OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

PuBapokcwusi, 20 Mr, TaGIETKH, TOKPBITHIE TUICHOYHOM 000JI0YKOM

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTByoIIEe BEIECTBO: pUBapOKcadaH.
Kaxxnas rabnerka cogepxut 20 Mr puBapokcabaHa.

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabeTku, MOKPHITHIC MJICHOYHOH 000I0YKOM.

Kpyrible cierka ABOSKOBBINYKIIbIE TaOJETKU, MOKPHITHIE IJIEHOYHOW 000JIO0YKOI OT pOo30BOro /10
TEMHO-PO30BOTI'0 IBETA C IPaBUPOBKOM «20» Ha OJJHON CTOPOHE TaOJIETKH.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zaHusi K IPUMEHEHHIO

B3pocasie

HpenapaT PI/IBapOKCI/IH IMMOKAa3aH K IIPUMCHCHUIO Y B3POCIIBIX B BO3PACTC OT 18 ner JJIAC

e MPO(PUIAKTUKH WHCYJbTa M CUCTEMHOM TpomMOOSMOONIMM y HAlMEHTOB C (GuOpuiIsiuen
npecepaAnii HeKJIATaHHOTO MPOUCX 0K ICHHS;

e JeyeHus TpombOo3a riayOokux BeH (TI'B) u tpomGosmOonuu nerounoit aprepun (TOJIA) u
npodmiaktuka peruansoB TI'B u TOJIA.

JleTr ¥ TOAPOCTKH B Bo3pacte 10 18 ser ¢ maccoit tena ot 50 kr

[Ipenapar PuBapokcusi moka3aH K IPUMEHEHHUIO y JIeTeld W MOAPOCTKOB B Bo3pacte 10 18 jer ¢
Maccol Tena ot 50 Kr mis:

e JjieyeHHUs BeHO3HOU TpomOosmbOoanu (BTO) u npodunaxtuku peunausoB BTO y nereit u
MOJPOCTKOB B Bo3pacte A0 18yer ¢ maccoil Tena ot 50 Kr mocie He MeHee 5 aHeEH
Ha4yaJIbHOW MMapEeHTEpaIbHONW aHTUKOATYJIIHTHON TEPATIUU.

4.2. Pe:xum 103MPOBaHUS M CIOCO0 MPUMeEHEHHUs

PexxuMm mo3upoBaHus

Bspocnvie

HI)Od)MJlCleuKa UHCYTIbINA U CUCINEMHOU mpOM603M6OJluu Y 83POCJIblX

Pexomennyemast no3a mpenapara PuBapokcusi coctaBisier 20 M OJUH pa3 B CYTKH, YTO TaKXe
SIBJISIETCSI PEKOMEHIyEMOW MaKCUMaIbHOM CYTOYHOM 1030i.

[TpoaomKUTENFHOCTD JICUEHUS: TEpanus TOJKHA OBITh JJIUTEIBHON TPU YCIOBHH, YTO TOJb3a
npo(UIAKTUKY UHCYJIbTAa U CUCTEMHON TPOMOOAIMOOINH MPEBBIIIAET PUCK PA3BUTHS KPOBOTCUCHUS
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(cMm. pasnen 4.4.).
JlelicTBUS MpH MPOITYCKE MPUEMA TIpErapara

Ecnu mpuem ouepenHoil 103bl MPOIYIIEH, MAlMEHT JOJDKEH HEMEIJICHHO NPUHATH TaOIeTKy
npenapara PuBapokcuss M Ha CIEIYIOIIMI JI€Hb NPOJOJLKUTH PETYJSPHBIA IPUEM IIpernapara B
COOTBETCTBUH C PEKOMEH]IyEMbIM PEKUMOM (OJIMH pa3 B CyTKH).

B ToT ke JeHp He clemyeT yaBaWBaTh NMPUHUMAEMYIO 1103y, YTOOBI KOMIICHCHpPOBATh paHEE
MPOMYILIEHHYIO J03Y.

Jeuwenue TI'B u TOJIA u npogunakmura peuudusos TI'B u TIJIA

Pexomennyemas HauanbHas go3a npu JedyeHun octpbix TI'B unu TOJIA cocrtasnsier 15 mr aBa pasa
B CYTKHU B T€UEHHE MEPBBIX 3 HENENb C IOCIEAYIOUM IEPEX0I0M Ha 103y 20 MI' OAMH pa3 B CYyTKH
JUTS TalTbHEHIero jJevdeHus 1 npodunaktuku perauanBoB TT'B u TOJIA.

KopoTkass mpomomkuTensHOCTh Tepanuu (MUHUMYM 3 Mecsilia) JO0bKHA OBITh paccMOTpeHa Yy
nanueHToB ¢ TI'B unu TDJIA, cipoBOlMpOBaHHBIMU CEPHE3HBIMH O0OPATUMBIMH (haKTOpPaMU PUCKA
(HampuMmep, TMPENIeCTBYIONIee OOMMPHOE XHPYPrudecKoe BMEMIATEIIbCTBO HMIIM TpaBMma). boiee
JUTMTEIIbHBIA TIEPUOJ] JICUCHHUS JTOJDKEH OBITh paccMoTpeH mis nanueHTtoB ¢ TI'B winm TOJIA, He
CBSI3aHHBIMHU C CE€pPhE3HBIMU OOpaTUMBIMU (haKTOpaMHU pUCKa, ¢ HecrpoBourpoBaHHbIM TI'B wnun
TOJIA nnm y nanuentos ¢ TI'B nnu TOJIA B anamuese.

[Tpu HeoOxoammocTu ummTensHON npodminaktuku peruauBoB TI'B u TOJIA (mocne 3aBeprieHus
Kak MUHUMYM 6 mecsiteB jeuenuss TI'B unu TOJIA) pexkomennyemas no3a npenapara PuBapokcus
cocraiseT 10 Mr oauH pa3 B cyTku. llarentam ¢ BbICOKMM puckoM peruausupytomero TI'B win
TOJIA, TakuM Kak MalUeHTbl C TSHKENBIMM CONYTCTBYIOLIIMMM 3a00JIEBAaHUSMHM WM Yy KOTOPBIX
pazBuiics perunuBupytomuii TI'B wmu TOJIA npu anutensHON TpoQuIakTHKE PHBAPOKCA0aHOM B
no3upoBke 10 M oJIMH pa3 B CyTKH, HEOOXOMMO PacCMOTPETh BO3MOXKHOCTh HAa3HAYUTh Ipernapar
Puapoxcus B no3upoBke 20 Mr oJIuH pa3 B CyTKH.

[TpoomKUTETLHOCTD JICUEHHUSI U BHIOOP J03bI ONPEAEAI0TCS HHAMBUIYAIbHO MOCIE TIIATEIbHOM
OLICHKH TIOJIb3bI JICUCHHSI OTHOCHTEIILHO PUCKA Pa3BUTHUS KPOBOTEUCHUIT (cM. pasaen 4.4.).

Taoauna 1.
IIpogoknTEBLHOCTH Cxema npuema Cymmapuas
CyTO4YHasi 103a
Jleuenne n npodunaktuka | C 1 go 21 nus 15 mr 1Ba pasa B CyTKH 30 mr
pemameos TI'B 1 TOJIA C 22-ro g 20 Mr OJTMH pa3 B CYTKH 20 Mr
[Ipodunaktuka peumuausoB | Ilocne 3aBepmenus kak | 10 mr* omun pas B cytku | 10 mr wim 20 mr
TI'B u TOJIA MUHUMYM 6 mecste | win 20 M OAMH pa3 B
nevenus TT'B nnm TOJIA | cyTkn

JlelicTBUsI TpU NPOIyCKe ITpUEMa Ipernapara

Ecnu npuem ouepenHoi 1036l MPOIYIIEH MPH pexXUMe J103upoBaHus 15 mr 1aBa pasza B cyTku (1—
21 neHb), TMaMEHT [JOJDKEH HEMEIUICHHO TpUHATH TalleTky npenapata Puapokcus s
JNoCTHXKeHHs! cyTouHOU 103kl 30 Mr. TakuM oOpa3om, aABe TabaeTku 15 Mr MOryT OBITH NPUHSATHI B
oauH npueM. Ha cnenyromumii 1eHb MalMEHT JOJDKEH NMPOJOJIKUTH PETYIISIPHBIN NPUEM IIpernapara
15 mr aBa paza B CyTKH B COOTBETCTBHH C PEKOMEHIyEMbIM PEKUMOM.

Ecnu npuem ouepeaHoi 1036l MPOMYIIEH MPU PEXKUME JO3UPOBAHUS OJUH pa3 B CyTKH, MALUEHT
JOJDKEH HEMEJUICHHO TPUHATH TaOJeTKy Tmpernapata PuBapokcuss W Ha CIEAYIOIIMA JI€Hb
MPOJIOJKUTh PETYJISIPHBIN MPUEM IperapaTa B COOTBETCTBUH C PEKOMEHyEMbIM peKUMOM. B 3ToT
K€ JICHb HE CJIEeAYyeT yIBauBaTh MPUHUMAEMYIO 103y B OJUH JICHb JJIsI KOMIIEHCAIIUHU MPOIYIIEHHOU
JIO3EI.




Ilepexoo ¢ mepanuu anmaeonucmamu sumamura K (ABK) na mepanuio npenapamom Pusapoxcus

e V manueHToB ¢ GpUOpHILIAIMEH MpeacepaAnii HeKJIamaHHOTO MPOUCXO0KACHUS, MOIYYAIOIINX
TEpanui0 MO IOKAa3aHUIO «MpPOo(UIAKTUKA HMHCYJIbTAa M CHUCTEMHOW TpPOMOOIMOOIHMY,
neuenne ABK Heo0XoaMMo mpekpaTHTh W HayaTh JICYCHHE MpenapaToM PuBapoxcus mpu
MoKazaTesie MeXIyHapoAHOro HopManuzoBanHoro otHomenust (MHO) < 3,0.

e [Ipu neuennu TI'B u TOJIA wnmm npodunakruke peruauoB TI'B u TOJIA y B3pocibix
NAIUEHTOB cleayeT npekpaTuTh JeueHne ABK u HauaTh nedeHue npenaparom PuBapokcust
npu Bennunae MHO < 2,5,

IIpu nepexone maunentoB ¢ tepanuu ABK Ha Tepanuto npenapatoM PuBapokcus 3nauenuss MHO
OyayT omMOOYHO 3aBBILIEHHBIMU IOcie IpueMa npenapata PuBapokcus. MHO He moaxomut s
OIIpEe/ICNICHUS] AHTUKOATrYJSIHTHOM AaKTMBHOCTU Ipenapara PuBapokcus M MO3TOMY HE JOJDKHO
HCIIOJIB30BAThLCS C ATOM 1ebio (cM. pasaen 4.5.).

Ilepexoo ¢ mepanuu npenapamom Pusapoxcus na mepanuio ABK

Cy1iecTByeT BEpPOATHOCTh BO3HUKHOBEHHS HEIOCTATOYHOIO AHTHKOATyISHTHOro sdd¢ekra mnpu
nepexojie ¢ Tepanuu npenaparom PuBapokcust Ha Tepanuio ABK. B cBs3u ¢ 3TuM HEob6xoammo
o0ecneunTh HEeMpephIBHBIA JOCTATOYHBIA AHTHUKOAryJISHTHBIM 3(@exkT Bo Bpems m0J00HOTO
repexojia ¢ MOMOIIBIO aAIbTEPHATUBHBIX aHTUKOAryJISTHTOB. ClielyeT OTMETUTb, YTO MPU MEPEX0e
c Tepanuu npenapatom PuBapokcus Ha Ttepanuro ABK npemapar Puapokcus Moxer
croco0cTBOBaThH MOBBIICHHIO 3HaYeHUss MHO.

VY B3pOCIBIX NMAlMEHTOB, KOTOPBIE MEPEXOAAT C TE€paluM IpenaparoM PuBapokcHs Ha Tepanuro
ABK, cnenyer oanoBpemeHHo npunumatb ABK 1o Tex mnop, moka 3Hauenne MHO He
nocturser > 2,0. B TedeHne nepBbIX JIBYX [JHEH IEPEXOJHOrO IEpUOoJa JOKHA IPUMEHSTHCS
cTaHgapTHas HayanbHas no3a ABK, B mampueiimem noza ABK omnpenensieTcss B 3aBUCHMOCTH OT
BennunHel MHO. Bo BpeMms oaHOBpeMeHHOro npuMmeHeHMs npenapata Pusapokcus u ABK
3HaueHne MHO noikHO onpenensThesl He paHee, yeM depe3 24 yaca nocie NpeblIylero npuema,
HO J0 Ipuema cienyrouie no3sl npenapara Pusapokcus. [locne mpekpamieHuss NTpUMEHEHHS
npenapata PuBapokcus 3HaueHne MHO moxeT ObITh JOCTOBEPHO ONpEAEIEHO HE MEHee, 4YeM
yepes 24 yaca moclie mpueMa nocieanei 103sl (cM. pasaenst 4.5. u 5.2.).

Ilepexoo ¢ mepanuu napenmeparbHbIMU AHMUKOARYIAHMAMU HA  Mepanuo  npenapamom
Pusapoxcus

VY B3pocibIX U JA€Ted, MONyYalollUX IapeHTEepalbHbIE AHTUKOATYJISIHTBI, CJIEIyeT MpPeKpaTUTh
BBEJICHUE NTAPEHTEPAIBHOIO aHTUKOAryJIIHTAa M Ha4yaTh IPUMEHEHUe npenapara PuBapokcns 3a 0—
2 Yaca 10 BPEMEHH CJIEeIYIOLIEero MJIaHOBOTO BBEAEHHS IMAapEeHTEpalbHOTO Mpemnapara (Hampumep,
HU3KOMOJIEKYJIIDHOTO TelapuHa) MM B MOMEHT IPEKpAllleHUus HENPEPBIBHOIO BBEIEHUS
MapeHTepaIbHOTO IMpenapaTta (HalpuMep, BHYTPUBEHHOI'O BBeJIEHUS He(paKIMOHHUPOBAHHOIO
rerapuHa).

Hepexod C mepanuu npenapamom PMGCZPOKCM}Z Ha mepanuro napernmepaitbHblMu
anmuxkoazysiHmamu

Cnenyer oTMeHMTHh Tnpenapar PuBapokcHMss M BBECTHM IIEPBYK0 103y IApEHTEPAIBLHOTO
aHTHKOAryJisHTa B TO BpEMsA, KOTJa HYXHO OBLJIO MPHUHATH CIEAYIOIIYI0 103y Ipemnapara
Pusapokcusi.

Oco0BbIe TPYIIIHI IMAIMEHTOB

HauueHmbz C NOYEYHOU HeOOCMAmMOYHOCIbIO

Wwmerommecs: orpaHUYeHHBIC KIMHUYECKHE TaHHBIC JIEMOHCTPHPYIOT 3HAYUTEILHOE ITOBBIIICHHUE
KOHIICHTPALlMU pHBapoKcabaHa B IJIa3Me KPOBU Y TMALMEHTOB C HapylIeHHEM (YHKLIHHU IOYEK
TsoKkenmo creneHn Tsokectd (knupeHc kpeatnHwHa (KK) 15-29 mn/mun). ns nedenus 3Tou
KaTeropuy MalMeHTOB mpenapar PUBapokcus clieayeT MPUMEHSTh C OCTOPOKHOCTHIO.
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[Ipumenenne puBapokcadbana He pekomeHayercs y nanueHToB ¢ KK < 15mu/mun (cMm. pazaens 4.4.
us.2.).

VY nmanueHToB ¢ HapymeHueM GyHkiuu nouek cpeaneit crenenn (KK 30—49 mu/mun) unu Tspkenoi
crenienn Tsokectr (KK 15-29 mMi/MuH) pekoMeHI0BaHO CleIyoIIee JO3UPOBaHUE:

e Ipu Ha3HAYEHUM Mpernapata PuBapokcus ¢ nenbio NMpoUIAKTUKA MHCYJIbTa U CUCTEMHOMN
TpOoMOOAMOONNH MAIeHTaM ¢ HEKJIalaHHON (uOpHIUIALMEl mpencepanii peKoMeHIyeMast
J103a cocTaBisgeT 15 Mr ofuH pa3 B cyTkH (cM. paszaen 5.2.);

e [pU Ha3HauyeHMM npenapara PuBapokcus c¢ uenpto Jsedenuss TI'B umum TOJIA u
npodwmiaktuku peuuanBoB TI'B wim TOJIA pekomenmyemas no3a coctaBiser 15 mr aBa
pasa B CyTKHU B MEpBbIe 3 Helenu. 3aTeM, KOIr/la peKoMeHayemas 103a cocTaBuT 20 Mr oquH
pa3 B CYTKH, CIEAYET PaCCMOTPETh CHIKEHHE J103bI ¢ 20 MT 10 15 Mr 01uH pa3 B CyTKHU, €CIU
OLICHUBAEMBI PUCK pPa3BUTHS KPOBOTEYEHUH Yy MALMEHTa MPEBBIIAET PUCK PA3BUTHUSA
peuuauBa TI'B unu TOJIA. PexomeHnauuu mo NpUMEHEHUIO A03blI 15 M OCHOBaHBI Ha
(dbapMaKOKMHETHYECKOM MOJICIMPOBAHUM W HE OBbUTM HM3y4YeHbl B JAHHOW KIMHHUYECKON
cutyaruu (cm. paznaenst 4.4., 5.1. u 5.2.).

[Tpu npumeHenun npenapata PuBapokcus B 103upoBke 10 MI KOppeKIUU 10361 HE TpeOyeTcs.

He TpeOyercst KOppeKIus 03bl y MAMEHTOB C HAapyHICHHEM (QYHKIMH TOYEK JISTKOW CTEICH!
msokectd (KK 50-80 mur/muH) (cMm. paszaen 5.2.).

Haquenmbl C NeYeHOYHOU HeOoCMAmoO4HOCbIO

[Ipenapat PuBapokcusi mpOTHBOIIOKAa3aH MAI[UEHTaM ¢ 3a00JICBAHUSMU MICUEHH, IPOTCKAOIIUMH C
KO&Fy.]IOH&THGﬁ U PHUCKOM KIMHUYCCKH 3HAYUMOI'O KPOBOTCUCHHUA, BKJIIOYAsA MAUCHTOB C
UPPO30M TeueHu U HapylienneM QpyHkuuu nedeHu kiacca B u C no knaccudukanuu Yaina-I1sto
(cm. paznmensr 4.3. 1 5.2.).

Jluya noxcunozo eospacma

Koppexknuu 10361 B 3aBHCUMOCTH OT BO3pacTa He TpeOyeTcs (cM. paznen 5.2.).
Macca mena

Koppexkius 10361 B 3aBUCHMOCTH OT MacChl Teja He Tpedyercs (cM. pasznen 5.2.).
Llon

Koppexkius 10361 B 3aBUCHMOCTH OT TI0J1a He TpeOyercst (cM. pasaen 5.2.).
Tayuenmsi, Komopwvim npo8OOUMCs KApOUOBEPCUs

Jleuenue nmpemnaparomMm PI/IBapOKCI/ISI MOJKET OBITH Ha4aTO WU MMPOAOJIKCHO Yy MAIMEHTOB, KOTOPBIM
MOXKET HOTpC6OBaTBC$I KapJauOBCPCHH.

[Ipn kapauoBepcHMM TOJI KOHTpOJEeM upecnuiieBogHor sxokapauorpapuu (YIIDxo0-KI') y
MAIMEeHTOB, KOTOpbIE paHee He TMOJIydyald AaHTUKOAryJssHTHOM Tepamuu, i oOecreyeHus
a/IeKBaTHOW aHTUKOAryJISIUH JIeueHHe IpenapatoM PuBapokcusi JOMKHO HaYMHATHCS IO MEHbIIEH
Mepe 3a 4uaca 10 KapauoBepcuu (cM. pazzensl 5.1. u 5.2.). Jlng Bcex MalUEHTOB Mepen
Kap/MOBEepCHeN JTOMHKHO OBbITh MOJY4YEHO MOATBEP)KICHHUE O TOM, YTO MALMEHT NMPHUHSII Mpernapar
PuBapoxcusi B COOTBETCTBHM C Ha3HaYEHHEM Bpaya.

PemeHne o0 Hayasle W NPOAOIDKUTENIBHOCTH JIEUYEHUs JOJDKHO IIPUHUMATBCA C  YYETOM
CYIIECTBYIOIIMX PEKOMEHJAMM 10 AaHTUKOAryJIsSHTHOM Tepanuud y NAUUEHTOB, KOTOPBIM
IIPOBOJUTCS KapAHOBEPCHUS.

THayuenmol ¢ nexnanannou @uopuiiiyuell npedcepoull, NePeHecuiux YpecKkoNCHoe KOPOHAPHOE
emewamenscmeo (YKB) co cmenmuposanuem

Nmeercst orpaHUYEHHBIN OMBIT MPUMEHEHHUSI CHIDKEHHOW J103bl puBapokcabaHa 15 Mr oawH pa3 B
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cyTkH (mu puBapokcabana 10 Mr oJuH pa3 B CyTKHM y MallMEHTOB C HapylIeHUEM (PyHKIUU MOYEK
cpenneii crenienu Tsoxkectd (KK 30-49 mu/MuH)) B KOMOMHAIMKM ¢ HHTHOUTOpPOM penenTtopa P2Y 12
B TCUYCHHE MaKCHUMyM |2 MecsIeB y MalMEHTOB C HEKJIamaHHOW (GUOpWLIALHMEH Tpencepaui,
KOTOPBIM TpeOyeTcsl Tepamusi aHTHKOAryJISIHTaMH Jisi mpueMa BHYTpb u nepeHecmmx UYKB co
cTeHTUpOBaHUEM (cM. pasznensl 4.4. u 5.1.).

eTH
Jleuenue BTO u npoghunaxmuxa peyuousos BTO y demeti u noopocmxog

Jleuenue mpemapatoM PuBapokcusi y JeTeil u MOAPOCTKOB B Bo3pacTe 10 18 meT JOKHO OBITH
HayaTo IIOCJIE HE MEHee 5 AHEH OT Haudaja MapeHTEepalbHOM aHTUKOATYJIIHTHOM Tepanuu
(cMm. pasnen 5.2.).

ILo3a JJIA ,Z[CTCP'I Hn IMOAPOCTKOB B BO3PACTC 10 18 et PaCCUUTBIBACTCA B 3aBUCHUMOCTH OT MACChI
TCIa:

e macca tena oT 30 kr no 50 kr: pekoMmeHayemas no3a 15 mr puBapokcabaHa OJIUH pa3 B
CYTKH, 4TO SIBJIIETCSI MAKCUMAJILHOM CyTOYHOM J10301;

e Macca tena 50 kr miam Oonee: pekomeHayemas no3a 20 Mr puBapokcadaHa OJHMH pa3 B
CYTKH, 4TO SIBJISIETCSI MAKCUMAJIBHOW CYTOYHOM J1030H;

e wMmacca Tena MeHee 30 KT — peKOMEeHI0BaHO MPHUMEHEHHE pUBapoKkcabaHa B JIEKapCTBEHHOU
dbopme rpaHyJIbl 71l IPUTOTOBJICHUS CYCIICH3UU ISl IPUEMa BHYTPb.

Ha perymsipHOii OCHOBE HEOOXOIMMO MOHHTOPHPOBATH Maccy Teia peOeHKa M IepecMaTpHBaTh
703y. OTO HEOOXOAMMO, 4TOObI 00ECIeYnTh MOJAEpKAHUE TepaneBTUUECKOW 1103bl. Koppekius
J03bI JOJDKHA BBIIOJIHATHCS TOJIBKO Ha OCHOBAaHWU M3MEHEHUS MacChl Tela.

Tepamnus y aeteil U MOAPOCTKOB JOJKHA MPOJOJIKATHCS MO KpallHEeH Mepe B TeueHUe 3 MecCAIlEeB.
JUTUTENTbHOCTh JICUEHUs] MOXKET OBITh yBeIMuYeHa 10 12 mecsileB B ciay4yae KIMHUYECKOU
HeoOxoauMocTU. JlaHHBIE B MOJJEP)KKY CHUKEHHS JO3bl Yy JleTeil mocie 6 MecsleB Teparnuu
OTCyTCTBYIOT. COOTHOILIEHHE «II0JIb3a — PUCK» IPU JJIUTEIBHOCTH TEPANUU CBBILE 3 MECSLEB
JIOJDKHO OLEHUBAThCS WHAMBUAYaJIbHO, NMPUHMMAas BO BHHUMaHUE PHUCK penuauBa TpomMOo3a u
MIOTEHIUATIbHBIN PUCK KPOBOTECYECHUS.

Melicmeus npu nponycke npuema npenapama

Ecnu npuem 03Bl IpomylleH, HeOOXOAMMO MPHUHATH MPONYIIEHHYIO 103y Kak MOXHO OblcTpee
IIOCJIE TOTO, KaK JTO 3aMETHJIM, HO TOJBKO B OTOT XK€ JACHb. ECIM 3TO HEBO3MOXKHO, MAIMEHT
JOJDKEH IIPOIYCTUTh 3Ty 103y U MPOAOJDKUTH IPHUEM CO CIEAYHOUIEH 1036l B COOTBETCTBUM C
Ha3HA4YCHHUEM Bpaya. HaIII/IeHT HC JOOJDKCH IIPHHHUMATh I[BOf/iH}HO A03y I KOMIICHCAIUA
IIPOITYILIEHHOM J03bL.

Hpodunraxkmuka uucyioma U _cucmemuou _mpomboamboaiuu vy nauyuenmos ¢ dubpuriauuen
npeocepoull HeKIanano20 NPOUCX0AHCOCHUSL

be3onacHocTh 1 3 (heKTUBHOCTH puBapokcabaHa y nerei B Bozpacte ot 0 1o 18 jeT mo moka3zaHuro
npopuIakTUKa MHCYJIbTa M CHUCTEMHOW TpOoMOOAMOOIMM Yy TMAIMEeHTOB ¢ (uOpmsuen
npecepaAnid HeKJIATaHHOTO MMPOUCXOXKICHHSI HE YCTaHOBJICHA. JlaHHBIE OTCYTCTBYIOT.

B cBs3u aTHM, npenapat PuBapokcus He peKOMEHyeTcs K IPUMEHEHUIO y AeTel B Bo3pacte oT 0
no 18 et mo npyrum nokazanusim, kpome sedenus BTO u npodunaktuku perunrsos BTD.

[Ipemapar PuBapokcusi, 20 mMr, TaOJeTKH, MOKPBHITHIE IUICHOYHONH OOOJIOUKOW, HE CIeayeT
IIPpUMEHATH y aered B Bo3pacte oT 0 nmo 18 mer m maccoit Tena Menee 50 Kr s JaHHOM
JIEKapCTBEHHONH (OPMBI B CBSI3M C HEBO3MOXHOCTHIO OOECIIEUUTH PEXKUM ao3upoBanwms. s
YIOBJIETBOPEHUs TOTpeOHOCTEH y aeTeit B Bo3pacte oT 0 go 18 mer ¢ maccoi Tena mo 30 kr
HEOO0XOMMO TPHUMEHATh puBapokcabaH B (opMme TpaHysl Il HMPUTOTOBICHHS CYCIIEH3UU IS
npuema BHYTPb JUIsl JIeTel; y nereil B Bo3pacte oT 0 mo 18 net ¢ maccoit tena ot 30 go 50 kr —
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puBapokcabaH B (hopme TabJIeTOK, MOKPHITHIX TUICHOYHOW 000JI0UKOM, 15 M.
Ilepexoo ¢ mepanuu ABK na mepanuto npenapamom Pusapokcus

[Ipu neuenun BTD um npodunakTuke penuanBOB y JeTed cienyeT npekpatuth JedeHue ABK u
HayaTh JieueHue npenaparom Pusapokcus npu 3nauenun MHO < 2,5.

[Ipu nepexonae nmanuentoB ¢ Tepanuu ABK Ha tepanuto npenapatom PuBapokcus 3Hauenus MHO
OyIyT OomMOOYHO 3aBBIICHHBIMU TIOCTIE MpueMa mpemnapara PuBapokcus. MHO He moaxomuT ams
OTpe/ieNICHUs] aHTUKOATyJISIHTHOM aKTHUBHOCTU Ipemnapara PuBapokcus U MO3TOMY HE JOJIKHO
HCIIOJIb30BAThCS C ATOH 1esbio (cM. paszaen 4.5.).

[lepexoo ¢ mepanuu npenapamom Pusapoxcus Ha mepanuiwo ABK

JletsiM, KOTOpble TepeBOAsATCS C mpemnapara PuBapokcus Ha tepanuio ABK, nHeobxomumo
MpOAO0JKATh IPUEM Ipenapara PuBapokcus B TeueHue 48 yacoB nocie npuema nepBoit 10361 ABK.
[Tocne nByx nHEW COBMECTHOrO MpuUMEHEHHs cieayeT m3meputb MHO no mpuema crienyromeit
3aIlIaHMPOBAaHHOM 103kl lpenapara PuBapokcus. CoBMeCTHOE IpUMEHEHHUE npenapara PuBapokcus
n ABK pexomennyercs npopomkars, noka MHO nHe nocrurner >2,0. Ilocne npekpaiueHus
npuMeHeHus npemnapara PuBapokcus 3HadeHrne MHO MokeT ObITh JTOCTOBEPHO OIMpPENEICHO Yepe3
24 gaca mocjie mpreMa mocieaHen 10361 (cM. pazaen 4.5.).

