COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 03.12.2024 N2 26672

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIOFO TIPETAPATA “C05)

1. HAUMEHOBAHHUE JJEKAPCTBEHHOI'O ITIPEITAPATA
PuBapokca6an [ICK, 15 mr, TabiieTK, MOKPHITHIEC TNIEHOYHOU 000TOYKOM.

Pusapokca6an [ICK, 20 mr, TabsieTKH, MOKPHITHIC TNIEHOYHOU 000TOYKOM.

2. KAYECTBEHHBIA U KOJTUYECTBEHHBIN COCTAB
JelicTByto111ee BEIECTBO: pUBApOKcabaH

Pusapokca6ad I[ICK. 15 mr, TaOJIETKH, OKPLITHIE INIEHOYHO 000I0YKON

Opnna Tabnerka cogepxut 15 Mr puBapokcabaHa.
BcnomorarenbHble BeliecTBa, HAIMYME KOTOPHIX HAJO YUYHUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

Pusapokca6ad I[1CK. 20 mMr, TaOJIETKH, IOKPLITHIE INIEHOYHON 000I0YKON

Opnna Tabnerka cogepxut 20 Mr puBapokcabaHa.
BcnoMorarenbHble BElecTBa, HAMYME KOTOPBIX HAIO YUYHUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapara: JJakTo3a, KpacuTeNlb COTHEYHBIN 3aKat xentbiii E110 (cM. pasnen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIECH B pazaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIC TNIEHOYHONW 000I0UKOM

Pusapokca6ag I[ICK. 15 mr, TaOJIETKH, OKPLITHIE INIEHOYHOH 000I0YKON

Kpyrmnbie, TBOSIKOBBITYKIIbIC TAOJIETKH, MOKPBITHIE TIEHOYHON 000JI0UKON 3eleHoro 1sera. Ha
HU3JI0ME LBET TA0JIETOK OENBIA WK OYTH OENIbIN.

Pusapokca6an I[1CK. 20 mMr, TaOJIETKH, IOKPLITHIE INIEHOYHON 000I0YKON

Kpyribie, TBOSIKOBBITYKJIbIC TaOJIETKH, MOKPHITHIC IEHOYHOW 000JI0YKOM po3oBoro 1Bera. Ha

W3JIOME LBET TA0JIETOK OENBIA WK OYTH OENIbIN.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zanusi K NPUMEHEHUIO

Bspocabie

[IpodpunakTuka WMHCYJIbTa MW CHCTEMHOM TpoMOosMOomuu ¢ GuOpHwLIALKEH Mpencepauii
HEKJIAIIAHHOTO IIPOUCXOXKICHHSL.

Jleuenne TpomOo3a riny6okux BeH (TI'B) m tpomOGosMOommu nerounoit aprepuu (TIJIA)
npodmiaktuka peruansoB TI'B u TOJIA.

CTH
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Tabremxu 0o3uposkoti 15 me: nNe4eHWE BEHOIHOU Tpoﬂg'oslqu;lm; "(ﬁ%"%§ I_ll/I— I;Jdd)nnefiifHKa

peunnuBoB BTO y nereit u moapocTkoB B Bo3pacte 10 18 ser ¢ maccoit tena ot 30 kr g0 50 xr
II0CJIE HE MEHEe 5 THEW HavaJabHOM NapeHTEPaIbHON aHTUKOATYJITHTHON TEPAIIH.

Tabnemxu oosuposkoui 20 me: nedeHne BeHO3HOU TpomOodmbOonauu (BTD) m mpodunakTtuka
peuuauBoB BTD y nereit u moapocTKOB B Bo3pacte 10 18 jmet ¢ Maccoit tena 6osee 50 Kr mocie
HE MeHee 5 THEeW HadalbHOU MapeHTepalbHOM aHTUKOATyJITHTHOU TEepaIlnu.

4.2. PexxuM 103MpPOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

IIpogunaxmuxa uncynoma u cucmemHou mpomooIMO0IUL Y 83POCIBIX

PexomennoBannass no3a cocraeinsger 20 Mr oaMH pa3 B JE€Hb, 4YTO TaKXe SBISETCS
PEKOMEHI0BAHHON MAaKCUMAaIbHOM CYTOYHOU J030M.

Tepanus nmpenapatom Pupapokcaban ITICK momkHa paccMmarpuBaThCsi Kak JOJITOBPEMEHHOE
JieYeHue MpU YCIOBHUH, YTO TOJb3a OT NPOMUIAKTUKN UHCYJIbTa U CUCTEMHON TpoMOOIMOOIHMH
IIPEBBILIAET PUCK KPOBOTEUEHHUs (cM. pa3zaen 4.4.).

Ecnu mpueM 1036l mpomyIieH, MalueHT JOHKeH HEMENJECHHO MPUHSATH TaONeTKy mpernapara
PuBapokca6an [ICK u Ha crnemyronuii JeHb IPOIOJDKATH MPUEM TpernapaTa OJIiH pa3 B ICHb Kak
PEKOMEHI0BaHO. B 3TOT ke JeHb He CilelyeT NMPUHUMATh JBOMHYIO 103y JUIsl KOMIIEHCALIMHU
IIPOITYLIEHHOM J103bI.

Jlewenue TI'B u TOJIA u npoghunakmura peyuousos TI'B u TOJIA y e3pocivix

PexoMeHnnoBaHHas HayalibHas 103a npu JieueHuu ocTpbix TI'B i TOJIA cocrasnsier 15 mr nBa
pasa B IEHb B TEUEHHUE NEPBBIX 3 HENENb C MOCIEAYIOINM EPEX010M Ha 103y 20 Mr OIMH pa3 B
JIeHb 715 IanbpHeiero geueHus u npodmiakTuku penuausos TI'B u TOJIA.

Kopotkast mpomomKuTenbHOCTh Kypca JedeHus (Kak MUHUMYM 3 MecsIa) JO0JDKHA OBITh
paccmoTpena aiist manueHToB ¢ TI'B nnun TOJIA, cipoBOIMPOBaHHBIX CEPbE3HBIMU 00PATUMBIMH
dakTopamu pucka (T.€. HeJJaBHEE CEPhE3HOE XUPYPruIeCKOE BMENIATEIbCTBO WIIH TpaBMa). bosee
JUTATENIbHBINA TIEPHOJ JISYEHUS JJOJDKEH OBITh paccMoTpeH Juist nauueHToB ¢ TI'B mmm TOJIA, He
CBSI3aHHBIMU C CEPhE3HBIMU 00paTUMBIMU (PaKTOpaMU PUCKa, C HecTipoBonrpoBaHHbIMU TT'B min
TOJIA, mmu ¢ TI'B, unu TOJIA B anamHE3e.

Koraa nokaszana npojierHas npoduiaktuka peuuauBoB TT'B wam TOJIA (mocne 3aBepiieHus
Kak MUHUMYM 6 MecsueB nedeHus TI'B nnu TOJIA), pekomenoBanHas 1o3a cocrasisger 10 mr
OJIMH pa3 B zeHb. [lanyentram ¢ BeIcOKUM puckoM penuausupyromero TI'B i TOJIA, Takum
KaK IalWeHThl C TSKENBIMU COMYTCTBYIOUIMMH 3a00JIEBaHUSAMU WJIH Y KOTOPBIX pa3BHIICA
peuunuBupytomuii TT'B wim TOJIA npu mpomneHHON TpodHIaKTUKE pHUBapoOKcabaHOM B
no3upoBke 10 Mr oguH pa3 B JCHb, HEOOXOAMMO pACCMOTPETh HA3HAYCHHE Mperapara

Pusapokcaban I1CK B no3upoBke 20 Mr ouH pa3 B JI€Hb.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

TIHaTeHBHOﬁ OLCHKKU TMOJIb3bI JICUCHUA TPOTUB PHCKA BO3HUKHOBCHUSA KPOBOTCUCHUA

(cMm. paznmen 4.4.).

CymmapHast
Iepuon Cxema mpuema

CyTO4YHasl 1032
Jleuenue u npodunakTuka Ot 1 no 21 nua 15 mr aBa pa3a B AeHb 30 mr
peuuauBoB TI'B unm TOJIA C 22 nusa 20 Mr ouH pa3 B I€Hb 20 mr
[po¢unakTuka peruIuBOB ITocne kak MUHUMYM 6 Mec 10 Mr* omuH pa3 B IeHb WK

10 mr wmm 20 Mr
TI'B u TOJIA nedenns TI'B u TOJIA 20 MT OJMH pa3 B JICHb

Ipumeuanue. * — B ciyuae HeoOXOAMMOCTH NpuéMa mpenapara B no3€ 10 M CleayeT NPUMEHATH IPENapaThl

puBapokcabaH, BBIITYyCKaeMbIi B COOTBETCTBYIOIIEH TO3UPOBKE.

Ecnu mpuem 10361 poIyIieH pu peXuMe J03upoBaHus 15 Mr nBa pasza B aAeHb (AeHb 1-21),

MalMeHT JIOJDKEH HEeMEIJIeHHO NpuHATh mpenapar PuBapokcaban ITICK s moctrkeHus

cyrounoit no3el 30 mr mpemaparta PuBapokcaban I[ICK. B manHOM crmydae nBe tabmetku 15 mr

MOTYT OBITh NPUHATHI B OJIWH mpueM. Ha crenyromwuii AeHb MAUEHT IOHKEH MPOIOKATh

pEeTYJISIpHBIN IpUEM Mpenapara 15 Mr aBa pa3za B I€Hb KaK peKOMEHI0BAHO.

Ecnu npueM A03bl MpOMyLIEH NPU PEXHUME JTO3UPOBAHUSA OJAMH pa3 B JE€Hb, MALMEHT JIOJKEH

HEMEUIEHHO MpHHATH TalneTrky mnpenapata Pusapokcaban [ICK u Ha cnemyromuii aeHb

MPOJIOJIKATH IPUEM MpernapaTa OJUH pa3 B JIEHb KaK peKOMEHJI0BAaHO. B 3TOT ke eHb He cleayeT

IIPUHUMATh JBOMHYIO 03y JUIsl KOMIIEHCALUH MTPOMYILEHHOMN J03Bl.

Jleuenue BTO u npoghunaxmuxa peyuousos BTO y demeti u noopocmxos

Jleuenne npenaparom Pusapokcaban [ICK y gereit u mogpocTkoB B Bo3pacTe 10 18 jeT JomKHO

OBITH HAYaTO MOCJIC HE MEHEee 5 JHel HayaJlbHOW MapeHTepalbHOW aHTUKOATYJISTHTHOHN Tepanuu

(cm. paszmen 5.1.).

Jlo3a 11 nerel 1 OAPOCTKOB PACCUUTHIBAETCS B 3aBUCUMOCTH OT MAaccChl TeJa:

e wmaccatena ot 30 kr 10 50 Kr: pekoMeHI0BaHHas 103a 15 Mr puBapokcabaHa OfuH pa3 B JICHb,
YTO SIBJIIETCS MAKCUMAJIbHON CyTOYHOMU JT0301;

e wmacca Tena 50 kr wim 6onee: pekoMeH0BaHHas 03a 20 MT puBapokcabaHa OJIMH pa3 B ICHb,
YTO SIBJIAETCS MAKCUMAJIBHOM CyTOUYHOU JT030M.

e IS MAlMEeHTOB ¢ Maccod Tenma meHee 30 Kr HEOOXOMUMO MPHUMEHSTH APyTUe Mpernaparhbl
JOCTYITHBIC Ha PhIHKE B (JOPME TpaHyI ISl PUTOTOBIICHUS CYCIICH3UH [Tl IPUEMa BHYTPb.

Ha perynspHoit ocHOBe HEOOXOAMMO MOHUTOPUPOBATE BeC peOeHKA U ITepecMaTpuBaTh J03y. ITO

HE00X0uMO, YTOOBI 00ecreunTh Mojiep KaHue TepaneBTudeckoil 1036l. KoppektupoBka 10361

JIOJIKHA BBIMIOJIHATHCS TOJIBKO HA OCHOBAaHWUY M3MEHEHUSI MacChl Tea.

Tepanus y neTeil 1 MoApPOCTKOB JOJDKHA MTPOJIOJKATHCS 110 KpaliHEW Mepe B TEUEHHE 3 MECSILIEB.
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HeoOXxonuMocTH. JlaHHbIE B TOJJIEPIKKY CHIKEHMS J03bl y JIeTel mocie 6 MecsleB Teparnuu
OoTCyTCTBYIOT. COOTHOIIEHHE NOJIb3a-PUCK INPU JJIUTEIBHOCTH TEpalMM CBBILIE 3 MECSLEB
JOJIKHO OIIEHMBAThCSl MHIMBUIYalbHO, MPUHUMAasi BO BHMUMAaHHUE PHUCK pelUIuBa TpoMOO3a U
MOTEHIUATBHBIN PUCK KPOBOTECUEHUS.
Ecnu nmpueM 10361 npomymieH, He00X0JUMMO PUHSTH MPOMYIIEHHYIO 103y KaK MOXHO OBICTpee
1ocJie TOTO, KaK 3TO 3aMETHJIM, HO TOJBKO B 3TOT € JeHb. ECiM 3TO HEBO3MOXHO, MALIMEHT
JIOJKEH TPOIYCTUTH 3TY 103y M MPOAOKUTH MPUEM CO CIEAYIOLIEH A03bl B COOTBETCTBHM C
Ha3HauYeHWeM Bpauda. [lanueHT He NOJDKeH NpUHHMAaTh JBOMHYIO 103y I KOMIIEHCAlUH
IIPOITYLIEHHOM J103bI.
Ilepexoo ¢ anmaeconucmos sumamutna K (ABK) na npenapam Pusapoxcaban [ICK
e [IpodumrakTuka MHCYIbTA U CUCTEMHON TPOMOOIMOOIIHNH:
cienyet npekpaTuTh euenne ABK u nHagyats ieuenue npenaparom Puapokcabdan [ICK npu
3aauenn MHO < 3.0.
e Jleuenne TI'B, TOJIA u npodunakTuka peUaAUBOB Y B3pOCIBIX, a TAKXKe MpH jedeHnn BT
U IpodUITaKTHKE PELUIUBOB Y IETEH:
cienyet npekpatuTh JeueHne ABK u Hauats neuenne npenapatom Puapoxcaban IICK npu
sHauennn MHO < 2.5.
[Ipu mepexone marmentoB ¢ ABK na mpemapar PuBapokcaban [ICK 3nauenus MHO Oyayt
omMO0YHO 3aBBIINICHHBIMH TIOCHIE MpueMa npenapata PuBapokcaban [ICK. MHO we moaxoaut
JUIS OTIpENeJICHUs] aHTUKOATYJISIHTHOM akTUBHOCTH mpemnapara Pusapoxcaban [ICK u mostomy
HE JOJIKHO MCTOJIB30BaThCs C 3TOM LENbIo (CM. pazzen 4.5.).
Ilepexoo ¢ npenapama Pusapoxcaban I[ICK na ABK
CymiecTByeT BEpOATHOCTh BO3ZHUKHOBEHHUS HEJOCTATOUYHOTO aHTHUKOAryJIsHTHOTO 3¢ dekra npu
nepexojie ¢ npemnapara PuBapokcaban [ICK ma ABK. HeoOxonumo obecnieunTs HEmpephIBHBIN
JOCTAaTOYHBIM AaHTUKOATYJSHTHBIM 3(dekr Bo Bpems mepexoJa Ha aJbTepHATHBHBIN
anTuKoaryisHt. Cienyer oTMeTuTh, uTo npenapar PuBapokcaban I[ICK moxer criocob6cTBOBaTh
nosbienno MHO.
[Tantuentam, mepexosanum ¢ npenaparta PuBapokcadban [ICK na ABK, crneqyer omHOBpeMEeHHO
npunuMath ABK, noka MHO ne nocturuaer > 2,0. B TeueHue nepBbIx IByX JHEH MEPEXOIHOTO
nepuoia JoJKHA MPUMEHSAThCS CTaHaapTHas HadanbHas no3a ABK ¢ nocnenyromeii no3o0it ABK,
ompezaensieMor B 3aBucuUMocTH OT BennuuHbl MHO. Bo Bpemsi 0IHOBpeMEHHOTO MPUMEHEHUS
npenapara PuBapokcaban u ABK 3nauenne MHO noimkHO onpefensaThes He paHee, yeM uepes 24
yaca IIOclI€ IMpeablAylIero IpHeMa, HO [0 INpHeMa CIeAyoIlled J03bl Ipernapara

Pusapokcaban I1CK.
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[Tocne npekpainieHus npuMeHeHus npenapara P BaDOKCQ%g{I:I:lIéI%IE@%E%M%@%%&QI%HTB

JIOCTOBEPHO OIpeieNieHo Yepes 24 yaca mociie mprueMa mocieaHe 1036l (cM. pa3aenst 4.5., 5.2.).
emu
Hetssm, xoTtopwle miepeBoasTcss ¢ mpenapara Pusapokcaban [ICK nHa ABK, HeoOxommmo
poIoJDKaTh mpreM npenapaTta PuBapokcadan [ICK B Teuenue 48 gacoB mocie mpuema mnepBou
no3el ABK. Ilocne nByx nHell coBMECTHOrO npuMeHeHus cienyetr usmepurs MHO no npuema
CJIeAyIOUIeH 3armIaHupoBaHHON 10361 penapata PuBapokcaban [ICK. CoBmecTHOE TpUMEHEHHE
npenapara PuBapokcaban [ICK nu ABK pekomenmayercs npoaomxkars, moka MHO He mocTuraer
> 2,0. ITocne nmpekparnienus npumenenus npenapara Pusapokcadan [1CK 3nauenne MHO moxxet
OBITH JJOCTOBEPHO OIpEIENIEHO uepe3 24 yaca rmocie npuemMa mocyieHen 1035l (CM. BBIIIE U pa3ael
4.5.).
Ilepexo0 ¢ napenmepanvrvlx anmukoazyiaumos na npenapam Pusapoxcaban [ICK
VY B3poCHbIX U AeTel, MOMydyaloluX MapeHTepalbHble aHTHKOATYJSHTBI, CIEIYeT MPEeKPaTUTh
BBEJICHHE  TMApEHTEPaJbHOTO  AHTUKOATYJSIHTA M HayaThb NpPUMEHEHWE  Ipemnapara
PuBapokcaban [ICK 3a (-2 w4aca g0 BpeMEHH CJEIYIONIET0 IUIAHOBOTO BBEJICHUS
MapeHTepaIbHOTO Tpernapara (HampuMmep, HU3KOMOJIEKYJISIPHOTO TernapuHa) WIM B MOMEHT
IPEKpaLIEHUs]  HENpPephIBHOIO  BBENEHUS  MMApeHTEepalbHOrO  Mpernapata  (Hampumep,
BHYTPUBEHHOTO BBEJICHUS HE(PPAKIIMOHUPOBAHHOTO TeMapruHa).
Ilepexoo ¢ npenapama Pusapoxcaban [ICK na napenmepanbHble aHMUKOA2YIAHMbL
Cnenyer ormeHuTh mpenapat PuBapokcaban [ICK um BBecTH mepByIO 103y HapeHTEPATHLHOTO
AQHTUKOAryJIsiHTa B TOT MOMEHT, KOTJa HY>XHO ObUIO MPHUHSATH CIEIYIOIIyI0 J03Y Ipenapara
Pusapokcaban I1CK.

Oco0ble rpyInel NAKUEHTOB

Ilayuenmul ¢ Hapywenuem ynKyuu novex

Bspocnvie

Nmeromuecs: orpaHn4eHHbIe KIMHUYECKUE JaHHbIE IEMOHCTPUPYIOT 3HAYUTEIHHOE MOBHIIICHHE

KOHIIGHTpaLuil puBapoKkcabaHa B IUIa3Me KPOBU Y MAIIMEHTOB C TSHKEJION CTEMEHbIO HapyIICHUS

bynkuun nouek (KnKp 15-29 mn/mun). Benmencteue 3Toro uisi JaHHOW KaTErOpUU TMAllUEHTOB

npenapatr PuBapokcabaH cineayeT MPUMEHSITb C  OCTOPOXKHOCThIO. IlpuMeHeHue He

pexomenayetcs y narueHToB ¢ KnKp <15 mn/mun (cMm. pasnenst 4.4., 5.2.).

VY nauuenToB co cpenneit (KinKp 30—49 mn/mun) unm tsoxenoii (KinKp 15-29 mun/mMun) crenenbio

HapyLIeHHus PyHKIUN OYeK HeoOXOUMO CJIeI0BaTh PEKOMEHAINAM HIDKE:

e [Ipu npodunakTrke HHCYJIbTAa U CUCTEMHON TPOMOOIMOOIHH Y TAIUEHTOB C PUOpUILIAIINEH
npescepInii HEKJIalaHHOTO IPOMCX0XKICHUS PEKOMEHI0BaHHAas J103a COCTABIAET 15 Mr oiMH

pa3 B 1eHb (cM. pa3zaen 5.2.).
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e [lpu neuenun TI'B u TOJIA, u npoduiakruke DermnmaEd%"ljf:I"ﬂ_ Er”i’g : I/'fe'HTaM

HE0OXO0UMO MPUHUMATH 15 MT J1Ba pa3a B JIeHb Ha MPOTSHKEHUU MEPBBIX TPEX HEAECIb.
Brnocnencreuu, korna pekoMenyemast go3a npenapara PuBapokcaban [ICK cocrasut 20 mMr oauH
pa3 B JI€Hb, CIEAYET MPEAYCMOTPETh CHUkKEHUE 103bl ¢ 20 Mr 10 15 Mr oJiuH pa3 B JIeHb, €CIHU
PUCK BO3HUKHOBEHHSI KPOBOTEUYEHHUs y TalMeHTa Bbime pucka penuauBoB TI'B u TOJIA.
Pexomenmamuss 10 TpUMEHEHHWIO J03bI 15 Mr oOcHOBaHa Ha (hapMaKOKWMHETHYECKOM
MOJICIMPOBAHUH U HE U3ydYalach B KIMHUYECKUX MCCIIEOBaHUAX (CM. pasznensl 4.4., 5.).

