COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 25.02 2025 N= 5166

10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

3EJIOKC®

PerncrpauuoHHblii HOMep:
Toprosoe HaMMeHOBaHHE: 3ennokc®

MexayHapoaHOe HEMATEHTOBAHHOE UJIM TPYNINIMPOBOYHOE HAMMEHOBAHME . 3UTPACUIOH
JlekapcTBenHas ¢gopma: oduansar JUisi IPUTOTOBJICHUS PAacTBOpa Il BHYTPHUMBIIIICYHOTO
BBEJICHUS

Cocras:

1 dakoH ¢ THOMUIN3ATOM COASPIKUT:

Heticmsyrowee sewecmso: 3unpacugona mesmnara tpuruapar 40,93 mr (sxBuBaizeHTHo 30 mr
3UIPACHU]IOHA).

Bcnomozcamenvuvie seuecmea’ nuknoaexcTpuna cyinbhooyrmar Hatpus (SBECD) 441,49 wr.
Ilpumeuanue:

B npouecce nponsBoacTBa ncnonb3ytorcs Boaa mist unbexuuii (EBp. @.) 1217,08 mr Ha duakon, kotopast
ypansiercsi B mpotecce nuopmmmzanyu 1 Azor (EBp. @.) B xauecTBe MHEPTHOW atMoc(hepbl, KOTOPBIH

TAKXC YAAJIACTCA B IIPOLICCCE J'II/IO(I)I/IJII/I?,aIII/II/I.

Omnucanue:
Jluogpunuzam: nuodunmzaT ot 6€710ro0 10 MOUTH OEJIOTO 1BETA;

Boccmanosnennuiii pacmeop: mpo3padHblil 0€CIIBETHBIM PACTBOP.

dapmakoTepaneBTHUYECKas IPyNmna:

MCUXOJICITUKH, aHTUIICUXOTHYCCKUC CPEACTBA, ITPOU3BOJHBIC MHAOJIA.

Koa ATX: NOSAE04

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

3unpacuion 06yagaeT BBICOKUM CPOJCTBOM K JodamuHepruueckuM peuentopam 2 tumna (D2) u
3HAYUTENLHO 00JIee BRIPAKEHHBIM CPOJICTBOM K CEPOTOHMHOBBIM perenitopaM 24 tuna (5-HTza).
I[To pe3ynbraTam MO3UTPOHHO-IMHUCCHOHHOM ToMorpaduu uepes 12 4acoB mocie 0JHOKPATHOTO
npuema 40 Mr rpenapara 0J10Kaza CEpOTOHMHOBBIX PEIENTOPOB TUTA 2A cocTaBisuia 6omnee 80 %,
a perientopoB D2 — 6omsee 50 %. 3unpacuaoH B3aUMOICHCTBYET TaKKe C CEPOTOHUHOBBIMH S-

HT2c, 5-HT1p u 5-HT1a penienTopamu; CpoACTBO Mpemnapara K 3TUM pelenTopaM COOCTaBUMO CO
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cpoacTtBoM k D2 perientopam miiy MpeBBILIAET €Lo.

3urpacuion 001aaeT yMEPEHHBIM CPOJICTBOM K HEHPOHAIBHBIM TPAHCIIOPTEPAaM CEPOTOHHHA U
HOpaJpeHaINHA. 3UMPACUIOH IEMOHCTPUPYET YMEPEHHOE CpOJCTBO K Hi-rucTaMMHOBBIM M 01-
aZipeHopenenTopaM. 3UMPACUAOH MPAKTUYECKH HE B3aUMOJICHCTBYET C MYCKapUHOBBIMH Mi-
pelenTopamu.

3UNPACHIOH SIBJISICTCSI aHTATOHUCTOM KaK CEPOTOHMHOBBIX perenTopoB 24 (5-HT2a) Tuna, Tak u
nopamuHeprudeckux pernentopos 2 tumna (D2). [Ipeamnonaraercs, uro tepaneBTudeckuii 3hdext
npernapaTa 4aCTUYHO OMOCPEAOBAaH 3TUM KOMOWHHUPOBAHHBIM aHTAarOHUCTHUYECKUM JICHCTBHEM.
3UnpacuIoH SABISETCS TaKKe MOIIHBIM aHTaronuctom 5-HT2c, 5-HT1p m MmomubIM aronucrom 5-
HT 1A peenitopoB U HHTHOMPYET 0OpaTHBIN 3aXBaT HOPAIPCHAIIMHA M CEPOTOHMUHA B HEUPOHAX.
B nccnenoBanusx mnociie BHyTPUMBIILIEYHOTO BBEJECHUS HAOII0JaJI0Ch 10303aBUCUMOE CHUKEHHE
NCUXOMOTOpHOTO  BO30yxaeHus. Ilocme mo3et 10 wMr TepameBTHYecKoe JelcTBHE
PETUCTPUPOBAIOCH Uepe3 15 MUHYT M COXpaHSIOCh 0 3aBepllieHus HaOmoIeHus (B TeueHue 2
4acoB), a Mocje BBeAeHUs 103bl 20 MI' — pEerucTpupoBaioch yepe3 30 MUHYT U COXPaAHSIIOCH JI0
3aBeplICHUs HaOtoIeHNs (B TeueHHE 4 4acoB).

Hononnumenvnasn ungopmayus 0 KIUHUYECKUX UCCTe008AHUAX

B xnuHM4YecKHX McclenoBaHUSAX Obla MPOJEMOHCTPHUPOBAaHA 0€30MACHOCTh U MEPEHOCHUMOCTh
BHYTPHUMBIIIIEYHBIX HHBEKIIUH 1 TIOCIETYIOMETO MPOAOKEHHS IePOpaTbHOM Teparunu.
Pezynomamur kpynnozo nocmpe2ucmpayuonHo2o ucciedosanus 6e30nacHocmu

