus (CM. pasaen 4.6.).

4.4. OcoOble yka3aHusl M MepbI NPeJ0CTOPOKHOCTH NIPH NPUMEHEHUH

B Tedenue Bcero mepuoja JieYeHHS PEKOMEHAYETCS MPOBOAUTH KIMHUYECKOE HAONIO/ICHUE B
COOTBETCTBUU C KIMHUYECKOW MPAKTUKON TPUMEHEHUSI aHTUKOATryJITHTOB.
Puck xpoBoTeueHusa

Kak u npu npueme apyrux aHTUKOAryJISIHTOB, HEOOXOAUMO TIIATEILHO HAOI0IAaTh NMAIMEHTOB,
npuHUMaromux npenapar Puapokcaban KanoH, /uisi BBISIBICHHS NMPHU3HAKOB KPOBOTECUEHUSI.
[Ipenapar pekoMeHAyeTCs NMPUHUMATh C OCTOPOXKHOCTBIO NMPU COCTOSIHUSIX C TOBBIILIEHHBIM
PUCKOM KpOBOTEUYEHHs. B ciydae Tspkenoro KpoBOTEUEHHs MpueM mpernapata PuBapokcaban
KanoH momkeH ObITh IpekpalieH (cM. pasaen 4.9.).

B kiIMHHUYECKHX HCCIENOBAHUSX KPOBOTEUEHHUS U3 CIM3UCTBIX 000J04YeKk (a WMMEHHO,
KPOBOTEUYCHHE U3 HOCA, JICCEH, )KEIIYJOUHO-KUAIIEIYHOTO TPAKTa, MOYEIIOJIOBOM CHCTEMBI, BKITIOUast
MaTOJIOTUYECKOE BarMHAJIBHOE WM YCHJICHHOE MEHCTPYaJIbHOE KpPOBOTEYCHHE) M aHEMUS
HaOIOJAIMCh Yallle MpU JUTUTEIHHOW Teparnuu pUBApOKCAO0aHOM IO CPAaBHEHHIO C JICYCHUEM
ABK. Takum o00pa3om, B [OTNOJHEHHE K HaJUICKAIMEMy KIMHHYECKOMY HaOJII0ICHHUIO,
nabopaTopHOE HCCIEAOBaHWE TEeMOTJIO0MHA/TEMATOKPUTAa MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHUS CKPBITHIX KPOBOTEUEHUH M KOJIMYECTBEHHOW OLIEHKU KIMHUYECKOW 3HAYMMOCTH
SBHBIX KPOBOTEUECHH B CllydasiX, KOrJga IPUMEHUMO.

Heckonbko moarpyIi naieHToB, yKa3aHHBIX HUXKE, UMEIOT MOBBIIIEHHBIN PUCK KPOBOTEUEHUSI.
Heobxomumo TmiatensHO HAOMIOAAaTh TAKUX MAIIUEHTOB TOCIE Hayaia JICYCHUsT Ha MPU3HAKU U
CHUMITTOMBI OCJIO)KHEHHH B BHJIE KPOBOTEUCHU U aHeMUH (CM. paszen 4.8.).

[Tpu m1060M HEOOBSICHUMOM CHHMKEHUY TeMOTIIOOMHA UJTH apTEPUATTLHOTO JIaBJICHUS HE00X0IUMO
MCKaTh HCTOYHHUK KPOBOTECUECHHS.

[Ipu Tepanuu puBapokcabaHoOM HE TpeOyeTcs pyTHHHBI MOHUTOPUHT €T0 SKCIO3UIMU. Tem He
MeHee, U3MEpPEHHe KOHIIEHTPAllUd pUBApOKcabaHa TOCPEICTBOM KAIMOPOBAHHOTO TECTa IS
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UCKITIOYUTENLHBIX CIIydasx, Koraa uHpopmamus 00 SKCIO3UIUU pUBapoKcabaHa MOXKET ObITh
UCIIONIb30BAaHA IMPU TPHUHATUM KJIWMHUYECKU 3HAYUMBIX pEIICHUH, HAmpuMep, B Ciydae
NEePEI03UPOBKH MM SKCTPEHHOT'O XUPYPIHUYSCKOr0 BMEIIATEILCTBA (CM. pa3zeisl 5.1. u 5.2).

Hapvuienne ¢dyHKIMY TOYEK

VY mammeHToB ¢ TsokenbIM HapymeHueMm ¢GyHkuuu noudek (KinKp <30 mu/muH) KOHIIEHTparus
puBapokcabaHa B IIa3Me MOKET ObITh 3HAUMTEIHLHO MOBBIIICHHOHN (B 1,6 paza B cpeHeM), 4TO
MOJKET TMPHUBECTH K MOBBIIIEHHOMY pHCKY KpoBoTeueHuid. [Ipemapar Pusapokcaban Kanon
JIOJDKEH TPUMEHSATHCS C OCTOPOKHOCThIO y manueHToB ¢ KinKp 1529 mn/mun. [Ipumenenue
npenapata y naueHToB ¢ KnKp <15 mn/mun He pexomenayercs (cM. paznenst 4.2. u 5.2.).
[Ipenapatr PuBapokcaban KaHOH cieqyeT HpUMEHSTh C OCTOPOKHOCTBIO Y MAI[MEHTOB C
HapymeHneM (QYHKIMHA T[OYeK, TOJYYaloUIMX COIYTCTBYIOIIME Ipemaparbl, KOTOpbIE
YBEJIMYHMBAIOT KOHIICHTPALIUIO puBapokcabana B miasme (cm. pasuen 4.5.).

BzanmoeiicTBHE ¢ IPYTHMH JICKAPCTBEHHBIMHU IIperapaTaMu

[Tpumenenue npenapata Puapokcaban KaHoH He pekOMEHIyeTcsl y MalueHTOB, MOIyYaroluX
COITYTCTBYIOIIEE CHCTEMHOE JIeYeHHE MPOTHBOIPHMOKOBBIMU IIperapaTraMH a30J0BOM TIPYyIIIbI
(TakMMH KakK KETOKOHAa30JI, UTPAKOHA30JI, BOPUKOHA30J U I103aKOHA30J1) WJIM HWHIHOUTOpaMu
BUY-nporeas (Hanpumep, pUTOHaBUPOM). DTHU MIpenapaThl SBJISAIOTCS MOLIHBIMA UHTUOUTOPAMU
kak CYP3A4, tak u P-rmukonporenna. Takum oOpa3om, 3TH IpemnapaTbl MOTYT HOBBILIAThH
KOHLEHTPALUIO pUBapoKkcabaHa B IJIa3Me KPOBH 10 KIIMHUYECKU 3HAUMMBbIX 3Ha4eHUi (B 2,6 pa3a
B CPEJIHEM), YTO MOKET IPUBECTHU K MOBBIILIEHHOMY PUCKY KPOBOTEUYEHHUH.

Crnenyer cobmoaTh OCTOPOKHOCTh, €CIIM MAllMEHT OJAHOBPEMEHHO MOJIydaeT JIEKapCTBEHHbIE
Ipernaparsl, BIUSIOIME Ha TIEeMOCTa3, TaKue KaK HECTEPOUJHBIE INPOTHUBOBOCHAIMTEIBHBIC
npenapats! (HIIBII), aneTricanuuioByro KMCIOTY M HHTUOUTOPHI arperaliui TpoMOOIUTOB HITH
CeJIeKTUBHBbIE MHTHOUTOpBl oOpaTHOro 3axBata cepoToHnMHa (CHUO3C) u cenexkTUBHBIE
UHTUOUTOpPHI 0oOpaTHOro 3axBara ceporoHMHa M HopamuHeppuHa (CMO3CH). Ilauuentam c
PUCKOM  513BOOOpA30BaHUSl B JKEIYAOYHO-KHMIIEYHOM TpPAKTE MOXET ObITh Ha3HAYEHO
COOTBETCTBYIOIIEE MPOodUIaKTHIECKOE JIeueHue (cM. pazaen 4.5.).

Jlpyrue haxkTopsl pUCKa KPOBOTEUEHUHN

PuBapoxcabaH, kak u Jpyrue aHTUTPOMOOTHUYECKHE CPEACTBA, HE PEKOMEHIyeTCs K IPUMEHEHUIO

MarueHTaM, UMEIOIIUM MOBBIIIEHHBIH PUCK KPOBOTEYECHUM, B TOM YHCIIE:

* BpOXKJICHHAs WJIM TPUOOpPETEHHAs CKIIOHHOCTh K KPOBOTCUCHHSIM;

* HEKOHTpOJHUpyeMasl TsoKenasi apTepuanbHasi THIEPTeH3HS;

* Ipyrue 3a00JieBaHUs KENyI0YHO-KUIIIEUHOTO TpakTa 0e3 aKTUBHOTO H3BS3BICHUS, KOTOpPHIE
MOTEHIIMATBFHO MOTYT TIPHBECTH K OCJOXKHEHHSIM B BHJE KpPOBOTCUYCHHH (HampuMmep,
BOCIIAJIUTEIFHOE 3a00JIeBaHWE KHUIIEYHUKA, 330()aruT, TacTpUT U racTpodsodareanpHas
pedmrokcHas 00JIe3Hb);

* COCYJUCTasi pETHHOIIATHS;

* OPOHXO0IKTAa3bl WIH JIETOYHOE KPOBOTEUCHUE B AaHAMHE3E.

[TalMeHThl ¢ pakoM

[TareHTHI €O 3JI0KAYEeCTBEHHBIM 3a00JIeBaHHMEM MOTYT OJHOBPEMEHHO MOJBeprarbcs Oolee
BBICOKOMY PHCKY KpOBOT€UYEeHHs M TpomOo3a. MHAMBHyalbHAS T0JIb3a aHTUTPOMOOTHUYECKOM
TEpanuy J0JKHA ObITh CONOCTABIEHA C PUCKOM KPOBOTEUEHHS Yy MALIUEHTOB ¢ aKTUBHBIM PaKOM
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Onyxonmu, pacroJIOKEHHBIE B JKEIYJAOYHO-KHIIEYHOM WM  MOYCIOJIOBOM  TPAKTe,
ACCOLIMHMPOBAIIUCH C TIOBBIIICHHBIM PHUCKOM KPOBOTEYCHHS BO BPEMS TE€PAIHH PHUBAPOKCAOAHOM.
Y NanMeHToB CO 3JI0KAaYECTBEHHBIMH HOBOOOPA30BAHHMSIMH U BBICOKUM PHUCKOM KPOBOTCUCHUS
NpUMEHCHHE PUBAapOKcabaHa MPOTUBOIIOKA3aHo (CcM. pas3aen 4.3.).

IlanmeHTHl ¢ HICKYCCTBEHHBIMHU KJIAITaHAMU cepAlia

PuBapokcabaH He cieyer NpUMEHATh Ul NPO(QUIAKTUKY TPOMOO30B Y MAIIMEHTOB, IEPEHECIINX
HEJIaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTajbHOIo KiamaHa. bezomacHocTs u 3()(heKTUBHOCTh
npenapata Pusapokcaban KaHoH He M3ydanach y NAlMEHTOB ¢ UCKYCCTBEHHBIMH KJIAallaHAMHU
CepAla, CIEI0BaTEIbHO, HET JaHHBIX, IOATBEPKIAAIOIIMX, YTO IIPUMEHEHHUE IIperapara
PuBapokcaban KanoH oOecrnieunBaeT OCTATOYHBIN AHTHUKOATYISHTHBIM 3PQEKT y TaHHOU
KaTeropuu mnanueHtoB. llpumenenue npemapara PuBapokcaban KaHOH HE pekoMeHIyeTcs y
JTAHHOW KaTeropuH MalUeHTOB.

ITamueHTEI ¢ aHTI/Id)OCd)OJ'II/IHI/IHHLIM CUHIPOMOM

[TpuMeHeHHe nepopanbHbIX AaHTUKOATYJISHTOB MPSIMOI0 ACWCTBUS, BKJIIOYas pUBApOKcadaH, HE
pEKOMEH/yeTcs Y MalMeHTOB, UMEIOIIUX TpoMOO3bl B aHAMHE3€, Y KOTOPBIX JMAarHOCTHUPOBAH
aHTU(GOCHOMUNUIHBIA CUHAPOM. B YacTHOCTHM, y HalUMEHTOB C TPOWHBIM MO3UTHUBHBIM
aHTH()OCHOTUIMUIHBIM CHHAPOMOM (HAIMYHE BOJYAHOYHOTO AHTHKOATYIISIHTA, AHTHUTEN K
KapIMOJIUINHUHY W aHTUTeN K Oera-2-TIUKONpoTeWHYy ) Tepamus mnepopaibHBIMU
AQHTUKOATYJIIHTAMHM IIPSIMOTO  JCHCTBUS MOJKET COIIPOBOXKIAThCA IIOBBIIIEHHONM 4YacTOTOM
peuuaANBOB TPOMOOTUYECKUX COOBITHI B CPaBHEHUU C Tepanuei aHTaroHucTaMu BuramuHa K.

[IanMeHTEI ¢ (bI/I6DI/IJ'IJ'I$II_II/IeI7I npeacepauid HeKIalmaHHoro nporcxoxacHus, neperecie YKB co
CTCHTUPOBAHUEM

NMeroTcss naHHBIE HMHTEPBEHIIMOHHOTO KIMHUYECKOTO HCCIEAOBaHUS, IEPBUYHOM ULEJbIO
KOTOPOTO SIBJISUIACh OIEHKA Mpoduis 6e30MacHOCTH Y MAMEHTOB ¢ (GUOpMILISAIUEl peacepauit
HEKJIAIaHHOTO TpoucxoxaeHus, nepeHecumx YKB co crentupoBanuem. JlanHble 10
3¢ (PEKTUBHOCTH y JAHHOW MOMYJAINHN OrpaHuueHo (cM. pazzaensl 4.2., 5.1.). JlanHble M0 TakuM
MalKeHTaM ¢ MHCYJIBTOM/TPaH3UTOpHOM uiemudeckoit arakoit (TMA) B anHaMHe3€ OTCYTCTBYIOT.

[TanmmeHTsl ¢ TEMOAMHAMUYECKH HECTAOWIBHONM TpoMO0odIMOomeilt seroynoi aprepuun (TOJIA)

WA HAlUEHTHI, KOTOPBIM TPEOVETCS IIPOBEAECHNUE TPOMOOIN3NCA WU YMOOIDKTOMUH U3 JIETOYHOUN
apTepuu
[Ipemapatr PuBapokcaban KaHOH He peKOMeHIyeTcs B  KadyecTBE  allbTePHATHUBBI

He(PPaKIMOHUPOBAHHOMY TeNapuHy Y MalMeHTOB C TpoMO03MOONIMel JIerouyHOW apTepHH,
KOTOpPbIE TeMOJIMHAMUYECKH HECTaOMIIbHBI WJIM MOTYT HYXJIaThCsl B IPOBEJACHUN TPOMOOIH3HCA

WM 5MOOJPKTOMHM M3 JIETOYHOW apTepuu, MOCKOJIbKY Oe3omacHocTh U 3()(PEeKTUBHOCTH
npenapata PuBapokcaban KaHoH npu Takux KIMHUYECKUX CUTYalUsIX HE YCTAaHOBJIEHA.

CHHH&HBH&H/SHI/I}IVD&HBH&SI AHCCTE3U MUJIU ITYHKITUA

[lpy  BBIMOJHEHHHM  HEHPOAKCHATBHON  (CIMHAIBHON/AMUAYpPATbHON)  aHECTe3MH WU
CIMHAJIBHON/AMUYPAaTbHON IMYHKIUM y MAIMEHTOB, MOJYYalOIIUX aHTUTPOMOOTHYECKHE
npenaparbl ¢ IeJIbl0 NPOPHUIAKTUKH TPOMOOIMOOINYECKUX OCIOKHEHUH, CYIIECTBYET PHCK
Pa3BUTHS SMUIYPATILHON WIIM CIIMHAJIBHON reMaToMbl, KOTOPast MOJKET MPUBECTHU K JAITUTEILHOMY
WY TIOCTOSIHHOMY Tapainyy.

10



MY OTUETY

COOTBETCTEYET 3Kl
ot 05.0:

Puck 3Tux cOOBITHI MOXKET MOBBIMIATHCS TTPHU nocneon%ﬁa%%pwgh&'{;w} -Il_'l'(')(IJT(')SIﬁHBIX

AMUAYPAIbHBIX KAaTETEPOB MJIM CONYTCTBYIOUIEH TepanuM JEKapCTBEHHBIMH IIpenaparamy,
BIMSIOUIMMHM Ha remocrta3. TpaBMaTHUHas WM IOBTOpHAs SIUIypalibHas WIM CIIMHAJIbHAs
NYHKIHUS TaKKe MOTYT MOBBIIATH PUCK. [laliMeHTh! JOKHBI HAXOAUTHCS 101 HAOTI0ACHUEM IS
BBISIBJICHUSI TIPU3HAKOB M CUMIITOMOB HEBPOJIOTHYECKUX HApPYLIEHUH (HapuMep, OHEMEHUE WU
c1aboCTh HOT, JUC(YHKIMS KHUIIEYHUKA WM MoyeBoro myseips). llpum oOHapyxeHuun
HEBPOJIOTHYECKUX PACCTPOMCTB HEOOXOAUMa CpOuYHas JUArHOCTHKA U JieueHue. Bpau nomxeH
COIOCTaBUTh IOTCHLUMAJIBHYIO II0Jb3Y M PHCK Iepell MPOBEACHUEM HEWPOAKCHAIBHOIO
BMEUIATEIbCTBA NALUEHTAM, IOJIYYaOIIUM aHTUKOAryJISHTBI, WJIM KOTOPBIM ILIAHUPYETCS
Ha3HAUYEHUE AHTHUKOATYJISHTOB C WENbI0 NPOPHIAKTHKH TpPoMO030B. OMNBIT KIMHHUYECKOTO
IpUMEHEeHHs puBapokcadbaHa B 103UpoBKax 15 Mr u 20 MI B ONMCAHHBIX CUTYAIUSIX OTCYTCTBYET.
C nenpl0 CHMXKEHMS NOTEHUMAIbHOIO PpUCKA KPOBOTEYEHHS, ACCOLMUPOBAHHOIO C
OJIHOBPEMEHHBIM  IIPUMEHEHUEM pUBApOKCabaHa U  BHIIOJHEHUEM  HEMpoaKCHaIbHOMN
(3nuAypanbHOI/CIMHANBHOM) aHeCTe3MM WM CHUHAJIBHOW IYHKIMM, CJEIyeT YYHUThIBAaTh
(dapMakoKUHETHYECKUH Mpo(puiIb puBapokcadbaHa. YCTaHOBKY WIM YAAJCHHE SHUAYPAIbHOTO
KaTeTepa MM JIIOMOAIbHYIO HYHKLHIO JIy4dllle MPOBOAMTH TOI/A, KOTAA AHTHKOATrYJISHTHBIN
3¢ ¢exT puBapokcabaHa oLeHUBaeTCs Kak cialblid. OJHAKO TOYHOE BpeMs JUIsl AOCTHXKEHHS
JOCTAaTOYHO HU3KOTO aHTUKOATYSTHTHOTO 3(PQeKTa y KaJa0T0 NalueHTa HEM3BECTHO H JIOJIKHO
OLICHUBATHCS B CPAaBHEHUH CO CPOUHOCTHIO IMarHOCTUYECKON MPOLEAYPHI.

OcHoBbIBasgich Ha 0O0IMIKX (PAPMAKOKUHETHMUECKUX XapaKTEPUCTHUKAX, AMHUAYpPaJIbHBIA KaTeTep
M3BJIEKAIOT 110 UCTEYEHUHM KaK MMHHMMYM JIBYKpaTHOTO IE€pHOJa MOJIYBBIBEICHUS, T.€. HE paHee
yeM 4epe3 18 yacoB mocie MOCHENHEro mpuemMa pHBapokcabaHa Uil MOJIOJBIX B3POCIHBIX
NalMEeHTOB U HE paHee ueM yepe3 26 yacoB s MOXKUIBIX HanueHToB (cM. pazzaen 5.2.). [locne
W3BJICYEHMS SMUYpPAIbHOIO KaTeTepa AOJDKHO NPOMTH KaKk MHUHMMYM 6 4acoB 1O Ipuema
cIIeAyIoIIel 1036l puBapokcadaHa.

B ciiyuae TpaBMaTu4YHON MyHKIMM [TpUEM pUBapoKcabaHa cienyeT OTI0XKHUTh Ha 24 yaca.

PeKOMeHI[aIII/II/I 110 JA03UPOBAHUID JO W TIIOCJIC HWHBA3HMBHBIX TPOLCAYP MW XHPYPIrHUYCCKHUX

BMCIIATCJIECTB

Ecnn HEeo6XxoauMo npoBeieHne UHBa3UBHOM MPOLEAYPHI WU XUPYPru4ecKoro BMENIaTeabCTBa,
Ha OCHOBAHUH 3aKJII0YEHUS Bpaya npueM npenapara PuBapokcadban Kanon 15 mr u 20 mr criegyer
IIPEKPATUTh IO KpaliHel Mepe 3a 24 Jaca 10 BMENIaTeabCTBa, €CIU 3TO BO3MOXKHO.

Ecin nponenypy Henb3sl OTJIOXKHTH, MOBBIIIEHHBIM PUCK KPOBOTEUEHUS CIEAYET OLEHUBATh B
CpaBHEHHH C HEOOXOIUMOCTHIO CPOYHOT'O BMEIIATEIbCTBA.

[Tpuem mnpenapara PuBapokcaban KaHoH cienyeT Bo300HOBHTH Kak MOXKHO CKOpee IOcCIie
WHBa3UBHOM MPOLEAYpbl MM XHPYPrHUECKOro BMENIATENbCTBA, €CIM JIeYallluM BpavuoM
YCTaHOBJIEHO, YTO 3TO MO3BOJSAET KIMHUUECKAst CUTyallHs U JOCTUTHYT a/IeKBaTHBIA reMocTas (CM.
pazmen 5.2.).

IToxxuion Bo3pact

Puck KPOBOTCUYCHUA MOXKET YBCIIMYUBATHCA C ITOBBINICHUCM BO3pacTa (CM. pasacin 52)

JlepMaToI0ruYeCKre peaKIuu

[Tpu mpoBeneHWH MOCTMAPKETUHTOBBIX HAOIONCHUN COOOINAIOCh O CIydasx BO3HUKHOBEHUS
CEpbE3HBIX KOXKHBIX peakuuii, BKIO4as cuHApoM CTuBeHCa-/[PKOHCOHA/TOKCHUECKUN
SnuAepMalIbHBI HEKPOJIU3 M JIEKaPCTBEHHO-MHAYLUPOBAHHYIO PEaKLUMI0 € 303uMHOMUINEH u
cucreMHbiMu cumnTomamu (DRESS cunapom), Ha ¢onHe mpumeneHus: puBapokcabaHa (CM.
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ATHUX PEAKIM{ HAa PAaHHUX Tanax JICYEHHUs: HA4alo PEaKIMU B OOJIBIIMHCTBE CIIy4aeB MPOUCXOAUT
B TEUCHHUE MEPBBIX HeNleNb JieueHus. [Ipu nepBoM NOSBICHUN TSXKEIION KOKHOM CBIH (HAaIIpuMep,
IIPU €€ pacrpOCTPaHEHUH, MHTEHCU(PHUKAIMN W/ WK 00pa30BaHUH BOJABIPEil) MM MPH HAJTUYUU
KaKUX-TMOO0 IPYTuX CUMIITOMOB TUIIEPYYBCTBUTEILHOCTH, CBS3aHHBIX C TIOPAKEHUEM CITU3UCTON
000JI0YKH, CIIeyeT MIPEKPaTUTh TEPAITHIO PUBAPOKCAOAHOM.

