COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.01.2026 N= 113

OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEAHOT O TIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOT O ITPEITAPATA

PuBapoxcaban-JIEKCBM, 15 mr, TabneTku, TOKPHITHIE TUIEHOYHON 000I0YKOH.

PuBapoxcaban-JIEKCBM, 20 mr, TabieTku, TOKPHITHIE TUIEHOYHON 000J0YKOH.

2. KAYECTBEHHBIN U KOJIUMYECTBEHHBI COCTAB

JelicTBytolI1ee BEIIECTBO: pUBApOKCabaH

PI/IBaDOKca6aH, 15 mr, Ta6J'IeTKI/I, IMOKPBITHIE INICHOYHOM 00010YKOH

Kaxxnas tabnerka, mOKpbITas MIEHOYHONU 000JI0UKON, coAepKUT 15 Mr puBapokcabana.

BcnomorarensHbie BCIICCTBA, HAJIMYUC KOTOPBLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npenapara: Jlaktosa, HaTpui (cM. pazzaen 4.4).

Pusapokcatas, 20 mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxnas Tabierka, mOKpbITast INIECHOYHOH 000J109KOH, comepuT 20 Mr puBapokcabaHa.

BcnoMorarenbHbie BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOTO

npenapara: JJaktosa, HaTpuii (cM. pazaen 4.4).

ITomupIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3ICiic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOM.

Pusapokcaban, 15 Mr, TabJIETKU, OKPHITHIE ILIEHOYHOI 000JI0YKON

Kpyrible, 1BOSKOBBITYKIIbIE TaOJIETKH, MOKPHITHIE TNIEHOYHON 000JI0YKOH, PO30BO-KOPUIHEBOTO

[BCTAa; HAa MOIICPCHHOM pa3pe3¢€ AApO 0eJI0ro WM mouTH 0eJI0ro OBCTA.

Pusapokcaban, 20 mr, TaOJIETKH, TTIOKDBITHIE IUNIEHOYHOU 000JIOUKON

prTJ'ILIC, ABOSIKOBBIITYKJIBIC Ta6J'ICTI(I/I, IMOKPLITBIC IUICHOYHOMH O6OJ'IO‘-IKOI71, KpaCHO-KOPUYHCBOT'O

OBCTA,; HAa IIOIICPEYHOM pa3pe3€ AApO 0eoro WM mouyTH OeJIoro IBeTa.

4. KIMHUYECKHUE JAHHBIE
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4.1. Iloxka3aHusl K NPUMEHEHUIO

[Tpenapat PuBapokcaban-JIEKCBM mnoka3zaH K NPUMEHEHHMIO KaK y JeTed M TOJPOCTKOB B

Bo3pacte 10 18 et ¢ maccoii Tena ot 30 Kr, Tak U y B3pOCbIX.

Bspocasie

* npodUIAKTHUKAa HHCYJIbTa UM CHUCTEMHOW TpPOMOOAIMOOIMM y MAMEHTOB ¢ (GUOpHILIAIHCH

HpC,I[CGpI[I/Iﬁ HCKJIAIIaHHOI'O IIPOUCXOXKIACHUA;

* neyenne TpombOo3a riybokux BeH (TI'B) m Tpombosmbonmu nerounoi aprepuu (TDOJIA) u

npodunaktuka peuuausoB TI'B u TOJIA.

Jletn 1 moapocTku 1o 18 mer ¢ maccoii tena ot 30 kr

* JIedyeHHe BeHO3HOU TpoMOosMbonuu (BTI) u npodunaktuka peruanBoB BTO nocne He MeHee

5 IHel HayaJlbHOW MapeHTEPAIIbHON aHTUKOATYJITHTHON TEparuu.

4.2. PexxuMm 103MpoOBaHNs U C1IOCO0 NPUMEHEHUs!

PexxuM 103upoBanus

IIpogunaxmuxka uncynoma u cucmemHou mpomooIMO0IUU Y 83POCIbIX

Pexomenayemast mo3a mpemnapara coctaBisier 20 Mr oauH pa3 B JI€Hb, YTO TaKXKe SBISETCS
PEKOMEH1yEMOM MaKCUMAJIBHON CYyTOYHOM JT030M.

Tepanus npenaparom PuBapokcaban-JIEKCBM nomkHa paccMaTpuBaThesl Kak JOJITOBPEMEHHOE
JIeYeHHE TPU YCJIOBUH, YTO I0JIb3a OT MPO(PUIAKTUKH UHCYIbTAa U CUCTEMHOW TpoMO03IMO0IHMU

IpEBBILIAET PUCK KPOBOTEUEHHUs (cM. pazzen 4.4.).

ﬂeﬁcmeuﬂ npu nponyckKe npuema 003bl

Ecnu npueM 103bl mpomnylieH, NaueHT JODKeH HEMEeIJICHHO NMPUHATh TaOJIeTKy Ipernapara
PuBapokcaban-JIEKCBM u Ha crieayromumii 1eHb IPpOoA0IDKaTh IPUEM IpenapaTa OJJ1uH pa3 B ICHb
KAaK PEKOMEHJIOBaHO. B 3TOT ke 1eHb He ceayeT IPUHUMATh JBOMHYIO 103y Ul KOMIICHCALUU

MIPOITYIIEHHOM J103BI.
Jlewenue TI'B u TOJIA u npoghunaxmuxa peyuousos TI'B u TOJIA y e3pocivix

PexomennoBanHas HadanbHast 103a npu jgedeHnn ocTpbix TI'B wm TOJIA cocraBnser 15 mr aBa
pasa B ICHb B TEYEHHUE NEPBBIX 3 HEENb C MOCIEAYIOINM NEPEXoA0M Ha 103y 20 Mr OMH pa3 B

JeHb 75 anbHelero geueHus u npodmiaktuku penuansos TI'B u TOJIA.
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paccmotpena st nanueHToB ¢ TT'B mu TOJIA, cripoBoMpPOBaHHBIX CEPbE3HBIMU 0OpATUMBIMU
dakropamu pucka (T.e. HeJaBHEE CEPhE3HOE XUPYPIHUECKOE BMEIIATEILCTBO WIH TpaBMma). bonee
JUTUTEIIBHBIA TIEPHOJT JISYCHHS TOJDKEH OBITh paccMOTpeH Juist nanueHToB ¢ TI'B uinn TOJIA, He
CBSI3aHHBIMU C CEpbE3HBIMU 00paTUMBIMU (PaKTOPaMU pUCKa, C HecnpoBourpoBaHHbIMU TT'B miun
TOJIA, wnu ¢ TI'B unu TOJIA B aHamHese.

Korna mokasana npojyiennas npoduiaktuka pernuauBos TI'B umu TOJIA (mocie 3aBepiieHUs
KaKk MUHUMYM 6 MecsieB JedeHuss TI'B wmm TOJIA), pekomenoBanHas g03a cocrapiser 10 mr
OJWH pa3 B AcHb. [lanieHTaM ¢ BbICOKUM puckoM penuauupyromniero TT'B wiu TOJIA, Takum
KaK TAIMEHThl C TSKEIBIMU COMYTCTBYIOIIMMH 3a00JIEBAHUSIMU HIIM Yy KOTOPBIX Pa3BUIICS
peuyauupytommii  TI'B - wnu  TOJIA npu  npojyieHHONM nOpoUIaKTHKE IpernapaToM
Puapokcaban-JIEKCBM B no3upoBke 10 Mr omuH pa3 B JeHb, HEOOXOAMMO PACCMOTPETh
Ha3zHayeHwue npenaparta PuBapokcaban-JIEKCBM B no3upoBke 20 Mr oiuH pa3 B ICHb.
[Ipo10KUTENTBHOCTD JICYEHHST U BBIOOP J03BI JIOJDKHBI OMPENETATHCS MHAMBUAYAIbHO TOCIE
THIATEIHLHOM OLIEHKH T0JIb3bI JICYCHHS TPOTHUB PUCKA BOZHUKHOBEHHUSI KPOBOTEUCHHS (CM. pasen

4.4.).

Ilepuon Bpemenn Cxema npuema CymmapHuasi
CyTOYHAsA
1032
Jleuenue u Henn 1 - 21 15 mr 1Ba pa3a B 1eHb 30 mr
npodusakTuka C 22 nus 20 Mr oaMH pa3 B JCHb 20 mr
peunanBoB TI'B nim
TOJIA
[Tpodunaktuka ITocne 3aBepiueHus 10 Mr* onuH pa3 B IeHb 10 mr
peunauBoB TI'B n KaK MUHUMYM 6 wiu 20 Mr OJ1H pa3 B W
TOJIA MECALIEB JICUECHUS JIEHb 20 mr
TI'B nmu TOJIA

* B cily4ae He0OXOIMMOCTH IIpreMa npemnapata B 1o3e 10 Mr cieayeT npuHUMaTh puBapokcadaH,

BLIHYCKaCMBIﬁ B COOTBGTCTBYIOIJ_Ieﬁ JO3UPOBKC.

Ieticmeus npu nponycke npuema 003bl

Ecnu npuem 10361 POIYIIEH MPH PEXUME T03UpoBaHus 15 Mr 1Ba pasza B nenp (muau 1 — 21),
NalMeHT JO0JDKEH HEeMEUIEHHO MpUHATh Tabierky mnpenapata Puapokcaban-JIEKCBM nns
JTOCTIOKEHHS cyTouHOM 10361 30 Mr. B manHoM cirydae, aBe TabineTku 15 Mr MOTyT OBITh IPUHSTHI
B oauH npueM. Ha ciemyrommii OeHp NAalMEHT AOJDKEH NPOAOJDKATH PEryJSIpHBIA NpUEM

npenapara 15 Mr 1Ba pa3a B I€Hb KaK pEKOMEH0BaHO.
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HEMEJJICHHO MPUHSTH TabneTky mnpenapara PuBapokcaban-JIEKCBM u nHa crnenyroumuii 1eHb
MPOJIOJDKATH MTPUEM MperapaTa OJuH pa3 B IEHb KaK peKOMEHI0BaHO. B 3TOT ke AeHb He ceayeT

NPUHUMATD JBOWHYIO J03Y JIJIsl KOMIIEHCAIIUH MPOITYIICHHOH JT03BI.
Ilepexoo ¢ anmaconucmos sumamuna K (ABK) na npenapam Pusapokcaban-JIEKCBM

* [IpodunakTrka UHCYIbTA U CUCTEMHOM TPOMOOIMOOIHH:
cienyet npekpaTuTh jeueHrue ABK u Hauats neuenue npenaparom Puapokcadban-JIEKCBM npu
3HaYCHUU MEXIYHApOIHOro HopManu3oBaHHoro oTHomenus (MHO) < 3,0.

* Jleuenne TI'B, TOJIA u npodunakTuka peuuanBOB y B3POCIBIX:

cinenyer npekparuth JsedeHne ABK u Hauath nedenue mnpenaparom PuBapoxcaOaH-

JIEKCBM npu 3nauennn MHO < 2,5.
[Tpu nepexoze nmauuentoB ¢ ABK Ha npenapar PuBapokcaban-JIEKCBM 3nauenus MHO 6yayt
OIMOOYHO 3aBBINICHHBIMHU IOClie TpueMa mnpemnapara PuBapokcaban-JIEKCBM. MHO He
NOAXOIUT JJI1 OIpENeNeHHUs AaHTUKOAryJIsIHTHOW aKTHBHOCTM Ipemnapata Pusapoxcaban-

JIEKCBM u nostomy He JOJKHO MCIOIB30BaThCs C 3TOM 1eNbIo (cM. pazzaen 4.5.).
Ilepexoo ¢ npenapama Pusapoxcaban-JIEKCBM na anmazonucmeor sumamuna K

CymiecTByeT BEpOATHOCTh BO3HMKHOBEHHUSI HEJOCTATOUYHOTO aHTHKOAryJsSHTHOrO 3¢ ¢eKra npu
nepexone c¢ mnpenapara Puapokcaban-JIEKCBM na ABK. HeobGxomumo obecneuntsb
HENpEepbIBHBIA  J1OCTaTOYHBI  aHTUKOAryJIsHTHBIM  3¢p¢dexkT Bo Bpems Iepexoja Ha
aNbTepHATUBHBIA aHTUKOATryJsIHT. ClielyeT OTMEeTUTh, 4To npenapar PuBapokcaban-JIEKCBM
MO3KeT criocodcTBoBaTh nosbiieHro MHO.

[Taumentam, nepexonsfmuM ¢ npenaparta Puapokcaban-JIEKCBM na ABK, cnenyer
onHoBpeMeHHO npuHuMatTh ABK, noka MHO He nocturuer > 2,0. B Teuenue nepBbix AByX JHEH
MIEPEXOIHOTO MTEPHO/IA TOJKHA IPUMEHATHCA CTaHAapTHas HadanbHas 103a ABK ¢ mocnenyromein
no3ont ABK, onpenensemoit B 3aBucumocty ot BennunHel MHO. Bo Bpemsi 0JTHOBpeMEHHOTO
npuMeHeHus npenapara PuBapokcabaH-JIEKCBM u ABK 3nauvenne MHO pomxkHO
ONpEACIAThCA HE paHee, 4eM depe3 24 yaca IOCIE MPEABIAYIIEr0 NpueMa, HO A0 IpHUeMa
ciaemyromed o361 mpemapata Puapokcaban-JIEKCBM. Tlocne mpekpamieHuss mpuMeHEHUs
npenapata PuBapokcaban-JIEKCBM 3nauenne MHO Moxer ObITH JOCTOBEPHO OIpEAEIeHO

yepe3 24 yaca nocie npruema rnocieaHen 103sl (cM. pasznenst 4.5. u 5.2.).

Ilepexo0 ¢ napenmepanvHulx anmukoazyiaumos na npenapam Pusapoxcaban-JIEKCBM



COOTBETCTEY ET SKCMNEPTHOMY OTYETY
oT 12.01.2026 N2 113

YV B3pOCIBIX, MOTYYaAIOIMIUX MMapeHTEPATbHBIC aHTI/IKan{)H;;II{:'—l;I],Et;I Eye-lr_%bﬂ);ﬁ-l;s BI;G,D,'BHI/IG

napeHTepaIbHOTO aHTUKOAryJIsTHTa U HayaTh NpUMEHeHue npenapara PuBapokcadan-JJEKCBM
3a 0—2 4yaca 10 BpEMEHM CIEAYIOILEro IUIAHOBOIO BBEIEHHUS IApEHTEPaIbHOrO Ipernapara
(HampuMep, HU3KOMOJIEKYJIIPHOTO TIenapuHa) WIM B MOMEHT MPEKpalleHHUs HEeNpepbIBHOIO
BBEJCHUS  IAPEHTEpaJbHOrO0  Ipemnapara  (HampuMep,  BHYTPUBEHHOIO  BBEACHUS

He(paKIMOHUPOBAHHOTO TECHApUHA).
Ilepexoo ¢ npenapama Pusapoxcaban-JIEKCBM na napenmepanvHvle AGHMUKOAZYIAHMbL

Cnenyet ormenuTs npenapat Pusapokcaban-JIEKCBM u BBecTH IepByIO 103y IapEHTEPATBHOIO
AHTUKOATyJIiHTa B TOT MOMEHT, KOTJ1a HY)KHO OBUIO MPHUHATH CJIEIYIOLIYI0 103y Ipenapara

Puapoxcaban-JIEKCBM.

Oco0ble IPVIIILI TAIUEHTOB

THayuenmoi ¢ Hapywenuem hyHKyuu novex

Hmeronyecs: orpaHUYEHHbIE KIMHUYECKNE JaHHBIE IEMOHCTPUPYIOT 3HAYUTEIBHOE ITOBBIILICHUE
KOHIIEHTpaluil puBapokcabaHa B IUIa3Me KPOBHU y MALIUEHTOB C TSDKEJOM CTENEHbI0 HapyIIeHUs
¢ynkunu nouek (kaupenc kpearnnuHa (KnKp) 15-29 mn/mun). Benencrsue atoro st 1aHHON
KaTeropun  nanueHToB  npenapar  PuBapokca®an-JIEKCBM  crnegyer npumeHsTh ¢
0CTOpOXKHOCThIO. IIpuMeHenne He pekomennayercs y namueHtoB ¢ KnKp < 15 mu/mun (cm.
pasnenst 4.4. u 5.2.).

V¥ nanuentos co cpenneit (KnKp 30—49 mn/mun) nnm tsoxenoit (KnKp 15-29 mn/Mun) crenensio

HapyleHus QyHKINN ToYeK He0OX0UMO CJIeI0BaTh PEKOMEHAAIMSIM HUXKE!

* [Ipn npodunakTHke MHCYIbTA U CUCTEMHOW TPOMOOIMOOIMH Yy MALMEHTOB ¢ (GUOpHILIALNEH
npescepInii HeKJIamaHHOT O MPOUCXO0KICHUSI pEKOMEHI0BaHHAs /1032 COCTaBJIseT 15 MI oMH pa3
B JIeHb (cM. pazzaen 5.2.).

* [Ipu neuernnu TI'B u TOJIA u npodunaktuke peruausoB TI'B u TOJIA: naunenTam
HEoO0X0MMO TpUHUMATh 15 Mr 1Ba pa3a B JE€Hb Ha MPOTSHKEHUH IEPBBIX TpPeX HeAemb.
Briocnenctuu, korja pekomenyemas qo3a npemnapara PuBapokcaban-JIEKCBM cocrasut 20 mr
OJWH pa3 B J€Hb, CIEAYET MPEIYCMOTPETh CHIKEHUE 03kl ¢ 20 Mr 10 15 Mr OJMH pa3 B JI€Hb,
€CJIM PUCK BO3HUKHOBEHHUS KPOBOTEUYEHMsI Y MallMEeHTa Bbllle pucka peunausoB TI'B n TOJIA.
PekomeHnnamnust 1o mOpUMEHEHHMIO J03bI 15 Mr ocHoBaHa Ha ()apMaKOKWHETHYECKOM
MOJICIMPOBAHUHU U HE U3ydaslach B KIIMHUUECKUX UCCIeNoBaHuAX (cM. pasmenst 4.4., 5.1. u 5.2.).
Korpa pexoMenmoBanHas no3a coctaBiseT 10 Mr oguH pa3 B J€Hb, KOPPEKIMHU 03Bl I10

CPaBHEHHMIO C PEKOMEHIOBaHHOH He TpeOyeTcs.
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110361 HEe TpedyeTcs (cM. pazaen 5.2.).
Tayuenmol ¢ HapyweHuem yHKYuU neveHu

[Tpemapar PuBapokcaban-JIEKCBM mnpoTuBOmOKa3aH maiueHTaM ¢ 3a00JIeBaHUSMHU TEYCHU,
COTIPOBOXIAOITUMHUCS KOATyJIONMaTHEeH U PUCKOM KIIMHUYECKH 3HAYMMOTO KPOBOTCUCHHUSI, B TOM
4yyucie MalyMeHTaM C¢ 1uppo3oM nedeHu kiacca B m C mo knmaccudukanum Yanng-ITero (cm.

paznensi 4.3. 1 5.2.).

Tayuenmsi noscunozo eospacma

Koppekuus n1o3e1 He Tpedyerces (cM. pazaen 5.2.).

Macca mena

Koppexkmust 10361 y B3poCibIX He TpeOyeres (cM. pasaen 5.2.).
Ilon

Koppekuust 103s1 He TpedyeTcs (cM. pazaen 5.2.).
Iayuenmul, noosepearowuecs kapouosepcuu

Jleuenne mpenaparoM Pusapokcaban-JIEKCBM wmoxer ObITh HauaTO WJIH MPOAOIKEHO Y
HaIMEHTOB, KOTOPHIM MOXKET MOTPEOOBATHCS KapAUOBEPCHSI.

[Ipu kapauoBepcHM IO KOHTPOJIEM YpecHuineBogHoW sxokapauorpapuu (YIIDxo-KI') y
NAlMEHTOB, KOTOpbIE paHee HE NOJy4Yald AaHTUKOAryJISIHTHOM Tepanuu, g oOecrneyeHus
a/IeKBaTHOM aHTHUKOAryJsLMu JieueHWe mpenapatoM Puapokcaban-JIEKCBM  nomxHO
HauMHaThCA 10 MEeHbIEH Mepe 3a 4 yaca 10 Kapauosepcuu (cM. pasaensl 5.1. u 5.2.). [Ina Bcex
NAIMEHTOB Mepel KapJUOBEPCUEH TOIKHO ObITh MOJIYYEHO MOATBEPKIEHUE O TOM, UYTO MAllUEHT
npussin npenapat Pusapokcaban-JIEKCBM B cooTrBercTBuM ¢ HazHaueHHeM Bpada. [Ipu
MIPUHATUU PELICHUN O HayaJle U IIPOJOJDKUTEIbHOCTH JICYEHUS CIIeAyeT IPUHUMATh BO BHUMaHUE
JIEHCTBYIOLIME PYKOBOJACTBA U PEKOMEHAALMU II0 AHTUKOATYJISIHTHOM TEpaluu y IalUEHTOB,

moABECPTraroIMUMCA KapAUOBEPCHUH.

Hayuenmor ¢ ubpuniayueii npedcepouil HeKIANAHHO20 NPOUCXodcoenus, neperecuiue YKB

(QPQCKODfCHOe KOpOHAapHOe GM(?WClmEJZbCWlGO) CO CmeHmupoeaHuem

Wmeercss orpaHMYeHHbI ONBIT TNpUMEHeHUs Tmpenapara Pusapokcaban-JIEKCBM B
yMeHblIeHHON A03e 15 mr 1 pa3 B neup (unu 10 mr 1 pa3 B AeHb AJi MAIlMEHTOB CO CpeaHEH

creneHbio Hapymenus Gynkiuu nouek (KnKp 30—49 mur/muH)) B KOMOMHAIIMKA C HHTUOUTOPOM

6
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HCKJIAITaHHOTI'O IIPOUCXOXKACHUSA, KOTOPBIM HCO6XOI[I/IM IMPUEM IICPOPAJIBHBIX aHTUKOATI'YJIAHTOB U

nepenecuinx YKB co crenTupoBanuem (cM. paznenst 4.4. u 5.1.).

CTHu

Jleuenue BTO u npogpunaxmuxa peyuoueos BTO y demeti u noopocmxos

Jleuenne npemnaparom Puapokcaban-JIEKCBM y nereit u monpocTkoB B Bo3pacte a0 18 mer

JIOJDKHO OBITH HA4aTo IMOCJe HE MEHee 5 THEeH HavalbHOU MapeHTepalbHON aHTHKOATYJISHTHOU

tepanuu (cM. pazzaen 5.1.).

Jlo3a i nerei ¥ NOAPOCTKOB PACCUUTHIBACTCS

» macca teia ot 30 xr 1o 50 kr:

B 3aBUCUMOCTH OT MAaCCHI T€JIa:

PEKOMCHAOBAHHAA 034 15 mr pHBapOKca6aHa OIWMH Ppa3 B J[JACHb, YTO MABJISACTCA

MAaKCHMAJIbHON CyTOYHOM JT0301;

» Macca Teiia 50 xr wiu ooiee:

pekoMmeHnnoBanHas ngo3a 20 Mr puBapokcabaHa OJMH pa3 B JI€Hb, UYTO SIBISETCA

MaKCHUMaJIbHOM CYTOYHOM J0301;

* JIJIS IAIUEHTOB C MAacCOM Tejla MEHee 30 xr HeO6XO,Z[I/IMO IMPUMCHATH IIperiapar

puBapokcabaHa B ¢popMe TpaHyJI 1Sl IPUTOTOBJIEHUS CYCIIEH3UH JIJIsl IpUeMa BHYTPb.

Ha peryn;lpHoﬁ OCHOBC HCO6XOI[I/IMO MOHUTOPUPOBATH BCC pe6eHKa U IepecMaTpuBaThb J03Yy. 910

Heo0X0uMO, YTOOBI 00ecIeunTh Mojiep KaHne TepaneBTuyeckoi 103bl. KoppektupoBka 10361

JOJIKHA BBIITOJIHATHCA TOJIBKO HAa OCHOBAaHHMU M3MCHCHHUA MaCChI TEJIa.

Tepamnus y nerell ¥ NOIPOCTKOB JOJDKHA MPOJOJIKATHCS 10 KpallHEN Mepe B TEUEHHUE 3 MECSLEB.

I[J'II/ITGJ'IBHOCTB JICUCHUSI MOXKET OBITh YBCJIHWYCHA 10 12 MECALCB B ClIydac KJINHAYECKOHN

H€06XOI[I/IMOCTI/I. HaHHBIe B NOAACPIKKY CHMIKXCHUA O3Bl Yy )ICTCI\/JI rocite 6 MCCALCB TCpaAIlInu

OTCYTCTBYIOT. COOTHOIIICHHE TMOJb3a-PUCK TMPU JUIUTEIBHOCTH TEPAUHM CBBINIE 3 MECSIEB

JOJDKHO OLCHUBATHCA WHAWBUAYAJIbHO, IIPUHHMAsA BO BHUMAHHWEC PUCK pCOUANBA TpOM6033 n

MOTEHIMATbHBIN PUCK KPOBOTCUCHUS.

Jeticmeus npu nponycke npuema npenapama

Ecnmu MpUEM J03bI IPOIYIICH, HCO6XOI[I/IMO NPUHATH TPONMYIICHHYIO JO03Y KaK MOXHO 6BICTpCe

IIOCJIC TOI'0, KaK OTO 3aMETHJIM, HO TOJIBKO B 3TOT XK€ ACHbD. Ecnu 1o HEBO3MOXHO, IMAaIlUCHT

JOJDKCH HPOIMYCTUTH 3Ty A03Y U IMPOAOJIKUTH

MIPUEM CO CIICYIONIEH 10361 B COOTBETCTBUU C

HAa3HA4YCHUCM Bpaya. HaI_[I/ICHT HC OOJDKCH MNPUHUMATb HBOﬁHym 403y i1 KOMIICHCAIUU

IIPOITYLICHHOW JTO3BI.
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10 < 18 neT 1o mokazaHuio NPOQPIIAKTHKA HHCYIbTA H CUCTEMHON TPOMOOIMOOIINH y TIAIIICHTOB
¢ Qubpwusanuedt npeacepaAnii HEKIANMAHHOTO TMPOMCXOXKICHUS HE YCTAaHOBJICHHI. JlaHHBIE
OTCYTCTBYIOT. B cBsi3u »TuMm, mnpenapatr Puapokcaban-JIEKCBM He pekoMeHmyeTcss K
MPUMEHEHUIO y JieTeid B Bo3pacte 110 18 jer mo moka3zaHusiM WHBIM, 4eM JjedeHue BTO u

npoduiakTuka penuansoB BTO.

[Ipenapar Puapokcaban-JIEKCBM, 15 mr, TaGneTKu, MOKPHITHIC IICHOYHOW OOOJOYKOM, HE
cienyeT Ha3HauyaTh (MPUMEHSTH) Yy AeTei B Bo3pacte oT 0 1o < 18 net ¢ maccoit Tena menee 30 kr
JUISL JTAHHOW JICKApPCTBEHHOH (OPMBI B CBS3M C HEBO3MOXXHOCTBIO OOCCIEYHUTH PEKUM

JA03UPOBAHUA.

[Ipenapat PuBapokcaban-JIEKCBM, 20 mr, TaOieTKH, MOKPHITHIE TUIEHOYHOH O0OJOYKOU, HE
cienyeT Ha3HaudaTh (MPUMEHSTH) y eTel B Bo3pacte oT 0 1o <18 net ¢ maccoii tena menee 50 kr
JUIs JIaHHOW JIEKapCTBEHHOW (OpMBI B CBA3M C HEBO3MOXKHOCTBIO OO0ECIECUUTh PEXUM

JIO3UPOBAHUSI.
Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Pusapoxcaban-JIEKCBM

[Tpu neyenun BTD u npodunaktuke peuIuBoOB y J1eTel cieayeT npekpatuth euenue ABK u

HauaTh JieueHue npenaparom Pusapokcadban-JIEKCBM npu 3navennn MHO < 2,5.