C enplo OnpenennTh, cBsi3aH Ju 2Q ekt 3unpacuaoHa Ha nHTepBai QTC ¢ MOBHIIEHHBIM PUCKOM
CMEpPTHOCTH HE B pPEe3yJbTaTe COBEPIICHUS CyHIMJa, ObUIO MPOBEACHO PaHIOMU3MPOBAHHOE
MOCTPETUCTPAIITMOHHOE HccleoBaHue ¢ ydactueM 18 239 mamueHToB ¢ mmu3odpeHuen ¢
MPOJIOJDKUTENIHOCTRI0 HAOMIOZIeHUsT B TedueHue | roga. DTO HCCleNOBaHHE, KOTOpoe ObLIOo
MPOBEJICHO B YCIOBHUSIX pealbHOW KIMHUYECKOW MPaKTUKH, HE MPOAEMOHCTPUPOBAIO HUKAKUX
pasIu4Mii MeX1y Tepanuel 3UMpacuJOHOM M OJIaH3aIIMHOM I10 TIOKa3aTeNo 00IIel CMEpTHOCTH
HE B pe3yJibTaTe COBEpIICHMs cyuluaa (OCHOBHOM Kputepuil 3¢ dextuBHOCTH). VccnenoBanue
TakkKe HE MPOJAEMOHCTPUPOBAIO pA3IUUUA MEXIy MpernapaTaMu 10 JIOTIOJHUTEIbHBIM
KpuTepusM JPQPEKTUBHOCTH, TAKMM KaK CMEPTHOCTh MO JIOOON MpHYMHE, CMEPTHOCTh B
pe3ylbTaTe CyHIHIa, CMEPTHOCTh B pe3yJjbTaTe HACTYIUICHHS BHE3AIHOM CMEpPTH, OJHAKO B
rpynmne 3urpacu/ioHa HaOIroAanach CTaTUCTUYECKU HE JOCTOBEpHAas YMCIEHHO 0ojiee BBICOKas
4acToTa CIy4yaeB JIETAIbHOTO UCXO/Ia 10 MPUYUHE CepACUHO-COCYTUCTBIX HapyleHuil. Takxke B
Tpynmne 3umpacuioHa HaONIoAanach CTATUCTHUECKH 3HayuMMas OoJjiee BBICOKAs dacToTa
TOCMIUTANHM3AIMK 110 000N TpPUYMHE, B OCHOBHOM H3-3a PA3IUYUil B KOJMYECTBE CIydacB
TOCITATATM3AINH B CBSI3U C IICUXUATPUICCKUMU SBICHUSMH.

@apmakoxuuemuxa
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Bcacwvisanue

BuopoctynHOCTh 3unpacujoHa Py BHYTPUMBIIIEYHOM BBeieHuH coctasisieT 100 %.

[Tocie 0JHOKPATHOTO BHYTPUMBIILIEYHOI'O BBEJEHUS CHIBOPOTOUHAS KOHIIEHTpALUS JAOCTUIAET
MakcuMyma mpumepHo uepe3 30-60 mun. CojnepkaHue Inpemnapata B CUCTEMHOM KpPOBOTOKE
YBEJIMYUBACTCS MPOMOPLHMOHAIBHO MOBBIIICHHUIO J03bl, U MOCIE 3-THEBHOTO BHYTPUMBIILIEYHOTO
npuMeHeHHS dPPEKT KyMYJIISIUN BBIPAXKEH MAJIO.

Pacnpeoenenue

O0BeM pacrnpeiesieHus 3UMpacuIoHa cocTaBisieT okoio 1,5 n/kr. 3unpacuaon 6osee yeM Ha 99
% cBs3bIBaeTCS ¢ OeIKaMu I1a3Mbl KPOBH.

buompancgopmayus u evisedenue

Cpennuii TepMHMHAJIbHBIH NEPUOJA IMOJIYBBIBEIECHUS 3MIIPACHAOHA IIOCJIE€ OJHOKPATHOIO
BHYTPUMBIILIEYHOTO BBeACHUs 2-5 "acoB. CpeHMi KIMPEHC 3UIPACcHIOHA MPU BHYTPUBEHHOM
BBeJIeHUU cocTaBisgeT 7,5 mu/mMun/Kr. [Ipumepno 20 % m03b1 BBIBOAUTCS MOYKAMH U IPUMEPHO
66 % — KHIIIEYHUKOM.

BriBenenue 3umpacujiona MpOUCXOIUT C ydacTueM 3 myTe Omorpanchopmaruu, Oiaromaps
KOTOpBIM 00pa3yroTcsi 4 OCHOBHBIX MeTabonuta — Oenszuzoruazonnunepazuna (BUTII)
cynsdokeun, BUTII cynbdon, 3unpacuaona cynbGokcua u S-Mmetuiaauruapounpacuion. Jomns
HEU3MEHEHHOT0 3MIIPAacHJOHAa B CHIBOPOTKE OT OOILEro coJep’KaHus Ipenapara M €ro
MeTaboIUTOB COCTaBIsAET OKOJI0 44 %.

Ha mepBoM »Tame 3umpacuiioH MeTa0OIU3UPYETCs MPEUMYIIECTBEHHO ABYMS MyTSIMH. MyTeM
BOCCTAHOBJICHUS U METHJIMPOBAHUS ¢ (OPMUPOBAHUEM S-METHIIIUTHIPO3UIPACHIOHA (IBE TPETH
MeTabosiu3Ma 3WIPACUIOHA) M MYTEeM OKHCIMTEIBHOTO MeTaboJiu3Ma, Ha 0T KOTOPOTo
NPUXOJMTCS OCTABIIAACS TPETh OT 00MIero uncia ouorpanchopmanuii. MccnemoBanus in Vitro ¢
UCIIONIb30BaHUEM CYOKJIETOYHBIX (ppakumii TeYeHH YeloBeKa TIOKa3aliHd, 4YTO S-
METHJITUTHIPO3UIIPACUIOH 00pa3yeTcs B /1Ba dTana. B 3TUX rccnenoBaHusgX ObLIO MOKa3aHo, YTO
NEPBBIA ATANl OCYLIECTBIISIETCA MOCPEACTBOM KaK XMMHMUYECKON peaklMd BOCCTAHOBJIEHUS MpHU
y4acTUHU TIIyTaTHOHA, TaK M BOCCTAHOBJIEHMsS MOJ JeHCTBHEM (pepMeHTa aibJeruJI0KCHIA3bI.
Bropoii stam — 5T0 MeTunupoBaHWE TOJ JeicTBHEM ¢GepMEeHTa THOMETHITpaHchepasbl.
HccnenoBanus in Vivo mokaseBatoT, uto m3opepMeHT CYP3A4 sBisieTcs OCHOBHBIM
U30pepMEHTOM CHCTEMBI IToXpoMa P450, xaTamu3upyrommM OKHCIUTEIHHBIH MeTadoIn3M
3UIIPAacUOHa C BO3MOXXHBIM MEHee 3HauuMbIM ydactueM m3opepmenta CYPLAZ.

