MUHHUCTEPCTBO 3[IJPABOOXPAHEHU S POCCUMCKOM ®EJIEPAITNN
NMHCTPYKIIA
10 IPUMEHEHMIO JIEKAPCTBEHHOTI'O IIperapara Iy MEIULMHCKOIO MPUMEHEHNUS

HpanaKca®
Buumamenvho npouumaiime 5my UHCMPYKYUlo neped meM, KaK HA4amv npuem 3moo
npenapama.
o Coxpanume uncmpyKkyuio, OHa MOXcem nompe6o6amucsi HOBb
e Ecauy Bac 603nuxiu 60npocel, o6pamumecs K 6payy
Omo nexkapcmeo Hasnaueno auyHo Bam u e2o ne ciedyem nepedasamv Opyeum auyam,

NOCKOJNIbKY OHO MOoafcent npudurums um eped, oaorce npu Hajauduu mex sice cumnmomoes, uno u 'y

Bac

Perucrpanuonnbiii Homep: JII1-000872

Toprosoe nazpanue: [IPAJTAKCA

Me:xkayHapogHOe HemATEeHTOBAHHOE Ha3BaHUe: Ja0urarpaHa STeKcuiaaT

XuMHYeCKoe Ha3BaHHe:

N-[[2-[[[4-[[[(rexcumokcH)kapOOHIIT |aMUHO [uMUHOMETHI | peHwmn |amuHO |[MeTn |-1-metun-1H-
OeH3UMUIa3071-5-1i-|-N-nupuauHni-f-aaHuHa STHI0BOTO 3¢upa MeTaHcynb(hoHAT
JlekapcTBeHHasi gopma: KarcyJsibl

Cocras:

Opna kancyna copepxut 86,48 wmr, 126,83 mr wm 172,95 mr pgaburatpana sTekcuiara
Me3miiarta, 9To cooTBeTcTBYET 75 Mr, 110 Mr wumm 150 Mr gaburaTpana 3Tekcuiara.
Bcnomozamenvhule ewjecmea:

Cooepoicumoe kancyn: akaumu kKamens 4,43 wmr, 6,50 mr wnm 8,86 Mr; BUHHAs KHCJIOTA,
KpynHo3epHuctas 22,14 mr, 32,48 mr unu 44,28 mMr; BUHHas KUCIO0Ta, MOPoIokK 29,52 mr, 43,30
Mr win 59,05 Mr; BUHHAs KucioTa, kpuctaumueckas 36,90 mr, 54,12 mr wim 73,81 wr;
runpomesosa 2,23 mr, 3,27 mr unu 4,46 mr; gumernkon 0,04 mr, 0,06 mr unu 0,08 Mr; Taabk
17,16 mr, 25,16 mr wnu 34,31 mr; runposo3a (rugpokcunponuinenionosa) 17,30 mr, 25,37 mr
niu 34,59 mr.

Cocmas kancynvHotl obonoyku: kancyna u3 runpomerniossl (HPMC) ¢ magnewatkold yepHbIME
yepHmwIamu 60*mr, 70*mr wim 90*mr.

Cocmase HPMC kancyn: xapparunan (E407) 0,2 mr, 0,22 mr wnm 0,285 wmr; xanus xmopua 0,27
mr, 0,31 mr umm 0,4 mr; tutana nuokeun (E171) 3,6 mr, 4,2 mr unm 5,4 Mr; MHAUTOKapMUH

(E132) 0,036 mr, 0,042 mr wnu 0,054 mr; kpacuTenb comHewHbIH 3akat xentsiid (E110) 0,002 wmr,

PRADAXA® 75/110 mg - CCDS 0266-14,15 (approved 23/05/2016)



2.

0,003 mr umu 0,004 mr; runpomenio3a (THAPOKCUITPONUIMETUIIEIIT0N03a) 52,9 mr, 61,71 mr
i 79,35 mr, Boga ountnenHas 3,0 mr, 3,5 Mr wiua 4,5 mr.

Cocmas uepnun yepnoix (%, macc.): mennak 24 — 27%, 6yranon 1 — 3%, uzonponanon 1 — 3%,
KpacuTenb keneza okcupa uepHeld (E172) 24 — 28%, Boma ouumennas 15 — 18%,
NPONMMIEHITUKONb 3 — 7%, 3Tanon 23 — 26%, ammuak Boausid 1 — 2%, kanus rugpokcun 0,05 —
0,1%.

*[Ipubmm3uTenbHas Macca Karncyisl coctaBisieT 60, 70 nau 90 mr.

Onucanmne:

Kancynvt 75 me

[TpogonroBaTeie Kamcyibl U3 THIIPOMEIIO3bl (THAPOKCUIPONMIMETHIINEIUTI0N03b]). Kpblika —
HEIpPO3payvHasi, CBETJIO-CUHETrO 1IBETa, KOPIYC — HEMPO3pauHblii KpeMoBoro mnsera. Ha kpelmke
HamneyaraH cuMBosl komnanuu bepunrep MHrenbxaiiM, Ha kopryce — «R 75». LIBeT HaaneuaTku
— YEPHBIN.

Kancynor 110 me

[TpogonroBaTeie Kamcyibl U3 THIIPOMEIIO3bl (THAPOKCUIPONMIMETHIINEIUTI0N03b]). Kpblika —
HENpOo3payHas CBETJIO-CUHETO 1BETa, KOPIyC — HEMpO3pauHblil KpemoBoro nserta. Ha kpsiike
HameyaTtaH CHUMBOJ KoMnaHuu bepunrep WurensxaiiM, Ha kopmyce — «R 110». Ilser
HAJIMEYaTKNA — YEPHBIM.

Kancynwr 150 me

[Ipononrosarele Kamcyiabl M3 THIPOMEIIO3bl (MMAPOKCUIPONMIMETHINEIUIION03b]), pasmep 0.
Kppiika — Henpo3payHasi CBETJIO-CUHETO 1IBETA, KOPIIYC — HEMPO3padyHblii KpeMoBoro 1seTa. Ha
KpBILIIKE HareyaTaH CUMBOJI KoMmmaHuu bepunrep MurenpxaiiMm, Ha xkopmyce — «R 150». LlBeT
HAJIMEYaTKNA — YEPHBIM.

CO,Z[ep)KI/IMOG KarcyJI - )KCITOBATHIC IICJIJICTEI.

dapmakoTepaneBTHYECKAsI TPYNIA: TIPSIMOM UHTUOUTOP TpOMOUHA

Kox ATX: BOIAEO7

DapMaKoJIOrHYecKue CBOMCTBA

dapMakoIUHAMHUKA:

JlaburarpaHa 3TeKcUiaT ABISAETCS HU3KOMOJIEKYIISIPHBIM, HE 00JIaAaomuM (papMaKoJIOrH4ecKoi
AKTUBHOCTBIO TPEALIECTBEHHUKOM aKTUBHOW ¢opmbl naburarpana. llocie mpuema BHYTph

nadurarpana 3TeKcuiaT ObICTPO BCachiBaeTcs B skenynodHo-kuimeyHoM tpakte (JKKT) u, myrem
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THJIPOJIM3a, KaTallM3UPYEeMOro S5CTepa3aMu, B IEYEHH U IJIa3Me KpPOBHM IpeBpallacTcs B
naburatpan. JlaOuratpaH SBJIS€TCS MOLIHBIM  KOHKYPEHTHBIM  OOpaTHUMBIM  HPSIMBIM
MHTHOUTOPOM TPOMOMHA U OCHOBHBIM aKTUBHBIM BEILLIECTBOM B IJIa3M€ KPOBH.

Tak kak TpoMOWH (CEepUHOBAs MPOTEaza) B MPOIECCe KOoaryisiuu npeBpamiaer GuOpuHOreH B
¢uOpHH, yrHeTeHHe aKTMBHOCTH TPOMOHMHA MPENSITCTBYEeT oOpa3zoBaHMio TpomOa. J[aburatpan
OKa3bIBaCT WHTUOMPYIOIIEEe BO3JCHCTBHE Ha CBOOOJTHBIM TPOMOWH, TPOMOWH, CBS3aHHBIA C
(UOPUHOBBIM CTYCTKOM, M BBI3BAHHYIO TPOMOMHOM arperanuio TpOMOOIIMTOB.

B sKkcriepuMeHTalBHBIX MCCICAOBAaHUAX Ha PA3IMYHBIX MOJAEIIX TpomOo3a in VIiVo u ex Vivo
MOJATBEPXKIEHO aHTUTPOMOOTHUECKOE JCHCTBUE M aHTUKOATYJISIHTHASI aKTHBHOCTH JlaburarpaHa
nocJie BHyTPUBEHHOTO BBE/ICHUS U Aa0urarpaHa 3TeKCcuiiaTa - ocje npuemMa BHYTpPb.
YcraHoBieHa mpsMas KOppessius MeXIy KOHIEHTpauued aadurarpaHa B Ijla3Me KpPOBH U
BBIPQKEHHOCTBIO aHTUKOAryiasHTHOTO d¢pdekra. Jlaburarpan yUIMHAET aKTHUBHPOBAHHOE
yacTuyHoe TpomoboruiactuHoBoe Bpems (AUTB), skapunoBoe Bpems cBeptbiBanusa (OBC) u
TpomObuHOBOE Bpems (TB).

Ipogpunaxmuxa eenozuvix mpombosmobonuti (BT3) nocre sndonpomesuposanuss KpynHvix
cycmaesoe

Pe3ynbraThl KIMHMYECKUX MCCIEOBAHUN Yy TMAlUEHTOB, IEPEHECHINX OpPTONEIHMUECKUE
orepanuu - HHAONPOTE3UPOBAHUE KOJEHHOTO M Ta300€qpEeHHOT0 CyCTaBOB, - MOATBEPAMIN
COXpAaHEHHE MMapaMETPOB TEMOCTa3a M HSKBUBAJICHTHOCTh NpuMeHeHus 75 mr wid 110 mr
naburaTpaHa dTeKcuiara yepe3 1-4 gaca mociie omepanuu U MOoCIeIyIoIel MmoaIepKuBaroIen
10361 150 mnm 220 Mr oguH pa3 B CyTKM B TedeHue 6-10 nHell (mpu omepaunuu Ha KOJEHHOM
cycraBe) u 28-35 aHeidt (Ha Ta300e€IpEeHHOM CyCTaBe), 10 CPABHEHHUIO C YHOKCAIMAPUHOM B J103€
40 mr 1 pa3 B CyTKH, KOTOPbIY MPUMEHSIIN HAKAHYHE U MOCTIE ONIEpPaIUH.

[lokazaHa HSKBHMBAJEHTHOCTh AaHTUTpoMOOTHYEecKOro 3(ddexra maburarpaHa dSTEKCHIIATa IPH
npuMmeHeHnn 150 mr miam 220 Mr no CpaBHEHHIO C dHOKCanapuHOM B A03€ 40 Mr B CyTKM Npu
OIICHKE OCHOBHOM KOHEUHOUM TOYKH, KOTOpas BKIIFOYAET BCE CIIydan BEHO3HBIX TPOMOOAIMOOIUIA
U CMEPTHOCTD OT JIFOOBIX MPUYHH.

Ipogpuraxmuxa uucyroma u CUCMEMHBIX MPOMOOIMOOIUL V nayueHmos ¢ uopuiiayuer
npeocepouti

[Ipu pnutensHOM, B cpeHeM OoKojio 20 MecsIeB, MPUMEHEHUH Y MalMeHTOB ¢ GpuOpUuIAnuei
npencepaInuii U ¢ yMEPEeHHBIM HJIM BHICOKUM PUCKOM MHCYJIbTa MIIM CUCTEMHBIX TpoMO0dMOoInit
OBLIO TIOKa3aHO, YTO JaburarpaHa sTekcwiar B go3e 110 mr, HazHaueHHBIM 2 pa3a B J¢Hb, HE
yerynan BapdapuHy 10 I(PQPEKTUBHOCTH MPENOTBPAIICHUS HMHCYJIBTAa W  CHCTEMHBIX

TpoMO0OMOOHI y MAanMeHToB ¢ (GUOPWILIANMEN MpeAcepIuii; Tak ke B Tpymme JadurarpaHa
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OBLJIO OTMEUEHO CHIDKEHHWE pHCKa BHYTPUYEPENHBIX KPOBOTEUCHHH U OOIMIEH YacTOTHI
kpoBoTeueHuil. [Ipumenenue Oosee BBICOKOM m03bI mpemapata (150 mr 2 pa3a B JieHb)
JIOCTOBEPHO CHHYKAJIO PHUCK HIIEMHUYECKOT0 M T'eMOPParuvyeckoro HHCYJIbTOB, CEpAEUHO-
COCYAHMCTON CMEPTHOCTH, BHYTPHUUEPEITHBIX KPOBOTEUCHHI M OOIIE 9aCTOTHI KPOBOTECUCHHH TIO
cpaBHeHHMIO ¢ BapdapuHoM. MeHbImas a03a JaburaTpaHa XapaKTepu3oBalach CYIIECTBEHHO
0oJiee HU3KUM PUCKOM OOJIBIITUX KPOBOTEUEHUH IO CPAaBHEHHIO C Bap(hapruHOM.

YucTelii KTMHNYECKUN 2P(EKT OIEHUBAJICS MyTeM OINpeeIeHIs] KOMOMHUPOBAHHON KOHEYHOM
TOYKH, BKIIOYABIICH YacTOTy HMHCYJIbTa, CHUCTEMHBIX TPOMOOAIMOONMI, JETrOYHBIX
TpoMO03IMOOIHH, OcTporo MHpapKTa MUOKAP/IA, CEPICIYHO-COCYAUCTON CMEPTHOCTH U OOJBIIIX
KPOBOTECUCHUH.

Exxeronnass yacToTra mepedyMCICHHBIX COOBITHI y MAIMeHTOB, MOMYyYaBIIMX JaburaTpaHa
ITEKCUJIAT, ObLTA HUXKE, YeM Y TAIICHTOB, TIOTyJYaBIINX BappapuH.

N3menenuss B J1a0OpaTOpPHBIX TMOKa3arensX (yHKIUU TEYEHW Y TMAlMEHTOB, MOTy4YaBIIMX
JaburarpaHa dTeKCHJIAT, OTMEYAINCh CO CPAaBHUMOW WJIM MEHBIIEH 9acTOTOM MO CPaBHEHUIO C
nanueHTaMu, oJy4aBUIMMU Bap(apuH.

Ipogpunaxmuxa mpom60Im0O0aULL Y NAYUEHMOSE C NPOME3UPOBAHHBIMU KIANAHAMU cEpOYa

B xone knmHMueckux wuccrnepoBaHuit (asel |l mpumenenuss naburatpana u BapdapuHa y
MAI[MEHTOB, MEpPEHECIINX OMNepaluio MO 3aMeHe KJamaHa cepilla MEXaHHYECKHUM IPOTEe30M
(HemaBHO TIPOBEJICHHBIE OTEpaIlMi U OTIepalliy, MPOBEICHHBIE OoJiee 3-X MEeCAIeB Ha3am), ObUIO
BBISBJICHO TOBBIIICHHE YacTOTHl TPoMOOSMOONIMi ¥  oOmero uymcia KpPOBOTCUCHUM
(MPEeuMyYIIECTBEHHO 32 CUET MaJbIX KPOBOTCUCHHWI) y MAaIlMEHTOB, MOJTYYaBIIUX AaburarpaHa
JTeKcuiaTr. B paHHEM MOCIeonepalioOHHOM IeproJe OOJbIINEe KPOBOTEYEHHS B OCHOBHOM
XapaKTepU30BaINCh TEMOPPAruyecKuM BHITIOTOM B MEPUKApP.l, OCOOCHHO y MAllMEeHTOB, KOTOPHIM
naburarpaH 3TeKcuiaT ObUT Ha3HA4YeH B paHHEM mepuojie (Ha 3 [eHb) MOCie XUPYPTrHUeCKOM
3aMEHBI KJIAITaHOB CEPIIIa.

Jleuenue ocmpozco mpombosa enyooxkux een (TI'B) u/unu mpomb6osmboruu ne2ouHol apmepuu
(TDJIA) u npopunakmuka cmepmenbHbiX UCXOO08, BbI3LIBAEMBIX IMUMU 3A001eBAHUAMU
Pe3ynbTaThl KIMHUYECKUX MCCIEA0BAaHUM Y manueHToB ¢ HanmuureM octporo TI'B n/ummu TDOJIA,
KOTOpBIC MEPBOHAYAIHHO IMONYYad MApPEHTEPAIBbHYIO TEpalHui0 B TEYCHHE, KaK MUHUMYM, 5
THEH, MOATBEP NN, UTO Nadurarpana dTekcuiar B 1o3e 150 mr, Ha3HaueHHBIN 2 pa3a B JICHb, HE
ycrynan BapdapuHy no 3¢p(GEeKTUBHOCTH B OTHOUICHUH CHUXEHHS YaCTOThI PELUIUBUPYIOIIETO
cumnromatuueckoro TI'B w/mmu TOJIA wu ciydaeB cmeptd, OOYCIOBICHHBIX ATHMU

3a6OJIeBaHI/I}IMI/I, Ha MNPOTAKCHUU 6-MeCSIIHOTO nepuoaa JICUCHUs. Yy ManueHTOB, MOJYyYaBHIUX
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naburarpaHa 3TEKCUJIAT, KPOBOTEUCHUS OTMEYAJHMCh 3HAYUTEIBHO peXe, YeM Yy MalMeHTOB,
MOJTyJaBIINX BapdapuH.