C€THu

HmeroTcst orpaHUYeHHbIE JaHHbIE O TPUMEHEHUHU Y JeTel ¢ TpoMOO30M BEH TOJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, y KOTOPBIX €CTh MH(peKIus neHTpaibHoi HepBHOH cuctembl (IIHC) (cm.
pazzmen 5.1.). Heo6xoauMo TiiaTeabHO OLIEHUBATh PUCK KPOBOTEUCHHUS NIEPE] HA3HAUCHHEM U BO
BpeMs Tepaliy pUBapOKCaOaHOM.

[Tpenapat PuBapokcaban KaHoH He pekoMeHAyeTCsl K IPUMEHEHHUIO Y JETel U MOJIPOCTKOB CO
CpeOHEW WM TSDKEIOW CTENEHBI0 HapymeHus (QYHKIUH I0YeK (CKOPOCTh KIyOOYKOBOM
dumsTpamun <50 ma/Mun/1,73 M?) B CBA3M C OTCYTCTBHEM KIMHHYECKHX JAHHBIX.

Knunudeckue qaHHbIE O COMYTCTBYIOIIEM CUCTEMHOM JICUEHUU JIeTei MOLTHBIMUA HHTHOUTOpaMU
onnoBpemeHHO CYP3A4 u P-rmukonporenHa oTCyTCTBYIOT (CM. pasnen 4.5.).

JlaHHbIE 110 BpPEMEHM YCTAHOBKM WM YJAJI€HUs HEHPOAaKCHMAIbHOIO Karerepa y JIeTeH,
IPUHUMAIOIIUX PUBapoKcadaH, OTCYTCTBYIOT. B Takux ciyuyasix cienyeT HpeKpaTUTh MpUEM
puBapokcabaHa U pacCMOTPETh BO3MOXHOCTb NMPUMEHEHHS MApPEHTEPAIIbHOIO aHTUKOATYJISIHTA
KOpPOTKOT'O JEHCTBUSI.

BcnomMorarennHble BelecTBa

[Tpenapar PuBapokcaban Kanon conepxwut nakto3y. IlanmeHTam ¢ peako BcTpevaroliencs
HACJIC/ICTBEHHOM HENEePeHOCHUMOCTBIO TallakTo3bl, Je(QHUIMTOM JaKTa3bl WIH TJHOKO30-
rajJjakTo3HOM ManbaOcopOLueil He clieyeT MpUHUMATh 3TOT Mpenapar.

JlaHHbIi npenapaT colaepkHUT MeHee | MMouib (23 MTI) HaTpusi B MakCHUMajbHON pa3oBO J103e
(20 mr—0,07 mr), TO €cTb, 110 CYTH, HE COJCPIKUT HATPHSL.

4.5. B3auMmojeiicTBMe ¢ JAPYrHMH JIEKAPCTBEHHbBIMHM MpenaparamMu HW Jpyrue BHUIbI
B3aUMO/1eCTBUA

Muarunouropsl nzodepmenra CYP3A4 u P-mummkomnporenna

CoBMecCTHOE TpHUMEHEHUE pHBapokcabaHa u KerokoHasonma (400wmr 1pa3 B JeHB) WIH
putoHaBupa (600 Mr 2 pasza B J€Hb) NPUBOAWIO K IIOBBIIIEHUIO CPEIHEH KOHLIEHTPAaLUU
puBapokcabana B mia3me kpoBu (AUC) B 2,6 pa3a/2,5 pazsa W yBEIMYEHUIO CpeaHEH
MakcuManbHON KoHIeHTpanuu (Cmax) puBapokcabana B 1,7 pa3a/l,6 paza co 3HaYHTENbHBIM
ycuseHueM (papMakoJAnHAMHUECKUX 3((EKTOB, YTO MOXET MPHUBOAMTH K YBETHYEHHUIO PUCKA
KpoBoTeueHus. B cBsi3u ¢ 3TUM npumeHeHue npenapara PuBapokcaban Kanon He pekomeHyercs
nanueHTam, MOJTy4aoIuM COITYTCTBYIOIIIEE CHUCTEMHOE JIe4YeHue a30JI0BBIMU
MIPOTUBOTPUOKOBBIMU IpeNapaTaMH, TaKUMH KaK KETOKOHA30JI, UTPAKOHA30JI, BOPUKOHA30J U
MM03aKOHA30J1, WJIM MHruOuTOpaMu npoteassl BUY. DTu akTUBHBIE BEIIECTBA SIBISIOTCS MOIITHBIMU
unruoutopamu 1 CYP3A4, u P-rmukonporenna (cMm. pasuen 4.4.).

Osxupaercs, 4TO ACUCTBYIOIIUE BEIECTBA, KOTOPHIE CHIIBHO HHTUOMPYIOT TOJIBKO OJMH U3 MyTeil
BbIBeJIcHUsT puBapokcabana, uian CYP3A4, wimm P-rimkonporenH, B MEHBIIEH CTENEHU
YBEJIMYMBAIOT KOHILEHTPAIMIO puBapokcabaHa B ruiazme. Hanpumep, knaputpomunus (500 mr
2pasa B JI€Hb), KOTOPBIH cuHuTaercss MoOIIHbIM HHruouropom CYP3A4 u ymepeHHBIM
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a Cmax B 1,4 pa3a. BzaumopeiicTBue ¢ KIapUTPOMUIIMHOM CUUTAETCS KIMHUYECKH HE3HAYMMBIM
JUIs OOJIBIIMHCTBA MALMEHTOB, HO MOXXET OBbITh MOTEHIMAIbHO 3HAYUMBIM JJISl MAIUCHTOB W3
IPYIIBI BEICOKOTO PUCKa (IJIs MAI[MEHTOB C HapylIeHueM (GYHKIMH OYeK CM. paszen 4.4.).
Opurpomuna (500 mr 3 paza B aenb), ymepennbiii nuaruourop CYP3A4 u P-rmuxonporens,
BBI3bIBANl yBenuueHue 3HaueHud cpenHed AUC u  Cmax puBapokcabana B 1,3 pasa.
B3aumopeiicTBie ¢ 3pUTPOMUIIMHOM CUUTAETCAd KIMHUYECKH HE3HAYUMBIM JUIsl OOJIBIIMHCTBA
MAIMEHTOB, HO MOXET OBbITh MOTEHIMAIHLHO 3HAYUMBIM JJIsS MAIlMEHTOB U3 TPYIIIbI BHICOKOTO
pHCKa.

VY manueHToB C JITKOH cTeneHbio HapymieHus GyHkuuu nouek sputpomui (500 mr 3 pasa B
JICHb) BBI3bIBAJI yBeIuueHue 3HaueHuit cpeaneit AUC puBapokcabana B 1,8 pasa, a Cmax B 1,6 paza
M0 CPaBHEHUIO C IMAIMCHTAaMU C HOPMAIbHOW (pyHKIMEH Touek. Y MAIMEeHTOB CO CpeaHen
CTETIEHBIO HapyIIeHUs! (QYHKIIMH TTOYEK SPUTPOMUIIMH BHI3BIBAI YBEIMUCHHIE 3HAUCHUH CpeTHel
AUC puapoxkcabana B 2,0 pa3za u Cmax B 1,6 paza 1o cpaBHEHHUIO C MAIUEHTAMH C HOpMaIbHOU
dbyskuei nouek. Id ekt IpUTPOMUIITHA SABISETCS AIAUTUBHBIM K HAPYIICHUIO (DYHKIIUU MTOYEK
(cm. pasznmen 4.4.).

®dnykonason (400 Mr 1 pa3 B JeHb), KOTOPbI cunTaeTcsi ymepeHHbIM nHruoutopom CYP3A4,
BbI3bIBAIT yBenmdeHue cpenaneir AUC puBapokcabana B 1,4 paza u yBennuenue cpenaeid Cmax B
1,3 pa3za. BsaumopeiicTBue ¢ (QUIYKOHA30JI0M CYHTACTCS KIMHWUYECKH HE3HAYUMBIM IS
OOJIBITMHCTBA NAIIMEHTOB, HO MOXET OBITh MOTEHINAIBHO 3HAYMMBIM JUISI TAIUEHTOB U3 TPYIIIIHI
BBICOKOT'O PHCKa (VIS MTALMCHTOB C HapylIeHneM (QYHKIIUH MOYeK cM. pasuen 4.4.).

Ha ocHOBaHMM HMEIOIIMUXCS OTPAHUYEHHBIX KIMHUYECKUX JAHHBIX HEOOXOAMMO u30erarhb
COBMECTHOI'O IIPUMEHEHUS puBapoKkcadbaHa ¢ APOHETAPOHOM.

AHTHKOAryISHTHI

[Tocie onHOBpEeMEHHOro NpPUMEHEHHs HHOKcamapuHa (oAHOKpatHas ngo3a 40wmr) u
puBapokcabana (omHokpatHas no3a 10 r) HaOmOAaNCs CyMMAHMOHHBINH Y()(EKT B OTHOIICHUH
aHTH-Xa aKTHUBHOCTH, HE CONPOBOXKIABIIUKCS IOMOJHUTEIBHBIME 3(PQeKTaMn B OTHOUICHUU
npod Ha CBEpTHIBAEMOCTh KpoBU (mpoTpomOuHOBOe Bpems (I1B), akTMBHpOBaHHOE 4acTUYHOE
TpombormactTuHoBoe BpeMs (AUTB)). DOnokcamapun He Biusii Ha (PapMaKOKHHETHUKY
puBapokcabaHa.

B cBsI3u ¢ NMOBBIIIEHHBIM PUCKOM KPOBOTEUEHHMS HEOOXOIUMO COOIOAATH OCTOPOXKHOCTH MPHU
COBMECTHOM MPUMEHEHHH C JIFOOBIMH JIPYTUMH aHTHKOAryJIsiHTaMu (cM. pasaenst 4.3. u 4.4.).

HIIBIT/uHruOuTopsl arperau TpoMOOIIUTOB

[Tocne coBMecTHOro mnpuMeHeHHs puBapokcabana (15 mr) um HampokceHa B jgo3ze 500 mr
KJIIMHUYECKH 3HAUMMOTO YBEJIMUEHUsI BpEMEHH KpOBOTEUEHHS He Habmoaanock. Tem He MeHee, y
OTJIEbHBIX JIUI] BO3MOKEH OoJiee BbIpaKeHHBIN (hapMaKoIMHaMUYECKUI OTBET.

He nabnionanocs KIMHUYECKH 3HAYUMBIX (DApMaKOKMHETHYECKUX WM (apMaKkOAMHAMHYECKUX
B3aMMOJICHCTBHI MIPH COBMECTHOM NMpPUMEHEHUHU puBapokcabana u 500 mMr aneTuicanuiuioBon
KHCIIOTBI.

He oOHnapyxeHO (apMaKOKMHETHYECKOTO B3aWMOJICHCTBUA MeXay puBapokcadanom (15 mr) u
KJIonuaorpenoM (Harpyzousas fo03a 300 Mr ¢ mocieayronmM Ha3HaYeHueM MOJIepKUBatoIIen
70361 75 Mr'), HO B TOATPYIIE NAIMEHTOB HAOIIOAANOCh 3HAYMMOE YBEIHMYEHUE BPEMEHU
KPOBOTEUECHHMsI, HE KOPPEIUPOBABILIEE CO CTEINEHbIO arperalud TPOMOOLUTOB U COAEpKaHUEM
P-cenextuna unu GPIIb/I1la-penentopa.
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ANCTUIICATUIIMIIOBYIO KUCJIOTY) W HMHTHOMTOPAMH arperauud  TPOMOOIIUTOB, IOCKOJIBKY
MPUMEHEHHE YTHX MPErapaToB 0ObIYHO MOBHIIIAET PUCK KPOBOTeUeHUs (cM. pazaen 4.4.).

CHO3C/CUO3CH

Kak u B ciydae TpUMEHEHHS JPYIHMX AaHTUKOATyJISIHTOB, BO3MOXKHO YBEIHYCHHE PHCKa
KPOBOTEYEHHS Y MALIUEHTOB MPU OJTHOBPEMEHHOM MPUMEHEHHUH C CEJIEKTUBHBIMUA HHTHOUTOpaAMU
obpatHoro 3axmata cepoToHnHa (CHMO3C) wnm CeNneKTUBHBIMH HHTHOUTOpPAMH OOpaTHOTO
3axBara cepotonnHa U HopanuHeppuna (CMO3CH) BcieacTBue BIMSHUS 3TUX MPEMapaToB Ha
TpOMOOUUTHI. Pe3ynbTaThl KIMHUYECKUX HCCIEeIOBAaHUN pHBapokcabaHa MPOIEeMOHCTPUPOBAIN
YHCIICHHOE MOBHIIICHNE OOJBIINX U HEOOIBITNX KIMHUYECKH 3HAYMMBIX KPOBOTCUEHUN BO BCEX
rpynmnax JedeHus: Ipu COBMECTHOM MPUMEHEHUH ITHX TPErapaToB.

Bapdapun

[Tepexon manueHnToB ¢ aHtaronucra ButammHa K Bapdapuna (MHO ot 2,0 go 3,0) Ha
puBapokcaban (20 mr) wiu ¢ puBapokcabana (20 mr) na Bapdapun (MHO ot 2,0 mo 3.,0)
yBenuuuBai nporpombunoBoe BpeMsi/MHO (Neoplastin) B Oounblieii cTrenenu, 4em npu IpocToM
cymmupoBanuu 3QdekroB (oraensuble 3HaueHus MHO moryt gocturats 12), B To Bpemsi Kak
BinusiHue Ha AUTB, nonaBnenne akTuBHOCTH (hakTopa Xa W SHJOTEHHBINA MOTEHIMAI TPOMOUHA
(OI1T) ObUIM AU TUBHBIMH.

B cirygae HE0OX0IMMOCTH UCCIIeIOBaHUS (hapMaKouHAMUYeCKuX 3P PeKToB puBapokcabaHa BO
BpeMs IIEPEXOTHOTO MEPHO/Ia, B KAUYECTBE TECTOB, HA KOTOPBIC HE OKAa3bIBACT BIUSHIE Bap(apuH,
MO>KHO HCTIONB30BaTh omnpezesenne antu-Xa aktuBHoctu, PICT u HepTest. Hauunas ¢ 4-ro nus
nociie mpueMa MmocleaHel 1036l BapdapuHa Bce 1abopaTopHbie mokazarenu (B ToM yucne [1B,
AYTB, wunrubupoBanue aktuBHOcTH (akropa Xa u OIIT) oTpaxkanu TOJBKO BIUSHHE
puBapokcabaHa.

B cnyuae HeoOGxoammocTu uccienoBaHus (papMakogunHaMHuecKux >PQexToB BapdapuHa BO
BpeMs MIEPEXOJIHOTO TMEepHOAa, MOXKET ObITh MCHOIB30BaHO M3MepeHHe BennuuHbel MHO mpu
Crpovexyr. pUBapokcabaHa (cmycTs 24 yaca Mocie NpeAblayliero IMpuemMa puBapokcabaHa),
MOCKOJIbKY PHBApOKCca0aH OKa3bIBACT MHUHUMAIBHBIM 3(Q(EKT Ha ITOT MOKa3aTellb B JAHHBIN
MOMEHT BPEMCHH.

DapMaKOKHHETHYECKOTO B3aWMOJICHCTBHAS MeXay BappapuHOM © pHUBapokcabaHOM He
Ha0J1I01aJ10Ch.

HNuaykropel CYP3A4

CoBmecTHOE TIpUMEHEHHE puBapokcabaHa M pudaMOUIMHA, SBISIOLIETOCS  MOIIHBIM
unaykropom CYP3 A4, mpusoauio k cHmkenuto cpeaneirt AUC puBapokcabaHa npuOIU3UTEIBHO
Ha 50 % 1 oJHOBpEMEHHOMY YMEHBIIIEHUIO ero GapmakoanHamudeckux 3¢ dextoB. CoBMeCTHOE
IpUMEHEHHE puBapokcabaHa ¢ JpyruMu MollHbiMH uHAYKTOopamMu CYP3A4 (mampumep,
denuTonHoM,  kapOamaszenuHoM,  (eHOOapOMTaTIOM ~ MJIM  TIpemnaparaMu  3Bepo0os
nponsipsiBienHoro  (Hypericum perforatum)) Takke MOXET MPUBECTH K CHHKCHUIO
KOHIIEHTpauuil puBapokcabaHa B 1uiazMe KpoBu. CremoBarenbHO, HE0OXOAMMO H30erarhb
OJIHOBPEMEHHOT'O NIPUMEHEHMSI MOIIHBIX HHAYKTOpOoB CYP3A4, kxpoMe ciaydaeB, KOrjia NalueHT
HAXOJUTCS IO/ TIIATEIbHBIM HAOJMIOACHUEM Ha MpPEeIMeT Pa3BUTHUS MPHU3HAKOB U CHMIITOMOB
Tpombo3a.
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(MOCNEQOBATENEHOCTE 0003)

IIpoyast cOMyTCTBYIOIIAs TCPAIIHS

Knuandeckn 3Ha4nMbIX (PapMaKOKHHETHUYCCKUX WU (apMaKOIMHAMUYECKIX B3aUMOJICHCTBUI
IpH COBMECTHOM TIPUMEHEHWHW pHBapokcabana ¢ wmumazonamoMm (cyocrpar CYP3A4),
TUrOKCMHOM  (cyOctpar  P-rmukomporemna), aropBactatuHoMm (cyoctpar CYP3A4 wu
P-rivkomnporenHa) wiaM OMeNpazoioM (MHTUOMTOP TPOTOHHOW IOMITBI) HE HAOJIOAAIoCh.
PuBapokcaban He nuHruoupyet u He uHAYIMpyeT CYP3A4.

Bausane Ha J'Ia6ODaTODHBIC nmapaMeTphl

PuBapokcaban oxa3pIBacT BIMSHHE Ha ToKazaTteln cBepThiBaecMocTH KpoBu (I1B, AUTB,
HepTest) B cBsI3u O CBOMM MEXaHHU3MOM JcHCTBHUsA (cM. paszaen 5.1.).

CTHu

WccnenoBanust B3aMMOICHCTBHS MPOBEJEHBI TOJIBKO Y B3pOCIbIX. CTeNeHb MEXIIEKapCTBEHHBIX
B3aMMO/JICHCTBUI y I€T€N HEe u3BecTHA. [[puBeieHHbIE JaHHBIE O B3aUMOJICMCTBUH, TTOJYYEHHbIE
Y B3pOCIIbIX TTAIMEHTOB, U MIPEAYIPEKACHUS B pazjieie 4.4. 10HKHBI ObITh TPUHATHI BO BHUMAaHUE
JUISL IEANATPUYECKON MTOMYJISLNH.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepeMeHHOCTH

bezonacHocTh U 3¢(pekTHBHOCTH prUBapoKkcabaHa y O€peMEHHBIX JKEHIIUH HE YCTaHOBJICHBI.
JlanHble, NOJy4YEHHbIE B HCCIEJOBAHMSIX HA JKMBOTHBIX, IOKa3aJd PENPOAYKTUBHYIO
TOKCHYHOCTb. DBciencrBue BO3MOKHOM PpEINPONYKTUBHOW TOKCUYHOCTH, PHUCKA Ppa3sBUTHUSA
KPOBOTEUEHMSI U JTaHHBIX O CIIOCOOHOCTH pUBapoKcabaHa MPOHUKATh Yepe3 IUIAlleHTy IpenapaT
PuBapokcaban KanoH mpoTuBoIokasaH Bo BpeMsi OepeMeHHOCTH (cM. pasnen 4.3.).

JKeHIMHBI AETOPOTHOTO BO3pacTa JOJDKHBI H30erath OEpeMEHHOCTH BO BpeMs Tepanuu
pHUBapoKcabaHOM.

JlakTanus

bezonacHocTh 1 3¢ (heKTUBHOCTH puBapoKcabaHa y KEHIUH B IEPUOJI TPYAHOT0 BCKapMIIMBAHUS
HE yCTaHOBJEHbI. J[aHHBIE, MOITy4YEHHBbIE B HMCCIEIOBAaHMUAX Ha >KMBOTHBIX, MOKAa3bIBAIOT, YTO
puBapokcabaH BBIAENSETCS C TPyOHBIM MOJOKoM. [loaToMy mpuMeHeHue mpemnapara
PuBapokcaban KaHOH B mepro/ rpyTHOrO BCKapMIIMBaHHs MPOTHBOIOKa3aHo (cM. pasnern 4.3.).
HeoOxomuMo TpUHSTH pelieHue O TPEKpalleHHHd TPYAHOTO BCKApMIIMBAHUS WM 00 OTMEHE
TEpaIum.

DepTUabHOCTD

CrienuanbHBIX UCCIIE0OBAaHUI 10 OLIEHKE BIMSHUS pUBapokcabaHa Ha (epTUIIBHOCTD y YelloBeKa
HE TpoBOJMIOCH. VccrnenoBaHus MOKa3aid, YTO PHUBApOKCca0aH HE BIUSET HA MYKCKYIO U
KEHCKYIO (PepTUIIBHOCTD Y KPBIC.

4.7. BuusiHue Ha CIOCOOHOCTH YINPABJATHL TPAHCHOPTHBIMHM CPEACTBAMH M padorarh ¢
MeXaHM3MaMH

[Ipenapar PuBapokcaban KaHOH oka3piBaeT ciiaboe BIUSHHUE HA CIIOCOOHOCTH YIPaBISATH
TPAHCIIOPTHBIMU CPEJICTBAMH U MeXaHH3MaMH. TeMm He MeHee BO BpeMs IpreMa puBapokcabaHa
ObUIM 3aperuCTPUPOBAHBI TaKHe HEXelaTebHbIe PeaKluu, Kak 0OMOpOK (4acToTa: HEYacTo) U
rOJIOBOKpYKE€HHE ("acroTa: 4yacTo) (cM. paszzmen 4.8.). IlanueHThl, y KOTOPBIX BO3HHKAIOT
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Bbe3onacHocTh puBapokcabaHa OlleHUBAJIACh B TPUHAAIATH OCHOBHBIX HccaenoBanusix 111 ¢a3zer

(cMm. Tabmury 1).

CymmapHo 69608 B3pocCibIX MAMEHTOB B JieBsITHaANaTH uccienopanusx 11 dbas3er u 488 nereii B

nByx uccnenoBanusx Il ¢aszer u nByx uiccnenoBanusx I ¢a3el mpuHuManu puBapokcadaH.