3unpacuion, S-METUIIUTUIPO3UTIPACHIOH M 3UTIPACHIOHA CYJIb(OKCHA O TaHHBIM IN Vitro
WCCIIEIOBaHU 00J7a/1al0T CXOJAHBIMU CBOWCTBAMH, KOTOpPBIE MOTYT OOYCIOBUTH YIJIMHEHUE
uHTepBasia QT. S-MeTHIIUTHAPO3UIIPACHIOH BHIBOAUTCS TIaBHBIM 00pa3oM uepe3 KHIICYHHK,

MMPECAIIOJIOXKUTCIIBHO IIYTEM SKCKPCIHHU C KEJIYBIO IMPU HE3HAYUTCIbHOM YYaCTHHU MeTa6OJ'II/I3Ma,
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OCYILECTBIISICTCS OJaroapst MOYEYHON HKCKPEIIMU U BTOPUYHOMY MeTaboIn3My O] ACHCTBHEM
uzodpepmenra CYP3A4.

Ocobvle kamez2opuu nayueHmos

dapMaKOKMHETHUECKHI CKPHHUHT TAIlEHTOB, MOJYYaBIIMX Hpenapar nepopaibHO, HE BBISBUI
KaKUX-JTHOO0 CYIIECTBEHHBIX Pa3INuuii B papMaKOKHMHETHKE Y KypPAIIUX U HEKYPSIIUX.
KnuHuYyeckn 3HAUYMMBIX PA3NUUUid B (papMaKOKHMHETHUKE 3HIIPACHIOHA IOCTE MEepOPabHOTO
npueMa y MalMeHToB B 3aBUCHUMOCTH OT BO3pacTa MM 10J1a He HaOIr01anoch.

Y manmueHTOB C HapymeHHeM (YHKOMM TI0YeK Ppa3IMYHOM CTEermeHH He HaOIoaanoch
IPOTPECCUBHOTO MOBBIIICHUST YPOBHSI 3UMPACHIOHA B CUCTEMHOW HUPKYJIIIIAN, YTO COTTIACYeTCS
c TeM (paKToM, YTO IMOYECUHBIH KIMPEHC BHOCUT OYEHb HEOONBIIONW BKJIAJ B OOIIMHA KIHMPEHC.
CucreMHOE BO3JICHCTBUE 3UMpPAcHIOHA Y MAIIMEHTOB C JIETKOH (C KIMPEeHCOM KpeaTHHHHaA OT 30
no 60 mu/mMuH), yMepeHHOH (¢ kiuMpeHcoM kpeatuHuHa OT 10 g0 29 mu/MuH) U TsDKeNoi
(TpeOyromieii TpoBeACHUS OUalM3a) CTENEHBI0 HAPYUICHHs (QYHKIMU TOYEK TpPU IpHEeMe
nepopaibHbIX 103 20 MT /1Ba paza B CyTKH B TeueHue 7 aHer coctasisum 146 %, 87 % u 75 %,
COOTBETCTBEHHO, OTHOCHUTEIBHO MAIMEHTOB C HOPMAIBHOW (YHKIMEH IMOuYeK (C KIMPEHCOM
kpeatnHuHa > 70 Mu/mMuH). Hen3BecTHO, MOBBIMICHBI JIM y 3THUX MAIMEHTOB KOHIIEHTPALUH
MEeTa0O0JIMTOB B CHIBOPOTKE.

VY manueHToB C JETKUM M yMEPEHHBIM HapymieHueM (YHKIWW medeHH (kiaccsl A wim B 1o
knaccupukanun  Yaina-Ileto) Ha ¢GoHe nMppo3a MEYEHU CHIBOPOTOUYHBIE KOHIEHTpAlUU
sunpacuoHa Ha 30 % Bblle, 4eM y 370pOBBIX JOOpPOBOJIBIEB, a TEPMUHAIBHBIM MEPHOA
NIOJTYBBIBEIEHUST OOJbIle TpUMEpHO Ha 2 4. BnusHue HapymieHuss (yHKIMM TI€YCHH Ha

KOHICHTpPAIun METa0O0JIUTOB B CBIBOPOTKEC HEU3BECTHO.

Iloxka3zaHus K NPUMEHEHHIO

KynupoBanue ncuxoMOTOpPHOTO BO30YX/I€HUS Y MAIUEHTOB C IICHXO030M.

IIporuBonokasanust

® TIOBBIIICHHAS YYBCTBUTEIBHOCTh K 3HUMPACHUAOHY WIH JIOOOMY JpyroMy KOMIIOHEHTY
npenapara;

e ymnuHeHue uHTepBama QT B aHamHe3e, BKIIOYas BPOXKICHHBIM CHHIPOM YUIMHEHHOTO
unTepBana QT;

® HEJIaBHO NEPEHECEHHBIN OCTPHIA MH(APKT MUOKAP/A;

e cepjeyHas HeIOCTaTOYHOCTh B CTAJUU JCKOMIICHCAIUY;

e apuTMuH, TpeOyrolrue mpreMa aHTHApUTMHUYECKUX cpeAcTB kimaccoB IA u Il (cMm. pazgen
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«Oco0bIe yKa3zaHus»);

® COBMECTHBII TpHUEM JICKapCTBEHHBIX CPEJICTB, ymnuHstonmx uHTtepBan QT, B wacTHOCTH
aHTHapuTMUYecKux cpenctB kimaccoB |A u Ill, MbimbskoBucTOTO aHruapuaa, ranodaHTpuHa,
JeBOMETaaWiIa  alerara, Me30puAa3vHa, THOpPHAA3WHA, MNUMO3MJa, cnapgroKcanuHa,
ratuduiokcanuia, MOKcudIokcalta, JojJaceTpoHa, MeI0oXuHa, CEPTUHIONA WIM LU3aNpuaa
(cm. pasznen «OcoOble yKa3zaHUs»);

® [ALMEHTHI C ICUX030M, O0YCJIOBICHHBIM JIEMEHIIUECH;

e JjeTcKuii Bo3pacT a0 18 et m Bospact crapire 65 ner (3pdekTHBHOCTE M 6E30MacHOCTh
NPUMEHEHHS 3UTIPACH/IOHA Y MAIIMEHTOB JTaHHBIX BO3PACTHBIX IPYII HE YCTAHOBIICHBI);

® [ICPUOL I'PYAHOI'0 BCKAPMJIIMBAHU.

