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MUHHCTEPCTBO 3/[PABOOXPAHEHMS POCCHBH G SEEPATIIL

HHCTPYKHMA
11O MEJJUIITMHCKOMY TTPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA

3EJIIOKC®

Perncrpannonnsiii nomep: I1 N015868/01

Toprosoe Haumenopanue: 3engokc®

Me:xayHapoaHoe HellaTeHTOBaHHOE HJIH IPYNNHPOBOYHOE HAHMEHOBAHHE: 3UIIPACH/IOH
JlekapcTBennan ¢opma: nHouIN3aT /UM NPUTOTOBNIEHHMS PacTBOPA IS BHYTPHMBIIIEYHOTO
BBE/ICHHUS

Cocras:

1 dnakoH ¢ nuoduaM3aTOM COOCPIKHUT:

Heticmeyiowee eewgecmso: 3unpacupoHa mesunara tpuruapat 40,93 mr (3xBuBaneHTHO 30 Mr
3UIIPACUIOHA).

Bcenomozamenvnvie seugecmea: nuxionekcTputa cynbdobytunar Hatpus (SBECD) 441,49 wr.
IIpumeuanue:

B npouecce npoussoacTsa ucnons3yrores Boxa mis nabekuuit (EBp. @.) 1217,08 Mr Ha ¢uiakoH, koTopast
yAaiseTcs B npouecce aModunusauuu 1 Aot (EBp. @.) B kayecTBe MHEPTHOM aTMOCQEpbl, KOTOPbI

TAKXE€ YIAIACTCS B IPOLECCE IIHO(bI/IHPBaHHH.

Onncanue:
Jluogpunuzam: nuodunuzar ot Genoro 10 moutH Georo LBeTa;

Boccmanosnennvrit pacmeop: Npo3payHblit GeCLBETHBIN PacTBOP.

dapmakoTepaneBTHYECKasl FPYNNa: AHTHIICUXOTHYECKOE CPEACTBO (HEMPOIENTHK).

Kon ATX NOSAEO4

(I)apmako.rlbmqecxne cBoOiicTBa

DapmakoouHamuxka

3unpacu/ion o6nagaeT BLICOKUM CPOJICTBOM K AodamMuHepriuyeckum perentopam 2 tuna (D2) u
3HAYUTEHHO O0JIee BHIPaXKEHHBIM CPOJCTBOM K CEPOTOHMHOBBIM perientopam 24 Tuna (5-HT2a).

[To pesynpTaTam MO3UTPOHHO-OMUCCHOHHOM ToMorpaduu (IIOT) uepes 12 yacos mocie
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OmHOKpaTHOro npuema 40 Mr npenapara G0kana CepOTOHHHOBBIX

COOTBETCTBYET 2KCNEPTHOMY OTYETY

cocraensina Gonee 80 %, a peuentopos Dy — Gonee 50 %. 3unpacuion B3aMMOEHCTBYET TakKe
¢ cepoToHuHoBbIMU 5-HT2c, 5-HTip u 5-HT1a peuentopamu; cpoiacTso npenapara K 3THM
peLenTopaM COMoCTaBUMO CO CpOACTBOM K D7 penentopam UM npeBhILIAET €ro.

3unpacuzion 061a1aeT yMEpEHHBIM CPOICTBOM K HEMPOHAILHBIM TPAHCIIOPTEPaM CEPOTOHHHA H
HOpajipeHaMHa. 3MNPAacHIOH JEMOHCTPUPYET YMEPEHHOE CPOACTBO K H)-rMCTAMHHOBBIM H
a1-afipeHopeLenTopamM. 3UMPACHIOH MpPaKTUYECKH HE B3aUMOJCHCTBYET C MYCKapHHOBHLIMH
Mi-peuentopamu. |
3UIpacUIOH SBJISETCA AHTArOHUCTOM KaK CEPOTOHHHOBBIX pelentopoB 24 (5-HT24) Tuna, Tak u
podamunepriyeckux perenTtopos 2 Trna (D2). [Ipeanonaraetcs, 4To TepaneBTHUECKUI 3 deKT
nperapara 4YaCTUYHO ONOCPENOBaH 3THM KOMOMHMPOBAaHHBIM aHTAOHHCTHYECKMM JEHCTBHEM.
3UnpacuIon ABJIAETCA TAKOKe MOLIHBIM aHTaroHUCToM 5-HTac, 5-HTip ¥ MOUIHBIM arOHHCTOM
5-HT 14 peuentopos 1 HHrMOMpPYET 0OpaTHBII 3aXBaT HOPAaAPEHAIMHA  CEPOTOHMHA B HEHPOHAX.
B uccnenoBanusax nocie BHyTPUMBILIEYHOTO BBEAEHUA HAOMOAAIOCH JO303aBUCUMOE CHH)KEHHE
IICUXOMOTOpHOro  BO30yxaeHus. Ilocne jmo3el 10 Mr TepameBTMYecKoe JEHCTBHE
PErucTpUpOBaIOCh Yepe3 15 MMHYT M COXpaHsJIOCh JIO 3aBepLIeHHUs HabMogeHus (B TEYEHHE
2 yacos), a mocJjie BBEACHHUS 103bl 20 MI' — PErHCTPUPOBAIIOCH Yepe3 30 MUHYT U COXPaHSIOCh 110
3aBeplIeHHs HaOMOAEeHUs (B TeueHue 4 4acos).

Hononnumenvras ungpopmayus 0 KiuHUYECKUX UCCAEOOBAHUAX

B KJIMHUYECKHX MCCIENOBaHUSAX ObLIA NPOAEMOHCTPUPOBaHA GE30MACHOCTL U MEPEHOCHMOCTH
BHYTPUMBILICYHBIX MHBEKIME U [TOCIENYIOLIEro POJIOJDKEHHUS NepOpaibHOM Tepanuu.
Pesynomamer kpynnozo nocmpezucmpayuonnozo uccredosanus esonacnocmu

C uenbro onpenenuTs, cBa3aH M 3¢ dexT 3unpacuiona Ha urrepsai QT ¢ ¢ MOBBILIEHHBIM PHCKOM
CMEPTHOCTH HE B PE3yNbTaTe COBEPUICHHs CYHLHMIA, ObUIO MPOBEIEHO PaHIOMHM3UPOBAHHOE
NIOCTPErUCTPALMOHHOE HCCIeIoOBaHUE ¢ yyacTHeM 18 239 mnauuentoB ¢ mm3odpeHuei ¢
MPOJOKMTENbHOCTBIO HAOMIONEHU B TedyeHHE 1roja. OTo HCClEOBaHHE, KOTOpOE ObLIO
NpPOBEJCHO B YCJIOBUAX pEAbHON KIMHUYECKOH IPAKTUKU, HE MPOJEMOHCTPUPOBAIO HUKAKHUX
pasinyuid MEXIY Tepanuel 3UnpacuI0HOM M OJNaH3aMHOM IO MOKA3aTelio 00HIel CMEPTHOCTH
HE B pe3ynbTaTe COBEPIIEHHUS CyMUIMAa (OCHOBHOU KpuTépuﬁ appextuBHocTH). Mccnenosanue
TalOKe HE IPOJAEMOHCTPUPOBANIO pa3IU4YMi MEXIy MpenapataMM 10 JOMOJHHUTEILHBIM
KpUTEpUsAM S(QPEKTUBHOCTH, TAKMM KaK CMEPTHOCTh MO oGOl NpUYMHE, CMEPTHOCTH B
pesynbTate CyMUMIa, CMEPTHOCTh B PE3yNbTaTe HACTYIUICHUS BHE3AlNHOH CMEPTH, OJHAKO B
IpyIIIE 3UNpacuioHa HabaroJanach CTATUCTHUYECKH ‘HE JOCTOBEPHAs YMCIIEHHO 6oJiee BLICOKas
4acToTa Clly4yaes JIETAILHOIO UCXO/a MO MPUYUMHE CEpAEYHO~-COCYAUCTHIX HapyuleHuii. Takxke B

rpynme 3dnpacujaoHa Ha6mo;[ana05 CTaTUCTUYECKM 3HaumMMas Ooyiee BBICOKas 4YacToTa
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

TOCIUTAIM3ALMH B CBA3U C ICUXUATPUUECKUMH SIBJICHUSAMH.
Dapmakoxunemuka

Bceacviganue

BroJ0oCTYnHOCTD 3UMPAcHI0Ha MPY BHY TPMMBILIEYHOM BBEJEHMHU cocTapasgeT 100 %.

[Tocne omHOKPaTHOrO BHYTPUMBIIIEYHOrO BBEAECHHS CHIBOPOTOYHAS KOHLIEHTPALMS JOCTHrAeT
MakcuMyMa npumepHo uepe3 30-60 muH. ComepikaHue npenapara B CUCTEMHOM KPOBOTOKE
YBEJIMYUBACTCS MPONOPLUHOHAIBEHO MOBBILIEHHIO JO03bI, U [OCJE 3-AHEBHOTO BHY TPUMBILIEYHOTO
npnMeHeHnﬂ 3 deKT KyMynALUU BHIPaXKEH MAJIO.