[Tpu nepexoxae nanuentos ¢ ABK na npenapar Pusapoxcaban-JIEKCBM 3nauenus MHO Oyayt
OIMOOYHO 3aBBIIICHHBIMM TIOcie mpuema mnpenapata PuBapokcaban-JIEKCBM. MHO He
HOIXOAUT JJIsi OINpENeNeHUs] aHTUKOAryJAsSHTHOM akTHUBHOCTH Ipemapara PusapokcabaH-

JIEKCBM u nostomy He JOJKHO MCIOJB30BaThCS C 3TOM 1EIbI0 (CM. pazzaen 4.5.).
Ilepexoo ¢ npenapama Pusapoxcaban-JIEKCBM na anmazonucmer sumamuna K

Hetsm, xotopsle nepeBonsaTcs ¢ npenapara Pusapoxcaban-JIEKCBM na ABK, neo6xoanmo
npojaoipkath nmpueM npenaparta PuBapokcaban-JIEKCBM B Teuenue 48 vacoB mocine mnpuema
nepsoii 1036l ABK. Ilocne nByx nHel coBMecTHOro npumeHeHus cienyer uameputs MHO no
npreMa cieyrollel 3amiaHupoBaHHOM 1036l MpenapaTta PuBapokcaban-JIEKCBM. CoBmecTHOE
npuMmeHenue npemnapara Pusapokcaban-JIEKCBM u ABK pexomenayetcst nmpoioykaTh, Mmoka
MHO ne nocturaer > 2,0. Ilocime mpekpaiieHus NpUMEHEHHs Ipenapara Puapoxcalan-
JIEKCBM 3nauenue MHO MoxeT ObITH JOCTOBEPHO OMpeAeNieHo yepe3 24 yaca mocie npruemMa

MOCJIeTHEN 0361 (CM. BBITIE U paszaen 4.5.).

Ilepexo0 ¢ napenmepanvHblX anmukoazyisiHmos na npenapam Pusapoxcaban-JIEKCBM
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

napeHTepaIbHOTO aHTUKOAryJIsTHTa U HayaTh NpUMEHeHue npenapara PuBapokcadan-JJEKCBM
3a 0—2 dyaca 10 BpEMEHM CIEAYIOILEro IUIAHOBOIO BBEJIEHMS IApEHTEPalbHOrO IpernapaTa
(HampuMep, HU3KOMOJIEKYJIIPHOTO TIenapuHa) WIM B MOMEHT MPEKpalleHHUs HEeNpepbIBHOIO
BBEJCHUS  IAPEHTEpaJbHOrO0  Ipemnapara  (HampuMep,  BHYTPUBEHHOIO  BBEACHUS

He(PpaKIIMOHUPOBAHHOTO TENApUHA).
Ilepexoo ¢ npenapama Pusapoxcaban-JIEKCBM na napenmepanivHble GHMUKOAZYIAHMbL

Cnenyet ormenuTs npenapat Pusapokcaban-JIEKCBM u BBecTH IepByIO 103y IapEHTEPATBHOIO
AHTUKOATyJIiHTa B TOT MOMEHT, KOTJ1a HY)KHO OBUIO MPHUHATH CJIEIYIOLIYI0 103y Ipenapara

Puapoxcaban-JIEKCBM.
THayuenmoi ¢ Hapywenuem hyHKyuu novex

JletTh ¥ TOAPOCTKH C JIETKOM CTENEHbIO HApYIIEHUS (PYHKIUU MOYEK (CKOpPOCTh
KIy60uKkoBo# (uisTpamuu 50—80 mu/mun/1,73 M?): Koppekius 1036l He TpebyeTcs Ha
OCHOBaHUU JIJAaHHBIX BO B3POCJION MOMYJSIUU U OPAaHUYEHHOI'O KOJMYECTBA JAHHBIX B
JNETCKOM Momyssuu (cM. pazziern 5.2.).

* JleTy ¥ MOAPOCTKU CO CpPEeTHEH MIIM TSKEJIOM CTENEeHbI0 HApYIIEHUs (QYHKIMM MOYeK
(ckopocTh KiTyboukoBoil (uisTpamuu <50 mn/mun/1,73 M?): mpenapar Puapokcaban-
JIEKCBM He pekoMeHIyeTcsl B CBSI3U C OTCYTCTBUEM KIIMHUYECKUX JaHHBIX (CM. pa3zien

4.4.).
layuenmul ¢ napywenuem ynkyuu nevenu
Jns neteit ¢ HapylieHneM (QYHKIIMU TIeUeHU KJIMHUYECKHUEe JaHHbBIE OTCYTCTBYIOT.
Macca mena
Ho3a y nereli onpenensiercss B 3aBUCUMOCTH OT MaccChl TeJa.

Crooco0 nmpuMeHeHus

Bspocnvie
BHyTps, BO BpeMms npuema nuiu (cM. paszaen 5.2.).
Jlemu ¢ maccoii mena ne menee 30 ke

BuyTps, Bo BpeMst npuema nuu (cM. paszaen 5.2.).
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IPUHUMATDH C UHTEPBAJIOM IIpUMEPHO 24 yaca.
Ecnu manuenT cpeiruBaeT NpUHATYIO 103y HEMEIJICHHO UM Y HErO HAYMHAETCS PBOTA B TEUCHUE
30 MuHYT TOCIIE TpHeMa J103bl, HEOOXOJMM IPHEM HOBOH 7103bl. OJJHAKO €CITU MalMeHTa BHIPBAJIO
nozaaee 30 MUHYT TOCIIE TIPHEMa JI03bI, IIOBTOPHOTO pUeMa J03bl He TpeOyeTcs, U cleryonias
71032 JI0JDKHA OBITh MOJIy4€HA M0 PACIHCAHHUIO.

Henb3s nenuth TableTKy ¢ HEeIbI0 MOTY4YEeHHUS YaCTH JI03bI OT TAOJIETKH.
4.3. lIlpoTuBoNOKa3aHUs

¢ THUICPUYYBCTBUTCIBHOCTD K pI/IBapOKC8.6aHy UK K J'IIO6OMy N3 BCIIOMOI'aTCJIBbHBIX BCIICCTB,

NIEPEYUCIICHHBIX B pa3zaene 6.1;
* AKTUBHOE KJIIMHWYECKU 3HAYMMOE KPOBOTCUCHHE;

¢ MOBPCKACHUEC UIIM COCTOSIHUEC, CBA3aAHHOC C IMOBBINICHHBIM PUCKOM 0O0JIBIIIOTrO KpPOBOTCYCHUA,
Halpumep, HUMCIOMIAACA HJIIM HCEAABHO IICPCHCECCHHAA KCIIYAOUYHO-KHUIICYHAs s3Bd, HAJIMYUC
3J10Ka4YCCTBCHHBIX HOBOO6paSOBaHHﬁ C BBICOKMM PHCKOM KPOBOTCUCHH:A, HCIABHHNC TpPaBMbI
TOJIOBHOT'O WJIM CIIMHHOI'O MO3ra, HEJaBHUC OIICpalli Ha I'OJIOBHOM, CIIMHHOM MO3I'C WJIM I'J1a3ax,
HCOAAaBHEC BHYTPHUYCPCIIHOC KPOBOU3JIIUAHUC, ﬂH&FHOCTHpOBaHHBIﬁ 20048 npe)monaraeMLHZ
BApHKO3 BCH IMUIICBOJA, apTCPHUOBCHO3HbBIC MaJ'IL(bOpMaL[I/II/I, AHEBPU3MbI COCYIOB UJIN CECPbC3HBIC

MaToJOrur COCya0B I'OJIOBHOI'O WJIM CIIMHHOT'O MO3ra;

° CONYTCTBYIOIIAA TCparunia KaKUMH-TH00 APyruMu AHTHUKOAryJIIHTaMHU, Harpumep,
HE(PPaKLIMOHUPOBAHHBIM TI'EMNapUHOM, HU3KOMOJEKYISPHBIMUA TenapuHamMH (dHOKCalapHH,
JanTenapuH W Jip.), NPOM3BOJHBIMU TenapuHa ((QoHAANapUHYKC MU Jp.), NepOopalbHBIMU
aHTHKoOAaryJassHTamu (BapdapuH, nadurarpaHa 3TeKcuiaT, anukcabaH M Jip.), KpOME CilydaeB
mepexoja ¢ WIM Ha puBapokcaban (cM. pazgen 4.2.) wiIM Tpd  IPUMEHEHUU
He(ppPaKIMOHUPOBAHHOTO  TemapMHa B J103aX, HEOOXOAMMBIX  JUIsI  obecredeHus

(YHKLIMOHUPOBAHUS LIEHTPATBHOTO BEHO3HOT'O I apTepUalIbHOro KareTepa (cM. paszaen 4.5.);

e 3a00JIeBaHHS IECUCHHU, MPOTCKAIOIIUE C KoarynonaTI/Ieﬁ H PUCKOM KIIMHHUYCCKHU 3HAYUMOTIO
KpOBOTCUYCHUS, BKJIHOHAA IMAIMUCHTOB C IUPPO3OM IICUCHU KJlaCcCa B u C no KJ'IaCCI/I(I)I/IKaI_II/II/I

Yaitna-ITeto (cM. pazaen 5.2.);

* OepeMEeHHOCTh M MEPUOJ TPYTHOTO BCKapMIIMBaHUs (CM. pazzen 4.6.).

4.4. OcoOble yka3aHus U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHHU U
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KJIMHAYECKOW ITPAKTUKOW PUMEHEHHs AHTUKOATyJISIHTOB.

Puck KkpoBoTCUEHHS

Kak u mpu nmpueme Apyrux aHTUKOATYISIHTOB, HEOOXOAUMO TIIATEIFHO HAOIIOIATh NAIlMEHTOB,
NPUHUMAIOIIUX TpenapaT puBapokcadaH, /Ui BRIABICHHUS MPU3HAKOB KpoBoTeueHus. [Ipemnapar
PEKOMEHyeTCsl MPUHUMATh C OCTOPOKHOCTBIO IPU COCTOSIHUSAX C TOBBIIIEHHBIM PHUCKOM
KpoBOTeUeHHs. B ciydae TspKeoro KpoBOTEUEHMs MpUEM IpernapaTa pUBapoKcadaH JOKEH
OBITH MpekpaiteH (cM. pazaen 4.9.).

B kiMHMYeCKHMX HCCIEIOBAaHUSAX KPOBOTEUEHHUS U3 CIM3UCTBIX 000J0YeK (a MMEHHO:
KPOBOTEUYEHHE U3 HOCA, IECEH, )KEIIYJOUHO-KUILIEYHOT0 TPAKTa, MOYEIIOJIOBOM CUCTEMBI, BKIIIOUas
AHOMAaJbHOE BarMHAJIbHOE WM YCUJICHHOE MEHCTPyalbHOE KpPOBOTEUCHHE) U aHEeMUs
HAOJII0JAIMCh Yallle NP JUIMTEIbHOM JIEYEHUH PUBApOKCa0aHOM IO CPABHEHUIO C JICUEHUEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HaJUISKAIIEMy KIMHUYECKOMY HaOII0IEHUIO,
1ab0paToOpHOE HWCCIEJAOBAaHUE TEeMOTJIO0OMHA/TEMATOKPUTA MOXKET OBITh 3HAYMMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEYEHUH M KOJIMYECTBEHHOW OLICHKM KIMHUYECKON 3HAYMMOCTHU
SBHBIX KPOBOTEUECHUM B CIIy4asiX, KOrqa IPUMEHHMO.

Heckonbko moarpymnmn nainueHToB, yKa3aHHbIX HUKE, UMEIOT MOBBIIIEHHBIH pUCK KPOBOTEUEHHUSI.
HeobOxonuMo TmiaTesnbHO HaOMIOJaTh TAKMX MALMEHTOB IOCIIE€ Hayaja JICYeHHs] Ha NMPU3HAKU U
CHUMIITOMBI OCJIO)KHEHUH B BUJIe KPOBOTEUEHUH 1 aHeMuu (cM. pa3zaen 4.8.).

[Tpu 11060M HEOOBSICHUMOM CHI>KEHUH TeMOTJIOONHA WK apTepUaIbHOIO AaBICHUS HEOOXOMMO
MCKaTh UCTOYHUK KPOBOTEUEHHUS.

[Tpu Tepanuu puBapokcabaHOM He TpeOyeTCsl pyTUHHBIM MOHUTOPHUHT €ro 3KCHO3UIMH. Tem He
MeHee, M3MEepeHUe KOHIEHTpallMd pHUBapoKcabaHa € IMOMOIIbI0 KadMOpPOBAaHHOIO TecTa s
KOJIMYECTBEHHOTO OIPEJECICHUs] AaHTH-Xa AaKTUBHOCTM MOXET OKa3aTbCsl MOJIE3HBIM B
WCKITFOUHMTENIBHBIX CITydasix, Korga wHdopMamus o0 SKCIO3HUIMN puBapokcabaHa MOXKET OBITh
UCIIOJIb30BaHA IMPH NPUHATUM KIMHUYECKH 3HAYUMBIX pEIIEHUM, HanpuMmep, B Cilydae

Nepe03UPOBKH I SKCTPEHHOTO XUPYPrUYECKOro BMEIaTeNnbCTBa (CM. pa3aensl 5.1. u 5.2.).

Hapviuenne dyHKIINY ITOYEK

VY namueHtoB ¢ TspkensiM HapymieHneM QyHkuuu nodek (KnKp <30 mn/muH) xoHueHTpauus
pHuBapokcabaHa B IJIa3Me€ MOKET OBbITh 3HAYUTEIHHO MOBBIIEHHOH (B 1,6 pa3a B cpeqHeM), 4To
MOYKET MPUBECTH K IOBBIIIEHHOMY PHCKY KpoBoTeueHMi. [Ipemapar puBapokca®aH OJKEH
MPUMEHSTHCS C OCTOPOXKHOCTHIO y narueHToB ¢ KinKp 15—29 mn/mun. [Ipumenenue npemnapara y

nanuenToB ¢ KnKp <15 mn/mun He pekomenayercs (cMm. pa3aenst 4.2. u 5.2.).
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(GYHKIMU TOYEK, TMOJyYalOlIUX COIMYTCTBYIOIIME TMperaparbl, KOTOPHIE YBEITUYHUBAIOT

KOHIICHTPALMIO puBapokcabana B miaasme (cM. pazzaen 4.5.).

B3auMoenicTBre ¢ ApYTUMH JIEKAPCTBEHHBIMU IIpenapaTaMu

[IpumeHenne mnpenapaTa pHUBApOKCa0aH HE PEKOMEHAYETCS Yy NAalMEeHTOB, MOJTYYaroLIHX
COITYTCTBYIOIIEE CHCTEMHOE JIEYEHHE IPOTHBOIPUOKOBBIMM IIpenapaTaMu a30JI0BOM IPYIIIbI
(TakMMH KakK KETOKOHA30JI, UTPAKOHA30Jl, BOPUKOHA30J U I103aKOHA30J) WJIM HMHIHOMTOpaMu
BUY-nporeas (Hanpumep, pUTOHABUPOM). DTH MPENAPATHI SIBJISIOTCS MOLTHBIMH HHTUOUTOPaAMH
kak CYP3A4, tak u P-rimkonporenna. Takum oOpa3om, 3TH Npenaparbl MOTYT IOBBIIIATH
KOHIIEHTPALMIO puBapoKkcadaHa B IU1a3Me KPOBH J10 KJIIMHMYECKH 3HaYMMBbIX 3HaueHui (B 2,6 pa3a
B CPEAHEM), YTO MOXKET IIPUBECTH K MTOBBIIIEHHOMY PUCKY KPOBOTEUCHHH.

Crnemyer coOmogaTh OCTOPOKHOCTh, €CIIM MAIlMEHT OAHOBPEMEHHO TOIydYaeT JICKapCTBEHHBIE
[pernaparsl, BIUAIOIIME Ha TEMOCTa3, TaKue KaK HECTEPOUJHBbIE MPOTHUBOBOCHAIUTEIbHBIE
npenapats! (HIIBII), aneTriicamuiiioByto KUCIOTY ¥ HHTHOUTOPHI arperaiui TpOMOOIIUTOB W
CEJIEKTUBHbIE MHrHOUTOpBl OOpaTHOro 3axBata ceporoHuMHa (CHUO3C) u cenekTUBHBIE
MHTHOUTOpPHI 0OpaTHOro 3axBara ceporoHumHa U HopanuHedpuHa (CMO3CH). Ilauuentam c
PUCKOM  513BOOOpA30BaHUsl B JKEIYJOYHO-KHIIEYHOM TpakTe€ MOKET OBbIThb Ha3HAu€HO

COOTBETCTBYIOIIIEE MPOodUIaKTHIECKOE JIeueHue (cM. pazaen 4.5.).

JIpyrue haxkTopsl pUCKa KPOBOTEUEHUHN

PuBapoxcabaH, kak u Jpyrue aHTUTpOMOOTHUYECKUE CPEACTBA, HE PEKOMEHIyeTCsl K IPUMEHEHUIO
HanyueHTaM, UMEIOLIMM TTOBBIIIEHHBIH PUCK KPOBOTEUCHUH, B TOM YHCIIE:

* BPOXKJICHHAS WJIM PUOOPETEHHAsI CKIIOHHOCTh K KPOBOTEUEHHSIM;

* HEKOHTPOJMpyeMas TsKeas apTepuaibHas THIEPTEH3U;

* apyrue 3a00JeBaHUs KETYyJIOUHO-KUIICYHOTO TPakTa 0e3 aKTUBHOTO H3bSI3BJICHHS, KOTOPHIC
NOTEHLIMAIbHO MOTYT TIPUBECTH K OCJIOXXHEHHSM B BHJE KPOBOTEUEHUU (HampHuMep,
BOCHAJIUTEIbHOE 3a00JIeBaHWE KHIICYHHMKA, 330(paruT, TacTpUT M TacTpod3odareanbHast
pedirokcHas 60J1e3Hb);

* COCyHCTasi pETUHONATHS;

® 6pOHX03KT33H HJIN JICTOYHOC KPOBOTCYCHNE B aHAMHE3C.

HaHI/IeHTI)I CO 3JIOKaAYCCTBCHHBIMH HOBOO6Da3OBaHI/I$IMI/I

[TarueHTHl CO 3JI0KaYeCTBEHHBIMU 3a00JIEBAaHUSIMH MOTYT OJHOBPEMEHHO IOJIBEprarbcs Ooliee
BBICOKOMY PUCKY U KPOBOTEUEHHs, U TpoMOo3a. HAMBHIyanbHAs T0Ib3a AHTUTPOMOOTHYECKOM
TEpanuy JI0JDKHA OBITH COMOCTABJICHA C PUCKOM KPOBOTEUCHUS Y MALIUEHTOB C aKTUBHBIM PaKOM

B 3aBUCMMOCTH OT JIOKaJIM3alluH OITYyXOJIH, HpOTHBOOHYXOHeBOfI TEpaIInu U CTaIuu 3a005IeBaHus.
12
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FERHRETS 0002 e

(o OB
Omnyxonu, pacrojoKeHHbIE B  JKEIyAOYH o-xnmquowr Il Ept;m B

ACCOLIMMPOBAIINCH C TOBBIIICHHBIM PUCKOM KPOBOTEUCHHS BO BPEMSI TEPAIMU PUBAPOKCAOAHOM.
[TarimeHTamM €O 37I0KaUYECTBEHHBIMH HOBOOOPA30BaHUSIMH W BBICOKHMM PHCKOM KPOBOTCUCHHS

NpUMEHEHHEe puBapoKcabaHa MpOTUBOMOKa3aHo (CM. paszen 4.3.).

HaL[I/IeHTLI C UCKYCCTBCHHBIMM KJlallaHaMH CEpAlla

Puapoxkcaban He clielyeT NpUMEHSTH IS TPO(PUIaKTUKU TPOMOO30B Y MMallMEHTOB, IEPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTaJbHOro KiamaHa. be3onmacHOCTh U 3(pPEeKTUBHOCTD
npernapara puBapokcabaH He M3ydajach y MAllMEeHTOB C MCKYCCTBEHHBIMHU KJIallaHaMH Cepila,
CJIeIOBATENbHO, HET JaHHBIX, MOATBEPXKIAIONIMX, YTO NMPUMEHEHHUE Mperapara puBapokcadaH
oOecrieunBaeT AOCTATOYHBIM AHTHKOATYISHTHBIM A(P(EeKT y AaHHONW KaTerophH MalMeHTOB.

[IpumeHenne npenapaTa puBapokcadaH He pEKOMEHIYeTCs Y TaHHOW KaTerOPUH MaI[eHTOB.

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

[TpuMeHeHMEe nepopanbHbIX AHTUKOATYJISIHTOB MPSIMOTO JEWCTBUS, BKJIOYas pUBapoKcabaH, He
PEKOMEHAYETCSl y MalMeHTOB, UMEIOUINX TPOMOO3bl B aHaMHE3€, Y KOTOPbIX AMArHOCTUPOBAH
anTuoCHOTUMUIHBI CHHAPOM. B YacTHOCTH, y WAalMEHTOB C TPOWHBIM TO3UTUBHBIM
aHTU()OCHOIUNUIHBIM CHUHAPOMOM (HAJIWYME BOJYAHOYHOI'O AHTHKOATYJISIHTA, AHTUTEN K
KapIMOJUMMHY W  aHTUTeN K Oera-2-rmukonporenHy 1) Tepamus  mnepopanbHbIMU
AQHTUKOAryJssHTaMU HPSIMOrO JEHCTBUS MOJKET COINPOBOXKIAThCSI IOBBIIMIEHHON 4YacTOTON

peUUANBOB TPOMOOTUYECKUX COOBITHI B CpPaBHEHUU C Te€panuel aHTaroHucraMu BuramuHa K.

[IanMeHTEI ¢ d)I/I6DI/IJIJ'I$II_II/IeI71 npeacepaui HeKIamaHHoro npoucxoxacHus, nepenecie YKB co

CTCHTHUPOBAHUEM

NmeroTcst naHHBIE HWHTEPBEHIIMOHHOTO KIMHUYECKOTO HCCIEOBAHUSA, TEPBUYHON IEIBIO
KOTOPOTO SBJISUIACh OIEHKA MPpoduis Oe30MacHOCTH Y MAIMEHTOB ¢ PUOpHILIAIUEl peacepauit
HEKJIAIAHHOTO TpoucxoxaeHus, mnepeHecmux UYKB co crentupoBanuem. J[laHHble 110
() PEKTUBHOCTH Y TAHHOU MOMYJISAIINN OTPaHUICHBI (CM. pazaensl 4.2. u 5.1.). JlaHHBIE IO TAKUM

MalKUeHTaM ¢ HHCYJIbTOM/ TPAaH3UTOPHOM nileMuyeckoi arakoit (TA) B aHaMHE3€ OTCYTCTBYIOT.

[lanueHTsl ¢ TeMOAMHAMUYECKHA HEeCTAOWIBLHONU TpoMOodMOoaumeil sierouynoi aprepuu (TOJIA)

WJIN HAIMEHTHI, KOTOPBIM TPeOVETCS MPOBEACHUE TPOMOOIM3UCA WIIH AIMOOIDKTOMUH U3 JIETOYHOM

apTepuun

HpenapaT pI/IBapOKCEl6aH HC PCKOMCHAYCTCA B KaUCCTBC AJIbTCPHATUBLI He(bpaKLlI/IOHI/IpOBaHHOMy
rermapuHy y HalMCHTOB TpOM6OE)M6OJ'IPICfI JIETOYHOM apTepru, KOTOPBIC TI'CMOAWHAMHNYCCKU

HECTAOMJIBHBI HIIN MOTYT HYXAAaTbCd B IPOBCACHHNU TpOM6OJ’II/ISI/IC3 WIH SMOOJIDKTOMHMHU U3
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JIETOYHOMN apTepHH, MOCKOIBKY 6e301acHOCTh X 3d3¢exfgé;'{:8a%‘;lf5:éﬁ'ﬁg§gI:dﬂlgﬁ;)gﬁbgégg "ipn

TAKUX KIIMHUYCCKHUX CUTyallUAX HC YCTAHOBJICHA.

CHI/IHaHBHaH/SHI/IHVDaJIBHaﬂ AHCCTE3WA NN ITYHKIWA

[Tpu BeIMOJIHEHNH HEHPOAKCHATBHON aHECTe3UH (CIHMHAIBHON/AMUAYPaTbHON aHECTEe3UH) WU
CHMHAJIBHON/AMUYPaTbHON IMYHKIUH Yy MAIMEHTOB, MOJYYaroIUX aHTHTPOMOOTHYECKUE
npenaparbl ¢ LEJIbl0 NPOPHUIAKTUKH TPOMOOIMOOINYECKUX OCIO0KHEHUH, CyLIECTBYET PHCK
pa3BUTHUA SIUAYPATIbHON WM CIIMHAIBHON T'€MaTOMBI, KOTOPask MOXKET IIPUBECTH K JJIUTEIBHOMY
WIM [IOCTOSSHHOMY IIapajauyy.

Puck 3TuX cOOBITHII MOXET MOBBIIATHCA MPU MOCIEONEPAUOHHOM MPUMEHEHUN MOCTOSHHBIX
SNUAYPAIBHBIX KaTETEPOB WM COINYTCTBYIOIIEH Tepanuu JIEKAPCTBEHHBIMU IIpelapaTaMy,
BIMAIONIMMHM Ha remocra3. TpaBmMaTH4Has WIM IOBTOPHAas JNMAypalbHas WIM CIUHAJIbHAs
MYHKIUS TaKKe MOTYT MOBBIIATH PUCK. [[aliMeHTh! JOIDKHBI HAXOIUTHCS MO HAOIIOIEHUEM IS
BBISIBJICHUSI TIPU3HAKOB U CUMIITOMOB HEBPOJIOTUYECKUX HApYIICHUN (HallpuMep, OHEMEHUE WU
c1aboCTh HOT, JUC(QYHKIUS KHIICYHUKA WM MOYEeBOro my3bips). [lpm oOHapyxeHun
HEBPOJIOTHYECKUX PACCTPOICTB HEOOXOAUMa CpOuYHas JUArHOCTHKA W JieueHue. Bpau nosmkeH
CONOCTaBUTh IOTCHLUMAIBHYIO IIOJb3Y M PHCK IMepell MPOBEACHUEM HEUPOAKCHUAIBHOIO
BMEIIATEeIbCTBA MAlMEHTaM, IOJYYalOIUM aHTUKOATYISHTBI, WJIH KOTOPBIM IUIAHUPYETCS
Ha3HAYeHHE aHTUKOAryJSHTOB C LENbI0 NPOPUIAKTUKH TpoMO030B. OMBIT KIMHUYECKOTO
NpUMEHEeHUs puBapokcadbaHa B J03UpoBKax 15 Mr u 20 MI B ONMCaHHBIX CUTYaLUsAX OTCYTCTBYET.
C 1nenpl0  CHMKEHMS NOTEHLUMAIbHOIO PUCKA KPOBOTEYEHHS, ACCOLMUPOBAHHOIO C
OJIHOBPEMEHHBIM  IPUMEHEHUEM pHuBapokcabaHa M  BBIOJHEHHWEM  HeipoakcuanbHON
(anIMaypasIbHOM/CIMHAIBHON) AHECTe3UM WM CHUHAIBHOM IYyHKLUHU, CJIEAYyeT YYHUTHIBAaTh
bapMakoKUHETHYeCKUH MpoduiIb puBapokcabaHa. YCTAaHOBKY WIM YAAJCHHE SMUAYPATbHOTO
KaTeTepa WM JIOMOAJbHYIO HYHKLHIO Jy4Yllle MPOBOAMTH TOTAA, KOTJa aHTUKOATYJISIHTHBIN
s dext puBapokcabaHa oreHWBAaeTCS Kak clia0brii. OMHAKO TOYHOE BpEMs IS TOCTHKEHUS
JIOCTaTOYHO HU3KOI'0 aHTUKOATYJSIHTHOTO 3((eKTa y Ka)kI0ro MaluyueHTa HEU3BECTHO U JOJIKHO
OLICHUBATHCS B CPAaBHEHUM CO CPOYHOCTHIO IMarHOCTUYECKON TPOLEAYPHI.