C 0CTOPOKHOCTHIO
Crnemyer coOmogaTh OCTOPOKHOCTh TPH NMPHUMEHEHUH 3WUIIPACHIOHA Y TMAlMEHTOB C TSHKETION
IIEYEHOYHON HeI0CTaTOYHOCThIO, Cy/I0pOraMH B aHaMHe3€, CaXapHbIM JAHa0eTOM, y HallMEeHTOB
IPYyMNIIbI pUCKa ACHUPALMIOHHON THEBMOHHH, Y HAIIUEHTOB C MOBBIIICHHBIM PUCKOM HHCYJIbTA.
C o0co0oif OCTOPOXKHOCTBIO CIIEAyeT IPUMEHSTh 3UIPACHIOH Yy MALUEHTOB, CTPaJaroIuX
M3BECTHOH CepJeUYHO-COCYAUCTON MATOJIOTHEN (C HATMYMEeM B aHaMHe3€ HH(apKTa MHOKap/1a Ui
UIIEMUYECKOH OO0JIC3HU Cep/ilia, CepCUYHON HEJJOCTATOYHOCTH WIIM HAPYIICHUH POBOAUMOCTH),
1epeOpOBACKYIAPHON MATONOTMeNd WIM JPYyTMMH COCTOSIHUSIMH, HpEeApacloyiaraloliuMu K
THIOTeH3UH (eruapaTayeii, TMIOBOJIEMHEH, a TaKKe MOJTYyYarOlUX IPYrHe THIIOTCH3UBHbBIC
CpencTBa).
3uIpacuion CleayeT NPUMEHSTh C OCTOPOKHOCTBIO y TMAIMEHTOB C HIDKEIEPEUHCICHHBIMU
dakTopamu pucka (cM. pazzaen «OcoOble yKa3aHUsA») KOTOPbIE MOTYT YCYTYOUTh BO3MOKHOCTh
BO3HUKHOBEHUsI TAPOKCH3MAITLHOM JKeNTy J0uKoBO# aputmun (torsade de pointes):

e Opanukapaus,

® DJIEKTPOJUTHBIA TUCOATaHC.
[Ipy BHYTPUMBIIIEYHOM BBEJICHUU 3UIPACHIOHA MOXKET HAOIIOJAThCA TOJIOBOKPYKEHHE,
TaXWKap/Aus, MOBBIIICHUE apTEPUATBHOTO AaBJICHHS M TIOCTYpalibHasi THIIOTEH3Us. B CBsI3M ¢ ATHM
clieflyeT coONoIaTh 0COOYI0 OCTOPOKHOCTH TPH TPUMEHEHHWH 3HIIPAcHUIOHA OCOOCHHO Y
amMOyJIaTOPHBIX MAIIMEHTOB.
Heo6xoanmMo coOmoiaTh OCTOPOKHOCTh MPH MPUMEHEHHM 3UIPACHIOHa B KOMOHMHALIMU C
QJIKOTOJIEM W IPYTUMH TperapaTaMy, BIUSIOIIUMH Ha IEHTpalibHyto HepBHYIO cuctemy (ITHC),

BKJTFOYAs CPEJICTBA, JEHCTBYIOMINE HA JOPaMUHEPTUUECKUE U CEPOTOHMHEPTUIECKNE CUCTEMBI.

IIpumeHeHne npu 0epeMEHHOCTH M B IEPHO/ TPYHOI0 BCKAPMJINBAHUS

cTp. 5u3 17
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Ipumenenue npu bepemenrHocmu

HccnenoBanust y OepeMEHHBIX JKEHIIMH HE MPOBOAWINCH. B CBS3M C 3TUM KCHIIWHAM
PENpPOyKTUBHOTO BO3pAcTa CIEAYET UCIOIb30BATh HA/IEKHBIE METO/IbI KOHTPALICTIIIH.
YuuThIBas OrpaHUYCHHBIN OIBIT MPUMEHEHHUS Ipernapara y 0epeMeHHBIX JKeHIINH, 3UMIPACUI0H
HE pPEKOMEHAYeTCs Ha3HauyaTh BO BpeMsi OEpeMEHHOCTH, 3a MCKIIOUEHHWEM CHUTYyaluil, Kornia
MOTEHIIMAIbHASL T0JIb3a OT €ro MPUMEHEHHS MAaTephl0 NpPEBBINIACT PUCK Juis mioga. [lpu
HEOOXOIMMOCTH OTMEHBI IMpernapara B Iepuoa OepeMeHHOCTH, He CcJeayeT JelaTh 3TO
OJIHOMOMEHTHO.

HccnenoBanust penpoayKTUBHONM TOKCHMYHOCTH Ha SKCIEPUMEHTAIBHBIX >KUBOTHBIX IOKa3alu
HEOJIAarONPHUATHOE BIUSHUE HA PEIPOAYKTUBHYIO (DYHKIIMIO TIPH TIPUMEHEHUH B J103aX, KOTOPHIE
OB YK€ TOKCUYHBI JJIT MAaTCPUHCKOTO OPraHW3Ma /WY IPUBOIIIIN K CeTaTUBHOMY (D (]eKTy.
[Tpu3HaKOB TEpaTOTeHHOTO BIUSHUS HE HAOIIOAANIOCh.

Y HOBOpOXIEHHBIX, MaT€PH KOTOPBIX MOJIYYald aHTUICUXOTHYECKHE IpernapaThl (BKIIOYas
3UMPACUIOH ) B TCUCHUE TPETHETO TPUMECTPa OEPEMEHHOCTH, B IIEPUO/T IIOCIIC POXKICHUS UMECTCS
MOBBIIICHHBIN PUCK PA3BUTHUS SKCTPAMTHPAMHUIHBIX CHMITTOMOB H/WJIH CHMITTOMOB OTMEHBI Pa3HOH
CTEMEHH TSKECTH U TMPOJOJDKUTENBHOCTH. HMeroTcss cooOlieHus O pa3BUTUM AXXHUTALUH,
TUIEPTOHYCA, THIIOTOHYCa, TPEMOpa, COHJIMBOCTH, PECIUPATOPHOrO AUCTPECC-CUHIApOMA U
HapyUIICHUH TUTAHUS Y TAaKUX HOBOPOXKIEHHBIX. B CBsI3W C 3TUM CleayeT TIIATeIbHO
KOHTPOJIMPOBATh COCTOSIHME HOBOPOKIEHHBIX.