Korna pexomenmoBanHas no3a coctaBisier 10 Mr oauH pa3 B J€Hb, KOPPEKIMH J03bl IO
CPaBHEHMIO C PEKOMEHI0BaHHOM He TpebyeTcs.
V narnueHToB ¢ jerkoi crenenbio HapymeHus ynkiuu nouek (KinKp 50-80 mn/mun) koppekmus
03Bl HE Tpedyercs (cM. pasaen 5.2.).
emu
e JleTu ¥ MOAPOCTKH C JIETKOM CTEMEHBIO HapyIIeHUs GYHKIUH MTOYEK (CKOPOCTh KITyOOUKOBOM
dusTpanuu 50-80 ma/Mun/1,73 M?): KOppeKIus J03bl He TpeOyeTcsl Ha OCHOBAHUH JAHHbIX

BO B3pOCJION MOMYJIALUNA U OTPAaHUYEHHOTO KOJIMYECTBA JAHHBIX B AETCKOW MOMYJSUU (CM.

paszmen 5.2.).

e JleTh W TOXPOCTKH CO CPEeOHEH MM TSDKEIOH CTENeHbI0 HapylleHUs (YHKIHMU IOYeK

(ckopocTh Kiy60ukoBoil puasTpanun <50 mu/mun/1,73 m?): npenapar Pusapokcadan IICK

HE PEKOMEHIYETCS B CBSI3M C OTCYTCTBHEM KIMHUYECKHX JAaHHBIX (CM. pazzuen 4.4.).
Iayuenmoi ¢ HapyuwieHuem QYHKyuU neveHu
[Ipenapar Puapokcaban [ICK mnpoTuBomokazaHn mnamueHTaM ¢ 3a00JI€BaHUSMH TICUYCHH,
COTIPOBOXKAAIOIIMMHUCS KOATyJIOMaTHed U pUCKOM KIMHUYECKH 3HAYMMOT0 KPOBOTEUEHUS, B TOM
Yycie MalueHTaM ¢ nuppo3oM rnedeHu kinacca B m C mo knaccudukanuu Yaitng-Ileio (cm.
paznmensi 4.3.,5.2.).

s neteit ¢ HapyieHneM (QyHKINUY I€YeHU KIIMHUYECKHE JaHHbIE OTCYTCTBYIOT.

Tlayuenmul nodxcunoco 6o3pacma

Koppekmus 1o3s He TpeOyercs (cM. pasaen 5.2.).

Macca mena

Koppekius 10361 y B3poCciabIx He TpeOyeTcs (cM. pazaen 5.2.).

Ho3a y nereii onpenensiercsl B 3aBUCUMOCTH OT MaccChl Tena.

Lion

Koppekmus 1o3sl He TpeOyercs (cM. pasaen 5.2.).

Iayuenmul, noosepearowuecs kapouosepcuu

Jleuenune mpenaparom PuBapokcaban [ICK mMoxeT ObITh HaUaTO WIJIM MPOJIOJDKEHO Y MAIlMEHTOB,

KOTOPBIM MOKET HOTpGGOBaTBCH KapaAuOBCPCHUA.
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NAIMEeHTOB, KOTOpBIE paHee HE MOJy4yald AaHTUKOATyJISSHTHOW Tepamuu, i oOecreyeHHs
a/IeKBaTHOM aHTHKOATyJIALUY JieueHue rnpenaparom Pusapokcaban I[ICK nomkHO HaunHATHCS 1O
MEHbIIIEN Mepe 3a 4 yaca 10 KapauoBepcuu. s Bcex malueHToB epe] KapAuOBEPCUE TOTAKHO
OBITH TIOJTYYEHO TMOATBEPKIECHHWE O TOM, YTO MAaIMEeHT NMpuHsI npenapatr PuBapokcaban [ICK B
COOTBETCTBUM C Ha3Ha4eHHEM Bpada. [Ipu NpuHATHM perieHnii 0 Havyajle ¥ IPOJOHKUTEIbHOCTH
JIEYEHUsl ClIeqyeT IPUHMMaTh BO BHMMAHME ACUCTBYIOIME PYKOBOJCTBA M PEKOMEHAALUU IO
AHTUKOATYJIIHTHOW TE€paluy y MalMeHTOB, TOABEPraloIIUMCs KapANOBEPCHH.

Ilayuenmol ¢ Quobpuriayueti npedcepouti HeKIANAHHO20 NPOUCXONCOEHUs, NepeHeculue
YpeckodHcHoe KOpoHapHoe emeuiamenscmeo (YKB) co cmenmuposanuem

Wmeercs orpaHnYeHHBIH ONMBIT NMpUMEHEHUs npenapara PuBapokcaban IICK B ymeHbIICHHOM
no3e 15wmr 1 pas B gens (mmm 10 mMr 1 pa3 B AeHBb IJis HAIMEHTOB CO CPEIHEH CTENEHBIO
Hapymenus pyuaknun nodek (KnKp 30—49 mn/MuH)) B KOMOMHAIUKM C HHTHOMTOPOM peEIenTopa
P2Y12 B Teuenume makcumyMm 12 MecsleB y NHalMEeHTOB ¢ (GUOpWuIALMEH mpencepauii
HEKJIAIaHHOTO TIPOMCXO0XKIEHUS, KOTOPBIM HEOOXOIUM MPUEM NTEPOPATHHBIX AHTHKOATYJISIHTOB U
nepeHecmux YKB co creHTupoBanunem (cM. pasaenst 4.4., 5.1.).

Hemu

BezonacHocts u 3¢ dexTuBHOCT, npenapata PuBapokcaban IICK y nereir B Bo3pacte ot 0 110
<18 ner no nmokazaHUIO NPOPHIAKTUKA UHCYIBTA U CUCTEMHONW TPOMOOIMOOINHU y MAIIMEHTOB C
bubpwuaIMe npencepAnii HEKJIAMMAaHHOTO TPOUCXOXKICHUsS HE yCTaHOBieHa. JlaHHBIE
OTCYTCTBYIOT. B cBsi3m ¢ aTuM, nipenapat Puapokcaban [ICK He pekomMeHayeTCs K MPUMEHEHHUIO
y nereil B Bo3pacTte 10 18 neT mo mokasaHusM WHBIM, 4eM JsedeHne BTD u mpodumaxtuxa
peuuauBoB BTO.

Croco0 IIpuMeHeHus

Bspocnvie
[Ipenapar PuBapokcabGaHn npeaHa3HavyeH A IpUeMa BHYTPb.
Tabnerku cieayeT NPpUHUMATH BO BpeMs Ipuema nuu (cM. pasnen 5.2.).

Hsmenvuenue mabaemox

Ecnmm manmeHT He CmocoOeH TPOTJOTHTh TaOJIETKy IIEJTMKOM, TalJjeTKa Tperapara
Puapokcaban [ICK moxer ObITh HM3MeNbUY€HA W CMEIIaHAa C BOAON WM SIOJOYHBIM IIOpE
HETOCPEACTBEHHO Nepe] IPUMEHEHHEM U IEpopaibHBIM prueMoM. [loce mpruema n3Menb4eHHOM
tabnetku mnpemnapata Puapokcaban [ICK 15 mMr mam 20 Mr HeoOXoauMO HE3aMEIJIUTEIHHO
OCYIIIECTBUTDH MIPUEM TTHIITH.

N3menbueHHas TabeTKa TaKKe MOKET OBITh BBEJIEHA UePe3 KEITYyAOUHBIN 30H] (CM. pasnen 5.2.).
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4yepe3 Ha30racTPAIbHBIA WM JKEITyJOYHBIA 30H] MOCJIE MOATBEPXIACHUS IOJIOKECHHS 30HIA B
xenynke. [locie sToro HeoOXOAMMO HPOMBITH 30HI BOMOH. B cBsi3m ¢ Tem, 4to abcopOums
puBapokcabaHa 3aBUCHT OT MECTa BBICBOOOXKICHHWS JCHUCTBYIOIIETO BEIIECTBA, HEOOXOIUMO
u30eratb BBEJICHUS pUBapoKcabaHa AMCTaJIbHEE >KEIyJKa, B MPOTHUBHOM CIIy4ae 3TO MOXKET
MPUBECTH K CHIDKEHUIO a0COPOLINU U, CIIE0BATEIHHO, K CHUKCHHIO YKCIIO3UITNH JIEHCTBYIOIIETO
BemiecTBa. llocie BBeneHuss W3MeNbUEHHOM TabneTku puBapokcabana 15 mr wam 20 mr
HEO0XO0IUMMO HE3aMEeUIUTEIHHO OCYIIECTBUTH IPUEM SHTEPATLHOTO MUTAHUS.

N3menpueHHbIe TAOJIETKH pUBapoKcabaHa CTaOMIBHBI B BOJIC U B S0JOYHOM MIOpE B TeUCHHE 4
4acoB.

Jlemu ¢ maccoii mena ne menee 30 ke

[Ipenapar PuBapokcaban I1CK npenna3nadex ajis mpueMa BHYTPb.

[TarueHTy HY>KHO PEKOMEHJIOBaTh MPOTJaThiBaTh TaOJETKy € KMIKOCThIO. Takke ee ciemayer
OpUHUMATh BO BpeMs npuema nuimu (cM. pasgen 5.2.). TabmeTku cienyer NpUHUMATH C
MHTEPBAJIOM ITPUMEPHO 24 yaca.

Ecnu nanuenT cppIruBaeT NpUHATYIO 103y HEMEAJIEHHO UM Y HETO HaYMHAETCsS PBOTA B TEUEHUE
30 MUHYT TIOCIIE pHUEeMa A03bI, HEOOXOIUM IIPHEM HOBO# 103b1. OTHAKO, €CJTU MMAIIMeHTa BEIPBAJIO
no3aHee 30 MUHYT MOCIe TprueMa J103bl, TOBTOPHOTO MpHeMa JI03bI He TpeOyeTcs, ¥ CleayIomas
71032 JT0JKHA OBITH IMOTYYeHA M0 PACITHUCAHHUIO.

Henb3s genuth Ta0NETKY C 1ENbIO MOTYYSHHs YaCTH J103bI OT TaOJIETKH.

Hsmenvuenue mabaemox

Bo3MoxxHO n3MenpueHue Ta6JIeTKI/I.

Ecnu manueHT He crmoco0eH MPOTNIOTHTh TaOJETKy IEeTUKOM, CIEAYeT HCIOIbh30BaTh APYTHE

npenapaThl TOCTYIHBIE HA PBIHKE B ()OPME TPaHyJI IJIsl IPUTOTOBICHUS CYCIICH3UH IS IpHeMa

BHYTpb. Eciii cycrieH3ust i1st mpreMa BHYTPb HE JIOCTYITHA Cpa3y, KOTa Ha3Ha4eH puBapokcadbaH

B 703upoBKe 15 Mr win 20 Mr, 3TH JTO3UPOBKM MOTYT OBITh HMOJYYEHBI IYTEM H3MENbUYCHUS

tabsetku 15 mr wim 20 Mr u CMEIIMBAaHUS €€ ¢ BOJION WU SOJOYHBIM MIOPE, HETIOCPEICTBEHHO

nepei MPUMEHEHHEM U TTePOPATHHBIM IPHEMOM.

M3menpueHHast TablIeTKa MOKET OBITh BBEICHA Yepe3 HA30TaCTPaIbHBIN MITH KEITyTOUYHBINA 30H/T

(cM. pazmen 5.2. 1 6.6.).

4.3. llpoTuBONOKA3aHUS

e [WmepuyBCTBUTENBHOCTh K pUBapoOKcabaHy WM K JIFOOOMY M3 BCIIOMOTATENILHBIX BEUIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

L AKTHBHOE KIMHHYCCKH 3HAYMMOE KpPOBOTCYCHHUC.
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HaIpUMep, UMEIOIAsACS WM HEJaBHO MEepPEHECEHHas KeJly0YHO-KUIIeUHas s3Ba, HaJluune
3JI0KaueCTBEHHBIX HOBOOOPa30BaHUIl C BEICOKUM PUCKOM KPOBOTECUCHHSI, HEJJABHHE TPABMBbI
TOJIOBHOT'O WJIM CIIMHHOTO MO3T'a, HEJJaBHUE ONEpaly HA IOJOBHOM, CIIMHHOM MO3T€ WJIU
rl1a3ax, HeJaBHEe BHYTPUUYEPENHOE  KPOBOM3IIMSIHME, OUATCHOCTUPOBAHHBIA  WMIIU
IpeJoiaraeMblii BAPMKO3 BEH MUILEBOJAA, apTepPUOBEHO3HbIE Malb(hOopMalluu, aHEBPU3MBI
COCYZI0B WJIM CEPBhE3HBIE NTaTOJIOTUH COCYAO0B MOJIOBHOI'O MJIM CIIMHHOTO MO3Ta.

e ConyrcTByromas Tepamusi KaKUMHU-THOO JIPYTMMH aHTUKOAryJsHTaMHu, HalpuMep,
He(PPaKIMOHUPOBAHHBIM TE€NAapUHOM, HHU3KOMOJICKYJIIPHBIMH TellapHHaMU (SHOKCAIapHH,
JanTenapuH W Jp.), NPOU3BOJAHBIMHU remapuHa ((PpOHAAMAPUHYKC U Ap.), HepopabHBIMU
aHTUKOAryJIsTHTaMH (BapdapuH, maduraTpaHa dTEKCUJIAT, alMKcabaH U Ap.), KpoMe ClydacB
mepexoja ¢ WIM Ha puBapokcabaH (cMm. pasgen 4.2) WM OpU  TPUMEHEHUU
HEe(PAKIMOHUPOBAHHOTO TeMapuHa B  J03aX, HEOOXOAUMBIX sl oOecredeHus
(YHKIIMOHMPOBAHUS LIEHTPATHHOIO BEHO3HOTO WIJIM apTEpUAIbHOTO KareTepa (CM. pas3zien
4.5).

e 3alboseBaHus MEYEHHU, MPOTEKAIOIINE C KOAryJjonaTtued U pUCKOM KIMHUYECKH 3HAYUMOTO
KpPOBOTEYEHHMsI, BKJIIOUas MALUEHTOB ¢ IUppo3oM neueHu (kinacc B u C no knaccudukamnmm
Yaitna-ITer0) (cM. pazgen 5.2).

e bBepemeHHOCTH U TEpHOA IPYTHOTO BCKapMIIUBaHus (CM. pasnen 4.6).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

B Teuenue Bcero neproia Ie4eHUs peKOMEHAYETCS KITMHUYECKOE Ha0II0/IEHHE B COOTBETCTBHH C

KJIIMHAYECKOU MPAKTUKON PUMEHEHUS aHTUKOATyJITHTOB.

Puck xpoBOoTEUYECHUSA

Kak u mpu mpueme Apyrux aHTUKOATYJISTHTOB, HEOOXOAUMO TIIATEIHFHO HAOIOATh MAIIMEHTOB,
npuHuMaromux npenapar PuapoxcaOan [ICK, ans BbIsBIEHUS NPU3HAKOB KPOBOTCUCHHUS.
[Ipenapar pexoMeHayeTCsi MPUHUMATh C OCTOPOKHOCTBIO IPU COCTOSHUSAX C IOBBILICHHBIM
PUCKOM  KpOBOTEUEHHWs. B  ciiyuae  TsDKENOro  KpPOBOTEUCHHs ~ INPHEM  Iperapara
PuBapokcaban [ICK momken ObITh mpekpaiiieH (cM. pazaen 4.9).

B xmmHMueckux HCCICAOBAHUAX KpPOBOTCUYCHHA U3 CIMU3UCTBIX O6OJ’IO‘-I€K (a HUMCHHO:
KPOBOTEUYECHHE U3 HOCA, JICCEH, KEITYA0YHO-KUIIIEYHOTO TPAKTa, MOYCIIOJIOBOM CUCTEMBI, BKITIOUast
AHOMAQJIbHOC BarvHAJIBHOE WM YCHJICHHOE MEHCTPYAIbHOE KPOBOTCUCHHE) U aHEMHS
HaOJIIOMaMCh Yalle MPH UTUTEIBHOM JICYCHUH PHUBAPOKCA0aHOM IO CPaBHEHUIO C JICUCHHEM
ABK. Takum o0Opa3oMm, B [ONOJHEHHE K HJIEXKANIEMy KINHHYECKOMY HAOIIOICHHIO,

1abopaTopHOE HCCIEAOBAaHUE TEeMOTJIO0MHA/TeMATOKPUTA MOXKET OBITh 3HAYUMBIM IS
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SIBHBIX KPOBOTEUCHHH B CITydyasiX, KOTAa MPUMEHUMO.
Heckonpko nmoArpymni naueHToB, yKa3aHHbIE HU)KE, HIMEIOT OBBIIIEHHBIN PUCK KPOBOTCUCHHUS.
HeoOxomumo TuiatensHo HAaOMIOAATh TAKUX MAIMEHTOB IMOCE Hayaja JICYeHHs] Ha MPU3HAKU U
CHUMIITOMBI OCJIO)KHEHHH B BUJIE KPOBOTCUCHUM U aHeMUH (CM. pas3jen 4.8.).
[Tpu m060M HEOOBSICHUMOM CHUKEHUHU T'eMOTII00MHA UITH apTepUAIbHOTO JIABJICHUS HEOOX0AUMO
UCKaTh UCTOYHUK KPOBOTEUEHHUSI.
[Tpu Tepanuu puBapokcabaHoM He TpeOyeTcsi pyTUHHBII MOHUTOPHHT €ro SKCIO3UIUU. TeM He
MEHee H3MEpEHHE KOHIEHTpPAllMh puBapokcabaHa C TOMOIIbIO KaJluOpOBAaHHOTO TecTa s
KOJINYECTBEHHOTO ONpEAETCHU aHTU-Xa aKTHMBHOCTH MOXKET OKa3aThCsl TIOJE3HBIM B
UCKJTIOUUTENIFHBIX CIIy4asx, Korga uHpopMaims o0 3KCIO3UIUN pUBapokcabaHa MOXKET OBbITh
UCIIONIb30BaHA MPU MPHUHITUM KIMHUYECKHM 3HAUYMMBIX pEIIeHUH, Hampumep, B cllydae
NepeI03UPOBKHU MU SKCTPEHHOTO XUPYPTrUYECKOro BMEIIaTeNIbCTBA (CM. pa3fen S.).

eTH
NmeroTcst orpaHnueHHbIE JaHHBIE O IPUMEHEHUH Y JeTel ¢ TPOMOO030M BEH TOJIOBHOT'O MO3ra U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh MH(MEKIus 1eHTpaibHoi HepBHOU cuctembl (IJHC) (cwm.
paszmen 5.1.). HeoOxoaumo TIiaTeapHO OIIEHUBATh PUCK KPOBOTECUEHUS MEpe]] HAa3HAYCHUEM U BO
BpeMs Tepaliy pUBapoKcabaHOM.

Hapyuienne dyHKIMH ITOYEK

VYV manueHToB ¢ TspKensiM HapyiieHueM (ynkiuu nodek (KnKp <30 mn/MuH) KoHIEHTpamms
prBapokcabaHa B TIa3Me€ MOKET OBbITh 3HAYUTEIHHO MOBBIICHHOU (B 1,6 pa3a B cpemHeM), 4To
MOYKET IPUBECTH K OBBIIICHHOMY pUCKY KpoBoTeueHHi. [Ipenapar PuBapokcadan IICK nomxen
IPUMEHSATHCS C OCTOPOKHOCTHIO y manueHToB ¢ KnKp 15-29 mn/mun. [Ipumenenue npenapara y
nanuenToB ¢ KnKp <15 mu/mun He pexomenayercs (cMm. pazaenst 4.2., 5.2.).

[Ipenapar Puapokcaban [ICK crnenyer mnpuUMEHSITh € OCTOPOKHOCTBIO y TIAIIUEHTOB C
HapymieHHeM (YHKIMM [OYeK, TMOJYYaloIIUX COIMYTCTBYIOIIME Tpenaparbl, KOTOphIE
YBEJIMYMBAIOT KOHIIEHTPAIMIO pUBapokcabaHa B mia3me (cM. pazzaen 4.5.).

[Ipenapar Puapokcaban [ICK He pexomeHayeTcs K MPUMEHEHHUIO y JIeTeld M TMOJIPOCTKOB CO
CpPeMHEW WM TSDKEIOW CTETNEeHBIO HapylieHUus (YHKIUKW TMOYeK (CKOPOCTh KIIyOOUKOBOM
dubTpanuu <50 m1/Mun/1,73 M) B CBA3M C OTCYTCTBUEM KIMHUYECKHX JAHHBIX.

BzaumoelicTBre ¢ APYTUMH JISKapCTBEHHBIMHU IIpeIiapaTaMu

[Ipumenenue npenapata PuBapokcaban IICK He pexomeHAyeTcs y MAIMEHTOB, MOJYYArOIINX
COIIYTCTBYIOIIIEE CHUCTEMHOE JICYEHHE MPOTUBOIPUOKOBBIMU IpenaparaMyd a30J0BOM TPYIIIbI
(TakMMH KaK KETOKOHA30J, UTPAKOHA30J, BOPUKOHA30J U TO3aKOHA30J) WM WHTHOUTOpaMHU

BUY-npoteas (HanpuMep, pUTOHABUPOM). DTH MPENapaThl SIBISIOTCS MOLTHBIMH HHTHOUTOpaAMH

10
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KOHIIEHTPAIMIO pUBapOKCcabaHa B TUIa3Me KPOBH 10 KIIMHUYECKU 3HAYUMBIX 3HaueHUi (B 2,6 pa3a
B CPEJTHEM ), UYTO MOXKET IMPUBECTH K TIOBBIIIICHHOMY PHCKY KpoBOoTeueHMI. KimnHu4eckue naHHbIe
O CONYTCTBYIONIEM CHCTEMHOM JICUCHHH JETeH MOUIHBIMH HWHTHOUTOpPAMH OIHOBPEMEHHO
CYP3A4 u P-rnmukonporenHa OTCYyTCTBYIOT (cM. pazaen 4.5.).

