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MUWUHUCTEPCTBO 3JIPABOOXPAHEHNSI POCCUMCKOW ®EJIEPALIMN

UHCTPYKILIUA
110 MEJIJUIITUHCKOMY TTPUMEHEHMUIO JIEKAPCTBEHHOTI'O ITPEITAPATA

3EJJIOKC"

Perncrpammonnsniii Homep: [T N015868/01

Toprosoe HauMeHOBaHHE: 3enoxc”

MeskyHapoIHOe HeNATEeHTOBAHHOE HJIM I'PYNIHPOBOYHOE HAUMEHOBAHHUE: 3UIIPACH/IOH
JlexkapcrBennasi opma: nuoduiIM3aT JUISL IPUTOTOBIEHUS PAcTBOPa JUIS BHYTPUMBIIICYHOTO
BBEJICHUS

Cocras:

1 ¢akoH ¢ JIMO(bI/lHI/BaTOM COJACPIKHUT.

Jleticmeyrowee sewecmso: 3unpacugona mesunar tpurujapar 40,93 mr (sxBuBajieHTHO 30 MI
3UIIPACH/I0HA).
Bcnomoeamenwnole seujecmea: nukioaekcrpuna cyibdoodyrunar narpus (SBECD) 441,49 wmr.

1 am1yjia ¢ paCTBOPUTEIIEM COJACPIKUT:

Boja juis uabexnwmii 1,4 mit (¢ yaerom HeoOxomumoro u3oeitka B 0,2 Mil Juist rapaHTHPOBAHHOTO

u3bATHSA 1,2 MIT).

Onucanue:
Jluogpunuzam: miopunuzar 6e10ro Ui NouTH OEJI0T0 1BETA;
Bocecmanosnennwiii pacmeop: npo3pauHblii OeCIBETHBIA PacTBOP;

Pacmeopumens (600a 015 unvekyuit): npo3padnas OeciBETHas KHUIKOCTb.

dapmakoTepaneBTHYECKAsl FPYINIA: AHTHIICUXOTHYECKOE CPEACTBO (HEHPOJIETITHUK).

Kox ATX NOSAE04

DapmMakoJI0rHYeCKHe CBOHCTBA

Dapmakoounamuka

3unpacu/I0H 00J1a/1aeT BBICOKUM CPOJICTBOM K johaMuHeprudeckum perenropam 2 tumna (Dy) u
3HAYUTEIILHO 00JIeE BBIPAKEHHBIM CPOJICTBOM K CEPOTOHUHOBBIM perientopam 25 Tuna (5-HTza).

[To pesynbTatamM MO3UTPOHHO-MUCCHOHHONW TOoMorpapuu (I1DT) wuepes 12 yacos mocine
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onHokpatHoro mpuema 40 mMr mpenapara OJ0Kaaa CEPOTOHMHOBBIX DELENTOPOB THIIA 2o
cocrasJsiia 6osee 80 %, a peuenrtopoB Dy — Gosee 50 %. 3unpacuion B3auMOJIEHCTBYET TAKKe
¢ ceporonuHoBbiMU S5-HToc, 5-HT p u 5-HT;o peuenropamu; cpoJICTBO mpemnapara K 3TUM
perenTopaM COMoCTaBUMO €O CPOJICTBOM K D) perientopaM mid MpeBbIiacT ero.

3unpacuion 00J1a/1aeT yMEPEHHBIM CPOJICTBOM K HEHPOHAIbHBIM TPAHCIIOPTEPAM CEPOTOHHHA U
HOpaJipeHaIMHa. 3UIPACHIOH JIEMOHCTPUPYET YMEPEHHOE CPOACTBO K Hi-rucTaMHHOBBIM |
0L1-aJIpEHOpELIETITOPaM. 3UIPACH/IOH HPAKTHYECKH HE B3aUMOJICHCTBYET € MYCKapHHOBBIMH
M;-peuenropamu.

3UIpacuION SBJISICTCS aHTAarOHKCTOM KaK CEPOTOHHHOBBIX penenTopoB 24 (5-HT>4) Tumna, tak u
nopamunepruyeckux penentopos 2 tumna (D,). [Ipeanonaraercs, 4to TepaneBTuyeckuii s(dexr
npernapara 4aCTHYHO ONOCPEI0BAaH TUM KOMOMHMPOBAHHBIM AHTArOHMCTHUYCCKUM JICHCTBHEM.
3Unpacu/IoH SABJISETCS Takke MOIHBIM aHTtaroHucTom 5-HT)e, 5-HT p u MomubM aronuctom
5-HT s peuentopoB u uHrudbupyer oOpaTHbI 3axBaT HOpaJpeHallMHa W CEPOTOHMHA B
HEHUpOoHax.

B wWccieoBaHUAX MMOCIE BHYTPUMBILIEYHOTO  BBEJICHHS HAOJIONANIOCHh  J10303aBUCUMOE
CHHDKEHHE TCUXOMOTOpHOrO BO30Yyxtenus. llocie jo3el 10 Mr tepaneBTuyeckoe JieicTBHE
PErucTpUpOBATIOCH Yepe3 15 MUHYT U COXPaAHSIOCh 0 3aBeplieHHs HabmoieHus (B Teuenue 2
4acoB), a 1ocJie BBeJIeHus 10361 20 MI' — perucTpupoBaioch yepes 30 MHHYT U COXPAHSJIOCH J10
3aBepiieHust HaOo IeHus (B TeueHue 4 4yacos).

Jononnumenvnas ungopmayus 0 KIUHUYECKUX UCCIeO06ANUAX

B KJIMHUYECKHUX HCCIIE0BaHUAX ObLIa MPOJIEMOHCTPUPOBAHA OE30M1aCHOCTh U NEPEHOCHMOCTD
BHYTPUMBIIICUYHBIX MHBEKIUI U MTOCIIE/1YIOIIEr0 MPOI0JKEHHS IEPOPATIbHOM TepaIuu.
Pesynomamoi kpyninoeo nocmpe2ucmpayuoHHo20 ucciedosanus 6e30nacHocmu

C wenblo ompesesuTh, cBs3aH 1M d¢dext 3unpacuona Ha uHtepBas QTc ¢ MOBBIIIEHHBIM
PUCKOM CMEPTHOCTH He B pe3yjbTare COBEpIICHHS CyUlHJa, ObUIO  IPOBEJIEHO
paHIOMH3MPOBAHHOE TOCTPErHCTPALMOHHOE HcclieloBaHne ¢ ydactueM 18 239 manmentos ¢
mu30(peHneii ¢ MpoJ0JDKUTEILHOCTBIO HAOMIOeHUsT B TeyeHHe | roja. DTo MCCIIe/I0BaHuUE,
KoTOpoe OBIIO  MPOBEIEHO B  YCJIOBUSIX  PEaJbHOM  KIMHMYECKOW  TPaKTHKH, HE
[POJIEMOHCTPUPOBAIO HUKAKUX PA3IMYMi MEX/1y Tepanued 3UIpacu0HOM U OJIaH3AIIMHOM 10
IOKa3aTes o O0Iei CMEPTHOCTH HE B pe3ysibTaTe COBEPINEHHs CyMIU/a (OCHOBHOM KpHTEpUi
s¢pdextuBrocTn). MccneoBanue  Takke He  IPOJEMOHCTPUPOBAIO  pasjIMuuil  MEX1y
npernaparaMm 10 JIONOJHUTENIBHBIM KPUTEpUsAM PPEKTUBHOCTH, TaKMM KakK CMEPTHOCTH 110
mo00i MpUYKMHE, CMEPTHOCTh B pe3yJibTaTe CyMIU/a, CMEPTHOCTh B pe3yJIbTare HACTYIJICHUS
BHE3AIIHOW CMEPTH, OJHAKO B TIpyINIe 3WIpacHjoHa Hadmojasach CTaTHCTHYECKH HE

JOCTOBEpHAasA YHUCJIICHHO 0OoJiee BBICOKas 4acToTa CcJiyyacB JICTAJIBHOIO HCXOJia 1O TIPHYHHC
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CepIeYHO-COCYIMCThIX  Hapymenuit. Taioke B rpynme  3unpacujoHa — HaOmojanach
CTAaTHCTHYECKH 3HauMMas OoJiee BBICOKas 4YacTOTa TOCIUTAIM3ALMM 10 JIOOOH NpPHUYMHE, B
OCHOBHOM HM3-3a pa3JId4Mii B KOJMYECTBE CJIy4aeB TIOCIHMTAIM3AlMM B  CBI3H C
MCUXHATPHYCCKUMU SIBJICHUSMHU.

dDapmakoKkunemuka

Bcacvisanue

BHOJ0CTYITHOCTE 3UIPACH/I0HA TIPU BHYTPUMBbIIIEYHOM BBeieHnH coctasisier 100 %.

