OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHHME JIEKAPCTBEHHOI'O IIPEITAPATA

PuBapoxkcaban, 15 mr, TabIeTKH, MOKPHITHIE TNIEHOYHOW 000JI0YKOI

Puapoxkcaban, 20 mr, TabIETKH, MOKPHITHIE TNIEHOYHOW 000JI0YKOI

2. KAUYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JleiicTByIoIIee BELIECTBO: puBapoKcadan

PuBapoxcabad, 15 Mr, Ta0JIETKH, IOKPBITHIE IJIEHOYHOM 000JI0YKOM

Kaxxnas Tabnerka, mOKpbITast MJICHOYHOM 000JI0YKOM, conepxuT 15 Mr puBapokcabaHa.
BcenomorarenbHble BeleCTBA, HAMYME KOTOPBIX HAJO YUYHUTHIBATh B COCTABE JIEKAPCTBEHHOIO
Ipernapara: JJakTo3a, HaTpuil (cM. paszaen 4.4.).

Pusapokcaban, 20 mMr, TabJIETKH, IMOKPBITHIE INIEHOYHON 000JI04YKOM

Kaxxnas Tabnerka, moKpwITask INICHOYHON 0007109KOM, cofepkuT 20 Mr puBapokcabaHa.
BcnomorarenbHble BEIIECTBa, HATMYKME KOTOPBIX HAZ0 YUYMTHIBATH B COCTABE JIGKAPCTBEHHOTO
Ipernapara: JJakTo3a, HaTpuil (cM. paszaen 4.4.).

[TonHbIi epeueHb BCIOMOTaTeNNbHBIX BEIECTB MPHUBEIEH B pa3zaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHOH 000JI0UKOIA.

Pusapokcaban, 15 mr, TabJIETKH, TOKPBITHIE INIEHOYHON 000JI104YKOMU

Kpyriibie 1BOSIKOBBIYKIIbIE TAOJETKH, MOKPBITHIEC MJICHOYHOW OOOJIOYKOM, KPacHOTO IIBETa ¢
IpaBUpPOBKOM «15» Ha 0IHOM CTOPOHE U INIaIKUE HA APYTOM.

Pusapokcaban, 20 mMr, TabJIETKH, IMOKPBITHIE INIEHOYHON 000JI04YKOM

Kpyriibie 1BOSIKOBBIMYKIIbIE TaOJIETKH, IOKPBITHIE IMJICHOYHON 000JI0YKON, KPACHO-KOPHUYHEBOTO
LIBETa C rpaBUPOBKOM «20» Ha OAHON CTOPOHE U IIaJKUE HA APYTOM.
4. KIMHUYECKUE JJAHHBIE
4.1. IToka3aHusi K IPUMEHEHHUIO
[Ipenapar PuBapokcaban moka3aH K NPUMEHEHHIO KakK y JeTeil W MOAPOCTKOB B BO3PACTE 10
18 ner ¢ maccoii Tena ot 30 Kr, Tak U y B3pOCIIbIX.
Bspociibie
e mpodWIAKTUKA MHCYJIBTA U CUCTEMHOW TpoMOO3MOOIMM y MAIMEHTOB ¢ (UOpHLIALNEH
Ipeacepanii HEKIaMaHHOTO IPOUCX 0K ICHUS;
e neueHue Tpombo3a riyookux BeH (TI'B) u TpomGosMOomu nerounoit aprepun (TOJIA) u

npodunaktuka peuuausoB TI'B u TOJIA.



Jletn 1 moapocTku 110 18 et ¢ maccoit Tena ot 30 kr

e JeyeHHe BeHO3HOW TpomOosMbOommu (BTD) u mpodunaktuka peunauBoB BTD mocne He
MEHee 5 IHEeW HadaJabHOM MapeHTepaIbHOM AaHTUKOATYJITHTHOM TepaIui.
4.2. Pesxum 103MpOBaHus U cNOCO0 MPUMEHEHUs

PexxuM no3upoBaHus

Ipopunaxmuxa uncyroma u cucmemHou mpomooIMo0aUlL Y 83POCIbIX

PexomennoBannasi jno03a cocraBiser 20 Mr OIMH pa3 B JI€Hb, UTO TakKXe SBISETCA
PEKOMEHIOBAHHON MAaKCUMAJIbHOW CYTOYHOM JO30M.

Tepamnus npenmapatom PuBapokcabaH JOKHA paccMaTpUBATHCS KaK JOJITOBPEMEHHOE JICUCHHE
MIPH YCIIOBHH, YTO T0JIb3a OT MPOMUIAKTUKYA HHCYJIBTA U CHCTEMHOMN TPOMOOIMOOIHIH TIPEBHITIIAET
pHUCK KpoBOTeUeHHUs (cM. pazaen 4.4.).

[leticmsus npu nponycke npuema npenapama

Ecnu mpueM 03Bl MpOMyIIEH, MalUeHT JOJDKEH HEMEMNJICHHO MPHUHATh TaOJEeTKy Iperapara
PuBapokcaban u Ha ciexyromuil J1eHb MPONOJDKATh MpPUEM MpenapaTa OAMH pa3 B JIEHb Kak
PEKOMEHI0BaHO. B 3TOT ke [IeHb He CllelyeT NPUHUMATh JBOMHYIO 103y Ul KOMIICHCALIUU
IIPOITYLIEHHOM 03bL.

Jlewenue TI'B u TOJIA u npogunakmura peyuousos TI'B u TOJIA y e3pocavix

PexoMenoBaHHas HadaibHas A03a 1npu JiedeHuH ocTpbix TI'B unu TOJIA coctasnsger 15 mr nBa
pa3a B IcHb B TEUEHHE NIEPBBIX 3 HEJEJb C MOCIEAYIOINM IIEPEX0I0M Ha 103y 20 Mr OiMH pa3 B
JIeHb JUIS NajbHeuero geueHus u npodunaktuku peruausoB TI'B u TOJIA.

KopoTkass mpomomKUTenbHOCTh Kypca JeueHuss (Kak MUHUMYM 3 Mecsla) JO0JDKHA OBITh
paccMotpena i nanueHToB ¢ TI'B u TOJIA, cnpoBOLMpPOBAaHHBIX CEPbE3HBIMH OOPATHMBIMH
¢dakTopamu pucka (T.e. HeZJaBHEE Cepbe3HOE XHUPYPrUuieckoe BMEIIaTeIbCTBO WK TpaBma). bonee
JUTUTENBHBIN MEPUOJT JICUEHUS JOJDKEH OBITh paccMoTpeH Uit nauueHToB ¢ TI'B nmm TDJIA, He
CBSI3aHHBIMU C CEPbE3HBIMHU 00PaTUMBIMU (DaKTOpaMu pHCKa, ¢ HeclipoBoupoBaHHbIMU TI'B min
TOJIA, nimm ¢ TI'B nnu TOJIA B aHamHe3e.

Korna nokaszana npoanenHas npogwiaktuka peunauBo TI'B umn TOJIA (mocne 3aBepuieHus
Kak MUHUMYM 6 MmecsueB nedenust TI'B nnu TOJIA), pexomennoBanHas 1o3a coctasisger 10 mr
OJIMH pa3 B eHb. Ecnu Bpau HazHauwi Bam npenapat B no3ze 10 Mr, Bam cineayer npuHuMaTh
puBapokcalaH, BBIITYCKAaeMbIi B COOTBETCTBYIOIIEH J03UPOBKE.

[TanmenTam ¢ BbICOKMM puckoM peruausupytomero TI'B wnn TOJIA, TakuM Kak ManueHTsl ©
TSOKEIBIMU COIMYTCTBYIOIIMMU 3a00JIEBaHUSIMH WIIM Y KOTOPBIX pa3BHIICS peruauBupyromuii TI'B
wii TOJIA npu AnUTENbHON NpPOQHUIAKTHKE MpenapaToM, COJAEpXKAalluM puBapokcabaH B
no3upoBke 10 Mr oauH pa3 B JE€Hb, HEOOXOIMMO paccMOTpeTh Ha3HAu€HHE Iperapara

PuBapokcaban B 1o3upoBke 20 MI' OMH pa3 B JCHb.
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HpO,Z[OJDKI/ITeJIBHOCTB JICUCHHUA U HOHGOp A03bI JOJIKHBI OIMPCACIIATHECA MHAWUBUAYAJIBHO IMOCJIC
TIHaTeHBHOﬁ OLCHKHU IMOJIb3bI JICHCHUA IO CPABHCHUIO C PUCKOM BO3HUKHOBCHUS KPOBOTCUCHUA

(cm. pasznen 4.4.).

IIepuon Bpemenu Cxema npuema CymmapHas
CyTOYHas
n03a

Jleuenne u nmpodumiakTuka | aeHs 1-21 15 mr nBa pasa B neHp | 30 mr
peunauBoB  TI'B  wmm | ¢ 22 s 20 Mr onuH pa3 B JieHb | 20 Mr
TOJIA
[Tpodunaktuka nocne 3aBepwieHuss Kak | 10 mr oguH pa3 B aeswb | 10 mr
peunauBoB TI'B u TOJIA | MunumMyM 6  MecslEB | WU W

nedyenust TI'B wnu TOJIA | 20 mr oguH pa3 B AeHb | 20 mr

leticmsus npu nponycke npuema npenapama

Ecau mpuem 10361 mpomylieH npu pexxume qo3upoBaHusi 15 mr nBa pasa B AeHb (aeHb 1-21),
NAIMEHT J0JDKEH HEMEAJICHHO MPHUHATH Ipenapar PuBapokcabaH misi JOCTHKEHHS CYyTOYHOM
no3bl 30 Mr npenapata PuBapokcaban. B nanHoM ciydae nBe TabneTku mo 15 Mr mMoryT ObITh
NIPUHATHI B OJIUH nipueM. Ha creyromniuii 1eHp NaueHT J0IHKEH MPO0JKaTh PETYIISPHBINA TpHeM
npemnapara 15 Mr 1Ba pasa B IeHb KaK peKOMEHIOBAaHO.
Ecnu mpueM 1036l TPOMYIIEH NMPH PEeXUME A03UPOBAHUS OIWH pa3 B JCHb, MALUCHT JOJDKCH
HEMEJUICHHO MPUHATH TaOJIeTKy mpenapara PuBapokcabaH M Ha CIEIYIOUIMHA JeHb MPOA0JIKATh
IpUeM TpenapaTa OJMH pa3 B IeHb KaK pEKOMEHIOBaHO. B 3TOT ke JeHb He clelyeT NpUHUMATh
JBOMHYIO J103Y JUISl KOMIIEHCALIUK IIPOIYIEHHOMN J03BI.
Ilepexoo ¢ anmaeconucmos sumamuna K (ABK) na npenapam Pueapokcaban
e [Ipodunaktuka HHCYJIbTa U CUCTEMHON TPOMOOIMOOIHH:
crenyet npekpatuth Jieduenne ABK u HauaTh nedenue npemnapatoMm PuBapokcaban mpu
3HaYEHUH MEKIYHapoJHOro HopManu3zoBaHHoro otHomenus (MHO) < 3,0.
e Jleuenue TI'B, TOJIA u npodunakTHKa perUINBOB Y B3POCIbIX:
crenyet npekpatuth Jiedenne ABK u HauaTh nedenue npenapatoMm PuBapokcaban mpu
sHayennu MHO <2.5.
ITpu nepexone nanuentoB ¢ ABK na npenapar PuBapokcaban 3Hauennst MHO OyayT ommiGouHo
3aBBIIICHHBIMU TOCTE Tpuema npenapata PuBapokcadan. MHO He moaxonuT it onpeaeneHus
AaHTUKOAryJIsHTHOM aKTUBHOCTM Impernapara PuBapokcabaH © TOITOMY HE JIOJDKHO

HCIIOJIB30BAThCS € 3TOM 1eibio (cM. paszaen 4.5.).



Ilepexoo ¢ npenapama Pusapokcaban na anmazonucmol gumamuna K

CymiecTByeT BEpOSTHOCTh BOSHUKHOBEHHSI HEJOCTATOYHOTO aHTHUKOATYJISIHTHOTO 3¢ ¢eKTa npu
nepexone ¢ mpenapara PuBapokcaban Ha ABK. HeoOxommmo o0ecmeuuTh HEMpepbIBHBIN
JOCTaTOYHBIA aHTHUKOATYJSIHTHBIM 3(p@dekT Bo Bpems IepexoJa Ha albTepHATUBHBIN
aHTukoarynsHT. Creayer OTMETUTh, 4YTO mpenapaT PuBapokcaGaH MOXKET CHocoOCTBOBATH
nosslmeHnto MHO.

[Tanmentam, mepexomsmuMm ¢ npenapata PuBapokcaban Ha ABK, criemyer ogHOBpeMeHHO
npunuMath ABK, noka MHO ne gocturner 3nauenust > 2,0. B TedeHue mepBbIX ABYX JHEH
IIEPEXOIHOT0 NIEPUOAA T0JKHA IPUMEHAThCS CTaHJapTHas HayasbHad 103a ABK ¢ nocnenyromeit
noszoii ABK, ompenensiemoii B 3aBucumoctu ot BennuuHsl MHO. Bo Bpemst ogHOBpeMEHHOTO
npuMeHeHus npenapata PuBapokcaban u ABK 3nauerne MHO nomxHO onpenensThes He paHee,
yeM dyepe3 24 dyaca MOcCi€ HNOpeaplayllero, HO 10 IpUeMa CIeayrouled 103bl Npenapara
PuBapokcaban. [locne mpekpaiienus nmpuema npenapara Pusapokcaban 3nauenue MHO moxer
OBITH IOCTOBEPHO ONpeeNeHO Yepe3 24 yaca mocje npueMa rnocieaneit 10361 (cM. pasnenst 4.5.
us.2.).

Ilepexo0 ¢ napenmepanbHblx AHMUKOAYIAHMOS Ha npenapam Pusapokcaban

VY B3poCIIbIX, MOJyYalOIUX MapEeHTEpaIbHble aHTUKOATYJISIHTBI, CIEAYET IIPEKPATUTh BBEICHUE
MIapEeHTEPAIbHOTO aHTUKOATYJIIHTa M HauaTh IpUMEHeHue npenapara Puapokcaban 3a 02 yaca
70 BPEMEHM CIIEQYIOIIEr0 IUIAHOBOIO BBEJIEHUS IApEHTEPaIbHOIO Ipenapara (Hampumep,
HU3KOMOJIEKYJIIDHOTO T€lapuHa) WIA B MOMEHT NPEKpalLEHUs] HENPEpPbIBHOIO BBEICHUS
NapeHTepaIbHOrO TpenapaTta (HalpuMep, BHYTPUBEHHOTO BBEACHUS HE(PPaKIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo ¢ npenapama Pusapokcaban na napenmepanbHvle AHMUKOAZYIAHNbL

Crnenyer oTMEHUTH Impenapar PuBapokcabaH W BBECTH MEPBYIO 103y IapeHTEPATHLHOTO
AHTHKOAryJssHTa B TOT MOMEHT, KOTJa HYXHO HpPHUHSITH CJIEAYIOUIYI0 J03y Ipernapara
PuBapoxkcaban.

Oco0ble rpyIIIbl MalUEeHTOB

Ilayuenmui ¢ napyuieHuem GyHKyuu novex

Nmeroiuecss orpaHUYEHHbIE KJIMHUYECKHUE JTaHHBIE IEMOHCTPUPYIOT 3HAUUTEIbHOE MOBBIIIEHNE
KOHIIGHTpaluil puBapokcadaHa B IIa3Me KPOBU Y MAIMEHTOB C TSHKEJIONW CTENEHbIO HApYyIICHHS
¢ynkuun nouek (knmupenc kpearununa (KnKp) 15-29 mn/mun). Benencrsue 3toro i 1aHHOU
KaTeropuu TMalueHTOB Ipemnapata PuBapokcabaH cieayeT HPUMEHSTb C OCTOPOXKHOCTBIO.
[Tpumenenue He pekoMenayetcs y nanuenTon ¢ KinKp < 15 mu/mun (cm. pazaenst 4.4. u 5.2.).

VY manuentoB co cpenned (KnKp 30—49 mun/mMun) unm Tspxenoit (15-29 mi/MuH) CTeNEHBIO

HapyIleHus PyHKIMH MoYeK He0OX0IMMO CJIeZIOBATh PEKOMEHIAIUAM HIDKE:
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e [lpu npodunakTuke HHCYJIbTa M CHUCTEMHOM TPOMOOAMOONMH Yy TALUEHTOB C
¢ubpmwusinueit npeacepAnii HEKJIAAaHHOTO IMPOUCXOXKACHUS PEKOMEHIOBaHHAas 1032
cocTaBisieT 15 Mr oguH pa3 B AeHb (cM. paszaen 5.2.).

e [Ipu neuenun TI'B u TOJIA, u npodunaktuke peuuansoB TI'B u TOJIA: nanuentam
HE00X0IMMO MPUHUMATh 15 MTI JBa pasza B JeHb Ha MPOTSHKEHUU NEPBBIX TPEX HEAETb.
BriocnenctBum, Korga pekoMeHyeMast 1o3a npemnapara PuBapokcaban coctaBut 20 mr
OJIUH pa3 B JE€Hb, CIAEAYET MPEIyCMOTPETh CHIKEHHUE 03kl ¢ 20 Mr 10 15 Mr ouH pa3 B
JI€Hb, €CJIM PUCK BO3HUKHOBEHMS KPOBOTEYECHUE Y MMALIMEHTA BbIIE pUucKa peauausos T1'B
n TOJIA. PexkoMmeHmanuss 10 NPUMEHEHMIO 710361 15 Mr ocHoOBaHa Ha
(apMaKOKMHETUYECKOM MOAETUPOBAHUN M HE U3Yy4aach B KIIMHUYECKUX HCCIIEJOBAHUSIX
(cm. paznpensr 4.4.,5.1. u 5.2.).

Korga pekomennoBannas n1o3a cocrasisier 10 Mr oauH pa3 B J€Hb, KOPPEKIMH 1036l 11O
CpaBHEHHIO C pEeKOMEHJ0BaHHOM He TpeOyeTcs. Ecnu Bpau HasHaunn Bam npemnapar B 103e
10 mr, Bam crnemyer mpuHUMaTh pUBapoKcabaH, BBITYCKAEMbIH B COOTBETCTBYIOLICH
JO3UPOBKE.

VY NmaIueHToB ¢ Jerkoii crenensio HapyeHus Gynkuun noyek (KinKp 50-80 mu/mMuH) koppekius

10361 He Tpedyercs (cM. pazaen 5.2.).

Iayuenmoi ¢ napyuieHuem GyHKyuy nevenu

[Ipemapar PuBapokca®aH TNpPOTHBOMOKa3aH NalMeHTaM ¢  3a00JeBaHUSAMHU  TICUCHH,

COIIPOBOXAAIOIIUMHUCS KOATYJIONATUENH U PUCKOM KIMHUYECKH 3HAYMMOTIO0 KPOBOTEUEHHUS, B TOM

qHcie MaludeHTaM C LUPPO30M IEUYeHHM W HapylleHHeM (QyHKUMH nedeHu kiacca B u C mo

knaccudukanuu Yainna-ITeto (cm. pazaenst 4.3. u 5.2.).

Layuenmor noxcunozo 6ospacma

Koppexkuus n1o3e1 He TpeOyeTcs (cM. paznen 5.2.).

Macca mena

Koppexiust 10361 y B3pocibiX He Tpedyercs (cM. pa3aen 5.2.).

Ilon

Koppexkuus n1o3e1 He TpeOyeTcs (cM. paznen 5.2.).

Iayuenmei, noosepaarowuecs Kapouosepcuu

Jleuenne mnpemnaparom PuBapokcabaH MOXeT OBITh HAyaTO WJIM MPOJOIDKEHO Yy TAIMEHTOB,

KOTOPBIM MOKET OTPeOOBATHCS KapAHOBEPCHSL.

[Tpu mpoBeieHNH KapJMOBEPCUH TI0J] KOHTPOJIEM YpeCcTIUIIeBOAHOM 3xokapanorpaduu (UI19xo-

KTI') y mammeHToB, KOTOpble paHee He MOXy4aad aHTUKOATyJISSHTHON Tepanuu, A 00ecreyeHHs

aJIeKBaTHOW AaHTUKOATYJSIMM JieYeHUe mpenapaTtoM PuBapokcabaH MOMKHO HAYMHATBHCS TI0

MeHbLIEH Mepe 3a 4 yaca 10 KapanoBepcuu (cM. paszaenst 5.1. u 5.2.). [l Bcex NalueHToB nepes
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KapnOBEepCHel OKHO OBITh MOJTYYEHO MOATBEPKICHUE O TOM, YTO IMALMEHT MPHUHSJ Ipernapar
PuBapokcaban B COOTBETCTBUU C Ha3HaYeHHEM Bpaua. [Ipy NpUHATHM pelIeHHH O Havajie |
IIPOJOJDKUTEIBHOCTH JICYEHUS CIIEYET IPUHUMATh BO BHUMaHUE JEHCTBYIOIINE PYKOBOJCTBA U
PEKOMEHIALINU IO AaHTUKOATYJISIHTHOM Tepanuy y NalMeHTOB, OABEPraloLMMCs KapIHOBEPCHH.
Iayuenmol ¢ Quobpuniayueil npeocepOull HeKIAnAHHO20 Npoucxodicoenus, nepenecuue KB
(upeckodicHoe KOpOHAPHOe BMEUAmenbCnmeo) co CMEHmMUpPosanuem

Hmeercss orpaHU4eHHBIA ONBIT NMPUMEHEHHs npernapara PuBapokcabaH B yMEHBIICHHOM 03¢
15 mr 1 pa3 B nenb (uau 10 Mr 1 pa3 B AeHb U1 NALIMEHTOB CO CPEIHEN CTENEHBIO HAPYILIEHUS
¢yukuun nouek (KnKp 30-49 mn/mun)) B komOuHanmu ¢ uHruOuropom peuentopa P2Y12 B
TEYEHHE MAKCUMyM 12 MecsueB y ManueHTOB ¢ GUOpwuIAnuedl mpeacepauii HEKJIAaHHOTO
MIPOUCXOXKACHUS, KOTOPBIM HEOOXOAUM MPHEM MEepOpalIbHBIX KOaryJssHToB U nepeHecmnx YKB
CO CTeHTHpOBaHUEM (cM. pa3zaensl 4.4. u 5.1.). Ecinu Bpau HazHaunn Bam npenapar B no3ze 10 wr,

Bawm crnengyet npuHUMaTh puBapokcadaH, BBITYCKAaeMbIi B COOTBETCTBYIOIIEH J03UPOBKE.

€T’
Jlewenue BTO u npogunakmuxa BTO y demeti u noopocmkos
Jleuenue npenaparom PuBapokcaban y aereil 1 moapocTKOB B Bo3pacTe 10 18 jieT J0KHO OBITh
HA4aTo Iocjie HE MeHee 5 JHEN HauyalbHOU NMapeHTEepaJbHON aHTHKOATYJSIHTHOW Tepamuu (CM.
paznen S5.1.).
Jlo3a u1st 1eTeil ¥ OAPOCTKOB PAaCCUUTHIBAETCS B 3aBUCMMOCTH OT MaccChl TeJa:
e macca tena ot 30 kr 10 50 kr:
pEKOMEH/IOBaHHas Jo03a 15 Mr puBapokcabaHa OIMH pa3 B JI€Hb, 4YTO SBJSETCA
MaKCUMaJIbHOM CYTOYHOH J030H;
e macca tena 50 kr unu Oonee:
pekoMeH0BaHHas jgo3a 20 Mr puBapokcabaHa OIMH pa3 B JI€Hb, 4YTO SBJSETCA
MaKCUMaJIbHOM CYTOYHOH J030H;
® I TAalMEeHTOB ¢ Maccod Tena MeHee 30 Kr HEOOXOOUMO NPUMEHSTH Ipernapar
puBapokcabaHa B JIEKAPCTBEHHOW (GopMe IpaHysIbl U MPUTOTOBJICHUS CYCIICH3UH IS
IIpYeMa BHYTpb.
Ha perymsipHoii ocHOBE HE00X0IMMO MOHUTOPUPOBAThH BeC peOCHKA M IIEpeCMaTpHUBATh 03Y. ITO
HE00X0IMMO, YTOOBI 00eCIeUnTh MOAIEp)KaHUE TEPaNeBTHUECKON 103bl. KOppeKTHpOBKa 1036
JIOJKHA BBITIOJIHATHCS TOJIBKO Ha OCHOBAaHWU M3MEHEHUS MacChl Tela.
Tepamnus y neteil 1 NoApOCTKOB JODKHA IPOJOIDKATHCA 110 KpaliHEN Mepe B TE€UEHHE 3 MECALIEB.
JUTUTENTbHOCTh JICYEHUSI MOXKET OBbITh yBeNWYeHa A0 12 MecsleB B clyyae KIMHHYECKOU

HeoOxonuMocTu. [laHHbIE B MOIACPIKKY CHIDKEHHS JO3bI Y JAeTeil mocie 6 MecsleB Tepanuu
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oTCcyTCTBYIOT. COOTHOILIEHHE TOJb3a-PUCK IPHU JUIMTEIBHOCTH TEpPAlMU CBBILE 3 MECHLEB
JIOJDKHO OIICHWBATBHCSl MHIMBHYaJbHO, MPUHUMAas BO BHMMAaHHE PUCK peluaAnBa TpomOo3a H
MIOTECHIUAIbHBIM PUCK KPOBOTECUYECHUS.

[leticmsus npu nponycke npuema npenapama

Ecnu npuem 10361 pOMyIIeH, HeOOXOAMMO MPHHATH MPOIYIIEHHYIO 103y KaK MOXKHO ObIcTpee
II0CJIe TOTrO, KaK 3TO 3aMETUJIM, HO TOJBKO B ATOT K€ JIeHb. ECIM 3TO HEBO3MOXHO, MALIMEHT
JOJDKEH IPONYCTUTH 3Ty 03y M MPOJOJIKHUTH MPUEM CO CIEIYIOIIEH J03bI B COOTBETCTBUU C
HazHaueHueM Bpaua. llanyeHT He JOKEH NpUHUMAaTh ABOWHYIO 103y JUIsl KOMIIEHCalUu
IIPOITYLIEHHOM 03bL.

bezonacHocts 1 3¢ pexkTHBHOCTH npenapaTta PuBapokcaban y nereit B Bospacte ot 0 1o < 18 ner
[0 TOKAa3aHWI0O NPOPHUIAKTUKA HMHCYJIbTAa W CHCTEMHOH TpOMOOAMOOIMHU y TMAIMEHTOB C
¢ubpmwusiuueit mpencepauii HEKJIAMaHHOTO IPOUCXOXKICHHS HE YyCTaHOBJIEHbI. JlaHHbIE
OTCYTCTBYIOT. B cBsi3u ¢ »TuM, mpenapar PuBapokcabaH He peKOMEHAYEeTCS K MPUMEHEHHIO Y
nereil B Bo3pacTe n0 18 yer mo mokasaHusM WHBIM, yeM JiedeHue BTDO u mpodunakruka
peunausoB BTO.

[Ipenapar PuBapoxcaban, 15 Mr, TabmeTKH, MOKPHITHIE IUIEHOYHON OOOJOYKOW, HE CIeayeT
Ha3HayvaTh (MPUMEHATH) y AeTeil B Bo3pacte oT 0 g0 < 18 ner ¢ maccoit Tena menee 30 kr asns
JTAHHOM JIEKapCTBEHHOM ()OPMBI B CBSI3U C HEBO3MOKHOCTBIO O0ECIICUUTh PEXHUM JO3UPOBAHUSL.
Jlnst yOBIETBOPEHUSI MOTPEOHOCTEN yKa3aHHOM TpyMIbl MAalMEHTOB HEOOXOIUMO IPUMEHSTH
npemnapar puBapokcabaHa B popMme TpaHyJl AJs IPUTOTOBIICHHS CYCIICH3UI Ui IpreMa BHYTpPb
IUIA JeTe.

[Ipenapar PuBapoxcaban, 20 Mr, TabGIETKH, MOKPHITHIE IUIEHOYHON OOOJOYKOW, HE CIEeayeT
Ha3HayvaTh (MPUMEHATH) y AeTeil B Bo3pacte oT 0 g0 < 18 ner ¢ maccoit Tena medee 50 kr ans
JAHHOM JIEKapCTBEHHOM (DOPMBI B CBS3U C HEBO3MOXKHOCTBIO 00ECTIEUUTDh PEXHUM JJO3UPOBAHUSI.
Ilepexoo ¢ anmaeconucmos eumamuna K (ABK) na npenapam Pusapokcaban

[Tpu neyennu BTD u npodunaktuke peruanBoB y AeTeil ciaenyer npekpatuth jdeueHne ABK u
HayaTh JieueHue npemnaparom Pusapokcaban mpu 3Hauennn MHO < 2.5.