Crnenyer co0mogaTh OCTOPOKHOCTB, €CJIHM MAIMEHT OJHOBPEMEHHO MOJyYaeT JIEKapCTBEHHBIC
mperaparsl, BIUSIONIME HAa TEMOCTa3, TaKWe KaK HECTePOUTHBIC MPOTHBOBOCHAIUTEIHHBIC
npenapatsl (HIIBII), aneTuncanuiimioByo KHCIOTY M HHTHOUTOPHI arperaiiui TPOMOOIIUTOB HITHA
CEJICKTUBHBIC HHTUOUTOpHI oOpaTHOoro 3axBara ceporoHnHa (CHMO3C) u cenekTUBHBIC
UHTUOUTOpPHI OoOpaTHOro 3axBara ceporoHnHa M HopamuHeppuHa (CMO3CH). IMauuentam c
PUCKOM  S13BOOOpa3OBaHUs B JKEITYJOYHO-KHIIEYHOM TPAKTE MOKET OBITh Ha3HA4YeHO
COOTBETCTBYIOIIEE MPOdUIaKTHIECKOE JiedeHue (cM. paznen 4.5.).

Jlpyrue GaxTopbl pUcKa KPOBOTEYEHU

PuBapokcabaH, Kak 1 Ipyrue aHTUTPOMOOTHYECKHE CPEJICTBA, HE PEKOMEH TyeTCs! K TPUMEHEHUIO

nalyreHTaM, UMEIOIIUM MOBBIIICHHBIH PUCK KPOBOTEUEHHH, B TOM YHCIIE:

e  BpOXKACHHAS WJIN MPHOOPETEHHAS CKIIOHHOCTh K KPOBOTCUCHHSM;

®  HEKOHTPOJHMpYyeMas TsDKelslasi apTepualibHasi THIICPTEH3US;

e  Jpyrue 3a00JeBaHUs KETYJOYHO-KUIIEYHOTO TpakTa 0e3 aKTUBHOTO U3bSI3BICHUS, KOTOPBIE
NOTEHIMAJIBLHO MOTYT MPHUBECTH K OCIOKHEHMSIM B BHJAE KPOBOTEUCHHUH (Hampumep,
BOCTIAJIUTENIbHOE 3a00JIeBaHWE KHUIIEYHMKA, 330()arut, racTpuUT M ractpold3odareanbHas
pedmtokcHas 60JIe3HB);

®  CoCyaWCTas PETHHOIIATHS,;

e  OpOHXO03KTa3bl MM JIETOYHOE KPOBOTECUCHHE B AaHAMHE3E.

ITarmeHTsl ¢ pakoM

[TanmeHTsl cO 370Ka4eCTBEHHBIM 3a00JIEBAHWEM MOTYT OJHOBPEMEHHO MOJBeprarhcs Oosee
BBICOKOMY PUCKY U KPOBOTEUEHUS, U TpoMOo3a. MHaMBHIyabHast 110JIb3a aHTUTPOMOOTHYECKOM
TCpaIuu J0JIKHA OBITH COIIOCTABJIEHA C PUCKOM KPOBOTCUCHUS y MALNUCHTOB C AKTUBHBIM pPaKOM
B 3aBUCHUMOCTH OT JIOKAaJIM3allhuU OITYyXOJIH, HpOTHBOOHYXOHeBOﬁ TCpalru U CTaiun 3a0071€BaHUs.
Omyxonmy, pacroJIOKEHHBIE B JKEIYJOYHO-KMIIEYHOM  FJIM  MOYENOJIOBOM  TPAaKTe,
aCCOLMUPOBAJINCH C MOBBIIICHHBIM PHCKOM KPOBOTEUCHHS BO BPEMs TEPAIH PUBAPOKCAOAHOM.
Yy NannUEHTOB CO 3JIOKAYCCTBCHHBIMH HOB006p8.30BaHI/I}IMI/I U BBICOKHM PUCKOM KPOBOTCUCHUA
IpUMEHEHHEe pUBapOKcabaHa MPOTUBOIOKA3aHO (CM. pa3zien 4.3.).

ITanmeHTHl ¢ ICKYCCTBEHHBIMHM KJIallaHAMH cepJIa

Puapoxcaban He clielyeT NpUMEHSTH IS TPO(PUIaKTUKHA TPOMOO30B Y MallMEHTOB, IEPEHECIINX

HEABHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTajbHOro kiamana. bezomacHocTs U 3()PeKTUBHOCTD
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cepaia, CleIoBaTeNbHO, HET MJAaHHBIX, IOATBEPXKAAMIINX, 4YTO MPUMEHEHHE Mpenapara
PuBapokcaban [ICK obecriednBaeT JOCTAaTOYHBIA aHTUKOATYJISHTHBIA d(G(EeKT y IaHHOI
KaTerOpuH MalUeHTOB.

[Ipumenenne mnpemnapata PuBapokcaban I[ICK He pexkoMeHayeTcss y [aHHOM KaTeropuu
MAIUEHTOB.

TTanmeHnTsl ¢ aHTUGOCHOIUNUIHBIM CUHAPOMOM

[IpumeHeHrne nNepoOpaIbHBIX AHTUKOATYJISHTOB MPSIMOTO JACMCTBHS, BKIIOYash puBapokcadaH,
HE PEKOMEHYEeTCS y MalMEeHTOB, UMEIOIINX TPOMOO3bl B aHaMHE3€, Y KOTOPBIX TMarHOCTUPOBAH
aHTU(GOCPOTUMUIHBIA CHUHAPOM. B dYacTHOCTH, y MAIlMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTU(GOCPOTUMHUIHBIM CHHAPOMOM (HATUYHME BOJNYAHOYHOTO AHTHKOATyJISIHTA, aHTUTEN K
KapAMOJIUIMHY W  aHTUTeN K  Oera-2-roukonpoTenHy [) Tepamus  mepopaibHBIMU
AQHTUKOATYJISIHTAMM IPSMOrO JEHCTBHUS MOJKET COINPOBOXKJIAThCS TMOBBIIMICEHHOW YacTOTOU
PEIUANBOB TPOMOOTUYECKUX COOBITHI B CPAaBHEHUU C TepaNuei aHTaroHucTaMu ButamMuna K.

[TanwmenTsl ¢ GUOpHWILIANKMEN IPEACEDANN HEKIANAHHOr0 poucxoxaeaus, nepenecime YKB co

CTCHTHUPOBAHUEM.

Hmerorcss naHHbIE MHTEPBEHLMOHHOTO KIMHUYECKOTO HCCIEIOBaHUs, MEPBUYHOM IIENbI0
KOTOPOTO SIBJISLIACH OLIEHKA MPOQuis 6€30MaCHOCTH Y NAlMEHTOB ¢ (puOpMIIsAINe mpencepamii
HEKJIallaHHOro TMpoucxoxiaeHus, nepeHecmux YKB co creHtupoBanueM. J[laHHble 1O
3 PEKTUBHOCTH y JAaHHOW MOMYJISAIMKA OTpaHWYEHBI (M. pa3aensl 4.2., 5.1.). JlaHHBIE IO TaKUM
MalMeHTaM ¢ MHCYJIBTOM/ TPAH3UTOPHOMN MIIIEMHUYECKOM aTakoi B aHAMHE3€ OTCYTCTBYIOT.

[TanmenTsl ¢ remMoanHaMuyeckd HectadbuwinbHO TOJIA WM malMeHThl, KOTOPBIM Tpebyercs

OpOBCACHUC TDOM6OHI/I3HC21 U TDOM63KTOMI/II/I W3 JISTOYHON apTEpHUH.

[Ipenapar  PuBapokcaban [ICK  He  pekomeHmyeTcs B  KadeCTBE  aJIbTEPHATHBBI
He(DpaKIIMOHUPOBAHHOMY Te€MapuHy y TMAaIMEHTOB C TPOMOOSIMOOJIMEH JIEroyHON apTepuH,
KOTOpBIE TEMOIMHAMUYECKH HECTAOMIbHBI WM MOTYT HYXIAaThCs B IIPOBEICHUU TPOMOOIU3HCA
WIA TPOMOSKTOMUM M3 JIETOYHOM apTepHH, IOCKOJIbKY Oe3omacHOCTh U 3(P(PEeKTUBHOCTD
npenapara PuBapokcaban [1CK nmpu Takux KIMHUYECKUX CUTYallUsIX HE YCTAaHOBJICHA.

CHHH&HBH&H/SHHHVD&J’IBH&H AHCCTE3MA MJIW ITYHKIINA

[Ipu BbIMONHEHUN HEHPOAKCHAJIBHOW aHECTE3WH (CHMHAILHON/3MUIYpaATbHOW aHECTE3UH) WIH
CIHMHAJIBHON/AMUAYpATbHON MYHKUMH Y TAlUMEHTOB, IOJYYalOUIMX AaHTUTPOMOOTHYECKHE
npenaparsl ¢ LEIbl0 NPOPHIAKTUKUA TPOMOOIMOOIMUYECKHX OCIOXKHEHUH, CYIIECTBYET PHUCK
Pa3BUTHA SIUAYPAIBHON WM CIIMHAJIIBHOW reMaTOMBI, KOTOpask MOYKET IPUBECTH K JJINTEIBHOMY

HJIU MTOCTOAHHOMY Mapajinvy.
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AMUYpPABHBIX KAaTETEePOB WM COIMYTCTBYIOIIEH TEpanmuu JIeKapCTBEHHBIMH MperapaTamH,
BIMSIONIMMH Ha TeMOCTa3. TpaBMaTH4YHAas WM TIOBTOpHAs SMUAYypajbHAs, WIA CHUHAJIbHAS
IYHKIIHU TaK)K€ MOTYT MOBBIIATE pUCK. [[aliueHThl TOKHBI HAXOAUTHCS 110/ HAOIIOACHUEM IS
BBISIBJICHHSI TIPU3HAKOB U CUMIITOMOB HEBPOJIOIMUECKUX HApYLIEHUH (HampuMmep, OHEMEHNE WIH
c1aboCTh HOT, JUC(QYHKUMS KHIIEYHWKA HIM MoueBoro my3bips). [lpu oOHapyxeHHH
HEBPOJIOTHYECKUX PACCTPOICTB HEOOXoIuMa CpodYHasi TUarHOCTUKA M JiedeHue. Bpau nomxen
COIIOCTAaBUTh MOTEHIMAJIbHYIO IOJIB3Yy W PHCK IepeA IMPOBEIECHHEM HEHPOaKCHAIBHOTO
BMEILIATEIbCTBA MALMEHTaM, IOIYYalolMM aHTUKOAryJsHTbl, WJIH KOTOPBIM IUIAHUPYETCS
Ha3HAUYEHUE AHTHUKOATYJIIHTOB C LENbI0 NPOPHIAKTUKHA TPOMO030B. OMBIT KIMHHYECKOTO
IpUMEHEeHHs puBapokcadbaHa B J03UpoBKax 15 Mr u 20 Mr B ONMCAaHHBIX CUTYAIUSIX OTCYTCTBYET.
C uenbl0 CHWKEHMS TOTEHLMAIbHOIO pPHUCKA KPOBOTEYEHHS, AaCCOLMMPOBAHHOIO C
OJTHOBPEMEHHBIM  IIPUMEHEHMEM pUBapOKca0aHa U  BBIIOJHEHHEM  HEHWPOaKCHAIbHOU
(AUUAYpaTbHOI/CIMHANBHOM) aHECTe3MH WM CHUHAJIBHOM MMYHKIMH, CJIEAyeT YYHUTHIBATh
(dapmakokuHeTHYeCKH Mpo(duiIb puBapokcabaHa. YCTAaHOBKY WJIM YJalleHHE 3IMUAYPaIbHOTO
KaTeTepa WM JIIOMOAIbHYIO IYyHKIMIO Jy4llleé IPOBOJUTH TOrAA, KOTJa AaHTUKOAryJISTHTHBIN
s dext puBapokcabaHa oreHHWBAaeTCs Kak cialObiii. OIHAKO TOYHOE BpEeMS I JOCTHIKEHUS
JOCTAaTOYHO HU3KOTO aHTUKOAryJITHTHOTO 3¢ (eKTa y KaKI0ro ManueHTa HEU3BeCTHO U JOIDKHO
OLIEHUBATHCS B CPABHEHUH CO CPOYHOCTHIO TUATHOCTUYECKOM MPOLIEAYPHI.

OcHoOBBIBasgCch Ha OOMIMX (apMaKOKMHETHYECKMX XapaKTEPHCTUKAX, SMUAYpPalbHbI KaTerep
U3BJICKAIOT 110 UCTEUEHUHM KaK MUHHUMYM JIByKPaTHOI'O IEpUOJa MOJyBbIBEACHUS, T.C. HE paHee
yeM depe3 18 uacoB mocie MOCIEAHEro NpueMa puBapokcabaHa Uil MOJOIBIX B3pOCIBIX
NAIMEHTOB U HE paHee ueM uepe3 26 yacoB AJIs MOKWIbIX ManueHToB (cM. paszaen 5.2.). Iocne
U3BJICUEHUS SMUAYPATBHOIO KaTeTepa JO/DKHO NPOMTH KaKk MMHUMYM 6 4acoB 10 INpHeMa
ClIeAyIoUIel 1036l puBapoKkcadaHa.

B ciydae TpaBMaTUYHON MyHKLIMU PHEM PUBAapOKcabaHa CleAyeT OTJIOKUTh Ha 24 yaca.
JlaHHBIE 110 BpEMEHM YCTAaHOBKM WIM YAAJIECHUS HEUPOAKCUAIBHOIO KaTrerepa y MAETeH,
npuHuMaromux mnpemnapatr PuBapokcaban [ICK, orcyrcTByror. B Takux ciywasx ciemyer
IPEKPaTUTh MPUEM PUBAPOKCA0aHa U PACCMOTPETH BO3MOXKHOCTb IPUMEHEHHSI TAPEHTEPAILHOTO
AQHTHUKOATYJISIHTA KOPOTKOTO CHCTBHUS.

PexoMeHmallMy MO JIO3MPOBAHUIO JIO M MOCJEC HMHBA3WBHBIX MPOLECAYP M XHPYPTHUCCKUX

BMEIIATCIIbCTB.

Ecnn Heo6xoauMo npoBeieHNe NHBAa3UBHON MPOLEAYPHI WM XUPYPTrHUECKOro BMEIIATENbCTBA,
Ha OCHOBaHUH 3aKJIIOUEHHs Bpada npueM npenapara Pusapokcadban IICK 15 mr u 20 mr cienyer

IIPEKPATUTh 110 KpaliHel Mepe 3a 24 Jaca 10 BMENIAaTeIbCTBA, €CIM 3TO BO3MOXKHO.
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CpaBHEHHH C HEOOXOTUMOCTHIO CPOYHOT'O BMEIIATEIbCTBA.

IIpuem mnpenapata Puapokcaban IICK cregyeTr BO300HOBHTH Kak MOXHO CKOpee Iocie
WHBAa3WBHOM NPOLEAYPBHl WIH XUPYPrH4E€CKOrO BMELIATENbCTBA, €CIM JIEYAllMM BpayoM
YCTaHOBJIEHO, YTO 3TO MO3BOJISIET KIIMHUUYECKas CUTyallusl U IOCTUTHYT aIeKBAaTHBIN reMocTas (CM.
paszzmen 5.2.).

T1oxmnoii Bo3pact

Puck kxpoBOTEUECHMSI MOXKET YBEJIIMUMBATHCS C TIOBBIIIIEHUEM Bo3pacTa (cM. pazzaen 5.2.).

JlepMaTOJOrHYECKHE PEAKIINU

[Ipu mpoBeAeHWH MOCTMAPKETHHIOBBIX HAOMIOACHUN COOOIIATIOCH O CIy4asX BO3HUKHOBEHHS
CEpbE3HBIX KOXKHBIX peaknwii, BKIO4Yas cuHApoMm CrtuBeHca-/[>KOHCOHA/TOKCHUYECKUI
SNuAepMalIbHBIA HEKPOJIU3 M JIEKAPCTBEHHO-UHAYLIUPOBAHHYIO PEAKIMIO C 303MHO(UINEH U
cuctreMubiMu cumntoMamu (DRESS  cuazmpom), Ha ¢QoHe npumeHneHust puBapokcabana
(cMm. pazgen  4.8.). IlauMeHThl, MO-BHIMMOMY, TIOJBEpPraioTcs HauOOJbIIEMY PHUCKY
BO3HUKHOBEHHUS ITHX PEAKIHMi HA paHHUX dTarax JICYCHHs: HAYAIO PEaKInd B OOJBIIMHCTBE
CIly4aeB NMPOUCXOJUT B TEUEHHUE IMEPBbIX HeAenb JiedeHus. [Ipu mepBoM MOSBICHUM TKEION
KOXKHOHM ChIIK (HampuMep, MPU €€ PACIpOCTpPaHECHUH, MHTCHCHU(UKAIMK W/WIM 00pa3oBaHUU
BOJIIBIPEH) WU TIPU HAJIWMYUU KAKUX-THOO JPYTUX CHMIITOMOB THIEPYYBCTBUTEIHHOCTH,
CBSI3aHHBIX C TOpPaKEHHUEM CIU3UCTOM  OOOJIOUKH, CJEAyeT MPEeKpaTHTh TEparuio
pYBapoKcabaHOM.

BcnoMorarebHEBIC BEIISCTBA

IMockonbky mnpenapatr PuBapokcaban [ICK cogepkur 5akro3y, MamuMeHTaM C  PEIKO
BCTpEYaIoLIeiics HacaeICTBEHHON HeepEHOCUMOCTBIO rajlakTO3bl, ePUIIUTOM JIAaKTa3bl JIOTapen
WIN TIII0KO030-TalIaKTO3HOHM ManbabcopOLueil He clieayeT IpUHUMATh 3TOT Ipenapar.

[Ipenapar Puapokcaban [ICK, 15 Mr, TaGieTKH, MOKPHITHIC NIEHOYHOW 000JIOYKOM, COAEPIKUT
KpacHUTeIb COTHEUHBIN 3aKat xenThlid E110, KOTOpbIil MOKET BBI3BIBATH AJIIEPIMUECKUE PEAKIIMH.
4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3alMOeliCTBUSA

CreneHb MEXJICKapCTBEHHBIX B3aMMOJICHCTBUI pHBapoKcabaHa C COIMYTCTBYIOIICH Teparueu y
neTedl HeusBecTHaA. [IpuBeieHHbIE HM)KE JaHHBIE O B3aMMOJACHCTBUM, MOJIyYEHHBIE Y B3POCIbIX
NAalMEeHTOB, W TpeAynpexIeHus B pasziene 4.4 NOKHBI OBITh MPUHATHI BO BHUMaHHE IS
NeAUATPUIECKON MOIYJISIIAHN.

BriBenenne puBapokcabaHa OCYIIECTBISETCS TJIaBHBIM 00pa3oM MOCPEACTBOM MeTaboian3Ma B

neyeHy, onocpenoBanHoro cucremoil muroxpoma P450 (CYP3A4, CYP2J2), a Taxxke myrem
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nepenocunkoB P-gp/Berp (P-rimukonporenHa/0enka yCTOWYUBOCTH K PaKy MOJIOYHOMN Kele3bl).
Uneubumopwvr CYP3A4 u P-enuxonpomeuna

OnHOBpeMEHHOE TPUMEHEHNE pUBapoOKcadaHa M MOIIHBIX HHTHOUTOPOB n3odepmenta CYP3A4
u P-raukonporenHa MOXET NPUBECTH K CHIDKEHHIO TOYEYHOTO M IMEYEHOYHOro KIMpeHca
puBapokcabaHa U, TAKUM 00pa30M, 3HAUYUTEIBHO YBEIHUUTH €0 CHCTEMHOE BO3/ICHCTBHE.
CoBMecTHOE MpuMeHEHEe puBapokcadbana u ketokonasona (400 mr 1 pa3 B IeHb) UM PUTOHABUPA
(600 mr 2 paza B eHb) TPUBOAMIIO K TTOBBIICHNIO cpeaHeii pasHoBecHON AUC puBapokcabaHa B
2,6 paza/2,5 paza u yBenmumueHuro cpemHel Cmax puBapokcabana B 1,7 paza/l,6 paza co
3HAUUTENBHBIM YCWJICHHEM (apMaKOJUHAMHYECKOTO JCWCTBUS TMperapara, 4YTO MOXKET
NPUBOAUTh K YBEIMUEHHIO PHUCKAa KPOBOTEUYECHHs. B CBs3M C O3TUM pHuBapokcabaH He
peKoMeHayeTcss K HPUMEHEHHMIO Yy [AalUeHTOB, IMOJYyYaloIIUX CHCTEMHOE JIEYeHHE
MPOTUBOTPUOKOBBIMU IpernapaTaMy a30JI0BOI IPyMIbl, TAKUMH KaK KE€TOKOHA30J1, UTPAKOHA30JI,
BOPHUKOHA30J1 W T03aKOHA30JI WIM MHTHOMTOpamu mpoteazbl BUU. DTu akTHBHBIC BeElIeCTBa
SABISIOTCS MOIIHBIMU UHruouropamu u CYP3A4, u P-rinukonpotenna (cM. pasaen 4.4).
Oxwunaercs, 4To Apyrue akTUBHbBIE BEIIECTBA, CUILHO MHTHOMPYIOMIME TOJILKO OAMH U3 MyTel
BbIBe/IeHUs puBapokcabana, win CYP3A4, wim P-gp, B MeHbIIeH CTENeHW YBEIUYHBAIOT
KOHIICHTPALMIO pUBapoOKcabaHa B IIa3Me KpPOBH.

Knaputpomunun (500 Mmr 2 pasza B 1eHb), MouiHblii umHruourop msopepmenta CYP3A4 u
yMEpEeHHBIM MHTHOUTOP P-TiukomnporenHa, Bei3biBan yBenuuenue 3HadeHuit AUC B 1,5 paza u
Cmax puBapokcabana B 1,4 pasza. BzauMoaeicTBue ¢ KJIapUTPOMHUIIMHOM CUHUTACTCS KIMHUYECKU
HE3HAYMMBIM ISl OOJNBIIMHCTBA TAIIMEHTOB, HO MOXET OBITh MOTEHIHMAILHO 3HAYUMBIM IS
MAIMEHTOB U3 TPYIIBI BHICOKOTO pHCKa (A1 MAIlMEHTOB C HapyIIeHHEeM (YHKIIUU MOYEK CM.
paznen 4.4).