[Tociie 0JIHOKPATHOTO BHYTPUMBIIIEYHOTIO BBEJICHUS CHIBOPOTOYHAS KOHIEHTPALUS JIOCTHIACT
makcumyma npuMepHo uepe3 30-60 mun. CozjepkaHue Ipenapara B CHCTEMHOM KPOBOTOKE
YBEJIMUMBACTCS MTPOTTOPIIMOHAIBLHO TTOBBIICHHUIO J103bl, M NOCJIE 3-THEBHOIO BHYTPUMBIILICYHOTO
npuMeHeHus YPPEeKT KyMyJISIUN BbIPAKEH MaJIo.

Pacnpeoenenue

O6beM pacripe/ielieHus 3UIPacuIoHa COCTaBiseT 0kojo 1,5 ji/kr. 3unpacusion 6osee yeM Ha
99 % cBsi3pIBaeTCs ¢ OeIKaMH I1J1a3Mbl KPOBH.

Buompancghopmayus u eviseoenue

CpeaHuil  TEPMUHAIBHBIM T€PHOJI  TOJIYBBIBEJCHUS 3HMIIPACHJIOHA 110CIE  OJHOKPATHOIO
BHYTPHMBILIIEYHOTO BBejIeHUs 2-5 yacoB. CpeiHuil KIMPEHC 3UIIPacu/oHa 1pH BHYTPUBEHHOM
BBeJIcHUH cocTaBisier 7,5 mu/mMun/kr. pumepno 20 % 10361 BHIBOJAMTCS MOYKAMH U IIPUMEPHO
66 % — KUILICYHUKOM.

BriBeienure 3uIpacu/i0Ha MPOMCXOUT € ydacTueM 3 myTteil OuoTpancdopmanmu, Onaronaps
KOTOpbIM 00pasyiorcss 4 OCHOBHBIX Meraboiurta — Oensmsornazomnunepasuna (BUTII)
cynbhoken, BUTIT cynbdon, 3unpacuiona cyabGpokeua u S-MeTHIMIuApo3Hpacuiod. Jlos
HEM3MEHEHHOTO 3UIIPACHOHA B CHIBOPOTKE OT OOIIEro CoJep)KaHHs Ipernapara W €ero
MeTabOoJIUTOB COCTaBIISIET 0KO0JIO 44 %.

Ha mnepBoM sTame 3unpacujion MeTtaboau3upyeTcs NMPEHMMYIIECTBEHHO IBYMS IYTSMHU: IyTEM
BOCCTAHOBJICHHS M METHIIHPOBaHHs C (OPMUPOBAHMEM S-METHJIMTHIPO3HMIIPACH/IOHA (JIBE
TpeTH MeTaboJM3Ma 3UMPACHIOHA) U ITYTEM OKHCJIUTEILHOTO MeTaboIn3Ma, Ha JI0JIK0 KOTOPOro
NPUXOJIUTCS OCTABIIASCS TPETh OT 001ero urcsia duorpanchopmanmii. Mceneosanus in vitro ¢
HCIIOJIb30BAaHUEM  CYOKJIETOYHBIX  (ppakuuii  meyeHM — 4YesjoBeKa  IOKasald,  4To
S-MeTHJIMTUIPO3UIIPAcHIOH 0OpasyeTcs B JiBa dTana. B 9Tux uccieopanusax ObLUIO MOKa3aHo,
YTO MEPBBIA ATANl OCYHIECTBIISETCS MOCPEACTBOM KaK XMMHMYECKOH pEaKiMu BOCCTAHOBJICHUS
IIPM YYacTHH IJIyTATHOHA, TAK ¥ BOCCTAHOBJICHUS 101 JIeHcTBUEM (epMEHTA allbJIeT HI0KCH/Ia3bl.
Bropoii sTanm — 5TO METHJIMPOBAaHWE MOJ JCHCTBHEM (epMEHTa THOMETUITpaHC(Hepasbl.
Uccnenosanus in  vivo mnokasbiBaor, 4to u3opepment CYP3A4 spisgercs OCHOBHBIM

n30(epMEHTOM CHCTEMBI IUTOXpoMa P450, KaTaIM3UPYIOIMM OKMCIIMTENIbHBIH METaboIn3M
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3UIPACHIOHA C BO3MOXHBIM MeHee 3HaYMMbIM ydacTueM usodepmenta CYPTA2.

3UIPACHIOH, S-METHJIMIH/PO3UIIPACH/IOH U 3HIIPACH/IOHA CYIbMOKCH/L 10 JIAHHBIM in Vilro
Mccle0BaHui  00/1aJal0T CXOJHBIMH CBOMCTBAMM, KOTOPBIE MOIYT OOYCJIOBHUTBL YJ/UIMHEHHE
untepsana QT. S-METHIIMTH/IPO3UTIPACHIIOH BBIBOJIMTCS TJIABHBIM 00Pa3oM 4epe3 KUIICYHHK,
IPEIONIOKUTENBHO IyTEM YKCKPELMH € HKETUbIO MTPH HE3HAUHTEILHOM YJaCTHH MeTaboJIn3Ma,
karammsupyemoro uzopepmentom CYP3A4. DnuMunanus 3unpacujiona  cyibpokcujia
OCYLIECTBIISETCS Oaroapst MOYCYHON IKCKPEIMH U BTOPHIHOMY METaboIM3My 101 JIEHCTBHEM
nzopepmenta CYP3A4.

Ocobvle kamezopuu nayuenmos

dapMaKOKHHETHICCKUI CKPUHUHT MAIlMEHTOB, MOJTYYaBUIMX IIPenapaT nepopaabHO, HE BbISBHII
KaKMX-JTHOO0 CYIIECTBEHHBIX Pa3/Inyuii B (JapMAaKOKUHETHKE Y KYPSIIHUX ¥ HEKYPSAIIUX.
KnvHAYEeCKH 3HAYMMBIX pa3iiuvii B (PapMaKOKMHETHKE 3MIIPACH/IOHA I0CJE TEPOPabHOTO
IpEemMa y Mal|eHToB B 3aBUCUMOCTH OT BO3PACTa HJIH 110J1a He Ha0JI0/1aJ10Ch.

V panMeHToB ¢ HapylueHHeM (GYHKIMH IOYCK pa3JIMYHOM CTEelNeHn He HadIoaanoch
IPOrPECCHBHOTO MOBBIICHUS YPOBHS 3UIPACHIOHA B CUCTEMHON IIUPKYJISAIMHU, YTO COTIacyeTcs
¢ TeM (hAKTOM, YTO MOYEYHBINH KIMPEHC BHOCHT OYCHb HEOOJBIIOH BKJAJ B OOIIMHA KIMPEHC.
CucreMHOE BO3JIEHCTBUE 3UIMIPACH/IOHA Y MAIMEHTOB C JIETKOH (¢ KJIMpPEeHCOM KpeaTHHuHaA oT 30
1o 60 mu/mMuH), yMmepeHHo# (¢ KkiupeHcom KpeatuHuHa ot 10 g0 29 mia/MuH) M TsKeENOM
(TpeOyroliieli POBECHHs JIHaM3a) CTENEHbIO HapyIICHUS (QYHKIMU TOYEK NpH IIpHEeMe
nepopaibHbIX 7103 20 Mr JiBa paza B CyTKH B TedeHue 7 jHeil cocrapism 146 %, 87 % u 75 %,
COOTBETCTBEHHO, OTHOCHTEJILHO [MAlIMCHTOB C HOPMAJIbHOW (YHKIHEH I0YeK (C KIMPEHCOM
kpearuauHa > 70 mi/mMuH). HewsBecTHO, NOBBIMIEHBI JIM Y 3THX IAlMEHTOB KOHIEHTpAMU
MeTa0O0JUTOB B CHIBOPOTKE.

V nan@eHToB ¢ JIETKUM M YMEPEHHBbIM HapylieHueMm (YHKIHMH nedeHu (knaccel A wiau B no
kiaccupukanun  Yaina-I1bi0) Ha (oHe nuppos3a 1e4YeHH CHIBOPOTOYHBIC KOHIEHTpAIMN
sunpacuona Ha 30 % BbIe, 4YeM y 3J10pOBbIX JIOOPOBOJIBIEB, @ TEPMUHAIBHBIA MEPUO/L
NOJIyBbIBEICHHsT OOJibllie NpUMepHO Ha 2 4. BimsHue HapymieHus (QYHKIMH II€Y€HM Ha

KOHICHTpalluu MeTabOJIUTOB B CBIBOPOTKE HEU3BECTHO.

Iloxa3zanus K NPUMEHEHHU IO

KynupoBaHue nmcuXoMOTOPHOTO BO30YXKACHHS Y TTAIUEHTOB € IICUX030M.