Hepexod C ndpenmepajilbHblX aHMuKoazyisiIHmoe Ha npenapam PMSCIDOKCMH

VY nereil, moJiydarolMX MapeHTEPAIbHbIE AHTUKOATYJISIHTBI, CJEIyeT IpPEKPATUTh BBEICHUE
[apeHTEepAIbHOTO0 aHTHKOATyJISIHTAa M HadaTh NpUMEeHeHue npenapata Pusapokcus 3a 0—2 yaca o
BPEMEHHM  CJIEAYIOLIEr0 IUIAHOBOTO BBEAEHUS MApEHTEpPaJIbHOTO Ipenapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO TelapuHa) WM B MOMEHT MPEKpallleHHs HEeNpepbIBHOIO BBEACHUS
[apeHTEepaAIbHOTO IIpernapara (HalpuMep, BHYTPUBEHHOI'O BBEJIEHUS He(paKIMOHUPOBAHHOIO
rerapuHa).

Ilepexoo ¢ npenapama Pueapokcusi Ha napenmepanibHble aHMUKOA2)IsIHMbL

Cnenyer oTMeHMTH npenapar PuBapokcuss M BBECTH IEPBYHO 103y IApPEHTEPabHOIO
aHTUKOAryJisHTa B TOT MOMEHT, KOTJa HYXHO OBLJIO HPHUHATH CIEAYIONIYI 03y Ipernapara
Pusapokcus.

Ocobvle epynnvl nayuenmos
Hayuenmoi ¢ noyeynoil HedoCmMamoyHOCmMvio

JleTh W TIOJPOCTKU C JIETKOW CTENEHBIO HapyIieHUs (DYHKIUU TOYEK (CKOPOCTh KITyOOYKOBOM
¢unpTpanuu (CK®) 50-80 mu/mun/1,73 M? TTOMIAIN MOBEPXHOCTU TE€Ja): HA OCHOBAHUU JIAHHBIX
BO B3POCJION TOMYJISIIIAA ¥ OTPAHHYEHHOTO KOJMYECTBA JIAHHBIX B JICTCKOHN MOMYJISIIMH KOPPEKITUU
710361 He TpeOyeTcs (cM. pazzaen 5.2.).

JleTh ¥ TIOAPOCTKM CO CpeOHEeW WM TSDKEJIOHW CTENEeHbI0 HapymieHHs QYHKIHA IT0YeK
(CK® < 50 mn/Mun/1,73 M*>  mmomaau — TOBEPXHOCTH — Tena): HpemapaT —PuBapokcus —He
PEKOMEH/IyeTCsl B CBSI3U C OTCYTCTBHEM KIIMHMYECKUX JaHHBIX (CM. pa3zen 4.4.).

Iayuenmoi ¢ neuenouHoU HeOOCMAMOYHOCMbIO
Jlnia neteii ¢ HapyieHreM (GyHKIUHU TeYeHU KIMHUYECKHUEe JaHHbIE OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus

Bspocnvie

BuyTpp. TabneTku, MOKPHITHIE IUICHOYHOW 000704Yko#, 20 Mr cieayeT NpUHUMATh BO BpeMs
npreMa MUY, 3aITUBasi BOJ0M Mk cOKoM (cM paszaen 5.2.).

Usmenvuenue mabremox

Ecnu manmeHT He crmocoOeH MpOrOTUTh TabNeTKy LEeIMKOM, TalJeTKy mpernapara PuBapokcus
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MOYKHO H3MENbUUTh M CMEWaThb C BOAOM WM sOJOYHBIM IIOpPE, HEMOCPEICTBEHHO Iepe[
IIPUMEHEHUEM (BHYTpb MWJIM BBEJIEHUEM 4Yepe3 Ha3oracTpaibHblii 30Hn). llocne npuema
U3MeNNbUeHHON TabneTku npenapara Pusapokcus 20 Mr HeoOXOAMMO HeE3aMeIUIMTENbHO NMPHHATH
MULy.

[IpenBapuTensHO M3MeENbYCHHAS TaOJIeTKa Ipenapara PuBapokcus MoxeT ObITh BBEICHA uepes
HA30TaCTPAIbHBI  30HA TOJIBKO TIIOCJIE TOATBEPIKICHUS TIOJOKCHHUS 30HIA B JKEITyIKe
(cm. paznensl 5.2. 1 6.6.).

Jlemu ¢ maccoti mena om 50 ke

BuyTps, Bo BpeMs npuema nuuu (cM. paszaen 5.2.). IlanuenTty Hy>)KHO pPeKOMEH/10BaTh IPOIJIOTHTh
TaOJETKY U 3aIHTh )KUIKOCTHIO. TablleTKu cieyeT MpuHUMaTh ¢ HHTEPBAJIOM IpuMepHo 24 Jaca.

Ecnu manueHT cppirMBaeT NPUHATHIN BHYTPH NpenapaT Wik y Hero ppora B redyeHue 30 MUH mocie
npreMa Iperapara, HEOOXOJUM IMpHEeM HOBOH 103bl. OMHAKO, €CIM TMalMeHTa BBIPBAJIO Yepes
30 MuH mocliie mpueMa npemnapara, MOBTOPHOTO MpUeMa J03bl He TpeOyeTcs, U cieayromas 103a
JI0JKHA OBITH MTOJTyY€HA COIJIACHO PEKOMEHIallisIM Bpaya.

Henw3sa genuth Ta6J'ICTKy AJI TIOJTYYCHU YaCTU 03Bl OT TaOJIETKH.

Hsmenvuenue mabremox

Ecnu nanueHT He criocoOeH MporjaoTUTh Ta0JIeTKy LETHMKOM, CIIEAyeT UCIO0JIb30BaTh puBapoKcabaH
B (hopMe IpaHyJIbl JAJIsl IPUTOTOBJICHUS CYCIICH3UH IS IpUeMa BHYTPb.

Ecnu cycnensus ans npuema BHYTpS (B 103e 20 Mr) He JOCTyIHA, BO3MOKHO MOJy4YEeHUE STUX /103
puBapokcabaHa myTeM u3MenpdeHus Tabnetku 20 Mr mpenapara PuBapokcus u cMeUnIMBaHUS €€ C
BOJOW WIIM SIOMOYHBIM TMIOPE HEMOCPEACTBEHHO Tepe] MpUMEHeHHeM (BHYTpPh WU uepe3
Ha30TacTPaJIbHBINA 30H]).

[IpenBapuTenbHO U3METbUYCHHAs TaOJeTKa MOXET ObITh BBEJAEHA 4Yepe3 HazoracTpalibHBIA WM
KETYJIOUHBIN 30H (CM. pasznensl 5.2.u 6.6.).

4.3. IIpoTnBonoOKa3aHus

e [ uUnepuyyBCTBUTEIBHOCTh K PUBAPOKCAOAHy MM K JIOOOMY M3 BCIIOMOTaTENIbHBIX BEILECTB,
NePEYNCIICHHBIX B pa3zaene 6.1.

e KiMHHYECKM 3HAYMMOE aKTUBHOE KPOBOTEUECHUE.

e JloBpexaeHue MM COCTOSHHE C BBICOKHM DPHUCKOM pa3BUTHsS OOJIBIIOTO KPOBOTEUEHUS.
Hampumep, umeromasicst wiv HeaBHO MEPEHECEHHAs KEJIyA0YHO-KHUILEYHAs s13Ba, HAIUYUE
3JI0KaY€CTBEHHOT0 HOBOOOPA30BaHUS C BHICOKMM PHCKOM Pa3BUTHS KPOBOTEUEHUH, HEJABHO
MOJIyYeHHbIE 4YEpPErmHO-MO3roBas TpaBMa WJIM TpaBMa CIMHHOIO MO3Ta, HEJaBHO
IIPOBEJEHHOE XUPYPrHUECKOE BMEIIATEIBCTBO HA TOJIOBHOM MO3r€, CIIMHHOM MO3r€ WIH
opTampMoJIOTHUYECKass ~ OIepanus,  HeJaBHEe  BHYTPUUEPENHOE  KPOBOM3JIMSIHHE,
JUarHOCTUPOBAHHOE BAapHKO3HOE PACUIMPEHUE BEH MHUIIEBOJA WM IOJO3PEHUE HA HETO,
apTepUOBEHO3HAs Mallb(opMalks, aHEBPU3MBI COCY/I0OB WU CEpPbE3HAsl MATOJIOTHs COCYI0B
TOJIOBHOTO WJIM CHUHHOTO MO3ra.

e (ConyrcTBylomias Tepanus KaKUMH-THOO APYTMMH aHTHUKOAryJssHTaMu, HampuMmep,
He(PaKITMOHUPOBAHHBIM T'eMapUHOM, HHU3KOMOJICKYJSIPHBIMH TelapuHaMK (3HOKCAIapHH
HATpUs, NaiNTelapuH HATpHsl U JIp.), MPOU3BOJHBIMH TenapuHa (hoHIaNapuHyKC HATpUS H
Ip.), IepopalibHBIMU aHTUKOATyJIsIHTaMU (BaphapuH, anukcabaH, fadurarpad u Ap.), KpoMme
cllydaeB Tepexoja C WM Ha puBapokcabaH (cM. pasaen 4.2.) Wiv NOpH TPUMEHCHHUU
He(DpaKIIMOHMPOBAHHOTO TeMapWHa B  J03aX, HEOOXOIWMBIX i1 oOecIeueHus
(GYHKIIMOHUPOBAHMSI ~ IIEHTPAIBHOTO  BEHO3HOTO WM  apTEepHaTbHOTO  KaTeTepa
(cMm. pasgen 4.5.).



e 3abosieBaHMs MEYCHH, TPOTEKAIONIUE C KOAryJIONMaTHEeH W PUCKOM KIMHMYECKH 3HAYHMMOTO
KPOBOTEUCHHsI, BKIIFOUYAsl IUPPO3 MEUEHU ¢ HapymieHueM QyHKuuu nedenu kiacca B u C mo
knaccupukanun Yaiaa-ITero (cm. pasmen 5.2.).

e BepeMeHHOCTh M epHo/| IPYIHOr0 BCKapMiMBaHus (cM. pasnen 4.6.).
4.4. OcoOble yka3aHusl 1 Mepbl PeI0CTOPOKHOCTH IPH NPUMEHEHUH

B X0A€ JICUCHHUA PEKOMCHAOBAHO KIIMHHUYCCKOC Ha6J'IIO,I[eHI/Ie B COOTBETCTBHHM C KIMHHMYSCKOM
HpaKTHKOﬁ MNPUMCHCHUS AHTUKOATl'YJITHTOB.

Puck pa3sBuTHUs KPOBOTEUCHUH

Kak u mpu mpueme Ipyrux aHTUKOAryJsHTOB, HEOOXOJMMO TINATENHFHO HAOIIOAATh MAIMEHTOB,
IIPUHUMAIOIIMX Tpenapar PuBapokcus, N BBIBICHHS IPU3HAKOB KpoBoTeueHus. lIpemapar
PEKOMEHIyEeTCsl IPUHUMATH C OCTOPOKHOCTBIO IIPU COCTOSIHUAX C IMOBBILIEHHBIM PUCKOM Pa3BUTHS
KPOBOTEYCHHUS.

B ciydae TsbKenoro KpoBOTedeHMs IMPHEM IIperapara PUBapOKCHS JIOJDKEH OBIThH IMpeKpalieH
(cMm. pasgen 4.9.).

B xnmuHnyeckux uccneqoBaHUSAX KPOBOTECUCHHS U3 CIIM3UCTBIX 000JI0YEK (2 MUMEHHO: KPOBOTECUCHUE
U3 HOCA, JIECEH, JKeNyJI0YHO-KUIIIEUHOTO TPaKTa, MOYEIMOJIOBOM CHCTEMBI, BKIIOYas aHOMaJbHOE
BAarvHAJbHOE WJIM YCUJICHHOE MEHCTPYyaJbHOE KPOBOTEUYCHHE) M aHEMHUsI HAOMIOJAINCh Yalle Mpu
JUIUTEIHHOM JICUEHUU puBapokcabanom mo cpaBHenuto c¢ neuenueM ABK. Takum oOpazom, B
JIOTIOJIHEHHWE K HaJJIeXallleMy KIMHUYECKOMY HaOII0JEHHUI0, J1abopaTopHOE HCCIeA0BaHNe
reMOrJIoOMHa/TeMaTOKPUTAa MOXKET ObITh 3HAUHMMBIM JJiS BBISBICHUS CKPBITBIX KPOBOTEUEHUH U
KOJIMYECTBEHHON OILICHKM KIMHUYECKOW 3HAYMMOCTH SIBHBIX KPOBOTEUEHUW B CIydasx, KOrjaa
MIPUMEHHIMO.

Hexotopble moArpymnibel MAlMeHTOB, yKa3aHHBIE HWXKE, UMEIOT MOBBIIICHHBIH PUCK DPa3BUTHUS
KpoBOTe4eHHi (cM. paszen 4.8.).

IIpu nr000M HEOOBSACHUMOM CHUXEHHHM TeMOrjJoOMHa WiIM apTrepuaibHoro nasineHus (AJl)
HE00XO0/IMMO MTPOBOJIUTH MOMCK UCTOYHUKA KPOBOTEUECHHUS.

Tepamnus puBapokcabaHOM He TpeOyeT PyTHMHHOTO MOHUTOPUHIA €ro AKCIo3uiuu. TeM He MeHee,
U3MEpEeHUe KOHLIEHTpAllMM pHBapokcabaHa ¢ TOMOIIBIO KaJMOpOBaHHOIO TecTa s
KOJMYECTBEHHOIO0  OINpEAENCHUS] aHTU-Xa aKTUBHOCTH MOJKET OKa3aTbCsl IIOJIE3HBIM B
UCKJIIOUUTENIBHBIX CllydasX, Korja uHpopMaius o0 SKCIO3MIMK pUBapokcabaHa MOXeT ObITh
UCIOJIb30BaHAa NPU TMPUHATHUM KIMHUYECKH 3HAYMMbBIX pEIIeHWH, HanpuMep, B ciyyae
MIEPEI03UPOBKHU MIIM SKCTPEHHOI'0 XUPYPTrUYECKOT0 BMEIIATENBCTBA (CM. pa3zensl 5.1. u 5.2.).

TloyeyHas HETOCTATOYHOCTD

PuBapokcabaH ciieyeT ¢ OCTOPOKHOCTBIO IMPUMEHATh Yy NAlMEHTOB C HapylIeHHeM (YHKIHU
MOYEK, IMOJyYaIONIUX COIYTCTBYIOIIME MpenapaThl, KOTOPbIE MOTYT NPHBOIUTH K TOBBIIICHUIO
KOHIIEHTPALlMM puBapokcabaHa B IIa3Me KpoBH (cM. pasaen 4.5.).

VY nanueHToB ¢ HapymeHueM (QyHkiu novek Tsokenoi crenenu (KK < 30 Ma/mMuH) KOHIEHTpanus
puBapokcabaHa B MJIa3Me€ KpPOBU MOXET ObITh 3HAUMTEIHHO MOBBIIIEHHOHU (B 1,6 paza B cpenHem),
YTO MOXeET IPUBECTHU K MOBBIIIEHHOMY PUCKY KpOBOTeUeHHUs. PuBapokcabaH JOKEH MPUMEHSThCS
C OCTOpOXKHOCTHIO y mareHToB ¢ KK 15-29 min/muH.

PuBapokcaban He pekoMmeHayercs K mnpuMmeHeHuto y manueHTtoB ¢ KK < 15 mu/mun
(cm. paznmener 4.2. 1 5.2.).

BzanmojeiicTBre ¢ IPYTUMHU JISKAPCTBEHHBIMU CPEICTBAMH

[Ipumenenue puBapokcabaHa HE PEKOMEHIYETCS y MAlUMEHTOB, IMOJYYalOIIUX COIMYTCTBYIOIIEE



CUCTEMHOE JIeYEeHHE MPOTHUBOTPUOKOBBIMHM IpenaparaMyd a30J0BOM TIpymmbl  (Hampumep,
KETOKOHA30JI, HWTPAKOHA30JI, BOPHUKOHA30J M TI03aKOHA30J1) WJIM HWHTUOMTOpaMH BHpYca
nMmmyHoAedunura dyenoBeka (BUY)-nporeas (Hanpumep, puTOHABHP). DTH Mpenaparhl SBISIOTCS
MotHbME uHTHONTOpamMu u3odepmenta CYP3A4 u P-rimkonporenna (P-gp). Takum obpazom,
3TH IpenapaTsl MOTYT MOBBIIIATH KOHIIEHTPALMIO pUBapoKcadaHa B Mjia3Me KPOBU 0 KIMHUYECKU
3HAYUMBIX 3Ha4YeHWil (B 2,6 paza B CpeAHEM), YTO MOMKET NPHUBECTH K IOBBIIIEHHOMY PHUCKY
KpoBoTeueHwmit (cM. pasaen 4.5.).

Crnenyer cobmofaTh OCTOPOXHOCTb, €CIM IMAlMeHT OJHOBPEMEHHO IMOJY4YaeT JIeKapCTBEHHBIC
mpernapaTsl, BIUSIOIIME HA TEeMOCTa3, TaKU€ Kak HECTePOUJHBbIE MPOTHUBOBOCHAIUTEIbHBIC
npemapatel  (HIIBIT), anerwicanummnoBas kuciaora (ACK) wu  wuHruOburopsl arperanuu
TPOMOOILIMUTOB, WJIH CEJICKTUBHbIE WHTHOWTOpPHI oOpaTHOro 3axBara ceporoHumHa (CHUO3C) u
CEeNIEKTUBHBIE MHTUOUTOpPBHI 0OpaTHOro 3axBata cepoTroHnHa M HopanuHedpura (CHMO3CH). ¥V
MAIMEHTOB C PUCKOM Pa3BUTHUS S3BOOOPA30BaHUS B KEIYJOYHO-KUIIEYHOM TPAKTE MOXKET OBbITh
Ha3HAYEHO COOTBETCTBYOIIEE MPoduIakTHIecKoe ieueHue (cM. pasaen 4.5.).

Jpyrue d)aKTODbI ITOBBIIICHHOI'O PUCKA PAa3BUTHUA KPOBOTCUYCHUA

[Ipenapar PuBapokcus, kak u Apyrue aHTUTPOMOOTHUECKHE CPENICTBA, HE PEKOMEHIYETCS K
MIPUMEHEHHUIO Y MTallMEHTOB, UMEIOIINX MOBBIILICHHBI PUCK PA3BUTHS KPOBOTEUEHUS, B TOM YHCIIE:

® BpOXKXACHHAA WA HpI/IO6pCTeHHaH CKJIOHHOCTDb K KPOBOTCUCHUAM;
¢ HCKOHTPOJIMpYEMad TAXKEIIaA apTCpUuaibHasA THIICPTCH3 U,

e 1pyroe 3a00JIeBaHUE JKEITyA0YHO-KUIIEYHOIO TpakTa 0e3 aKTUBHOTO H3bA3BICHUS, KOTOPOE
MOXET TOTCHIUAIbHO IPHUBECTH K OCIOXXHEHUIO B BHJE KpPOBOTECYCHHUS (Hampumep,
BOCHAJIUTENbHOE 3a00JIeBaHME KHUIIEYHMKA, 330(aruT, racTpUT U TacTpol3odareaybHas
pedirokcHas 60J1e3Hb);

® COCyauCTas pCTUHOIIATUAA,
L4 6pOHXO3KTa3I>I HJIN 3MMU30M1 JICTOYHOT'O KPOBOTCUYCHN A B aHAMHCE3C.

HaIII/IGHTI)I CO 3JIOKaAYCCTBCHHBIM HOBOO6D330B3HI/I€M

[TaneHThl CO 3710Ka4eCTBEHHBIM HOBOOOpa30BaHHMEM MOTYT OJHOBPEMEHHO MoJBeprarbcs Oosee
BBICOKOMY PHUCKY U KpPOBOT€YEHHs, U TpoMmOo3a. HauBuAyanbHas Mojib3a aHTUTPOMOOTHYECKOM
Tepanuu JOJKHA OBITh COMOCTABJICHA C PHUCKOM KpPOBOTEYEHHUS y NAIMEHTOB C AKTUBHBIM
3JI0KAYECTBEHHBIM  HOBOOOpa30BaHMEM B  3aBUCUMOCTH  OT  JIOK&JIM3AallMM  OIYXOJIH,
IIPOTHBOOITYXO0JIEBOM Tepanuu U cTaauu 3aboseBaHus. OMyXoJH, pacloyIOKEHHbIE B JKeITy104HO-
KHMIIIEYHOM HJIM MOYENOJOBOM TpPAKTE, aCCOLMUPOBAINCH C ITOBBIIICHHBIM PHUCKOM DPAa3BUTHSA
KPOBOTEUEHHSI BO BpEMSI Teparuy pUBapOKCaOaHOM.

[Ipumenenne puBapokcabaHa y MaIMEHTOB CO 3JIOKAYECTBEHHBIM HOBOOOPA30BAHHEM W BBICOKHM
PHCKOM KPOBOTEUYCHHS IPOTHBOIIOKA3aHO (cM. pasaen 4.3.).

HaHI/IeHTBI C UCKYCCTBCHHBIM KJIAIIaHOM CE€pJlia

PuBapokcaban He ciexyeT NpUMEHSTh s NPOQMIAKTUKA TpPOMOO30B y MALMEHTOB, HEJABHO
MEpPeHECHINX TpAaHCKAaTEeTEepHOE MPOTE3UPOBAHUE AOPTAJIBHOrO KjamaHa. be3omacHOCTh H
3G EKTUBHOCTh NPUMEHEHUS pUBapoKcabaHa HE H3YyYaIMCh Yy MAIMEHTOB C HCKYCCTBEHHBIM
KJIallaHOM Ceplla, CIeA0BaTelIbHO, HET MJaHHbBIX, MOATBEPXKIAIONIMX, YTO €ro INpPUMEHEHHE
obecrieynBaeT 1OCTaTOYHBIA aHTUKOATYJISIHTHBIA 2P QEKT y TaHHOM KaTeropuu ManueHToB. Takum
nanueHTaM He PeKOMEHIyeTcsl IpUMeHeHue npenapara PuBapokcust.

IManuenTsl ¢ anTrdochomunuaaeM cuaapoMoM (ADPC)

[IpuMmeHeHne MepopaibHBIX AHTUKOATYJISIHTOB MPSIMOTO JIEHCTBUS, BKJIIOYas pHUBapoKcabaH, He
PEKOMEHIYETCsl Y TMAlMEHTOB, MMEIOIUX TPOMOO3bl B aHAMHE3€, Y KOTOPHIX IHArHOCTHPOBAH



A®C. B yacTHOCTH, y MAIMEHTOB C TPOHHBIM cepomno3uTUBHBIM ADC (Hamu4yue BOJYAHOYHOTO
AHTUKOATyJISIHTa, AHTUTEN K KapAHOJMIIMHY M aHTUTEeN K Oera-2-rimkonporeuny I) tepamus
MEPOPaJIbHBIMU AHTUKOATYJISHTAMU MPSAMOIO JACHCTBUS MOXKET COINPOBOXKIATHCS ITOBBIIIEHHON
94aCcTOTOM PelUINBOB TPOMOOTHYECKHX COOBITHI B cpaBHEHHH ¢ Tepanueld ABK.

[MarmenTsl ¢ ubpwUILMell Opeacepanii HEKIanaHHOIro npoucxoxaeHus, nepedecmme YKB co
CTEHTHPOBAHUEM

Nmerorcs naHHble UHTEPBEHLIMOHHOTO KJIMHUYECKOTO UCCIeI0OBaHUS, IEPBUYHOI 1EIbI0 KOTOPOTO
ABISUIACH OIEHKa mpoduias Oe30MacHOCTH Yy MAlUeHTOB ¢ (UOpWUIIIUEN Mpencepauii
HEKJIamaHHOro  mpoucxoxaeHusi, mnepenecumx UYKB co crentupoBanueM. [lanHbie 1o
3¢ (HEeKTHBHOCTH y JaHHOM TOIMYJISIIIMA OTpaHUYeHbI (cM. pasaensl 4.2. u 5.1.). JlaHHBIE MO TaKUM
MalUeHTaM ¢ UHCYJIbTOM/TPaH3UTOpHOU uiemudeckoit atakoit (THA) B aHaMHE3€ OTCYTCTBYIOT.

I[MammenTtsl ¢ reMoauHamudeckd HecTaOwipHOH TOJIA wiaM  HalMEeHThl, HYKIAIOIIMECS B
MIPOBEJIEHUN TPOMOOJIN3UCA WU DMOOJIDKTOMUH

[Ipenapatr PuBapokcusi He pPEKOMEHIOBaH B KauyeCTBE aJlbTEPHATUBHI HE(DPAKIMOHUPOBAHHOMY
rernapyuHy y MaldeHTOB ¢ reMOoJMHaMu4ecku HectabuinbHON TOJIA, a Takxke y MalueHTOoB, KOTOpbIe
MOTYT HYXAaTbC B MPOBEACHUU TPOMOOIM3UCA UIH 3MOOJIIPKTOMHUH, OCKOJIbKY 0€30IaCHOCTh U
3¢ GEeKTUBHOCTh pUBapoKcadaHa B JAHHBIX KIMHUYECKUX COCTOSIHUSIX HE YCTAHOBJICHBI.

CrunansHas/ SIuAypajabHad aHCCTC3U MW CIIMHHOMO3I'OBas ITYHKITHUA

[Ipu BBIMOTHEHUH HEMpOAKCHAIbHON (CHUHAIBHON/ SMUAYpalbHOM) aHeCTe3UH MW CIUHAIBHOW/
SMHUIYPATBHOW MYHKIUH y MAIMEHTOB, MOJIYYAIONMX aHTUTPOMOOTHYECKHE TpenapaTsl ¢ MeIbIo
npodunakTuku TpomMOOIMOOIUYECKUX OCTIOKHEHUH, CYIIECTBYET PUCK Pa3BUTHS AMUAYPATbHOM
WIM CIIMHHOMO3TOBOIl reMaTOMbl, KOTOpas MOXET MPUBECTU K JUIUTEIBHOMY WM MOCTOSHHOMY
napanuyy.

Puck 3Tux OClI0KHEHUI MOKET MOBBIIATHCS MMPU MOCIEONEPAMOHHOM TPUMEHEHUU MOCTOSIHHOTO
SMUAYPAJIBHOIO KaTeTrepa WM CONYTCTBYIOUIEM TEpaluu JIEKaPCTBEHHBIMU IIpErapaTraMi,
BIIMSIIOIIMMU Ha reMocTa3. TpaBMaTUYHOE BBHIMOJHEHUE CIIUHAIBHOW WIIM SMHUAYPATbHON MYHKIHUH
WJIA TIOBTOPHOE €€ BBINOJHEHUE TAaKXE MOTYT ITOBBIIATH PUCK OCIOXKHEHUU. [laliMeHThl NOJKHBI
HaxXOJIUTHCS TOJ] HAOIIOEHUEM ISl BBIABJICHHS NMPU3HAKOB WM CHUMITOMOB HEBPOJIOTHYECKUX
HapylIeHui (HampuMmep, OHEeMEHHE WM ClIa0oCTh HOT, MTUCHYHKIMS KUIIEUYHHWKA WU MOUYEBOTO
my3bipsi). [Ipu oOHapykeHUM HEBPOJIOTUUECKUX PACCTPOUCTB HEOOXOAMMa CPOYHAsl TUarHOCTHKA U
JeyeHne. Bpad OMKEH COMOCTaBUTH IMOTEHLUHMAIBHYIO IOJIb3Y U OTHOCUTEIBHBIM PHUCK MEpen
MPOBEJICHUEM CIIMHHOMO3TOBOI'0 BMEIIATENIHCTBA MAIMEHTaM, MOJYyYarOIUM aHTUKOATYJISIHTBI, I
KOTOPBIM IJIAaHUPYETCs] HA3HAUCHUE aHTUKOATYJISTHTOB C [ENbI0 MPOPUIAKTHKU TPOMOO30B.

C 1enpio CHIDKEHUS MOTEHIIMAIBHOTO PHCKAa KPOBOTEUEHUS, ACCOMUPOBAHHOTO C OJJHOBPEMEHHBIM
IpPUMEHEHHEM pHUBapokcabaHa U BBIMOJIHEHUEM HEHpOaKCHaNbHOM (3MUIAYpajbHON/CIMHAIBHOI)
AQHECTE3WW WM CIHHAIBHOW IyHKIMH, CJIEAYyeT YYHTHIBaTh (DapMaKOKWHETHUYECKHH MPOduib
puBapokcabaHa. YCTaHOBKY WIH yJaJleHHE 3MUIYPATbHOIO KaTeTepa WK JTIOMOATbHYIO MyHKIIHIO
JydIlle TPOBOAMTH TOTJA, KOTJa aHTHKOATYJSIHTHBIA 3(QQeKT puBapokcabaHa OIEHUBACTCS Kak
cmabeiii  (cM. pazmen 5.2.). OnHako TOYHOE BpeMsl JOCTHIKCHHS JIOCTaTOYHO  CJIaboro
AHTHUKOATYJITHTHOTO 3(deKTa y KaXkJT0T0 OTAEITHHOTO MallMeHTa HEU3BECTHO.

OpHako TOYHOE BpeMs AJis JOCTHXKEHUS JOCTATOYHO HU3KOTO aHTHUKOAryJISHTHOTO 3(ddexrta y
KKJIOTO TMallMeHTa HEW3BECTHO M JIOJDKHO OIICHWUBATHCS B CPaBHEHUH CO CPOYHOCTHIO
JUArHOCTUYECKOU MPOLIETYPHI.