Pacnpeoenenue

OGbeM pacnpenienieHus 3UMPACHIOHA COCTABISET OKojo 1,5 n/kr. 3umpacuuod 6oiee 4eM Ha
99 % cBaA3bIBaeTCA ¢ GeNKaMH TUIa3Mbl KPOBH.

buompancpopmayus u evieedenue

CpenHuil TEpMUHANBHBIA TEPUOA MHOMYBBIBEJCHHS 3MUIIPACHIOHA II0CIE OJHOKPATHOTO
BHYTPHUMBILIEYHOIO BBEACHUA 2-5 4acoB. CpelHHUIl KIMPEHC 3UMPAcH/IOHa P BHYTPUBEHHOM
BBEJICHUHU cocTaByseT 7,5 mi/Mun/kr. IIpumepHo 20 % 1036l BHIBOAUTCS MOYKAMH M IIPUMEPHO
66 % — KMIIEYHHUKOM.

BriBeieHHe 3MNpacuIoNa POMCXOAMT ¢ ydacTHeM 3 myTeil GuorpaHcdopMauuu, Gnaronaps
KOTOphIM 00pa3yloTcsi 4 OCHOBHBIX Merabonuta — 6enzuzotnazonnunepasuia (BUTII)
cynbokeun, BUTII cynbdon, sunpacunona cynbpokcua 1 S-MeTunauruaposunpacuion. Jomns
HEU3MEHEHHOr0 3HWIIpacHJIoHa B CHIBOPOTKE OT OOLIEro coAepxaHHs Iperapara H €ro
METabOJIMTOB COCTaBNAET OKOJO 44 %.

Ha mepsom asTane 3unpacufoH MeTaGONU3UPYETCs NPEUMYLIECTBEHHO NBYMs MyTAMH: MyTeM
BOCCTAaHOBJICHHUSI K METUJIMPOBaHHS ¢ HOPMHUPOBaHHEM S-METHIIAMIUIPO3UNPACUIOHA (BE TPETH
MeTabonu3Ma 3UIpPacuIOHa) W MyTeM OKHUCIUTENLHOrO MeTabo/IM3Ma, Ha OO KOTOpOro
NPUXOAHUTCS OCTABILUASACSA TPETh OT obLiero yucna 6uorpanchopmanuii. Uccnenosanus in vitro ¢
WCMOJIb30BaHWEM  CyOKJIETOUHBIX  (pakuuif  mMeuyeHd  yejoBeKa  IOKA3ald,  4TO
S-METHJIIMIHAPO3UIIPAcH IO o6pasyeTca B ABa 3Tana. B aTuX ucciieoBaHusIX GBUIO M10KA3aHO,
YTO MEPBBIH 3Tal OCYIUECTBIIAETCS IOCPEACTBOM KaK XMMUUYECKOH PEaKL1 BOCCTAaHOBIEHHUS TIpH
y4YacTHM [JIyTATHOHA, TaK MW BOCCTAHOBJICHUA MOJA ACHCTBUEM (pepMEeHTa albJETHaA0KCHIA3HI.
BTopoii stam — 370 MeTHIMpOBaHHE mOI HAEHCTBHEM (EPMEHTa TUOMETHATpaHC(EPashl.
Hccnenosanust in vivo mnokasblBaloT, 4T0 u3o(pepMment CYP3A4 sBiugercd OCHOBHBIM
u30(epMEHTOM CHCTEMBI LMTOXpoMa P450, KaTanM3upyroUMM OKMCIUTEIbHBIH METab0IH3M
3UIPACUIOHA C BO3MOXXHBEIM MEHEE 3HaUUMbIM yuacTieM uzodepmenta CYP1A2.

3urnpacuIod, S-METWIAMTUIPOUIPACHIOH U 3UIIPACHAOHA CYJIbPOKCHI MO JAHHBIM in Vitro
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UCCIIEIOBaHU 00afaloT CXOOHBIMHM CBONCTBAMH, KOTO
unTepasa QT. S-METHUIIMIHAPO3UIPACHIOH BBIBOUTCA [VIABHBIM obpa3oM yepe3 KUIICYHHK,
NPENONIOKUTENBHO MYTEM SKCKPEUMH C JKETYBIO MPU HE3HAYUTEJIbHOM YYacTHHM MEeTaboJIM3Ma,
xaranmusupyemoro usodepmentom CYP3A4. DnuMUHAUMA —3UIpPacHIOHA cyﬁmboxcnna
OCYyHIECTBIAETCA O1arofaps NOYEHHOH SKCKPELMH H BTOPUYHOMY MeTabonmM3My noj AeicTBHEM
nsopepmenta CYP3A4.

Ocobbie kamezopuu nayuenmos

DapMaKOKHHETHYECKUH CKPHHUHT MAlMEHTOB, MOJTyYaBUIMX NPENapar NepopaibHoO, He BbIBHII
KaKuX-1M00 CyIECTBEHHBIX Pa3NUuUil B (hapMaKOKMHETHKE Y KYPALIMX U HEKYPSAIIHX.
KiMHuyeckn 3Ha4YMMBIX pas3muuuit B (apMakOKMHETHKE 3WUMPAcHIOHA TOCIIE TEPOPaNbHOro
npueMa y NAUHUEHTOB B 3aBUCMMOCTH OT BO3pacTa HJIH N0Ma HEe HabJI0aIoCh.

Y nauMeHToB ¢ HapylleHWeM (YHKUHMH I[10Y€K paslM4YHOM CTENeHH He HabIIoAaIoch
NPOTPECCHBHOTO NOBBILIEHUS YPOBHS 3UIPACHIOHA B CHCTEMHOM UUPKYJIALHMH, YTO COrJIacyeTcs
¢ TeM (aKTOM, YTO MOHYEUHBIH KIMPEHC BHOCHT OYeHb HeGOJBbLIOH BKIan B OOLIMil KIMpPEHC.
CucremHOe Bo3IeHCTBHE 3UTIPACHIOHA Y MALKEHTOB C JIETKOH (C KIMPEHCOM KpeaTHHMHA oT 30
no 60 Mi/MHH), yMEepeHHOH (C KIMpeHCOM KpeaTWHMHa oT 10 j0 29 MII/MUH) ¥ TSDKEJIOM
(Tpelyiolell NpOBENCHUS OMAaNK3a) CTENEHBIO HapylieHWs (QYHKUMM IIOYEK MpU IpHEME
nepopaibsHeIX 103 20 Mr [Ba pa3a B CyTKH B Teuene 7 nHer cocrasnsanu 146 %, 87 % u 75 %,
COOTBETCTBEHHO, OTHOCHTEIIbHO NALMEHTOB ¢ HOpMalbHOM ¢yHKUMel nodek (C KIHPEHCOM
KpeatuHuHa > 70 Mi/mMuH). Heu3BecTHO, MOBBILEHBI UM Y STHX NAUMEHTOB KOHLEHTPALMH
MeTabOoJIMTOB B CHIBOPOTKE.

VY NauueHToB ¢ JETKMM M YMEPEHHBIM HapylieHueM (yHKuuu revenu (knaccel A unu B mo
knaccupukaumn  Yaiing-Ilblo) Ha ¢oHe LMpPpPO3a MEYeHH CHIBOPOTOYHbIE KOHLEHTPALUH
sunpacufaoHa Ha 30 % BblE, YeM y 370POBBIX JOOPOBONBIIEB, a TEPMHUHAIBHBIA [EPHOL
MOJyBBIBEICHUs Oonblie NpuMepHO Ha 2 4. BiusHue HapymieHus (QYHKUMM NEYEHH Ha

KOHLECHTpaluu MeTabONUTOB B ChIBOPOTKE HCU3BECTHO.

Ilokazanus k NPHUMEHECHMIO

Kynnposaﬂne IICHXOMOTOPHOI'O B036y)KIIeHHH Y NAaUHUCHTOB C IICHXO30M.

