CocrTaB

delicmsyrwuw,ee geu,ecmeo: HUTPEeHOUIIUH;
1 TabneTka cogepxkutT 10 MI HUTPEHOUTINHA;

gcnomMmozamesibHble gewecmad: JIaKT03ad, KpaXMaJl KYKYPYSHBIﬁ, OeJIInJIo3a
MUKPOKPHUCTAJIIIMYECKasd, MaTrHUd CTeapaT, IIOBUIOO0H, HAaTPUA OOKY3aT.

JIekapcTBeHHas1 popMa

TabneTku.
OcHogHble (pu3ukKo-xuMuveckue ceolicmaea:

mabsiemxku no 10 me: XKeJThle IJIOCKKE TabJIeTKU C HaCeYKON C OMHOU CTOPOHEL U
TuCHeHUEeM «10» ¢ Opyro¥ CTOPOHEI, AUaMEeTPOM OKOJIO 7 MM.

dapMakoTepaneBTHYECKasi IpyIimna

CenleKTUBHBIE @HTArOHUCTEL KaJIbLUA C IPEeUMYIIeCTBEHHBIM JIeUCTBUEM Ha COCYLHL.
Kopg ATX C0O8C A08.

®dapMaKOOUHaAMHUKa

HuTtpeHOuUnuH sSBIsA€TCSA CEJIEKTUBHBIM OJIOKATOPOM KaslbIlIMeBHLIX KaHasosB 1,4-
OUTUOPONMPUAUHOBOTO TUIIA C IIPEUMYIIIeCTBEHHBIM NEUCTBUEM Ha nepudeprudeckKkue
KPOBEHOCHBIE COCYObl, aHTAarOHUCT KanbLusa. [IposiBnsieT papMaKoIOTUdYEeCKUE

3¢ GEKTH: TUIIOTEH3UBHOE 3a CUET BRIOOPOYHOU OujlaTalluyu IepudepudecKux
COCY[OB, aHTHAHTWHAJIbHOE, HE(PPOIIPOTEKTOPHEIM, COCyLOopacIupsllee. MexaHu3M
QHTUTUIIEPTEH3UBHOTO JEUCTBUS CBA3aH C IOJAaBJIeHUEM IIOCTYIJIEHUS MOHOB
KaJblus Yyepe3 KJIeTOUYHble MeMOpaHbl ITagKOMBIIIEYHBIX KJI€TOK CTEHOK
KPOBEHOCHHIX COCYyHOB. [IyTeM CHUXKeHUS BHYTPUKJIETOYHOM KOHIIEHTPAIlUU KaJlblusI
B KJIETKaX HUTPEHOUNIUH CHUXKaeT COKPATUMOCTh MBIIIII] COCYOOB, PaCIIUPA
nepudeprdeckKre apTepun CHUXKaeT o011ee nepudeprudeckoe COIPOTUBIIEHUE U
IaTOJIOTUYECKU IIOBHIILIEHHOE apTepuanbHOe OaBneHne. HUTpeHOUNUH NpOSaBIIeT
yMepeHHBIN HaTpuypeTudeckuit apheKT, ocoOeHHO B Hadasle JIeUeHHUs.

®dapMaKOKHHETHKA

AGcopOius



[Tpu mepopabHOM MPUMEHEHUN HUTPEHOUIIUH OBICTPO U MOJTHOCTHIO BCACKIBAETCS B
KeJyoo4YHO-KUIlIeyHOM TpakTe. CteneHb abcopbiuu - 88%. Buosmoruueckuii
nonymnepuond abcopobiuu cocrasnseT oT 30 go 60 MuHyT. MakcuManbHas
KOHIIeHTpalus B ma3Me Kposu (C max) mocturaeTrcs depe3 1-3 gaca 1mocrne mpuema
npemnapaTta. CpegHsAs MaKCHMallbHass KOHIIEHTpAllMs COCTaBJIsgeT NpuMepHo 6,1-19
MKT/71. Y4uUTBIBasI 3HAUUTEIbHOE BIIUSHUE IIePBOT0 MPOX0XKAeHUs yepe3 nedeHs (first-
pass-addeKT), cucteMHasi 6MOIOCTYITHOCTh HUTPeHaunuHa cocTtaBiseT 20-30%.

Pacnpepgenenue

96-98% HUTpEeHOUIINHA CBA3bIBAE€TCS C OeJIKaMU MIJIa3Mbl KPOBU (albOyMUHOM) U
IIO3TOMY He IOAJIEXKUT Auanu3a. HUTpeHOAUNUH HeJlb3sI BLIBECTHU C IIOMOIILIO
reMopuasii3a UM IepUTOHeaJIbHOTO Ouanu3a. B cranmoHapHol ¢da3e 00beM
pacrpeneneHus HUTPEHOUIINHA COCTaBIISAET 0 5-9 JI/KT MacCCHI Tela.

MeTab0au3M/3IUMUHAIIAA

[Tpu mepopalbHOM ITPUMEHEHUYN HUTPEHOUIIUH MeTab0IUu3UPYeTCs yKe IIPU IIEPBOM
npoxoxageHuu dyepes nedens (first-pass-apdhekT) u mouTH IMOITHOCTHIO
MeTabonmu3upyeTcs B pe3yJibTaTe NPOLIeCCOB OKMCIIEHNUS B ITeYeHU C 00pa3oBaHUEM
HEaKTUBHHEIX MeTabonmuToB. I[ITpumMepHO 77% mepopanbHOM O3Bl BEIBOOUTCS U3
opranu3ma noykamu, MmeHee 0,1% - B HeM3MeHEeHHOM BUOE, OCTaJIbHOE - B BULIE
MeTabOoJIMUTOB C KEJTUYbI0 ¥ KaJIOM.