OcHOBBIBasgCh Ha OOIMIMX (apMaKOKMHETUUYECKUX XapaKTEPHCTUKAX, SMHUIypalbHBIA KaTeTep
M3BJIEKAIOT 110 UCTEYEHHH KaK MMHHMMYM JIBYKpaTHOTO MEpHOa MOJYyBbIBEICHNUS, T.€. HE paHee
yeM yepe3 18 4vacoB mocie mocieAHEero IMpuemMa puBapokcabaHa i MOJIOJBIX B3POCIBIX
NaIMEeHTOB M HE paHee ueM 4epe3 26 4acoB Ui MOXKUIIBIX ManueHToB (cM. pazzaen 5.2.). [locne
M3BJICUEHMS] SMHUYpAIbHOIO KaTeTepa JOJDKHO IPOMTH KaKk MHUHMMYM 6 4acoB 1O Ipuema
CJIeAYIOLIEeH 1036l puBapokcadaHa.

B cnydae TpaBMaTuuHOM MyHKITMU TTPUEM pHBapoKcabaHa clieyeT OTIOXKHUTh Ha 24 Jaca.
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COOTBETCTEYET 3KCMNEPTHOMY OTYETY
oT 12.01.2026 N2 113
PexkoMeHIAIMY 110 JAO3UPOBAHHUIO [0 M IOCHe HHBAQH&EEE%S@E{%E% I:'I!fl ':-ﬁghgxfbi]ﬁﬁ'e"émx

BMCIIATCJIECTB

Ecnn Heo6xoanMo npoBe/ieHHe MHBa3UBHOM MPOLEAYPhl MM XUPYPIUYECKOI0 BMELIATENbCTBA,
HAa OCHOBAaHWU 3aKIIIOUEHUsS Bpada IMpHEM mpemnapara puBapokcaban 15 mr m 20 mr crmemyer
IPEKpaTUTh MO KpaiiHed Mepe 3a 24 yaca 1O BMEIIATENbCTBA, €CIM 3TO BO3MOXKHO. Eciu
IpOLEypy HENb3sl OTJIOKUTh, IOBBILIEHHBIH PHUCK KPOBOTEYEHHUS CIIEAyeT OLICHUBaTh B
CPaBHEHHMH C HEOOXOIUMOCTbIO CPOYHOI'O BMEIIATEIbCTBA.

[Tpuem mpenapara puBapokcabaH ciieayeT BO30OHOBHTH KaK MOXKHO CKOpee MOCiIe MHBa3UBHOU
IPOLEAYPBI WIIK XUPYPTHUUECKOTO BMEILIATENbCTBA, €CIIM JIEYAIllUM BPauOM YCTAHOBJIIEHO, YTO 3TO

MO3BOJIACT KIIMHUYCCKAA CUTyallusd U JOCTUTHYT aI[eKBaTHLIﬁ IrémMocCTas (CM. pasacii 52)

[1osxmiion Bo3pact

Puck kpoBOTEUEHUSI MOXKET YBEIMUMBATHCA C TIOBBIIIIEHHEM Bo3pacTta (cM. pasaen 5.2.).

JlepMaTOJ0OrnyecKie peaknuu

[Tpu mpoBeneHUN MOCTMAPKETUHTOBBIX HAOMIOJCHUN COOOINAIOCh O CiIydasxX BO3HUKHOBEHUS
CEPbE3HBIX KOXHBIX peaknui, BKmoudas cuHapoM CrtuBeHca-/[PKOHCOHA / TOKCHYECKHU
SMUJICPMATBHBI HEKPOJIM3 M JICKAPCTBECHHO-MHIYIIMPOBAHHYIO PEaKIUI0 C J03MHODUIHCH WU
cuctemabiMu cumntomamu (DRESS cunapom), Ha ¢one mpumenenust puBapokcabaHa (cMm.
paznen 4.8.). IlanuedTsl, MO-BUANMOMY, MOJBEPrarOTCsl HaUOONBIIEMY PUCKY BO3HUKHOBEHUS
ITHX peaKIUi Ha paHHUX ITAIaX JICUCHUS: HAYAJIO PEaKIIUU B OOJBIIIMHCTBE CITy4aeB MPOUCXOIUT
B TCUCHUE MTEPBBIX HEJEINb JicueHUs. [Ipy mepBOM TOSIBIICHUH TSHKEION KOKHOM CBINTH (HAIIpUMeEp,
MIpU €€ pacpoCTpaHEHUH, HHTeHCU(DHUKAIINHN W/Wir 00pa30BaHUM BOJJIBIPEN) WM TIPU HATUYUHU
KaKuX-T100 IPYruX CUMITOMOB TUIIEPUYBCTBUTEILHOCTH, CBSI3aHHBIX C MOPAKEHUEM CITHU3UCTOU

000JI04KH, CIEAYET MPEKPATUTh TEPAIUIO PUBAPOKCAOAHOM.
eTu

HmeroTcst orpaHUYeHHbIE JaHHbIE O IPUMEHEHUHU Y JeTei ¢ TpoMOO30M BEH TOJIOBHOTO MO3ra U
BEHO3HBIX CHHYCOB, y KOTOPBIX €CTh MH(peKIus neHTpaibHoi HepBHOU cuctemsbl ([IHC) (cm.
pazzen 5.1.). Heo6xoaumMo TiiaTeabHO OLIEHUBATh PUCK KPOBOTEUECHHUS IIepel Ha3HAYEHUEM U BO
BpeMs Tepaliy pUBapoKcabaHOM.

[Ipenapat puBapokcabaH HE PEKOMEHIyeTCs K MPUMEHEHHIO Y IeTel U TOJPOCTKOB CO CpeIHel
WIN TSDKETIOW CTETICHBIO HapyIIeHUs! GYHKIUU MOYeK (CKOPOCTh KITYOOUKOBO# ¢uubTpanuu <50

mi/MuH/1,73 M?) B CBSI3H ¢ OTCYTCTBHEM KIMHUYECKUX JAHHBIX.
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onnoBpeMeHHO CYP3A4 u P-rinukonporenHa oTcyTcTBYIOT (CM. pasnen 4.5.).

JlanHple MO BPEMEHH YCTAHOBKM WM yIAJICHHUS HEHpOaKCHAIbHOTO Karerepa y JeTeH,
NPUHUMAOIIUX MPerapaT puBapokcadaH, OTCYTCTBYIOT. B Takux ciydasx clieayeT MpeKpaTHTh
npueM puBapokcabaHa M  PacCMOTPETh BO3MOXKHOCTH TPUMEHEHHUS IapeHTEPabHOTO

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

BcnoMorarenbpHEIC BEIECTBA

[Ipenapar puBapokca®aH coAepXUT JakTo3y. IlanmueHTsl ¢ peaKkuMu HacleCTBEHHBIMU
npobjJeMaMu HENEepeHOCUMOCTH TallakTo3bl, IOJHOM JIaKTa3HOM HEZOCTAaTOUYHOCTBIO WU
I[JII0K030-TJIaKTO3HON MajibabcopOumeit He JOKHBI IPUHUMATh TOT Mpernapar.

JlanHbIii mpenapat coaep kUt MeHee 1 Mmoutb (23 Mr) HaTpus Ha OAHY TabJIEeTKY, TO €CTh, IO CYTH,

HE COACPIKUT HATPUA.

4.5. B3aumMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMHM MpenapartaMu H JApyrue BH/bI

B3aNMOJAEeHCTBUSA

Nuruduropsl CYP3A4 u P-riukonporensa

CoBMecTHOE NpuMeHeHe puBapokcadbana u ketokoHasoza (400 mr 1 pa3 B ieHb) WM pUTOHABHpA
(600 mr 2 pasza B IeHb) MPUBOAMIIO K MOBBIIMICHUIO CpPeJHEH KOHILEHTpaluKu puBapokcabaHa B
iasme kpoBH (AUC) B 2,6 pa3a/2,5 pa3a u yBeIMUEHUIO CPeJHEH MaKCHMaJIbHOM KOHIIEHTpaluen
(Cmax) puBapokcabana B 1,7 pa3za/l,6 pa3za co 3HAYUTCIBHBIM  YCUJICHUEM
dapmakoguHaMU4eCKUX 3((HEKTOB, YTO MOKET MIPUBOJUTH K YBEJIIMUEHHUIO PUCKA KPOBOTEUEHHUSI.
B cBsa3u ¢ 3TUM mnpHMeHeHHe npenapaTa pHBapoKcabaH HE PEKOMEHAYeTCs MalueHTaM,
NOJYYalOIUM  COMYTCTBYIOIEE CHUCTEMHOE JICYCHHE a30JIOBBIMH MPOTHBOTPHOKOBBIMU
npenapaTamM, TaKMMU KaK KETOKOHA30JI, UTPAaKOHA30JI, BOPUKOHA30J W I03aKOHA30J, WIIU
uHruouTOpaMu nporeassl BUY. OTr akTUBHBIC BEIIECTBA SBISIIOTCS MOITHBIMU HHTHOUTOPAMH U
CYP3A4, u P-rmuxonporenna (cm. pazaen 4.4.).

Osxkujaercs, 4YTo aKTUBHBIE BEIIECTBA, CUIIbHO HHTMOMPYIOIINE TOIBKO O/IWH U3 ITyTel BHIBEICHUS
puBapokcabana, wiu CYP3A4, win P-raukonpoTerH, B MeHbIIEH CTENEHH YBEIUYHBAIOT
KOHIEHTpaluIo puBapokcabana B ruiazme. Hampumep, kinapurpomunus (500 mr 2 pasa B JieHb),
KOTOpBI cuuTaercs MouiHbIM uHruoutopom CYP3A4 u ymepeHHbiM uHruOutopom P-
[JIMKONPOTEnHa, BeI3bIBaN yBenuueHue cpenneit AUC puapokcabana B 1,5 pa3a u yBenuueHue
Cmax B 1,4 pa3a. BzaumopelicTBue ¢ KJIapUTPOMULIMHOM CUUTAETCS KIMHUYECKH HE3HAYUMbIM
JUIs OOJBIIMHCTBA MALMEHTOB, HO MOXXET OBbITh MOTEHLIMAIbHO 3HAYMMBIM Ul NAlMEHTOB U3
IPYIIIBI BEICOKOTO PUCKa (IS MAIIMEHTOB ¢ HapylIeHneM (QYHKIIUH IMOYeK cM. paszaern 4.4.).
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Oputpomui (500 mr 3 pasa B J€HB), YMEPEHHBII Hﬁ&'Gthg%Y%’3XEt@1tﬁtrﬁnE3Hbﬂ+éhHa

BbI3bIBa)I yBenmueHue 3Hadenwmii cpemnedr AUC m Cmax puBapokcabanma B 1,3 pasa.
B3anmMopeicTBiEe ¢ SPUTPOMHUIIMHOM CUYHUTAETCS KIMHUYECKH HE3HAYMMBIM JUIS OOJBIIMHCTBA
MAIMEHTOB, HO MOET OBbITh MOTEHIMAIBLHO 3HAYUMBIM Ui MAUEHTOB U3 TPYIIbI BBICOKOTO
pHCKa.

VY MmanueHToB ¢ JIrKoW CTEeNeHbI0 HapymeHus QyHKIMH novek spurpomunud (500 mr 3 pasa B
JIeHb) BBI3bIBAJI yBenuueHue 3HaueHuil cpenneit AUC puBapokcabana B 1,8 paza u Cmax B 1,6
pa3a 1Mo CpaBHEHHUIO C MAIlMeHTaMU ¢ HOPMaJIbHOM (pyHKUMEeN moyeK. Y ManueHTOB CO cpenHei
CTENEeHbIO HapyIIeHHs (YHKIUU [MOYEK SIPUTPOMULIMH BBI3bIBA yBEJIMYCHHE 3HAYCHUI CpeHei
AUC puBapokcabana B 2,0 pa3a u Cmax B 1,6 pasza 1o cpaBHEHUIO ¢ TTAITUCHTAMH C HOpMaJIbHON
¢dynkuumeit noyek. IhdeKT SpUTPOMUIIIHA SIBIISIETCS Al TATUBHBIM K HAPYIICHUIO (DYHKIHH TTOYEK
(cMm. pasgen 4.4.).

®nykona3zon (400 Mr oiMH pa3 B IeHb), KOTOPBIN cuuTaercs ymMepeHHbIM nHruoutopom CYP3A4,
BbI3bIBaJl yBenuueHue cpenneil AUC puBapokcabana B 1,4 pa3a u yBenuuenue cpegseil Cmax B
1,3 pa3za. BsammopeiictBue ¢ (pIyKOHA30JI0M CUMTAETCS KIMHUYECKH HE3HAYMMBIM IS
OOJIBIIMHCTBA MAIUEHTOB, HO MOXKET OBITh MOTCHIIMATHLHO 3HAYUMBIM /ISl TAIIMEHTOB U3 TPYIIIbI
BBICOKOT'O pHCKa (ISl MAllMEHTOB C HapylIeHneM (QYHKIIUU ToYeK cM. pasaen 4.4.).

Ha ocHOBaHMM WMMEIOMIMXCS OTPaHUYEHHBIX KIMHUYECKUX JAaHHBIX HEoOXommmo wu30erarsb

COBMECTHOI'O IIPUMEHEHUS pUBAapOKCcabaHa ¢ JPOHEJAPOHOM.

AHTHKOAryISHTHI

[Tocne oOIHOBPEMEHHOIO NPUMEHEHHs JHOKcamapuHa (ogHOKpatHas po3a 40 wmr) u
puBapokcabana (ogHoKpaTHas go03a 10 mr) Habmronancs CyMMarmoHHBIA 3((EKT B OTHOIICHUH
aHTHU-Xa aKTUBHOCTH, HE CONPOBOXKJIABIIMUCS JOMOJHUTEIbHBIMU 3P (PEeKTaMu B OTHOILECHUH
npo0® Ha CBEpPTHIBAEMOCTh KpoBH (mpoTpomOuHoBoe Bpems (IIB), akTHBHpOBaHHOE YaCTUYHOE
TpombormactTuHoBoe BpeMs (AUTB)). DuHokcamapun He BIusui Ha (papMaKOKHHETHUKY
puBapokcabaHa.

B cBs3u ¢ MOBBILIEHHBIM PUCKOM KPOBOTEUEHHs] HEOOXOAUMO COOJIIOJaTh OCTOPOKHOCTh IPH

COBMECTHOM NMPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJIIHTaMH (CM. paszzensl 4.3. u 4.4.).

HIIBII / nHrnOuTopsl arperaitii TpOMOOIIMTOB

[Tocne coBmecTHOro mnpuUMeHeHUs puBapokcabana (15 mr) m HampokceHa B gosze 500 mr
KJIMHUYECKH 3HAYMMOTI'0 YBEJIIMYECHUSI BpEMEHU KPOBOTEUEHHUs He Habmoaanock. Tem He MeHee, y

OTJIENbHBIX JIUIT BO3MOXKEH 00Jiee BEIPAKCHHBIN (DapMaKOIMHAMUYECKHI OTBET.
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(A0 B HOCTE 00021
He Habnromanocs KIIMHHYECKA 3HAYMMBIX (bapMaKOKI/IHel;I/FIeCl%"; T 'H-Eﬁﬁﬁéio MUYIECKUX

B3aMMO/ICHCTBUI P COBMECTHOM MPHUMEHEHUH puBapokcadbana u 500 MT ameTuiIcatuiniIoBOH
KHCJIOTHI.

He oGHapyxeHO (hapMaKOKHHETHYECKOTO B3aMMOJCHCTBUS MEXIy puBapokcadaHom (15 mr) u
KJIoMUI0rpesioM (Harpy3ouHas no3a 300 Mr ¢ mociaenyronM Ha3HAYeHUEM MOIepKUBAIOLIEH
70361 75 Mr), HO B TMOATPYIIE MALMEHTOB HAOIIOJATOCh 3HAUYMMOE YBEJIWYCHHE BpPEMEHH
KPOBOTEUCHHSI, HE KOPPEITUPOBABILEE CO CTETIEHBIO arperaluu TpOMOOIIMTOB U cojiep:kaHueM P-
cenexktuna uinu GPIIb/ITla-penentopa.

Heobxomumo coOmrogaTh OCTOPOXKHOCTh Hpu coBMecTHOM mnpumeHeHun ¢ HIIBII (Bxmrouas
AeTUICATUIMIOBYIO KHCJIOTY) M HMHTHOMTOpPaMH arperamdy  TPOMOOIUTOB, IOCKOJBKY

NPUMEHEHHE ITUX MPETapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUEHHUS (CM. pazzen 4.4.).

CHO3C / CUO3CH

Kak u B ciyyae NpUMECHEHHS JPYIHMX AaHTUKOAryJITHTOB, BO3MOXKHO YBEIHUYCHHE PHCKA
KPOBOTEUCHHMSI Y TTAIIMCHTOB TIPU OJTHOBPEMEHHOM IMPUMEHEHUH C CEJICKTUBHBIMA WHTHOUTOpAMU
obOparnoro 3axBara ceporoHuHa (CHO3C) wiM CceleKTUBHBIMH HHTHOMTOpPaMH OOPaTHOTO
3axBata cepoToHrnHa u HopanuHeppuHa (CMO3CH) BciencTBue BAMSHHS 3TUX MpENapaToB Ha
TPOMOOIHTEI. Pe3ylbTaThl KIMHUYECKUX HCCIICIOBAHUN pUBapokcadaHa MPOIEMOHCTPHPOBAIN
YHUCIIEHHOE TIOBBIIIICHHE OOJIBIMUX M HEOONBIINX KIMHUYESCKH 3HAYHMMBIX KPOBOTEUYCHUN BO BCEX

Ipyniax JEUYCHUA MpHU COBMCCTHOM IIPUMCHCHHNHU 3TUX ITPCIIAPATOB.

Bapdapun

[Tepexon manueHtoB c aHraronucra ButamuHa K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) umm ¢ puBapokcabana (20 mr) Ha Bapdpapun (MHO ot 2,0 no 3,0)
yBenuuuBai nporpomOruHoBoe BpeMsi/MHO (Neoplastin) B Oosbliieil cTenenu, 4em npu IpocToM
cymmupoBanuu 3ddexroB (otaenbubie 3HaueHnss MHO moryt nocturaths 12), B TO Bpems Kak
BiausiHue Ha AUTB, nonasienne aktuBHOCTH (akTopa Xa U SHIAOTCHHBIN MOTEHIIMAI TPOMOUHA
(OI1T) ObUIM anIUTUBHBIMH.

B cnyyae HeoOxoauMocTH HccaenoBanus (papMakogMHaMU4ecKux 3¢ GeKToB puBapokcabaHa BO
BpeMsl IEPEXOAHOr0 EPUOa, B KaUeCTBE TECTOB, HA KOTOPbIE HE OKa3bIBAET BIUSIHNUE BappapuH,
MO>KHO MCTIOJIB30BaTh omnpezeienne antu-Xa aktuBHoctu, PICT u HepTest. Haunnas ¢ 4-ro nus
nocje rnpueMa nocieaHei n1o3sl BapdapuHa Bce abopaTopHble nokazarenu (B ToM uucie [1B,
AYTB, wunrubupoBanue aktuBHOCcTH (akropa Xa u OIIT) orTpaxkanu TOJBKO BIUSHHE
puBapokcabaHa.

B cnydqae HeoOxommmoctu wuccnemoBaHus (papmakomumHamudeckux 3¢ @dekToB BapdapuHa BO

BpeMsl TIEPEXOIHOTO TEPHUOAa, MOXKET OBITh UCIOIB30BaHO H3MepeHue BenuunHbl MHO mpu
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Crpovexyr- pUBapokcabana (cmycts 24 uyaca 11ociie nbgﬁﬁmmaﬁg@hﬁ%ﬁsgﬁbﬁc%ﬂa)

MOCKOJIbKY PHBApOKCa0aH OKa3bIBACT MUHUMAIBHBIA 3(Q(EKT Ha ITOT MOKa3aTellb B JAHHBIN
MOMEHT BPEMCHH.
DapMaKOKHHETUYECKOTO B3aUMOJICHCTBHS MeEXay BappapuHOM U pHBapokcabaHOM He

HaOJIFOJAJIOCh.

HNuanykropel CYP3A4

CoBMecTHOE TMpUMEHEHHE pHUBapokcabaHa ¢ pudaMIUIUHA, SBISIOMIETOCS MOIIHBIM
unaykropom CYP3 A4, npuBoauio k cHmkennto cpeaneit AUC puBapokcabana npuodIU3UTEeIbHO
Ha 50 % ¥ OJHOBPEMEHHOMY YMEHBIICHHIO ero GpapMakoguHamMudeckuXx 3¢ dexkroB. CoBMECTHOE
NpUMEHEHHE puBapokcabaHa ¢ Jpyrumu MomHbiMH uHAYKTOpamu CYP3A4 (mampumep,
dbenuTonHoMm,  kapOamasenuHoM,  (QeHoOapOHTaTIOM WM TOpemaparaMu  3Bepo0os
nponsipseienHoro  (Hypericum perforatum)) Ttakke MOXET NPUBECTH K CHUIKCHHIO
KOHIIGHTpalluid puBapokcabaHa B Iuia3mMe KpoBHu. CliemoBaTelnbHO, HEOOXOIMMO H30erarth
OJIHOBPEMEHHOTO NMPUMEHECHHsI MOIIHBIX HHAYKTOpOoB CYP3A4, kpoMe ciydaeB, KOra MaueHT
HAXOJUTCS TOJ] TIIATEJbHBIM HaOIIOJCHHEM Ha MpeAMET Pa3BUTHUS MPHU3HAKOB U CHMIITOMOB

TpombO3a.

[Ipoyas cOnmyTCTBYIOIIAS Tepaus

Knuanyecku 3HaYUMBIX (PapMaKOKMHETHUECKUX WM (PapMaKOJMHAMUYECKUX B3aUMOJEHCTBUI
IpU COBMECTHOM NIpUMEHEHUHM pHBapokcabaHa ¢ wmuaasonamoMm (cyoctpar CYP3A4),
JUTOKCHHOM (cyOctpar P-rmukomporenna), aropBactatuHoMm (cyoctpar CYP3A4 u P-
[JIMKONPOTEMHA) WJIM OMEIpPAa30joM (MHTMOUTOp MPOTOHHOW MOMIIBI) HE HaOII0Janoch.

PuBapokcaban He nHru6upyer u He uayuupyer CYP3A4.

Brausaue Ha 1a00paTOpHBIE TAPAMETPEI

PuBapokcabaH oka3bIBaeT BIMSHUE Ha TMoOKas3arenn cBepThiBaemMocTd Kkposu (IIB, AYTB,

HepTest) B cBsi3u CO CBOMM MEXaHU3MOM JieicTBUs (cM. pazaen 5.1.).

eTu
HccnenoBanust B3aMMOIEUCTBUS IPOBEJAEHBI TOJIBKO Y B3pOCibiX. CTeNeHb MEKIIEKapCTBEHHBIX
B3aMMOJICUCTBUN y IeTEN HE U3BeCTHA. [[puBeieHHbIE JaHHbBIE O B3aMMOJACHUCTBHUH, ITOTyYEHHbBIE
Y B3pOCIIBIX TTAIUEHTOB, U MIPEAYNPEKACHUS B pasene 4.4. 10HKHBI ObITh TPUHSATH BO BHUMaHHE

JUIA HG}IH&TpH‘—IGCKOﬁ TOMyJIAIHUH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JAKTALMS

bepemeHHOCTB
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be3onacHocth M 3¢ deKTHBHOCTH Tpenapara DI/IBaD(SEL:;léa-}llE%F%eDEEFEMI;(-EC_éHIHIP}‘FII HE

YCTaHOBJICHBI.  JlaHHBIE, IIOJIY4YEHHbIE B HCCIECIOBAHMAX HA JKMBOTHBIX, IIOKa3ajlu
PENPOLYKTUBHYIO TOKCUYHOCTb. BenencTBre BO3MOKHON pEeNPOAYKTUBHON TOKCUYHOCTH, PUCKA
pa3sBUTHSI KPOBOTEUEHUS M JAHHBIX O CIOCOOHOCTH pUBapokcabaHa MPOHHUKATh 4Yepe3 IUIALEHTY
npernapaT puBapokcabaH MpOTUBONOKA3aH BO BpeMst OepeMeHHOCTH (cM. pazaen 4.3.).

JKeHIIMHBI AETOPOTHOIO BO3pacTa JODKHBI H30erath OEpeMEHHOCTH BO BpEMs Tepanuu

pUBapOKCaOaHOM.

JlakTanms

bezonmacHocTh U 3¢ (EKTHBHOCTH TIpermapaTa puUBapoKcadaH y JKCHIIUH B TIEPUOJ TPYIAHOTO
BCKapMJIMBaHHUs HE YCTAHOBJICHHI. J[aHHBIE, MOJY4YEHHbIE y JKUBOTHBIX, IMOKAa3bIBAIOT, YTO
puBapokcabaH BbIAENAETCA C TpydHbIM MoJiokoMm. [loatomy mpemapar puBapokcabaH
MPOTUBOIIOKA3aH B MEPUO]I TPYAHOTO BCKapMiuBanus (cM. pazzaen 4.3.). HeoOxoaumo nmpuHsATH

PCIICHHUC 00 oT™MeHe T'PyAHOI'0 BCKapMJIMBAHWA UIIN HperaHIGHI/II/I/HpI/IOCTaHOBJICHI/II/I TCpaInu.

DepTUabHOCTD

CrienuaabHBIX MCCIIEIOBAHUIN IO OIEHKE BIUSHUS pUBapokcabaHa Ha GEepPTHILHOCTD Y YeIOBeKa
HE MpoBOAMIOCH. MccrmenoBaHusa mokKas3aid, YTO PUBApOKca0aH HE BIUSET HAa MYKCKYIO U

KEHCKYIO (PepTUIIBHOCTD Y KPBIC.

4.7. BausiHue Ha CIOCOOHOCTDH YIpaBJsATh TPAHCHOPTHBIMH CpEACTBaAMHU H paﬁDTaTl) C

MEXaHU3MaMHU

[Ipemapat puBapokcabaH OKa3bIBa€T HECYIIECTBEHHOE BIIMSHHE Ha CIOCOOHOCTH YIPABIATh
TPAHCTIIOPTHBIMU CPEICTBAMH M pabdoTaTh C MeXaHW3MaMH. BBIIM 3aperucTpuUpOBaHBI TaKue
HEeXeJaTeNIbHbIE PEaKIni Kak OOMOPOK (4acToTa: HEYacTO) U rOJIOBOKPYKEHHE (4acTOTa: 4acTo)
(cm. pazgen 4.8.). TlarueHTsI, Y KOTOPBIX BO3HUKAIOT MOJOOHBIE HEXENAaTelIbHBIE PEaKINu, He

JIOJIKHBI YIIPaBIISITh TPAHCIIOPTHBIMU CPEACTBAMU MJIU IPYTUMH MEXaHU3MaMHU.
4.8. HexxenaTesibHbIEC peaKIUU

Pesrome mpodmnsg 6e30mmacHOCTH

be3zomnacHocTh puBapokcabaHa OleHMBANIACh B TPUHAAUATH OCHOBHBIX HccienoBanusax Il dazbr

(cm. Tabmumy 1).