IIporuBonokasanus
e [OBBINIEHHAS WYYBCTBHTEJIBLHOCTh K 3UIPACH/IOHY WM JIOOOMY JIPyroMy KOMIIOHCHTY

npernapara;
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e yummHeHue uHTepBasa QT B anamHuese, BKIIOYas BPOXKJICHHBIH CHHJIPOM YJUTMHEHHOTO
untepsana QT:

® HEJIaBHO MEepeHECeHHbINH 0CTPbI HH(APKT MUOKAp/ia;

e cepjlevHasl HeJIOCTaTOYHOCTh B CTA/IUH JIEKOMIICHCAIUH;

e apuT™MuHu, TpeOyrolmue npueMa aHTuapuTMuyeckux cpeiacts kiaccoB IA u III (eMm. paszen
«Oco0ble yKazaHus»);

® COBMECTHBIH TNpPHEM JIEKaPCTBEHHBIX CPEJACTB, Y/ UIMHsIOMX uHTepBal QT, B uyacTHOCTH
aHTHAPUTMUYECKHUX cpeacTB KiaccoB IA u I, MbIIbSKOBHCTOrO aHruapuaa, rajodaHTpuHa,
JeBOMETauiIa  arerara, Me30pHJia3uHa, THOpMJA3uHa, [UMO3MJa, crapduokcanuHa,
ratudiokcania, MoKcH(pIIOKcalMHa, JIo1aceTpoHa, Me(IIOXHHA, CePTHH/IONA WM LU3anpu/ia
(cm. pazaen «Ocobble yKazaHus»);

® [IAI[MEHTHI C ICUX030M, OOYCIIOBJICHHBIM JEMEHIIHEH;

e jerckuii Bo3pact o 18 ser u Bo3pact crapmie 65 neT (3pdeKTUBHOCTE U 0€30MaCHOCTh
INPUMEHEHHUS 3UMIPACUIOHA Y MMAIIUCHTOB JAHHBIX BO3PACTHBIX I'PYIIIT HE YCTAHOBIICHBI);

® [IEPUOJ IPYAHOI0 BCKAPMJIMBAHUS.

C 0cTOPOKHOCTBHIO
Cnenyer cobmoaTh OCTOPOKHOCTH MPH IPUMEHEHUHN 3UIIPACH/IOHA Y TMALMEHTOB C TSIKEION
IIEYEHOYHOH HE/IOCTAaTOYHOCTBIO, CYJ0POraMy B aHaMHe3e, caxapHbIM JHadeToM, y MalueHTOB
IpyMIbl PUCKA aCIUPAIIMOHHON ITHEBMOHMH, Y MAIIUEHTORB C IMOBBIIIEHHBIM PUCKOM MHCYJIbTA.
C 0coboit OCTOPOXKHOCTBIO CJIEJyeT HMPUMEHSATh 3UIPACHJIOH Yy MAIMEHTOB, CTPAJAIONINX
M3BECTHOM CepJ/IeYHO-COCYIMCTOM MaToJoruel (C HaJIMuueM B aHaMHe3e MH(papKTa MHOKap/a
WIA UIIEMHUYECKOH Oosie3HM cepila, CepAeYHOH HEJAOCTATOYHOCTH WJIM  HapylIeHUH
IIPOBOJIUMOCTH),  1IepeOpOBACKYJISIPHOW ~ MATOJOTHEH WM  JIPYTUMH  COCTOSIHUSIMM,
npepacrosiaraloliuMi K FUIOTEH3UH (JeruapaTaliueid, TMIoBoJIeMUei, a TakKe MOTyqalonux
JIpyrue TUIOTEH3UBHBIE CPEJICTBRA).
3UNpacuon CiaelyeT MPUMEHSTh C OCTOPOKHOCTHIO Y MAIMEHTOB C HHUXKE MEpPEYUCICHHBIMU
(dakropamu pucka (cm. pasjen «Ocolble yKazaHUs») KOTOPbIE MOTYT YCYT'yOUTh BO3MOXHOCTD
BO3HUKHOBEHUS TAPOKCU3MAILHOM ey 10ukoBoi apuTmuH (torsade de pointes):

e Opaaukapus,

® DJIEKTPOJIMTHBIN JAucOaIaHC.
[Ipy BHYTPHUMBIIIEUHOM BBEJICHHMHM 3MIIPACH/IOHA MOXET HaOII0AaThCsl TOJIOBOKPYIKEHHE,
TaXMKap/ius, MOBBIIICHHE APTEPUAIILHOIO JIaBJICHHUs M TMOCTypajibHas TMNOTeH3us. B cBs3m ¢
THM ClieAyeT coOoaTh 0CO0YI0 OCTOPOKHOCTH MPU MPUMEHEHUHU 3UIPACU0HA OCOOEHHO Y

amMOyJIaTOPHBIX MAIUEHTOB.
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Heobxo0uM0 co0JII0IaTh OCTOPOXKHOCTh TPH NPUMEHEHUHM 3UIIPACH/IOHA B KOMOMHAIMM C
AJIKOTOJIEM | JIPYTMMH Iipernapatamu, Bimsitomumu Ha [[HC, Bkimtouas cpejcTsa, JeicTBYOMME

Ha J0haMUHEPrHYeCKUe U CEPOTOHUHEPIHUECKUE CUCTEMBI.

Ipumenenne npu 6epeMEeHHOCTH H B IIEPHO/I FPY/AHOI0 BCKAPMJIMBAHHSA

IIpumenenue npu bepemennocmu

UccrienoBanust 'y OEpeMEHHBIX JKEHIMH HE IPOBOAWINCL. B CBA3M € OTHM JKEHIIMHAM
PeIpolyKTHBHOTO BO3PACTa CJI/yeT UCI0JIb30BATh HAICKHBIE METO/Ibl KOHTPAIIECTIIHH.
YuuThIBass OrpaHUYCHHBIH ONBIT MPUMEHEHHs npenapara y OepeMeHHBIX KEHIIUH, 3UIIPaCHI0H
HE PEKOMEHJyeTcsl Ha3HavyaTh BO BpeMs OCPEMEHHOCTH, 3a MCKIIIOYEHHEM CHUTYallui, Korja
NOTEHIMAIbHAs T0JIb3a OT €ro NMPUMEHEHHUS MaTepbio NpeBblIaeT puck st miojaa. Ilpu
HEOOXOJIMMOCTH OTMEHbI TNpenapata B INepuoj OepeMEHHOCTH, He CleAyeT Jearbh 3TO
OJIHOMOMEHTHO.

UccnenoBanusi penpoyKTHBHONH TOKCHMYHOCTH Ha HKCHEPUMEHTAILHBIX KMBOTHBIX I10Ka3ajIu
HEOJIArONpHUsITHOE BIMSHUE HA PENPOJIYKTUBHYIO (DYHKIIMIO IPH IPUMEHEHHUH B J103aX, KOTOPHIE
ObUIH YK€ TOKCHYHBI JUISi MATEPUHCKOT0 OPraHu3Ma |/iiii NPUBOIMIIN K celaTUBHOMY d(dekTy.
IIpu3HaKkoB TepaTOreHHOrO BIUSIHUS HE HAOJII0/1a710Ch.

Y HOBOPOKJICHHBIX, MAaT€pH KOTOPBIX MOJIy4aau AHTUICHUXOTHYECKHE Ipernaparbl (BKIOYas
3UIMPACH/IOH) B TEYEHHUE TPETHEro TpUMECTpa OEpeMEHHOCTH, B MEPUOJI TOCIE POXKICHHS
MMEETCsl TTOBBILIICHHBIA PHUCK Pa3BUTUS JKCTPANIMPAMUIHBIX CHMITOMOB W/WJIM CHMIITOMOB
OTMEHBI Pa3HO# CTENEHHW TSKECTH U NMPOAOIDKUTENLHOCTH. MIMeroTest cooliienus o pa3sBUTHH
QKHUTAIIMK, THIEPTOHYCA, TUIOTOHYCa, TPEMOpa, COHJIMBOCTH, PECHUPATOPHOIO JHCTpecc-
CHHJIPOMAa M HapyIICHUH NHUTaHWs Y TaKUX HOBOPOXJIEHHbIX. B cBA3M ¢ 5THM cieayer
TIIATEJIBHO KOHTPOJIMPOBATH COCTOSHUE HOBOPOIKACHHBIX.

IIpumenenue 6 nepuood 2pyoHo2o 6CKapmiu6aHus

AJICKBaTHbIE W KOHTPOJHMPYEMbIE HCCJIEIOBAaHUS Yy KOPMSIIMX JKEHIIMH HE IIPOBOJIUIIMCH.
CorylacHO OrpaHMYEHHBIM JJAHHBIM 3MIIPACH/IOH IIPOHUKACT B I'PYJIHOE MOJOKO B OY€Hb HU3KHX
KOHIleHTpalusx. Ilpu JieueHHM 3UNPACHIOHOM  KECHIUH  CJIEAYeT INPEAYNPEaUTH O
HEOOXOMMOCTH MPEKPATHTh KOPMJICHUE TPY/blo. Eciu Jiedenne HeoOX0UMO IIPOIOJIKUTH, TO
IpyJIHOE BCKapMJIMBAHHE CJIE/IyET IPEKPATUTD.