[Tepuon monyBeIBEAEHUSI HUTPEHOUIINHA U3 IIJITa3Mbl KPDOBU COCTABISE€T IPUMEPHO 8-
12 gacos.

KYMYJ'IFH.[I/II/I AKTHUBHOTO )IGIZCTBYIOH.IG]"O BellleCTBa UJIU MeTabOIUTOB B OpraHu3Me
II0CJIe NJOCTU2KEHUA CTaOMJILHOTO COCTOSIHUSI HEe 06Hapy}KI/IBaeTCH.

[ToCKONMBbKY HUTPEHOUITUH, TJIaBHEIM 00pa3oM, MeTab0Iu3uPyeTCs IIyTeM
MeTaboInyecKux TpaHchopMaluil B Ie4eHu, Y IMallieHTOB C XPOHUYECKUMHU
3a001eBaHUSIMU II€YEHU ero BEIBeOEeHUS U3 OpraHu3Ma IIPOXOUT 3HAUYUTEIIbHO
Me[JIeHHee: TIepuo/] MOTyBLIBEeOeHU 3aMeIsieTcsa B 2 - 3 pa3a.

Koppekuust mo3sl [j1s ITallieHTOB C HapyIIeHUuIMU (PYHKIIUY TTOYEK JIETKOU U CpemHen
CTEeIeHU TSIXKeCTHU He TpebyeTcs.

ITloka3aHus
JledyeHue 3CCeHIINATILHOU TUIEPTEH3UU.

IIporuBONIOKAa3aHUA



e TIOBBINIIEHHAS YYBCTBUTEIBHOCTb K HUTPEHOUNINHA UJIM K OPYTOMY aHTarOHUCTY
Kanblus 1,4-TUruoporupPUANHOBOTO Psiga WU K JII0O0OMY BCIIOMOTATEJIbHOMY
KOMIIOHEHTY Ipenapara;

e KapOUOTEHHBIN II0K;

e TsI2KeJlasi CTEIIeHb CTEeHO3a aOpPTaJIbHOIO KjlallaHa;

e HecTaOUJIbHAS CTEHOKAPIUS;

e OCTPBIM MH(GpAPKT MHOKapaa, IIPOU30Ile]I B TeUHeHNe NPEeObIaAyIInX 4-X Heenb;

e OHOBPEMEHHBIN IIPHEM C pUGAMINUIITHOM.

B3auMoOOeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHOBI
B3aMMOIEeHUCTBHHU

HuTtpennunuH metabonusupyeTcs pepMeHTaTUBHOM cucTeMou mutoxpoma P450 3A4,
4YTO HAaXOOUTCS B CIM3UCTOU 000JI0UKE KUIIIeUHUKA U ITedyeHU. JIeKapCTBEeHHbIE
CpenCTBa, ITOAABISAIONINEe UIIU CTUMYJIUPYIOT 3Ty (epMEHTAaTUBHYIO CUCTEMY, MOTYT
MoOOuGpUIIUPOBaTh 3 (PEKT IIEPBOT0 IIPOXOKAEHUA yeped nedeHs (first-pass-addhexr)
WUJIN KJIUPEHC HUTPEHOUIINHA.

BeTa-6710KaTOPHI M/WIK OPYTrHe aHTUTHIePTEeH3MBHEIE CPeICTBa

AHTUTUIIEPTEH3UBHBIN 3PPEeKT HUTPEeHOUIINHA MOXKET YCUJIMBaThCs OeTa-
6Ji0KaTOpaMu U / UTU OPYTUMHU aHTUTUIIEPTEH3UBHBIMY ITpelapaTaMu.

OuypeTuky (MoO4YeroHHbIE CPEeOCTBa)

OpHOBpEMEHHOE IPpUMEHEHNEe JUYPETUKOB MOXKET IIPUBECTU K YBEJINUYEHUIO
3KCKpelUuUu HaTpus C MOYOMu.

Muopenakcanus

HpOHOH}KHTeHLHOCTb N MHTEHCHUBHOCTDB B3aHMOHefICTBHﬂ TaKHUX MHOPEJIaKCAaHTOB, KakK
HaHKypOHI/Iﬁ nin BBKypOHPIfI, MOZKeT OBIThH IIOBBIIIIEHA Yy IIallU€HTOB, TIPUHKUMAIOIITUX
HUTPEHOUIINH.

IIluMeTHOMH, PAHUTUIUH

LluMeTUOUH U PAHUTUOUH MOTYT IIPUBECTHU K YBEIUYEHUIO KOHIIEHTPAIIUU
HUTPEHIUNINHA B IIJIa3Me KPOBH, ycunuBas 3pPpeKT HuTpeHOUuIIuHa.

EI/IFOKCI/IH

HpI/I OOHOBPEMEHHOM IIPMMEHEHHNN BO3MO2KHO ITIOBEIIIIEHKWE YPOBHA ONUTOKCHHA B
IIJila3Me KPOBH U IIOSBJIEHHWE CHUMIITOMOB II€PEeJO3NPOBKH. B ClIy4dae H606XOJII/IMOCTI/I
Ha3Ha4YeHHUs TaKou KOM6I/IHaLII/II/I IIaITMEeHTHI OOJI2KHEI HaXOOUTHCHA II0O IIOCTOAHHBIM
KOHTPOJIEM Bpaya, KOTOpBIfI MOZKET IIPOBOOUTE COOTBETCTBYIOIIIEE KOPPEKTUPOBKHU O3



OUTOKCHHA.