ITpu nepexoxne nanuentoB ¢ ABK Ha npenapar PuBapokcaban 3nauenuss MHO Oyzer omrGouHo
3aBBIIICHHBIMU TOCTE TpueMa npenapata PuBapokcadan. MHO He moaxonuT it onpeaeneHus
AaHTUKOAryJIssHTHOM aKTUBHOCTM Impernapara PuBapokcabaH © TOITOMY HE JIOJDKHO
HCIIOJIB30BaThCS € ATOM 1elbto (cM. pasznaen 4.5.).

Ilepexoo ¢ npenapama Pusapokcaban na anmazonucmol gumamuna K

JletsiM, KOTOpBIE TepeBoaATcs ¢ npenapara PuBapokcadban Ha ABK, HE0OX0auMo mpoaoskaTh
npueM mnpenapara Puapokcaban B TeueHue 48 yacoB nocie npuema nepsoit 103s1 ABK. Ilocie

IBYX JIHEH COBMECTHOrO NpuUMeHeHus cieayeT usmepute MHO 1o mpuema cienyromei
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3alUTAaHUPOBAHHOM 03Bl Tmpenapara PuBapokcaban. CoBMECTHOE NpHUMEHEHHME Ipernapara
PuBapokcaban u ABK pexomenayercs npomomxars noka MHO ne mocturner >2,0. Ilocie
IpeKpalieHus NpuMeHeHus npemnapara PuBapokcaban 3nauenne MHO MosxeT ObITh 1T0CTOBEpHO
olpezeseHo yepes 24 yaca rnocie nmprema nociegHei 1o3el (cM. paszaen 4.5.).

Ilepexoo ¢ napenmepanbHblX AHMUKOA2YIAHMOS Ha npenapam Pusapokcaban

VY nerel, MoJy4aroIIMX IapeHTEPAIbHbIE AHTUKOArYJSHTBI, CIEAYeT NPEKPaTUTh BBEICHUE
MapeHTepaIbHOTO aHTHKOATYJISIHTA M HaYaTh NpUMEHeHue npenapaTta PuBapokcaban 3a 0-2 yaca
70 BPEMEHM CIIEQYIOIIEr0 IUIAHOBOIO BBEJIEHUS IApEHTEPaIbHOIO Ipenapara (Hampumep,
HU3KOMOJIEKYJIIDHOTO TE€NapuHa) WIA B MOMEHT NPEKpAILIEHUs] HENPEpPbIBHOIO BBEIEHUS
NapeHTepaIbHOrO TpenapaTa (HampuMep, BHYTPUBEHHOTO BBEACHUS HE(PPaKIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo ¢ npenapama Pusapokcaban na napenmepanvHvle AHMUKOASYIAHNbL

Crnenyer OTMEHHMTH TpUeM mpenapara PuBapokcabaH ¥ BBECTH MEPBYIO 7103y MAPEHTEPATHLHOTO
AaHTHUKOAryJIsHTa B TOT MOMEHT, KOTJa HYXXHO OBLJIO NPHUHATH CIEAYIOIIYI0 103y Iperapara
PuBapokcaban.

Ilayuenmui ¢ napyuenuem GyHKyuu novex

e JletTu M MOAPOCTKU C JIETKOM CTENEHbIO HApyleHHs (YHKIMH MOYeK (CKOPOCTh
Ki1y6oukoBol (uibTparmu 50-80 mi/mun/1,73 M?): KOppeKuus 1036l He TpeOyeTcs Ha
OCHOBAaHUM JaHHBIX BO B3POCIION MOMYJSUUN U OrPAaHUYEHHOI'O KOJMYECTBA JIaHHBIX B
JETCKOW MOMYJISAIUH (CM. pazniern 5.2.).

e JleTu M MOAPOCTKU CO CPEAHEH WM TSDKENOH CTENEeHbI0 HapyIIEHUS (YHKLIUHU MOYEK
(ckopocTh Kiy6oukoBoi (unbtpaiuu < 50 mi/mMun/1,73 M?): ipenapar PuBapokcabaH He
PEKOMEHYETCSI B CBSI3U C OTCYTCTBUEM KJIMHUYECKUX JaHHBIX (CM. paznen 4.4.).

Iayuenmoi ¢ napyuieHuem GyHKyuy nevenu

Jns nereit ¢ HapymeHreM (YHKINU TIEYeHH KITMHUYECKUE JaHHbIE OTCYTCTBYIOT.
Macca mena

Jo3a y nerei onpenensercss B 3aBUCUMOCTH OT MAaccChl Tena.

Cnoco0b mpuMeHeHus

Bspocnvie
BuyTpb, BO BpeMs ipuema nuu (cM. paszaen 5.2.).

Uzmenvuenue mabremox

Ecnu manuenT He crnocoOeH NporioTUTh TabJaeTKy IenuKoM, TabieTka npenapata PuBapokcaban
MOXET OBITh M3MENbUY€HAa M CMellaHa C BOJOW HEMOCPEACTBEHHO Iepe] NPUMEHEHHEM H
nepopanbHbM TpueMoM. Ilociie mpuema u3MenbyeHHOHM TabneTku mpemnapara PuBapokcaban

15 mr umm 20 Mr He0OXOAMMO HE3aMEJIUTENBHO OCYIIECTBUTH IPUEM ITHIIIH.
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N3menpueHHas TaOIeTKA TaKe MOXKET OBITh BBEACHA Uepe3 JKEIYJOUHBIN 30H (CM. pa3aenst 5.2.
u 6.6.).

Jlemu ¢ maccoti mena ne menee 30 ke

BuyTpb, Bo BpeMs nipuema nuu (cM. paszaen 5.2.).

[TarueHTy HYKHO PEKOMEHIOBATH MPOTIATHIBATh TaONETKY C KHUAKOCThIO. TabnmeTku cremyer
IIPUHUMATDH C MHTEPBAJIOM IIpUMEPHO 24 yaca.

Ecnu nanuieHT cphiruBaeT NpuHATYO 103y HEMEIIIEHHO, HIIM Y HETO HAYMHAETCS pPBOTA B TCUCHUE
30 MuUHYT nOCJIe pUeMa J103bl, HEOOXOAUM NPHEM HOBOM 103b1. OJHAKO, €CJIN MAI[MEHTa BHIPBAJIO
no3zaHee 30 MUHYT MOCIie IprUeMa J103bl, TOBTOPHOTO NMpHeMa 036l He TpedyeTcs, U CleAyIoas
71032 JOJDKHA OBITH MOJTy4€eHa 110 PacHCaHUIo.

Henp3s aenuTh TaOJIETKY € HENbIO MOTYYSHHS YACTH T03bI OT TAOJIETKH.

Uzmenvuenue mabremox

Ecnu manueHT He cocOOEH MPOTIOTUThH TabIETKy IEMKOM, CIEAYeT MCIOJIb30BaTh Mpenapar
puBapokcabaH B BUAE TPAHYJI IS IPUTOTOBIICHUS CYCIIEH3UHU IS TPHEMa BHYTPb.
Ecnmu cycmensus ansi mpueMa BHYTPb HEIOCTYIHA Cpa3y, KOIJla Ha3HaueH puBapokcabaH B
no3upoBke 15 mr umu 20 Mr, 3TH JO3UPOBKH MOTYT OBITH IMOJYYECHBI MyTeM H3MEIbUCHUS
tabsnerku 15 Mr wim 20 Mr ¥ CMEUITUBAHUS €€ C BOJIOW HETOCPEICTBEHHO IMepe/ MPUMEHEHHEM
WJIH TIEPOPATBHBIM TIPUEMOM.
N3menvueHnast TabneTka MOXKET ObITh BBEJIEHA Yepe3 HAa30TaCTPAIbHBINA WU JKETYJOYHBIA 30H]T
(cm. pazpensr 5.2.).
4.3. [IpoTuBONOKA3aHUS
® TUNEPUYYBCTBUTEIHHOCTH K PHBAPOKCAOAHY WM K TIOOOMY M3 BCTIOMOTATEIbHBIX BEIIECTB,
IIEPEUNCIIEHHBIX B pazzene 6.1.;
® AaKTHBHOE KJIMHUYECKH 3HAUMMOE KPOBOTCUCHHUE;
® TMOBPEXKICHHE WM COCTOSHHUE, CBS3aHHOE C TIOBBIIICHHBIM PHUCKOM  OOJBIIOrO
KpOBOTEUECHHU S, HATIPUMEP, UMEIOIIASICS WM HEAABHO MEPEHECCHHAS JKEITy T0YHO-KUIIICUHAs
S3Ba, HAJIMYKE 3JI0KAYECTBEHHBIX HOBOOOPA30BAHMI C BBHICOKMM PHUCKOM KPOBOTEUCHHS,
HEJaBHUE TPaBMBI TOJOBHOTO WJIM CIUHHOTO MO3ra, HEJIaBHHE OMEpaIllMd Ha TOJOBHOM,
COMHHOM  MO3T€ WJIM TJla3aX, HeJaBHEe BHYTPUYEPEIIHOE  KPOBOUBIIUSHHE,
JTUArHOCTHPOBAHHBIA WJIM TPEINOJIaraéMblii BapUKO3 BEH MHINEBO/AA, apTEPUOBECHO3HBIC
Maib(hopMaIuu, aHEBPU3MBI COCYIOB HIIM CEPhE3HBIC MATOJIOTUU COCYIOB TOJOBHOTO WU
CIIMHHOTO MO3ra;
® CONYTCTBYIOIIAsl Tepamusi KAaKUMHU-TMOO JPYTHUMH aHTHKOATYJSHTaMH, HalpuMmep,
He(paKIMOHUPOBAHHBIM TeMAPUHOM, HU3KOMOJIEKYJISIPHBIMH TeMaprHHaMU (SHOKCATapyH,

JanTernapuH U Ap.), TPOM3BOIHBIMU TenapuHa ((poHmanmapuHyKc U Op.), MEpOpaIbHBIMH
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aHTHUKOAryJIsiHTaMu (BapgapuH, faburarpana 3TeKCUIIaT, aukcabaH u Ap.), KpoMe CIydaeB
mepexoga ¢ MIM Ha puBapokcabaH (cMm. pasgen 4.2.) WM TpU TNPUMEHEHHH
He(paKIMOHUPOBAHHOTO TemapuHa B  J03aX, HEOOXOAMMBIX [UIsi  oOecreueHus
(YHKIIMOHMPOBAHUS IIEHTPAJIHHOTO BEHO3HOTO WJIHM apTEepPHAJIBHOTO KaTeTepa (CM. pasnen
4.5.);

e 3a00JeBaHUs MEYCHHU, IPOTEKAIOIINE C KOATYJIONATHEW U PUCKOM KIMHUYECKH 3HAYMMOTO
KpPOBOTEUEHHSI, BKIIIOUask MAIIMEHTOB ¢ IIMPpo30oM TeueHu kiacca B u C no knaccudpukanim
Yaitnn-Ileto (cM. paznen 5.2.);

e OEpeMEHHOCTb U MEPHOJ I'PYIHOTO BCKapMiIuBaHus (cM. paszzen 4.6.).

4.4. OcoOble yka3aHMsl 1 MepPbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH
B Teuenue Bcero nepuona JICUCHUSA pCKOMCHAYCTCA KIIMHUYCCKOC HaGHIOI[eHI/IC B COOTBCTCTBHUH C

KJINHUYECKOU ITPAKTUKOM PUMEHEHUS aHTUKOATYJITHTOB.

Puck kpoBoTeueHus

Kak u mpu npueme Apyrux aHTUKOATYJISHTOB, HEOOXOAUMO TIIATEIFHO HAOMIONATh MAIIMEHTOB,
NpUHUMAKOIIKX npenapat PuBapokcabaH, 171 BBISBICHUS MPU3HAKOB KpoBoTeueHus. [Ipemapar
PEKOMEHAYETCSI IPUHUMATh C OCTOPOKHOCTBIO IIPH COCTOSIHUSIX C TIOBBIIMIEHHBIM PHCKOM
KpoBOTeueHHs. B cimyyae TsKeloro KpoBOTEUEHHUs IpueM mpemnaparta PuBapokcabaH J0JDKeH
OBITh TpekpatieH (cM. pasaen 4.9.).

B KIMHMYECKMX HCCIENOBAaHMAX KpPOBOTEUYEHHUS M3 CIM3UCTBIX 000J04YeK (a2 WMMEHHO:
KpPOBOTEUYEHHE U3 HOCA, JECEH, JKEITYJOUHO-KUILIEYHOTIO TPAKTa, MOYEIIOJIOBOM CUCTEMBI, BKIIIOUas
aHOMAJIbHOE€ BarvMHAJBHOE WJIM YCHJIEHHOE MEHCTPYaJlbHOE KpPOBOTEUEHHE) M aHEMUs
HaAOIIOAAMNCh Yalle MpHU JUTMTEIBHOM JICUEHUH PUBApOKCA0aHOM MO CPAaBHEHUIO C JICUEHHEM
ABK. Takum o00pa3om, B JONOJHEHHE K HaAJEKaIIeMy KIMHHYECKOMY HaOII0IeHHIO,
nabopaTOpHOE UCCIICAOBAHKE IS OTPEICTICHUS YPOBHS reMOTTI0O0MHa/ TeMaTOKPUTa MOKET OBITH
3HAYUMBIM JIJIS1 BBISBJIEHUS CKPBITBIX KPOBOTEUEHUMN U KOJUYECTBEHHOH OLIEHKH KIMHUYECKON
3HAYUMOCTH SIBHBIX KPOBOTE€UYEHHM, KOI1a IPUMEHHUMO.

Heckonbko noarpynmn nanyueHToB, yKa3aHHbIX HU)KE, UMEIOT MOBBIIIEHHBIN pPUCK KPOBOTEUEHHS.
Heo6xoauMo TimarenbHO HAOMIOJATh TAaKUMX MAIMEHTOB IOCIE Havyasla JICYCHUs Ha NMPU3HAKU U
CUMIITOMBI OCJIO’)KHEHUM B BUIE KPOBOTEUEHUH U aHeMuUH (cM. pazzaen 4.8.).

[Tpu m1060M HEOOBSICHUMOM CHM)KEHUH YPOBHS TeMOIJIOOMHA WM apTEepUaIbHOTO JABICHHS
HE00XO0/IMMO UCKATh UCTOYHUK KPOBOTEUEHHUSI.

[Tpu Tepanuu puBapokcabaHoM He TpeOyeTcs pyTHUHHBIH MOHUTOPUHT €ro 3KCHo3uuuu. Tem He
MeHee, M3MEPEeHHE KOHLEHTpAIMM pHBapokcabaHa C IMOMOIIbIO KaJIMOPOBAHHOTO TeCTa IS

KOJIMYCCTBCHHOI'O  OIIPCACIICHUA aHTu-Xa AaKTUBHOCTH MOXET OKa3aThCd TMOJE3HBIM B
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UCKJTIOUUTENBHBIX CIydasx, Korna uHdopMaius 00 SKCHO3MLIMU pUBapoKcabaHa MOXXET ObITh
UCTOJb30BaHA NPU MPHUHATUM KIMHUYECKH 3HAYUMBIX pEIIeHUH, Hampumep, B clydae

IIEPEI03UPOBKH MIIU SKCTPEHHOI'0 XUPYPrUYECKOro BMeIaTenbeTsa (cM. pazaen 5.1. u 5.2.).

Hapymenne @yHKIMU IOYEK

VY B3pOCHBIX MAIMEHTOB C TspKenbIM HapymieHneM ¢yHkuun mnouyek (KnKp <30 wmu/mun)
KOHIIGHTpalusi puBapokcabaHa B IIa3Me MOXKET OBITh 3HAUMTENbHO MOBbIMEHHOH (1,6 pa3a B
CpeaHEM), UTO MOXKET IIPUBECTH K MOBBIIIIEHHOMY pUCKY KpoBoTeueHui. [Ipenapar PuBapokcaban
JOJDKEH TPUMEHSTHCS C OCTOPOXKHOCTHIO y manueHToB ¢ KnKp 15-29 mn/mun. [Ipumenenue
npemnapara y nauueHToB ¢ KnKp < 15 mn/mun He pekomenayercs (cM. pazaenst 4.2. u 5.2.).

[Ipenapar PuBapokcaban cienyer MpUMEHSATh C OCTOPOXKHOCTBIO y MALMEHTOB C HapyIIEHHUEM
(GYHKIMH TIOYEK, TMOJIyYalOUIMX COMYTCTBYIOIIME TpemnapaTbl, KOTOpbIE YBEIUYHUBAIOT

KOHIICHTPALMIO pUBapoKkcadbaHa B mia3zme (cM. pa3zaen 4.5.).

BzanmojeiicTBre ¢ APYTUMHU JISKAPCTBEHHBIMU IpenapaTaMu

IIpumenenne npenapata PuBapokcabaH He peKOMEHAYeTCs Yy NalMeHTOB, MOIyYarolux
COITyTCTBYIOIIEE CHCTEMHOE JICYCHHE MPOTHBOIPHOKOBBIMU IperapataMu a30J0BOM TPYIIIbI
(TakMMU KaK KETOKOHA30JI, UTPAKOHA30JI, BOPUKA30J M M03aKOHA30J1) Wi uHruouropamu BNY-
npoTeas (HampuMmep, PUTOHABUPOM). DTU IpenapaThl SBISIOTCS MOIIHBIMA WHTHOMTOpaMHU Kak
CYP3A4, tak u P-rmuxomporenna. Takum o0pa3oM, 3TH mpenaparsl MOTYT IOBBIIIATH
KOHIICHTPALIMIO puBapoKkcadbaHa B IUIa3Me KPOBHU 10 KITIMHMYECKU 3HAYMMBIX 3HaueHuil (B 2,6 paza
B CPEIHEM), UTO MOKET IIPUBECTHU K MTOBBILLIEHHOMY PUCKY KPOBOTECUEHHH.

Crnenyer cobmoaTh OCTOPOKHOCTh, €CJIM MAIlMEHT OAHOBPEMEHHO MOJydYaeT JIEKapCTBEHHBIE
IIpernapaTsl, BIUSAIOIIME HAa TIEMOCTa3, TaKue KaK HECTEPOUJHBbIE NPOTHUBOBOCHAIUTEIbHBIC
npenapatsl (HIIBII), anetuicanuuuinoByio KUCIOTY U HHTUOUTOPBI arperaii TPOMOOIIUTOB WITH
CEeNIEKTUBHBIE MHTHOMTOpHI oOpaTHOro 3axBata cepoToHMHa (CHMO3C) u cenekTuBHBIC
MHTUOUTOpPHI 0oOpaTHOro 3axBaTa cepoToHnHa M HopanuHedpuna (CMO3CH). INamuenram c
PUCKOM  513BOOOPA30BaHUSl B JKEIYAOYHO-KHIIEYHOM TPAKT€ MOXKET OBbITh HA3HAYEHO

COOTBETCTBYIOIIIEE PODUIAKTUIECKOE JieueHue (cM. pazaen 4.5.).

Jpyrue GaxkTopsl pUCKA KDOBOTEYESHUN

PuBapokcabaH, Kak U Jpyrue aHTATPOMOOTHYECKUE CPEJICTBA, HE PEKOMEHIyeTCs K IPUMEHEHHUIO
MalUEHTaM, UMEIOLUM MOBBIIIEHHbII PUCK KPOBOTEYEHH, B TOM YHUCIIE:
® BpOXJEHHAs WIM IPUOOpPETeHHAas! CKIIOHHOCTh K KPOBOTCUCHHSM;

e HEKOHTPOJIUPYEMas TspKellas apTepUalIbHAs TUIIEPTEH3HS;
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e jpyrue 3a00J€BaHMS KEITyTOUHO-KUIIEYHOT'O TPaKTa 6€3 aKTUBHOTO U3bS3BICHHS, KOTOPHIE
NOTEHIMAJIBbHO MOTYT NPUBECTH K OCJIOXHEHUSM B BHUJAE KPOBOTECUCHUH (Hampumep,
BOCTIAJIMTENbHOE 3a00JI€BaHME KHIIEYHUKA, 330(aruT, TacTpUT M ractpolrsodareaibHast
pediokcHas 60J1e3Hb);

® COCYIUCTas PETUHOIATHS,

L4 6pOHX03KTaBBI HJIN JICTOYHOC KPOBOTCUCHNEC B AHAMHC3C.

IlanmeHTsl ¢ pakoM

[TaneHTHl €O 3JI0KAYEeCTBEHHBIM 3a00JIeBaHUEM MOTYT OJHOBPEMEHHO MoJBepraThbcs Oojee
BBICOKOMY PUCKY M KPOBOTEUEHUS, U TpomMOo3a. MHaMBHIyabHasl 110J1b3a aHTUTPOMOOTHYECKOM
TEpaIuy J0JDKHA OBITh COMOCTABIICHA C PUCKOM KPOBOTEUEHHS Y MAIIHEHTOB C aKTUBHBIM PaKOM
B 3aBUCHUMOCTH OT JIOKQJIM3ALIUU OMYXOJIH, IPOTUBOOITYXOJIEBOW Tepauy U CTaAuu 3a00JIeBaHUsL.
Onyxonu, pacHojIO)KEHHbIE B JKEIYJOYHO-KMIIEYHOM WJIM  MOYENOJIOBOM  TPAKTe,
aCCOLIMMPOBAJIHCH C MOBBIIICHHBIM PUCKOM KPOBOTEUEHHS BO BpEMsI TEPANIUU PUBAPOKCAOAHOM.

VY ManueHToB €O 3J0KaYeCTBEHHBIMH HOBOOOPA30BAHUSMHU U BBICOKMM PUCKOM KPOBOTECUCHHS

pUMEHEHHE pUBapoKcabaHa MPOTUBOIOKA3aHO (CM. pa3zen 4.3.).

ITarmueHTHl ¢ MCKYCCTBEHHBIMHM KJIanaHaMHM cepalia

PuBapokcabaH He cietyeT IPUMEHATH I TPO(PHUIAKTHKH TPOMOO30B y MAllMEHTOB, IEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTajlbHOro kianana. besomacHocTh U 3(pPeKTUBHOCTD
npemnapara PuBapokca®aH He M3y4aluch Yy MAIMEHTOB C MCKYCCTBEHHBIMM KJIAlIaHAMHU CEplia,
CJIeZIOBATENIbHO, HET JAaHHBIX, MOATBEPXKIAIOIINX, YTO NMPUMEHEHHUe mnpenapara PuBapokcaban
o0ecreynBaeT JOCTaTOUYHBIA aHTUKOATYITHTHBIN 3((EeKT y JaHHOW KaTerOpuH MalueHTOB.

[Tpumenenne puBapokcabaHa He pEKOMEHAYETCS y TaHHON KaTeropuy MaIleHTOB.

IManuenTsl ¢ aHTUGOCHOIUIUIHBEIM CUHIPOMOM

[IpumMeHeHHe MepopaIbHBIX aHTHKOATYJISIHTOB MPSMOTO JIEHCTBHSA, BKIIIOYas puBapokcabaH, He
pPEKOMEHAYETCS Y MalMeHTOB, UMEIOMINUX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JHarHOCTHPOBAH
aHTU(OCHOMUIMUAHBIN CUHAPOM. B uacTHOCTH, Yy NalMEHTOB C TPOWHBIM TO3UTUBHBIM
aHTU(HOCPOIUIUAHBIM CHHIPOMOM (HAIMYHE BOJYAHOYHOTO AHTHUKOATYJISIHTA, AHTHTEN K
KapAMOMUNHMHY W  aHTUTeNl K  Oera-2-rmukonporenHy [)  Tepanust — mepopaibHBIMH
AQHTUKOAryJIIHTAMHM IIPSIMOrO JCHCTBUS MOKET COINPOBOXKIAThCA IIOBBIIIEHHON 4YacTOTOH

PELUINBOB TPOMOOTHYECKMX COOBITHI B CpPaBHEHHE C Tepanuel aHTaroHucTraMu BuramuHa K.
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IManuenTsl ¢ GUOPWILIALIMEN IPEICEPANNA HEKIAMAHHOTO nporucxoxaenus, nepeHecmue YKB co

CTCHTUPOBAHUEM

NwMerorcss naHHBIE MHTEPBEHLMOHHOIO KIMHUYECKOTO MCCIEAOBaHUSA, IEPBUYHOM LIEJBIO
KOTOPOT'O SIBJISIACh OLIEHKA MpoQuiisi 6€30MaCHOCTH Y MAlMEHTOB ¢ (puOpmisue npencepauii
HEKJIalaHHOro mpoucxoxiaeHus, nepeHecmnx YKB co creHtupoBanueM. JlaHHbple 10
3¢ (HEeKTUBHOCTH Y JAHHOHW MOMYJISIIIUKA OTpaHU4YeHBI (cM. pasznensl 4.2. u 5.1.). JlaHHBIE IO TaKUM

MAIUEeHTaM C UHCYJIETOM/ TPAaH3UTOPHOU uiemuyeckoit atakoit (TYIA) B aHaMHEe3€ OTCYTCTBYIOT.

[ManueHTHl ¢ reMOIMHAMUYECKU HECTaOWIbHOU TpoMOodMOoauen nerounoil aprepuu (TIJIA)

WK A CHTHI, KOTOPBIM TDGGVGTCH IPOBCACHHUC TDOMGOHI/ISI/ICB. Uin TDOM63KTOMI/II/I W3 JISTOYHOMN

apTCprun

[Ipenapat PuBapokcabaH He peKOMEHIYEeTCs B KaUueCTBE ajbTepHATUBBI HEPPAKIIMOHUPOBAHHOMY
TernapuHy y MalueHTOB ¢ TPOMOOAMOOIHUEH JIero4HO apTepuu, KOTOpble TeMOJUHAMUYECKH
HECTaOMJIbHBI WJIM MOTYT HYXKIAThbCS B TMPOBEACHUU TPOMOOJIHM3UCA WM SMOOISKTOMHU W3
JIETOYHOU apTepuH, MOCKOJIbKY 0e30macHOCTh U 3¢ (EeKTUBHOCTH npenapara PuBapokcabaH mpu

TAKUX KIIMHUYCCKUX CUTYyaAllUAX HC YCTAaHOBJICHA.

CrounanpHast/ SnuaAypajabHasd aHCCTC3UA UMW ITYHKITUA

[Ipu BBHIMOTHEHUN HEHPOAKCHATBHOW aHECTEe3MM (CIUHAIBHOW/ SMUIYpaTbHONW aHECTE3UH) WM
CIHMHAIBHON/ SNUAYpaTbHON MYHKUMH Yy TMalUEHTOB, MOJYYalOIUX aHTUTPOMOOTHYECKHE
Ipernaparsl ¢ IeNbl0 NPOPHIAKTUKA TPOMOOIMOOIMYECKUX OCIOXKHEHUH, CYIIECTBYET PHUCK
Pa3BUTHS SIHULYPATBHON WM CIIMHAIBHON reMaToMbl, KOTOpasi MOXKET MPUBECTU K JITUTEITLHOMY
WX TIOCTOSSHHOMY Tapajingy.