Ta6n1z1ua 1. Yucao INManKeHTOB, YU4aCTBOBABIINX B UCCICAOBAHHUAX, CyMMapHasa CyTO4YHas J03a U

MaKCUuMaJibHasA IMPOAOJDKUTCIBHOCTh JICHCHHA B KIMHUYCCKHUX HCCICIOBAHUAX 111 (1)3351 C

Y4aCTUEM B3POCIIBIX U NIEAUATPUUCCKUX MMAITUCHTOB

aTepOTPOMOOTHYECKUX COOBITHH y
MAIICHTOB noce 0CTpPOTO
kopoHapaoro cuaapoma (OKC)

COOTBETCTBEHHO, B
KOMOWHAIIUY C
areTHIICAIINITHIIOBOM
KHACJIOTON WIIH
areTHIICAIINITHIIOBOM
KHUCJIOTOM C KJIOMHUIOTPEJIOM
WIH THKJIOTTHUIMHOM

MaxkcumanbHas
Yucao Cymmapnast
IMoka3anue " NPOI0/LKHTENBHOCTD
NalUEeHTOB CYTOYHas 1032
JieyeHust
[podunaktika BEHO3HOM 6097 10 mr 39 nueit
TpoMOOIMOOINH (BTD) y
B3pOCIBIX MAIMEHTOB,
MEepEeHECHINX MIAaHOBYIO OTEPAIIUI0
Mo 3aMeHe Ta300eqPEeHHOT0 WU
KOJICHHOT'O CyCTaBa
[Ipodunaktika BTO y manuenTos, 3997 10 mr 39 nueit
TOCHHUTAIN3UPOBAHHBIX C OCTPBIM
MEJIHUIUHCKAM COCTOSTHHEM
Jleuenue TpoMOO3a TiIyOOKUX BEH 6790 Jens 1-21: 30 mr 21 mecsin
(TT'B), TpoMO0IMOOIHMH JIETOYHOM Hauwunas ¢ 22 guas: 20 mr
aprepuu (TDJIA) u npodpunakTika [Toce MuarMyM 6 MecsIeB
peUUINBOB tepanuu: 10 wim 20 mr
Jleuenne BTD u mnpodunakruka 329 Jlo3a, CKOppEKTUPOBaHHAS B 12 mecsuieB
peunauBoB BTD y moHomeHHBIX 3aBUCUMOCTH OT MacCHhI
HOBOPOXXKJCHHBIX H  JleTed B Telna, Ui JOCTHKECHUS
Bo3pacte no0 <I8uyer mocne 9KCIO3ULUH,
HavyaJILHOMI CTaHAAPTHOMI HaOIIOJaBIICHCS Y
AHTUKOAryJISTHTHOW Teparuu B3POCIIBIX, MOJTyYaBITUX
puBapokcaban 20 Mr onuH
pa3 B I€Hb IJI1 JICUCHUSI
TI'B

[Ipodunaktika  WHCYyTBTA U 7750 20 mMr 41 mecsn
CHUCTEMHOH TpoMOOIMOOIMH Y
nanueHToB ¢ QuOpwwsiumeit
npeacepaui HEKJIAIIAHHOT O
MIPOUCXOMKICHHS
[Ipodunakrika 10225 S wmr wm 10 mr 31 mecsing
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COOTBETCTEYET 2KCNEPTHOMY
ot 05.03 2025 b

(MoOCHAEQOEATEN

Yucao CymmapHasi
IMoxa3anue % NPOI0JKHTEILHOCTh
NMAIHEHTOB CYTOYHAs 1032
JieyeHust
[IpodunakTuka 18244 5 Mr B KOMOUHALIMH C 47 mecsiieB
aTepoTPOMOOTHIECKUX COOBITHH y aIeTHIICATAIIHIIOBOM
MalMeHTOB ¢ HWINEMHYECKOMN KHUCITOTOMN uiu 10 Mr B
oonesnpto  cepaa (MBC) wnm MOHOTEpaIuu
3a60neliaHHeM nepudepuyecknx 3256 5 Mr B KOMOUHAIMHU C 42 mecsma
aprepuit (311A) aIeTHICATHITUIOBOM
KHUCJIOTOU

“TlareHTsl, MOJIYYHMBIITHE TI0O MEHBIIIEH Mepe OJIHY 703y pUBapoOKcadaHa.
U3 uccnenosanus VOYAGER PAD.

HawnGonee yacTo perucTpupyeMbIMH HEKENATEIbHBIMUA PEAKIMsIMU Y TAlMEHTOB, MOTYYaBIINX
puBapokcabaH, ObLTH KpoBoTeueHHs (cM. moxpasnen «OmnHucaHHe OTAENBHBIX HEKEeNaTeIbHBIX
peakimity, cMm. pasgen 4.4.) (Tabmuy 2). Haumbosee YacTo perucTpUPOBAINCH TaKHE
KpOBOTEUYEHMsI, KaK HOCOBOE€ KpoBoTeueHue (4,5 %) U KenyAodHO-KUIIEYHOE KPOBOTEUEHHE
(3,8 %).

Tabmuua 2. YactoTa BOSHHKHOBEHHsS KPOBOTCUCHMH™ M aHEMHMH Y MAIMEHTOB, MOJYYaBIIMX
JIeYeHHE PUBAPOKCA0AHOM B 3aBEpIIECHHBIX KIMHUYecKuX ucciepoBanusax Il ¢assl ¢ yuactuem
B3POCJIBIX U NEAUATPUUECKUX MTALIUEHTOB

JI1o0oe
IToka3zanue AHeMus
KPOBOTeYeHHe

IIpodumaktrka BeHO3HOW TpoMOoaMbommu (BTD) y | 6,8 % marmentoB | 5,9 % nanuenton
B3POCIIBIX MAIIMEHTOB, MEPEHECIINX IJIAHOBYIO OTEPAIHIO
110 3aMeHEe Ta300€PEHHOr0 WIIM KOJIEHHOTO CyCTaBa

[IpodunakTika BeHO3HON TpomMOO3IMOONMM y marmentos, | 12,6 % nmanmmento | 2,1 % mammeHTOB
TOCIIUTAJIM3UPOBAHHBIX € OCTPHIM  MEJHIMHCKUM
COCTOSIHUEM

Jleuenue TI'B, TOJIA u npodunakTrKa peIrUInBOB 23 % nalueHToB 1,6 % naiueHToB

Jleuenne BTO u mnpodunaktuka penmamsoB BTD y | 39,5 % mamuentoB | 4,6 % marnueHToB
JIOHOIIIEHHBIX HOBOPOXICHHBIX U JISTeH B Bo3pacTte <18 et
[OCJIE€  HAYaJlbHOM  CTaHJApTHOM  AHTHKOATYJISIHTHOMN

Tepannu
[IpodunakTika HHCYIBTa U CUCTEMHON TPOMOOIMOOIINH Y 28 Ha 100 2,5 na 100
MAaIMEeHTOB ¢ (GUOPHILIALUEH Mpeacepanii HeKJIaaHHOTO MAIUEHTO-JIET MAIUEHTO-JIET
TIPOUCXOXKIEHUS
[Ipodpunaktika  arepoTPOMOOTHYECKHX  COOBITHH Y 22 na 100 1,4 1a 100
naruerToB nocie OKC MAIUEHTO-JIET MAIUEHTO-JIET
[MpodpunakTika  arepOTPOMOOTHYECKHX  COOBITHH Y 6,7 va 100 0,15 ua 100
narmenToB ¢ UBC wmm 3[1A MaIeHTO-JIeT ManyueHTo-J1eT
8,38 na 100 0,74 na 100
MaIMeHTO-JIEeT ManueHTo-ner "

Bo Bcex KIMHMYECKMX HCCIIEIOBAHUSAX pUBApOKcabaHa Bce clIydad KpPOBOTCUCHHs COOMpPAIOTCS,
PETHCTPUPYIOTCS U OIICHUBAIOTCSI.

™ B wuccnenopanun COMPASS 49acToTa BCTPEYaEMOCTH aHEMHHM HU3Kas, ITOCKOJIBKY IPHMEHSIICS
BBEIOOPOYHEIH MOAXO]T K COOpY TAHHBIX 110 HEXKEJIATEIIBHBIM SIBIICHUSM.

" Ilpu c60pe JaHHBIX O HEKENATETBHBIX ABICHHUAX TPUMEHSIICS BEIOOPOUHBIN MOIXOI.
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# W3 necnenosanns VOYAGER PAD. (MOCNEOCBATENEHOCTE 0003)

TabanuHoe pE3IOME HEKENATCILHBIX PeaKIMH

YacToTa BCTPEUaEMOCTH HEXKENATESIBbHBIX PEaKIMii, 3apPETUCTPUPOBAHHBIX y JIETeH U B3POCIBIX
NpY PUMEHEHUH pHBapoOKcadaHa, MpuBe/ieHa B Ta0iuIle 3 HUXKE C Pa3/IeJICHUEM 10 CUCTEMHO-
oprauusiM Kiaccam (MedDRA) u mo gacrote: odens gacto (>1/10), gwacro (>1/100, no <1/10),
HewacTo (>1/1000, vHo <1/100), peaxo (>1/10000, rHo <1/1000), ouens penko (<1/10000), yacrora
HEU3BecTHA (Ha OCHOBAHUU UMEIOIINXCS JAHHBIX OIICHUTh HEBO3MOXKHO).

Tabmuua 3. Bce HexenarenbHbIE PEAKIMU, 3aPETUCTPUPOBAHHBIC Y B3POCIBIX MAlMEHTOB B
KIMHWYeCKuX ucciaenoBanusx 111 gasel unm B Xode MOCTPErHCTPALMOHHOTO IIPMMEHEHHS , a

TaKXe y MeJUaTPUUECKUX MalMeHTOB B ABYX HccienoBanusx Il gas3el m IByX HccieqoBaHUSX
Il dazsr

YacroTta

Yacro Heuacro Penxo Ouensb peako
HEH3BeCTHA

Hapyulenml CO CTOPOHBI KPOBH A J'IHM(l)aTH‘leCKOﬁ CHUCTECMBbI

Anemust (Bkmo4ast [IpoMOOIINTO3
COOTBETCTBYIOIIME  ((BKJIIOYas TOBBIIICHUE

mabopaTopHbIC KOJTMUECTBA
OKA3aTEIIN) TPOMOOIIUTOB)",
TPOMOOIIUTOTICHHS

Hapyulenml CO CTOPOHBI HMMYHHOﬁ CHUCTEMBbI

Ajeprudeckast AHa(uIaKTHIECKHe
peaxius, peakuuy, BKIIOYas
QUIJIEPrUIeCKUi aHAQHUIAKTHYECKUI
epMarur, 10K
AQHI'MIOHEBPOTUYECKUI

OTEK u

aﬂneprnqecxnﬁ OTCK

Hapyuleﬂnﬂ CO CTOPOHBI HepBHOﬁ CUCTEMBbI

["onoBokpykeHue, (BHyTpumosroBoe
roJIOBHast 00JIb BHYTpPHUYECPETTHOE
KPOBOU3IINSHHE,
00OMOpOK

Hapyuleﬂml CO CTOPOHBI OpraHa 3peHUust

KpOBOI/I&TII/IfIHI/Ie B

ria3 (BrITIOUAS
KPOBOM3IIUSIHHE B
KOHBIOHKTHUBY)

Hapyuienusi co cTOpoHBI cepana

Taxukapaus

HapyueHusi co CTOPOHBI COCY/10B

CHIDKEHUE
ApTepHUATTLHOTO
JTaBJIEHHS, TeMaTOMa

HapymeHnusi co CTOpOHBI AbIXaTeJbHON CHCTEMBbI, OPTraHOB I'PYAHOI KJIETKH U CPe0CTEeHHSA

Hocosoe D03UHOUIIbHAS
KPOBOTEUCHUE, [THEBMOHHUS
KPOBOXapKaHbE

KenynoyHo-kuuieqHbie HAPYLIEHUS
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(OCHEROBATERSHOC TSGR
Yacrto Heuacrto Penxo Owens PCAKO ZcToTa
HEeHU3BeCTHA
KpoBoTounBocTh CyX0CTb BO PTY
TIECeH, JKEIyJI0YHO-
KHIIEYHOE
KPOBOTEUCHUE
(BKITIOUAS
PEKTaJIbHOE
KPOBOTCUCHHE),
0onp B obmactu
PKEITy TOYHO-
KHIIEYHOTO TPaKTa
)% B JKHUBOTE,
CTICTICHS,
TOINHOTA,  3amop’,
nuapesi, ppora’
HapyuieHusi co CTOPOHBI EYEHH U KeT4eBbIBOASIIIMX My Tei
[loBbILICHHE Hapymenne ynkunn [Kenryxa,
AKTUBHOCTH [e4YeHH, MOBBIIICHUE [TOBBIIICHUE
TpaHCaMHHA3 KOHIICHTPAIIH KOHIICHTPAIH
omnmupyOuHa, KOHBIOTHPOBAHHOT O
MTOBBIIIICHHE onmnpyonHa (ipH|
AKTHBHOCTHU COITyTCTBYIOIIEM
[EJTIOYHON [TOBBILICHUH
(bocdarazel  kposu”, |axkTuBHOCTH AJIT HMiu
MTOBBIIIICHHUE 0e3 Hero), xoJiecras,
axtusHocTH [ TTA TeraTuT (BKITIOUAs
renaToLeUTIONSIPHOE
[MOBPEXKICHUE)
Hapyuienusi co CTOPOHBI KOKH H TMOJIKOKHBIX TKaHe
KoxHbII 3yaKpanuBHua Cunapom
(BKJIIOYasT HEYacThIe CrtuBeHca-
cirydyan J>xoHcoHa/
TeHepaTn30BaHHOTO TOKCHYECKHH
3yna), KOKHAsi ChIlb, PIHIepMaTbHBIT
DKXHMMO3, KO)XKHBIE H Hekponu3, DRESS-
M0/TKO’KHBIE CUHIIPOM
KPOBOM3ITUSTHHS
Hapyuienusi co CTOPOHBI MBILIEYHOI, CKeJTETHOI M COeTUHUTENLHON TKAHU
Boub B koHeuHocTsx” [[emapTpos KpoBousnusinue B KomnaptmenT-
MBIIIIITY CUHIIPOM
BCIIE/ICTBHE
KPOBOTEUYECHHUS

Hapymeﬂnﬂ CO CTOPOHBI MOY€E€K U MOYEBBIBOAAIIUX nyTeii
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COOTEBETCTEYET . ¥ OTUETY
ot 05.03.2025 N2 6062
(MOCHEQOERTENEROC Toggi
Yacro Heuacto P CAKO Ouens PCAKO acrora
HeH3BeCTHA
KpoBoTteuenune  u3 [ToueuHas
YPOTrE€HUTAIBHOTO HE0CTaTOYHOCTH/
TpakTa  (BKJTFOYAs OCTpasi [OYeYHas
reMaTypuro u HEOCTATOYHOCTh
MeHopparuio®), BCIICJICTBUE
HapyLICHUE KPOBOTCUCHUSI,
GbyHKIIH MIOYEK TOCTATOYHOI'O JJI51
(BKIJTFOTAS TOTO, 9TOOB]
[TOBBIIICHHUE BBI3BATh
KOHLICHTpaLuu rurnonepdysuio;
KpeaTHHUHA KpOBH, HedpomaTus,
[TOBBIIICHHUE ACCOITMUPOBAaHHAS
KOHIICHTpaIluu c MIPUEMOM
MOYEBHUHBI KDOBH) AHTUKOATyJISIHTOB

OO0uue HapylIeHUs1 ¥ PeaKUMU B MecTe BBeeHUS

JTuxopaaka®,
nepudepuiecKue
OTEKH,  CHIDKCHHE
o0meit Qu3ndeckoit
CHJIBI ¥ OSHEPruH
(BKirOUast cnabocTh
1 ACTCHUIO)

Yxyamenue o0mero
CaMOYYBCTBHA
(BKITIOYas
HEIOMOTaHHE)

JlokampHBIH OTEK"

JlaGopaTopHble U MH

CTPYMEHTAJbHbIC JTAHHbIC

IloBhIIIEHTE
AKTUBHOCTH JIITA,
[MOBBIIIICHIE
AKTHBHOCTH  JIMIA3bI®,
[OBbIILICHNE

AKTUBHOCTH aMI/IJ'IaBBIA

TpaBMbl, HTHTOKCHKALMU U OCJI0:KHEHHS NMPoLeayp

KpoBoTedeHne mocie Cocynucras
npouenyp (BKIOYas rceBnoaneBpu3Ma’
[10CJIE0IEPALIUOHHYIO

QHEMUIO u

KPOBOTEUCHUE u3

paHbl), ymmo,

BbIJICJICHUE CEKPETa

13 paHbl’

A

3aMCHC Ta306e}lpeHH01"O HJIM KOJICHHOTI'O CyCTaBa.

- HabJroauCh Iy IpoduitakTrke BTD y B3pOCIIBIX NTALMEHTOB, MEPEHECIINX IUIAHOBYIO ONEPAIMIO TI0

B mabmomanuce npu sedennn TT'B, TOJIA u npouiakTUKe UX PELHUANBOB KaK OUYEHb YaCThIE Y KEHIIUH

MOJIOXKeE 55 ner.

C HaGMIOANCH KAaK HEYacThle B paMKaxX NMPO(UIAKTHKA aTepOTPOMOOTHYECKHUX COOBITHH y MAIMEHTOB

nocite OKC (mocie 4pecKkoKHOTO KOPOHAPHOTO BMEIIATEIHCTBA).

" MMPUMCHSJICA MPCABAPUTCIIBHO BaHaHHBIﬁ BBI60pO‘lHBII>i noaxoa K C60py JaHHBIX ITI0 HEXKCJIATCIbHBIM

SIBIICHUSIM B OTJICNIbHBIX MccaenoBanusx [11 das3pl. Ha ocHOBaHMY aHaM3a JaHHBIX 3THX UCCIICI0OBaHUI

qacToTa HCXKCIIAaTCIIbHBIX peaKuHﬁ HC IMOBBICHJIACh, U HOBBIX HECKCJIATCIbHBIX peaKI_[I/Iﬁ BBIABJICHO HE

OBLIIO.

Onucanue oTACILHBIX HEXKETAaTENbHBIX PEaKIINN

YuuteiBass (papMakoJOTHUYECKU MEXaHWU3M JCHCTBUS, NIPUMEHEHUE mpemnapata PuBapokcaban
KaHoH MOXeT compoBOK/1aThCS MOBBIILIEHHBIM PUCKOM CKPBITOIO HJIM SIBHOTO KPOBOTEUEHHUS U3
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Ipu3Haku, CUMIITOMBI U CTETICHb TSHKECTH (BKJIIOUAsk JICTANIbHBIM MUCX0/A) OyIyT BapbupOBaTh B
3aBUCHUMOCTH OT JIOKATH3AI[UH, MHTEHCUBHOCTH I TPOJOKUTEIHBHOCTH KPOBOTCUCHUS H/WIIH
anemMun (cMm. moapasnen «Jledyenue KkpoBoTeueHuit» pazgena 4.9.). B kinumHMuyeckux
WCCJICIOBAHMSIX KPOBOTEUCHHUSI M3 CIU3UCTHIX 000JO0YECK (2 MMEHHO: KpPOBOTCUCHHE U3 HOCA,
JIECEH, JKEIyIOYHO-KHMIIEYHOIO TpaKTa, MOYENOJOBOM CHUCTEMBI, BKJIOUYas aHOMAJIbHOE
BarMHaJIbHOE UM YCUJIIEHHOE MEHCTPYaJbHOE KPOBOTEUCHHE) U aHEMHUsI HaOJIIOIATTUCh Yallle Mpu
JUIUTETILHOM JIEYEHUH pHBapokcabaHoM 1o cpaBHeHuto ¢ ynedyeHnemM ABK. Takum oOpazom, B
JOTIOJIHEHHE K HaJJIeKalleMy KIMHHYEeCKOMY HaOII0/IEHUI0, J1abopaTOpHOE HCCIe0BaHNe
reMOTJIOOMHA/TEMAaTOKPUTA MOKET OBITh 3HAYMMBIM JIJISl BBISIBJICHUSI CKPBITBHIX KPOBOTCUCHUH U
KOJIMYECTBEHHON OIICHKUA KIMHUYECKON 3HAUYMMOCTH SBHBIX KPOBOTEUEHUH B Ciyyasix, KOrjaa
MPUMEHUMO. PUCK pa3BUTHS KPOBOTCUECHUN MOKET OBITh MOBBIIICHHBIM Y OTPECIICHHBIX TPYIIIT
IIAMECHTOB, HANpUMeEp, Y IAIMEHTOB C TSHKEIOM HEKOHTPOIMPYEMOM apTepHAIBHON
TUIEepTEeH3Uel W/WIKM IPU COBMECTHOM MPUMEHEHUU C IpernapaTamMu, BIUSIONIMMH Ha TeMOCTa3
(M. moapaznen «Puck kpoBoTeueHus» paszzaena 4.4.). MeHCTpyallbHOE KPOBOTEUEHHE MOXKET
OBITH 00JIe€ OOUITFHBIM W/WUJIH MPOIOJIKUTENbHBIM.

['emopparuueckue OCIOXXHEHHUS MOTYT TPOSIBISATBCS B BUAE Cia0oCcTH, OJIETHOCTH,
TOJIOBOKPYKEHHSI, TOJIOBHON OOJIM MM HEOOBSICHUMBIX OTEKOB, OJBIIIKH WA HEOOBICHUMOIO
moka. B HEeKOTOPBIX CiTyyasx BCIEACTBUE aHEMUU HAOIIOJATNCh CUMIITOMBI UIIEMUNU MHOKap/ia,
TaKkue Kak 00JIb B TPY/IH WM CTCHOKAP U

[Ipu npumeHneHuu puBapokcadaHa perucTpUpPOBAIUCH TAKUE U3BECTHBIC OCIIOKHEHUS, BTOPUYHBIC
M0 OTHOILIEHHUIO K TSKEIBIM KPOBOTEUCHHSIM, KaK CHHAPOM IMOBBIIIEHHOTO CyO(aciualibHOTO
JaBJIeHUS (KOMITAPTMEHT-CUHPOM ), TIOYeUHasi HEJOCTaTOUHOCTh BCIIEICTBUE THIONEPY3HUH WIH
HedpomaTusi, acCOMUPOBAaHHAS C TMPUEMOM AaHTHUKOAryJIsHTOB. TakuMm oOpa3om, clemyer
VUUTHIBATh BO3MOKHOCTH KPOBOTEUEHHS TMPH OILEHKE COCTOSHHUS JI000ro MaiueHTa,
MOJIYYarOUIEro aHTUKOATYJISIHTHI.

eTH
Jleuenue BTO u npogpunakmuxa peyuoueos BTI

Onenka 6€e30MacHOCTH y IeTel U MOJAPOCTKOB OCHOBaHA Ha JaHHBIX 110 0€30MaCHOCTH OTKPBITHIX
HCCJIEIOBaHUM C aKTHBHBIM KOHTpoJsieM (aByx wuccinenoBanuid Il ¢passl u onnoro Il dassr) c
y4JacTHeM JieTell B Bo3pacTe oT poxaeHus a0 <18 ner. JlaHHbIe 10 6€301MacHOCTH ObLTH B LIEJIOM
COITOCTaBUMBIMHU JJIs1 pUBapoKcabaHa U Iperapara CpaBHEHUS B pa3IMYHBIX BO3PACTHBIX IPYMIax
nereit. B nenom npoguis 6ezonacnoctu y 412 aereit v oApOCTKOB, MOJYYaBIINX PUBAPOKCadaH,
Obul aHaJOTMYeH MNpomIo Oe30MacHOCTH, Ha0M0JaeMOMY BO B3pOCION MONYJSLMH, U
COXpAaHsUICS B pa3HBIX BO3PACTHBIX I'PYIINAX, XOTA OLIEHKa OrpaHruueHa HeOOIbUINM KOJIMYECTBOM
MAIUEHTOB.

['onoBHas 60k (0ueHb yacTo, 16,7 %), nuxopasaka (o4eHs yacto, 11,7 %), HoCOBO€ KPOBOTEUEHHE
(ouens gacto, 11,2 %), pBota (o4uenn vacto, 10,7 %), Taxukapaus (dacto, 1,5 %), moBBIIIEHUE
KOHIIEHTpauuu ounupyouna (gacro, 1,5 %) ¥ MoBbIIEHHE KOHLIEHTPAIMU KOHBIOTHPOBAHHOTO
ounupyOuna (penko, 0,7 %) perucTpupoBaIUCh y MEAMATPUUYECKUX IMAIUEHTOB Yallle, YeM Y
B3pocibiX. Kak v Bo B3pocioii momynsiiuu, MeHopparus Habmoganacs y 6,6 % (4acto) neBodek-
MOJIPOCTKOB ocie  MEHapXxe. TpomOouuronenus, HaOmromaemass B paMKax
HOCTPErUCTPALIMOHHOTO MOHUTOPUHTA BO B3pOCIION MOMYIISILIAY, B KIMHUYECKUX UCCIIEIOBAHUIX
cpeau meauaTpuyecko momynauud  HaOmomanmack  yacto (4,6 %). HexenarenbHble
JIEKapCTBEHHbIE PEAKIIUU y AeTell OblIIM B OCHOBHOM OT JIETKOH /10 YMEPEHHOH CTENEHU TSHKECTH.
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Baxxno cooOmare 0 1OJ03pEBAEMBIX HEXKENATEIbHBIX pPEAKIHUAX II0ClIe PErucTpaluu
JICKapCTBEHHOTO Tperapara ¢ melbio 00eCreYeHrs HeMPEPhIBHOIO MOHUTOPUHTA COOTHOIICHUS
«IO0NTh3a—PHUCK» JICKAPCTBEHHOTO Tpernapara. MeAWIMHCKUM pa0OTHUKAM PEKOMEHIYETCS
co00IaTh O JIFOOBIX TOJ03PEBAEMBIX HEXKENATECIBHBIX PEAKIUsIX JIEKapCTBEHHOTO Ipernapara
yepe3 HAllMOHAIbHBIE CHCTEMbI COOOIIEHHUS O HEXENaTelbHBIX PeaKIUAX ToCyJapCTB—UICHOB
EBpa3niickoro 3K0HOMHUYECKOr0 COK03a.