Pudbamnuimux

PudamMnuiima 3HaUUTEILHO CTUMYJIUPYET epPMEHTATUBHYIO cucTeMy uToxpoma P450
3A4. OpHOBpeMEHHOE TpUMeHeHre pudaMIIUIiiHa 1 HUTPEHOUNINHA MOXKET BHI3BaTh
3HAYMUTEJIbHOE CHUZKEeHNEe OMOOOCTYITHOCTY HUTPEHOUIINHA (@ TaKXKe OPYyTrux
OUTHUOPOINPUONHOBEIX OJTOKAQTOPOB KaJIbIIMEBBEIX KaHAIOB) M OCIaOUTh €ro
QHTUTUIIEPTEH3UBHBIN 3(PPEKT, ITIO3TOMY HEJIb35I IPUMEHATh HUTPEHOUTINH
OOHOBPEMEHHO C pUPAMITUIITHOM.

['pelinndpPyTOBEIH COK

['peuindpyTOBLIM COK MTOOABASET OKUCIIUTENbHBIM MeTa00Iu3M HUTPEHOUTIINHA.
OnHOBpEeMEHHOE IIPUMEHEHHE C IIpenapaToM MOXKET BBI3BaTh IIOBLIIIEHNE YPOBHS
HUTPEHOUNNHA B IIJla3Me KPOBH, YTO COIIPOBOXKOAETCS YCUJIEHHEM
QHTUTUIIEPTEH3UBHOTO 3¢pPeKTa HUTPEHOUIINHA.

[Tpu perynsspHOM IIPUMEHEHUU TPeUNnPPyTOBOTO COKa U rpeurndpyra adpdeKT
MOKET ITPOSIBIISATLCS HazKe Yyepe3 3 CYyTOK IIOCJie MOCIeqHEero nprueMa HUTPeHOUIINHa.

TeopeTnyeCcKu BO3MOKHEIE KOMOMHAITUN

denutont, heHobapObuTay, KapdbaMas3elInH

IleTanbHBIX UCCIIEAOBAHUM MOTEHIIMAILHOTO B3aUMOOENCTBUS MEXIY HUTPEeHOUINHA
U IPOTHUBOCYOOPOXKHBIMU ITPeIapaTaMu He ITPoBOoAusIoch. OOHAaKO U3BECTHO, YTO
benuTounH, penobapbuTan, KapbamMalenuH SIBASIOTCS IMOTEHIIMAIbHLIMU UHOYKTOPAMU
depMmeHTaTUBHOM cUCTeMHI ImTOXpoMa P450 3A4. OgHOBpEMEHHOE IPUMEHEHUE 3TUX
CPENCTB U CPenCcTB, OIU3KUX 110 CBOEHM CTPYKType K HUTPEHOUNNHA, 3HAaYUTEJILHO
YMEHBIIIaI0 UX OMOIOCTYIHOCTh. Ha OCHOBe 3THX IIPEIooKeHUN ciieqyeT OKUOaTh
KJIMHUYECKOT0 YMeHbIlIeHne OMOIOCTYIIHOCTY HUTPEHOUIINHA U KaK CJIe[ICTBUE -
yMeHbllleHre 3pdekTa HUTpeHaunuHa. Eciiu gJo3a HUTPEeHOUIIMHA B CBSI3HU C
OOHOBPEMEHHBIM ITPUMeHeHUEeM Cc PeHuTOnHOM, ¢peHobapObuTamoM, KapbaMa3ermnHOM
Obl/la YBeIUYeHa, TO IIOCJI€ OTMEHBI 3TUX ITPOTUBOCYOOPOIKHBIX CPEACTB A03Y
HUTPEHOUIINHA CHOBA CIeOyeT YMEHBIIUTh.

KeToKOHAa30J1, UTPAKOHA30JI, PJIYKOHA30II

CrienaIbHBIX UCCJIEJOBAaHUU MOTEHIIMAIPHOTO B3aUMOAEUCTBUSI MEXKOY
HUTPEHOUTNINHA U ITPOTUBOTPUOKOBLIMHU IIpelapaTaMy I'PYIIITLI a30JI0B (KETOKOHA3O01II,
UTPaKOHa30J1, PJIyKOHAa30JI) He IIPOBOOUIIOCE.

H3BeCTHO, YTO 3TU CpPeACcTBa MHTMOUPYIOT (epMEeHTAaTUBHYIO CUCTEMY LIUTOXPOMaA
P450 3A4. OnucaHHBIE B3aUMOOENCTBUS 3TUX CPELACTB C OPyTUMU



OUTHUOPOIUPUONHOBEIMU OJIOKaTOPaAaMU KaJIbIMEeBLIX KaHaoB. [IoaToMy npu
OOHOBPEMEHHOM IEePOPaIbHOM IIPUMEHEHNN C HUTPEHAUNINHA HEe UCKITIOUYEHO
3HAUYUTEJIbHOE yBenndeHue OMOOOCTYITHOCTY HUTPEHOUNINHA B pe3yJibTaTe ero
MeTabosnu3Ma npu first-pass-apdekTe.

B cnyuae HEOOXOOUMOCTH Ha3HAYEHHUS TaKO¥W KOMOWHAIIMKA C HUTPEHOUIINHA
MalMeHThHl JOJIXKHBI HaXOOUTHLCS II0J] IIOCTOSIHHEIM KOHTPOJIEM Bpada, KOTOPLIA MOXKET
IIPOBOOUTH COOTBETCTBYIOIlEe KOPPEKTUPOBKH 03 HUTPEHOUIINHA II0CIJIE KOHTPOJIS
apTepHaIbHOIO JaBICHMUSI.