Depmunvrocms

AJIeKBaTHbIE M KOHTPOJIMPYEMbIC HCCIECJOBAaHUS Yy JKEHIIMH M MYKXYHMH, NPHHAMAIOIINX
3UMPACUIOH, HE IPOBO/IMIIUCH.

JXKeHipHamM  penpoJiyKTHBHOTO BO3pacTta, IOJIyYalOUMM TEPaIHio 3UIIPCUIOHOM, CIIeyeT

UCII0JIB30BATh HA/IC)KHBIC METO/Ibl KOHTPAIICIIIUH.
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Crnocod npuMeHeHHus ¥ 1035l

TonbKo JUIst BHYTPUMBIIICYHBIX HHbeKIni. He BBOAHTH BHYTPHBEHHO!

Tepanuio siekapcTBEHHOM (OPMOH ISl BHYTPHUMBIIIEYHOTO BBCJICHHS CJICJYeT NPHUMEHSTh
TONBKO y TAlMEHTOB, y KOTOPBIX €ro NMPHMEHEHHE B NEpPOpaibHOM JIeKapCTBEHHOH (opme
HelesecoodpasHo.

B3spocavie

Pexomen/ryemble JI03bl COCTaBIAOT OT 10 MI' IpH BBEJACHHH MO Mepe HEOOXOMMMOCTH JI0
JIOCTHYKEHUS MaKCUMaIbHOM 1036l 40 Mr B cyTKH. J[03b1 110 10 MI' MOXKHO BBOJMTH KaKzble 2 4.
J103b1 110 20 MI' MOJKHO BBOJIMTH Yepe3 Kaxjible 4 yaca JI0 JJOCTHIKEHUSI MAKCUMaJIbHOM CyTOYHOM
no3pl 40 mr. TlpuMeHeHHe 3uIpachjioHa B JIEKAPCTBEHHOW (opme Juisi BHYTPHMBIIIEYHOIO
BBEJICHUS HA MPOTSHDKEHUHU OoJjiee 3 JIHEH He U3y4aioch.

Eciin HeoOXoMMa JUIMTENIbHAs Teparys, TO MalHeHTa CIIelyeT Kak MOXKHO ObICTpee NEPEBECTH ¢
BHYTPHUMBIIICYHOTO BBEICHHUs HA [IPHEM KariCyJl 3UIPachIoHa BHYTPhb B 03¢ Jio 80 Mr jiBa pasa
B CYTKH JI0 MAKCHUMaJIbHO# cyTO4HO# /103b1 160 M.

Hoocunvie nayuernmoi

KnvHuYecKuidi  ONBIT TPUMEHEHHS BHYTPUMBIIICYHBIX HHBEKUMH Y MOXKHIILIX [alHCHTOB
(> 65 ner) orpannven. IlpuMeHeHnwe 3uIpacujoHa B JIeKapcTBEHHOH  dopme  juid
BHYTPUMBIIICYHBIX MHBEKIMI Yy HTHUX MAlMEHTOB He pekomeHjayercs (cMm. pasgen «OcobOblie
yKa3aHUs»).

IIpumenenue npu napywienuu pynKyuu nO4ex

[lanmenTam ¢ HapylmeHHOW (YHKIMEH [MOYeK 3UIPACHJIOH B JIEKApCTBEHHOH (opme i
BHYTPUMBIIIEYHBIX ~MHBEKIHH  CIIEyeT MPUMEHATh C€  OCTOPOXKHOCTBIO  (CM.  pasjeln
«®DapMaKoJIOrHuecKue CBOUCTBay 1mojipasaen «PapMaKOKHHETHKAY).

IIpumenenue npu Hapyuienuu yHKyuu nevexu

VY nanmMeHToB ¢ MeYeHOYHOM HEJI0CTATOYHOCTHIO MOXKET NOTPedOBATHCs IIPUMEHEHHUE TperapaTa
B Oosiee HM3KHX J03axX (cM. pasyen «OcoOble ykazanusi», «DapMakoJIOrdH4ecKue CBOMCTBA»

nojipazien «DapMakOKUHETHKAY).

Huempykyus no npucomosienuio pacmeopda

Conepxumoe ¢akoHa pacTBopsroT B 1,2 MII mpuiaraeMoif BoJbl JUlsi WHBEKIHUH. DIakoH
BCTPAXHMBAIOT JIO TOJHOIO pacTBOpeHHs mnopoinka. KouueHnTpamus o0pasylomerocs pacTBopa
cocrasiser 20 Mr 3unpacujiona Ha 1 M pactBopa. MOXHO HCIOJIB30BaTh TOJILKO MPO3PAYHbIMA
pacTBOp, HE COJEpXKAlMii BHIMMBIX BKIOueHui. M3 kaxmoro ¢uakona cieayer Habuparh
TOJNILKO OJHY 103y npenapata (0,5 mi, 4ro coorBetcTBYeT 10 Mr 3unpacuaoHa, Wi 1 mii, 4to

cootBercTBYeT 20 Mr 3unpacuiona). OctaTku pacTBOpa ClIeyeT BbUINTh.

ctp. 7wu3 17



11 NO15868/01-040719Y

ITo6ounoe AelicTBHE

3unpacuoon 015 6HymMpuMbiuLe H020 66e0CHU

B TabiMie HWXKE TNPHUBEICHBI HEXeJIaTe/bHbIC SBJICHUS C BO3MOKHOM, BEPOSTHOH WM
HEU3BECTHOI CBA3BIO ¢ MpUMeHeHHeM 3urnpacuiona B ucciepopanusx Il u I ¢asel. Haunbosee
YaCcTHIMU pPeakiusMH ObUIM TOIIHOTA, CElallMs, TOJOBOKPYKEHHE, 0OOJIb B MECTE€ HHBEKIUH,
roJioBHass 00JIb M COHJMBOCTL. JIOMOJHHMTEIbHbIE peakluu, HaOIoIaBIIMecs B X0JI€
IOCTPErUCTPALMOHHOTO TIPUMEHEHHUS, BKJIIOUCHBI B IPHBEJICHHBIH HHMKE CIIUCOK C 4YacTOTOM
«HEU3BECTHO» U BbIJICJIEHBI KYPCHBOM.

Bce HexenarelbHble peakilii MepedruciieHbl B COOTBETCTBHH ¢ CUCTEMHO-OPraHHbIM KJIACCOM H
KaTeropumei 4actorel: ouenv uacmo (> 1/10), wacmo (or>1/100 jpo <1/10), newacmo
(or>1/1000 mo < 1/100), peoxo (or>1/10000 mo < 1/1000), ovenv peoxo (<1/10000) u
HeU3BeCMHO (HEBO3MOICHO ONPeOeUMb NO UMEIOUUMCS. OAHHBIM).

IlepeuriciieHHbIe HW)KE HEXKeaTelIbHble PEaKUMH MOIJIM  TaKKe acCOMUpPOBATBCS  C

COHyTCTBYIOL[ICﬁ [aTOJIOrHEH W/UJIH COBMECTHO IIPUHUMACMBIMH JICKAPCTBEHHbLIMH CPEJICTBAMH.

Cucnmno-oprannmﬁ He:xearejbHbie JICKAPCTBEHHBbIC PEAKIITHH

KJ1acc

Hapymenust co croponbl 00MeHa BemecTB H NHTAHUS

Heuacto | AHOpeKcHst
Hapymenusi ncMXuKu
Hewacto ASKUTALUS, aHTHCOLHAJIBHOE TTOBEJICHUE, ICUXOTHYECKOE

paCCTpOﬁCTBO, 0eCCOHHMIIA, TUKH

Yacrora HEU3BECTHA Maunusi/TurnoManust

Hapymenust co ¢cTOpOHbI HEPBHOH CHCTEMbI

Yacrto AKaTH3Hs, OIIYIICHHE HEYCTOHYMBOCTH, JUCTOHMS, rojOBHas O0Jb,

cezanuys, COHJIMBOCTDh, SKCTparimpaMu/IHbIC Hapymeﬂnﬂ*

Heuacto MplleuHasi pUrHIHOCTh 10 THITY «3y04YaToro Kosecay, MocTypajabHOE
rOJIOBOKPY)KCHHE, IN3apPTPHUs, JIMCKMHE3Us, TUCIIPAKCHUS,

ITAPKMHCOHHU3M, TPEMOP

YacroTa HeM3BeCTHA | 3JI0KAYECTBEHHbBIN HEHPOJIENITUYECKUNA CHHJIPOM, CEPOTOHUHOBbIH
cHHJIpOM (cM. paszien «B3aumojieiicTBrE ¢ JIPYTHMU JICKApPCTBEHHBIMH

CpeJICTBAMH »), NTapaJIuy JIMLIEBOIO HEPBA

Hapymennst co cTOpOHBI cepana
Heuacto bpaaukapusi, TaxuKap/us
Yacrora Hew3BecTHa  |Ilapokcu3maibHas MeplaTesibHasi JKelly/109KoBast apuTMus (torsade de

pointes)* (cM. pazzen «Ocobble ykazaHus»).