Puck 3THX COOBITHII MOXET MOBBIIIATHCS MPU MOCICONEPAUOHHOM NMPUMEHEHUH TOCTOSHHBIX
SMHUIYPAIBHBIX KAaTETEPOB WM COIYTCTBYIOIIEH TEpamuu JeKapCTBEHHBIMH MperapaTamH,
BIMSIOIIMMH Ha TeMocTa3. TpaBMaTHYHAs WIM TOBTOPHAs SNUAYypajbHAas HIM CHUHAJIbHAS
MYHKIHXS TaKKe MOTYT MOBBIIIATH PUCK. [1alMeHThl JOKHBI HAXOAUTHCS 101 HAOII0ACHUEM IS
BBISIBJICHUS IPU3HAKOB U CUMIITOMOB HEBPOJIOTHUECKUX HAPYLICHUH (HapUMep, OHEMEHHUE WU
ciaboCcTh HOT, AMCRYHKIMS KHUIIEYHHMKA WM MoyeBoro my3bips). Ilpu oOHapyxeHun
HEBPOJIOTHYECKUX HAapyIIeHUH HeoO0XoauWMa CpovyHasl IMAarHOCTHKA W JiedeHue. Bpau moimkeH
COIOCTAaBUTh NOTEHIMAIbHYIO IOJB3y M PHUCK Tepel MPOBEJCHHEM HEHpOaKCHaIbLHOTO
BMEIIATEIbCTBA TAlMEHTaM, MOJYYarolluM AaHTUKOAryJsHTBl, HIH KOTOPHIM IUIAHUPYETCS
Ha3HAUYEHUE AHTHUKOATYJISHTOB C LEJNbI0 NPOPHIAKTUKH TPoMO030B. OMBIT KIMHHYECKOTO
NPUMEHEHHS pUBapoKcabaHa B J03UpoBKax 15 Mr u 20 MI B ONMCAHHBIX CUTYAIUSIX OTCYTCTBYET.
C wmenpl0 CHWKEHHS TOTCHLUUAIBHOTO PpPUCKA KPOBOTEUEHHS, AaCCOLMUPOBAHHOTO C

OJTHOBPEMEHHBIM  IIPUMEHEHUEM pHUBApOKcadaHa M  BBIIOJHEHUEM  HEHpoakcHalbHON
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(anuaypanbHOI/ CIMHANBHOW) aHECTe3WH WM CIWHAIBHOW IyHKIMH, CIEAYEeT YYHUTHIBATh
(apMakokuHeTHYeCKH NpoduiIb puBapokcabaHa. YCTaHOBKY WJIHM yJalleHHE 3MUAYPaJIbHOrO
KareTepa WM JIIOMOATbHYIO IMYHKIMIO Jy4llleé HMPOBOJUTH TOTAA, KOTJAa AHTUKOATYJISTHTHBIN
ekt puBapokcabaHa OIEHUBAETCA Kak cialbiid. OIHAKO TOYHOE BpeMs ISl TOCTHKEHUS
JOCTaTOYHO HHU3KOTO aHTHUKOAryJISHTHOTO 3(¢eKTa KaxJI0ro HmalueHTa HEM3BECTHO U JOJKHO
OLIEHUBATHCS B CPABHEHUH CO CPOUHOCTHIO JTMATHOCTHUECKOM MPOIIeTypHl.

OcHOBBIBasgCh Ha OOIMIMX (PAapMAKOKHMHETHYECKUX XapaKTEPUCTUKAX, SMHUIYpaIbHBIA KaTeTep
M3BJICKAIOT 110 UCTEUYEHUH KaK MUHUMYM JIBYKPAaTHOTO TIEpUOJia MOJIyBBIBEJCHHUS, T.€. HE paHee
yeM depe3 18 wacoB mocie MOCleAHEro NpueMa puBapokcabaHa JUIsi MOJOJBIX B3pOCIBIX
MAIMEHTOB U HE paHee ueM uepe3 26 4acoB I MOKWIbIX MAanueHToB (cM. paszaen 5.2.). Iocne
W3BJICUCHUS SMUAYPATBHOTO KaTeTepa JOJDKHO NPOMTH KaKk MHHUMYM 6 4YacoB JI0 NpHeMa
CIICAYIOLIEH 103bl puBapoKcabaHa.

B ciydae TpaBMaTHueckol MyHKUIMH IPHEM pUBapoOKcabaHa CleqyeT OTJIOKUTh Ha 24 yaca.

PexoMeHmanmu 110 JO3WPOBAHHIO A0 M IIOCJIC€ WHBA3WBHBIX TIPOICAYD M XHUPYPTrHUSCKUX

BMEIIATEIbCTB
Ecnu HeoOxoauMo npoBeieHue HHBAa3UBHON MPOLEAYPbI WIIM XUPYPTrHUECKOTO BMEIIATEIbCTBA,
Ha OCHOBaHMHM 3aKJIIOUEHHs Bpaya mpueMm mpenapara PuBapokcaban 15 mr m 20 mr ciemyer
IIPEKPATUTh IO KpaliHel Mepe 3a 24 Jaca 10 BMEUIATEIbCTBA, €CJIU 3TO BO3MOXKHO.

Ecnu nponenypy Henb3si OTJIOKHTH, HOBBIIIEHHBI PUCK KPOBOTEUYEHHs CIIEIYET OLICHUBATHh B
CpaBHEHHH C HEOOXOJMMOCTHIO CPOYHOTO BMEIIATEIHCTBA.

[Tpuem npenapara PuBapokcabaH cienyeT BO30OHOBUTH KaK MOKHO CKOpee MOCe WHBA3UBHOM
IIPOLEAYPBI WIM XUPYPrUu€CKOr0 BMEIIATEIbCTBA, €CIIH JIEYALUM BPauyOM YCTaHOBJIEHO, UTO 3TO

MO3BOJIIET KIIMHUYECKAsi CUTyallusl U JOCTUTHYT aIeKBaTHBIN reMocTas (cM. paszaen 5.2.).

Tlosxmiio#i Bo3pact

Purck kpoBOTEUEHUS MOXKET YBEIUUMUBATHCS C OBBILIEHUEM BO3pacTa (cM. paszzen 5.2.).

JlepMaToJ0rn4ecKre peakiim

[Ipu mpoBeseHNU MOCTMAPKETHHIOBBIX HAOIIOACHUH COOOIIATIOCh O CIIy4asX BO3HUKHOBEHHS
CEpbE3HBIX KOXHBIX peakuuid, BKIO4Yas cuHapoM CrtuBeHca-/[»KOHCOHA/ TOKCHUYECKUN
SMHUJIEPMATBHBIM HEKPOJIMU3 U JIEKAPCTBEHHO-MHIYIIMPOBAHHYIO PEAKIMIO C 303UHOMMINEH H
cucremMubiMu cumnromamu (DRESS cungpom), Ha ¢done mpumeneHus puBapokcabaHa (cM.
pazznen 4.8.). [lanmeHTsl noABEpraloTCs HAUOOJBIIEMY PUCKY BO3HUKHOBEHUS 3THX PEaKIUi Ha
PaHHUX dTanax JIEYCHUs: B OOJIBIIMHCTBE CIy4aeB PEaKIMi BO3HUKAIOT TEUYCHHUE MIEPBHIX HEAETb

neuenus. [Ipu nepBoM MosiBIEHUH TSHKETON KOXKHOM ChINK (HampuMep, MpH ee pacpoCTPaHEeHUH,
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MHTCHCU(UKAIMK W/ UM 00pa30BaHMU BOJJBIPEH) WIM NPH HANWYMM KaKUX-THOO Jpyrux
CHUMIITOMOB THIIEPYYBCTBUTEIILHOCTH, CBSI3aHHBIX C TIOPAKEHHEM CIIM3HCTBIX 000J0YEK, CIeIyeT

MPEKPATUTh TEPAIIHIO PUBAPOKCAOAHOM.

€T’
HmeroTcst orpaHYEHHbBIE JaHHBIE O IPUMEHEHUH Iperapara y IeTei ¢ TpoMO030M BEH FOJIOBHOTO
MO3Ta ¥ BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh MH(EKIM LeHTpanbHoi HepBHOU cuctemsl (LIHC)
(cM. pazzen 5.1.). Heo6xonumo TIIaTeNnbHO OLEHUBATH PUCK KPOBOTEUEHUS Mepea U BO BpeMs
Teparuy puBapoOKcabaHOM.
[Ipenapar PuBapokcaban He peKOMEHAYETCS K MPUMEHEHHIO Y JIeTel U MOJPOCTKOB CO CpeaHEH
WIA TSDKEJIOM CTENeHbl0 HapylleHUs (QyHKIMH MOYeK (CKOpOCTh KIyOOYKOBOM (GHIBTpAIUH
< 50 mu/mun/1,73 M?) B CBA3M € OTCYTCTBUEM KIMHMYECKHMX JAHHBIX.
Knunnueckue JaHHBIE O COINYTCTBYIOIIEM CHCTEMHOM JIEYEHMM JE€TEH C  MOLIHBIMU
uaruoutopamu CYP3A4 u P-rmukonpoTenHa oTCYyTCTBYIOT (CM. pazaen 4.5.).
JlaHHBIE 110 BpPEMEHM YCTAHOBKHM WIM YJNAJIEHUs HEHUPOAKCHAIBHOIO KaTreTepa y MAETel,
NpUHUMAIOIIKX Tpenapar PuBapokcabaH, OTCYTCTBYIOT. B Takux ciyyasix clieayeT MpeKpaTHTb
npueM puBapokcabaHa M  PacCMOTPETh BO3MOXKHOCTh MPUMEHEHHS MapeHTEepPaIbHOTO

AQHTUKOAryJIIHTa KOPOTKOT'O ACUCTBUS.

BcrnioMorarensbHEIC BEIIECTBA

[Ipenapart PuBapokca®aH cofepKUT JaKTO3Y.

[TaneHTaM C  peaKO BCTPEHAIOUIMMMUCS HACIEIACTBEHHBIMU 3a00JICBaHMSMH, BKIIOYAs
HEMEPEHOCUMOCTh  TallakKTO3bl, JACPHUIUT JaKTa3bl WIM CHUHAPOM TJIIOKO30-TaJaKTO3HOM
MasibabCcoOpOINH, HE JOJDKHBI IPUHUMATh 3TOT Mpernapar.

JlaHHBIE TIpenapaT coAeP>KUT MeHee 1 Momb (23 Mr) HaTpust Ha OJHY TaOJeTKy, TO €CTh, 110 CYTH,
HE COJEPKUT HATPUS.

4.5. B3amMmopeiicTBHe ¢ JpPYrMMH JIEKapCTBEHHBIMH IIpenapaTaMd M JApyrue BHABI
B3aMMOJAEHCTBUA

Nuaruduropst CYP3A4 u P-riukonporenHa

CoBMmecTHOE TpUMEHEHHE puBapokcabaHa u kerokoHazona (400 mr 1pa3 B jgeHp) win
putoHaBupa (600 Mr 2 paza B J€Hb) NPHUBOJWIO K IOBBILIEHUIO CPEIHEH KOHILIEHTpalUH
puBapokcabana B 1iazme kpoBu (AUC) B 2,6 paza/2,5pa3a W YBETHYCHUIO CpEOHEH
MaKCHUMalbHOW TIa3MeHHON KoHIeHTparuu (Cmax) puBapokcabana B 1,7 pasa/ 1,6 paza co
3HAUUTENBHBIM YCHJICHHEM (papMakoJUHAMUYEeCKUX 3(PQEKTOB, YTO MOXKET HPUBOAUTH K
YBEIUYEHHUIO PUCKAa KPOBOTEUeHHs. B cBsA3M ¢ 3TMM mpuMeHeHHe mpenapara PuBapokcaban He

PCKOMCHAYCTCS MAalMCHTAM, IMOJyYaroluM COMYTCTBYIOMICC CHCTCMHOC JICUCHUC a30JIOBBIMU
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IIPOTHBOIPUOKOBBIMH TIperapaTaMy, TAKUMHU KaK KETOKOHA30J, HHTPAKOHA30JI, BOPUKOHA30JI H
M103aKOHA30JI HJIM HHTHOUTOpamMu rpoteassl BUY. OTu akTUBHBIE BEIIECTBA SBISIFOTCS MOIIHBIMH
unaruoutopamu u CYP3A4, u P-rimuxonporenna (cm. pazaen 4.4.).

Osxupaercsi, YTO aKTUBHBIEC BEIIECTBA, CUIILHO MHTMOMPYIONIUE TOJIBKO OJMH U3 Iy TeH BHIBEACHUS
puBapokcabana, win CYP3A4, win P-raukonpoTenH, B MEHbBIIEH CTENEHH YBEIUYHBAIOT
KOHIIGHTpaLUIO puBapokcabana B miuazme. Hanpumep, knaputpomunu (500 mr 2 pasa B JeHb),
KOTOpBIN cumrtaercs MouHbIM uHruOuTopoM CYP3A4 u ymepeHHbIM HHruobutopom P-
TJIMKOTIPOTENHA, BbI3bIBaN yBenuueHue cpenneit AUC puBapokcabana B 1,5 paza u yBenuueHue
Cmax B 1,4 paza. BzanmopeiicTBue ¢ KIApUTPOMUIIMHOM CUMTAETCS KIMHUYECKH HE3HAUYMMBIM /IS
OOJIBIIMHCTBA MALMEHTOB, HO MOXET OBITh MOTEHIUAIBHO 3HAYUMBIM JIJIsl TALIMEHTOB U3 TPYIIIHI
BBICOKOT'O PHCKA (ISl MAIIMEHTOB ¢ HapylieHueM (pyHKuu nouek (cM. pasaen 4.4.).
OpurpomuirH (500 mr 3 pasa B aeHb), ymepenusiii uaruoutop CYP3A4 u P-rmukonporeuna,
BbI3bIBaN yBenuueHue 3HaueHud cpenHeit AUC u  Cmax puBapokcabana B 1,3 pa3za.
B3aumMoneiicTBie ¢ SpPUTPOMHUIIMHOM CYHTACTCS KIMHUYECKH HE3HAUYMMBIM Ui OOJBIIMHCTBA
MAIMEeHTOB, HO MOXET ObITh MOTEHIMAJIbHO 3HAYUMBIM Ul MAIIMEHTOB W3 TPYIIIBI BBICOKOTO
pucCKa.

VY NanueHToB ¢ JITKOH CTENeHbl0 HapylleHus QyHKIMKU nodyek spurpomunivH (500 mr 3 pasa B
JIeHb) BBI3bIBaJ yBennueHnue 3HaueHuit cpenneit AUC puBapokcabana B 1,8 paza 1 Cmax B 1,6 paza
[0 CPaBHEHUIO C MAIMEHTAaMH C HOPMaJbHOM (YHKUIHMEH mMmouek. Y MaIMEeHTOB CO CpeaHei
CTETIEHBIO HapyIIeHUs (PYHKIMU ITOYEK SPUTPOMULIMH BBI3bIBAJ YBEIHMUEHHE 3HAUCHUH CpeaHen
AUC puBapoxkcabana B 2,0 pa3a U Cmax B 1,6 pa3a no cpaBHeHHIO C MallMEHTAMU C HOPMAJIbHOM
¢dyHkuuei nouek. DPpPexT 3puTpoMUIITHA ABISIETCS AAUTUBHBIM K HAPYIICHUIO (PYHKIIHUHU MTOYEK
(cm. paznen 4.4.).

®nyxonazon (400 Mr oauH pa3 B IeHb), KOTOPBINA cuuTaeTcsi yMepeHHbIM HHruouTopom CYP3A4,
BbI3bIBaN yBenundeHue cpeaneit AUC puBapokcabana B 1,4 paza u yBenndeHue cpefHeil Cmax B
1,3 paza. BzaumopeiictBue ¢ (IYKOHA30JIOM CUMTACTCS KIMHUYECKH HE3HAYUMBIM IS
OOJIIIMHCTBA MAI[MEHTOB, HO MOXKET OBITh MOTEHIMATbHO 3HAYMMBIM JJISl MAIIMEHTOB TPYIIIBI
BBICOKOT'O PHUCKA (IS MAIIMEHTOB ¢ HapyIlIeHneM (PYHKIMH Mo4Yek (cM. pasnen 4.4.)).

Ha ocHOBaHMHM HMEIONIMXCSI OTPAaHUYEHHBIX KIMHUYECKMX IaHHBIX HE00XO0AMMO H30erarb

COBMECTHOT'O PUMEHEHUS pUBapoKcabaHa ¢ APOHETAPOHOM.

AHTHKOAryJISHTEI

Ilocne OAHOBPEMEHHOIO MPUMEHEHMsSI DJHOKcamapuHa (ogHoOkpaTHas Jo3a 40wmr) u
puBapokcabana (ogHOKpaTHast 1o3a 10 Mr) HaOmromancs cyMMaIMOHHbIH 3(h()EeKT B OTHOIIICHUH

aHTH-Xa aKTHUBHOCTH, HE CONPOBOXKIABIIMUCS JOMOJHUTEIBHBIMU 3PPEeKTaMU B OTHOLICHUU
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npo® Ha CBEpTHIBAEMOCTh KpOBH (mpoTpoMOuHOBOE BpeMs (I1B), akTHBMpOBaHHOE YaCTUYHOE
TpombaruiactuHoBoe BpeMsi (AYUTB)). OHokcamapuH He BIUsSI Ha (PapMaKOKMHETHKY
puBapokcabaHa.

B cBsi3u ¢ MOBBIICHHBIM PUCKOM KPOBOTEYEHHUS] HEOOXOAUMO COOINIIOATh OCTOPOKHOCTH IPH

COBMECTHOM NPUMEHEHUH C JIIOOBIMU APYTUMH aHTHKOATYJISHTaMH (CM. pazzensl 4.3. u 4.4.).

HIIBII/ vHruOUTOpSI arperalu TpOMOOIIUTOB

[Tocne coBmecTHOro mnpUMEHEHUs puBapokcabaHa (15 Mr) m Hampokcena B go3e 500 mr
KJIMHUYECKH 3HAYMMOT'0 YBEJIMUCHHSI BpEMEHU KPOBOTEUECHHUS He Habmoaanock. TeM He MeHee, y
OTAENBHBIX JIMII BO3MOXKEH 00Jiee BEIPAXKEHHBIN (hapMaKOAMHAMHUYECKUI OTBET.

He naGmonanoch KIMHUYECKH 3HAYMMBIX (PapMaKOKMHETHYECKHX WK (hapMaKoJAMHAMHYECKUX
B3aUMOJICHCTBHIA TIPU COBMECTHOM IMPUMEHEHUH puBapokcadana u 500 Mr aneTuicaiuiuioBOM
KHCIIOTBI.

He ob6napyxeHo (hapMaKOKHHETHYECKOTO B3aUMOJICHCTBUSI MEXKIy puBapokcabanom (15 mr) u
Kjonuaorpesom (Harpysousnast no3a 300 Mr ¢ mocienyromyM Ha3HAY€HHUEM IO/JIEP/KUBAIOIIEN
70361 75 Mr), HO B MOATPYNIE MNAIMEHTOB HAOIIOAANOCh 3HAYMMOE YBEIMYECHUE BpPEMEHH
KPOBOTEUEHHsI, HE KOPPEJIMPOBABIIEE CO CTENEHBIO arperandd TPOMOOLUTOB U COJEpKaHUEM
P-cenextuna nnu GPIIb/ Illa-penienitopa.

Heo6xonumo cobmoate OCTOpOKHOCTH Tpu coBMmecTHOM mpuMeHeHnn HIIBIT (Bkmiowas
alleTWICATMLIWIOBYIO KHCJIOTY) M MHTHOMTOpPaMH arperamud  TPOMOOLMTOB, MOCKOJBKY

NPUMEHEHHE ATUX MPErapaToB OOBIYHO MOBBILIAET PUCK KPOBOTEUEHHS (CM. pasznen 4.4.).

CHUO3C/ CUO3CH

Kak u B ciiyuae NpUMEHEHHUS [APYIMX AaHTUKOAryJsHTOB, BO3MOXXHO YBEJIMYCHHE pHUCKa
KPOBOTEUEHHS y MAIUEHTOB MPH OJHOBPEMEHHOM MPUMEHEHUH C CEJIEKTUBHBIMUA MHTUOUTOpaAMH
obpatHoro 3axBaTta cepoTtoHnHa (CHMO3C) wim CeneKTUBHBIMH HHTHOMTOpaMH OOpaTHOTO
3axBaTa ceporoHnHa u HopanuHeppuHa (CMO3CH), BcrieacTBUE BIUSHUS STHX MPENapaToB Ha
TPOMOOIUTHI. Pe3ynbTaThl KIMHUYECKUX UCCIEI0BAaHUNA pUBapoKcabaHa MpPOAEMOHCTPUPOBAIH
YHCIICHHOE TOBBIIICHHE OONBIINX M HEOOIBIINX KIMHUYECKH 3HAUMMBIX KPOBOTEUCHHUN BO BCEX

rpymamax JEUYCHUA IMPpU COBMCCTHOM IMMPUMCHCHHU 3TUX ITPLCIIAPATOB.

Bapdapun

[lepexox mnammeHToB ¢ aHtaronucra suramuHa K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) mnu c puBapokcabana (20 mr) Ha Bapdpapun (MHO or 2,0 mo 3,0)
yBenuuuBai nporpombuHosoe Bpems/ MHO (Neoplastin) B 6obIeii cTenenu, 4em npu mpocToM

cymmupoBannn 3dextoB (otaensubie 3HaueHus MHO moryTt nocturath 12), B TO Bpemsi Kak
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BiausiHue Ha AUTB, nonasieHue akTuBHOCTH (pakTopa Xa U SHIAOTCHHBINA MOTEHLIMAI TPOMOHHA
(OIIT) ObLTH aNTUTUBHBIMH.

B cnyyae He0OX0MMOCTH HCcIe0BaHus (hapMaKoAMHAMUUeCKUX 3P PeKToB pruBapokcabaHa BO
BpeMs IEPEXOAHOTO MEPHO/Ia, B KAUECTBE TECTOB, HA KOTOPBIE HE OKa3bIBAET BIUSHHUE Bap(apuH,
MO>KHO MCIIOJIB30BaTh ornpenenenue antu-Xa aktuBHoctd, PICT u HepTest. Hauunas ¢ 4-ro aus
rocje rnpueMa nocienHei n1o3sl BapdapuHa Bce aboparopHbie nokaszarenu (B Tom uucie [1B,
AYTB, unruOupoBaHue akTUBHOCTH (hakTopa Xa ¥ 3HAOTeHHbIH noTeHuuan Tpomouna (OI1T))
OTpakaJId TOJIBKO BIMSHUE pUBapoKcabaHa.

B ciydae HeoOxomumocTH HccienoBaHus (apMakoauHaMuueckux 3¢ ¢dekToB BapdapuHa BO
BpeMsl IEPEXOJHOr0 Mepuoja MOXKET OBITh MCHOJIB30BaHO u3MepeHue BennmuuHsl MHO mpu
Crpovexyr. pUBapokcabana (cmycTss 24 dyaca moclie MpeabAyIIero mpueMa puBapokcadaHa),
MMOCKOJIbKY PUBapOKca0aH OKa3bIBA€T MUHUMANIBHBIN 3¢ (}EKT Ha 3TOT MOoKa3aTelb B JaHHBIN
MOMEHT BpEMEHH.

@®apMaKOKMHETHYECKOTO B3aUMOJCHCTBHS MeXay BappapuHOM U pHBapokcabaHOM He

Ha0JII0JAJIOCh.

Nuanykropsl CYP3A4

CoBMecTHOE TIpUMEHEHHE puBapokcabaHa © pUPAMIUIUHA, SBISIOMETOCS MOIIHBIM
unaykropoM CYP3 A4, npusoauio k cumxenuto cpenneit AUC puBapokcabaHa mpuOIU3UTENTEHO
Ha 50% ¥ OTHOBPEMEHHOMY YMEHBIICHHUIO ero (hapMakoguHaMu4eckux 3QdexToB. CoBMECTHOE
IpUMEHEHHe pHBapokcabaHa ¢ JApyruMH MoOIIHBIMH uHAyKTopamu CYP3A4 (mampumep,
¢denuronHom,  kKapOamaszenuHoM,  (eHoOapOMTAaIOM — WIM  mpemapatraMd  3Bepo0os
npoabipsiBIeHHOTO  (Hypericum perforatum)) Taxke MOXET TPUBECTH K CHUKCHHUIO
KOHIIGHTpaluui puBapokcabana B 1uiazMe KpoBu. CrenoBarenbHO, HEOOXOAMMO H30eratb
OJIHOBPEMEHHOTO ITPUMEHEHHS MOIIHBIX HHAYKTOPOB CYP3A4, kxpoMe ciyuyaes, KOria MaueHT
HAXOJUTCS TOJ TIIATEIbHBIM HAOMIOJCHUEM Ha IMpeIMET pa3BUTHs NMPU3HAKOB U CUMIITOMOB

Tpombo3a.

IIpoyas conmyTCTBYIONIASA TepaIIns

Knuanyeckn 3HaUMMBIX (apMaKOKMHETUYECKUX MU (hapMaKOJAWHAMHUYECKUX B3aMMOICHCTBHMA
IpU COBMECTHOM IIPUMEHEHMHM pHBapokcabaHa ¢ MuaazoiamoMm (cyoctpatr CYP3A4),
IUurokcuHoMm (cyoctpar P-rmukompotenna), aropsactatuHoMm (cyoctpar CYP3A4 u P-
[JIUKOTIPOTEMHA) WJIM OMEIPa30joM (MHTHMOMTOpP TPOTOHHOM IOMIIBI) HE HaOII0NANI0Ch.

PuBapokcaban He nnrubupyer u He unayuupyer CYP3A4.

18



Biausgnue Ha HaGODaTODHBIC nmapaMcETphl

PuBapokcabaHn okasbIBaeT BIMSHUE Ha TNoOKaszareinn cBepThiBaemMoctd kposu (IIB, AUTB,

HepTest) B cBsi3u cO CBOMM MEXaHU3MOM JeHCcTBUS (CM. pazaen 5.1.).

eTu
HccnenoBanus B3auMOJEHCTBUS MPOBEACHBI TOJIBKO y B3pOCIbIX. CTENEHb MEXIIEKapCTBEHHBIX
B3aUMOJICUCTBUN y J€TEl He U3BeCTHA. [IpuBeIeHHBIEC TaHHBIE O B3aUMOJCUCTBUY, II0JIy4YCHHBIC
y B3pOCJIBIX NAIIMEHTOB, U MPEAYIPEKICHUS B paszene 4.4. TOIKHBI ObITh IPUHATH BO BHUMaHHE

JUISL IEINATPUYECKOM TTOMYJISIUH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALUSA

bepemeHHOCTD

besonacHocts u 3¢ ¢exkTuBHOCTS Tpenapata Puapokca®aH y OepeMEHHBIX JKCHIIUH He
yCTaHOBNICHBI. JlaHHBIE, TIOJlyueHHBIE B HCCICIOBAaHMAX Ha OJKUBOTHBIX, IIOKa3alH
PENpONyKTUBHYIO TOKCUYHOCTb. BeencTBue BO3MOXKHOM peNpPOAYKTUBHON TOKCUYHOCTH, PUCKA
Pa3BUTHSI KPOBOTCUCHHS M JJAHHBIX O CIIOCOOHOCTH puBapokcabaHa MPOHUKATh Yepe3 IUIAICHTY
npemnapat PuBapokcabaH NpoTUBONOKAa3aH BO BpeMsi OepeMEeHHOCTH (M. pazzen 4.3.).
JKeHIIMHBI AETOPOTHOTO BO3pacTa JOJDKHBI H30eratb OEpeMEHHOCTH BO BpeMs Tepamuu
pHUBapoKcabaHOM.

Jlakranys

besonacnocts u 3¢ddexTuBHOCT, mpemnapata PuBapokcabaH y >KEHIIMH B MEPHOA TPYIHOTO
BCKapMJIUBaHMUsI HE YCTAaHOBIICHBI. JlaHHBIE, TOJYYEHHBIE y >KMBOTHBIX, IOKAa3bIBAIOT, YTO
puBapokcabaH BbIIENIETCS € TpyAHbIM MoJjokoM. Ilostomy mpenapar Pusapokcaban
MPOTUBOIIOKA3aH B MEPUOJ TPYJHOTO cKapmimBaHus (cM. pasaen 4.3.). HeobxomumMo mpHUHATH
perieHre 00 OTMEHE IpyIHOTO BCKapMIIMBAHUS UM MTPEKPAIIeHUH/ IPHOCTAHOBJICHUH TEPAIUU.

DepTILHOCTD

CrnienanbHBIX UCCIIEOBAHUI 110 OLICHKE BIMSHUS puBapokcabaHa Ha pepTUIBLHOCTH Yy YeJIOBEKa
HE TPOBOJMIOCH. VccienoBaHUsl TOKa3ald, YTO pUBApOKcabaH HE BIMAET HAa MYXKCKYIO H

KEHCKYIO (PepTHIIBHOCTD Y KPBIC.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padoTaTh ¢
MeXaHHU3MaMH

[Ipenapar PuBapokca®aH OKa3bIBae€T HECYLIECTBEHHOE BIHMSHHME Ha CIIOCOOHOCTH YIPAaBIAThH
TPAHCHOPTHBIMH CPEJICTBAMH U PadOTaTh C MEXaHW3MaMH. BbUIM 3aperucTpupoBaHbl TaKHe

HEXKeNlaTeIbHBIE PeaKINH KaKk 0OMOPOK (4acToTa: HEYACTO) U TOJIOBOKPYKEHHE (4acTOTa: 9acTo)
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(cM. paznmen 4.8.). IlanueHThl, y KOTOPBIX BO3HUKAIOT MOJOOHBIE HEXEJIAaTelIbHbIE PEaKiuH, He

JOJIKHBI YIIPABJIATh TPAHCIIOPTHBIMU CPEICTBAMU WIHA IPYTUMU MEXaHU3MAaMHU.