Oputpomuriud (500 mr 3 pa3a B neHb), yMepeHHBbI uHruomtop m3odpepmernta CYP3A4 u
P-rnukonporenna, Bei3biBan yBennuenue 3nadeHniit AUC u Cmax puBapokcabana B 1,3 pasa.
B3aumonelicTBue ¢ SpUTPOMUIIMHOM CUUTACTCS KIMHUYECKH HE3HAUYUMBIM i OONBIIMHCTBA
MAIMEHTOB, HO MOET OBbITh MOTEHIIMAIBLHO 3HAUYMMBIM JUIsl MMAllMEHTOB W3 TPYIIBI BHICOKOTO
pucka.

VY mamueHToB ¢ JIerkoi creneHbto HapymeHus ¢yHkuun mouek (KnKp 50-80 mu/mun)
sputpomuninH (500 mMr 3 pasa B 7eHb) BbI3bIBAN yBenuueHue 3HaueHnit AUC puBapokcabaHa B
1,8 paza u Cmax B 1,6 pa3a 1Mo cpaBHEHHIO C MAIlUEHTAMU C HOPMaJbHON (DyHKIMEH MmoYek. Y
MalMeHTOB CcO cpenaHelt cremeHbto HapymieHus ¢yHkuun moudek (KnKp 30-49 mu/mun)

SPUTPOMHMIIMH BbI3bIBaJ yBenuyenue 3HaueHnit AUC puBapokcabana B 2,0 pa3a 1 Cmax B 1,6 paza
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aJIMTUBHBIM BCIIEJICTBUE HAPYIIEHUS (QYHKIMH MMOYeK (CM. pasznen 4.4).

®dnykonazoun (400 Mr oauH pa3 B IeHb), yMepeHHbI nHruouTop n3opepmenta CYP3 A4, Be3biBai
yBenudeHue cpeaneit papHoBecHoit AUC puBapokcabana B 1,4 paza u yBennueHue cpeaaend Cmax
B 1,3 paza. B3aumopeiicTBue ¢ (UIyKOHA30JI0OM CUYHTACTCS KIMHUYECKH HE3HAYMMBIM IS
OOJBIIMHCTBA MAIUEHTOB, HO MOXET OBITh MOTCHIIMATHLHO 3HAYMMBIM JIJISl TIAIIHEHTOB U3 TPYTIIIHI
BBICOKOT'O PHCKa (IS MAIMEHTOB ¢ HAapyIIeHHeM (DYHKIIUU TTOYeK CM. pasnen 4.4).

Ha ocHOBaHMM HMMEIOMIMXCS OTrPAaHUYECHHBIX KIMHUYECKUX JaHHBIX HE0O0XOauMo u30erarb
COBMECTHOT'O IPUMEHEHUS pUBapoKcabaHa ¢ JPOHEIAPOHOM.

Aumuxoazynanmoi

[Tocne omHOBpeMEHHOTO NPUMEHEHUS HSHOKcanapuHa HaTpus (OAHOKpatHas no3a 40 Mr) u
npenapara PuBapokcaban [ICK (ogHokpaTHas mo3a 10 mr) Habmromancs cyMMamoHHbIN 3 dekT
B OTHOILIEHUWU aKTHUBHOCTH aHTHU-pakTopa Xa, HE CONPOBOXKIABLIUICS JOMOIHUTEIHHBIMU
CYMMAIMOHHBIMU 3(QQeKTaMU B OTHOIIEHHH MTPOO HA CBEPTHIBAEMOCTb KPOBH (IPOTPOMOMHOBOE
Bpems (I1B), akTuBupoBaHHOE YacTUyHOE TpomborutactuHoBoe Bpems (AUTB). DHokcamapun
HaTpHs HE U3MEHsUT (papMaKOKHHETHUKY pUBapoKcabaHa.

B cBsI3U ¢ MOBBIIEHHBIM PUCKOM KPOBOTEUYEHHSI HEOOXOIUMO COOJIOaTh OCTOPOXKHOCTH MpPHU
COBMECTHOM IMPUMEHEHUH C JTIOOBIMU PYIHH aHTHKOATYJITHTAaMH (CM. pasznensl 4.3 u 4.4).
HUBII/uneubumopul azpezayuu mpomooyumos

[Tocne coBMecTHOro mNpuMeHEHHsI puBapokcabana (15 mr) m HampokceHa B go3e 500 mr
KJIMHUYECKH 3HAUMMOTO YBEJIMUEHUs BPEMEHH KpOBOTEUEHHS He Ha0moaanock. Tem He MeHee, y
OTJENBHBIX JIUI] BO3MOKEH 0oJiee BHIPAXKCHHBIN (hapMaKOAMHAMUYECKUN OTBET.

He wnabmomamoch  HUKAKUX ~ KIMHUYECKH  3HAYUMBIX  (ApMaKOKHHETHYECKUX WM
(dapMakoIMHAMUYECKMX B3aHUMOJECHCTBUII NMpPU COBMECTHOM INPUMEHEHUU pUBapokcabaHa u
500 MT aneTUICAIUIINIOBON KUCIOTEI.

He o6nHapyxeHo (hapMaKOKMHETUYECKOTO B3aWMOJCHUCTBUS MEXIy puBapokcabanom (15 mr) u
KJonuaorpenoM (Harpyzousas 7o03a 300 Mr ¢ MOC/IEYIOUIMM Ha3HaYeHHUEM IOJIepPKUBAIOIIeH
n03bl 75 Mr), HO HaOJIOJANOCh 3HAYMMOE YBEJIMYEHHE BpPEMEHU KpPOBOTEUECHHMS, HE
KOPpEIHpPOBABIIEEe CO CTENEHBIO arperanuy TPOMOOIUTOB M cojlep:kaHueM P-cenektuHa wim
GPIIb/I1Ia-penenTopa B JAHHOM MOJATPYTIIIE MALIUEHTOB.

Heo6xoanmMo co6umto1aTh 0CTOPOKHOCTH ITPH COBMECTHOM ITpUMEHEHHH puBapokcadana ¢ HIIBII
(BKITIOUAS alETHUIICATHUIIMIIOBYIO KHCIIOTY ) U HHTHOUTOPAMH arperalii TPOMOOITUTOB, ITOCKOJIBKY
MIPUMEHEHHUE ITUX MPErapaToB OOBIYHO MOBBIMIAECT PUCK KPOBOTEUEHUS (CM. pazaen 4.4).

CHO3C/CHO3CH
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KPOBOTECUCHHSI Yy TMAIMEHTOB, OJHOBPEMEHHO NpHUMeHsommx puBapokcaban ¢ CHUO3C wunun
CHUO3CH, BcnencTBue BIMSHUS 3THX IPENapaToB HAa TPOMOOIMTHI. Pe3ynbTaThl KIMHUYECKUX
UCCIIEIOBAaHUM pHUBapokcabaHa MPOJEMOHCTPUPOBAIM YHUCIEHHOE IMOBBIIIEHUE OOJIBIIUX U
HEOOJIBIINX KIMHUYECKH 3HAUMMBIX KPOBOTEUEHUN BO BCEX IpYMIax JIEYCHHs TP COBMECTHOM
PUMEHEHHUH 3TUX MPETapaToB.

Bapgapun

[Tepexon manmeHToB c aHTaronucra ButamuHa K Bapdapura (MHO ot 2,0 mo 3,0) nHa
puBapokcaban (20 Mr) miam c¢ puBapokcabana (20 mr) ma Bapdapun (MHO ot 2,0 mo 3,0)
yBenuuuBai nporpomounosoe BpeMss/MHO (Neoplastin) B 6oblieif cTenenu, 4emM 3TOro MOKHO
ObUTO OBl 0XKMJATh TPU MPOCTOM CyMMHpOBaHUU 3¢ (dekToB (oTAenbHbIe 3HadeHus MHO moryt
nocturath 12), B To Bpems kak BinusHue Ha AUTB, mogaBienue aktuBHocTH (pakTopa Xa H
SHIOTCHHBIN MOTEHIIUAI TPOMOMHA ObLTN a1 TUTUBHBIMU.

B ciiydyae HeoOxoauMocTH uccienoBanus papMakoanHaMudeckux 3QPexToB puBapokcabana Bo
BpeMsl MEPEXOJHOr0 Mepuosia, B KauecTBE HEOOXOIMMBIX TECTOB, Ha KOTOPHIE HE OKAa3bIBAET
BIUsSHKUE BaphapuH, MOKHO MCIIOJIb30BATh OMpeeiieHne akTUBHOCTH aHTH-(pakTopa Xa, PiCT u
HepTest. Haunnast ¢ 4-ro gHs mocie mpueMa TocienHer 03kl BapdapuHa BCE Pe3yJbTaThl
anamu3oB (B ToMm umcie [I1B, AUTB, unruOupoBanue axtuBHOCTH (akropa Xa u Ha OIIT
(9HIOTEHHBIN MOTEHIIMAT TPOMOWHA)) OTPAKAIOT TOIHKO BIUSIHUE pPUBapOKcabaHa.

B cinydyae HeoOxommmoctu wuccnenoBaHust (papmakomuHamMudeckux 3¢ @dekToB BapdapuHa BO
BpeMsl MEPEXOJIHOTO MEepUoAa, MOXKET ObITh MCHOJB30BaHO M3MepeHue BennunHbl MHO mpu
Crpovexyr pHUBapokcabana (cmycts 24 daca mocie NpeAblAyIIero npuema puBapokcabaHa),
MOCKOJIbKY pPHBapOKca0aH OKAa3bIBACT MUHUMAIBHBIN 3 (dEeKT Ha 3TOT MOoKa3aTeslb B JaHHBIN
NEepUOS.

Mexny BapbapuHOM H  pHUBapoKcabaHOM He OBUIO  3aperUCTPHUPOBAHO  HHUKAKHX
(apMaKOKUHETUYECKHX B3aUMOJICHCTBUH.

HUnoykmoper CYP3A4

CoBMecTHOE TMpUMEHEHHE puBapokcabaHa U pudaMnuuuHa, SBISIONIETOCS  MOIIHBIM
uaaykropoM CYP3A4, npuBonuio k cHmwkeHHI0 cpeaHeit paBHoBecHoi AUC puBapokcabaHa
npubimsutensHo Ha 50 % M mapajuleIbHOMY YMEHBLICHHIO €ro  (hapMakoJWHAMHUYECKUX
apdexToB. CoBMECTHOE NPUMEHEHHE pHUBapokcabaHa € JAPYTMMH MOLIHBIMH HHAYKTOpaMH
CYP3A4 (mampumep, ¢eHUTOMHOM, KapOaMazenmuHOM, (GeHOoOapOMTAIOM WM MpernapaTaMu
3Bepo00si MPOJBIPABIECHHOT0) TaKXe MOXKET TMPUBECTH K CHIKEHHMIO KOHIEHTpauui

puBapokcabana B miaazme KpoBu. CremoBaTenbHO, HEOOXOAMMO H30eraTb OJHOBPEMEHHOTO
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MpUMEHEHHUsI MOITHBIX UHAYKTOpOoB CYP3 A4, kpome cn\'/gelc_ell;%ijj; ﬁ*i‘u-g%hlé:fco];ﬁmﬁnp'va

NPU3HAKH U CUMIITOMBI TpOMO03a.

Ilpouas conymcmeyiowas mepanus

Hukakux KIMHMYECKH 3HAYMMBIX (DapMaKOKMHETHYECKHX WM (apMaKoJUHAMHUYECKHX
B3aMMOJICICTBUH TIPU COBMECTHOM IPUMEHEHHWU pHBapoKkcabaHa ¢ MmHaa3ojiaMoM (cyobctpar
CYP3A4), nurokcunom (cyocrpar P-riimkonporenna), aropsactatuaoM (cyocrpar CYP3A4 u P-
[JIMKONPOTENHA) WIIM OMEINPA30JIoM (MHTUOUTOP POTOHHOM ITOMIIBI) HE BBISBIICHO.
PuBapokcaban He muruOoupyer u He mHaynupyeT CYP3A4 wnm nroObie aApyrue OCHOBHBIC
nzopopmer CYP.

Brnuanue na nabopamopmvie napamempul

PuBapokcabaH oOKka3pIBaeT BIMSHUE Ha MoOKa3aTenu cBepTeiBaeMoctu kpoBu (IIB, AUTB,
HepTest) B cBsI31 O CBOMM MEXaHU3MOM JEHCTBUA (CM. pazzaen S.1).

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

BbezonacHocth M 3P PEKTUBHOCTh NPUMEHEHHs pUBapokcabaHa y OEpeMEHHBIX KCHIIUH He
yCcTaHOBJEeHbl. JlaHHBIE, TIOJyYE€HHbIE HAa OSKCIEPUMEHTAIbHBIX JKUBOTHBIX, IOKa3aiu
PENpPOAYKTUBHYIO TOKCUYHOCTb.

BcenencrBue BO3MOXKHOW PENPOLYKTUBHOM TOKCUYHOCTH, PUCKA Pa3BUTUS KPOBOTCYECHUS U
CIOCOOHOCTH TPOHUKATh Yepe3 IUIALEHTY pUBapokcabaH TMPOTHUBOMOKA3aH BO BpeMsd
oepemerHoctn (cM. pasnen 4.3). JKeHmMHBI JETOPOAHOTO BO3pacTa JOJDKHBI H30eraTh
OEpEeMEHHOCTH BO BpeMs Tepaniy pUBAPOKCAOAHOM.

JlakTanus

D¢ dexTrBHOCTH M 6€30MACHOCTH PUBAPOKCAOAHA Y KEHIUH B IIEPHOJ] IPYIHOTO BCKApMIMBAHUS
HE yCTaHOBJIEHBI. J[aHHbIE, MOyYeHHbIE HA SKCIEPUMEHTAIbHBIX KUBOTHBIX, TOKA3bIBAIOT, YTO
puBapokcabaH BBIACISIETCS C  TpyAaHbIM  MojokoMm. Ilpemapar  PuBapokcaban [ICK
MPOTUBONOKA3aH B MEPHO TPYIHOTO BCKapminBanus (cM. pazaen 4.3). HeobxonuMo npuUHATH
peuieHre 00 OTMEHE IrpyAHOTO BCKAPMIIMBAHUS MJIH MTPEKPAILICHUHU TeParuu.

DepTUILHOCTE

HccnenoBanus nokasaiu, 4YTO pUBapoKcabaH He BIMSIET Ha MY>KCKYIO U KEHCKYIO (hepTUIILHOCTD
y kpbic. Crienn(UYHBIX UCCIIeIOBAaHUH BIUSHUS puBapokcabaHa Ha GEepTUITLHOCTD Y YeTIOBEKa HE
MPOBOJIUIIOCH.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATHL TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMu

[Ipenapat PuBapokcaban [ICK oka3piBaeT HE3HAUUTEIHHOE BIMSHUE HA CIOCOOHOCTH YIIPABIIATh

TPaHCIOPTHBIMHM CpEACTBaMH W MexaHu3Mamu. Ha ¢one mpuema mpemapara OTMEYaloCh
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(cMm. pazgen 4.8). TlanueHTsl, Y KOTOPHIX BO3HHMKAIOT MOJOOHBIE HEKENATENIbHBIE PEaKlUu, HEe

JIOJKHBI YIIPABIISATh TPAHCIOPTHBIMU CPEACTBAMH WIM IPYTUMU MEXaHU3MaMHU.

4.8. HexkennaTesibHbIe peakunuu

Pesrome mpoduiist 6e3onacHOCTH

Be3onacHocTh puBapokcabaHa OLIEHHWBANACh B TPHUHAAATH OCHOBHBIX UccienoBaHusax 11 ¢azbr

(cm. Tabmuty 1).

Cymmapho 69 608 B3pocCIbIX TAIMEHTOB B JieBATHAAATh uccienoBanusx 11 das3er u 488 nereii B

nByx uccnenoBanusx Il ¢a3er u nByx uccnenoBanusx Il ¢pa3er mpuarmanu puBapokcadaH.

Taoauna 1. Yucio TIMalIUEHTOB, Y4aCTBOBABIINX B HCCICOOBAHUAX, CyMMapHas CyTOYHas A03a W MaKCHUMaJIbHas

IMPOAOJDKUTCIIBHOCTD JICUCHUA B KIMHUYCCKUX UCCICTOBAHUAX 111 (1)3.351 C Y4aCTHEM B3POCIIBIX U NEANATPUICCKUX

MalUCHTOB
Kinunuvyeckoe cocTosiHue, NPU MaxkcumaJbHast
Yucio
KOTOPOM IPOBOIMIIOCH CyMMapHasi CyTOYHAs 1032 NMPOAOIKATETHHOCTD
NMAIUEHTOB*
ucciaenopanue I ¢pa3bt JIeYCeHUS
[Mpodunakruka BTD y B3pocibix
MAlUEeHTOB, MePEHECINX
IUTAHOBYIO OIEPAlLMIO 10 3aMEHE 6097 10 Mr 39 nueit
Ta300€JPEHHOTO WIIN KOJIEHHOTO
cycTaBa
[Ipodunaktrka BTO y
MALUCHTOB,
3997 10 Mr 39 nmeit
TOCTIMTAJIM3UPOBAHHBIX C OCTPBIM
MEIUIMHCKUM COCTOSIHUEM
Jlewenne TI'B, TDJIA u Heup 1-21: 30 mr
npodunaktuka peauausoB TI'B, Hauwnas ¢ 22 gas: 20 mr
6790 21 mecsieB
TOJIA u npodunakTuka ITocne muHHUMYM 6 MecsLEB:
penuauBoB 10 mr wm 20 mMr
Jlo3a, ckoppeKTUpOBaHHas B
Jleuenne BTD u mpodumakTuka
3aBUCHMOCTH OT MAacChI Tella,
PEIMINBOB BTD y
JUISL IOCTHIKCHUS! DKCIIO3ULINH,
HOBOPDOXJICHHBIX W JieTedl B .
329 HaOJII01aBIIEHCS y B3POCIIBIX, 12 mecsues
Bo3zpacte Jo <18 mer mocne
. . noygaBmux 20 Mr
HavyaJIbHOM CTaHAApPTHOU
. puBapokcabaHa OfMH pa3 B JICHb
AQHTHUKOATYJITHTHOW Teparuu
g neyenus TT'B
[Mpodunaktuka wuHCYyNBTa W
CUCTEMHOH TpoMO03IMOoINK Yy 7750 20 mr 41 mecsg

ManueHToB ¢ pubpmnisIreit
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tOCAEROBATERBROCTR0MS
Kunnnyeckoe cocTosinue, Npu Mt S ERTE D Makenviaisian
Yucao
KOTOPOM NPOBOIWIOCH CymmapHasi CyTOYHAs 1032 NMPOIOTKATETHHOCTH
NMAIMEHTOB*
ucciaenopanue I ¢pa3bt JIeYCHUS
npeacepaui HEKJIAIIaHHOT'0
MIPOUCXOIKACHUS
5 mrwmm 10 mr
[Ipodunakruka
COOTBETCTBEHHO, B KOMOMHALIMH
aTePOTPOMOOTHYCCKUX
. C alleTHJICAJIMIIMIIOBOM KHUCJIOTOM
OCJIO)KHEHHMH y ITALIUEHTOB TOCIE 10 225 31 mecsig
WU aleTUIICAIMITMIOBOM
OCTPOTO KOPOHAPHOTO CHHJIPOMa
KHCIIOTOH C KJIOMTUIOTPEIOM HITH
(OKC)
THKJIOITAINHOM
Ipodunaxrrka 5 Mr B KOMOMHAIH C
aTepoTPOMOOTHIECKHX COOBITHIA 18 244 AIeTHIICAIUIIMIIOBOH KUCIOTON 42 mecsieB
Y TAIIMEeHTOB C UIIEMUYIECKOM
unu 10 Mr B MOHOTEpanuu
6onesnbto cepana (MBC) niu
5 Mr B KOMOMHAIUH C
3abosieBaHuEM HepHpeprIecKux 3256%* f 47 Mecsirien
aptepuit (3[1A) aleTUJICATUIIIIIOBON KHCIOTOM

Ilpumeyanue: * — ManMEHTHI, OJyYHBIIKE 110 MEHbIIEH Mepe OJHY 103y pHBapoKcabaHa.

** _m3 uccnegosannst VOYAGER PAD.

Haubonee yacto peructpupyemMbIMU HEXeNaTEIbHBIMU PEAKIUSAMH y MAlMEHTOB, MOTYYaBIINX

puBapokcabaH, ObUIM KpoBoTedeHHsI (cM. HmKe «OmnucaHue OTHENbHBIX HEeXeNnaTeIbHbIX

peakumit», cMm. pazmen 4.4.) (Tabmuua 2). Haumbonee Yacto perucTpupoBaIUCh TaKue

KpOBOTEUEHHS, KaK HOCOBO€ KpoBoTeueHue (4,5 %) u KelnyJOuHO-KUIIEYHOE KPOBOTECUEHUE

(3,8 %).

Ta6muma 2. YacToTa BO3HMKHOBCHHS KpPOBOTCUCHHI™ W aHEMHH Yy MAIUCHTOB,

NoJiydaBIIux JICHCHUC

pHBapOKca6aHOM B 3aBCPUICHHBIX KIIMHUYCCKUX UCCICAOBAHUAX 111 (1)&3[:1 C Y4aCTHUEM B3POCJbIX U NMMEAUATPUICCKUX

NanucHTOB

Tloxa3anmue

Jo60e

KpOBOTEYe

AneMust

HHE

IMpodunakrika BT y B3poCHbIX MalMEHTOB, MEPEHECIINX IJIAHOBYIO

OIICpamurIo 1Mo 3aMCHE T3306C,I[pCHHOFO WA KOJICHHOI'O CyCTaBa

6,8 % manmeHToB

5.9 % manueHToB

MCIUIIUHCKHM COCTOSAHHUEM

[Mpodunaktrka BTD y manueHTOB, TOCIUTATM3UPOBAHHBIX C OCTPHIM

12,6 % nanueHToB

2,1 % manueHToB

PO UIAKTHKA PEIIINBOB

Jleuenne TI'B, TOJIA m nmpodunaktuka peuuausoB TT'B, TOJIA u

23 % mamueH

TOB 1,6 % nanueHToB

aHTI/IKanyHﬂHTHOﬁ Teparnun

Jleuenne BT u npodunakrika perunusoB BTD y HOBOpOXIEHHBIX 1

nereil B Bo3pacte A0 <18 ner mocie HavadbHOM CTaHOApTHOM

39,5 % manueHToB

4,6 % manueHToB
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Iloxka3zanue
KPOBOTeYeHHE
[MpodmnakTika MHCYIBTa U CUCTEMHOM TpoMO0IMOOIHMH y ManueHToB | 28 Ha 100 | 2,5 Ha 100
¢ GubpmuIALKel npeacepIuii HEeKJIanaHHOTO IPOUCX OXKICHHS MAlUEeHTO-JICT MalMeHTO-JIET
[Mpodunaktika aTepOTPOMOOTHYECKUX OCJIOXHEHHH Y MalUeHToB | 22 Ha 100 | 1,4 Ha 100
nocae OKC HaIUEeHTO-JIET MAIHEeHTO-JET

6,7 Ha 100 | 0,15 ma 100
MMaIMEHTO-JIET HaUeHTo-JIeT**

[Ipodmmaktuka areporpomboTHdecknx coOpThii y manuentoB ¢ UbC
838 Ha 100 | 0,74 wa 100

nin 3ITA

MaUCHTO-JIET IManuCHTO-

HeT***#

IHpumeuanue: * Bo 6cex KIUHUYECKUX UCCIEO0BAHUSX PUBAPOKCAOAHA Ce CIyYau KpOGOMeUeHUsl cOOUparomcs,
pecucmpupyiomes u oyeHuBaomcsl.