HpOTﬂBOHOKaSaHﬂﬂ

® TOBBILICHHAA YYyBCTBHUTEJIbBHOCTE K 3HIPAaCHAOHY WA JI}OGOMy APYroMy KOMIIOHEHTY
npenapara,

¢ YIJIIMHEHHUE HWHTEpBaa QT B aHaMHE3¢C, BKIIIOYas BpO)KIICHHBIﬁ CHHJAPOM YUIMHCHHOTIO

uurepsana QT;
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® HEJaBHO NEPEHECEHHBIN OCTPhI HHpaApKT MUOKapaa;

COOTBETCTBYET 2KCNEPTHOMY OTYETY

® cepAeyHas HeJOCTaTOUYHOCTD B CTAIUU JEKOMIIEHCALIHH;
® apuTMHH, TpeOylolMe NpUeMa aHTHApUTMUYECKUX cpencTB kiaccoB IA u III (cMm. pasmen
«Oco0bble yKa3aHUA»);

® COBMECTHBIM MpPUEM JIEKAPCTBEHHBIX CPEACTB, YMUIMHAOUMX WHTepBan QT, B uacTHOCTH
AHTHAPUTMHUYECKUX cpeiacTB KiaccoB IA u III, MBIIIBAKOBHCTOrO aHruipuzaa, ranodaHTpyHa,
JIeBOMETaaMIa  aleTara, MeE30pHMAasMHa, TUOpPHMJa3MHa, NUMO3uAa, crnapgoKcaluHa,
ratuokcanyHa, MOKCU(IOKCallHa, NOMaceTpoHa, Me(IOXUHA, CEPTUHIONA MM LU3ANpHaa
(cM. pazgen «Ocobble yKazaHUA»);

® TMAaLHEHTHI C ICUX030M, OOYCJIOBJICHHBIM JAEMEHIIUEH;

e JeTckuit Bo3pacT mo 18 ner M BospacT crapue 65 ner (3¢ ¢EeKTHBHOCT, M 6E30HaCHOCTE
NPUMEHCHHS 3UNPACHUIOHa Y NMAallMEHTOB JaHHBIX BO3PACTHBIX PYIIIT HE YCTAHOBJIEHBI);

® [CPpHOL IPYAHOIO BCKapMJIMBaHHA.

C 0CcTOpOKHOCTHIO
Cnenyer co6moaTh OCTOPOXKHOCTb HPU MPUMEHEHUH 3MIPACHUIOHA Y NALMEHTOB C TKEIOH
HC‘ICIHO‘{HOI‘/'I HEJIOCTaTOYHOCTBIO, CYZOPOraMi B aHaAMHE3€e, CaXxapHbIM JHA0ETOM, y MallHEeHTOB
TPYMNIIbl PUCKA aCUPALMOHHON THEBMOHUH, Y TMALUEHTOB C MOBBILIEHHBIM PUCKOM HHCYJIbTA.
C 0co6of OCTOPOXKHOCTBIO CNEAYET MPUMEHATH 3MIMPACHAOH Y TALHEHTOB, CTPaJAlOLIUX
M3BECTHOM cepneqﬂb-cocynucmﬁ MaToNoruei (C HaIMuMeM B aHaMHese HH(papKTa MMOKap/a Ui
HLIEMUYECKOH GOJIE3HH cepAla, CepAEUHON HEAOCTaTOYHOCTH UM HAPYLICHHH N1POBOIUMOCTH),
1epeOpOBacKyYJIIPHOH NaToNOTHEH WM APYrHMH COCTOAHUAMH, IPEAPacnoNiaralolldMu K
TUIOTEH3UK (Jeruaparalnyel, rUHIoBONIEMUEH, a TAlOKe MONYYAIOIKMX APYrde T'MIIOTEH3UBHbIE
CpenCTBa).
3unpacuoH ciefyeT MPUMEHSATHb C oéTopomHocn,io y TNALUEHTOB C HUXE NEPEeYUCIICHHBIMH
daxropamu pucka (cM. pazaen «Ocobble yKa3aHHs») KOTOPBIE MOTYT YCYTyOUTh BO3MOXKHOCTh
BO3HHUKHOBEHHS NMAPOKCU3MAJILHOM ey noukoBoii aputMuu (torsade de pointes):

) 6pa11nlgapnnﬂ,

® 3JIEKTPOJIUTHBIA JucOasaHc.
[Ipy BHYTPUMBIIIEYHOM BBEACHUM 3UIIPACHJIOHa MOKET HabMIOJAThCA TIOJIOBOKPYKEHUE,
TaxXuKapaus, IOBLILIEHUE aPTEPUANIBHOTO JIaBIICHUs U OCTypalibHasi THIIOTEH3UA. B CBA3H € 3THM
cinemyer cobmogate 0co0yl0 OCTOPOXKHOCTb TNPH TIPUMEHEHMH 3UIPAcHAOHa OCOGEHHO Y
amOynaTOpHBIX ITALIHEHTOB.
Heobxopumo coGmofaTh OCTOPOXKHOCTh NPH NPUMEHEHHHM 3MIIPACHIOHE B KOMOMHAILMH C

QJIKOroJIEM M APYTMMH INpenaparamu, Baustomumu Ha [THC, Biiovas cpencTsa, AeiHCTBYOMINE
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Ha I[O(baM[/lHepl"I/l‘lCCKHC U CEPOTOHUHCPIrHUYECCKNE CHCTEMBI

COOTBETCTBYET 2KCNEPTHOMY OTYETY

IlpumeHenne npH GepeMEHHOCTH H B MIEPHO FPYAHOr0 BCKAPMJIMBAHAS

IIpumenerue npu bepemennocmu

HccnenoBanust y GepeMEHHBIX JKEHIIMH HE MPOBOAWIMCH. B CBfA3M C STMM IKEHLIMHAM
PENpOAYKTUBHOIO BO3pACTa CIIEAYET HCIIONB30BaTh HAIEKHbBIE METO bl KOHTpALICTILHH.
YuuThiBas OTpaHUYEHHBIH ONBIT IPUMEHEHHS Mpernapara y GepeMeHHBIX KEHLIMH, 3UIPACH/IOH
HE PEKOMEHIYeTCs Ha3HauaTb BO BpeMs OEpEMEHHOCTH, 32 MUCKJIIOYEHHEM CHTYaluii, Korja
MOTEHUHMAJIbHAs MOJb3a OT €ro NPMMEHEHMS MaTEpblO MpEBBIIAET PUCK s Iofa. [lpu
HEoOXOMMOCTH OTMEHEl Mpenapara B NEpHOA GEpPeMEHHOCTH, HE CIEAyeT AeNaTh 3TO
OJJHOMOMEHTHO.

Hccnenosanus pemnpoayKTUBHOM TOKCHYHOCTH HA SKCIIEPUMEHTAILHBIX JXKMBOTHBIX NMOKA3aJH
HeOAroNpUATHOE BIMAHUE HA PENPONYKTHBHYIO OYHKLUMIO DU IPUMEHEHHH B [103aX, KOTOPBIE
OBLIM YK€ TOKCHYHBI AJI1 MAaTEPMHCKOTO OpraHu3Ma U/ IIpUBOIUIH K ceflaTuBHOMY 3 dexTy.
[Ipu3HaKoB TEPATOreHHOTO BIHSHUA HE HAGIIOAANIOCh.

Y HOBOPOXIEHHBIX, MaTepd KOTOPHIX MOJNy4ald AHTHUIICHXOTHYECKHE IIpenaparthl (BK/IIOYas
3UIPACHJIOH) B TEYEHUE TPETHETO TPUMECTPA GEPEMEHHOCTH, B IEPHOJI IOCIIE POXKIEHUS UMEETCS
TMOBBILLIEHHbBIH PUCK PA3BUTHS IKCTPAITMPAMHMAHBIX CUMITTOMOB M/HITH CHMITOMOB OTMEHBI PasHOU
CTENICHU TSKECTH M IPONOIDKHATENLHOCTH. HMeroTcs cooOlieHHs O pa3sBUTHH aXKUTAlMU,
TUIIEPTOHYCA, TUIOTOHYCA, TPEMOpA, COHIMBOCTH, PECTMPATOPHOIO AMUCTPECC-CMHAPOMAa H
HapymIeHHHA MUTAaHHA y TAaKMX HOBOPOXICHHBIX. B CBi3M ¢ 3TUM CleayeT TIIATENLHO
KOHTPOJIMPOBATL COCTOSHMUE HOBOPOXKACHHBIX.

Ilpumenenue 6 nepuood 2pyoHo20 6CKapMAUEAHUS

AZIeKBAaTHBIE M KOHTPONMPYEMBIE MCCIENOBAHUS y KOPMAIUMX JKEHIIMH HE IPOBOUIMCE.
CornacHo orpaHHYeHHBIM AAHHBIM 3UIIPACHOH NPOHMKAET B PYJHOE MOJIOKO B OYE€Hb HU3KHX
KOHUEHTpauuaX. Ilpy JiedeHMM 3UNpacHIOHOM OJKEHIIMH CIEOyeT MNpeAynpeauTs o
HEOOXOMMOCTH TIPEKPaTHTh KOPMIIEHUE Ipyabio. Eciu jieueHne HeoGX0AMMO MPOJOKUTE, TO
rPyAHOE BCKAPMJIMBAHHUE CAEAYET MPEKPATHUTD.