Ilpumenenue 6 nepuod epyoHo20 6CKAPMIUBAHUSL

AJleKBaTHbIE M KOHTPOJIUPYEMBIE HCCIECIOBAHUS Yy KOPMSIIMX >KECHIIMH HE MPOBOJIUIHCH.
CoriacHo OrpaHUYEHHBIM JAHHBIM 3UIMIPACUIOH MTPOHHUKAET B TPYJIHOE MOJIOKO B OYEHb HU3KHUX
KOHIIEHTpanusax. [lpu JedYeHuH 3UMNPACUIOHOM IKEHIIUH CIEAyeT MpeAyNnpeauTh o
HEOOXOMMOCTH TIPEKPATUTh KOpMJIEHHE Tpyablo. Eciu neuyeHne He0OX0AUMO MPOIOIKUTH, TO
rPYJHOE BCKAPMIIMBAHUE CIEAYET IPEKPATUTb.

DepmunbHocms

AJleKBaTHbIE M KOHTPOJUPYEMbIC HCCICIOBAHUSA Y JKEHIIMH W MYXXYUH, NPUHUMAIOIINX
3UIPACHUIOH, HE TPOBOIUIKCH.

KeHimHaM penpoAyKTUBHOTO BO3pacTa, MOJYYAIOIIMM TEPanui0 3UMPCUIOHOM, CIIEIYET

HCII0JIB30BAaTh HAJIC)KHBIC MCTOABI KOHTPALCIIITHN.

Cnocod npuMeHeHus U 103bl
TonpKo A BHYTPUMBIIIEYHBIX HHBEKIMH. He BBOAUTH BHYTPUBEHHO!
Tepanuto iekapcTBEHHONU (OPMOI 17151 BHY TPUMBIILIEYHOT'O BBEACHHUSI CIIEYET IPUMEHATH TOJIBKO

y TalWeHTOB, y KOTOPBHIX NpPHUMEHEHHE Ipenapara B IMEepOpalbHON JIeKapCTBEHHOU (opme
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Bspocnvie

PexoMenayembie 03B COCTaBsitOT OT 10 Mr mpW BBEACHHWH 1O Mepe HEOOXOAMMOCTH 0
JIOCTHKEHUST MakcuMabHOU 10361 40 Mr B cyTkH. 10361 mo 10 MI MOKHO BBOJUTH KaXible 2 4.
Jo3b1 mo 20 Mr MOXHO BBOJMTH Yepe3 Kaxable 4 yaca 10 JOCTHKEHUS MAaKCUMAJIbHON CyTOYHOM
no3el 40 mr. IlpuMeHeHue 3unpacu0OHa B JICKApCTBEHHOW (opme Uisi BHYTPHUMBIIICYHOTO
BBEJICHUS Ha MPOTSHKEHUU OoJiee 3 HEl He N3ydanoch.

Ecnu HeoOxomuMa uIMTeNbHAs Teparusi, TO MallMeHTa CIeAyeT KaKk MOKHO ObICTpee MepeBecTH ¢
BHYTPHUMBIIIICYHOTO BBEJICHUS HA IIPHEM KaIICyJI 3UMPAcKI0Ha BHYTPh B J103¢€ 10 80 Mr 1Ba pa3a B
CYTKH J10 MaKCUMaJIbHOI CyTOYHOM 7103b1 160 Mr.

Toorcunvie nayuenmol

Knunudeckuili OmbIT MPUMEHEHHUS BHYTPUMBIIICYHBIX HHBEKIUN y MOXWIBIX MAIMEHTOB
(>65 mer) orpanmueH. IlpumeHeHHMe 3HWIpacHIOHAa B  JIEKAPCTBEHHOW dopme  as
BHYTPUMBIIIICYHBIX WHBEKIMA y 3TUX TAIMCHTOB HE pekomeHayercs (cM. pazgen «OcoObie
yKa3aHUs»).

HpuMeHeHue npu Hapyuwieruu d)VHKuuu no4ex

[Taruentam ¢ HapylieHHONW (QyHKIMEW MOYEeK 3UIPACUIOH B JIEKapCTBEHHOW (opme ans
BHYTPUMBIIIEYHBIX MHBEKIUH CJeAyeT NPUMEHATh C OCTOPOXKHOCTBIO (CM. paszzen
«DapMakoJIOrHUecKue CBONUCTBa» mojipasen «DapMakOKHHETHKAY).

Ilpumenenue npu napyuienuu QyHKyuu nevenu

VY mainueHToB ¢ MeUeHOYHON HeIOCTATOYHOCTHIO MOKET MOTPeOOBaThCs MPUMEHEHHUE TpenapaTa
B Oosiee HM3KHX 103ax (cMm. pazzaenbl «Ocolble ykazaHusy, «DapMaKkoIOrHYecKue CBOWCTBA

nopasen «DapMakOKUHETHKAY).

Hucmpykyus no npuecomosienuro pacmeopa

Conepxxkumoe (hakoHa PacTBOPSIOT B 1,2 M BOJBI JJisi MHBEKIMA. DIAKOH BCTPSIXUBAIOT 0
MOJTHOTO pacTBOpeHus mopornka. KoHieHTpamus o0pa3yromierocs pacrBopa cocrapiser 20 mr
3unpacugoHa Ha 1 mi pactBopa. MOXHO HCHOJB30BaTh TOJBKO MPO3PAayHBIA pPacTBOp, HE
CoJIeprKallnii BUAMMBIX BKIIOUeHUH. 13 kaxaoro ¢iakoHa cneayeT HaOUpaTh TONBKO OJHY JA03Y
npenapata (0,5 mi, uro coorBercTByeT 10 Mr 3unpacuona, win 1 Mj, 9To cooTBeTCTBYET 20 M

surnpacuoHa). OCTaTKu pacTBOpA CJICYET BEUIUTS.
ITo0ouyHoOE nelicTBHE

3unpacudon 0 BHYMPUMBIULEUHO20 B8EOEHUS

B Ta6n1/1ue HMXXC TIPUBCACHBI HEXKCIATCIbHBIC SABJICHUA C BO3MO)KHOI>1, BepOﬂTHOﬁ I
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HEU3BECTHOI CBSI3bIO0 C MPUMEHEHHEM 3HUIPACHIOHA B d&ﬁ&@ﬁaﬁ% '“I-lil':pﬂhﬁa;zlnlljﬁalla'éénee

JaCTHIMH pEaKIMsIMH OBUIM TOIIHOTA, CEAAIlHsi, TOJOBOKPY)KEHHE, OOJIb B MECTE HHBEKIIWH,
roJIOBHass ©OO0JIb M COHJIMBOCTH. J[OMOJHHUTEIBHBIC PEAaKIUH, HAOIIOJABIIHECS B XOJEC
HOCTPETUCTPALIMOHHOTO MPUMEHEHHS, BKIIOYEHbI B MPHUBEIACHHBIA HIDKE CIIUCOK C YaCTOTOM
«HEM3BECTHO» U BBIICICHBI KYPCUBOM.