HapyuieHust o CTOPOHBI OPIaHOB CJIyXa H PABHOBECHS
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Heuacto

["os10BOKpY)KEHHE

Hapymenust co cTopoH

bl COC)’}]HCTOﬁ CHCTECMbI

Yacro

ApTepHaHLHaSI TUIIOTCH3HUs, apTepUalibHas TUIICPTCH3UA

Heuacto

anepeMuﬂ, opTocTaTnu4eCcKast TMInoTCH3us

YacroTa HEeU3BeCTHA

O6MOpOK, BeHO3HAst TPOMO0IMOOI M

Hapymenusi co cTopoH

cpe1oCcTeHHs

bl ILIXaTeJbHOM CHCTEMbI, OpraHoB l‘pyllHOi;I KJICTKH H

HeuacTo

Jlapunrocnasm

Hapymenus co ¢cropon

bl KEJIYI0YHO-KHIIECYHOI0 TPAKTA

Yacrto

Towmnora, pBora

Heuacto

3anop, auapesi, ®H/JIKUi CTyJ1, CyXOCTb BO PTY

Hapymenust co cTropoH

bl KOKH U MOAKO0KHON KJIeTYATKH

Heuacto

['uneprupos

YactoTa Heu3BecTHA

['MnepuyBCTBUTEILHOCTD, aHTHOHEBPOTHYECKUH OTEK, JIEKAPCTBEHHAs
peaxiysi ¢ 303uHOGpHIMEeN 1 cucTeMHbIME cumnitoMamu (DRESS-

CHHJIPOM )

Hapymenust co cropon

bl HMMyHHOﬁ CHCTEMbI

Yacrora HEU3BeCTHA

Anaghunaxmuueckas peakyus

Hapymenus co cropoH

bl KOCTHO-MBIIIEYHOH CHCTEMBI M COeTHHUTEIbHOM TKAHU

Yacrto

PUruiHoCTh MBIIIII]

Hapymenus co cropoH

bl MOYECK H MOYCBBIBO/IHAIIIHUX nyTeii

Penko

Henep:xanue mouu, qu3ypus

YacroTa HEU3BeCTHA

OHype3

Hapymenus co cropoH

bl NEYCHH H KCJIYCBbIB O/ IIHX ﬂyTeﬁ

Heuacto

[ToBbIIIEHHE AaKTUBHOCTH TIEYEHOYHBIX (bepMCHTOB

OO0mue paccTpoiicTBa H 0CJI0KHEHHS B MecTe BBe/IeHUS

Yacro ACTEHMSI, TOBBIIIIEHHAS YTOMJISIEMOCTb, #OKEHHUE B MECTE UHBEKIIUH,
00JIb B MECTE€ UHBEKIIUH.
Heuacto CHHIPOM «OTMEHBI) Tpernapara, rpuIono 100k CHHAPOM,

IIHCKOM(bOpT B MECTC MHBEKIUHU, pa3/IpaXCHUC B MCCTC HHBCKIIUU

JlabopaTopHble H HHCT

YMCHTAJ/IbHbIC ITAHHbLIC

HeuacTo

[ToHmwkeHHOE apTepuaibHOE JIaBICHUE

bepemennocTs, mocjep

O10BbI€¢ H NEPHHATAJIBHBIC COCTOAHUSA

Yacrora HEM3BECTHA

CHHJPOM OTMEHBI Ipernapara B HEOHATAJIbHOM IIEpHOZE (CM. pasjel

«[Tpumenenne mnpu  OEpPeMEHHOCTH M B IEPHOJ  TPYIHOTO

BCKApMJIMBAHUS»)

* YactoTa paccYMTaHa Mo JAHHBIM TPEX IMOCTPErHCTPAIMOHHBIX OTKPBHITBIX KOHTPOIHPYEMBbIX

KJIMHUYECKUX UCCIICOBAHUN.
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HaubGosiee yacTbIMH HEXeIaTeIbHBIMU SBJICHUSIMH CO CTOPOHBI CEP/ICYHO-COCYTUCTOM CHCTEMBI,
3aPErMCTPUPOBAHHBIMA B KIMHMYECKMX MCCJIECIOBAHUAX  BHYTPHMBIIICYHOTO  BBEJICHHS
(MKCHPOBaHHBIX /103 3UIIPACH/IOHA, ABJSUIMCH OlLyleHne HeycToiuusocTu (10 mr - 11 %, 20 mr
- 12 %), taxukapaus (10 mr - 4 %, 20 Mr - 4 %), nocrypaibHoe rojoBokpysxenue (10 mr - 2 %,

20 mr - 2 %), oprocraruyeckas rurnotensust (20 mr - 5 %) u runoronus (10 mr - 2 %).

B npeaperucTpanMOHHBIX  KIMHHYECKUX — UCCIE0BaHUSAX  BHYTPHMBIIICYHOIO  BBEJACHHS
(MKCHPOBAHHBIX JI03 3MIIPACH/IOHA MOBBIIICHHE APTEPUAIBLHOIO JIaBlIeHUs 0TMedanoch y 2,2 %
NAlMEHTOB, MOJYyYaBIMX mpernapar B Jioze 10 Mr; Kpome TOro, NnoBBIIEHHE apTEPHAIBLHOIO

JIaBJIeHusl ObIIO 3aperucTpUpoBano y 2,8 % mannueHToB, MOJIy4aBIIuX 3UIIPAcuIOH B 03¢ 20 Mr.

Ilepeno3upoBka

Jlanuple 0 mMepeo3UpOBKE 3UIPACHOHA OrpaHWYeHbl. MakcuMaibHas [OATBEPXK/ICHHAS
OJIHOKpaTHas Ji03a 3unpacujaona cocrapwia 12800 wmr. VY  nanmeHra 1posiBUIIHCH
SKCTpanMpamMuIHbie TposiieHust, ymmHenne untepsasa QT g0 446 mcex (O6e3 HapyuieHus
¢ynkiun  cepana).  Hawmbonee yacThiMM  IPOSIBJICHMSMH — II€PEJIO3HPOBKU  SIBJISIOTCS:
HKCTparMpamMu/IHbIe HapyLICHUsI, COHJIMBOCTh, TPEMOD, TPEBOTA.

Crenrduyeckoro aHTu/10Ta 3urpacu/I0Ha HeT.

[ToreHIMaIBbHO BO3HMKAIOIIME T10CJIE TEPEIO3UPOBKH 3UIIPACHIOHA CHMIITOMBI, TaKHE Kak
CY/IOPOTH, OTJIYIIEHHOCTh WJIM JMCTOHUYECKUE PEaKIMM MBIIIL OJI0Bbl U IIEH MOTYT CO3/aTh
yrpo3y acinupaiyd [pd NpoMbIBaHUM keidyaka. HeoOXxoaumo  HemeUIEHHO — Hayarhb
MOHUTOPHUPOBaHHE (YHKIMH CEPJCUYHO-COCYJMCTOW CHUCTEMbI, BKJIKOYAs HENPEPLIBHYIO

perucrpanuio IKI' ¢ 1enbio BeIsIBICHHS BO3MOKHBIX apUTMHM.

B3aumojelicTBHe ¢ IPYTHMH JIeKaAPCTBEHHBIMH CPE/JICTBAMH

Anmuapummuueckue cpeocmea knaccos IA u Il u opyeue npenapamol, yonunsoujue uHmepea
or

dapMakokuHeTHUeCKMEe M (hapMaKoJMHAMUYECKHE  MCCIIEIOBAHUS  3HWIPACHIOHA  TIpH
OJIHOBPEMEHHOM TIpUEME C JIPYTMMH JIEKAPCTBEHHBIMH IIpenapaTaMu, KOTOPbIC BbI3bIBAIOT
yuimHenue uatepraiia QT, He npoBouuch. O/1HAKO, TaK KaK HEJb3sl HCKIIFOYUTH BO3ZMOXKHOCTH
cymmaru 3¢ dexra 3unpacuioHa ¥ TUX JIEKapCTBEHHBIX NPENapaToB, 3UMPACH/IOH HE ClIe/lyeT
IIPUHUMATH C JIPYTUMH perapaTamMu, KOTOpble BbI3bIBAIOT yuiMHenue untepsaia QT, Takumu
KaK aHTHApUTMUUeCKue Tpenaparhl kiacca [A u 111, MBIIbSKOBUCTBIN aHTHJIPKJL, ralo(paHTpuH,
JIeBOMETA/IUIIAa alleTaT, Me30PH/Ia3uH, THOPH/Ia31uH, TUMO3K]I, criapIIOKCalH, raTU(IOKCAI|H,

MOKCH(JIOKCAIMH, JI0OJIaceTPOHA Me3HJIaT, Me(IOXHH, CEPTHH/ION WM IM3anpujl (CM. pasjen
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«ITpoTHBOMIOKA3AHHSY).