** B uccareoosanuu COMPASS yacmoma ecmpeuaemocmu aHeMuu HU3KAS, NOCKOIbKY NPUMEHSICS
6b100POUHDIL NOOX00 K COOPY OAHHBIX HO HENCENAMENbHBIM SGTeHUSAM.

*** [Ipu cOope OaHHbIX O HeHCeNAMeNbHbIX AGNIeHUSX NPUMEHSIICS blO0POUHbIL NOOXOO.

# U3 uccneoosanus VOYAGER PAD

TabauyHoE PEe3IOME HEXKENATEIbHBIX DEAKIIUN

YacToTa BCTpPEYaEMOCTH HEXKEIATEIIbHBIX PEAKLUN, 3apETUCTPUPOBAHHBIX Y NETEH U B3POCIBIX
npu npuMeHeHnu npemnapara PuBapokcabdan [ICK, npuBenena B Tabnwuiie 3 HUXKE C pa3aeieHUuEeM
o cucTeMHO-opranHbIM kitaccam (MedDRA) u o wacrore.

YacToTa BCTpEYaeMOCTH OMpeesieTcs Kak:

oueHb vacto (>1/10);

gacto (>1/100 mo <1/10);

Hevacto (>1/1000 mo <1/100);

penko (>1/10 000 o <1/1000);

oueHb peako (<1/10 000);

qacToTa HEU3BCCTHA (HGBOSMO}KHO OILICHUTHh Ha OCHOBAHHUU OAOCTYITHBIX I[aHHI)IX).

Tabonuuma 3. Bce HexenaTeNnbHblE pEaKUUH, 3apErMCTPUPOBAHHBIE Y B3POCIHBIX MALMEHTOB B KIMHUYECKHX
nccienoBanmsx 111 ¢assr wam B Xo1e MOCTPErHCTPAIMOHHOTO IPUMEHEHUA ™, a TakKe y MeJHaTPUICCKIX ITallHeHTOB

B AByX nccrnenoBanmix 11 assl n qyx uccnenopanumsx 111 dassr.

Yacro Heuacto Penako OueHb peako YacToTa HEN3BECTHA

HapyuieHusi co CTOPOHBI KPOBHU M JIMM(ATHUYECKO#i CHCTEMBI

Anemus (Bxmrodast | TpomboruTos

COOTBETCTBYIOIIINE (BKHIO‘-Ia}I
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nabopaTopHbIe MTOBBIIIICHUE
MoKa3aTeiu KOJINYECTBA
TPOMOOLMTOB)A,
TPOMOOIUTOTICHUS

HapymeHust co cTOPOHBI HMMYHHOM CHCTEMBI

Annepruueckas AHapuIIaKTHYCCKUE
peakuus, peakuuu,  BKIOYas
aJUIeprudecKui aHaQUITaAKTHICCKII
JlepMaTur, LIOK
AHI'MOHEBPOTUYECK

ui OTEK u

anIepruyecKuii

OTEK

HapymeHust co CTOPOHBI HEPBHOM CHCTEMBI

l'onoBokpysxenue, | BHyrpumosrosoe u
roJIoBHas 00Jb BHYTpPHUYEPEITHOE
KPOBOU3JIHSIHUE,

00MOpOK

HapyuieHusi CO CTOPOHBI OpraHa 3peHust

KpoBouznusinue B
rias (BrITIOYAs
KpOBOM3JIUSHUE B

KOHBIOHKTHBY)

HapyuieHust co CTOPOHBI cepaua

Taxuxapaus

HapymieHust co CTOpPOHBI AbIXaTeJILHON CHCTEMbI, OPTAHOB I'PY/IHOM KJIETKH U CPeJOCTeHHs

HocoBoe Do3uHOPUITBHAS
KpPOBOTEUECHHE, ITHEBMOHUS
KpPOBOXapKaHbe

)KeJ'lyIlO'—lHO-Kl/l].l[e'-lHLIe HapymeHus

[ToBbIIEHHE Hapywenue Kentyxa,

AKTHBHOCTH (YHKIMM TI€YCHH, | MOBBIIICHHE

TpaHCaMHUHa3 MOBBILIIEHUE KOHLICHTPALUH
KOHLICHTPALNH KOHBIOTHPOBAHHOT
OonnnpyOuHa, 0 OonnmpyOuna
MTOBBIIIICHUE (mpu
aKTUBHOCTH COITy TCTBYIOIIEM
MIEJIOYHON THOBBIILIEHUN
pocdarazer® aktuBHocTH AJIT

wim  0e3 Hero),
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Yacro Heuacto Penko
KPOBH, TIOBBIIICHNAE | XOJIECTa3, TeMaTuT
aktuBHOCTH I TTA (BrITIOYast
renaToLEeTIONSIPH
0€ MOBPEXICHUE)
HapymieHust co CTOPOHBI KOKH 1 MOJKOKHOMH KJIeTYaTKH
Koxxnbrit 3yn | Kpanusnauna Cungpom CruBeHca-
(BKITIO9AST J>xoHCOHA/TOKCHYEC

HEYACTBIC Cliydan

KUW 3IUAepMalIbHBINA

reHepaTn30BaHHOT Hekposm3, DRESS-

0 3yma), KOXXHas CHUHIPOM

ChIllb,  JKXHMO3,

KOYKHBIE "

MTOIKOYKHBIE

KPOBOM3JIHSHUS

HapyuieHus co cTOpOHbI MBIIIEYHOM, CKeJIeTHOI M COeTUHUTEIbHOI TKAaHU

Bboib B | 'emaptpo3 KpoBomznusinue B Komnaptment

KOHEYHOCTSIX™ MBIIIITY CHHPOM, Kak
CIICACTBHUEC
KPOBOTEUEHUS

HapyuieHusi co CTOPOHBI MOYEK W MOYEBBIBOAAIIAX MyTei

KpoBoreuenune wu3 Iloueunas

YPOTECHUTAIBHOTO HEJ0CTaTOYHOCTH/OCT

TpakTa (BKJIHOUYAs pas MmoveyHas

reMaTypuro H HEJ0CTaTOYHOCTh, KaK

MeHopparuio®), CIIeZICTBUE

HapyIIeHue KpOBOTEUEHHS,

GYHKOINK — TIOYeK JIOCTATOYHOTO TSt

(BrITROUAs TOro, 4YTOOLI BBI3BATH

MOBBILICHHE runonepy3uro

KOHIICHTPAIIUH

KpeaTHHUHA

KpOBH,

MTOBBIIIICHUE

KOHIIEHTPAIAN

MOYEBHHBI KPOBH)

Oomue HapyuieHUusl M peaKllMi B MeCTe BBEICHUSA

Jluxopamka®,
nepudepudecKkuit
OTEK, CHWXCHHE

o01eit

Yxynuenue
o01ero

CaMOY1yBCTBUA

JlokanpHbIH oTeK?
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Yacro Heuacto Penko ! fi %&E-‘B&lgﬂd TEf ﬁi;ic';é;;- Heﬂ;ﬁlﬁllﬂa

(usnueckoit cuibl | (BKIIOYas

" 9HEPTUH | HEJOMOTAHHE)
(BKiTIOUast

cnabocTth u

ACTCHUIO)

JIaﬁopaToprle W UHCTPYMEHTAJIbHbIC TaHHbIE

IToBbItIeHUE
akTuBHOcTH JIJITA,
HOBHIIICHUE
AKTUBHOCTH
nunazs®,
TOBBIIIEHUE
AKTUBHOCTH

aMuIa3er

TpaBMbI, HHTOKCUKAIUU U O0CJI0KHEHUS IMpoueayp

Kposoteuenue Cocyaucras
nocyie  npoLeayp [ICEBI0AHEBPH3MA
(BKITIO9AST

MOCJICONICPALIHOHH

yIO aHeMHI0 U
KpPOBOTEUCHHE U3
paHsbl), y1uo,
BBIICJICHUE

CeKpeTa U3 paHel®

IHpumeuanue: A: nabnooanuce npu npoguraxmuxe BTD y 63pocivix nayuenmos, hepeHecuux niaHo8ylo Onepayuio
no 3amene mazobedpenHo20 U KOJEHHO20 CYCmasd;

B: nabmooanuce npu nevenuu TI'B, TOJIA u npogpuraxmuxe peyuousos Kax oueHsb uacmole y HCeHujuH
Monodice 55 nem;

C: nabmodanucy Kax nedacmvie 8 pAMKAX NPOGUIAKMUKU AMepOmpoMOOMUYEcKUx coObimuti y
nayuenmog nocie OKC (nocie 4peckodcnozo KOpoHapHo20 6MeuamenbCcmea,).

* [Ipumensinics npedsapumesibHo 3a0aHHbIL 8bIO0OPOUHBIL NOOX00 K COOPY OAHHBIX NO HENCENAMENbHbIM
A6NeHUSIM 6 OmOenbHblx ucciedosanusix Il ¢azel. Ha ochoeanuu ananuza OauHblX 3MuX UCCIe008aHUL Yacmoma
HeJCeNAmenbHbIX PeaKyuli He NOGbICUNACH, U HOBbIX HEJCENAMENIbHbIX IeKAPCMBEHHBIX PeaKyuil UOeHMUDUYUPOBAHO

He Oblo.

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEaKIINT

YuursiBas (bapmakoIorudecKuit MEXaHU3M NEUCTBUA, MIPUMEHEHUE npenapara
PuBapokcaban [ICK MoxeT conpoBOXXIaTbCs TMOBBIIICHHBIM PUCKOM CKPBITOTO HJIM SIBHOTO
KpPOBOTEUYEHHMsI U3 JIIOOBIX TKAHEW U OPraHOB, KOTOPOE MOKET MPUBOJIUTH K TOCTTEMOPPArn4ecKon

aHemuu. llpu3HaKu, CUMNOTOMBI M CTENEHb TSHKECTH (BKJIOYasl JIETaIbHBIA HMCX0X) OyIyT
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KpOBOTEUCHHsI U/WiH aHeMHH (cM. pasnen 4.9). B KIMHIHYECKHUX UCCIeIOBAHUSX KPOBOTCUCHHS U3
CJIM3UCTHIX 000JI0UeK (2 MMEHHO: KPOBOTEUEHHE U3 HOCA, JAECEH, KelyT0YHO-KUIIIEYHOTO TPaKTa,
MOUYEMOJIOBOM CHCTEMBI, BKJIIOYas aHOMaJbHOE BarvHalbHOE WJIM YCUJIEHHOE MEHCTpyalbHOE
KPOBOTEUYEHHE) U aHeMHUs HAOIIOJAIMCh Yallle NMPHU JUIUTEIHHOM JICYEHUH pUBapOKcabaHOM IO
cpaBHenuio ¢ neueHneM ABK. Takum o6pa3om, B JONOJHEHUE K HAAJEKAIIEMy KIMHUYECKOMY
HaOITI0ICHUIO, JTA0OPATOPHOE UCCIIEIOBAHIE TEMOTIIO0NHA/TeMAaTOKPUTA MOKET OBITh 3HAYHMMBIM
JUTS BBISIBJICHUSI CKPBITBIX KPOBOTEUEHUN U KOJIMYECTBEHHON OLEHKU KIMHUYECKON 3HAUMMOCTH
SBHBIX KPOBOTEUEHUH B CIy4asiX, KOrjaa IpuMeHUMO. PUCK pa3BUTHS KPOBOTEUEHHI MOXKET OBITh
MOBBIIICHHBIM Y OINPEAEICHHBIX TPYNIN MalUeHTOB, HANpUMEp, Yy TMAIMEHTOB C TKEIOH
HEKOHTPOJIMPYEMOW apTepHalibHOW THIEPTEH3UEH W/WIM TPH COBMECTHOM MPHUMEHEHHH C
npenapaTamu, BIUSIOMAMA Ha TeMocTas (cM. pazzen 4.4.). MeHcTpyanbHOE KPOBOTEUCHHUE MOYKET
OBITH 00JIEe OOMIIHPHBIM W/MJTH TIPOIOJDKUTEITLHBIM.
I'emopparmueckne OCJIOXKHEHUS MOTYT TpOSABIATHCS B BuUAe ciaboctu, OJeqHOCTH,
TOJIOBOKPY>KEHUS, TOJIOBHOW OOJIM MM HEOOBSCHUMBIX OTEKOB, OJBIIIKH MM HEOOBSICHUMOTO
n1oka. B HEKOTOPBIX ciyyasx BCaeACTBHE aHEMUU HAOJI01aliCh CUMIITOMBI HIIIEMUH MUOKap/a,
Takue Kak 00JIb B IPyAH WM CTEHOKApIUS.
[Ipu npumenenun npenapara Pupapokcaban IICK peructpupoBaiuch Takue H3BECTHbIC
OCJIOXKHEHHUSI, BTOPUYHBIE 110 OTHOIICHHIO K TSDKEIBIM KpPOBOTCUCHHUSIM, KaK CHHIPOM
MOBBIIIEHHOTO  cyOdacuualbHOTO  JaBJICHWs  (KOMIApPTMEHT-CHHAPOM) H  TOoYedHas
HEJOCTAaTOYHOCTh  BclieAcTBUEe runonepdys3uu. Takum oOpa3om, clieyeT Y4HUTHIBaTh
BO3MOXHOCTh KpPOBOTEUEHHUS MPH OICHKE COCTOSIHHSA JI000r0 MAaIMeHTa, MOJyYaroliero
AHTUKOATyJISTHTHI.

eTu
Jleuenue BTO u npoghunakmuxa peyuoueos BTI
Onenka 6e30MacHOCTH Y IETEH U OJPOCTKOB OCHOBAHA Ha JTAHHBIX MO O€30MaCHOCTH OTKPBITHIX
UCCIIEIOBaHUI C aKTUBHBIM KOHTpoJjeM (AByX uccienoBanuid Il ¢aser u omnoro III ¢dassr) c
y4acTHEM JCTei B Bo3pacTe oT poxkaeHus 10 <18 met. JlaHHbie Mo 6€30MmacHOCTH ObUTH B 1IEJIOM
COTIOCTaBUMBIMU JIJIsl pUBapoKcabaHa U Mpenapara CpaBHEHUS B Pa3IMYHBIX BO3PACTHBIX IpymIax
nereit. B nenom npoduis 6e3onacuoctu y 412 nereit u moApoCTKOB, MOTYYaBIINX pUBapoKcadaH,
Obul aHanorWyeH mpopuio O0e30macHOCTH, HaOMI0aeMOMYy BO B3pOCIOW MOMYJALUH, H
COXpAaHSUICS B pa3HBIX BO3PACTHBIX IPyMIax, XOTs OLIEHKA OrpaHUYEeHa HEOOIBIINM KOJIMYECTBOM
MAIMEHTOB.
I'onoBuast 6016 (04eHb yacTo, 16,7 %), nuxopasaka (oueHs 9acto, 11,7 %), HocoBoe KpOBOTEUEHUE

(ouenp yacto, 11,2 %), pora (ouenp vacto, 10,7 %), Taxukapaus (dacto, 1,5 %), moBbIIeHUE
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KOHIEeHTpauuu omnupyOuna (uacro, 1,5 %) u 'IOBBIHIGI‘—'III—/PG'I KMEJ@]‘E&I{IBIIO szb'c;ia'ét'f'iﬁoro

ounmupyouna (penko, 0,7 %) perucTpupoBaUCh y NMEIUATPHUUECKUX IMALUEHTOB Yalle, YeM Y
B3pociibiX. Kak v BO B3pOCIOi Nomy isiiue, MeHopparus Hadmonanace y 6,6 % (4acto) aeBoUyek-
MOJPOCTKOB  MOCIIE  MEHapxe. TpombouuTtonenus, HaOmogaemMasi B paMKax
MOCTPETUCTPALIMOHHOTO MOHUTOPUHTA BO B3POCIION MOMYJISIIIMY, B KITMHUYECKUX MCCIIEAOBAHUIX
cpenu  MeauaTpuyecKor —momymsimuu  Habmogamack 4dacto (4,6 %). HexemarenbHbie
JIeKapCTBEHHbIE PEAaKIUU y JeTeil ObTH B OCHOBHOM OT JIETKOH /10 YMEPEHHOH CTENEHU TSHKECTH.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno coo61ath 0 mo103peBaeMbIX HexKeNaTeNbHbIX PEaKIUIX MOCe perucTpaluy npemnapara ¢
[ENbI0  O0ECTEeYeHHUS]  HEMPEepPHIBHOTO  MOHUTOPUHTA  COOTHOIIEHUS  «IOJB33a—PHUCK)»
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKAM pa0OTHUKAM PEKOMEHIyEeTCsl COOOIaTh O JIFOOBIX
M0JI03PEBAEMbBIX HEXKENATEIbHBIX PEaKIMsIX JIEKapCTBEHHOTO IMpenapara 4yepe3 HalMOHAJbHbIE
COOOILIEHUsI O HEXeNaTeIbHBIX PEaKIUIX T'OCyIapCTB-4IeHOB EBpa3uiickoro 3KOHOMHYECKOTO
coro3a.

Poccuiickas @eoepayus

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBuanzop)

109012, MockBa, CnaBsgHcKas II0MIaab, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru

Pecnyonuxa benapyco

Anpec: 220037, r. Munck, niep. ToBapumieckuit, 2a

VII «LIeHTp 3KCIIEepTU3 U UCIIBITAHUHN B 3{PaBOOXPAaHEHUN»

Tenedon: +375 (17) 242-00-29

@axc: +375 (17) 242-00-29

DnekTpoHHas mouta: repl@rceth.by

Caiit: https//www.rceth.by

Pecnyonuxa Kazaxcman

PI'TI na ITXB «Hauuonanensiii LleHTp sKCepTU3bI JIEKAPCTBEHHBIX CPEACTB U MEIUITUHCKUX
uznenuity Komurera MeAUIIMHCKOTO U (hapMarieBTHUECKOTro KOHTpoisi MUHUCTEpCTBA
3npaBooxpaneHust Pecnyomuku Kazaxcran

010000, paiion baiikonslp, r. Actana, yi. A. Mmanosa, a. 13, BIl «Hypcayner 2»

Tenedon: +7 (7172) 235-135

OnexTtponHas noyra: farm@dari.kz

Caiit: http://www.ndda.kz
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(NOCNEQOBATENLHOCTE 0006)

Keoipevizckas Pecnybauka

JlenapTamMeHT JIEKapCTBEHHBIX CPEACTB U MEAULIMHCKUX U3JEIUN IpY MUHHUCTEPCTBE
3npaBooxpanenust Keipreizckoit Pecryomiku

720044, Yyiickas obnactb, T. bumkexk, yi. 3-sa Jluaus, 25

Tenedon: +996 (312) 21-92-86

OnextponHas noyra: dlsmi@pharm.kg

Caiit: http://www.pharm.kg

Pecnyonuxa Apmernus

I'HKO «lleHTp sKCIepTU3bl JEKAPCTB U MEIUIIUHCKUX TEXHOJIOTHUI»

0051, r. Epesan, np. Komuraca 49/5

Tenedonsr: (+374 10) 20-05-05, (+374 96) 22-05-05

DnekTpoHHas rmoyra: vigilance@pharm.am

Caiit: http://pharm.am

4.9. Ilepeno3npoBka

VY B3poCHBIX OBUIH 3apETUCTPUPOBAHBI PEIKUE CIydyau Mepeno3upoBku qo0 1960 mr. B crmydae
NEepe0O3UPOBKM  HEOOXOAMMO TIIATENbHO HAOMI0JaTh MalMeHTa Ha TMpeAMET pPa3BUTHUS
KPOBOTEUECHHUH WIHM JPYTUX HEXENaTeIbHbIX peakuuid. JlaHHble y neTell orpaHnyeHsl. B cBs3u ¢
OTpaHUYEHHBIM BCAChIBAHHEM OKMAAETCS (JOPMHUPOBAHUE IJIATO KOHLEHTpAIMK Ipernapara 0e3
JAJIBHENIIET0 YBEIUUEHHUS €r0 CPEJHEN KOHLIEHTPAlMK B IIa3Me€ KPOBU IIPHU MPUMEHEHHUH 103,
MPEBBIIAIOIINX TeparneBTHUYECKHe, paBHbIX 50 MI puBapokcabaHa Ui BBIIIE Y B3POCIBIX, OTHAKO
y JleTell OTCYTCTBYIOT AaHHBIE O J03aX, MPEBBIIIAIONINX TePANeBTHUECKUE.

JUist B3pOCIHBIX CYIIECTBYET CHEHU(pUUECKUH aHTHAOT (aHIeKCaHeT aibda), OJIOKUPYIOLIHA
dapmakonuHamuueckuii 3¢pdexr puBapokcabaHa, OJHAKO OH HE pa3pelleH K MPUMEHEHHIO Y
NETEN.

B cnyuae mepeno3upoBku puBapokcabaHa Uil CHUIKEHHS] BCACBIBAHUS MOKET MPUMEHSATHCS
AKTUBUPOBAHHBIHN yTOJIb.