CymmapHo 69608 B3pocCbIX MAIMEHTOB B NieBsITHaANAaTH ucciaenoBanusx 111 da3er u 488 nereii B

nByx uccnenoBanusx Il ¢as3er u nByx uccnenoBanusx Il ¢a3er mpuarManu puBapokcadaH.
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B nccndhbAmlie COAHA CYrdiha Tosa i

MaKCuMaJibHasA MPOAOJDKUTCIIBHOCTh JICHCHHUA B KIMHUYCCKHUX HCCICIOBAHUAX 111 (1)213]31 C

Y4aCTUEM B3POCIIbIX U MIEAUATPUUCCKUX ITAITUCHTOB

Iloxka3anue Yucio CymmapHnasi MaxkcumajibHas
T —— CyTOYHas 1032 NPOAOLKUTEIb-
HOCTB JICYCHUS
[TpodunakTruka BEHO3HOM 6 097 10 mr 39 nueit
TpomMbosMbouu (BTD) y
B3pPOCJIbIX MALMEHTOB, NEPEHECIINX
IUTAHOBYIO OIEPAIMIO 110 3aMeHe
Ta300€IPEHHOr0 WX KOJIEHHOI'O
cycTaBa
[Tpodunaktuka BTD y manueHTos, 3997 10 mr 39 nHen
TOCIUTAIU3UPOBAHHBIX C OCTPHIM
MEIUIIMTHCKUM COCTOSIHHEM
Jledenue Tpom003a TIIyOOKHX BEH 6 790 Henb 1 -21: 30 mr 21 mecsn
(TT'B), TpoM60>MO0IHH JIETOUHOM Hauunas c 22 nus:
aprepuu (TDJIA) u npodunakTika 20 mr
PELUINBOB [Tocne MmunuMyM 6
MECSLEB TEPANUHU:
10 Mr wm 20 mr
Jleuenue BTD u npodunakTuka 329 JHo3a, 12 mecsieB
peuunusos BTO y CKOPPEKTHPOBaHHas
HOBOPOKJICHHBIX U JIETEH B B 3aBCUMOCTH OT
BO3pacte 10 <18 ser nmocne Macchl Tena, A
HAa4aJIbHOW CTaHAApPTHOMN TOCTIDKEHUS
aHTHUKOATyJITHTHOM Tepanuu 9KCIIO3ULUH,
Haburo1aBIIeiCs Y
B3pOCIIBIX,
noxy4yaBmux 20 mr
puBapokcabaHa
OJIMH Pa3 B JIEHb AJIs
neyenus TI'B
[TpodunakTuka HHCYIBTA U 7750 20 mr 41 mecsny
CHCTEMHON TPOMOO0IMOOIHNH Y
MalUEeHTOB ¢ GUOpMILIAIIHEH
npejcepaInii HEKJIanaHHOT O
MIPOUCXOXKACHUS
[Tpodunaktuka 10 225 5 mr unu 10 mr 31 mecsn
aTepoTPOMOUYECKUX COOBITHH Y COOTBETCTBEHHO, B
MAIMEHTOB MOCIIE OCTPOTrO KOMOHMHAIINH C
KopoHapHoro cusjipoma (OKC) Al eTUJICATULIMIIOBON
kuciotoit (ACK)
i ACK ¢
KJIOTHJIOTPEJIOM HIIN
TUKJIONUJANHOM
[Tpodunaktuka 18 244 5 Mr B KOMOWHAIIMH 47 mecsieB
aTepOTPOMOOTHUYECKUX COOBITHH Y c
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HAIUEeHTOB C UIIEMHUYECKON

KHCJIOTOU MU
10 Mr B

MOHOTEpaIruu

5 Mr' B KOMOMHAIIUH
c
aleTUICAIINIINIOBOM
KHCJIOTOH

* TlanmeHTHI, MOJyYUBILIKE, 10 MEHBIIEH Mepe, O/IHY 703y puBapoKkcabaHa.

** U3 uccaenosanuss VOYAGER PAD.

6omesnnio cepana (MbBC) nnm
3a00JeBaHUEM TTEPUPEPUIECKUX
apreputii (311A)

3 562** 24 Mecdaua

Haubonee yacto peructpupyeMbIMU HEXKENATEIbHBIMU PEAKIUSIMH Y MAIIMEHTOB, MOJYyYaBIIUX

puBapokcabaH, ObuIM KpoBOTEYeHMsI (CM. HIKe mnonpasaen «OmnucaHue OTIENIbHBIX

HEeXeNaTelbHBIX peakiuii», cM. pasnen 4.4.) (Tabnuna 2). Hanbosiee yacTo perucTpupoBaInuCh
%) W KeIyJOYHO-KUIIEYHOE

TaKUC KPOBOTCUCHHA, KaK HOCOBOC KPOBOTCUCHUC (4,5

kpoBoTeuenue (3,8 %).

Ta6JII/IHa 2. YactoTa BO3HHKHOBEHHUS KpOBOTC‘ICHHﬁ* U aHCMHHU Yy MALUCHTOB, IMOJYYaBIINX
JICYCHUC pI/IBapOKca6aHOM B 3aBCPIICHHBIX KIIMHUYCCKHUX HCCIICIOBAHUAX III Cpasm C y4aCcTuem

B3POCJIbIX U NCAUATPUYCCKUX IMALITUCHTOB.

IHoka3anue JIro0oe AHeMus

KPOBOTeYeHHe

[Tpodunaktuka BeHO3HOH TpomMboaMOommu (BTD) y 6,8 % nammenTtoB | 5,9 % mamueHToB
OCJIBIX MAIEHTOB, IEPEHECIINX IUTAHOBYIO OTIEPAIHIO

Mo 3aMCHC T3306€)1p€HHOFO HJIM KOJICHHOI'O CyCTaBa

12,6 %
NaIMEeHTOB

[Ipodunaktuka BT y nanueHTos, 2,1 % nanueHToB
TOCIUTAIU3UPOBAHHBIX C OCTPHIM MEIULUHCKUM

COCTOSIHHEM

23 % manmentoB | 1,6 % mamueHToB

39,5 %

IIaITUEHTOB

Jleuenue TT'B, TOJIA u npodunakTuka peruuBoB

Jleuenne BTD u npodunakruka peunausos BTD y 4,6 % maueHToB
JIOHOTIIEHHBIX HOBOPOXKJICHHBIX U JIETEH B BO3PACTE 10
18 neT nocne HayaJIbHOW CTaHAAPTHOM

AHTUKOAryJSTHTHOM Teparuu

[TpodunakTuka HHCYIBTA U CUCTEMHOM 28 coObITHii Ha 2,5 coObITUs HA

TpOoMO0IMOOIIUH Y TAITUEHTOB ¢ HUOpUIIAIIEH
TpecepAniA HEKITATAHHOTO POUCX 0K ICHHSI

100 mmatmenTo-
JIET

100 mauenTo-
JIET

[TpodunakTrka aTepoTPOMOOTHIECKUX OCITOKHEHHH Y
nanuenToB nocie OKC

22 coOBITHSA HA
100 mmammenTo-
JIET

1,4 coObITHS Ha
100 namuenTo-
JIET
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[IpodunakTruka aTepoTPOMOOTHUECKUX || 67 Cobsitiist Ha' 015 CO6HITAS Ha
cobpiTuii y manuerToB ¢ UbC nnu 3I1A 100 manuenTo- 100 manuenTo-
JeT ner**
8,38 coObrtust Ha | 0,74 coOnITHUA Ha
100 manmenTo- 100 manmenTo-
netr? er***F

* Bo BceX KIIMHUYECKUX MCCIIEA0BAHUAX PUBAPOKcadaHa BCe CIIydad KPOBOTECUCHUS COOUPAIOTCS,
PETUCTPUPYIOTCS U OLICHUBAIOTCS.
** B wuccnegopanuu COMPASS wdacrota BCTpeuyaeMOCTH aHEMHH HH3Kas, ITOCKOJIBKY

PUMEHSUICS BBIOOPOYHBIH IMOAX0]] K COOPY JaHHBIX 110 HEXEJIATeIbHBIM SIBJICHUSIM.
*** [Ipu cOope JaHHBIX O HEXKEJATEIbHBIX SBJICHUIX MPUMEHSIJICS BHIOOPOYHBIN TTOIXOI.
# U3 uccnenosanus VOYAGER PAD.

TabanuHoe pE3IOME HEKENATEILHBIX PEaKIUH

YacToTa BCTpeyaeMOCTH HEXKEIATEbHBIX PEaKLUi, 3apErUCTPUPOBAHHBIX Y AETEH U B3POCIBIX
IpY IPUMEHEHUH TIpernapara puBapokcadaH, IpruBeAeHa B TA0JIUIE 3 HIDKE C pa3lieieHueM 1o 24
cUCTEeMHO-opranHbIM kinaccaM (MedDRA) u o yacrorte.

YacToTa BCTpeyaeMOCTH ONpeeNsieTcs Kak:

oueHb yacto (>1/10),

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

Heuacto (= 1/1 000, vo < 1/100),

peaxo (= 1/10 000, vo < 1/1 000),

oueHb peako (< 1/10 000),

qaCcToTa HEU3BCCTHA (Ha OCHOBAHUWH UMCHOIIUXCA NJaHHBIX OICHUTDH HCBOSMO)KHO).

Tabnuma 3. Bce HexenaTenbHbIE peaKIMM, 3aPETUCTPUPOBAHHBIE Y B3POCIBIX MAIUEHTOB B
kuHU4ecknx uccinenoBanusx Il ¢aspl wim B X0/l MOCTPETUCTPALIMOHHOTO MPUMEHEHHS*, a
TaKKe y MeuaTpUIecKuX MallMeHToOB B IBYX uccienaoBanusax I ¢as3er u nByx nccnenoanusx 111

¢a3zbl

Yacro Heuacto Penxo Ouensb peako Yacrora

HEU3BECTHA

Hapyumenus co cTopoHbl KpOBH U JIMM(PATHYECKOH CHCTEMbI

Anemus  (Bwirouas | TpoMOouuTos

COOTBETCTBYIOILINE (BKITIOUAsS
nabopaTopHbIE MTOBBIIICHHOE
TIOKa3aTeII )
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coJepKaHue
TPOMOOIIHTOB)?,

TPMOOIIMTOIICHHS

e
Irn

CHEQOBATENBHOTT

= RS

Hapymenust co cTOpOHBI MMMYHHOM CHCTEMBI

Aunnepruyeckas
peakuus,
aJUIEPrUYECKUN
JIepMaTHT,
AHTMOHEBPOTHUYEC
KU OTEK 51
aJUIEPrUYECKUA

OTCK

Anadunaktuuec
KHE  PEaKIuw,
BKJTIOYAst
aHa(UIaKTHIEC

KHUH 110K

Hapyienusi co cTOpOHbI HEPBHOM CHCTEMbI

I'onoBokpyxeHue, BryTrpumosrosoe

rojoBHast 00Jb u
BHYTpHUUYEPEITHOE
KPOBOM3JIHSHUE,
00MOpOK

Hapyienusi co cTOpOHBI OPraHa 3peHHst

KpoBousnusHue B
a3 (BKITIOYAst
KpOBOM3JIUSHUE B
KOHBIOHKTHUBY)

Hapymenusi co cTopoHbI cepana

Taxukapaus

Hapyuienusi co cTOpoHbI COCY/10B

CHunxenue
apTepUaIbHOTO

JaBJICHHUA, reMaToMa

Hapyuienus co CTOpOHBI ABIXaTEJIbHOM CHCTEMbI, OPraHOB I'PYIHON KJIETKHU

M CPeI0CTeHHsI

HocoBoe
KpPOBOTEUEHHUE,

KPOBOXapKaHbE

Do3uHO(pUIbHAS

ITHEBMOHUA

KeqynouHo-Kue4YHble HApYIICHU S
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KpoBotounBocTth CyxocTb BO pTY

JIECCH, JKEITYJOYHO-
KHIICYHOE
KPOBOTCUCHHE
(BrITIOUAS
pEeKTaIbHOE
KPOBOTECYCHHE),
6omu B oOmacTu
KEITYT0IHO-
KHIIIEYHOTO TPAKTa U
B KHUBOTE,
JTUCTICTICHS,

A

TOIIHOTA, 3allop )

nuapes, psoTa

Hapymemm CO CTOPOHBI ITCYCHHU U KECTYCBbIBOAAIIINX HyTeﬁ

IToBbilIeHNHE Hapymenue Kentyxa,

AKTUBHOCTH (yHKIMY TICYSHH, | IOBBIIICHHUE

TpaHCAaMHHA3 TIOBBIIIICHHUE KOHIICHTPALIU!
KOHIICHTPALU1 KOHBIOTUPOBaH-
OounupyOuHa, HOTO
MOBBIIICHHE omnupyOuHa
AKTUBHOCTH (Ipu comyTCTBY-
LICJIIOYHOU IOILIEM
docdaTassl MOBBIIIEHUU
KpoBu”, aKTHBHOCTH
MOBBILICHHE AJIT wmm 0Ge3

aktuBHocTH [T'T | Hero), xomecras,
A TenaTur,
BKJIFOYas
rernarorel-
JIIOJISIPHOE

MOBPEXICHHE).

Hapymenusi co CTOPOHBI KOKH M MOAKOKHBIX TKAHeHl

25




o T
i) )

oT 1207 204

o

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
=113

P o e R N i

Koxnbiit 3y
(BKJIFOUAsi HEYaCThIC
clIy4au

reHepaTu30BaHHOIO
3y/1a), KOJKHasl ChIIb,
IKXUMO3, KOXKHBIE U

IIOAKOXHBIC

KpPOBOM3JIMAHUA

Kpanusauna

S
Irn

AT TE 0002)

BeHCa—  JI>KOH-
COHa /
TOKCUYECKHUHU
SIUIEPMAIIbHBIN
HEKPOJIH3,
DRESS-

CUHIPOM.

Hapymelmﬂ CO CTOPOHBI MblmeqHOﬁ, CKeJIETHOI M COeTUHUTEIbHOM TKAHN

bonp I'emaptpo3 KpoBousnusuue KomnaprmeHnt-
B KOHEYHOCTAX * B MBILIILY CUHJIPOM Kak
ClIe/ICTBUE
KPOBOTCUCHHS
Hapyuienusi co cTOpOHbI IOYEK U MOYEBBIBOSIIMX MyTeii
KpoBoTteuenue  u3 [Toueunas He-
YPOT€HUTAIbHOIO JIOCTAaTOYHOCTB/
TpakTa (BKITIOYAst ocTpasi IouYeyHast
reMaTypuio U HEZ0CTaTOYHOCTh
MeHopparuio®), KaKk  CJEJCTBHE
HapyIlIeHue KpPOBOTEUECHHS,
byHKIIUN MIOYEK, JIOCTaTOYHOTO
(BKITFOUAS JUTSL TOTO, YTOOBI
MOBBIILICHHUE BbI3BaTh
KOHIIEHTpPALlUH runonepdysuio;
KpeaTHHUHA KpPOBH, Hedponarus,
TIOBBIIIICHHE accolMUpPOBaHHAas
KOHIIEHTPaLu1 C IIPUEMOM
MOYEBUHBI KPOBH) aHTHUKOATyJISTHTOB

O01mMe HAPYILIEHUS U PeaKIUU B MeCTe BBeleHUs

anopazucaA,

nepugepudeckue
OTEKH,  CHIDKCHHE
obmelt (uzmIecKoi

CHJIbl U  TOHYca

Yxyaumenue
o011ero
CaMOYYyBCTBUS
(BKITFOUAS

HEJIOMOTaHHE)

JlokanbHBIN

orex”
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(BKiTIOYast cnaboCTh,

ACTEHUIO)

JlaGopaTopHble U HHCTPYMEHTAJIbLHbIE ITaHHbIE

IloBeImICHHE
aKTUBHOCTH
JIITA,
MOBBIIIECHHE
AKTHUBHOCTH
AMmnassr,
MOBBIIIEHHE
aKTHUBHOCTH

aMHJIa3bl A

TpaBMbI, HHTOKCUKAIUH U OCJTOKHCHUSA NPOUEAYP

KpoBoteuenue Cocyaucras
IoCJIE poLeayp MICEBI0AHEBPU3-
(BKiTIOYAS ma®
MOCJICOTIEPAIMOHHY

10 aHEMHIO n

KpPOBOTCYCHUC n3

paHbl), yuuo,
BBIJICJICHUE CEKpeTa
U3 paHb

A: nHabmogamuch npu npoduinaktuke BTD y B3pocibIX MalUeHTOB, MEPEHECIINX IUIAHOBYIO
OTiepaIuio Mo 3aMeHe Ta300€IPEHHOI0 WIM KOJIEHHOTO CyCTaBa;

B: nabmopamuces npu neuenuu TI'B, TOJIA u npodunakTuke peruanBOB Kak OYEHb YacThIEe y
JKEHIIIMH MOJIOXeE 55 JIeT;

C: nHabmofanuch Kak He4yacThle B paMKax HPOQMIAKTUKHA aTepOTPOMOOTHUECKUX COOBITHH Y
nanuenToB nocie OKC (rmocie 4peckoKHOT0 KOPOHAPHOTO BMEIIATEIHCTBA).

* TlpumeHsuicsi TpeaBapUTENbHO 3aJaHHBIA BBIOOPOUYHBIM TOAXOJ K cOOpy JaHHBIX IO
HE)KEJNaTeNbHBIM SBJICHUSAM B OTAeNnbHBIX uccienoBanusax I ¢asel. Ha ocHoBanum ananmsa
JAHHBIX JTUX HCCIEJOBAHUNM 4YacTOTa HEXKEIATENIBbHBIX pPEAaKIMi HE MOBBICHUIACh, U HOBBIX

He)KeaTeNIbHbIX JIEKaPCTBEHHBIX Peakil UIeHTUPHUIIMPOBAHO HE OBLIO.

Onucanue OTACIBbHBIX HEXKEIATCIbHBIX PEaKITUi
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COMPOBOXKAATHCS MOBBIIIIEHHBIM PUCKOM CKPBITOTO MM SBHOTO KPOBOTEUECHHUS U3 JIIOOBIX OPTaHOB
Y TKaHEH, KOTOPOE MOKET IIPUBOAMTH K IIOCTreMopparudeckou anemuu. [Ipusnaku, cCMuMITOMBI U
CTENEHb THKECTH (BKJIIOYAs BO3MOXKHBIN JIETAJbHBIM MCXOMA) BapbUPYIOTCS B 3aBUCUMOCTH OT
JIOKAQJIM3allui, WHTEHCUBHOCTU WM MPOAOJDKUTEIBHOCTH KPOBOTEUEHUS W/UIU aHEMHH (CM.
pazznen 4.9). B KIIMHUYECKUX UCCIIeIOBAHMSIX KPOBOTEUCHHSI U3 CIU3UCTHIX 000JI0UEK (2 HMEHHO:
KPOBOTEUYECHHE U3 HOCA, IECEH, )KEITYJOUHO-KUIIEYHOTO TPAKTA, MOUYCTIOJIOBOM CUCTEMbI, BKJIIOUas
AHOMAJIbHOE€ BarvMHAJbHOE WJIM YCUJICHHOE MEHCTPyaJbHOE€ KPOBOTEUEHHE) U aHEMHS
HAOJIOIATMCh Yallle MPH JUIUTEILHOM JICYeHUH PUBApOKCa0aHOM IO CPABHEHUIO C JICUCHUEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HAISKAINIEMy KIMHUYECKOMY HaOII0/ICHHUIO,
nabopaTopHOE WCCIEAOBAaHUE TEeMOTJIOOMHA/TEMATOKPUTA MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHUH M KOJIMYECTBEHHOW OLICHKM KIMHUYECKOM 3HAYMMOCTHU
SBHBIX KPOBOTEUEHHH B CITy4yasiX, KOr/1a MPUMEHUMO. PHCK pa3BUTHS KPOBOTEUEHHI MOXKET OBITH
MOBBIIICHHBIM Y OMNPEAENICHHBIX TPYII TAlMEHTOB, HANpUMeEp, y TMAIUEHTOB C TSKEIOU
HEKOHTPOJIMPYEMOH apTepUAIbHON THUINEPTEH3WEH W/MIU TPH COBMECTHOM IPUMCHCHHH C
npenapaTamu, BIUSIONIMMU Ha reMocTas (cM. pasznaen 4.4). MeHcTpyallbHOE KPOBOTEUEHHE MOKET
OBITH O0JIe€ OOUITBFHBIM W/UJIH MPOIOJKUTEIIBHBIM.

['emopparuueckne OCIOXHEHUS MOTYT TIPOSABIATHCS B BUAE cjabocTd, OJIEAHOCTH,
TOJIOBOKPYKEHHSI, TOJIOBHON OOJIM MJIM HEOOBSICHUMBIX OTEKOB, OJBIIIKH WU HEOOBSICHUMOTO
mioka. B HEKOTOpPBIX CllydasiX BCIAEACTBUE AHEMHUU PAa3BUBAJIUCH CUMIITOMBI UIIIEMUU MHOKapa,
Takue Kak O00JIb B TPYAU U CTCHOKAPIHSL.

[Ipu npumeHeHUM puBapokcabaHa pPETUCTPUPOBAINCH M TaKUE HM3BECTHBIC OCIIONKHEHUS,
BTOPUYHBIE 110 OTHOIIEHUIO K TSDKEIBIM KPOBOTEUEHUSM, KaK CHHJIPOM TIOBBIIIEHHOTO
cyOdaciuanbHOTO JaBiaeHHs (KOMIapTMEHT-CUHIPOM), TIOYeUHasi HEJOCTaTOYHOCTh BCJIE/ICTBUE
runonepdy3un uiIM HeppomaTHs, acCOIMUpPOBAHHAS C MPUEMOM AaHTUKOATYNISHTOB. Takum
00pa3zoM, cieayeT yYHUTHIBaTh BO3MOXKHOCTH KPOBOTEUYEHHS TMPH OILEHKE COCTOSHUS JII0O0TO

NManuceHTa, MoJIyJaromero aHTUKOaryJIsIHTBI.

eTH
Jleuenue BTO u npogpunakmuxa peyuousos BTI
Ornenka 6€30MacHOCTH Y ACTEH M MOJPOCTKOB OCHOBAaHA HA JJAHHBIX 1O O€30MaCHOCTH OTKPBITHIX
UCCIIEIOBAaHUI C aKTUBHBIM KOHTpojeM (aAByx uccinenoBanuit Il ¢a3er u oxnoro III ¢a3zer) c
y4acTHeM JIeTeil B Bo3pacTe oT poxaeHus 10_< 18 ner. JlaHHbIE 110 6€301MacHOCTH OBIIH B LIEJIOM
COIIOCTaBUMBIMHU JJIs1 puBapoKkcabaHa U Ipernapara CpaBHEHUS B pa3IMYHBIX BO3PACTHBIX IPYMIAX

neteit. B nemom mpoduns 6e3omacHocTy y 412 1eTeit u moapoCcTKOB, MOTYYaBIINX PUBApOKcadaH,
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ObLT aHAJIOTWYeH NPOGUII0 Oe30MacHOCTH, Ha6moz[ag1v;o;v1_sllE‘—BL0: '“EE&IIIBEI -0 mm/m u

COXPAHSIJICS B Pa3HBIX BO3PACTHBIX TPYIINAX, XOTS OIIEHKA OTpaHNYeHa HEOOIBITUM KOJTMIECTBOM
MAIUEHTOB.

["onoBHas 6ok (04eHb yacTo, 16,7 %), nuxopazaka (oueHs yacto, 11,7 %), HocoBoe KpOBOTEUEHHUE
(ouens vacro, 11,2 %), pBota (ouenp yacto, 10,7 %), Taxukapaus (dacto, 1,5 %), moBwIeHNE
KOHIIEHTpaluu OunupyouHa (4acto, 1,5 %) v moBbIIeHHE KOHIICHTPAIIMH KOHBIOTHPOBAHHOTO
omwmpyouna (peako, 0,7 %) perucTpupoBaUCh y MEIUATPUUYECKUX TAIMEHTOB 4Yalle, 9eM Y
B3pocibiX. Kak v Bo B3pocioi nomynauuu, MeHopparusi Habmroaanacs y 6,6 % (4acto) neBouek-
MOJIPOCTKOB mocie  MEHapXxe. TpombouuTonenus, HaOmogaemMass B paMKax
MOCTPETUCTPAIIMOHHOTO MOHUTOPUHTA BO B3POCIION MOIMYJISIIHH, B KITIMHUYCCKUX MCCIICAOBAHUSIX
cpenM TMeAMaTpUYecKOW momynsauuu  HaOmomanace yacto (4,6 %). HexenatenbHbie

JICKApPCTBCHHBIC PCAKIIUU Y ,Z[eTeﬁ OBLIM B OCHOBHOM OT JIETKOH a0 YMepeHHOﬁ CTCIICHHU TSKCCTH.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TMOA03pEBACMBIX HEXKENATSNbHBIX PEAKIHAX IIOCIE PEeTUCTpAINH
JIEKapCTBEHHOT'O Tperapara ¢ 1elbio 00ecrnedeHrs HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIICHHUS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeAuIUHCKUM pabOTHHKAM PEKOMEHAYETCs
coo0maTe O JIOOBIX MOJ03PEBAEMBIX HEKEIATENbHBIX PEaKIHIX JICKApCTBEHHOTO IIperapara
Yyepe3 HAIMOHAIBHBIE CHCTEMBI COOOIICHHUSI O HEKENATENbHBIX PEaKIUsIX TOCYIapCTB — YICHOB
EBpa3uiickoro 5>KOHOMHUYECKOI0 COK3a:

Poccuiickas ®edepayus

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Anpec: 109012, Mocksa, CnaBstHCKast 1101316, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnekTpoHHas novra: pharm@roszdravnadzor.gov.ru

Caiit B “”HPOpPMAIIMOHHO-TEJIEKOMMYHUKAIIMOHHON ceTH «HTepHeT»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMOTOMBI

VY B3pocCHbIX MAIlMEHTOB ObUIM 3apEruCTPUPOBAHBI PEJIKHE CIydau Mepeo3UpPOBKU MpU IpHUeMe
puBapokcabana mo 1960 mr. B ciaydae mepemo3upoBKH HEOOXOAMMO TIIATEIHHO HAOIOAATH
HalMeHTa Ha MpeiMeT Pa3BUTHS KPOBOTCUCHMH WM JPYTrUX HEOIarompHATHBIX peakiui (CMm.
nozpaszzaen «Jleuenue KpoBoTeueHUi»). B CBA3M ¢ OrpaHUYEHHBIM BCACBIBAHUEM O0KHMJIAETCS

dbopMupOBaHUE IUIATO KOHILIEHTpAlUU MpernapaTa 0e3 JalbHEHIIero yBEJIMUEHUsl €ro cpeaHei
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KOHIICHTPAIIMH B TTa3Me KPOBH IIPH IPUMEHEHHUH 103, np&ﬁﬁra%tﬂ&%%%%%egme 'p'dBHbe

50 mr puBapokcabaHa U BBILIE Y B3POCIIBIX.

JIist B3pOCIHBIX CYIIECTBYET CHEHMU(PUYECKH aHTUAOT (aHIeKCaHeT anb(a), OJIOKUPYIOIIU
dbapmakoguHaMuueckuii 3 ekt puBapokcadaHa.

B ciyuae mepeno3upoBKH puBapokcabaHa Ui CHIDKCHHS BCACBHIBAHHMS MOXKET NMPHUMEHSTHCS

AKTUBUPOBAHHBINA YT OJIb.

JleueHre KPOBOTEUEHUN

Ecnu y manuenTa, moxydaroniero puBapokcadbaH, BOZHUKIIO OCIIOKHEHHE B BUJIE KPOBOTCUCHHS,
CIICAYIONIMIA MPHEM pHUBapOKcabaHa CIIEAYET OTJIOKUTH HIIH, MPH HEOOXOJAWMOCTH, OTMEHUTh
neuyenue. Ilepuon momyBbIBe€HUS pUBApOKcabaHa Yy B3pOCIBIX COCTABISAET MPUOJIUZUTEIIBHO
5—13 w4acoB. JleueHue nOMKHO OBITH HMHIUBHIYAJIbHBIM B 3aBUCUMOCTH OT TSDKECTH U
JOKaJIM3alMi KpoBOTeueHHs. lIpu HEOOXOIUMOCTH MOMKHO MPHMEHSTH COOTBETCTBYIOIIEE
CHUMIITOMAaTHYECKOE JICUCHUE, TAKOE KaK MEXaHW4YeCcKass KOMIpeccHs (Hampumep, MPH TIKEIbIX
HOCOBBIX KPOBOTECUEHHSIX ), XUPYPTHUECKUN TeMOCTa3 ¢ MPOLEAYPaMU KOHTPOJIS KPOBOTCUCHHUS,
UHQY3MOHHAs Tepanus U IeMOAMHAMHUYEcKas IOAJEpXKa, MPUMEHEHHE IMpenapaToB KpOBU
(3pUTPOLIUTAPHON MAcChl MIIM CBEXE3aMOPOXKEHHOM IJ1a3Mbl, B 3aBUCUMOCTU OT TOT'0, BO3HUKJIA
aHEMUS WM KOoaryJionaTHs) Uiy TpOMOOIUTOB.