DepmunvHocms

AJleKBaTHBIE M KOHTDOJUpPYEMbI€ HCCIEJOBAaHHUSA Y JKEHIIMH | M};X(‘{HH, NIPUHUMAIOLIHX
3UIPACHIOH, HE TPOBOMIHUCS. '

JKeHIpHaM penpogyKTHBHOIO BO3pAcTa, MONMYYAIOLIAM TEPANHIO 3UIIPCHAOHOM, CIEXYET

HUCIOJIB30BATh HAACKHBIC METOABI KOHTpaL[el'ILII/IPI..

ctp. 6 u3 17
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Cnocob npuMeHeHHs M 103bI

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Tonbko ans BHyTpuMbILIeYHBIX HHBeKIUM. He BBOAHTH BHYTpHBEHHO!

Tepanuio nexapcTBeHHOH GOPMOIA 47151 BHY TPUMBILLIEUHOTO BBEAEHUS ClIELYET IPUMEHSATD TONBKO
y MaluMeHTOB, Y KOTOPBIX NpPHUMEHEHHE Mpenapara B MNEpOPalbHOMN nexapCTBeHi{oﬁ dopme
HenenecoobpasHo.

Bspocnuie

PexomenmyeMbie 1036l cOCTaBiAOT oT 10 Mr npu BBEAEHHH IO Mepe HEOGXOAMMOCTH JIO
JOOCTHXKEHHS MakcUMallbHO# 1036l 40 Mr B cyTkH. J{o3bl o 10 Mr MOXHO BBOIUTH KaKable 2 4.
Jlo3sl Mo 20 MI MOXKHO BBOJUTSE Yepe3 Kaxjble 4 yaca J10 AOCTIXKEHHS MaKCUMaIbHOH CYyTOYHOM
no3bl 40 mr. IIpMMeHEHME 3UMpacHIOHAa B JIEKApCTBEHHOW (opMe s BHYTPHMBILIEYHOTO
BBE/IEHUA Ha NPOTsHKEHUM Gonee 3 AHel He U3ydanoch.

Eciu Heo6XoauMa AIUTeNbHAs Tepanus, TO NallMeHTa ClelyeT KaKk MOXKHO GbICTpee MEpPeBECTH C
BHYTPHMBILICYHOrO BBEEHHUS Ha IPHEM KaIlCyJ 3UTIPACHIOHA BHYTPb B 03¢ 10 80 Mr JBa pa3aB
CYTKH JO MaKCUMAaJILHOHM CYyTOUYHOH 036! 160 Mr.

THoocunvie nayuenmor

Knnnme_:cxnﬁ ONBIT MPHMEHEHNS BHYTPUMBIIMICYHBIX HHBEKLUUN Yy MNOXKMIBIX Ial[MCHTOB
(> 65 ner) orpanuueH. [IpuMeHeHMe 3uIpacHiOHa B JIeKapCTBEHHOM (opme s
BHYTPUMBILIEYHbIX WHBEKIMH Y 3THX NALMEHTOB HE pekomeHayercs (cM. pazgen «Ocobbie
YKazaHUA»).

prwenenue npu HapyuieHuu (bvmcuuu Ho4eK

[TauuenTamM ¢ HapylIeHHOH (yHKLMeH NoYeK 3UMpacHAOH B JIEKAPCTBEHHOM ¢opme s
BHYTPHUMBIIIEYHBIX HHBEKLMH ClIEIyeT NpPUMEHATh C OCTOPOXXHOCTBIO (CM. pasjen
«DapMaKosoru4eckue cBoicTBa» noapasaen «DapMakOKUHETHKA).

Ilpumenenue npu napywenuu ynkyuu nevenu

V NalMeHToB ¢ NeYeHOYHON HEIOCTaTOYHOCTHIO MOXKET MOTPeGOBaThCS IIPUMEHEHHE TIperapaTa
B Oomee HU3KMX 103ax (cM. pasaen «OcoGble ykaszaHusy», «DapMakKoJIOrHUECKHe CBOMCTBa»

nogpazaen «PapMakOKUHETUKAY).

Huempyxyua no npuzomoenenuio pacmeopa

Conepxumoe diakoHa pacTBOpsIOT B 1,2 M BOABl Ui MHBEKUMiA. DNAKOH BCTPAXMBAIOT JIO
TMOJIHOro pacTBOpeHHs nopoiuka. KoHueHTpauus obpasyromerocs pacTBopa COCTaBISIET 20 mr
3unpacuioHa Ha 1 mut pacTBopa. MOXHO HCIONBL30BaTh TOJBKO MPO3PAa4HbIH PacTBOp, HE
COZIepXallinii BUAMMBIX BKIFOUYeHUit. U3 kaxoro ¢iakoHa cieyeT HabupaTh TOILKO OAHY J03Y
npenapara (0,5 mi1, uTo cooTBeTCTBYET 10 M 3Unpacuiona, uid 1 Mi1, 4To cooTBeTcTBYET 20 MIr

3nnpacym0Ha). Ocrarku pacTBopa CJIEAYET BEUIMTh.
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IloGo4Hoe geiicTBHe

COOTBETCTBYET 2KCNEPTHOMY OTYETY

3unpacudon Ons GHYMPUMBIULEYHO20 66€0eHUS.

B Tabauue Hike NpUBENCHBI HEXENaTenbHble SBIEHMA C BO3MOXKHOM, BEPOSATHOH WM
HEU3BECTHOMN CBSI3bIO C MPUMEHEHHEM 3umpacuioHa B uccnenoBanusx I1 u I daszel. HanGonee
YacTBIMM peaKkUMAMM ObUIM TOLIHOTA, Ceauus, rOJOBOKPYXKEHHE, GOJIb B MECTE MHBEKIMH,
rojoHas 6ofb M COHNMBOCTh. JIOMONHUTENbHBIE peaKLMu, HaONIOJaBIIMECS B XOIE
NOCTPErHCTPALIMOHHOIO NPUMEHEHHS, BKIIOUEHbl B NMPHUBEAEHHBIM HHXXE CIIUCOK ¢ 4acTOTOH
«HEU3BECTHO» M BBIJEJIEHBI KYPCHBOM. '

Bce HexenarteNnbHbIe peakiuy NEPEeHHCIICHBl B COOTBETCTBUM C CUCTEMHO-OPraHHbIM KIacCOM H
KaTeropueii 4acToThl: o4ens uacmo (= 1/10), uacmo (ot > 1/100 g0 < 1/10), nevacmo (ot > 1/1000
mo <1/100), peoxo (or>1/10000 no < 1/1000), ovews pedxo (< 1/10000) u neuzgecmmo
(He803MOXHCHO Onpedenums O UMEIOUWUMCSL OGHHBIM).

IlepeuncnenHble HUKE HEXENAaTeNbHBIE peakUWH MOIJIM TaKkKe aCCOLMUPOBATBCA  C

COH}'TCTByEOU.Ieﬁ NaTOJIOrHei U/MJIM COBMECTHO MPUHUMAEMBIMH JIEKAPCTBCHHBIMU CPEICTBaMH.

CHCTeMHO-OpFaHHblﬁ HexenareanHble JIEKAPCTBCHHBIC PCAKIHH

KJj1acc

Hapymemm CO CTOpPOHBI odOMeHa BEeICCTB H NTHTAHHSA

Heuacrto |AHopeKcm{
Hapymennsi ncCHXHKH
Heuacrto AsxuTanus, aHTHCOUHATIBHOE TOBEJCHHUE, IICUXOTHUECKOE

paccTpoicTBO, 6ECCOHHUIIA, THKH

YacToTa HEU3BECTHA MaHusg/runoManus

Hapymienusi co cTOpoHbI HEPBHOI CHCTEMbI

Yacro AK&TI/I3I/IH, OlIYLICHHUE He}’CTOﬁ‘lI/IBOCTI/l, JAUCTOHHA, IOJIOBHAA 60III>,

cenanusa, COHJIMBOCTh, 3KCTpaI'IHpaMHIlHHC Hapylme€HHuAa *

HeuacTto MpblieyHas PUTHAHOCTD MO THUITY «3y6anoro KoJiecar, HOCTypaJ'IbHOC
FOJIOBOKPY>KEHUE, AU3APTPUA, JUCKUHE3Us, TUCIIPAKCHS,

MapKUHCOHH3M, TPEMOP

HactoTa Heu3BecTHa  |3NMOKAa4YECTBEHHBIH HEHPONENTHYECKUI CHHAPOM, CEPOTOHHHOBAIIA
CUHZpOM (CM. pasaen «B3aumozeiicTBue ¢ JpYrHMHU JIeKapCTBEHHBIMH

CpEICTBaMM»), Iapauy JIMLIEBOro HepBa

Hapymenns co cropons! cepana

Heuacro Bpanukapaus, Taxukapaus

YacroTa nenssectHa  |[lapokcu3ManbHas MepLaTelbHAas JKejly JOUKoBas apuTMus (torsade de

pointes)* (cM. pazaen «Ocobble ykazaHu®»).
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Hapymienusi co CTOpOHBI OPraHOB CJIyXa H PABHORECHS