JleueHue

Ecnu y manuenra, nonyyaroiiero puBapokcadbaH, BO3HUKIO OCIOXKHEHHE B BUAE KPOBOTECUCHUSI,
CIEIYIOIIMI MpUEM puUBapokcabaHa cielyeT OTJIOXKHUTbh WM, IpU HEOOXOIUMOCTHU, OTMEHUTH
neuyenue. [lepuon nmomyBbIBeIcHNsT pUBapoKcadaHa y B3pOCIBIX COCTABISET MPUOINZUTEIBHO S5—
13 gacos. Ilepuon nosyBbIBEIEHUS Y JETEH, CIPOrHO3UPOBAHHBIN C IIOMOILBIO MOMYJISLIUOHHOTO
(hapMaKOKMHETHYECKOTO MOJICTUPOBaHMs, Kopode (cMm. pasmen 5.2.). Jleuenue mOMKHO OBITH
UHAVBUAYAIbHBIM B 3aBUCUMOCTHM OT TSDKECTH M JIOKaJW3alud KpoBoTeueHus. llpu
HEOO0XOIMMOCTH MOKHO IPUMEHSTHh COOTBETCTBYIOIIEE CUMIITOMAaTHYECKOE JIEYCHHUE, TaKOe KaK

MEXAaHWYECKasl KOMIIpecCHsl  (Hampumep, IMpH  TSHKEIBIX  HOCOBBIX — KPOBOTEUEHUSX),
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reMoJuHaMHUYecKast OAAePKKa, IPUMEHEHHE MPEnapaToB KPOBU (IPUTPOIIUTAPHON MACCHI WU
CBE)KE3aMOPOKEHHOH IUIa3Mbl, B 3aBUCUMOCTH OT TOT'O, BO3HHUKJIA aHEMHs MM KOAryJOMaTHsI)
WU TPOMOOITMTOB.

Ecnu nepeuuncneHHble BbILIE MEPONPUATHS HE NPUBOJAT K YCTPAHEHHIO KPOBOTEUEHHUS, MOKET
OBITh Ha3HAUCH crienU(UIECKU aHTHIOT UHTHOUTOpA (hakTopa Xa (aHaeKcaHeT anb}a), KOTOPbIi
Oonmokupyer  QapmMakoguHaAMHYeCKH  3QQexT  puBapokcabaHa, WIM  cnenuduueckue
MPOKOAryJISIHTHBIE —Tpenaparbl, HampuUMep, KOHIIEHTpaT MPOTPOMOMHOBOIO KOMILIEKCA,
KOHIIEHTPAT aKTUBHUPOBAHHOTO MPOTPOMOMHOBOIO KOMILJIEKCA WM PEKOMOWHAHTHBIN (haKkTop
VlIla (r-FVIla). Ognako B HacTosilee BpeMsl OMNBIT NMPUMEHEHHS JaHHBIX JIEKAPCTBEHHBIX
IpenapaToB y B3pOCHbIX W JAETEeH, MOJydalolnMX puUBapoKkcabaH, BeCbMa OrpaHuyeH. JlaHHBIE
PEKOMEHIALUN TaKXe OCHOBAaHbI HAa OrPAaHUYCHHBIX HEKJIMHUYECKUX JAaHHBIX. BO3MOXHOCTH
MOBTOPHOTO BBEICHHS pekoMOumHaHTHOTO ¢akrtopa VIla m TuUTpoBaHWE 03Bl CIEAYyET
paccMaTpuBaTh B 3aBUCHMOCTH OT CHID)KEHHUS aKTMBHOCTH KPOBOTEUCHHSA. B 3aBHCHMOCTH OT
MECTHOM JOCTYIHOCTH, B CiIy4ae OOJBIIOTO KPOBOTEUEHHS CIEAYET PACCMOTPETh BO3MOKHOCTD
KOHCYJIbTAI[H CO CIELHMAINCTOM O KOaryJysiuu (cM. paszaen 5.1.).

[Ipenmonaraerca, uyTro MpoTaMuHa cyibpaT W BUTaMMH K He OKa3bIBalOT BIMSHUS Ha
AHTUKOATyJISHTHYIO aKTUBHOCTH puBapokcabaHa. MmMeeTcss OrpaHUYCHHBIA OMBIT MPUMEHEHUS
TPAHEKCAMOBOW KHCIOTHI U OTCYTCTBYET ONBIT MPUMEHEHHUS aMHHOKAIIPOHOBOW KHCIOTHI H
anpOTUHHUHA Y B3POCIBIX, OTyUYalouX puBapokcadan. OTCYTCTBYET ONBIT MPUMEHEHUS TaHHBIX
npenaparoB y AETeH, moyydaronmx puBapokcadan. HayuHoe oOocHOBaHUE 1e51ec000pa3HOCTH
WIN OTIBIT MPUMEHEHUS! CHCTEMHOT'0 T€MOCTaTHYECKOTO TpenapaTa IeCMOIPECCHH Y MAIEeHTOB,
NOJYYaloIuX PUBAPOKCAaOaH, OTCYTCTBYET. YUMTBIBas MHTEHCHBHOE CBSA3BIBAaHHE C OeJIKaMu

TJ1a3MBbl, OJKUJIAETCS, YTO PUBApOKcabaH He OyAEeT BBIBOJIUTHCS MPU MPOBEACHUH IHATIN3A.

5. ®APMAKOJIOTHTYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

®apMakoTepaneBTUYECKas TpyIa: aHTUTPOMOOTHYECKHE CPENCTBA; MPSMble HHTUOUTOPHI
daktopa Xa.

Kon ATX: BO1AFOI.

Mexannsm neiicTBus

PuBapokcabaH — BEICOKOCEIIEKTUBHBIN MpAMON HHTHOUTOP (hakTopa Xa, 0OJagaronuii BBICOKOM
OMOIOCTYITHOCTBIO MPH ITPHEME BHYTPb.
AxrtuBamus (akropa X c¢ oOpazoBaHueM ¢akTopa Xa depe3 BHYTPEHHHH U BHEIIHUN IyTH

CBCPThIBAHUA UIpaCT LOCHTPAJIBHYIKO POJIb B KOAryJIIMUOHHOM KaCKalAc, 4YTO MNPUBOAUT K
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dbopmupoBannio GUOPHHOBOTO TpoMOa M aKTHUBALIUU ﬁ&%&%%&%ﬁﬁm '%Eﬁaﬂéi%'@%an

HE MHTUOMpyeT TpoMOMH (akTuBHMpOBaHHBIM (akrop II), a Takke HE MPOIEMOHCTPUPOBAI
BJIMSIHUS HA TPOMOOITUTEI.

dapmakoanaamMuyeckue dPpPeKTnl

VY yenoBeka HAOIIOMAETCS 10303aBUCHMOE MHTHOUPOBAHNE aKTUBHOCTH (hakTopa Xa.
PuBapokcabaH OKa3bIBaeT /10303aBHCHMOE BIMSHUE HA MPOTPOMOMHOBOE BPEMs U XOPOILIO
KOppenupyeT ¢ KOHIEHTpauusMu B 1iazme (r=0,98), ecnu ans aHanmsa UCHONb3yeTcst HAbop
Neoplastin. [Ipu ucnosp3oBaHuN APYTUX PEAKTUBOB PE3YIbTAThI OYAYT OTIMYATHCS.
[IporpoMOMHOBOE BpeMsi cleAyeT M3MEpsATh B CeKyHAaX, mockoibky MHO (mexmyHapomHoe
HOPMAaJIM30BaHHOE OTHOIICHNE) OTKATMOPOBAHO U CEPTUDUIIMPOBAHO TOIBKO JUIsl IPOU3BOIHBIX
KyMapuHa U He MOKET MMPUMEHSATHCS UL IPYTUX aHTHUKOATYJISIHTOB.

VY namueHToB ¢ QuOpHILISAIME npeAacepAunil HEKJIAMaHHOTO MPOUCXOKIECHUS, TPUHUMAIOIIUX
puBapokcabaH I MPOPUIAKTUKH UHCYJIbTa U CHCTEMHOW TpoMO03IMOommu, 5/95-nporeHTunm
Ui mpoTpoMOuHOBOrO Bpemenu (Neoplastin) uepe3 1—4 gaca mocne npuema TabiaeTku (T.e. Ha
mMakcumyme 3¢ dekra) BappupyioT oT 14 1o 40 cexyH] y mauneHToB, MpUHUMaOIHX 20 Mr OJJMH
pa3 B 1eHb, 1 oT 10 10 50 cekyH y TaIllMeHTOB CO CPeAHEH CTEeNEeHbIO HapyIIeHUs (yHKIIUHU MTOYEK,
npuHUMaromux 15 Mr oauH pa3 B aeHb. B mpomexyrtke yepe3 16—-36 yacoB mocie mnpuema
TabneTku 5/95-npoueHTHan BappupyroT oT 12 10 26 cekyHa y MalueHToB, MpUHUMAtomux 20 Mr
OJIMH pa3 B JIeHb, K OT 12 10 26 CeKyHI y MalMEHTOB ¢ HapylieHueM (YHKIMH MMOYEeK CPEIHEH
CTENEeHU, MTPUHUMAIOIUX 15 MI OIMH pa3 B J€Hb.

VY nmanueHToB, MONydyaromux puBapokcaban mia jedeHuss TI'B m TOJIA u npodunakTuku
peumauBoB TI'B u TOJIA, 5/95-npouenTtiim 11t mpoTpomMOuHOBOro Bpemenu (Neoplastin) uepes
2-4 gaca mocie npuemMa TabjaeTku (T.e. Ha MakcumyMme 3¢ dekTa) BapbupyroT oT 17 10 32 cekyHn
y MalMeHTOB, MPUHUMAOIMX 15 Mr aBa pa3a B AeHb, U OT 15 mo 30 cekyHJ y MalMEeHTOB,
npuHuMaromux 20 Mr ofiiH pa3 B IeHb. B mpomexyTke uepes 8—16 yacoB mocie nmpueMa TabiaeTku
5/95-npo1IeHTUIIN BapbUPYIOT OT 14 10 24 cexyH[ y MallMeHTOB, MPUHUMAIOIINX 5 MT JIBa pa3a B
neHb, U uepe3 18-30 uwacoB mocie mpuema Tabnetku — oT 13 mo 20 cekyHA y MalMeHToB,
npuHUMaroImux 20 Mr oJIMH pa3 B JIE€Hb.

B  kimuHHMueckoM  (apMaKoOIOTHYECKOM  HMCCIEJOBAHMU M3MEHEHUS (apMaKoIUHAMUKH
puBapokcabaHa y 370pOBBIX B3pOCIBIX JOOpPOBOJBIEB (N=22) OBUIO BBISABICHO BIIUSHUE
omHOKpaTHBIX 1103 (50 ME/KT) nByX pasiuyHbBIX THUIIOB KOHIIGHTpaTa MPOTPOMOUHOBOTO
komruiekca: TpexgakropHoro (paxrops II, IX u X) u 4-paxropnoro (pakropsr II, VII, IX u X).
Tpex}akTopHbIii KOHIEHTPAT MPOTPOMOMHOBOTO KOMILJIEKCA CHHM3MJ CpPEIHHE 3HAYCHHS
nporpomoOuHOoBOro BpeMeHnu (Neoplastin), mpumepno Ha 1,0 cexkyHay B TeueHue 30 MUHYT 1O

CPaBHEHMIO CO CHID)KEHHEM INPUMEPHO Ha 3,5 CeKyH[bl, HaOJIOJaeMbIM IPH HCIOJIb30BaHUU
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4-pakTOpHOTO KOHIICHTpaTa MPOTPOMOWHOBQIO KOl\'&HJ‘l_'Ie'l-z't:-LE‘]' EHDE%H;D:CLCHMCI)BHHH

KOHIIEHTPAT MPOTPOMOMHOBOIO KOMIUIEKCa OKa3all 0oJiee cuiibHOE U ObIcTpoe ol1iee BIUSHUE Ha
00paTUMOCTh W3MEHEHHWH B TEHEpAllMd HHJOTEHHOIO TPOMOMHA, YeM dYeTbIpeX(aKTOpHBIH
KOHIIEHTpAT MPOTPOMOMHOBOTO KOMILIeKca (cM. paznen 4.9).

Taxxe puBapokcaban no3o3aBucumo yemnuuBaer AUTB u pesynerar HepTest; omnako 3tu
napamMeTpsl He PEeKOMEHIYEeTCsl MCIOIb30BaTh Il OLEHKU (papMakoIMHAMUYECKHX 3(PQeKTOB
puBapokcabana. B mepuon neueHus puBapokcabaHOM MPOBOJUTH MOHUTOPHHI MapaMETPOB
CBEpPThIBAHUS KPOBU He Tpedyercs. OQHaKo, ecilu AJI 3TOr0 €CTh KIMHUYECKOe 0OOCHOBaHHE,
KOHIIGHTpaIlis pUBapoKcabaHa MOXXET OBITh HW3MEpPEeHa TMpU TOMOIIM KaJTuOPOBAHHOTO
KOJINYECTBEHHOTO aHTU-(pakTopa Xa Tecta (cM. pazzaen 5.2).

Kimmanueckas 3¢ heKTUBHOCTD M 0€30IIaCHOCTD

Jleuenue BTO u npoghunaxmuxa peyuousos BT y demeti

bei1o mpoBeaeHO 6 OTKPBITHIX MYJbTHIIEHTPOBBIX MCCIEIOBAHUNA CPEIU AETCKOW MOIMYJIALNH, B
KOTOpbIE B 0011IeM OBbLIIM BKIIIOUEHBI 727 feTeil ¢ moaTBepkaeHHoi octpoit BTJ, u3 kotopsix 528
nonydanu puBapokcabaH. Jlo3a puBapokcabaHa, KOTOpas MPUMEHSUIaCh B TEAHATPUYCCKON
MOMYJISIIHY, OblJIa CKOPPEKTHPOBAHA 10 Macce Tela U HKBUBAJIEHTHA MO (apMaKOJIOTHYECKOMY
nercTBuro 103¢ 20 Mr OZIMH pa3 B JIeHb, UTO MOATBEPKIeHO B uccienoBanuu I11 ¢azer (cM. pazgen
5.2).

EINSTEIN Junior — paHJIOMH3UPOBAaHHOE, OTKPBITOE MHOTOIEHTPOBOE KIMHUYECKOE
uccienoBanue Il ¢aspl ¢ akTMBHBIM KOHTposeMm ¢ ydactuem 500 marmueHToB (B BO3pacTe OT
poxxnenus 10 <18 net) ¢ moaTBepKaeHHOM ocTpori BTD, n3 koTopsix 276 aeTeit Obun B BO3pacTe
ot 12 no <18 net, 101 peGenok — ot 6 10 <12 ner, 69 nereii — ot 2 <6 net u 54 pebeHKa B BO3pacTe
10 2 JeT.

BTD «kmaccudumupoBanach Kak Karerep-accoumupoBanHas BTD wmm  kak  Tpom003
1epeOpaabHbIX BEHO3HBIX CHHYCOB (MJM TpOMOO3 BEH T'OJIOBHOTO MO3Tra WJIM IMa3yX) WIM Kak
npyras BTO, Brxmouas TI'B um TOJIA (He karerep-accoumupoBanHas BTD). HawubGonee
pacnpoctpanenHoit BTD B moarpymnme neteit ot 12 mo <18 ner Obuta kareTep-acConrupOBaHHAS
BTD (6»11a 3apeructpupoBana y 211 gereit; uro cocraBuio 76,4 %); B moarpymnme iereit ot 6 10
<12 net u B moarpytmiie ot 2 10 <6 jet — TpoM003 BEH TOJOBHOTO MO3ra Wi ma3yx (y 48 nereit
(47,5 %) u 'y 35 nereit (50,7 %) COOTBETCTBEHHO); B MOATPYIIE AeTeH Mitaiie 2 JIeT — Takke
karerep-accouuupoBanHas BTO (y 37 nmereit (68,5 %)). B noarpynne puBapokcabaHa He OBLIO
JeTel Mitaame 6 MecsIeB ¢ TPOMO030M LepeOpaTbHBIX BEHO3HBIX CHHYCOB. 22 MallMeHTa U3 BCEX
MalMeHTOB ¢ TPOMOO030M IiepeOpaibHBIX BEHO3HBIX CHHYcoB umenu uHpeknuto [THC (13

NaIMEeHTOB B IPyIIe puBapokcadbaHa v 9 ManueHToB B rpyIIe CpaBHEHUS).
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BTD Opimma crpoBolHMpoBaHa IOCTOSSHHBIMHU HIJIH Bpéﬂéﬁﬁgﬁg'@i;@gﬁﬁ ':i&'n&'a':' I/IIJIII/II UXx

COBOKYITHOCTHIO Y 438 (87,6 %) nereii.

[TaneHTsl MOMyYany HayaJbHOE JICUCHHE TePANeBTHUECKUMH J03aMU He()PaKIIMOHUPOBAHHOTO
renapuHa, HUI3KOMOJIEKYJISIPHOTO TenapuHa Wik (oHJanapuHyKca B TEUEHUE MO KpalHel mepe
5 mHeH, mocie 4ero ObUTM paHJOMHU3UPOBAHBI B COOTHOIICHHH 2:1 B Tpynmy puBapokcabaHa B
7103€, CKOPPEKTUPOBAHHOM 0 Macce Teja, WU IPYIIy CPaBHEHUS, MOJYYaBIIyI0 CTAaHIAPTHYIO
Tepanuio (renapusbl, ABK) B TedueHHe OCHOBHOIO NepHOJa JIEUYEHHs, COCTaBUBLIETO 3 Mecsla
(1 mecsan mist neteit miasiie 2 et ¢ karerep-accormupoBanHo BTD). B cinyuae knmmanyeckoin
OCYIIECTBUMOCTH B KOHIIE OCHOBHOT'O IE€PHO/Ia JICYCHHS POBOINUIIACH IIOBTOPHAs BU3YyaIU3aIus
COCYJIOB; TEpPBUYHAs MPOBOAMIACH HA ATalle BKIIOUEHUS B HccienoBanue. [locie atoro npuem
UCCIIElyeMOT0 TMpernapara MoOr OBITh MpPEKpalleH WIH, [0 YCMOTPEHHIO HCCIEeI0BATEINs,
poIoJpKajcs 10 12 MecsneB (uist AeTeit Miaiie 2 JeT ¢ KaTeTep-acCOIMUPOBAHHBIM TPOMOO30M
110 3 MecsIIeB).

[lepBuyHOl KOHEYHOH TOUKOH 3((HEeKTUBHOCTH ObLIa YaCTOTa CHUMIITOMAaTHYECKOTO PELUINBA
BTD. OcHoBHasi KOHeuHas Touyka Oe30macHOCTH Obula KoMOWHHMpoBaHHas. OHa BKIIOUYaTa
4acTOTy OOJBIIOrO KPOBOTEUYEHHS W YaCTOTY KIMHUYECKH 3HAYUMOTO HEOOJBIIOro
KpoBOTeUEeHHS. Bce Kiro4yeBble KOHEYHBIE TOYKH dS(PGEKTHBHOCTH W 0€30MacHOCTH
[EHTPAJIM30BaHHO OIICHUBAINCH HE3aBUCUMBIM KOMHUTETOM, JJIsI KOTOPOro OBLIO 3acierieHO
pacrmpenienieHne MalMeHTOB Mo rpynnam JjedeHus. KiroueBble pe3ynbrarsl 3()(EKTUBHOCTH U
0e30MacHOCTH IPUBEACHBI B TA0IUIAX 4 U 5 HIDKE.

Peunnus BTD Bcrpeuancs y 4 u3 335 manmueHTOB B rpymie puBapokcabaHa my S5 w3 165
NAIMEeHTOB B IPYIIIE CPAaBHEHHUS.

KomOunupoBanHas yacTora OOJBIIOTO KPOBOTCUEHHS M KIMHUYECKH 3HAYUMOIO HEOOJIBIIOTO
KpoBoTeueHust ormevanach y 10 u3 329 nanuentos (3 %), mony4aBmux puBapokcabas, u'y 3 u3
162 manuentoB (1,9 %), monyuaBmMX mpenapar cpaBHeHHA. UucTas KIMHHYECKas BBIFOJA
(KOMOMHHpPOBaHHAsI YaCTOTa CUMIITOMaTH4ecKoro peruansa BTD u 0onbIoro KpoBoTeUeHHUs)
oTMeueHa y 4 u3 335 nmanueHToB B rpymrne puBapokcabaHa u'y 7 u3 165 manueHToB B rpymre
cpaBHeHus. Pexananmmsammsi TpomOa (paccachklBaHME€ TpoMOa C BOCCTAHOBIICHHEM IIPOCBETA
cocyJia) Mpy MOBTOPHOW BU3yaldu3anuu HaOmofanack y 128 w3 335 marueHToB mpu JICUSHUH
puBapokcabaHoM 1 y 43 u3 165 maunueHToB B rpynie CpaBHEHUS. DTU pe3yJIbTaThl ObLIH B IIEJIOM
COIIOCTaBUMBIMH Y JIETEH pa3HbIX BO3pACcTHHIX rpyni. B rpymnmne puBapokcabana 6buto 119 nereit
(36,2 %) c xpoBOTEUEHNEM, BOSHUKIINM B pE3yJIbTaTe TEPAIHH, a B TpyIIe cpaBHeHUS — 45 nereit
(27,8 %).