Hedasogon

ITo cux IOp KOHTPOJIUPYEMEIX UCCIIEqOBaHUU IOTEHIMAIbHOIO B3aUMOOEUCTBU A
MeXOy HUTPEeHOUIIMHA U Heda30J0HOM He IIPOBOAUIIOCh. OTOT aHTULOETIPECCAHT
SIBJITETCS MOIIHBIM MHTUOUTOPOM IIuTOXpoMa P450 3A4. [TosTomy npu
OOHOBPEMEHHOM IIepOpaJIbHOM IIPUMEHEHUU C HUTPEHOUIINHA He UCKIII0UYEeHO
3HAQUUTEJIbHOE YBeJInYeHrue HUTPEeHOIUIINHA B IIJla3Me KPOBHU.

OIyOKCEeTHUH

HM3BeCcTHO, YTO OMHOBPEMEHHOE IIPUMEHEHNE CTPYKTYPHO ITOJO0OHOT 0
OUTHUAPOIIUPUONHOBOTO aHTOTOHUCTAMU KaJIbIIUMs HUMOOUINHA C aHTHUEIIPeCCaHTOM
dbnyokcerrnHoMm npuBoguT K 50% ITOBHIIIIEHUIO KOHIIEHTPAIIMN HUMOOUIIMHA B IIJIa3Me
KPOBH.

[Tpu omHOBpPEMEHHOM IIPpUMeHEeHUU YPOBEeHb (PJIyOKCEeTHHA B MJla3Me KPOBU
3HAYMUTEJIbHO CHUKEH, HO KOHIIEHTPAallusl OCHOBHOTO MeTabonuTa, HOpGIyKCeTUHa, He
W3MEHHUIach.

HOSTOMY He HMCKIIIOYE€Ha BO3MOZKHOCTE YBEJIMUYEHHNA KOHIIEHTPaAllu HUTPEHOUIINHA B
IIJia3Me€ KPOBH IIPHU OJHOBPEMEHHOM IIPHMMEHEHHNHN C (bHYOKCGTI/IHOM.

BanenpoeBasi KHCJIOTa

1o cux mOop KOHTPOIUPYEMBIX UCCJIEHOBAaHUY MOTEHIIMAIbHOTO B3aUMOOEUCTBUS
MeXKy HUTPEHOUIIMHA U BaJIbIIPOEBOU KHUCIOTOMN HE ITPOBOAUIIOCE. [IOCKOIBKY
M3BECTHO, YTO OOMHOBPEMEHHOE IIPUMEHEHUE C BaJIbIIPOEBOM KUCJIOTOM CTPYKTYPHO
MomoOHOr0 aHaiora HUMOOUNNHA B pe3yJsbraTte GepMeHTAaTUBHOTO NMHTMOUPOBAHU S
MIPHUBOOMIIO K YBEIMUEHUIO €ro KOHIIeHTPalliHu B IIJIa3Me U YBEeINYeHHUe
9(PeKTUBHOCTH, TO HE UCKITIOYEHO yBennudeHne 3PpPeKTUBHOCTU HUTPEHOUIINHA [IPUA
OOHOBPEMEHHOM IIPUMEHEHUU C BaJIbIIPOEBOM KUCIIOTOMH.

OPUTPOMHUIINH, TPOJIEAHJOMUINH, KIIAPUTPOMHUIIMH, POKCUTPOMUIINH




ITo cux Iop He IMIPOBOAUIIOCH UCCIIE€OBAHUU ITIOTEHIIMAIBHOTO B3aUMOOENCTBUSA MEXKIOY
HUTPEHOUNINHA U YKa3aHHBIMM MaKpPOJIMOHbIE aHTUOMOTHUKY. KaK U3BECTHO, 9TH
JIeKapCTBa UHTUOUPYIOT GepMeHTaTUBHYIO cucTeMy nutoxpoma P450 3A4, koTopas
MeTaboIu3upyeTcs APyTUe npernapaThl ¢ TOoJg00HOM CTPYKTypou. [ToaTomMy He
HUCKJII0YeHa BO3MOXKHOCTD YBEJINUEHHU S KOHLIEHTPAallui HUTPEHOUIINHA B IIJla3Me IIpu
OOHOBPEMEHHOM IIPUMEHEHUU C MAKPOJIUIHbIE aHTUOUOTUKHU.

AMnpeHaBHUp, aTa3aHaBUP, PUTOHABUD, MHOANHABUD, HeJIdHHaBUP, CAKBUHABUD

I[leTanbHBIX UCCIEOOBaHNM IOTEHIINAIbHOTO B3aUMOOENCTBUS MEXKAy HUTPEHOUIINHA
¥ UHTUOMTOpPaMU MPOoTeas3kbl He IIPOBOAUIIOCH [IpernapaThl 3TOT0 THUMNA OBIJIM OIMUCAHBI
KaK MOIIIHbIe HHTUOUTOPHI epMEHTATUBHOMN CUCTEMEI ImTOoXxpoMa P450 3A4. TTosaTomy
He MCKJ/II0YeHa BO3MOXKHOCTh YBEIUUYEHUSI KOHIIeHTPallui HUTPEHOAUTINHA B IIJla3Me
ITPY OOHOBPEMEHHOM IIPUMEHEHUU C MHTUOUTOpPaMu IIpoTea3Hl.

KBUHYIIPUCTHUH/OanbOOOPUCTUH

HccnemoBaHusi, KOTOPhIE IPOBOAUINCEH C OPYTUM OJIOKAQTOPOM KaJIbIIMEBBLIX KaHAJIOB -
HUdeOounuHoM, ImoKa3ajau, YTO IIPU OOHOBPEMEHHOM MPUMEHEHUN
KBUHYNIPUCTUHA/OaTb(GOIPUCTHUH BO3MOXKHO YBEIUUYEHHE KOHIIeHTpaluy HupeguirnHa
B IJITa3Me. YUYUTHIBAs HaHHBIN (PaKT, TP OTHOBPEMEHHOM IIPUMeHeHU!
KBUHYNPUCTUHA/OATbGOIPUCTUH C HUTPEHOUIINHA PEKOMEHOYEeTCS ITOCTOSHHBIN
KOHTPOJIb apTEPUAJILHOTO IaBI€HUS MTallieHTa U, TPU HeoOXOOUMOCTH,
CBOEBPEMEHHOE YMEHbIIIeHNE N03bl HUTPEHOUIINHA.