Ipenapamut, oeticmeyrowue na [[HC/ankozonw

VuureiBas OCHOBHBIC 3((}EKTbl 3UIPACH/IOHA, CIEyeT IPOSBIATE OCTOPOKHOCTL IIPH €ro
IPUMEHEHHH B KOMOMHAIIMH C JIPyTMMH Tipenapatami, jJeicrpytomumu Ha LIHC, u ankoronem.

Brusinue 3unpacuoona na opyaue 1eKapcmeenble cpeocmed

Bce wuccrieioBaHus M0 JISKAPCTBEHHBIM B3aUMOJICHCTBHSM TTPOBOJIMIIMCH € HCIIOJIb30BAHUEM
3UIPACH/IOHA B JIEKAPCTBEHHOU (opMe JUls IpUeMa BHYTPb.

B uccieioBanuu in vivo ¢ pUMEHEHHEM JeKcTpoMeTopdana He ObUIO IPOJIEMOHCTPHPOBAHO
3HAYMMOI# criocoOHOCTH HHrnOupoBath n3odepment CYP2D6 npu koHLEHTpalusX B IU1a3Me Ha
50 % HuKe, YeM JIOCTUTaeMBbIe MTOCIIe TIPUMEHEHHUs 3Unpacu/IoHa B 103e 40 Mr J(Ba pa3a B CyTKH.
JlaHHble WCClIe/IOBAaHUM in Vilro CBUJECTEIBLCTBYIOT O TOM, YTO 3HIIPACHIOH MOXET SBJIATHCS
ymepeHabiM uHruouropom uzopepmentoB CYP2D6 u CYP3A4. Opnako MajaoBepoOsTHO, YTO
3UNpacuion  OyJieT oKa3biBaTh KJIMHAYECKH 3HAYMMOE BIHMsHHE Ha (DapMaKOKMHETHKY
JIEKApPCTBEHHBIX TPENapaToB, KOTOPble METa0OJIU3UPYIOTCS STUMH W30(epMEHTaAMH LIUTOXpOMaA
P450.

Ilepopanvuvie konmpayenmuewt - lpuem 3unpacuioHa He OKa3biBajl 3HAYUMOIO BIIMSHHS Ha
(apMaKOKMHETHKY ACTPOTCHOBBIX (ITHHWIACTPAJMOI, sBisieTcss cyOcrpatom u3odepmeHnTa
CYP3A4) unu nporectepoHOBBIX KOMIIOHEHTOB IIPENapaTos.

Jlumuti - 3unpacuIon He BIUsieT HAa (PApMAKOKMHETHKY MpenaparoB JUTHs IPH COBMECTHOM
IIPUMEHCHUH.

Brusinue opyeux npenapamos na sunpacuoon

Uuruburop wuszopepmenta CYP3A4 kerokonason (B joze 400 Mr/cyTku) mnoBbIIaz
KOHIIEHTPAIMIO 3HIPACHIOHa B CHIBOPOTKE KpoBH MeHee, uyeM Ha 40%. Konnentpanuu
S-METHJIJTMTHIPO3UTIPACHIOHA U 3UIPACHIOHA CYJIBL(OKCH/Ia B CHIBOPOTKE KPOBH K MOMEHTY
oxkugaeMoro T, 3unpacupona Obutd  moBbleHbl Ha 55% u 8%, COOTBETCTBEHHO.
JlonosmautenpHoro yjuimHenuss uHtepaia QTc ne wnabmopanock. ManoBeposaTHO, 4YTO
3MEHEeHUs (hapMaKOKWHETHKM 3UIPACH/IOHA IIPH COBMECTHOM HA3HAYEHUH C MOUIHBIMH
uaruouropamu u3odepmenra CYP3A4 OyayT uMeTh KIMHHYECKYK) 3HAYMMOCTh, IMOITOMY
KOPPEKIHH 103 B JJAHHOM cllyyae He TpeOyeTcs.

[Ipumenenenne kapbamaszenuna (200 mr 2 pa3a B cyTKH B TeueHHe 21 JiHs) NIPUBOIMT, B CBOIO
0Yepe/ib, K CHIYKEHHIO COJICPIKaHusl 3UMPACHIOHA B CHCTEMHOM HUPKYJIs1MK Ha 36%.
Anmayuowl

MHOroKpaTHbIi MPHEM aHTAIMJIOB, COJCPXKAIUX ATIOMHUHUNA W MarHwi, Wid HUMETEIHHA HE
IPUBO/IHII K 3HAYUTEILHOMY BIMSHHIO HAa (papMaKOKHHETHKY 3UIIPACH/IOHA Yy MAIMEHTOB IOCIIe

InpueMa IMnuliiu.

crp. 11 u3 17



[1 NO15868/01-04071Y

Cepomonunepauyeckue 1ekapcmeentble npenapanol

B oTAeNBbHBIX CIy4asx COOOIIaloch O CEPOTOHMHOBOM CHH/IPOME, CBSI3aHHOM BO BPEMEHH €
TepareBTHUYECKUM IPUMEHEHUEM 3UIMPACcCHI0HA B COUYETaHHUH c JIPYTUMH
CEPOTOHMHEPTHYECKUMHU  JICKAPCTBEHHBIMM  IIpenaparaMH, TaKMMH  KaK  CEJICKTHBHBIC
uHrH6uTOpHI 0OpatHoro 3axsara ceporonuna (CMO3C) (em. pasgen «llobounoe jeicTBHeY).
[Ipy3Haku CEpOTOHMHOBOTO CHH/POMAa MOTYT BKJIKOYATh CIyTAHHOCTH CO3HAHMS, TPEBOXKHOE
B030YK/ICHUE, OBBIIIEHUE TEMIICPATYPBI, IIOTIIMBOCTD, ATAKCUIO, THIIEPPEPIIEKCHIO, MHOKIIOHYC
U JIHapero.

Ceszvisanue ¢ beaxamu niazmol

3Unpacu0H B 3HAYMTEILHON CTENEHU CBS3bIBacTCs ¢ Oejkamu I1asmMbl KpoBH. CBS3bIBAaHUE
3UNpacKIona ¢ Oe/IKaMu 1UIa3Mbl KPOBH iR Vilro He W3MEHSUIOCH B IPHCYTCTBUM BaphaprHa Wi
IIPONPAHOJI0Ja — JBYX MPENapaToB, B BHICOKOW CTENEHH CBA3BIBAIOLIMXCS ¢ OCJIKaMH TJ1a3Mbl
KPOBH; 3UIIPACH/IOH TAK)KE HE W3MEHSUI CBA3BIBAHUE ITUX NIPENaparoB ¢ Oe/IKamMH 11J1a3Mbl KPOBH
yenoBeka. TakuM o00pa3oM, JIeKapCTBEHHBIC B3aMMOJCHCTBHS C Y4YaCTHEM 3UIPACHJIOHA,

CBsI3aHHBIC C BBITCCHCHHUEM JICKAPCTBCHHOT'O BCIICCTBA U3 CBSI3EH C 6€HKaMI/l, MaJIOBEPOATHBI.

Ocobble ykazanus

Vonunenue unmepsana QT

3uIpack/I0H BBI3bIBACT J10303aBHCHMOE HEOOJIBIIIOE HIIM yMEpeHHoe yuinHenue uurepsana QT
(cm. paszen «ITobounoe jeiictBue» u «PapMakoJOruyecKue CBOMCTBAY).

3UNpack/IOH Helb3sl MPUMEHSITH COBMECTHO C Ipernaparamu, KOTOPbIC BBI3LIBAIOT YJUIHHEHHUE
untepBaa QT (cm. pasgenst «llporuBonokasanus» u «B3aumojencTBue ¢ JIpyruMu
JIEKApCTBEHHBIMH ~ cpejicTBaMu»). Crienyer co0ojaTh  OCTOPOKHOCTH Yy  TAllUCHTOB €
BBIDOKEHHOW Opajukap/ueii. DJIEKTPOJMTHbIE HApyUIEHWs, TaKue KaK THIIOKaTHEeMHs U
TUIIOMarHMEMHs, TOBBIIIAIOT PHCK 3JI0KAYECTBEHHON APUTMHHM, M OHHM JIOJDKHBI OBITH
CKOPPEKTHPOBaHbI JI0 Hayaja Tepanuu 3UnpacugoHoM. Eciu 3unpacujion HazHavaeTcs
nmanueHTaM, MMEIoIMM cTabuibHOe 3a0oJieBaHME cep/ua, TO J0 Havajga JIeYeHHUs CIeayeT
oneruts DKI'.

[lpy HaIMYMKM TAKUX CHUMIITOMOB CO CTOPOHBI CEp/AlA, KaK OMLIYIICHHE YCHJICHHBIX
cepleOUeHnH, TOJIIOBOKPY/KEHHE, MOTEPs] CO3HAHHMs WM Cy/0pPOrH, HEOOXOJMMO YYHTBIBATDH
BO3MOKHOCTh BO3HMKHOBEHHS 3JIOKAYECTBEHHOM apUTMHMH Cepjlla M IPOBECTH 00CIIel0BaHNE
cepyieunoit jestenbHoctd, Bkimodas DKI. Ecim unrepsan QTc cocrasiaser > 500 mc, TO
PEKOMEH/IyeTCs TPEKPaTHT JiedeHue (cM. paszien «lIpoTuBonokasanus»).