OcHoBBIBasicb Ha OO0MMX (apMaAKOKMHETHYECKUX XapaKTEPUCTHKAX, SMUIYpaJbHBIN KaTeTep
M3BJIEKAIOT M0 UCTEYEHUH KaK MUHUMYM JIBYKPaTHOTO nepuoja nonysbiBeneHus (TY2), To ecTh He
paHee ueM dyepe3 18 yacoB mocie MOCIEIHEro mpueMa puBapokcadaHa IJs MOJIOJBIX B3POCIHbBIX
MAIMeHTOB U HE paHee YeM uepe3 26 4acoB JUIs MAI[MCHTOB MOXKUIIOTO Bo3pacTa (CM. paszen 5.2.).
[Tocne m3BNeUEeHHUS ANUAYPATBLHOTO KaTeTepa OJDKHO MPONTH Kak MUHHUMYM 6 4acoB 10 IpHeMa
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clleAyIolIel 1036l puBapokcadaHa.
B cnyuae TpaBMaTH4HOM MyHKLIMHU [IPUEM IIpenapaTa PuBapokcus cienyer oTJIOKUTh Ha 24 yaca.

PekoMeHmalmyu 1O JO3HMPOBAHMIO JIO M II0CJIE WHBA3WMBHBIX NPOLEAYP M XHPYPTHUYSCKOrO
BMEIIATCIIbCTBA

ITpu HeoOXoAMMOCTH NPOBEIEHHUS] MHBA3UBHOMN MPOLEAYPHI WU XUPYPrHUECKOro BMEIIATEIbCTBA
110 BO3MOKHOCTHU IpueM npenapara PuBapokcus, Tabnetku 20 Mr ciiefyeT NpeKpaTuTh 10 KpailHen
Mepe 3a 24 yaca 10 BMEUIAaTeNbCTBA, €CIM 3TO BO3MOYKHO, 1 HA OCHOBAaHMM KIMHUYECKOW OLIEHKU
COCTOSIHMS TALIUEHTA BPAUOM.

[Tpuem npenapara PuBapokcusi ciefyeT BO30OHOBHUTH, KaK TOJBKO 3TO OyJeT BO3MOXHO MOCIE
VHBA3UBHOW MPOLEAYpPbl WIM XUPYPrHYECKOrO0 BMELIATEIbCTBA, IIPU YCIOBUU HAIWUYUSA
COOTBETCTBYIOIIMX KJIMHMYECKUX IOKa3aTeliell W aJeKBaTHOrO TIeMOCTa3a, YTO OHpeelisieTcs
JevanumM BpadoMm (cM. paszaen 5.2.).

JIn1a moXujoro Bo3pacra

PUCK pa3BUTHS KPOBOTEYEHHS MOXET IIOBBIIATECS C YBEJIMYEHHEM BO3pacra IalMeHTa
(cMm. pasgen 5.2.).

TspKelble KOKHBIE peaKIIUU

IIpu mpoBeneHMH MOCTPETUCTPALIMOHHBIX HAONIOJCHUHM COOOIIAioch O CilyyasX BO3HUKHOBEHHS
TSKENBIX  KOXKHBIX — peakiuil, Bkitouyas cuHjapoM CrtuBeHca-J[>KOHCOHA, TOKCUYECKH
SMUJEPMAIbHBII HEKPOJIM3 M JIEKApPCTBEHHYI0 PEaKIMI0O B COYETAaHUU C 303MHOMUIMEN U
cucteMHbiMu  cumntomamu  (DRESS-cunmpom),  accOMUpOBaHHBIX € HPUMCHCHHEM
puBapokcabana (cm. paszen 4.8.). Puck BO3HUKHOBEHHUS KOXKHBIX PEaKIMil y MAIMEHTOB HanboJsee
BBICOK B Hayajle JICYEHMsI; B OOJIbLIIMHCTBE CIIy4aeB KOXKHbBIE PEAKIMM pPa3BUBAIOTCA B TEUEHHUE
nepBbIX Henenb Tepanuu. [IpuMeHeHue puBapokcabaHa cleqyeT MpeKpaTUTb MpU TEPBOM
MOSIBJICHUU TSDKEJIOM KOXKHOM ChIKM  (HAampuMmep, IMpH €€ pacupoCTpaHEHUH, HapacTarolen
MHTCHCUBHOCTH W/MJAM 00pa30oBaHUM BOJAbIpEH) WIM NOpU HAIMYUU JAPYTHMX CHMIITOMOB
TUIEPYYBCTBUTEIBLHOCTH, CBSI3aHHBIX C MOPAKEHUEM CIIM3UCTON 00O0IOUKH.

BcnomorarenbHbIE€ BEIIECTBA

Hampuu

JlaHHBIN JIeKapCTBEHHBIM MpemapaT coAepkuT MmeHee | mmonbs Hatpusi (23 mr) B 1 Tabnetke,
MMOKPBITON MJICHOYHON 000JIOYKOM, TO €CTh, IO CYTH, «HE COJAEPKUT HATPHUII».

CTH

HmeroTcst orpaHUYeHHBIE JaHHBIE O MPUMEHEHWH Y JeTeld ¢ TPOMOO30M BEH TOJIOBHOTO MO3Tra U
BEHO3HBIX CHHYCOB, Yy KOTOpBIX €CTh HH(eKUus LeHTpanbHoil HepBHOU cuctemsl (LITHC)
(cMm. pazzgen 5.1.). Heo6xoaumo TIIaTeabHO OLIEHWBATH PUCK KPOBOTEUEHHUS Mepe]l Ha3HAUeHUEM U
BO BpeMsl T€paINuu puBapOKCabaHOM.

[Ipenapat PuBapokcaban He peKOMEHIyeTCs K MPUMEHEHUIO Yy JeTel U MOJPOCTKOB CO CpenHei
WM TSKENOM cTemeHplo HapyureHuss ¢yskuuu modek (CK® <50 mn/mun/1,73 M?  mnomaau
MTOBEPXHOCTH TeJa) B CBSI3U C OTCYTCTBHEM KIMHUYECKUX JTAHHBIX.

KnuHuuyeckue naHHbBIE O COMYTCTBYIOIIEM CHCTEMHOM JIEYEHUHU JETed MOIIHBIMH MHTHOUTOpaMu
oaHoBpeMeHHO ¢ nzodpepmentToM CYP3A4 u P-gp orcyTerBytot (cM. pasznen 4.5.).

JlaHHblE 1O BpPEMEHM YCTAaHOBKM WM YAAJCHUS HEMpPOaKCHAIbHOTO KaTeTepa y JeTeid,
MPUHUMAIOIIUX pPUBApOKcabaH, OTCYTCTBYIOT. B Takux ciydasx ciexyer NpeKpaTUTh MpueM
puBapokcabaHa U PacCMOTPETh BO3MOXKHOCTH MPUMEHEHHS MapeHTEPATLHOTO AHTHUKOATYJISHTA
KOPOTKOTO JE€HUCTBUA.
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4.5. BzaumojaeiicTBue ¢ JPYrMMHU JIeKAPCTBEHHbBIMH IHpenapaTamMM W Jpyrue BH/bI
B3aMMO/1eliCTBUSA

Nurudurops! nzopepmenra CYP3A4 u P-gp

OpHOBpEeMEHHOE MPUMEHEHHE pHUBapoKcabaHa ¢ KeTokoHa30ioM (400 Mr oaMH pa3 CyTKH) WA
putoHaBupoMm (600 Mmr gBa pasa B CyTKH) NPUBOAWIO K YBEJIWYEHHUIO CPETHEro MOKa3aTels
IJIOIIAM 1o/ KpuBOM «koHueHTpauus-spems» (AUC) B 2,6 pa3a unu 2,5 paza COOTBETCTBEHHO U
YBEJIMUEHUIO CpelHel MakcuMallbHOM KoHUEeHTpauuu (Cmax) puBapokcabaHa B IJIa3Me KPOBU B
1,7 paza unm 1,6 pa3a COOTBETCTBEHHO, CO 3HAYUTEIBHBIM YCHWJICHHEM (hapMaKoJMHAMUYECKUX
3¢ (}eKToB TaHHOrO Mpernapara, YTO MOKET IMOBBIIIATH PUCK pa3BUTHUS KpoBoTeueHHs. [losTomy
puBapokcabaH HE PEKOMEHAYeTCS MPHUMEHSATh Y NaIMEeHTOB, MOJYYaloIUX COIyTCTBYIOIIEE
CHUCTEMHOE JICUEHUE a30JIOBBIMH IPOTHUBOTPUOKOBBIMHU IpernapaTamMu (Hampumep, KETOKOHA3O0I,
UTPAaKOHA30J) WM HHruOuTOpamMu mporeassl BUY. DTy mpemapaTsl SBISIOTCS MOIIHBIMHU
unruouTopamu u uzopepmenta CYP3A4, u P-gp (cm. paszaen 4.4.).

AKTUBHBIC BEIIECTBA, CUJIBHO YTHETAIOIINE XOTS Obl OJIMH W3 MyTEH SJIMMUHALIMKA PUBApOKcadaHa,
onocpenoBanublii win uzopepmentom CYP3A4, unu P-gp, BepoaTHo, B MEHbIIEH cTereHu OyayT
MOBBIIIATH KOHIICHTPAIMIO pUBapoKcabaHa B Ijia3Me KPOBH.

Knaputpomunun (500 Mr 1Ba paza B CyTKH), KOTOPBI CUYMTaeTCsl MOIIHBIM HHTHOUTOPOM
nzopepmenta CYP3A4 u ymepeHHbIM HHTHOUTOPOM P-gp, MpUBOIMI K YBEIMYCHHIO CPEIHEU
AUC puBapokcabana B 1,5 paza u yenudenuto ero cpeaneii Cmax B IU1a3me kpoBu B 1,4 pasza.
BepositTHO, 4TO B3aMMOAEHCTBHE C KIAPUTPOMULMHOM OYAET KIMHUYECKM HE 3HAUYUMbIM Yy
OOJIBIIMHCTBA MAIIMEHTOB, HO MOXET OBbITh MOTEHIMAIbHO 3HAYMMBIM JJIs HAllMEHTOB W3 TPYIIIbI
BBICOKOT'O PHCKa (IS TALIMCHTOB C HapylleHHeM (DyHKIIUHU 1MoueK — cM. paszaei 4.4.).

OpurpomuiuH (500 Mr Tpu pasza B CyTKH), KOTOpPBIH yMepeHHO HHruoupyer nzopepment CYP3 A4
u P-gp, npuoaui k yBenuuenuto cpenneit AUC u Cmax puBapokcabana B 1,3 pasza. BepositHo, uTo
B3aWMOJICHCTBHE C SPUTPOMHUIIMHOM OyIeT KIMHUYECKH HE 3HAYUMBIM y OOJBIIMHCTBA MAllMEHTOB,
HO MOXET OBITh IMOTEHIUAIBHO 3HAUMMBIM JJISi MALMEHTOB M3 TPYMIbI BBICOKOTO pHCKa. Y
MAIMEHTOB C HapylleHueM (yHKIUU MOYEK JIETKOW CTEeNeHU TskecTu sputpoMutivH (500 mr tpu
pas3a B CyTKH) BbI3bIBal yBenuueHnue 3HaueHUit AUC puBapokcabana B 1,8 pa3za 1 Cmax B 1,6 pa3za
[0 CPaBHEHMIO C NAIlMEHTaMU C HOPMaJbHOW (QYyHKIUEH MoueK. Y MalueHTOB C HapylIEHUEM
(GYHKIMU MOYEK CpeJHEe CTEeNeHM TSXKECTH SPUTPOMUIIMH BbI3bIBall yBesnndeHue 3HadeHuit AUC
puBapokcabana B 2,0 paza U Cmax B 1,6 paza 10 CpaBHEHHMIO C MALUEHTAMH C HOPMAJIbHOU
byHkuumeit mouek (cMm. pasaen 4.4.). DddexT 3puTpOMHULINHA SIBISETCS aJTUTUBHBIM K HAPYILICHUIO
byHkIn novek (cM. pazzaen 4.4.).

®nykonazon (400 Mr oaMH pa3 B CYTKHM), KOTOPBI CUMTAaeTCs YMEPEHHbIM HMHTHOUTOPOM
nzopepmenta CYP3A4, npuBogun k yBenuueHuto cpeaHeit AUC puBapokcabana B 1,4 pasza u
yBenuueHuto cpenHeil Cmax B 1,3 paza. BepositHo, uTo B3auMoneicTBue ¢ (piaykoHazonoM Oyaer
KIIMHUYCCKH HC 3HAYUMBIM Yy OOJBIINHCTBA MMalfM€HTOB, HO MOXET OLITH INOTCHIIMAJIBHO 3HAYNMbIM
y TAaIUEeHTOB TPYINIbl BBICOKOTO pHCKa (A7 MAllMEHTOB C HapylleHHeM (QYHKIMHA TOYeK —
cMm. pazzen 4.4.).

Ha ocHOBaHMM MMEIOIUXCA OrPAaHWYECHHBIX KIMHUYECKUX JIaHHBIX ClleyeT u30erarb
OJTHOBPEMEHHOTI'0 IPUMEHEHHS PUBAPOKCaOaHa C IPOHEIAPOHOM.

AHTUKOArYJISHTBI

[Tocne ogHOBpeMEHHOro NpUMEHEeHHs 3HoKcanmapuHa (40 MI OJHOKpPaTHO) C pHUBapoOKcabaHOM
(10 Mr omHOKpaTHO) HaOMIOAANCS CYMMAIMOHHBIH A(PQEKT Ha aKTHBHOCTh aHTH-Xa 0e3 KaKoro-
1100 JONOJHUTENBHOTO BIMSHUS Ha MOKa3aTeNN CBepThiBaeMocTH (mpoTpoMOuHOBOe Bpems (I1B),
aKTUBUPOBAHHOE YacTUYHOE TpoMOorutactuHoBoe Bpems (AUTB)). DHokcamapuH HE BIMSET Ha
(bapMaKOKHHETHUKY puBapoKcabaHa.

B cBsi3U ¢ MOBBIIIEHHBIM PUCKOM Pa3BUTHS KPOBOTEUEHHMSI CIIEYET COOJII0IaTh OCTOPOKHOCTD MPHU
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OJTHOBPEMEHHOM MPUMEHEHUH C APYTUMHU aHTHUKOATryJIssHTaMu (CM. pa3aensl 4.3. u 4.4.).

HIIBIT/uaruburopsl arperaliiu TpoMOOIIUTOB

KiuHudeckn 3HaYMMOTO YAJIMHEHHS] BPEMEHH KPOBOTEUEHHs IIOCIEe OJHOBPEMEHHOIO MpHeMa
puBapokcabana (15 mr) u 500 Mr HampokceHa He oTMedanoch. OHAKO y HEKOTOPBIX MAIlMEHTOB
MOXET HaOI0AaThCs Oosee BRIPaKEHHBIN (hapMaKoJMHAMHYECKHNA OTBET.

He orMeyanuch KIMHWUYECKH 3HAYUMBIC (DapMaKOKWHETHYECKHE Wi (hapMaKOIMHAMUYECKUE
B3aUMOJICHCTBUS ITPU IIpUeMe pruBapokcadana ogHoBpeMeHHo ¢ 500 mr ACK.

Knonunorpen (Harpy3ounas no3a 300 Mr ¢ nocieayoIuM Ha3HAYEHUEM OJIEPKUBAIOLIEHN J103bI
75 Mr) He NPOAEMOHCTPHPOBAT (PAPMAKOKMHETHYECKOTO B3aMMOJICHCTBUS C pHBAapOKcabaHOM
(15 Mr), omHako B TMOArPYIIE MAIMEHTOB OTMEYAIOCh CYIIECTBEHHOE YIJIMHECHHE BPEMCHHU
KPOBOTEUEHHsI, KOTOPOE HE KOPPEIUPOBAIO CO CTEIEHBIO arperamuyd TPOMOOIIMTOB, KOJINYECTBOM
P-cenextun- nwimm GPIIb/Illa-penentopos.

Crnenyer cobaoaaTh OCTOPOXKHOCTb, €CIM MAlMEeHThl oJHOBpeMeHHo npumenstor HIIBII (B Tom
yuciae ACK) um wHrHOuWTOpHl arperaniii TPOMOOLMTOB, MOCKOJBKY JaHHBIC JIEKAPCTBEHHBIC
npernapaThl, Kak PaBIIIO, MOBBIMIAIOT PUCK PA3BUTHS KPOBOTEeUEHHs (CM. paszen 4.4.).

CHUO3C/CUO3CH

Kak u B ciydae nmpumMeHEHHs APYTUX aHTUKOATYJSIHTOB, BOBMOXKHO YBEIMUYEHUE PHCKA Pa3BUTHUS
KpOBOTEUYEHMS] Yy MAalUEHTOB, OJHOBPEMEHHO NpHUMEHsAmImUX pubapokcaban ¢ CHUO3C wumm
CHUO3CH, BcrnenctBue BAHMSHHUS 3TUX IMpEnapaToB Ha TPOMOONIMTHI. Pe3ynbTaThl KIMHUYECKHX
MCCIIE0BAHUHM TTPOJIEMOHCTPUPOBATIN YUCICHHOE TTOBBIIICHHE OONBIINX U HEOOJIBIIUX KIMHUYECKH
3HAYUMBIX KPOBOTEUYEHHMI BO BCEX TIpyNMax JEYeHHUs MPU OJHOBPEMEHHOM NPUMEHEHUHU ATHX
[IpenapaToB.

Bapdapun

Ilepexon maumentoB c¢ Tepanuun ABK — Bapdapunom (MHO = or 2,0 no 3,0) Ha Tepamuto
puBapokcabaHoM (20 Mr) unm ¢ Tepanuu puBapokcabaHoM (20 Mr) Ha Tepamnuio BaphapUHOM
(MHO = or 2,0 o 3,0) yBenuuuBaiuch nokaszarenu mporpomburosoro spemenn/MHO (Neoplastin
Habop) Oosble, UeM MPH MPOCTOM CyMMHUpOBaHUU 3PdekToB (oTaenbHble 3HaYeHns MHO Mmoryt
yBenuuuBathes 0 12), B To BpeMs kak BausiHue Ha AUTB, nonasnenue aktuBHocTH (akTopa Xa u
BIUSTHUE HA SHAOTeHHBIN moTeHIman Tpomouna (3I1T) Obu10 aqANTUBHBIM.

B cnyuyae neobxoammoctu uccienoBanus (apmakoguHaMuueckux 3(p¢ekToB puBapokcabaHa BO
BpeMs MEpPeXOJHOr0 IepHoja B KauecTBe HEOOXOAMMBIX TECTOB, Ha KOTOPbIE HE OKa3bIBaeT
BIIUSIHUE Bap(apuH, MOXKHO HCIOJB30BaTh ONpeAeNeHNEe aHTH-Xa aKTUBHOCTH, MPOTPOMOMHA30-
unaynuposanHoe Bpems cepThiBaHus (PiCT) m Hep-tect. Haumnast ¢ 4 nHg mocne npuema
mocyeHe 703kl BapdapuHa Bce JabOpaTOpHBIE TMOKa3aTedd (B TOM YHCJIE MPOTPOMOMHOBOE
Bpems, AUTB, unnrubupoBanue aktuBHOCTH (akropa Xa m OIIT) oTpaxkain TONBKO BIHMSHHE
puBapokcabaHa.

Ecnmu HeoOxomumo wuccienoBath ¢apMakoanHamuueckue 3¢dekTsl BapdapuHa BO Bpems
MEPEXO0/IHOTO NEpHoaa, MOKHO Mcnoiab30BaTh 3HaueHne MHO 1nipu Crpomexyr prBapokcabana (uepes
24 yaca moclie TMpeablIyIIero MpuemMa puBapokcabaHa), Tak Kak B JAHHBIH MOMEHT BpPEMEHU
puBapokcabaH MPaKTHYECKH HE OKAa3bIBACT BIUSHISI HA 3TOT MOKA3aTeh.

Mexny  BappapuHOM U pHBapokcabaHOM He  OBUIO  3apeTUCTPUPOBAHO  HUKAKUX
(hapMaKOKHHETUYECKUX B3aMMOICHCTBHIA.

Hunvkropsl nzobepmenta CYP3A4

OnHOBpeMEHHOE TPUMEHEHHE pHBapokcabaHa ¢ MOIIHBIM HHIyKTOpoM Hu3odepmenta CYP3A4
pudaMnuIuHOM MpuBoAUIO K ymeHbineHuto AUC puBapokcabaHa B cpeHEM NPUOIU3UTEIBHO Ha
50 % c mapajuienpHBIM CHIDKEHHEM ero (apmakoanHamuyeckux 3¢dextoB. OIHOBpEeMEHHOE
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MPUMEHEHHUE pHUBapoKcabaHa C JPYrUMH MOIIHBIMH HHAYKTOpamu u3odepmenta CYP3A4
(mampumep, ¢eHuTOMHOM, KapbamaszenmuHoM, (eHobapOuTamoM WM Tpenaparamu 3BepoOos
MPOJBIPSIBJICHHOI0) TAKXKE MOKET MPUBECTU K CHIDKCHUIO KOHIIGHTPAIlMK puBapokcabaHa B Ijia3Me
kpoBu. [losToMy cienyer u3beraTh OJHOBPEMEHHOTO MPUMEHEHUS pPHUBapOKCaOaHa ¢ MOIIHBIMU
unaykropamu CYP3A4, ecniu TOJNBKO NMAMEHT HE HAXOAUTCA MO TINATEIbHBIM MEIUIIMHCKUM
HaOIII0/ICHUEM Ha MPEJAMET BBISBJICHHS CHMIITOMOB TPOMOO03a.

ConyTcTByIONIas Tepanus

He oTmewanoch KIMHMYECKH 3HAYMMOTO (HDapMaKOKMHETHUYECKOTO MM (PapMaKoJUHAMUYECKOTO
B3aMMOJICHCTBHS TP OJHOBPEMEHHOM NPUMECHEHUHM pUBapoKcabdaHa ¢ Muaa3oinaMoM (cyOcTtpar
nzopepmenta CYP3A4), nmurokcunom (cyocrpar P-gp), atopBactatuHOM (CyOCcTpaT m3odepMeHTa
CYP3A4 u P-gp) mubo omenpazosioM (MHTHOMTOP NPOTOHHOW mommbl). PuBapokcaban He
MHTUOMpPYET OCHOBHBIE H30(opMbl nuTOXpoMma (Hampumep, wuzopepmeHT CYP3A4) u He
UHIYIHPYET HX.

KinuHuyeckn 3HauMMBIX — B3aMMOJEMCTBMM C NpoOAyKTaMM MMTaHHA HE  HAOII0AANOCh
(cMm. pasgen 4.2.).

Brausaue Ha 1a00paToOpHBIE TAPAMETPEI

VYuuTheiBass MEXaHU3M  JIeHCTBMs, pHBApoKcabaH OKa3blBAaeT BIIMSHUE Ha  I10Ka3aTeslu
cBepThiBaeMocTH KpoBu (Harpumep, [1B, AUTB, HepTecr) (cm. paznen 5.1.).

CTH

UccnepoBanusi B3aMMOJICHCTBUSI MPOBEJAEHBI TOJIBKO y B3pocibiX. CTErneHb MEeXJIEKapCTBEHHBIX
B3aMMOJICICTBUI y JeTeil He u3BecTHA. [IpuBeeHHbIE JaHHBIE O B3aUMOJACUCTBUU, TIOTYUYCHHBIE Y
B3POCIBIX MAIMEHTOB, W MPEAYNpexACHUs B pazaene 4.4. NOHKHBI OBITh MPUHSATHI BO BHUMaHHUE
I AeTeil.

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTDb M JAKTALUSA

bepemeHHOCTD

besonacHocTh M 3P QPEKTUBHOCTh NPUMEHEHHUS pHUBApOKcabaHa y OEpeMEHHBIX KEHIIUH He
yCTAaHOBJICHbI.  JaHHBIE, TIOJlydeHHbIE HAa  SKCIEPHUMEHTAJbHBIX O KUBOTHBIX, IOKa3aJlu
PENpPOAYKTUBHYIO TOKCUYHOCTh. BcrencTBue BO3MOXKHOW penpOAyKTHMBHOW TOKCHYHOCTH, PHUCKa
pa3sBUTHS KPOBOTEUEHUS M  CHOCOOHOCTM IPOHUKATh uepe3 IUIALEHTY pUBapokcabaH
MIPOTHBOIIOKA3aH Mmpu OepeMeHHocTH (cM. pasaen 4.3.).

XeHmuHbBl 1eTOPOAHOTO BO3pacTa JODKHBI H30eraTb OEpeMEHHOCTH CIIEAyeT HCIONb30BaTh
3¢ (eKTUBHBIE METObI KOHTPALIETIIIMN) BO BpEMsI TEpallui pUBapoKcabaHOM.

JlakTaius

besonacHocth 1 3pPexkTHBHOCT puBapokcabaHa y >KEHIIMH B MEPUOJ IPYJHOTO BCKAapMIIUBAHUS
HE yCTaHOBJEHbI. PapMaKOIMHAMUYECKUE JAHHbIE, TIOJYyUYEHHBIE HA )KUBOTHBIX, CBUJIETEIILCTBYIOT
0 NMPOHUKHOBEHUHU pHUBapokcabaHa B rpyaHoe Moioko. Ilpenapat PuBapokcusi mpoTuBonokasaH B
NepuoJl TpyAHOro BckapmiauBaHus (oM. paznen 4.3.). HeoOxoauMo MpHUHATH pelIeHHe O
MpeKpaleHu TPy THOr0 BCKapMIIMBaHUs JInO0 00 OTMEHE Teparnuu npenaparoM PuBapokcus.

DepTHIbHOCTD

Creunuyeckux HCCIeIOBaHUN puBapokcabaHa IO OIEHKE (EepTHIBHOCTH Yy uYeloBeKa He
poBOJIMIIOCH. MccnenoBanus mokasaiu, 4To puBapokcabaH He OKa3bIBACT BIUSHUS Ha MY)KCKYIO U
KEHCKYIO (epTUIIBHOCTB Y KPBIC.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH M padorarh ¢
MeXaHM3MaMH
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[Ipemapatr PuBapokcus oOKa3bIBaeT HE3HAUUTENbHOE BIMSHHE HA CIIOCOOHOCTH YIPABIATH
TPAHCHOPTHBIMH CpEACTBaMU W paboTarh ¢ MexaHu3Mamu. [Ipm mpuMeHeHHH puBapokcabaHa
OTMEYAJIUCh TAKUE HEXeJlaTelbHbIE PEaKIMU KakK clydaun OOMOPOKOB (C 4acTOTOM: HE4acro) u
TOJIOBOKpY KEHUS (¢ 9acToTOi: yacTo) (cM. paszaen 4.8). [lanueHTsl, y KOTOPbIX BO3HUKAIOT JaHHBIC
HEeXKeNlaTeJIbHBIE PEaKIMK, HE JOJDKHBI YIPAaBIATH TPAHCIOPTHBIMU CPEICTBAMHU WIH JIPYTUMHU
MCXaHU3MaMU.

4.8 HexesaTebHbIE peaKkuu

Pesrome mpoduiist 0e300acHOCTH

besonacHoCTh puBapokcabaHa OLCHWBAIM B TPHHAALATH OCHOBHBIX wHccienoBanusx 111 ¢asbr
(cm. Tabmuny 2).

Cymmapao 69 608 B3pocibIX MmanueHToB B AeBsTHaguaTu uccienoBanusx Il gaser u 488 nereit B
nByx uccnenosanusx 11 ¢aser u aByx nccnenosanusx 11 a3l npuHuManu puBapokcadaH.