Poccuiickas @enepanus

OenepanibHas ciryx0a 1o Hax30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)

Anpec: 109012, r. Mocksa, CriaBstHCKas IJI0IIa1b, 1. 4, cTp. 1.

Tenedon: + 7 (800) 550-99-03

DnekTponHas nmoyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMAIIMOHHO-TEIIEKOMMYHUKAITUOHHON CeTH «HTEpHETY!
https://www.roszdravnadzor.gov.ru

4.9. [lepeno3upoBka
CuMITOMBI

VY B3pocCibIX ObLIM 3aperMCTPUPOBAHBI PEIKUE CiIydau nepeno3upoBKd 10 1960 mr. B cinyuae
NEePeO3UPOBKH  HEOOXOIMMO TINATENbHO HAOMIoNaTh TMalUeHTa Ha MpEeaIMeT pPa3BUTHUSA
KPOBOTEUYCHHH WJIM IPYTUX HEKETATEIbHBIX Peakiuid (cM. moapasen «JledyeHue KpoBoTeUECHUI
pasgena 4.9.). B cBsA3M C OrpaHMYEHHBIM BCACHIBAHHEM OXXHUJAeTCs (OPMHPOBAHUE ILIATO
KOHIICHTPAllMH TpenapaTa 0e3 JalbHEHIIero yBelMIeHus ero CpeHel KOHIIEHTPAIUY B TUTa3Me
KPOBHU MU NMPUMEHEHHUH 703, MPEBBIIIAIONIUX TeparneBTuYeckre, paBHbIX 50 Mr puBapokcabaHa
WJIH BBIIIE Y B3POCIIBIX.

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

B cnyuae nepeno3upoBkM puBapokcabaHa JUIsl CHM)KEHHS] BCAChIBAHUS MOXKET NMPUMEHSATHCS
AKTUBUPOBAHHBINA YT OJIb.

OcTaHOBKA KPOBOTEUECHUS

Ecnu y manmenTa, moydaroniero puBapokcadaH, BOZHUKIIO OCIIOKHEHHE B BUJE KPOBOTCUCHHS,
CIICAYIONIMIA TPUEeM pHUBapoOKcabaHa CieAyeT OTJIOKUThH HIIH, NMPH HEOOXOAMMOCTH, OTMEHHUTh
neuenue. Ilepuon monmyBbIBeIeHUSI pUBapoKcabaHa y B3pOCIBIX COCTABISET MPUOTUZUTEIHHO
5—13 yacoB. JleyeHue NMOMKHO OBITh MHIUBHIYaJbHBIM B 3aBUCUMOCTH OT TSDKECTH U
JOKaJau3alMu KpoBoTeueHHs. lIpu HEOOXOTUMOCTH MOXKHO TPHUMEHSATh COOTBETCTBYIOIIEE
CHUMIITOMAaTHYECKOE JICUEHUE, TAKOe KaK MEXaHW4ecKas KoMIpeccus (Harmpumep, MpH TKEIbIX
HOCOBBIX KPOBOTECUCHHSIX ), XUPYPTHUECKUI TeMOCTa3 ¢ MPOLEAypaMu KOHTPOJIST KPOBOTCUCHUS,
UHQY3HOHHAS Tepanusi U TeMOAMHAMHUYECKas TOJIEPXKKA, MPUMEHEHHE IPEernapaTtoB KpPOBU
(9pUTPOIIUTAPHON MACCHI WIIA CBEKE3aMOPOKEHHOM IJIa3Mbl, B 3aBHCHUMOCTH OT TOTO, BO3HUKIIA
aHeMHsI WJIM KOAaryJomaThs) WIA TPOMOOIHMTOB. Eciy mepednciieHHbIe BBIIIE MEPOIPHSITHS HE
IOPUBOJAAT K YCTPAHEHUIO KPOBOTEUEHHUS, MOXKET ObITh Ha3HAueH CHEelU(PUUECKUl aHTUIOT
uHruouropa akropa Xa (aHmexcaHer anb(a), KOTOpPbI OJOKHpYeT (apMakoAMHAMUYECKUH
3pdexT puBapokcabaHa, HIU CHEIU(PHUUECKUE NPOKOATYISIHTHBIE Ipernaparbl, Harnpumep,
KOHIIGHTPAT MPOTPOMOMHOBOIO KOMIUIEKCA, KOHIIEHTPAT aKTUBUPOBAHHOTO MPOTPOMOMHOBOTO
KoMIUIekca uiau pekomOuHaHTHBIA ¢daktop VIla (r-FVIla). Omnako B HacTosiiee BpeMs OTMBIT
NPUMEHEHHS JaHHBIX JIGKAPCTBEHHBIX MPENapaToB y B3POCIbIX, MOJYYAIONINX pHBAapoOKcadaH,
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JAaHHBIX. BO3MOXHOCTH MMOBTOPHOTO BBEAEHUSI pekoMOnHaHTHOTO (pakropa VIla u TuTpoBanue
JI03bl CIEAYET paccMaTpUBaThb B 3aBUCHMOCTH OT CHM)KEHMSI aKTUBHOCTM KpOBOTEueHMs. B
3aBUCUMOCTH OT MECTHOM JOCTYITHOCTH, B ClIy4ae 00JIbIIOT0 KPOBOTEUEHUS CIEAYET PACCMOTPETH
BO3MO>KHOCTh KOHCYJIBTALIMH CO CIIELUAIUCTOM MO Koarysiuuu (cM. pasaen 5.1.).
[Ipeanonaraercsi, 4ro mnpoTamMMHa cyiabpaT U BUTaMMH K He OKa3pIBalOT BIMSHUSA Ha
AQHTUKOATYJITHTHYIO aKTUBHOCTh puBapokcabaHa. VMeeTcs orpaHMYEeHHBIM ONBIT NMPUMEHEHUS
TPAaHEKCAMOBOM KHCJIOTBI M OTCYTCTBYET OIBIT IPUMEHEHUS aMUHOKAIIPOHOBOM KHCIIOTBHI U
anpoTMHUHA Yy  B3pOCIbIX, IHOJy4alolUMX puBapokcabaH. HayuHoe  oOocHoBaHue
11e1€CO00Pa3HOCTH WJIM  OINBIT IPUMEHEHHS CHUCTEMHOIO TI'E€MOCTAaTHUYECKOro Ipernapara
JIECMOTIPECCHH Y TAIMEHTOB, IMOJy4YalollUX pUBapoKcabaH, OTCYTCTBYET. YUWTHIBas
MHTCHCUBHOE CBS3bIBAHHE C O€lKaMM IUIa3Mbl, OXKHAAETCS, YTO pHUBapokcabaH He Oyxaer
BBIBOJIUTHCS IIPU IIPOBEJCHUH IUAIH3A.

CTHu

JlaHHbIe y neTell orpaHudveHbl. J[aHHBIE O J03aX, MPEBBIMIAIONINX TEPANeBTUYCCKHE, Y ACTeH
OTCYTCTBYIOT.

Crneunduueckuit aHTUAOT (aHIAeKcaHET anbda), Omokupyrouuii papmakoguHaMudeckuii 3P et
puBapokcabaHa, HE pa3pelieH K MPUMEHEHHIO Y IETEH.

Jleuenue kposomeuenuu

[lepuon moNMyBBIBENEHUS y JE€TEH, CHPOTHO3UPOBAHHBIM C TOMOIIBIO TOMYJISIIMOHHOTO
(hapMaKOKMHETHYECKOTO MOJICTUPOBAHUS, KOPOUE, UEM Y B3pOCIHBIX (CM. paznuen 5.2.).

OnbIT MpUMEHEHHs cHeln(UYEeCKUX MPOKOATYISHTHBIX IpernapaTtoB (HampuMep, KOHLIEHTpPAT
IPOTPOMOMHOBOTO KOMILJIEKCA, KOHIIEHTPAT aKTUBHPOBAHHOI'O MPOTPOMOMHOBOTO KOMILIEKCA
win pekomMOuHaHTHBIA (akrtop Vlla (r-FVIla)) y nereid, momyyaromux puBapokcadbaH, BecbMa
OTpaHUYEH.

OTcyTCTBYET ONBIT IPUMEHEHHUs MpoTaMUHa cynbdara, BuTamMuHa K, TpaHekcaMOBOI KHCIIOTHI,
AMHHOKAIIPOHOBOH KHCJIOTHI ¥ al[POTHHHHA Yy JETEH, MOTyYaroInX puBapoKcadaH.

5. PAPMAKOJIOTMYECKHE CBOMCTBA
5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TPYIIa: AHTHTPOMOOTHYECKHE CpEACTBA; IMpPSIMbIE HHTHOUTOPHI
¢axTopa Xa.
Kon ATX: BO1AFO1

MexaHu3M IeUCTBUA
PuBapokcabaH — BEICOKOCETIEKTHUBHBIN MPSAMOil HHTHOUTOp (hakTopa Xa, 00J1aAat0NIil BEICOKOH

OMOOCTYIHOCTBIO MpH MpreMe BHYTpb. IHrubupoBanue dakropa Xa HapylaeT BHYTPEHHUN U
BHEIITHUM MyTH KOATYJISIIMOHHOTO KacKaja, MHTHOUpys 00pa3oBaHue TpPOMOMHA U (pOPMUPOBAHNE
TpoMba. PuBapokcaban He MHrHOuUpyeT TpoMOWH (akTuBHpoBaHHBIM QaxTop II), a Takxke He
MPOJEMOHCTPUPOBAII BIUSHUS HA TPOMOOIIUTHI.

dapmakoauaamuyeckue d3PHeKTol

Y dyenoBeka HaOmOgaeTcs 0303aBHCMMOE WHTMOMpOBaHME aKTUBHOCTH (akTopa Xa.
PuBapokcaban oka3bIBaeT 10303aBUCUMOE BIMSIHUE HA IPOTPOMOMHOBOE BpEMsi, KOTOPOE XOPOIIO
KOppEeNHpYyeT ¢ KOHIEHTPAIMsIMU puBapokcabana B miasme kposu (r = 0,98), ecnu myist aHanmza
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ornuyarbed. [IporpoMOuMHOBOE Bpemsi ciieqyeT H3MeEpATh B CeKyHAaX, Hockoiabky MHO
(MEeXIyHApOJHOEC HOPMAIM30BAHHOE OTHOIICHHE) OTKATMOPOBAHO U BATUJAUPOBAHO TOJIBKO JUIS
IIPOM3BOIHBIX KyMAapuHa U HE MOXKET IPUMEHSTHCA JUIsl IPYTHX aHTUKOATyJISIHTOB.

VY manueHToB, MOJyYarolluX pUBapokcabaH Juid JeueHus ¥ npoduiakThku penuansoB TI'B u
TOJIA, 5/95 npouentunn s nporpomounoBoro Bpemenu (Neoplastin) uepes 2—4 gaca mocie
npuemMa TabneTku (T.e. Ha Makcumyme 3¢ dekTa) BappupyroT oT 17 1o 32 cekyHn Npu Nnpueme
15 mr puBapokcabaHa qBa pasa B JieHb, ¥ 0T 15 10 30 cexynn npu npueme 20 Mr puBapokcabaHa
OJIMH pa3 B JIeHb. B mpomexyTke uepes 8—16 dyacoB mocie npuema TadieTku 5/95 npoueHTmim
BapbUpYIOT 0T 14 110 24 cexyHn npu npueme 15 mr nBa pasa B AeHb, U uepe3 18—30 yacoB nmocie
npuema Tabsetku — ot 13 10 20 cekyna npu npueme 20 Mr oJMH pa3 B JICHb.

VY nanueHToB ¢ GUOpHWUIALKEH Npeacepauil HEKJIAmaHHOTO MPOUCXOXKICHUS, TPUHIUMAOLIIX
puBapokcabaH 1y MPOPUIAKTHKN MHCYIbTa U CUCTEMHOU TpomMO03MOoInu, 5/95 mpoueHTHIH
i nporpomburoBoro Bpemenu (Neoplastin) yepes 1—4 gaca mocie npuema tabsaeTku (T.e. Ha
MakcuMyme 3 dexra) Bappupyrot oT 14 1o 40 cexyH[ y NalMeHToB, IPUHUMAIOIUX 20 MI' OUH
pa3 B eHb, 1 OT 10 10 50 cexyH[ y MalueHTOB ¢ HapylIeHueM (PYHKIIMH MTOYeK CPeHEH CTeNeHH,
npuHUMarIuX 15 Mr oguH pa3 B neHb. B mpomexyrtke yepe3 16—36 yacoB mocnie npuema
TabJIeTKH 5/95 MPONEHTIIIN BaphbUPYIOT OT 12 10 26 CeKyH[ y MalMeHTOB, MpUHUMaroImx 20 Mr
OJIMH pa3 B JICHb, U OT 12 10 26 CeKyH] y MalMeHTOB ¢ HapyIIeHHEeM (PYHKIIMU TTOYEK CPeaHEn
CTENEeHH, IPUHUMAIOIIUX 15 MI OJJUH pa3 B JI€Hb.

B  ximuHMuYeckoM  (apMakoIOTUYECKOM HCCIEJOBAaHWUM HM3MEHEHUs  (papMaKkoIMHAMUKA
puBapokcabaHa y 370pPOBBIX B3pPOCIBIX T00poBOJBIEB (n = 22) ObBUIO HM3Yy4YEHO BIIHUSHUE
onHOKpaTHBIX 103 (50 ME/Kr) nByX pas3JM4HBIX THUIIOB KOHIEHTpaTa NpPOTPOMOMHOBOIO
komruiekca: 3-gpakropHoro (daxropsl I, IX u X) u 4-pakroproro (daxrtops! I, VII, IX u X).
3-(hakTOpHBIH KOHILEHTpPAT MPOTPOMOMHOBOIO KOMIUJIEKCA CHM3WJ CpeJHHE 3HA4YeHUs
nporpomoOuHoBoro Bpemenu (Neoplastin), nmpumepro Ha 1,0 cekynay B Teuenue 30 MHHYT IO
CPaBHEHMIO CO CHMKEHHEM INPUMEPHO Ha 3,5 CeKyH]bl, HaOJI0JaeMbIM IpPH HCIOJb30BAHUU
4-pakTOpHOrO KOHIIGHTpaTa MPOTPOMOMHOBOrO KoMmIuiekca. HampoTtus, 3-dakrtopHbii
KOHIIEHTPAaT NPOTPOMOMHOBOTO KOMIUIEKCA OKa3all 0ojee BbIpaXEHHOE U ObICTpoe ollee
BJIMSIHUE HAa 00OpAaTHMOCTh M3MEHEHUHN B F€HEepaluy dHJOT€HHOr0 TpOoMOMHA, yeM 4-(haKTOpHBIN
KOHIIEHTPAT MPOTPOMOMHOBOI0 KOMILIEKca (cM. pa3zen 4.9.).

Taxoxe puBapokcabaH no3o3aBucumo ysenuuuBaeT AUTB u pesynbratr HepTest; ognako stu
napamMeTpsl He PEKOMEHJIyeTCsl MCIOJIb30BaTh JJIS OLEHKU (apMakoanHamMHueckoro s¢gdexra
puBapokcabana. B mepuoj sedeHuss puBapokcabaHOM HPOBOJUTH MOHUTOPHUHI IapamMeTpoB
CBEPTHIBAHUS KPOBH B PYTUHHOM KIIMHUYECKOU NpakTuke He TpeOyercs. OnHaKo, eciu 7Sl 3TOro
€CTh KJIMHMYECKoe 00OCHOBaHHE, KOHIIEHTpalusi puBapokcabaHa MOXeT ObITh HM3MEpeHa MpHU
MOMOIIN KAJTMOPOBAHHOTO KOJIMYECTBEHHOTO TECTa aHTHU-Xa aKTUBHOCTH (CM. paznen 5.2.).

Knuanueckas 3¢ddekTHBHOCTE 1 0€30ITaCHOCTh

Ipogpunraxmuxa uucyrbma u CUCMEMHOU MPOMOOIMOOIUU V NAYUEHMO8 ¢ uopuiiayuell
npeocepouti HeKIanaHHO20 NPOUCXONHCOCHUSL

[TporpaMMa KIMHUYECKUX HCCIEIOBaHUN puBapokcabaHa Oblna pa3paboTaHa IJsl TOTO, YTOOBI
nokasartb 3()(heKTUBHOCTh PUBApOKCcaOaHa B OTHOIICHUH NPOPHUIAKTHKY UHCYJIBTA U CHCTEMHOMN
TPOMOOIMOOJINY Y MAITUEHTOB ¢ GUOPHILIAIIMEH TTPEACepAUi HEKIIATAHHOTO MTPOUCX 0K ICHHUS.

B 0asoBom 1BoiHOM cieniom wucciaenoBanun ROCKET AF 14264 nmanmenra Obuin
paHIOMHU3UPOBaHbI Ha TipreM 20 MT puBapoKkcabaHa OJIMH pa3 B JeHb (15 Mr oauH pa3 B IeHb IS
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MAaIlMEeHTOB C KIMPEHCOM KpeatuHrHa 30—49 Mo

TUTPOBAJIH JI0 TOCTHXKeHUs 1eneBoro 3nayenuss MHO 2,5 (tepaneBruueckuit quana3on ot 2,0 10
3,0). Meauana JUIMTENBHOCTH JICYeHUs cocTaBmia 19 mecsieB, a o0mas npoaoKUTebHOCTh
nedeHus — 10 41 mecsua.

34,9 % manueHTOB TOMyYald TEpamuio aleTHICAIUIUIOBONH Kucinotoi, 11,4 % - momywanu
Tepanuio aHTHAPUTMUYECKUMU Tpenaparamu kiacca 1l Bkiirouas aMmuoiapoH.

PuBapokcaban He ycTyman BapdapuHy MO MEPBUYHOH KOMOMHHPOBAHHOW KOHEYHOW TOUYKE
WHCYJIBTa W CHUCTEMHON TpOoMOOAIMOOJIMM, HE CBSA3aHHOW C IICHTPAIBHOW HEPBHOM CHCTEMOM
(IHC). B momysmsiiiuu, MOJIyYaBIIeH JICYEHUE COTJIACHO MPOTOKOIY, WHCYJIBT WM CHUCTEMHAs
TpoMO0oaMOOHs ipor3ouLTy y 188 manueHToB, noay4yaBmux puBapokcadas, (1,71 % Brox) u'y
241 nauuenTa, npuHUMaBIIero BapdapuH, (2,16 % B ron) (otHomenue puckos (OP) 0,79; 95 %
AU, 0,66-0,96; P <0,001 nns rumoressl «He ycTymnaer»). Cpeau BceX paHIOMH3MPOBAHHBIX
MAIUEHTOB, MMPOAHAIM3UPOBAHHBIX B COOTBETCTBHM C Ha3HaYeHHBbIM BMermatenbcTBoM (ITT),
MIEPBUYHBIE COOBITUS TIPOU3ONLTH y 269 MaleHToB, MOJy4YaBIINX puBapokcadaH, (2,12 % B ron)
u y 306 nammenToB, noiy4aBmux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;
P <0,001 ms runotessl «He ycTynaer»; P=0,117 nj1s rumoTes3sl «apeBocXoauT»). Pe3ynbTaTsl 1uist
BTOPUYHBIX KOHEUHBIX TOYEK, IPOBEPEHHBIE B HEPAPXUUYECKOM IMOPSAKE B aHAIU3E B
COOTBETCTBUU C HA3HAUYCHHBIM BMEIIATEIILCTBOM, ITOKA3aHbI B TAOIUIIE 4.

Cpenu marmieHToB B Tpymme Bapdapuna 3uadeHuss MHO Haxogwimch B TEpareBTHYECKOM
nuanasone (ot 2,0 10 3,0) B cpeanem 55 % BpeMmenu (Meaunana 58 %; MEeKKBapTHIIbHBIN IHAMa30H
ot 43 no 71). DddexT puBapokcabana He pazindaics Ha ypoBHe neHTpaibHoro TTR (Bpems B
nuarnazone nenesoro MHO ot 2,0 mo 3,0) B kBapTuiasix omuHakoBoro pasmepa (P=0,74 mns
B3aMMOJIeiicTBHS). B mpenenax caMoro BHICOKOTO KBapTHIISI IO OTHOIICHHUIO K IIEHTPY OTHOIIICHHE
puckoB (OP) puBapokcabana mo cpaBHeHHMIO ¢ BapdapuHoMm coctaBisio 0,74 (95 % [U,
0,49-1,12).

YacTtoTa BOZHUKHOBEHHS OCHOBHOW KOHEYHOW TOYKM Oe3omacHOCTH (OOJbllMe M KIMHUYECKU
3HAYMMbIE HEOOJBINNE KPOBOTEUEHMs) ObLIa COMOCTaBUMa B O0EHMX TpyIIax JiedyeHUs (CM.
Tabnuiy 5).