4.8. HexxennaTenbHbIEe peakuuu

Pesrome mpodunsg 6e300acHOCTH

bezonacHocTh puBapokcabaHa OllEHUBAJIACh B TPUHAIIATH OCHOBHBIX HccienoBanusx 11 ¢a3zer

(cm. Tabmuty 1).

Cymmaphno 69 608 B3pocibIx ManueHTOB B AeBsATHAANATH UccienoBanusx 111 ¢a3er u 488 nereii B

nByx uccnenosanusix Il ¢aser u aByx nccnenosanusx 111 ¢a3sl npunuManu puBapokcadas.

Tabnuua 1. Yrcno manueHToB, yYacTBOBABIIMX B MCCIIEOBAHUAX, CyMMapHasi CyTOYHast 103a U

MakKCUMaJibHass MNPOAOJDKUTCIIBHOCTL JICHCHHA B KIMHHUYCCKUX HCCICAOBAHUAX 111 (1)213]:1 C

Y4aCTUECM B3POCIIbIX U NICAUATPUYCCKUX MMALITUCHTOB

JIOHOILIEHHBIX HOBOPOKIECHHBIX
U feTel B Bo3pacte 10 < 18 jer
MOCJI€ HaYaJbHOW CTaHIAPTHOM
AHTUKOATyJITHTHOW TE€panuu

B 3aBHCHMOCTH OT

Maccel  Tema, IS
JOCTUKCHHS
AKCITO3UIIUH,
HaOmoaBIIeiicss  y

B3POCIIBIX,

Iloka3anue Yuciio CymmapHnasi MaxkcumajibHas
NalUeHToB* CyTOYHAas 1032 NPOI0TKUTEIHLHOCTD

JIeYeHu s
[TpodunakTrka BEHO3HOM 6 097 10 mr 39 nuei
TpoMO0o3MOouu (BTI) y
B3pOCIIBIX MAIUEHTOB,
MIEPEHECIINX TIAHOBYIO
OTIEPALIMIO TIO 3aMEHE
Ta300eIPEHHOT0 WK
KOJIGHHOT'O CyCTaBa
[Tpodpunaktuka BTO y 3997 10 mr 39 nueit
MaIMEHTOB,
TOCHHUTAIM3HUPOBAHHBIX C
OCTpPBIM MEAULIUHCKUM
COCTOSIHUEM
Jleuenne TpomO03a riryOboKux 6 790 Henb 1-21: 30 mr 21 mecan
BeH (TT'B), rpombGo3MOo0N Hauunas ¢ 22 qus:
nerouyHoy aprepuu (TOJIA) n 20 mMr
npopUIaKTUKA PELUANBOB [Tocne MuHUMYM 6

Mecsues: 10 Mr uinm
20 mr

Jleuenne BTO u npodunaxktuxa 329 Jo3a, 12 mecsnes
peuuausos BTO y CKOpPPEKTUPOBaHHAs
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nosydyaBmux 20 mr
puBapokcabaHa OJIMH
pa3 B JeHb A
neyenus TI'B

nepuepuyecKux apTepuit
(3ITA)

alleTWICAITNIINIIOBOU
KHUCJIOTOM

[Ipopunaktuka HHCYIBTA H 7750 20 mMr 41 mecsn
CHCTEMHOH TpOMOOIMOOIHH Y
MAlUeHToB ¢ (GuOpuuIAIuen
npeacepaun HEKJIAIIaHHOI'0
MIPOUCXOKIACHHUS
[Tpodunaktuka 10 225 SMr  wm  10wmr 31 mecsn
aTepOTPOMOOTHUECKHUX COOTBETCTBEHHO, B
COOBITHI y TAIMEHTOB IMOCIe KOMOWHAIINH c
OCTpOTO KOPOHApHOT0 ALECTUICATUIUIOBOMN
cunapoma (OKC) KHUCIIOTOU W
ALETHICATUIUIOBOMN
KHUCJIOTOMN c
KIJIOTIHIOTPEJIOM  HITH
TUKJIOTTHUIUHOM
[Mpodunakrrka 18 244 5 Mr B KOMOWHAIIUH C 47 mecsiueB
aTepPOTOMOOTUYECKUX COOBITHIA aleTUICAIUIINIOBON
y TAUUEHTOB C UIIEMUYECKON kucyioToit uiu 10 mr
6one3nwio cepaua (MbC) wim B MOHOTEpAIHH
3a00JIEBaHUEM 3 256%* 5 Mr' B KOMOMHAIIAH C 42 mecsua

* TlariieHTHI, MOYYHBIIKE IO MEHBIIIEH Mepe OJJHY 103y prBapokcadaHa.

** 13 uccnenoBanusts VOYAGER PAD.

Haubonee 4acTto perucTpupyeMbIMH HEXENATeIHHBIMUA PEAKIIUSMHU y MAIMEHTOB, TOTYYaBIINX
puBapokcabaH, ObUTH KpoBOTeueHUs (cM. Huke «OmHucaHue OTAETbHBIX HEKeIATEIbHBIX
peakuuity, cm pasgen 4.4.) (Tabmuma 2). Hamboiiee YacTo pEerUCTPUPOBAIUCH TaKHE

KPOBOTEUYEHHS, KaK HOCOBO€ KpoBoTeueHue (4,5%) U KelyJOoYHO-KUIIEYHOE KPOBOTEUCHUE

(3,8%).

Tabmuua 2. YactoTa BO3HMKHOBEHHSI KPOBOTCUCHMH™ M aHEMHMM y MAIMEHTOB, MOIYYaBIINX

JIeueHHe pUBApOKCca0aHOM B 3aBEPIICHHBIX KIMHUYECKUX uccienoBanusx 111 ¢assl ¢ yuactuem

B3POCJIBIX U NICAUATPUYCCKUX MAITUCHTOB

IToxa3zanue

JI1o00e kpoBOoTEUEeHHE

AHeMus

[Tpodunaktuka
TpoMbo3Mbouu  (BTD) y

HJIN KOJICHHOI'O CyCTaBa

BEHO3HOI
B3POCJIBIX
IIannucHTOB, nepeHecuH/Ix HJIaHOByIO
OTlepaIio Mo 3aMeHe Ta300eIPEeHHOTO

6,8% manueHToB

5,9% manueHToB
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[Mpodunakrrka BeHO3HOM | 12,6% mnanueHToB 2,1 % mauueHToB

TpoMO0IMO0TUHU y MaIMEHTOB,

TOCIUTAIN3UPOBAHHBIX C OCTPBIM

MEIUIIMHCKUM COCTOSIHUEM

Jleuenne TI'B, TOJIA u npodunaxtuka | 23% ManeHToB 1,6% nanueHToB
pELUINBOB

Jleuwenne BTD wu  npodwunakrtuka | 39,5% manueHToB 4,6% narnueHToB

peuuauBoB BTD y  JOHOIIEHHBIX
HOBOPOJKJEHHBIX M JE€Tedl B BO3pacTe
< 18 et mocne HayaIbHON CTaHIAPTHOU
AHTUKOATYJITHTHOW TEpanuu

[Tpodpumnaktuka wHCYIbTa U cucTeMHoi | 28 Ha 100 marueHTo-aer 2,5na 100
TpOMOOSMOOIMKM Y  MAalUEHTOB  C MAalHUEeHTO-JIET
bubprusnneit npeacepanit

HEKJIaaHHOTO TIPOUCXOXKICHUS

[Tpodpumnaktuka ateporpomboTHueckux | 22 Ha 100 mamueHTo-aer 1,4 nva 100
coOwIThii y manueHnToB mocie OKC MALUEHTO-JIET

[Ipodpunaktuka ateporpomboTHueckux | 6,7 Ha 100 maruento-ner | 0,15 wa 100
coOwrtuii y manmentoB ¢ UbC wu 3I1TA MMarueHTo-IeT**
8,38 ma 100 marmenTo-ner | 0,74 ma 100
HaLMEeHTO-TeT***#

*  Bo Bcex KIMHMYECKHX HCCIEAOBAHMSAX pHUBapokcabaHa BCE CIydyad KpPOBOTEUCHHUSI cOOMparoTCs,
PETUCTPUPYIOTCS M OLIEHUBAIOTCSI.

** B uccnemoBanun COMPASS yacToTa BCTpPEUaeMOCTH aHEMHHM HH3Kas, MOCKOJbKY MPUMEHSIICS
BBIOOPOYHBIN MOAXO0 K COOPY AaHHBIX MO HEKENATEIbHBIM SIBJICHUSIM.

*#* JIpu cOope JaHHBIX O HEXKEJIATSIbHBIX SBICHUIX PUMEHSUIICS BBIOOPOUHBIN MTOAXO.

# U3 uccaenosanugs VOYAGER PAD.

TabauyHOE PE3rOME HEKENATEIbHBIX PEAKIIHAI

YacToTa BCTpEYaeMOCTH HEXKENATEeNbHBIX PEaKIUi, 3apETUCTPUPOBAHHBIX Y AETeH U B3POCIHBIX
MIpY IPUMEHEHUU puBapokcabaHa, mpuBeaeHa B Tabmuie 3 HUXKE ¢ pa3[eIeHHueM 10 CUCTEMHO-
opransbM k1accam (MedDRA) u o wactore.

YacToTa BCTpEYaeMOCTH OMPEIeseTCsl KakK:

oueHb gacto (> 1/10),

gacrto (> 1/100, Ho < 1/10),

Heyacto (> 1/1 000, Ho < 1/100),

peaxo (> 1/10 000, o < 1/1 000),

oueHsb peako (< 1/10 000),

q4aCTOTa HCU3BCCTHA (Ha OCHOBAaHHMHU UMCIOIIUXCA JaHHBIX OLICHUTH HGBO3MO)KHO).
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Tabmuua 3. Bce HexenarenbHbIE PEaKIMU, 3aperHCTPUPOBAHHBIC Y B3POCHBIX MAlUEHTOB B

kuHHYecknx uccnenoBanuax I ¢as3sl wnm B Xole MOCTPEruCTPallMOHHOTO MPUMEHEHHS™, a

TaKkXkKe y TeInaTpUUeCKUX NMaIeHToB B IByX uccienoBanusx Il dhassl u aByx uccnenoBanusx I11

¢bazsr

Yacto

Heuacto

Peaxo

Ou4eHb penko

YacTora
HEM3BEeCTHA

Hapyumenus co cTo

OHBbI KPOBH U JTUM(PATHYECKON CHCTEMbI

Anemus (BKiIIOYas
COOTBETCTBYIOIIINE
nabopaTopHbIe
MOKa3aTeJH )

Tpom6GounTo3
(BKITIOUAs
MIOBBIIIEHHOE
coJiepKaHue
TPOMOOLUTOB)?,
TPOMOOIIUTOTICHHS

HapyuieHnust co CTOpoHbI HMMYHHOM CHCTEMBbI

Annepruueckas
peakuus,
aJUIEprU4eCcKui
NEpPMaTuT,
AHT'MOHEBPOTUYECKUN
OTEK U aJUIEPTUYECKUI
OTEK

AnaduakTuueckue
peaxIyu, BKIodast
aHa(pUIAKTHYECKUI
IIOK

HapyumeHnust co CTOPOHbI HEPBHOM CHCTEMBbI

I'onoBokpyskeHue,
rojioBHasi 00Jb

Brytpumosrosoe u
BHYTpPUYEPEITHOE
KPOBOM3JIUSHHUE,
00MOpOK

Hapyumenus co cTo

OHBI OPraHa 3pPeHus

KpoBousnusuue B
a3 (BKJIouas
KPOBOM3JIUSHUE B
KOHBIOHKTHBY)

Hapyumenus co cTo

POHBI cepana

Taxukapaust

Hapyumenus co cTo

OHBI COCY/I0B

CHmxeHue
apTepuaIbHOTO
JaBJICHUS,
remaromMa

Hapymenus co cro

POHBI AbIXaTEJBbHOH CHCTEMbI, OPTAHOB I'PY/IHOI KJIETKH M CPeJOCTeHHUS

Hocosoe
KpPOBOTEUECHUE,
KPOBOXapKaHbe

D03uHO(pUIbHAS
ITHCBMOHUA

/Ke1y104HO-KHIIIeYHbIe HAPYLICHHUS
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KpoBoTounBocTh
JIeCeH,
KEITyA04HO-
KUIICYHOE
KPOBOTCUCHHE
(BKITIOUAS
pEKTaNbHOE
KpOBOTEUYEHHUE),
6o B obsacTH
KEITyA04HO-
KUIICYHOTO TPAKTa
U B KHBOTE,
JHCIIETICHS,
TOIHOTA, 3a1op™,
nuapest, ppora’

CyxocTb BO pTY

Hapyumenus co cTo

OHBI NCYCHH H KECJTYCBbIBOAANIHNX nyTeﬁ

IloBrInIenue
aKTUBHOCTH
TpaHCaMUHA3

Hapymenne QyHkimm

NICYEHH, MTOBBIIICHUE
KOHIICHTPALUU
OounnpyOuHa,
MIOBBIIIICHUE
aKTUBHOCTH

IeTI0YHOH (ocdaTaszbl

A

B KpOBHU' ", ITOBBIIIICHUEC

aktuBHocTH [ TTA

Kentyxa,
MIOBBIIIICHUE
KOHIICHTPALUU
KOHBIOTUPOBaH-
HOro OunpyOuHa
(npu
COIIYTCTBYIOILIEM
TIOBBIIIICHUT
aktuBHOCTH AJIT
nuam 0e3 Hero),
X0JecTas,
rernaTuT
(BKITIOUAS
renaToLeIUTIoNp-
HOE
MIOBPEXKACHUE)

Hapyumenus co cTo

OHbI KOKH H MOJKO0KHBIX TKaHEH

Koxnbiit 3y
(BKITIOUAS
HEYacThIe ClTydyau
reHepaIu30BaH-
HOTO 3yJ1a),
KOJKHas ChIIb,
9KXMMO3, KOXKHbIE
U TIOJIKOKHbIE
KPOBOU3JINSHUSA

Kpanusauna

Cunnpom
CruBeHca-
JI>xoHCOHA/
TOKCHYECKUH
SMUIEPMAIbHBIN
HEKPOJIU3,
DRESS-cunapom

Hapyumenus co cTo

OHbI MBIIEYHOM’, CKeJl

€THOM U COeINHUTE

JbHOM TKAaHHU

Boir B
A

KOHCYHOCTAX

I'emaptpo3

KpoBousnusuue B

MBIIIITY

KomnaprmeHt
-CHUHJIPOM KaK
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CICOCTBUC

KPOBOTEUEHUS
HapyuieHusi co CTOPOHBI NO4YE€K U MOYEBbIBOASIIMX MMyTeM
KpoBoreuenue u3 [Toueynas
YPOT€HUTAIBHOTO HEJI0CTaTOY-

TpakTa (BKJIrOYas
reMaTypHio 1
MeHopparuio®),
HapyIleHue
(GYHKITUHU TTOYEK
(BKITIOUAs
MIOBBIIIICHUE
KOHIICHTPALUU
KpeaTHHUHA B
KpOBH,
MIOBBIIIICHUE
KOHIICHTPALUU
MOYEBHMHBI KPOBH)

HOCTB/ OCTpast
noyeyHas
HE/I0CTaTOY-
HOCTB KakK
CIIeZICTBUE
KpOBOTEYE-
HUS,
JOCTaTOYHOTO
IUIs TOTO,
9TOOBI
BbI3BaTh
TUIIonep-
byswmro;
Hedponarus,
acCOIMHPO-
BaHHas C
IPUEMOM
aHTHKOAry-
JISTHTOB

OOuue HapylIeHUs U PeaKMU B MeCTe BBeeHUs

Jluxopanka®, VYXxynuienue oo1ero JlokanpHbII
nepudeprudecKkuil | CaMOYyBCTBUS orex?
OTEK, CHH)KEHUE (BKITIOUAA
o0meit HEJOMOTaHue)
(bU3HYECKON CHITBI
Y DHEPTUH
(BKITIOUAS
c11abocTh U
ACTEHHUIO)
JlaGopaTopHble H HHCTPYMEHTAJIbHbIE IAaHHbIE
[ToBbiIEeHUE
axtusHOCTH JIJITA,
MOBBILIICHHE
AKTMBHOCTH JIMIIA3bI",
MOBBIIIICHHE
AKTUBHOCTU aMMJIA3bI"
TpaBMbl, HHTOKCHKAIIMH U OCJI0KHEHHUS MPOLEAYP
KpoBoreuenue Cocynucras
MOCIIe IPOIEAYP TICEBIIO-
(BKITFOUAST aneBpusMa‘

25




MOCJICOTIEPAIIHOH-
HYIO aHEMUIO U
KPOBOTEYEHHE U3
paHbl), yuuo,
BBIJICJICHHC
CeKpeTa U3 paHbl’®

A: HaOmonanucy npu npodunaktuke BTD y B3pociHbix MalMEHTOB, MEPEHECUINX IUIAHOBYIO
OTIEPAIIO 1T0 3aMEHE Ta300€eIPEHHOT0 HIIH KOJIEHHOTO CyCTaBa;

B: HaOmonanucy npu jedennu TI'B, TOJIA u mpodunakTuke peuuauBOB KaK OYEHb YacTble Y
JKCHII[UH MOJIOXKE 55 JeT;

C: HaOMIONAIMCh KaK HEYacThle B paMKax NPOQWIAKTHKH aTepOTPOMOOTHYECKUX COOBITHH Y
narueHToB nociie OKC (mocne upeckoXHOT0 KOPOHAPHOTO BMEIIATEIbCTBA).

* [Ipumensiicss TpeABapUTENbHO 3aJaHHBI BBIOOPOYHBIA MOAXOX K cOOpY [HaHHBIX IO
HE)KENaTeNIbHBIM SIBICHUSM B OTAeNbHBIX uccnenoBanusx 111 ¢asel. Ha ocHOBaHWM aHann3a JaHHBIX STHX
WCCJIEIOBAHUN YacTOTa HEXENATENbHBIX pPEAaKIWi HE MOBBICMIACH, W HOBBIX HEXEJATEIbHBIX

JIEKapCTBEHHBIX PEaKLUUI HICHTUPHULINPOBAHO HE OBLIO.

Onucanue OTACIBHBIX HEXKEIATSIbHBIX PEeAKIINI

VYuuTeiBasg (hapMaKoJIOrMYECKH MEXaHW3M JecTBUs, MPUMEHEeHue mpenapaTta PuBapokcaban
MOJKET COMPOBOXK/IATHCS MOBBIIICHHBIM PUCKOM CKPBITOTO MJIH SIBHOI'O KPOBOTEUCHHS U3 JIIOOBIX
OpraHOB U TKaHEW, KOTOPOE MOXET IPUBOAMUTHL K IIOCTreMopparnueckor anemud. [Ipusnaku,
CHUMIITOMBI U CTETIEHb TSDKECTH (BKJIIOYAst JIETAIBHBIA UCX0/1) OyIyT BapbUPOBATh B 3aBUCUMOCTHU
OT JIOKQJIN3allu{, UHTEHCUBHOCTH WM MPOJOJDKUTEIBHOCTH KPOBOTCUCHHS W/ MM aHEMHH (CM.
noapazien «Jleduenne kpoBoTeueHwil» pazgena 4.9.). B KIMHMYECKUX UCCIIEIOBAHMIX
KPOBOTEUEHHSI 3 CIM3UCTHIX 000JI0UEK (2 MMEHHO: KPOBOTEUEHUE U3 HOCA, IECECH, JKEITYA04YHO-
KMILEYHOI O TPaKTa, MOYEII0JI0OBOM CUCTEMBI, BKJIKOYasi aHOMaJIbHbIE BATMHAJIbHBIE UM YCUIIEHHOE
MEHCTpYaJbHOE KpPOBOTEUYEHHE) W aHEeMHUs HaOJIONaIMCh Yalle MpH JUIUTEIBHOM JICUCHUH
puBapokcabaHoM 1o cpaBHeHHio ¢ JjedeHueM ABK. Takum oOpa3oMm, B [0MOJHEHHE K
HaJJIeXkKaIeMy KIIMHUYECKOMY HaOJII0/ICHUIO, nabopaTopHoe UCCIIE0BAHUE
reMOTJI00MHA/ TeMAaTOKPUTA MOXET ObITh 3HAUUMBIM ISl BBISIBIICHUS CKPBITHIX KPOBOTCUCHUN H
KOJIMYECTBEHHOW OLEHKU KJIMHUYECKOW 3HAYMMOCTH SIBHBIX KPOBOTEUEHMI B Cilydasx, Korjaa
PUMEHUMO. PUCK pa3BUTHS KPOBOTEUEHUH MOXKET OBITh MOBBIIIEHHBIM Y ONPECICHHBIX TPy
MAlMEHTOB, HAlpUMEpP, y TMAILMEHTOB C TSKEIOM HEKOHTPOIUMPYEMOM AapTEpUAIBHOMN
THIEepPTEH3MEeH W/ WK IPU COBMECTHOM NPUMEHEHUU C MpernapaTaMu, BIUSIOIMMHE Ha TeMOCTa3
(cm. mogppasnen «Puck xpoBoredueHus»» paznena 4.4.). MeHCTpyaabHOE KPOBOTEUEHUE MOKET

ObITH O0JIee OOMIIBHBIM W/ WU MPOIOIKUTEIBHBIM.
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['eMopparuueckue OCJIOKHEHHs MOTYT TMpOSIBIATbCA B BUAE C€1a0OCTH, OJNIETHOCTH,
TOJIOBOKPY>KEHUS, TOJIOBHOH OOJM MJIM HEOOBSICHUMBIX OTEKOB, OJABIIIKH MU HEOOBSICHUMOTO
11oka. B HEKOTOPBIX ciayyasx BCIEACTBHE AHEMHUU HA0JIIOIAIMCh CUMIITOMBI HIIIEMUHM MUOKapAa,
TaKue Kak 00Jib B TPYIH WIH CTCHOKAPIUS.

[Tpu npumenenun npenapaTta PuBapokcaGaH perucTpupoOBaINCh TAKHE U3BECTHBIE OCIIOKHEHHS,
BTOPUYHBIC II0 OTHOILIEHUIO K TSDKEIBIM KPOBOTEUEHUSM, KaK CHHIPOM IIOBBILIEHHOI'O
cyOdacuuanbHOro AaBieHus (KOMIIAPTMEH-CHHIPOM), MTOYEUHasi HeJ0CTaTOYHOCTh BCIJIECACTBHE
runonepdy3uu WM HeppomaTusi, acCOLUMUPOBAHHAS C IPUEMOM AaHTUKOATyJSHTOB. Takum
o0pa3omM, ClIeqyeT YYHMTHIBaTh BO3MOXHOCTh KPOBOTEUEHHs IMPHU OLIEHKE COCTOSHHUS JH0O0T0

ManuceHTa, MOoJIy4arouero aHTUuKOaryJdHThbI.

€T’

Jlewenue BTO u npogunakmura peyuousog BTO

Orenka 6e30MacHOCTH y JIeTel U MOJAPOCTKOB OCHOBAaHA Ha JAHHBIX MO OE30MAaCHOCTH OTKPBITHIX
UCCIICZIOBAaHUM C aKTUBHBIM KOHTpojeM (aByx uccienoanuii Il ¢aser u omnoro III dassr) c
ydJacTHeM JeTeil B Bo3pacte oT poxaeHus 10 < 18 sner. JlaHHbIe 10 6€301macHOCTH OBUIH B IIEJIOM
COIIOCTAaBUMBIMHU JIJIsl pUBapoKcabaHa U Ipernapara CpaBHEHUS B pa3IMYHBIX BO3PACTHBIX TPyIIax
nereit. B nenom npoguis 6e3onacHoctu y 412 nereil U mopoCTKOB, MOJTyYaBIINX PUBAPOKCa0aH,
ObUl aHAJIOTMYEH NpoQmI0 OE30MacCHOCTH, HAOII0JaeMOMY BO B3pOCION MOMYJSLUH, U
COXPAHSICS B pa3HbIX BO3PACTHBIX IPYIIAX, XOTS OLEHKA OTpaHUYeHA HEOOIBIINM KOJTMUYECTBOM
MAIMEHTOB.

I'onoBuas 6016 (04eHb yacTo, 16,7%), nuxopajaka (o4eHsb 4acto, 11,7%), HocoBoe KpOBOTEUEHUE
(ouenp wacto, 11,2%), pBora (ouenp uacto, 10,7%), Taxukapaus (dacro, 1,5%), moBbilIEHUE
KOHIIEHTpaluu Oounupyomnna (dacro, 1,5%) u MOBBIIIEHUE KOHIEHTPAIMH KOHBIOTHPOBAHHOTO
ounnpyOuna (peaxo, 0,7%) perucTpupoBaUCh y MEAUATPUYECKUX MAIUEHTOB Yalle, 4eM Y
B3pocibiX. Kak v Bo B3pociioii nmomyisiuu, MeHopparust Haboaanacs y 6,6% (4acto) y 1eBoYeK-
MOAPOCTKOB nocJie MEHapXxe. TpomOoUTONeHNUS, HaOo1aemMast B paMKax
MIOCTPETUCTPALIMIOHHOTO MOHUTOPUHTA BO B3POCIION MOIMYJISILMY, B KIMHUYECKUX UCCIIEOBAHMSIX
cpeau  menuaTpuuecKkod —momynsuuu - HabOmromamuck  dacto  (4,6%). HexenarennHbie

JIeKapCTBEHHbIE PEaKIMU y JeTeil ObTH B OCHOBHOM OT JIETKOHU /10 YMEPEHHOMN CTENEHH TSHKECTH.

COO6H.I€HI/I$I 0 TOA03pPEBACMBIX HCXKCIATCIBbHBIX PCAKITUAX

BaxxHo cooOmare 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEAKIUsAX IOCNIe PEeTUCTPalud
JIEKapCTBEHHOTO TIperapara ¢ 1elibio 00ecredeHrsI HeMPepbIBHOTO MOHUTOPHHTA COOTHOIICHHUS
«IONb3a — PHUCK» JICKAPCTBEHHOTO mpemnapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHIYeTCs

coo0mare O JIOOBIX MOJO3PEBACMBIX HEKENATENbHBIX PEaKIHsIX JIEKapCTBEHHOIO Iperapara
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4yepe3 HaIMOHATBHYI0 CHCTEMY COOOIICHHS O HEKEIATeNbHBIX PEaKIUAX TOCyIapCTB-UJICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COHO3A.

Poccuiickas @eodepayus

denepanpHas cayk0a o Ham3opy B cdepe 3apaBooxpanenus (Poc3apaBHamzop)

109012, r. Mocksa, CnaBsiHckas miomais, a. 4, ctp. 1

ten.: +7 800 500 99 03

email: pharm@roszdravnadzor.gov.ru

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMOTOMBI

Y B3pochbIX OBUTH 3apeTHCTPUPOBAHBI PEIKUE CIIydyad TEepeO3UPOBKU TPH TpUEME
puBapokcabana B go3ze a0 1960 mr. B cmyuae mnepeno3upoBKH HEOOXOAMMO TIIATEIBHO
Ha0JI0AaTh MAIIMEHTA Ha TIPEAMET Pa3BUTHS KPOBOTEUEHUI MM APYTUX HEXKETaTeIbHBIX PEaKIHi
(cm. moapasnen «Jleuenne KpoBoTeueHui» pasnena 4.9.). B cBs3u ¢ orpaHMueHHBIM BCaChIBAHUEM
oXxuaeTcst GOpMHUPOBAHUE TUIATO KOHLIEHTPAIMH MpenapaTa 0e3 JanbHEHIIero yBelIn4eHus ero
CpeAHeld KOHIIEHTpAaMHd B IUIa3ME€ KPOBU TMpPH MPUMEHEHHHM [103, IPEBBIIIAIONINX
TeparneBTHYECKue, paBHBIX S0 MI puBapokcabaHa MU BBIIIE Y B3POCTBIX.

JlJiss B3pOCIHBIX CYIIECTBYET CHEIU(PUYESCKH aHTUAOT (aHICKCaHEeT anb(a), OJOKUPYIOIIUI
bapmakoanHamuueckuii 3 ekt puBapokcadana.