Ecnu mepeuunciieHHbIe BBIIIE MEPOTIPUSTHS HE MPUBOJIAT K YCTPAHEHUIO KPOBOTEUYEHUS, MOXKET
ObITh Ha3HAUEH crIeU(pUUECKUI aHTUIOT HHTHOHUTOpa (hakTopa Xa (aHaekcaHeT anbda), KOTOpPhIi
onmokupyer  (apmakoguHamuyeckuii  3pdexr  puBapokcabaHa, WIM  crneuupuvecKue
NPOKOATyJISIHTHBIE — TIpenapaThl, HalpuMep, KOHIEHTpPAT MPOTPOMOMHOBOTO KOMILIEKCa,
KOHIICHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA WM PEKOMOMHAHTHBIN (hakTop
Vlla (r-FVIla). Oxgnako B HacTosiiee BpeMsi ONBIT NPUMEHEHHs JaHHBIX JICKAPCTBEHHBIX
OpenapaToB y B3pOCHbIX, TOJYyYalOUIMX pHUBAapoOKcabaH, BecbMa oOrpaHuyeH. JlaHHbIe
PEKOMEH/IAIMU TaKXXe OCHOBAHBI Ha OTPAHWYCHHBIX HEKJIMHWYECKHX JAaHHBIX. B0O3MOXXHOCTBH
MOBTOPHOTO BBeJEHHUS pekoMOumHaHTHoro ¢akropa VIla u TuTpoBaHuMe 03Bl ClEqyeT
paccMaTpuBaTh B 3aBHCHUMOCTU OT CHIDKEHHMsI aKTMUBHOCTH KPOBOTEUYEHHUs. B 3aBucuMocTd OT
MECTHOM JIOCTYIHOCTH, B CiIydae OOJIBIIOT0 KPOBOTEUEHUS CIEAYET PaCCMOTPETh BO3ZMOKHOCTh
KOHCYJIBTAIIH CO CIIEIUATMCTOM TI0 KOaryJsmuu (cM. pasaen 5.1.).

[lpenmomnaraercsi, 4ro mpoTamMuHa cyiabpaT W BHTaMHH K He OKa3bIBalOT BIHMSHUS Ha
AQHTUKOATYJIIHTHYIO aKTUBHOCTh pUBapokcabaHa. VIMeeTcst orpaHMYEHHBIH ONBIT MPUMEHEHUS
TPaHEKCAMOBOI KHCIIOTBI M OTCYTCTBYET ONBIT NMPUMEHEHHS aMHUHOKAIPOHOBOM KHCIIOTHI U
anpoTHHUHA Yy  B3pOCIBIX, IOJIy4alolMX puBapokcabadH. HayuHoe  oOocHoBaHue

uenecoo6pa3Hocm WM  OIBIT NPHUMCHCHHUA CHCTCMHOIO TI'€MOCTATHUYCCKOro IIpcrapara
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JECMOTIPECCHH Y  MAI[UEHTOB, IOJTYYaIOIIHX pnBagb}éEa;hEa&':EE&TE@%W%{:.TZ%%'IBM

WHTCHCHBHOE CBS3bIBaHHE C OCIKaMH TUIa3Mbl, OXKHIAETCS, YTO pHUBapokcabaH He Oyner

BBIBOAUTHCA IIPpHU NPOBCACHUN JUAIN3a.

eTH
JlanHble y nereil orpaHuyeHsbl. JJaHHBIE O J103aX, NPEBBIAKIIMX TEPANEBTUYECKUE, Y JETEH
OTCYTCTBYIOT.
Crnernuduyecknii aHTHAOT (aHACKCaHeT anb(a), Ookupyronmi hapMakoauHamMudeckuit 3 ekt
puBapokcabaHa, He pa3pelleH K IPUMEHEHUIO Y AETEH.
Jleuenue kposomeuenuu
Ilepuon mnosyBbIBEAEHUS Yy JAETEH, CHPOTHO3UPOBAHHBI C TOMOIIBIO MONYJALUOHHOIO
(bapMaKOKMHETHYECKOTO MOJICIHPOBAHUS, KOpoUe, YeM Yy B3pOCibiX (cM. pazgen 5.2.). OmbIT
MPUMEHEHUS CHeHU(PUYSCKUX IPOKOATYJISIHTHBIX IpernapaToB (Hampumep, KOHIICHTpAT
IPOTPOMOMHOBOTO KOMILIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA
wi pekomOuHanTHeIA (akrop Vlla (r-FVIla)) y nereid, momyyaromux puBapokcadaH, BecbMa
OTpaHUYEH.
OTCyTCTBYET OMBIT MPUMEHEHHS NMPOTaMUHa cyibdara, BuTaMuHa K, TpaHekcaMoOBON KUCIIOTHI,

aMUHOKAIPOHOBOM KUCJIOTHI M allPOTHHUHA Y JIETEH, OJIYJarouX puBapoKcadaH

5. PAPMAKOJIOTUYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

®dapMakoTepaneBTUYECKas TPYNa: aHTUTPOMOOTHYECKHE CpPEICTBA; MpsIMble HHTHOUTOPHI
daktopa Xa
Kon ATX: BO1AFO1

MexaHu3M IeiCTBUS

PuBapokcabaH — BBICOKOCENIEKTUBHBIN MpsiIMOA MHTUOUTOP (akTopa Xa, 001 a0l BICOKON
OMOOCTYITHOCTHIO MU MpuemMe BHYTph. Hrnbuposanue ¢akropa Xa HapylaeT BHYTPEHHUHN U
BHEIIHUH MYTH KOAryJIsIIMOHHOI0 KacKaa, MHTHOupys oOpa3oBaHue TpoMOMHa 1 (POPMHUPOBAHUE
Tpomba. PuBapokcabaH He MHrHOUMpyeT TpOMOMH (aKTUBUpOBaHHBIN (aktop II), a Takke He

MIPOJIEMOHCTPUPOBAJT BIUSHUS HA TPOMOOIIUTHI.

dapmakoguaamMuyeckue d3PPeKTol

Y demoBeka HaOMIOJAETCSA J0303aBUCMMOE HMHTHOMpPOBAHWE AaKTUBHOCTH ¢akTtopa Xa.

PuBapokca®aH oka3bpIBaeT 10303aBUCHMOE BIIMSIHUE HAa IIPOTPOMOMHOBOE BPEMs, KOTOPOE XOPOIIIO
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KOPpEIHPYET ¢ KOHIICHTPAIIUIMH pUBapokcadaHa B nnaf%p['e:' Kplﬁééi“a%‘#@chh E{ﬁfll:l Q{;':;:ﬁma

ucnonb3yercst Habop Neoplastin. IIpu ucronp30BaHUM JPYTrUX PEaKTHBOB PE3YNbTaThl OYyAyT
ornuyarbed. [IporpoMOuMHOBOE Bpemsi ciieqyeT H3MEpATh B CeKyHAaX, Hockoiabky MHO
(MeXlyHapoJHOE HOPMAJIM30BaHHOE OTHOIIEHUE) OTKATMOPOBAHO U BAIMAMPOBAHO TOJIBKO JJIS
IIPOM3BOJIHBIX KyMaprHa U HE MOXKET IMPUMEHSThCSA AJIs IPYTUX AaHTUKOATYJISTHTOB.

VY manueHToB, MOJyYarolluX pUBapoKcadaH Juid JeueHust ¥ npoduimakThku penuansoB TI'B u
TOJIA, 5/95 npouentunu ans nporpoMobuHoBoro Bpemenu (Neoplastin) yepe3 2—4 yaca mocine
npuema TabJIeTKH (T.e. Ha MakcumyMe 3¢ dexTa) BappupyroT oT 17 1o 32 cekyHa npu npueme 15
MI' puBapokcabaHa JiBa pasa B JieHb, U OT 15 10 30 cexkynn npu npueme 20 Mr puBapokcabaHa
OJIMH pa3 B JIcHb. B mpomexyTke uepe3 8—16 gacoB mociie mpruemMa TadieTku 5/95 mporneHTHm
BapbUPYIOT 0T 14 110 24 cexynn npu npueme 15 mr 1Ba pasa B AeHb, U yepe3 18—30 yacoB nocie
npuema tabnetku — ot 13 1o 20 cekyny npu npueme 20 MI OJIUH pa3 B I€Hb.

VY nauueHToB ¢ GUOpHIUIALKEH MpeacepIuil HEKJIANaHHOTO MPOUCXOXKICHUS, MPUHUMAIOIIUX
puBapokcabaH 1y MPOPUIAKTHKN MHCYIbTa U CUCTEMHOM TpoMO0odMOomnu, 5/95 npoueHTHIm
Uit poTpoMOrHOBOTO BpemeHu (Neoplastin) uepe3 1—4 waca mocne npuema tabietku (T.e. Ha
MakcuMmyme 3¢ dexra) Bappupyrot oT 14 1o 40 cekyHn y naleHToB, IpuHUMaromux 20 Mr oquH
pas3 B ieHb, 1 oT 10 10 50 cexyH[ y NAalMeHTOB ¢ HapylIeHueM (YHKIMU TI0YEK CpeAHEN CTEeNeHH,
npuHUMaImMux 15 Mr onuH pa3 B JeHb. B mpomexyrtke depe3 16—36 yacoB mocie mpuema
TabneTKu 5/95 nponeHTHIIN BapbUPYIOT OT 12 10 26 CEeKyH/ Y MallUeHTOB, MPUHUMAOIIHNX 20 MT
OJIUH pa3 B JIeHb, U OT 12 10 26 ceKyHJ y MallMEeHTOB C HapylleHHueM (YHKIMU MOYEK CpeaHen
CTETIEeHH, IPUHUMAIOIIKX 15 MI OJIMH pa3 B JI€Hb.

B  knuHMueckoM  (apMaKoOJOTMYECKOM  HCCIENOBAaHUM  HM3MEHEHUs (apMaKoJIUHAMUKU
puBapokcabaHa y 3J0pPOBBIX B3pPOCHbIX J00pOBOJIBIEB (N = 22) OBLIO HM3YyYEHO BIMSIHHE
onHOKpaTHBIX 703 (50 ME/Kr) aAByX pa3nuyHBIX THIOB KOHIIEHTpaTa MPOTPOMOMHOBOIO
komruiekca: 3-¢pakropHoro (paxtops! 11, IX u X) u 4-pakroproro (¢pakropst II, VI, IX u X). 3-
(GakTOpHBIII  KOHIIEHTpAaT NPOTPOMOMHOBOTO  KOMIUIEKCA CHU3WJI CpEJHHE 3HAYCHUS
nporpomoOuHOBOro BpeMenu (Neoplastin), mpumepno Ha 1,0 cexyHay B TeueHune 30 MHHYT MO
CPaBHEHHIO CO CHWKEHHEM MPUMEPHO Ha 3,5 ceKyH[bl, HaOIr01aeMbIM IIPU UCIOJIb30BaHUH 4-
(akTOPHOTO KOHILIEHTpaTa MPOTPOMOUHOBOr0 KomIuiekca. Hanpotus, 3-(akTopHbIii KOHIIEHTpAT
IPOTPOMOMHOBOIO KOMILIEKCAa OKa3ai OoJjiee BBIpa)KEHHOE M ObIcTpoe ofliee BJIMSHUE Ha
00paTUMOCTh U3MEHEHHUH B T€HEpalliy 3HJOT€HHOr0 TPOMOUHA, YeM 4-(aKTOpHbBIN KOHIEHTPAT
IpOTPOMOMHOBOTO KOMIUIEKca (cM. pa3zaen 4.9.).

Taxoke puBapokcaban no3o3aBucumo yeennuuBaeT AUTB u pesyneratr HepTest; onnako stu
napaMeTpsl He PEKOMEHJIyeTCsl UCIOJIb30BaTh AJS OLEHKH (apMakoAuHamuueckoro s¢gekxra

puBapokcabanHa. B mepuon nedeHus puBapokcabaHOM MPOBOAUTH MOHUTOPUHI TapaMeTpoB
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CBEPTHIBaHUS KPOBU B WUHHOU KJIIMHUYECKOU 'IDaKTI/IK(IBr]I-IE Tpl%geTgh.'BEﬂgm:e'c}Ivf ,ulnﬂ' 5Toro
yT

€CTh KJIMHMYECKOEe OOOCHOBaHME, KOHIICHTpPAIUsl pUBapokcabaHa MOXeT ObITh M3MEpeHa NpHU

MOMOIIHM KAJIMOPOBAHHOTO KOJUYECTBEHHOTO TeCTa aHTH-Xa aKTUBHOCTH (CM. pasnern 5.2.).

Kinnnanueckas 3¢ dhekTUBHOCTE U 0€30IIaCHOCTD

Ipogunaxmuka uHcyrbma u cucmemHou mpomoOoIMOOIUU V NaAyuenmos ¢ guopuiiayuell
npeocepouti HeKIanaHHO20 NPOUCXONHCOEHUS

[IporpaMmMa KJIMHUYECKUX HCCIIEIOBaHUN puBapokcabaHa Oblua pa3paboTaHa JjIsl TOTO, YTOObI
noka3ath (G (HEKTHBHOCTh pUBApOKcadaHa B OTHOIICHUH MPOQUIAKTHKY HWHCYIbTa M CUCTEMHOMN
TPOMOOIMOOJINH Y TAITUCHTOB ¢ GUOPMILTALINEH TPeCepINii HEKJIATAHHOTO MPOUCX OKICHUS.

B o0OasoBom gBoiiHoMm cienoM wucciaegoBanuun ROCKET AF 14264 mamnuenra ObLn
panzoMu3upoBaHbl Ha ipueM 20 Mr puBapokcabaHa OJMH pa3 B IeHb (15 Mr oauH pa3 B IeHb A
MAIUEHTOB ¢ KIMpeHCOM KpeatnHuHa 30-49 mi/MuH) Win Ha pueM BapdapuHa, 103y KOTOPOTrO
TATPOBAIH JI0 TOCTHXKeHUs 1ieneBoro 3nadyeHuss MHO 2,5 (tepaneBTudeckuii quana3on ot 2,0 10
3,0). Menuana AnuTeIbHOCTH JICYCHHS cOcTaBuiia 19 mecsieB, a o0mas mpoI0KUTENbHOCTh
neuenus — 0o 41 Mmecsra.

34,9 % nanueHTOB MOJy4yalad TEpanuio aleTUJICAIULMIOBOM kuciotod, 11,4 % - momydanu
Tepanuio aHTUAPUTMUYECKUMHU TIpernapaTtamu kiacca IIl, Bkirovast ammuonapoH.

PuBapokcaban He ycTyman BappapuHy NO NEPBUYHOM KOMOWHHUPOBAHHON KOHEUHOH TOYKe
WHCYJbTa U CHCTEMHOH TpOMOOSMOONWHU, HE CBSI3aHHOW C LIEHTPAlbHOM HEPBHOW CHCTEMOM
(ITHC). B momynsiiuu, moiy4aBIilei JiedeHWe COTJacHO MPOTOKONY, MHCYIbT HIIM CUCTEMHAs
TpoMO03MOomus nmpousonuin y 188 manneHTos, nosyyaBumx puBapokcadas, (1,71 % B rox) u'y
241 nanuenTa, npuHUMaBiIiero Bapgapus, (2,16 % B ron) (otHomenue puckos (OP) 0,79; 95 %
JU, 0,66-0,96; P<0,001 mns runores3bl «He ycTymaer»). Cpemu BCeX paHIOMHU3UPOBAHHBIX
MAIMEHTOB, MPOAHATU3UPOBAHHBIX B COOTBETCTBUM C HazHaueHHBbIM BMematenbcTBoM (ITT),
MIePBUYHBIE COOBITHS TIPOU3OLIUTH Y 269 MalMeHTOB, MOJIYYaBIINX puBapokcadaH, (2,12 % B rox)
u y 306 manueHToB, moiydaBmmx BapdapuH, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;
P<0,001 mst runotessl «He yerymaetr»; P=0,117 nis runoressl «IpeBOCXOauT»). Pesynbratel mis
BTOPUYHBIX KOHEUYHBIX TOYEK, IPOBEPEHHBIE B HEPAPXUUECKOM TMOPSIKE B aHalu3e B
COOTBETCTBUH C HA3HAYEHHBIM BMEIIATEIHCTBOM, TIOKA3aHbI B TA0OHIIE 4.

Cpenu mamenToB B Tpynme Bapdapuna 3nauenus MHO Haxomunwcs B TepameBTHYECKOM
muana3one (ot 2,0 o 3,0) B cpenneM 55 % Bpemenu (Meauana 58 %; MEKKBAPTHIILHBIN AHAMa30H
ot 43 no 71). DddexT puBapokcabaHa He paznuyaics Ha ypoBHe 1eHTpaiabHoro TTR (Bpems B
nuarnazone nenesoro MHO ot 2,0 nmo 3,0) B xkBapTuisix omuHakoBoro pasmepa (P=0,74 nns

B3aMMO/IeiicTBUs). B peaenax caMoro BBICOKOTO KBApTUJIS 10 OTHOIICHHIO K IIEHTPY OTHOIIIEHHE
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YacTtoTa BOSHMKHOBECHHSI OCHOBHON KOHEUHOW TOYKH 0€30MacHOCTH (OOJBIIME W KIMHHYECKU

3HaUYMMbIe HEOOJBIIME KPOBOTEUEHHs) ObLIa COMOCTaBMMa B OOEWMX TIpymmax JedeHHs (CM.

Tabmuiry 5).

Tabmauua 4.

Hannbie o npoduito 3¢dhekTuBHOCTH B KiinHudeckoM nucciaenoBanuu 111 ¢passt ROCKET AF

Hccaenyemas ITT ananu3 3¢(peKTUBHOCTH Y NALUEHTOB ¢ GudpuIAIHei
NOnYyJIsIus npeacepAnii HEKJIANAHHOTO PO CX0KICHUS
TepaneBTnueckass | PuBapokcadan 20 mr Bapdgapuu B n03e, OTHOICHHE
03a OIUH pa3 B aeHb (15 mr TUTPOBAHHOM 10 puckoB (95 %
OJUH pa3 B IeHb IJIA eJIeBOMY YPOBHIO W) p-3navenmue,
NAIMEHTOB C MHO 2,5 TEeCT Ha
YMepPEeHHO Mo4e4YHOMH (TepaneBTHYECKH I MPEeBOCXOICTBO
HeA0CTATOYHOCTHIO) auanasos ot 2,0 mo
Yacrora codobiTuii (100 | 3,0) Yacrora codbITHi
ManueHTo-JieT) (100 manueHTO-J1€T)
WNHcynbT 1 269 306 0,88
CHUCTeMHast (2,12) (2,42) (0,74-1,03)
TpoMO0IMOOITHS, 0,117
HE CBSI3aHHAas C
OHC
Wncyner, 572 609 0,94
CHUCTEMHas (4,51) (4,81) (0,84-1,05)
TpoMOOIMOOITHS, 0,265
HE CBSI3aHHAas C
IMHC, u cmepTh
BCJIE/ICTBUE
CepaevHO-
COCYAMCTOTO
3a0oseBaHus
Wucyner, 659 709 0,93
CHUCTEMHas (5,24) (5,65) (0,83-1,03)
TpoMO03MOOITHS, 0,158

34




COOTBETCTBYET ZKCNEPTHOMY OTUETY

A T
He CBS3AHHAL C MO AEOUERTENERUC TS U0U]
HC, cmepTh

BCJIE/ICTBUE
CepIeUHO-
COCYAMCTOTO
3a0oJeBaHus U
uH(papKT MHOKap
WNucynbT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucremHuas 20 27 0,74
TpOMO0IMOOITHS, (0,16) (0,21) (0,42-1,32)
HE CBS3aHHAA C 0,308
[MHC
HNudapkr 130 142 0,91
MHOKapa (1,02) (1,11) (0,72-1,16)
0,464
Tabmuma 5. JlanHble 10 TpodmiIr0 Ge30MacHOCTH B KiIuHWYecKoM uccienoBanuu Il ¢azbr
ROCKET AF
Hccaenyemas ManuenTsl ¢ puoOpuIIALMEi Npeacepanii HEKIATIAHHOTO
nonyJsius npoucxoxKIeHns?
TepaneBTuueckasi | PuBapoxcadan 20 mr Bapdapun B no3e, OTHomeHune
no3a OIMH pa3 B JeHb (15 mr TUTPOBAHHOI MO puckoB (95 %
OIUH pa3 B [ICHb IJI 1eJIEBOMY YPOBHIO JAW) p-3nayeHue
NalHMeHTOB ¢ MHO 2,5
YMEpPEeHHOM M0YeYHOI (TepaneBTHYECKUI
HeT0CTATOYHOCTHIO) auanasos ot 2,0 10
Yacrora coobiTuii (100 | 3,0) HacTrora codbITHI
MalUueHTo-JIeT) (100 nauueHToO-J1€T)
Bonpmme n 1475 1449 1,03
KIIMHAYECKH (14,91) (14,52) (0,96-1,11)
3HAYMMBbIE 0,442
HEOOTbIIIHe
KPOBOTEUYECHHUS
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BomIbIIIe 395 ':ﬂ':'-%gga]':El.;.TEJ EHOC Ti'(:j'&':':]
KPOBOTCUCHHSI (3,60) (3,45) (0,90-1,20)
0,576
Cmepth 27 55 0,50
BCJIC/ICTBUE (0,24) (0,48) (0,31-0,79)
KPOBOTCUCHHUS* 0,003
KpoBoteuenus u3z 91 133 0,69
KU3HCHHO BaYKHBIX (0,82) (1,18) (0,53-0,91)
opranos* 0,007
Buytpuuepentoe 55 84 0,67
KPOBOHM3JIHsIHUE ** (0,49) (0,74) (0,47-0,93)
0,019
[Tagenue ypoBHs 305 254 1,22
remMoriaoouna* (2,77) (2,26) (1,03-1,44)
0,019
[lepenuBanue 1Byx 183 149 1,25
Wi 0oJiee eTMHHUIL (1,65) (1,32) (1,01-1,55)
DPUTPOIUTAPHOM 0,044
MacChl MU
LEeJIbHON KpoBU™
Knnanueckn 1185 1151 1,04
3HAYMMBIC (11,80) (11,37) (0,96-1,13)
HeOOoJIbIINE 0,345
KPOBOTECUCHHS
CmepTh OT Beex 208 250 0,85
MPUYUH (1,87) (2,21) (0,70-1,02)
0,073

3) NOMmyJiAuA I U3YyYCHUA 6630H8.CHOCTI/I, B [I€pHUO M JICUCHU A

* HOMMHAJILHO 3HAYMMOC

B nomonmnenue k uccnepoanuio ¢aswl [II ROCKET AF, Obuto mpoBeneHO MPOCTIEKTHBHOE,
HEKOHTPOJIUPYEMOE  MOCTPETUCTPALMOHHOE  HEUMHTEPBEHIIMOHHOE  OTKPBITOE  KOTOPTHOE
uccnenoBanrie (XANTUS) ¢ 1eHTpanbHOW  OICHKOM KOHEYHBIX TOYEK, BKIIOYas

TpoMOOIMOOIMUECKHE COOBITHS M OOJbIIMe KpoBoTeueHUs. 6704 marueHTa ¢ GuOpHILIAIIACH
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Opeacepauil HEKIAIIaHHOTO IIPOUCXOXKIEHUS ObLIU BKJ&Q)QIG;{LIIEQ'IB&TIEE&E%I]IJ]'_I/III:IlPI‘I’IIe'ICIKOﬁ
p p p

MPAKTUKH, B KOTOPOM U3yUYaIHCh 110 MPOPUIAKTHKE HHCYJIBTA U CUCTEMHOU TPOMOOIMOOINH, HE
ces3anHoi ¢ IIHC. Cpennue nokaszarenu CHADS2 u HAS-BLED B uccinenoBanuu XANTUS
coctawid 1,9 u 2,0 mo cpaBHeHuto co cpeanumu nokazareinsimu CHADS2 u HAS-BLED, 38
paBabiMu 3,5 u 2,8 B ucciaegoanun ROCKET AF, coorBercTBeHHO. Bosbiioe kpoBoTeUeHUE
npomsonuio B 2,1 cimydaee Ha 100 mnamuenrto-nmer. CMeprenbHOE KpOBOTEUYEHHE OBLIO
3apeructpupoBaso B 0,2 ciydaeB Ha 100 nmanueHTo-JIeT, a BHYTPUUYEPEIIHOE KPOBOU3IIUSHUE — B
0,4 cnyuaeB Ha 100 marmenTo-yier. MHCYIbT Wi cUCTEMHash TpOoMOOAIMOOIIHS, HE CBSI3aHHAS C
IHHC, 6putm 3apeructpupoBansl B 0,8 caydaeB Ha 100 manueHTO-JI€T.

Ot HAOMIOJEHUS B KIMHUYECKOW MPAKTUKE COTJIACYIOTCA C YCTaHOBIECHHBIM Mpoduiem
0€30MacHOCTH 10 3TOMY MOKa3aHUIO.

B mocTperucTtpalinoHHOM HEHWHTEPBEHIIMOHHOM HccienoBanuu Oojiee 162000 mamueHTOB ¢
bubpusuianuei mpencepauii HEKJIANaHHOTO IMPOUCXOXKICHHS M3 YEThIPEeX CTpaH MOJydalH
puBapokcabaH s TPOPUIAKTHKH HHCYJIbTa W CHUCTEMHOW TpomOosMOoimu. YacroTa
uemMudeckoro uuceynbta coctasuia 0,70 (95 % AU 0,44—-1,13) nva 100 nanueHTO-J€ET.
KpoBoTeuenus, npuBeAline K roCHUTAIM3ANN, BO3HUKAIA CO cieayromed yactorod Ha 100
naruenTo-net: 0,43 (95 % AU 0,31-0,59) nns BHyTpruepenHbix kpoBousnusnui, 1,04 (95 % U
0,65-1,66) mis >kenymOYHO-KHIIEYHBIX KpoBoTeueHud, 0,41 (95 % AW 0,31-0,53) mus

yporeHuTtanbHbIx kpoBoTeueHuit u 0,40 (95 % /AU 0,25-0,65) nns npyrux KpoBOTEUEHUH.

HCZMMEHmbl, nOdB@DZClIOIMMECﬂ Kapduogepcuu

bbulo npoBeeHO MPOCHEKTUBHOE PaHIOMU3HPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE MOMCKOBOE
WCCJIEIOBAHUE C 3aclieIUIeHHON oleHkol koHeuHbiX Todek (X-VERT) c ywactmem 1504
NalMeHTOB (Kak TeX, KOMY JIeYeHUE IMepOopabHbIMU aHTUKOAryJsHTaMH ObUIO Ha3HAYEHO
BIIEpBbIE, TaK W YK€ INOJY4YaBIIMX paHee) ¢ (GUOpWLIILMEN MNpencepauii HeKIanaHHOTro
MIPOUCXOXKICHUS, KOTOPHIM IOKa3aHa KapAHOBEpCHs, C IIeJIbI0 CpaBHEHUS puBapokcabaHa U
antaronucroB ButamuHa K (ABK) B noze, momo6pannoit mo MHO (pamgomusanus B
COOTHOIIEHUHM 2:1), TpUMEHSEMbIX Ui NPOPHIAKTUKUA CEPJCUYHO-COCYIAUCTBIX SIBJICHUI.
[TpuMeHsUIUCH CleayIOlUe CTpaTeTHH: YPECIUIIEBOAHAsA 3XoKapauorpadus mocine 1-5 nHei
MpeIBapUTENbHON aHTUKOAryJITHTHOM Tepanuy Win TPaJUuIMOHHBIA MOIX0/] K KapIMOBEpCUH (HE
MeHee TpeX Helesb MpeABapuTeNbHOro Jiedenus ). [lepBuyHas koHeyHast Touka 3(HEKTUBHOCTH
(Bce cilyuyau MHCYJbTa, TPAH3UTOPHOW HILIEMHYECKOW aTaku, CUCTEMHOM TpomMO03MOOINH, HE
csizanHoi ¢ [IHC, nndapkra Muokapa u cMepTH BCIEACTBUE CEPACUYHO-COCYAMCTHIX MPUYUNH)
npousonuia y 5 (0,5 %) mauuentoB B rpymnie puBapokcadana (n=978) u y 5 (1,0 %) nauneHton B

rpynne ABK (n=492; OP 0,50; 95 % AW 0,15-1,73; moauduumponannas nomymsuus [TT).
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(0,8 %) mauuenToB B rpymnmax puapokcadana (n=988) u ABK (n=499) coorserctenno (OP 0,76;
95 % AU 0,21-2,67; monynsius 6e30macHOCTH). B JaHHOM MOMCKOBOM HCCIIEIOBAaHUH OBLIH
IIPOJICMOHCTPHPOBAHBI COMOCTaBUMBIC 3(D(PEKTUBHOCTh M OE30IACHOCTh B TPYIIAX JICUCHUS

puBapokcabana u ABK npu npoBeneHnn KapIuoBEpCHH.