Tabmuma 4. Jlanueie mo npoduiao 3¢pGEeKTUBHOCTH B KiMHHYecKoM uccienaoBanuu I ¢assr
ROCKET AF

Hccnenyemast nonyasiuust ITT ananu3 3¢ PpeKTHBHOCTH y NALUEHTOB ¢ GulOpuIALHeit
npeacepanii HEKJIAMAHHOTO MPOUCXOKACHHS
PuBapokcadan 20 mr Bapdgapun B n03e, OTtHomeHue
OIMH pa3 B ieHb (15 mr THTPOBAHHOI MO PHCKOB
OJIMH pa3 B IeHb JJIsl 1eJIeBOMY YPOBHIO (95 % AN)
NMalMeHToB ¢ MHO 2,5 p-3HaueHue,
TepaneBTnueckas 103a . N .
YMEpeHHOH Mo4YedHOi (TepaneBTHYECKMHIi TecT HA
He0CTATOYHOCTHIY) | Auama3oH ot 2,0 10 3,0) | npeBocxoacTBO
YacToTa coObITHIA YacToTa coObITHI
(100 manueHTO-J1€T) (100 manueHTO-J1€T)
WUncyneT w®  cucTteMHas 269 306 0,88
TpoMO03IMOOIHS, HE 2.12) (2.42) (0,74-1,03)
cesizanHas ¢ [[HC ' ' 0,117
WNHucynbr, CHUCTEMHAs
TpoMO03IMOOIHS, HE 579 609 0,94
ceszanHas ¢ IIHC, u cmepTh (0,84-1,05)
(4,51) (4,81)
BCJIC/ICTBUE CepICUHO- 0,265
COCYIUCTOTO 3a00JICBaHUS
Wucynbrt, CHCTEMHas 659 709 0,93
TPOMOOIMOOIIHS, HE (5,24) (5,65) (0,83-1,03)
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ceazanmas ¢ ITHC, cMepTs (MOCHAEQOBATENEBROC T 00U3)
BCIIC/ICTBHE CepaeYHO-
COCYIHCTOrO 3a00JIeBaHus U
nHGapKT MUOKapAaa
253 281 0,90
WHCcyabT (1,99) (2,22) (0,76-1,07)
0,221
CuctemHas TpoMO0>MOOTHSL, 20 27 0,74
He ceszannas ¢ [THC (0,16) (0.21) (0,42-1,32)
’ ’ 0,308
0,91
WNndapkr muokapaa (j' %%) (i' 121) (0,72-1,16)
' ' 0,464
Tabmuma 5. JlanHble Mo mpodmiro 0e30macHOCTH B KIMHUYECKOM wuccienoBanuu Il ¢assr
ROCKET AF
Hccaenyemas IMauueHThI ¢ PUOPUILIALMEH IPeAcepPANid HEKIATIAHHOTO
NONYJISI ST NPOMCXO0KIeHNAD

TepaneBTHueckas 103a

PuBapoxcatan 20 Mr ogqun
pa3 B aensb (15 Mr ogun pa3

B JIEHB JIJI5l MAIHEHTOB €
YMEpPEeHHOIl Mo4eYHoi
HEeI0CTATOYHOCTHIO)
YacToTa coObITHI
(100 manueHTO-J1€T)

Bapdapun B 103e,
TUTPOBAHHOM 110
uesaesomy yposaro MHO
2,5 (TepaneBTHYeCKMIA
auanasol ot 2,0 no 3,0)
YacToTa cOObITHIT
(100 manueHTO-J1€T)

OTHoOLIEHHE
PHCKOB
(95 % aN)

p-3HaYeHHe

Bosbive M KIMHUYECKHU 1,03
3HaYMMbIe  HeOoIbIIne &'2251) (i'jdé%) (0,96-1,11)
KPOBOTEUYECHHS ' ' 0,442
Bonpmme kxpoBoTeueHMs 395 386 1,04
(3,60) (3,45) (0,90-1,20)
CmMmepTh BCJIC/ICTBUE 97 55 0,50
KPOBOTEUYEHHS (0,31-0,79)
(0,24) (0,48) 0003
KpoBoreuenus u3 91 133 0,69
KU3HEHHO BaYKHBIX (0,82) (1,18) (0,53-0,91)
opraHoB* 0,007
BuyTtpuuepennoe 55 84 0,67
KPOBOU3IMSIHUE (0,47-0,93)
(0,49) (0,74) 0019
1,22
[Manenue YPOBHS 305 254 (1,03-1 44)
remorno6una” (2,77) (2,26) 70,019
IepenuBanue ABYX WIH 195
Ooiee €IHHII 183 149 ( 01’_1 55)
SPUTPOLIUTAPHON MAaCChI (1,65) (1,32) ’ 00 44’,
WU LETBHONU KpOBI/I* '
Kinnangeckn 3HaYMMBIC 1,04
HeboIbIINe (]:_L]:_L%%) (]:_L]:_Lg:;) (0,96-1,13)
KPOBOTCUYCHHS ! ' 0,345
0,85
CMepTh OT BCeX MPUYHH 208 250 (0,70-1,02)
(1,87) (2,21) 0073

3) TIOITYJIALNA OJIA U3YUCHUA 6630HaCHOCTI/I, B II€pUod JICYCHUA

* HOMHHAJIFHO 3HAYNMOE.
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HEKOHTPOJIUPYEMOE  TOCTPETUCTPALMOHHOE HEHMHTEPBEHIIMOHHOE OTKPHITOE  KOTOPTHOE
ucciaenopanne (XANTUS) ¢ ueHTpaibHOM  OLEHKOM KOHEYHBIX TOYEK, BKJIKOYAs
TpoMOOoIMOOIHUecKrue coObITHS U Ooybimne KpoBoTeueHHs. 6704 mammenta ¢ GpuOpuuiAuei
npencepanii HEKJIAMaHHOTO MPOUCXOXKACHUS OBbLTH BKIIOUEHBI B HCCIICIOBAHUE KIMHHYECKON
MIPaKTUKH, B KOTOPOM H3YYaJIUCh 11O MPO(PHIAKTUKE HHCYIIbTA K CHCTEMHOM TPOMOOIMOO0JINH, HE
ceszanHoi ¢ LIHC. Cpennue nokazatenu CHADS2 u HAS-BLED B uccinenoBanuu XANTUS
cocramwii 1,9 u 2,0 mo cpaBHeHuto co cpeanumu mnokazatemsimu CHADS, u HAS-BLED,
paBHbiMu 3,5 u 2,8 B uccinegoBanu ROCKET AF, coorBeTcTBeHHO. boibiioe kpoBoTeueHHE
npomzonuio B 2,1 cnyqaes Ha 100 mamumenrto-ner. CmepTenbHOE KPOBOTEUYEHHE OBLIO
3apeructpupoBaso B 0,2 cayyaeB Ha 100 manueHTo-J1€T, a BHyTPUUEPENHOE KPOBOU3IUSIHUE — B
0,4 cmyuaeB Ha 100 manmenTo-ner. MHCYNbT WM cucTeMHass TpOMOOIMOOIs, HE CBsI3aHHAsS C
LIHC, Ob1n 3apeructpupoBansl B 0,8 cirydaes Ha 100 manueHTO-N€T.

Ot HAOMIONEHUS B KIMHUYECKOM TMPAKTUKE COTJIACYIOTCS C YCTaHOBIEHHBIM Mpoduiem
0€30MacHOCTH 10 3TOMY MTOKA3aHUIO.

B mocTperucrparimnoHHOM HEHWHTEPBEHIIMOHHOM HcclieqoBanun Oojee 162000 mamweHTOB ¢
bubpuianuei mpencepauii HEKJIANaHHOTO IPOUCXOXKICHHS M3 YEThIpEeX CTpaH MOJydalu
puBapokcabaH s TPOPUIAKTHKH WHCYIbTa W CHCTEMHOH TpomOosMOommu. Yacrora
umemudeckoro wuHcynbra coctaBuia 0,70 (95 % AU 0,44-1,13) na 100 mauueHTO-JET.
KpoBoreuenus, npupenmme K TOCHATAIU3ALMM, BO3HUKAIM CO CIEAYIOIIEH 4YacTOTOM Ha
100 marmuenTo-yet: 0,43 (95 % AU 0,31-0,59) ans BHyTprUepenHbIX KpoBou3usiHui, 1,04 (95 %
AN 0,65-1,66) nns xemynodHo-kumieuHsix kpooreuenwii, 0,41 (95 % AU 0,31-0,53) nns
yporeHuTaibHbIX kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) mist qpyrux KpOBOTEUEHUIA.

HCZMMEHmbl, nOdB@DZClIOIMMECﬂ Kapduogepcuu

bbu10 IIpOBEAEHO MPOCNEKTUBHOE PAaHIOMU3HPOBAHHOE OTKPBITOE MHOTOLIEHTPOBOE MOMCKOBOE
UCCIIEIOBaHNE C 3acjeruieHHOW omeHkod koHeyHblx Touek (X-VERT) c¢  ywactuem
1504 nmanrieHTOB (Kak TeX, KOMY JIeUeHHE MepOpaIbHBIMI aHTHKOATYISTHTaMH OBLJIO HAa3HAYEHO
BIIEPBBIE, TaK M YK€ IMOJydyaBUIMX paHee) ¢ (uOpwuIsAMed mnpencepanii HEKIanaHHOTO
IIPOUCXOXKICHUS, KOTOPHIM IOKa3aHa KapAHOBEPCHs, C IIEJIbI0 CpaBHEHHUsS pUBapokcabaHa M
antaronucroB BuTamuHa K (ABK) B noze, momobpannoit mo MHO (panmomuzauus B
COOTHOIIEHUHN 2:1), TpUMEHSEMbIX Ui NPOPHIAKTUKUA CEPJEUHO-COCYIAUCTBIX SIBJICHUIL.
[TpuMeHsUIUCH ClenyroIKe CTpaTeruy: YpPECHMIIEeBOJHAs dXoKapauorpadpus mnocie 1-5 qHei
npeBapUTebHON aHTUKOATYISTHTHOM Tepaniy WK TPaJUuIIMOHHBIN MTOJIX0/ K KapJMoBepcuu (He
MEHee TpeX HeJelb MpeABapUTENbHOro jJeueHus ). [leppuunas koHeuHast Touka 3((HEeKTUBHOCTH
(Bce cimyyau MHCY/bTA, TPAH3UTOPHOM HIIEMHYECKOM aTaku, CUCTEMHONl TpomOosMOoinu, He
cesa3anHoi ¢ [THC, undapkra Muokapa u cMepTH BCIIEJICTBUE CEPACUYHO-COCYIUCTHIX MPUYHH)
npomsonuia y 5 (0,5 %) nmarmenToB B rpynne puBapokcadbana (n=978) uy 5 (1,0 %) narueHToB B
rpynne ABK (n=492; OP 0,50; 95 % AW 0,15-1,73; moauduuuposannas nonymasiuus [TT).
OcHoBHasi KOHEUHasi TOuka Oe30macHOCTH (0oMbIoe KpoBoTedeHue) npousonuia y 6 (0,6 %) u
4 (0,8 %) manuenToB B rpynmax puBapokcadana (n=988) u ABK (n=499) coorBerctBerno (OP
0,76; 95 % AU 0,21-2,67; momynsiiust 0€30MacHOCTH). B TaHHOM MOMCKOBOM HCCIIEIOBAHUU
OBUIN TPOJEMOHCTPUPOBAHBI CONOCTaBUMBbIE 3(PPEKTUBHOCTD U GE30MACHOCTH B IPYIINAX JICUSHUS
puBapokcabana u ABK npu npoBeneHnn kapIuoBEpCH.
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cmeHmuposanuem
beino mpoBeneHO paHIOMH3UPOBAHHOE OTKPBITOe MHOroueHtpoBoe ucciegoBanue (PIONEER
AF-PCI) nnst cpaBHeHHsI 0€30MAacCHOCTH JBYX PEXKHMOB JIO3UPOBAaHHS pHBApOKcabaHa B
CpaBHEHHH C OTHUM pexxumMoM no3upoBanus ABK ¢ yuactuem 2124 nanuenTtos ¢ Gpubpumsuei
npecepaIuil HeKJIanaHHoTo poucxoxaeHus, nepeHecmux YKB co cteHTHpOBaHUEM MO TOBOY
aTepoCKJIepoTHUECKOro 3aboneBanus. [laneHTs! OplTH paHAOMU3UPOBAHBI B cOOTHOLIEHUH 1:1:1
st 12-mecsiunoi Tepanuu. IlaniieHTsl ¢ MHCYJIBTOM WJIM TPAH3UTOPHOM MIIEMHYECKON aTakou
(TUA) B anamHe3€ HE BKIIFOYAIUCH B HCCIICIOBAHHE.

I'pynna 1 nomyuyana 15 mr puBapokcabana oauH pa3 B AeHb (10 Mr ouH pa3 B JIeHb y NAIIUEHTOB
¢ ximpercom kpeatuauHa KnKp 30—49 mu/mun) n uaruburop peuentopa P2Y12. I'pynma 2
nojydvana 2,5 Mr puBapokcabaHa /iBa pas3a B JI€Hb U JIBOHHYIO aHTUTPOMOOIIMTAPHYIO TEPAIUIO
(r.e. 75wMr xjonumorpena (MiaM albTEpPHATUBHBIM HMHrudburop penenrtopa P2Y12) wu
ANETUIICATUIIMIIOBYIO KUCIOTY B HU3KOMU J103€) B TeueHue 1, 6 win 12 mecsies ¢ mocueayoumm
nepexosioM Ha 15 mr puBapokcabana (10 mr oaus pas B genb y nanueHToB ¢ KinKp 30—49 mu/mun)
OJIMH pa3 B JICHb C aleTHJICATUIIMIOBON KHCIOTON B HU3KOW Ao3e. ['pynma 3 momyuyana ABK B
CKOPPEKTUPOBAHHON J103¢ U JIBOMHYIO aHTUTPOMOOLIMTApHYIO Teparuvio B TeueHue 1, 6 wiu
12 mecsieB ¢ mocnexyromuM niepexogqom Ha ABK B cCKOppekTHpOBaHHOW J103€, C
ALETUIICAIMIIWIIOBOM KACIOTOW B HU3KOH J03€.

[lepBuyHas kKOHEeYHasi TOYKAa OE30MACHOCTH, CIy4aW KIMHUYECKH 3HAYUMOTO KPOBOTCUYCHHS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanuenToB B rpymie 1, rpymre
2 u rpymne 3, coorBeTcTBeHHO (oTHOIIeHHe puckoB [OP] 0,59; 95 % noBepuTenbHBIN HHTEpBAI
[A1] 0,47-0,76; p<0,001, u OP 0,63; 95% AN 0,50-0,80; p<0,001, cOOTBETCTBEHHO).
Bropuunas koHe4yHass TOouka (CymMMapHas 4acTOTa CEpACYHO-COCYIUCTBIX COOBITHI: CMEpTh
BCJICJICTBUE CEPJCUYHO-COCYIUCTHIX MPUYNH, WHPAPKT MHOKApAa WIM WHCYIbT) pa3BUIach y
41 (59 %), 36(51%) u 36(52%) mnaumuentoB B rpymne 1, rpymme 2 u rpymme 3,
cooTBeTCTBEHHO. Kaxplii U3 peKMMOB prBapokcabaHa MoKa3aa 3HAaUMMOE CHHUYKEHHE YacCTOThI
ClIly4aeB KJIMHMYECKH 3HAUMMOT0 KPOBOTEUEHHUS 10 cpaBHEHUIO ¢ Tepanueil ABK y nanuenTos ¢
HeKJIaraHHou pubpuusanueit npeacepauii, nepenecmmx YKB co crenTupoBanuem.

[Tepuunoii uensto uccnenoBanusi PIONEER AF-PCI saBisuiack onenka 0e3onacHoctu. /lanHbie
1o 3 dexTruBHOCTH (BKIIOYAst TPOMOOIMOOTNYECKUE COOBITHS) B 3TOM MOMYISIIUN OTPaHUYEHBI.

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

[TporpamMmMa KIMHUYECKHX MCCIEIOBaHUIN puBapoKkcabaHa Obliia pazpaboTaHa i AeMOHCTpaLuU
3 PEeKTUBHOCTH puBapokcabaHa B Hauaine jeueHus octporo TI'B u TOJIA, mponomxeHun
tepanuu U npodunaktuke peunausos TI'B u TOJIA.

bonee 12800 nanmeHTOB MPUHAIM y4acTUE B YETHIPEX PAHAOMHM3UPOBAHHBIX KOHTPOJIHPYEMBIX
xknuHuueckux uccnenoBanusx Il ¢assr (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, ObLI MNpOBEIEH JOMOJHUTENbHBIN MpeIBapUTEIBHO
CIUTAaHUPOBaHHBIN 00BeauHeHHbIN aHanmu3 uccrnegoBanuii EINSTEIN DVT u EINSTEIN PE.
MaxkcuManbHas IIUTENIBHOCTD JIEYEHUS BO BCEX UCCIIEOBAHMX cocTaBuia 21 mecsil.
Hccnenoanne EINSTEIN DVT nposonunock ¢ yuactuem 3449 nanuentos ¢ octpbiM TI'B ¢
LENIbI0 U3YYeHHsI TPUMEHEeHHs puBapokcabana s yiedenuss TI'B u mpoduiakTuky penuanBoB
TI'B u TOJIA (maumeHTsl, y KOTOphIX ObUta cumnTomHas TOJIA, HCKIIOYAIUCh M3 JTAHHOTO
ucciaenoBanus). JJmuTenbHOCTh JIeUeHUs cocTaBisia 3, 6 uin 12 MecsIeB B 3aBHCUMOCTH OT
KIIMHUYECKON OLIEHKH HCCIEI0BATEIIS.
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pasa B JICHb, C TIOCJICIYIOIINM IIePeX00M Ha puBapokcadan 20 Mr OJIMH pa3 B JICHb.
Uccnenoanue EINSTEIN PE npoBogmnock ¢ ydactuem 4832 manueHtoB ¢ octpoir TOJIA ¢
nenbsto u3ydenus agedenuss TOJIA u npodunakruku pernusos TI'B u TOJIA. [ntensHOCTh
JedyeHus cocraBimsuia 3, 6win 12 MecsleB B 3aBUCUMOCTM OT KJIMHUYECKOM OLIEHKU
HCCIIe10BATeIs.

B Teuenue nepBhIX TpeX HEACIb Ha4aabHOTO JieueHus ocTpor TOJIA npumensics puBapokcadaH
15 mr aBa pa3za B JieHb, C OCIEAYIOUINM IepeXxo oM Ha puBapokcadban 20 Mr oJuH pa3 B J€Hb.

B o60oux nccnenopanusix EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpyrie mnpernapara
CpaBHEHHs BKJIXOYasa BBEJICHUE JHOKCAIIAPHUHA B TEUEHHUE 10 KpallHEel Mepe 5 THEH B COYETaHUU
C Tepanuel aHTaroHUCTOM BUTaMKHa K 70 1OCTH)KEHUs TepalleBTUYECKOr0 YPOBHS M1OKa3aTems]
[IB/MHO (>2,0). Jlanee nedeHue mpoa0JDKAIOCh aHTArOHHCTOM BHTaMmuHa K, 1032 KOTOpOTO
OblTa CKOPPEKTHpOBaHAa TaKUM oO0pa3oM, 4YTOOBI TojAepxuBaTh 3HaueHus [IB/MHO B
TeparneBTUYeCcKoM auamnaszone ot 2,0 go 3,0.

Uccnenoanne EINSTEIN Extension mpoBogunock ¢ ydactueM 1197 mamumentoB ¢ TI'B wnm
TOJIA c uenbto uzydenus npopunaktuku peunauBo TI'B u TOJIA. [lnuTensHOCTD JeueHus s
MAIMEHTOB, 3aBEPIIUBIINX OT 6 10 12 MecsleB JieueHUs] BEHO3HON TpoMO0IMOOIUH, COCTaBUIIa
JIOTIOJTHUTEIBHO OT 6 110 12 MecslieB B 3aBUCUMOCTH OT KJIIMHUYECKOW OLIEHKU HCCIIE0BaTEs.
[TpoBoausioch cpaBHEHUE puBapokcabaHa 20 Mr oJlMH pa3 B JIEHb U I1aLEe00.

B wuccaemosanusx EINSTEIN DVT, PE u EINSTEIN wucnons3oBaiuch OJMHAKOBBLIE
IpeIBapUTEIILHO ONPEIeIeHHbIC TIEPBUYHBIC U BTOPUYHBIE KOHEYHBIE TOUKU 3(PPEKTUBHOCTH.
[lepBuuHOil KOHEYHOM TOUKOW JPPEKTUBHOCTH OBUT CUMOTOMHBIM peuunus BTDO,
oTpeseNsBIINIiCS Kak COBOKYNMHOCTh peunauBa TI'B unu datansHol nnmn HedartansHoil TOJIA.
BropuuHas koHeYHas TOUKa oONpeneNsiach Kak COBOKYMHOCTh peuuausa TI'B, HedaranbHON
TOJIA u cMepTH OT BCEX IPUUMH.

B uccnenosanuu EINSTEIN Choice 3396 manueHToB ¢ moaTBepkAeHHBIMU cuMnTOMHBIMU TT'B
u/nmm TOJIA, 3aBepmnBIINX 6—12 Mecs1eB JeUeHNs aHTUKOAryJIsHTaMH, U3y4alluCh Ha IPeIMeT
npodunaktuku ¢atanbHoi TOJIA nnu HedaTanbHbIX cUMITOMHBIX peranBoB TI'B unu TOJIA.
[TarueHTsl, KOTOPHIM OBLIO MOKA3aHO MPOJOJKEHME AHTHKOAryJlssHTHOM Tepamuu B
TEpaneBTUYECKUX [03aX, HCKIIOYAINCh U3 HCciaeloBaHusA. [IpomoIKUTENbHOCTh JI€UeHUs
cocTaBisiia 10 12 MecsIeB B 3aBUCUMOCTH OT WHAMBHIyalbHOHN aThl paHOMU3ALUK (MeMaHa:
351 nenb). PuBapokcaban B 103e 20 Mr oJIuH pa3 B CyTKH U puBapokcabaH B 03¢ 10 Mr oauH pa3
B CYTKHM CPaBHUBAJIM C all€TWICAIUIMIOBON KMCIOTOM B 103€ 100 Mr oiMH pa3 B CyTKH.
[lepBuyHOil KOHeuyHOH TOuYKOM dS¢ddexkTnBHOCTH OBUT CUMIOTOMHBIA penuauB BT,
oTpeeNsABIINICS Kak COBOKYIMHOCTh peruanBa TI'B wiu daransHoi mnn HedaTtanpHoit TOJIA.
B wuccnegoBanuu EINSTEIN DVT (cm. Tabnumy 6) ObUlo MPOJEMOHCTPHUPOBAHO, YTO
puBapokcabaH He ycTtynaeT sHokcanapuny/ABK no nepBuyHoii koHEUHO ToUuKe 3(hPeKTHBHOCTH
(p<0,0001 (Tect Ha He MeHbITYIO 3 dekTuBHOCTE); OP: 0,680 (0,443-1,042), p=0,076 (TecT Ha
IpeBOCXO0JICTBO)). [IpenBapuTenbHO ONpeseNeHHas YUCTas KIMHUYECKas BbIrofa (TMepBUYHAsS
KOHEYHast Touka d3PPEKTUBHOCTH U ClTyyaH OOJIBIIOT0 KPOBOTEUEHUS ) ObLIa 3apeTUCTPUPOBAHA C
OP 0,67 ((95 % AU: 0,47-0,95), nomunansHoe 3HaueHue p = 0,027) B monb3y puBapokcabdaHa.
3nauenuss MHO Haxonunuch B TEpaneBTUUYECKOM AMana3oHe B cpenHeM 60,3 % BpemeHu Aiis
CpeHeH MPoIoIKUTEeTbHOCTH JiedeHust 189 muewt n 55,4 %, 60,1 % u 62,8 % BpemMeHH B rpynmnax,
MPOJITIEHHOTO Ha 3, 6 1 12 MecsIeB Je4eHus, COOTBETCTBEHHO. B rpynme sHokcamapun/ABK He
OBLIIO YETKOH CBSI3M MEXIY YPOBHEM cpeHero neHTpanbHoro TTR (BpeMs B nuama3oHe 11eJeBOTro
MHO 2,0-3,0) B TepTUIIX OJMHAKOBOTO pa3zmepa u yactoro penuauBoB BTD (P = 0,932 mis

29



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 05.03.2025 N2 6062

B3aMMOJICHCTBHA). B IIpelenax caMoro BBICOKOTO Te%hhxjgt;ioéﬁg%HﬁéH¥ﬁhldﬁ" st

puBapokcabaHa 1o cpaBHEHHIO ¢ Bapdpapurom coctasisuio 0,69 (95 % AU: 0,35-1,35).

YacToTra BOSHMKHOBEHHS MEPBUYHONH KOHEYHOH TOUKHM 0€30MacHOCTH (Cilydyau OOJBIIOTO WM
KJIMHUYECKH 3HAYUMOTO HEOOJBIIOrO KPOBOTEYEHHS), a TAK)KE BTOPHUYHOM KOHEYHOM TOYKH
0e30macHOCTH (CiTy4an OOJBIIOrO KPOBOTCUCHHS ) ObLlIa CXOKEH st 00erX TPy JICUCHHUS.

Ta6muma 6. lanubie o npoduito 3¢pGeKTUBHOCTH U Oe3omacHOCTH B uccienoBanuu III ¢azsr
EINSTEIN DVT

Hccnenyemas nomyJasiust 3449 manueHTOB ¢ CAMIITOMHBIM OCTPBIM TPOMO030M
rJ1y0OKHX BeH
TepaneBTHYecKas 1032 U Pusapoxca6an Juokcanapun/ABK P
NMPOJOJIKUTEIbHOCTD JIeYeHHSI 3, 6 nim 12 mecsneB 3, 6 miim 12 mecsineB
N=1731 N=1718
CHUMOTOMHBIN peLUIUB BTD” (2,?16% ) @3 ’gl% )
CumnroMmusIi penuaus TOJIA 20 18
(1,2 %) (1,0 %)
Cumnromusiil peauaus TT'B © ,]é4% ) (1,268% )
Cumnromusie TOJIA u TT'B (©, f %) 0
@aranpHas TOJIA/cMepTh, IpU KOTOPOWA 4 6
HeNb3s UCKmounTh TOJTA (0,2 %) (0,3 %)
Bonpioe WaM KIMHHUYECKH 3HAYMMOE 139 138
HEOOJIBIIIOE KPOBOTCUCHHUE (8,1 %) (8,1 %)
Crny4an G0JBIIIOTO KPOBOTEUEHHUS 14 20
(0,8 %) (1,2 %)

% Puapokcaban 15 Mr JiBa pasa B JIEHb B TEUEHHE 3 HEJIENb, C MOCIEAYIOIMM IIEPEX0I0M Ha 20 Mr O1MH
pa3 B ICHb

®) JHOKCANApHH B TEYEHHE 0 MEHBIIIEH Mepe 5 JHEH, ¢ 0JIHOBPEMEHHBIM U MOCIEAYIOMUM preMoM ABK
“p<0,0001 (e menbmas 3G HekTUBHOCTH s 3apanee onpenenernoro OP 2,0); OP: 0,680 (0,443-1,042),
p=0,076 (IpeBOCXOACTRBO).