B nOCTperucTpanuoHHOM Mepro/ie ObIIM TOTyYeHBbl PeJIKHE COOOIIEHUsS O BO3HUKHOBEHHH Y

IMalMEHTOB C HaAJMYUEM MHOXKECTBA CONYTCTBYIOIIUX Q)aKTOPOB puCKa, NPHHHUMAaBIIUX
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3UIPACH/IOH, TAPOKCU3MATILHON MepLATEIbHOM JKEITy I0YKOBOW apUTMHH.

Ipumenenue 6 neouampuu

BesonacHocte ¥ 3()(EKTHBHOCTH BHYTPUMBIIICUHBIX HMHBEKIMH 3MIIpacHJioHa y JIeTeH U
MIOJIPOCTKOB HE MCCIIE/I0BAJIACD.

THooicunvie nayuenmot (> 65 1em)

B kiIMHHYECKHE HCCIIe0BaHUsl He OBLUIO BKIIOYEHO JIOCTATOYHOE KOJIMYECTBO MMOKUIIBIX
nanuenToB. CieloBarelibHO, HEBO3MOXKHO JaTh KakUe-TMOO PEKOMEHIAlUU OTHOCHTEILHO
JIO3UPOBAHMs, W JICUCHHE BHYTPHUMBIIICYHBIMH HHBEKIMSAMH Yy OTHX [AIUCHTOB HE
PEKOMEH,TyeTCsl.

3nokauecmeennvitl neuporenmuyeckuil cunopom (3HC) - nabmojaronieecst py NPUMEHCHUH
AHTUIICUXOTHYECKHMX CPEJICTB, BKJIFOUYAs 3MIPACHIOH, PEKOE, HO MOTEHIMAIBHO (aTaibHOe
ocnoxknenune. Jlesenne 3HC  mpeaycmarpuBaeT — HEMEUICHHYIO — OTMEHY  JIHOOBIX
AQHTUIICUXOTHYECKUX JICKAPCTBEHHBIX ITPENapaTos.

Tsomcenvie kKodicHbIe peakyuu

[Ipy npUMEHEHHWH 3UITPACH/I0OHA OTMEYaJId Pa3BUTHE JIEKAPCTBEHHBIX PEAKIIUM, COYETAIOIINXCS C
s03uHOpUIMeN U cucteMHubiMi cumnroMamu (DRESS cunjpom). DToT cHHAPOM BKIIIOYAET TPH
MM GoJiee CIEAYIONMX MPOSIBICHHN: KOKHBIC PEaKIMU (TaKue KakK ChIb WK YKC(POIHaTHBHBIH
JIEPMATHT), 03UHO(DUIINAS, MOBBIIICHHE TEMIIEpaTypbl, JUMdageHonaTus U oJHO WM Oojee
CUCTEMHBIX OCJIO)KHEHHUH, TAKUX KaK rernaTuT, HepuT, THEBMOHUS, MUOKAP/IUT U TIEPUKAP/IAT.
Taxoke coobmanoch 0 APYruxX TSHKEIBIX KOKHBIX PEaKLMsAX IPU NPUMEHEHUH 3UIIPACHIOHA,
TakuX kak cunapom CrupeHca-/[)xoncona.

B HEKOTOPBIX CiIydasix TaKHe peaKiiid MOTYT IPHUBOJIHUTE K JeTalbHOMY Hcxoy. lpu passurnu
TSDKEJIOW KOJKHOM peakiMu Clie/lyeT PEeKpaTHTh IIPUMEHEHHE 3UIIPACUIOHA.
Cepoeuno-cocyoucmole 3a0601e6anus

B kjIMHHYECKHE HCCIIeJ0BaHUSI HE ObLIO BKIIIOYEHO JOCTATOYHOE KOJMYECTBO IAIlMEHTOB C
cepJeyHO-cocyucThiMi  3aboneBanusivu.  CrienoBarenbHo,  0€30IMAaCHOCTh  [PHMEHEHUS
npenapara JUisi  BHYTPUMBILIEYHOrO BBEJCHMsS He Oblia ycTaHoBjeHa (cM. pasjen
«ITporuBomnokazanusy»).

Apmepuanvnoe oaenenue

3UNpacuIon  MOXET IPOBOLHMPOBATH APTEPHAIBLHYIO THIIOTEH3HIO, COINPOBOMK/IAIOLLYIOCS
rOJOBOKPYKEHHEM, TaxMKap/Mel W oproctathdeckoil rumorensueit. Taioke coobmanock o
€JIMHUYHBIX CIIyYasX aprepuaibHOil runepreHsuu. Ciejpyer codOiroaaTth OCTOPOKHOCTH, B
YaCTHOCTH, Y aMOyJIaTOPHBIX MAllUEHTOB.

lo30Hs5 Ouckunesus

HpH JUIMTEJIBHOM IIPUMEHEHHMM 3HIIpacuJioHa W JApYrdxX aHTHIICHXOTHYCCKHX CpEACTB
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CYIECTBYET PUCK Pa3BUTUS MO3JHEH JMCKUHE3UH M NPOYUX OTJAJICHHBIX YKCTPAITHPAMHUJIHBIX
cunpoMoB. [Ipy TOSIBICHHH MPH3HAKOB TO3HEH JUCKMHE3UH 11€J1eCO00pa3sHo CHU3HTEL JI03Y
3UINPACH/I0HA WJIM OTMEHHTH €T0.

laoenus

AHTHIICUXOTHYECKHE CPEJICTBA, BKJIIOYAIONIME 3HUIPACUOH, MOTYT BBI3bIBATH COHJIMBOCTD,
OPTOCTATHYECKYIO apTEPHAIBHYIO THIIOTEH3HIO U JIBUTATEIILHYIO H CEHCOPHYIO HECTAOMIILHOCTD,
KOTOpPbIE MOTYT TPUBECTH K NaJCHUSM, U, COOTBETCTBEHHO, K II€pEIOMaM M JIPYTHM TpaBMaM.
Jlins manueHToB ¢ 3a00JIEBAaHUSIMU, COCTOSIHUSIMM HJIM HAXOJSUIMXCS Ha MEJIMKAMEHTO3HOM
JICUCHHH, KOTOPBIE MOTYT YCYI'YOUTB JIaHHBIE Peakiluu, HEOOXOAUMO IIPOBOJUTH OLIEHKY pHCKa
NaJIcHUil mepe/i Ha3HAYCHUEM Tepanuu aHTHIICUXOTUKAMHM W I[EPHOAMYECKU JUls TMAlMEHTOB,
HaXOJIAIIUXCS HA JOJITOCPOYHON Teparuu.

Cyoopoeu

Pexomenyercst coOmoaaTh OCTOPOXKHOCTH IPH  JICUEHUM [AIMEHTOB C  CYAOPOXKHBIMH
NPUCTYIIAMH B aHAMHE3€.

IIpumenenue npu napyuenuu Qynkyuu nevenu

OnpIT NMPUMEHEHHUS] 3UIPACH/IOHA Y TAIlUEHTOB C TSKEJION NEYEHOYHOM HEI0CTAaTOYHOCTHIO
OTCYTCTBYET, [TO3TOMY y MAIlMEHTOB B ATOM IPYIIIIE Mpenapar cjie/lyeT HCIoJIb30BaTh OCTOPOIKHO
(cm. pasupen «@apmakosiorudeckue cBoiictBay mojapazaen «®Papmakokunernka» u «Cnocod
IPUMEHEHUS U JIO3bI).

TTosbluiennviii puck 0cmpo2o HapyuleHus Mo32068020 KpoGoooOpawjenus 6 nONYIAyul NayueHmos
¢ demenyuen

B paHoMU3HpOBaHHBIX 1U1A1IE00-KOHTPOJIMPYEMBIX KIMHUYECKUX HUCCIIEIOBAHUSX B IOIYJISIIMHA
MAlMEHTOB C JIEMEHIIMEH TNpU TMPUMEHEHUH HEKOTOPHIX AaTHIIMYHBIX aAHTUIICUXOTHKOB
OTMEYAJIOCh YBEJIMUCHHE PHUCKA pa3BUTHs 11epeOpOBACKYIISPHBIX HEXKEIATeIbHbIX SBJICHHM
NpUOJIM3UTEILHO B 3 pa3a. MexaHHW3Mbl YBEJIMUCHUs JAHHOTO pHCKa Heu3BecTHbL. Henbss
VCKJTIOYMTH TMOBBIIICHHBINH PUCK ITPH IIPUMEHEHUH JIPYTUX AHTUIICUXOTUKOB MJIM Y JAPYTUX TPy
MAIMEHTOB. 3UIPACHIOH CIEAYET C OCTOPOKHOCTHIO TPUMEHSATH Y MAIMEHTOB ¢ (pakropamu
pHCcKa pa3BUTHS HHCYJIbTA.