Yacrora pa3BuTusi HH(papKTa MHOKapa BO BCEX MPOBOAMMBIX HcciaeaoBaHusx npu BTD, Bo
BCEX JIEYeOHBIX TPpyMIax Obliia HU3KOM.

Tokazamenu ¢pynkyuu nevenu

B uccrnenoBanusix ¢ NpUMEHEHHEM aKTHBHBIX MPENapaToB CPAaBHEHUS BO3MOXHBIE M3MEHEHUS
nokasarenei (yHKIUU MMeYeHN BO3HHUKAIM y MAIlMeHTOB, MOJYyYaBIIUX Ja0urarpaHa 3TeKCUiIar,
CO CpaBHUMOW WJIM MEHBIIEH YaCTOTOW, 4YeM Yy MAIMeHTOB, MOJy4yaBIIuX BapdapuH. B
UCCIIEIOBAaHUM C IUIAe00 CYIIECTBEHHOTO Pa3indyMs B OTHOIICHMM M3MEHEHUI IoKa3arenen
(GYHKIIMM TE€YEHH, BO3MOXKHO HMEIONIMX KIMHUYECKOEe 3Ha4YeHHe, MEXIy TpyNImaMHu C
MpUMEHEHUEM JlaburaTpaHa u miarnedo He 0TMEYaoCh.

Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux eew (TI'B) w/uru mpomb6os3mb0nUU
necoynou apmepuu (TOJIA) u cmepmenvhbix UCX0008, BbI3LIBAEMBIX IMUMU 3AD0NEBAHUIMU
Pe3ynbTaThl KIMHUYECKOTO MCCIEIOBAHUS y MalMEeHTOB ¢ peuuauBupyromum TI'B u TOJIA,
YK€ MOIYYaBIIUX B T€YeHHE OT 3 10 12 MecsleB aHTUKOATYISIHTHYIO TePaluio U HYKIaBIINXCS
B €€ MMPOJODKEHUH, MOATBEPNIIN, YTO JICYeHHEe Aa0urarpaHa 3TeKcuiatoM B fo3e 150 mr nBa
paza B JeHb He ycrymnajo sedeOHoMy d¢ddekry Bapdapuna (p=0,0135). V mnanuenros,
MOJIyYyaBUIMX Ja0urarpaHa 3TEKCUJIAT, KPOBOTEUYEHHS OTMEYaJIUCh 3HAYUTEIbHO PEXKe, YeM Y
MaIMEHTOB, OJy4yaBUINX BaphapHH.

B wuccnenoBanum cpaBHEHHs jga0uraTpaHa STeKcWiIara ¢ Iulanebo y TMalueHToB, YXKe
MOJTyYaBIINX B TeUeHHUE OT 6 10 18 MecsieB aHTaroHUCThl BUTaMuHa K, OBbIIIO YCTaHOBJICHO, YTO
JaburatpaH MPEBOCXOAMJ IUIanedo B OTHOMICHWH TPOQPIIAKTHKA —PELUIUBUPYIOMIETO
cumrnromatndeckoro TI'B/TDJIA, Bkmrodas ciiydyan CMEPTH OT HEYCTAHOBIICHHOW IPHUYHHBL
CHID)KEHME PHUCKA 3a IIEpUOJ JeueHus coctaBuio 92% (p<0,0001).

Yacrora pa3BuTus HHGapKTa MHOKap/ia BO BCEX MPOBOAMMBIX HccienoBaHusIX pu BTO Bo Beex
Je4eOHBIX TPyIIax Oblj1a HU3KOM.

Tlokaszamenu ¢pynkyuu nevenu

B uccrnenoBanusix ¢ mpuMEHEHUEM AKTHUBHBIX MPEMAapaToOB CPAaBHEHUS] BO3MOXKHBIE U3MEHEHUS
nokasarenei (PYHKIIUU MMeYeHN BO3HHUKAIH y TAIlMEHTOB, MOTYYaBIIMX Ja0urarpaHa dTeKCUIIaT,
CO CpaBHUMOW WJIM MEHBIIEH YacCTOTOW, 4YeM Yy MAIMeHTOB, MONy4aBIIUX BapdapuH. B
UCCJIEIOBAaHUM C I1ane0o0 CYIIECTBEHHOTO pPa3JIuyusl B OTHOIICHWH HM3MEHEHHMM IoKa3aTeseil
GYHKIIMM TE€YEHH, BO3MOXKHO HMEIONIMX KIMHUYECKOEe 3Ha4YeHHe, MEXIy TpyNImaMHu C
NpUMEHEeHHEM JaduraTpaHa u miane0o He 0TMEeYanoch.

DapMaKOKUHETHKA:
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[Tocne nepopanpHOTO BBEeIEHUs AabuUraTpaHa dTEKCUIaTa OTMEUaeTcsl ObICTPOE J0303aBUCUMOC
YBEJIMYEHUE €r0 KOHILEHTPalWW B IUIa3Me€ KPOBU M IUIOLIAAM TOJ KPUBOW «KOHIIEHTpAIMs-
BpeMs» (AUC). MakcumanbHas KoHIEHTpanus aaduratpana stekcunara (Cpax) JOCTUTAETCS B
teuenue 0,5-2 4.

[Mocne  moctmwkeHuss Cpax  TUTA3MEHHBIE  KOHIGHTPAMKM — Ja0WraTrpaHa  CHIDKAIOTCS
OMAKCIIOHEHIIMANBbHO, KOHEYHbIN nepuos nonyBbiBeaeHus (T12) B cpeHEM COCTaBIsSET OKOJIO
11 u (y moxeit moxwmioro Bo3pacta). Koneunsnii Ty, MOCIE MHOTOKPATHOTO TPHUMEHEHUS
npernapara cocTaBisul okosio 12-14 4. Ty He 3aBUCHT OT A03bl. OfHAKO B cly4yae HapylIEHUN
dbyHkMM movex T1/, yImuHSIeTCs.

AOconroTHass OMOOCTYITHOCTh JabWrarpaHa Imocie npuema gaburarpaHa dTEKCHJaTa BHYTPh B
KarcyJax, MOKPBIThIX 000JI0UKON U3 THIPOMEIIO3bI, COCTABISET 0KOJIO 6,5%.

[lpuem numu He BIMAET HAa OMOJOCTYMHOCTh gabWraTpaHa »STEKCWIATa, OJHAKO BpeMs
nocTkeHus: Cmax BO3pacTaer Ha 2 u.

[Ipu wucnonp3oBaHMM naburaTpaHa dSTeKcwiara 0e3 CHenuaabHON KarcCylabHON 000JI0YKH,
W3TOTOBJICHHOW W3 TUIPOMEIUIO3bI, OMOJOCTYITHOCTh JabuWrarpaHa MNpd TNPUMEHEHHH Oe€3
KariCyJabHOH OOOJOYKM 10 CpPaBHEHHIO C JIEKapCTBEHHOW (opMOi B KarcCyinax MOXKeT
yBEIUUYUBaThCA puMepHo Ha 75% (B 1,8 pa3a) npu ogHOKpaTHOM mpueme U npumepHo Ha 37%
(B 1,4 paza) B paBHOBECHOM COCTOSIHUH. [l03TOMY clielyeT COXpaHSTh LEITOCTHOCTh Karcyl,
M3TOTOBJICHHBIX U3 TMIIPOMEJUIO3bI, YUUTHIBAsl PUCK MOBBIIIEHUS OMOAOCTYITHOCTH Aa0urarpaHa
ITEKCUJIaTa, U HE PEKOMEHIYETCSI BCKPHIBATh KAICYJIbl M MIPUMEHATh UX COICPKUMOE B YUCTOM
BUje (Harpumep, 100aBIsis B MUILY WK HAMUTKK) (cM. pa3zaen «Crnocod mpuMeHEHHS U 103bD»).
[Ipn mpumeHeHHM nabWraTpaHa 3TEKcuiaTa 4yepe3 1-3 4 y MalMeHTOB IMOCJE ONEepPaTUBHOTO
JIeYEHUsI OTMEYaeTCsl CHUKEHHE CKOPOCTHM BCAaCchbIBaHUs IIperapara IO CpPaBHEHHUIO CO
3nopoBbiME goOpoBosbiiaMu. AUC xapakTepu3yercss MOCTEINEHHBIM TMOBBIIICHUEM aMITTUTYIbI
0e3 TOSIBJICHHUS BBICOKOTO MHKA KOHICHTpAruu B TutazMe. Cpax B TIa3Me KPOBH OTMEYAETCS
yepe3 6 9 1ocie NMPUMEHEHHUs JaburarpaHa J3TeKCWjaTa Wi 4depe3 7-9 9 mocnie omeparuu.
Crnenyer oTMeTHTh, 4TO Takue ¢akTopel, Kak aHecre3us, mape3 JXKT u xupyprudeckas
orepamnusi MOTyT UMETh 3HaUCHUE B 3aMEJICHHUHM BCACBIBAHMS, HE3aBUCUMO OT JIEKAPCTBEHHOMN
dbopmel ipenapara. CHUKEHHE CKOPOCTH BCACBIBAHMSI TIPETapaTa 0TMEYaeTcsi OOBIYHO TOJIBKO B
JIeHb omepanuu. B mocnemyroniye JHM BcachkiBaHWE AaOurarpaHa MPOUCXOIUT OBICTPO, ¢
TOoCTHKEHUEM Cyax YEpE3 2 4 Moclie €ro NpueMa BHYTPb.

Memaboausm

[Tocne mpuema BHYTph B MPOLIECCE THIPOIU3A MO BIUSHUEM dCTepa3bl JaburarpaHa dTEKCUIAT

6I>ICTpO 1 TOJHOCTBIO IPCBpAIIACTCA B ;[a61/1ranaH, KOTOpBIfI SABJIACTCA OCHOBHBIM AKTHBHBIM
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MeTabonmuToM B TUIazMe KpoBu. [lpm KoHblOranuu maburarpaHa oOpasyercs 4 wu3omepa
(hapMaKkoJIOTUYECKH aKTUBHBIX allWITIIOKypoHUI0B: 1-0O, 2-0, 3-0, 4-O, KaXaslii U3 KOTOPBIX
cocraBisier meHee 10% ot oOuiero cozepxaHus naburarpana B mia3Me KpoBu. Cienbl Ipyrux
METabONUTOB  OOHAPYKUBAIOTCSI TOJNBKO TMPH  HCIOJIB30BAHUU  BBICOKOUYBCTBUTEIBHBIX
AHATUTUYECKUX METOJIOB.

Pacnpeodenenue

O0bem pacnpenencHusi nadburarpana coctasiasier 60-70 1 W MpeBOCXOIUT 00BEM OOIIETO
COJIep>KaHUsl BOJBI B OPTaHU3ME, YTO YKA3bIBAET HA YMEPEHHOE pacmpeseieHne qaburatpaHa B
TKaHSIX.

Buvieeoenue

JlaburaTtpaH BBIBOJUTCS B HEU3MEHEHHOM BHJE, IPEUMYIIECTBEHHO NoukaMu (85%), U TOJIBKO
6% - gepe3 JKKT. Ycranosneno, uro yepes 168 4 mocie BBEACHHUS MEYEHHOTO PaJMOAKTHBHOTO
npenapata 88-94% ero 1036l BEIBOJUTCS U3 OpraHU3Ma.

Jlaburarpan 00J1a1acT HU3KOM CITOCOOHOCTBIO CBSI3BIBAHUS C OeKaMu Tua3Mbl KpoBH (34-35%),
OHA HE 3aBHCUT OT KOHIEHTpALlUU Ipernapara.

Ocoovle epynnbl nayuenmos

Tooxcunvie nayuenmoi

VY i moxkuitoro Bo3pacta 3HaueHrne AUC  BeImie, yem y Mosobix juil, B 1,4-1,6 pasa (ua 40-
60%), a Cmax - Oosiee yem B 1,25 paza (Ha 25%).

HaGmronaeMbie M3MEHEHHsI KOPPETUPOBAIHM C BO3PACTHBIM CHMKEHHEM KIIMPEHCA KpeaTHHUHA
(KK).

VY xeHIuH noxuioro Bo3pacta (crapire 65 net) BenuduHbl AUC ss U Cmax ss ObUTH IPUMEPHO B
1,9 paza u B 1,6 pa3za BbIlIe, YeM y KCHIIMH MoJjiogoro Bo3pacta (18-40 ner), a y MyX4uH
NOXXKUJIoro Bo3pacta - B 2,2 u 2,0 paza Bbllle, YeM y MYXYMH MOJIOAOrOo Bo3pacta. B
WCCJICTIOBAHHUH Y TIAIIMCHTOB ¢ GUOPUILIALINEH TTPEeCepIuii TIOITBEPKICHO BIMSHUE BO3pacTa Ha
9KCIIO3ULINIO JabUraTpaHa: UCXOJHbIe KOHIIEHTpalluu JaduraTpaHa y nalueHToB B Bo3pacTe >75
aer Obutu mpuMmepHo B 1,3 paza (Ha 31%) Bwile, a y manmueHTOB B Bo3pacte <65 ner —
IpUMEpHO Ha 22% HuXKe, 4eM y MallMeHTOB B Bo3pacte 65-75 ner.

Hapywenue ¢pynxyuu novex

VY noGpoBoublieB ¢ ymMepeHHbIM HapyimieHueMm QyHkiun mouek (KK - 30-50 mn/MuH) 3HaueHue
AUC naburarpana mocjie nmpruemMa BHYTPb ObLJIO TPUOJU3UTEIBHO B 3 pas3a OOJbIIe, YeM Y JIUIIL C

HEHM3MEHEHHOHN (QYHKIIMEH MMOYEeK.
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VY nauueHToB ¢ TspKenbiMHA HapymeHusMu Gyakiun nouek (KK - 10-30 mu/mun) 3Hauenust AUC
nJaburarpaHa sTekcuiata U Ty, BO3pacTaid COOTBETCTBEHHO B 6 M 2 pasa, 1O CPaBHEHUIO C
AQHAJIOTMYHBIMU [TOKA3aTesIMU Y JIUI 0€3 HapylIeHU QyHKIUN TOYeK.

VY nmanuenToB ¢ GuUOpWIUISIMEH Tpeacepanii 1 yMepeHHOW noyedHoi HepoctaTouHocThi0 (KK
30-50 muI/MUH) KOHLIEHTpaluu Aa0urarpa€a 10 M TOCJIE NPUMEHEHHUs Ipernapara ObUTH B
cpennem B 2,29 u B 1,81 pa3za BbIlIe, yeM y NanMeHToB O0e3 HapyiieHud GyHKuuu movex. [lpu
JIEYeHUH OcTporo TpomoOo3a rinyookux BeH (TI'B) w/mnmm TpoM603MOO0NIHMH JIETOYHON apTepuu
(TDJIA) u npodMIaKTUKA CMEPTEIbHBIX HCXOJOB, BBI3BIBAEMBIX 3THMH 3a00JEBAHUSAMHU Y
MAIMEHTOB C JIETKOW U yMEPEHHOU cTerneHbto noueunoit Hepocrarounoctu (KK 30-50 mn/mun),
OazanbHasi KOHIEHTpalusl AaburarpaHa B MEpUOJ YCTOMYMBOIO COCTOSIHUS (papMaKOKUHETUKU
ObuTH B cperHeM B 1,7 u B 3,4 pa3a Beie, yeM y manueHToB ¢ KK > 80 mu/muH.

[Ipy wucnonb30BaHUM TeMoOAMANM3a y NalMEeHTOB 0Oe3 (ubpumsanun mnpeacepauid  ObUIO
YCTAHOBJIEHO, YTO KOJIMYECTBO BBIBOAMBILEIOCS IpenapaTa MpONOPLUOHAIBHO CKOPOCTH TOKA
KpOBU. [[MUTENBHOCTD Uann3a, CO CKOPOCThIO ToKa auanm3aTta 700 Mi/MuH, cocTaBisiia 4 Jaca,
a ckopocTh Toka KpoBu - 200 mu/muH winm 350-390 mu/mMuH. DTO TPUBOAWIO K YAAJICHHIO
coorBercTBeHHO 50% u 60% KOHIeHTpauuid cBOOOIHOrO M oOmiero jgaburarpasa.
AHTHKOAryJISIHTHAs! aKTUBHOCTh JJabUraTpaHa CHMXKaJIach M0 MEpe YMEHbBIICHHUS KOHIIEHTPAIU
B mia3me, B3auMocBsi3b OK u O J] He meHsnack.

Hapywenue ¢pynkyuu neuenu

VY nanueHToB ¢ yMEpEeHHBIM HapymeHueM QyHKIuH rnedenu (7-9 6amos no mkane Yaiina-I1s10)
He OBLIO BBISIBIIEHO M3MEHEHHH KOHIICHTpalWU Ja0uraTpaHa B Ijia3Me KpOBH 110 CPAaBHEHHIO C
nanyueHTaMu 0e3 HapymeHus: GyHKIIUH TTeUEHH.