B cnywyae mepeno3npoBKM puBapokcabaHa Uil CHIDKEHHUS BCACBHIBAaHHMSI CMOXKET MPUMEHSTHCS

AKTUBUPOBAHHBIN yTOJIb.

Jleuenue KpoBOTEUEHUN

Ecnu y nmanmenTa, MoIy4aromnero puBapokcadaH, BOSHUKIIO OCJIOKHEHHE B BUJE KPOBOTCUCHHS,
CIICAYIOUIMNA MpHeMa puBapokcabaHa CleAyeT OTIOXKHUTh WJIH, NP HEOOXOIUMOCTH, OTMEHUTh
neuenue. [lepuoa monyBbIBeJIeHUS pUBapoKcabaHa y B3POCIBIX COCTABISAET MPUOIU3UTEIBHO
5-13 yacoB. Jleyenue JIOKHO OBITh WHAMBHUIAYAJbHBIM B 3aBUCUMOCTH OT TSDKECTH U
JIOKanM3alMu KpoBoTeueHHs. [lpu HEoOXOIMMOCTH MOXKHO TPHUMEHSATH COOTBETCTBYIOIIEE
CUMIITOMAaTUYECKOE JIEUEHUE, TAKOE KaK MEXaHWYECKasi KOMIIpeccHs (HampuMep, MPHU TSHKEbIX
HOCOBBIX KPOBOTEUEHMSIX), XMPYPTrUUECKHI reMOoCcTa3 ¢ MpoLeypaMu KOHTPOJII KPOBOTEUEHHUS,
MHY3HOHHAs Tepanus W TeMOJMHAMUYECKas NOJJICP)KKa, NMPUMEHEHHUE IMPEernapaToB KpPOBH
(3pUTPOLIUTAPHON MacChl UM CBEXKE3aMOPOKEHHOM IU1a3Mbl, B 3aBUCHMOCTH OT TOT'0, BO3HUKJIA
aHEeMHs1 WIIM KOAryJIOMAaTHsI) WJIK TPOMOOLIUTOB.

Ecnun nepedncieHHbIe BbIIIE MEPOIPUATHS HE NMPUBOAAT K YCTPAHEHUIO KPOBOTCYECHUS, MOXKET

OBbITh Ha3HAYCH CIIEU(PUUECKUI aHTUOT HHruouTOpa (hakropa Xa (aHaeKcaHeT alb(ha), KOTOPBIN
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onmokupyer  (apmakoguHamudeckuid  3dpdexr  puBapokcabaHa, wWiIM  crneuupuUecKue
MPOKOAryJSHTHbIE TNpenapaThl, HampuMep, KOHIEHTpPAaT MPOTPOMOMHOBOIO KOMILIEKCa,
KOHIIGHTPAT aKTUBHUPOBAHHOTO MPOTPOMOMHOBOTO KOMIUIEKCA WJIM PEKOMOMHAHTHBIA (hakTop
VIla (r-FVIIa). Onnako B HacTosiliee BpeMsl ONBIT NPUMEHEHHS JaHHBIX JIEKAPCTBEHHBIX
NPErapaToB y B3pOCIBIX U JETeH, MOIydaloulux puBapokcabaH, BechbMa orpaHuyeH. [laHHble
PEKOMEHJALMU TaKXe OCHOBAHbI HAa OTPAHWYCHHBIX JOKIMHUYECKUX JaHHBIX. BO3MOXKHOCTBH
MOBTOPHOTO BBEAEHUS peKoMOMHAaHTHOTO ¢akropa VIla u THUTpOBaHME MdO3BI CIEAyeT
paccMaTpuBaTh B 3aBUCHUMOCTH OT CHIDKEHHsI aKTHBHOCTH KPOBOTEUYEHHs. B 3aBUCMMOCTH OT
MECTHOM JOCTYIHOCTH, B CIy4ae CHIIBHOTO KPOBOTEUEHHS CIEIYET PacCMOTPETh BO3MOKHOCTD
KOHCYJbTAI[UU CO CIELMAIIUCTOM MO Koaryysiuu (cM. paszzaen 5.1.).

[Ipennonaraercs, 4rto mnpoTramMuHa cyibhaT W BUTaMHH K He OKa3bIBalOT BIMSHUS Ha
AHTHUKOATyJITHTHYIO aKTUBHOCTh puBapokcabaHa. ViMeercsi orpaHHUYEHHBIN ONBIT MPUMEHEHUS
TPaHEKCAMOBOM KHCIIOTBI M OTCYTCTBYET ONBIT NPUMEHEHHS aMUHOKAIPOHOBOH KHCIIOTHI H
anmpoTHHUHA Yy  B3pOCIBIX, TNOJyYalomUX puBapokcaban. Hayunoe oOocHoBaHME
11€JIECO00Pa3HOCTH  WJIM  ONBIT TMPUMEHEHHs] CHCTEMHOI'0 TI'e€MOCTaTHMYEeCKOro Iperapara
JIECMONIPECCUH Yy TAIMEeHTOB, IMOJyYalOIIMX pHUBApOKcabdaH, OTCYTCTBYeT. YUMTHIBAs
WHTCHCUBHOE CBS3bIBAaHUE C O€NKamMHu IUTa3Mbl, OXHIAETCs, 4YTO pUBapokcabaH He Oyner

BBIBOJAUTHCS IPpU NPOBCACHUU JUAJIN3A.

eTH
JlanHble y nered orpaHuyeHbl. JlaHHbIE O J03aX, NPEBBIIIAIONIUX TEPANEBTUYECKUE, Y NETEH
OTCYTCTBYIOT.
Crnenuduueckuii aHTUAOT (aHAEKCaHET anbda), OIoKHpyomuil papmakoIuHaMUYeCKHi 3¢ dexT
puBapokcabaHa, He pa3pelieH K IPUMEHEHHIO y IETEH.
Jleuenue kpogomeuenuti
[lepron mONMYBBIBEACHUS Yy JETEH, CIPOrHO3UPOBAHHBI C TIOMOIIBIO MOIMYJISIUOHHOTO
(apMaKOKMHETUYECKOTO MOCTUPOBAHUS, KOPOUE, YeEM Y B3POCIBIX (CM. pa3aen 5.2.).
OnbIT npUMEHEHHs CrHenu(UUEeCKUX MPOKOATYJISHTHBIX IpernapaTroB (HampuMmep, KOHIIEHTPAT
IPOTPOMOMHOBOTO KOMILJIEKCA, KOHIIEHTPAT aKTHBHPOBAHHOTO MPOTPOMOMHOBOIO KOMILIEKCA
wii pekomOuHanTHeIA (aktop VIla (r-FVIla)) y nereii, nmomyuarommx puBapokcabaH, BecbMa
OrpaHUYEH.
OTcyTCTBYET OINBIT IPUMEHEHHUsI POTaMUHA Cyib(ara, BuTaMuHa K, TpaHeKkcaMOBON KHCIIOTHI,

aAMHHOKAIPOHOBOW KHUCJIOTHI M allpOTHHUHA Y JIETEH, MOTyYaroIuX puBapoKcadaH.

5. PAPMAKOJIOTHYECKHE CBOHCTBA

5.1. ®apmakoanHaMHUYecKHe CBOICTBA
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dapmakoTepaneBTHUECKasi TPYMIa: AHTUTPOMOOTHUECKHE CPEACTBA; IMpPSIMble HHTHOUTOPHI
¢akTopa Xa.
Kox ATX: BOIAFO1

MexaHu3M NeiCTBUS

PuBapokcabaH — BEICOKOCETICKTHUBHBIN MpAMOi HHruOuUTOp (hakropa Xa, oOnagaromuii BEICOKOM
OMOIOCTYHOCTBIO NPH MpreMe BHYTpb. Hrubuposanue ¢gaxkropa Xa npepriBaeT BHYTPEHHUH U
BHEIIHUH My Th KOATYJISIIMOHHOTO KacKaja, HHruoupys oOpa3oBanue TpoMOuHa u popMupoBaHue
Tpomba. PuBapokcaban He uMHrHOupyeT TpomMOuH (akTuBHpoBaHHBINA (akTtop II), a Taxke He

MIPOIEMOHCTPUPOBAJ BIUSHHS HA TPOMOOLIUTHI.

dapmakoamnHamudeckue 3P HEKThI

VY 4enoBeka HaONOJaeTCs [0303aBUCMMOE WHTMOMpOBaHME aKTUBHOCTH (pakTopa Xa.
PuBapokcabaH oka3bIBaeT 10303aBUCUMOE BIMSIHUE HAa IPOTPOMOMHOBOE BpeMsi, KOTOPOE XOPOIIO
U TECHO KOppEIupyeT ¢ KOHIEHTpauusMu B IazMe Kposu (r=0,98), eciu nns aHamuza
ucnonb3yercss Habop Neoplastin. [Ipu ucronb30BaHUM PYTUX PEaKTUBOB pE3yNbTaThl OymyT
ornyatbea. IIpoTpoMOMHOBOE Bpems cienyeT U3MepATh B CEeKyHJax, Mockoisky MHO
OTKaJIMOPOBAHO M BAJMIUPOBAHO TOIBKO JJISl IPOU3BOAHBIX KyMapHHa U HE MOXKET PUMEHSThCS
JUISL APYTHX aHTUKOAryJISTHTOB.

VY nanMeHToB, MOMyYaloUX pUBApOKcabaH uid JeueHUs U NpopuiaakTHKU peuuanBoB TI'B u
TOJIA, 5/95 npouentunu ans nporpombuHoBoro Bpemenu (Neoplastin) uepe3 2—4 daca mocie
npuema TabneTku (T.e. Ha MakcuMyMe 3¢dexTa) BapbupytoT oT 17 10 32 cexyH] npu mpueme
15 mr puBapokcabana aBa pa3a B ieHb, 1 0T 15 10 30 cexynz npu npueme 20 Mr puBapokcabaHna
OJIMH pa3 B JeHb. B mpoMexyTke yepe3 8—16 yacoB mocne nmpueMa TabiaeTku 5/95 mporeHTHIm
BapbpUpYIOT OT 14 10 24 cexyHn npu npuemMe 15 Mr 1Ba pasa B JieHb, U uepe3 18—30 yacoB nmocie
npuema TabneTku - ot 13 1o 20 cexyny npu npueme 20 Mr OMH pas3 B JCHb.

VY mauueHToB ¢ GUOpHUIALKEH mpeacepauil HEKJIAIaHHOTO MPOUCXOXKICHHS, TPUHUMAIOIINX
puBapokcalaH sl MPO(YUIAKTUKH UHCYIbTa U CUCTEMHOU TpoMO03MOOIHH, 5/95 MpOLEHTUIH
s mpotpoMOrHOBOro Bpemenu (Neoplastin) uepe3 1—4 yvaca nocne npuema TabiaeTku (T.e. Ha
MakcumyMe 3¢dekra) BappupytoT oT 14 1o 40 cexyH] y maueHToB, MpUHUMaoIMX 20 MI OJJMH
pa3 B aeHb, 1 oT 10 10 50 cekyH y MalMEHTOB ¢ HapyUIeHHEM (PyHKIIUH IOYEK CpeIHEH CTeneHH,
IIPUHUMAKOIIKX 15 Mr onuH pa3 B JeHb. B mpomexyTtke uepe3 16-36 uvacoB mocie npuema
TabNeTKH 5/95 mpoueHTHIN BapbupyIoT OT 12 10 26 ceKyH[ y MAIMEeHTOB, MpUHUMaromux 20 Mr
OJIMH Pa3 B JIeHb, U OT 12 10 26 cekyHJ y MallMEeHTOB C HapylIeHHeM (YHKIHU MOYEK CpeaHen

CTCIICHU, MPUHUMAIOIINX 15 mr OIHWH pa3 B ACHb.
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B  ximuHMuYeckoM  (apMakoJIOTMYECKOM HCCIEJOBAHUM HM3MEHEHHUS (apMaKoIUHAMHUKH
puBapokcabaHa Yy 3IOpOBBIX B3POCIBIX JOOPOBOJBIEB (N =22) OBUIO H3YyYEHO BIUSHHE
oqHOKpaTHbIX 103 (50 ME/Kr) nByX pasnu4HbIX THUIOB KOHLEHTpaTa MPOTPOMOUHOBOTO
komruiekca: 3-¢akropHoro (¢pakropst 11, IX u X) u 4-pakropuoro (pakropsr II, VIL, IX u X). 3-
(bakTOpHBI  KOHLEHTPAT MPOTPOMOMHOBOIO KOMIUIEKCA CHHM3WJ CpEIHHME 3HA4YCHUs
nporpombuHoro Bpemenu (Neoplastin), npumepno Ha 1,0 cekyHny B Teduenue 30 MUHYT 1O
CPaBHEHHIO CO CHHKCHHEM NMPUMEPHO Ha 3,5 CeKyH[bl, HAOIIOJaeMbIM MPH UCIIOIb30BaHUU 4-
(aKkTOPHOTO KOHILIEHTpaTa MPOTPOMOUHOBOTO KomIuiekca. HarmpoTus, 3-(pakTopHbIi KOHIIEHTpAT
IPOTPOMOMHOBOTO KOMIUIEKCA OKaszal Oosee BBIpaKEHHOE M ObIcTpoe ollee BIMSHHUE Ha
00paTUMOCTh U3MEHEHHUI B T€HEPALUU YHIOTEHHOT'0 TPOMOMHA, YeM 4-(haKTOPHBIH KOHIIEHTPAT
IPOTPOMOMHOBOTO KOMILIEKca (cM. pazaen 4.9.).

Taxoke puBapokcaban no3o3zaBucumo ysenuuuBaeT AUTB u pesynasrar HepTest, ogHako 3tu
napaMeTpsl HE PEKOMEHIYETCs MCIOJIb30BaTh JJIsi OLEHKU (hapMakoAMHAMUYecKoro 3¢ddexra
puBapokcabana. B mepuon neyeHus puBapokcabaHOM IPOBOAUTH MOHUTOPHHI MapaMETpPOB
CBEpPTHIBAHUS KPOBHU B PYTHHHOM KITMHHMUYECKOW MpaKkTUKE He TpedyeTcs. OnHaKo, eclu JUIst 3TOro
€CTh KIMHHYECKOEe OOOCHOBaHME, KOHIIGHTPALUsl pUBAapOKcabaHa MOXKET ObITh M3MEpeHa Npu

MTOMOIIN KATMOPOBAHHOTO KOJMYECTBEHHOTO TECTa aHTU-Xa aKTUBHOCTH (CM. pazzien 5.2.).

Kimanueckas 3 dheKkTUBHOCTE U O€30IIaCHOCTD

Ilpopunaxmuxa uucyroma u cucmemHou mpomoOOIMOOIUU Y NAYUeHMOo8 ¢ Guopuiiayuer
npeocepouli HeKIanaHHO20 NPOUCXOIHCOEHUS]

[Iporpamma KJIMHUYECKUX HCCIEIOBaHUN puBapokcabaHa Obuia pa3paboTaHa JUIsl TOrO, YTOOBI
nokasartb 3()(peKTHBHOCTH prBapoKcadaHa B OTHOLICHUU MPOQMIAKTUKYA UHCYJIbTa U CUCTEMHOM
TpoMO0IMOOIUH Yy MAMEHTOB ¢ GUOPMILIAIIMEH pecepAnid HEKJIATAaHHOTO IPOUCX 0K ICHHSL.

B 06azoBom gBoiiHom cienom wuccnenoBannu ROCKET AF 14264 mnanuenta ObuiH
paHIOMU3UPOBaHBI Ha rpueM 20 Mr puBapokcabaHa ouH pa3 B IeHb (15 Mr oauH pa3 B 1eHb I
narenToB ¢ KnKp 30-49 mu/mMuH) wnu Ha mpueMm BapgapuHa, 103y KOTOPOTO THUTPOBAIH 10
noctkenus uenesoro 3Hauenus MHO 2,5 (tepanetuueckuii quamnason ot 2,0 1o 3,0). Menuana
JUINTENBHOCTH JIEUEHUs cocTaBmiIa 19 Mecsles, a 0011as NIpoAOKUTEIBHOCTD JIeueHus — 110 41
Mecsua.

34,9% mnauMeHToB MOJIydaad TEpaIUI0 aleTWICATUIWIOBYO Kkuciaory, 11,4% - momywanu
Tepamnuro auTHapuTMuIeckumu npenaparamu III knacca, Bkirouas aMHOJapoH.

PuBapokcaban He ycrynan BapdapuHy MO NEPBUYHONH KOMOMHHPOBAHHOM KOHEYHOH TOUKE
MHCYJIbTAa M CUCTEMHOM 3MOO0JIMHU, HE CBA3aHHOW C IeHTpaibHON HepBHOU cuctemoii (LIHC). B

MomyJjianuu, HonyanLueﬁ JICHCHUC  COIIaCHO IMPOTOKOJIY, MHHCYJIbT MWW CUCTCMHAaA
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TpoMO03MOOHs pou3onuy y 188 manuenToB, nonyyaBmmx pusapokcada, (1,71% B roq) u'y
241 namnueHTa, npuHUMagIiero Bapdapus, (2,16% B rox) (otHomenue puckon (OP) 0,79; 95%
noseputenbHblit uHTEpBal (JAN), 0,66-0,96; p < 0,001 s runoressl «He ycrynaer»). Cpeau Bcex
PaHIOMU3HPOBAHHBIX MALMEHTOB, IPOAHAIM3UPOBAHHBIX B COOTBETCTBUM C Ha3HAUYEHHBIM
BMemiarenbectBoM (ITT), mepBuuHble coObITHA NpoW3ONUIM Y 269 MalMEHTOB, MOIYYaBIIUX
puBapokcaban (2,12% B ron) u y 306 namnuenToB, nonyyasimux Bapdapus, (2,42% B rox) (OP
0,88; 95% U, 0,74-1,03; p<0,001 nns runore3sl «He yctymaer», p = 0,117 mist runoresst
«TIPEBOCXOANT»). Pe3ynbTaThl 1711 BTOPUUHBIX KOHEUHBIX TOUEK, IPOBEPEHHBIX B HEPAPXUUECKOM
MOps/IKE B aHAJIN3€ B COOTBETCTBHH C HA3HAYCHHBIM BMEIIATEIbCTBOM, NTOKa3aHbl B Tabmuie 4.
Cpenu mammenToB B rpymme Bapdapuna 3HaueHuss MHO Haxoaunuch B TepaneBTHYECKOM
nuanaszone (ot 2,0 go 3,0) B cpenneM B 55% cnydaeB (MeauaHa — 58%, MEKKBapTHIIbHBIN
nuana3oH — ot 43 1o 71). Dddext puBapokcadbana He pazauuancs Ha ypoBHe HeHTpanbHoro TTR
(Bpems B quanazone neinesoro MHO ot 2,0 o 3,0) B kBapTuiIsix oguHakoBoro pasmepa (p = 0,74
JUId B3auMoOJIeHCcTBUA). B mpenenax camoro BBICOKOTO KBapTWJIS IO OTHOLIEHUIO K LIEHTPY
otHomieHue puckoB (OP) puBapokcabana mo cpaBHeHHIO ¢ BapdapuHom coctasisiio 0,74 (95%
1, 0,49-1,12).

YacTtoTa BOSHMKHOBEHHSI OCHOBHON KOHEYHOW TOUYKH 0€30MacHOCTH (OONBINHE W KIMHHUYECKH
3HaYMMble HEOOJBIINE KPOBOTEUEHMs) ObUIa COMOCTaBMMa B 00euX Trpynmax JedeHus (CMm.

Tabnuiy 5).

Tabmuua 4: pe3ynabrarhl oueHKH 3((eKTUBHOCTH, Moidy4deHHble B wuccienoanuu 111 ¢assi

ROCKET AF

Hccaenyemas ITT ananu3 3¢ peKTUBHOCTH y NALUEHTOB ¢ pudpuiIAnmei
NOMYJIAIHA npeacepanii HEKJIANMAHHOTO MPONCXO0KIEHUS
TepaneBrnuyeckas Pusapoxcadan 20 mr Bapdgapun B no3e, OTtHomenne
J03a OJMH pa3 B IeHb TUTPOBAHHOM 110 puckoB (95 %
(15 mr oguH pa3 B AeHb 1eJIeBOMY YPOBHIO JAN)
JJIS MAllMEeHTOB ¢ MHO 2,5 p-3HaYeHue,
YMEpPEeHHOH NM0YeYHOI (TepaneBTHYECKUI TeCT Ha
HEI0CTATOYHOCTHIO) AUana3oH ot 2,0 10 | MPeBOCXOACTBO
3,0)
Yacrtora codObITHIl Yacrora  coObITHI
(100 nauueHTO-JIET) (100 nauueHTO-J1€T)
HNucynbt u
CI/ICT}éMHaﬂ 269 306 © 73’8f 03)
TpoMO0IMOOTHsI, HE (2,12) (2,42) ’O 11;
cBsa3anHas ¢ ITHC ’
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Wucynbt, cucteMHast
TpOMOOAIMOONHSI, HE
ces3zanHas ¢ [[THC, u 579 609 0,94
CMEPTh  BCIICJICTBUE (4.51) 4.81) (0,84-1,05)
CEpIEYHO- ’ ’ 0,265
COCY/IUCTOTO
3a00eBaHUsA
Wucynbt, cucteMHast
TpOoMOOAIMOOIHSI, HE
cea3anHas ¢ [IHC,
0,93
CMEpTh  BCIICJICTBUE 659 709 (0.84-1,03)
CEepJICYHO- (5,24) (5,65) 0.158
COCY/IUCTOTO
3a00JIeBaHUs u
HH(pAPKT MUOKap/a
— UncynsT 753 231 o 7(2,_9;) o
(1,99) (2,22) 0.221
— Cucremuas 0.74
TpomMO03MOONHS, 20 27
(0,42-1,32)
HE CBS3aHHAs C (0,16) (0,21) 0.308
HHC ’
Wndapkr Muokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464

Tabmuua 5: Jlanusle mo mpoduio 06e30MmacHOCTH B KiIMHUYECKOM wuccienoBanuu 11 ¢assi

ROCKET AF

Hccaenyemas IManuenTsl ¢ pudpuIIAIMeil NpeAcepaAnii HEKIANIAHHOIO
N IVA B NPOMCXOKAEHUA)
TepanesTnueckasi | PuBapokcadan 20 mr | Bapdapun B n03e, OTtHomenne
1032 OJMH pa3 B eHb TUTPOBAHHOM 110 puckoB (95 % JAN)
(15 mr oguH pa3 B eJ1eBOMY YPOBHIO p-3Ha4YeHUe
J€eHb JJI5 MallMeHTOB MHO 2,5
¢ YMEpEeHHOM (TepaneBTHYECKUIT
MOYEeYHOM auana3oH ot 2,0 xo
HEI0CTATOYHOCTHIO) 3,0)

YacToTa COOLITHIA

(100 nauueHToO-J1€T)
Yacrora  coObITHI

(100 nauueHToO-J1€T)

bonbime n

KIMHHYECKH 1,03
1475 1449

3HAYHNMBIC 14.91 (14.52) (0,96-1,11)

HeOoNbIINE (14.91) ’ 0,442

KPOBOTEUCHUS
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Boabmme 1,04
KPOBOTCUYCHHUS 393 386 (0,90-1,20)
(3,60) (3.45) 0.576
— CmepTh 0,50
2 >
BCJICJICTBUC © 27 4) ( 0528) (0,31-0,79)
KPOBOTCYCHUS ’ ’ 0,003
— KpoBoTeuenue u3 91 133 0,69
J)KM3HEHHO BaKHBIX (0.82) (1.18) (0,53-0,91)
opraHoB™ ’ ’ 0,007
— BayTtpuuepennoe 55 84 0,67
KPOBOM3IHUSIHHAE (0,47-0,93)
— [Nagenue ypoBHs 1,22
reMoryoouna* 305 254 (1,03-1,44)
(2,77) (2,26) 0.019
— IlepenuBanue
JIBYX WK OoJiee 125
€JIMHULL 183 149 a 01’ 1.55)
IPHUTPOLIUTAPHOM (1,65) (1,32) ’ 0.0 44"
MaccChl WK ’
HEeNBbHON KpoBH™
Knunnuecku
1,04
3HAYUMBIE 1185 1151 © 96{)1 13)
HEOOIIBIINE (11,80) (11,37) ’ ;
KPOBOTCUCHHUSI 0.345
CMmepTsb 0T Beex 208 750 0,85
MIPUYUH 0,70-1,02
P (1,.87) 2.21) ( 075 )

BBI JJI1 OIICHKHN IIaCHOCTHU B BHCHUMOCTH OT IIOJIYUCHHOI'O BMCIIIATCIIBCTB
% BpIGOpKa OLICHKH 0€30IacHOC 3aBHCUMOCTH OT MOJIyY€HHOT'O BMEIIATEeIbCTBA

* HOMUHAJIBHO 3HAYUMOE

B nononnenne k uccnepoBanuto ¢aszel [II ROCKET AF 0buio mpoBeeHO MPOCTIEKTUBHOE,
HEKOHTPOJIUPYEMOE  IIOCTPETUCTPALIMOHHOE  HEUHTEPBEHLIMOHHOE  OTKPHITOE  KOIOPTHOE
uccnegopanue (XANTUS) ¢ ueHTpaidbHOM  OLIEHKOM  KOHEYHBIX TOYEK, BKJIIOYas
TpoMOo3MOOoIMUecKue coObITHS U Oosblme KpoBoTeueHHus. 6704 manuenta ¢ GpuOpuisueit
npeJcepAni HEKITAaHHOTO MPOMCXOXICHUS ObUTM BKJIIOUEHBI B HCCIICAOBAaHUE KIMHHUYECKOM
NPAaKTUKU 10 MPO(QUIAKTUKE MHCYJIbTa U CUCTEMHOW TpoMOosMOosnu, He cBszanHou ¢ [ITHC.
Cpennue nokazarenu CHADS, u HAS-BLED B uccnenoannu XANTUS cocraBuiu 1,9 u 2,0 no
cpaBHeHU0 co cpeanumu nokazarensimu CHADS; u HAS-BLED, paBubiMu 3,5 u 2,8 B
uccnenoanun ROCKET AF, coorBerctBenHo. bonbiioe kpoBoTeueHue npousouuio B 2,1
ciydaeB Ha 100 mammenTo-ner. CMeprenbHOE KpOBOTEUeHHE ObLIO 3apeructpuposano B 0,2
ciydyaeB Ha 100 mauueHTO-n€T, a BHyTpHUuUepenHoe KpoBousnusHue — B 0,4 ciayuaeB Ha 100
narueHTo-ier. MHCynsT wim cuctemHas Tpomboambonus, He cBszanHas ¢ [[HC, Obutn

peructpuposansl B 0,8 ciiydaes Ha 100 nmanueHTo-j1€T.
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OTH HAOMIOJCHUS B KIMHUYECKOH MPAKTUKE COIJIACYIOTCS C YCTAHOBJICHHBIM IpouieM
0€30MacHOCTH 1O ATOMY HOKA3aHHUIO.

B nmoctperucTpaiiioHHOM HEMHTEPBEHLIMOHHOM HccieqoBannu 6omnee yem 162 000 marueHToB ¢
¢ubpmwusiuueit npeacepanii HEKJIAMAHHOTO TMPOUCXOXKJEHHUS M3 UYETHIPEX CTpaH MOJydald
puBapokcabaH i1 NpO(UIAKTUKH HHCYJIbTa W CHUCTEMHOW TpomOo3MOonmu. YactoTta
umemuyeckoro uHcynbra cocrasmwia 0,70 (95% AU 0,44-1,13) wa 100 nauueHTo-j1eT.
KpoBoTreuenus, mpuBealmIne K TOCIUTAIM3ALMM, BO3HUKAIM CO CIEAYIOIIEH YacTOTOM Ha
100 naruenTo-net: 0,43 (95% AU 0,31-0,59) nns BHyTpuuepenHbix kpoBouznusuui, 1,04 (95%
AN 0,65-1,66) nna sxenygouyHO-KUIIEUYHBIX KpoBoTeueHuit, 0,41 (95% AU 0,31-0,53) nnsa

yporeHutanbHbix kpoBoteuenuii u 0,40 (95% AU 0,25-0,65) nns npyrux KpoBOTEUEHUIA.