Veenuuenue uacmomol ciyuaes cmepmu HA (poHe npuema anmunCuxomukKos y RONCUILbIX
nayuenmos ¢ oemeHyueu

[To pe3yabraTtaM JIByX KPYIHBIX OOCEPBAIlMOHHBIX HCCIIEJOBaHUH ObLIO I0Ka3aHO, 4TO Y
MNOXUJIBIX TAKMEHTOB C JIEMEHIMEH, MOJyJyalouMX TEepaluil aHTHIICUMXOTHKAMH, HECKOJIbKO
TOBBILIEH PUCK JICTAIBLHOTO HCXO/1a H/WIIM MOTEHIMAIBbHBIA PUCK Pa3BUTUS MOOOYHBIX peaKinii
CO CTOPOHBI CEPJICUHO-COCYUCTON CHCTEMBI 110 CPABHEHHUIO C TEMH, KTO HE IOJY4aeT TepaIuio

AHTUIICUXOTHKAMHU. MMeIomuxcest JaHHbIX HEJI0CTAaTOYHO, yToOBI CJieNiaTh TOYHbIE pacyeThbl
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CTENeHH yBeJIMYeHUs! pucka. [[puunHbl NOBBILEHUS PUCKA HACTYIUICHUS JIETAIBHOIO MCXO0/a Y
TOXHJIBIX TTALIMEHTOB C ICUX030M, BbI3BAHHBIM JICMEHIUEH, HEU3BECTHBI.

3e//I0KC He 0JI00peH IS JICYCHUs] PACCTPOMCTB MOBE/ICHUS, ACCOLIMUPOBAHHBIX C JIEMEHIIMEH.
Benosnas mpomb6osmbonus

[lpy npUMEHEHHUH AHTHIICUXOTHKOB COOOINATIOCH O CllyyasiX BO3HMUKHOBEHHUS Y IIallMEHTOB
BEHO3HOH TpoMO0MO0sMK. Tak Kak y MalueHToB, MOJYYalolUX TePalui0 aHTHIICHXOTHKAMH,
4acTO UMEIOTCS MpuobOpeTeHHble (PaKTOPhI PHUCKA PAa3BUTHs BEHO3HOH TPoMO0IMOOIMH, mepel
HAyaJloM M BO BpeMs Tepalvi 3WIPACHIOHOM CJIeyeT OIEHHUTh JitoOble (aKTophl pHCKa
TPOMOOIMOOIIHH BEH U NMPEPUHSTE TPOYUIAKTUYECKUE MEPBI.

Ipuanusm

[lpy npUMEHEHWH AHTHIICUXOTHKOB, B TOM WYHCJIE 3HUIPACHIOHA, COOOINAIOCH O Ciydasx
npuanusma. JlaHHas peakiiusi, Kak U pd NPUMEHEHUH JIPYTHUX aHTHIICUXOTUKOB, HE HMEET CBSA3H
C JI030#i npernapara v JUIMTEIbHOCTBIO TepaIuy.

[locmpe2ucmpayuonnule coobujenus 0 1emanbHblX UCXO00AX

Kak ¥ mnpu BHYTPUMBIIIEYHOM BBEJICHMM JIDYIMX AHTHIICUXOTHKOB, IIPH IPUMEHEHHU
3UMPACHIOHA B JIEKApCTBEHHOW (opMme JUlsi BHYTPHUMBIIIEYHBIX HMHBEKIMH COO0IANOCh O
cllydasiX JICTaJIbHBIX MCXO0JI0B, BO3HUKIIMX, B OCHOBHOM, Yy HAIlMEHTOB CO MHOXXECTBEHHBLIMHU
COINYTCTBYIOIMUMH (hakTOpaMu pucka. XOTs CBA3b MEXKIAY IPUEMOM 3UIIPACHIOHA U OTHMH
CllydyassMH HE YCTAHOBJIEHA, CleJyeT co0J0laTh OCTOPOKHOCTH TIPH  BHYTPHMBIIIEYHOM

BBCJICHUU ITpECTiapara.

Biiasinne Ha cnocoOHOCTH YIPABJISITH TPAHCIIOPTHBIMH CPeICTBAMH, MEXaHH3MAMH

Kak ¥ O0JILITMHCTBO MCHXOTPOIHBIX MPENapaToB, 3UIIPACH/IOH BbI3bIBACT COHJIMBOCTDL U JIPYTHE
1mo6o4Hbie 3()(HEKThI, KOTOPbIE MOTYT TOBJIMATH HAa CHOCOOHOCTH YIPABJIATH TPAHCIIOPTHBIMH
CpeJICTBAMH W 3aHUMaThbCs JPYTMMH TNOTEHIMAIBHO OIACHBIMM BHJAMH JIEATEIBHOCTH,
TPpeOYIOIMUMH MOBBIIIEHHOW KOHIEHTPAIIMH BHUMaHHs U OBICTPOTHI IICUXOMOTOPHBIX PEaKIMM.
O6 5TOM Cclie/lyeT HpeAyNpe/IiTh MallMeHTOB, KOTOPBIE MOTYT YHPAaBJIATh aBTOMOOMJIEM WM

OIIaCHBIMH MCXaHHU3MaMHU.

®opma BbINyCKA

JInopumsar: no 30 mr smoduimsara Bo (yiakoH 00beMOM 5 MIT U3 PO3payHOro OECHBETHOIO
crekia (tunm I) ¢ pe3suHOBOM TPOOKOW M ATIOMHHHUEBBIM T'€PMETHUHBIM KOJIIAYKOM C
TUTACTUKOBO# KpBIIKO# THIa (iiun-odd.

PactBopuTesb (BoJia Juisi uHbEKIHA) 1,4 MII B aMITyJie Ipo3pavyHoro OECIBETHOrO CTEKIIA.
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[To 1 ¢uakony u 1 ammyie B IUIACTUKOBOH KOHTYPHOW sA4EHKOBOH YIIaKOBKE, BMECTE C

HHCprKL[HEﬁ 110 IPUMECHCHHUIO MMOMCHIAIOT B KAPTOHHYIO ITa4YKYy.

Cpoxk roagnocTu
3 roaa.

He IIPUMECHATH IOCJIC UCTEYCHHUS CPOKa I'O/THOCTH.

VcranosiieHa XumMudeckast 1 (pusnyeckasi crabuIIbHOCTH TOTOBOTO pacTBopa B TeueHue 24 4 1npu
temriepatype 1o 25°C u 7 nueit npu 2-8 °C. OnHako ¢ MUKpPOOHOJIOIHYECKOH TOYKH 3pEHHs
pacTBOp Ipenapara CleyeT HCIOJb30BaTh HEMEUIEHHO WM nociie He Oojee 24 4 XpaHEeHUs

npu 2°-8 °C.

YeioBusi Xxpanenust
B 3amuIneHHoM oT cBeTa MecTe, 1pu temieparype He Bbiie 30 °C.
XpaHuTh B HEJOCTYITHOM JUIs JIETEeH MecTe.

@®J1aKkoH XpaHUTh B OPUTHHAIBLHON KapTOHHOW YIIaKOBKE.

Cnenyer u3berarh 3aMOpakuBaHMsI, BO N30€)KaHHUE TOPYH aMIlyJibl C PACTBOPHUTEIIEM IIperiapara.

YciaoBus ormycka

OTrnyckaroT 1Mo peuernry.

Baajesen peruncTpaiuoHHOro y10CTOBepeHHs:
[1¢paiizep Unk., CILIA
Axpec: 235 Ucr 42-ast Crpur, Heto-Mopk, mrar Heo-Hopk, 10017, CIIA

IIpousBoauTein:

IIpou3BoiuTeNIL TOTOBOI JIeKapCTBEHHOU (opMbl/PacoBIIUK (IEPBUYHAS YIIAKOBKA):
®dapmanus u Anjpkon, CHIA

Anpec: 7000 IMopreiijpx Poy, Kanamazy, MU, 49001, CILIA

VYakoBIIHK (BTOpUYHAs/ TpEeTHYHAs yriakoBka)/Belmyckaromuii KOHTpoJib KayecTBa:
®dapesa AmOya3, @pannus

Ajpec: 3on DHmocTpuaib-29 pyt ne3 Dumoctpu, 37530 Iloce-Ciop Cuc, @panums
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Opranuszauusi, IPUHAMAOINAS NPETeH3HH NoTpedHTe/Is:
000 «IIpaiizep», PO

123112, r. Mockga, I Ipecuenckas Hao., 1. 10,

bl «bamms na HaGepexunoit» (bnok C).

Ten.: +7 (495) 287-50-00

dakc: +7 (495) 287-53-00

Mene pKep 1o perucTpaium Ksmunesa M.C.
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