L I 0 L P s

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Heuacro

I'onoBokpyxeHue

Hapyumiennst co CTOPOHBI COCYIUCTOM CHCTEMBbI

Yacto

ApTepuam,Haﬂ THIIOTEH3HU, apTepralibHas FUIIEPTEH3US

HeuacTto

r HNEPEMUsL, OPTOCTATHUECKAA TMIIOTCH3UA

YacToTa HEU3BECTHA

O6MopoK, BeHO3Hast TpOMO03MO0JIHs

CpeaoCTEHH S

Hapyumienus co cTOpOHBI AbIXaTeJbHOMN CHCTEMbI, OPraHoOB IPYIHOH KJIETKH U

Heuacto

Jlapunrocnasm

Hapymenus co cropon

bl 2KE€JTYJOYHO-KHIIIEYHOI0 TPAKTA

Yacto

TowHoTa, pBOTa

Heuacto

3anop, auapes, MUAKUHA CTyJ1, CyXOCTh BO PTY

Hapymenus co cropon

bl KOKHM 4 NOAKOKHOM KJI€TYaTKH

Heuacto

I'uneprunpos

YacToTa HEH3BECTHA

I'nnep4yBCTBUTENBHOCTD, aHTHOHEBPOTHYECKHU I OTEK, JIEKapCTBEHHAs
peakuys ¢ 303uHOHIMeEl U cucTeMHbIMU cumntomamMy (DRESS-

CUHJIPOM)

Hapyuwenus co cropon

bl ﬂMMyHHOﬁ CHCTEMBI

YacroTa HEM3BeCTHA

Anagpunaxmuuecxas peaxyus

Hapymenns co cropou

bl KOCTHO-MBbIIIEYHOH CHCTEMbI H COETHHHUTEILHOH TKAHH

Yacto

PurunHocts MpIIn

Hapyuwenns co cropon

bl NIOYCK H MOYCBbIBOASIIIUX nyTeii

Penko

Henepma}me MOYH, TU3ypusd

YacToTa HeU3BeCTHA

OHype3

Hapymenus co cropon

bl MNCYCHH H KeJTYC€BbIBOAAINX nyTeii

Heuacto

IToBbllIEHHE AKTUBHOCTH HEUYEHOYHBIX CbCpMeHTOB

O6mue paccTpoiicTBa 1 0C/I0KHEHHS B MeCTe BBEXEHHUS

Yacro AcTeHusl, MOBBIIIEHHAs YTOMJISIEMOCTb, HOKEHHE B MECTE HHBEKLIHH,
6oNb B MECTE UHBEKLIUH.
Heuacrto CHHZIpOM «OTMEHBI» Mpenapara, FPUIIONOAOOHBIH CHHAPOM,

I[HCKOM(I)OpT B MECTC UHBCKIIMH, pazgpaXCHNE B MECTC HHBCKIIHHU

JlabopaTopHble H HHCTPYMEHTAJIbHbIE XaHHbIE

Heuvacto

|HOHI/I)KCHHOC aApTCPHAJIBHOC JaBJICHUE

BepemenﬂocTL, NOCJIEPOAOBLIC H NIEPHHATAJIbBHBIC COCTOAHHUSA

YacToTa HEU3BECTHA

CHHOpOM OTMEHBI Mpenapara B HEOHATAIPHOM NepHoje (CM. pasnen
«I[lpumenenne npu OepeMEHHOCTM M B TNEPUOX  [PYAHOro

BCKapMJIUBAHHUS»)

* YacroTa pacCHiTaHa MO AAHHBLIM TPE€X NOCTPErHCTPALUOHHBIX OTKPLITBIX KOHTPOJIHPYEMBIX
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KJIMHUYECKUX UCCIIEHOBAHUH.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

HanGonee 4acTbiMu HEXeNATENbHBIMK ABICHUAMH CO CTOPOHBI CEPICUHO-COCYAUCTON CHCTEMBI,
3aperUCTPUPOBAHHBIMH B KJIMHHYECKMX HMCCIENOBAHHAX BHYTPHUMBIIIEYHOIO BBEICHMUS
(GYKCHPOBAHHEIX 1103 3UMPACUIOHA, SBISUTACH OLLYLIEHHE HeyCToHunBoCcTH (10 Mr - 11 %, 20 Mr
- 12 %), Taxukapaus (10 mr - 4 %, 20 Mr - 4 %), nocrypansHoe ronoBokpyxerue (10 mr - 2 %,
20 Mr - 2 %), opTocratnyeckas runoteHsus (20 Mr - 5 %) u runotorus (10 mr - 2 %).

B npeaperucTpalMOHHBIX KIMHHYECKUX HMCCIEJOBAHUSX BHYTPUMBILIEYHOrO BBENCHHS
(GMKCHPOBAHHBIX 103 3UMPACHOHA MOBbILEHME aPTEPUAILHOTO AABJIEHHUsT OTMedanoch y 2,2 %
NalMEeHTOB, NMOMy4YaBIIMX npenapar B jgo3e 10 Mr; Kpome TOro, MOBBILICHHE apTEPHAILHOTO

JaBJIeHHs GbLTO 3aPErMCTPUPOBAHO Y 2,8 % MalMEeHTOB, MONyYaBIINX 3UIPACHIOH B J03e 20 MT.

Ilepeno3npoBka

JlaHHble O IIEpeNO3MPOBKE 3MIIPACHAOHA OrpPaHUYEHBl. MakCHMalbHast I[OATBEPXAEHHAS
OJHOKpaTHas [Jo3a 3umpacujoHa coctaBuna 12800 Mr. VY nauueHta NpOSBHIIHCH
3KCTpanvpaMUIHBIE NPOSBIEHUS, yanuHeHHe unTepBana QT mo 446 mcex (6e3 HapylieHus
(Gynkumu  cepaua). HauGonee uacThlMM —MpPOSBIEHUAMH  IEPENO3MPOBKH  SBISAIOTCA:
9KCTpanvdpaMHUHbIE HAPYLIEHHs, COHIIMBOCTD, TPEMOP, TPEROTa.

Crieunguyeckoro aHTHAOTa 3UNPACHIOHA HET.

[ToTeHUMaNbHO BO3HHKAIOMIME MMOCHE MEPENO3UPOBKH 3UIIPACHIOHA CHMIITOMBI, TAKME KaK
CYIOpOry, OMIyWEHHOCTh MM JUCTOHHYECKUE PEaKLMH MBILIL OJOBBI H went MOTFYT CO31aTh
yrpo3y acnMpalMM TIIp¥ [pOMBIBaHMM kenyAka. HeoOxoaumo HeMemJIeHHO Hayarh
MOHHUTOPHPOBaHHE (QYHKLHMHM CEPAECYHO-COCYAUCTOW CHUCTEMBI, BKJIOYas HEIPEPHIBHYIO

peructpanuio OKI' ¢ uenbio BhIABICHUS BO3MOXKHBIX apUTMUIA.

B3aumopeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH épencmamn

Anmuapummuueckue cpedcmea knaccos IA u III u Opyzue npenapamel, yOIuHAIOWUE UHMEPEAT
or

®apMaKOKMHETHYECKHE M (hapMaKOAMHAMHMYECKHE HCCIEJOBaHMs  3WUNPACH/IOHA  ITIPU
OJHOBPEMEHHOM MpUEME C JPYrHMM JIEKapCTBEHHBIMU MpenapaTamMH, KOTOPHI€ BBI3bIBAIOT
yumHenne uarepsaia QT, ne nposoaunuce. OfHAKO, TaK KaK HENb3s1 UCKIIOYUTh BO3MOXKHOCTH
cyMMmaluu 3¢ deKTa 3UnpacuoHa U 3THX JICKAPCTBEHHBIX [PEapaToB, 3UMPACH/IOH HE ClielyeT
NPUHUMATD C JAPYTUMH IpenapaTaMy, KOTOpPbIe BBI3BIBAIOT yAMMHEHHE uHTepBana QT, TakuMu
KaK aHTHapuTMHYeCKUe npenapathl kiacca IA u 11, MBILBAKOBUCTBINA aHTMAPHU], raloQaHTpHH,
JIEBOMETAZMJIA aLeTaT, ME30PHJA3HH, THOPHIA3HH, MUMO31], ciapdioKCaliH, raTH(IIOKCALMH,

MOKCH(JIOKCALIMH, JI01aceTpOHa Me3unar, Me(IOXUH, CepTUHION MM Uu3anpui (CM. pasaen
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«IIpoTuBonoKa3aHusy).

COOTBETCTBYET 2KCNEPTHOMY OTYETY

IIpenapamu, oeticmeyrowue na LJHC/ankozone
YuuThiBas OCHOBHbIE 3((EKTHl 3HNpacHAOHa, CleayeT MPOABIATH OCTOPOXHOCTH HPH €ro
NPUMEHEHUH B KOMOMHALHH C APYTUMH Npenaparamu, aeicteytomumu Ha [THC, u ankoronem.