Layuenmeot, nodeepeaiomuec;z Kapduoeepcuu

bbu10 IpOBEIEHO MPOCIEKTUBHOE PAaHIOMU3HPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE NOMCKOBOE
HCCIe0OBaHUE C 3acieIUIeHHOM oleHKoi koHeuHblX Todyek (X-VERT) c ywactuem 1504
NalMeHTOB (KaK TeX, KOMY JIEYeHHE NEepOpPAIbHBIMUA AHTHKOATYJISHTAMH OBLJIO Ha3HAuY€HO
BIIEPBBIC, TaK M YXe MOJIYy4aBIIUX paHee) ¢ (uOpwIIAnHMeld npeacepauil HEKJIamaHHOTO
MIPOMCXOXKACHUS, KOTOPBIM IOKa3aHa KapIUOBEPCHs, C LIEIbI0 CpPaBHEHUS pUBapokcabaHa H
antaronnctoB ButammHa K (ABK) B nmoze, momobpannoit mo MHO (pampomusanus B
COOTHOIIEHNH 2:1), MpUMEHSEMBIX AN NPOPHIAKTUKUA CEPICYHO-COCYAUCTON  SBIICHHM.
[TpuMeHsIIUCEH CEIyIONUe CTPAaTeTu: YPECIMIEBOAHAs >XoKapAauorpadus mocie 1-5 mHei
IIPEIBAPUTENIHOM aHTUKOATYJITHTHOM TEpaluy WIN TPAJULMOHHOM OAX01 K KapUOBEPCUH (HE
MeHee TpeX HeJlleNb MpeABapUTeIbHOro JeueHus ). IlepBuunas KoHeuHas Touka Y3PPEKTUBHOCTH
(Bce ciydyaun MHCYJIbTA, TPAH3UTOPHOW MIIEMHYECKOH aTaku, CUCTEMHON TpoMOo>MOoinu, HE
ceszanHoi ¢ [IHC, uHdapkra MuoKapa U cMEpTH BCIEACTBUE CEPICUHO-COCYAUCTHIX MPUUHH)
npousonuia y 5 (0,5%) nanuenToB B rpymnme puBapokcadbana (n =978) nu'y 5 (1,0%) nanueHToB B
rpynne ABK (n=492; OP 0,50; 95% AW 0,15-1,73; momudummpoBanHas momymsiust [TT.
OcHoBHasi KOHEUHasi To4ka Oe3o0macHOCTH (00JbIIoe KpoBOTeueHue) npousonria y 6 (0,6%) u
4 (0,8%) manueHToB B rpymnmnax puBapokcadana (n = 988) u ABK (n = 499), coorBerctBenno (OP
0,76; 95% N 0,21-2,67); nomynsitusi 6e30macHOCTH). B 1aHHOM MOMCKOBOM HCCIIEAOBAHUU
ObUIN ITPOAEMOHCTPUPOBAHBI COMIOCTABUMBIE 3(PPEKTUBHOCTH U O€30MIaCHOCTH B IPYTIaX JICUCHUS
puBapokcabana u ABK npu npoBeneHIH KapAHOBEPCUH.

Iayuenmol ¢ pudbpuniayuei npedcepOouli HeKIaNaHHO20 NPOUcxodxcoenus, neperecuue YKB co
CMeHmuposanuem

bbu1o mpoBeneHO paHAOMU3MPOBAHHOE OTKPBHITOE MHOroueHTpoBoe uccienoBanue (PIONEER

AF-PCI) nns cpaBHeHHs 0€30MacHOCTH JIBYX pEXKHMOB JO3MPOBAaHUS pHUBapoOKcabaHa B
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CpaBHEHHH C OJTHUM pexuMoM n1o3upoBanus ABK ¢ yuactuem 2124 nanuenToB ¢ pubpmsimen
IIpecepAnii HeKJIanaHHOTO MpoUcXokaeHus, nepeHeciinx YKB co creHTHpoBaHuEM 110 OBOAY
aTepocKiepoTudeckoro 3adoneBanus. [lanneHTs! ObUIM paHAOMHU3UPOBaHbBI B COOTHOMEHHH 1:1:1
st 12-mecsiunoit tepanuu. [larmenTsl ¢ uHcynbToM Wi TUA B aHamMHe3e HE BKIIOYAJINUCHh B
UCCIIEIOBaHUE.

I'pynna 1 momydana 15 mr puBapokcabana ouH pa3 B ieHb (10 Mr oauH pa3 B I€Hb Y NAIIUEHTOB
c KuKp 3049 wmn/mun) u wunrubutop peuentopa P2Y12. I'pynma 2 mnomywana 2,5 mr
puBapokcabaHa aBa pa3a B JIeHb M JBOWHYIO aHTUTPOMOOIMTApHYIO Tepamuio (T.e. 75 Mr
KJonuaorpena (WiId aabTepHATUBHBIM MHrHOMTOp perentopa P2Y12) u aneTHIcaluIUIOBYIO
kucioty (ACK) B Hu3koi1 103€) B Teuenue 1, 6 unu 12 mMecsues ¢ nociaeayomumM NepexoaoM Ha
15 mr puBapoxcabana (10 mr ogun pa3 B neHs y nauueHToB ¢ KiKp 30—49 mn/mun) ogun pa3 B
J€Hb C aLEeTWICAJIUIWIOBOM KHCIOTOM B HHM3KOM no3e. I'pynma 3 mnonydana ABK B
CKOPPEKTHPOBAHHOH /103€ M JIBOMHYIO aHTUTPOMOOIMTAPHYIO Tepanuio B TeueHue 1, 6 wmm 12
MecsleB ¢ nociuenyromumM nepexoqoMm Ha ABK B ckoppextuposanHoil no3e, ¢ ACK B HU3KOMI
703€.

[lepBuyHass KOHeuHas TOYKAa OE30MACHOCTH, CIIyuyad KJIMHUYECKH 3HAYMMOTO KPOBOTCUCHHS,
3apeructpupoBana y 109 (15,7%), 117 (16,6%) u 167 (24,0%) nauenToB B rpymnmne 1, rpymnme 2
u rpynre 3, coorBerctBeHHo (OP 0,59; 95% I 0,47-0,76; p < 0,001 u OP 0,63; 95% 1AM 0,50-
0,80; p < 0,001, COOTBETCTBEHHO).

BropuuHass koHeuHas TOyKa (CyMMapHas 4acToTa CEpACYHO-COCYAMCTBIX COOBITHIA: CMEpTb
BCJIEJICTBHE CEpPACYHO-COCYIUCTHIX MPUYMH, WH(GAPKT MHOKApAa WM HMHCYJIBT) pa3BUJIach Y
41 (5,9%), 36 (5,1%) u 36 (5,2%) namenToB B rpynne 1, rpynne 2 u rpynne 3, COOTBETCTBEHHO.
Kaxnplii w3 pexuMoB puBapokcabaHa TIOKa3al 3HAYMMOE CHIDKEHHE YacTOThl CIy4aeB
KJIMHUYECKM 3HAYMMOIO KpOBOTEUYEHHMs MO cpaBHeHHIO ¢ Tepanueil ABK y mnamueHTtoB ¢
HeKIananHou ¢pubpmusinueit npencepauii, nepenecmux YKB co creHTHpOBaHuEM.

[Tepuunoii nienpio uccnenoBanuss PIONEER AF-PCI sBnsutack onienka 6e3onacHoctu. [laHHbIe
o 3¢ dexTuBHOCTH (BKITIOYasi TPOMO0IMOOIMYECKHE COOBITHS) B 3TOM MOMYJISIUNA OTPAHUYCHBI.

Jleverue TI'B u TOJIA u npodpunraxmura peyuoueos TI'B u TDJIA

[IporpaMma KIMHUYECKMX HCCIEIOBAaHUI pHBapokcabaHa Al JTEMOHCTpPAlH PPEKTUBHOCTH
puBapokcabaHa B Hauane JsedeHuss octporo TI'B m TOIJIA, nponomkeHUM Tepanuu H
npodunaktuke perunusoB TI'B u TOJIA.

bonee 12 800 nanueHTOB NPUHSIM yYaCTHE B YETHIPEX PAHIOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX
knmuandeckux uccienoBanusx Il ¢gaser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension

u EINSTEIN Choice); kpome TOro, ObUT TPOBEACH IOIMOJHUTEIBHBIA TMpEIBAPUTEIHHO
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CIUTaHUPOBaHHBIN oObenuHeHHbIN aHanu3 uccinenoBanuii EINSTEIN DVT u EINSTEIN PE.
MaxkcruMasbHas IJIUTEIbHOCTD JIEUEHUSI BO BCEX UCCIIEIOBAaHUAX cocTaBuia 21 mecs.
Nccnenosanne EINSTEIN DVT nposogunocs ¢ ydactueM 3449 nanuentoB ¢ octpsiM TI'B ¢
LEJIBI0 U3yUeHUs IPUMEHEHHs puBapokcabaHa i jedenus TI'B u npodunakTuku penuanBoB
TI'B u TOJIA (nmaumeHThl, y KOTOpPBIX Obu1a ¢ cumnromHas TOJIA, MCKIIOYAINCh U3 TAaHHOTO
uccienoBanus). JUIMTENbHOCTD JICUEHHUS COCTaBisuia 3, 6 win 12 mecsieB B 3aBUCUMOCTH OT
KJIIMHUYECKON OLIEHKH MCCIIEN0BATENS.

B Teuenue mepBbIx Tpex Henmenb JeueHus octporo TI'B mpumensics puBapokcaban 15 mr nBa
pasa B IeHb C TOCJIEIYIOLINM IIEPEX0J0M Ha prBapokcadad 20 Mr oJluH pa3 B ICHb.
Nccnenosanue EINSTEIN PE npoBoaunocs ¢ yuactueMm 4832 naruenta ¢ octpoid TOJIA ¢ nensto
uzyuenus jeuenus TOJIA u npodunaktuku peunauso TI'B u TOJIA. AnuTenbHOCTh JeUSHHS
cocTaBuia 3, 6 uian 12 mMecsieB B 3aBUCUMOCTH OT KIMHHUYECKOM OLIEHKH HCCIIE0BATENIS.

B Teuenme nepBbIX Tpex Henenb HaualnbHOTro JeueHust octpoit TOJIA npumMeHsics puBapokcadbaH
15 Mr 1Ba pasa B JieHb, C IOCIEAYIOIINM IIEPEX0I0M Ha puBapokcadban 20 Mr OMH pa3 B JCHb.

B o06oux nccnenoBanusax EINSTEIN DTV u EINSTEIN PE cxema nedenus B rpyIme npemnapara
CpPaBHEHUs BKJIIOYaJla BBEJCHUE YHOKCAIIApUHA B TEUEHUE 10 KpallHE! Mepe 5 THEeH B COYETaHUU
c teparueit ABK 1o nmoctmxenus tepaneBTHuUeckoro ypoBHs mokasarens [1B/ MHO (= 2,0).
Hanee nedyenue npononkanock ABK, mo3a xoroporo Oblia CKOPpEKTHpOBaHA TaKHM 00pa3oM,
4T00BI IOepKuBaTh 3HadeHus [IB/ MHO B tepaneBTrueckoM amamazone ot 2,0 go 3,0.
UccnenoBanne EINSTEIN Extension mpoBoauiocs ¢ yuactueMm 1197 manumentoB ¢ TI'B nnm
TOJIA ¢ nenbio u3ydenus npodunaktuku peunausos TI'B u TOJIA. AnuTensHOCTh JeueHUs 11
MAIMEeHTOB, 3aBEPUIMBIINX OT 6 10 12 MecsueB JeuyeHHss BEHO3HOH TpoMO03MO0INHY, COCTaBUIIA
JOTIOJIHUTENBHO OT 6 10 12 MecsleB B 3aBUCUMOCTU OT KJIMHUYECKOM OLIEHKH HCCIIEN0BATENS.
ITpoBonuocs cpaBHeHUE puBapokcadbana 20 Mr ouH pa3 B ACHb U IIaneoo.

B wuccaemosanmsx EINSTEIN DVT, PE wu Extension HCIOIb30BAINCL OIUHAKOBBIE
NIPEBAPUTENILHO OIpE/IeICHHbIE TIEPBUYHbBIC U BTOPUYHbIC KOHEUHBIE TOUYKH 3(P(EKTUBHOCTH.
[lepBuyHOi KOHEYHOW TOUYKOM dS(dekTuBHOCTH OBIT CHUMNTOMHBIM perunu BTD,
OIpeIeNIABIINICS KaK COBOKYNHOCTh perauBa TI'B unu daranbhoii nnn Hedaransaoit TOJIA.
B uccnenoBanuu EINSTEIN Choice 3396 manueHTOB ¢ MOATBEP>KACHHBIM cUMNITOMHbIME TT'B
u/ umu TOJIA, 3aBepnBIINX 6—12 MecsIIeB JIeUeHNs aHTUKOATYITHTaMH, U3y4YaJIUCh Ha ITPEIMET
npodwmiaktuku paranbHoi TOJIA nnn HedaTanbHBIX CUMOTOMHBIX peunanBoB TI'B umu TOJIA.
[TanieHThI, KOTOPBIM OBIJIO TOKa3aHO TPOJODKEHHE AHTHKOATYJISHTHOW TEparnuud B
TEpaneBTUUECKUX [03aX, HCKIIOYAINCh U3 HccleqoBaHMs. lIpomomKuTenbHOCTh JIEUEHUS

cocCTaBJIdlIa J0 12 MECCALICB B 3aBUCUMOCTH OT HHHHBHHyaHBHOﬁ AAaTbl paHIOMH3alluN (M@III/IaHaZ
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351 nenb). PuBapokcaban B 1o3e 20 Mr ouH pa3 B J€Hb U puBapokcadan 10 Mr oguH pa3 B 1€Hb
cpaBHuBaiu ¢ ACK B no3e 100 Mr oauH pa3 B A€Hb.

[lepBuyHOi KOHEYHOW TOUYKOM dS(dekTuBHOCTH OBIT CHUMNTOMHBIM peruau BTD,
OIIpeIeNIABIINICS KaK COBOKYNHOCTH perauBa TI'B unu daranbhoii nnn Hedaransaoit TOJIA.
B wuccnenoBanuu EINSTEIN DVT (cm. Tabmumy 6) ObUIO TpPOAEMOHCTPUPOBAHO, UTO
puBapokcaban He ycrymaer odHokcanapuny/ ABK 1o mnepBu4YHON KOHEUHOW TOUKe
sapdexruBrocTH (p <0,0001 (Tect Ha MeHbiIyo 3ddextuBHocth); OP: 0,680 (0,443-1,042),
p=0,076 (tect Ha mpeBOCX0ACTBO)). lIpenBapurenbHO ompeneNeHHas 4YHUCTasl KIMHUYECKast
BBIr0J1a (MIepBUYHAS KOHEYHAst TOUKa 3(h(HEKTUBHOCTHU U ClTyyal OOJIBIIIOrO KPOBOTEUCHHMS) ObLIa
3apeructpuposana ¢ OP 0,67 ((95% HAU: 0,47-0,95), HomunansHoe 3HaueHue p = 0,027) B mob3y
puBapokcabana. 3Hauenust MHO Haxoaunuch B TepaneBTUYECKOM Juana3oHe B cpeaHeM 60,3%
BPEMEHH JJIs1 CpeIHEN MPOAoKUTENbHOCTH JieueHus 189 aueit u 55,4%, 60,1% u 62,8% BpeMenu
B TIpynmax npoajgeHHoro Ha 3, 6 u 12 MecdueB JedeHHUs, COOTBETCTBEHHO. B rpymnme
sHokcanapun/ ABK He Ob110 4eTKOii CBSI3U MeXly ypoBHEM cpeanero neHTpansaoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TepTUiIsiX OJJMHAKOBOTO pa3Mepa U 4aCTOTOU PELUIUBOB
BTO (P =0,932 nns B3aumopeiicTBusi). B mpenenax camMoro BBICOKOTO TEPTHIISI OTHOCUTEIBHO
nentpa OP mys puBapokcabaHa 1o cpaBHeHHIO ¢ Bapdapurom coctasisiio 0,69 (95% JAU: 0,35—
1,35).

YacTtoTa BO3HMKHOBEHHS MEPBUYHON KOHEUYHON TOYKH 0€30MacHOCTH (Ciiydau OOJBIIOTO WIIH

KIIMHUYECKH 3HAYUMOTO HEOOIBIIIOT0 KPOBOTEUEHUS) ObIlIa CX0XKEH JIsl 00CHX TPYIII JICUSHUSI.

Tabnuua 6. lannsie mo npopuno 3¢dexrnBHocTH M 6e30nmacHocT B uccnenoanuu 111 ¢assi

EINSTEIN DVT

Hccaenyemas nonynsauus 3449 nanMeHTOB ¢ CHMITOMHBIM OCTPBIM TPOM0030M
r1y0OKHX BeH
TepaneBTuyeckas 103a u puBapokcaban® snokcanapun/ ABK?
MPOJOJIKUTETHLHOCTD 3, 6 win 12 mecsinen 3, 6 uin 12 mecsinen
JIieYeHusl N=1731 N=1718
Cumnromuslii peauaus BTO* 36 51
(2,1%) (3,0%)
- CuMOTOMHBIN PELUINB 20 18
TDJIA (1,2%) (1,0%)
- CuMOTOMHBIN PEeLUINB 14 28
TI'B (0,8%) (1,6%)
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- CuMmoromusie TOJIA n 1

TI'B (0,1 %) 0
- ®daraigpHas 4 6
TOJIA/ cmepTh, pu (0,2%) (0,3%)

KOTOpPOH HENb3s
uckimounth TOJIA

Bonpiioe nnm KIMHIYECKU 139 138
3HaYUMOE HEOOJIBIIOE (8,1%) (8,1%)
KPOBOTEYCHHUE

Criyvan 605b1I0T0 14 20
KPOBOTEYCHUS (0,8%) (1,2%)

% puBapokcabaH 15 Mr 1Ba pa3a B JIeHb B T€UEHHE 3 HEJENb C MOCIEAYIONINM HepexoaoM Ha 20 Mr ouH
pa3 B JIcHb

% yHOKCamapuH B TEYEHHE 10 MEHbIIIEH Mepe 5 Hel ¢ 0{HOBPEeMEHHBIM U mocieayronmmM npiuemMom ABK
*p <0,0001 (He meHbIIast 3pPexTUBHOCTS s 3apaHee onpeaenenHoro OP 2,0); OP: 0,680 (0,443-1,042),
p = 0,076 (mpeBOCX0ICTBO)

B uccnenoanuu EINSTEIN PE (cMm. Tabnuity 7) 66110 IPOIEMOHCTPUPOBAHO, YTO pUBapOKcabaH
He ycrynaioT sHokcanapuHy/ ABK mo nepu4Hoit koHeuHo# Touke ¢ dextuBHocTH (p = 0,0026
(Tect Ha MeHbIIYIO dddekTuBHOCTE); OP: 1,123 (0,749-1,684)). IIpenBaputensHo omnpeesieHHas
qucTas KIMHUYEeCKast BhIroja (MepBUYHasi KOHEYHAs TOUKa 3()(HEKTUBHOCTH U CiIydau OOJIBIIOTO
KpoBoTeueHust) Obuta 3apeructpuposana ¢ OP 0,849 ((95% AU: 0,633-1,139), nHomuHanbHOE
3HaueHue p = 0,275). 3nauenus MHO Haxonunuch B T€paneBTHUECKOM JUaNa3oOHE B CPEIHEM
63% BpeMeHHU 715 CpeAHEN POAOIKUTENBHOCTH JeueHus 215 nueit u 57%, 62% u 65% BpeMenn
B Tpymmax, HOpouleHHOro Ha 3, 6 u 12 MecdAueB JeuyeHus, COOTBETCTBEHHO. B rpymnme
sHokcanapun/ ABK He Ob110 4eTKOii CBSI3U MeXly YpoBHEM cpeanero neHTpansaoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TpeTuiIsiX OJJMHAKOBOTO pa3Mepa U 4aCTOTOU PELUIUBOB
BT3 (p = 0,082 nns B3aumopeiicTBus). B mpenenax camMoro BbICOKOTO TEPTHUJIE OTHOCUTEIBHO
nenrpa OP s puBapokcabana mo cpaBHeHHMIO ¢ BapdapuHoMm coctaBisio 0,642 (95% AU:
0,277-1,484).

YacToTra BOSHUKHOBEHHSI MEPBUYHON KOHEYHOH TOUKM OE30MacCHOCTH (Ciyyau OOJBIIOTO WM
KJIMHUYECKH 3HAYMMOT0 HEOOJIBIIOr0 KPOBOTEUEHHs) Obllla HECKOJIBKO HIDKE B TPYIIIE JCUCHHS
puBapokcabanom (10,3% (249/2412)), uem B rpynme nedenus sHokcamapuHom/ ABK (11,4%
(274/ 2405)). Yacrtota BTOPUYHON KOHEYHOW TOUYKH Oe30macHOCTH (ciydan OOJBIIOTO
KpOBOTeueHHs) Obula HIDKEe B rpymnmne puBapokabana (1,1% (26/2412)), uem B rpymnme

snokcamapuna/ ABK (2,2% (52/ 2405)) ¢ OP 0,493 (95% JIH: 0,308-0,789).
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Tabmuua 7: Janneie no npoduiio 3¢gdextuBHOCTH 1 O6e30macHOCTH B uccnenoanuu 111 ¢assi

EINSTEIN PE

Hccaenyemas nomyassuus 4832 nanmeHnTa c octpoii cumnromuoi TIOJIA
TepaneBTHYecKas 103a U puBapokcaban® snokcanapun/ ABK?
MPOJOJIKUTETHbHOCTD 3, 6 win 12 mecsinen 3, 6 uin 12 mecsinen
JIeYeHUus N =2419 N =2413
CumntoMHEIH perunus BTO* 50 44
(2,1%) (1,8%)
- CuMOTOMHBIN PELUINB 23 20
TOJIA (1,0%) (0,8%)
- CuMOTOMHBIN PELUINB 18 17
TI'B (0,7%) (0,7%)
- Cumnromusiit TOJIA n 0 2
TI'B (<0,1%)
- @aranpHas 11 7
TOJIA/ cmepTh, pH (0,5%) (0,3%)
KOTOpPOH HENb3st
UcKIounTh TOJIA
Bonbiioe uny KIMHUYECKU 249 274
3HAYMMOE HEOOIBIIIOE (10,3%) (11,4%)
KPOBOTCUCHHUE
Cryvaun 607b1I0T0 26 52
KPOBOTCUYCHHUS (1,1%) (2,2%)
% puBapokcaban 15 Mr 1Ba pa3a B JIeHb B TEUEHHUE 3 HEIENb C IOCIETYIOIMM HePeXoa0M Ha 20

MT OJIMH pa3 B ACHb
0 SHOKCaIMapyH B TEUCHUE IO MEHbILIEH Mepe 5 AHEH ¢ OAHOBPEMEHHBIM U nocienyoumm npuemoM ABK

*p <0,0026 (He menbIIas 3 dexTuBHOCTH 15 3apanee onpeaencHroro OP 2,0); OP: 1,123 (0,749-1,684)

bbu1 mpoBeneH npenBapUTENbHO CIUTAHUPOBAHHBINM OOBEAMHEHHBIN aHANIW3 KOHEUHBIX TOYEK

uccinenoBanuiit EINSTEIN DVT u EINSTEIN PE (cm. Tabnuiy 8).

Tabnuma 8. Jannsie mo npoduiio 3G dexTuBHOCTH U O6€30MacHOCTH 00BEAMHEHHOTO aHaIN3a B

uccnenoBanusx I ¢gassr EINSTEIN DVT u EINSTEIN PE

Hccnenyemasi momyissuust 8281 nanueHT ¢ OCTPHIMH CHMIITOMHBIMU
TI'B nam TIJIA
TepaneBTuyeckas 103a u puBapokcaban® snokcanapun/ ABK?
MPOJOJIKUTETLHOCTD 3, 6 win 12 mecsinen 3, 6 uin 12 mecsinen
JIeYeHU s N =4150 N =4131
Cumnromuslii penuaus BTO* 86 95
(2,1%) (2,3%)
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- CuMOTOMHBIN PELUINB 43 38

TOJIA (1,0%) (0,9%)
- CuMOTOMHBIN PELUINB 32 45
TI'B (0,8%) (1,1%)
- Cumnromusie TOJIA u 1 2
TI'B (<0,1%) (<0,1%)
- @aranpHasg
TOJIA/ cmepTh, ipH 15 13
KOTOPOU HENb3s (0,4%) (0,3%)
ucKIrounuTh TOJIA
Bonbmoe nimm kauHUYECKH 388 412
3HAYMMOE HeOOIBIIOE (9,4%) (10,0%)
KPOBOTEYCHHUE
Criy4an 605b1I0T0 40 72
KPOBOTEYCHUS (1,0%) (1,7%)
% puBapokcaban 15 Mr 1Ba pa3a B JIeHb B TEUEHHUE 3 HEMIENb C MOCIENYIOIINM HePeXoa0M Ha 20 mr

OJIMH pa3 B JICHb
© SHOKCaIMapyH B TEUCHUE IO MEHbILIEH Mepe 5 AHEH ¢ OAHOBPEMEHHBIM U nocienyoumm npuemoM ABK
* p<0,0001 (mHe menbIas 3¢pHeKTUBHOCTH AJIs MpeaBapuTensHo ycranosinennoro OP 1,75); OP: 0,886

(0,661-1,186)

[IpenBapuTenbHO oOmpeseeHHas YUCTash KIMHWYECKas BbIroja (NMepBHYHAsS KOHEYHAs TOYKa
3(G(}HEeKTUBHOCTH IUTIOC CIIy4ad OOJBIIOTO0 KPOBOTEUEHHUS) OOBEAMHEHHOTO aHain3a Oblia
3apeructpuposana ¢ OP 0,771 ((95% AU: 0,614—0,967), nopmanbHoe 3Hauenue p = 0,0244).

B uccnenoBanuu EINSTEIN Extension (cM. Tabnuity 9) puBapokcabaH npeBoCXoAu Ianedo mo
MEPBUYHBIM ¥ BTOPUYHBIM KOHEYHBIM TOUYKaM 3PQPeKTUBHOCTH. YacToTa BCTpEUAEMOCTH
MEPBUYHON TOYKM Oe30macHOCTH (Ciaydaw OOJIBIIMX KpPOBOTEUEHHWI) YHCIEHHO Oblia
HE3HAYUTEIILHO BBIIIE Y MAIMEHTOB, MOJIyYaBIINX TEPANUI0 pUBApOKcabaHoM B o3¢ 20 Mr oJIuH
pa3 B JIeHb IO CpaBHEHUIO C Tutane6o. Bropuunas koHeuHas Touka 6e30macHoCTH (O0IbIINe WK
KIIMHUYECKN 3HA4YMMble HEOOJBIINX KPOBOTEUCHMIA) MOKaszajda Oojee BBICOKYIO YacTOTy Y
MAIMEHTOB, MOJIYYaBIIUX TEPAINI0 puBapokcabanoM B 1o3e 20 MT OJ1H pa3 B IEHb IO CPABHEHHUIO

¢ maneoo.
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Tabmuua 9. Hannsie mo npopuito 3¢dexruBHOCTH M O6e30nmacHocT B uccnenoanuu 111 ¢assi

EINSTEIN Extension

Hccaenyemasi momyissuust 1197 nauueHTOB, NPOAOIKUBIINX JIeHeHNE U
NPoPUIAKTHKY PelHINBOB BEHO3HOH TPOMO0IMOO 1M

TepaneBTuyeckas 103a U puBapokcadan® mianedo
MPOJOJIKUTETLHOCTD 6 niam 12 MecsineB 6 nim 12 Mmecsnes
JIieYeHusl N =602 N =594
Cumnromuslii peauaus BTO* 8 42

(1,3%) (7,1%)

- CuMOTOMHBIN PeLUINB 2 13
TOJIA (0,3%) (2,2%)

- CuMOTOMHBIN PeLUINB 5 31
TI'B (0,8%) (5,2%)

- ®@aranbaas TOJIA/ cmepTs, 1 1
MIPH KOTOPOW HENB3S (0,2%) (0,2%)
uckimounth TOJIA

Criy4an 60JpIIOT0 KPOBOTEUCHUS 4 0
(0,7%) (0,0%)

Knunuuecku 3HaunMoe 32 7

HEeGOJIBIIOE KPOBOTEUEHHE (5,4%) (1,2%)

% puBapokcaban 20 MI' OJIMH pa3 B JeHb

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

B uccnenosanun EINSTEIN Choice (cm. Tabmumy 10) puBapokcaban B go3zax 20 mr u 10 mr
npeBocxoamn ACK B noze 100 Mr mo mepBUYHOMY MoKazaTenio 3¢p¢PeKTUBHOCTH. OCHOBHOM
MOKa3arenb O0e30MmacHOCTH (COOBITHS B BHJAE OONBIIMX KPOBOTCUEHUH) OBLT CXOIEH s

NaIMEeHTOB, IPUHUMABIIUX puBapokcabaH B 03¢ 20 mr u 10 Mr ouH pa3 B I€Hb, 110 CPAaBHEHUIO

¢ ACK B go3e 100 wmr.