Bce HekenaTeabHbIE PEaKIUU TIEPEUUCICHBI B COOTBETCTBHH C CHCTEMHO-OPTaHHBIM KJIaCCOM U
KaTeropuei 4acToThl: ouerns uacmo (> 1/10), uacmo (ot > 1/100 no < 1/10), neuacmo (ot > 1/1000
no < 1/100), peoxo (ot >1/10000 mo < 1/1000), ouewmsp peoxo (< 1/10000) u weuszsecmmo
(HEeB03MOIICHO Onpedentmsb no UMEUUMCS OAHHBIM,).

[lepeuncieHHBIE HUKE HEKENATEIbHbIE PEAaKIUH MOTJIM TaKKE acCOUMHPOBATBCS ¢

COHYTCTBYIOHIeﬁ MaTOJIOTHEN H/UII COBMECTHO IMPUHUMACMBIMH JICKAPCTBECHHBIMH CPECACTBAMMU.

CucremHo-opranublii |HesxesaTe/ibHblIe JieKaApCTBEHHbIE PeaKINU

RJI1acC

Hapyuienusi co cropoHbl 00MeHa BellecTB M MUTAHUS

Heuacto \ AHoOpekcus
Hapymenusi ncuxuku
Heuacto AckuTanys, aHTUCOLIMATIbHOE MTOBEIEHUE, ICUXOTUYECKOE

paccTpoiicTBo, 6€CCOHHHIIA, TUKU

YacToTa HEeM3BECTHA Mauus/runoManus

HapyumeHnust co CTOPOHbI HEPBHOM CHCTEMBbI

Yacto AkaTususi, ONIyIeHWe HEYyCTOWYMBOCTH, JUCTOHHUS, TOJIOBHAs OOJIb,

ce/alus, COHJIMBOCTb, SKCTPANUpaMUIHbIE HAPYILIEHUS™

Heuacto MeIieuHast purHAHOCTD 10 THITY «3y04aToro KoJjiecay, mocTypaibHOE
TOJIOBOKPYKEHUE, TU3aPTPHUs, JTUCKUHE3US, JUCIIPAKCHS,

MMapKUHCOHU3M, TPEMOP

YacroTra HEM3BECTHA  |37I0KAYECTBEHHBIN HEUPOJIENTUYECKUA CUHAPOM, CEPOTOHUHOBBIN
cuHApoM (cM. paznen «B3aumozeiicTBre ¢ ApyruMy JeKapCTBEHHBIMU

CpeICTBaMMY), apajind JUIEBOrO HEpBa

Hapymenust co cTopoHsI cepana
Heuacto Bpaauxapnus, Taxukapaus
Yacrora HensBecTHa  |[lapokcu3manbHas MepiarenbHas xkenyaoukoBas aputmus (torsade de

pointes)* (cm. pasaen «Ocolble yKazaHHs» ).

Hapyienust co cTOpOHBI OPraHOB CJ1yXa M PABHOBECHS

Heuacro ‘ l'onoBokpyxeHue

HapyueHnust co CTOPOHBI COCYAUCTON CHCTEMbI

Yacro ApTtepuanbHasi THIIOTEH3HUs], apTepUalIbHasl TUIIEPTEH3US
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Heuacto

I'mnepemus, oprocrar

YacTtoTa HEU3BECTHA

OOMOpOK, BeHO3HAst TPOMO0IMOOITHUS

Hapymenusi co cTopoH

cpeaocrennust

bl AbIXaTEJbHOMH CHCTEMbI, OPraHOB IPYAHOI KJIETKHU H

Heuacto

Jlapunrocnasm

HapyueHnust co CTOpoH

bI KCJIYTOYHO-KHIICYHOI'0 TPAKTA

Yacto

TomHoTa, pBoTa

Heuacto

3amnop, auapes, >KUJIKUNA CTYJI, CYXOCTh BO PTY

Hapyumenust co cropoH

bl KOKH H MOJKO0KHOI KJIeTYATKH

Heuacto

I'mneprunpos

YacToTa HEU3BECTHA

['unep4ayBCTBUTEIHLHOCTD, AHTHOHEBPOTHYCCKHIA OTEK, JIEKAPCTBEHHAS
peakmus ¢ 303uHOpMIHeH 1 cucTeMHbIMA cuMmnitoMamu (DRESS-

CHHAPOM)

Hapymenust co cTopoH

bl I/IMMyHHOﬁ CHUCTEMBbI

YacToTa Heu3BeCTHA

Anagunraxmuuecxas peaxyus

Hapyumenust co cropoH

bl KOCTHO-MbIIIIEYHOM CHCTEMbI 1 COeIMHUTEIbHOM TKAHU

Yacto

PurngHocTs MBI

HapyumeHnust co cropoH

bl IOYECK U MOYECBBIBOAAIIMUX nyTeﬁ

Penxo

HC,Z[CP)K&HI/IG MO4YH, IU3ypua

YacTtoTa HEU3BECTHA

DHype3

Hapyumenust co cropox

bl ICYCHH H KCTYCBbIBOAAIIINX HYTeﬁ

Heuacto

IloBbINIeHNE AaKTUBHOCTH MEYESHOYHBIX (I)epMeHTOB

OO0urue paccTpoiicTBa M 0C/I102KHEHUSI B MeCTe BBeleHUs

Yacro AcTeHus, OBBIIIEHHAs YTOMIISIEMOCTD, JKKEHUE B MECTE UHBEKINH,
00J1b B MECTE UHBEKIUH.
Heuacto CHHIpOM «OTMEHBD» Mpenapara, FpUIIONOT00HbIN CHHIPOM,

I[I/ICKOM(l)OpT B MCCTC HHBCKIUU, pA3APAKCHHUEC B MECCTC NHBCKIINUN

JlabGopaTopHble H HHCT

YMCHTAJbHBIC TAHHbIC

Heuacto

IlonmxeHHoe ApTCPHUAIBHOC TaBJICHUC

BepemenHocTh, mociaep

0/10BbI€ U MEPUHATAJIBHBIC COCTOAHUA

YacToTa HEM3BECTHA

CI/IHI[pOM OTMCHBI IIpCIliapaTa B HCOHATAJIbHOM HECPUOAC (CM. pasacit

«IIpumenenne nmnpu OEpPEeMEHHOCTM W B MEpUOJ  TPYIHOTO

BCKapMJIMBaHUS)

* YacroTa pacCurTaHa MO JAHHBIM TPCX MOCTPETUCTPALNMOHHBIX OTKPBITBIX KOHTPOJHUPYCMBIX

KIIMHUYECKHUX UCCIIEIOBAHUMN.