Tadauna 4. PesynsTarsl npodmitst 3G GEeKTUBHOCTH B KOHIIE OCHOBHOTO MIEPHOA JICUCHHS
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(n=335%)

cpaBHenus (n=165%)

Peumnue BTO (nepBuyHas KoHeUHast TOUka 3 (HEKTHBHOCTH)

4(1,2 %, 95 %
T 0,4 %—3,0 %)

5(3.0 %, 95 %

T 1,2 %—6,6 %)

KoMOrHMpOBaHHAsI KOHEYHAsI TOYKA: CUMITOMATHYECKHI
petmanB BTO+6eccumnroMHoe yXyaleHne Ipy TOBTOPHOI

BU3yalin3alnuu

5(1,5%,95%
J1 0,6 %—3.4 %)

6 (3,6 %, 95 %
T 1,6 %—7,6 %)

KoMOrHMpOBaHHAs KOHEYHAsI TOYKA: CUMITOMATHYECKHI
petmauB BTO+6eccumMnToMHOe yXyAIIEHHE+OTCYTCTBUE

U3MEHEHUH TpU MOBTOPHOM BU3yanu3aluu

21 (6,3 %, 95 %
TV 4,0 %-9.2 %)

19 (11,5 %, 95 %
T 7,3 %—17,4 %)

Pexananuzanus npu MOBTOPHOM BU3yalu3alluu

128 (38,2 %, 95 %
AN 33 %—-43.5 %)

43 (26,1 %, 95 %
A1 19,8 %—33,0 %)

Yucras KIMHUYECKas BHIroa (KOMOMHUPOBaHHAs KOHEYHAs
TOYKA):

cuMIITOMaTHIecKuit penuans BTO+00ib11oe KpoBoTeUeHHE

4(1,2 %, 95 %
JI 0,4 %—3,0 %)

7 (4.2 %, 95 %

T 2,0 %-—8.4 %)

TOJIA co cMepTenbHBIM WIIH HECMEPTEIbHBIM HCX0J0M

10,3 %, 95 %
I 0,0 %—1,6 %)

1 (0,6 %, 95 %
I 0,0 %-—3,1 %)

HpI/IMe‘-IaHI/IGZ * — moJHas BLIﬁOpKa JJId aHaJiu3a, T.C. BCC A€THU, KOTOPBIC ObLIN PaHAOMU3UPOBAHBI

Tﬂﬁ.]]l/llla 5. PeSyJ’ILTaTLI HpO(i)I/IJ'Iﬂ 0€30I1aCHOCTH B KOHIIE OCHOBHOI'O IE€proJa JICUCHHUSA

CoOnITHE

PuBapoxcadan

(n=329%)

IIpenapat
CpaBHEHHS

(n=162%)

KomOnHMpOBaHHAsI IEPBUYHASL KOHEUHAsI TOUYKa 0€30MaCHOCTH:
00JIBIIIOE KPOBOTEUCHHEKIIMHUIECKH 3HAUUMOE HEOOJIBIIIOe

KpPOBOTEUEHHE

10 (3,0 %, 95 %
T 1,6 %—5.5 %)

3(1,9 %, 95 %
AN 0,5 %—5,3 %)

Bosnbioe kpoBoTeueHue

0 (0,0 %, 95 %
JIV 0,0 %—1,1 %)

2(1,2 %, 95 %
TN 0,2 %—4.3 %)

JIroboe xpoBOoTEUEHHUE, BO3HUKILICE B PE3yJIbTATE TEPAITUH

119 (36,2 %)

45 (27.8 %)

HpI/IMe‘-IaHI/IGZ * BLI60pKa JUISA aHaJin3a 6630HaCHOCTI/I, T.C. BCC PAHAOMU3UPOBAHHBIC ACTH, TOJTYUUBIINC 11O

KpaliHell Mepe OJIHy 03y HUCCIIEyeMOro Ipenapara

¥ OTYETY

[Tpodunu >ddexTnBHOCTH M 6€30MaCHOCTH pHBapoKcabaHa OBLIM B I[€JIOM COIIOCTAaBUMBIMH Yy
neauatpudeckot momyisiiuu ¢ BTD wu B3pocmoit momymsimuun ¢ TI'B/TOJIA, onnako,
COOTHOIIIEHUE CYOBEKTOB C JTFOOBIM KPOBOTEUECHUEM OBLIO BBIIIE B MEAUATPUICCKON MOy IISIIAN
¢ BTD no cpaBHenuto co B3pocioi nonyismueit ¢ TTB/I'JIA.

Tayuenmoi ¢ anmughocgonunuouvim cuHOpPOMOoM

B

CIIOHCHPYEMOM  HCCIIEZIOBATENEeM PaHAOMU3HUPOBAHHOM OTKPBITOM MHOTOLEHTPOBOM

HCCJIETOBAaHHUH C 3aCJICTNIEHHOM OI[EHKOM KOHEYHBIX TOUEK puBapokcadaH U3ydascs B CPaBHEHUU
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¢ BappapuHOM Yy TIAIUEHTOB C TPOMOO3OM B '@E{ﬁ%ﬂl@:&%c '“Tgﬂliﬂgdkﬁﬁ I:l:'D'I/l"CIKOM

TPOMOOIMOOTMYECKUX COOBITHH, Y KOTOPBIX AMArHOCTHPOBAH aHTU(POCHOIUIHUIHBIA CUHIPOM
(TTOJIOKUTENBHBIN PE3yNbTaT UL BCEX TPEX TECTOB HA aHTU(HOCHONIUITUAHBINA CHHAPOM: HaTU4ne
BOJIYAHOYHOTO aHTUKOAryJIIHTa, aHTUTEN K KapJIUOJUIUHY U aHTUTEN K 0eTa-2-TIMKOIpPOTEHHY
I). ITocne Brirouenus 120 manueHTOB MCCIIEIOBaHNUE OBLJIO MPEKPAIICHO JOCPOYHO 1O PUYHUHE
MOBBIIIEHHON YacCTOTHI TPOMOOIMOOIMYECKIX COOBITHH y MAIMeHTOB B IPyMIle pUBapoKcabaHa
[0 CpaBHEHUIO C Tepamnueil BappapuHoM. CpeqHsisi MPOaOHKUTEIBHOCTD TIepruoaa HaOII0ICHUS
coctaBmia 569 mHeit. 59 marueHTOB OBUTM paHJOMH3WPOBAHBI B TPYINTY pUBapokcabaHa B 03¢
20 mr (15 mMr 1u1st MarMEeHToB ¢ KIIMpeHCcoM KpeaTuHruHa <50 mi/mMuH) u 61 — B rpynmy BapgapuHa
(MHO 2,0-3,0). Tpomboambonuueckue coObITUs mpom3onui y 12 % manueHros,
PaHIOMM3HPOBAHHBIX B TPYIIy puBapokcabaHa (4 HMIIEMHYECKUX HMHCYIbTa M 3 WH]apKTa
MHOKap/a). Y NalMeHTOB, PaHIOMM3HPOBAHHBIX B Tpymnmy BapdapuHa, COOBITHUS HE ObUIH
3aperucTpupoBanbl. bosbiioe kpoBoTeueHue npousounuio y 4 manueHToB (7 %) U3 TpymHmbl
puBapokcabaHa u 2 nanueHnToB (3 %) u3 rpynmnsl BapdapuHa.

eTH
[IporpombunoBoe Bpemsi (Neoplastin), AUTB, u 3HaueHus KOHIICHTpAIMU pHUBapokcadaHa,
U3MEpEHHbIE C MOMOIIBI0 KAIMOPOBAHHOTO KOJMYECTBEHHOTO aHTH-(akTopa Xa TecTa, TECHO
KOPPEIUPYIOT C KOHIEHTPAMsIMU B TJIa3Me KpoBH y aereil. Koppensius Mex 1y KOHLIeHTpauyuen
anTH-pakTopa Xa U MmIa3MEeHHOU KOHIIEHTpALUeH SIBISICTCS JIMHEWHON ¢ HAaKJIOHOM, OJTM3KUM K 1.
MoryT BO3HHKAaTh MHIMBHIyaJbHBIC PAcXOXAEHUS ¢ Ooyiee BBHICOKUMHU WIIHM 00jee HU3KUMHU
3HAYCHHUSAMHU KOHIICHTpPALMU aHTH-(QakTopa Xa MO0 CPaBHEHHIO C COOTBETCTBYIOLIUMHU
KOHIEHTpAUsIMU B IJIa3Me KpoBU. B mepro neueHus: puBapokcabaHoM MPOBOIUTH MOHUTOPUHT
apaMeTpoB CBEPTHIBaHMS KpoBU He TpeOyercs. OQHAKO, €clu AJis 3TOr0 €CTh KIMHUYECKOe
000CHOBaHME, KOHIIEHTpalMUsi pUBApOKcabaHa MOXKET ObITh M3MEpeHa B MKI/JI MPU TOMOIIH
KaJTMOpPOBAaHHOTO KOJMYECTBEHHOTO aHTU-(pakTopa Xa TecTa (cM. Tabmuiy 6 B paznene 5.2). [lpu
UCIIONIb30BaHUU aHTHU-(akTopa Xa Tecrta A KOJMYECTBEHHOW OLIEHKH KOHIEHTpaluu
puBapokcabaHa B IUIa3Me€ KpOBM Yy JeTeid HeoOXOJUMO YYMTHIBaTh HIKHHUM Ipenes
KOJINYeCTBEHHON oueHkd. IloporoBele 3HadeHus [uis COOBITUH S(PPEKTHBHOCTH WM
0€30I1aCHOCTH HE YCTaHOBJICHBI.
5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA
AbGcopbuus
[IpencraBnennas Hiwke HWHGOpMAIMS OCHOBaHA Ha JAaHHBIX, MOJYYEHHBIX BO B3POCIIOH
Oy JISITUH.
PuBapokcaban ObIcTpo BcachiBaeTcs; MakcuManbHast KOHIEHTPAIHS (Cmax) JOCTUTAETCS Yepe3

2—4 yaca mociie mpuemMa TabJIeTKH.
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IIpu npueme BHYTph B BUJIE TaOJIETOK JO3MPORKOH 2.5 Y RS oK abak Boalbiiabres

NPaKTUYECKH TOJIHOCTHIO, TIPH 3TOM €ro 0nojocTynHocTh Bbicokast (80—100 %) HezaBUCHMO OT
npuéma nuiu. CoBMECTHBIHN ¢ nHIIei mpuéM puBapokcadbana B 1o03e 2,5 mr u 10 Mr He BiIMseT Ha
AUC u Cmax puBapokcadana.
B cBs3u cO CHMIKEHHOH CTENEHBIO BCACBHIBAHMS, NMPH TMpHEME TaOJIETOK J03UPOBKON 20 Mr
HaTolaK HaOmroganach OuomoctynmHocTh 66 %. Ilpu npueme Ttabnerok puBapokcabaHa
J03upoBKOM 20 M BO BpeMs epl oTMeuanoch yeennueHnue cpenneid AUC Ha 39 % 1o cpaBHeHUIO
C IpueMOM TabJEeTKH HATOINAK, IMOKa3blBas IMPAKTHUECKH IOJHOE BCACHIBAHHE M BBICOKYIO
O6uomocTynHoCTh. PuBapokcaban B 1o3upoBkax 15 mr u 20 MT cieayeT mpuHUMAaTh BO BPEMS €1bl
(cm. paznen 4.2.)
dapmMakOKHHETHKA pUBapokcabaHa MPaKTUYECKH JIMHEHHA B 103ax 10 15 Mr oJiuH pa3 B IeHb IIpH
npueMe Haromak. B ycnoBusix mpueMa puBapokcabaHa B BUAE TabJIeTOK J03upoBKod 10 mr,
I5mr u 20 Mr Bo BpeMsi eabl HaAOMIOMAETCS J10303aBUCUMOCTh. IIpu Oojee BBICOKHX J103aX
pYBapokcabaH JIEeMOHCTPHUPYET abCOpOIMIO, OTPaHWYCHHYIO PACTBOPEHHUEM, C yYMEHBIIECHHOMN
OMOOCTYITHOCTBIO M CHIDKEHHON CKOPOCTHIO a0COPOLIMHU MPH MOBBILIICHUH J103BL.
dapMakOKHMHETUKAa pHUBapokcabaHa XapakTepu3yeTcs YMEPEHHOW MEXHHIUBUIYAIbHOM
BapraleIbHOCTHIO (BapHallMOHHBIH K03 dunirenT) B tuana3zone ot 30 no 40 %.
BcacreiBanue puBapokcabana 3aBucut oT Mecta BbicBoOOKaeH!Us B JKKT. CHmxkenne AUC 1 Cmax
Ha 29 % 1 56 % cOOTBETCTBEHHO HAOIIOAAIOCh IPU BBICBOOOXKICHUH I'PaHyJIsITa pUBapoKcabaHa
B IPOKCUMAJILHOM OT/IeJIe TOHKOW KHIIKU B CPABHEHUH C TPUEMOM I1eTI0N TaOIETKU. DKCIIO3UIIHS
npemnapara emie 0ojiee CHHXKAETCs MPU BBEJACHUU pUBapoKcabaHa B IUCTATBHBIA OTIEN TOHKOM
KHUIIKA WU BOCXOJSIIYI0 O00JOYHYIO KUIIKY. TakuMm o0pa3oM, cienyeTr u3beraTh BBEIEHUS
puBapokcabaHa AUCTaJIbHEE JKETyIKa, TOCKOJIbKY 3TO MOXKET MOBJIEYh CHI)KEHHE BCACBIBAHUS U,
COOTBETCTBEHHO, SKCIIO3UIMH PUBapOKcabaHa.
Buonocrynnocts (AUC 1 Cmax) puBapokcadbana 20 Mr rmpu npuemMe BHYTPb B BUE H3MEIbYESHHOM
TabJIETKU B CMECHU C SOJIOUHBIM MIOpPE WM CYCIIEHIUPOBAHHOM B BOJIE, a TaKKe MPH BBEACHUU
yepe3 JKeITyJOUYHBIM 30H] C MOCIEIyIONIMM MPUEMOM >KHUIKOTO NUTaHWs Oblla CpaBHHMA C
OMOMOCTYIHOCTBIO  1eIOM  TabjeTku.  YUHWThIBask  NpPEICKa3yeMblid  /10303aBUCHMBIH
dapmakokuHeTHYeckuii npoduias puBapokcabaHa, pe3ydbTaThl JAHHOTO HCCIIEIOBAHUS
OMOIOCTYTHOCTH MPUMEHUMBI TaK)Ke U K 00JIee HU3KUM J103aM pUBapoKcabaHa.

emu
Jletn mony4anu puBapokcabaH B Buje TaOJIETOK MM CYyCIIEH3MHU JJIS NPHEeMa BHYTPb BO BpeMs
WIN cpa3y Iociie KOPMJICHUSI WIM MpHEMa UMM, BMECTe ¢ OOBIYHOM MOpUMEH KHUIKOCTU IS
obecrieueHus HaJIeKaIIEro J03UpoBanus y neteil. Kak y B3pocibIx, Tak U 'y feTell puBapokcadaH

OBICTPO BCAChIBACTCS MOCIIE IEPOPATBHOTO IpUEMa Ipenapara B JIeKapCTBEHHOH (hopMe TabIeTKu
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(NocC HEL HOCTE Q006
WJIY TPaHYJIbI U1 IPUTOTOBJIEHUS CYCIIEH3UH IS aneMgmvﬁ%ngm%% 'D-I;lS"H'I/IHLI Hu B

1y OTUETY

CKOPOCTH, HA B CTETICHH BCACHIBAHUS MEXKIY JIEKaPCTBEHHBIMU (hOpMaMu TaOIETKU U TPaHYJIbI
JUISL IPUTOTOBJICHUS CYCIIEH3UH JUIs IpueMa BHYTpb. JlaHHbIe 0 (hapMaKOKUHETHKE y AeTel mocie
BHYTPHUBEHHOT'O BBEACHHS OTCYTCTBYIOT, I03TOMY a0COJIOTHAsI OMOAOCTYITHOCTh puBapoKcabaHa
y JeTeil Heus3BecTHAa. bbuto 0OHApYXKEHO CHIIKEHHWE OTHOCHUTEIBHON OMOJOCTYIMHOCTH TPH
YBEIMYEHUH 103 (B MI/KI' MAacChl TeJla), HA OCHOBAaHUH YEro MOXKHO CIENaTh MPEANONI0KEeHHE 00
OrpaHuveHusIX abcopOImu a7 OoJiee BRICOKUX 103, 1aXe pU Mpueme ¢ nuiield. PuBapokcaban B
BHJIe TAaOJETOK AO3UPOBKOW 15 Mr mmu 20 Mr ciieyeT MpuHUMAaTh BO BpeMsl KOPMJICHHUS WJTH BO
BpeMs e1bl (cM. pasaen 4.2.).

Pacnpenenenue

Cas3pIBaHUe C O€IKaMHM IJIa3Mbl Y B3POCIIBIX BBICOKOE U COCTABIISIET MPHONMU3UTENbHO 92-95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHEHTOM SIBJISIETCS  CBIBOPOTOUYHBIM  anbOymMuH. OOBEM
pacrpenesieHusi — yMEPEeHHBIN, Vs COCTABISIET MPUOIU3UTETHHO S0 JI.

Jlemu

Crneuuduynbie B OTHOIICHUH JI€TEH JTaHHBIC O CBSI3BIBAHWH pHBapoKcadaHa ¢ OeTKaMU IUIa3Mbl
OTCYTCTBYIOT. J[laHHBIE O (apMaKOKHMHETHKEe Yy JeTeid I0ocie BHYTPUBEHHOIO BBEIECHUS
puBapokcabaHa OTCYTCTBYIOT. Vs y nered (Bo3pacTHoi amamazoH oT 0 mo <I8 iyer) mocrie
NEpOPANILHOTO TpUeMa pHUBapokcabaHa, CIPOrHO3WPOBAHHBIA C IMOMOIIBIO MOIMYJISIIHOHHOTO
(apMaKOKMHETUYECKOTO MOJICIIMPOBAHUS, 3aBUCHUT OT MAacChl Te€lla U MOXKET OBITh OMHCaH C
MOMOIIBIO AJUIOMETPUYECKON (YHKIIMHM CO cpeaHUM 3HavyeHueMm 113 1 amsa cyObekTa ¢ Maccou
Tena 82,8 Kr.

BI/IOTDaHCd)ODMaHI/IH W 3JIMMUHAIUA

VY B3pOCIBIX MAIMEHTOB MpHU MpHEMe puBapoKkcabaHa MPUOIU3UTENBHO 2/3 036l MOIBEPratoTCs
MeTabonu3My U B JalibHEHIIIEM BBIBOASTCSA PaBHBIMU YacTSIMH [MOUYKaMH U Yepe3 KUIICUHUK.
OcraBmasicst 1/3 mpuHATOM 10361 BEIBOJAUTCS MOCPEACTBOM MPSIMOU MMOYECHHOU IKCKPEITUHU B BUJIC
HEU3MEHEHHOTO JCHCTBYIOIIETO BEIIECTBA TJIABHBIM 0O0pa3oM 3a CYET aKTUBHON MOYECYHOMH
CEKpELUH.

PuBapokcaban merabommsupyercs nocpeactsom uzopepmeatTor CYP3A4, CYP2J2, a Takxe npu
MOMOIIM MEXaHHU3MOB, HE3aBHUCHUMBIX OT CHCTEMbI IUTOXpPOMOB. OCHOBHBIMH y4YacTKaMU
OnoTpancoOpMaIiH SBISIFOTCS OKUCICHUE MOP(POIUHOBON TPYIIIBI ¥ TUPOJIA3 AMUIHBIX CBSI3CH.
CornacHo NaHHBIM, TOJIYYCHHBIM in Vitro, puBapoKca0aH SIBISETCS CyOCTpaToM Hjisi OEKOB-
nepeHocunkoB P-gp (P-rimukonporenna) u Berp (6enka yCTOWYHMBOCTH paka MOJIOYHOM JKEJE3bl).
HeusmenenHslit puBapokcabaH SBISETCS CaMbIM BaKHBIM COSTUHEHUEM B UEJIOBEUECKOH IIa3Me,

OCHOBHBIC MJIM aKTUBHBIEC IIUPKYJIHUPYIOLIHE META0OIUTHI B IJIa3Me HEe OOHAPYKEHBI.
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PuBapokcabaH, CHCTEMHBII KIUPEHC KOTOPOTO (OCTaBJ'ISIg?Il ﬁr;nml%enlﬁgl lfbln’/q 1v1_'o'71|<e*r :6'LITL

OTHECEH K JIEKApCTBEHHBIM BEILIECTBAM C HU3KUM KIUpEeHCOM. [lociie BHyTpHUBEHHOTO BBEICHUS
1 Mr puBapokcabaHa nepuo MoJyBbIBEIEHUS cocTaBisteT okoio 4,5 yacos. [locie nepopansHoro
preMa BBIBEIEHHE CTAHOBUTCS OrPaHUYEHHBIM CKOpOCThbiO abcopbumu. Ilpu BeIBeneHuu
puBapokcabaHa U3 IJIa3Mbl KOHEUHBIM MEpUO/ MOITYBBIBEACHUS COCTAaBISIET OT 5 10 9 YacoB y
MOJIOJBIX MAUKUEHTOB U OT 11 10 13 yacoB y MOKMIBIX MAIlUEHTOB.

Jlemu

Cneuuduynpie B OTHOUIEHHHM JAETE€l JaHHblE O METa0oMuM3Me OTCYTCTBYIOT. JlaHHBIE O
(dapMakOKMHETHKE Yy AeTel mociie BHYyTPUBEHHOTO BBEIEHUS pUBapoKcabaHa OTCYTCTBYIOT.
Knupenc y nereit (BozpactHoit aumama3zoH or 0 mo <18 Jer) mocie mepopajibHOro mnpuema
puBapokcabaHa, CIPOTHO3HPOBAHHBIA C MOMOIIBIO MOMYJISIUOHHOTO (apMaKOKHUHETUYECKOTO
MOJIETTUPOBAHUS, 3aBUCUT OT MacChl Te€Jla U MOXKET ObITh OMKCAH C TOMOIIBIO AJNIOMETPUYECKON
GyHKIIMM CO CpeIHMM 3Ha4YeHWeM 8§ J/4 i cyObekta ¢ maccor Tena 82,8 kr. CpemHue
FEOMETPUUYECKHE 3HAYEHUsI TEpHOJa IMONyBbIBEIEHUS (t12), pPACCUMTaHHBIE C TOMOIIbIO
MOMYJISIIIHOHHOTO  (DApPMaKOKMHETUYECKOTO MOJISTMPOBAHUS, YMEHBINAIOTCS C YMEHBIICHUEM
BO3pacTa ¥ BapbUpPYIOTCs OT 4,2 yaca y MOJPOCTKOB 10 MPUMEPHO 3 4acoB y JAETEH B BO3pacTe 2—
12 ner, no 1,9 u 1,6 yaca y gereii B Bo3pacre 0,5—<2 net u menee 0,5 roza, COOTBETCTBEHHO.
Oco0ble rpynmel NaMEeHTOB

Llon

VY B3poCiBIX HE OBLIIO KIMHUYECKH 3HAYMMBIX pa3inyuil papMakOKUHETUKU U apMaKOIUHAMUKU
CpeIu MYXXYMH U KeHIIUH. AHAIU3 MOTYYSHHBIX JaHHBIX HE BBISIBUII CYIIECTBEHHBIX pa3IuiMii B
AKCIIO3UIINH pUBapokcabaHa y AeTeil pa3Horo mona.