B uccnenosannu EINSTEIN PE (cMm. Tabnuiry 7) 65110 TpOIEMOHCTPUPOBAHO, YTO pUBapOKCcadaH
He ycrynaer sHokcanapuny/ABK 1o mepBuuHOi KoHeuHOW Touke s¢dektuBHocTH (P=0,0026
(rect Ha He MeHbllylo 3¢dexktuBHocTh); OP: 1,123 (0,749-1,684)). IlpenBaputenbHo
onpejeNieHHass YUCTasl KJIMHUYECKas BbIroja (IMEepBUYHAs KOHEYHas Touka A(P(EKTHUBHOCTH U
citydau 0OJIBIIIOTO KPOBOTEUCHHs1) Obuta 3apeructpuposana ¢ OP 0,849 ((95 % JIU: 0,633-1,139),
HOMUHaNIbHOE 3HaueHue p=0,275). 3nauenuss MHO HaxoIwInCh B TEPaneBTHUECKOM JTUANa30He
B cpenHeM 63 % BpeMeHU i CpeiHel MPOJOKUTENbHOCTY JedeHus 215 queii u 57 %, 62 % u
65 % BpeMeHM B rpymnmnax, NpoJjieHHOro Ha 3, 6 u 12 MecsIeB Jie4eHUs: COOTBETCTBEHHO. B
rpynne sHokcanapul/ABK He Obl10 4eTKoMH CBSI3M MEXKIy YPOBHEM CpeHero neHTpansHoro TTR
(Bpems B nmuamazone neneBoro MHO 2,0-3,0) B TepTuIsSX OJMHAKOBOTO pa3Mepa W 4acCTOTOH
peruauBoB BTD (p = 0,082 nmnst B3ammopeiicTBus). B mpenenax camoro BBICOKOTO TEPTHIIS
oTHOcUTeNnbHO LeHTpa OP s puBapokcabaHa MO CpaBHEHHMIO € Bap(apHHOM COCTaBISIIO
0,642 (95 % AU: 0,277-1,484).

YacToTa BOZHUKHOBEHMs NMEPBUYHON KOHEYHOM TOUYKM Oe30macHOCTH (ciaydau OONBLIOTO WU
KJIMHUYECKH 3HAaYUMOT0 HEOOJBIIOT0 KPOBOTEUEHHSI) ObljIa HECKOJIBKO HMXKE B TPYIIIE JICUCH U
puBapokcabanom (10,3 % (249/2412)), yem B rpymnme nedenus: 3nokcanapuHom/ABK (11,4 %
(274/2405)). Yacrora BTOpPUYHON KOHEUHOM TOYKM Oe30macHOCTH (ciydanm OOJBIIOTO
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KpOBOTEYCHHS) OblIa HWXKE B TPYIIE pPHUBA )01<ca6a}'.lg| CH-IIE/.(;L":(EWEEQEW;}E&:BI "'f"[f!sf'nne

snokcanapuHa/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JAU: 0,308-0,789).
Tabmuna 7. Jlanasie mo npoduiio 3ddexTuBHOCTH U Ge3onacHocTH B mccienoBanuu 11 dass

EINSTEIN PE

Hccaenyemasi monmyJisinusi 4832 nmamuenTa ¢ octpoii cumnToMHoii TIJA
TepaneBTHYecKas 1032 U Pusapoxca6an Jnokcanapun/ABK P
NMPOJOJIKUTEIbHOCTD JIeYeHUsI 3, 6 mim 12 mecsneB 3, 6 mim 12 mecsieB
N=2419 N=2413
. * 50 44
CumnroMHbIH peniuaus BTO 2.1 %) (1.8 %)
o 23 20
CumnromusIil peuuaus TOJIA (1,0 %) (0,8 %)
o 18 17
Cumnromusiil penuaus TT'B (0,7 %) (0,7 %)
2
Cumnromusie TOJIA u TI'B 0 (<0,1 %)
QaranpHas TOJIA/cMepTs, Ipu KOTOPOWA 11 7
HENb3s UCKIounTh TOJIA (0,5 %) (0,3 %)
Boabpmioe wiM KIMHUYECKH 3HAYMMOE 249 274
HEO0O0JIbIIIOE KPOBOTCUCHHE (10,3 %) (11,4 %)
Cny4au OOJIBIIIOTO KPOBOTCUCHUSI 26 52
(1,1 %) (2,2 %)

3 Pupapokcaban 15 Mr 18a pasa B JieHb B TeueHHeE 3 HeJlelb, C HOCIEAYIOIMM IepexoaoM Ha 20 Mr oJuH

pa3 B JIcHb

b) JHoKCamapuH B TeueHHE MO MEHbILEl Mepe 5 Heil, ¢ 0JHOBPEMEHHBIM 1 TocIeaAyroImM npuemom ABK
“ p <0,0026 (ne MeHbIIas >GPeKTHBHOCTE IS 3apanee onpenenerHoro OP 2,0); OP: 1,123 (0,749-1,684)
b1 mpoBeneH mpeaBapUTENbHO CIUIAHUPOBAHHBIM OOBEIMHEHHBIN aHaJN3 KOHEYHBIX TOYEK
uccinenoannii EINSTEIN DVT u PE (cm. Tabnuiy 8).
Tabmuua 8. /lanHble o npoduito 3PPeKTUBHOCTH U 6€30MaCHOCTH 00BEIMHEHHOTO aHaAIN3a B
uccinenoanusx I ¢pazsr EINSTEIN DVT u EINSTEIN PE

Hccaenyemas nonmyasiuus 8281 nanuenTt ¢ ocTpbiMu cumMnToMHbIMH TI'B nian
TIJA
TepanesTH4ecKas 1032 U PuBapokcadan Dnokcanapun/ABK P
MPOIOJIKUTEIbHOCTD JIeYeHH s 3, 6 nim 12 mecsueB 3, 6 mim 12 mecsieB
N=4150 N=4131
CumnToMHbIi peruaus BTD” (2,?_6% ) (2,25% )
CumnroMmubIil peuuaus TOJIA 43 38
(1,0 %) (0,9 %)
CumnroMusti pentuaus TT'B © ,?éz% ) ( 1,‘;_5% )
Cumnromusie TOJIA u TTB ( <01::LL %) ( <0’21 %)
®aransnas TOJIA/cMepTh, IPU KOTOPOH 15 13
Heusb3s uckmounts TOJIA (0,4 %) (0,3 %)
Bonpimoe wiaM KIMHWUYECKW 3HAYHMOC 388 412
HEOOITBIIIOE KPOBOTEUEHHE (9,4 %) (10,0 %)
Crny4an G0JBIIIOTO KPOBOTEUEHHS 40 2
(1,0 %) (1,7 %)

3 PupapokcabaH 15 Mr /1Ba pasa B JIeHb B TeUeHHeE 3 HeJleNb, C HOCIEAYIOIMM IepexoaoM Ha 20 Mr oJuH

pas B JIcHb

%) JHoKCcanapuH B TeYEHHE MO MEHbIIEH Mepe 5 JHEH, C 0IHOBPEMEHHBIM M HOC/IeAyomuM npueMoM ABK
* p <0,0001 (me MenbIas 3¢ GeKTUBHOCTS I 3apanee onpezenaennoro OP 1,75); OP: 0,886 (0,661-1,186)
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3¢ (HEKTUBHOCTH IUTIOC Clydad OOJBIIOTO KPOBOTEUEHHS) OOBEIMHEHHOTO aHaln3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614—0,967), nHomunanbHoe 3HaueHue p=0,0244).

B uccnenosanuu EINSTEIN Extension (cm. Tabmuiy 9) puBapokcabaH mpeBOCXOMMI TUIAIE00
[0 TICPBUYHBIM W BTOPUYHBIM KOHEYHBIM TOYKaM 3(PQPEKTUBHOCTH. HacToTa BCTpEUaeMOCTH
MEPBUYHON KOHEYHOW TOYKH O€30MacHOCTH (Ciy4an OONBIIMX KPOBOTECUCHHUI) YUCICHHO OblIa
HE3HAYMTEINILHO BHIIIE Y MAIIMEHTOB, MOJYYaBIINX TEPAITUIO0 PUBAPOKCA0aHOM B J103¢ 20 MI OIMH
pa3 B JIcHb, 110 CPAaBHEHHIO ¢ IU1arie00. BropryuHas KoHe4Hast Touka 6e30macHOCTH (O0JIbIINE WITH
KJIMHUYECKH 3HAYMMBbIC HEOOJIBIIME KPOBOTEYCHHs) TIOKa3aja Ooyiee BBICOKYIO YacTOTy Y
NAIMEeHTOB, TMOJYYaBIIMX TEparnuio puBapokcabaHoM B o3¢ 20 Mr OOuH pa3 B JeHb, IO
CpPaBHEHHIO ¢ IIareoo.

Tabmuna 9. anneie o npodmmo 3ddextuBHOCTH U Oe30nmacHOCTH B nccienoBanuu 111 ¢azbr
EINSTEIN Extension

Hccaexyemas nonyasiuust 1197 nauneHTOB, NPOAOIKUBIUIUX JeYeHHE U
NPoQUJIAKTHKY PellIMBOB BEHO3HOIl TPOMO0IMOOIHUH
TepaneBTH4eckas 103a u Pusapoxcadan IInane6o
NPOAOJIKUTEIBHOCTD JeUeHUs! 6 nim 12 mecsieB 6 nim 12 mecsineB
N=602 N=594

. . 8 42
CumnroMmHbIil peuuaus BTO (1,3 %) (7.1 %)

. 2 13
CumnroMmHsIi penuaus TOJIA (0,3 %) (2,2 %)

. 5 31
Cumnromusiil peanaus TT'B (0,8 %) (5.2 %)
®aranpHas TOJIA/cMepTh, IPU KOTOPOI 1 1
HEJb3st UCKIounTh TOJTA (0,2 %) (0,2 %)

4 0
Ciydau 0OJBIIOTO0 KPOBOTEUEHHS (0,7 %) (0,0 %)
Kimuandeckn  3HaumMoe  HeOOJbIIOE 32 7
KPOBOTEUYCHHE (5,4 %) (1,2 %)

% PuBapokcaban 20 MI OJMH pa3 B JIeHb
* p <0,0001 (mpeBocxoactso), OP: 0,185 (0,087 - 0,393)

B uccnenopanuu EINSTEIN Choice (cm. Tabmuiy 10) puBapokcaban B mo3ax 20 mr u 10 mr
npeBocxoaun anerwicanuimioByro kuciaory (ACK) B moze 100 Mr mo mepBUYHON KOHEYHOMH
Touke dpdextuBHOCTH. (OCHOBHAs KOHEUHAs TouYka Oe3omacHOCTH (ciydan OOJBIIOTO
KPOBOTEUECHHsI) ObljIa CXOXKEH y MallMeHTOB, MOIy4YaBIIMX puBapokcadaH B no3ax 20 mr u 10 mr
OJIVH pa3 B JIEHb, 110 cpaBHEHUIO cO 100 MTI aleTUIICATUIIUIOBOM KUCIIOTHI.

Ta6muma 10. Haaasie mo npoduiato 3¢HEeKTUBHOCTH U Oe3omacHOCTH B ucciaenoBanuu 11 ¢azsr
EINSTEIN Choice

Hccaenyemas monyasiuust 3396 nauueHTOB, MPOAOKUBIINX NMPOPUIAKTHKY PellUAUBOB
BEHO3HOii TpoM00IMO0THHN
TepaneBTH4eckas n03a PuBapoxkcaban PuBapoxca6an 10 mr | ACK 100 mr 1 pa3
20 mr 1 pa3 B aeHb 1 pa3 B 1eHp B JICHb
N=1107 N=1127 N=1131
E/[T)HI:)?II:;IHTCHBHOCTI/I JIeUeHHS 349 353 350
POl ¢ [189-362] nmeii [190-362] nns [186-362] nmeii
[MEKKBapTHIBHBIN THAIa30H)|
. 17 13 50
CumnToMHBIN peruaus BTO (1,5 %)* (1,2 %)% (4,4 %)
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3 6 (OCREOQOBATERBHOC TRg003)
CumnroMmubIi peuuaus TOJIA (0,5 %) (0.5 %) (1,7 %)
CumnroMustit pertuaus TT'B (o, g %) (0,78 %) @ ’370% )
®daranbHas TOJIA/cmepTs, 5 0 5
EEITJI}O!II/ITKLO"TFOBPJ(I)i e (0.2 %) (0,0%) (0.2 %)
Cumnromusbit peruans BTO,
nH(GApPKT MHOKap[a, HHCYIBT 19 18 56
WA CHUCTEeMHas
TpoMO03MO0IHs, HE CBA3aHHAS (1,7%) (1,6 %) (5,0 %)
¢ HHC
Ciy4au 60JbIIOro 6 5 3
KPOBOTEUECHHS (0,5 %) (0,4 %) (0,3 %)
Knunnuecku 3HaUMMOE 30 22 20
HEOOIIBIIIOE KPOBOTEUCHHE (2,7 %) (2,0 %) (1,8 %)
CumnroMmubiil peuuaus BTO 23 17 53
WK OOJBIIOE KPOBOTECUCHHE 2.1 %)" (1,5 %)™ (4,7 %)
("umcTast KIIMHNYECKast BBIT0J1a) ! ' '

* p<0,001 (mpeBocxoncTBo) PuBapokcaban 20 mMr oauH pa3 B AeHb 1o cpaBHeHuto ¢ ACK 100 mMr oauH pa3 B JieHb;
0OP=0,34 (0,20-0,59)

™ p<0,001 (mpeBocxomcTBo) PuBapokcaban 10 Mr omun pas B aeHb mo cpapHennio ¢ ACK 100 Mr oquH pas B ICHB;
OP=0,26 (0,14-0,47)

* PuBapokcaban 20 Mr oauH pa3 B jaeHp no cpaBaeHuto ¢ ACK 100 mr ogun pa3 B aenb, OP=0,44 (0,27-0,71),
p=0,0009 (HOMUHANTBEHOE)

** PuBapokcaban 10 mr ogun pa3 B aeHb 1o cpaBHennto ¢ ACK 100 mr omun pas B aenb; OP=0,32 (0,18-0,55),
p <0,0001 (HOMUHAIIEHOE)

B nononnenne x mporpamme wuccinenoBanuii Il ¢aszer EINSTEIN Obuto  mpoBeneHo
IPOCIEKTUBHOE HEMHTEPBEHLIMOHHOE OTKPBITOE KOropTHoe wuccienoanue (XALIA) c
LEHTPaJIbHOW OLIEHKOW KOHEYHBIX TOYEK, BKItouas peuuauB BTD, Oonbiioe KpoBoTeueHUE U
cMepTh. B uccrnenoBaHne KIMHUYECKOW MPAKTUKU ObUIM BKJIIOYEHB! 5142 mamueHta ¢ ocTpbIM
TI'B st u3yueHust JOATOCPOUHOM 0€30MMaCHOCTH pUBapoKcadaHa Mo CpaBHEHUIO CO CTaHIAPTHOU
AHTUKOATYJSIHTHOU Tepanueit. YacTtota 60ibIIOor0 KpoBOTEeUeHUs, peruauBa BTD u cmeptu ot
BCEX NPUYMH s puBapokcabana coctaBwia 0,7 %, 1,4 % u 0,5 % coorBercTBeHHO. bpuin
pa3ianuns B MCXOIHBIX XapaKTEPUCTHKAX IallMEHTOB, BKJIIOYAs BO3PACT, paKk M HapyLIEHHE
¢ynkuuu novek. [y KOPPEKTUPOBKH MCXOAHBIX MEXIPYMIOBBIX Pa3IMYUil HCHOIB30BAJICS
3apaHee CIUITAaHMPOBAHHBIN CTPaTU(HUIIMPOBAHHBIN OA00p MO WHAEKCY cooTBeTCTBU. HecMoTps
Ha 3TO, OCTAaTOYHOE HCKA)KEHHWE MOIJIO BIUATH Ha pe3ynbrarsl. CkoppexktupoBaHHble OP,
CpaBHMBAIOIIME pUBAapOKcabaH M CTAaHAAPT JICYEHHUS B OTHOUIEHMM OOJIbLIOTO0 KPOBOTEUEHUS,
peunauBa BTD u cmeptu ot Beex mpuuuH, coctaumu 0,77 (95 % AN 0,40-1,50), 0,91 (95 %
JI1 0,54-1,54) u 0,51 (95 % AN 0,24—1,07) COOTBETCTBEHHO. DTH Pe3yJIbTAaThl KIMHUYCCKON
MPaKTUKE COTJIACYIOTCS C YCTAaHOBIEHHBIM MpoduiaeM 6€301acHOCTH Ui JAHHOTO MOKa3aHMUs.

B moctperucTpaliioHHOM HEMHTEPBEHUMOHHOM uccienoBanun Oonee 40000 manueHToB H3
YeThIpex CTpaH 0e3 paka B aHaMHe3€ MOJIyJaal puBapoKcadaH JUIs JISUeHUS WIK MPOPUIAKTUKN
TI'B u TOJIA. Yacrora coObitmii Ha 100 mamueHTo-leT Il CHMITOMHBIX/KIMHUYECKU
BbIpaxkeHHbIX BTO/TpomMO03MO0nnyeckux COOBITUH, NPUBOJANIMX K TOCHUTAIU3ALNY,
BapbpupoBaia ot 0,64 (95 % JIU 0,40-0,97) B Benmukobpuranuu 1o 2,30 (95 % AU 2,11-2,51) B
I'epmanun. KpoBoTedeHus, NPUBOIAIIME K TOCHUTAIM3ALNKM, BO3HUKAIM CO CJIEAYIOLIEH
yacrotoi Ha 100 mamumento-ner: 0,31 (95% AU 0,23-0,42) nansg  BHYTpUYEPEINHBIX
kpoBomznusaHuit, 0,89 (95% AU 0,67-1,17) nnsg >KenydOYHO-KUILEYHBIX KPOBOTECUECHUH,
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JIPYTUX KPOBOTCUCHUN.
€T’

Dapmaroounamuueckue 3¢hghexmol

[TporpombuHoBoe Bpems (Neoplastin), AUTB u antu-Xa akTMBHOCTb, U3MEPEHHASI C TOMOIIBIO
KaJTUOPOBAaHHOTO KOJMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT C KOHIIEHTPALMSIMHU B IJIa3Me
KpoBu y geteid. Koppensiums mMexay aHTHU-Xa aKTUBHOCTBIO M IJIA3MEHHOW KOHIIEHTpalUeu
SBJISICTCSl JIMHEHHOW C TAHTEHCOM yrja HakKJIOHA MpsMo#, Omu3kuM K 1. Moryr BO3HHKATh
WHAUBUAYaJIbHbIE PACXOXKICHHUS Oojee BBICOKUX WM Oojiee HHU3KUX 3HAYCHMH aHTH-Xa
AKTUBHOCTH 110 CPAaBHEHHIO C COOTBETCTBYIOIIMMH KOHIIEHTPALMSIMU B IJIa3Me KpoBu. B mepuos
JICYCHUs pUBApOKCAOaHOM HE TpeOyeTcss MPOBOAUTH MOHUTOPHHI TMapaMETPOB CBEPTHIBAHUS
kpoBu. O1HAKO, €CIIH JIJISl 9TOTO €CTh KIIMHUYECKOe 000CHOBaHUE, KOHIIEHTPAIIMU pUBapoKcadaHa
MOTYT OBITh U3MEPEHBI B MKT/JI TIPH IIOMOIIY KaTHOPOBAHHBIX KOJUYCCTBEHHBIX TECTOB aHTH-Xa
akTuBHOCTH (cMm. Tabnumy 6 B pasgene 5.2. s quamna3oHOB HaOIIOZAeMbIX KOHIIEHTpALUit
puBapokcabaHa B 1miia3Me KpoBu y aeteil). [Ipu ncnonb30BaHuu TecTa aHTU-Xa aKTUBHOCTH IS
KOJIMUECTBEHHOW OLIEHKH KOHIIEHTpaluii puBapokcabaHa B IIa3Me KpOBHU Y JeTeil He0OX0AUMO
YVUUTBHIBATh HIDKHUU Tpenen KOJMMYeCTBEHHOW oreHKU. [loporoBeie 3HaueHus sl KPUTEPUEB
3¢ (HEKTHBHOCTH WIIM OE30ITACHOCTH HE YCTAHOBIICHBI.

Knunuueckas s¢pgpexkmuenocms u 6ezonacnocmo

Jleuernue BTD u npopunaxmuxa peuuousos BTD y nayuenmos 0emcko20 603pacma

bbuto mpoBeeHO 6 OTKPBITHIX MHOTOLIEHTPOBBIX UCCIIEIOBAHUM C ydyacTHeM JieTell, B KOTOpBIE B
oOmieM ObLIM BKJIOUEHBI 727 neTeil ¢ MOATBEP)KICHHOH OCTpoil BEHO3HOHM TpomOo3MOoiueit
(BTD), u3 xoropeix 528 nonyuyanu puBapokcabaH. J[o3a puBapokcabaHa, KoTopasi IpUMEHSIIACh
y Aereil oT poxkaeHus 1o <I8 ymer, Obula CKOPpEKTHUpOBaHA MO Macce Tejla M MPHUBOAMIA K
JecTBUIO puBapoKkcabaHa, aHaJOTMYHOMY IIpU mpueme 1036l 20 Mr puBapokcabaHa OJIMH pa3 B
JIeHb y B3pocinbix nanueHToB ¢ TI'B, uto nmoareepkaeHo B uccnenoBanuu I ¢assl (cm. paznen
5.2).

EINSTEIN Junior — paHAOMU3MpPOBAaHHOE OTKPHITOE MHOIOLEHTPOBOE KIMHUYECKOE
uccinenoanue Il ¢as3pl ¢ akTuBHBIM KOHTposieM ¢ ywyactheMm 500 manueHToB (B BO3pacTe OT
poxxaenus 1o <18 jer) c noaTBepxkaeHHON ocTpoit BT, u3 xotopsix 276 nereit Obun B BO3pacTe
ot 12 no <18 ner, 101 pebenok — ot 6 o <12 net, 69 nereit — ot 2 1o <6 et u 54 pebeHka B
BO3pacTe 10 2-X JIET.

BTD knaccudunmpoanack kak karerep-accoruuponannas BT (90/335 manueHToB B rpymme
puBapokcabana, 37/165 mauueHToOB B IpyIIe mnpernapara cpaBHEHHs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra U cuHycoB (74/335 manueHToB B rpymnmne puBapokcabaHa, 43/165 manueHTOB B TpyIe
npernapata cpaBHeHMs)) win kak apyrue BTO, Bxmouas TI'B u TOJIA (me xaterep-
accounupoBanHas BTDO, 171/335 mauuentoB B rpymie puBapokcabana, 85/165 maiueHToB B
rpynne npenapara cpaBHeHus). Haubonee pacnpoctpanennoit BTO y nereit ot 12 no <18 ner
Obl1a He KareTep-accouuupoBannas BTD y 211 gereit (76,4 %); y neteit ot 6 go <12 ner u ot
2 1o <6 et — TpoMOO3 BEH TOJIOBHOTO MO3ra U CUHYCOB y 48 meteit (47,5 %) u y 35 nmereit
(50,7 %) cooTBeTCTBEHHO; y AeTeil Muaiie 2 JeT — Karerep-acconuupoBannas BTD y 37 nereit
(68,5 %). B rpynme puBapokcabana He ObUIO JeTed muaimie 6 MecsieB ¢ TpomOO30M BeH
TOJIOBHOTO MO3Ta M CHHYCOB. ¥Y 22 MalMeHTOB ¢ TPOMOO30M BEH T'OJIOBHOTO MO3Ta M BEHO3HBIX
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npernapara CpaBHEHHUS).