Haunb6onee yacTeIMU HEXKeNNATSILHBIMU SIBJICHUSIMU CO CTOPOHBI CGp)IC'—IHO-COCY)IHCTOfI CHCTCMBI,

3apEeruCTPUPOBAHHBIMU

B KIIMHHUYCCKHUX HCCICAOBAHUAX BHYTPHUMBIIICYHOTO BBCIACHUSA

(UKCUPOBAHHBIX /103 3UMPACUAOHA, SBISUIUCH olrynieHne HeyctoiunocTH (10 mr - 11 %, 20 mr
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20 wmr - 2 %), oprocratrueckas runoreHsus (20 mr - 5 %) u runoronus (10 mr - 2 %).

B mpenperucTpallMOHHBIX  KJIMHUYECKUX HUCCICIOBAHHUSX BHYTPHUMBIIICYHOTO BBEICHUS
(UKCUPOBAHHBIX /103 3UMPACHIOHA TOBBIIICHUE apTEPHATIBHOTO JIaBJICHUSI OTMEYanoch y 2,2 %
NAIMEeHTOB, IMOJyYaBIIMX Tpenapat B o3¢ 10 Mr; KpomMe TOro, IMOBBINICHHE apTePUAIBHOTO

JABJICHUSI OBLIO 3apErUCTPUPOBAHO Y 2,8 % MaMeHTOB, MOTYYaBIINX 3UTTPACUIOH B 03¢e 20 MT.

Ilepeno3upoBka

Jlanubsle 0 mepefo3UpOBKE 3HUIpPACUIOHA OrpaHHuYeHbl. MakcuManbHas MOATBEPIKICHHAS
OJIHOKpaTHast Jo03a 3umpacuaoHa cocraBwia 12800 wmr. VY mnamueHta MOpOsSBUIKCH
IKCTpaNUpaMUIHbIE TPOSBICHUS, yuimHeHne uHTepBana QT mo 446 mcek (0e3 HapymieHUs
bynkmun  cepaua). Hambonee dYacThiMM — TPOSBICHUSMHU — MEPEAO3UPOBKU  SIBISIOTCS:
JKCTpanupaMuIHbIe HApyIIEHUs, COHJIMBOCTb, TPEMOP, TPEBOTA.

Crienn(uyecKkoro aHTHI0TA 3UMPACHIOHA HET.

[ToTeHmanbHO BO3HUKAIOUIME IIOCIE TEPEIO3MPOBKH 3HUIPACHIOHA CHUMIITOMBI, TaKHUE Kak
CYJIOpOTH, OTJYIIEHHOCTh HJIM JUCTOHWYECKUE PEAKIIMH MBIIII] TOJOBBI U IIEU MOTYT CO3/aTh
yIpo3y acnupanuy Tpu MPOMBIBAHUU Kedyaka. HeoOXoaumMo HEMEeUIGHHO HadaTth
MOHUTOPUpPOBaHUWE (YHKIMH CEPACYHO-COCYJIUCTON CHCTEMBI, BKJIIOYAas HEMPEPHIBHYIO

peructparuio 3aekTpokaparorpammbl (OKI) ¢ 11e/1bi0 BBISBICHHS BO3MOKHBIX apUTMUM.

B3aumopneiicTBHe ¢ APYrUMH J1eKAPCTBEHHBIMH CPeICTBAMH

Aumuapummuueckue cpeocmsa kaaccos 1A u Wl u opyeue npenapamel, yonunsaowue unmepean
QT

®dapMakoKMHETHYECKHEe U (apMakoJWHAMUYECKHE  HCCIEAOBAHUS  3UMPACUIOHA  TPHU
OJIHOBPEMEHHOM TMIpHEeMe C JPYTHMMH JIEKApCTBEHHBIMU IMpernapaTaMH, KOTOPbIE BBHI3bIBAIOT
yumuHenne uaTtepBaia QT, He nmpoBoawmch. OIHAKO, TaK KaK HEb3sS HCKITFOUYUTH BO3MOKHOCTH
cymMmarmu 3pQexTa 3unpacuona U 3TUX JIEKAPCTBEHHBIX MpenapaToB, 3UIIPACHIOH HE CIEIyeT
MPUHUMATH C JPYTHMH MpenapaTaMu, KOTOPbIEe BHI3BIBAIOT y/IMHEeHHE uHTepBaia QT, Takumu
KaK aHTHapUTMU4eckue npenapatsl kiaacca |A u |1l, MBIIbSIKOBUCTBIN aHTUAPUA, TaT0(aHTPHUH,
JIEBOMETAIIIIA alleTaT, ME30PHIa31uH, THOPHIA3UH, TTMMO3U/, CrIap(IIOKCAINH, raTu(IOKCaIiH,
MOKCHU(IIOKCAIMH, J0JaceTpoHa Me3ujaT, Me(IOXUH, CEPTUHION WM HHU3anpua (CM. pas3zien
«IIpoTHBOIIOKA3aHUS).

Ilpenapamul, deticmeyrowue na L{HC/anxoeons

YauteiBass OCHOBHBIC 3 (EKTHl 3UNPACHUIOHA, CIEAYET MPOSBIATH OCTOPOKHOCTH IMPH €ro

MIPUMEHEHNUN B KOMOMHAIIMY C IPYTUMHU Tipenaparamu, nericteyrommmu Ha [ITHC, u ankoromiem.
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Brusnue SMI’IDGCM()OHCZ HAa ()pveue JIeKapCmeerHry

Bce uccnenoBanus 1o JEKapCTBEHHBIM B3aMMOCHCTBUSAM MPOBOIMINCH C HCIIOJIb30BaHUEM
3UIPacU0HA B JIEKAPCTBEHHOHN (opMe il pueMa BHYTPb.