Tadmuma 2. Ywmciao wucciaenyeMbIX MNANUMEHTOB, 0O0masi CyTOYHasi /03a Mpenapara u
MaKCUMaJbHasli NPOAO/LKUTEILHOCTh JiedeHuss B wucciaenqoBanusax III ¢asel ¢ yuactuem
B3POCJIbIX H JAeTel

MaxkcumanbHas
Yucao CymMmapHasi cyToYHast
IMoka3zanue % NMPOAOJIKUTEIBLHOCTD
ManueHToB n03a
JieueHust
[Ipodunaktnka BTD 'y B3pocnex|6 097 10 mr 39 nueit
MAalCHTOB, TIEPEHECIINX TUIAHOBYIO
XUPYPTrHUECKYIO OTIEPALIUIO o
MPOTE3UPOBAHUIO TA300€PEHHOTO HITH
KOJICHHOTO CYCTaBa
[Mpodunaktuka BTD y mnanuenros,|3 997 10 mr 39 nueit
TOCIUTAJIM3UPOBAHHBIX €  OCTPBIM
MEIMIIMHCKAM COCTOSHHEM
Jleuenne TI'B, TOJIA u npodunaxruka|6 790 Henp 1-21: 30 mr 21 mecs
PeLIAMBOB Hauwnnas ¢ 22 gust: 20 mr
[Tocne MHHUMYM
6 mecsieB Teparnuu:
10 mr mau 20 Mr
Jleuenue BTD wu npodwumiakruka|329 Ho3za, 12 mecsiieB
perauBoB BTD y HOBOPOKIEHHBIX U CKOPPEKTUPOBaHHAs B
neteit B Bo3pacte ot 0 1o 18 net mocine 3aBUCUMOCTH OT MAaccChl
HavaabHOU CTaHJIapTHOM Tema, JJIs  JOCTHXKEHUS
AHTHKOATYJITHTHOM Teparnuu (hapMaKoJIOTrHIECKOTO
JICHCTBUA,
9KBHBAJICHTHOI'O
TaKOBOMY Yy B3POCIBIX,
MOJIyYaBIINX 20 mr
puBapokcabaHa OAWH pa3
B JieHb U1 Jteuenus: T1T'B
[Ipodunaktika nHCYIBTa U cucTeMHOM|7 750 20 mr 41 mecsan
SMOOJIMH Yy TIAIUEHTOB C HEKJIAIIaHHOH
bubpmIAIINed Ipeacepauii
IIpodunakTrka areporpomboTHueckux|10 225 5 Mr WK 10 mr|31 mecsig
coObrTuil y maruenToB nocie OKC COOTBETCTBEHHO, B
xomOuHanmu ¢ ACK wmim
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ACK + xnonuporpen uiu

TUKJIONNIUH
[IpodunakTika areporpomOoTHUYeCKUX |18 244 5 Mr pu |47 MecsIeB
coOpITHii y nanueHToB ¢ UbC unn 3[1A COIYTCTBYIOILLEM

npumenennn ¢ ACK wmmm
10 Mr npu MOHOTEpalHH

3 256** 5 Mr B KoMOuHaimu c|42 mecsaua

ACK

* NManyuCHTHI MOJYYHIIU, KaK MUHUMYM, OJHY 03y pPIBapOKCB.6aHa

** p3 uccienosanuss VOYAGER PAD

HanGonee wacto permcTpupyeMbIMH HEXKEIATEIFHBIMH PEAKUUSAMU Yy TAlUEHTOB, IOJyYaBIINX
puBapokcabaH, ObTM KpoBOoTeueHHs (cM. pasnen 4.4. u pazmen 4.5., moapaszgen «OmmcaHue
OT/ICIBHBIX HEXENaTeNbHbIX peakuuii» Hiwke) (Tabmauna 3). Hanbonee yacTeIMu perucTpupyeMbIMu
KpOBOTEUEHMSIMH ObLIN: HOCOBOE KpoBoTeueHue (4,5 %) U KenyJOuHO-KUIIEYHOE KPOBOTECUEHUE
(3,8 %).

Taboauua 3. Yacrora pa3BUTHSI KPOBOTEYEHUI* M aHeMHH Y NALMEHTOB, MOJYyYaBIIMX
puBapokcadaH, B 3aBeplHIeHHBIX KiIuHM4Yeckux ucciaenopanusx III passl ¢ yuyactuem
B3pOCJIbIX M JeTel

Iloka3zanue J0oe KpoBoTEUYEHUE AHemust

[Ipopunaktuka BTD y B3pocnsix mnanueHros, | 6,8 % nauneHTos 5,9 % nauueHToB
IIEPEHECIINX IUIAHOBYIO XUPYPrUUYECKYIO
OIEpalUI0O 10 NPOTE3UPOBAHHIO Ta300€IPEHHOTrO

HJIA KOJICHHOT'O CyCTaBa

[IpodunaxTika BTD y nanuenTos, | 12,6 % naiueHToB 2,1 % manmeHTOB
rOCIUTAIN3UPOBAHHBIX 110 MEIUIMHCKUM

ITOKa3aHUAM

Jleuenne TI'B, TOJIA wu  npodunaktuka | 23 % HaMeHTOB 1,6 % manueHToB

pernausoB TI'B, TOJIA

Jleuenue BTD u npodumnakruka peruausos BTD y | 39,5 % naruentor 4,6 % naiueHToB

HOBOPOXJCHHBIX H HGTeﬁ B BO3pacTe OT 0 a0

18 ner mocJjie HaYaIbHOU CTaH/IapPTHOM

AHTHKOATYJITHTHOHN Tepanuu

[MpodunakTrka WHCYJIbTA u CUCTEMHOH | 28 coObITHi Ha | 2,5 coObITuit Ha
TpoMO3MOoMK y manueHtoB ¢ HekimanaHHod | 100 maruenrto-nmet 100 manmenTo-yieT
¢Gbubprusimen npeacepaui

[MpodunakTrka aTepOTPOMOOTHYCCKUX SIBICHUH y | 22 COOBITHS Ha | 1,4 coObITuit Ha

namuenToB mocize OKC

100 nauenTo-iaer

100 manueHTO-JIET

[IpodunakTrka aTepoTpOMOOTHUECKUX COOBITHH Y
namuentoB ¢ UBC wnu 3ITA

6,7 coObITHI Ha
100 manuenTo-jier

0,15 coOprruii Ha 100

HauueHTo-JIeT™*

8,38 coObITHiIT Ha
100 nanmenTo-ner”

0,74 coObITHit

Ha

100 nmammenTo-neT* **#

* Bo Bcex KIMHMYECKHX HWCCIIEJOBAHMIX C NMPUMEHEHHEM pHBapokcabaHa Bce CIydal KPOBOTEUYECHHS COOMPAIOTCS,

PETUCTPUPYIOTCS U OLIEHUBAIOTCS

** B mccinenoBanun COMPASS wactoTta pa3BuTHsa aHeMHH ObUla HHU3KOHM, MOCKONBKY HPUMEHSIIH BBIOOPOYHBINA

noaxoq K C60py JAaHHBIX I10 HEXKCJIaTCIIbHBIM SBJICHUAM

*** [Ipu cOope NaHHBIX O HEXKEJATEIILHBIX SIBICHUSX TPUMEHSUICS BEBIOOPOUHBIH MOIX0]

# U3 nccaenosannss VOYAGER PAD
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TabaryHOE pe3roMe HEXENATENbHbBIX PEAKIIAHT

YacToTa BCTpE4aeMOCTH HEXKENIATEeNIbHBIX PEeaKLUii, 3aperuCTPUPOBAHHBIX Y AETEH M B3POCIBIX IPU
NpUMEHEHHH pHBapokcabaHa, mpuBeneHa B TaOmume 4 HUKe C pasfeleHueM I0 CHUCTEMHO-
opranubiM kiaccaM (COK) m mo uactore. YacroTa BCTpeuaeMOCTH OIpeAeiieHa CIEeAYIOUIUM
o0OpazoM:

oueHb yacTo (> 1/10);

gacto (> 1/100, vHo < 1/10);

Hevacrto (> 1/1 000, vo < 1/100);

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

oueHb peako (< 1/10 000);

94acTOTa HEM3BECTHA (HA OCHOBAHWUHU MMEIOLIMXCS IAHHBIX OIICHUTh HEBO3MOIKHO).

Tadauua 4. HexkeslaTelbHbIE pPeaKNUH, 3aperHCTPUPOBAHHbIE Y B3POCJIBbIX NAIUEHTOB B
kianHn4ecknx ucciaenosanusax I ¢pa3pl niam B xo1e MOCTPErucTpauMOHHOr0 NPpUMeHeHus*, a
TaK/Ke y MalMeHTOB AETCKOr0 BO3pacTa B [BYX KJIMHUYeCKUX HcciaenoBaHusx II m aByx
uccaenosanusx I ¢gassl

YacrTorta

Yacro Heuacro Penxo OueHb peako
HEH3BECTHA

Hapyme}mﬂ CO CTOPOHBLI KPOBH M JIHM(l)aTH‘leCKOﬁ CHUCTCMbI

Anemus  (Bitoyasi| TpomOonmTo3 - - -
COOTBETCTBYIOIIME |(BKJIIOYas MOBBIIICHHUE
71a00paToOpHBIE yhcna TPOMOOIMTOB)?,
TTOKAa3aTeNN) TPOMOOIIUTOTICHHUS

HapyumieHnusi co cTOPOHbI HMMYHHOH CHCTEMbI

- Anneprudeckast - AHnadunakTayecKue -
peaxius, peakiuu, B TOM 4YHCIIE
JIEPrUIeCKUui aHaQUIAKTHYECKUH 110K
JepMaTur,
AHIMOHEBPOTUYECKUI
OTeK M aJJIePTUYeCKUuil
OTeK

Hapyme}mﬂ CO CTOPOHBI HepBHOﬁ CHUCTCMBbI

I'onoBokpyxenue, |BHyTpumo3srosoe ul- - -
rojioBHast 60b BHYTpHUYEpETHOE

KpOBOHU3IUSHUE,

00MOpOK

Hapylue}mﬂ CO CTOPOHLI OpraHa 3pcHUus

KpoBomsnusiHue B
ria3 (B TOM 4YHCIE B
KOHBIOHKTHBY TJ1a3a)

HapymeHnusi co cTopoHbI cepaua

- Taxukapaust - - -

Hapyuienusi co cTOpOHBI COCYI0B

AptepuanbHas - - - -
TUIIOTEH3US,
reMaromMa

Hapymiennsi co CTOpPOHBI IbIXaTEJbHON CHCTEMBbI, OPraHOB I'PYAHOI KJIETKH U CPe0CTeHHS

Hocogoe - - Do3uHoprIIbHAS -

17




KpPOBOTEUCHUE,
KPOBOXapKaHbe

ITHCBMOHUS

Hapyuienusi co CTOPOHBI JKeJTyT0YHO-KHIIEYHOT0 TPAKTA

KpoBoTounBocTh
JIECCH, KEITyIOYHO-
KHIIIETHOE
KPOBOTEYECHHE (B
TOM qucIie
peKTanbpHOe
KPOBOTCYCHHE),
KEITYT0OUTHO-
KUIIeyHass Ooibp U
0olb B JKHMBOTE,
JTUCTICTICHS,
TOINHOTA,  3amop’,

nuapes, ppora”

CyxocTb CIU3UCTOMN
000JI0YKH MOJIOCTH PTa

Hapyuienusi co CTOPOHBI NeY€HH M JKeJTYeBBIBOASIIINX MyTei

[ToBbilIeHHE Hapymenune ¢ynkuuu|Xenryxa, - -
AKTUBHOCTH MeYeH,  MOBBIIICHHE | TOBBIIICHNE
TpaHCaMHHA3 B|KOHLIEHTPALIH KOHIIEHTPALH
IJ1a3M€ KPOBU OwnpyOMHa B ILIa3Me|KOHBIOTHPOBAHHOIO
KpPOBH, MOBBIIICHHE | OMITUPYOHHA (c
aKTHUBHOCTH ILEJIOYHOH | COIY TCTBYIOIIUM
¢docdarazsl B 1IIa3Me | IOBBIIIEHUEM
KpOBM”,  IOBBIIIEHNE|AKTUBHOCTH
KOHIEHTpAIMN ramma-|aJaHHHaMHUHOTpaHC-
riyTamunTpancdepassl |depassr (AJIT) wmm
(TT'T) B wiasme kposu” |6e3 TaKoBOI0),
XoJiecTas, renatur (B
TOM qHcie
renaToLeUTIONSIPHOE
MIOBPEXICHHUE)
Hapymienusi co cTOPOHBI KOKH M MOJAKOKHBIX TKAHEH
Koxnsrit 3yn (B Tom|Kpanusauima - Cunapom CrtuBeHca- |-
qrcie HEeYacThle JI>xoHCOHA/TOKCHYECKUI
CiIy4au SNUAEPMAIIbHBII
FEHEPATTM30BAHHOTO HEKPOJIN3, DRESS-
3y/a), KOXHasl CHIIb, CHHIIPOM

OKXHUMO3, KOXXHBIC H
IIOAKOXHBIC
KPOBOU3JINAHUA

Hapymienusi co CTOpOHBI MbIIIEYHOH, KOCTH

Oli M COeIMHUTEIbHON TKAaHU

boib B|['emapTpo3 KpoBouznusnue  B|- KomnaptmeHnrt-
KOHEYHOCTSIX™ MBITITITY CHHIPOM
BCJIEJICTBHE
KPOBOTECUCHHUS
HapyuieHusi co CTOPOHBI MOYEK U MOYEBBIBOASAIIMX MyTeil
KpoBoteuenue u3|- - - TToueunas
YPOTEHUTAIBHOTO HEIOCTATOYHOCTH/
TpakTa (B TOM YHUCIIC ocTpasi TO4YeYHas
reMarypus u HEJIOCTATOYHOCTH
MeHoppaFI/IHB), KaK CJIEICTBHE
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HapylIcHUE KpPOBOTEUCHHUS,
¢byHKIIMN  TI0YEK (B JIOCTaTOYHOTO,
TOM qrcie 4TOOBI  BBI3BATH
MOBBIIIICHUE runonepdysuto
KOHIIEHTPAIIN MTOYeK
KpeaTHHHHA B

mia3me KpPOBH,

MOBBIIIICHHE

MOYEBUHHI B IUTa3Me

KpOBH)

OO0uue HApYLIEHUS] M PeaKMU B MeCTe BBe/IEHUS

JIuxopanka®, Yxynmenue o0Omero | JJokann3oBaHHBIA - -
repudepruIecKuit CaMOYYyBCTBHS otex”

OTeK, OOIMi ymajok|(BKIHOYas oOmree

CHJ M DJHepruu (B|HEZOMOTaHUE)

TOM YHCIIe

YTOMIISIEMOCTH u

acTeHHs)

JlabopaTopHble M MHCTPYMEHTAJIbHBIE IAHHbIE

- IloBrIIcHME - - -
AKTUBHOCTH
JAKTaTAEerUIPOTreHa3bl
(JIAD)A,  noBblmeHUe
AKTHBHOCTH JIMMA3bI®,
ITOBBIILICHUC
AKTHBHOCTH AaMMJIa3bl’
B IIIa3M€ KPOBH

TpaBMbl, HHTOKCHKALMHU U 0CJI0KHEHHs MPOLEAYP

KpoBoreuenne -
1ocjae  MpOBEeIEHUS
mpotenyp (B TOM

Cocynmucras - -
ceBI0aneBpu3Ma’

qucie
nocJjeonepanioHHas
AHeMUSI "
KpOBOTEUEHHE M3
paHbI), yImo,
paneBoe
otnensiemoe”

A — wabmonanu ipu npodunaktuke BTD y B3pOCIbIX NAMEHTOB, MEPEHECIINX IUIAHOBYKO XUPYPIUUYECKYHO OTEPAIIHIO
TI0 TIPOTE3UPOBAHHUIO Ta300€IPEHHOTO WIIN KOJIEHHOTO CYCTaBa

B — naGmonanu npu nevennn TT'B, TDJIA u npu npodunaxtuke peunanBos TTB/TDJIA Kkak 0UEHb YaCThIE y KEHIIUH
MoJoxke 55 ner

€ — mabmromanu HEYacTo NMpH NPOQHIAKTHKE Pa3sBUTHS aTEPOTPOMOOTHUECKHX SBJICHWH y manmeHtoB mocie OKC

(mocne UKB)

* — MPUMEHSUTH TPEABAPUTEIHHO 3aJaHHBIN BRIOOPOYHBIN MOJIX0] K cOOpY JAHHBIX IO HEXKEIATEIbHBIM SBICHUSIM B
otnenpHBIX wuccaenoBanusx III pasel. Ha ocHOBaHWM aHanmm3a JaHHBIX JTHX HCCIEAOBAHWN YACTOTa Pa3BUTHS
HEeXeJIaTEIbHBIX PEaKIIUi He YBEIHMYNIACh U HOBBIE HEXKeNaTeIbHbIE PEAKIIUU OTMEUYCHBI He ObLTH

Onucanue OTACIbHEIX HSXKEIATSIbHBIX PEAKITUM

[Ipumenenue puBapokcabaHa, B CBS3H € €ro (HapMakoJIOTHYECKUM MEXaHHU3MOM JCHCTBUS, MOXKET
OBITH CBSI3aHO C TIOBBIIIICHHEM PUCKA Pa3BUTHs CKPBITOTO WJIM SBHOTO KPOBOTEUYCHHS JFOOOM
JIOKQJIM3alMK, YTO MOKET MPHUBOJIUTH K MOCTreMopparnuyeckoi anemuu. [Ipu3Haku, cUMITOMBI U
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CTENEeHb TXKECTH (B TOM YHCJE JeTaJbHBI HCcXoa) OyayT BapbUpOBaTh B 3aBUCHUMOCTH OT
JIOKQJIM3AIMHA, THTCHCUBHOCTH WJIU JITUTEILHOCTA KPOBOTEUYCHHS W/WM aHeMuu (cM. pazzaen 4.9.
«Jleuenue kpoBoTeueHUS»). B KIMHUYECKUX UCCIEOBAHUSIX KPOBOTEUEHUS U3 CIM3UCTBIX
00oy04YeK (a MMEHHO: KpOBOTEYEHHE M3 HOCA, JIeCeH, >KEIyJOYHO-KUIIEYHOIO TpakKTa,
MOUYEIOJIOBOM CHCTEMBI, BKJIIOYAs MMAaTOJIOTMYECKOe KPOBOTEUEHHE U3 BIArajuila WU OOMIbHOE
MEHCTpPYaJIbHO€ KPOBOTEUEHHE) M AaHEMUsl 4Yalle BO3HUKAIU MPU UIUTEIBHOM IMPUMEHEHUU
puBapokcabana 1o cpaBHeHuio c JjeueHueM ABK. Ilostomy nis IuUarHOCTHMKU CKpPBITOTO
KPOBOTEYEHHUS] M KOJMYECTBEHHON OILICHKM KIMHUYECKONM 3HAYMMOCTH SIBHOTO KPOBOTEUEHUS
MOMHMO HAQ/JIEXKAIEro KIMHUYECKOro HaOMIOJeHUsT MOXeT ObITh BaXXHO JabopaTopHoe
WCCJICIOBAaHNE YPOBHS T'€MOTVIOOMHA/TEeMaTOKPUTA B CIIy4asiX, KOT/Ia MPUMEHUMO. PUCK pa3BUTHS
KPOBOTEUYEHHI MOKET OBbITh BBIIIE B ONPEJCICHHBIX TPYyMIax MalMeHTOB, HAIPUMEp, y NAIllIeHTOB
C HEKOHTPOJUPYEMOW TSHKENOW apTepUaNbHON THUMEPTCH3WEH W/WIIHM Y MAlUEHTOB, MOYYAIOIINX
CONyTCTBYIOIIEE JIeUeHHe, Biusiomiee Ha remocTtad (cMm. pasgen 4.4. «Puck pasBurtus
KPOBOTCUCHHS»). MEHCTPyalbHOE KPOBOTCUCHHUE MOXKET OBITh 0Oojiee OOWJIBHBIM  H/WIH
MIPOIOTKUTEIIbHBIM.

FCMOppaFI/IquKI/IC OCJIOKHCHHA MOI'yT IPOABIATHECA TaKUMH CHUMIITOMaMM KakK CJIa6OCTI),
6H6,I[HOCTB KOJXHBIX IIOKPOBOB M CJIM3UCTBIX O6OJ'IO‘I€K, TOJIOBOKPY’KCHUEC, T'OJIOBHAA 00/Ib HIIH
HEOOBICHUMBIH OTCK, OJbIIIKA W IIOK HESICHOM 3THOJOrHun. B HCKOTOPLIX CiIydasx BCICACTBUC
aHCMHUH Ha6J'IIOI[aJ'II/ICL CUMIITOMBI HIIECMHUHU MHUOKApJZd, TAKUC KaK 00Jb B rpyad ujid CTCHOKapaus.

[Tpu npumeHeHnu puBapokcabaHa ObUIN 3aperuCTPUPOBAHBI OCIOKHEHUS, BO3HUKAIOIINE HAa (OHE
TSDKEJIOr0 KPOBOTEUEHHUS, TaKHE KAaK CHHJAPOM MOBBIIICHHOTO JABIIEHUS BHYTPH (PacluaabHOTO
IPOCTpaHCTBA  (KOMHApTMEHT-CUHJIPOM) M IIOY€YHass  HEJOCTAaTOYHOCTb,  BbI3BAHHAA
runonepdysueir. I[loaToMy npu OLEHKE COCTOSHUA JIIOOOr0 TAIMEeHTa, [OJIyYaoIlero
AHTUKOATryJISHTHYIO TEPAIUIO, CIEAYET YUUTHIBATh BOZMOKHOCTh Pa3BUTHsI KPOBOTEUEHHUSI.

eTH
Jleuenue BTO u npoghunaxmuxa peyuoueos BTO

Onenka 6e30MacHOCTH Yy AeTel M MOAPOCTKOB OCHOBAHA Ha JIAHHBIX MO 0€30MACHOCTH OTKPBITHIX
UCCIIEIOBaHUM € aKTUBHBIM KOHTposieM (nByx uccienoBanuil Il ¢azsr u ognoro III ¢azer) c
ydacTHeM JieTeil B Bo3pacTe OT poxkaeHus 1o 18 yer. JlaHHbple Mo 0e30mMacHOCTH OBLIM B IIEJIOM
COIMOCTAaBUMBIMH JUIsI pHBapoKcabaHa U TpernapaTa CpaBHEHHS B PA3IMYHBIX BO3PACTHBIX TPYIIIaxX
nereit. B nenom nmpodmiie 6ezonacHoctu y 412 nereil u MOAPOCTKOB, MOMYYaBIINX PUBAPOKCadaH,
ObLT aHAJIOTMYEH MPOodUI0 O€30MaCHOCTH, HAOII0JaEMOMY BO B3POCIION MOIYJISILIMM, U COXPAHSJICS
B Pa3HBIX BO3PACTHBIX I'PYMIAX, XOTs OL[EHKAa OrpaHWYeHa HEOOJbIINM KOJTUYECTBOM HallMEHTOB.

['onoBHuas 60716 (0yeHs yacto, 16,7 %), muxopaaka (oueHs yacto, 11,7 %), HOCOBOE KPOBOTEUCHHUE
(ouens yacro, 11,2 %), pBota (oueHsb uacto, 10,7 %), Taxukapaus (uacto, 1,5 %), MoBbIIICHHE
KOHIEHTpauuu OwnnpyOuna (yacto, 1,5 %) W moBbIIEHME KOHUEHTPALMU KOHBIOTMPOBAHHOIO
ounupyouna (peaxo, 0,7 %) B Tuia3Me KpOBH PETUCTPUPOBAIUCH y TEIUATPUUECKUX MAIIMEHTOB
yarie, 4eM y B3pocibiX. Kak u Bo B3pocCioii momy s, MeHopparus Habmroianack y 6,6 % (dacrto)
JICBOUYEK-TIOJIPOCTKOB ~ TOcie  MeHapxe. TpomOorutorneHusi, HaOmogaeMas B paMKax
MOCTPETHCTPAIIMOHHOTO MOHUTOPUHTA BO B3POCJION MOMYJISAINH, B KIMHUYECKUX HCCIICOBAHUSIX
cpenu aerei Habmroganack 9acto (4,6 %). HexxenarenbHble peakiuu y AeTel ObUTH B OCHOBHOM OT
JIETKOU JI0 YMEPEHHOM CTETICHH TSHKECTH.

COO6IJ_ICHI/IG 0 MOA03PEBACMBIX HEXKECIATCIbHBIX PCAKITMAX

BaxHo coo0mare O TOJO3pEBAaEMbIX HEKEJIATENbHBIX PEAaKIUAX IMOCIE€ PEerucTpanuu
JIEKApCTBEHHOTO Iperapara ¢ ILeblo 00ecrneueHus] HENpepbIBHOIO MOHHTOPUHIA COOTHOIICHHMS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapara. MeAMLIMHCKUM pPaOOTHUKAM pPEKOMEHIyeTcs
coo0mIaTh O JIOOBIX MMOI03PEBAEMBIX HEXKENIATEIBHBIX PEAKIMUAX JEKAapCTBEHHOTO MpenapaTa yepes
HallMOHAJIbHBIE CHCTEMBl COOOLIEHHMSI O HEXENATeNbHbIX pPEaKUHUAX TOCYAApCTB — WIEHOB
EBpa3uiickoro 5KOHOMHUYECKOr0 COI03a.
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Poccuiickas @enepanust

denepanbHas Ciryx0a 1o Haa30py B chepe 31paBoOXpaHEHUs

109012, r. Mocksa, CraBsiHCKasl Tuiomanp, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec snekTponHoi mouTel: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEIEKOMMYHHUKAITMOHHON ceTH «AnTepHeT»:
https://roszdravnadzor.gov.ru

Pecniybnuka benapych

VII «lleHTp 3KCnepTH3 U UCTIBITAHUHN B 3APABOOXPAHCHUN»

220037, r. Munck, ToBapumieckuii niep., 1. 2a

Tenedon: +375 (17) 242 00 29

@akc: +375 (17) 242 00 29

Anpec 3neKTpoHHOM nouThkl: repl@rceth.by

Caiit B uH(GOPMAIIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM ceTn « HTepHe: https://www.rceth.by

Pecriy6nuka Kazaxcran

PI'TI na IIXB «HauuoHanbHbI LEHTP 3KCHEPTHU3bl JICKAPCTBEHHBIX CPEACTB M MEAULMHCKHUX
m3nenuit»  Komurera wmeaumuHckoro W (papMameBTHYECKOTO  KOHTpoiass  MMHHCTEpCTBA
3npaBooxpanenus PecnyOnuku Kazaxcran

010000, r. Acrana, paiion baiikonsip, yi. A. manosa, 1. 13, BIl «Hypcayner 2»

Tenedon: +7 7172 235 135

Anpec anekTpoHHoi nouthl: farm@dari.kz

Caiit B mH()OpPMALIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM cetn «MHTepueT»: https://www.ndda.kz

Pecnybnuka Apmenus

I'HKO «IleHTp 3KcniepTU3bl JEKAPCTB U MEJUILIMHCKUX TEXHOJIOTHID)

0051, r. Epesan, nip. Komuraca, 1. 49/5

Tenedon: (+374 10) 20 05 05, (+374 96) 22 05 05

Agipec amekTpoHHO# nouThl: Vigilance@pharm.am

Caiit B uH(GOPMAIIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM ceTh «HTepHeT: https://pharm.am

Keiprei3ckas PecrryOnuka

JlemapTaMeHT JIGKapCTBEHHBIX CPEJICTB M MEIUIIMHCKUX U3ICTHIA

720044, Uyiickas obnacts, 1. bumikek, yi. 3-a Jluaug, 1. 25

Temedon: +996 (312) 21 92 86

Anpec anexTpoHHO# outkl: pharm@dlsmi.kg

Caiit B mH(GOpPMAIIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «HTepueT»: https://www.dIsmi.kg

4.9. llepeno3upoBka

CHUMIITOMBI

Coo0manoch 0 peakux ciaydasx meperno3upoBku a0 1960 mr. B ciydae mnepeno3upoBKu
HEOOXOAMMO THIATEIbHO HAOMIOIaTh 3a COCTOSIHMEM TMallMeHTa Ha TPEAMET Pa3BUTHS
KPOBOTECUCHHI WU JAPYTUX HEXKENATEIbHBIX peakuuid (cM. moapasnen «JleueHue KpoBOTEUECHUS).
B cBa3um ¢ orpaHM4eHHBIM BCAaCBHIBAHMEM TMIperapaTta OXujaeTcs (HOPMHUPOBAHHE ILIATO
KOHIIEHTpalluu 0e3 AalbHEHIero MOBHINICHUsS CpeIHeH HKCIO3WIMU pHUBapoOKcabaHa B ILUIa3Me
KpPOBH MPHU IPUMEHEHUU CyIIpaTepaneBTHUEeCKHX 103 puBapokcabaHa, paBHbIX 50 MT U BbIIIIE.

JUnist B3pOCHBIX CYIIECTBYET crHeuu(UuYeckuii aHTUAOT (aHAeKcaHeT aibda), OJOKUPYIOIIMN
dapmakonuHamudeckuii 3 dexT puapokcadaHa.

B ciyyae mepemo3upoBKH pUBApOKCAOAHOM ISl YMEHBIIICHHUS BCACHIBAHHSI MOXHO TPUMEHSTHCS
aKTUBHUPOBAHHBIN YTOJIb.

JleueHue KpOBOTEUEHUA
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Ecim y manmeHTa, MOJy4aroIiero puBapokcabaH, BO3HUKIO OCIIOKHEHHE B BHJC KPOBOTCUCHUS,
CIICIYIOIUN MPHEM TMpenapara CIeIyeT OTIOXKHTh WU MPHU HEOOXOIUMOCTH BOOOINE OTMEHUTH
JIeYeHUE JaHHBIM IpenapaToM. TY puBapokcabaHa COCTaBIsAET MPUOIU3UTEIBLHO OT 5 10 13 yacoB
(cMm. pasnen 5.2.). JleyeHue MOKHO OBITh WHAMBHUIYaIbHBIM B 3aBHCHUMOCTH OT TSDKECTH U
JIOKaJIM3alk KpoBoTeueHHs. [Ipn HEOOXOMMMOCTH MOXET OBITh MPOBEICHO COOTBETCTBYIOIICE
CUMIITOMAaTHYECKOE JICYCHHE, TaKOe KaK MEXaHWUYecKas KOoMIIpeccHs (HampuMmep, TPH TSKEIbIX
HOCOBBIX KPOBOTEYCHHSX), XHPYPrHUCCKHA TE€MOCTa3 ¢ IMPHUMEHECHHEM IMPOLEAyp KOHTPOJIS
KpOBOTEUCHMS, HH(PY3HMOHHAS Tepanus U TeMOJIMHAMUYECKas TOICPKKa, IPUMEHEHUE TIPerapaToB
KpOBH (PpUTpPOIMTApHAs Macca WJIH CBEKE3aMOPOXKCHHAs Iula3Ma, B 3aBUCHMOCTH OT
COITYTCTBYIOIIEH aHEMHH UM KOATYJIOMATHH ) HIIA TPOMOOIIUTAPHON MacCHI.