OCo00EeHHOCTH IPUMEHEeHHUsI

C OCTOpPOKHOCTBIO TPUMEHSIOT IIpenapaT malueHTaM Ipu:
HapyweHue ¢pyHKUUU neyeHu

Y mainmeHTOB C TIETKUMU HUJIM YMEPEHHBIMU HapPYyIIeHUIMU QYHKIUU IeYeHHU
(0cOOEHHO Y TTOKMIILIX MAIlMEeHTOB - CTapliie 65 1eT) BEIBeeHNe OeNCTBYIOIIETO
BeIIeCTBa 3aMeJIsieTCsI, YTO MOXKeT MPUBECTH K HexXKeJlaTeJIbHOM apTepuaIbHOU
TUIIOTEH3UHU. Y MAIllMEeHTOB C TSAXKEeJILIMU HapyIIeHusIMH QYHKIUN nedyeHu 3PpheKT
HUTPEHOUIINHA MOXKET OLITh YCUJIEH U/UK MPOIeH. B Takux ciydasx JiedeHue
HeoOX0aMMO HauMHATh C HU3KOM O3k, MAIlMeHT BO BpeMs TePaluu OOJIXKeH OLITh o[
HaOJ/IIogeHueM Bpayda, TaKXKe PeKOMEHOYeTCs IMTOCTOSHHBLIN KOHTPOJIb apTePUaIbHOTO
maBJieHUs. B cimydyae BHe3alHOTO CHUXKEHUS apTepualbHOTO JaBJIeHUs He0OXOOUMO
OTMEHUTH Ipenapar.

Hapywenue cepdeuHotli pyHKUUU



[Tpu omHOBpPEMEHHOM IIPUMEHEHUN HUTPEHOUNINHA U 0JI0OKAaTOPOB 6eTa-perernTopoB y
MMalMeHTOB C HapyLIEeHUsIMU cepaedyHor QYHKIIMKU HeOOXOOUM TIIlaTeTbHbIN
MOHUTOPHUHT apTepuaJbHOrO OaBJIeHUs, TaK KaK BO3MOKHO pe3Koe CHUXEHUEe
apTepUasIbHOTO aBIEHUS.

B cnydasix ;eKOMIIeHCUPOBAHHOMN CepAeYHON HeJOCTaTOYHOCTH, a TaKxXKe IIpu
cuHOpoMe ci1aboCTH CUHYCOBOTO y3J1a (sick-sinus-cuHOpPOM), IPU OTCYTCTBUU
KapOUuOCTUMYJISILIMOHHOTr 0 o0ecriedyeHuss HeoO6X0auMo 0cob60e BHUMaHUE K COCTOSTHUIO
namueHTa U TIIaTeJIbHBIM MOHUTOPHUHI CEPOAEYHON OeATEeIbHOCTHU IPU IPUMEHEHUHU
npenapata HutpecaHs.

CmeHokapous

CormnacHO JaHHBIM CIIOHTAaHHBIX COOGH.[GHHfI IIPUCTYIIEI CTEHOKAPAXWHN BO3HHUKAIIA
O4YeHb peagKo (OGBIT-IHO B Ha4dalJlie J'IeT-IeHI/If{). [To gaHHBIM KJIMHUYECKUX UCCIedOBaHUMN
CTEeHOKapaHnd BO3HHKaJla He4YacCTO.

Cucmema uumoxpoma P450 3A4

HuTtpenpounuH MeTab0IU3UPyETCs C IIOMOIIBI0 PepMEeHTaTUBHON CUCTEMEI IIMTOXpPOMa
P450 3A4. JlekapCTBEHHBIE CPEACTBA, IIOOABIAIOIINE U CTUMYJIUPYIOT 9Ty
(bepMeHTaTUBHYIO CUCTEMY, MOTYT MOOUMHUIIMPOBATh 3(P(HEKT IEPBOr0 MPOXOKAEHUSI
yepead nedeHs (first-pass-adpdekT) unm BrIBOAa HUTPEHOUIINHA U3 OpraHu3Ma.

YpoBeHb HUTPEHOUIIMHA B [IJla3Me KPOBU MOTYT YBEJIMYMBaTh TaKue JIeKapCTBEHHEIE
Cpe[cTBa, U3BECTHLIE KaK UHTUOUTOPH (pepMEHTAaTUBHOM CUCTEMHI ITuTOXpoMa P450
3A4:

e MaKpOJUOHBIE aHTUOUOTUKY;

e UHTUOUTOPHI poTea3nl CITU]I;

e IIPOTUBOTPUOKOBEIE ITPETapaThl IPYIINHl a30JI0B;
e QHTUIETIPECCAHTH Heda30m0H U (PJIIyOKCETHUH;

e KBUHYIIPUCTUH/OaNb(MOIPUCTUH;

e BaJIbIIPOEBasi KUCJIOTA;

e IIMMETUOUH U PAaHUTULOVH.

[ToaToMy Ipu OMHOBPEMEHHOM MPUMEHEHUN HUTPEHOUNINHA C OOHUM M3 YKa3aHHBIX
JIEKapCTBEHHBIX CPEICTB HEOOXOOUMO KOHTPOIIUPOBATh apTepuanbHoe maBiieHue. [Ipu
HeoOXOOMMOCTH CJIeAyeT PAaCCMOTPETh CHUKEHME I03bl HUTPEHOUIINHA.