BTD Obuta crpoBonMpoBaHa TOCTOSHHBIMU WM BPEMEHHBIMH (DakTOpaMH pHCKA WU HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereid.

[TarueHTHl MOTYYaId HaYaIbHOE JICYCHHE TEPANEBTUYCCKUMU J103aMU HE(PPaAKIIMOHUPOBAHHOTO
renapvuHa, HUI3KOMOJIEKYJISIPHOTO TrenapuHa Wik GoHJanapuHykca B T€UEHUE MO KpaiiHel mepe
5 nHel, mocie yero ObUIN paHJOMU3UPOBAHBI B COOTHOIICHHUHU 2:1 Uiu B rpymiy puBapokcabaHa
B J103€, CKOPPEKTHPOBAHHOM [0 Macce Tella, WK B IPYNIy Mpenapara cpaBHEHUs (rernapuHbl,
ABK) B TeueHue OCHOBHOIO IepHoOjaa JEYCHHS, cOCTaBHBIIEro 3 mecsna (1 mMecsm s merei
Miajauie 2 JeT ¢ karerep-acconuupoBadHoil BTO). B ciydae kimHu4Yeckoil oCyliecTBUMOCTH B
KOHIIE OCHOBHOT'O MIEPUO/Ia JICUSHHSI TPOBOJIUIIACH IOBTOPHAS BU3yalIU3alUs COCY/IOB; IEPBUYHAS
MPOBOJIMJIACH HA JTale BKIOYEHUS B uccieaoBaHue. llocie 3Toro mpueMm wHccieqyemMoro
npenapara Mor ObITh MPEKPAILECH WU, 10 PEIICHUIO UCCIIEIOBATES, MPOAOJIKAICSI CYMMApPHO J10
12 mecsmeB (s geTed mutaie 2 JeT ¢ KaTeTep-accouunpoBannoi BTD no 3 mecsien).
[TepBuuHO#l KOHEUHOUW TOUKOU 3(h(HEKTUBHOCTH ObUIa YacToTa CUMITOMHOro peruaua BTO.
[TepBruHO#l KOHEYHOW TOUKOW Oe30macHOCTH ObLla KOMOMHHpPOBAHHAs 4acToTa OOJBIIMX U
KIIMHUYECKH 3HAYMMBIX HEOONBIINX KpoBOTeueHuil. Bce koHeuHble TOUKU 3((HEKTUBHOCTH U
0€30MacHOCTH IIEHTPAIM30BAHHO OLIEHUBAIUCH HE3aBUCHUMBIM KOMHUTETOM, JJIs KOTOPOTO OBLIO
3aCIICTUICHO paclpe/eICHHe MAIeHTOB 10 TPyIaM JiedeHus. Pe3ynbTaThl 3GEKTUBHOCTH U
0e30macHOCTH IpUBEACHBI B Ta0umax 11 u 12 Hioke.

Petmmue BTD mnpowmsomen y 4 u3 335 manueHToB B Tpylne puBapokcabana u y 5 wu3
165 narueHToB B rpyImme cpaBHeHus. KomOuHupoBaHHAs YacToTa OONBIIOTO KPOBOTEUEHUS U
KJIMHUYECKH 3HAYMMOTO HEOOJIBIIIOT0 KpOBOTeUeHUsT oTMedanach y 10 u3 329 nmanuentos (3 %),
NOJy4aBIIUX puBapokcadaH, n'y 3 u3 162 nauuentos (1,9 %), momyyaBmux npenapaT CpaBHEHHSL.
Yucras kIMHUYecKas BbIroJa (KOMOMHHMpOBAHHas 4acTOTa CUMIITOMHOro pemnuauBa BTO u
00JBIIOr0 KpoBOTEUEHHSI) OTMeUeHa y 4 u3 335 manueHToB B rpymme puBapokcabana u'y 7 u3
165 marueHTOB B TpyIIIe CpaBHEHHS. PekaHanw3anus BEHBI TPU IMMOBTOPHOM BU3YaU3alUU
HaOmoanack y 128 u3 335 manueHToB Npu JieyeHUH puBapokcabanoM u y 43 u3 165 nanueHToB
B IPYIIINE MpernapaTa CpaBHEHUS. DTU Pe3yIbTaThl ObLIH B IIEJIOM COMTOCTABUMBIMH Y IETEH pa3HBIX
119 nereit (36,2 %) c a100BIM
KPOBOTEYEHHEM, BO3HMKIIUM Ha (pOHE Tepamuu, a B TpyMIe mpenapara cpaBHeHus — 45 nereit
(27,8 %).

BO3pacTHbIX Trpynn. B rpynne puBapokcabana ObLIO

Tabmuua 11. anusie no npoduito 3pPeKTUBHOCTH pUBapoKcabaHa M IMperapara CpaBHEHUS B
KOHIIE OCHOBHOT'O MIEpHO/Ia JCUCHUS

3¢ (HEeKTUBHOCTH)

CoobITHE PuBapokcaban IIpenapat cpaBHeHus
N=335* N=165*
Pemunue BTD (mepBuyHas KOHEYHAas TOYKa 4 5

(1,2 %, 95 % 1
0,4 % — 3,0 %)

(3,0 %, 95 % N
1,2 % — 6,6 %)

KomOunupoBanHast KOHEYHas TOYKa:
cuMnToMHBIH perunuB BTD + Geccumnromuoe
YXYAILLIEHUE PH TOBTOPHON BU3yaJTU3alluU

5
(1,5 %, 95 % JIA
0,6 % — 3,4 %)

6
(3,6 %, 95 % JIU
1,6 % — 7,6 %)

Kom0OuaMpoBaHHas KOHEYHAs TOYKA:
cuMITOMHBIH perunuB BTD + Geccumnromuoe
yXy[lleHue + OTCYTCTBHE W3MEHEHUH Ipu
MOBTOPHOM BU3yaJIU3allUuU

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

19
(11,5 %, 95 % JI1
73 %174 %)

PCKaHaJ'II/BaLII/I}I BCHEI npu
BU3yaJIM3allvun

TOBTOPHOM

128

43
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(38,2 %-95 J5-Hix = ' =1 (26,1-9%, '95 % Hit
33,0 %—43,5 %) 19,8 %—33,0 %)
KomOuHupoBanHas KOHEUHas TOYKA! 4 7
cuMNTOMHBIH  penuague  BTD +  Gombinoe (1,2 %, 95 % O (4,2 %, 95 % I
KpOBOTeueHHe (IHCTast KINHAIECKas BBITO/1a) 0,4 %—3,0 %) 2,0 %-8,4 %)
TpomO0OdMOOIMS  JETOYHONW  apTEepUHl €O 1 1
CMEPTENBHBIM HJIH HECMEPTEIBHBIM HCXOIOM (0,3 %, 95 % O (0,6 %, 95 % I
0,0 %—1,6 %) 0,0 %—3,1 %)

*monHast BEIOOPKA JUTS AHAJIH34, T.€. BCE JIETH, KOTOPbIe ObLIH PAHIOMHU3HPOBAHbI
JW = noBepUTEIbHBIA HHTEPBAI

Tabmuna 12. Jlanaele no npodumio 6e30MacHOCTH puUBapokcabaHa M IMpernapaTa CpaBHEHUS B
KOHIIE OCHOBHOTO MEpPHOA JICUCHUS

CoobITHE PuBapoxkcaban I[Ipenapat cpaBHeHus
N=329* N=162*
KoMmOuHupoBaHHast KOHEYHash TOuKa: OOJbIIOE 10 3
KpOBOT€UCHHE  +  KIMHUYECKH  3HAYMMOE (3.0 %, 95 % JI (1,9 %, 95 % T
He0OJIbIIOE KPOBOTEUEHHE (IIEPBUYHAS KOHEUHAs 1.6 %-5.5 %) 0,5 %-5,3 %)
TOYKa OC30IaCHOCTH)
0 2
BounbIioe kpoBoTeUCHHE (0,0 %, 95 % A1 (1,2 %, 95 % I
0,0 %—1,1 %) 0,2 %—4.,3 %)
JIioboe kpoBOTeueHWe, BO3HHKIIEE Ha (OHE 119 45
Tepanun (36,2 %) (27,8 %)

*BLI60pKa JUIA aHaJIn3a 6630HaCHOCTI/I, T.C. BCC ACTHU, KOTOPBIC ObLIN PAaHAOMU3UPOBAHBI U NOJYYHUIIN T1O KpaﬁHeﬁ
MEpe OJHY A03Yy HUCCICAYECMOI'0 JICKAPCTBECHHOI'O MIpeTiapaTra

[Tpodune 3dpdexTuBHOCTH U OGe30macHOCTH puBapokcabaHa ObUI B IIEJIOM COMOCTaBUMBIM Y
neauarpuieckoit nonyssuuu ¢ BTO u B3pocnoit nonynsuuu ¢ TT'B/TDJIA, onHako cooTHOIIEHNE
NAIMEeHTOB C JIIOOBIM KPOBOTEUYEHHEM ObLJIO BhILIE B NenuaTpuieckoil momynsauuu ¢ BTD mo
cpaBHEeHHIO co B3pocioi nonynsueit ¢ TTB/TOJIA.

[TanMeHTHI ¢ TPOMHBIM MMO3UTHUBHBIM aHTI/Id)OC(bOJ'II/IHI/IHHBIM CUHAPOMOM BBICOKOT'O pUCKa

B cnoHcupyemMoM uccienoBaTeneM  paHJOMHM3MPOBAHHOM  OTKPBITOM  MHOTIOLIEHTPOBOM
UCCIIEIOBAaHUH C 3aCIIETNIEHHON OLEHKOW KOHEYHBIX TOUEK pUBapoKcabaH U3ydalcsl B CpaBHEHUU
¢ BapdapuHOM Yy TMaLKMEHTOB € TPOMOO30OM B aHaMHE3e, Yy KOTOPBIX JUArHOCTHPOBAH
anTuocHomUNUAHBIA CHUHIPOM C BBICOKMM PHUCKOM TPOMOOAIMOOJIUYECKHX COOBITHUH
(TTOJIOXKUTENBHBIN pe3yNbTaT AJIsl BCEX TPEX TECTOB Ha aHTU(POCHOIUIHUIHBIN CUHIPOM: HAINYHE
BOJIYAHOYHOTO  AHTUKOATYJISIHTa,  AQHTUTEN K  KapAUOJUNUHY W aHTUTEN K
6era-2-rnukonpotenny I). ITocne Brimtouenns 120 manueHTOB Uccie0BaHUE ObUIO MPEKPaIeHO
JIOCPOYHO MO NMPUYMHE MOBBIINIEHHON YacTOThI COOBITHH y MAI[MEHTOB B IPyIie puBapokcadaHa.
Cpenusisi IPOJOKUTENBHOCT Neproia HabIroAeHus cocTaBmiia 569 nueil. 59 nanueHToB ObUH
pPaHIOMHU3HUPOBAHBI B IPyMIly puBapokcadana B o03e 20 mr (15 Mr /i maueHToB ¢ KIMPEHCOM
kpeaTuHuHa <50 Mi/mMuH) 1 61 — B rpynny Bapdapuna (MHO 2,0-3,0). Tpombosmbonuueckue
coObiTusi mpomszouu y 12 % mnanueHToB, paHIOMU3HPOBAHHBIX B TPYIIy pUBapokcabaHa
(4 nmemMuyeckUX MHCYNIbTA M 3 MH(papKTa MUOKapnaa). Y MaIlMEeHTOB, PaHJOMH3HUPOBAHHBIX B
rpynny BapdapuHa, cCOObITHS HE ObUIM 3aperucTpupoBaHbl. bosbioe KpoBoTeUeHHE TPOU3OIILIO
y 4 maruenToB (7 %) u3 rpynmnsl puBapokcadbana u 2 nauueHToB (3 %) u3 rpymnmsl BapdapuHa.
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5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

AOGcopouus

[IpencraBiaennass Hwke WHGOpPMAIMs OCHOBaHA Ha JAHHBIX, IOJYYEHHBIX BO B3pPOCIOU
HOMYJISILIUH.

PuBapokcaban ObIcTpo BcachiBaeTCs; MakcuMaibHas KOHIEHTpauus (Cmax) JOCTHTAeTCs 4yepes
2—4 4daca mocJie nmpruemMa TabJIeTKH.

[Ipu mpueme BHYTph B BUJE TaOJETOK B JIO3UPOBKE 2,5 Mr u 10 Mr puBapokcabaH BCaChIBAETCS
MPAKTUYECKH MOJHOCTBIO, IPU 3TOM ero 6uogoctynHocTth Bhicokas (80—-100 %) nezaBucumo OT
npuema nuiy. COBMECTHBIN ¢ UIIECH MpueM puBapokcadana B qo3e 2,5 mr u 10 Mr He BIUsIeT Ha
AUC u Cmax puBapokcadaHa.

B cB3M CcO CHMKCHHOH CTENEHbIO BCACBIBAHUWS, NMPU MpUeMe TabIETOK M03MpOBKOW 20 Mr
HATOIIAK HaOMIoganach OWOJNOCTYMHOCTH 66 %. Ilpm mpumeme TabneTok puBapokcabaHa
n03upoBKOM 20 MT BO BpeMsi €1l oTMedaniochk yBenuuenue cpeaneid AUC Ha 39 % mno cpaBHEHUIO
C MpHeMOM TalJIeTKH HATOIIAaK, MOKa3bIBas MPAKTHYECKH IOJHOE BCACHIBAHUE U BBICOKYIO
O6uogoctynHocTh. PuBapokcaban B 103upoBKax 15 mr u 20 Mr cieayeT NpuHUMATh BO BpeMs ebl
(cm. pasznmen 4.2.).

®dapMaKOKHHETHKA pUBapoKcabaHa MpaKTHUECKU JIMHEHHA B J103ax /10 15 Mr oAuH pa3 B I€Hb IpU
npreMe HaToIak. B ycnoBusax npuema puBapokcabana B Buae TabaeTok qo3uposkoid 10 mr, 15 mr
1 20 MT BO BpeMsI €161 Ha0JIF01aeTCsl 10303aBUCUMOCTh. [Ipu Oosiee BRICOKHX J103aX puBapokcadbaH
JEMOHCTPHUPYET a0COPOLINIO, OTPAHUYCHHYIO PACTBOPEHHEM, C YMEHBIIIEHHON OMOIOCTYITHOCTHIO
Y CHMDKEHHOM CKOPOCTBHIO a0COPOLIMY ITPU MOBBILLIEHUU J103bI.

dapMaKkOKMHETHKA pHBapoKkcadaHa XapaKTepU3YeTCsl YMEPEHHOH  MEeXUHAMBUAYalbHOMN
BapraleIbHOCTHIO (BapHallMOHHBIH KO3 duninenT) B fuana3zone ot 30 xo 40 %.

BcacsiBanue pruBapokcabaHa 3aBUCUT OT MECTa BEICBOOOXK/ICHHS B ey JOUHO-KUILIEUHOM TPaKTe
(OKKT). CHmxenne AUC u Cmax Ha 29% u 56 % COOTBETCTBEHHO HAOMIOAANOCHh MPHU
BBICBOOOXKJICHMM TpaHyJisiTa pHUBAapoKcabaHa B IMPOKCUMAIBHOM OTJAEJIe TOHKOM KHIIKH B
CpaBHEHUHU C MIPUEMOM IIEJIOW TaOJEeTKU. DKCIO3WIMA TpernapaTa eme 0ojiee CHIKAETCA MpHU
BBEJICHUU pUBApOKcabaHa B JUCTAIbHBINA OTJEN TOHKON KUIIKU WM BOCXOJSIIYI0 000J0YHYIO
kuiky. Takum oOpaszoM, cienyeT u30Oeratb BBENEHHUS pUBapokcabaHa IUCTaJIbHEE JKEIyJKa,
MIOCKOJIBKY 3TO MOXKET IIOBJIYb CHUKEHHE BCACBIBAHMSI U, COOTBETCTBEHHO, AKCIIO3UIIUU
puBapokcabaHa.

buonocrynnocts (AUC u Cmax) puBapokcadbana 20 Mr npu rpreMe BHYTpb B BU/I€ U3MEIbUEHHON
TabJETKN B CMECH C S0JIOUHBIM MIOPE WM CYCIIEHAWPOBAHHOW B BOJE, a TAaKXKe NP BBEJICHUH
yepe3 JKEITYAOYHbIM 30HA C TOCIEIYIOUMM IMPHUEMOM >KUAKOIO NHUTaHUs Oblla CpaBHUMA C
OMOJOCTYMHOCTBIO  IEJIOM  TaOJeTKu.  YuuThiBas  MPEACKa3yeMbld  J10303aBHCUMBII
dbapMakOKMHETHYECKU Tpomiib  puBapokcabaHa, pe3yiabTaThl JAHHOTO HCCIICIOBAHMS
OMOJOCTYITHOCTH MPUMEHUMBI TaKk)Ke U K 00Jiee HU3KUM J103aM puBapokcadaHa.

Pacnopenenenune

Cas3bIBaHue ¢ OeKaMH IJ1a3Mbl Y B3POCIIBIX BHICOKOE M COCTABISAET NMpUOIM3UTENsHO 92-95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHEHTOM SIBJIIETCSI CBIBOPOTOYHBIM anbOymuH. OO0BeM
pacripesielieHus] — YMEpeHHBIH, Vss cocTaBisieT mpuoiamu3uTenbHo 50 .

BI/IOTDaHCd)ODMaHI/IH U 3JIMMUHAIIUA

VY B3poCiBIX MaMEHTOB MpU MprUeMe puBapokcabaHa MPUOIU3UTEIBHO 2/3 M03bl MOJBEPraloTCs
MeTabonu3My U B JajdbHEHIIeM BBIBOIATCS PaBHBIMU YAaCTSIMH MOYKaMU U Yepe3 KHUIICYHHK.
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OcraBmascs 1/3 mpuHATOM 10361 BEIBOJAUTCS nocpencméﬁl;ﬁ;ﬂw %qeuirgﬁ |5IKCKI]—CHHI/I B- BHz[e

HEM3MEHEHHOTO JICHCTBYIOIIETO BELIECTBAa TJIABHBIM O0pa3oM 3a CYeT aKTHBHOM MOYEYHOU
CEKpELMH.

PuBapokcaban merabonusupyercs nocpeactsom nzopepmentoB CYP3A4, CYP2J2, a takxe mpu
IIOMOIIM MEXAHHU3MOB, HE3aBUCHUMBIX OT CHUCTEMBbl HUTOXpPOMOB. OCHOBHBIMM Yy4dacTKaMu
OonoTpaHcpopMaliK SBISIFOTCS OKUCIEHHE MOP(OIMHOBOM IPYIIIbI U TUAPOIIN3 AMUIHBIX CBS3EH.
CoryiacHO JaHHBIM, TOJIyYSHHBIM IN Vitro, puBapokcabaH sBJsIeTCS CyOCTpaToM uis OEIKOB-
nepeHocunkoB P-gp (P-rmukonporenna) u Berp (6enka ycTOMYHMBOCTH paka MOJIOYHOM KEJIE3bI).
Heusmenennslii puBapokcabaH sSBISETCS CaMbIM BaKHBIM COSTUHEHUEM B UEIIOBEUECKOH I1J1a3Me,
OCHOBHBIC WJIM aKTUBHBIC IMPKYJUPYIOIIME META0ONUTBI B IUIa3Me HE OOHApy>KEHBI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO COCTABIAET NpuOim3nuTenbHo 10 j1/49, MOXKeT ObITh
OTHECEH K JIEKAPCTBEHHBIM BEILIECTBAM C HU3KUM KiupeHcoM. Ilociie BHyTpUBEHHOrO BBEIECHUS
1 mr puBapokcabaHa nepuo/ NoJayBbIBEACHHS COCTaBIsAET 0K0JI0 4,5 yaco. [locie nepopanbHOro
npreMa BBIBEJICHHWE CTAHOBUTCS OTrPaHUYCHHBIM CKOpOCThi0 abcopbuuu. [lpu BeIBeneHuun
puBapokcabaHa U3 IJIa3Mbl KOHEYHBIN MEPHUOJ MOJTYBBIBEJCHHS COCTaBIsET OT 5 10 9 yacoB y
MOJIOJBIX MAaUKUEHTOB U OT 11 10 13 yacoB y MOXKMIIBIX NAI[UEHTOB.

DdapMaKOKMHETHYECKHE JAaHHBIC Y NAaIlUEHTOB

YV B3pOCIbIX MAIMEHTOB, MOJy4YaBIIUX puBapokcadad B mo3e 20 mr 1 pa3 B JeHb, IS JICUCHUS
octporo TI'B, reomerpuueckoe cpeanee konmeHTpaunii (90 % mpeauKTUBHBIN UHTEPBAJ) Yepe3
2—4 yaca u mpuMepHO dYepe3 24 yaca mociie mpuema J03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM W MHUHHUMQJIBHOW KOHIICHTPAIMSIM B HWHTEPBAJIC JO3UPOBAHUS) COCTABHIIO
215 (22—535) mkr/n u 32 (6—239) MKI/1, COOTBETCTBEHHO.
®dapMakokrHeTHYECKas-(hapMaKoIMHAMUYecKas 3aBUCHUMOCTh

CootHomienrne ¢apMaKOKMHETUYECKUX TMapaMeTpoB U  ¢apMakoguHaAMHUecKuX d(PQeKToB
(OK/D]]) Mexny KOHIIEHTpalMel puBapokcabaHa B Mja3Me KPOBU M HECKOJIBKHUMH KOHEYHBIMH
dbapmMakoIMHAMUYECKUMH TOYKaMH (MHruOupoBaHue ¢dakTopa Xa, TPOTPOMOMHOBOE BpeMms,
AUTB, HepTest) oriernBanock nocjie nmpuema mupokoro AuanazoHa 103 (ot 5 1o 30 mr nBa pasa
B CyTKH). B3aumocBsI3p Mex1y KOHIIEHTpalueil puBapokcabaHa M aKTUBHOCTHIO (akTopa Xa
HAWIYYITUM  OOpa3oM MPOJEMOHCTPUPOBAHA C HCIOJB30BAaHHEM MOJMETH  Emax. s
MPOTPOMOMHOBOTO BPEMEHHU MOJICIb JIMHEHHOW PEerpecCry B IIEJIOM JIYUIIe OTMHMCHIBACT JaHHBIC.
YrnoBoit Ko3hGUITUEHT 3HAYUTEIEHO MEHSJICS B 3aBUCUMOCTH OT PEaKTHBOB, HCIIOIb3yEMbIX IS
ompezeneHus: mpoTpoMOMHOBOTO BpeMeHu. [Ipu ncnons3oBanuu Habopa Neoplastin PT ucxognoe
3HauUEHUE MPOTPOMOMHOBOTO BPEMEHH COCTaBUJIO OKOJIO 13 ceK ¢ HAaKIOHOM JUHHUH OKOJIO
3—4 cex (100 mkr/m). Pezynbrate ananmuza cootHomenus OK/D]] B uccnenoBanusx Il u I dazbr
COOTBETCTBOBAJIM aHAJIOTHYHBIM MTOKA3aTEJISIM Y 3JIOPOBBIX TAIIHCHTOB.

Ion

VY B3pocibIX HE ObLIO KIMHUYECKHU 3HAYMMBbIX PA3Inyuil (papMakOKUHETUKU U apMaKOIUHAMUKU
CpeIu MYXXUYHMH U KEHIIHH.