Ecnu He npezacraBisieTcss BOSMOKHBIM KOHTPOJIUPOBATH KPOBOTEUEHHUE C MOMOIIBIO TPUBEIEHHBIX
BBIILIE MEPOIPHUATUHN, CIEAYET PacCMOTPETh BO3MOXKHOCTb BBEICHHS CIEIU(PUYIECKOTO aHTHUAOTA
uHruouTopa ¢akropa Xa (aHaekcaHeT anbda), KOTOpbIH OJOKHUpYyeT (apMaKoIUHHAMUYCCKHUI
s ekt puBapokcadana MO0 crenuUIECKOro MPOKOATYISTHTHOTO HEUTPATU3YIOMIETO Ipernapara
0o0paTHOro NEHCTBUSL TAaKOrO Kak KOHIEHTpaT nmpoTpombunoBoro komruiekca (KIIK), konuentpar
aKTHMBHPOBAHHOTO MPOTPOMOMHOBOIO KOMIUIEKCA WM pekoMOMHaHTHbIA (akrop VIla (r-FVI1a).
OpHako B HacToslIIee BPeMsl OMBIT MIPUMEHEHHsI JaHHBIX MPENnapaTroB y MalMeHTOB, MOIYyYaIOIIUX
puBapokcabaH, BeChbMa OTPaHWYEH. OTa PEKOMEHIAIMS TakXKe OCHOBAaHA HAa OTPaHUYECHHBIX
JNOKJIIMHUYEeCKUX JaHHbIX. Clenyer paccMOTPeTh BO3MOXKHOCTH TIOBTOPHOTO BBEACHUS U
TUTPOBAHMA J03bI peKOMOMHAHTHOTO (hakTopa VIIa B 3aBUCUMOCTH OT CHM)KEHUS! HHTEHCHBHOCTH
KpOBOTEUYEeHHs. B 3aBUCIMOCTH OT MECTHOM JOCTYMHOCTH MPU OOIIKUPHBIX KPOBOTEUCHUSX CIIETyET
paccMOTPETh BO3MOXKHOCTH KOHCYJIbTAIIMK TeMaTosiora (cM. pasmaen 5.1.).

[Ipenmonaraercsi, 4ro mporamuHa cyiabpar ¥ BuTamMuH K He OyIyT OKa3blBaTh BIUSHHE Ha
AHTHKOATr'yJIIHTHYIO AKTHBHOCTDH pI/IBapOKca6aHa. Nmeetcs OFpaHquHHBIﬁ OIBIT IPHUMCHCHUA
TPaHEKCAaMOBON KHCIOTBl M OTCYTCTBYET OIBIT NPUMEHEHHUS AaMHUHOKAIPOHOBOW KHUCIIOTHI U
anpoTMHWHA Yy  MAalMEHTOB,  TMOJyyalouMx  puBapokcabaH. HayuHoe  oOocHoBaHue
11€J1eCO00Pa3HOCTH MJIM OMBIT CHUCTEMHOTO0 T'€MOCTAaTHYECKOro MPUMEHEHMs JEeCMOINpPECCHHA Y
MAIMEHTOB, MOIyYarolNX pUBapOKcadaH, OTCYTCTBYIOT. Y UUThIBasi BEICOKUI YPOBEHb CBSI3bIBAHUS
¢ OesIkaMu I1a3Mbl KPOBH, pUBapOKcabaH He Oy1eT BBIBOJUTHCS ¢ IOMOIIBIO AUATH3A.

CTH
Z[aHHI)Ie OIrpaHHUYCHEIL. I[aHHBIe 0 J03aX, IPCBBIIAOIUX TCPAIICBTHUYCCKUC, Y JeTen OTCYTCTBYIOT.

Creuunguryeckuii aHTUAOT (aHIEKCaHET anbda), OJOKUPYIOUIMH (apMakoguHAMUYECKUH 3PPeKT
puBapokcalaHa, He pa3pelleH K IPUMEHEHHIO Y JIeTEH.

Jleuenue kposomeuenuti

T2 y nerel, CHpPOrHO3MPOBAHHBIA C TIOMOIIBIO TMOMYJSAIMOHHOTO (PapMaKOKMHETHYECKOTO
MOJICTTUPOBAHHSI, KOPOYE, YeM y B3pOCIIBIX (CM. pasmen 5.2.).

OnbIT mpUMeHEeHHs cheuu(UYecKuX MPOKOAryJIsSHTHBIX MpenapaToB (HaImpuUMep, KOHIIEHTpPAT
MIPOTPOMOMHOBOIO KOMIUIEKCA, KOHLIEHTPAT aKTUBUPOBAHHOT'O MPOTPOMOMHOBOIO KOMILIEKCA WU
pexkomOuHaHTHBIA ¢aktop VIla (r-FVIla) y nereil, mnomywaromux puBapokcabaH, BecbMa
OTpaHUYEH.

OTcyTCTBYeT OIBIT MPUMEHEHUs MpoTaMHHa cyibdarta, BuTamuHa K, TpaHekcaMOBO#l KHCIOTHI,
aMUHOKaIpOHOBOM KUCJIOTHI M allpOTUHHUHA Y JIeTel, MOTyJaroluX puBapokcadaH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. @apmakoauHamMHuYecKHe CBOiiCTBa
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dapmakoTepaneBTHUECKasi TpyNIa: aHTHTPOMOOTHYECKHE CPEJCTBA; TPSMbIE HHTHOUTOPHI
dakropa Xa.

Kon ATX: BO1AFO1.

MexaHu3M AelCTBUS

PuBapokcaban — BBICOKOCEICKTUBHBIM MpSIMOW MHruOuTOp (hakropa Xa, 001amaroIIMii BHICOKOM
OMOIOCTYHOCTBIO MPH IpUeMe BHYTphb. MHruOupoBanue ¢akropa Xa HapylIlaeT BHYTPEHHHH U
BHEUIHUI MyTH KOAryJsSIMOHHOIO Kackaja, MoJaBisisi oOpa3oBaHue TpoMOMHA U (HOpMUPOBaHUE
TpoMOOB. PuBapokcaban He MHruOupyer TpoMOMH (akTuBHUpOBaHHBIN ¢akTop II), a Takxke He
MIPOJIEMOHCTPUPOBAIT BIUSHUS HA TPOMOOIIUTEI.

dapmakonmHamuueckue 3hGEKThI

VYV  d4enoBeka  HaOMIOAAaeTCs  J0303aBUCHMOEC  MHTHOMpPOBAaHME AKTHBHOCTH  (hakropa Xa.
PuBapokcabaH OKa3bIBaeT 0303aBHCHMOC BIIMSHHME HA W3MEHEHHE MPOTPOMOMHOBOIO BPEMEHH,
KOTOPOE TECHO KOPPEIMpPYeT ¢ KOHIIEHTpaluell puBapokcabaHa B Iuia3Me KpOBH (KOO QHIIHEHT
koppesiuu () = 0,98), ecnu i ananuza ucnoibs3dyercs Hadop Neoplastin. Ilpu ucrnons3oBaHuK
JAPYTUX PEaKTHBOB Pe3yJbTaThl OyayT OTIMYaThCs. [IpOTpOMOMHOBOE BpeMs CIEAyeT U3MEPSTH B
cekyHIax, nockosbky MHO BamuaupoBaHo W cepTH(GHUIMPOBAHO TOJIBKO MJISi MPOU3BOIHBIX
KyMapyHa ¥ He MOKET IPUMEHSTBCS JUIS IPYTUX aHTHKOAryJITHTOB.

VY manueHToB, MOJYYaIONMX pUBapokcabaH Uit JIeYeHUs W NpoguiakTHKU peuuauBoB TI'B u
TOJIA, 5/95 mpouentunu ans npoTpombunoBoro BpemeHu (Neoplastin) uepe3 2—4 yaca mocine
nprema TabJeTKH (TO ecTh Ha MakcuMyme 3¢ dekra) BapbupyroT ot 17 mo 32 ¢ npu npueme 15 mr
puBapokcabaHa J1Ba pa3a B cyTKu, u oT 15 10 30 ¢ npu npueme 20 Mr puBapokcabaHa oJIMH pa3 B
cyTku. B mpomexyTke uepe3 8—16 gacoB mocie nmpuema TabiaeTku 5/95 mponeHTHIH BapbUPYIOT OT
14 no 24 ¢ npu npueme 15 Mr n1Ba pasa B cyTku, u uepe3 18—30 yacoB nocne npuema TabIeTKH — OT
13 1o 20 ¢ npu npueme 20 Mr oJIMH pa3 B CyTKH.

VY nauueHtoB ¢ (uOpwisAnuMed npeacepAnit HEKJIANaHHOTO IMPOUCXOXKICHUS, NMPUHUMAIOLINX
puBapokcabaH /i NpOPUIAKTUKY UHCYJIbTA U CUCTEMHON TpoMO03MOouu, 5/95 npoueHTHin s
nporpoMbuHoBoro BpemeHu (Neoplastin) uepe3 14 yaca mocie mpuema TabieTku (TO €CTh Ha
MakcuMmyMme 3¢dekra) BapbupytoT oT 14 1o 40 ¢ y manueHToB, NpuHUMamux 20 M OAWH pa3 B
cytkd, 1 oT 10 mo 50 c¢ y mauueHTOB ¢ HapyumieHHMeM (YHKIMM IOYeK CpeJHEH CTereHH,
NpUHUMAOIUX 15 Mr omuH pa3 B cyTku. B mpomexyrtke uepe3 16-36 wacoB mocie mpuema
TabIeTKN 5/95 MpOLEHTUIN BapbUpPYyIOT OT 12 10 26 ¢ y manueHToB, NpuHUMaromux 20 Mr oJuH
pa3 B CyTkH, U oT 12 10 26 ¢ y ManueHTOB ¢ HapylleHHeM (DyHKIMM MOYEeK CpelHEeH CTENeHH,
NPUHUMAIOIIUX 15 MI OJTUH pa3 B CyTKH.

B knuHmyeckoM  (GapMakoJOTHYECKOM  HCCIEJOBAaHMM  W3MEHEHUs  (apMaKoIuHAMUKU
pHuBapokcabaHa y 3/10pOBBIX B3pOCHbIX TOOPOBOJBIEB (N = 22) BBIABICHO BIMSHUE OJHOKPATHBIX
no3 (50 ME/kr) nByx pasHbBIX THIIOB KOHIEHTpaTa mnporpomOuHoBoro kommekca (KIIK): 3-
¢daxroproro KIIK (daxropsr II, IX u X) u 4-dpaxroproro KIIK (dakropsr II, VII, IX n X). 3-
¢daktopubiii  KIIK cokpaman cpenHue 3HauYeHHS HPOTPOMOMHOBOTO BPEMEHH C pPEareHToM
Neoplastin mpumepno Ha 1,0 ¢ B Teyenue 30 MuH 1o cpaBHeHHIo ¢ ~ 3,5c¢ mpu BBeneHHH 4-
daxroproro KIIK. Hampotus, 3-paxtoprsrii KITK oka3eiBan 6oree BepakeHHOE U OoJiee ObICTpoe
obmiee BIAMSHME Ha OOPATUMOCTh HW3MEHEHMH B OOpa30BaHMM SHAOT€HHOTO TPOMOHMHA IO
cpaBHenuto ¢ 4-paxropubiM KIIK (cMm. paznmen 4.9.).

Taxxke puBapokcaban mo3zo3zaBucumo ysenuuuBaer AUTB u pesynsrar Hep-tect; omgHako 3tu
nmapaMeTpsl HE PEKOMEHIYeTCSl HCIIONIb30BaTh U OIECHKH (hapMakognMHaMHUYecKoro 3¢ dekra
puBapokcabaHa. B mepuox nedeHuss puBapokcabaHOM MPOBOAUTH MOHUTOPHHI TapaMeTpOB
CBEPTHIBAHUS KPOBH B PYTMHHOM KIMHUYECKOW MpakTHKe He Tpedyercs. OmHaKo, €Cau AJIs 3TOTO
€CTh KJIMHHYECKOe OOOCHOBaHHME, KOHILIEHTpAIMs pHBapoKcabaHa MOXET ObITh H3MEpEeHa IpHU
MTOMOIIK KaJTMOPOBAaHHOTO KOJIMYECTBEHHOTO TECTa aHTH-Xa aKTUBHOCTH (cM. paszen 5.2.).
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Kimmanueckast 3bdeKkTHBHOCTE U 0€30I1aCHOCTh

IIpogpunaxmuxa BTO y 63pocivix nayuenmos, KOmMopbiM NpOEOOUMCA NIAHOBOE XUPYPIUUECKOe
BMeuamenbemeo no NPOmMe3uposanUIo mazooeopenHo20 Uil KOIeHHO20 CYCMasd.

[IporpaMma KIMHUYECKMX HCCIEIOBaHMA puBapokcabana Obila paspaboTaHa ¢ IIEJIbIO
noaTBepxaAeHUs 3 pekTuBHOCTH puBapokcabaHa i npodmiaktuku BT, T. e. mpokcuMalbHOTO
u gucranbHoro TI'B u TOJIA y manueHTOB, KOTOPBIM INPOBOAUTCS OOJIBIIOE OPTOMEAMYECKOE
OIIEPATUBHOE BMEIIATENILCTBO HA HUYKHUX KOHEYHOCTSIX. B KOHTpOIMpPYEeMBIX paHI0MU3UPOBaHHBIX
JIBOMHBIX cIHenbIX KiuHuueckux wuccinepoBanusx III ¢passlt B pamkax mporpammsl RECORD
npussin ydactue 9 500 manuentoB (7 050 — ToTanpHOE IHAONPOTE3UPOBAHUE Ta300€IPEHHOTO
cyctaBa u 2 531 — ToTampbHOE SHAOMPOTE3UPOBAHUE KOJEHHOro cycraBa). PuBapokcaban 10 mr
OJUH pa3 B CYTKH, IPUMEHEHHE KOTOPOIO HAuMHAJIM HE paHee 4YeM dyepe3 6 4acoB IOcCie
OIIEpaTUBHOIO BMEIIATENIbCTBA, CPAaBHUBAIM C OJHOKcamapuHoM 40 Mr oauH pa3 B CYTKH,
IPUMEHEHHE KOTOPOro HauMHaIM 3a 12 4acoB 710 onepanuu.

Ilpopunaxmuxa uncyroma u cucmemHou mpomoOoIMOOIUU Y NAYyuermos ¢ @uopuLIsiyuel
npeocepoutl HeKIanaHHO20 NPOUCXOHCOEHUS.

[Iporpamma KJIMHHYECKUX HCCIIEIOBAaHUM puBapokcabaHa Oblia pa3paboTaHa aJisi TOTO, YTOOBI
nokazatrh 3PQGEKTUBHOCTh pHUBapoKcabaHa B OTHONICHHHM NMPOQPHIAKTUKUA HHCYJIbTAa U CHCTEMHON
TPOMOOIMOOIINY Y TIAITUEHTOB ¢ GUOPWILIALNINECH TIPEICep Ui HEKITATAHHOTO MPOUCX 0K ICHUSI.

B ©0azoBom gBoiiHoM ciaenoM wucciaegoBanun ROCKET AF 14264 nanuedra Obuid
paHIOMHU3HPOBaHKI HA TpueM 20 Mr puBapokcabaHa OAMH pa3 B CyTKH (15 Mr ouH pa3 B CyTKH A7
naiueHToB ¢ KK 30-49 mn/mun) unu Ha mpuem BapdapuHa, A03Y KOTOPOrO TUTPOBAIH O
noctkenus meneoro 3HaueHuss MHO 2,5 (tepaneBtudeckuit auanaszon ot 2,0 go 3,0). Meaunana
JUINTEIBHOCTU JIEUEHUs] cocTaBuia 19 mecsieB, a o0Iias NPOJOJDKUTENBHOCTh JICUCHHS — [0
41 mecsua.

34,9 % nauuentoB nonyyanu tepanuio ACK, 11,4 % - monyyanu Tepanuio aHTHAPUTMUYECKUMU
npenaparamu kiacca 11, Bkirrodast amuoiapos.

PuBapokcaban He ycrynan BapdapuHy IO NEpBUYHON KOMOMHHUPOBAHHOM KOHEYHOM TOuKe
MHCYJIbTa U CHUCTEMHOM TpomOosmOonuu, He cBs3aHHoi ¢ [IHC. B monynsumu, nosydaBiieit
JIeYEeHHE COIJIACHO TPOTOKONY, HHCYJIbT WM CHCTEMHass TpOMOOAMOOIMS MPOU3OLUIA Y
188 nmanmenToB, momyuaBmmx puBapokcabas, (1,71 % B rox) u y 241 nanmenTta, TpUHAMABIIETO
BapdapuH, (2,16 % B ron) (orHomenue puckos (OP) 0,79; 95 % AU, O,66-0,96; P < 0,001 s
THIIOTE3Bl «HE ycTymnaeT»). Cpeau BCceX paHIOMHU3HPOBAHHBIX MAIIMEHTOB, MPOAHAIN3UPOBAHHBIX B
COOTBETCTBUM ¢ Ha3HaueHHbIM BMemarenbcTBOM (ITT), mepBuunble coObITHs Tpou3oUUH Y 269
MalUeHTOB, TOJyYaBIIMX puBapokcadban, (2,12% B rox) m y 306 manueHTOB, MOTyYaBIIUX
BapdapuH, (2,42 % B rox) (OP 0,88; 95 % U, 0,74-1,03; P < 0,001 nnst TUmoTe3bl «HE YCTYMALT;
P=0,117 nng runotessl «IPEeBOCXOAUT»). Pe3ynbTarhl Ui BTOPUYHBIX KOHEYHBIX TOYEK,
IIPOBEPEHHBbIE B HEPApPXUUYECKOM IMOpSAJKE B aHadM3e B COOTBETCTBHM C HA3HAYEHHBIM
BMeEIIIATEILCTBOM, IMOKa3aHbl B Ta0muie 5.

Cpenu mnamueHtoB B rpymne Bapdapuna 3HaueHuss MHO Haxoaunuch B TepaneBTUYECKOM
nmuanasone (ot 2,0 mo 3,0) B cpexneit 55 % Bpemenu (Menuana 58 %; MEeKKBapTHIIBHBINA JHAMA30H
ot 43 no 71). DddexT puBapokcabaHa He pasnuyaics Ha ypoBHe neHTpaibHoro TTR (Bpems B
muanaszone nenesoro MHO ot 2,0 mo 3,0) B xBapTuisix omumHakoBoro pasmepa (P =0,74 s
B3auMoOJIeHcTBHsI). B mpesnenax camMoro BBICOKOTO KBapTHIIS IO OTHOIIEHHIO K IeHTpy OP
puBapokcabaHa Mo cpaBHEHHIO ¢ BapdapuHoM coctarisiio 0,74 (95 % JIU, 0,49-1,12).

YacTtoTa BO3HMKHOBEHHUS OCHOBHOW KOHEUHOW TOYKM Oe30macHOCTH (Ooniblive U KIMHUYECKU
3HAYMMbIC HEOOJIBIIME KPOBOTEUEHHUs) OblIa COMOCTaBUMa B O0EUX TpyNIax JCUYCHUs
(cMm. Tabmuiy 6).

Taoauna S. {lanabie mo npoguiaro 3¢GpeKTUBHOCTH B KIMHUYecKoM ucciaenoBanuu 111 ¢ga3bi
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ROCKET AF

HUccnenyemasn ITT ananu3 >pPpeKTUBHOCTH Y NANUEHTOB ¢ GUOPHILIsIIIUEi Tpeacepauii
NOMYJISIHSA HEKJIAMAHHOTO NMPOUCXOKAEHUS
PuBapoxcaban 20 mr
O/IMH pa3 B CYTKH Bapdapun B n03e,
(15 mr oaguH pa3 B THTPOBAHHOM MO
CYTKH /1JIsl IAIHEHTOB 1eJIEBOMY YPOBHIO .
TepaneBTuuecKas CHOREaHOH MHO 2,5 OF (95 % )
Y o3 HEA0CTATOYHOCTBIO (TepaneBTHYECKHIA p-3HaYeHHe, TECT HA
CpeIHel CTeNneHH AauanasoH ot 2,0 xo 3,0) IIPEBOCXO0CTBO
THKECTH) .
YacrtoTa codbITHI
YacroTa coObITHIi (100 naumenTo-er)
(100 manuenTo-J1€T)
" 0,88
HCYJbBT W CHCTCMHaA 269 306
TpoMOOIMOO0ITHS, HE (0,74-1,03)
cBszanHas ¢ [JTHC (212) (2,42) 0117
WNHcynsr, CUCTEMHas
TpoMO03IMOOIHS, HE 0,94
ceszanHas ¢ IHHC, m 572 609 (0,84-1,05)
CMEpPTh BCIICZICTBHE | (4 51) (4,81) ’ ’
CEPICUHO-COCYIUCTOTO 0,265
(CC) 3aboneBanus
WNHcynbT,  cucreMHas 093
TpoM60daMOboHs, HE | 659 709 ’
cessannas ¢ I{HC, (0,83-1,03)
cMepTh Beneacteue CC (5,24) (5,65) 0158
3aboseBanus u UM '
0,90
253 281
NHCyabT (0,76-1,07)
(1,99) (2,22)
0,221
Cucremnas 20 27 0,74 (0,42-1,32)
TpoMO0IMOOIHS, HE
cBszanHas ¢ [THC (0.16) (0.21) 0,308
130 142 0,91 (0,72-1,16)
um
(1,02) (1,11) 0,464
Tabauua 6. Jannbie mo npoguiio 6e30NacHOCTH B KJIMHH4YecKoM ucciaenoBanuu 111 daspr
ROCKET AF
Hccaenyemas . . 2)
- HanuenTsl ¢ puOpUILIAIMEd PeIcepanil HEKIANAHHOTO MPONCXO0KAECHUS
PuBapoxcaban 20 mr Bapdapun B n03e,
OJIMH pa3 B CYTKH TUTPOBAHHOIi MO
(15 Mr oguH pa3 B HCJICBOMY YPOBHIO
TepanesTuyeckas CYTKH /IIsl IalHEHTOB MHO 2,5 . OF (95 % )
no3a . (TepaneBTHYECKHI
¢ Mo4Ye4YHOM’ p-3HaYeHHue
auana3zos ot 2,0 1o
HEA0CTATOYHOCTHIO 3,0)
cpeaHeil cTeneHu '
TSAXKECTH) Yacrora coObITHIA
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YacToTa coObITHIA (100 manueHToO-J1€T)
(100 manuenTo-Jj1€T)
5 1,03
ONBIIHNE U KITMHUYECKH | 1 475 1449
3HAYMMBIe HEOOINbIINE (14,91) (14,52) (0,96-1,11)
KPOBOTCUCHUS ' ’ 0,442
1,04
395 386
bonbime kpoBoTeueHus (0,90-1,20)
(3,60) (3,45)
0,576
0,50
Cmepthb eneacteue | 2/ 55 (0,31-0,79)
KPOBOTEYEHHUS™ (0,24) (0,48) ’ ’
0,003
K 0,69
POBOTCUCHUS 3 | 91 133
KH3HEHHO BayKHBIX 0.82) (1.18) (0,53-0,91)
%k y 3
OpraHoB 0,007
0,67
BuayTtpuuepenHoe 55 84 (0,47-0,93)
KpOBOM3NIUsTHHE™ * (0,49) (0,74) ’ '
0,019
1,22
CHinkeHre YPOBHSI 305 254 (1,03-1,44)
remorioouHa* (2,77) (2,26) ’ ’
0,019
[lepenuBanue nByX Wiu 1,25
Ooee equnny | 183 149 (1,01-1,55)
OPUTPOLUTAPHON MAcChl | (1 65) (1,32) ’ '
WJIM [IEThbHON KpoBU ™ 0,044
K 1,04
JIMHAYECKN 3HA4YMMBIE | 1 185 1151
HeOOoJIbIIHe (11.,80) (11.37) (0,96-1,13)
KPOBOTCUCHUS ’ ’ 0,345
0,85
208 250
OOmias cMepTHOCTD (0,70-1,02)
(1,87) (2,21)
0,073
) TOMyNALMUS JUIs H3YYEHUs OE30IIACHOCTH, B IEPHOJ, JICHEHHS
* HOMHHAJILHO 3HAYNMOE
B nononnenne k wuccnenoBanuio ¢aswl Il ROCKET AF, 0Opil0 TpoBeIeHO MPOCHEKTUBHOE,
HEKOHTPOJIMPYEMOE  TMOCTPETUCTPAIMOHHOE  HEMHTEPBEHIIMOHHOE  OTKPBITOE  KOTOPTHOE
uccnenoBanne (XANTUS) ¢ neHTpaJibHOW  ONEHKOM  KOHEUYHBIX  TOYEK,  BKIIIOYAS

TpoMOo3MOonyeckue coObITUS U Oonbiiue KpoBoTedeHus. 6 704 maumenta ¢ puOpmLIsAIMeit
Mpecepanii HEKJIAmaHHOTO TPOUCXOXKACHUS OBUIM BKJIIOYEHBI B HCCIEAOBAHHWE KIMHUYECKON
MIPAKTUKH, B KOTOPOM HU3yYaTHCh MO MPO(PHIAKTHKE WHCYJIBTA H CHCTEMHOW TpoMO03IMOOIMH, He
ceazanHoil ¢ [ITHC. Cpennue mokazarenu CHADS2 u HAS-BLED B uccnegoBanun XANTUS
cocram 1,9 u 2,0 mo cpaBHeHuio co cpemnumu mokazatensimu CHADS2 u HAS-BLED,
paBubiMu 3,5 u 2,8 B ucciaenpoBannu ROCKE mnpouszonuio B 2,1 ciydaeB Ha 100 manueHTo-JIeT.
CwmeprenpHOe KpoBOTeueHHE Obuto 3apeructpupoBaHo B 0,2 comydaeB Ha 100 mamueHTto-yer, a

26



BHyTpHuuepenHoe kpopousnusHaue — B 0,4 cinydaeB Ha 100 nauueHTo-yer. UHCYJIbT WM cUCTEMHAas
TpoMbosMOomus, He cszanHas ¢ LIHC, Obutn 3apeructpupoBans! B 0,8 ciydaeB Ha 100 mamuenro-
JIeT.

Ot HaONIOAEHUS B KIMHUYECKOW TPAKTHKE COTJIACYIOTCS C YCTAHOBIEHHBIM MpouieM
0€30I1aCHOCTH 10 ATOMY IIOKA3aHHUIO.

B mnocTperucTpalilnOHHOM HEMHTEPBEHLUMOHHOM HcciieoBanun Oosee 162 000 manueHTOB C
bubpwusiuue mpencepauii HEKJIAmaHHOTO MPOUCXOXKACHUS W3 4YeThIpeX CTpaH MOJIydaan
puBapokcabaH [uis OpOQWIAKTUKA HWHCYJIbTa M CUCTEMHOH TpomOosmOonuu. YactoTta
uiieMuueckoro uHcyneta cocrtaBuna 0,70 (95 % AU 0,44-1,13) wa 100 mauueHTo-JeT.
KpoBoTeuenus, npuBeqIMEe K TOCHUTANIM3ALMM, BO3HUKAIM CO CJIEAYIOUIEM 4YacToTOM Ha
100 nmaruenTo-net: 0,43 (95 % AU 0,31-0,59) nns BHyTpuuepenHbix kpoBouznusuui, 1,04 (95 %
AN 0,65-1,66) st xedyno4HO-KHIIEUHbIX KpoBoTeuenuit, 0,41 (95 % AU 0,31-0,53) s
yporeHuTtanbHbIXx kpoBoteueHui u 0,40 (95 % AU 0,25-0,65) mist ipyrux KpOBOTCUCHHIA.

Iayuenmul, Komopvim npoeooUmMcs Kapouosepcus

bbu10 MpOBENEHO MPOCIEKTUBHOE PAHJOMU3MPOBAHHOE OTKPHITOE MHOTOLIEHTPOBOE IOMCKOBOE
HCCIIEIOBAHME C 3aCIICIUICHHOM olleHKoM KoHeuHbIX To4ueK (X-VERT) ¢ yuactuem 1 504 mauueHTos
(KaK Tex, KoMy JIe4eHHE NepOpaIbHBIMUA AHTUKOATYJITHTaMU ObLJIO Ha3HAYEHO BIEPBBIC, TAaK U YXKe
MOJy4YaBIIUX paHee) ¢ (GuOpHUIANUEH TpeicepAnii HEKJIAmaHHOTO IMPOUCXOXKICHHS, KOTOPBIM
IoKa3aHa KapIuOBepcHs, C Lelbl0 cpaBHEHUs puBapokcabana u ABK B no3e, mogobpanHo# 1o
MHO (pangomusanust B cooTHowmeHUM 2:1), mpumensiembix s npo¢uinaktuku CC sBIEHHM.
[TpuMeHsUIMCh  CHEAYIOLIME CTpAaTeruy: YpeCHHILEBOJHAs sXokapauorpapus nocie 1-5 nueit
MPEIBAPUTEIILHON aHTHKOATYJISTHTHOW TEparuy WIN TPAAUIHUOHHBIA MMOAX0J K KapAuOoBepcHH (He
MEHee TpeX Henelb NpeiBapUTeIbHOro JedeHus). IlepBuunas koHeuHass Touka 3(QeKTHUBHOCTH
(Bce ciyyau HWHCYJIbTa, TPAH3UTOPHOM HIIEMMYECKON aTaku, CHUCTEMHOM TpomO0oaMOoiuu, He
ceszanHoi ¢ [THC, UM u cmeptu Beneacreue CC nmpuuunH) npousouuia y 5 (0,5 %) nmauueHToB B
rpymnre puBapokcabana (n = 978) my 5 (1,0 %) narmenTos B rpynmne ABK (n =492; OP 0,50; 95 %
JI1 0,15-1,73; monudunuposannas nonynsiusi ITT). OcHoBHas KoHe4dHas TO4YKa OE30MaCHOCTH
(Oompmioe kpoBoTeueHue) mnpoumzoma y 6 (0,6 %) u 4 (0,8 %) mnaumeHToB B TIpynmax
puBapokcabana (n=988) u ABK (n=499) coorBerctBenno (OP 0,76; 95% /U 0,21-2,67;
nomyJsus Oe3onacHocTH). B 1aHHOM NOKMCKOBOM HCCIEI0BaHUU ObUIM MPOJIEMOHCTPUPOBAHBI
corocraBuMble YPPEKTUBHOCTh M 0€30MaCHOCTh B IpyMIax JieueHus: puBapokcadbana u ABK npu
MIPOBEICHUU KapIUOBEPCUH.