Bruanue sunpacudona na opyzue nexapcmeeHnbie cpedcmed

Bee uccnenoBanusa Mo JEKapCTBEHHBIM B3aUMOJEHCTBUAM IPOBOAMIMCH C MCIOJNB30BAHHEM
3UIPAcU/IOHA B JIEKAPCTBEHHOM (dopme ans npueMa BHYTpb.

B uccnenoBanuu in vivo ¢ npuMeHEHHEM JeKcTpoMeTopdaHa He GbuIo MPOAEMOHCTPUPOBAHO
3HaYMMOM CrOCOGHOCTH MHIHOMpOoBaTh H30hepMeHT CYP2D6 npu KOHUEHTpAUHMSX B [1a3Me Ha
50 % HHMKe, 4eM JOCTUraeMble MOC/Ie IPUMEHEHH: 3UIPAcHI0Ha B o3¢ 40 Mr [Ba pasa B CyTKU.
JlaHHEBIE MCCIIENOBAHUH in Vitro CBUAETENHCTBYIOT O TOM, YTO 3MIPACHAOH MOXKET SBIATHCS
yMepeHHbIM HHrubuTopoM usopepmentoB CYP2D6 u CYP3A4. OpHako MaioBEPOATHO, YTO
3UNpacuIoH OyaeT OKasbiBaTh KJIMHHYECKH 3HAYMMOE BIHAHME HA (ApMaKOKMHETHKY
JIGKapCTBEHHBIX NMPENapaToB, KOTOPhIE META0ONU3UPYIOTCA ITUMU H30(epMEHTaMU LIUTOXpOMa
P450.

Hepopdﬂbybze Konmpayenmuest - IIpueM 3unpacuioHa He OKa3blBaJl 3HAYMMOTO BIMSHHS Ha
(hapMaKOKMHETHKY 3CTPOreHOBBIX (ITHHWIICTPAIMON, sBAfETCA CyOcTpaToM H3ogepMeHTa
CYP3A4) wmn HpOFeCTepOHOBbIX KOMIIOHEHTOB IpelapaToB.

Jlumuii - 3unpacuion He BIMsET Ha (apMaKOKUHETHKY MpEeNapaToB JUTHS MPY COBMECTHOM
IIPUMEHEHUH. )

Bruanue opyaux npenapamos nHa 3unpacudon

Huruburop wuzodepmenta CYP3A4 kerokonazon (B mgo3e 400 Mr/CyTkd) noBblLal
KOHLEHTPALMIO 3MIIPaCMJOHa B CHIBOPOTKE KpoBH MeHee, yeM Ha 40%. KoHueHTpauuu
S-METUIIMTMAPO3UNIPACUIOHA U 3UNIPACH/IOHA CYIb(HOKCHAAA B CHIBOPOTKE KPOBH K MOMEHTY
oxxugaeMoro Tmax 3unpacugoHa ObUIM MOBBIIEHBI Ha 55% u 8%, COOTBETCTBEHHO.
JloMONHUTENBHOTO Y IUIHHEHHs HHTepBaia QTc He Habmoaanocs. ManoBeposSTHO, YTO H3MEHEHHS
(apMaKOKMHETHKH 3MIPAcHJOHA MPU COBMECTHOM Ha3HAUYeHHH C MOWIHBIMH HHTHOMTOpaMH
uzodepmenta CYP3A4 GyayT UMETh KIMHUYECKYIO 3HAYUMOCTDH, MO3TOMY KOPPEKLHMH 03 B
JAHHOM cllyyae He TpeOyercs.

Ilpumenenenue kapbamasenuna (200 Mr 2 pasa B CyTKH B TeueHHe 21 /iHs) NPUBOUT, B CBOKO
ouepelb, K CHUKEHHUIO COep)KaHus 3UMIPACU/IOHA B CUCTEMHOM UHPKYJIALMH Ha 36%.
Anmayuovt

MHorokparHblii IpUEM aHTALMIOB, CONEPXKALIMX ATMIOMHHHMA M MarHui, WM HUMETEIUHA HE
NPUBOAMI K 3HAUUTEIBHOMY BIMSHHUIO Ha (JapMaKOKMHETHUKY 3MUIPAcHIOHA Y MAIMEHTOB MOCIIE

IpyucMa Imumy.
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Cepomonunepeuyeckue nexapcmeennole npendpamel

COOTBETCTEYET 3KCMEPTHOMY OTYETY

B oTnenpHBIX Ciyyasx coobImanock O CEPOTOHHHOBOM CHHIDOME, CBA3aHHOM BO BPEMEHH C
TEPaNeBTHYECKUM IPUMEHEHNEM 3UNPACHIOHA B COUETAHMH C APYTHMH CEPOTOHUHEPIHYECKAMHU
JIEKApCTBEHHBIMH Ipenaparamu, TaKMMH KaK CEJIEKTUBHbIE MHTHOMTOPHI OOpaTHOTO 3axBaTa
ceporonnHa (CUO3C) (cm. paspen «Ilo6ounoe peiicTBue»). IIpu3HAKH CEPOTOHMHOBOIO
CHH/IpOMa MOIYT BKJIIOYATh CIIYTAHHOCTb CO3HAHHs, TPEBOXHOE BO3OYKIEHHME, MOBHILICHUE
TEMIIEPATyYPbl, IIOTIMBOCTD, aTAKCHIO, runeppedieKcHio, MUOKIOHYC B AHAPEIO.

Ceszvieanue ¢ berxamu niazmol

3uIpacuIon B 3HAYMTELHON CTENEHH CBS3bIBAETCSA C GENKaMM IUIa3Mbl KpoBH. CBA3bIBAHHE
3UMNpacujioHa ¢ GeNKaMH IJ1a3Mbl KPOBH in Vitro HE M3MEHSIIOCH B IPUCYTCTBHHU BapdapHHa MM
NpOMNpaHoJIoNia — ABYX IPENaparoB, B BHICOKOH CTENEHH CBA3BIBAIOIIMXCA C O€lKaMM I11a3Mbl
KPOBH; 3UNPACHJOH TAKXKe HE U3MEHAJ CBA3bIBAHHME STHX MPENapaToB ¢ GEJIKaMH IJIa3Mbl KPOBH
yenoBeka. TakuM oGpasom, JeKapcTBEHHbIE B3aMMOJEHCTBHSA C Y4YacTHEM 3HMIIPACHIOHA,

CBA3aHHBIC C BBITCCHEHHEM JIEKAPCTBEHHOT'O BEECTBA U3 CBA3CH C 6CJIKaMI/I, MaJIOBEPOATHEI.

Ocobble ykazanus

Yonunenue unmepeana QT

3MnpackoH BHI3BIBAET JO303aBUCHMOE HEGOJBILOE MM YMEPEHHOE YUTMHEHHE uHTepBana QT
(cm. pasgen «IloGouHoe nelictBue» U «DapMaKOIOrHYECKHE CBOKCTBAY).

3UNpacuIOn HENb3d MPUMEHATh COBMECTHO C INperapartami, KOTOPHIE BHI3LIBAIOT YIUTMHEHHE
untepBana QT (cm. paspenst «[IpoTmBonokasanus» u  «B3aumopeiictBue ¢ ApYrUMU
NIEKapCTBEHHBEIMKH  cpeacTBaMu»). Cnepyer coOmomaTh OCTOPOXKHOCTE Yy  MAlMEHTOB C
BLIDOKEHHOH Opamukapiued. ONEeKTPONUTHBIC HApYLIEHHs, TaKHE€ KaK TMIOKAIMEMHS U
TUIIOMarHieMusl, IMOBBIIAIOT DPHUCK 3/I0KQYECTBEHHOH apUTMHHM, W OHHM JOJDKHBI OBITh
CKOPpPEKTHPOBAHBI JI0 Hayaja Tepanud 3unpacuiaoHoM. Ecnu 3unpacuiioH HasHayaercs
MauMeHTaM, MMEIOIMM CTabwibHOE 3a00jeBaHME cepila, TO A0 Hayana JIEYEHHS CIEAyeT
oueHuTs IKI'.

IIpy HaJIMYMK TAKMX CHMITOMOB CO CTOPOHBI CEP/ILA, KaK OLYIIECHHUE YCUIIEHHBIX CEpALEOEHHH,
FOJIOBOKPYXXEHHE, IIOTEPA CO3HAHUA MJIM CyJOpOrH, HEOOXOAUMO YUYHTHIBATH BO3MOMHOCTB
BO3HMKHOBEHHs 3JIOKaYECTBEHHOM apUTMHM Cepala M npoBecTd obciieoBaHHE CepAeHHOU
neatesbHOCTH, BKMovas OKI'. Ecnu uuteppan QTc cocraenser > 500 Mc, TO peKOMEHIYETCH
NPEeKpaTUThb JieyeHue (cM. pazaen «IIpoTHBOMOKa3aHus»).