Tloowcunoii eo3pacm

VY NOXWUIIBIX MallMEHTOB KOHIICHTPAIMK pUBapoKkcabaHa B TIa3Me KPOBH BBIIIE, YEM Y MOJIOJIBIX
nanueHToB; cpennee 3HadeHrne AUC npuOnu3utensHo B 1,5 pa3a mpeBbIlIaeT COOTBETCTBYIOIINE
3HAUEHUS Yy MOJIOJBIX MAaIMEHTOB, TJIaBHBIM 00pa3oM, BCIEICTBUE CHUXCHHS (BEPOSTHOIO)
obmero u movyevyHoro kimpenca. Koppekius 103s1 He TpeOyeTcs.
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Pasznuunas macca mena

COOTBETCTBYET ZKCNEPTHOMY OTUETY

V¥ B3pocnbix KpuTHueckas macca tena (Mmenee 50 xr u 6osiee 120 Kr) IMIIb HE3HAYUTEIBHO BIIHsIIA
Ha KOHLEHTpALUI0 puBapokcabaHa B Iuia3Me KpoBu (meHee 25 %). Koppekuus no3sl He
TpeOyercs.

Mesicomnuuueckue paznuuus

Knunuueckn 3HAUMMBIX paznuyuii (papMakOKMHETUKHM U (apMaKOJUHAMUKUA Y B3POCIBIX
NAIMEHTOB  €BPOIECOUIHOM, adpoaMepUKAaHCKOM, JIATHHOAMEPUKAHCKOW, SIMOHCKOM WU
KUTaWCKON 3THUYECKON MPUHAJICKHOCTH HE HA0II01a10Ch.

Hapywenue ¢ynkyuu neuenu

Y B3pOCIBIX MAIEHTOB C IIUPPO30M IEYEHU U HapyIIeHUEM (YHKIMU TEYEHH JIETKOW CTETICHH
(xknmacc A mo Yaitna-I1eto) papmMakoknHeTHKa puBapoKkcabaHa JIMIIb HE3HAYUTEIBHO OTIHYAIIACh
OT COOTBETCTBYIOIIMX IOKa3aTeiel B KOHTPOIBHOM TPYIIIE 3A0POBBIX UCTIBITYEMBIX (B CpETHEM
otmeuanoch yBennuenne AUC puBapokcabana B 1,2 paza).

VY nmanueHToB ¢ HUPPO30M MEYSHH M HapylleHueM (yHKIMHU NeYeHU cpeHel crenenu (kiacc B
no Yainn-Ilsio) cpenuss AUC puBapokcabana Obuta 3HAUUTEIBHO MOBBINIEHA (B 2,3 pa3a) 1o
CpaBHEHMIO CO 3/10poBbIMH jn00poBonblamu. HecBsazannas AUC yBenuuuBanack B 2,6 paza. Y
9THX MALMEHTOB TAK)Ke ObUIO CHUKEHO BbIBE/IEHUE pUBapoKcabaHa MOYKaMHU, CXOXKee C TAKOBBIM
y TAIMEeHTOB C HapylIeHHeM (YHKIUHM MOYEeK CpeiHed cremeHd. J[aHHBIE MO MAIMEHTaM ¢
TSDKEIIBIM HapylIeHHeM (yHKIIUU OTCYTCTBYIOT.

[TomaBnenue akTuBHOCTH (hakTopa Xa y MAMEHTOB C HapylIeHHeM (DYHKIUH MEeYeHU CpeaHei
CTeneHu ObUIO BBIpaXEHO B 2,6 pa3a CUJIbHEE, YEM Yy 3J0POBBIX J0OpPOBOJIBLEB; YBEIMUEHUE
IpOTPOMOMHOBOTO BPEMEHH B CXOXkeH cTeneHu Bo3pacTaio B 2,1 paza. [lanueHTsl ¢ HapyleHueM
(byHKLNU NTeYeHU cpesiHel cTeneHu OblIn 60siee YyBCTBUTENbHBI K pUBApOKCcabaHy, uTo SBJISETCS
cieAcTBueM  Oojee  TeCHOM  B3aUMOCBA3M  (hapMakoAMHAMHUYECKUX  3P(PEeKToB U
(apMaKOKMHETUYECKHX MapaMeTpOB MEXIy KOHLEHTpalued M MpOTPOMOMHOBBIM BpPEMEHEM.
PuBapokcaban MpOTHBOINOKa3aH NalMeHTaM ¢ 3a00JIeBaHUSAMM IE€YEHM, IMPOTEKAIOIIUMHU C
KOaryJonaTie W pPHUCKOM KIMHUYECKH 3HAYMMOTO KpPOBOTEYEHHS, BKJIIOYAs MAIMEHTOB C
nuppo3om rneuvenu kiacca B u C no knaccudukanmn Yaina-IIsio (cm. pazaen 4.3.).

Hapywenue ¢pynkyuu novex

Y  B3pociBIX MAallMEHTOB  HAOMIOAANOCh  yBEJIWYEHHE  SKCIIO3ULMU  pUBapokcadaHa,
KOppENUpOBaBIllee CO CHUKEHHEM NO4YeyHOH (YHKIMH, KOTOpas OIEHHWBAIACh W3MEpPEHHEM
KIupeHca kpeatuHuHa. Y manueHtoB ¢ Jjerkod (KnKp 50—80 mu/mun), cpenneit
(KnKp 30—49 mn/mun) u tsoxenoit (KnKp 15—29 mn/muH) crenenbio HapytieHus QYHKIIUU TOYEK
KOHIIEHTpaluu puBapokcabana B miaasme kpou (AUC) O6buim nmossiens! B 1,4, 1,5 u 1,6 pasa
cooTBeTcTBEHHO. (COOTBETCTBYIOIIEE YBEIMUEHUE (apMaKoJUHAMUUECKHX 3(P(PEeKToB ObUIO
Oosiee BbIpaXEHHBIM. Y TMALMEHTOB C JIETKOW, CpeAHEW M TSKENON CTeNeHbI0 HapyUICHHS
dbyHKIIMK TToYeK oO11ee mogaBiIeHNue akTHBHOCTH (hakTopa Xa yBenmnuuBaiiocs B 1,5, 1,9 u 2,0 pa3za
COOTBETCTBEHHO I10 CPAaBHEHUIO CO 37I0POBBIMH J100POBOJIBIIAMH; TPOTPOMOUHOBOE BPEMS TAKKe
yBenuuuBaioch B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.

Hannbie o nanuentax ¢ KnKp <15 mi/MuH OTCYTCTBYIOT.

[Ipeamnonaraercs, YTo puBapoKcadaH He MOJIBEPraeTcs IUAIN3Y B CBSI3U C BBICOKHM CBSI3bIBAHUEM
¢ OesKaMu TUIa3MBl.
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OCTOPOXKHOCTh MPH NMPUMEHEHUH npenapata y nanueHToB ¢ KnKp 15-29 mn/mun (cMm. pasznen
4.4).

CTHu

BezomacHocTh 1 3¢ (eKTUBHOCTE puBapokcabaHa y AeTel U MOJPOCTKOB B Bo3pacte 10 18 ner no
MOKa3aHUI0 TMPO(UIAKTHKA WHCYIbTa W CHCTEMHOW TPOMOOSMOONIMH Y TAlUEHTOB C
GuOpHILISIIAEH peIcepIuii HEKIIaIaHHOTO IPOUCXOXKICHUS HE YCTAaHOBJICHBI.

Abcopboyus

Jetu monydanu puBapokcabaH B BHJE TaOJETOK WM CYCHEH3UHU JJIS IpUeMa BHYTPh BO BpeMs
WIN cpa3y Mocje KOPMIJICHUS WM MpHeMa IHINM, BMECTe ¢ OOBIYHOW MOPIUEH >KUAKOCTH IS
oOecrnieueHrs Ha/IJIeKaIEero Jo3upoBanus y aeteil. Kak y B3pocibix, Tak U y 1eTell puBapokcadaH
OBICTPO BCACKIBAETCS MOCIIE IEPOPATBHOTO TIPUEMa Tpernapara B JIEKapCTBEHHOH (popme TadIeTKn
WJIM TPaHyJibl 1J1 IPUTOTOBJIEHUSI CYCIIEH3UH JUIsl TpreMa BHYTphb. He oTMeuasioch pa3HuULIbI HU B
CKOPOCTH, HU B CTEIICHH BCACHIBAaHUS MEXIY JEKApCTBEHHBIMU (opMaMH TaOJIETKH U TPAHYIIbI
JUTSI TPUTOTOBJICHUS CYCIICH3UH U1 IIpreMa BHYTpb. JlaHHble 0 (papMaKOKUHETHKE Y JIeTeil mocie
BHYTPUBEHHOTO BBEJCHHS OTCYTCTBYIOT, IO3TOMY a0COIIOTHASI OMOAOCTYIMHOCTh pUBapoKcabaHa
y JeTeil HeusBecTHA. bpuU10 0OHApYXEHO CHM)KEHHE OTHOCHTENBHOM OHOJOCTYIHOCTH IPHU
YBEIMYEHUH /103 (B MI/KT Macchl Tella), Ha OCHOBAaHHH YETO MOXKHO C/IENaTh MPEINOI0KEeHnE 00
orpaHuyeHusIx abcopOumu st 60see BHICOKHUX 103, TaXe MpU Iprueme ¢ nuieid. PuBapokcadan B
BUIC TaOJIETOK JO3UPOBKOH 15 mMr mim 20 Mr ciexyeT MpUHUMATh BO BPeMsi KOPMIICHHS WJIA BO
BpeMs eJbl (cM. pazaen 4.2.).

Pacnpeoenenue

CrienuduuHble B OTHOIIEHUH JeTel JTaHHBIC O CBSA3BIBAHMM PHUBAapOKcabaHa ¢ OeIKaMH IIa3Mbl
OTCYTCTBYIOT. JlaHHBIE O (hapMaKOKMHETHKEe Yy JeTed Imocje BHYTPUBEHHOI'O BBEACHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y jaereil (Bo3pacTHoM nuamasoH oT 0 mo <18 mer) mocne
NEepOpPAILHOTO MpUeMa pHUBapokcabaHa, CIPOrHO3UPOBAHHBIM C MOMOLIBIO HOMYJISIIMOHHOIO
(apMaKOKUHETHIECKOTO MOJICIIMPOBAHMS, 3aBUCHT OT MacChl Tella U MOXKET OBITh OIMCaH C
MOMOIUIbIO AJNIOMETPUYECKOW (PYHKIIMM cO cpelHUM 3HaueHueM 113 i1 mist cyObekTa ¢ mMaccoi
Tena 82,8 kr

buompancgopmayus u snumunayus

Crneunuduynpie B OTHOIIEHMHM JeTed JaHHbIE O MeTaboJIM3Me OTCYTCTBYIOT. JlaHHBIE O
dbapMakoKMHETHKE y JeTel Mocje BHYTPUBEHHOTO BBEJEHUS pUBapOKcabaHa OTCYTCTBYIOT.
Knupenc y nereit (Bo3pactHoi nuama3zoH oT 0 go <18 yer) mocne mnepopanbHOro mpuema
puBapokcabaHa, CIPOTHO3WPOBAHHBIN C MOMOIIBIO MOMYISIIIHOHHOTO (hapMaKOKUHETHUECKOTO
MOJICIUPOBAHUS, 3aBUCUT OT MACChl Te€JIa K MOXKET OBITh OMKUCAH C TTOMOIIBIO AJUIOMETPUIECKOM
GYHKIIMM CO CpeaHUM 3HadeHueMm & /4 g cyObekra ¢ Maccoil Tena 82,8 kr. CpenHue
TEOMETPUUYECKHE 3HAUCHMsI TIepHoJia TOJyBbIBeNCHHS (t1/2), PACCUMTAHHBIE C TOMOIIBIO
MOMYJISIIMOHHOTO (hapMaKOKMHETHYECKOTO MOJICTUPOBAHUS, YMEHBIIAIOTCS C YMEHBIIICHUEM
BO3pacTa U BapbUpYIOTCs OT 4,2 yaca y MOAPOCTKOB JI0 MPUMEPHO 3 4acoB y JeTel B BO3pacTe
2—12 ner, no 1,9 u 1,6 yaca y nereii B Bo3pacre 0,5 — <2 net u menee 0,5 rojia, COOTBETCTBEHHO.
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['eomeTpuyeckoe cpenHee koHmenTpanmii (90 % uHTepBaT) B HHTEpBAIaX BPEMEHU 0TOOpa mpoo,
IPUMEPHO COOTBETCTBYIOIMX MAKCUMAJIbHONM M MHUHUMAaJIbHOM KOHLIEHTpAlMM B WHTEpPBAJIE
JIO3UPOBaHUs, y Jaereit ¢ octpoit BTD, monyyaromux puBapokcabaH B J03€, 3aBUCSIIEH OT MacChl
Tesa, Ui MOJIy4eHUs SKCIO3ULHUH, COOTBETCTBYIOLICH TAKOBOM Yy B3pOCHbIX nanueHTos ¢ TI'B,

nosrydarontux 103y 20 mr 1 pa3 B ieHb, IpeACTaBICHBI B Ta0mie 13.

Tabmuna 13. CBognas cratuctuka (reomerpudeckoe cpeanee (90 % uHTEpBasl)) paBHOBECHBIX

KOHIIEHTpalui puBapokcabaHa B Ijia3Me KPOBH (MKI/J) B 3aBUCUMOCTH OT pexXHMa JO3UPOBaHUS

Y BO3pacra
Bpemennsie
HHTEPBAJBI
Onun pazB | N ot 12 o N oT 6 10
JeHb <18 jger <12 jgert
2,5-44aca | 171 2415 24 229,7
CITyCTSI (105—484) (91,5-777)
20—24 gaca | 151 20,6 24 15,9
CIYCTS (5,69—66,5) (3,42—45,5)
[Ba paza B N ot 6 10 N ot 2 10 N ot 0,5 1o
AeHb <12 jger <6 Jet <2 Jer
2,54 gaca 36 145,4 38 171,8 2 H.p.
CIYCTSI (46,0-343) (70,7-438)
10—16 wacoB | 33 26,0 37 22,2 3 10,7
CIyCTS (7,99-94,9) (0,25-127) (1.p.—H.p.)
Tpu paza B N oT 2 10 N OT POKIeHUs N ot 0,510 | N | oT po:kaeHusn
J€eHb <6 Jger oo <2 jer <2 jger a0 <0,5 ger
0,5-3 vaca 5 164,7 25 111,2 13 114,3 12 108,0
CITyCTSI (108—283) (22,9-320) (22,9-346) (19,2-320)
7—8 gacoB 5 33,2 23 18,7 12 21,4 11 16,1
CIYCTSI (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE paCCHYUTBHIBAJIOCH

3HaveHHs HUXKE HIDKHETO Tpenena koinuduectBeHHoro onpenenenus (HITKO) Obuin 3amenensr Ha

1/2 HITIKO pst pacuera cratuctuku (HITKO = 0,5 mkr/m).

CDapmaKOKuHemuuecxaﬂ-qbapMaKO()uHamuttecxaﬂ 3a6UCUMOCNb

Lon

Ananuz MOJIYYCHHBIX JAHHBIX HC BbIABUJI CYIICCTBCHHBIX pa3J'II/I‘-II/II71 B 3KCIO3HMIIMH

puBapokcabaHa y JieTeil pa3Horo InoJia.

Paznuunas macca mena

VY nereit no3a puBapokcabaHa 3aBUCUT OT MacChl Tela. AHAJIN3 TaHHBIX, TIOTYUYCHHBIX JJIs JETEH,
HC BBIABUJI 3HAYHNMOI'O BIIUAHUA HeJIOCTaTOLIHOfI MacCChI TE€Jia HUJIAN O)KI/IpeHI/ISI Ha S5KCITO3UIIUIO

puBapokcabaHa.

Meoicomnuueckue pasiudus

Ananus MOJIYYCHHBIX JAHHBIX HC BBIABUJI 3HAYMMBIX MCKITHHYCCKUX pa3m/1qm71 B 3KCIIO3UIIUHN

puBapokcabaHa y JeTel SMOHCKON, KHTalCKOM MM a3UaTCKON STHUYECKON MPUHAIIE)KHOCTHU 32

npenenamu SAnonnu u Kutas no cpaBHeHUIo ¢ 0011l nenaTpu4ecKoil momysnuei.
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Hapywenue d)VHKuuu nevyeru

Knunndeckue nanHbie A AeTel ¢ HapymeHueM (yHKIIMH IEYeHU OTCYTCTBYIOT.

Hapywenue d)VHKuuu noyexK

JlaHHbIEe KJIMHUYECKUX HMCCIIEIOBAaHUM y JeTed B Bo3pacTe | roja u crapuie co CpeAaHei wiu
TSDKEJIOW CTETEHbI0 HapymieHus (QYHKIHHM MO4YeK (CKOPOCTh KIIyOOUKOBOW (huiabTpanun
<50 mn/mun/1,73 M%) OTCYTCTBYIOT.

6. PAPMALIEBTHUYECKUE CBOMCTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BelIECTB

Pusapoxkcabau Kanon, 15 mr, Ta0aeTKH, MOKPLITEIE INIEHOYHON 000JI0UKOMH
Aopo:
[M'unpomeruiosa (TuapOKCUIIPONUIMETHIIIICIITION03a)

JlakT0o3BI MOHOTHIpAT

Marnus cteapar

Hatpus naypuicynbdar

[Tonakpuinux Kanus

[emrono3a mukpokpuctanyeckas (turm 101)

IInenounas obonouxa:

['unpomernio3a (ruIpOKCUTIPONUIMETHIILEIIIIOI03a)
['uriposo3a (TuApOKCUITPOTHIIIIECIUTION03a)

Tanbk

Turana quokcug (E171)

Kpacurens xene3a okcus kpacHblii (E172)
Kpacuresb xenes3a okcu xentoiit (E172)

PI/IBaDOKCB.6aH Kanon, 20 mr, Ta6J'IeTKI/I, MOKPBITHIE TNIEHOYHOM 000JI0YKOU

Aopo:

['unpomenosa (ruIpOKCUTIPONUIMETHIILIEIIIIOI03a)
JlakTO3BI MOHOTHIpPAT

Marnus creapat

Hatpus naypuiicynbdar

[TonakpunuH Kaaus

[emtrono3a Mukpokpuctaumdeckas (tum 101)

Inenoynas obonouxa:

['unpomennosa (THIPOKCUTTPOTTHIMETHIIIEIIIION03a)
['unposo3a (ruapOKCUIPONTUIIIEIUTION032)

Tanbk

Turana quokcun (E171)

Kpacutens xenesa okcup kpachblil (E172)
Kpacutens xenesa okcup xentoiil (E172)

6.2. HecoBMecTHMOCTE

He npumennmo.
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6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

3 roxa.

H3MenpuyeHHbIE TA0JIETKH

N3menbueHHble TaONeTKU puBapokcabaHa cTaOWUIIBHBI B BOJE U B SA0JOYHOM MIOpPE B TEUCHUE
4 gacos.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU
XpaHuTh npu Temneparype He Baiie 25 °C.
6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

I[To 7, 10, 14wumum 30 TabmeTok B KOHTYPHYIO SYCHKOBYIO VYIIAKOBKY W3 IUICHKH
nonuBHHUIXI0puHOK wiu [IBX/TIB/IX 1 (onbru anroMHHEEBOM Me4aTHON JIAKUPOBAHHOM.

ITo 28, 30, 56, 60, 98 nnu 100 Tabnerok B 6aHKY MOJMMEPHYIO JJIsl JIEKAPCTBEHHBIX CPEJICTB U3
MOJIMATUJICHA HU3KOTO JABJICHUS WM TOJMATUIECHTepedTanara, yKyNmOPEHHYIO KPBIIIKON u3
noymmaTuiieHa (25 % [OHJ + 75 % [19B/] win HU3KOTo 1aBJICHUS ) WU TOJUIIPOIIUIICHA.

[To 2, 4, 8 KOHTYpHBIX SYEHKOBBIX YMAaKOBOK 1o 7 Tabnerok wiau mo 1, 3, 6, 10 KOHTypHBIX
A4YEHKOBBIX ymakoBok mo 10 tabnerok, wiu mo 1, 2, 4, 7 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK IO
14 tabnerok, unu mo 1, 2 KOHTYPHBIX SIYEHKOBBIX ynakoBku mo 30 Tabnetok, wiu mo 1 Ganke
MOJIMMEPHOM s JICKAPCTBEHHBIX CPEICTB BMECTE C JIMCTKOM-BKJIAABIIIIEM TOMEIIAIOT B AUKYy U3
KapTOHA JJi NOTPEOUTEIBCKOM Taphl.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUUYTOXKEHHH  HMCIOJb30BAHHOTO
JIEKAPCTBEHHOr0 mpemapara WJH OTXO0JA0B, TMOJYYE€HHBIX TOCJIe NPUMEHEHUs
JIEKAPCTBEHHOT0 Mpenapara, u pyrue MaHuMmyJIsiliUU ¢ PenapaTom

Het oco6bIx TpeGoBaHUil K yTUIN3AIMH.

N3MenbueHne TabJIETOK

Tabnerku puBapokcabaHa MOXHO M3MENbUYUTh, CYCIIEHAMPOBATh B 50 M BOABI U BBECTH 4epe3
HA30TacTPAJIbHBIN WM XKEITyI0UHbII 30H/ 110CIJIE TOATBEPKACHUS ITOJO0KEHHSI 30H]1a B KEITYAKE.
[Tocie 3TOro HEOO6XO0IMMO MTPOMBITE 30H]T BOJIOW. B cBsi3u ¢ TeM, uTo abcopOius puBapokcabaHa
3aBUCHUT OT MECTa BBHICBOOOXK/IEHUS JIEHCTBYIOIIETO BEIECTBA, HEOOXOAUMO U30€eraTh BBEIECHUS
puBapokcabaHa JUCTalbHEE KeNy/lKa, B IPOTUBHOM CIIy4ae 3TO MOKET MPUBECTU K CHHIKEHUIO
abcopOuMM U, CIElI0BaTEIbHO, K CHIKEHHIO SKCIO3UIMM JeicTByromero BemecTtBa. [locie
BBCJICHUS HW3MEJIbUCHHON TalneTkn puBapokcabana 15wmr wmmum 20 Mr HeoOXomumo
HE3aME/UINTEIbHO OCYIIECTBUTH IIPUEM DHTEPAIBLHOTO MUTAHUS.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHMUSA

Poccniickas Penepanvs
3A0 «KaHoHdapma MpogaKIiH»
141100, MockogBckas 001., T.0. [1I€nkoBo, r. [1[€nkoBo, yi. 3apeunas, 1. 105.

Ten.: + 7 (495) 797-99-54.
DnekTpoHHas noyra: safety(@canonpharma.ru

7.1. IlpencraBuTe b Aep:KaTesisd PerucTPAIMOHHOI0 YA0CTOBEPEeHUA

[Iperen3un norpeOUTENEH HAIPABIATE 10 AAPECY:

Poccniickas @enepanvs
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3A0 «KaHOHq)apMa IIpoaaKIIH» |I_I OCl E'J'I: BATEITIEHOCTb 0003 )

141100, MockoBckas 001., T.0. [ll€nkoBo, r. [1[€nkoBo, yin. 3apeunas, 1. 105.
Tem.: + 7 (495) 797-99-54,

+ 7 (800) 700-59-99 (6ecruiatHas ropsiuast TuHUsA 24 yaca).

OnekrponHas moura: safety@canonpharma.ru

8. HOMEP PETMCTPALIMOHHOI'O YIOCTOBEPEHHUSA
JIIT-Ne(009168)-(PT-RU)

9. IATA NMEPBUYHOM PETMCTPAIIMMA (IIOATBEPXJIEHWS PETMCTPAIIUM,
INEPEPETNCTPALIUN)

Hara nepsoii peructpauuu: 10.03.2025

10. IATA IEPECMOTPA TEKCTA

OOras XxapakTepUCTHKa JICKapCTBEHHOTro mpemaparta PuBapokcaban KaHOH mocTymHa Ha
UH(OPMAIIMOHHOM [opTaiie EBpasuiickoro 3KOHOMHYECKOrO C€OK3a B HMH(POPMAIHOHHO-
KOMMYHHUKAIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/.
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