THayuenmol ¢ Qubpunrayueii npedcepouti HeKIANAHHO20 NPOUCcXodxicoeHus:, neperecuiue YKB co
CmeHmuposanuem

bb110 mpoBeieHo paHIOMU3UPOBAHHOE OTKpBhITOe MHOTOIeHTpoBOE HccienoBanue (PIONEER AF-
PCI) nns cpaBHeHMsI 6€30MacCHOCTH ABYX PEXHMOB JI03UPOBaHMS pUBapoKcabaHa B CPaBHEHHUH C
oIHUM pexxumoM jao3upoBanus ABK ¢ yuactuem 2 124 mauuenToB ¢ pubpuisiueil npeacepanit
HEKJIAIIAHHOTO ~ NPOUCXOXJeHHs, nepeHecmmx YKB co creHTMpoBaHMEM 1O  MOBOIY
aTepocKJepoTndeckoro 3aboneBanus. [lanueHTsl ObUTH paHJOMU3UPOBAHbI B cooTHomeHHH 1:1:1
g 12-mecsiunoit Tepanuu. [lanumentsl ¢ uHcynabToM win THMA B aHaMHe3e He BKIIIOYAIHCh B
HCCIIEI0BAHUE.

I'pynna 1 nonyuana 15 mMr puBapokcabana oauH pa3 B cyTkd (10 Mr ofuH pa3 B CyTKH MMallUEHTOB C
KK 30-49 mn/mun) u unaruburop peuenropa P2Y12. I'pynna 2 nmonmywana 2,5 Mr puBapokcabaHa
JIBa pa3a B CYTKH W JIBOMHYIO aHTUTPOMOOITMTAPHYIO Tepamnuio (To ecTh 75 Mr Kionuaorpena (Miu
anpTepHaTUBHBIN MHruOouTOop peuentopa P2Y12) u ACK B HuU3KO# n03e) B TeueHue 1, 6 uimu
12 mecsitieB ¢ mocneayronmM repexoaomM Ha 15 mr puBapokcabana (10 Mr omuH pa3 B CyTKH Y
naruenToB ¢ KK 30-49 mn/mun) ogun pa3 B cytku ¢ ACK B Huzko# nose. I'pynmna 3 momydana
ABK B cCKOppeKTHpOBaHHOH /103€ M ABOMHYIO aHTUTPOMOOIIMTAPHYIO TEPAIUIO B T€UCHHE 1, 6 Win
12 mecsueB ¢ nocnenyrommm nepexogom Ha ABK B ckoppektupoBannoit no3e, ¢ ACK B HH3KOI
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[lepBuuHass KOHEYHas TOYKAa OE30MACHOCTH, CIy4aW KIMHUYECKH 3HAYMMOTO KPOBOTEYCHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) namuentoB B rpymrne 1, rpymrme 2 u
rpynne 3 coorBerctBeHHo OP 0,59; 95 % AU 0,47-0,76; p < 0,001, u OP 0,63; 95 % AU 0,50—
0,80; p < 0,001 coorBeTcTBeHHO). BTOpHuHas koHeyHas Touka (cymmapHas yactora CC coOBITHI:
cmepth BeneactBue CC mpuunH, UM wnm uHCynsT) passuiack y 41 (5,9 %), 36 (5,1 %) u 36
(5,2 %) mamnuenToB B rpymme 1, rpymmne 2 u rpymnmne 3 cOOTBETCTBEHHO. Kablii M3 PEKUMOB
puBapokcabaHa TMOKa3aJl 3HAYMMOE CHIDKEHHE 4YacCTOThI CIy4aeB KIWHUYECKH 3HAYMMOTO
KpOBOTEYCHHSI TI0 cpaBHEHHIO ¢ Tepanued ABK y mammeHTOB ¢ HekianmanHoW (GuOpmiuIsmuei
npeacepaui, nepenecmnx YKB co creHTupoBaHuEM.

[TepBuunoii nensto uccnenoranus PIONEER AF-PCI sBnsnack ornieHka 6e3omacHocTd. JlaHHbIE TI0
3¢ (HEeKTHBHOCTH (BKJIFOYAS TPOMOOIMOOTUIECKIE COOBITHS) B 3TOU MOMYJISIIUN OTPaHUYICHEI.

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

[Iporpamma KJIMHUYECKHX HCCJIEIOBAHHMI puBapokcabaHa OblIa pa3paboTaHa Jjsi AEMOHCTpALUU
s dekTUBHOCTH pHBapokcabana B Hauaje jiedyeHusi ocrporo TI'B u TOJIA, mpu npopomkeHun
Tepanuu u npodmiaktuku peruansoB TI'B u TOJIA.

bonee 12 800 mauueHTOB NPUHSIIM Y4YacTUE B YETHIPEX PaHIOMHU3HPOBAHHBIX KOHTPOJIUPYEMBIX
kmmanyecknx uccnenopanusx I gassr (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); kpome Toro, ObUT TpPOBEACH JAOIMOJHUTEIbHBIA MpeaBaApPUTEIHHO
CIUTaHUPOBAaHHBIN 00benuHeHHbI aHanu3 ucciaepoBanuil EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JJIMTEIBHOCTD JICUEHUS BO BCEX UCCIIEIOBAHMIX cocTaBuia 21 Mecsil.

Uccnenosanue EINSTEIN DVT mnpoBoaunocs ¢ yuyactuem 3 449 manuentoB ¢ octpeiM TI'B ¢
LEJIbI0 M3YYEHHUsl MpUMEHEHMsI puBapokcabana miis jedeHus TI'B u mpodumiiakTuky penuuBOB
TI'B u TOJIA (maumeHtsl, y KoTOpbiXx Obuia cumnToMmHas TOJIA, uckitoyanuch U3 JaHHOTO
uccnenoBanus). JIUTEeIbHOCTh JiedeHUs cocTaBisia 3, 6 wim 12 MecsueB B 3aBUCHUMOCTH OT
KJINHWUYECKOW OILICHKM HccleoBaTens. B TedeHue nepBbIX Tpex Henenb jedeHus octporo TI'B
NpPUMEHSUICS pUBapokcabaH 15 Mr iBa pasza B CyTKH, C MOCIEAYIOIIMM IepeX0/10M Ha puBapoKcabaH
20 Mr oauH pa3 B CyTKH.

Hccnenosanne EINSTEIN PE mposogmnocs ¢ yuactuem 4 832 mamueHtoB ¢ octpoit TOJIA ¢
uenbto u3ydeHus yedeHus TOJIA u mpodpunaktuku peuuauoB TI'B u TOJIA. JlnurensHOCTH
JIe4eHus cocTasisia 3, 6 uiau 12 MecsieB B 3aBUCUMOCTH OT KJIMHUYECKON OLIEHKH MCCIIEI0BATES.
B Tedenne mepBBIX TpeX HeNEIb HAYaJIbHOTO JieueHUs octpoir TOJIA mpumensuics puBapokcaban
15 mr 1Ba pa3a B CyTKH, ¢ OCIEIYIOIUM ITEPeX0IoM Ha puBapokcabaH 20 MI 0/1MH pa3 B CYTKH.

B o6oux nccnegopanuax EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpymnme npemnapara
CpPaBHEHHUs BKJIIOYaJla BBEJACHHUE SHOKCAllapHHA B TEYEHUE 10 KpalHEN Mepe 5 THEH B COUETaHUH C
tepanueii ABK 10 moctmxenus: tepaneBruyeckoro ypoBHs mnokaszarens [IB/MHO (> 2,0). [anee
neuenue nponoikanock ABK, no3a xoroporo Obuia CKOPpEeKTHpOBaHAa TaKMUM 00pa3oM, 4TOOBI
noaaepxkuBath 3HaueHus [IB/MHO B TepaneBTudeckom auamnazone ot 2,0 1o 3,0.

UccnenoBanne EINSTEIN Extension mpoBoamnock ¢ yuyactueMm 1 197 mamumenroB ¢ TI'B wmm
TOJIA ¢ uensto uzyuenus npodpuminaktuku peuuanBos TI'B u TOJIA. JInurenbHOCTh jeueHUs IS
MAIMEHTOB, 3aBEpPIIUBIINX OT 6 10 12 Mmecaues neuenus BT, cocraBuiia TOMOIHUTENBHO OT 6 10
12 mecsimieB B 3aBHCUMOCTH OT KIIMHHYECKOW OIEHKH HccienoBarens. [IpoBOAMIOCh cpaBHEHUE
puBapoxcabana 20 MI oJIMH pa3 B CyTKH M I11a1e0o0.

B wmccnemoBanmsax FINSTEIN DVT, PE wm EINSTEIN wncnoab30BalNch OJMHAKOBEIC
MIPEIBAPUTENILHO OIPE/ICIICHHbBIE TIEPBUYHBIC U BTOPUYHBIE KOHEUHBIC TOUKH 3 (HEKTUBHOCTH.

[lepBuuHoii  KOHEYHOW TOYKOW D(PGEKTUBHOCTH OBUT  CHUMNTOMHBIM  penuauB  BTD,
OTIpEICNIAIONINICS KaKk COBOKYNMHOCTh peruauBa TI'B wnu daransaoil mimm Hedaransnoit TOJIA.
Bropuunas koHewyHas Touyka oOmpenessiaach Kak COBOKYMHOCTh peruauBa TI'B, HedaTtampHOM
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TOJIA u oOmieit CMEpTHOCTH.

B uccnegoBanun EINSTEIN Choice 3 396 nanueHToB ¢ MOATBEpKIESHHBIMI cUMITOMHBIMU TI'B
n/umn TOJIA, 3aBepmuBIInX 6—12 MecsIeB JICUCHHUs] aHTUKOATYJITHTaAMH, U3YYaJIUCh Ha MPEAMET
npodunaktuku ¢atansHoii TOJIA wiu HedaTanbHBIX CHUMOTOMHBIX peruauBoB TI'B wmm TOJIA.
[TarueHThl, KOTOPHIM OBLIO TOKa3aHO NPOAOKEHHWE AHTUKOATYJSIHTHOM  Tepalmuu B
TEpaneBTUUECKUX J103aX, MCKIYAIUCh M3 HcciaenoBaHus. [IpooJDKUTENBHOCTh — JI€UEHUs
cocTaBisuia 0 12 MecsieB B 3aBUCHMOCTH OT MHAMBHUAYaJIbHON JaThl paHAOMHU3AIMU (MEIuaHa:
351 nenp). PuBapokcaban B 1o3e 20 Mr ofuH pa3 B CyTKH M puBapokcabaH B go03e 10 Mr onuH pa3 B
cyTku cpaBHuBau ¢ ACK B 103e 100 Mr oguH pa3 B CyTKH.

[lepBuyHOii  KOHEYHOM TOYKOW  A(p(GEeKTUBHOCTH ObUT  CUMNOTOMHBIN  peruauB  BTO,
OTpeeABIINNACA KaKk COBOKYIHOCTh pennauBa TI'B unu daransnoi wim Hedaransaoit TOJIA.

B wuccnemoanuu  EINSTEIN DVT (cwm. Tabmuiy 7) ObUIO  MPOJEMOHCTPUPOBAHO, UTO
puBapokcabaH He ycrymaeT sHokcanapuny/ABK mo nepBuuHoO# koHeYHOU TOouke 3(PPEeKTUBHOCTU
(p <0,0001 (Tect Ha He MeHbIyO 3 dexTuBHOCTh); OP: 0,680 (0,443—-1,042), p = 0,076 (TecT Ha
npeBocxoacTBO0)). IlpenBaputensHo omnpeaeneHHas 4YucTasg KIMHUYECKas A((PeKTUBHOCTH
(mepBuuYHas KOHEYHass To4ka OS(PPEKTHBHOCTH H CiIy4ad OOJBIIOTO KPOBOTEYEHHUs) ObLIa
3apeructpupoBana ¢ OP 0,67 ((95 % AU: 0,47-0,95), nomunansHoe 3HaueHue p = 0,027) B monb3y
puBapokcabana. 3HaueHust MHO Haxoquiuch B TepanmeBTHYECKOM auamna3one B cpeaneM 60,3 %
BpPEMEHU IS CPEIHEH MNpoAoLKUTeNbHOCTH JedeHus 189 gueit m 55,4 %, 60,1 % u 62,8 %
BPEMEHM B Irpylnnax, MpoJUIeHHOro Ha 3, 6 u 12 MecsueB Jie4eHHUs COOTBETCTBEHHO. B rpymme
sHokcanapun/ABK He Obu10 yeTKo# cBsA3M MEXIy ypoBHEM cpeanero nentpainsHoro TTR (Bpems B
nuanazone neiaesoro MHO 2,0-3,0) B TepTHisIX OJMHAKOBOIO pa3Mepa UM 4YacTOTOW PEIUIMBOB
BTD (p=0,932 ana B3aumopeiictBusi). B mpenenax camoro BBICOKOTO TEPTUIS OTHOCHUTEIHHO
nentpa OP s puBapokcabana 1Mo cpaBHeHHUIo ¢ Bapdapunom cocrasisuio 0,69 (95 % JAU: 0,35—
1,35).

Yactora BO3HMKHOBEHHs TEPBUYHOM KOHEUHON TOYKM O€30macHOCTH (Ciiydau OOJIBIIOTO WIIH
KJIMHUYECKH 3HAYMMOTO HEOOJIbIIOr0 KPOBOTEUEHHS), a TakkKe BTOPUYHONW KOHEUHOW TOUKU
6e30MmacHOCTH (Ciry4an OOJIBIIOr0 KPOBOTEUEHMS) Obla CX0Kel i1 00enX IpyIII JIeUeHUs.

Tab6anna 7. Jannbie no npoguiaio 3¢pdexTuBHOCTH U 6e3onacHocTH B Hccaenosanun 11 ¢pasbl
EINSTEIN DVT

Hccaenyemas nonyasiuust 3449 naumeHTOB ¢ cUMNTOMHBIM ocTpbiM TT'B
PuBapokcaéan® Auokcanapun/ABKP
TepanesTuueckast 1032 u 3, 6 uim 12 mecsueB 3, 6 uam 12 mecsueB
NMPOAOIKUTETbHOCTD JIEHeHUsI
N=1731 N=1718
36 51
CumnroMHBI peruaus BTO*
(2,1 %) (3,0 %)
20 18
Cumnromublil peuuaus TOJIA
(1,2 %) (1,0 %)
14 28
Cumnromusiil peuuaus TT'B
(0,8 %) (1,6 %)
1
Cumnromusie TOJIA u TI'B 0
(0,1 %)
®aranbHas TOJIA/cMepTh, mpH | 4 6
KOTOpPOH  HENB3sS  HUCKIIOYUTH
TAJIA (0,2 %) (0,3 %)
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Bonbioe  MIM  KIMHMYECKH | {39 138
3HAYUMOE HeOO0IbII0E

KPOBOTEUEHHUE (8,1 %) (8,1 %)
Crnyyan 6onbioro | 14 20
KPOBOTCUCHUA (0,8 %) (1,2 %)

9 puBapokcabaH 15 Mr 1Ba paza B CyTKH B T€YCHHE TPEX HEAENb, C MOCIEAYIOIMM IIEpexoaoM Ha 20 Mr OJMH pa3 B
CYTKH

b) sHOKCAmapKH B TeUeHHeE 0 MeHbIIeH Mepe 5 JHel, ¢ 0THOBPEMEHHBIM U TIoce Ry omuM npuemom ABK

*p <0,0001 (e Mmenbas 3 QeKTUBHOCTE 15 3apanee onpeaenennoro OP 2,0); OP: 0,680 (0,443-1,042), p = 0,076
(IpeBOCXOACTBO).

B uccnenoanun EINSTEIN PE (cm. Ta6muiry 8) Obu10 MpoaeMOHCTPUPOBAHO, YTO PHBApOKcabaH
He ycrymaer sHokcanapuHy/ABK mo mepBuuHON KoHewHO# Touke 3¢¢extuBHocTH (p = 0,0026
(tect Ha He MeHblnylo sddektuBHocTs); OP: 1,123 (0,749-1,684)). IlpeaBapurenbHO
YCTaHOBJICHHAs  4uWcTas  KiIuHWYecKas d(ddekTuBHOCT,  (NEpBUYHAS  KOHEYHAs  TOYKa
3¢ (}HeKTUBHOCTH U ciiydyau OOJBIIOro KpoBoTeueHus) Oblia 3apeructpupoBana ¢ OP 0,849 ((95 %
AN: 0,633-1,139), nomunansHoe 3HaueHue p =0,275). 3nauennss MHO wHaxomumuce B
TEparneBTHYECKOM JMana3oHe B cpeaHeM 63 % BpeMeHH Uid CpeIHed MPOJOIKUTEIBHOCTH
neueHuss 215 nmmeit m 57%, 62% wu 65% BpeMeHM B TpyHmax 3aluIAHUPOBAHHOM
MIPOJOIKUTENFHOCTH JieueHus 10 3, 6 u 12 mecsueB cooTBeTCTBEHHO. B rpynne snokcanapun/ABK
He OBUIO 4YETKOW CBSI3U MEXAY YPOBHEM cpeiaHero ueHrpaibHoro TTR (Bpems B auamnasoHe
nenesoro MHO 2,0-3,0) B TepTunsix OAMHAKOBOTO pa3Mepa M 4YacTOToi peuuauBoB BTD
(p =0,082 nmns B3aumojeicTBus). B mpenenax camoro BBICOKOTO TEPTHJIE OTHOCUTENIBHO LEHTpa
OP mis puBapokcabaHa 1mo cpaBHEHHUIO ¢ BaphapuHom coctanisiio 0,642 (95 % JIN: 0,277-1,484).

YacToTra BO3HMKHOBEHHs TEPBUYHOM KOHEUHON TOYKM O€30macHOCTH (Ciiydau OOJIBIIOTO WIIH
KJIMHUYECKH 3HAYUMOI'0 HEOOJBIIOr0 KPOBOTEUEHHs) ObLIa HECKOJIBKO HU)KE B TPYIIE JICUEHUS
puBapokcabanom (10,3 % (249/2 412)), yem B rpymmne jeuenus s3HOKcanmapuHoM/ABK (11,4 %
(274/2 405)). YactoTa BTOpPUYHOW KOHEYHOW TOYKHM Oe30macHOCTH (ciydaw OOJIBIIOTO
KpOBOTeUeHHsI) Obula HIDKe B Tpymnne puBapokcabana (1,1 % (26/2412)), yem B rpymme
snokcanapuna/ABK (2,2 % (52/2 405)) ¢ OP 0,493 (95 % JI1: 0,308-0,789).

Tabauua 8. lannbie mo npoduiiio 3ppekruBHocTu u 6e3onacHocT B ucciaenoanuu I ¢aspr
EINSTEIN PE

Hccaenyemas nonyasinus 4 832 nanuenTa ¢ ocTpoii cumnromuoii TOJA
Puapokcaéan® Auokcanapun/ABK?
Tepanesrueckasn 1o3a u 3, 6 nam 12 mecsinieB 3, 6 nam 12 mecsinieB
NMPOAOIZKUTETbHOCTD JICUEHHUsI
N=2419 N=2413
50 44
CumnroMHBIH peruaus BTO*
(2,1 %) (1,8 %)
23 20
Cumnromublil peuuaus TOJIA
(1,0 %) (0,8 %)
18 17
CumnroMusti peruaus TI'B
(0,7 %) (0,7 %)
2
Cumnromusie TOJIA u TI'B 0
(<0,1%)
®daranpHas TOJIA/cMmepTh, npu 11 7
KOTOPOH  HENB3sS  HCKIIOYUTH
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TIJIA (0,5 %) (0,3 %)
Bompmioe  uMmM  KIMHHYECKH | 949 274
3HaYMMOE HeOOJIbIIOe

KPOBOTEUYCHHUE (10,3 %) (11,4%)
Cnyuan 6onbmoro | 26 52
KPOBOTEUYCHHUS (1,1 %) (2,2 %)

% puBapokcaban 15 Mr 1Ba pa3a B CyTKH B Te4eHHe TpeX HeJelb C MOCIeAyIONHM TepexonoM Ha 20 MI' OfWH pa3 B
CYTKH

b) sHOKCAmapKH B TeUeHHeE 0 MeHbIIeH Mepe 5 JHel, ¢ 0THOBPEMEHHBIM U TIoce Ry omuM npuemom ABK

*p <0,0026 (He MeHbInas 3pEeKTUBHOCTS I 3apaHee onpeaenenroro OP 2,0); OP: 1,123 (0,749-1,684)

beul mpoBeneH mpeABapUTENbHO CIUIAHUPOBAHHBIN OOBECIUHEHHBIA aHAM3 KOHEYHBIX TOYEK
uccienosanuii EINSTEIN DVT u PE (cMm. Tabmuity 9).

Taboauua 8. {lannbie mo npo¢guiao I3PPeKTHBHOCTH U 6€30NMACHOCTH 00beIMHEHHOT0 AHAJIN3a
B ucciaenopanusx I ¢pasel EINSTEIN DVT u EINSTEIN PE

Hccaenyemas nonyasinus 8281 nanuent ¢ octpbiMu cumMnToMHbIMU TT'B niu TOJIA
Puapokcaéan® Jnokcanapun/ABKY
Tepanesrueckasn n03a u 3, 6 muaum 12 mecsaueB 3, 6 muam 12 mecsaueB
NPOAOIKUTEIHLHOCTD JeYeHusl
N =4 150 N=4131
86 95
CuMnToMHbIH peruaus BTO*
(2,1 %) (2,3 %)
43 38
Cumnromublil peuuaus TOJIA
(1,0 %) (0,9%)
32 45
Cumnromustil petiuaus TI'B
(0,8 %) (1,1 %)
1 2
Cumntomusie TOJIA u TTB
(<0,1 %) (<0,1%)
®aranbHas TOJIA/cMepTh, npu | 15 13
KOTOPOl  HENb3s  UCKIIFOYUTH
TDJIA (0,4 %) (0,3 %)
Bosrmroe 1503071 KJIMHUYECKH | 388 412
3HAYHUMOE HEOOIBIIIOE . .
KPOBOTEYEHHUE (9,4 %) (10,0 %)
Crnydan 6oabuoro | 40 72
KPOBOTCUECHHUS (1,0 %) (1,7 %)

3 puBapoxcaban 15 mr aBa pas3a B cyTku Ha 20 MT OJTUH pa3 B CyTKH

b) SHOKCAIapuH B TEUEHHUE T10 MEHbIIEH Mepe 5 AHEH, C OMHOBPEMEHHBIM U nocaeayomum npuemom ABK

*p <0,0001 (He MeHbInas >3¢pPeKTUBHOCTD I 3apaHee onpeaeneanoro OP 1,75); OP: 0,886 (0,661-1,186)

[IpenBapuTeNbHO YCTAHOBJIGHHAs YUCTash KIMHWYECKas 3(PQPEKTUBHOCTH (TEpPBUYHAS KOHEYHAsS
Touka S()(PEKTUBHOCTH U Cclydyan OOJBIIOTO KPOBOTEUEHHUs) OOBEIMHEHHOro aHaidu3a Obuia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nomunansHoe 3HaueHue p = 0,0244).

B uccnenosanun EINSTEIN Extension (cm. Tabmuiy 10) puBapokcabaH mpeBOCXOAMII TUIaie00 mo
NEPBUYHBIM M BTOPUYHBIM KOHEUHBIM TO4YKaM 3¢ddekruBHocTH. Yacrora BCTpedaeMocTH
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MEPBUYHON KOHEYHOW TOUYKHM O€30MacHOCTH (Ciiydaw OOJIBIIMX KPOBOTEUEHWN) YHMCICHHO Oblia
HC3HAYUTCJIIBHO BBIIIC Yy MAMCHTOB, IMOJYYaBIINX TCpAIUIO pI/IBapOKca6aHOM B 103€ 20 Mr OaANH
pa3 B CYTKH, 110 CpaBHEHHUIO ¢ 1uiane0o. BropuuHas koHeYHast Touka 0e30nmacHOCTH (OOJIbIINE WITH
KIIMHUYECKN 3HAYMMble HEOOJbIIME KPOBOTEUYCHHMsSI) IIOKaszajia Oojiee BBICOKYIO YacTOTy Y
MAIMECHTOB, TOJYYaBIIMX TEPANU0 pUBapokcabaHoM B g03¢ 20 Mr oIWH pa3 B CYTKH, IO
CpPaBHEHHUIO C IJ1a1e0o.

Taoauna 10. Jdanabie mo npopmiw 3¢p¢GeKTHBHOCTH W 0€30IaACHOCTH B MCCJIEI0BAHUU
111 a3l EINSTEIN Extension

Heeaenvemast momyasims 1 197 nanmeHTOB, NPOAO/LKUBIIUX JiedeHHE U MPOPUIAKTHKY
oy yJ pelUIUBOB BeHO3HO# TPOM00IMO0IHH
PuBapoxcatan® Ilnanedo
TepanesTnyeckast 103a n 6 nam 12 MmecsneB 6 nam 12 Mecsanes
NMPOIOJIKUTETbHOCTD JIeHeHUsI
N =602 N = 594

8 42
CumnToMHBIH peruaus BTO*

(1,3 %) (7,1%)
CHUMIOTOMHBIN PElUINB 2 13
TOJIA (0,3 %) (2,2%)
CHMITOMHEBIN pEelHINB 5 31
TT'B (0,8 %) (5,2 %)
®aransnas TOJIA/cmepts, mpu | q 1
KOTOPOM  HENb3s  HCKIIOYUTH
TAJIA (0,2 %) (0,2 %)
Cnyuan 6ouburoro | 4 0
KPOBOTCUYCHHS (0,7 %) (0,0 %)
Kaunnuecku 3HauMMOE | 32 7
HE0O0JIbIIIOE KPOBOTCUCHHE (5,4 %) (1,2 %)

a) puBapokcaban 20 MT OJIMH pa3 B CYTKH
*p <0,0001 (mpeBocxoactro), OP: 0,185 (0,087-0,393)

B uccnenoanun EINSTEIN Choice (cm. Tabnumy 11) puBapokcaban B no3ax 20 mr u 10 mr
npeBocxoaun ACK B go3e 100 Mr mo mepBUYHON KOHEUHOW Touke 3¢ ¢pexkTuBHOCTH. OCHOBHAs
KOHEYHasi TOYKa 0e30MacHOCTH (ciaydyau OOJBIIOr0 KpOBOTEUEHHS) ObUIa CXOKEW y MaIMeHTOB,
MOJTy4yaBIIUX puBapokcabaH B go03ax 20 Mr u 10 Mr oguH pa3 B CyTKH, 1o cpaBHeHuto co 100 mr
ACK.