Macca mena

B nccnenoBanusx 6a3anbHble KOHIEHTPAMK Ja0UraTpaHa y MaueHToB ¢ Maccoit Tema >100 kr
Obutn mpuMepHo Ha 20% HMXKe, YeM y ManmueHToB ¢ Maccoi tena 50-100 kr. Macca Ttena y
o6onpmuHcTBa (80,8%) mamumenToB coctaBmsuia >50 - <100 kr, B mpeienax 3TOrO auara3oHa
SBHBIX PAa3IMYuil KOHLEHTpalUuid JnaburarpaHa He YyCTaHOBIEHO. JlaHHBIE B OTHOIICHUU
MAalUEeHTOB ¢ Maccoit Tena <50 Kr orpaHUYEHBI.

Lon

B ocHOBHBIX HcceoBaHUAX O IpoduIakTuke pazButus BT ycTaHOBIEHO, 4TO BO3ACHCTBHUE
npenapara y >KeHUIMH Obuio mpumepHo B 1,4-1,5 pasza (wa 40-50%) Bblme. Y ManueHToOK ¢
bubpuauuei npencepauil 0azaabHble KOHLEHTPALMM U KOHLIEHTPAIMU TOCJIE MPUMEHEHUS
npenapata Obutn B cpeaneM B 1,3 (Ha 30%) Bblmie. YCTAHOBJICHHBIE pa3iM4yUsl HE HUMENH

KIIMHHUYCCKOI'O 3HAa4YCHU .
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Omuuueckue epynnbvi

B cpaBHuTenbHOM HccienoBaHuM (apMaKOKMHETHKH JaburaTpaHa y €BpOIEHIEB U SITOHIEB

MocJie OJHOKPATHOTO M MOBTOPHOTO MpHeMa Ipernapara B UCCIeyeMbIX STHUYECKUX TPYIIax He

OBLIO BBIIBIIEHO KIMHUYECKH 3HAYMMBIX pa3quH1?1. cI)a.pMEIKOI(I/IHCTI/I‘ICCI(I/Ie HUCCIICOOBAaHUA Y

nNannucHTOB HGI‘pOH,Z[HOﬁ pacbl OrpaHHUYCHBbI, OJHAKO HMCIOIIUCCA IOAaHHBIC YKAa3bIBAKOT Ha

OTCYTCTBHE 3HAUUMBIX Pa3IHuni.

IMoxa3zanus

[IpodunakTuka BEHO3HBIX TPOMOOIMOONHMI Yy TMAIMEHTOB TIOCIE OPTOMEIUICCKUX
onepauuii;

[IpodunakTuka WHCYNbTAa, CHCTEMHBIX TPOMOOAIMOOIUNA M CHH)KCHHE CEpJIeYHO-
COCYIUCTOIN CMEPTHOCTHU Y MAIIMEHTOB ¢ GUOPHILIALIUEH MTpeICepInii;

Jleuenue octporo Tpombo3a rinybokux BeH (TI'B) w/mimm TpoMOOIMOOIUU JIETOYHOM
aprepun  (TDJIA) u npoduIakTUKa CMEPTENbHBIX MCXOIOB, BBI3BIBAEMBIX STHMH
3a00JICBaHHUSIMHY;

[Mpodunaktuka penuauBupyromero Ttpomboza riayookux Bedn (TIB) w/wm
TpomMO0osIMOonK Jierounoit aprepun  (TOJIA) m cMepTeIbHBIX MCXOJ/0B, BBHI3BIBAEMBIX

3TUMH 3a00JIEBAHUSIMU.

IIporuBonokasanus

W3BecTHass rUNEpYyBCTBUTEIBLHOCTh K Ja0UTaTpaHy, jJa0urarpaHa 3TEKCHIATy WU K
T000MY M3 BCIIOMOTATENbHBIX BEIIECTB;

Tspkenas crenens nmouedHon HegocraTouHocTH (KK Menee 30 mu/Mun);

AKTHBHOE KJIMHMYECKH 3HAYUMOE KPOBOTEUECHUE, FTEMOPPArHueCKUi TuaTe3, ClIOHTAHHOE
Wi papMakoIOTHYeCKH HHAYIIMPOBAHHOE HAPYIIIEHUE TeMOCTa3a;

[TopasxkxeHre OpraHoB B pPe3yJIbTaT€ KIMHUYECKHM 3HAUYMMOI'O KPOBOTEUYEHUSs, BKIIOYAs
reMopparuueckuii MHCYJIbT B TEUEHHUE 6 MECSIIEB /10 Havalla Teparuu;

CylIecTBEHHBI PHUCK pa3BUTHUS OOJBIIOTO KPOBOTCUCHHS W3 HWMEIOMIETOCS WU
HenaBHero u3bs3BiIeHUs JKKT, Hamuume 370KavyecTBEHHBIX OOpa30BaHUM C BBICOKHM
PHUCKOM KpPOBOTEUEHHS, HEJaBHEE IOBPEKICHHE TOJIOBHOTO WM CIMHHOTO MO3Ta,
HEJaBHSS Omepanus Ha TOJOBHOM WM CIIMHHOM MO3T€ WM O(TaTbMOJIOTHYEeCKas
orepaius, HeJJaBHEE BHYTPUUEPEIIHOE KPOBOM3IUSHUE, HAIMYME WIM TOJO3PEHHE Ha

BapMKO3HO-paCIIMPEHHbIE BEHBI MUIIEBOJA, BPOXKICHHBIE apTEPHUOBEHO3HBIE AE(PEKTHI,

PRADAXA® 75/110 mg - CCDS 0266-14,15 (approved 23/05/2016)
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COCYIUCTbIE aHEBPU3MBI WJIM OOJbIINE BHYTPHUIIO3BOHOYHBIE WM BHYTPHUMO3TOBBIC
COCYJUCTbIE HAapYILIEHUS;

e OnHOBpeMEHHOE Ha3HAYCHHE JIOOBIX JpPYrUX aHTHKOAryJIsHTOB, B TOM 4YHCIE,
He(DpaKIIMOHMPOBAHHOTO  TEMapWHa, HU3KOMOJICKYJApHbIX  remapuHoB  (HMI)
(PHOKCamapuH, JanbTeNapuH U Jp.), MPOM3BOAHBIC TenapuHa ((GoHmamapuHyke U Ip.),
NepopalbHble AHTUKOAryJISHTHl (BapdapuH, puBapokcabaH, amukcabaH u 1p.), 3a
UCKJIIOUEHUEM cllyyaeB nepexona JjeueHus ¢ uiau Ha npenapar [IPAJIAKCA umu B
cllyyae NPUMEHEHHUs He(PaKIHMOHUPOBAHHOIO TIeMapHHA B 033X, HEOOXOAUMBIX UL
NOJAeP>KaHUS LIEHTPAJIbHOIO BEHO3HOT'O WIIM apTEepUAIbHOTO KaTeTepa;

e OnHOBpEeMEHHOE  Ha3Hau€HHE  KETOKOHa30ja s  CHUCTEMHOIO0  IPUMEHEHU,
UKJIOCTIOPHHA, UTPAKOHA30J1a, TAKPOJIMMYCA U IPOHEAAPOHA;

e Hapymenus ¢QyHKUUM Ne4eHH U 3a00JIEBaHUS INEUYEHH, KOTOPbIE MOTYT IMOBIUATH Ha
BBDKHBAEMOCTh;

e Hanuuue npore3npoBaHHOIO KjanaHa cepaLa;

e Bo3spact no 18 ner (kiMHUYECKHE TaHHBIC OTCYTCTBYIOT).

C 0CTOPOXKHOCTHIO

[Tpu COCTOSIHUSX, TOBBIMIAIOIINX PUCK KPOBOTCUCHUSI:

- Bospacr 75 ner u crapiue;

- YMmepennoe camkenue ¢pyHkimu modex (KK 30 — 50 mn/mun);

- OmHOBpEMEHHOE MPUMEHEHNE HHTUOUTOPOB P-rukonpoTenHa (3a UCKIII0OUEHUEM YKa3aHHBIX B
paznene «I[IpoTHBOMOKA3aAHUS);

- Macca Tema menbie 50 Kr;

- OHOBpEeMEHHBIN TIpreM aneTuicanuumioBoi kuciotsl, HIIBII, knonuaorpena, celIeKTUBHBIX
MHTUOUTOPOB OOPAaTHOTO 3aXBaTa CEPOTOHUHA U CEIEKTUBHBIX MHTMOUTOPOB OOPATHOTO 3axBaTa
HOpaJpeHAINHA, a TakKe IPYTUX IMpermapaToB, MPUMEHEHHE KOTOPBIX MOXET HapyllaTh
reMocTas;

- BpoxeHHbIe wim mpuoOpeTeHHbIe 3a00JICBaHHS CBEPTHIBAIOIIEH CHCTEMBI KPOBH;

- TpomOouuTonenus uiu GyHKIMOHANbHbBIE Ae()EeKThl TPOMOOIUTOB;

- HenaBHo mpoBeeHHast OMOTICHUS WIIM TIEpEHECEHHAs! OOIIMPHAs TPaBMa;

- bakTepuanbHbIN SHIOKAP/INT;

- D30(aruT, TacTpUT WK ractpodzodareanbHas pedatokcHas 00JIe3Hb.
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Cnoco6 npuMeHeHus1 U 103b1

Karmcynbl cnegyer mpuHuMath BHYTpb, | Uau 2 pas3a B I€Hb HE3aBHUCHUMO OT BpEMEHH MpueMa
MUIIM, 3alMBas CTAaKaHOM BOJBI JUIsl OOJIErYeHHus MPOXOXACHUS MpemapaTa B >kenyaok. He
CJIeTyeT BCKPHIBATh KaTICYIy.

Ocobvle ykaszanus npu usvbamuy Kancyan uz oaucmepa

- OTOPBUTE OJMH UHIUBUYaIbHBINA OJIMCTEP OT ONMCTEP-YIAKOBKHU 110 JIMHUU Nepdopannu;

- BBIHBTE KaICyJy u3 Onrcrepa, orcianBas QoJibry;

- HE BBIJIaBITUBANTE KATICYJbI Yepe3 QobTy.

Ilpumenenue y 63pocnvix:

Ilpogpunaxmuxa eenosnvix mpombosmboruti (BTI) y nayuenmos nocie opmoneousecKux
onepayutl: peKOMEHI0BaHHas 103a cocTaBiseT 220 mr 1 pa3 B cyTku (2 kancymsl o 110 mr).

YV nayuenmos c ymepennvim HapywieHuem QYHKyuu nouexk B CBS3H C PHUCKOM KPOBOTECUCHHI
pexomMeHoBaHHas A03a coctasisieT 150 mr 1 pa3 B cyTku (2 kancynsl o 75 mr).
Ipogunaxmuxa BTO nocre snoonpome3suposanus KOJeHHO20 cycmaea. IPUMEHEHUE Ipernapara
ITPAJAKCA cnenyetr HaunHath yepe3 1-4 4 mociie 3aBepiiieHus onepannu ¢ mpueMa 1 Kamncyssl
(110 Mr) ¢ mocienyroUMM yBEIHYEHUEM 036l A0 2 Kamncyn (220 Mr) oJHOKpPaTHO B CYTKHU B
TedeHne nocneayrommx 10 nueil. Ecnm remoctaz He JOCTUTHYT, JICUEHUE CIEAYET OTIOKHTD.
Ecnu neuenune He Havanoch B JIGHb ONEpaIiy, TEPAIMIO CIEIyeT HAUMHATH C MpueMa 2 Karcys
(220 Mr) OTHOKpPATHO B CYTKH.

Ipogunaxmuxa BTD nocre snoonpomesuposanus mazodeopeHHo2o cycmasd: TPUMEHEHUE
npenapata [IPAJIAKCA crnenyer HaunHaTh yepe3 1-4 4 nocie 3aBepleHUs Olepalyy ¢ npuemMa
1 kancynsl (110 Mr) ¢ mociaeayomuM yBeIudeHHEM 10361 10 2 Karcya (220 Mr) ogHOKPAaTHO B
CYTKHM B TeueHue nocieayrwonmx 28-35 nueil. Ecnu remocraz HE TOCTUTHYT, JIEYEHUE CIEAYET
OTIIOKUTh. EClii NiedyeHre He Havyanoch B JACHD ONEpAIliy, TEPAIHIO CIeyeT HAaYuHATh C TIpreMa
2 karcyn (220 Mr) OJHOKPATHO B CYTKH.

Ipogpunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CEPOEUHO-COCYOUCTONU
cMepmHOCMU Y nayueHmos ¢ Quopuiiayuel npeocepouti. PEKOMEHIYETCS TPUMEHEHUE
npenapata [TPAJTAKCA B cyrounoit noze 300 mr (1 xancyna mo 150 mr 2 pasa B JeHB).
Tepanus 0MKHA TPOJOIHKATHCS MOKU3HEHHO.

Jleuenue ocmpoco mpombosza 2nyooxux een (TI'B) u/unu mpomb6osmboiuu 1e204Hol apmepuu
(TOJIA) u npogunakmuka cmMepmenrbHbIX UCX0008, BbI3LIBACMBIX IMUMU  3A00NEBAHUIMU.
pexkomennyetcsi mpumenenue npemnapata [IPAJIAKCA B cyrounoii mo3e 300 mr (1 kamcyna mo
150 mr 2 pa3a B A€Hb) IOCI/I€ IAPEHTEPAILHOTO JIEUEHUS! aHTUKOAryJIssHTOM, IPOBOJSALIMMCS B

TE€4EeHHE, KaK MUHUMYM, 5 nHel. Tepanus A0mKHA IPOAOoKaThes 0 6 MECALEB.
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Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux eew (TI'B) w/uru mpomb6os3mb0nUU
necounou apmepuu (TOJIA) u cmepmenbHbvIX UCXO008, BbI3LIBAEMBIX IMUMU 3A00IE6AHUAMU.
pexkomennyetcsi mpumenenue npemnapata [IPAJIAKCA B cyrounoii mo3e 300 mr (1 kamcyna mo
150 mr 2 pa3a B neHb). Tepamus MOXET NPOJOJKATHCA IMOXU3HEHHO, B 3aBUCUMOCTH OT
WHIUBUIYAIBHBIX (DAKTOPOB PHCKA.

IIpumeHeHne B 0COOBIX IPyNINAX NALMEHTOB

Ilpumenenue y oemeit

VY namuentoB 10 18 et appextuBHOCTh U Oe3omacHocTh npenapara [IPAJTAKCA ne usydanu,
MO3TOMY IIPUMEHEHHE y JieTel He pekoMeHayercs (cM. pasaen «[IpoTuBomnokazaHus»).
Hapywenue ¢pynkyuu nouex

[lepen Tepamnueit, BO u3bekaHue Ha3HAUCHUS MpenaparTa NalleHTaM ¢ TSKEIbIMI HapyIIEHUsIMU
¢yaknun mouek (KK menee 30 mi/MuH), HEOOXOAMMO MPEABAPUTENHHO OIICHUTH KIHPEHC
KpeaTHHHHA. B CBSI3U C OTCYTCTBHMEM MAaHHBIX [0 MPUMEHEHHUIO MpermapaTa y NalleHTOB ¢
msoicenvimu HapymeHusmMu Qynkmun modek (KK menee 30 mu/mMuH) mpuMeHEHHE Tpemapara
[TPAJTAKCA npotuBomnokazano (cM. pa3aen «[IpoTuBomnokazanusy).

@YHKIMSA MOYEK J0JKHA OLIEHUBATHCSA B MPOLECCE JIEUEHUs, KOTJa BO3HUKAET MOJO3PEHUE O
BO3MOXXHOM CHW)XCHHHM WU yXyIIICHUH (YHKIUH TOYeK (Hampumep, MpPU THIIOBOJIEMHUU,
JeruapaTaluny, OJHOBPEMEHHOM HPHMEHEHUHU OIpPEAETICHHBIX JIEKAapCTBEHHBIX IpEenapaToB U
T.IL.).

B xome xnmHmyeckoit pazpabotku mnpenapata I[IPAJJAKCA B kauecTBe MeToJa OIICHKH
(YHKLIMU TOYEK HMCIIONIB30BAICSA pacueT KJIMpeHca KpeatuHuHa mo ¢opmyne Kokpodra-I'onra
(Cocroft-Gault method).

Jlaburatpan BBIBOAMTCS NpPHU TE€MOAMAIU3E; OJHAKO KIWHUYECKUI ONBIT MNPUMEHEHHS Y
MAIUEHTOB, KOTOPBIM MTPOBOAUTCS T€MOIUAIIN3, OTPAaHUYCH.

[Tpu npumenennu npenapara [IPAJIAKCA ¢ uenbio npoghunraxmuku 6eHO3HbIX MPOMO0IMOONULL
Y nayueHmos nocjie opmoneouyeckux onepayuil Ipu ymepeHHsix HapylmeHusX (yHKIUN MouYeK
(KK 30 - 50 mui/mMuH) cyTouHas A03a MpernapaTa JI0JbKHa ObITh CHIbKeHa 10 150 mr (2 xarcynsl
no 75 mr 1 pa3 B 1ieHb).