42



Tabmuua 10: Janusie o npodumto 3¢gpdexTuBHOCTH U 6e30nmacHOCTH B uccienoanuu 111 ¢assi

EINSTEIN Choice
Hccaenyemas 3396 nauneHTOB, NPOAO/LKMBIINX NPOPUIAKTUKY
MOy JIALMSA peuuIuBOB BEHO3HOI TPOMO0IMO0 UM
TepaneBTH4yeckas 103a puBapokcadaH puBapokcadaH ACK 100 mr
20 Mr onmH pa3 B 10 mr oguH pa3 B OJMH pa3 B
JeHb JeHb JeHb
N=1107 N=1127 N=1131
Mennana
MPOAOJKUTEIBHOCTH 349 [189-362] I[Heﬁ 353 [190-362] JHs 350 [186-362] Z[Hef/i
JICUCHUSI [MEKKBAPTUIBHBIN
JIMana3oH |
- CuMnToMHBIH 17 13 50
peuuaus BTO (1,5%)* (1,2%)** (4,4%)
- CuMnToMHBIA 6 6 19
pernus TOJIA (0,5%) (0,5%) (1,7%)
- CuMnToMHBIH 9 8 30
pernus TT'B (0,8%) (0,7%) (2,7%)
- ®aranpuas TOJIA/ 2 0 2
CMEpPTh, PU KOTOPOi (0,2%) (0,0%) (0,2%)
HEJb3s UCKIIIOYHTD
TOJIA
CUMOTOMHBIN pEeLUIUB
BTD, undapkr muokapa, 19 18 56
WHCYJIBT WU CUCTEMHAs (1,7%) (1,6%) (5,0%)
TPOMOOIMOOIHS, HE
cBszanHas ¢ [{THC
Cayvaun 607b1I0T0 6 5 3
KPOBOTCUYCHHUS (0,5%) (0,4%) (0,3%)
Knnanueckn 3HaunMoe 30 22 20
He6O0JIBIIOE KPOBOTEUEHHE (2,7%) (2,0%) (1,8%)
CUMOTOMHBIN pEeLUIUB 23 17 53
BT?D nu Gonbinoe (2,1%)" (1,5%)" (4,7%)
KpPOBOTEYCHUE (YUCTAS
KIIMHUYECKast BRITO/IA)

* p<0,001 (mpeBocx0ICTBO) puBapokcadban 20 Mr oauH pa3 B AeHb 1o cpaBHeHHI0 ¢ ACK 100 mMr oaun
pa3 B nenb; OP=0,34 (0,20-0,59)
** p < 0,001 (mpeBocxoACTBO) pruBapokcaban 10 Mr ouH pa3 B neHb 1o cpaBHeHuto ¢ ACK 100 Mr oaun
pa3 B nenb; OP=0,26 (0,14-0,47)
" puBapokcaban 20 Mr ouH pa3 B 1eHb 110 cpasaennio ¢ ACK 100 mr oaus pa3s B aenb; OP = 0,44 (0,27

0,71), p = 0,0009 (HoMHHATBHOE)
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" puBapokcaban 10 mMr 1 oxuH pas B geHb 1o cpasaenuro ¢ ACK 100 mr oaun pas B genn; OP = 0,32 (0,18—

0,55), p <0,0001 (HoMHHATBHOE)

B nononnenne x mporpamme wuccienoBanuid III  ¢assr EINSTEIN Opiio mpoBeneHO
IIPOCIIEKTUBHOE HEMHTEPBEHIMOHHOE OTKpBITOE KoroptHoe wuccienosanue (XALIA) c¢
[EHTPATbHONW OIICHKOW KOHEYHBIX TOYEK, BKIIOUas penunuB BTD, Gombiioe KpoBOTEUCHHE U
cMepTh. B uccnenoBanne KIMHUYECKOW MPAKTHKH ObUTM BKIIOYEHBI 5142 manmeHTa ¢ oCTphIM
TI'B s u3yyeHus 10IrocpouHoii 0e30macHOCTH puBapokcadaHa 1o CPaBHEHHUIO CO CTaHIapTHOU
AHTUKOATyJIIHTHOW Tepanuei. YacTtora Oospiioro kposoreueHus, penuausa BTO u cmeptu ot
BCEX MPUYHH AJis puBapokcabana cocraBuna 0,7, 1,4% u 0,5%, coorBeTcTBeHHO. bbutn paznuuus
B MCXOJHBIX XapaKTEPUCTHUKAX MAIIEHTOB, BKIIOYAsl BO3PACT, Pak U HapylIeHUe (QyHKIMH TTOYEK.
JUis  KOPpPEKTHMPOBKHM HCXOJHBIX MEXIPYIIOBBIX pPA3JIMUUIl  HMCHOJIB30BAJICS  3apaHee
CIUTAHUPOBAHHBINA CTPaTU(UIIMPOBAHHBIN OAO0P MO MHAEKCY cooTBeTcTBUS. HecMoTps Ha 3TO,
OCTaTOYHOE MCKAXEHUE MOTJIO BIMATH Ha pe3ysbTaTel. CkoppektupoBanHbie OP, cpaBHuBaromue
puBapokcabaH M CTaHIApPT JICYCHHUS B OTHOILEHHH OOJBIIOTO KpOBOTEUEHUs, peruauBa BTO u
CMEpTH OT Bcex npuuuH, coctaswmu 0,77 (95% AU 0,40-1,50), 0,91 (95% AU 0,54-1,54) u 0,51
(95%11 0,24—1,07), COOTBETCTBEHHO. JTH PE3YJIbTaThl KIMHUUECKON MPAKTHUKE COITIACYIOTCS C
YCTAHOBJICHHBIM MO uiIeM 6€30MaCHOCTH ISl JAHHOTO MOKa3aHMA.

B nocTpeructpailnoHHOM HEMHTEPBEHIIMOHHOM HcciaenoBanuu 0onee yeM 40000 manueHToB u3
YeThIpex CTpaH 0e3 paka B aHaAMHE3€ MOJyyalld pUBapoKcadaH sl JISYSHUS WM MPO(UITAKTUKH
TI'B u TOJIA. Yactota coObituii Ha 100 mammeHTO-JIET Ui CUMITOMHBIX/ KIMHUYECKU
BbIpakeHHBIX BTJ/ TpoMO03MOOIMYECKUX COOBITHH, TNPHUBOMSAIIMX K TOCHUTATU3AIMH,
BapsupoBaia ot 0,64 (95% AU 0,40-0,97) B Benukobpuranuu ao 2,30 (95% AN 2,11-2,51) B
I'epmanun. KpoBoTedeHus, NpUBOASIINME K TOCHUTANIM3AlMM, BO3HUKAIM CO CIEAYHOIIEH
yactorod Ha 100 mnaumenro-ner: 0,31 (95% AU 0,23-0,42) nns  BHYyTpUUEPEIHBIX
kpoBomznusaauii, 0,89 (95% AU 0,67-1,17) nis Keayno4HO-KHMILEYHBIX KpoBoTeueHui, 0,44
(95% U 0,26-0,74) nns yporenutalibHbix KpoBoTeueHuit u 0,41 (95% AU 0,31-0,54) nns

JOPYTUX KPOBOTECYEHUM.

€T’
Dapmakoounamuyeckue d¢hghexmot
ITporpombuHOoBOe Bpems (Neoplastin), AUTB u antu-Xa akTHUBHOCTb, U3MEPEHHAsI C TOMOIIBIO
KaJHMOpPOBAaHHOTO KOJIMYECTBEHHOI'O TECTa, TECHO KOPPEIUPYET C KOHIEHTPALUsSMHU B IUIa3Me
kpoBu y nereil. Koppemsiuss Mexay aHTH-Xa aKTUBHOCTBIO M IUIA3MEHHON KOHLEHTpauuen
ABIISICTCS JIMHEHHOW C TAHT€HCOM YIJIa HAKJIOHAa MpsiMOM, Onm3kuM K 1. Moryt BO3HHUKaTh

WHAVNBUAYATbHBIE PACXOXKIEHUS OoJiee BBICOKMX WM 0Oojee HHU3KUX 3HAYCHUH aHTH-Xa
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AKTUBHOCTH 110 CPAaBHEHMIO C COOTBETCTBYIOIIMMHU KOHIICHTPALMAMU B IUIa3Me KpoBU. B nepuon
JieYyeHHs] pUBapoKcabaHOM He TpeOyeTcs MPOBOAUTH MOHUTOPHHI IMApPaMETPOB CBEPTHIBAHHS
KpoBU. OTHAKO, €CIIH TSI TOTO €CTh KIMHIMYECKOEe 000CHOBAaHUE, KOHIIEHTPAIIUHN pPUBapoOKcabaHa
MOTYT OBITh U3MEPEHBI B MKI/JI TIPU TIOMOIIHM KaTMOPOBAHHBIX KOJMYECTBEHHBIX TECTOB aHTU-Xa
aktuBHOCTH (cMm. Tabnuiy 6 B pasgene 5.2. nns quana3oHOB HAOMIOJAeMBIX KOHIIEHTpALUN
puBapokcalaHa B Iu1a3Me KpoBH y aeteil). [Ipu ucnonp3oBaHUM TeCTa aHTU-Xa aKTUBHOCTHU IS
KOJINYECTBEHHON OICHKH KOHIIEHTpaLuil puBapokcadaHa B IjIa3Me KPOBH Y JIeTeH HE0OX0IUMO
YUMUTHIBATh HUKHUHU IIPEAE]l KOJMYECTBEHHON OLEHKHU. Iloporosble 3HaYeHUs Uil KpUTEPUEB

3¢ (HeKTUBHOCTH MK OE30MTACHOCTH HE YCTAHOBJICHEI.

Knunuuecxas sghpghexmusnocmo u 6e3onacnocmo

Jleverue BT u npodpuraxmuxa peyuousos BT vy nayuenmos 0emcko2o 803pacma

bbu10 nmpoBeieHO 6 OTKPBITBIX MHOTOLIEHTPOBBIX MCCIEAOBAHUN C y4aCTUEM JETEH, B KOTOPHIE B
o01ieM ObLTH BKITIOUEHBI 727 nereil ¢ moATBep:kIeHHOH ocTpoii BT3, u3 koTopsix 528 momyyanu
puBapocaban. Jo3a puBapokcabaHa, KOTOpasi MpUMEHsIach y AeTeil oT poxiaeHus 1o < 18 iner,
ObLIa CKOPPEKTHUPOBAHA 110 Macce Tejla U MPUBOAMIIA K IEHCTBHIO pUBAapOKcabaHa, aHAJIOTHYHOMY
npu npueme 10361 20 Mr puBapokcabaHa OJUH pa3 B JIeHb Y B3pocibiX namuentos ¢ TI'B, urto
noateepkeHo B uccnenoBanuu 11 ¢aszer (cMm. pazmen 5.2.).

EINSTEIN Junior — paHIOMHU3MPOBAaHHOE OTKPHITOE MHOTOIICHTPOBOE KIMHUYECKOE
uccnenoBanue Il ¢as3pl ¢ akTUBHBIM KOHTpoJeM ¢ ydactueMm 500 mamueHToB (B BO3pacTe OT
poxaenus 10 < 18 ner) ¢ moarBepxkaeHHON ocTpoii BTD, u3 koTopbix 276 aereit Obu1H B BO3pacTe
ot 12 no < 18 ner, 101 pebeHok — ot 6 g0 < 12 net, 69 nereit — ot 2 g0 < 6 1€t u 54 pebeHka B
BO3pacTe 10 2 JieT.

BTD knaccuduuumpoBanucek kak karerep-accoruuposannas BTO (90/335 nauuenToB B rpymme
puBapokcabaHna, 37/165 mauueHTOB B IpymIe Mpernapara CpaBHEHHUs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra u cuHycoB (74/335 mamueHTOB B rpymnie puBapokcadana, 43/165 manueHTOB B rpymre
npernapata cpaBHeHMs) wiM kak apyrue BTO, Bxmowas TI'B u TOJIA (He karerep-
accoruupoBanHas BTO, 171/335 manuentoB B rpymme puBapokcabana, 85/165 mamueHTOB B
rpymnme npenapara cpaBHeHus). Hanbonee pacnpocrpanennoit BTD y nereit ot 12 mo < 18 ner
ObLTa He KaTeTep-accoruupoBanHas BTD y 211 nereit (76,4%); y nereit ot 6 1o < 12 net u ot 2
10 < 6 neT — TpoMO03 BEH TOJIOBHOTO MO3Ta U cuHYcOB y 48 nereit (47,5%) u'y 35 nereii (50,7%)
COOTBETCTBEHHO; Yy JeTel muaiie 2 JeT — kaTeTep-acconuupoBanHas BTO y 37 nereit (68,5%)).
B rpynmne puBapocabana He ObUTO AeTel Miazme 6 MecsAeB ¢ TPOMOO30M BEH TOJIOBHOI'O MO3Ta

U CHHYCOB. Y 22 TaIlMeHTOB C TPOMOO30M BEH TOJIOBHOTO MO3ra W BEHO3HBIX CHHYCOB ObLIa
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udexus HHC (13 manueHToB B rpymne puBapokcabaHa u 9 manueHTOB B TPYIIIE Mpernapara
CPaBHEHHS).

BTD Obuta cnpoBoLupoBaHa IMOCTOSIHHBIMM WJIM BPEMEHHBIMU (DaKTOpaMHM pHCKAa WIM HUX
COBOKYIHOCTBIO y 438 (87,6%) nereil.

[TaneHTh! MOMyYaal HavyalbHOE JICUYCHHE TepareBTUYECKIMHU J103aMHU HEe(PAKIIMOHUPOBAHHOTO
rernapuHa, HU3KOMOJIEKYJIIPHOTO TenapuHa Wi (oHaanapuHyKca B TEUEHHUE 10 KpalHel mepe
5 nHeil, mocie yero ObUTH paHAOMH3UPOBAHbI B COOTHOIIEHUH 2:1 WM B TPpyIIy pUBapoKcabaHa
B J103€, CKOPPEKTHUPOBAHHOM 110 Macce Telsla, WM B IPYIIy Ipenapara CpaBHEHUs (IelapuHBL,
ABK) B TeueHHe OCHOBHOI'O MeEpHOJa JIEUEHUs, cOCTaBUBLIErO 3 Mecsaua (1 mecsw uist aeteu
Miaame 2 JeT ¢ karerep-acconurpoBanHoid BTD). B ciydae KiIMHMUYECKON OCYIIECTBUMOCTH B
KOHIIE OCHOBHOT'O [IEPHO/ia JIEUEHUS IPOBOAMIIACH IOBTOPHAS BU3YyalIM3allus COCY/10B, IEPBUYHAs
IIPOBOAMJIACH HA JTale BKIOYEHMs] B uccienoBaHue. [locie 3Toro mpueM uHccieryemMoro
IpernapaTa MOT ObITh IPEKPALLIEH WIIH, 110 PELIEHUIO UCCIIEA0BATENS], TPOJOIKAIICA CYMMAapHO 10
12 MecsueB (ais geteit muaiie 2 JeT ¢ Katerep-accouunpoBanHoit BT o 3 mecsiies).
[lepBuyHO KOHEYHOH TOUYKOHM 3(pPeKTUBHOCTH ObUIa YaCcTOTAa CHMITOMHOTO peruauBa BTO.
[lepBuyHON KOHEYHOH TOUKOM Oe3omacHOCTH Obula KOMOMHHpPOBAHHAS 4YacTOTa OONBIIMX H
KJIMHUYECKH 3HAUYUMBIX HEOOJBIIMX KpoBoTeueHuil. Bce koHeuHble TOUKH 3(P(PEKTUBHOCTH H
0€30MacHOCTH LEHTPAIIM30BAaHHO OLCHUBAJIUCH HE3aBUCUMBIM KOMHMTETOM, JJIsI KOTOPOTO OBLIO
3aCJIeIJICHO paclpe/ieieHue MalMeHToB Mo rpynnaMm JieueHus. PesynbraTtsl 3ddexktuBHOCTH 1
6e3onacHocTu npuBeeHsl B Tabmumax 11 u 12 Huxke.

Penmmue BTO mpowusomen y 4 w3 335 manueHToB B Tpymme puBapokcabana 'y 5 u3 165
NAIMEeHTOB B rpynme cpaBHeHUs. KoMOMHHMpOBaHHas 4yacToTa OOJBIIOTO KPOBOTEUEHUS H
KIIMHUYECKH 3HAYUMOTO HEOOJBIIOro KpoBoTeueHus otMedanack y 10 u3z 329 manuentos (3%),
MOJTy4aBIIUX puBapokcadaH, 'y 3 u3 162 manuentos (1,9%), momy4aBmmx npenapar cpaBHEHHSL.
Uwncras KIMHUYECKash BbITOAa (KOMOMHHpPOBAaHHAS YacTOTa CHUMITOMHOrO penuanBa BTD wu
00JIBIIIOT0 KPOBOTEUEHUS ) OTMeUeHa y 4 u3 335 maireHToB B rpyIrne puBapokcadana nuy 7 uz 165
MAIMEHTOB B TpyMNIEe CpaBHEHMsA. PexaHanu3anuss BEHbl INpU IMOBTOPHON BHU3yalu3alluu
Habmoxanack y 128 u3 335 nmanueHToB MpH JeueHNH puBapokcabaHoM U y 43 u3 165 nanueHToB
B IpyMIIE ITpenapara CpaBHEHUs. DTH pe3yabTaThl ObUTH B [IEJIOM COIIOCTAaBUMBIMH Y IETeH pa3HbIX
rpynn. B rpymnme puBapokcabana Owsuio 119 nereit (36,2%) ¢ m00bIM KpOBOTEUEHHUEM,

BO3HUKIIIUM Ha (poHE Tepamuu, a B rpyIIe mpenapara cpaBHeHus — 45 gereit (27,8%).

46



Tabmuua 11. lanusie no npoduito 3¢pdexkTnBHOCTH puBapokcabaHa U mpenapara CpaBHEHHUS B

KOHIIC OCHOBHOT'O IICpUOJa JICUCHUA

Petuaue BTO (nepBuuHas koHeUHast
Touka 3¢ pekTuBHOCTH)

(1,2%, 95% JU
0,4% — 3,0%)

PuBapokcadan IIpenapar cpaBHeHUs
CoObITHE
N =335* N =165%
4 5

(3,0%, 95% JIN
1,2% — 6,6%)

KoMOuHMpOBaHHAs KOHEYHAS TOYKA:
CUMIITOMHBIN peruaus BTO +
0ECCUMIITOMHOE YXY/IICHHUE MTPH
MIOBTOPHOM BU3yalIU3alluu

5
(1,5%, 95% JU
0,6% — 3,4%)

6
(3,6%, 95% U1
1,6% — 7,6%)

KomOunmnpoBanHast KOHeUHast TOUKa:
CUMNTOMHBIN penuaus BTO +
0eccUMIITOMHOE YXyALIeHue +
OTCYTCTBHE U3MEHEHMN ITPU MOBTOPHOM
BHU3yalIH3aliu

21
(6,3%, 95% JIN
4,0% — 9,2%)

19
(11,5%, 95% AU
7,3% — 17,4%)

PCKaHaJ’II/BaHI/IH BCHBI IpH HOBTOpHOﬁ
BU3yaJIU3allun

128
(38,2, 95% TN
33,0% — 43,5%)

43
(26,1%, 95% AU
19,8% —33,0%)

KomOunnpoBanHast KoHeUHast TOUKa:
cuMITOMHBIN peruans BTD + 6onbioe
KpOBOTEYEHNE (YUCTAst KIMHUYECKas
BBITOJ1A)

4
(1,2%, 95% JTN
0,4% — 3,0%)

7
(4,2%, 95% 1
2,0% — 8,4%)

TpomO03MO0ITHS IETOYHON apTePHH CO
CMEPTEIbHBIM WIIN HECMEPTENbHBIM

ncxoagom

1
(0,3%, 95% JIN
0,0% — 1,6%)

1
(0,6%, 95% 1
0,0% —3,1%)

* MoaHas B1>16op1<a JJId aHalin3a, T.C. BCC ACTHU, KOTOPLIC OBLIH pPaHAOMU3UPOBAHEI.

Tabmuua 12. JlanHsie mo nmpo¢uio 0e30MacHOCTH pUBapoKcabaHa M Ipernapara CpaBHEHHS B

KOHIIC OCHOBHOT'O IICpUOa JICUCHUA

KIMHUYECKH 3HAYNMOE HEOOIBIIOE
KpoBOTeueHHE (TICpBUYHAS KOHCUHASI
TOYKa 0€30MacCHOCTH)

(3,0%, 95% JI1
1,6% — 5,5%)

PuBapokcadan IIpenapar cpaBHeHUs
Cob
ODBITHE N =329+ N = 162+
KomOnHupoBaHHas KOHEYHAas TOUKa:
OoJbII0€ KPOBOTEUECHHUE + 10 3

(1,9%, 95% JI1
0,5% — 5,3%)

bonpmioe kpoBoreyeHue

0
(0,0%, 95% JI1
0,0% — 1,1%)

2
(1,2%, 95% A1
0,2% — 4,3%)

Jlroboe kpoBOTEUCHHE, BO3HUKIIIEE

Ha (oHe Tepanuu

119 (36,2%)

45 (27,8%)

* BI:I60pKa JUI aHaJin3a 6€3OHaCHOCTI/I, T.C. BCC NCTHU, KOTOPLIC ObLIH pPaHAOMU3UPOBAHBI U TTOJYYHUIIU 11O

KpaliHell Mepe OJIHy 103y MUCCIIEIyEeMOro JEKapCTBEHHOTO Mpenapara
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[Mpodunu >ddekTuBHOCTH U OE30MACHOCTH pUBapOKcabaHa ObUIM B IIEJIOM COIIOCTABUMBIMH Y
neauaTpudyeckoi monyisaimuu ¢ BTD uw B3pocnoit momymsmuu ¢ TI'B/ TOJIA, omgHako
COOTHOILICHHE MAITUEHTOB C JIFOOBIM KPOBOTEUECHHEM OBLIO BBIIIE B IEIUATPUUECKON MOMYIISIIUN

¢ BTD o cpaBHeHuto co B3pocioit nomyssinueit ¢ TI'B/ TOJIA.

ITarmMeHTHI ¢ TPOMHBIM MO3UTHUBHBIM aHTI/Id)OCd)OJII/IHI/IHHBIM CUHAPOMOM BBICOKOI'O pHUCKa

B cnoncupyemom wuccienoBarenieM  paHAOMH3UPOBAHHOM — OTKPBITOM — MHOTOIICHTPOBOM
MCCIICZIOBAaHHUH C 3aCJICTUIEHHON OLIEHKOW KOHEUHBIX TOUEK PUBAPOKCa0aH n3ydasucs B CpaBHEHUH
c BappapMHOM Y TMAalLMEHTOB C TpoMOO30M B aHaMHe3e, y KOTOPBIX JMAarHOCTHPOBAH
aHTH(POCHONUIMUIHBIA CUHAPOM C BBICOKMM PHCKOM TPOMOOIMOOTMYECKHX COOBITHMN
(TIOJIOKUTENBHBINA PE3yNbTaT Ul BCEX TPEX TECTOB HA aHTU(HOCHOIUITUAHBIN CHHAPOM: HAIMYKE
BOJIYAHOYHOT'O AHTHKOATYJISIHTA, aHTUTEN K KapAUOIUIIHUHY U aHTUTEI K OeTa-2-TIIHKOIPOTEUHY
I). ITocne Bxitouenus 120 marueHToOB UCClIEAOBaHUE OBUIO MPEKPAIIEHO JOCPOYHO 10 MPUYUHE
MOBBIIIEHHON YaCTOTHI TPOMO03IMOOIMUECKUX COOBITHH y MallMEHTOB B IpyIIe puBapokcadaHa.

CpenHsist IpOAOIKUTEIHHOCTD MepHo/ia HAOMIOIEHUsT cocTaBmia 569 nHeil. 59 nanueHToB ObLH
PaHIOMU3UPOBAHBI B IPyMIly puBapokcabana B qo3e 20 mr (15 Mr i manueHToB ¢ KIMPEHCOM
kpearunuHa < 50 mur/mMuH) u 61 — B rpynmy Bapdapuna (MHO 2,0 — 3,0). TpomOGosmbonuyeckue
coObITHsT Tpom3ouu y 12% mNanueHToB, paHIOMH3HPOBAHHBIX B TpyMIy puBapokcabaHa (4
UIIEMUYECKUX UHCYNIbTa U 3 MH(apKTa MHOKapaa). Y MalueHTOB, PAHIOMU3UPOBAHHBIX B TPYIIITY
BapdapuHa, coObITHS HE OBUIM 3aperucTpUpPOBaHBL. bojblioe KoIMYecTBO mMmpousounuio y 4

naruenToB (7%) u3 rpymnmsl puBapokcadbana u 2 nmauueHToB (3%) u3 rpynisl BappapuHa

5.2. apmakokMHeTHYECKHE CBOICTBA

Ab6copOrms

[IpencraBnenHas Hiwke wWHGPOpPMAIMS OCHOBaHA Ha JAaHHBIX, IOJYYEHHBIX BO B3POCIIOH
MOITYJISILIUH.

PuBapokcaban OblcTpo BcachiBaeTcs; MakcuManbHasi KOHIEHTPAUUs (Cmax) HOCTUTAETCS yepes
2—4 gaca noce npuemMa TabJIeTKH.

[Tpu mpueme BHYTpH B BUjE TAOJIETOK ¢ A03UPOBKOH 2,5 Mr u 10 Mr puBapokcabaH BcachIBacTCs
MPAKTUYECKH MOJHOCTHIO, PH 3TOM €ro OmogoctynHocTh Beicokas (80—100%) He3aBucHMO OT
npuema nuiy. COBMECTHBIH ¢ MUIel npueM puBapokcabaHa B 1o3e 2,5 mr u 10 Mr He BiIMseT Ha
AUC u Cnax puBapokcabana.

B cBA3M CcO CHMXEHHOH CTENEeHbIO BCACHIBaHMA, NPU HpHUEMe TaOJNETOK I03UpOBKOH 20 mr
HaTomaKk Habmoganace OwomocTymHOCTh 66%. [lpu mnpueme TabneTok puBapokcabaHa
n03upoBKoi 20 Mr Bo BpeMs enibl oTMeuasnoch yBennueHue cpenneil AUC Ha 39% no cpaBHEHUIO

C IpHUCMOM Ta0JIETKH HATOIIAaK, IOKa3bIBasd INPAKTHYCCKH IIOJIHOC BCACBIBAHHUC H BBICOKYIO
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O6uonoctynHocTh. PuBapokcaban B 103upoBkax 15 Mr u 20 Mr cieayeT NpuHUMaTh BO BpeMs €/1bl
(cm. paznen 4.2.).

dapmakOKMHETHKA prBapokcadaHa MpaKTUUYECKU JIMHEeHHa B 103aX A0 15 Mr oJiuH pa3 B I€Hb IpU
npueMe HaTolak. B ycnoBusx npuema puBapokcabaHa B BUe TabJIeTOK 103upoBKoii 10 mr, 15 mr
1 20 Mr Bo BpeMs eJ1bl Ha0II01aeTcs 10303aBUCUMOCTh. [1pu GoJiee BBICOKHX J103aX pUBapoOKcabaH
JIEMOHCTpHpPYyeET abCcOpOIIHI0, OTPAaHUYCHHYIO PACTBOPEHHUEM, C YMEHBIIIEHHOW OMOJOCTYTHOCTHIO
Y CHIKEHHOM CKOPOCTHIO a0COPOIMH MTPU MOBBIIIEHUH JTO3bI.

dapMakOKMHETHKAa pHBapokcabaHa XapaKTepU3yeTCs YMEPEeHHOH MEeXHHIUBUAYaTbHOU
BapHadeNbHOCTHIO (BapHalMOHHBIH Kod(duimenT) B auanazone ot 30 1o 40%.