Ta6amnna 11. J{annbie mo npopuaw 3pPeKTHBHOCTH H 0€30MACHOCTH B HCCJICAOBAHMU
111 a3l EINSTEIN Choice

3 396 manueHToB,
Hccnenyeman Hccnenyemasn NPOAOIKUBIUINX Hccnenyeman
NONyJAAL U NOMy AU NpoPUIaAKTHKY NoNyJas M
peuuausoB BTD

Pusapoxcaban 20 mr PuBapokcadan 10 mr | ACK 100 mr onun pa3 B

TepanesTnyeckas OJIMH pa3 B CYTKH OJIMH pPa3 B CyTKH CYTKH
1032
N=1107 N=1127 N=1131
Menmana 349 [189-362] et 353 [190-362] mus 350 [186-362] et
TIPOIOJLKUTENEHOCTH
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JICYCHUA

[MEKKBapTHIILHBIH

JIAana3oH |

CHMIITOMHBIA PELUIUB 17 13 50

i (1,5 %)* (1,2 %)** (4,4 %)
CHUMITOMHBIH PEIH/IUB 6 6 19
ToJIA (0,5 %) (0,5 %) (1,7 %)
CUMITOMHBIH pEIHINB 9 8 30
B (0,8 %) (0,7 %) (2,7 %)
®daTanbHast

TOJIA/cmepTs, npu 2 0 2
KOTOpOH HENb34 | (0,2 %) (0,0 %) (0,2 %)

HcKIrounTs TOJIA

CUMIITOMHBI PEIUIUB

BTO, UM, uncynet uiu | 19 18 56
CUCTEMHAs

TpoM60s3MObOoHS, ne | (1,7 %) (1.6 %) (5.0%)
cBszanHas ¢ [ITHC

Cayvan Gonpmoro | 6 5 3
KPOBOTEUCHUS (0,5 %) (0,4 %) (0,3 %)
Kiunnueckn 3Haunmoe | 3q 22 20
HeOoIbIIoe

KPOBOTEUECHUE (2,7 %) (2,0 %) (1,8 %)

CUMOTOMHBIN penuanB

BTO wm  Gompmoe | 23 17 53
KpoBOoTeueHHe (uucras

KITMHAYeCKas (2,1 %)* (1,5 %)™ (4,7 %)
3¢ (heKTUBHOCTD)

* p < 0,001 (mpeBocxoncTBO) prBapokcadban 20 Mr oauH pa3 B cyTkH 1o cpaBHeHHI0 ¢ ACK 100 Mr oquH pa3 B CyTKH;
OP = 0,34 (0,20-0,59)

** p < 0,001 (mpeBocxoacTBo) puBapokcadban 10 Mr onuH pa3 B cyTkH 1o cpaBHeHHIO ¢ ACK 100 Mr ofuH pa3 B CyTKH;
OP =0,26 (0,14-0,47)

* puBapokcaban 20 Mr oauH pa3 B cytku mo cpaBHenuto ¢ ACK 100 mr oqun pas B cytku; OP = 0,44 (0,27-0,71),
p = 0,0009 (HOMUHATBHOE)

** puBapokcaban 10 Mr omuH pa3 B cytku o cpaBHenutoo ¢ ACK 100 mr omun pa3 B cytku; OP = 0,32 (0,18-0,55),
p <0,0001 (HOMHUHATBHOE)

B nononnenue k nporpamme uccnepoBanuii 111 ¢pa3sr EINSTEIN 65110 mpoBeieHO MPOCIIEKTUBHOE
HEMHTEPBEHIIMOHHOE OTKpbITOe KoropTHoe uccienoBanue (XALIA) c meHtpanbHON oOLleHKON
KOHEUHBIX TOYeK, BKItouas peuuauB BTD, Gonbiioe kpoBoTeueHHe U cMepTh. B uccienoBanue
KJIMHUYECKOW MpakTUKW ObuiM BKIIOYEHbl 5 142 mamuenta ¢ octpeiM TI'B jans usydenus
J0JATOCPOYHOM 0€30MacHOCTH pUBapOKcabaHa MO CPAaBHEHHUIO CO CTaHJAPTHOW aHTMKOATYJISHTHOU
Tepanuei. Yactora Oonblioro kpoBoTeueHus, peuuanBa BTD u cMeptu oT Bcex NPUYMH IJId
puBapokcabana cocrasuia 0,7 %, 1,4 % u 0,5 % cooTBeTcTBEHHO. BB pa3nuyus B MCXOTHBIX
XapaKTepUCTUKAX IAllMEHTOB, BKJIIOYAs BO3PACT, 3JIOKAYECTBEHHOE OOpa30BaHHE U HapyIIEHHE
¢byHkuun modek. s KOPPEeKTUPOBKM HMCXOMHBIX MEXKIPYHIOBBIX pa3IUYdil  HCIOIB30BAICST
3apaHee CIIAHUPOBAHHBINA CTpaTU(QULIMPOBAHHBIN 10A00P 10 UHIEKCY cooTBeTCcTBUS. HecmoTpst Ha
9TO, OCTATOYHOE HCKAXEHHE MOIJI0 BIUATH Ha pe3yabTarhl. CkoppektupoBaHHble OP,
CpaBHHUBAIOIIME pUBApOKCabaH M CTAHJAPT JICUYEHUS B OTHOLIEHUH OOJIBIIOTO0 KPOBOTEUECHHS,
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peumaua BTD u o6mieit cmeptr, cocrasunu 0,77 (95 % U 0,40-1,50), 0,91 (95 % 11 0,54-1,54)
u 0,51 (95% A1 0,24-1,07) cOOTBETCTBEHHO. OTH pe3yJbTaThl KIMHUYECKOH MPAKTHUKE
COTJIACYIOTCS C YCTaHOBJICHHBIM ITPpOduiIeM 0e30IMacHOCTH sl JaHHOTO MOKa3aHUsL.

B mocTperucTpaiiioHHOM HEWMHTEPBEHIIMOHHOM uccienoBanuu Oosnee 40 000 mamueHTOB U3
YeThIpeX CTpaH 0e3 paka B aHaMHe3¢ MOJy4ald PUBApOKCa0aH sl JICYCHHS WU TPOPHIAKTUKA
TI'B u TOJIA. Yacrora coObituii Ha 100 mamweHTO-NET [T CHUMIITOMHBIX/KIMHHYECKU
BbIpaXeHHBIX ~ BTO/TpoMO03IMOOIMYEeCKUX ~ COOBITUH, TPUBOAAIIMX K  TOCHUTAIU3AINH,
BapsupoBaia ot 0,64 (95 % JU 0,40-0,97) B Benmukobpuranuu mo 2,30 (95 % AU 2,11-2,51) B
I'epmannu. KpoBoTeueHus, MPUBOASIIKE K TOCIIUTAIN3AINN, BOZHUKAIN CO CICIYIOIIEH 4acTOTON
Ha 100 manmenTo-ner: 0,31 (95 % [N 0,23-0,42) nns BHyTpuuepenHbix KpoBowsiusHui, 0,89
(95 % 11 0,67-1,17) miast sxenny104HO-KHIIEYHbIX KpoBoTeueHwuid, 0,44 (95 % JIU 0,26-0,74) nns
yporeHuTtaiabHbIX kpoBoTeueHuit u 0,41 (95 % AN 0,31-0,54) nns apyrux KpoBOTEUEHUH.

eTH
Dapmakoounamuueckue d¢hghexmot

[Iporpom6unOBOE Bpems (Neoplastin), AUTB u anTtH-Xa akTUBHOCTb, U3MEPEHHAS C TOMOIIBIO
KaJIMOpPOBAaHHOTO KOJIMYECTBEHHOI'O TECTA, TECHO KOPPENIMPYIOT C KOHLEHTPALMSIMU B ILJIa3Me
KpoBu y gnereil. Koppensuuss Mexnay aHTH-Xa aKTHBHOCTBIO M IJIA3MEHHOM KOHIIEHTpaluen
SBJIAETCS JIMHEHHOW C TAHI€HCOM YIJIa HAkJIOHa MpsMoM, Omu3kuMm K 1. MoryT BO3HMKATh
WHIUBUAYATbHbBIE PACX0XKACHUS 00Jiee BRICOKUX WM O0Jiee HU3KUX 3HAUYEeHUH aHTH-Xa aKTUBHOCTH
[0 CPAaBHEHUIO C COOTBETCTBYIOIIMMHU KOHLEHTpalUsSMU B IIa3Me KpoBU. B mepuon neueHus
puBapokcabaHOM He TpedyeTcss MPOBOJUTH MOHUTOPUHI TApaMETPOB CBEPTHIBAHUS KPOBH.
OnHako, eciay JJIsl 3TOTO €CTh KIIMHUYECKOe 0OOCHOBaHUE, KOHIEHTPAIMKA pHUBapoKcabaHa MOTYT
ObITh M3MEPEHbl B MKI/JII TpPH IOMOIIM KaIUOPOBAHHBIX KOJIMYECTBEHHBIX TECTOB AaHTU-Xa
aktuBHOCTH (cM. Tabnmuiy 7 B pazzene 5.2. mia Auana3oHOB HaOIOIaeMbIX KOHIICHTpALUNA
puBapokcabaHa B Iuia3Me KpoBH y aeTeil). [Ipu wcmonp3oBaHUM TecTa aHTH-Xa aKTUBHOCTH JUIS
KOJIMYECTBEHHOW OIIEHKM KOHIEHTpaluil puBapokcabaHa B Ija3Me KpOBHU Yy JeTeil HeoOX0oauMo
YUUTHIBATh HIKHHMM TpEeAeN KOJWYECTBEHHOW OIleHKHU. [loporoBele 3HaueHHs A1 KPUTEpPUEB
3¢ PeKTUBHOCTH MK O€30MACHOCTU HE YCTAaHOBJICHBI.

Knunuuecras sghpghpexmusrnocmo u 6e3onacnocmo

Jleuenue BTD u npodpunakmuxa peyuousos BTD v nauuenmos 0emcko20 803pacma

bbuto npoBeneHo 6 OTKPBITBIX MHOTOLIEHTPOBBIX MCCIENOBAHUN C yYaCTHEM JETEH, B KOTOPHIE B
oOuiem ObuIM BKIIIOUEHBI 727 nereit ¢ moAaTBepkAeHHON ocTpoil BT, u3 xoTopsix 528 nomydanu
puBapokcabaH. Jlo3a puBapokcabaHa, KoTopas IpUMEHsIach y JeTel oT poxkaeHus 1o 18 set, Oblia
CKOPPEKTUPOBaHA M0 Macce Tela M MPHUBOJAWIA K JEHCTBUIO prUBapokcabaHa, aHAJIOTMYHOMY MpU
npueme 10361 20 Mr puBapokcabaHa OJIMH pa3 B CyTKM y B3pociblXx mamueHtoB ¢ TI'B, uto
noATBepkaeHo B uccienoBanuu 11 a3l (cm. paznmen 5.2.).

EINSTEIN Junior — panoMH3UpOBaHHOE OTKPBITOE MHOTOIIEHTPOBOE KIIMHHYECKOE HCCIICTOBAHHE
Il pa3er ¢ akTuBHBEIM KOHTpOJIeM ¢ ydactueM 500 manueHToB (B BO3pacTe OT poXKaeHus 10 18 ner)
c moxarBepxaeHHoW octpoit BTD, u3 koropwix 276 nereit 6puin B Bo3pacte oT 12 go 18 jer,
101 pebenok — ot 6 g0 12 net, 69 neteit — ot 2 10 6 yieT U 54 pebGeHKa B Bo3pacTe 10 2 JeT.

BTD xiaccuduuupoBanace kKak kaTerep-accouuupoBanHas BTD (90/335 mamuentoB B rpymme
puBapokcabana, 37/165 manweHTOB B TpYIIE Mpenapara CpaBHEHHs), TpOMOO3 BEH TOJOBHOTO
Mo3ra U cuHycoB (74/335 maiueHToB B rpynne puBapokcabana, 43/165 manueHTOB B Trpymie
npernapata cpaBHeHMs]) uiaM kak apyrue BTD, Bxmowas TI'B u TOJIA (He xaretep-
accormupoBanHas BTD, 171/335 mammentoB B rpymie puBapokcabana, 85/165 manueHToB B
rpyIine npemnapara cpaBHeHus). Hanbomnee pactipoctpanennoit BTO y gereit ot 12 no 18 ner Ovina
He KareTep-accounnpoBanHas BTO y 211 nereit (76,4 %); y nereit ot 6 no 12 net u ot 2 10 6 et —
TpomM0O3 BEH TOJOBHOIO Mo3ra W cuHycoB y 48 mereit (47,5%) wu y 35 gereit (50,7 %)
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COOTBETCTBEHHO; y JIeTel miajie 2 JieT — Kkarerep-accouunpoBanHas BTO y 37 nereit (68,5 %)). B
rpymnie puBapokcabana He ObUIO AeTedl miaame 6 MecsaueB ¢ TPOMOO30M BEH TOJIOBHOTO MO3ra U
CHUHYCOB. Y 22 MallM€HTOB C TPOMOO30M BEH TOJIOBHOIO MO3ra M BEHO3HBIX CHHYCOB OblIa
unopekus [ITHC (13 mamuentoB B rpynme puBapokcabaHa ¥ 9 ManueHToB B TIpyMIe Ipernapara
CpaBHEHUA).

BTD Oblna cropoBOIHMpOBaHA MOCTOSHHBIMH WM BPEMEHHBIMH (AKTOpaMU pHUCKA WM HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereii.

[TarueHTHl TIONMyYanW HAaYallbHOE JICYCHHUE TEPANeBTUYCCKUMH J103aMU HEPPAKIIMOHUPOBAHHOTO
renaprHa, HU3KOMOJICKYJISIPHOTO TrenapuHa Wid (poHIamapuHyKca B TEUCHHE 1O KpalHeW mepe
5 AHE, Tocie 4ero ObLIN paHJAOMU3HPOBAHBI B COOTHOIICHUH 2:1 WU B TpyNmy puBapokcabaHa B
7103€, CKOPPEKTHPOBAHHOM 10 Macce Tella, WJIM B TPyIIy npenapara cpaBHeHus (remapunbl, ABK)
B TEUEHHE OCHOBHOI'O IEpHOja JieueHus, cocTaBuBiuero 3 mecsna (1 mecsi s nerei muaiie
2 et ¢ karerep-accoruupoBanHo BTD). Eciam 3T0 KIMHMYECKH BO3MOXKHO B KOHIIE OCHOBHOT'O
Mepuo/ia JCUCHHs MPOBOAMIACH MMOBTOPHAS BU3YyaIH3allUsl COCYJIOB, NIEPBUYHAS MPOBOJIMIACH HA
JTarne BKJIIOYEHHs] B HccienoBaHue. I[locnme 3Toro mpuem uccieayeMoro mperapara MOr ObITh
MpEKpaIieH WiH, Mo PEUICHUIO UCCIEA0BATENs, MPOA0HKAIICS CYMMAapHO A0 12 mecsieB (1 aetei
Miazame 2 JIeT ¢ Karerep-accormupoBanHoii BTD o 3 mecsueB). [lepBuuHON KOHEYHOW TOYKOM
3¢ GeKTUBHOCTH ObUTa YacToTa CHMITOMHOTO peuuanBa BTD. I[lepBHYHON KOHEYHOH TOYKON
0e30macHOCTH ObllIa KOMOMHUPOBAHHAS YacTOTa OOJIBIIMX M KIMHUYECKH 3HAYMMBIX HEOOJBIIHNX
KpoBOTCUCHHIH. Bce KoHeuHble TOYKH J(P(HEKTHBHOCTH W OCE30MACHOCTH IICHTPAIM30BAHHO
OIICHUBAJIUCh HE3aBUCHMBIM KOMHTETOM, [UII KOTOPOro OBLIO 3acieIuieHO pachpeneieHue
MAIMEHTOB M0 TpyImaM JiedeHus. Pe3ynbTarhl 3QGEeKTUBHOCTH W OC30MACHOCTH IMPHUBEACHBI B
Tabmuax 12 u 13 HuxKe.

Peunnus BTD npousomen y 4 u3z 335 manieHToB B Tpymine puBapokcabana u'y 5 uz 165 nanueHToB
B Tpymnmne cpaBHeHUs. KoMOMHHMpOBaHHas 4acToTa OOJIBLIOIO KPOBOTEUEHMS W KIMHUYECKU
3HAYUMOTr0 HeOOJbIIOro KpoBoTeueHus: otmedanach y 10 u3 329 manuentos (3 %), momydaBumx
puBapokcaban, u y 3 u3 162 mauumenroB (1,9 %), momyuaBmux mnpemnapar cpaBHeHus. Yucras
KInHnYeckas 3(p(exkTUBHOCTh (KOMOMHHMpOBAaHHAs YacTOTa CHUMITOMHOrO penuauBa BTO u
OO0JIBIIIOr0 KPOBOTEUEHMs) OTMeueHa y 4 u3 335 manMeHToB B Ipymie puBapokcabaHa 'y 7 u3
165 manuenToB B Tpymnme cpaBHEHHs. PexaHanu3anusi BEHBI IPH TOBTOPHOW BU3yalU3aIllH
Habmoaanack y 128 u3 335 manueHToB MpH JIedeHUH puBapokcabaHoMm U 'y 43 u3 165 mauueHToB B
rpymIe mpenapara CpaBHEHUs. JTH pe3yJbTaThl ObLUTH B IIEJIOM COIOCTAaBUMBIMHU y JIeT€H Pa3HBIX
BO3pacTHBIX rpyni. B rpynne puapokcabana 6s110 119 nereii (36,2 %) ¢ 1100bIM KPOBOTEUEHUEM,
BO3HHKIIMM Ha ()OHE TeparuH, a B TpyIIe npenaparta cpaBHenus — 45 nereit (27,8 %).

Tab6anna 12. lannbie no npopuiaio 3¢gpPpeKTHBHOCTH puBapoKcadaHa U npenapara cpaBHEeHHs
B KOHII¢ OCHOBHOI0 NEPHO/A JIeYeHHUsl

Cob PuBapoxcaban IIpenapat cpaBHeHust
oobITHE
N = 335* N = 165*

Pennnus BTD (mepBu4Had | 4 5
KOHEYHAas TOYKA (1,2 %, 95 % J1H1 0.4-3.0 %) (3,0 %, 95 % U

1 01 s T Jy 0
3¢ PEKTUBHOCTN) 0 1,2-6,6 %)
KomOuaHupoBaHHas KOHEYHas 6
TOYKA: CMMITOMHBIA pPELUIUB | g
BTD + 6eccumnToMHOE (3,6 %, 95 % A1
YXyAIIEHHe TPH  MOBTOPHOU (1,5 %, 95 % JI1 0,6-3,4 %) 1,6-7,6 %)
BHU3YaJIM3aliH T
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KombOuaupoBanHas KOHEYHas
TOYKA: CHUMITOMHBIH pELUIUB

BTD + 6eccumnToMHOE 21 19

YXYILICHAC + OTCYTCTBHE (6,3 %, 95 % AU 4,0-9,2 %) (11,5 %, 95 % AU 7,3-17,4 %)
U3MEHEHUN ITpU  [OBTOPHOMU

BHU3yalIHU3aliu

Pexkananuzamust ~ BeHBl  IpHU 128 43

TIOBTOPHOH BH3yaJIM3alliH (38,2 %, 95 % 1 33,0-43,5 %) | (26,1 %, 95 % AU 19,8-33,0 %)
KomOunupoBanHast KOHEYHas

TOYKA: CHUMITOMHBIH pPELUANB 4 7

BTD + Gonbuioe  KpoBOTEUCHHE | (1,2 %, 95 % JIU 0,4-3,0 %) (4,2 %, 95 % J11 2,0-8,4 %)
(uncTasi KIIMHUYECKAs BBICOJ1a)

TpombosmboIHs JIETOYHOM | 1 1

apTepudl CO CMEPTEJIBHBIM MU . . . . . .
HECMEPTEIBHBIM HCXO/I0M (0,3 %, 95 % AU 0,0-1,6 %) (0,6 %, 95 % AU 0,0-3,1 %)

* — moiHas BBI60pKa JJIsL aHaJin3a, TO €CTh BCC ACTH, KOTOPBIC ObLIN PaHAOMU3UPOBAHBI

JAW — noBepuUTeNbHBIN HHTEPBAI

Taoauna 13. Jlannbie no npodguiiio 6e30MaCHOCTH pUBaApPOKcadaHa M Mpenapara CpaBHeHNUs B
KOHIIe OCHOBHOI'0 NepHo/a JieYeHHUsI

Cot PuBapoxcaban I[Ipenapart cpaBHeHUsI
o0bITHE
N = 329* N =162*

KoMOuHMpOBaHHAsT KOHEYHash TOYKa!
OOJBLIOE KPOBOTEHYEHUE + KIMHHYECKH | 1() 3
3HaYMMOE HEOOIBIIOoe KPOBOTEUYCHHE
(HepBHYHAs KOHETHAL touka | (3,0 %, 95 % AN 1,6-5,5 %) | (1,9 %, 95 % JI1 0,5-5,3 %)
0e301acHOCTH)

0 2
Bonbuioe kpoBoTeueHue (1,2 %, 95 % A1

(0,0 %, 95 % 1IN 0,0-1,1 %)

0,2% - 4,3 %)

JItoboe KpoBOTEueHHE, BO3HUKIIIECE HA 119 (36.2 % 45 (27.8 %
(dhone Tepanuu

* — BpIOOpKa IS aHann3a 0€30MacHOCTH, TO €CTh BCE JIETH, KOTOphle ObUIM PaHIOMH3HUPOBAHBI M TMOIYYUIIH, TIO

KpaifHeit Mepe, OJIHy 703y HCCIEAyEeMOro JEKapCTBEHHOTO TIpernapara

[Mpodune sddexkTuBHOCTH M O€30MaCHOCTH pUBapokcabaHa OBUT B IIEJIOM COMOCTaBUMO Y
neauarpudeckoi nomynsunu ¢ BTO u B3pocnoii nonymnsiuuu ¢ TI'B/TOJIA, onqHako cooTHOIIEHKE
MAlMEHTOB C JIOOBIM KPOBOTEYEHHEM OBLIO BBINIE B MeAuarpudeckod momyssmuu ¢ BTD mo
CpaBHEHHIO co B3pocioi nomyssiueit ¢ TTB/TOJIA.

[TanueHThl ¢ TPOMHBIM TO3UTUBHBEIM A®C BBICOKOTO PHCKA

B cmoHcupyemom  mcciemoBaTeneM  paHIOMHU3HPOBAHHOM  OTKPBITOM  MHOTOIIEHTPOBOM
WCCIIEIOBAaHHUH C 3aCIIETUICHHOMN OIIEHKOW KOHEYHBIX TOUEK PHUBApOKCa0aH MU3ydajcs B CPAaBHEHUU C
BaphapvHOM Y MalMEHTOB ¢ TPOMOO30M B aHaMHe3e, Y KOTOpbIX auarHoctupoBan ADC ¢ BHICOKUM
PUCKOM TpOMOOIMOOTHUECKUX COOBITUN (TOJIOKUTEIBHBIA Pe3yNbTaT JJsl BCEX TPEX TECTOB Ha
A®C: Hanuuue BOJYaHOYHOTO AHTUKOATrYJISHTA, aHTUTENl K KapAWOJUIIMHY W aHTUTEN K Oera-2-
riukornporeuny I). [Tocne Brmouenus 120 manueHToB UCCIeA0BaHNUE OBLIO MPEKPAIICHO JOCPOIHO
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M0 MPHYUHE MOBBIIICHHOW YacTOTHI COOBITHH y TAIMEHTOB B rpymIe puBapokcabana. CpemHsis
MPOJOJDKUTENFHOCTh  TIEpUOJIa HAONIONCHUS CcOocTaBwia 569 nHel. 59 manueHToB ObUIH
pPaHIIOMHU3HPOBAaHBI B TpYyNIly puBapokcabana B jgo3e 20 mr (15wMr i DanueHToB ¢
KK < 50 mui/mun) u 61 — B rpynny Bapdapuna (MHO 2,0-3,0). TpomGosmOonuueckue coObITUS
npousouuid y 12 % nanueHToB, paHIOMU3UPOBAHHBIX B IPYIIy pUBapokcadaHa (4 MIIeMHUYECKUX
uHCynbTa ¥ 3 UIM). ¥V manueHToB, paHIOMU3UPOBAHHBIX B IPyMIly BapdapuHa, COOBITUS HE ObUIH
3apeructpupoBanbl. bosbiioe kpoBoredenue mnpouszounuio y 4 mauueHtoB (7 %) w3 rpymIsl
puBapokcabaHna u 2 manueHToB (3 %) u3 rpymnisl BaphapuHa.

5.2. apMaKoOKHHeTHYECKHEe CBOHCTBA

AOGcopOrms

[TpencraBnennas Huxe HHGOpMAaNKs OCHOBaHA HA JIaHHBIX, TOJYYEHHBIX BO B3POCIION MOMYJISIINY.
PuBapoxcaban ObicTpo BcackiBaeTcst; Cmax ToCTHraeTcs dyepes 2—4 gaca rnocie npruema TabJeTKy.

[Ipu mpueme BHYTpb B BUJIE TaONeTOK B jao3upoBke 2,5 mr u 10 Mr puBapokcabaH BcachIBaeTcs
MPAKTUYECKH IOJIHOCTBIO, TPU 3TOM €ro O0momocTynHocTh Bbicokas (80—100 %) nHezaBuCHMMO OT
npuema nuimy. COBMECTHBIN ¢ MUIEH nmpueM puBapokcabana B qo3e 2,5 Mr u 10 Mr He BIUseT Ha
AUC u Cmax puBapokcabana.

B cBsI3u cO CHMKEHHOMN CTENEHbIO BCACHIBAHUS OMOJIOCTYITHOCTD IOCIIEe MPUEMa BHYTPb Ta0JIETKU
20 mr HaTomak cocrapisiia 66 %. [Ipu npueme puBapokcadbana B TadyieTkax 20 Mr BMecTe ¢ THIIeH
Habmoaanock yBenuuenue cpeanero 3HadyeHus AUC Ha 39 % 1no cpaBHEHUIO ¢ IpUEMOM TabJIeTOK
HATOIIAK, YTO CBHJIETEIBCTBYET O MPAKTUYECKH TIOJTHOM BCAaCBHIBAHUH M BBICOKOW OMOIOCTYITHOCTH
mpemnapata npu mnpueme BHYTpb. [lpenmapar PuBapokcabaH, TabneTKd, MOKPBHIThIE MJICHOYHON
0001049KOi#A, 15 Mr u 20 Mr ciexyeT IpUHUMATh BO BpeMst e/ibl (cM. paszen 4.2.).

dapMakOKMHETHKAa  pUBapoKcabaHa  XapakTepHU3yeTCs  yMEpPEeHHOH  MEXHWHIUBUAYaTbHOU
BapuabenbHOCThIO B nuamnazone (koaddumuent BapuadenpHoct (CV%)) Bapeupyer ot 30 % 1o
40 %.

BcacriBanue puBapokcabaHa 3aBUCHT OT MECTa €ro BBICBOOOXKIICHUSI B HKEIIYJOYHO-KHUIIICYHOM
Tpakte. Ilpu BBeleHUM TIpaHyJsATa pHUBapOKcabaHa B MPOKCUMAIbHBIM OT/AET TOHKON KHUILIKU
Habmonanock cHmxeHne Ha 29 % u 56 % B AUC u Cmax COOTBETCTBEHHO, B CPABHEHUH C IPUEMOM
1eJIoN TabneTku. DKCMO3MIKA Mpernapara TakkKe YMEHbIIAeTCs MPH ero BBEIEHUHM B JAUCTAJIbHBIN
OTJe] TOHKOW KHIIKM WM BOCXOJALIYI0 000704yHyr0 KuIIKy. Cremyer u30eratb BBeIEHUS
puBapokcabaHa B KeNIyJIOYHO-KUIIEYHBIH TPAaKT TUCTAJbHEE >KENIy/IKa, MOCKOJBbKY 3TO MOXET
MOBJIEYb CHIKEHHE BCACBIBAaHUS M, COOTBETCTBEHHO, SKCIIO3HIINU pUBapoKcabaHa.

buonocrynaocts (AUC u Cmax) pruBapokcabaHa MnpH npuemMe BHYTpPb 11e10i TabJIeTKH B JO3UPOBKE
20 Mr ObLTa comocTaBUMa C OMOJOCTYITHOCTBIO TIperapara B BHJIE W3MENbYCHHOH TabneTkw (B
cMecHu ¢ sI0JOYHBIM IMIOpEe MM CYCIIEHIMPOBAHHONW B BOJIE) M BBEJIECHHOM uepe3 Ha30TracTpasbHbIN
30HJ, C TOCIHEAYIOUMM MPHUEMOM SHTEPaJbHOTO TNHTAHUA. YUHUTHIBas TMpeacKa3zyeMblit
J10303aBUCUMBIN  (hapMaKOKMHETHUYECKH Tpoduiab puBapokcabaHa, pe3yJbTaThl JIaHHOTO
UCCIeI0BaHMs OMOIOCTYITHOCTH IPUMEHUMBI TaKXKe U K 00Jiee HU3KUM J03aM.

Pacnpenenenue

B opranusme denmoBeka 0oJbIas yacTh puBapokcabana (92—-95 %) cBs3piBaeTCs ¢ OeTKaMU TIa3MBbI
KpOBH, B OCHOBHOM pHBapoKcabaH CBS3bIBAETCSI C CHIBOPOTOYHBIM anbOymMuHOM. OO0beM
pacrnipenenenus (Vss) yMEpEHHBINH U COCTABISIET MpUOIu3uTensHo S0 1.

BI/IOTDaHCd)ODMaHI/IH U 3JIMMHUHAIWA

[Ipubmmu3uTebHO % OT TMOJYYEHHOW BHYTPH J03bI pHBapoKcabaHa MeTaOONMHM3UPYETCS W 3aTeM
BBIBOJUTCSl MOYKAMHM U Y€pe3 KHILEYHUK B PaBHBIX COOTHOIIEHUsX. OcTaBiiasica )3 MOJIy4eHHOU
BHYTPb [I03bI BBIBOJUTCSl TOCPEACTBOM MPSMOM ITOYEUHOW SKCKpPEIMM B HEU3MEHEHHOM BHJIC

37



TJIaBHBIM 00Pa30M 3a CYET aKTHBHOMW MOYEUHOMN CEKPEIUH.

PuBapokcaban mertabonusupyercs nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a taxxke npu
IIOMOIIM MEXaHU3MOB, HE3aBUCHUMbBIX OT CHUCTEMbl LUTOXpPOMOB. OCHOBHBIMH YYacTKaMHu
OouoTpaHcGopMauu SIBISIOTCS OKUCICHHE MOP(OIMHOBON TPYIIBI M THAPOIN3 AMUIHBIX CBS3EH.
CornacHo JaHHBIM, ITOJNy4eHHBIM IN Vitro, puBapokcabaH sBIsieTCs CyOCTpaTtoM i OEIKOB-
nepeHocYnKoB P-gp u Genka pe3aucTeHTHOCTH paka MoJIouHO# xkene3sl (BCRP).