B noctperucTpallMoHHOM NepHoje OBbUIM MONY4YEHBl peaxKue COOOIICHHS O BO3HMKHOBEHHM Y
NAaLUCHTOB C HAJIMYMEM MHOXECTBA CONMYTCTBYIOIUUX (HDAaKTOpOB pPHCKA, NPHUHUMABLIMX

3UIIPACHJIOH, H&pOKCI/I?,MaJ'IBHOﬁ MepHaTeHbHOﬁ XCCHYI[OqKOBOﬁ ApUTMHUMH.
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IIpumenenue 6 neouampuu

COOTBETCTBYET 2KCNEPTHOMY OTYETY

besonacHocTh M 3(EeKTHBHOCTH BHYTPUMBIILIEYHBIX I/IH’I:CKLII/H?’!I 3UIpacHIOHa 'y JeTed H
[OJPOCTKOB HE HCCIEN0BANACh.

Ioocunvie nayuenmeor (> 65 nem)

B xiuMHHYecKMe HcCIenoBaHHS HE ObUIO BKJIIOYEHO [JOCTATOYHOE KOJMYECTBO IOMKHIBIX
nauueHToB. CrefoBaTebHO, HEBO3MOXHO [aTh KaKHe-TMOO PEKOMEHJAlMH OTHOCHUTENBHO
JAO3UPOBAaHUs, M JICYCHHE BHYTPUMBILIEYHBIMH MHBEKUMSIMH Yy OTUX IalHEHTOB HE
pPEKOMEHTyeTCHl.

3noxauecmeennniii Hetiponenmuyeckuti cunopom (3HC) - HaGmojawoleecs Ipd NPUMEHEHHH
AHTHUIICUXOTHYECKUX CPEACTB, BK/IIOYass 3MIPACHIOH, PEAKOE, HO MOTEHUMATbHO (aTajbHOe
ociokHenue.  Jlewenne 3HC  mpemycMaTpuBaeT — HEMEINIEHHYIO  OTMEHY  JIIOOBIX
AQHTUIICHXOTHYECKHX JIEKAPCTBEHHBIX NPEnaparos.

Tsicenvie kodicHble peakyuu

IIpy mpUMEHEHUH 3UNPacHEOHA OTMEYAIH Pa3BUTHE JIEKAPCTBEHHBIX PEeaKi[iii, COYETAIOLINXCS C
303uHO(UIHEH U cucTeMHBIMU cuMnToMaMu (DRESS cuuapom). DTOT CHHAPOM BKJIHOYAET fpu
um Gonee ceayioIHX NPOSIBICHHI: KOXKHbIE peakUuHu (TaKue KaK ChIlb MK SKC(POIHaTHBHBIH
JEpMaTHT), 303MHO(MIMSA, MOBBILIEHUE TEeMIepaTyphl, MuMpaneHonaTHs ¥ OJHO UM Gonee
CUCTEMHBIX OCJIO)KHEHHH, TAKUX KaK FEMaTUT, HeQPUT, MHEBMOHHUS, MUOKAPAUT U TICPUKAPIHT.
TaxoKe CooBIIANock 0 JPYTHX TSXKENBIX KOJKHBIX PEAKLMAX IPU NPUMEHEHHH 3UIIPACHIOHA, TAKUX
Kak cuHapom CtuBeHca-J/[xoHCOHa. ‘

B HeKorome Cly4asX TaKUe PeaKld MOTYT NPHBOIUTD K JETAIbHOMY HcXofty. [Ipu passutiu
TAKEJION KOXKHOM peaKLUy CIEAYET MPEKPaTHTh IPUMEHEHHE 3UIIPACHJOHA.
Cepoeuno-cocyoucmoie 3a601e6aHUA

B knuHuyeckHe uccneqoBaHUA HE OBUIO BKIIFOYEHO JOCTATOYHOE KOJIMUYECTBO MALMEHTOB C
CEepAEYHO-COCYIMCTRIMM  3aboneBaHusMu.  CnenoBarenbHO, 6€30MaCHOCTh  NMPUMEHEHHS
npenapara Uil BHYTPUMBILIEYHOrO BBEJECHUA HEe ObUla YyCTaHOBNEHa (CM. pasgen
«IIpoTHBOIMOKa3aHUS»).

Apmepuanvroe oaenenue

3UMpacuOH MOXXET MPOBOLUPOBATH APTEPHANLHYIO THMIOTEH3UIO, COIPOBOMKIAIOILYIOCH
FOJIOBOKPYXEHHEM, TaxuKapiueid U OpTOCTaTHYECKOM runorersueii. Tawke coobwanocs o
CIMHMYHBIX CJIydadX apTepuanbHO rumepreHzuu. CnenyeT coOMonaTe OCTOPOXKHOCTb, B
YaCTHOCTH; Y aMOyNIaTOPHBIX MAllHEHTOB.

Ilo30usa ouckunesus

IIpy JyIMTENBHOM NPUMEHEHUH 3UTIPACH/IOHA U APYTHX aHTUIICUXOTHYECKHUX CPEICTB CYIECTBYET

PUCK p&BHTﬁH MO3JHEA JUCKHUHE3ZNH H MPOYHX OTAAJICHHBIX SKCTpanvupaMUIAHBIX CHHIAPOMOB.
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IIpu mosiBnieHMM NPU3HAKOB MO3JHEH [MCKUHE
UJIN OTMEHHTB €TO0.

Ilaoenus

AHTHUIICMXOTHYECKHE CPEACTBA, BKIIIOYAIONIME 3UIPACHUAOH, MOTYT BBI3EIBATH COHJIMBOCTD,
OPTOCTATUYECKYIO apTEPUANbHYIO TMIIOTEH3HIO U ABUTATENBHYIO ¥ CEHCOPHYIO HECTaOUIIBHOCTD,
KOTOPBIC MOTYT IIPUBECTH K MAJIEHUAM, U, COOTBETCTBEHHO, K IEpeioMaM U ApyruM TpaBMam. s
NaUMEHTOB C 3a00JIEBAaHUAMH, COCTOSHUSMH HJIM HAXOASIMIMXCS HA MEAMKAMEHTO3HOM JICYEHHH,
KOTOPBIE MOTYT yCYTyOUTh JaHHBIE PEaKLMH, HEOOXOAUMO MPOBOJUTH OLIEHKY PHCKA MaleHui
nepel Ha3HaYeHHEM Tepanuy aHTUIICHXOTUKAaMH U TIEPUOAMYECKH JUTS [TAUEHTOB, HAXOASIIIMXCS
Ha JONrOCPOYHON Tepanuu.

Cyoopozu

Pexomenayercs cobmofaTh OCTOPOXHOCTb HPH  JIEYEHHMH MAlMEHTOB C CYJOPOXXHBIMH
NPUCTYNIaMH B aHAMHE3E.

IIpumenenue npu Hapywenuu yyHxyuu neveru

OnbIT mpUMEHEHUs 3UIPAacHJIOHA Y TALMEHTOB C TKEIOM NEYEHOYHOH HEZOCTATOYHOCTHIO
OTCYTCTBYET, [IOITOMY Y MAlMEHTOB B 3TOH IPyYIIIE IIpenapaT CAeLyeT HCIIONBE30BaTh OCTOPOKHO
(cM. paspen «@apmakosoruueckue CBOMCTBa» mojpasaen «PapMakoKHHETHKa» U «Crocob
MPUMEHEHUS U JO3BI»).

Ilosviuennoiii puck 0cmpozo HapyuleHUs M03208020 KPOBOOOPpaueHUs. 8 NONYAAYUU RAYUEHMOE C
Ooemenyuet

B panaoMu3sMpOBaHHBIX MIALEGO-KOHTPOIMPYEMBIX KITHHHYECKUX UCCIIEOBAHHUSAX B IIOMYJIAIMH
NaLMEHTOB C AEMEHLIUEH NPY IPUMEHEHHH HEKOTOPBIX aTUITUYHBIX aHTUIICHXOTHKOB OTMEYANIOCh
YBEJIMYEHHE PHCKA Pa3BUTHs LUEpeOPOBACKYIAPHBIX HEXENaTesbHBIX ABJICHHI NpHONU3UTENLHO
B 3 pasa. MexaHu3mbl YBEIHYEHUS JAHHOrO pHCKa HEM3BECTHBL. Henb3s HCKIIOYUTH
NOBBIIUEHHBIA PUCK NIPH MPUMEHEHUM JPYTUX aHTUIICUXOTUKOB HITH Y JPYTHX TPYII MAllMEHTOB.
3UNpacuIOH CIELYET C OCTOPOXKHOCTBIO IPHMMEHATH Y MALMEHTOB C (PaKTOpaMH PHCKA Pa3BUTHS
HHCYJIBTA.