[Ipu npumenenun npenapara [IPAJTAKCA c nensto npoguiakmuku uHcyibmda, CUCMEMHbIX
MpOMOOIMOOIUU U CHUNCEHU  CePOeUHO-COCYOUCTOU CMEPMHOCMU Y  NAYUEHMO8 C
Guodpunnsayueri npedcepouti pu ymepennolx Hapymenusx Qynkiuu nmodek (KK 30 - 50 mu/mMun)
KOPPEKIIUU 03kl HE TpedyeTrcs. Pexomenayercs mpuMeHeHHe mpernapaTta B cyTouHou mo3ze 300
mr (o 1 xamncyne 150 mr 2 pa3a B geHb). OyHKIHUS MTOYEK JOKHA OLEHUBATHCS KaK MUHUMYM

OJIVH pa3 B T'OJl.
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[Tpu npumenenun npenapara [IPAIAKCA ¢ yenvio neuenus ocmpozo mpombosa 2nyboxkux em
(TT'B) w/unu mpombosmbonuu necounou apmepuu (TIJIA) u npogurakmuku cmepmenbHulx
ucxo008, evizvigaemvlx smumu 3aoonesanusmu nipu KK >30 mu/mMuH Koppekumm 103bI HE
TpeOyercs. PekoMeHayercs npuMeHeHue npenapara B cyrognoit q1o3e 300 mr (mo 1 xancyne 150
MT 2 pa3a B JICHb).

[Ipu npumenennn npenapara [IPAJIAKCA c¢ uenvo npoguraxmuxu  peyuousupyrouieco
mpombosza enyookux een (TI'B) u/unu mpombosmboruu nezounou apmepuu  (TIJIA) u
CMEPMENbHBIX UCX0008, BbI3bIBAEMbIX IMUMU 3A001€6AHUAMU, TIPU YMEPEeHHbIX HAPYIIECHUSIX
¢yaknun mouek (KK 30-50 wmu/mMuH) Koppekiuu 103bl He TpeOyercs. Pexkomenmyercs
npuMeHeHue mpenapara B cyrounod go3e 300 mr (mo 1 xamcyne 150 mr 2 pasa B J€HB).

OyHKIUS MOYEK JOJDKHA OIICHUBATHCS KAaK MUHHUMYM OIHMH pa3 B TO/I.

Ilpumenenue y noxcunvix nayuenmos

B cBs3u ¢ TeM, UTO MOBBIIIEHNE YKCIIO3UIUH Mpenapara y MoKUIIbIX NalleHToB (cTapiie 75 jer)
4acTo 00YCIIOBJICHO CHIDKEHHEM (DYHKIIMHU TOYEK, Mepes Ha3HauyeHUuEM Ipernapara HeoOX0oaumMo
OIICHUTH (PYHKIHIO Mmouek. [louednas GyHKIMS JOMKHA OLICHUBATHCS KaK MHHIUMYM OJHMH Pa3 B
roJl WM 4Yalle, B 3aBUCHUMOCTH OT KJIMHUYECKOW cuTyaruu. Koppekmuio no3bl mpernapara
ClIelyeT MPOBOJUThH B 3aBUCHMOCTH OT TSKECTH HapylIeHUi GpyHKuuu noyek (cM. «Hapyiienue
GYHKIIUH TTOYEK).

Ipogunaxmuxa 6eHO3HBLIX MPOMOOIMOOIUU Y NONCUTLIX NAYUEHMO8 (cmapuie 75 nem) nocie
opmoneouyeckux onepayuti. ONbIT IPUMEHEHUs orpaHudeH. Pekomennyemas mo3a - 150 mr (2
KarcyJybl 10 75 MT OJTHOKPATHO).

IIpu npumenenun npenapara [IPAJIAKCA y noowcunvix nayuenmos cmapue 80 nem c yenvio
APOUIAKMUKY UHCYTbMA, CUCTNEMHBIX MPOMOOIMOOIUL U CHUNCEHUS CepOeyHO-COCYOUCTOU
cmepmuocmu y nayuenmos ¢ Quopuinayuerl npeocepouti npenapat [IPAJJAKCA crnegyer
npuHUMAaTh B cyTouHo# 03¢ 220 mr (1 kancyna o 110 mr 2 pasza B CyTKH).

Jleuenue ocmpozco mpombosa enyooxkux een (TI'B) u/unu mpomb6osmboruu ne2ouHol apmepuu
(TOJIA) u mpoguraxmuxa cmepmenbHbIX UCXO008, BbI3BIGAECMBIX IMUMU 3A001e8AHUAMU, )
nayuenmos cmapuie 75 nem: KOPPEKIHMH 103bl He TpeOyeTcs. PexoMmeHayeTcss mpUMEHEeHHe
npenapata B cyrounoi 1o3e 300 mr (o 1 karcyne 150 mr 2 pasa B 1eHB).

Ipogpunaxmuxa peyuousupyroweeo mpombosa enyookux eeu (TI'B) u/unu mpomb6osmboruu
necounou apmepuu (TIJIA) u cmepmenvHbIX UCX0O008, BbIZLIBAEMBIX IMUMU 3A001€6AHUAMU, V
nayuenmos cmapuie 75 nem: KOPPEKIHMH 103bl He TpeOyeTcs. PexoMmeHayeTcs mpUMEHEeHHe

npenapata B cyrounoii 1o3e 300 mr (o 1 kamncysne 150 Mmr 2 pasa B JieHb).

PRADAXA® 75/110 mg - CCDS 0266-14,15 (approved 23/05/2016)



14.

Bausanue maccel mena

Ipogpunaxmuxa eenosnvix mpombosmbonuti (BT3) y nayuenmos nocie opmoneousecKux
onepayuil: y TIallUCHTOB ¢ Maccoi Tenma MeHee 50 xr m Oosee 110 Kr OmbIT MpUMEHEHUS
orpannueH. B cooTBeTcTBUU ¢ PapMaKOKMHETUYECKUMU U KIIMHUYECKIUMHU JTaHHBIMU KOPPEKIIUU
1036l HEe TpeOyercs. OIHaKo, 32 TAKUMU MAIlEHTaMU PEeKOMEHyeTCsl HabIIt01aTh.
Ipogpunaxmuxa uncyroma, cucmemHvix mpomoOOIMOOIUL U CHUNCEHUE CePOEUHO-COCYOUCTONU
cMepmHOCmMU Y nayuewmog ¢ Quopuiiayuer  npeocepouti. B COOTBETCTBHH  C
(dhapMaKOKMHETHYECKUMHU U KIMHHYECKUMH JaHHBIMU KOPPEKIUU 1036l He TpedyeTcs. OnHako,
3a MalueHTaMu ¢ Maccoi Tena MeHee S0 KT peKoMeHayeTcsl HabIoaaTh.

Jleuenue ocmpozco mpombosa enyooxkux een (TI'B) u/unu mpomb6osmboruu ne2ouHol apmepuu
(TOJIA) u npoghunaxmuxa cmepmenvpHulX UCX0008, BbIZbIGAECMBIX dMUMU 3A001e8AHUAMU. HE
TpeOyeTcst KOPPEKIIMH 1035l B 3aBUCIMOCTH OT MAacChl Tela.

Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux eew (TI'B) w/uru mpomb6os3mb0nuUU
necounou apmepuu (TOJIA) u cmepmenvHbIX UCXO0008, BbI3BIBAEMBIX IMUMU 3AD0NEBAHUAMU.

He TpeOyeTcsl KOPPEKIUH JA03bl B 3aBUCUMOCTH OT MacChl TeJa.

Oonospemennoe npumenenue npenapama INNPAJIAKCA ¢ akmuenvimu unzuoumopamu P-
2IUKOnpomeuna (amMuooapon, XuHUOUH, 6ePAnAMUl) C UE1bl0 NPOPUIAKMUKU 6EHO3HbIX
mpom60IMO0UIL Y RAUUEHM 08 ROCTIe OPIONEOUUEeCKUX ONePauuil:

[Ipy ONHOBpPEMEHHOM MPUMEHEHHH C aMHOJAPOHOM, XMHHIWHOM WJIM BepamamMuiioM, A03Y
npenapata [IPAJTAKCA cnenyer ymenbmuth 10 150 Mr 1 pa3 B aessb (2 kamcyssl o 75 mr)
(cM. pazmen «B3aumoneicTBrE C IPYTUMH JIEKAPCTBEHHBIMU CPEICTBAMMY).

[Tatmentam, npuaumaromum npenapat [IPAJJTAKCA mocie opTroneauyeckux omnepanuii, He
pPEKOMEHAYETCSl OJHOBPEMEHHO HAauWHATh MPHMEHEHHE Bepamamiia U MOAKII0YaTh €ro K
Teparuu B JaJbHEUILIEM.

Ilpogunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CePOeYHO-COCYOUCMOT
cMepmHOCMU V nayuenmos ¢ uopunisiyueli npeocepouti. KOPPEKIIUU M03bI HE Tpedyercs,
MalreHTaM peKOMEHIyeTCsl TPUMEHEHHE mpernapaTa B cytouHoit go3e 300 mr (1 xarcyna mo 150
MT 2 pa3a B JICHb).

Jleuenue ocmpoco mpombosza enyooxux een (TI'B) u/unu mpomb6osmboiuu 1e20yHol apmepuu
(TOJIA) u mnpoguraxmuxa cmepmenbHbiX UCX0008, BbI3LIBACMBIX IMUMU 3A00NEBAHUIMU.
KOPPEKIIUU 103kl HE Tpedyercs. PekomeHayeTcs mpuMeHeHHe mpernapaTta B cyTouHoi mo3ze 300
Mmr (o 1 kamcyne 150 Mr 2 pa3a B JIeHbB).

Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux een (TI'B) w/uru mpomb6os3mb0nUU

necounoti apmepuu  (TOJIA) u cmepmenvHbIX UCX0008, BbI3bIBAEMBIX IMUMU 3A00NEBAHUAMU:
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KOPPEKIMH 7036l He TpeOyercs. PekoMenayercs mpuMeHeHue mnpenapaTta B cyToyHoi no3e 300
Mmr (o 1 kamcyne 150 Mr 2 pa3a B JIeHb).

Ilpumenenue y nayuenmoe ¢ noOGblUIEHHBIM PUCKOM KPOGOH eYeH U

Ipogunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CePOeYHO-COCYOUCMOTU
cMepmHOCMU Yy nAyueHmos ¢ ubpuriayuerl npedcepouii.: TIPUCYTCTBUE TaKUX (aKTOPOB Kak
Bo3pacT 75 yer wiu crapiie, ymepeHHoe cHmwkeHue (ynkmuu mouek (KK 30-50 mur/mun),
OJIHOBPEMEHHOE MPUMEHEHHE UHTMOMTOpPOB P-riiMKonpoTenHa, aHTHArperaHToB WM yKa3aHue
Ha JKeJTyI0YHO-KHUIIIEYHOE KPOBOTEUEHHE B aHAMHE3€ MOTYT IOBBIIIATH PUCK KPOBOTEUECHUS (CM.
«OcoOble ykazaHus»). Y TalKMEHTOB C OJHMM WM Oojee yKa3aHHBIX (PaKTOPOB pHCKaA, MO
YCMOTPEHHIO Bpaya, BO3MOKHO CHUKEeHHE cyTouHOM 103kl npenapara [IPAJIAKCA no 220 mr
(mpuem 1 xarcynst 110 Mr 2 pa3a B CyTKH).

Jleuenue ocmpozo mpombosza 2nyooxux een (TI'B) u/unu mpomb6osmboiuu n1e20yHol apmepuu
(TOJIA) u npoguraxmuxa cmepmenbHbiX UCX0008, BbIZbIBAEMBIX IMUMU 3A00NEBAHUIMU:
MPUCYTCTBHE TaKUX (PAKTOPOB KaK BO3PACT 75 JET WK CTaplile, YMEPEHHOE CHIKEHHE (PYHKIIUN
nouek (KK 30-50 mur/mMuH) nim ykazaHue Ha JKelyI0YHO-KHIIIEYHOE KPOBOTCUCHHUE B aHAMHE3E
MOTYT MOBBIIIATH PUCK KpOBOTEUEHUS (CM. «OcoObIe yKa3zaHUs»).

VY manMeHToB ¢ OAHUM (DaKTOPOM PHUCKA KOPPEKIMH 1036l He Tpedyercs. [y MarueHToB C
HECKOJIbKUMH (aKkTOpaMu pHCKa KJIMHUYECKHE JAHHBIE OrpaHWYEeHbl. Y TaKUX NallMeHTOB
npenapar JOKeH MPUMEHSATHCS TOJIBKO B CIydasix, KOrJa OXujaaeMas 1ojb3a MPEeBBIAeT PUCK
KPOBOTCUYCHHUS.

Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux eew (TI'B) w/uru mpomb6os3mO01UU
neeounou apmepuu (TOJIA) u cmepmenbHbIX UCXO008, BbI3LIBAEMBIX DMUMU 3A001E6AHUAMU.
MPUCYTCTBHE TaKUX (PAaKTOPOB KakK BO3PACT 75 JET WK CTaplile, YMEPEeHHOE CHIKeHHUE (PYHKINUN
noyek (KK 30-50 mu/MuH) mim ykazaHue Ha jKeTyJZOYHO-KHILIEYHOE KPOBOTEUEHHE B aHAMHE3€
MOTYT MOBBIIIATH PUCK KPOBOTEUEHUS (CM. «OcoObIe yKa3zaHUs»).

VY mnauueHToB ¢ OIHUM (DaKTOPOM pHCKa KOpPPEKIUH A03bl He TpeOyercs. [[ns mamueHToB c
HECKOJIbKUMH (aKkTOpaMu pHCKa KJIMHUYECKHE JAHHBIE OrpaHUYEeHbl. Y TaKUX NaleHTOB
mpenapar JOHKeH MPUMEHSTHCS TOJIBKO B CITydasx, KOT/la OXHIaeMasi IMojib3a MPEBBIIIACT PUCK
KPOBOTCUYCHHUS.

Ilepexoo om npumenenusn npenapama NIPAJJAKCA k napenmepanvnomy npumeneHuro
AHMUKOAZYIAHMOG

IIpogunaxmuxa 6eHO3HbLIX MPOMOOIMOOIUL Y NAYUEHMO8 NOCIe OPMONEOUUECKUX ONepayuli.
MapeHTepaibHOE BBEACHHE AaHTHUKOATYISIHTOB CIIEIyeT HAa4MHATH 4yepe3 24 4 moclie mpuemMa

nocneanen no3sl npenapara [IPAJTAKCA.
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Ilpogunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CePOeYHO-COCYOUCMOTU
cMepmHOCIMU Y nayueHmos ¢ @Quopuiiayuell npedcepouti. TAPEHTEpPaIbHOE TPUMEHEHUE
AQHTHKOATYIISTHTOB CJIEIyeT HauWHATh 4yepe3 12 9 mocie mpuema IMOCIeHeH J03bl Mperapara
IMPATAKCA.

Jleuenue ocmpoco mpombosza 2nyooxux een (TI'B) u/unu mpomb6osmboiuu n1e20yHol apmepuu
(TOJIA) u npoghunaxmuxa cmepmenvHbIX UCXO008, BbIZLIBAEMBIX IMUMU 3A0O0NEBAHUAMU
napeHTepallbHOEe MPUMEHEHUE aHTUKOAryJsSHTOB CJIeIyeT Ha4MHATh 4yepe3 12 4 mocie mpuema
nocneanen no3sl npenapara [IPAJTAKCA.

Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux eew (TI'B) w/uru mpomb6os3mb01UU
neeounou apmepuu (TOJIA) u cmepmenbHbIX UCXO008, BbIZLIBAEMBIX DMUMU 3A001E6AHUAMU.
napeHTepalbHOEe MPUMEHEHUE aHTUKOAryJsSHTOB CJeIyeT Ha4MHATh 4epe3 12 4 mocie mpuema

nocneanen no3sl npenapara [IPAJTAKCA.

Ilepexo0 om napenmepanbho2o npumeHeHus AaHMUKOAZYIAHMO6 K NPUMEHEHUI0 npenapama
ITPAJTAKCA

[TepBas noza mpenapara [IPAJJAKCA Ha3HayaeTcss BMECTO OTMEHSIEMOTO aHTHUKOAryJsHTa B
uaTepBasie 0-2 9 mepen CpPOKOM O4YepeAHOW WHBEKIMH albTEPHATUBHOW TEpanuud WIN
OTHOBPEMEHHO C TIPEKpamleHHeM TIOCTOSHHOW WH(Y3uu (Hampumep, BHYTPUBEHHOTO
pUMEHEHUs HePpaKIMOHUPOBaHHOTO renapuHa, HOT).

Ilepexo0 om npumenenusa anmazonucmos eumamuna K Kk npumenenuto npenapama
IIPAJIAKCA

Ipogpunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CePOEUHO-COCYOUCTONU
CMEPMHOCIMU Y NAYUEeHMO8 ¢ Pubpuiiayuel npedcepouti. TPUMEHEHUE aHTarOHUCTOB BUTAMHIHA
K mpexpamator, npumenenue npenapara [IPAJJAKCA Bozmosxno nmpu MHO <2,0.

Jleuenue ocmpozo mpombosza 2nyooxux een (TI'B) u/unu mpomb6osmboiuu n1e20yHol apmepuu
(TOJIA) u npoghunaxmuxa cmepmenvHbIX UCXO008, BbIZLIBAEMBIX IMUMU 3A0O0NEBAHUAMU.
MpUMEHEHHUE aHTaroHucToB BUTamMuHa K mpekpamaror, npumeHenue npemnapara [IPAJTAKCA
Bo3MOxkHO ipu MHO <2,0.