[TanyeHTaM II0KUMJIOTO BO3pacTa ClienyeT ObITh 0COOEHHO OCTOPOXKHBIMU IPHU
MMPUMEHEHUU ITOBHIIIIEHHBIX 403 Iperapara.



[TpenapaT COmEPKUT JIAaKTO3Y B KAUeCTBE BCIIOMOTaTEJILHOTO BEIIECTBA, II03TOMY
Mal¥eHThl C PeOKMMU HacCIeICTBEHHBIMU (OopMaMU HEIIePEHOCUMOCTHU TajIaKTO3HI,
HeJOCTaTOYHOCTHU JIaKTa3kbl UJIM CUHIPOMOM TJII0KO30-TaJlaKTO3HOU MajibabcopOiiuu He
OOJIKHBI ITPUMEHSATDH 3TOT IIpernapar.

CroCcoOHOCTH BJIMSITHh HAa CKOPOCTH PEAaKIIHH IIPH YIIPaBI€eHHUH
ABTOTPAHCIOPTOM M/IM PadoTe C MeXxaHHu3MaMH

B Hayase neyeHusa uiau IIPpU IIPHUMEHEHHWH IIOBEIIMMIEHHBIX J03, UJIN IIPKA
KOMGHHHpOBaHHOfI Teparnrnu C IPYIT'MMU aHTUTUIIEPTEH3NBHBIMU CPDEOCTBAMU, UJIX IIPU
OOJHOBPEMEHHOM YHOTPGGJ'IGHI/II/I AJIKOT'0JIAA PEKOMEHOYEeTCA BO3OEP2KUBATECA OT
YIIpaBJI€EHUA TPAHCIIOPTHBEIMU CPEeOCTBaMM M OT ITIOTEHIIXMAJIBHO OIIACHBIX BHIOB
OEeATEJIbHOCTH, Tpe6y'IOI_T_II/IX IIOBHIIIIEHHOI'O BHUMAHUA U 6bICTpOTbI IICHXOMOTOPHBIX
peaKum?I, ITIOCKOJIBKY CO CHU2KEHHEM apTEePHUAJIbHOTI'O HaBJIEHUA MO2XKET YMEHBIITUTHECA
YPOBEHL BHUMAHHUSA.

HpumeHeHne B IIepuona 6epeMeHHOCTH HJIN KOPpMJIEHHUA I'PyIbIO

EepemeHHOCM®b.
[IpemapaT IpoTHUBOIIOKA3aH B Ilepuof 0epeMeHHOCTH.
ITepuoO KopmaeHuA 2py0bio.

HutpeHOounuH IpPOHUKAET B IPYIHOE MOJIOKO. B cimiyyae He0OXOOMMOCTH ITPUMEHEHU
Iperapara cjiefyeT IPeKpPaTUTh KOpMJIeHHe TPyabio.

Crioco0 nmpuMeHEeHUsI U T03bI

HasHavaioT BHYTPb YTPOM IIOCJIE edbl. TabNneTKu cliegyeT riIoTaTh eJINKOM, He
pa3zKeBhLIBasi, 3allUBasi JOCTATOYHLIM KOJIMYECTBOM BOILI (HaIpuUMep, CTaKaHOM).

Kamezopuuecku 3anpeujaemcs 3anueams 2petingppymossvim cokom!

IleMicTBYyIOIIlEE BEIIECTBO HUTPEHOUIIMH YyBCTBUTEIbHAS K CBETY, IIO3TOMY TabJIeTKU
clenyeT BRIHUMATh M3 OIUCTEPA TOJIBKO Iepen IpUMeHeHHUEeM.

Humpecan 10 m2

1 tabneTtka Hutpecan 10 Mr gBa pa3a B CyTKHU (yTPOM U Be4epoM), YTO cocTaBnseT 20
MT HUTPEHOUIIMHA B CyTKH. [Ipy HEJOCTAaTOYHOM CHUKEHUU apTepPUaIbHOIO AaBJIeHUSI
Bpay IIPU JIe4YeHUHU MOXKET YBEJIMYUTh CyTOUHYIO O3y BOABOE U Ha3HA4YaTh IIPpUEM 2
TabIeTOK [IBa pa3a B CyTKH, UTO 3KBUBAJIEHTHO CyTOYHOU mo3e 40 mr.



MaxkcuMarnbHast CyTouHas no3a - 40 mr.

103y ¥ KOJIUYeCTBO IIPUEMOB YCTaHAB/IMBAET Bpa4y MHAWBUAYAJIbHO. [IJ1 JOCTUXKEHUS
MaKCHMaJIbHOTO TepaneBTUYECKOro 3(pdeKTa peKoMeHayeTCsI UHOUBUOYAIbHOE
OO3UpOBaHMe ITpellapaTa B 3aBUCUMOCTH OT COCTOSIHUSA MallieHTa, ero peakluu Ha
mpernapaT ¥ IIePeHOCUMOCTHU. [IpOmoIKUTETPHOCTD I€YEHUS ONpenesisaeTcs
KJIMHUYECKUM COCTOsSIHHEM OOJILHOTO.

Bo/ibHble NoXCU/1020 803pAcmd U NAUUEHMbl C HAPYWeHUAMU PYHKUUU NeYyeHUu

MeTab0mu3M HUTPEHOUIIMHA MOXKET 3aMedJISIThCS, YTO IIPUBOAUT K HeXKeJlaTeIbHOMY
CHUKEHUIO apTepuaJbHOr0 AaBjieHus. [I0CKONIbKY TepaneBTUYeCcKu 9apPeKT MOKeT
OBITh YCUJIEH U/UJU IIPOJJIEH, PEKOMEHyeTCs Ha4YUuHaTh JledeHne ¢ Hu3Kux o3 (10 Mr
HUTPEHOUIINHA B CyTKHU) 1o HabJIIofjeHeM Bpaya.