BcaceiBanue puBapokcabana 3aBucut ot Mecta BeicBoOOkAeHUs B KK T. Camxernre AUC 1 Crax
Ha 29% 1 56% cOOTBETCTBEHHO HA0JI01a7I0Ch TP BEICBOOOKICHUH TPaHyJIATa puBapokcabaHa B
MPOKCUMAJIHON OTJIeJIe TOHKOW KHIIKU B CPABHEHHMHU C MPHEMOM IIEJION TaOJIeTKU. DKCIIO3UIIHS
npemnapara eme 0ojiee CHUXKAETCSl TPU BBEJACHUU pUBapoKcabaHa B JAUCTAIBHBIA OTIEN TOHKOM
KHIIKA WU BOCXOMSINYI0 OOOAOYHYIO KUIIKY. TakuM 00pa3oM, ciexyeT u30eraTh BBEICHUS
puBapokcabaHa TUCTaJIbHEE KeNyIKa, TOCKOJIBKY 3TO MOXKET MOBJICUb CHI)KEHHE BCACBIBAHUS U,
COOTBETCTBEHHO, SKCIIO3UIIMU PUBAapOKcabaHa.

buonoctynaocts (AUC #u Cimax) puBapokcadbana 20 Mr npu nprueMe BHyTPb B BHJI U3MEJIbYCHHOM
TaOJETKH B CMECH C SOJIOUHBIM ITIOPE WIHM CYCIIEHAMPOBAHHOW B BOJIE, a TAKXKe MPH BBEICHUH
yepe3 KeTyJOYHbIH 30HJ C MOCIEIYIOIUM MPHUEMOM JKUIKOTO MUTAaHWs Obula CpaBHUMA C
OMONOCTYIHOCTBbIO  IENIOM  TaOneTku.  YUWuThIBasg  NPEACKAa3yeMbId  J10303aBHCHUMBIN
(dapMakoKkuHeTHYeCKHii Tpoduias puBapokcabaHa, pe3yiabTaThl JAaHHOTO HCCIEIOBAHUS

OMOIOCTYTHOCTH MIPUMEHUMBI TaXKe U K Oojiee HU3KUM J103aM puBapokcabaHa.

Pacpenenenue

Cas3bIBaHME C OETKaMU IUIa3Mbl Y B3POCIBIX BBICOKOE M COCTABIIAET MPHUOIU3UTENBHO 92-95%,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMITOHEHTOM SIBJIIETCS CHIBOPOTOYHBIN anbOymuH. OO0beM

pacripenieNieHust — yMEpPEeHHBIH, Vss cocTaBiseT Npuoan3uTensHo 50 .

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHUHAINAg

VY B3pOCIIBIX MALMEHTOB NPU MpUEME pUBapoKcabaHa MPUOIM3UTENBHO 2/3 H03bI MOABEPracTCs
MeTa0OMU3My U B JaJbHEWIIEM BBIBOJUTCS PABHBIMHM YacTSAMU NMOYKAMH U Yepe3 KUIICYHHK.
OcraBmasicst 1/3 mpuHATOMN 1035l BEIBOJUTCS MOCPEICTBOM HPSMOI MOYEUHOM SKCKPELIUU B BUJIE
HEM3MEHEHHOT0 JICHCTBYIOLIETO BEILECTBA TJaBHBIM OOpa3oM 3a CUeT aKTHUBHOM IMOYEHHOM
CEKpELUH.

PuBapokcaban merabonusupyercs nocpeactsom nzopepmentoB CYP3A4, CYP2J2, a takxke nipu

nomMomu MCXaHU3MOB, HC3aBUCHUMBIX OT CHCTCMbI IIUTOXPOMOB. OCHOBHBIMH ydyacTKaMu
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O6uoTpanchopMauu ABISIOTCA OKUCIEHUE MOP(POIMHOBON IPYITBI M THAPOJIN3 AMUIHBIX CBS3CH.
CornacHo naHHBIM, MOJYYEHHBIMHU in Vitro, puBapokcabaH SBIETCS CyOCTpaToM i OelIKoB-
nepeHocunkoB P-gp (P-rimkonporenna) u Berp (6enka ycTOWYMBOCTH paka MOJIOYHOH JKeJIe3bl).
HeunsmeHneHHbIl puBapokcabaH sIBISETCS CAMBIM BaKHBIM COCTUHEHHEM B UEJIOBEUECKOH II1a3Me,
OCHOBHBIC WJIM aKTUBHBIC IMPKYJIUPYIOIIME METa0OoIMThl B IUIa3Me He OOHapy>KEHBI.
PuBapokcabaH, CHCTEMHBIH KJIMPEHC KOTOPOTO COCTaBIseT Npubau3uTensHo 10 11/4, MOXKeT ObITh
OTHECEH K JICKAPCTBEHHBIM CPEJCTBAM C HU3KHM KIUpeHcoM. [lociie BHYTpUBEHHOTO BBEICHUS
1 Mr puBapokcabaHa repHuo/ MOoTyBbIBEICHHS COCTaBIIAET 0KoJo 4,5 yacoB. Ilocie nepopaibHOTO
npUeMa BbIBEJIEHHE CTAHOBUTCS OrPAaHUYEHHBIM CKOPOCTHbIO abcopOumu. Ilpu BbIBeneHHH
puBapokcabaHa M3 TJIa3Mbl KOHEUHBIH MEPHUO/ MOTYBBIBEACHUS COCTABIAET OT 5 10 9 4acoB y

MOJIOJBIX MAaUeHTOB U OT 11 10 13 yacoB y MOXKMIIBIX MAIlUEHTOB.

dapMaKOKMHETHYECKIE JaHHBIC Y AIIMEHTOB

VY B3pOCIBIX MAIMEHTOB, MOTYYalONNX puBapokcada B 103e 20 MI OIMH pa3 B ACHb JJIs JICUCHHS
octporo TI'B, reomerpuueckoe cpennee koHueHTpauui (90% npeauKTUBHBIN HHTEpBAJ) Yepe3
2-4 yaca u mpuMepHO uepe3 24 dyaca Mocie NpuemMa 03bl (YTO NPUMEPHO COOTBETCTBYET
MaKCHMaJbHOW M MHUHHMAJIbHOW KOHLEHTPAaLUsSM B MHTEpBAJIE NO3UPOBaHUS) cOocTaBUio 215

(22-535) mxr/n u 32 (6-239) MK/, COOTBETCTBEHHO.

cI)a.r_)MaKOKI/IHeTI/I‘-IGCKI/IaSI-d)EIIZ)MEIKOZII/IHa.MI/I‘-IeCKaSI 3aBUCHUMOCTD

CootHomieHne (papMakOKMHETHYECKUX TapamMeTpoB M (apMakoanuHaMHuecKux 3ddexTon
(®K/ ®©J1) mexxay KOHIEHTpanueil puBapokcabaHa B Iia3Me KpOBU M HECKOJIBKHUMU KOHEUHBIMU
(apMakoIMHAMHUYECKUMH TOYKaMH (MHruOupoBaHue QakTopa Xa, MpPOTPOMOMHOBOE BpeMs,
AUTB, HepTest) onenuBanuch mocie npueMa Mupokoro nuanazona 103 (ot 5 go 30 mr aBa pasa
B CYTKH). B3auMOCBsI3b MEXIy KOHIIGHTpauueil puBapokcabaHa M aKTUBHOCTBHIO (akTopa Xa
HAWIy4yIIUM 00pa3oM IMPOJEMOHCTPHUPOBAHA C HUCHOIB30BAHUEM Emax. 11 mpoTpOoMOMHOBOTO
BPEMEHU MOJEIb TUHEHHOM Perpeccuu B LIEJIOM JyYIlle OMUCHIBACT JaHHbIE.

VYT110B0# KO3 PHUIMEHT 3HAUUTEIBHO MEHSIJICS B 3aBUCIMOCTH OT PEAaKTHBOB, UCIOIb3YEMBbIX JIIS
orpeaeneHus mporpoMOuHOBOro Bpemenu. [Ipu ncnons3oBanuu Habopa Neoplastin PT ucxognoe
3HAYeHHE TPOTPOMOMHOBOTO BPEMEHHM COCTABMIJIO OKOJO 13 cek ¢ HaKJIOHOM JMHHU OKOJIO
3—4 cex (100 mkr/m). Pezynbrater ananmuza cootHomeHuss K/ @/ B uccnenosanusix 11 u 111 dassr

COOTBCTCTBOBAJIN aHAJIOTUYHLIM IMOKA3aTCIIAM Yy 3JOPOBLIX MAIIUCHTOB.

Ilon
Y B3pOCIIBIX HE OBLTO KIMHUYECKH 3HAYUMBIX pa3nuinii papMakOKMHETUKH | (apMaKOTUHAMUKU

Cpcau MY’KUYMH U )KCHIIWUH.
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Toacunoti 6ozpacm

VY MOXWUITBIX MAlMEHTOB KOHIICHTPAIUS pUBapOKcadaHa B MJIa3Me KPOBH BBIIIE, YEM Y MOJIOJIBIX
narueHToB; cpennee 3HauyeHne AUC npubnusutensHo B 1,5 pa3a mpeBbIIIaeT COOTBETCTBYIOIINE
3HAYEHUS y MOJIOJBIX MAaIlMEHTOB, TJIaBHBIM 00pa3oM, BCIEACTBHE CHIDKEHUS (BEPOSTHOTO)

00I1Iero ¥ MeYeHOYHOoro KiupeHca. Koppekius 10361 He TpeOyeTcs.

Pasznuunasn macca mena
VY B3pocbIx KpuTHueckas macca tena (Menee 50 kr u 6onee 120 Kr) TUIIh HE3HAYUTEIHHO BIIHIIA

Ha KOHIIEHTpAIIMIO puBapokcabaHa B urazme KpoBH (MeHee 25%). Koppekius 10361 He TpeOyeTcs.

Meorcomuuueckue pasnuvus
KnuHnyeckn 3HAUMMBIX pa3inyuil (apMakOKMHETUKH U (apMaKOJAWHAMHKH Y B3pOCIBIX
NAIMEHTOB E€BPONMMUOMIHON, adpoaMEepUKAHCKOW, JTaTHHOAMEPUKAHCKOHM, SIMOHCKOW WM

KUTAHCKON 3THUYECKOH NMPUHAICKHOCTH HE HAOII01AI0Ch.

Hapywenue ¢ynxkyuu neuenu

VY B3pOCIBIX MAIMEHTOB C IIUPPO30OM IMEUYECHU U HApYLICHHEM (DYHKIMM TEUCHH JIETKOW CTENCHH
(xnmacc A no Yaing-I1p10) hapmakokuHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIBHO OTIMYAIACh
OT COOTBETCTBYIOILIUX MOKa3aTeNIell B KOHTPOJIbHOM I'pyMIe 3J0POBBIX UCIBITYEMBIX (B CPEIHEM
ormeuanocs yBennuenne AUC puBapokcabana B 1,2 paza).

VY manmMeHToB ¢ IUPPO30M MEYCHH U HapylIeHHeM (yHKIMU MEeYeHU cpelHel creneHu (kiiacc B
no Yaiinn-ITeto0) cpenusisi AUC puBapokcabana ObU1a 3HaYMTEIHHO MOBBIIIEHA (B 2,3 pa3a) mo
CpaBHEHHIO O 3A0pOoBbIMU A0OpoBoiblaMu. HecBsazannas AUC puBapokcabaHa yBeITHUMBAIACh
B 2,6 pa3a. Y 3THX NalMEHTOB TaKXXe ObUIO CHMKEHO BBbIBEJICHHE pUBapoKcabaHa MOYKaMH,
CXO’K€e C TAaKOBBIM Yy MALMEHTOB C HapylIeHueM (YHKIMHU MOYEeK cpeaHel creneHu. [laHHble o
MaIMEeHTaM C TSDKEJIBIM HapylIeHHeM (YHKLIUHU OTCYTCTBYIOT.

[TomaBnenue akTMBHOCTH (hakTopa Xa y MAalMEHTOB C HApyLICHHEM (YHKLIUHU TEYCHHU CpeaHeH
CTereH! ObLJIO BBIpAXEHO B 2,6 pasza CHIIbHEE, YeM Yy 3/0pOBBIX JOOPOBOJIBIIEB; YBEIUUYCHUE
IPOTPOMOMHOBOTO BPEMEHH B CXO’KeH cTerneHu Bo3pactaio B 2,1 pasa. [lanueHTsl ¢ HapyleHueM
(YHKIMU NTeYeHU CpeIHeH cTerneHn OblTN 00Jiee UyBCTBUTEIbHBI K pUBapOKCabaHy, 4To SBISETCS
cieAcTBueM ~ Ooiee  TECHOM  B3aUMOCBS3M  (hapMakoAMHAMUYECKUX  3P(PEeKToB U
(apMaKOKMHETUYECKHX ITapaMETPOB MKy KOHIIEHTPAIUEeH U TPOTPOMOMHOBBIM BPEMEHEM.
PuBapokcabaH NpOTHBOIIOKA3aH NalMEHTaM C 3a00JIEBaHUSMH IIE€UEHH, NPOTEKAIOUIMMU C
KOAaryJjonaTueil M pUCKOM KIMHUYECKHM 3HAYMMOIO KpPOBOTEUEHHS, BKJIOUAs MNALUEHTOB C

uppo3oM nedyenu kiacca B u C no knaccuduxanun Yaitna-ITsio (M. pazaen 4.3.).
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Hapywenue ¢ynxkyuu novex

Y B3pOCHBIX TAIMEHTOB  HAOMIONANOCh  yBENMYEHHE OKCIO3MLMU  pHBapokcalaHa,
KOppEIupOBaBIIee CO CHUKEHHEM NOYeuHOW (PYyHKIMH, KOTOpas OLEHHBAJIACh H3MEpEHHEM
KIupeHca kpeatuHuHa. Y mamueHTtoB ¢ Jyierkod (KiKp 50-80 mn/mun), cpenneii (KnKp 30-
49 mn/mun) u Tspkenoit (KnKp 15-29 ma/mu) crenenpio HapymieHHs (GYHKIHU IOYEK
KOHIIEHTpaluu puBapokcabana B ruiazme kposu (AUC) Obumm moBwimens! B 1,4, 1,5, 1,6 pasa
cooTBeTcTBEHHO. COOTBETCTBYIOLIEE yBENUUEHHE (hapMaKOAMHAMUYECKUX 3(P(PEeKToB OBLIO
Oosiee BBIpQKCHHBIM. Y TMAIMEHTOB C JIETKOM, CpelHEdl M TSHKEIOH CTEeNEeHbI0 HapyLICHUs
¢byHKIMHU ouyek od1iee MoAaBIeHIE aKTUBHOCTH (pakTopa Xa yBennuusaiock B 1,5, 1,9 u 2,0 paza
COOTBETCTBEHHO 110 CPAaBHEHHIO CO 3/I0pPOBBIMHU J1I00POBOJIBLIAMH; IPOTPOMOUHOBOE BpEMSsI TaKKe
yBenuuuBanaoch B 1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.

Hannbie o naruedTax ¢ KnKp < 15 Mi/MuH OTCYTCTBYIOT.

[Ipennonaraercs, yTo puBapoKkcabaH He MOABEPTaeTCs AUAIU3Y B CBA3H C BICOKUM CBS3BIBAHUEM
¢ OeKaMH TUIa3MBbl.

He pexomenyercst mpuMeHsaTh npenapat y naueHToB ¢ KnKp < 15 ma/mun. Crnenyet cobmonarsb
OCTOPOXKHOCTh TPU MpPUMEHEHHHU mpemnapara y nauueHToB ¢ KnKp 15-29 mn/mun (cm. pazgen

4.4)).

eTu
besonacHocth 1 3 PekTUBHOCTE prBapokcabaHa y JeTei U MOAPOCTKOB B Bo3pacte 10 18 ser mo
MOKAa3aHUIO MPOPUIAKTUKA UHCYJIbTA U CUCTEMHON TPOMOOIMOOIUH y MAIMEHTOB ¢ GuOpMLIAueit
npecepInii HeKJIaaHHOTO MPOUCXO0XKACHUS HE YCTAaHOBIICHBI.
Abcopbyus
Jletu monydany puBapokcabaH B BUE TaOJIETOK WU CYCIIEH3UU /IS IpUeMa BHYTPh BO BpeMs
WIHM Cpa3y IMOCJie KOPMJICHHS WM MPpUEMa MUIIH, BMECTe ¢ OOBIYHOW MOPIMEH JKUIKOCTH IS
o0ecrnieueHns Ha/ITIEKAIIETo JO3UpOBaHus y neTeil. Kak y B3pocibix, Tak U y AeTel puBapokcabaH
OBICTPO BCACBIBAETCS MOCIIE TIEPOPATHLHOTO MPUEMa Tpernapara B JICKapCTBEHHOH Gopme OaneTKu
WJIM TPAHYJIbI I IPUTOTOBJIEHUS CYCIIEH3UM JUUIs ITpueMa BHYTpb. He oTMedaioch pa3HULbI HU B
CKOPOCTH, HU B CTCTICHH BCACHIBAHUS MEX]Y JIEKaPCTBEHHBIMU (hOpMaMu TaOIETKU U TPaHYIIbI
JUTSL IPUTOTOBJICHUSI CYCIICH3HH AJIs TipueMa BHYTpb. J[aHHbIe 0 (hapMaKOKWHETHKE Y JIETeH mocie
BHYTPUBEHHOTO BBEJICHHSI OTCYTCTBYIOT, IIOATOMY a0COIIOTHAsI OMOJOCTYITHOCTh pUBapoKcabaHa
y Jereil Hews3BeCTHA. BbUIO OOHAPYKEHO CHUKEHHE OTHOCHUTEIBHON OWOMOCTYITHOCTH TPH
YBEJIMUYEHUU JI03bI (B MI/KT MacChl T€JIa), HA OCHOBAaHUH YETO MOXKHO CIIeJaTh MPeIIokKeHHe 00

orpaHudeHusX abcopouuu st 6osee BRICOKUX /103, Take MpH npuemMe ¢ nuineil. PuBapokcaban B
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BUIe TaOJIETOK AO3UPOBKOM 15 Mr umm 20 Mr ciieayeT NpUHUMATh BO BpeMsi KOPMIICHUS UM BO
BpeMs eJibl (cM. paznen 4.2.).

Pacnpeoenenue

CrnenuduuHble B OTHOILICHUH JETEH JaHHBIC O CBA3BIBAHMM PHUBAapOKcabaHa ¢ OelKaMu IJIa3Mbl
OTCYTCTBYIOT. JlaHHBIE O (hapMaKOKMHETHKE Yy JeTe IMocie BHYTPUBEHHOTO BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y AeTel (Bo3pacTHo# nmamazon oT 0 no < 18 jer) mocie
NEPOPATBHOrO TpUeMa pUBapoKcabaHa, CIPOrHO3WPOBAHHBIA C TOMOIIBIO MOIMYJISIIHOHHOTO
(apMaKOKMHETUYECKOTO MOJIEIMPOBAHUS, 3aBUCUT OT MAacCChl T€la U MOXKET OBITh OMHCAH C
MIOMOIIBIO AJUTOMETpUYECKON (DYHKIIMM cO CpeHUM 3HadueHueM 113 1 s cyObekTa ¢ Maccoi
Tena 82,8 K.

Buompancgopmayus u snumunayus

CrnenuduuHble B OTHOIICHUH JeTell JaHHBIE O MeTa0odM3Me OTCYTCTBYIOT. JlaHHBIE O
(apMakOKMHETHKE Yy JeTel Iociie BHYTPHUBEHHOTO BBEICHUS pHUBapoKcabaHa OTCYTCTBYIOT.
Knupenc y nererr (BozpactHoit auama3zoH ot 0 mo < 18 ner) mocne mepopaibHOrO mnpuema
puBapokcabaHa, CIIPOrHO3UPOBAHHBIN C MOMOIIBIO MOMYJISUOHHOTO (PapMaKOKHHETHYECKOTO
MOJICIIMPOBAHUS, 3aBUCHT OT MacChl TeJla M MOXET OBbITh OMKCAH C MOMOIIBIO aJUIOMETPHUECKOM
GyHKIMH CO CpenHUM 3HaueHHeM 8 1/u g cyObekta wmaccoil Tema 82,8 kr. Cpemnue
reOMETPUUECKHE 3HAu€HUs IepuoJa IOJyBbIBeIeHUS (t12), pacCUMTaHHBIE C ITOMOIIBIO
MOMYJIAMUOHHOTO (PAPMAKOKMHETHYECKOTO MOJAEIHPOBAHUSA, YMEHBIIAETCS C YMEHbIIEHHEM
BO3pacTa U Bappupyetcs oT 4,2 yaca y MOAPOCTKOB 0 NMPUMEPHO 3 4acoB y JIeTell B BO3pacTe
2—-12 ner, no 1,9 u 1,6 yaca y nereit B Bozpacre 0,5—< 2 net u menee 0,5 roja, COOTBETCTBEHHO.
Dapmaxokunemudeckue OaHHble Y NAyuUeHmos

I'eomeTrpuueckoe cpeanee konueHnTpanuii (90% uHTEpBal) B MHTEpBaIaX BpeMeHH 0TOopa mpoo,
IIPUMEPHO COOTBETCTBYIOLMX MAaKCUMAJIbHON M MHUHUMAJIbHON KOHIIEHTpAllMd B HHTEpBaJe
J03UPOBaHUs, y feTei ¢ octpoii BT, nomyuaronmx puBapokcadaH B 103€, 3aBUCSIICH OT MacChI
Tena, I MOJIy4eHHUs SKCIO3ULIMK, COOTBETCTBYIOLIEH TAKOBOM Y B3pOCIBIX nanueHToB ¢ TI'B,

noJyyaromux 703y 20 Mr oMH pas B JA€Hb, npeacTaBieHsl B Tabmume 13.

Tabmuua 13. CBognas craructuka (reomerpuueckoe cpensee (90% mHTEpBai)) paBHOBECHBIX

KOHIIGHTpaluii puBapokcabaHa B I1a3Me KpOBU (MKI/JT) B 3aBUCUMOCTH OT PeKHUMa JI03UPOBAHHS

1 BO3pacra
BpemMennsle
HHTEPBAJIbI

Omuu pazB | N ot 12 no N oT 6 10

JeHb <18 aer <12 Jger
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2,54 gaca 171 241,5 24 229,7
crycTs (105-484) (91,5-777)
20-24 gaca 151 20,6 24 15,9
crycTs (5,69-66,5) (3,42-45.5)
ABapazaB | N oT 6 10 oT 2 10 N ot 0,5 no
JIeHb <12 aer <6 Jer <2 Jer
2,54 4gaca 36 145,4 38 171,8 2 H.D.
crycTs (46,0-343) (70,7-438)
10-16 wacoB | 33 26,0 37 22,2 3 10,7 (m.p.—H.p.)
crycrs (7,99-94.9) (0,25-127)
Tpupazas | N oT 2 10 N oT N ot 0,5 no N oT
JeHb < 6 Jer POKICHUS <2 Jer POKIeHUS
a0 < 2 jet 10 < 0,5 ner
0,5-3 gaca 5 164,7 25 111,2 13 114,3 12 108,0
CIyCTSt (108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 yacoB 5 33,2 23 18,7 12 21,4 11 16,1
CIyCTSt (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE paCcCUUTHIBAJIOCH

3HaueHus1 HUKE HIDKHETO Tpesena koaundectBeHHoro onpenenenus (HITKO) Obutn 3aMeHeHbI Ha
%2 HITKO pmns pacueta cratuctuku (HITKO = 0,5 mxr/m).
Dapmaxkokunemueckas-hapmakoOuHamMu4eckas 3a6UCUMOCMb

Llon

AHalli3 TOJNYYEHHBIX JaHHBIX HE BBIBWJI CYIIECTBEHHBIX PA3NUUYUM B  HKCIO3HUINHU
puBapokcabaHa y AeTel pa3Horo Imoia.

Paznuunas macca mena

VY nereii no3a puBapokcabaHa 3aBUCUT OT MAcChl Tejla. AHAJIU3 JAHHBIX, MOJYYEHHBIX OT AETeH,
HE BBISIBWI 3HAYMMOI'O BJIMSIHHUS HEJOCTATOYHOM MACChl T€Ja WM O0XKUPEHUSA HA DKCIIO3ULIAIO
puBapokcabaHa.

Meoicomnuueckue paziuyus

AHanu3 NOJyYEHHBIX JAHHBIX HE BBIBMJ 3HAUMMbIX MEXITHUUECKUX Pa3/IMYMil B 3KCIO3ULIMU
puBapokcalaHa y JeTel AMOHCKOM, KHTaliCKON WM a3MaTCKOW STHUYECKOW MPUHAICKHOCTH 3a
npenenamu SAnonnn u Kutas mo cpaBHeHUIO ¢ 0011el neAnaTpUIeCKO MOMyJIsIIHeH.

Hapyuwenue d)VHKuuu nevyeHu

Knuauyeckue naHHble Uis AeTel ¢ HapyleHHeM (QyHKIIMY TIeYeHH OTCYTCTBYIOT.

Hapyuwenue CbVHKuuu nouyex

JlaHHble KIMHUYECKUX MCCIEIOBAaHUN y JeTed B Bo3pacTe | rojga u crapiie co CpeaHed wiu
TSOKEJIOW CTENEHBI0 HapymeHHs (QYHKIUM TMo4YeK (CKOpOCTh KIyOOUYKOBOH (QHIbTpaIuu

< 50 ma/mun/1,73 M%) OTCYTCTBYIOT.
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6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. Ilepeyenb BcmoMoraTe/ibHbIX BelleCTB
HATpUs JaypHICYyIbdar

JIAKTO3a

[Tonokcamep 188

LEJUTI0J103a MUKpOoKpucTainaeckas (E460)
KpOCKapMeIio3a HaTpust

Mmarawus creapat (E470b)

KpeMHHUsI TUOKcH1 KoJutou bl (ES51)
obonouxa: runpomerosda (E464), tutana aquokcun (E171), makporon 3350 (E1521), kpacutens
xene3a okcu KpacHsiil (E172)

6.2. HecoBMecTHMOCTH

He mpumenumo.

6.3. Cpok romHocTH (CPOK XpaHeHMs)

4 rona.

HM3MmenbpueHHble TAOJIETKH

W3menbueHHbIe TaONETKH npenapara PuBapokcabaH cTaOMIbHBI B BOJIE B TEUEHHUE 4 4acOB.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHHUH

JlexapcTBeHHBIH Mpenapat He TpeOyeT CIelUualIbHbBIX YCIOBUN XpaHEHHS.

6.5. Xapakrep u cofep:kaHue NEPBUYHOH YIIAKOBKH

ITo 10 TabneTok, MOKPHITHIX INIEHOYHOM 000104K0H, B Onuctep u3 An-IIBX/TID/TIBIX.

ITo 3 unm 10 6arcTepoB BMECTE C TUCTKOM-BKIJIA IBIIIEM TOMEIIAIOT B TAUKY KapTOHHYIO.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHMH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0 NMpenapara Win 0TX010B, MOJy4YeHHBIX NOcJIe IPUMEHEeHHUsl Npenapara, u
ApPyrue MAHMIYJISIIHMH € penapaTomM

Oco0ble TpeOoBaHUsI OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Yemickas Pecrybnmka

3eHTuBa K.C.

VY kabenosusl 130, 102 37, [Ipara 10, {onau Mexomymns

7.1. IIpeacraBuTeb AepaKaTe/Isi PETrHCTPALMOHHOIO YA0CTOBEPEeHHUs!

IIperen3un norpedbuTeseil HaOPaBJATh 10 AIPECY:

Poccusa

000 «3enTtuBa dapma»
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127030, r. MockBa, BH. Tep. I'.M.0. TBepcKoii,
yi. HoBocnoGosckas, a. 31, ctpoenne 4, momenienne VI
Ten.: +7 (499) 350-13-48

email: PV-Russia@zentiva.ru

8. HOMEP PEITUCTPAIIMOHHOI'O YIOCTOBEPEHUA

JIIT-Ne(012897)-(PT-RU)

9. TATA TNEPBUYHOH PEIMCTPAIIMM (IIOJATBEPXKJIEHHS PETUCTPALIVH,
IHEPEPETUCTPAIIN)

JlaTa iepBOM perucTpaLuu:

18.12.2025

10. JATA IEPECMOTPA TEKCTA

OOmiasi  XapakTepuUCTHKa JICKAPCTBEHHOrO Tpemapara PuBapokcabaH  JOCTynmHa  Ha
uHpOpMAIIMOHHOM TopTane EBpa3uiickoro 3KOHOMHYECKOTO coro3a B HH()OPMALMOHHO-
KOMMYHHUKaIIMoHHOHU cetn «IHTepHeT» http://eec.eacunion.org/
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