Ipogpuraxmuxa peyuousupyroujeco mpomboosa enyooxux een (TI'B) w/uru mpomb6os3mb0nUU
necounoti apmepuu  (TOJIA) u cmepmenvHbIX UCX0008, BbI3bIBAEMBIX IMUMU 3A00NEBAHUAMU:
MpUMEHEHHWE aHTaroHucToB BUTamMuHa K mpekpamaror, npumeHenue npenapara [IPAJJAKCA
Bo3MokHO ipu MHO <2,0.

Ilepexoo om npumenenusa npenapama IIPAJJAKCA K npumenenuro aHmMa2oOHUCMO8

eumamuna K
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Ilpogunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CePOeYHO-COCYOUCMOTU
cMepmHOCMU Yy nayueHmos ¢ Quobpuiiayueil npeocepouill: TPU KIUPEHCE KpeaThHUHA >50
MJI/MUH TpUMEHEHHE aHTaroHUCToB BuTamMuHa K BO3MOXHO 3a 3 1AHS, a NMpU  KIUpPEHCE
kpeatuHuHa 30-50 mMi/mMuH - 3a 2 Hs 10 oTMeHsl npenapara [IPAJIAKCA.

Jleuenue ocmpoco mpombosza 2nyooxux een (TI'B) u/unu mpomb6osmboiuu n1e20yHol apmepuu
(TOJIA) u npourakmuka cmepmenbHbiX UCXOO08, GbI3LIBAEMBIX dDMUMU 3A00]1€6aHUAMU . TIPU
KJIMpeHce KpeaTuHWHa >S50 MJI/MUH NPUMEHEHHE aHTaroHUCTOB BUTamMuHA K BO3MOXKHO 3a 3
nHS, a mpu  kiaupeHce kpearuHuHa 30-50 Mu/MMH - 3a 2 OHS 0 OTMEHBI Iperapara
MMPAJJAKCA.

Ipogpunaxmuxa peyuousupyroweeo mpombosa enyookux eew (TI'B) u/unu mpomb6osmboruu
necounou apmepuu (TOJIA) u cmepmenbHbIX UCXO008, BbI3LIBAEMBIX DMUMU 3A001E6AHUAMU.
IpY KIMpeHce KpeaTuHuHa >50 MiI/MUH IpUMEHEHHE aHTarOHUCTOB BuTamMuHa K Bo3MoxHO 3a 3
nHS, a mpu  kiaupeHce kpearmHuHa 30-50 Mu/MMH - 3a 2 OHS 0 OTMEHBI Iperapara
[MTPAZJAKCA.

Kapouosepcus

Ipogunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUMCEHUE CePOeYHO-COCYOUCMOT
CMepmHOCIU Y NAYUEHMO8 ¢ hubpuriayuerl npedcepouil

[IpoBeneHMe TUTAHOBOW MITH AKCTPEHHOMN KapMOBEPCHH HE TpeOyeT OTMEHBI Teparuu mpemnapara
[TPAZJAKCA.

Ilponywennan ooza

Ipogpunaxmuxa 6eHo3HbIX MPOMOOIMOONULL Y NAYUEHMOE NOCIE OPIMONEOUUECKUX ONePayull:
peKoMeHayeTcsi TpuHATH Oo0bruHyt0 cytounyio 103y [IPAJIAKCA B 00blyHOE Bpemsi Ha
clenyomuil 1eHb. B ciiydae mpomycka OTAeNbHbIX 03 He cleAyeT MPUHUMATh ABOWHYIO J03Y
nperapara.

Ilpogunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CePOeYHO-COCYOUCMOT
CMepmMHOCIMU Y NayueHmos ¢ puopuriayuel npeocepouli:

nponyieHHyto 103y npenapara [IPAJJAKCA M0oXHO TpUHATH B TOM Clly4ae, €Ciu 0 pueMa
ouepesHON 03Bl mpemapara ocTtaercsi 6 4 M Ooiee; ecad CPOK COCTaBMI MeHee 6 4,
IPOMYIIEHHYIO 103y NMPUHUMATh HE CleAyeT. B ciiyuae mpomycka OTAENbHBIX 103 HE CIEeIyeT
MPUHUMATH JBOWHYIO 03y Iperapara.

Jleuenue ocmpozco mpombosa enyooxkux een (TI'B) u/unu mpomb6osmboruu ne2ouHol apmepuu
(TDJIA) u npopunakmuxa cmepmenbHbiX UCXOO08, BbI3bIBAEMBIX IMUMU 3A00IEBAHUAMU.
nponynieHHyto 03y npenapata [IPAJJAKCA M0XHO NMPUHATH B TOM ciliydae, €Ciu A0 MpueMa

OuepeHON 03Bl TpemapaTa ocTaercs 6 4 W Oojee;, eclal CpPOK COCTaBWJI MeHee 6 d,
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MPOMYIIEHHYIO 703y NMPUHUMATh HE clieayeT. B ciydae mpomycka OTOENbHBIX 03 HE CIEAyeT
IPUHUMATH JBOMHYIO 103y Ipernapara.

Ipogpunaxmuxa peyuousupyroweeo mpombosa enyookux eew (TI'B) u/unu mpomb6osmboruu
necounoti apmepuu (TOJIA) u cmepmenvHbIX UCXO008, BbI3bIBAEMBIX IMUMU 3A00NEBAHUAMU:
nponynieHHyto 03y npenapata [IPAJJAKCA M0XHO NMPUHATH B TOM ciliydae, €Ciu A0 MpueMa
odepeqHOM 03Bl Tpemapara octaeTcss 6 4 W 0oyee; eclid CpPOK COCTaBWJI MeHee 6 d,
IPOMYIIEHHYIO 03y NMpUHUMATh HE cienyeT. B ciydyae mpomycka OTIOENbHBIX 103 HE CleAyeT

MIPUHUMATh JBOWHYIO 103y Ipenapara.

ITo0ouyHOE nelicTBUE
Ilobounvie aghghexmoi, 8vis8IEHHbIE NPU NPUMEHEHUU Npenapama

e ¢ yenvio npogunaxmuxu BTO nocie opmoneduueckux onepayuii;

® 014 NpOPUIAKMUKU UHCYIbMA U CUCTNEMHLIX MPOMOOIMOOIULL Yy NAYUEHMO8 C
Gubpunnsayueri npedcepoutl;

® 0 Jeuenuss ocmpoz2o mpomoosa enyookux een (T1'B) u/unu mpomobosmboruu ne2ouHou
apmepuu  (TOJIA) u npogunakmuxka cmepmenbHblX UCX0008, Bbl3bIBAEMbIX IMUMU
3a001e8aHUAMU;

e 01 npourakmuku peyuousupyioweeo mpomooza enyooxux eew (TI'B) u/unu
mpombosmbonuu necounot apmepuu (TOJIA) u cmepmenvHbiX UCXO008, BbI3bIBAEMBIX
IMUMU 30001E6AHUAMU.

Knaccudukanus mo6oYHbIX peakiuii Mo 4acToTe pa3BUTHUS (KOJIMYECTBO 3aperuCTPUPOBAHHBIX
CITy4aeB/KOJIMYECTBO TAIUEHTOB):

ouensb yacmo - 10 1/10 ciyyaes;

yacmo - ot 1/100 no 1/10 ciyuaes;

peoko - ot 1/1000 mo 1/100 cnyuaes;

HeuzgecmHo — T00OYHbIE 3(D(PEKThl U3 OMbITA HCIONB30BAHMS HE MOTYT OBITH OLIEHEHBI Ha
OCHOBE UMEIOIINXCS JTaHHBIX;

He npuMeHuMo — MoOOYHBINA Y3PPEKT HEe BBIABICH MPU NPUMEHEHHUH TI0 JAHHOMY MTOKa3aHUIO.

CucreMHO-OpraHHbINd ITokazanue

Kiacc/ IIpopumaktuka [Ipodmmaktuka Jleuenne octporo | IIpodunaktuka

[To60uHbIi 2 dekT WHCYJIBTA, BEHO3HBIX TpomOO3a PELUIUBUPYIOIIETO
CHUCTEMHBIX TpoMO0IMOONIHH y | TIyOOKHX BEeH | TpoM0Oo3a TIIyOOKHX
TpomMbo3MOonii u | manmenros tnocie | (TT'B) wum | BeH (TI'B) w/mnm
CHIKEHHE OpTONEIMIECKUX TpoMO0IMO0INHI TpomMO0IMOOIHH
CepleyHo- onepauuit JIETOYHOHN apTepUH | JIETOYHOM apTepuu
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COCYIUCTOM (TBJIA) u | (TOJA) u
CMEPTHOCTU y l'IpO(i)I/IJ'IaKTI/IKa CMCPTCIIbHBIX
IIannucCHTOB CMEPTCIbHBIX Hncxoaos,
q)HﬁpHHHﬂHI/IGﬁ HCXO0J0B, BbI3bIBAEMbIX 3TUMU
npez(cepzmi/i BbI3bIBACMBIX 3a6OHeBaHI/I${MI/I
3TUMHU
3a00JIeBaHUSMH
YactoTa BOSHUKHOBEHUS
Hapywenus co cmopomnst KpogemeopHotl u tumgpamuueckoll cucmemol.
aHEeMUS 9acTo HE 9acTo HE 9acTO penko
TPOMOOLIUTOTICHHUS HE 9acTo penko penko penko
Hapywenus co cmoponst ummyHHOU cucmemsl:
peakiuu HE 9acTo HE 9acTo HE 9acTo HE 9acTo
TUNEPUYYBCTBUTEIBHOCTH
- KpaluBHHILA peako penko penko peaKo
- KOXXHas ChIIb HE 9acTo peaKo HE 9acTo HE 9acTo
- KOXHBIHU 3y] HE 9acTo peaKo peaKo peaKo
- OpoHXOCIa3M HEU3BECTHO HEU3BECTHO HEU3BECTHO HEU3BECTHO
AHTMOHEBPOTUYECKUI peako peako peaxo peaKo
OTEK
aHa(UITAKTHYCCKHE HEU3BECTHO HEHU3BECTHO HEU3BECTHO HEU3BECTHO
peakuuu
Hapywenus co cmoponul Hepenoti cucmembi:
BHYTPHYEPEITHOE HE 9acTo penko penko penKo
KpPOBOTEUYEHHUE
Hapywenus co cmopoHul cocy0os:
remaroma HE 9acTo HE 9acTo HE 9acTo HE 9acTo
KPOBOTEUYCHHE HE 9acTo penko HE 9acTO HE 9acTo
Hapywenus co cmoponul opeanog ovixanus, epyoHoU KI1emKy U cpeodoCmenusl.
HOCOBOE KPOBOTEUEHHUE | YacTo HE 9acTo 4acTo 4acTo
KPOBOXapKaHbe HE 9acTo penko HE 9acTO HE 9acTo
Hapywenus co cmoponwvl JKKT:
KEITyTOYHO-KUIIICUHbIE | 4acTo HE 9acTo 4acTo 4acTo
KpPOBOTEUYECHUS
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peKTaJ'IBHBIe HE 4aCToO HC 94aCToO qacCcTo qacTo
KpPOBOTCUYCHHA

FGMOppOI/I[[aJILHLIe HC 4acCToO HC 4acCToO JUSIINY HC 4acCToO
KPOBOTCUYCHU S

60)‘[}, B )JKUBOTEC qacTo pEAKO HC 49acCTO HEC 4aCToO
zmape;l qacTo HE 4aCToO HC 49acCTO HEC 94aCToO
AUCIICIICUSL qacTo peaKko qacTo qacTo
TOIIIHOTA qacTo HC 4aCToO HC 49acCTO HEC 4aCToO
N3BSI3BIICHUE CIIM3UCTOM | HE 4acTo peako HE 9acTo penko

ooomouku JXKT, B ToM

YHUCJIC A3Ba IIUIIICBOJA

ractpoazodarut HE 9acTo penko HE 4acTo HE 9acTo

FaCTpO:-)SO(baI‘eaJILHa}I HC 9aCToO peaKko HC 4acCTO HC 9aCToO

pedurokcHas 601e3Hb

pBOTa HC 9aCTO HC 9aCTO HC 9acCTo HC 9aCTO

,Z[I/IC(baFI/I}I HE 4acTo PEAKO PEaAKO peaKo

Hapywenus co cmopoHvl 2enamoounuapHou cucmemsi:

MTOBBIIICHUEC aKTUBHOCTH | PEAKO HE 9acTo HE 4acTo HE 9acTo
«II€YECHOYHBIX)»

TpaHCaMUHa3

HapymieHne  (QYHKIHHU | HE YacTo 4acTo HE 4acTo HE 9acTo
IIEYEHHU

TUNEepOUIPYOUHEMHUS peaKo HE 9acTo HEHU3BECTHO HEU3BECTHO

Hzmenenus co CMOPOHbL KOJHCU U NOOKONCHLIX MKAHEI:

KO>KHBIN JacTo HE 4acTO 4acTo 4acTo
reMopparu4ecKkuit

CUHIPOM

Ckenemno-mwiuieynvle Hapywerus, HapyuleHusl co CnopoHbl COCOUHUMEIbHOL MKAHU U KOCHmel.

remMaprpos peaxo HE 4acTo HE 4acTo penko

Hzmenenus co CMOPOHbL NOYEK U MOH€6b1600ﬂu/[ux nymeﬁ:

YPOT€HUTAIIbHBIC qacTo HC 9acCTo qacCTo qacTo
KpPOBOTCUYCHHA
remarypus qacTo HC 9aCToO qacCTo qacTo
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Hapywenus obwezo xapaxmepa u usmeHnenus 6 mecme nposeoeHusi UHbeKYuii:

KPOBOTEUYEHHSI U3 MECTa | PEIKO peaKo penko penKo
UHBEKITUU

KPOBOTEUCHHSI U3 MECTa | PEIKO peaxo penko penko
BBEJICHUS KaTeTepa

Tlospesicoenus, mMOKCUUHOCIb U OCIONHCHEHUSL OM NPOYEOYp:-

MOCTTPaBMATHIECKOE penko HE 4acTo HE 4acTo penko
KpOBOTEUYECHHE

KPOBOTEUYEHHSI U3 MECTa | PEIKO peaKo penko penKo

OICPaliuOHHOI'O

J0CTyna

Jlononnumenvhvie cneyuguunvie nobouHvlie phexmeol,

8blAGNIEeHHblEe NpU  NPOPuUIAKMUKe

BEHO3HBIX MPOMOOIMOONIUL Y NAYUEHMO8, KOMOPLIM NPOBEeOeHbl OpmoneoudecKue onepayuu

Hapywenus co cmopoHul cocy0os:

KpPOBOTCYCHHC U3 | HC IPUMCHUMO HC 9acCTo HE IPUMCHUMO HE IPUMEHUMO
ONepalMOHHON paHbl

Obwue paccmpoiicmea u HapyuieHus 8 Mmecme 66€0eHUs.

KPOBAHUCTBIC HC IPUMCHUMO peaKo HC IPUMCHUMO HC IPUMCHUMO
BbIJICTICHUS

Tlospesicoenus, mOKCUUHOCb U OCIONCHEHUSI NOCTIeONEPAYUOHHOU 00PAOOMKU:

reMmaromMa IIOoCJIC | HC IPUMCHUMO HE 4aCToO HC IPUMCHUMO HC IPUMCHUMO
MPOBEACHUST 00pabOTKH

paHbl

KPOBOTCYCHHC II0CJIC | HC IPUMCHUMO HE 4aCToO HC IPUMCHUMO HC IPUMCHUMO
npoBeieHus: 00paboTKU

paHbl

AHCMUA B | HC IPUMEHHUMO pE€AKO HE IPUMCHUMO HE IPUMEHUMO
MOCIICONEePAIOHHOM

nepuojie

BBIICIICHU S n3 PaHbL HE IPUMEHUMO HC 9acCTo HE IPUMCHUMO HE IPUMEHUMO
nociie MIPOBEICHUS

IIpoLeayp

CCKpELUA U3 paHbI HE IPUMEHUMO HC 9acCTo HE IPUMCHUMO HE IPUMEHUMO
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Xupypeuueckue u mepanesmuieckue npoyeoypbl:

APCHAX paHbI HE IPUMEHUMO pEAKO HE IPUMCHUMO HE IPUMEHUMO

ApC€HaX II0CJIC | HC IPUMCHUMO peaKo HC IPUMCHUMO HC IPUMCHUMO

00pabOTKU paHbl

Ilepeno3upoBka

[lepenosupoBka mnpu npumenenun npenapata [IPAJJAKCA  moxeT conmpoBoXaaThCs
reMopparu4ecKuMHU OCJIO’KHEHUSIMU, 4TO 00YCIIOBJICHO (bapMakoIMHAMHYECKUMHU
0ocoOeHHOCTSIMU TpenapaTa. [lpu BO3HUKHOBEHMHM KpPOBOTEUYEHMS] NIpPHUMEHEHHUE Ipernapara
npekpamatoT. [lokazano cumntoMarudeckoe jgedeHue. Crnenupuueckoro aHTHA0Ta HeT.
YuuThiBass OCHOBHOM MyTh BBIBEJCHMS JaburarpaHa (IMOYKaMHu), pEKOMEHIYeTcsl 00ecledYHTh
aZekBaTHBIA  auype3. [IpoBomAT XHMpYpruueckuié TeMocTa3 U BOCIOJHEHHE 00bema
nupkynmupytomeid kpou (OLIK). Bo3MoXHO HCMOIB30BaHWE CBEXEH 1ETbHONH KpPOBU WIIN
NepeiMBaHue CBEKE3aMOpPOKEHHOW Tuta3Mmbl. [lockonbky maburaTpan o0damaeT HHU3KOU
CIOCOOHOCTBIO K CBSI3BIBAHUIO C O€JIKAMHU IUIa3Mbl KPOBH, MpenapaT MOKET BBIBOJUTHCS MpPU
reMOJUAIIN3€E, OJHAKO KIMHMYECKHUH ONBIT 10 HMCIOJB30BAHUIO JMAlIHM3a B ITHUX CHUTyalMsIX
orpanuyeH (cM. pasnen «DapMakOKHHETHKAY).