Jluya noowcunozo eéospacma

VY NOXWUIIBIX MallMEHTOB KOHIIEHTPAIMN pUBapoKkcabaHa B IIa3Me KPOBH BBIIIE, YEM Y MOJIOJBIX
nanuenToB; cpeanee 3HadveHne AUC npuOau3uTenbHo B 1,5 pa3a mpeBbIIacT COOTBETCTBYIONINE
3HAUEHUS y MOJIOJBIX IAlMEHTOB, TJABHBIM 0OOpa30M, BCJEICTBHE CHIDKEHUS (BEPOSTHOTO)
o0111ero 1 nmo4eyHoro kimpenca. Koppekmus 1o3sl He TpeOyeTcs.

Pasnuunasn macca mena

Y B3pocibIx kputnueckas Macca Tena (meHee 50 kr u 6osee 120 kr) Tums HE3HAYUTEIBHO BIHSIIA
Ha KOHIIEHTpALlMI0O puBapokcabaHa B mmia3me kpoBu (MeHee 25 %). Koppekmus mo3sl
He TpeOyercs.

VY nereit no3a puBapokcabaHa 3aBUCUT OT MAcChl Tela. AHAIIN3 TaHHBIX, TOTYYCHHBIX JIJIS JETEH,
HE BBISBHJI 3HAYMMOTO BIIUSHUS HEJIOCTATOYHOM Macchl Tejla WM OKHUPEHHS Ha SKCIIO3UIUIO
puBapokcabaHa.

Mesicomuuueckue paznudus
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Knunuueckn 3HaYMMBIX pa3nuyuil  dapmako I/IHCTI/IKW I%:&)%E'Gﬂ;ﬁgﬁm&f I/:' Eléﬁg%hmx

MAIUEHTOB  €BPOICOUIHOM, adpoaMEepHKaHCKOM, JTaTMHOAMEPUKAHCKOW, SMOHCKOW WK
KATACKON 3THUYECKOM MPUHAUICKHOCTH HE HAOII0JalI0Ch.

AHanM3 NOJyYEeHHBIX JAHHBIX HE BBIIBUJ 3HAUMMBIX MEXKAITHHUYECKUX Pa3IMYUil B SKCIO3UIMU
pYBapokcabaHa y JieTel sSIMOHCKOHN, KUTAMCKOM MIM a3MaTCKON STHUYECKON MPUHAIC)KHOCTH 3a
npenenamu SAnonnu u Kuras no cpaBHeHUIO ¢ 001Iel neAnaTpuIecKoil Moy siuei.
Ileuenounas neoocmamounocmo

VY B3pOCIBIX MAalMEHTOB C LIUPPO3OM MEYEHHU U HAapyLIeHUEM (DYHKIMU MeUeHU JIETKOW CTEeTeHU
(xmacc A nio Yaitna-ITet0) dpapmakokrmHETHKA pUBapoKcadaHa JUITh HE3HAYUTEIBHO OTINYaIach
OT COOTBETCTBYIOLUX TOKa3aTeJIel B KOHTPOJIBHOM I'PyIIE 3J0POBBIX UCIBITYEMBIX (B CPEIHEM
ormeuanock yBenudenne AUC puBapokcabana B 1,2 paza).

VY nmanueHToB ¢ HMPPO30M MEUYEHU M HapylIeHHeM (YHKIMH TIeUYeHU cpeHel crenenu (kiacc B
no Yaina-IIsio) cpennsiss AUC puBapokcabana Obliia 3HAYUTENIBHO MOBBITIEHA (B 2,3 pasa) mo
CPaBHEHHIO CO 3JI0pOBbIMH J00poBoibliaMu. Hecsizannas AUC yBenuuuBaiack B 2,6 pasza. Y
3THUX MALUEHTOB TAK)Ke ObLIO CHIXKEHO BbIBEJICHHE pUBapoOKcabaHa MOYKaMH, CX0XKee C TAKOBBIM
y TMAalHUeHTOB C HapyuleHHeM (yHKUHUM TOYeK cpeaHeil crereHu. JlaHHBIE MO ManueHTaMm ¢
TSDKEJIBIM HapylIeHueM QyHKIUU OTCYTCTBYIOT.

[lonaBnenue akTMBHOCTH (pakTopa Xa y MAalMEHTOB C HApyLIEHWEM (YHKLIUHU TMEYSHH CpeaHeH
CTereHu ObLTO BBIpaXXEHO B 2,6 pasza CHIIbHEE, YeM Yy 3/I0pOBBIX JOOPOBOJBIEB; YBEIMUYCHHE
MIPOTPOMOMHOBOTO BPEMEHH B CXO0XKEH CTETIEHH Bo3pacTaio B 2,1 pasa. [laniueHTsl ¢ HapyieHneM
GyHKIMH TIEYEHU CpeHEer CTeneHu ObUTH 00Jiee YyBCTBUTEIBHBI K PUBAPOKCAOaHY, UTO SIBISETCS
cieAacTBueM  Ooimee  TeCHOW  B3aWMOCBS3M  (papmakoguHaMudeckux  dhdekToB  u
(apMaKOKMHETUYECKHX ITapaMETPOB MEKIY KOHLIEHTPAIIUEH U TPOTPOMOMHOBBIM BPEMEHEM.
PuBapokcaban NpOTHBOINOKa3aH NalieHTaM C 3a00JIeBaHUSMHU II€YEHH, NPOTEKAIOIIUMHU C
KoaryjonaTueil ¥ pHUCKOM KIMHUYECKH 3HAYMMOIO KpPOBOTEUEHHS, BKJIOYAas MAI[MEHTOB C
ppo3oM nedyenu kiacca B u C no knaccudukanun Yaitna-ITsio (M. paznen 4.3.).
Knunnueckue naHHble Ui eTei ¢ HapylleHueM (QyHKIUH [TeYeHU OTCYTCTBYIOT.

Iloueunas nedocmamounocms

Y  B3poCHBIX MallMeHTOB  HAOJI0JAloCh  yBEJIMUYEHUE OSKCHO3MIMHM  pHUBapokcabaHa,
KOPpETUpPOBABIIEE CO CHUKEHHEM MOYeUHOW (PYyHKIMH, KOTOpas OLEHHBAJIACh H3MEpEHUEM
KIupeHca kpeaTuHuHa. Y manuentoB c yerkoi (KnKp 50-80 mn/mun), cpeanerr (KnKp 30—
49 mn/muH) u  Tspkenmodt (KnKp  15-29 mu/muH) cTeneHplo HapymieHUs: (QYHKIIUM TIOYEK
KOHIIEHTpaluu puBapokcadbana B mazme kpoBu (AUC) Obutn moBbiieHsl B 1,4, 1,5 u 1,6 paza
cooTrBeTcTBeHHO. COOTBETCTBYyIOIee yBenuueHue (apmakoguHaMudeckux 3¢dexroB ObLIO

Oosiee BBIp@XECHHBIM. Y TMAIMEHTOB C JIETKOHM, cpelHed W TSHKEJIOW CTENeHbI0 HapylICHHS
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GyHKIIMH TTOYeK 00111ee IMOJaBJIeHNE aKTUBHOCTH d)aKTop%;/Eé&glghﬂg&EBH% T,Q 1';'“2@6;1.5333

COOTBETCTBEHHO IO CPAaBHEHUIO CO 370POBBIMU TOOPOBOJBIIAMM; IMPOTPOMOMHOBOE TaKXKe
yBenuuuBaioch B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.

Hannbie o manuentax ¢ KnKp <15 Ma/MuH OTCYTCTBYIOT.

[Ipeanonaraercs, 4To puBapokcabaH He MOJIBEPraeTcs AUAIU3y B CBA3H C BBICOKUM CBA3BIBAHHEM
¢ OesIKaMu TUTa3MBl.

He pexomenayercs npumensTs npenapat y namuenTos ¢ KnKp <15 ma/mun. Crnegyer coGmonaTh
OCTOPOKHOCTh TIpH TpUMEHEHHH Tnpemnapara y mnanueHToB ¢ KnKp 15-29 mn/mun (cm.
pasznmen 4.4.).

JlaHHbIE KIMHMYECKHUX MCCIENOBAaHUN Yy AeTeld B Bo3pacTe | rojga M crapuie co CpeiaHed WU
TSDKEJIOW CTENEHbI0 HapymeHus (QYyHKIUM TMouYeK (CKOPOCTh KIIyOOUKOBOH (QuibTpauu
<50 ma/mun/1,73 M?) OTCYTCTBYIOT.

DapMaKOKHMHETUUECKHE JJAHHBIC YV MAIIMCHTOB

VY B3pOCHBIX NAIlMEHTOB, MOTYYalOIUX puBapokcadan B fo3e 20 Mr 1 pa3 B JeHb Ui JCUCHUS
octporo TI'B, reomerpudeckoe cpennee koHuenTpanuii (90 % npenuKTUBHBIN HHTEpBAN) yepes
2—4 yaca W mpuUMEpHO dYepe3 24 dYaca mocie mpueMa J03bl (YTO NMPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOW 1 MUHUMAJIbHOW KOHIICHTPAIMSM B MHTEPBAJIC TO3UPOBAaHMSI ) cCOCTaBmIIO 215 (22—
535) mkr/n u 32 (6-239) MKI/J1, COOTBETCTBEHHO.

I'eomerpuueckoe cpennee koHeHTpaui (90 % uHTEpBa ) B MHTEpBaIaX BpeMEHH 0TOOpa Mpoo,
MPUMEPHO COOTBETCTBYIOIIMX MAKCUMAJIbHOM M MHHMMAJIbHOW KOHUEHTPALMM B HMHTEpPBAJIC
JIO3UPOBaHUs, y JieTel ¢ octpoit BTD, mosmydaronux puBapokcadaH B 03€, 3aBUCSIIEH OT MacChI
Tesa, Ui MOJIy4eHUs SKCIO3ULIMH, COOTBETCTBYIOIIEH TAKOBOM Y B3pOCibIX nanueHToB ¢ TI'B,

nonyyvaromux 103y 20 mr 1 pa3 B 1eHb, IpeJICTaBIeHBI B Ta0IUIE 6.

Tadamnma 6. CeoxHas craructuka (reomerpuyeckoe cpernHee (90 % noBepuTENbHBIH MHTEPBAi)) PaBHOBECHBIX

KOHHCHTpaHI/Iﬁ pI/IBapOKca6aHa B IJITa3M€ KpOBU (MKF/J'I) B 3aBUCHUMOCTH OT PCKUMaA JO3UPOBAHNA U BO3paCTa

Bpemennsle
HHTEPBAJIBI
ot 12 no
OnuH pa3 B 1enb | N N | ot 6 10 <12 jer
<18 aer
2,5—4 yaca 241.,5 229,7
171 24
cIycTs (105-484) (91,5-777)
20-24 gaca 20,6
151 24 | 15,9 (3,42-45,5)
CITyCTS (5,69-66,5)
ot 12 no <18 ot 0,5 mo <2
JBa pazaB aenp | N N | or6 10 <12 jgetr | N
Jer Jer
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Xy 454 Fis (OGAEROBATERBHOCTS 0008
’ 36 38 2 Hp.
CIyCTS (46,0-343) (70,7-438)
10-16 yacos 26,0 22,2 10,7 (a.p.-
33 37 3
CITyCTS (7,99-94,9) (0,25-127) H.p.)
oT 2 10 OT POXKIEHUS ot 0,5 1o <2 OT POKIEHUSI 10
Tpu paza B nesb | N N N N
<6 Jer o <2 jert Jer <0,5 aer
0,5-3 yaca 164,7 111,2 114,3 108,0
5 25 13 12
CIyCTS (108-283) (22,9-320) (22,9-3406) (19,2-320)
33,2 18,7 21,4 16,1
7-8 gacoB ciyctst | S 23 12 11
(18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

HpI/IMeLIaHI/IﬂZ H.p. — HC paCCYUTBHIBAJIOCH.

3HavyeHus1 HUKE HIDKHETO npenena konudectBenHoro onpenenenus (HIIKO) 6butn 3ameHens! Ha
1/2 HIIKO punis pacuera craructuku (HITKO=0,5 Mxr/m).

CooTHotresne hapMakOKHHETHUECKHUX IIapaMeTpoB U hapMakoIuHaAMUYeCcKuX b heKTOB

CootHomieHne (papMaKOKMHETHYECKUX TapamMeTpoB W (apMakoguHaMHuecKuxX 3(QexToB
(OK/D]]) Mexy KOHIIEHTpalue puBapokcabana B Ijia3Me KPOBH M HECKOJIBKUMHU KOHEYHBIMU
(bapMakoIMHAMUYECKUMH TOYKaMH (MHruHOupoBaHue Qakrtopa Xa, MpPOTPOMOMHOBOE BpeMs,
AUTB, HepTest) omiernBanoch mocjie npuema mupoKoro auanazona 103 (ot 5 1o 30 mr nBa pasa
B CyTKH). B3anMoOCBsI3b MEXIy KOHIIEHTpaIlMel puBapokcabaHa M aKTUBHOCTHIO (pakTopa Xa
HaWJIy4yIlluM 00pa3oM TMPOJEMOHCTPUPOBAHA C HCIOJIB30BAaHMEM MOAETH Emax. Jna
IPOTPOMOMHOBOTO BPEMEHH MO/IEIIb JIMHEHHON perpeccuu B 11E€JI0M JIyUIlle ONUCHIBAET IaHHBIC.
VYrioBoit kKo3hGUIUEHT 3HAYUTEILHO MEHSJICS B 3aBUCHMOCTH OT PEaKTHBOB, UCIIOIb3yEeMbIX JJIs
ompenenaeHus npoTpoMOrHoBoro BpemeHu. [Ipu ncrons3oBannu Habopa Neoplastin PT ucxogHoe
3HaYeHHUE MPOTPOMOMHOBOTO BPEMEHHU COCTABHJIO OKOJIO 13 Cek ¢ HaKJIOHOM JIMHMM OKOJIO 3—
4 cex (100 mxr/m). Pedynbrater ananmmu3a cootHomenus OK/D/] B uccnenopanusx 11 u 111 dazs
COOTBETCTBOBAJIM aHAJIOTUYHBIM ITOKA3aTEIISIM Y 3/I0POBBIX MallEHTOB.
eTu

be3onacHocTh 1 3(hPekTUBHOCTH pBapoKcabaHa y eTeld U MOJAPOCTKOB B Bo3pacTe A0 18 jeT mo
NOKa3aHUI0 TPO(UIAKTHKA WHCYJIbTAa M CHUCTEMHOM TpOMOOAMOONMHM Yy NAlMEHTOB C

¢ubpruIsiueit npeacepauil HeKJIanaHHOTO MPOUCXOXKACHUS HE YCTaHOBIICHBI.

6. PAPMALIEBTHYECKUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

Pusapokcaban [ICK, 15 Mr, Ta0JeTKH, HOKPBITHIE JIEHOYHOU 000JI0YKOM

Muxkponenak 100
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Harpus kpockapmeriosa

JlakTo3a 6e3BoHAs

Marnus creapat

Hatpus naypuncynsdar

IInenounas obonouka:

I'mnpomennosa

Makporoa

Kpacurens xunonmHoBbIH xenThil E104
Twutana muokcug E171

Kpacurens 6punnuanToBsiit roy6oit E133

Kpacurens conneunslii 3akat xenteiii E110

i

L

OTBETC TEn'ET IKCTEPTHI 'M Y OTUETY

ot 03.12.2024 N2 26672
(NOCNEOCBATENEHOCTE 0006)

Pusapokca6an I[I1CK. 20 mMr, TaOJIETKH, IOKPLITHIE INIEHOYHO 000I0YKON

Muxkponenak 100

Harpus kpockapmeiiosa

JlakTo3a 6e3BoHAs

Maruus creapat

Hatpus naypuncynsdar

IInenounas obonouxa:

I'mnpomennosa

Twutana muokcug E171

Makporon

Kpacurens okenp sxenesa kpacHbiili E172
6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )
3 roga.

H3MenbpyeHHbBIE TAOJIETKH

N3menpuennbie TabneTku npenapara PuBapokcadan [ICK cTtabuibHBI B BOJIE U B I0JIOYHOM ITIOpPE

B TeueHue 4 4acoB.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

[Ipu remneparype He Bbie 25 °C.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

I[To 10 i 14 TabGneTok B 6aucTepsl U3 POJIBrH ATIOMHUHUEBOHN JTAKUPOBAHHOM MTEYaTHOM U TIJICHKA

NOJMBUHUIIXJIOPHUTHON/TIOTMBUHUIN AEHXI0pHIHOU. 1o 2 unmu 7 6muctepoB mo 14 tabneTok nin
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no 3 wim 10 6muctepoB mo 10 TaGneTok BMedTe ¢ nné%&ﬁ%&%gm;{u;ﬁrlﬁhdqw

KapTOHHYIO.
Ha xapToHHYI0 Ta4uKy MOKET OBITh HAHECEHA ITHUKETKA KOHTPOJIS IEPBOTO BCKPBITHSL.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHUHM HMCNOJb30BAHHOIO
JIEKAPCTBEHHOI'0  INpemapara WIH OTX0A0B, IOJYYEHHBIX [I0CJie TMPHUMEHEHUs
JIEKAPCTBEHHOI'0 NMpenapara Ui padtoTsl ¢ HUM

YHUYTOXKEHUE

Bech ocTaBmImiics 1eKapCTBEHHBIM NIpenapar U OTXOAbI CIEAYET YHUUYTOXKUTh B YCTAHOBJICHHOM
MOPSIZIKE.

H3Menbpuenue TabiIeToOK

Tabnerku npenapata PuBapokcaban [ICK Moryt ObITh H3MeNbUEHBI, CyCIIEHAUPOBAHBI B 50 M1
BOJIbI U BBEJICHBI Uepe3 HAa30racTPAIbHBIN MOCIE MOATBEPIKICHUS MOJIO0KEHHSI 30H/1a B JKETyIKE.
[Tocne aTOoro HEOOXOMMO TPOMBITH 30H]T BOJIOH. B cBs3uM ¢ TeM, uto abcopOumsi puBapokcabana
3aBHCUT OT MECTa BHICBOOOXKJCHUS JCHCTBYIOLIETO BEIIECTBA, HEOOXO0ANMO M30eraTh BBEACHUS
puBapokcabaHa IUCTAIbHEE KelyaKa, B TPOTUBHOM CIy4yae 3TO MOXKET MPUBECTH K CHUKCHHIO
abcopOuuu u, CleloBaTelIbHO, K CHHKEHHMIO AIKCHO3MIMM JelcTByloulero Bemectsa. I[locne
BBEJICHHS W3MEIIbUCHHON TabneTku mpenapara PuBapokcabana [ICK 15mr wmm 20 mr

H€O6XO,Z[I/IMO HEC3aMCIJIUTCIIbHO OCYHICCTBUTDL MMPUCM SHTCPAJIbBHOI'O IMUTAHUA.

7. AEPKATEJIb PETUCTPALIUOHHOI'O YIOCTOBEPEHUS
Poccuiickas @enepanus

000 «IICK Papmay

141983, MockoBckast 0011, r.0. JlyoHa, . [ly6Ha, yi. [Iporpammuctos, 1. 5, ctp. 1
Tenedon: 8 (499) 400 16 99; 8 (496) 218 19 19

OnektponHas royra: officel @rusbiopharm.ru

7.1. IlpeacTaBUTENb A€PsKATE/ISI PETHCTPALMOHHOIO YI0CTOBEPEHU

IIperen3uun norpedbuTeiell HANPABIATS 10 AJIPECY:

Poccuiickaa ®@eoepayus

000 «IICK ®apmay

141983, MockoBckast 0011., r.0. JlyoHa, . [ly6Ha, yi. [Iporpammuctos, 1. 5, ctp. 1
Tenedon: 8 (800) 234 16 99

DJNeKTpOHHAas MoYTa: pv(@rusbiopharm.ru

Pecnybnuxa benapyco

000 «PapMAccucTeHc»

220131, r. MuHnck, niep. Konbiosa, 4-wiid, 1. 51, 4 stax, od. 54

41



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 03.12.2024 N= 26672

Tenedon: +375 29 640 42 86 (MOCNEAOBATENLHOCTE 0006)

DnekTpoHHas mouTa: pv(@pharmassistance.by
Pecnybnuka Kazaxcman

TOO AJIAUME]]

050051, r. Anmatsl, Mukpopaiion Caman 1, gom 1
Tenedon: +7-727-263-27-34

OnexTponHas noyra: aldimed@mail.ru
Keipevizckas Pecnybauka

OcOO0 «MencepBuc.KG»

720051, r. bumkek, yn. Kypmanxkan Jlatka, a. 131-133
Tenedon: +996 312 36-90-39

DnekTpoHHas rmoyra: medservice.kg@mail.ru
Pecnyonuxa Apmernus

000 «Pyauym Tpagusr»

r. EpeBan, yn. Kouapsn, 1. 18/52

Tenedon: +3 749 566 36 68

OnektponHas noyra: rudiumtrading@gmail.com

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIMHA (IIOJATBEPXJIEHHSI PETMCTPAIINU,
HEPEPEI'MCTPALIUN)

JlaTa niepBoi perucTpanuu:
10. JATA IEPECMOTPA TEKCTA
OOmast xapakTepuCTHKa JIeKapcTBeHHoro rmpenapara Puapokcaban IICK noctymHa Ha

WHPOPMALIMOHHOM TIOpTajie EBpa3suiickoro SKOHOMHYECKOTO Co3a B HWH(GOPMAIMOHHO-

KOMMYHHUKaIMoHHOM cetu «HTepHEeT» http://eec.eaeunion.org/
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