B ClIy4dasiX SHAYUTEJILHOT'O CHUZKEHHNA aPpTEePUaJIbHOI'O JaBJI€EHHU A, OdXKe IIPHU
IIPUMEHEeHHNHN HU3KUX 03, HGO6XOJII/IMO N3MEHHUTH JIEUEHHuEe.

HapyweHue ¢pyHKUUU noYeK

[TaumeHTaM C HapylleHUSIMHU QYHKIIUU IOYEK JIETKOU U CPeOHEN CTEeleHU TSIKEeCTHU He
TpeOyeTCs ClielnalbHOTr0 KOPPEKTUPOBKHU [103.

HeTn

[IpemapaT He IPUMEHSIOT OETSIM B CBSI3U C OTCYTCTBHEM JaHHBIX I10 3¢ ¢eKTa ero
BO3OeiCcTBUSA U 0€30IIaCHOTO IPUMEHEHUS.

Ilepeno3upoBka

Cumnmombsbl ocmpoill UHMOKCUKAUUU.

ITpunuBe Xapa, rojoBHasi 001k, apTepuaabHas TUIOTEeH3u (KOJIJIarc
KpOoBOOOpallleHls1), U3MeHeHHe YaCTOThl CePOeYHbIX COKPAIeHUN (TaXxuKapaus Uiu
OpamuKapausi).

JleueHue.

Heo6xoguMo BBIBECTH ITpeNapaT U3 OpraHU3Ma: IIPOMBITD JKeJTyT0YHO-KUIIIe YHBIN
TPaKT, IPUHATH aKTUBUPOBAHHBIM YT0Jib. [IpOBOOUTH TIlaTeJIbHOE HalbJIofeHne 3a
COCTOSIHUEM XKM3HEHHO BaXKHBIX QYHKIIUY NManuueHTa. [Ipy 3HaUUTEIbHOM CHUXKEHUU
apTepUasIbHOTO [aBJIeHUs He0O0X0OUMO IPUHAThE nodhaMUH U HopanpeHanuH. CiegyeT
o0OpaTuTh BHUMaHNUEe Ha BO3MOJKHbBIE HETAaTUBHBIE BIIMSIHUS KaTeX0JIaMUHOB (0COOEHHO
B OTHOIIIEHUY HapPYIIEeHUN CEPAEeYHOro puTMa).



[Tpu 6paguKapanuy BHYTPUBEHHOE BBeIEHHE aTPONWHA UIX OpPLUIIPEeHaInHa
(aHAJIOTUYHO KaK MIPHU JIeUeHUN MHTOKCUKAIIUU OPYTruMU OJI0KaTOpaMU KaJlbIIEeBhIX
KaHasoB). Bo3aMmoxkHO nmoBTOpHOE BBefgeHue 10 M 10% Kanpius riookoHaTa unu 10%
KaJblus XJIOpUa C mocienyoomne nHdysuen Kanbplusa (HeoOX0guMo IIpU 3TOM He
OONYCTUTH BO3MOZKHOI'O Pa3BUTHUS TUIIEPKAJIbIIMEMUHN). B TaKuX cydasixX TaKXkKe

9 HEeKTUBHEI U KaTeX0JIaMUHBI, HO B 00Jiee BEICOKUX 03ax. [lanbHeNIee jedyeHune
CHUMIITOMaTHUYEeCKOE.

HutpeHounuH He mogmaeTcs guanu3a, I03ToMy remonepdy3us u miaasmodepes He
OynyT 9bdHEKTUBHLIMU.

ITobouHBbIE peaKIIUuu

I[To6ouHEIE P€eaKInK, BCTPpeYaloIllinecd IIPpU IIPMMEHEHNN HUTPEHOIUIINHA,
CUCTEMATHU3NPOBAHHI II0 KJIaCCaM OPraHOB U CHUCTEM U IIO YaCTOTE€ BO3HHMKHOBEHHUA:

o4yeHb 4YacTo (= 1/10), vacTto (= 1/100, <1/10), meuacTo (= 1/1000, <1/100), pegko (=
1/10000, <1/1000), ogens penko (<1/10000), BkiIo4Yass eqUHUYHBIE CITy4aWu.

Co CMOpOHbl UMMYHHOU CUCMEeMbl:

e HEYacCTO - aJllieprudyeCKue peaKinu, BKJIII0OYad KO2KHbI€ PeaKIINn "
aJlJieprudyeckKue OTeKI/I/aHT‘I/IOHeBpOTI/I‘-IeCKOI"O OTEeKa.

Co cmopoHbl cepdedHo-cocyoucmotl cucmembl:

e OUYEHb YaCTO - Nepudeprudeckre oTekKu (0COOeHHO B Havajle JIeYeHusT, OOBIYHO
OBICTPOIIPEXOASNIMMI) YaCTO - B HaUaJie JIeYeHUSI BO3MOXKHbBI IPUCTYIIHI
CTEHOKApOUU UJIU YBEJIMYEHUE YaCTOThI, TPOHOJIZKUTEILHOCTHY U TSIKECTHU
IIPUCTYIIOB CTEHOKAPAUH y MallMeHTOB, CTPafaoIIuX 3TUM 3a00IeBaHuEM;
cepaiebrueHre, TaXUKapaus HEYacCTo - apTepuaabHasi TUIIOTEH3US PegKo -
JIEMKOITUTOKJIACTUYECKUM BACKYJIUT OUYEHb PEKO - MH(pAapKT MHUOKapa.