IIpu mnepepo3upoBke mnpenapara [IPAJJAKCA BO3MOXHO WCIOIB30BaHUE KOHILIEHTPATOB
(GakTOpoB CBEpTHIBaHUS (AKTUBUPOBAHHBIX WM HEAKTHMBHPOBAHHBIX) WM PEKOMOMHAHTHOTO
¢axTopa VIla. CymecTByIOT 3KCIIEpUMEHTANbHbBIE JaHHbIE, MOATBEpXkKAatonre 3¢ (HEeKTUBHOCTh
9TUX CPEACTB B MPOTUBOJCICTBHE AaHTUKOATYISIHTHOMY 3(ddexTy naburarpana, OJIHAKO
CHEIMAIbHBIX KIIMHUYECKUX MCCIIEIOBAHHI HE TPOBOAMIIOCH.

B ciydae pa3BuTHs TPOMOOLMTONEHUH, WM MPHU MPUMEHEHHHM AaHTHATPEraHTOB JUIUTEIBHOTO
NeMCTBUS, MOXKET OBITh PACCMOTPEH BOIPOC O MPUMEHEHUH TPOMOOIIUTAPHOM MaCCHhI.

Jnsa curyanmii, xorma TpeOyercsa ObICTpO€  YCTpaHEHHWE AaKTHUBHOCTH, CYLIECTBYET
crenuduaeckuit antuaot naburarpana (MHH: npapyunsyma6), sBISIONIUIACS aHTarOHUCTOM TI0

OTHOIIEHHIO K (papmakoguHaMudeckomy aerctuto npenapata [IPAJTAKCA.

B3aumoseiicTBHE ¢ IPYrHMH JIEKAPCTBEHHBIMH CPEACTBAMU

DapmaroKkuHemuyeckue 63aumo0eticmasust

Jlaburarpana 3TeKCHIIaT U Aa0UTaTpaH HE METa0OIM3UPYIOTCA (epMEHTAaMH MHUKPOCOMAIBHOTO
OKHCIICHHsI TICUYCHH, M HE SBISIOTCS HU HWHAYKTOPAaMH, HM HMHTHOMTOpPaMHU AaKTHBHOCTHU
nzodepmentamu ruroxpoma P450. TlosTomy npenrnosnaraercs, 4ro y gaburarpaia OTCyTCTBYIOT
KIMHUYECKH  3HAaYMMble  (hapMaKOKMHETHUYECKUE  JICKAPCTBCHHBIC  B3aWMOJCHCTBHS  C
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npenapaTtamMi, MeTadoJIM3M KOTOPBIX OCyIIecTBisercss u3odepmentamu nutoxpoma P450. B
KJIMHUYECKUX HCCIIEJJOBAHUSIX Yy 3J0POBBIX JOOpPOBOJIBLIEB HE BBIABIEHBI KaKue-TUOO
B3aMMOJICUCTBUSL naburarpana c¢ aropBactaTuHOM (cyoctpar CYP3A4) u aukinodeHakoM
(cyoctpar CYP2C9).

Bzaumooeiicmseua ¢ uneubumopamu/unoykmopamu  P-enukonpomeuna: cydctparoMm Ui
TPAHCTIOPTHON MOJEKYJbl P-rimkonporenHa siBisieTcs MpoJieKapcTBO AadurarpaHa 3TEKCUiarT,
HO He jaluraTpas. [ToaToMy mNpOBOAMIOCH H3YyUYE€HHE COBMECTHOTO TPUMEHEHUs C
UHTUOMTOpaMH U HMHIYKTOpaMu  TpaHcmoprepa P-rmmkomporenna.  OgHOBpeMeHHOE
UCITIOJIb30BaHUE HWHTUOMTOPOB P-TimKompoTenHa (amMHOJapoHa, BepamaMuia, XUHHUIUHA,
KETOKOHA30J1a JIsl CUCTEMHOIO NMPUMEHEHHUs], APOHEJapOHa, TUKArpeaopa U KIapUTPOMUIIMHA)
MPUBOJIUT K YBEJTMUECHUIO KOHILIEHTpALMK JaburaTpaHa B Mjia3Me KpOBH.

Oonospemennoe npumenenue ¢ uneubumopamu P-enukonpomeuna. OJHOBPEMEHHOE ITPUMEHEHHE
C TakMMH MHTHOMTOpaMH P-TTMKOMpOTEMHA, KaK KETOKOHA30J I CHCTEMHOTO MPUMEHEHHS,
LUKJIOCTIOPHH, UTPAKOHA30J], TAKPOIMMYC M JPOHENApOH MpOTHBOIOKa3aHo. CrenyeT coOmoaarh
OCTOPOYKHOCTh TIPH OJHOBPEMEHHOM HAa3HAUYEHUHM C HWHrHOWTOpamMu P-rmukomporewHa (Hamp.:
aMUOJIapOH, XUHUINH, BeparaMil U THKArpesiop).

Amuooapon. Tlpy 0OJHOBpEMEHHOM MPUMEHEHHUH JJaburaTpaHa 3TEKCHJIaTa ¢ OJHOKPATHOM 10301
amuonapona (600 mr), mpUHUMAaBIIErocsi BHYTpPb, CTENIEHb U CKOPOCTh BCACHIBAHUSI aMUOIapOHa
¥ aKTUBHOTO €ro MeTadoynTa, Ae33TuiaamMuoaapoHa, He u3MeHsuch. 3HadeHuss AUC u Cyax
naburarpana yBeianuuBanuchk npumepHo B 1,6 u 1,5 pa3 (a 60% u 50%) cOOTBETCTBEHHO.

B wuccnenoBanuu y manueHToB ¢ (QUOpWIUIALMEH TpeicepAnii KOHIEHTpauus JaburarpaHa
yBenuuuBajgach He Oonee uyem Ha 14%, mOBBILIEHWE pHCKAa KPOBOTEUEHH HE OBLIO
3aperucTpupoBaHo. PexomeHayeTrcss HaOmoIeHHWE 32  MalMEHTaMH, NPUMEHSIOMIUMU
OJTHOBPEMEHHO aMHOJApOH M JaduraTpaHa 3TEKCHWJIAT B OTHOLICHHHM pHCKa KPOBOTEUEHUS, B
0COOEHHOCTH, TPU HAIMYUM TOYEUYHOW HEJOCTAaTOYHOCTH (OT cinaboil 10 yMEpeHHO
BBIPOKCHHOM ).

/Jlponeoapon. Tlocie 0THOBpEMEHHOTO IPUMEHEHHS 1aburaTpaHa 3TeKCHiIaTa 1 JpoOHeAapoHa B J103€
400 Mr OTHOKpATHO, AUC( 1 Cmax naburarpana yBenmumuBatorcs B 2,1 u 1,9 pa3 (na 114% u
87%) coOTBETCTBEHHO, a TIOCJIe MHOT'OKPAaTHOTO MIPUMEHEHUsI poHeIapoHa B 1o3e 400 Mr B JIeHb —
B 24 u 23 (Ha 136% u 125%) coorBerctBenHo. Ilocie OIHOKpAaTHOrO ¥ MHOTOKpPATHOTO
NPUMEHEHUs JIpOHENapoHa uepe3 2 yaca mocie mpueMa paduratpana stekcmnata AUCq.
Bo3pactaia B 1,3 u 1,6 pa3, coorBeTcTBEHHO. [[poHenapoH He BIMSI HA KOHEYHbIN T1/2 U TOYEUHBII
KpeHc gaburatpana. OpHoBpemeHHoe mnpumeHeHue nperapara [TPAJJAKCA u nponenapoHa

IPOTUBOIIOKA3aHO.
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Tukaepenop. Tlocne OMHOBPEMEHHOTO MPUMEHEHHS OJHOKpaTHOW a03bl (75 Mr) maOurarpaHa
dTeKcHiIaTa ¢ Harpy304Hoi no030i Tukarpenopa (180 mr) 3nadeHns AUCo, U Cpax 1aburaTpana
yBeruuuBatotest B 1,73 u 1,95 pa3 (1a 73% u 95%) cootBercTBeHHO. Ilocne MHOrOKpaTHOro rnpruema
tukarpenopa (90 Mr iBa pa3a B JIeHb) 9TO IMOBBIIICHHUE BO3JICHCTBHS naburaTpana (B OTHOIICHUH
AUC ., 1 Cyax ) YMEHBITIATOCH, COOTBETCTBEHHO, 110 1,56 paza (10 56%) u 1o 1,46 paza (mo 46%).
Konuenrpamust naburarpana y 3710pOBbIX 100pOBOJIBIEB MoBbIanack B 1,26 pa3z (mo 26%) mpu
COBMECTHOM MPUMEHEHUH C THUKAarpeiopoM B CTAllOHAPHOM cocTossHMU Wik B 1,49 pa3 (1o 49%)
Npyd TPUMEHEHWH HArpy304HOM J03bI THUKArpenopa ¢ COBMECTHBIM TMpPUMEHEHHEM JadurarpaHa
3TEeKCcUIaTa, mpuHUMaBIerocst B 1o3e 110 mr 1Ba paza B cyrtku. [loBblieHre KOHIIGHTpaUK ObLIO
MeHee BhIpaKEHHBIM, €CTi Harpy3zouHas no3a (180 mr) Tukarpenopa mpuHHMaIach 4epe3 /1Ba Jaca
nocie npuemMa  gaburarpana (10 27%). CoBMecTHOe HazHaueHHWEe Harpy3ouHoi a03bl (180 mr)
tukarpeigopa u 110 mr maburarpana sTekcunarta (B CTAlIOHAPHOM COCTOSIHMM) YBEIUYHBAIIO
nokazaren AUC g 1 Caxss Jaburarpana B 1,49 pa3 u 1,65 pa3 (+49% u 65%), cOOTBETCTBEHHO, 110
CpaBHEHHMIO C TIPUEMOM TOJBKO ma0uratpaHa sTekcuiara. Ecimm Harpy3ounas goza 180 wmr
TUKarpenopa jJaBajack uepe3 2 yaca mocie mnpuema 110 mr maburatpana srtekcwiata (B
CTaIlMOHAPHOM COCTOSIHUM), cTerneHb MOBBIIEeHUS AUC i B Chaxss JabUrarpana yMeHbIIauach J10
1,27-xpatnoii u 1,24-kpatHoit (+27% u 24%), COOTBETCTBEHHO, 110 CPABHEHUIO C TIPUEMOM TOJIBKO
naburarpana stekcwiata. CoBMmecTHoe HasHadeHune 90 Mr Tukarpermopa X 2 paza B CYTKH
(momnepkuBaromas 103a) co 110 mr maburatpana »TeKcwiaTa IOBBIIIATA KOPPEKTHPOBAHHBIC
nokazatem AUC s U Chaxss B 1,26 pa3 u B 1,29 pa3, COOTBETCTBEHHO, 110 CPAaBHEHUIO C IPUEMOM
TOJIBKO TaburaTpaHa STeKchIaTa.

Bepanamun. Tlpu OIHOBpEeMEHHOM NpPHUMEHEHUHU JaduraTpaHa JTEKCHJIaTa C BepanamuioMm,
Ha3HAYaBIIMMCS TepopaibHO, 3HaueHUsd Cmax 1 AUC paburatpaHa yBEeTWYMBAIUCh B
3aBUCHUMOCTH OT BPEMEHH MPUMEHEHHSI M ISKAPCTBEHHOUN (hOpMBI BepanamMmuia.

Haubonbmiee noseimenne 3¢gdexra maduratrpaHa HaOIIOAAIOCH MPH UCIONB30BAHUHM MEPBOM
7036l BepamamMmia B JIEKapCTBEHHOM (opMe C HeMeIJeHHBIM BBICBOOOXKACHHUEM, KOTOpas
nmpuMeHsIack 3a 1 1 1o mpuema nadburarpana stekcunara (Cmax moBbicuiachk Ha 180%, a AUC —
Ha 150%). Ilpu wucnonp30BaHMM JIEKApPCTBEHHOH (OpPMBI BepamamMuia C 3aMeJICHHBIM
BBICBOOOXKICHHEM 3TOT 3P ekT mporpeccuBHO cHIKANCA (Cmax moBbicuiack Ha 90%, a AUC —
Ha 70%), TaKKe KaK MpH MCIOIh30BAaHUM MHOTOKpPATHBIX 103 BepanaMuia (Cmax MOBBICHIACH HA
60%, a AUC — Ha 50%), yTo MOxeT oO0BsCHAThCS MHAyKuuen P-riaukonporenna B XXKT nmpu
JUTUTETTLbHOM MIPUMEHEHUH BeparnaMuia.

[Ipn wucnonp3oBaHWUM BepamaMuiaa uepe3 2 U IMOCIe mpueMa gaduraTpaHa »>TEKCHIIaTa

KJIMHUYECKH 3HAYMMBIX B3aMMOJIeHcTBHI He HaOmoaanoch (Cmax moBbImainack Ha 10%, a AUC
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— Ha 20%), mocKoNbKy 4epe3 2 4 jaburarpaH MOJHOCTBIO BcachiBaeTcs (cM. paszzen «Crocod
MPUMEHEHHUS U J103b1»).

B wuccrnenoBanuu y manueHToB ¢ (QuUOpHILISAIMEd mpencepiuit KOHIEHTpalus gaburaTpaHa
yBenMuuBagach He Oonee uyem Ha 21%, MOBBINIEHWE pHCKAa KPOBOTCUEHUH HE OBLIO
3apeTUCTPUPOBAHO.

Jlanusle O B3auMMOJCHCTBMM JaburaTpaHa »JTEKCWJIaTa C BeparnaMuioM, BBEICHHBIM
MapeHTepaIbHO, OTCYTCTBYIOT; KIIMHUYECKH 3HAYUMOTO B3aUMOJICHCTBUS HE 0XKHIaeTCsl.
Kemoxkonaszon. KetokoHaz3ou Jyisi CHUCTEMHOTO TPUMEHEHHUS MTOCTIe OIHOKPATHOIO HAa3HAYEHHUS B JI03€
400 mr yBemmumBaeT AUCo, U Cmax Jaburarpana mpumepHo B 2,4 pasza (Ha 138% u 135%)
COOTBETCTBEHHO, a IOCJIE€ MHOIOKPATHOIO HAa3HAYEHUs KEeTOKOHazona B no3e 400 mMr B JeHb —
npumepHo B 2,5 paza (Ha 153% u 149%) coorBercTBeHHO. KeTokoHa3on He BIUSUT HA Tmax U
koHeuHbld Tip. OnHoBpemenHoe mnpumeneHue mnpenapara [IPAJIAKCA u kerokoHazoma uist
CHUCTEMHOTO PUMEHEHUS! TPOTHUBOIOKA3AHO.

Knapumpomuyun. Tlpn 0OTHOBpEeMEHHOM NMPUMEHEHUHU KilapuTpomuiiuHa B 10o3e S00 mr 2 pasza B
JIeHb C JaburarpaHa JTEKCWJIATOM KJIMHUYECKHM 3HAYMMOro (hapMakOKHHETHYECKOIO
B3auMOIeHCTBUS He Ha0moAaI0Ch (Cmax MoBbIcKIach Ha 15%, a AUC — Ha 19%).

Xunuoun. 3nauennss AUC s U Cmaxss JaOurarpana npu NpUMEHEHHHU 2 pa3a B CYTKH B CiIydae
OJHOBPEMEHHOI0 HAa3HAYE€HUsI C XUHUAMHOM B 1o3e¢ 200 mMr kaxaple 2 4 J0 JOCTHUKEHHS
cymmapHoi 10361 1000 Mr moBBIIIATUCE B CPETHEM, COOTBETCTBEHHO, Ha 53% 1 Ha 56%.
B3aumopeiicTBue ¢ UTpaKOHA30JI0M, TAaKPOJIMMYCOM U LMKJIOCIOPUHOM HE U3y4dajocCh, OJIHAKO
U3 JIaHHBIX IN VIO MOXXHO OXHUAaTh CXoXkero 3¢¢exra, Kak W OT B3aMMOJCHUCTBHS C
KeToKOHa30ii0M. OJHOBpeMEHHOE TMPUMEHEHUE JTUX HUHTUOUTOpoB P-rimkonporenHa
MPOTUBOMNOKA3aHO.