Tayuenmur ¢ pubpunriayueit npedcepouti HeKIANAHHO20 NPOUCXoHCcOeHus:, neperecuiue YKB co
cmeHmuposanuem

bbino mpoBeneHO paHIOMU3UPOBAHHOE OTKpPbITOe MHOroueHTpoBoe uccienoBanue (PIONEER
AF-PCI) s cpaBHeHHS O€30MacHOCTH JBYX PEXHMOB JO3MPOBAHHS pHBapoKcabaHa B
CpaBHEHMHU C OTHUM pekuMoM no3upoBanus ABK ¢ yuactuem 2124 nmauueHnTtoB ¢ pubpusuisuueit
npecepaInii HeKJlanaHHoTro nmpoucxoxaeHus, nepeHecmnx YKB co cTeHTHpOBaHUEM 1O TOBOAY
aTepocKIepoTHyecKoro 3adoneBanus. [lanneHTs! ObUTH paHAOMU3UPOBAHBI B cOOTHOMIEHHH 1:1:1
st 12-mecsiyHoi Tepanuu. [lanMeHTsl ¢ MHCYIBTOM WM TPAaH3UTOPHOM MIIEMMUYECKOHN aTakon
(TUA) B anHamMHe3€ HE BKJIIOYAJIUCh B UCCIIE0OBAaHMUE.

['pynmna 1 nmomydana 15 mr puBapokcabana onuH pa3 B 1eHb (10 Mr oJiuH pa3 B JIeHb y MallUEHTOB
¢ xiupeHcom kpeatuHuHa KnKp 30—49 mn/mun) u unrubutop peuentopa P2Y12. I'pynma 2
nosyyana 2,5 Mr puBapokcabaHa JjBa paza B J€Hb U ABOWHYIO aHTUTPOMOOIIMTAPHYIO TEparHio
(re. 75 wmr kmonuuporpena (WM ajdbTepHATUBHBIM wuHruourop penentopa P2Y12) u
alleTUJICAIUIIMIIOBYIO KUCJIOTY B HU3KOH 7103€) B TedueHue 1, 6 uimu 12 MecsieB ¢ Mocaeayromum
nepexoaoM Ha 15 mr puBapokcabana (10 mr onuH pa3 B ess y naruenTo ¢ KinKp 30—49 mn/mun)
OJIMH Pa3 B JIEHb C alleTUJICAIMIMUIOBON KUCIOTONW B HU3KoM fo3e. ['pynna 3 nmonywyana ABK B
CKOPPEKTUPOBAHHOM /103€ W JBOMHYIO aHTUTPOMOOILIMTAPHYIO Tepanuio B TeueHue 1, 6 mwmm 12
MecsaleB ¢ nocaenyroumm  nepexonom Ha ABK B ckoppexkTupoBaHHOM  103€, C
alETUJICAIUIIMIIOBON KUCIIOTOW B HU3KOU J103€.

[lepBuuHas KOHEYHas TOYKa O€30MACHOCTH, CIy4yau KIMHHUYECKH 3HAYUMOTO KpOBOTEUEHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nmauuentoB B rpymme 1, rpymmne
2 u rpynne 3, cooTBeTcTBeHHO (oTHOMEeHHue puckoB [OP] 0,59; 95 % noBepuTenbHbIN UHTEPBAT
[A1] 0,47-0,76; p <0,001, u OP 0,63; 95 % A1 0,50—0,80; p<0,001 cooTBeTcTBeHHO). Bropnunas
KOHEYHas ToYka (CyMMapHasi 4acToTa CepAEYHO-COCYIUCTBIX COOBITHU: CMEpPTh BCJEICTBUE
CEep/ICYHO-COCYTUCTHIX MPUYMH, HHPAPKT MUOKapa WA HHCYJIbT) pa3Bmiack y 41 (5,9 %), 36
(5,1 %) n 36 (5,2 %) nanmenTtoB B rpynmne 1, rpynme 2 u rpymnmne 3, cOOTBeTCTBeHHO. Kaxkaplil u3
PeKUMOB pHBapokcabaHa TIOKa3zal 3HAYUMOE CHIDKEHME 4YacTOThl CIy4aeB KIMHUYECKU
3HAYMMOI'0 KPOBOTEUEHHMSI MO CpaBHEHUIO ¢ Tepanued ABK y manmueHTOB ¢ HEKJIanmaHHOU

bubpmusanuei npeacepauii, neperecmmx YKB co ctenTupoBanuem.
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TepBuuHoii nensio uccnenosanns PIONEER A[F-PCI ﬂhﬁﬁaclEd;lfe: & I GHOGTED Tl

1o 3 exTruBHOCTH (BKITIOYAst TPOMOOIMOOINYECKUE COOBITHS) B 3TOM MOMYJISIIUN OTPAHUYCHBI.

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

[TporpaMMa KIMHUYECKHUX UCCIICIOBAHMI pUBapoKcadaHa Oblia pa3paboTaHa st AEMOHCTPAIUN
s (heKkTUBHOCTH puBapokcabana B Hawane JjedeHus octporo TI'B u TOJIA, mpomomkeHun
tepanuu 1 npodriaktuke peruausoB TI'B u TOJIA.

bonee 12800 manueHTOB NPUHSIIM y4acTHE B YETHIPEX PAHIOMH3UPOBAHHBIX KOHTPOJIUPYEMBIX
knanyecknx uccnenoBanusx 11 ¢gaser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome Toro, ObUT TNPOBEACH JJOTOJIHHUTEIBHBIA TMpPEABAPUTEIHHO
CIUIaHUPOBaHHBIM oObeauHeHHBbIN aHanu3 uccienoBanuid EINSTEIN DVT u EINSTEIN PE.
MaxkcumanbHast JUIMTEIbHOCTD JICUEHHUS BO BCEX UCCIENOBAHMUAX cocTaBuiua 21 Mecs.
Uccnenoanne EINSTEIN DVT npoBoaunocs ¢ yuactuem 3449 nanuentoB ¢ octpeiM TT'B ¢
LEeJIbI0 U3YyYEHUs IPUMEHEHUsl puBapokcadbana miis jeueHus TI'B u npodunakTuky penuanBoB
TI'B u TOJIA (manueHTtsl, y KOTOphIX Obuta cuMntoMHas TOJIA, HCKIIOYAINCh U3 TAHHOTO
uccienoBanus). JJIMTenpHOCT JieueHus cocTaBisia 3, 6 win 12 mecsueB B 3aBUCHUMOCTH OT
KJIIMHUYECKON OLIEHKH UCCIIEeI0BATENIS.

B teuenue nepBbIx Tpex Hexaenb jedeHus octporo TI'B nmpumensics puapokcaban 15 mr nsa
pasa B JIeHb, C MTOCJIEYIONINM MEPEX0I0M Ha puBapokcadan 20 Mr OJIUH pa3 B JICHb.
HccnenoBanne EINSTEIN PE nposomunoces ¢ ydactuem 4832 manumentos ¢ octpoi TOJIA ¢
nensto u3ydenus aeueHuss TOJIA u mpodunaktuku peruausoB TI'B u TOJIA. [nutenbHOCTH
JedyeHuss coctaBimsuia 3, 6 unum 12 MmecsneB B 3aBHCHUMOCTH OT KIMHUYECKOW OLEHKU
HCCIIeI0BaTEs.

B Teuenue nepBbIX Tpex Heaelb HadyallbHOTO JiedeHus ocTpoil TOJIA mpumensiics puBapokcadbaH
15 Mr n1Ba pasa B IeHb, C OCIIEIYIOIUM I1EPEX0/I0M Ha puBapokcadan 20 Mr oAMH pa3 B JI€Hb.

B 06oux uccnenoBanusix EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpymnie npemnapara
CpaBHEHHs BKJIIOUYasa BBEJICHHE SHOKCAIIAPHHA B TEUEHHUE 10 KpaliHel Mepe 5 THEeW B COYETaHUU
C Tepanuel aHTaroHNUCTOM BUTaMHHA K 70 TOCTH)KEHHUS TEpaneBTUYECKOr0 YPOBHS MOKa3aTels
[IB/MHO (>2,0). Jlanee nedeHue mMpoAOIHKAIOCh aHTArOHMCTOM BHTamuHa K, 71032 KOTOpOTO
OblTa CKOPPEKTHpOBaHA TakUM oO0Opa3oM, dYTOOBl momnaepkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYeCcKoM auamnaszone ot 2,0 go 3,0.

HccnenoBanne EINSTEIN Extension mpoBoaminoch ¢ ydactueMm 1197 manuentos ¢ TI'B unum
TOJIA ¢ nensio u3ydenus npoguaaktuku peruuausos TI'B u TOJIA. JuTensHOCTh JeUeHUs IS

MAalMEeHTOB, 3aBEPIIUBIINX OT 6 10 12 MecsAIeB JeYeHHUS BEHO3HON TPOMOOAIMOOINHU, COCTAaBHUIIA
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JOIOJTHUTEILHO OT 6 10 12 MecsaneB B 3aBUCUMOCTHU o%m;ﬁﬂl@&ﬁﬁgﬁgh&'%cgfé)foﬁbm

[TpoBoamiiock cpaBHeHUE puBapokcabana 20 Mr oJIMH pa3 B IeHb U 1U1a1e0o0.

B wuccaemoBanumsx EINSTEIN DVT, PE u EINSTEIN wucnons3oBaiuch OJWHAKOBBIC
IpEeBapUTENILHO ONPE/IeIEHHbIE IIEPBUYHBIE U BTOPUYHBIE KOHEUHbIE TOUKU 3(PPEKTUBHOCTH.
[TepBuuHOii KOHEYHOHW TOUYKOW AP(EKTUBHOCTH OBLI CHUMNOTOMHBIM peumauB BTD,
OTIpeNIeNABIIUICS KaK COBOKYIHOCTH peruauBa TI'B unu daranbroii nimm Hedaransaoit TOJIA.
BropuuHass koHEYHass TOYKa OMpeAeNsiach Kak COBOKYMHOCTh peuuauBa TI'B, nedaranpHOU
TOJIA u cMepTH OT BCEX NMPUUHUH.

B nccnenoBanun EINSTEIN Choice 3396 manueHTOB ¢ MOATBEP K ACHHBIMUA cUMIITOMHBIMU TI'B
u/mmm TOJIA, 3aBepmuBIIAX 6—12 MecAIEB JeUeHUS aHTUKOATYJITHTaMH, U3y4aJIMCh Ha TIPEIMET
npodmiaktuku paranbHoil TOJIA nnm HedaTanbHBIX CUMITOMHBIX peruanBoB TI'B mmu TOJIA.
[TanMeHThl, KOTOpPBIM OBLIO IOKA3aHO MPOJODKEHUE AaHTHUKOAryJISHTHOM Tepamuu B
TEPaNeBTUUECKUX [03aX, MCKIIOYAINCh W3 HcclaeAoBaHUA. [IpomonKuTENnbHOCTh J€4eHUs
cocTaBisia 10 12 mMecs1eB B 3aBUCUMOCTH OT UHIUBUIYAIbHON JaThl PaHIOMU3aLUH (MEIuaHa:
351 nenn). PuBapokcaOan B 10o3e 20 Mr oJiuH pa3 B CyTKH U puBapokcadas B 1o03e 10 Mr oauH pas
B CyTKM CPaBHUBAJIM C all€THICATUIIMIOBON KMCIOTOH B 103€ 100 Mr oiuH pa3 B CyTKH.
[lepBuuHOil KOHEYHOM TOUKOW JPPEKTUBHOCTH ObUT CUMOTOMHBIM peuunus BTO,
OTpeeNsABIINICS Kak COBOKYIHOCTh peruanBa TI'B win ¢aransHol nin HedaTtanbHoi TOJIA.
B wuccnenosanuu EINSTEIN DVT (cm. Tabmumy 6) Obulo NpoOJEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycTymnaeT 3HokcanapuHy/ABK mo nepBuuHo KoHe4HO Touke 3P PeKTUBHOCTH
(p<0,0001 (tect Ha He MeHbIIyIO 3ddexTruBHOCTB); OP: 0,680 (0,443-1,042), p=0,076 (TecT Ha
peBOCX0JICTBO)). [IpenBapuTenbHO OmpeseseHHas YuCTas KIMHUYECKas BbIrofa (TMepBUYHAs
KOHEYHast Touka 3PPEeKTUBHOCTH U ClTyyaH OOJIBIIOr0 KPOBOTEUEHUS ) ObLIa 3apeTUCTPUPOBAHA C
OP 0,67 ((95 % AU: 0,47-0,95), nHomuHanbpHOE 3HaueHue p = 0,027) B monb3y puBapokcadaHa.
3nauenuss MHO Haxoauiuchk B TepaneBTHUECKOM Juana3zoHe B cpegHeMm 60,3 % BpemeHu Juist
CpenHel mpoaoKUTeNbHOCTH JieueHus 189 nueit u 55,4 %, 60,1 % u 62,8 % BpeMeHu B rpymnmnax,
IPOJAJICHHOTO Ha 3, 6 1 12 MecsueB JgeueHust, COOTBeTCTBeHHO. B rpynne snokcanapun/ABK He
OBLJI0 UETKOH CBSI3U MEX Y ypoBHEM cpeanero reHTpaibHoro TTR (Bpems B tuana3zoHe 1esneBoro
MHO 2,0-3,0) B TepTuisix OAMHAKOBOIO pa3mepa U yactoroil peruansos BTO (P = 0,932 mus
B3aMMOJEHCTBYsA). B mpenenax caMoro BBICOKOTO TEPTWJIS OTHOCUTENbHO LeHTpa OP s
puBapokcabaHa 1o cpaBHEHHIO ¢ BappapuroM coctasisuio 0,69 (95 % AU: 0,35-1,35).

YacTtoTra BOZHMKHOBEHHUSI MEPBUYHON KOHEYHOW TOYKU O€30TMaCHOCTH (Ciiydaw OOJBIIOTO WITH
KJIMHUYECKH 3HAYMMOI0 HEOOJIBLIOr0 KPOBOTEYEHHs), a TaKKe BTOPHMYHOW KOHEYHOH TOUYKU

0e301macHOCTH (ciryyau OOJIBIIOTO KPOBOTEUEHUS ) ObLIa CXOXKEH 7151 00€UX IPYIII JICYCHHUS.
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Tabmuma 6. Janubie mo npoduitto 3PGeKTUBHOCTH U GQ%MF L%&III-BEICI)‘—B%IJI/H/Iht'I'd)IaSH

EINSTEIN DVT

Hccaexyemasi momyJasinust 3449 panmMeHTOB ¢ CHMITOMHBIM OCTPbIM
TPOM0O030M IiIy0OKHX BEH
TepaneBruyeckas no3a n | PuBapokcaban® Jnokcanapun/ABK P
NMPOJOJIKUTETbHOCTD JIeYeHU s 3, 6 nam 12 mecsineB 3, 6 mam 12 mecsiueB
N=1731 N=1718
CumnToMHbIN peruauB BTD* 36 51 (3,0 %)
(2,1 %)
Cumnromusiid peuuans TOJIA 20 18
(1,2 %) (1,0 %)
Cumnromusiii peunaus TT'B 14 28
(0,8 %) (1,6 %
Cumnromusie TOJIA u TI'B 1 0
(0,1 %)
Qaranpnass  TOJIA/  cmepts, 1pu |4 6
KOTOPOH HEJb3s UCKIIIoUUTh TOJIA (0,2 %) (0,3 %)
Bonpmoe wim knuHWYECKH 3HauuMoe | 139 138
HEOOJIBIIIOE KPOBOTECUCHUE (8,1 %) (8,1 %)
Ciydaun 60J1bIIIOTO KPOBOTEUEHHUS 14 20
(0,8 %) (1,2 %)

a) PuBapokcaban 15 mr aBa pa3a B IeHb B TeUeHUE 3 HeJlelb, C MOCIeAYIOINUM iepexoaoM Ha 20
MT OJIMH pa3 B JICHb

b) DHoKcanapuH B TE€YCHHE MO MEHbIIEH Mepe 5 AHEH, ¢ OAHOBPEMEHHBIM U TMOCIEIYIOUUM
npuemom ABK

* p<0,0001 (ne menbIas 3¢ eKTUBHOCTH AJis 3apanee onpeaeneHHoro OP 2,0); OP: 0,680 (0,443-
1,042), p=0,076 (mpeBOCXOICTBO).

B uccnenoanuu EINSTEIN PE (cm. Tabnuiry 7) 66110 TpOIEMOHCTPHPOBAHO, YTO pUBapoOKcadaH
He ycrynaer sHokcanapuny/ABK mo mepBuuHOi koHeuHOHM Touke >ddextuBHoctu (p=0,0026
(rect Ha He wMeHblnylo dddextuBHoCcTh); OP: 1,123 (0,749-1,684)). IlpenBaputensHo
oTpeneNieHHasl YucTas KIMHWYecKas BBITOAa (MEepBHYHAs KOHEYHas TOYKa YPPEKTHBHOCTH H
ciy4dan 0OJIBIIOr0 KpoBOTEUeHUs ) Oblita 3apeructpuposana ¢ OP 0,849 ((95 % AU: 0,633-1,139),

HOMUHaJIbHOE 3HaueHue p=0,275). 3nauenuss MHO Haxoamiuch B TEparneBTHUECKOM AUaNa3oHe

B cpesiHeM 63 % BpeMeHU AJis CpeHEN NPOAOIKUTENBHOCTH JieueHus 215 nueit u 57 %, 62 % un
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65 % BpeMeHH B rpynnax, npoajiecHHoro Ha 3, 6 y 12 MecﬁEgB' :HM%EQQJE&%@HL& 'f%"l"b‘ly'nne

sHokcanapun/ABK He Obl10 4eTKOM CBSA3U MeX 1y ypoBHEM cpenHero neHrpanbaoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TepTUIIsIX OJJMHAKOBOTO pa3Mepa U YaCTOTOU PELUIUBOB
BTD (p = 0,082 nns B3aumoaeicTBus). B mpenenax camoro BBICOKOTO TEPTUIISI OTHOCHUTEIIBHO
uentpa OP s puBapokcabaHa 1o cpaBHeHHIO ¢ BapdapuHoMm coctasisuio 0,642 (95 % IAU:
0,277-1,484).

YacToTra BOSHUKHOBEHHs MEPBUYHONH KOHEYHOH TOUKH 0e30MacHOCTH (Ciiydyau OOJBIIOTO WIIH
KIIMHUYECKH 3HAYUMOTr0 HEOONBIIOT0 KPOBOTEUEHHS) Oblila HECKOJIBKO HUKE B TPYIINE JICUCHUS
puBapokcabanom (10,3 % (249/2412)), uem B rpynne jeuenus sHokcanapunomM/ABK (11,4 %
(274/2405)). Yactora BTOPHYHON KOHEYHOH TOUYKM Oe3omacHOCTH (Ciaydaw OOJBIIIOTO
KpOBOTEUCHHs) ObUla HIDKE B Tpymnmne puBapokcabana (1,1 % (26/2412)), uem B Tpymme

sHokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % AU: 0,308-0,789).

Tabmuna 7. darsaeie o npodmmo 3pdextuBHOCTH U Oe30nmacHOCTH B uccienoBanuu 111 ¢azbr

EINSTEIN PE

Hccaexyemasi momyasiuus 4832 nauuenTa c ocTpoii cumnrToMuoi TIJIA
TepaneBTHYecKas 1032 u | PuBapokcadan @ Jnoxcanapun/ABKP
NPOJOJIKUTENbHOCTD JIeYCHUS 3, 6 nim 12 mecsineB 3, 6 wm 12 wmecsueB
N=2419 N=2413
Cumnromubii peruaus BTO* 50 44
(2,1%) (1,8%)
Cumnromnsiii peungus TOJIA 23 20
(1,0 %) (0,8 %)
Cumnromusiii peungus TT'B 18 17
(0,7 %) (0,7 %)
Cumnromusie TOJIA u TI'B 0 2
(<0,1%)
@aranbHass TOJIA/ cmepth, mnpu | 11 7
KOTOpO# Hemb3s uckimounth TOJIA | (0,5 %) (0,3 %)
Bonpiroe wimm kiIMHWYECKH 3HaYMMoe | 249 274
HeOOoJIbIII0e KPOBOTEUCHUE (10,3 %) (11,4 %)
Ciy4an 60J1bIIOTO KPOBOTEUEHHUS 26 52
(1,1 %) (2,2 %)
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) PuBapokcaban 15 Mr aBa pa3a B IcHb B TeueHHUE 3 Heﬁgf;':c%%%%ﬁﬂf;ﬁ&aﬁﬁlﬁé 20

MT OJIMH pa3 B JIEHb

b) Jnokcamapun B TeueHme mo MeHbIueil Mepe S5 JHEi, ¢ OJHOBPEMEHHBIM H MOCIEAYIOIIIM
npuemom ABK

* p<0,0026 (me Menbpmas 3¢GGEKTUBHOCTH I 3apaHee ompenenenHoro OP 2,0); OP: 1,123
(0,749-1,684)

Bbul mpoBeneH npenBapUTENbHO CIUIAHWPOBAHHBIH OOBEAMHEHHBI aHANINW3 KOHEYHBIX TOYEK

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

Tabmuna 8. Jlanabie o poduiio 3pPeKkTuBHOCTH U 0€30MacCHOCTH 00BEIUHEHHOTO aHAIHN3a B

uccaenoBanusax Il gaser EINSTEIN DVT u EINSTEIN PE

Hccaenyemas nomyissuust 8281 naument ¢ ocTpbiMu cumMnToMHbiMU TI'B nim
TIJA
TepaneBTuueckas n03a u | PuBapoxcadan ? Duoxcanapun/ABKY)
NMPOJOJIKUTETbHOCTD JIeYeHUs 3, 6 nim 12 mecsineB 3, 6 uim 12 mecsineB
N=4150 N=4131
CumnTomHbIH peruauB BTO* 86 95
(2,1%) (2,3%)
Cumnromnsiii peungus TOJIA 43 38
(1,0 %) (0,9 %)
Cumnromusiii peungus TT'B 32 45
(0,8 %) (1,1 %)
Cumnromusie TOJIA u TI'B 1 2
(<0,1%) (<0,1%)
@aranpHas TOJIA/ cmepts, mnpu | 15 13
KOTOpoO# Hemb3s uckimounth TOJIA | (0,4 %) (0,3 %)
Bonpiroe wimm kiumHIYecKH 3HagnMoe | 388 412
HEOOJIBIIIOE KPOBOTEUECHUE (9,4 %) (10,0 %)
Ciy4an 60J1bIIOTO KPOBOTEUECHHUS 40 72
(1,0 %) (1,7 %)

a) PuBapokcaban 15 Mr 7Ba pa3a B JIeHb B T€UCHUE 3 HEECIb, C MOCIEAYIONUM MepexoioM Ha 20
MT OJIMH pa3 B JIEHb
b) DHoKcamapuH B TEYEHHE IO MEHBIIEH Mepe 5 ITHEW, ¢ OJHOBPEMEHHBIM M IMOCIEAYIOIUM

npuemom ABK
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CMEPTHOMY OTUETY

(0,661-1,186)

[IpenBapuTenbHO OMpENEICHHAs YHCTas KIMHUYECKas BBITOJA TMEPBUYHAS KOHEYHAs TOYKA
3 (HEKTUBHOCTH IUIFOC CIIydad OOJIBIIOr0 KPOBOTCUCHHUS) OOBEAMHEHHOIO aHaim3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nomunanbHoe 3HaueHue p=0,0244).

B uccnenopannu EINSTEIN Extension (cMm. Tabnuity 9) puBapokcadaH mpeBOCX0 111 TUIanedo mo
MEPBUYHBIM M BTOPUYHBIM KOHEYHBIM ToukaMm 3(ddextuBHocTH. YacToTa BCTPEYACMOCTH
MEPBUYHON KOHEYHOW TOYKH O€30MacHOCTH (Ciy4an OONBIIMX KPOBOTECUCHHUI) YUCIECHHO ObliIa
HE3HAYMTEINILHO BHIIIE Y MAIIMEHTOB, MOJYYaBIINX TEPANUIO puBapokcadanoM B j03e 20 Mr ouH
pa3 B JICHb, IO CPaBHEHMIO C IIare0o0. BropuuHas koHedHas Touka 6€30macHOCTH (OOIbIINE WK
KJIMHUYECKH 3HAUYMMBbIe HEOONBIINE KPOBOTEYEHHS) TOKaszaja Ooyiee BBICOKYIO YacTOTy Y
NAIMEHTOB, IOJIYYaBIIMX TEPaNUi0 pHBapokcabaHoM B jgo3e 20 Mr oauWH pa3 B JieHb, II0

CPaBHCHHUIO C nnaue60.

Tabmuna 9. anneie o npodmmo 3ddextuBHOCTH U Oe30nmacHOCTH B uccienoBanuu 111 ¢azbr

EINSTEIN Extension

Hccaexyemasi momyasiuus 1197 nauWeHTOB, NPOJOLKMBIIMX JieUeHUE U
NPOPUIAKTUKY peuuIuBOB BEHO3HOI
TPOMO03MO0 TN

TepaneBTuueckasi ao3a u | PuBapokcadan @ Inaue6o

NPOJOJIKUTENbHOCTD JIeYCHUS 6 num 12 mecsaneBn 6 niam 12 Mecsnes
N=602 N=594

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

Cumnromusiii peunaus TOJIA 2 13
(0,3 %) (2,2 %)

Cumnromusiii peruaus TI'B 5 31
(0,8 %) (5,2 %)

@aranpHas  TOJIA/  cmepts, mpu |1 1

KOTOPOW Hesb3s uckimounts TOJIA (0,2 %) (0,2%)

Ciy4aun 60J1bIIIOTO KPOBOTEUEHHUS 4 0
(0,7 %) (0,0 %)
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i

KPOBOTCYCHHC

g
Kimmanueckn 3Hauumoe HebOonbinoe | 32 AL

EQC |:7¥. TERBHOC TE 0002

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

3) PuBapokcaban 20 Mr oguH pa3 B ACHb

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

B uccnenoanuu EINSTEIN Choice (cm. Tabnuny 10) puBapokcaban B go3zax 20 mr u 10 mr

npeBocxoaun anetrwicanuiuioByto kuciaotry (ACK) B goze 100 mr mo nmepBUYHOM KOHEUHOU

Touke A(OPEKTUBHOCTH.

OcHoBHasg KOHEYHAass TOYKa OE€30IacCHOCTHU (cnyan/I 00JILIIIOrO

KpOBOTEYCHHMS) OblJIa CXO0XKEH y MaIllMeHTOB, MOJy4YaBIINX puBapokcabaH B qo3ax 20 mr u 10 mr

OJIH pa3 B JIEHb, 110 cpaBHEHUIO cO 100 MTI alleTUIICATUITNIOBON KUCIIOTHI.