Heusmenennslii puBapokcabaH siBiseTcss HauOojiee BaKHBIM COEIMHEHHEM B IUIa3M€ KpPOBH,
OCHOBHBIC WM AaKTUBHBIC IUPKYJUPYIONME METAa0OIUTHl B IJIa3Me HE OOHApYKCHBI.
PuBapoxcabaH, cUCTEMHBINA KIMPEHC KOTOPOTO COCTaBiseT MpuOiau3uTenbHo 10 /4, MOXeT ObITh
OTHECEH K JIEKapCTBEHHBIM BEILECTBAM C HU3KUM KiMpeHcoM. [lociie BHYTpUBEHHOrO BBEICHUS
no3bl 1 mMr T'. cocraBnsier npumepHo 4,5 yaca. [locne mpuema BHYTph BBIBEJIEHHE Ipenapara
OTPAaHUUYMBAETCSI €r0 CKOPOCThIO BcachiBaHUs. T'2 cocTaBiseT OT 5 10 9 4acoB y MOJIOJBIX
ucneiTyemMbIX 1 11-13 yacoB — y MannueHToB MOXKUIOTO BO3PACTa.

JInHeNHOCTh (HEINMHEHHOCTE)

dapMaKOKMHETHKA pUBapoOKcabaHa MPaKTHUYECKU JIMHEWHA TpU J03axX 10 15 Mr ouH pa3 B CyTKHU.
IIpu npumeHeHun puBapokcabaHa B 0ojee BBICOKHMX J103aX HaOJIOJAeTCsl OrpaHUYMBAEMOE
pacTBOPEHHEM BCACBhIBAHHUE CO CHHKEHHEM OMOJOCTYMHOCTH U CKOPOCTH BCachlBaHUA. JTO Oosee
3aMETHO MpU IpHUEMe HaTOLIAK, HEYKENH [IPHU PUEME C MTUIIEH.

Oco0ble I'pYHIIBI MAalIMCHTOB

Ilon

Y My>XYMH U KEHIIWH KIMHUYECKH 3HAYUMBIX pa3iuduil papMakOKHHETUKU HEe 00OHAPYKEHO.
Jluya noowcunoco 6o3pacma (cmapwe 65 1em)

VY HanueHToB MOXKHJIOTO BO3pacTa KOHLIEHTpAIUs pUBapoKcabaHa B IUIa3Me KPOBHU BHIIIE, YEM Y
MOJIOZIBIX TanueHToB; cpenHee 3HaueHne AUC npuOnusutensHo B 1,5 paza mnpeBbllIaer
COOTBETCTBYIOIIME 3HAUEHHUS Y MOJIOJIBIX MAIMEHTOB, TJIaBHBIM 00Pa30M, BCIEACTBHE KaXKyILErocs
CHUKEHUS 00I1IeT0 U MOYeuHoro KimpeHca. Koppekiuu 1031 He TpedyeTcs.

Macca mena

Cy1iecTBeHHbIE U3MEHEHHUSI MacChl Tela y B3pOCibIX mManueHToB (MeHee 50 kr u Gonee 120 kr)
TUIIb HE3HAUYUTENbHO BIUSIOT Ha KOHIEHTpPAILMI0 pUBapokcabaHa B Ia3Me KpOBU (paziuyue
cocraBisieT MmeHee 25 %). Koppekiuu 10361 He TpeOyeTcs.

Mesicomuuueckue paznuvus

KnuHuyeckn 3HaYMMBIX pa3nuuuil  (GapMakOKMHETHUKH U (QapMakOAMHAMHUKH Yy TAllHEeHTOB
€BPONEONIHOM, adpoaMepHUKaHCKON, JIATHHOAMEPUKAHCKON, SITOHCKOW MJIM KUTAlCKON STHHYECKOU
MIPUHAJICKHOCTH HE HAOJI01aI0Ch.

Ileuenounas neoocmamounocms

VY nmanueHTOoB ¢ HUPPO30M MEYEHH U JIETKOM CTEeTeHbI0 MEYEHOYHON HeA0CTaTOYHOCTH (Kjacc A 1o
knaccupukanun  Yaitna-Ileto)  ¢dapmakoknHeTnka puBapokcabaHa JHMIIb — HE3HAYUTEIHHO
OTJIMYaJIach OT COOTBETCTBYIOIIMX MOKa3aTelel B KOHTPOJIbHOW IpyMIe 3J0POBBIX JT0OPOBOJIBIEB
(B cpennem orMevanock yeennueHune AUC puBapokcabana B 1,2 pa3za). Y manueHTOB ¢ LUPPO30OM
MEYEeHU U IEYCHOYHON HEeI0CTaTOYHOCTBIO Cpe/lHEel CTeNeH! TshkecTH (kiacc B mo kinaccudukanmn
Yaiinn-IIsto) cpennsis AUC puBapokcabana ObLla 3HAuMTENbHO MOBBIIIEHA (B 2,3 pasza) 1o
CpaBHEHHUIO CcO 310poBbIMU J00poBodbilaMu. AUC HECBSI3aHHOTO Tperapara IOBBIIIANACH B
2,6 pa3. Y Takux MaIMEHTOB TAK)K€ CHUXKAJIOCh BBIBEJCHUE pUBapoKcabaHa MOYKaMH, aHAJIOTHYHO
HalMeHTaM ¢ HapylleHueM (QyHKIMM IoYeK cpelHell cTeneHu. JlaHHble O IPUMEHEHUH Ipenapara
y MalMEHTOB C HapyIIeHHeM (DYHKIIMH MIEYEHH TSKEJIOW CTETIeHU OTCYTCTBYIOT.
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[TogaBnenue akTuBHOCTH (akTopa Xa YBEIMYMBAJIOCH B 2,6 pa3 y MAallMEHTOB C HapYyIICHUEM
(GYHKIMM TICYEHW CpEeIHEH CTENEeHH TSHKECTH MO CPABHEHHUIO CO 3J0POBBIMH J0OpPOBOJIBLIAMU;
MIOKa3aTeNy TMPOTPOMOMHOBOTO BpPEMEHHM TakKe yBenuuuBanuch B 2,1 pasa. [lamuenTsr c
MEYCHOYHONH HEIOCTaTOYHOCTBIO CpPEOHEW CTENEeHM TSHKECTH Ooyiee YyBCTBUTEIBHBI K
puBapokcalbaHy, YTO SIBISETCS CIIEACTBHEM OOJiee TECHOW B3aMMOCBS3M (apMaKOAWHAMUYECKUX
3¢ pexToB U (hapMaKOKMHETUYECKHX IapaMeTpoB, 0COOEHHO MEXIy KOHIIEHTpaluel mpemnapara u
IPOTPOMONHOBBIM BPEMEHEM.

[Ipenapat PuBapokcust mpOTHBOIIOKAa3aH MAlMEHTaM ¢ 3a00JIEBAHUSAMH MEYCHH, TPOTEKAIOLIUMH C
KOaryJionaTuef M pHUCKOM KJIMHUYECKH 3HAUYUMOIO KPOBOTEUEHHUs, BKIIOYAs MALMEHTOB C
IIUPPO30M TIE€YEHU C MEYEHOYHOW HenocTaTOYHOCThIO kiacca B u C mo kmaccudukanmu Yaitng-
ITero (cMm. pasgen 4.3.).

Toueunas neoocmamoyunocme

YBenuueHue SKCIO3UIMU pUBapOKcadaHa KOPPEIHPOBAIO CO CHIDKEHHEM (PYHKIHMU MOYEK, 4YTO
onenusaiioch 1mo KK.

VY manueHTtoB ¢ HapyuieHHeM QyHKmuu mnodek jerkoi cremenu Tsokectu (KK 50-80 miu/mumn),
HapymiearneM (QyHKIUU modek cpenHeit creneHu Tsokectn (KK 30-49 mur/mMuH) uimv HapylieHHEM
bynkun nouek Tsokenoit crenenu (KK 15-29 mu/mun) Habnroganock cooTBeTcTBeHHO 1,4-, 1,5- 1
1,6-kpaTHOE  yBEeNWMYCHHWE KOHIICHTpanuii  puBapokcabama B mia3me kpoBu (AUC).
CootBetcTBYyIOIICE yBENHUEHUE hapMakouHAMUUECKUX 2P PEKTOB ObUIO 00Jiee BEIPaKEHHBIM.

VY nanueHToB ¢ HapylieHHeM (YHKIUU TOYEK JIETKOW, CPEIHEH M TSHKEIOH CTEICHBIO TSDKECTH
o01iee NMoJaBiIeHUe aKTUBHOCTH (akTopa Xa yBenauuuBaioch B 1,5, 1,9 u 2 pa3a no cpaBHEHHUIO cO
3I0POBBIMH JOOPOBOJIBIIAMU; TTPOTPOMOMHOBOE BpEMs BCIICICTBUE JEHCTBUS (hakTopa Xa Takke
yasuHsuiocs B 1,3, 2,2 u 2,4 pa3za COOTBETCTBEHHO.

JlanHble 0 mpuUMeHeHHH puBapokcabaHa y mnanueHToB ¢ KK <15 mn/mun orcyrcrtByror. He
pekoMeHayeTcs MpUMeHATh mnpernapar y mnanueHToB ¢ KK < 15 mn/mun. Crnenyer coGmronaTh
OCTOPOXKHOCTb IPU MPUMEHEeHUH TpernapaTa y nanueHToB ¢ KK 15-29 mu/muH (cm. paszaen 4.4.).

DapMaKOKHMHETUYECKUE JAHHBIC V MTAIIMEHTOB

VY B3pOCIBIX MAIMEHTOB, MOMYYAIOIINX puBapokcadan B qo3e 20 Mr ouH pa3 B CyTKH JJIs JICUCHUS
octporo TI'B, reomerpuueckoe cpennee KoHueHTpanuii (90 % npenukTUBHBIN HHTEpBa) yepes3 2—
4 yaca ¥ mpuMepHO uyepe3 24 yaca mocie Impuema J103bl (YTO MPUMEPHO COOTBETCTBYET Cmax U
MUHUMaJIbHON KOHIEHTpauuu (Cmin) B MHTEpBaie J103UpoBaHusl) coctaBuio 215 (22-535) mxr/n u
32 (6-239) MKI/11 COOTBETCTBEHHO.

dapmakoknHeTnyeckas-papmakonguaamuyeckas (PK/D /1) 3aBucUMOCTE

Cootnomenne OK/DJ] mexay koHIEHTpalell puBapokcabaHa B Ijla3Me KPOBU M HECKOJIBKUMH
KOHEUHBIMU (papMakoJMHAMUYECKUMHU Toukamu (MHruOupoBanue Qaxtopa Xa, I[1B, AUTB, Hep-
TECT) OIEHUBAJIOCH TOCTE MpUeMa MMPOKOTo aAuamna3zoHa /103 (oT 5 mo 30 Mr 1Ba pa3a B CyTKH).
B3auMocBs3p Mexly KOHILIEHTpale puBapokcabaHa M aKTHBHOCTBIO (pakTopa Xa HamIydlInM
o0pa3oM MPOJEMOHCTPUPOBAHA C HCMOJb30BaHUEM MOJETH Emax. s [IB mMozens nuHeiHOM
perpeccuu B II€JIOM JIy4Ille ONMUCHIBAET JaHHBIC. YTIOBOW KOA(PPHUIMEHT 3HAUUTEIILHO MEHSIICS B
3aBUCHMOCTH OT PEaKTHBOB, UCHOJb3yeMbIX i omnpenenenus 11B. [Ipu ncnonb3oBanuu Habopa
Neoplastin ucxonnoe 3Hauenue [IB coctaBuio okono 13 ¢ ¢ HakJIOHOM JUHMM OKoso 3—4 ¢
(100 mkr/m). Pesymeratel aHamuza cooTHorrenuss OK/®J[ B wuccnemoanusx I u I daser
COOTBETCTBOBAJIM aHAJIOTMYHBIM MTOKA3aTENSIM Y 3[JOPOBBIX ITAIIUEHTOB.

VYV mnamuentoB ¢ OKC, momywaromux puBapokcaban B go3¢ 10 Mr oawmH pa3 B CYTKH IS
npodunaktuku BTD, reomerpuueckoe cpennee koHmeHtparuii (90 % NpenuKTHBHBIA MHTEPBAN)
yepe3 2—4 daca U mpuMepHO uepe3 24 yaca mociie mpuemMa A03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOW U MUHHMAJIbHOM KOHIIeHTparmsaM) coctaBmiio 101 (7-273) mxr/n u 14 (4-51) mxr/n
COOTBETCTBEHHO.
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CTH

bezonacHocTh 1 3¢ EeKTUBHOCTh pUBapOKcabaHa y NeTei 1 MOIpOCTKOB B Bo3pacte ot 0 mo 18 mer
M0 TIOKAa3aHUIO «MPOQUIAKTHKA HMHCYJIbTa W CUCTEMHOW TpPOMOOIMOOIMH Yy TAlMEHTOB C
bubpuUISIIIHEN TIpeICepInii» HEKIIATAaHHOTO MTPOUCXOXKICHHS HE YCTAaHOBJICHEI.

Abcopoyus

Jletu nonyvanu puBapokcadaH B BUJE TaOJETOK WIN CyCIIEH3UH JJIs IPUEMa BHYTPb BO BpEMs WU
cpazy Iocjie KOPMJIEHUS WIM IpHeMa IUIIHM, BMECT€ C OOBIYHOM NOpHMEN MKXUIKOCTH IS
o0ecrieyeHrs1 HaJUIeXKaIero J03UpoBanus y aereil. Kak y B3pocibIx, Tak U y JeTel puBapokcadbaH
OBICTPO BCachIBaeTCs MOCJE MEPOPANbHOrO MpHeMa Mpenapara B JIEKApCTBEHHOW (hopMme TabiieTKu
WM TPaHyJIbl JUIsl IPUTOTOBIIEHUS CYCIIEH3UU JJIs pueMa BHYTpb. He oTMeuanoch pa3Hullbl HU B
CKOpPOCTH, HU B CTEIICHH BCACBIBAHUS MEX]y JIEKAPCTBEHHBIMU (hOpMaMU TaOJIETKU U I'paHyJIbl IS
MIPUTOTOBJICHHS CYCIIEH3UHU Uil TpueMa BHYTpb. JlaHHBIE O (apMakOKMHETHKE y JeTel mocie
BHYTPUBEHHOT'O BBECHUS OTCYTCTBYIOT, IO3TOMY abCOJIIOTHAsE OMOAOCTYIIHOCTh PUBApOKcabaHa y
JeTeil HeW3BeCTHA. bbUI0 O0OHAapy)KEHO CHIKCHHE OTHOCHUTENBHOW OHOJOCTYIHOCTH TpU
YBEJIUYEHUH /103 (B MI/KI' Macchl Teja), HA OCHOBAaHUHU YEro MOYKHO CJIeJIaTh HPEINOI0KeHue oo
OTrpaHHUYEHUSX abcopOmmu At 0ojiee BRICOKUX 103, JaKe IPH MpHeMe ¢ muiieid. PuBapokcaban B
Bujie TaOleToK No3upoBKOW 15 Mr mim 20 Mr ciefyeT NpUHUMaTh BO BpPeMs KOPMIIEHHS WM BO
Bpems efbl (cM. pasnen 4.2.).

Pacnpeoenenue

CrnenuduuHble B OTHOLICHWU JETEH TAaHHBIE O CBS3BIBAHMU pUBapoKcabaHa ¢ OelKaMu TUIa3MBbI
KPOBU OTCYTCTBYIOT. JlaHHBIE O (hapMakOKMHETHKE y JeTel Mocie BHYTPUBEHHOTO BBEICHHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y zeredl (Bo3pacTHoM aumamazoH ot 0 mo 18 mer) mocme
NepOpaJbHOTO IpHEMa pHUBApOKcabaHa, CHPOTHO3WPOBAHHBIA C IIOMOIIBIO MOIYJISIIMOHHOTO
q)apMaKOKI/IHCTI/I‘IeCKOFO MOACIIMPOBAHUSA, 3aBUCUT OT MACChI TCjJIa U MOXCT OLITh OIMHCaH C
MOMOIIBIO AJNTIOMETpUYECKON (PYHKIIMM CO CpeHUM 3HaueHueM 113 i1 1t cyObekTa ¢ Maccoil Tena
82,8 kr.

Buompancgopmayus u snumunayus

Cnenuduynpie B OTHOIICHWH JETeH JJaHHBIE O MeTaboau3Me OTCYTCTBYIOT. JlaHHBIE O
(dapMakOKMHETHKEe Yy JeTell mocie BHYTPUBEHHOI'O BBEACHHUS pHBapoKcabaHa OTCYTCTBYIOT.
Knupenc y pereir (Bo3pactHoil amamazoH ot 0 go 18 ;meT) mocie mnepopalibHOTO mpHeMa
puBapokcabaHa, CIPOTHO3MPOBAHHBIA C TOMOIIBIO MOMYJISILIUOHHOTO (HapMaKOKMHETHYECKOTO
MOJICIIMPOBAHUS, 3aBUCUT OT MAacCChl T€JIa M MOXET OBITh OMUCAH C TIOMOIIBIO aJUIOMETPHUYECKON
GyHKIMH CcO CcpeqHUM 3HaueHueM 8 /4 Juis cyObekta ¢ Maccod Tena 82,8 kr. Cpeanue
reoMeTpuuecKkue  3HaueHust  T%,  paccuMTaHHblE C  TIOMOINBIO  MOIYJISIIUOHHOTO
(bapMaKOKMHETUYECKOTO  MOJETHPOBAHMSA, YMEHBINAIOTCS C yMEHBLIEHHEM BoO3pacta |
BapbHpyIOTCs OT 4,2 Yaca y MOJAPOCTKOB JI0 TPUMEPHO 3 4acoB y eTel B Bozpacte 2—12 ner, 1o 1,9
u 1,6 yaca y nereii B Bozpacrte ot 0,5 10 2 net u MeHee 0,5 roa COOTBETCTBEHHO.

Ocobvie epynnsi nayuenmos

I'eomerpuueckoe cpennee koHueHTpauuid (90 % uHTEpBad) B MHTEpBAlIax BpeMEHH OTOOpa mpoo,
MPUMEPHO COOTBETCTBYIOIIUX Cmax U Cmin B HHTEpBaJE JO3UpPOBaHUsA, Yy neTeil ¢ octport BTO,
MOJTyYaloIMX PUBApOKCabaH B J03€, 3aBUCAILICH OT Macchl Tena, JUIS MOJYYEeHHs SKCIIO3UIMH,
COOTBETCTBYIOIIEN TAKOBOM y B3pOcibIX nanueHtoB ¢ TI'B, momydarommx no3y 20 Mr ouH pa3 B
CYTKH, TipesicTaBieHbl B Tabnuie 14.

Taboauua 14. CpoaHas craTtuctuka (reomerpuuyeckoe cpeanee (90 % uHTepBaN))
PABHOBECHBIX KOHIEHTpaunuii puBapoxcadaHa B mja3Me KpOBH (MKI/JI) B 3aBHCHMOCTH OT
peKHMA J03UPOBaHNS M BO3pacTa

Bpemennsie
HHTEPBAJIBI
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Omnn pa3 B or 12 5o or 6 10
N N - - - -
CYTKH 18 ser 12 ner
2,54 gaca 2415 229,7
171 24 - - - -
crycTs (105-484) (91,5-777)
20-24 gaca 20,6 15,9
151 (5,69— 24 424 - - - -
CrycTs 66.5) (3, 5,5)
1 6 ) oT
Ba pasa B |\ oT o |\ oT o |y 6 Mec. i )
CYTKH 12 ner 6 Jer
a0 2 jet
2,54 yaca 1454 171,8
36 38 2 H.p. - -
CIyCTSI (46,0-343) (70,7-438)
1016 wacon | 26,0 o |22 , 10.7
(7,99— 3 (1.p- } }
CIyCTSI 94.9) (0,25-127) H.p.)
Tpu pa3a B oTr 2 110 or or or
cyTiH N 6 ner N poxnenuss | N 6 mec. N pOXKIeHus
10 2 jer 10 2 jer 110 6 mec.
0,5-3 vaca 164,7 111,2 1143 108,0
5 25 13 (22,9- 12
CITyCTSt (108-283) (22,9-320) 3 46’) (19,2-320)
7—8 yacoB c 33,2 23 18,7 1 21.4 1 16.1
(18,7- (10,5~ (1,03-
CITyCTSI 99.7) (10,1-36,5) 65.6) 33.6)

H.p. — HE PacCUUTHIBAIOCH

3HaueHus1 HUKe HIKHETo mpezena konndectBeHHoro onpeaenenus (HITKO) 6putn 3amenenst Ha Y2 HITKO st pacuera
cratuctuku (HITKO = 0,5 Mkr/m).

DapmarokuHemuieckas-GapmakoOUHaAMUYecKas 3a6UCUMOCHIb
Ilon

Anamus MOJIYUYCHHBIX JaHHBIX HE BBISABUJI CYIICCTBCHHBIX pasnnqnﬁ B OKCIIO3UIIUHN pHB&pOKC&6aHa
y AETEN Pa3HOro MoJIa.

Macca mena

VY nereil no3a puBapokcabaHa 3aBHCUT OT MAcChl Tesa. AHaIM3 JaHHBIX, MMOJYYEHHBIX I JeTel,
HE BBIIBMJI 3HAYUMOTO BJIHMSIHHS HEJIOCTATOYHOW MAacChl Teja WM OXXHPEHHS Ha JKCIIO3UITUIO
puBapokcabaHa.

Meocomnuueckue pasiuyus

AHanu3 MOJYYEHHBIX JAHHBIX HE BBISIBMJI 3HAYMMBIX MEXKITHUYECKUX Pa3/IMdMil B 3KCIO3HLIHMU
puBapokcabaHa y JeTeil SIMOHCKOM, KUTalCKOW WM a3MaTCKOM 3THUYECKOW MPHUHAJJIEKHOCTU 3a
npenenamu SAnonun u Kutas nmo cpaBHeHUIo ¢ o011el neanaTpuyeckoi MomyJsiue.

Ieyenounas nedocmamoynocms

Knuaunueckue naHHble Ui AeTeil ¢ HapymeHHeM (QyHKIIMU TIeYeHH OTCYTCTBYIOT.

Houeunas nedocmamoynocme
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JlaHHbBIE KIIMHUYECKUX UCCIEAOBAHUM y JIeTel B Bo3pacTe 1 rojia u crapiie co CpeaHen U TSHKEIou
cTenenpio Hapymenus Gpynkuun nodek (CK® < 50 mn/mun/1,73 M? miIomamm moBepxXHOCTH Tena)
OTCYTCTBYIOT.

6. PAPMAIIEBTUHUECKHUE CBOMCTBA
6.1 IlepeuyeHb BcroMoOraTe/ibHbIX BellleCTB

MannuTon

ennron03a MUKpOKpUCTAIIIMYECKAs
Maxporon 8000

[Tonokcamep 188

Hatpus naypuncynbgar

Kpockapmennosa natpust

Kpemuust quOKCH KOJIJIOUTHBIN O€3BOTHBIN
Hatpus creapundymapar

Ilnenounas obonouxa

H]leHKOO6Da3VIOIMCl}Z CMECH.

I'umpomernoza-2910 15 cP
Makporoa 4000

Turana auoxcun (E171)
Kenesa okcun kpacubiii (E172)

6.2. HecoBMeCTUMOCTH
Henpumenumo.
6.3. Cpok roaHocTH (CpOK XpaHeHHsl)

5 ner.

H3MenrYeHHBIC Ta0JECTKH

W3menvuennble TabneTku mnpemnapata PuBapokcus cTaOuiabHBI B BOJIE U B SIONIOYHOM TIOpE B
TeyeHue 4 4acosB.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH
XpaHuTb MpH TeMIieparype He Boiie 25 °C, B OpuruHaJIbHOM OJUCTepe.
6.5. XapakTep U cojep:KaHHe YIAKOBKH

I[To 10, 12 wmm 14 Tabmerok B OimcTepe W3 MPO3PAYHOTO KOMOMHHMPOBAHHOTO MaTepHalia
MOJIMBUHUIIXJIOPU A/ TIOTUBUHIIIAICHXIOPUAA/ TIOMUBUHIIXJIOPU/IA M ATIOMUHHUEBOMN (DOIBIH.

ITo 3, 6, 9 umu 10 6amcrepos (1o 10 Tabmerok) uiu mo 5 GiuctepoB (1o 12 Tadnerok) wiw 1o 1, 2,
4,7, 12 umu 14 6mucrepoB (o 14 TabneTok) BMeCTe ¢ TUCTKOM-BKJIQBIIIEM MOMENIAIOT B MAYKy
KapTOHHYIO.

He Bce pa3sMEphbI YITAKOBOK MOTYT OBITh AOCTYIIHBI JIA pCaIn3alnu.

6.6. OcoOble Mepbl NMPEeIOCTOPOKHOCTH NMPH YTHIN3ANMU MCHOJIb30BAHHOIO JIEKAPCTBEHHOIO
npenapara MM OTXO0J0B, MOJYYEHHBIX MOC/Je NMPUMEHEHHUsI JIEKAPCTBEHHOIr0 Mpenapara, u
Apyrue MAHUIYJISLIMU € IPenapaTomM
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H3menryeHune TabJIEeTKH U BBEACHHC Uepe3 HA30TracTPAIbHBIM 30H]T

N3menvuennas tabierka npernapata PuBapokcusi MOXeT OBITh BBEACHA UYepe3 Ha30racTpalbHBIN
3ou7. [lepen BBengenunem npemnapara PuBapokcus HeoOX0IMMO yOeAUTHCS, YTO 30H]] pacloiaraeTcs
B kenynke. Cremyer M3MeNbYuTh TaOIeTKy M cMemarb ¢ 50 MJ BOXBI, 3aT€M BBECTH dYepes
HazoractpayibHblil 30H7. [locne yero HeoOxoIMMO BBeCTH HEOOJIBIIIOE KOJIUYECTBO BOJIBI Ui TOTO,
9TOOBI CMBITH OCTATKU TIperapara co CTEHOK 30Haa. [lockonbky abcopOmus puBapokcabaHa
3aBUCUT OT MeCTa BBICBOOOKICHHS JEHUCTBYIOIIETO BEIECTBA, ClieyeT u30erarb BBelICHUS
puBapokcabaHa JHMCTaIbHEE >KETyJKa, B MPOTUBHOM CIydae ATO MOXKET MPHUBECTH K CHIKECHHUIO
abcopOuuu M, CleI0BaTEeNIbHO, K CHIDKEHHIO JKCHO3MIMM JeiicTByromero BemectBa. [locne
BBEJICHUSI M3MEIIbUYeHHOW Ta0neTku mnpemapata PuBapokcus 20 Mr ciemyer HEMEIJICHHO BBECTH
SHTEpaAIbHOE NTUTaHue (cM. pazzaeinsl 4.2. u 5.2.).

Het 0co0bIx TpeOoBaHUil K yTHIN3AINH.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A

CnoBenus

AO «KPKA, n.1., HoBo MmecTo»
[[Imapsemika necra 6, 8501 Hoso mecTo
Tenedon: +386 7 331 21 11

dakc: +386 7 332 15 37

Anpec snekrponnoii moutsl: info@krka.biz

7.1. IlpeacraBuTeJIb AEprKATE/Is] PETHCTPAIMOHHOIO YA0CTOBEPEHUs!

[Iperen3uu noTpeduTeneit HaNPaBIATh 110 aJPECy:

Poccuiickas @enepanns

000 «KPKA-PYC»

143500, MockoBckast o0u1., . Mctpa, yin. MockoBckas, ja. 50
Tenedon: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec anekrponHoii moutsl: Krka-rus@krka.biz

Pecny6nuka benapychb

ITpencraButenscTBo AxiumonepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnyonuka CnoBenust) B Pecrryonuke benapych

220114, r. MuHnck, yn. ®unumoHoBa, 1. 2517, oduc 315

Tenedon: 8 740 740 9230

@axc: 8 740 740 9230

Anpec snekrponHoi moutsr: info.by@krka.biz

Pecny6nuka Kazaxcran

TOO «KPKA Kazaxcran»

050040, r. Anmatsl, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Tenedon: +7 (727) 311 08 09

Anpec snextponHou moutsl: info.kz@krka.biz

PecniyOnuka ApmeHus

[MpencraButenbcTBo «Kpka, a.1., HoBo Mecto» B PecriyOinke ApMmeHus

0001, r. Epesan, yn. Han6anass, n. 106/1 («CAAT-HOBA» BUSHEC-LIEHTP), oduc 103
Tenedon: +374 11 560011

Anpec snekrponnoii moutsl: info.am@krka.biz

Keipreizckas Pecrybnuka
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[IpencraButensctBo AO «KPKA, ToBapHa 3apaBuin, a.1., HoBo mecto» B Kbipreizctane
720040, Yyiickas obaacts, r. bumkek, OynbBap DpKuHIMK, 1. 71, 010K A

Tenedon: +996 (312) 66 22 50

Anpec anekTponHol mouthl: info.kg@krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

JITI-Ne(000716)-(PT-RU)

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KATErOPUM OTIYCKa «IIO PELIETITY».

OO0mas XxapakTepuCTUKa JIEKApCTBEHHOro Ipernapata PuBapokcus JOCTYIHa B €IMHOM pEecTpe
3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3uiickoro »KOHOMHYECKOTO COI03a M Ha

oduIMaILHOM caiirte YIOJIHOMOYEHHOI'O opraHa (3KCnepTHOM OpraHU3AIIHH )
https://Ik.regmed.ru/Register/EAEU_SmPC.
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