Oonospemennoe npumenenue ¢ cyocmpamamu 0as P-enukonpomeuna

Jucoxcun. B uccienoBaHMM, NPOBEAEHHOM C ydacTueM 24 310pOBBIX HCIBITYEMBIX, IpPH
OJHOBPEMEHHOM Ha3HAYEHHUM IIperapara HPAI{AKCA® C IWUIOKCUHOM HE HaOJIH0IaIoch
M3MEHEHUN KOHIIEHTPAIMM JUTOKCHMHA W KIMHUYECKH 3HAYUMBIX H3MEHEHHI KOHILIEHTpaluu
naburatpana. [lpu OJHOBpEeMEHHOM MNPUMEHEHHHM JgaburaTpaHa JTEKCHIIATa C JUTOKCHHOM,
SIBIISTIOIIUMCS  cyOcTparoM P-rnmkomnporenHa, (hapMakOKMHETHYECKOTO B3aMMOJCHCTBHUS HE
HaOmomanocs. Hu maburatpan, HM TpoJIEKapcTBO JaburarpaHa ASTEKCHJIAT HE SBISIOTCS
KJIMHUYECKH 3HAUMMbIMH UHTUOUTOpaMu P-rimkomnporenHa.

Oonoepemennoe npumenenue ¢ unoykmopamu P-2nukonpomeuna
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Cnenyer wusOerath ofHOBpeMeHHOro HasHaueHusi npenapara [TPAJIAKCA u wunmykropoB P-
[JIUKOIIPOTENHA, TIOCKOJbKY COBMECTHOE NPUMEHEHHE MPUBOIUT K CHIKCHUIO BO3JEHCTBUS
naburarpana (cm. pazaen «OcoObie yKazaHUs»).

Pughamnuyun. TlpenBapurenbHoe TpIMEHEHHE TECT-UHIYKTOpa prudammuiyHa B 103e 600 Mr B 1eHb
B TEUEHHWE 7 JHEH NPUBOAWIO K CHIDKCHUIO BO3JCHUCTBUS JaburarpaHa. llocie OTMEHBI
pubamMnuIHa STOT HHIYKTUBHBINA 2P eKT cHkancs, Ha 7 aeHb 3pdekt qaduratpana Obu1 OJIM30K K
HCXOHOMY YPOBHIO. B TeueHue nmocneayrommx 7 THeW NaTbHEHIIero yBeImueHus: OMO0CTYITHOCTH
nmadurarpaHa He HaOJTr01aoCh.

Uepes 7 npueit neuenus pudammuimiaoM B 1o3e 600 mr exenneBHO [MI1Kgp., u Cpax 0Oriero
naburarpaHa ObUTM CHMKEHbI Ha 67% u 66% 1o cpaBHEHHIO C pedepeHCHBIM JieueHHUEM,
COOTBETCTBEHHO.

[Ipennonaraercs, uTOo Jpyrue HMHIAYKTOpbl P-rimkomporenmHa, Takue, Kak 3BEpoOoif
IPOJBIPSABICHHBIM WM KapOamMa3enuH, MOTYT TaK)K€ CHM)KAaTh KOHLIEHTpAIMIO JaburarpaHa B
11a3Me KPOBU U JAOJKHBI IPUMEHSTHCS C OCTOPOKHOCTHIO.

OonoepemeHnnoe npumeHenue ¢ aHmuazpe2aHmamu

CoBmectHoe mpumenenue npenapata I[IPAJTAKCA ¢ seKapCTBEHHBIMH  CpEACTBAMHU,
BIIMSIOIIMMH Ha T€MOCTa3 WIM CUCTEMY KOaryJsiuu, BKIoYas He(paKIMOHUPOBAHBIN IreMapyH,
HU3KOMOJIEKYJISIPHBII rernapuH, aleTUIICAIULIUIIOBYIO KHCIIOTY, HECTepOUIHbIE
MIPOTUBOBOCTIATIUTENIbHBIE TMpenaparsl, aHTaroHUcTbl BUTaMuHA K, MOXeT cyliecTBeHHO
MOBBICUTH PUCK Pa3BUTHsI KPOBOTEUEHUI.

Hegparxyuonuposannwlii cenapun: MOXHO TPUMEHITh B J03aX, HEOOXOAMMBIX JUIA TOIICPKAHUS
MPOXOUMOCTH IIEHTPAIbHOI'O BEHO3HOTO MJIM apTepUaAlIbHOTO KaTeTepa.

Ayemuncanuyunosas xucioma (ACK). OddexT OITHOBPEMEHHOTO TMPHUMEHEHHs JadurarpaHa
srekcunata © ACK Ha puck pa3BUTHS KPOBOTEUEHHUH ObUT M3y4eH Y MAIMEHTOB ¢ (UOpUILIALIMCH
npencepauid B panaoMusrpoBanHoM uccnenoanuu |l ¢assr coBmectHoro npumenenus ¢ ACK.

[Tpr m3y4yeHnu OIHOBPEMEHHOTO MPUMEHEHHs TadurarpaHa 3TekcuiaaTta B mo3e 150 mr 2 pasza B
neab 1 ACK y manueHToB ¢ GuUOpWIISIIMEH Mpencepanii yCTAaHOBJICHO, YTO PUCK KPOBOTCUCHHUI
MoxeT ToBbimatees ¢ 12% no 18% (mpu ucnons3zoBanru ACK B moze 81 mr) u mo 24% (mpu
ucnonbzoBanuu ACK B no3e 325 mr).

HIIBII. TTpumensiBinecs HIIBII (HecTepouaHble NMpOTHMBOBOCHAIMUTEIbHBIE IpENaparsbl) IS
KpPaTKOCPOYHOM aHAJIbI€3MHd TIOCJE OINEpali HE TMOBBIIAIA PUCK KPOBOTECYEHUW TIPHU
OJIHOBPEMEHHOM HCIIOJIb30BaHUU C JaburaTpaHa sTekcuiaatoM. JluTenbHOE MpUMEHEHHE
HIIBII  yBenmumBasio pUCK KpoBOT€4YeHHs npuMepHOo Ha 50%, Kak IpU COBMECTHOM

NpUMEHEHHUHU Ja0uraTpaHa STeKCHiIaTa, Tak ¥ BapQapuHa.
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HeobxonuM TIiaTenbHbIA KOHTPOJIb 32 MIPU3HAKAMU KPOBOTEUCHUS, B CBSI3U C PUCKOM Pa3BUTHS
npu copmecTHOM npumenernu ¢ HIIBIT (T, 6onee 12 1).

Husxomonexynsapuwiii cenapun: CielIUAIbHBIX UCCIEIOBAaHUI 110 OTHOBPEMEHHOMY TPUMEHEHHUIO
naburaTpaHa JTEKCHJIaTa M HHU3KOMOJEKYISPHBIX TEMapruHOB, TaKWX KaK JHOKCAIapuH, HE
MIPOBOMIIOCH.

Yepes 24 wyaca mocne 3-x nHeBHoro jedeHus (40 Mr oauH pa3 B JIEHb) JHOKCANapHHOM
SKCTIO3UIMs aburaTpana ObuTa HUKE, YeM TOoCcie MprueMa pa3oBoi 1036l 220 Mr maburatpana
ATEKCHUIIATA.

Bricokast aktuBHOCTH aHTU-FXa/FIl HaOaromanack nocie npuMeHeHus: qaburarpana dTeKCHIaTa
C HOKCAIMapruHOM IO CPaBHEHUIO C JICYEHUEM TOJIbKO Aa0urarpaHa 3TeKCHIATOM.

CuuTaercs, 4To 3TO CBA3AaHO C IEHCTBUEM PHOKCANlapHHA U HE UMEET KIIMHUYECKOT0 3HAUYEHUSI.
Jlpyrue TecThl, CBSI3aHHBIE C AHTUKOATYJISHTHBIM JEHCTBHEM na0WraTrpaHa, 3HAYUTEIbHO HE
W3MEHSITUCH TIPU TIPEIIIECTBYIONIEM JICYCHUN YHOKCATAPUHOM.

Knonudoepen. YcrtaHOBIEHO, YTO OJIHOBPEMEHHOE NpHUMEHEHHUE aadurarpaHa d3TeKcuiaTa H
KJIOMUJIOTpeNla HE NPUBOAUT K JOIMOJHUTEIBHOMY YBEJIWYEHUIO BpPEMEHU KaIWUISIPHOTO
KPOBOTEUCHHsI B CpPaBHEHUH C MOHOTepamued kiomnumgorpenoMm. Kpome Toro, mokasaHo, 4To
3HaYeHU AUC s M Cmaxss AaOUTaTpaHa, a Takke MapaMeTpbl CBEPTHIBAHUS KPOBHU, KOTOpPHIE
KOHTPOJIMPOBAIKCH It omneHKH dddekra madburarpana (AUYTB, »skapuHoBoe Bpems
CBepThIBaHUsA WM TpoMOMHOBOe BpeMms (antu Flla), a Takxke cTemeHb WHTHOUpPOBAHUS
arperaiiid TpoMOONHMTOB (OCHOBHOW moKazaTenb dddexkra KiIomuaorpensa) BO Bpems
KOMOMHHPOBAHHOW TEepalnud HE M3MEHSUINCh [0 CPAaBHEHHUIO C COOTBETCTBYIOIIUMU
MoKa3aTeJsIMU B MOHOTepanuu. [Ipu ucnoib30BaHUN «HArpy304HO» 10361 Kinormuaorpena (300
win 600 mr) 3HadeHust AUC, s U Cmaxss Ja0uratrpana nossimanuch Ha 30-40%.

OoHospemennoe npumeHenue ¢ npenapamamu, nosviuwiarouumu PH cooeporcumozco scenyoka
BrisiBneHHBIC B X0/I€ TIOMYJISAIIMOHHOTO aHATN3a U3MEHEHUs (DapMaKOKWHETHYECKHUX TTapaMeTPOB
naburaTpaHa TMOJ BIMSHUEM HMHTHOMTOPOB MPOTOHHOM MOMIBI M aHTAIMAHBIX IpErnapaTroB
OKa3aJUCh KJIMHUYECKH HE3HAUMMbBIMHU, MOCKOJBKY CTENEeHb BBIPAXKEHHOCTH 3THX HW3MEHEHUMN
OblTa HEOONBIION (CHIKEHUE OWOJOCTYIMHOCTH HE OBUIO 3HAYMMBIM IJIS aHTALUIOB, a s
UHTUOUTOPOB MTPOTOHHOM TOMIIBI cocTaBisuio 14,6%).

YCTaHOBIIEHO, YTO OJHOBPEMEHHOE TMPUMEHEHHE WHTHOUTOPOB TIPOTOHHON TOMITBI HE
COTIPOBOXKAAETCA CHM)KEHUEM KOHLEHTPALMU JaburaTpaHa U B CpPEeIHEM JIHUIIb HE3HAUUTEIHHO
CHI)KAaeT KOHILIEHTpalMio mpenapara B Iwiazme kpoBu (Ha 11%). IlosTomy omHOBpemeHHOE
MPUMEHEHHE HHTHOUTOPOB MPOTOHHOU MOMIIBI, IO-BUUMOMY, HE BEJIET K MOBBIIICHUIO YaCTOTHI

MHCYJIbTa WMIM CHUCTEMHBIX TpoMO03MOOIMH, OCOOCHHO B CpaBHEHHWH C BappapuHOM, H,
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CJIEZIOBATENIbHO, CHIDKEHHE OMOJOCTYHOCTH Ja0uraTpaHa, BbI3bIBAEMOE OJHOBPEMEHHBIM
NPUMEHEHHEM TTaHTOIPa30J1a, BEPOSTHO, HE NMEET KIMHIUYECKON 3HAYNMOCTH.

Ilanmonpazon. Ilpn COBMECTHOM IpPUMEHEHUHM Ha0WraTpaHa S3TEKCHJIaTa M MaHTONpa3oJia
Habmonanoce cHmwkenne AUC naburatpana Ha 30%. Ilantompazon u npyrue MHTHOUTOPHI
IPOTOHHON IOMITBI HMPUMEHSUIUCh COBMECTHO € JaburarpaHa 3TEKCHJIATOM B KIMHHYECKUX
HCCIIE/IOBAaHMAX, BIMSAHUE HA PUCK KPOBOTEUCHHS MITH 3((EKTHBHOCTH HE HAOI0AAI0Ch.
Panumuoun. PaHUTHIMH TIpM NPUMEHEHHH OIHOBPEMEHHO C Ja0WraTpaHa STEKCHIATOM, HE

OKa3bIBaJl 3HAYUMOI'O BIIMAHUA HAa CTCIICHb BCAChIBAHU A ;[a61/1ranaHa.

IIpumenenne npu 0epeMEHHOCTH M B IIEPUOJ I'PYAHOI0 BCKAPMJIUBAHUA

JlaHHbIE O NpPUMEHEHUHU JaburaTpaHa STEKCHJIaTa BO BpeMs OCpEMEHHOCTH OTCYTCTBYIOT.
IToTeHUMaNBHBIN PUCK Y YEJIOBEKA HEU3BECTCH.

B skcnepuMeHTaNbHBIX HMCCIEIOBAHUSAX HE YCTAHOBIIEHO HEOJIArompUsATHOrO BO3ACUCTBUS Ha
(epTHIIBHOCTD WM MOCTHATAIBHOE PA3BUTHE HOBOPOKIAEHHBIX.

JXeHmumHaM penpoayKTUBHOIO BO3pacTa cieqyeT HM30erarb HacTYIUIEHUS OEpEeMEHHOCTU IpH
neuennu npenapatoM [TPAJIAKCA. Ilpu HactymiieHnn 6epeMeHHOCTH IPUMEHEHHE TpenapaTa
HE PEKOMEHJIyeTCs, 3a HCKIIOUEHHEM CIIydaeB, KOrJa OXKuJaeMmasl I10Jb3a IPEBBIIIAET
BO3MOKHBIN PUCK.

ITpn HeoOXOAMMOCTH NMPUMEHEHUS Ipenapara B MEPHOA T'PYAHOTO BCKApMIIMBAHUS, B CBS3U C
OTCYTCTBUEM KIIMHUYECKUX JIAHHBIX, TPYAHOE BCKApPMIIMBAHUE PEKOMEHAYETCSI NMPEKPATUTH (B

KaueCTBE MEPHI IPELOCTOPOKHOCTH).

Oco0ble ykazanus

Puck pazsumus kposomeuenuti

ITpumenenue npenapara [IPAJJAKCA, Takxke Kak U ApYruX aHTUKOATYJISTHTOB, PEKOMEHIYETCS
C  OCTOPOXHOCTBIO TIPU  COCTOSHHMSX, XAapAaKTEPU3YIOIIMXCS  IOBBIILIEHHBIM  PUCKOM
kpoBoreueHuil. Bo Bpems Ttepanum npenaparom [IPAJJAKCA Bo3MOXHO pa3BUTHE
KPOBOTCUCHHUI pPAa3NU4HOM Jokanmu3ammu. CHIDKEHHE KOHIIGHTPALMU TIeMOrjoOMHa W/Win
reMaToKpuTa B KpOBH, CONPOBOXKAaoIIeecs: cHuxeHrneM AJl, sBiseTcss OCHOBaHHUEM [Tl TIOUCKA

HCTOYHHKA KPOBOTCUCHU .
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Jleuenne mnpenaparom ITPAJIAKCA He TpeOyeT KOHTpOJS aHTUKOATYJISHTHOM aKTUBHOCTH.
Tect nnsa onpenenenuss MHO npuMeHSThCS HE HOJKEH, MOCKOJBKY €CTh JAHHBIE O JIOKHOM
3aBblieHuH ypoBHsa MHO.

JUiss  BBIABIEHUS YpPE3MEPHOM aHTHUKOAryJasHTHOM aKTUBHOCTH Ja0uraTpaHa CleayeT
UCTOJIb30BaTh TECTHl JJIS  ONpEIENCHHs TPOMOMHOBOIO WJIM 3KapUHOBOTO BpPEMEHHU
CBEpThIBaHUA. B ciyuae, korga 3T TeCThl HE JOCTYIHBI, CIEAYeT MCIOJIb30BaTh TECT JUIs
onpenenenus AYTB.

B uccnenoBannu RE-LY y mamumentoB ¢ ¢uOpwuisiinuei mpeacepauil MpeBhIIEHUE YPOBHS
AYTB B 2-3 pa3za Bbllle TPaHULBI HOPMBI TIEpe]] MPUEMOM OYEpPEIHOM 103bI Mpernapara ObLUIo
aCCOLIMMPOBAHO C MOBBIIIEHHBIM PUCKOM KPOBOTEUECHHUS.

B dapmakokunernueckux wuccinenoBanusx I[IPAJIAKCA mnoka3zaHo, 4TO y MAalHMEHTOB CO
CHIDKEHHOHM (PyHKIMEH MoYeK (B TOM YMCIIE y MOXKHUIIBIX MAIlMEHTOB) HAOII0IaeTCs TIOBBIILICHHE
skcno3unuu npenapara. [Ipumenenue npenapara [IPAJIAKCA nporuBomokasaHo B cilydae
BBIpOKEHHBIX HapymeHui GyHkuuu modek (KK <30 mu/muH).

B cnydae pasButus octpod moueuHod HemocrarouHoctu mnpenapar [IPAJIAKCA cnemyer
OTMEHUT.

K moBeIeHnIo KOHIEHTpAIMK JarudaTpaHa B IUla3Me MOTYT MPUBOJUTH CIEAYIOMNe (haKTOPHI:
camkenne Gynkuu nmovyek (KK 30-50 mn/mun), Bo3pact >75 net, OMHOBpEMEHHOE TPUMEHEHNE
uHruouropa P-rmukonporenHa. Hamuume OJHOrO WM HECKOJIBKMX TakuUX (PAKTOPOB MOXKET
MOBBIIIATH PUCK KPOBOTEUEHUs (CM. pazaein «Crocod MPUMEHEHUS U JI03bD»).