Ta6muma 10. laaasie o npoduiro 3hdeKTUBHOCTH U Oe3omacHOCTH B uccienoBanuu 111 ¢azbr

EINSTEIN Choice

Hccaenyemas

nomyJjasanus

3396 nauMeHTOB, NPOAOIKUBIINX NMPOPUIAKTHKY pPelUIUBOB

BE€HO3HOH TPOMO03IMO0IMH

TepaneBTnuyeckas 103a

PuBapokcadan PuBapoxcadan ACK 100 mr 1 paz B
20 mr 1 pa3 B a1eHb 10 mr 1 pa3 B 1eHb | IeHb

N=1107 N=1127 N=1131

Menuana npoao/ku- | 349 [189-362] nueii | 353 [190-362] must | 350 [186-362] mueit
TENILHOCTH JICYCHUS

[MeXKBapTHIIbHBII

JIAarna3oH |

CumnTomMHbIi  penuaus | 17 13 50
BTD (1,5 %)* (1,2 %)** (4,4 %)
CumnromMHbli  peruaus | 6 6 19
TOJIA (0,5 %) (0,5 %) (1,7 %)
CumnTomHBI  penuaus | 9 8 30
TT'B (0,8 %) (0,7 %) (2,7 %)
®daranbHas TOJIA/ | 2 0 2
cmepth, npu kortopoii | (0,2 %) (0,0 %) (0,2 %)
HEJb3s UCKJTIOYHUTH

TOJIA

Cumnromusii  peruaus | 19 18 56
BTD, undapkr | (1,7 %) (1,6 %) (5,0 %)

MHOKapJa, HUHCYJIbT HIIN
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CHUCTCMHasA

TpoMO03IMOOITHS, HE

cBszanHas ¢ [ITHC

Cnydan 6ospiIoro | 6 5 3
KPOBOTCUCHHS (0,5 %) (0,4 %) (0,3 %)
Knunanveckn 3Haummoe | 30 22 20
HEeOOoIIBIIIOE 2,7) (2,0) (1,8)
KpPOBOTCUCHHE

CumnToMHBIH  peuuaus | 23 17 53
BTD wm  Gomsmmoe | (2,1 %)" (1,5 %)™ (4,7 %)

KpOBOTEUYEHHE  (YUCTast

KIIMHU4YECKas BI)IFOI[a)

* p< 0,001 (mpeBocxoncTBO), PuBapokcaban 20 mMr oguH pa3 B aeHb no cpaBHeHuto ¢ ACK 100
MT OJIMH pa3 B JeHb; OP=0,34 (0,20-0,59)

** p< 0,001 (mpeBocxoncTBO), PuBapokcadban 10 mr onus pa3 B neHs no cpaBHeHuto ¢ ACK 100
MT 0JiiH pa3 B aeHb; OP=0,26 (0,14-0,47)

* PuBapokcaban 20 Mr oauH pas B jieHb 1o cpasaernto ¢ ACK 100 mr oxus pa3 B nenb; OP=0,44
(0,27-0,71), p=0,0009 (HOMHHATTEHOE)

“* Pusapokcaban 10 mr oquH pa3s B 1eHb 1o cpaBHenuio ¢ ACK 100 mr oqun pa3s B 1eHb; OP=0,32
(0,18-0,55), p< 0,0001 (HOMHHANTBHOE)

B nononnenne k mnporpamme wuccinepoBanuid Il ¢assr EINSTEIN Obuto mpoBeneHo
MPOCMEKTUBHOE HEUHTEPBEHIIMOHHOE OTKpBITOe KoropTHoe wuccienoanne (XALIA) c
[EHTPaJbHOW OIIEHKOW KOHEYHBIX TOYeK, BKIouas peuuauB BTD, Gombinoe KpoBOTeueHUE U
cMepTh. B uccrnenoBanne KIMHUYECKON MPaKTUKU OBLTH BKIIIOUEHBI 5142 mamueHTa ¢ OCTpbIM
TI'B st u3ydeHust JOATOCPOUHOM 0€30MacHOCTH puBapoKcabaHa Mo CPaBHEHHUIO CO CTaHIAPTHON
AHTUKOATYJSTHTHOU Tepamnueit. YacTtota 601bII0T0 KpoBOTEUeHUS, peruauBa BTD u cmeptu ot
BCeX MpUYMH Ans puBapokcabana coctasmia 0,7 %, 1,4 % u 0,5 % cooTBeTcTBeHHO. bbuin
pa3iuuvs B HMCXOJHBIX XapaKTePUCTHKAX IMAlMEHTOB, BKJIOYas BO3PACT, pPaK M HapylIeHUE
byHKIMA TOoYeK. [[7s KOPPEKTUPOBKUM HMCXOJHBIX MEXTPYMIIOBBIX Pa3IMYUN HCIOIH30BAJICS
3apaHee CIJITAaHUPOBAHHBIN CTpaTU()HUIIMPOBAHHBIN 000D MO UHJEKCY cooTBeTCTBUs. HecmoTpst
Ha 3TO, OCTATOYHOE HCKA)KEHHE MOIJIO BIUATH Ha pe3ynbTaThl. CkoppektupoBaHHbie OP,
CpPaBHHBAIOIINE pUBApOKCcabaH W CTAaHAAPT JICYCHHUS B OTHOIICHHH OOJBIIOrO KPOBOTEUEHUS,
peuuauBa BTD u cmeptu oT Beex npuunH, coctasuiu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU
0,54-1,54) u 0,51 (95 % AU 0,24-1,07) COOTBETCTBEHHO. DTHU PE3yNbTAaThl KIMHUYECKOU

MPaKTUKE COTJIACYIOTCS C YCTAaHOBIECHHBIM NMpoduieM 6€30MacHOCTH ISl JaHHOTO OKa3aHuUs.
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B mocTperucrpaiinoHHOM HEWHTEPBEHIIMOHHOM Hccnéggga;{%‘j&)ﬁiég Eﬂaéﬁb:'nzl;ﬁ'/lelm"bﬁ u3

YeThIpeX CTpaH 0e3 paka B aHaMHe3€ MOJIyJaly pUBapoOKCcabaH JUis JeUeHUs I NPOPHIAKTUKI
TI'B u TOJIA. Yacrtora coObituii Ha 100 mamueHTO-JET Uil CHUMIITOMHBIX/KIMHHYECKU
BbIpaxkeHHbIX BTO/TpomMO0sMO0nyeckux COOBITUH, MNPUBOJANIMX K TOCHUTAIU3ALINY,
BapbupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benuko6puranuu 1o 2,30 (95 % AU 2,11-2,51) B
['epmanuu. KpoBoTeueHus, NPUBOASANIME K TOCHHUTAIM3AIMK, BO3ZHHKAIM CO CIEIyIOIEH
gacrotod Ha 100 mnamuenro-ner: 0,31 (95 % AU 0,23-0,42) 111 BHYTpUYEpPENHBIX
kpoBousnusauid, 0,89 (95 % AW 0,67-1,17) mis kenyIoYHO-KHMIIEYHBIX KpoBoTedeHuH, 0,44
(95% AN 0,26-0,74) nns yporeHutanbHbix kKpooTeuenuid u 0,41 (95 % AU 0,31-0,54) nns

JIPYTrUX KPOBOTECUEHHUH.

eTu
Dapmaroounamuueckue d¢hghexmol

[TporpombuHOBOE Bpems (Neoplastin), AYTB u anTu-Xa akTHUBHOCTB, U3MEPEHHAS C TOMOIIIBIO
KaTMOPOBAaHHOTO KOJMYECTBEHHOTO TECTA, TECHO KOPPEIUPYIOT C KOHLEHTPAIMSIMH B TIa3Me
KpoBu y nereid. Koppemsuus mexay aHTH-Xa aKTHMBHOCTBIO M IUIa3MEHHOW KOHLIEHTpaluen
SBJISICTCA JIMHEHHOM C TAHI'€HCOM YIJla HakJIOHa MNpsMoi, Oim3kuMm K 1. Moryr BO3HMKAaTh
WH/IMBUYalIbHBIE PACXOXKACHUS 0ojee BBICOKMX WM Ooyiee HHU3KUX 3HAYCHWHA aHTH-Xa
AKTUBHOCTH TI0 CPaBHEHHIO C COOTBETCTBYIOIIMMH KOHIIEHTPAIIUSIMHE B IIJIa3Me KpoBU. B mepmos
JIeYeHHUsI pUBApOKCcabaHOM He TpeOyeTcs MPOBOAMTH MOHUTOPHUHI IMApaMETPOB CBEPTHIBAHMS
KpoBU. OJJHAKO, €CIIM JIJIs1 TOT0 €CTh KIIMHIUYECKOe 000CHOBAaHUE, KOHIIEHTPAIlUN pUBapoKcabaHa
MOTYT OBITh U3MEPEHBI B MKI/JI TP MOMOIIM KaJTUOPOBAaHHBIX KOJUYECTBEHHBIX TECTOB aHTH-Xa
akTUBHOCTH (cM. Tabnuiry 6 B pasmene 5.2. mis Auana3oHOB HAOJOIa€MbIX KOHIIEHTpALUN
puBapokcabaHa B Iu1a3Me KpoBH y neteit). [Ipu ncnonb3oBaHuu TecTa aHTU-Xa aKTUBHOCTH JUIS
KOJINYECTBEHHOMN OIIEHKHM KOHILIEHTpAalUil puBapokcabaHa B IUIa3Me KPOBU y JeTeld HEOOXO0IMMO
YYUTHIBATh HIDKHUM TIpENeN KOJMYECTBEHHOW OIeHKH. [loporoBele 3HaueHWs IUIsl KPUTEPUEB

s pexTUBHOCTH WM OE30TTaCHOCTH HE YCTAaHOBJICHBI.
Knunuyeckas sghghexmusrnocmo u 6e3onacnocmeo

Jleuenue BTO u npodpunakmuxa peyuousos BT y nauuenmos 0emcko20 803pacma

Bb110 poBeIeHO 6 OTKPBITBIX MHOTOILIEHTPOBBIX UCCIIEIOBAHUM C yUYaCTUEM JIETEH, B KOTOPHIE B
o0mieM ObUIM BKJIIOYEHBI 727 nerell ¢ MOATBEP)KICHHON OCTpOil BEHO3HOW TpomMOosMOommeit
(BTD), u3 xoropsix 528 nonydanu puBapokcadan. Jloza puBapokcabaHa, KOTopasi MIpUMEHSIIACh
y neted oT pokneHus A0 <18 yer, Obuta CKOPPEKTHpPOBaHA IO Macce Tejla M MPUBOIWIA K

JIEHCTBUIO pUBapoOKcadaHa, aHAIOTHYHOMY TIpHU mpuemMe 1036l 20 M puBapokcabaHa OJUH pa3 B
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JIEHb V B3pOCIEIX nanueHToB ¢ TI'B, yTto moar epmneH%:i;cJHg&iﬁgg%ld;;slbﬂ_ (‘_élv}:"pas*'z[en
Y B3p )

5.2.).

EINSTEIN Junior — paHIOMHU3MPOBAaHHOE OTKPBITOE MHOTOLEHTPOBOE KIMHUYECKOE
uccienoBanue Il ¢a3pl ¢ akTuBHBIM KOHTposieM ¢ ydactreMm 500 mamueHToB (B BO3pacTe OT
poknenus 1o <18 ner) c moarBepxkaeHHON ocTpoit BTD, n3 koTopsix 276 nereii ObLIN B BO3pacTe
ot 12 mo <18 nert, 101 pebenok — ot 6 mo <12 net, 69 nerelr — oT 2 10 <6 neT u 54 pedOeHKa B
BO3pacTe 10 2 JieT.

BTD xnaccuduimpoBanachk kak karerep-accoruupoBannas BTD (90/335 mamueHtoB B rpymie
puBapokcabana, 37/165 manmueHTOB B TpyIIie IMpernapara CpaBHEHHUs), TPOMOO3 BEH TOJIOBHOTO
Mo3ra u cuHycoB (74/335 mauueHTOB B rpynmne puBapokcabana, 43/165 manueHToOB B rpymnmne
npernapata cpaBHeHus)) wid kak apyrue BTO, Bikmouas TI'B u TOJIA (me xarterep-
acconuupoBanHas BTDO, 171/335 mauumeHtoB B rpymme puBapokcabana, 85/165 mamueHToB B
rpymre npenapata cpaBHenus). Haubonee pacnpocrpanennoir BTD y nereit ot 12 no <18 ner
ObL1a He KaTeTep-accoruupoBannas BTO y 211 geteit (76,4 %); y neteit ot 6 no <12 nert u ot 2
JeT 10 < 6 Jet — TpoMO003 BEH IrOJIOBHOTO MO3ra U cHMHYCOB y 48 nereii (47,5 %) u y 35 nereit
(50,7 %) coOTBETCTBEHHO; y A€TEH Miamie 2 JeT — Karerep-accouuupoBantas BTO y 37 nereit
(68,5 %)). B rpynmne puBapokcabaHa He ObUTO JeTed Miaamie 6 MecsleB ¢ TPOMOO30M BEH
TOJIOBHOTO MO3Ta M CHHYCOB. Y 22 MalMEeHTOB ¢ TPOMOO30M BEH TOJIOBHOT'O MO3Ta M BEHO3HBIX
cunycoB Obua nadexius [{THC (13 manueHToB B rpymnie puBapokcabaHa v 9 marueHToB B rpymmne
npernapara CpaBHEHHUS).

BTD Opuia crpoBomupoBaHa MOCTOSHHBIMH WJIM BPEMEHHBIMU (DaKkTOpamMH pHUCKa WIH X
COBOKYITHOCTBHIO Y 438 (87,6 %) nereii.

[TarueHTH! MOMyYany HavadbHOE JICYCHHE TEPANEeBTUUECKUMHU J103aMU HE(PPAKIIMOHUPOBAHHOTO
renapuHa, HI3KOMOJIEKYJSIPHOTO renaprHa Wik (GoHIamapruHyKca B TEUCHHE 110 KpailHel mepe 5
JTHEH, TTocIie Yero ObUTH PaHJIOMU3UPOBAHBI B COOTHOIICHHH 2:1 UK B TPpyIITy pUBapokcadbaHa B
J103€, CKOPPEKTUPOBAHHOM IO Macce Tela, WK B TPYIy npemnapara cpaBHeHus (renapunbl, ABK)
B T€UEHUE OCHOBHOTO MEPUO/JIa JIeUEHHUs, cocTaBuBIero 3 Mecaua (1 mecsu s aereit miasuie 2
JeT ¢ KaTteTep-accormupoBaHHo BTD). B ciyuae KIMHMYECKOW OCYIIECTBUMOCTH B KOHIIE
OCHOBHOTO TepuoAa JECYCHHUsS MPOBOAWIACH IMMOBTOPHAS BU3YaIH3allUsl COCYIIOB; TEpPBUYHAS
MpPOBOJIMJIACH HA HTane BKIIOUEHUsS B ucciegoBaHue. Ilocie 3Toro mpuem uccienyemMoro
mpernapaTa MOT OBITh TIPEKPAIIeH UITH, 110 PEIICHUIO UCCIeI0BATENs, TIPOA0IKAIICS CYMMapHO J10
12 mecsmeB (s geTeit mutasiie 2 JeT ¢ KaTeTep-acconunpoBannoit BT no 3 mecsien).
[TepBruuHO# KOHEYHOUW TOYKON 3(h(HEKTUBHOCTH ObLIa YacTOTa CUMITOMHOTO penuaua BTD.
[lepBuyHON KOHEYHOH TOUKOH Oe3zomacHOCTH Oblla KOMOMHHPOBAHHAS YacTOTa OOJBIIUX U

KJIMHUYECKH 3HAUYUMBIX HEOONBIINX KpoBOTeueHH. Bce koHeuHble TOUkHM 3(dekTuBHOCTH U
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o DB A HOCTH Q002
0€30MacHOCTH IIEHTPAIM30BAaHHO OIICHUBAIUCH He3aBnc'yHmM—|1§h—tlfn%éTg§%"1<01T0'b0|r0' ObLIIO

3aCJIEIJICHO paclpe/ieieHne MalMeHToB M0 rpynnaMm JiedeHus. PesynbraTsl 3¢ dexTuBHOCTH 1
Oe3omacHOCTH MpUBeACHBI B Tabnumax 11 u 12 Hmke.

Peunnue BTO mpowmsomen y 4 u3 335 mamueHTOB B TIpymie puBapokcabana m y 5 uz 165
NAlMEeHTOB B rpymnmne cpaBHeHus. KoMOuMHHMpoBaHHas 4YacToTa OOJBLIOTO KPOBOTCUEHUS U
KJIIMHUYECKH 3HAYMMOT0 HEOOIBIIOro KpoBoTeueHus: orMevanack y 10 u3 329 nauuentos (3 %),
MOJy4YaBIIUX puBapokcabdaH, n'y 3 u3 162 nauuentos (1,9 %), mony4aBmmx npenapar CpaBHEHHUS.
Yucras KIMHUYECKas BbIroJa (KOMOMHHMpOBAHHas 4acTOoTa CUMITOMHOro penuauBa BTO u
0OJIBIIIOTO KPOBOTEUEHHST) OTMEUeHa Y 4 13 335 manueHToB B IpyIie puBapokcabana u'y 7 uz 165
NAIlMeHTOB B TpyIIE CpaBHEHWs. PekaHanu3anus BEHBI NpPHU TOBTOPHOM BH3YyallM3alluu
HaOmonanack y 128 3 335 nmanueHToB MpH JiedeHUH puBapokcabaHoM Uy 43 u3 165 nauueHTos
B IPYIIIE Iperapara cpaBHEHUs. DTU PE3yIbTaThl ObLIN B IIEJIOM COITOCTABUMbBIMU Y IETEH Pa3HbIX
BO3pacTHhIX rpynn. B rpymme puBapokcabana Obuto 119 nmereit (36,2 %) ¢ moObim

KPOBOTEUCHHEM, BOSHHUKIIUM Ha (hoHE Tepamuu, a B TPYIIIE MpenapaTa cpaBHeHUs — 45 nereit

(27,8 %).

Ta6muma 11. Jlanuabie mo npoduiro 3¢GHEeKTUBHOCTH pUBapoKcabaHa | IpernapaTa CpaBHCHHUS B

KOHIIC OCHOBHOTI'O I€PUOJa JICHCHHUA

CoObITHE PuBapoxcadan IIpenapar
N=335* cpaBHeHust N=165*
Peunue BTD (nepBuyHas KOHeUHast 4 5

TOUYKa HPPEKTUBHOCTH)

(1,2 %, 95 % TN
0,4 % — 3,0 %)

(3,0 %, 95 % TN
1,2 % — 6,6 %)

KoMOuHMpoBaHHas KOHEYHAs TOUKA:
CUMIOTOMHBIN peruaus BTO +
0eCCUMIITOMHOE YXYALICHHE IPU

HOBTOpHOfI BU3YyaJIN3allun

5
(1,5 %, 95 % 1
0,6 % — 3,4 %)

6
(3,6 %, 95 % JI1
1,6 % — 7,6 %)

KoMOuHMpoBaHHas KOHEUHas TOYKa:
CUMIITOMHBIN peunaus BT +
OeccCUMNTOMHOE YXyALIeHHE +

OTCYTCTBHE U3MEHEHH ITPU TOBTOPHOMN

BHU3yalIn3allun

21
(6,3 %, 95 % JIN
4,0 % — 9,2 %)

19
(11,5 %, 95 % JIN
7,3 % — 17,4 %)

Pexananu3zanus BeHbI npu HOBTOpHOfI

BU3YyaJIn3allun

128
(38,2 %, 95 % AN
33,0 % — 43,5 %)

43
(26,1 %, 95 % JIN
19,8 % — 33,0 %)
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KomOuHupoBaHHas KOHeYHast TOUKa:
CUMIITOMHBIN peunaus BTD + 6onbmioe
KpPOBOTEUEHHE (UMCTas KIMHUYECKasl

BBITOJ1a)

(i]l:' CHEQOBRTENEHOC "4}:' ood2)

(1,2 %, 95 % N
0,4 % — 3,0 %)

(4,2 %, 95 % N
2,0 % — 8,4 %)

Tpom0605MO0IHS TETOYHON apTepuu CO
CMCPTCJIbHBIM UJIM HCCMCPTCIIbHBIM

nexoaom

1
(0,3 %, 95 % JIN
0,0 % — 1,6 %)

1
(0,6 %, 95 % JI1
0,0 % — 3,1 %)

* MoJIHas BBI60pKa IJId aHalin3a, T.€. BCC AC€TU, KOTOPBIC ObUIH PAaHAOMHU3UPOBAHDBI

AW = noBepUTENBbHBINA HHTEPBAII

Tabnuna 12. Jlanaele no npoduino 6e30MacHOCTH puBapokcabaHa M IpernapaTa CpaBHEHUS B

KOHIIC OCHOBHOI'O I€PpUOJAa JICUHCHHUA

00JIbIII0E KPOBOTEUEHUE + KIIMHUYECKH
3HaYMMOE HEeOOJIBIIOE KPOBOTCUCHHE
(mepBUYHas KOHEYHAs! TOYKA

0€30MMacHOCTH)

(3,0 %, 95 % JI1
1,6 % — 5,5 %)

CobbiTHE PuBapoxcaban IIpenapar cpaBHeHUs
N=329* N=162*
KomOuHMpOBaHHAss KOHEUHAST TOYKA! 10 3

(1,9 %, 95 % JTN
0,5% — 5,3 %)

Bosbiioe kpoBoTeueHUE

0
(0,0 %, 95 % JIN
0,0 % — 1,1 %)

2
(1,2 %, 95 % 1
0,2 % — 4,3 %)

JIro0oe kpoBoTEUEHKE, BOSHHKIIIEE HA

¢done Tepanuu

119
(36,2 %)

45
(27,8 %)

* BLI60pKa JJId aHaliki3a 6C3OHaCHOCTI/I, T.C. BCC NCTHU, KOTOPLIC ObLIH PaHAOMH3UPOBAHBI U

MOJIYYHJIN 110 KpaﬁHeﬁ MEpPC OJJHY A03Y UCCICAYEMOTIO JICKAPCTBCHHOI'O IIpCIiapara.

[Tpodune 3dpdexTuBHOCTH U OGe30macHOCTU puBapokcabaHa ObUI B IIEJIOM COMOCTAaBUMBIM Y
nenuaTpudeckoit nomyssuu ¢ BTO u B3pocnoit nomysnsauu ¢ TTB/TOJIA, onqHako cooTHOLIEHHE
NAIMEeHTOB C JIIOOBIM KPOBOTEUYEHHEM OBLIO BBIIIE B MeauaTpuueckoil momymsuuu ¢ BTO mo

cpaBHEHHUIO co B3pocion nmomyssiueit ¢ TTB/TOJIA.

[TalMeHTHI ¢ TPOMHBIM MO3UTHUBHBIM aHTI/Id)OCd)OHI/IHI/IHHBIM CHUHAPOMOM BBICOKOI'O pUCKa

B cnoncupyeMom wuccienoBarelieM paHIOMU3HPOBAHHOM OTKPHITOM MHOTOLIEHTPOBOM
MCCJIEIOBAHHUH C 3aCJICTNIEHHOM OI[EHKOM KOHEYHBIX TOUEK puBapokcabaH U3ydascs B CpaBHEHUU

¢ BapdapuHOM Yy TMaLKUEHTOB € TPOMOO30OM B aHaMmHe3e, Yy KOTOPBIX JTUArHOCTHPOBAH
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anTuochomUMUAHBIA CHHIPOM C BBICOKAM pnckgl{;:m%gbﬂﬁggﬁ%éﬁﬂ&:' '%:t)'é‘fl,l'mﬁ

(TIOJIOKUTENBHBINA PE3YNIbTAT UL BCEX TPEX TECTOB HA aHTU(HOCHOIUITUAHBINA CHHAPOM: HATHINE
BOJTYAHOYHOT'O aHTUKOAryJIsHTa, aHTUTEJ K KapIUOJIUIIMHY M aHTUTEIN K 0eTa-2-TTUKONPOTEUHY
I). ITocne Brirouenus 120 manueHTOB KCClIeI0OBaHUE OBLIIO MIPEKPAIICHO JOCPOYHO 10 MPUUHHE
MOBBIIICHHOW 4YacTOThl COOBITUH y TMAalKMEeHTOB B rpymnmne puBapokcabana. CpemHss
MPOJODKUTEILHOCTh TIepruoa HAOMIOAeHUs cocTaBwia 569 mHei. 59 manueHToB ObLTH
PaHIOMHU3HUPOBAHBI B TPYIITY puBapokcadana B 1o3e 20 mr (15 Mr a1 maMeHToB ¢ KIMPEHCOM
kpeatnHuHa < 50 mi/mMuH) U 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). TpomOGoamboandeckue
coObITus mpousonud y 12 % manueHToB, paHIOMU3UPOBAHHBIX B IPYyMIy puBapokcabana (4
UIIEMUYECKUX MHCYIbTA U 3 nH(papKTa MHOKap/a). Y MarieHToB, paHI0MH3UPOBAHHBIX B TPYIITY
Bap(dapuHa, coOBITUS He OBUTH 3aperuCTPHpPOBaHbL. Bonblioe KpoBOTeUEHHE MPOU3ONLI0 y 4

nanueHToB (7 %) u3 rpynmsl puBapokcabana u 2 nanueHTos (3 %) u3 rpymnmsl BapdapuHa.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOGcopouus

[IpencraBineHHas Huke HH(QOpPMalMs OCHOBAaHA Ha JIAaHHBIX, IIOJIYYEHHBIX BO B3pOCION
HOIYJISILIVN.

PuBapokcaban ObICTpO BcachIBaeTCsl; MakcuMallbHas KoHIeHTpauus (Cmax) Jocturaercs yepes
2—4 4aca mocJie rnpuemMa TabJIeTKH.

[Tpu npueme BHYTph B BUJIE TaOJIETOK B 103uUpoBKe 2,5 Mr u 10 Mr puBapokcabaH BcachIBaeTcCs
NPaKTUYECKH TOJTHOCTbIO, IPH 3TOM ero OmoaocTynHocTh Bbicokas (80—100 %) He3aBUCHMO OT
npuema nuiy. CoBMECTHBIH ¢ nUIel npuem puBapokcabaHa B 103e 2,5 mr 1 10 Mr He BIMseT Ha
AUC u Cmax puBapokcabana.

B cBsi3M cO CHMIKEHHOW CTENEHBIO BCACBIBaHUS, MPH TMpUEME TaOJIETOK J03UPOBKOM 20 mr
HaToIlak HaOmonamnace OuojoctynHocTh 66 %. Ilpu mnpueme TtabieTok puBapokcabaHa
n03upoBKoi 20 Mr Bo BpeMs €11l oTMeuanock yeennduenue cpeqaeit AUC Ha 39 % no cpaBHeHUIO
C MpHeMOM TalJIeTKH HATOIIAaK, MOKa3bIBas MPAKTUYECKH IIOJHOE BCACBIBAHWE U BBICOKYIO
6uonoctynHocTh. PuBapokcaban B 1o3upoBKax 15 mr u 20 Mr ciaenyeT NpuHUMAaTh BO BpeMs ebl
(cM. pazmen 4.2.).

dapmMakOoKHHETHKA puBapokcabaHa MPaKTUYECKH JIMHEIHA B 103axX 10 15 Mr oJiuH pa3 B IeHb IIpH
npueMe Hatomak. B ycnoBusx npueMa puBapokcabaHa B Buje TabseTok no3upoBkoi 10 mr, 15
Mr u 20 mMr Bo BpeMsi eabl HaOmroAaercs J0303aBUCHUMOCTh. llpu Oonee BBICOKHMX J03ax
puBapokcabaH JeMOHCTPHpPYeT aOcopOlLHio, OrpaHMYEHHYIO PAaCTBOPEHHEM, C yMEHBIIEHHOU

OMOOCTYIHOCTBIO U CHIDKEHHON CKOPOCTBIO a0COPOLIMY MPH MOBBIIIEHUH JI03BI.
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dapMaKkOKMHETHKAa pHUBapoOKcabaHa  XapaKTe DI/ISVGTCISF '-'WM“T%ﬁﬁhJBﬁﬂvﬁmhoﬁ

BaprabeIbHOCTHIO (BapHALIMOHHBIN Kod(duuueHT) B auanazone ot 30 1o 40 %.