Yeenuuenue wacmomwl cnyuaee cmepmu Ha ¢poHe npuema AHMUNCUXOMUKOB Y HNOJNCUNBLX
NayueHmoe ¢ OemeHyue

[Io pesynpTaram ABYX KpYNHbIX OOCEpBALMOHHBLIX HCCJCHOBAHHI OBUIO MOKa3aHO, YTO Y
HOXWIbIX [alMEHTOB C OEMEHIIMEH, MONYyYaroUuX TEparri0 aHTUICHXOTHKAMH, HECKOJIBKO
MOBBIIIEH PUCK JIETAIBHOIO UCXOAa W/MIIN NOTEHUHMATBHBIN PUCK Pa3sBUTHA MOOOYHBIX peaKlyii
CO CTOPOHBI CEPAEUHO-COCYIUCTOH CUCTEMBI 10 CPABHEHMIO C TEMH, KTO HE MOJIyYaeT TEPANUIO
AHTUIICUXOTHKaMH. MMelommnxcsd NaHHBIX HEJIOCTaTOYHO, YTOOBI CHAENaTh TOYHBIE PacCHEeThI

CTCIICHHA YBCJIIMYCHUS PHUCKA. HpI/I‘lI/IHbl TTOBBLINICHHUS PHCKa HACTYIUJICHUS JIETAIBHOrO MCXO0Ja y
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

3eJII0KC He 0100peH TS JISYCHHUS! PAacCTPOMCTB IOBEIECHHUS, accouHHpOBaHHblk C AeMEeHIuel.
Benosnas mpom6osmbonus

[lpy pMMEHEHHWHM AHTUIICHXOTHUKOB COOOWIANIOCH O CiIy4asX BO3HUKHOBEHMS y MNAllUEHTORB
BEHO3HOM TpoMOoambomH. Tak KaKk y MalMeHTOB, MOJYYAOWMX TEPANHIO aHTHIICUXOTHKAMH,
4aCTO UMEIOTCA NPHOOPETEHHBIE (aKTOPhl PHCKA Pa3sBUTHs BEHO3HOHW TpoMGOIMGOIUHM, nepes
HayajloM W BO BpeMs Tepanuu 3UINPACHIOHOM CJefyeT OLEHHTb JIo0ble (hakTOphl pUCKa
TPOMOO3MOOIHHU BEH U NPEIPUHATE NPODYHIAKTHIECKHE MEPEI.

Ipuanusm

[Ipy mpUMEHEHMM AHTHUIICUXOTHKOB, B TOM 4HMCI€ 3HMIPAaCH]OHa, COOOINANOCh O CIydasx
npuarnm3Ma. JlaHHasi peakuus, KaK ¥ ¥ NPUMEHEHNU APYTHX aHTHIICUHXOTHKOB, HE UMEET CBSA3M
C 1030 npemnapara U JUIMTEIbHOCTHIO TepaIuH.

Hocmpezucmpayuonnvle coobujenus o 1€manbHuix UCX00ax

Kak u npM BHYTPHMBIIEYHOM BBEJEHHH [JPYTrHX AaHTUICHMXOTHKOB, INPH IPUMEHEHUH
3UIIPaCHOHA B JIEKapPCTBEHHOH (opMe [Uis BHY TPUMBIIIEUHBIX MHBEKLMI COOBIIANOCh O Clydasx
JICTAJIHBIX MCXO/IOB, BO3HUKIIMX, B OCHOBHOM, Yy MAlMEHTOB CO MHOXECTBEHHBIMU
CONYTCTBYIOWIMMH (hakTOpaMH pHUCKA. XOTH CBS3b MEXIY NPUEMOM 3UIIPACHIOHA W 3THMH
Clly4asMHU HE YCTaHOBJIEHA, CIIEAYET COOMIOAATh OCTOPOXKHOCTD HPH BHY TPHMBILICYHOM BBEACHUH

npemnapara.

Bansinne Ha cnoco0HOCTb YNPABJSATH TPAHCHOPTHLIMH CPEACTBAMM, MEXaHH3MAMH

Kak 1 GONbIMHCTBO NCUXOTPONHBIX MPENApaToOB, 3UMPACHIOH BbI3BIBAET COHIMBOCTD M JPYTHE
n0604HBIe 3P EKTHI, KOTOpPblE MOTIYT MOBJMATH HA CIIOCOGHOCTb YNPABJIATH TPAHCIIOPTHBIMU
CPEACTBAMM M 3aHMMAThCSl JPYrMMH TOTEHUMANbHO OIIAaCHBIMH BHJAMH JEATENBLHOCTH,
TpeOyIOLIMMH MOBBIIICHHOH KOHUEHTPALUH BHUMaHHUS U OBICTPOTHI IICMXOMOTOPHBIX PEAKIIMIA.
06 sToM cnenyeT NMpeaynpeAnTh NMALMEHTOB, KOTOPhIE MOTYT YIPAaBATh aBTOMOOHIEM HIIH

OINIAaCHBIMHU MEXaHU3MaMH.

®opma BrInycka

JInodumsat s MPUrOTOBNEHHUS pacTBOPa JUIsk BHY TPUMBIILEUYHOrO BBEeH!S, 30 MI

30 mr 3unpacunoHa Bo (rakoHe o6beMoM 5 Mt w10 MIT U3 MPO3padHOro GECIBETHOrO CTEKIa
(tun I) ¢ pe3uHOBOH NpoOKOH M ANTIOMHHHEBBHIM I'€PMETHYHBIM KOJIA4YKOM C IUIACTHKOBOI
KpblIKO# Tuna ¢pnun-odpd.

1 ¢nakoH ¢ MMOGUNU3ATOM B IUTACTUKOBOM IOJJIOHE MM O€3 HEro BMECTE C MHCTPYKLHMEH no

NMPUMEHCHUIO NOMEHIAIOT B KAPTOHHYIO NAYKY.
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Cpok roguocrun

3 ropa.

He HPHUMCEHATD MOCJIE€ HCTEYCHNUA CpOKa rOAHOCTH.

YcraHoBeHa xumudeckas U pusndecKas CTaGHIbHOCTb FOTOBOTO PacTBOpa B TeUEHHE 24 u pH
temmneparype 10 25 °C u 7 gueit npu 2-8 °C. OgHako ¢ MHKPOOHOSOrHYECKONH TOUKHM 3pEHMS
pacTBop npenapata cJie/lyeT UCIOIb30BaTh HEMEIEHHO WM NOciie He Gonee 24 4 XpaHEeHUs NpH

2°-8 °C.

YcioBus Xxpanenus
B samuimenHom oT cBeTa MecTe, pu Temiepatype He Beime 30 °C.
XpaHuTb B HEJJOCTYITHOM JUIsl [IeTeil MecTe.

@1aKOH XpaHUTh B OPUTHHANILHON KapTOHHOM YIIaKOBKE.

YcaoBus oTnycka

OTnycKaroT Mo pelenTy.

Baajnenen perucTpanMoHHOI0 YNOCTOBEPEHHSI:
Buarpuc Crnemmantu 9ndnCu, CIIA
Konmuns ®eppu Poyn 3711, MopranTayH, 3anagHas Bupmxunus 26505, CIIA

Viatris Specialty LLC, USA
3711 Collins Ferry Road, Morgantown, WV 26505, USA

IIpon3BoauTe L

IIpouseooumenv 20mogoit  nexapcmeennoii gopmvl/ - Pacoswyux (hepeuunas ynakoexa):
Papmauus 1 Anjoxod Kamnanu 9ndnCu, CIIA

7000 Hopreimx Poyn, Kanamazy, Muuuran (M) 49001, CIIIA

Pharmacia & Upjohn Company LLC, USA

7000 Portage Road, Kalamazoo, Michigan (MI) 49001, USA

Ynaxoewux (6mopuunasn/ mpemuunas ynaxoexa)/ Beinyckaiowuti konmpons kauecmea:

®apeBa AmOya3, Opanuus

30H OHacTpuane-29 pyt ae3 Quaroctpy, 37530 [Moce-Crop Cuc, ®@panuus

Fareva Amboise, France

Zone Industrielle-29 route des Industries, 37530 Poce Sur Cisse, France

cTp. 16 u3 17



COOTBETCTEYET 2KCNEPTHOMY OTYETY
oT 01.03.2024 Nz 4057
(Bxogawpi M3 N24225834)

IIpemen3suu nompedumeneii nanpagnams na adpecy:

Poccuiickas ®enepanuns

00O «Buarpuc»

125315, r. Mockaa, JIeHHHr pafckuii IpoCIexT, A. 72, K. 4, 2-it a1ax, nom. 9, koM. 1
Tenedon: (+7) 495 130 05 50

@axc: (+7) 495 130 05 51

OnexTpoHHas noyra: ru.info@viatris.com

Menemxep no peructpanuu Kamunera M.C.
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