CoBmectHoe mpumenenue mnpenapata I[IPAJIAKCA ¢ JseKapCTBEHHBIMM  CpEACTBAMHU,
BIIMSIIOIMMH Ha T€MOCTa3 WIM CUCTEMY KOaryJsiluH, BKI0Yas HepaKLIMOHUPOBAHBIN IeMapyH,
HU3KOMOJIEKYJISIPHBIN refnapyH, alleTWICATULIUIOBYIO KHCIIOTY, HECTEPOUIHbIE
IPOTHBOBOCTIAJMTEIbHbBIE Tpenaparshl, aHTaroHUCTbl BHUTaMuHA K, MOXET CylIeCTBEHHO
MOBBICUTH PUCK Pa3BUTHsI KPOBOTEUEHUI.

He wu3ydanoch, HO MOXET NOBBINIATh PUCK KPOBOTEUEHHUN OJHOBPEMEHHOE HpPHUMEHEHHE
npenapara [IPAJIAKCA co cunenyronmumMu —npemaparamu:  (HOHJANApUHYKC  HATpUs,
TPOMOOJIMTHYECKUE TIpenaparthl, Onokatopsl riukonpoTenHoBeix GP IIb/Illa peuenTopos
TPOMOOIINTOB, THUKIIONUINH, JEKCTpaH, pHUBapokcabaH M HMHruOUTOpHl P-rmukomporenHa
(MTpaKOHA30J, TAKPOJIMMYC, IMKJIOCIIOPUH, PUTOHABHp, HEN(UHABUP M CakBUHABHUpP). Puck
KPOBOTEUCHMIH MOJKET TMOBBINIATBCA 32 CUET (PapMaKOJOTHYECKOro B3aUMOACHUCTBUS Y
[AlMEHTOB, OJHOBPEMEHHO IPUHHMMAIOLIUX CEJIEKTUBHbIE HMHIMOUTOPHI OOpaTHOro 3axBara

CEpOTOHHMHA WMJIM CEJICKTUBHBIE MHTMOUTOPHI 00OpaTHOro 3axBara HOpaJApeHaNuHa. Takke pUCK
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KPOBOTEYEHMM MOJKET MOBBIIATHCS IPU OJHOBPEMEHHOM IPUMEHEHUU AaHTUArperaHTtoB U
JIPYTUX aHTHKOATyJISTHTOB.

CoBMecTHOE TNpUMEHEHHE JApOHEeJapoHa M JaburarpaHa NIPOTHUBONOKA3aHO (CM. paszzien
«[IpoTuBOMOKa3aHUS»).

OnHOBpEeMEHHOE NMPUMEHEHUE THKArpeiopa MOXKET YBEJIWYHMBATh BO3JACHCTBHE AaOUraTpaHa u
MO>KET IPUBOJUTH K (hapMaKoIMHAMUYECKOMY B3aUMOJACHCTBUIO, PE3YJIbTaTOM KOTOPOI'O MOKET
CTaTh MOBBIIIEHUE PUCKA KPOBOTCUCHHUIA.

Ipogpunaxmuxa 6eHo3HbIX MPOMOOIMOONULL Y NAYUEHMOS NOCTIe OPMONEOUeCKUX Onepayul
VYcranosneno, uro npuMmenenre HIIBII mis xpaTKOBpeMEHHON aHECTE3UH IPU XUPYPIUUECKUX
BMemaTenbcTBax  onHoBpemMeHHO ¢ npenapatroM [IPAJIAKCA He compoBoIaercs
MOBBIIICHHBIM PHUCKOM KpOBOTEUEHUU. VIMEIOTCS OrpaHMYEHHbIE JaHHBIE O PETYISIPHOM
npumenennn HIIBIT (umeromux Ty, meree 12 4) Ha done neuenus npenaparom [TPAJJAKCA,
JAHHBIX O MOBBIIEHUH PUCKA KPOBOTEUEHUN HE MOIY4EHO.

Ipogpunaxmuxa uncyroma, cucmemuvix mpomoOOIMOOIUL U CHUNCEHUE CEPOEUHO-COCYOUCTONU
CMepmMHOCIMU Y NAyueHmos ¢ puopuriayuel npeocepouil

OpnnoBpemenHoe npumeHenue mnpenapata IIPAJIAKCA, antuarperantos (Bkmtouas ACK u
kionuaorpen) u HIIBIT yBennumBaer puck KpoBoTeueHHs. B 0COOEHHOCTH OHOBpPEMEHHOE
MPUMEHEHNUE aHTUATPEraHTOB WM CUJIbHBIX HHIHOUTOPOB P-TIIMKOMpPOTENHA YBEIUYUBAET PUCK
0OJBIINX KPOBOTEUEHUH, B TOM UHUCIE KENyI0YHO-KUIICUHbIX KPOBOTEUYEHUH, y MAIMEHTOB B
Bozpacte =75 gner. Eciaum BO3HHMKAalOT KIMHUYECKHE IIOJIO3PEHHMS Ha KpPOBOTEUYECHME,
PEKOMEHAYETCSI TPOBEJAEHUE COOTBETCTBYIOLIUX MCCIEAOBAHMUN, TAaKUX KaK aHaIW3 Kaja Ha
CKPBITYIO KPOBb MJIU OIpEIeJIeHHs YPOBHS FeMOIJIOONHA (Ha MPEAMET €ro CHUKECHHUS).
[Tpumenenue GUOPUHONUTUYECKUX MTPEMAPATOB MOXKET PACCMATPUBATHCS TOJIBKO B Cllydae, €clin
nokaszarenu TB, OBC umu AYUYTB y nmanumeHTa HE NPEBBINIAIOT BEPXHIO TI'PAHUIY HOPMBI
MECTHOTO pe)epeHCHOTO IHaIa30Ha.

[Tpu moBbIlIEeHUH pHUCKa KPOBOTEUEHMM (HANpuUMeEp, MPU HEJAaBHO NMPOBEACHHONW OMONCHM WIN
MEePEeHECEHHON OOMMUPHOW TpaBMe, OaKTEpPHAIBHOM SHJIOKApAUTE) TpeOyeTcsi KOHTPOIb

COCTOSIHUS TALIMEHTA C 1IeTIbI0 CBOEBPEMEHHOT0 OOHAPYKEHHSI TPU3HAKOB KPOBOTCUCHHS.

Bzaumoodeiicmsue ¢ unoykmopamu P-enuxonpomeuna
[Tpumenenue BHyTph coBMecTHO ¢ [IPAJIAKCA wmumykTopa P-rimmkonporenHa pudamMnuiinHa
CHIDKAJIO KOHIICHTpAIMIO JadburaTpaHa B masme. [Ipenmonaraercs, 4To Apyrue WHIAYKTOPHI P-

[JIMKONPOTENHA, TaKue, KaK 3Bepo0Oi MPOIBIPSIBICHHBIA WM KapOaMa3enmuH, MOTYT TaKxke
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IMPUMCHATBCA C

OCTOPOXKHOCTBIO (CM. paznen «B3zaumopeicTBue ¢ APYrMU JIEKapCTBEHHBIMU CPEACTBAMU)).

Xupypzuuecxue onepayuu u emeuiamelbcmea

VY nanuentoB, npumenstonmx npenapat [IPAJIAKCA npu npoBeneHUH XUPYprU4e€CKHX

onepaunﬁ WX HHBA3UBHBIX

MPOBEJCHUHN XUPYPrHUECKUX

IIpoLIeAyp, IOBBIIMIACTCS PUCK KpoBoTeueHui. llosromy mpu

BMeIIaTensCTB cieayeT orMeHuTh mpemapat [TPAJIAKCA (cwm.

Takke pazaen «PapMaKOKHHETHKAY).

IIpeoonepayuonnwiii nepuoo

Ilepen mnpoBeneHMEM MHBAa3UBHBIX IIPOLELYP WIM XUPYPIMUECKUX OIEpaluil Ipenapar

ITPAJTIAKCA oTMEHSIOT, 1O

KpaitHel mepe, 3a 24 4 10 WX NpPOBEACHUSA. Y TMAalHMEHTOB C

MOBBIIICHHBIM PUCKOM KpPOBOTEUEHHM WM Tepes NpOBEAeHHUEM OOUIMPHBIX OIEepaluid,

TpeOYIOLINX MOJIHOTO TeMOCTa3a, cleayeT npekparuth npuMeHenue npenapara [IPAJJAKCA 3a

2-4 nHS [0 omepanuu. Y TAIMEHTOB C MOYEYHOW HEIOCTATOYHOCTHIO KIIMPEHC aadurarpaHa

MOXET YAJIUHATHCA.

[Tpu oTMeHe npenapara clielyeT yYUThIBaTh CIAeAYIOUIYI0 HH(OPMALIHIO:

KK  Tip Ilpekpamenue npuemMa
(ma1/ Ipernapata Iepel IJIaHOBOU
MUH) XUPYPTHUECKON oreparuein
Bricokuit CrangapTHbIN
pHCK puCK
KpPOBOTECUCHHS
W
MpOBEICHUE
OonbIIoN
orepanuu
>80 ~13 3a2 musa 3a24y
>50- ~15 3a2-3 nua 3a 1-2 nus
<80
>30- ~18 3a4 musa 3a 2-3 ngHsA
<50 (>48 u)

OTo ciegyeT NPUHUMATh BO

paznen «DapMaKkOKUHETHKAY).

BHUMaHUE TIepe]] MPOBEACHHUEM JIOOBIX mporenyp (cMm. Takxke
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[Ipenapar ITPAJIAKCA mnpoTHBOIOKa3aH MAlMEHTaM C TSDKEIBIMH HapyIICHUSMH (DyHKITUH
nouek (KK <30 mu/muH), HO ecnu mpemapar BCe K€ NMPUMEHSIOT, OTMEHSTh €ro CleayeT He
MEHEE YeM 3a 5 JHEeH 10 OTepaluu.

B ciydae He0OXOIMMOCTH MPOBEACHUS SKCTPEHHOTO XUPYPTrUYE€CKOTO BMEIIATENbCTBA MPUEM
npenapata [IPAJIAKCA Heo0Xx0auMO BpeMEHHO MPEKPaTuTh. XUPYyPrudeckoe BMEIIATEIbCTBO,
MIPU HAJTMYHH TaKOH BO3MOYKHOCTH, I1€7I€CO00pa3HO BBITIOJIHATH HE paHee, ueM uepe3 12 9 mocie
nociennero npuema I[IPAJIAKCA. Ecmu omepamus HE MOXET OBITh OTJIOXKEHA, PHCK
KPOBOTEUCHHSI MOXKET MOBBIMIAThCS (B ciiydae KapauoBepcuu cM. «Crmoco0 HpHUMEHEHHsS U
n03bl»). B Takom ciyudae cieqyeT OLIGHUTh COOTHOIIEHHWE pHUCKA KPOBOTEYEHMS U
HEO0OXOIUMOCTH IKCTPEHHOTO MPOBEACHHS BMEILIATEIbCTRA.

CnunanvHas anecmesus/InuU0ypaibHas aHecmesus/IoMoaIbHAsL NYHKYUS

Takue mpoueaypbl, Kak CIMHHOMO3TOBas AaHECTEe3Ws, MOTYyT MOTpPeOOBaTh IOJHOTO
BOCCTAHOBJIEHMS T€MOCTa3a.

B ciyyae TpaBMaTMYHOW WM TOBTOPHOW CIMHHOMO3TOBOW MYHKUWM W JUJIATEIBHOTO
UCIIONIb30BAaHUSl  AMHAYpPaIbHOTO  KareTepa  MOXET  IOBBIIIATBCS  PUCK  Pa3BUTHUSA
CIIMHHOMO3IOBOI'O KpPOBOTEYEHMsI WM SNUIypalbHOM rematoMmbl. I[lepByro o3y mnpenapara
[NPAJJAKCA crnenyer npuHMMaTh HE paHee, 4yeM 4Yepe3 2 4 IOcie YAaJeHus Karerepa.
Heo0xoauM KOHTPOJIb COCTOSIHUSI MALIMEHTOB JIi UCKIIFOUEHUS! HEBPOJOTHYECKHX CHMIITOMOB,
KOTOpBhIE MOTYT OBITh OOYCIIOBJIEHBI CIIMHHOMO3TOBBIM KpPOBOTEUEHHEM WM JMHIypaibHOU
reMaTOMOM.

Ilepuoo nocne nposedenus npoyedypul

IIpumenenue mnpenapata I[IPAJIAKCA MOXHO MNPOJOKUTH MO AOCTHXKEHUU TOJHOTO
remMocrasa.

B cnyuae nosiBineHus Keny10YHO-KUIIEUYHBIX CUMIITOMOB PEKOMEHIYETCsl MPUHUMATh Mpenapar

MMPAIAKCA c nuieit u/uini ¢ THruOUTOPOM IPOTOHHOM MOMIIBI TUIIA ITAHTOIIPA30JIa.

BinsiHue Ha cOCOOHOCTH K YNPABJIECHHIO TPAHCIIOPTHBIMHU CPeICTBAMH M MeXaHU3MaMH

Bmusaue npenapara [IPAJIAKCA Ha ciocoOHOCTh YIpPaBisATh TPAHCIIOPTHBIMU CPEACTBAMH U
3aHUMATbhCS JPYITMMHU TOTCHIUAIBHO OMACHBIMH BUAAMHU JESATEIBHOCTH, TPEOYIOUMMHU
MOBBIIIEHHONW KOHIIEHTPAI[MK BHUMAHUS U OBICTPOTHI IICHXOMOTOPHBIX PEaKIUil He U3y4alloCh,
HO, YyuuTbhiBas, uTo npumeHenne npenapara [I[PAJJAKCA MoxeT conpoBOXIATHCS
HIOBBIIIEHHBIM PUCKOM KpPOBOTEUEHHH, CIelyeT COOII0AAaTh OCTOPOXKHOCTH NPH BBINOJIHEHUU

TaKUX BUAOB ACATCIIbHOCTH.
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dopMa BbINTYCKa

Kancynst 75 mr, 110 mr u 150 mr.

[To 10 xancyn B Omuctep ¢ mepdoparmerr u3z Al/Al donpru. 1, 3, 6 OaucTepoB B Mayky
KapTOHHYIO C MHCTPYKIMEN 110 NPUMEHEHMUIO.

ITo 60 xancyn Bo (y1akoH U3 MOTUMPONUIICHA, YKYIOPEHHBIH IIACTUKOBOM 3aBUHUMBAIOIICHCS
KPBILIKON C KOHTPOJIEM BCKPBITHS OT JE€TEH, C BIAronoriIoTUTEIEM.

OnuH (1akoH B MayKy KapTOHHYIO C UHCTPYKIUEH 110 MPUMEHEHHUIO.

MynbsruynakoBka (ais 1o3upoBok 110 mr, 150 mr): mo 10 karncyn B 6muctep ¢ nepdoparueit u3
Al/Al. 6 6arcTepoB B MayKy KapTOHHYIO ¢ HHCTPYKIIUEH 10 MPUMEHEHHIO.

ITo 3 mayku KapTOHHBIE B IJICHKY U3 MOJUIPONUIICHA.

YciaoBus XxpaHeHUs

@irakoH: IIpu Temneparype He Boie 25°C.

XpaHuTh (IJIAKOH MJIOTHO YKYHNOPEHHBIM, AJIS 3aIUThI OT BJIATrH.

[Tocne BckpbITUS (PIIaKOH ITpenapar UCIONIb30BaTh B TEUEHUE 4 MECALEB.
bnucrepsl: B cyxoM MecTe, Ipu Temrieparype He Bbiie 25°C.

XpaHUTb B HEOCTYIIHOM JUIS IETEU MECTE.

Cpok rognoctu
3 rona.

He ucnons3oBaTh mocje HCTEYCHUS CpOKa roAHOCTH.

YcaoBus oTnycka

OTnyckaroT 1o peLenty.

HaumeHoBanue M aapec OPHIMYECKOr0 JIMNA, HA HMMSA KOTOPOro BbIJAaHO
PEerucTpanUOHHOE YI0CTOBEpPeHHe:

«bepunrep Unrensxaitm Matepueman I'moX»

bunrep Iltpacce 173, 55216,

WNurenpxaiim-na-Peine, I'epmanus

IIpousBoauTeib:
«bepunrep Unrensxaitm @apma I'm6X u Ko.KI'»
bunrep Iltpacce 173, 55216,

PRADAXA® 75/110 mg - CCDS 0266-14,15 (approved 23/05/2016)



34.

HNurenpxaitm-na-Penne, I'epmanus

[MoayyuTh AOMOJHHUTEIbHYI) HHEGOPMALMI0O O Hpenapare, a Tak:Ke HANPABUTb CBOH
NpeTeH3nu U HHGOPMALUIO 0 HeKeJIATeIbHBIX SIBJIEHUAX MOKHO 10 CJeyI0lIeMy ajpecy B
Poccun:

00O «bepunrep Unrenpxaitm»

125171, Mocksa, Jlennnrpasackoe mocce, 16A ctp.3

Ten: +7 (495) 544 50 44

@axc: +7 (495) 544 56 20

PRADAXA® 75/110 mg - CCDS 0266-14,15 (approved 23/05/2016)
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