Co cmopoOHbI cucmembl Kpo8Uu U AUMPAMUYECKOU CuCmeMbl:

e OYEHb PEIKO - JIEUKOIEeHus, arpanyaoiuTo3. CoctaB nepudeprndeckor KpoBUu
HOpPMaJin30BaJioCh IIOCJIEe IIPEKpallleHns IprueMa Iperapara.

Co cCmOpPOHbI HEPBHOU CuCMeMbl:

e OYEHBb YAaCTO - TOJIOBHAsS 00JIb (0COOEHHO B Haudajie JIeUeHUsI, OOBIYHO
Cc1abOBHIPAXKEHHBIN M OBICTPOITPOXOIAINAs) HEYAaCTO - TPEBOXKHOCTh, HAPYIIIEeHUST
CHa, IapecTe3uH, TOJIOBOKPYXKEHUe, YTOMIIIEeMOCTh, TPeMOp (IIPHU MOBLIIIIEHHBIX
003ax), COHJIMBOCTb, HEPBO3HOCTb, MUTPEHb, THIIE€CTE3MUSI.



Co cmopoHbl OP2aHOB 3PEHUS:
e HEUYACTO - HAPYIIEeHNEe 3PEHHsI, 3aTYMaHUBaHHuE 3PEHMUSI.
Co cmopoHbl 0pP2aHO8 CAyxa U 8ecmuby/15ipHO20 annapara:
e HEUYACTO - F'OJIOBOKPYKEHHE, IIIyM B yIIIaX, BEPTUTO.
Co cmopoHbl OblxamenbHOl cucmembi:
e HEYACTO - OABIIIKA, HOCOBOE KPOBOTEYECHHE.
Co cmopoHbl nuw,e8apumenbHoll cucmembi:

e JACTO - OUIyIlleHUe MTePEeNoIHEHNS XKeJlyKa; HevacTo - TOIIHOTa, Auapes, PBOTa,
00J1b B JKMBOTE, CYXOCTh BO PTY, 3al0pP, TaCTPO3HTEPUT OUYEHb PEIKO -
TUNEpPIIa3us OeceH.

Co CMOPOHbBI Nno4YeK u MOHQBblGO@ﬂUJ,UX nymeft:

e HEYacCTO - mepudeprudecKre 0TEeKN HUXKHUX KOHEYHOCTEMN; PEIKO - TTO3BIBH K
MOYEMCITyCKaHHUIO; ITOJINYPUS.

Co cCmopoHbI KOXHCU:

e OYEHb YACTO - IPHUIMUBHI 2Kapa (0coOeHHO B HadaJsle JIeueHusI, 0OBIYHO
OBICTPOIIPEXOOSAIINMU);

e HEYACTO - peaKIMy MOBLIIIEHHON YyBCTBUTEJILHOCTH (3y[d, KpallUBHUIlA, 9pUTEMA,
CHITIb, (poTOCEeHCUOUMM3alus); O4eHb PegKo - 9KC(HOoIUaTUBHBIN JEePMATHUT,
AQHTMOHEBPOTUYECKUM OTEK, MaKyJloIaIllyjJe3Has ChIIlb.

Co cmoOpoHbl KOCMHO-MblUWEYHOU cucmembl:
e HEYACTO - ApPTPAJITUsI MUAJITHS.
Co cmopoHbl penpodyKMmMueHOoll cucmembvl U MO/AOYHbIX dHcees:

e OYEHb PEIKO - 9pEeKTUJIbHasaA OUCPYHKIINSA, THHEKOMACTHUS (Y TOKHUIIBIX
auy¥eHTOB), MEHOpparus.

Co CmOpoOHbI NeYeHU U JHce14e8bleo0AuUX nymeu:

e PEOKO - HapylleHue PyHKIWY Ie4YeHH, IOBLIIIEHNE YPOBHS OTHOEIbHBIX
1abopaToOpHBIX ITOKa3aTesel (He3HaUUTENbHOE UM YMEPEHHOE YBEeTUUYeHre
TpaHCaMHKHa3).

IIpouee:



e HE4YaCTO - HaCMODPK, HecneumbnquKas{ 00JIb, YBeEJIINYE€HNEe MacCChI TeJla,
IIOBHIIIIE€HHANA IIOTJIIMBOCTh;, O4YE€HBb PEOKO - JINXOpPagKa.

CpoK rogHoctu
4 ropa.
YcnoBusi xpanenusi

XpaHUTh B OPUTMHAJIbHOM yIIaKOBKE B 3AIUIIEHHOM OT CBE€Ta M HEOOCTYIIHOM OJIs
OeTer MeCcTe IIpU TeMIiepaType He Bhie 25 °C.

YnakoBka

ITo 10 TabneTok B Onuctepe, 3 6/aKMCTEepPa B KaPTOHHOIM KOPOOKe.
Kareropus ornycka

ITo penenrty.

ITpou3sBoourenn

ITPO.ME].LIC IIpara a.c.

MecTOHaXx0XaeHHE IIPONU3BOIUTEJISI U €r0o aJpec MecTa OCylIeCTBIeHU
OesATeILHOCTH

Tenucka 377/1, Muxns, [1para 4, 140 00, Yemickasi PecniyOnuka.
M CTOYHHUK MHCTPYKIUH

HHCTpyKIUS IeKapCTBEHHOTO CPeACTBa B3sATa U3 OPUIIMATbHOTO UCTOYHUKA —
['ocymapCTBEHHOTO PeecTpa JIEKaPCTBEHHBIX CPEeOCTB YKpPauHHI.
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