BcacekiBanue puBapokcabaHa 3aBUCHT OT MECTa BEICBOOOKACHHS B )KEITYI0UHO-KUIIIEYHOM TPAKTE
(OKKT). Cumxenne AUC u Cmax Ha 29 % u 56 % COOTBETCTBEHHO HAOJIOJANOCH IIPU
BBICBOOOXKJICHHM TpaHyJIsAiTa pHUBApOKca0aHa B MPOKCUMAIBLHOM OT/AEIEC TOHKOM KHUIIKH B
CPaBHEHHUH C MPHEMOM IIeJ0i TabiaeTKu. DKCIO3MLMS IperapaTa eme 0oiee CHIKACTCS MpH
BBE/ICHMH pHUBapoKcabaHa B JAWUCTAJBHBIA OTIET TOHKOH KHUIIKH MM BOCXOJSIIYI0 000JOYHYIO
kumky. Takum oOpas3oM, cienyeT m30eraTh BBEJCHHS pUBapoKcabaHa IHCTalbHEE XKelyJKa,
IMIOCKOJIBKY O3TO MOXCET IIOBJICYUb CHHMIKCHHC BCACBIBAHUA U, COOTBCTCTBCHHO, OJSKCIIO3WIHWN

puBapokcabaHa.

Pacnopenenenne

Cas3piBaHMe ¢ O€IKaMU IJ1a3Mbl Y B3pOCIIBIX BBICOKOE M COCTABISAET NPUOINU3UTENBHO 9295 %,
OCHOBHBIM  CBSI3bIBAIOIIMM KOMIIOHEHTOM SIBJIIETCSI CBIBOPOTOYHBIM anbOymuH. OO0beM

pacnpeziefieHus: — yMEpeHHbIH, Vss cocTaBisieT npuOan3uTensHo S0 1.

EI/IOTDaHCd)ODMaIII/Iﬂ U DJIMMUHAILINA

VY B3poCIBIX NAIMEHTOB MU MIpHeMe puBapokcabaHa NPUOIU3UTENBHO 2/3 036l TOJIBEPratoTCs
MeTa0oaM3My U B JaJbHEWIIEM BBIBOJSATCS PaBHBIMU YacCTSIMM MOYKAMHU M UYepe3 KHUILICUHUK.
OcraBmascs 1/3 npuHATON 103bl BEIBOJUTCS OCPEICTBOM MPSMOI MOYEUHOM 3KCKPELUH B BUJIE
HEU3MEHEHHOr0 JEHCTBYIOLIEr0 BEILECTBA IJIaBHBIM 00pa3oM 3a CYET aKTUBHOM IOYEYHOU
CEKPELIHH.

PuBapokcaban merabonusupyetcs nocpenctsoM uzopepmentoB CYP3A4, CYP2J2, a takxe npu
MOMOIIM MEXaHU3MOB, HE3aBHUCHUMBIX OT CHUCTEMBbl HHMTOXPOMOB. OCHOBHBIMHM Y4acTKaMH
O6roTpaHcpopMaliy SBISIFOTCS OKUCIEHNE MOP(OIMHOBOMN IPYIIIBI U THAPOJIN3 aMUIHBIX CBS3EH.
CornacHo NaHHBIM, MOJIyYEHHBIM in Vitro, puBapokcabaH sBISETCS CyOCTpaToM JUisl O€JIKOB-
nepeHocunkoB P-gp (P-rnmukonporenna) u Berp (Oenka ycToHUMBOCTH paka MOJOYHOM >KeJle3bl).
HeunsmenenHbli puBapokcabaH sSBISETCS CaMbIM BaXXHBIM COEMHEHHEM B UEJIOBEUYECKOI 1a3Me,
OCHOBHbIE€ MWJIM AaKTUBHBIE LUPKyJIUpYIOLIME MeTaO0oJUThl B TIUJIa3Me€ He OOHapyXKEHbI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTro cOCTaBIsAeT Npudau3nuTenbHo 10 /4, MoXeT ObITh
OTHECEH K JIEKAPCTBEHHBIM BEIIECTBAM C HU3KUM KiupeHcoM. [Tocne BHyTpruBEeHHOrO BBEAEHUS 1
MTI' pUBapoKcabaHa Mepuo/ MOJIYBBIBEJCHHS COCTaBlsAeT okouo 4,5 yacos. [locne nmepopanbHOro
IpUeMa BBIBEJIEHHE CTAHOBUTCS OrPAaHUYEHHBIM CKOpOCThbIO abcopbumu. Ilpu BbIBeneHun
puBapokcabaHa U3 IJIa3Mbl KOHEUHBIA MEPUOJT MOJTYBBIBEICHUS COCTABISET OT 5 10 9 4acoB y

MOJIOJBIX MAalKUEHTOB U OT 11 10 13 yacoB y MOKMIIBIX MAIlMEHTOB.
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DapMaKOKMHETUYECCKHE JJAHHBIC YV ITAIIUCHTOB

VY B3pOCIBIX MAIIMEHTOB, MOIYYalOIIUX puBapokcadan B go3e 20 Mr 1 pa3 B JeHb AJIs JI€UCHUS
octporo TI'B, reomerpuueckoe cpeanee konuentpauuii (90 % npeauKTUBHBIA UHTEPBAN) Yepe3
2—4 yaca u mpuMepHO uepe3 24 wyaca mociie mpuemMa A03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM M MUHUMAJIbHON KOHILIEHTpPAIMSM B WHTEpBajie J03UPOBAHMS) COCTaBWIO 215

(22—535) mxr/n u 32 (6—239) MKI/J1, COOTBETCTBEHHO.

(DaDMaKOKI/IHeTI/I‘-IeCKaSI-d)aDMaKOI[I/IHaMI/IquKaSI 3aBUCHUMOCTD

CootHomienne (apMakKOKMHETUYECKUX MapaMeTpoB U ¢apMakoguHAMHYECKHX 3(PQPEeKToB
(OK/D]]) Mexny KOHLIEHTpalKel puBapokcabaHa B MjIa3Me KPOBU U HECKOJIBKUMH KOHEUHBIMH
dapMakoIMHAMHYECKUMH TOYKamMH (MHTHOMpoBaHue (akropa Xa, MPOTPOMOMHOBOE BpEMS,
AUTB, HepTest) oniennBanock mnocie npueMma mupoKoro aunamnaszona 03 (ot 5 1o 30 mr 1Ba paza
B CyTKH). B3auMocBsI3p Mexy KOHIICHTpalueil puBapokcabaHa M aKTUBHOCTBIO (akTopa Xa
HAWIy4IIUM 0Opa3oM MpOJEMOHCTPUPOBAHA C HCHOJb30BaHueM wmojenu Emax. s
IPOTPOMOMHOBOTO BPEMEHHU MOJIENb JIMHEHHOW PErpecCHU B IIEJIOM JIYUIII€ ONMUCHIBAET JaHHBIC.
YT110BO# KOAPPHUIHMEHT 3HAYUTEITHHO MEHSUICS B 3aBUCIMOCTH OT PEaKTHBOB, HCITOJIB3YEMBbIX IS
omnpezeneHus nporpoMOuHoBOro Bpemenu. [Ipu ucnons3oBanuu Habopa Neoplastin PT ucxoanoe
3HaYeHHEe MPOTPOMOMHOBOIO BPEMEHH COCTaBHIIO OKOJIO 13 cek ¢ HaKJIOHOM JIMHUU OKoJio 3—4
cek (100 mkr/m). Pesynbrarsl ananuza cootHomenus OK/DJ] B uccnenoBanusax 11 u Il ¢azsr

COOTBCTCTBOBAJIN aHAJIOTUYHBIM IMOKA3aTCIIsIM Y 3JOPOBLIX ITAITUCHTOB.

Lion
VY B3pocCibIX HE ObLIO KIMHUYECKHU 3HAYUMBbIX PA3Inyuil hapMaKOKMHETHKHU U (papMaKOJUHAMUKU

CpE€ar MY>KUYMH U JKCHIIWH.

Loorcunou eospacm

VY NOXWIIBIX MallMEeHTOB KOHIIEHTpAIMN prUBapokcabaHa B Mia3Me KPOBH BBIIIE, YEM Y MOJIOJIBIX
nanueHToB; cpennee 3HadeHrne AUC npubnusurensHo B 1,5 pa3a npeBbiliaeT COOTBETCTBYIOLINE
3HaYeHUs y MOJIOJIbIX MAIMEHTOB, IJIABHBIM 00pa3oM, BCJIEICTBHE CHUKEHHUS (BEPOSITHOTO)

o011ero 1 no4yeyHoro kimpenca. Koppekuus 10361 He TpeOyeTcs.

Pasznuunasn macca mena
VY B3pocibIx KpuTHieckast macca Tena (Menee 50 kr u 6osiee 120 Kr) nTUIIh HE3HAYUTENHHO BIUSIIA
Ha KOHIICGHTpAIlMI0 pHBapoKkcabaHa B Tma3Mme KpoBu (MmeHee 25 %). Koppekmusi m03b1 He

Tpedyercs.

Mesicomuuueckue paznudus
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Kinuanueckn 3HAUMMBIX pasauduii  (hapmMako KI/IHGTI/IKI/F ;I:a)gt;lwaﬁom%m -(/'1'3|3'DU‘CJILIX

MAIUEHTOB  €BPOICOUIHON, adpoaMEepUKAHCKOW, JIATHHOAMEPUKAHCKOW, SITIOHCKOW  HITU

KATAHCKON 3THUYECKOH MPUHAIICKHOCTHA HE HAOII0IaO0Ch.

Hapywenue ¢pynxyuu nevenu

Y B3pOCIBIX MAIMEHTOB C IUPPO30M IEYEHU U HapyIICHHEM (DYHKIIMH NEUYCHH JIETKOW CTENCHH
(xyacc A no Yaitng-I1eto) papmakoknHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIBHO OTIMYANIACh
OT COOTBETCTBYIOIMX IOKa3aTeneld B KOHTPOJIBHOM IPYyIIE 310pPOBBIX UCIBITYEMBIX (B CpeHEM
otmeuanoch yBennuenne AUC puBapokcabana B 1,2 paza).

VY manueHToB ¢ MUPPO30M TEUCHH M HapylIeHneM (YHKIMU MEYeHU cpelHel crenenu (kimacc B
no Yaitng-IIsi0) cpeansisi AUC puBapokcabana ObUta 3HAUMTENBHO MOBBINIEHA (B 2,3 pasa) mo
CpaBHEHMIO CO 370pOBbIMH J00poBoibliamu. Hecpsizannas AUC yBennuuBanack B 2,6 paza. Y
ATUX NALUEHTOB Tak)Ke ObLIO CHUYKEHO BBIBEJICHHE pUBAapOKcabaHa MOYKAMH, CX0KEE C TAKOBBIM
y TAIMEeHTOB C HapylIeHHeM (QYHKIMHM TMOYeK cpenHeidl cremeHu. JlaHHBIE MO MalMeHTaM ¢
TSDKEIIBIM HapylIeHHeM (yHKIIUU OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTH (pakTopa Xa y MAUEHTOB C HapylleHueM (pYHKLHHU MEeYeHHU CpeaHel
CTerneHu ObUIO BhIpaXXeHO B 2,6 pa3za CHJIbHEE, YeM Yy 3JI0POBBIX JOOPOBOJIBIIEB; YBEIUYEHUE
IPOTPOMOMHOBOIO BpPEMEHU B CXOXkKel cTeneHu Bo3pactaio B 2,1 pasa. [lanueHTs! ¢ HapynieHueM
(GyHKIIMY [T€YeHH CpeHEN cTeneHu OblTn 0oJiee UyBCTBUTENIBHBI K pUBapOKcadaHy, 4To SBIsSETCS
cieAcTBueM  Oojee  TeCHOM  B3aUMOCBA3M  (hapMakoAMHAMHUUeCKUX  3G(PEeKToB U
(apMaKOKMHETUYECKHUX ITapaMeTPOB MEXKAY KOHIIEHTpAlMe n MPOTPOMOMHOBBIM BPEMEHEM.
PuBapokcaban NpoTHBONOKa3aH NalMEHTaM C 3a00JI€BaHUSMHU II€YEHH, NPOTEKAIOLUIUMHU C
KOoaryJjonaTuel M pHUCKOM KIMHUYECKH 3HAYMMOI'O KpPOBOTEUYEHMsI, BKJIOYasl MAllMEHTOB C

uppo3oM nevenu kiacca B u C no knaccudukanuu Yaitna-I1eto (M. paznen 4.3.).

Hapywenue ¢ynxyuu novex

Y B3pOCHBIX  TAIMEHTOB  HAONIOMAIOCh  yBENWYEHHE OKCIO3WIMU  pHBAapOKcabaHa,
KOppENUpOBaBIllee CO CHUKEHHEM MO4YeyHOW (YyHKIMM, KOTOpas OLEHMBAJIACh H3MEpPEHHEM
KJIMpeHca kpeaTuHuHa. Y mauueHToB ¢ jerkod (KnKp 50—80 mu/mun), cpeaneit (KnKp 30—49
wi/muH) U Tsokenod (KnKp 15-29 wmn/mub) creneHpto HapymieHHs (QYHKUHHM —TIOYEK
KOHIIEHTpaluu puBapokcabana B mia3me kpoBu (AUC) Obutu nosbimiens! B 1,4, 1,5 u 1,6 pasza
cooTBeTcTBEHHO. COOTBETCTBYIOIEEe yBeNUUeHHE (hapMakoAMHAMUUECKUX 3((HeKToB ObLIO
Oosiee BBIp@XEHHBIM. Y TMAIMEHTOB C JIETKOM, CpelHEH M TSHKEIOHW CTENEeHbI0 HapyIIeHUs
GyHKIIMM TTOYeK 00111ee MmojaBjIeHue akTHBHOCTH (pakTopa Xa yBenumuuBaiock B 1,5, 1,9 u 2,0 paza
COOTBETCTBEHHO IO CPABHEHHIO CO 370POBBIMU J00POBOJIBLIAMH; IPOTPOMOMHOBOE BpEMs TaKXKe

yBenuuuBaioch B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.
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L
Hannbie o manuentax ¢ KnKp < 15 mu/mun otey TCTBVIO"[].-l

[Ipenmonaraercs, 9To puBapoKcadaH HE MOABEPTaSTCs TUAINU3Y B CBSI3U C BEICOKHM CBSI3bIBAHUEM
¢ OesKaMu TUIa3MBl.

He pekoMmennyeTcst mpuMeHsTh npenapat y naruenToB ¢ KinKp < 15 mu/mun. Crnenyer co0mato1aTh
OCTOPOKHOCTh TPU NMPUMEHEHUH Mpenapara y nanueHToB ¢ KnKp 15-29 mn/mMun (cMm. pazaen

4.4.).

eTu
BezomacHocTh 1 3¢ (heKTUBHOCTL pruBapokcabaHa y AeTel U MOJPOCTKOB B Bo3pacte a0 18 yer o
MOKA3aHUI0 TMPOPMIAKTHKA WHCYJIBTAa M CHCTEMHOH TpOMOOAMOOIMH Yy TMAIlMEHTOB C

(1)I/I6pI/IJIH$IL[I/ICI>'I npencepz[m?l HCKJIAIIAHHOT'O IPOUCXOXKIACHUA HC YCTAHOBJICHLI.

Abcopbyus

Jletn monydanu puBapokcabaH B BUAE TaOIETOK WM CYCIICH3UH JUIA IpUeMa BHYTPh BO BpeMs
WIHM Cpa3y Mociie KOPMIJICHUS WU MpHeMa MHILIK, BMECTe ¢ OOBIYHOMN MOpUUEN KUAKOCTU IS
oOecrnieueHns HaITIeKaIero 103upoBanus y neteil. Kak y B3pocibix, Tak U 'y eTel puBapokcadaH
OBICTPO BCACKIBAETCS MTOCIIE IEPOPATBHOTO IIpUEMa TpenapaTa B JIeKapCTBEHHOH (opme TadieTku
WJIW T'PpaHyJIbl JJIA IIPUTOTOBJICHUS CYCIICH3WU IJIA IIpUEMaA BHYTPb. He ormeuanoch pa3Hullbl HU B
CKOpPOCTH, HU B CTENIEHH BCACBIBAHUS MEXAY JIEKapCTBEHHBIMU (pOpMaMu TaOJIETKU M TPaHYJIbI
JUIsl IPUTOTOBJICHNUS CYCIIEH3UU [T IpueMa BHYTpb. JlaHHbBIE 0 (hapMaKOKUHETHKE Y JIeTel mocie
BHYTPUBEHHOT'O BBEJCHMSI OTCYTCTBYIOT, I03TOMY a0COJIIOTHAsl OMOAOCTYITHOCTh pUBapoKcabaHa
y Jnerei HeusBecTHA. bbulo OOHApY)XEHO CHMIKEHHWE OTHOCHUTEIHHON OWOJOCTYIMHOCTH TMpU
YBEJIMYEHHUH /103 (B MI/KT Macchl Tella), Ha OCHOBAaHUM YEro MOXHO C/IeNaTh MpenojokeHne 00
orpaHu4eHusIX abcopOuuu 1ss1 6osee BRICOKUX /103, Jake Mpu npuemMe ¢ nuineil. PuBapokcaban B
BUJIE TaOJIETOK JO3UPOBKOM 15 mr wim 20 Mr ciieyeT NpuHUMaTh BO BpeMsi KOPMIIEHHUS WM BO

BpeMs eJIbl (CM. pazaen 4.2.).

Pacnpeoenenue

CrneunduyHble B OTHOILIEHUU JIeTEl JTaHHBIE O CBA3BIBAHUU pUBapoKcabaHa ¢ OelKaMu IJ1a3Mbl
OTCyTCTBYIOT. JlaHHBIE O (apMaKOKWHETHKE Yy Je€Tei TMocje BHYTPUBEHHOTO BBEICHUS
pHuBapokcabaHa OTCYTCTBYIOT. Vss y aereill (Bo3pacTHoi amamna3zoH ot 0 go < 18 zer) mocne
NEepOpPAILHOTO TpHeMa pHBapokcabaHa, CIPOTHO3UPOBAHHBIM C MOMOUIBIO MOMYJISIIIMOHHOTO
(bapMaKOKUHETHIECKOTO MOJICIIMPOBAHMS, 3aBUCHT OT MacChl Tella U MOXKET OBITh OIMCaH C
MOMOIUIbIO AJNTIOMETpUYECKOW (PYHKIMU cO cpeaHUM 3HaueHueM 113 i1 st cyObekTa ¢ Maccoit

Tena 82,8 K.
Buompancpopmayus u snumunayus
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(dapMaKkOKMHETHKE y JETel Mocje BHYTPUBEHHOTO BBEIEHHUS PHUBApOKCca0aHa OTCYTCTBYIOT.
Knupenc y nereii (Bo3pacTHoi amamnaszoH oT 0 go < 18 jer) mociie mepopanbHOro mnpuema
puBapokcabaHa, CIPOTHO3UPOBAHHBIM C MOMOUIBIO MONYJISIIMOHHOTO (hapMaKOKMHETUYECKOIO
MOJICJIMPOBAHMSI, 3aBUCUT OT MACChl T€JIa U MOXKET OBITh ONMUCAH C IIOMOIIBIO ATJIOMETPUYECKON
(GyHKIMU CO CpelIHUMM 3HAa4YeHUWeM 8§ /4 ans cyObekra ¢ Maccoi Ttena 82,8 kr. Cpennue
reOMETPUYECKUE 3HAYCHUs IEepHOAa TONyBbIBeAeHUs (t1/2), paccumTaHHbE C TOMOIIBIO
HOMYJISIUOHHOTO (apMaKOKMHETUYECKOTO MOJCIUPOBAHMS, YMEHBIIAIOTCS C YMEHBLICHHEM
BO3pacTa U BapbupyroTcs oT 4,2 yaca y MOAPOCTKOB 10 IPUMEPHO 3 4acoB y JeTell B BO3pacTe

2—12 net, no 1,9 u 1,6 yaca y nereii B Bo3pacte 0,5— < 2 net u menee 0,5 rosia, COOTBETCTBEHHO.

DapmaxokuHemuyeckue OaHHvie y NayueHmos

['eomeTpuyeckoe cpennee koHmeHTpanuii (90 % uHTEepBaI) B HHTEPBAIAX BPEeMEHU 0TOOpa Mpoo,
MPUMEPHO COOTBETCTBYIONIUX MAaKCUMAJIBHOH M MUHHMAIBLHON KOHIICHTPAIlMM B WHTEpPBAJC
JIO3UpOBaHUs, y netTeit ¢ octpoit BTO, monydaronux puBapokcabaH B 103€, 3aBUCAIIEH OT MacChl
Tena, AJ MOMyYeHUs! SKCIO3UIMH, COOTBETCTBYIOIIEH TaKOBOW y B3poCibIX manueHToB ¢ TI'B,
nonyyaronux 103y 20 mr 1 pa3 B ieHb, IpeACTaBIeHBI B TabIuUIIE 6.

Tabmuna 6. CBopHasa cratucTuka (reomerpuueckoe cpeanee (90 % uHTepBasl)) paBHOBECHBIX

KOHIIEHTpalui puBapokcabaHa B Ij1a3Me KPOBH (MKI/JI) B 3aBUCUMOCTH OT peXuMa JO3UPOBaHUs

U BO3pacra
BpemMenHnsle
HHTEPBAJIbI
OmuupazB | N [or1200 < N oT 6 10
JAEHb 18 ser <12 qaer
2,5-44aca | 171 241,5 24 229,7
CITYCTSI (105-484) (91,5-777)
20-24 yaca | 151 20,6 24 15,9
CITYCTSI (5,69-66,5) (3,42-45,5)
JMBapazaB | N [or12m0 <| N ot 6 10 N | ot 0,5 no
JEHb 18 Jger <12 aer < 2 jger
2,5-44aca | 36 | 1454 (46,0- | 38 171,8 2 H.D.
CITYCTSI 343) (70,7-438)
10-16 gacoB | 33 26,0 37 22,2 3 10,7
CITYCTSI (7,99-94,9) (0,25-127) (H.p.-H.p.)
Tpupazas | N ot 2 110 N oT N | or0,510 | N oT
JA€eHb < baer POXKIEeHUS <2 Jaer POXKIeHUsI
a0 < 2 jer n0<0,5
JeT
0,5-3 yaca 5 164,7 25 111,2 13 114,3 12 108,0
CITYCTSI (108-283) (22,9-320) (22,9- (19,2-320)
346)
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crycts (18,7-99,7) (10,1-36,5) (10,5- (1,03-33,6)
65,6)

H.p. — HC paCCYHUTHIBAJIOCH

3HaueHusl HUKE HIKHETOo npefena konuuectBeHHoro onpenenenus (HIIKO) Ob1in 3ameHeHs! Ha

1/2 HITIKO muis pacuera cratuctuku (HITIKO = 0,5 mxr/m).
Dapmaxkoxunemuyeckan-GapmaKoOUHaMu4eckas 3a8UCUMOCHb

Ilon
AHaJIM3 TOJYYEHHBIX JIAHHBIX HE BBISBHJI CYIICCTBEHHBIX PpAa3JIMYMA B OKCIIO3HUIUU

puBapokcabaHa y ieteil pa3Horo rmoia.

Paznuunas macca mena

Y z[eTeﬁ J03a pHBapOKca6aHa 3aBHUCHUT OT MAcCHI Teaa. AHaIu3 JaHHBIX, MMOJIYYCHHBIX JJIsA ,Z[CTCI‘/'I,
HC BbIABUI 3HAYUMOI'O BJIHMAHHA HGI{OCT&TO'—IHOI;'I MacCChbl TCJIa UK OXHUPCHHA HA SKCIIO3ULIUIO

puBapokcabaHa.

Meoicomuuueckue pazaudus

AHanM3 MOJYYCHHBIX JAHHBIX HE BBIIBUJI 3HAUUMBIX MEKITHUYECKUX PA3TUUYMA B IKCIIO3UIIMH
pYBapokcabaHa y JeTei SIMOHCKOM, KUTalCKOW WIM a3MaTCKOW ATHUYECKOW MTPUHAIICKHOCTH 3a

npeaciiaMn Snonun n Kutas no CpPaBHCHHUIO C O6HIGI>’I HCHHanquCKOﬁ HOHYH}IHI/Ieﬁ.

Hapyuwenue (bVHKL{Llu nevyeHu

Knauanmgeckue JIaHHBIC JJ1s AETEH ¢ HapyHmICHUEM (I)YHKI_[I/II/I MEYCHNU OTCYTCTBYIOT.

Hapyuwenue d)VHKL{Llu no4yexK

JlaHHbIE KIMHUYECKUX HMCCIEIOBAHUN y JeTel B Bo3pacTe | roja u crapiie co CpeaHe Wiu
TSOKEJIOW CTEMEHbI0 HapylleHUs (YHKIHMU MOYeK (CKOpPOCTh KiIyOoukoBoil ¢mibTpanuu < 50

mi/mus/1,73 M? ) OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1 Ilepeuenb BcmoMorareJibHbIX BellleCTB

Anpo
Lennrono3a Mukpokpuctamunyeckas (tum 102)
JlakT03b1 MOHOTHAPAT

Kpockapmennosa Hatpust
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Maruus creapar

Hatpus naypuncynbdar

Ob6osouka

['unpomeriosa (THAPOKCHITPOTMIMETHIIIEILTIOIO3a)
MakporoJ (OTUITHICHTITUKOJIb)

Turana quokcun (E171)

XKenesa oxcun kpacusrii (E172)

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

2 roja.

6.4. OcoOble MepbI NPEeIOCTOPOKHOCTH NMPH XPAHEHU U
Xpanuts npu temmneparype Huxe 25 °C.

6.5. Xapakrep u coaepkaHue NEPBHYHOH YIIAKOBKH

ITo 14 TabGneTok B KOHTYPHYIO STUEHKOBYIO YIIaKOBKY U3 IUIEHKHU MOJIMBUHWIXJIOPUIHON U (OJIBIU

AJIOMUHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 2 KOHTYPHBIC STYEUKOBBIE YIIaKOBKH BMECTC C JIMCTKOM-BKJIAABIIIEM IMOMCINAOT B ITAYKY

KapTOHHY1O.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TNPH  YHUYTOKEHUM  MCIOJH30BAHHOIO
JIEKAPCTBCHHOI'0 nmpemapara HJIN 0TX0/10B, MOJYYCHHBIX mnmocJjie NMPUMEHECHUSA

JIEKAPCTBEHHOI0 NMpenapara u Apyrue MaHUMYJISINMH € MIPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccuiickas @enepanus

000 «TPOTEK-CBMy,

58



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.01.2026 N2 111

4 orp, FIOCNENOBATENLHOCTS 0002)

115201, r. Mockga, Kamupckoe 1., 1. 22, KopI

Ten. +7(495)-231-28-61

e-mail: info@protek-svm.ru

7.1. Hpe)l(:TaBI/ITe.TIL AepiraTeist PErMCTPAlMOHHOI0 YIO0CTOBEPECHUS

[Iperen3zun HOTD66HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccniickas @enepanvs

000 «(IIPOTEK-CBMy,

115201, r. Mocksa, Kamupckoe 1., a. 22, kop. 4, ctp. 7.
Ten. +7(495)-231-28-61

e-mail: info@protek-svm.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

9. IATA NEPBUYHON PETMCTPAIIUU (IIOATBEPXKJIEHUSA PETUCTPAILINU,
INNEPEPETUCTPALIMN)

JlaTa nepBoii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA

OOmast xapakTepucTHKa JieKapcTBeHHoro mnpemnapara Puapokcaban-JIEKCBM noctynHa Ha

uH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHYECKOTO COr03a B HH(OPMAalMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT™ hitp://eec.eaeunion.org/
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