B wuccnenoBanuu in VIiVO ¢ mpuMEeHEHHEM JIeKcTpoMeTopdaHna He ObUIO MPOJECMOHCTPUPOBAHO
3HAYUMOM crocoOHOCcTH HHTHOMpoBaTh n3odepmernt CYP2D6 npu koHIIEHTpanusIX B I1a3Me Ha
50 % Huxe, yeM JOCTUTaeMble TOCIIe MPUMEHEHHS 3UnpacuoHa B 103e 40 Mr 1Ba pa3a B CyTKH.
JlanHble HccienoBaHUA 1IN VItr0 CBHIETENBCTBYIOT O TOM, YTO 3HMIIPACUIOH MOXKET SIBISTHCS
yMmepeHHbIM uHTHOUTOpOM H30depmernToB CYP2D6 nu CYP3A4. OnHako MalloBEpOsITHO, UYTO
3UNMpacuJOH OyJeT OKa3blBaTh KIMHUYECKH 3HAYMMOE BJIUSHHE HAa (PapMaKOKUHETUKY
JIEKapCTBEHHBIX IPENapaToB, KOTOPbIE METAO0OIM3UPYIOTCS ITUMHU H30(epMEHTaMH IUTOXpOMa
P450.

IlepopanvHuvle konmpayenmugol

[Tpuiem 3umnpacusoHa HE OKa3bIBaJl 3HAYUMOTO BIUSHUS Ha (PapMaKOKHHETHUKY SCTPOTEHOBBIX
(aTuHIIACTpanuon, sBisercs cyocrparom u3odepmenta CYP3A4) wmmm mporectepoHOBBIX
KOMITOHEHTOB TIPETapaToB.

Jlumuu

3unpacuioH He BIuseT Ha (hapMaKOKUHETHKY MPEnapaToB JUTHS P COBMECTHOM MTPUMEHEHUU.

Brusnue ()DVZLDC npenapamoe Ha SHHDCICL{()OH

Wuaruburop wm3odepmenta CYP3A4 kerokonazonm (B moze 400 wMr/cyTku) TMOBBIIIAI
KOHIIGHTPALIMIO 3UIIPAcUAOHa B CHIBOPOTKE KpoBH MeHee, yeM Ha 40%. Konuentpamum S-
METHJIUTHIPO3UIIPACUAOHA M 3UIIPACUAOHA CYJIb(QOKCHIAa B CHIBOPOTKE KPOBH K MOMEHTY
OXKHJIAEMOTO BPEMEHHU JIOCTIDKEHHS MaKCUMalbHOM KOHIEHTpauu# (Tmax) 3uMpacuaoHa ObUIH
noBBIIEHB! Ha 55% 1 8%, cooTBeTCTBEHHO. JlOMOMHUTEBHOTO yUTHHEeHUS nHTepBania QTc He
HaOmronanock. ManoBeposTHO, 4YTO HW3MEHEHHMs (apMaKOKMHETUKU 3HIIpacuioHa MpU
COBMECTHOM Ha3HAYeHHWU C MOILIHBIMH HMHTrHOMTOpamu uzopepmenta CYP3A4 OynyT umersb
KIIMHUYECKYIO0 3HAUUMOCTb, T0O3TOMY KOPPEKIIUHU 7103 B JAaHHOM CiIy4yae He TpeOyeTcs.
[Tpumenenenue kapOamazenuna (200 mr 2 pa3a B CyTKU B TedeHHe 21 1HS) NPUBOAUT, B CBOIO
ouepesib, K CHIPKEHHUIO CO/IepKaHMsI 3UMIPACcCHIOHA B CUCTEMHOM LUPKYJISAIMU Ha 36%.
Anmayuoot

MHOTOKpaTHBI IIPUEM aHTAUUIOB, COJAEPKAIMX ATOMUHMA M MarHui, WIA OUMETEINHA HE
NPUBOINI K 3HAYUTEIILHOMY BIMSHHIO Ha (DapMaKOKWHETHKY 3UIPACHIOHA Y TTAIMEHTOB TTOCIE
npruema MUIIx.

Cepomonunepeuieckue 1exapcmeennbvie npenapanbl

B oraenpHBIX ciaydasx cooOIIaqoch O CEPOTOHMHOBOM CHHIPOME, CBSI3AHHOM BO BPEMEHHU C

TEPANICBTUYCCKUM ITPUMEHCHUEM 3UIIPpACHUI0OHA B COYCTAHUU C JPYTUMHU CEPOTOHUHCPTIUICCKUMU
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JICKApCTBCHHBIMHU IIpCriapataMn, TaKNMMH KakK CCJ'IGKTI/IIJE];IG-' '%ETOB@['B@DEHTI)TU %é;(ﬁaTa

ceporonnna (CUO3C) (cm. pasgen «llobounoe peiictBue»). Ilpu3Haku CepOTOHHMHOBOTO
CUHApOMAa MOT'YT BKJ/IIOYAaTh CIIYTAHHOCTH CO3HAHUA, TPCBOXKHOC B036y)KI[eHI/I€, IIOBBIIICHUEC
TEeMITEPaTypPbl, HOTJIIMBOCTD, aTAKCHUIO, THITEPPedICKCHI0, MUOKIIOHYC U JHAPEIO.

Csazviganue ¢ benkamu niasmol

3I/IHpaCI/II[OH B 3HAYUTEILHON CTENEHH CBI3BIBACTCS C OEIKaMH IJIa3Mbl KpOBH. CBsi3bIBaHHE
3MITPACH]IOHA ¢ OeJIKaMU IIa3Mbl KPOBH IN VItr0 He U3MEHSIIOCHh B IIPUCYTCTBUH Bap(aprHa I
IPOIPAHOJIONA — JBYX IIPENapaToB, B BHICOKOW CTETIEHH CBS3BIBAIOIIUXCS C OCJIKaMM IIIa3MBbI
KPOBH; 3UMPACUIOH TAK)KE HE M3MEHSUI CBS3bIBAHKME STHUX MPETApaTOB ¢ OEIKaMH IIa3Mbl KPOBH
4yejgoBeKa. TakuMm o00pa3oM, JIEKapCTBEHHBIE B3aMMOJECHUCTBHS C YYacTHEM 3UIIPACHUIOHA,

CBA3aHHBIC C BEHITCCHCHHUEM JICKAPCTBCHHOI'O BCIICCTBA M3 CBS3EH C 6CJIKaMI/I, MaJIOBCPOATHBI.

Oco0ble yka3anus

Yonunenue unmepsana QT

3urpacuion BBI3BIBACT J0303aBUCHMMOE HEOOJBIIOE WIM YMEPEHHOE yIHMHEeHUe nHTepBana QT
(cMm. pazpensl «Ilo6ounoe neiicTBue» u «PapMaKoIOTUYECKUE CBOWCTBAY).

3unpacuion Henb3s MPUMEHSITh COBMECTHO C IperapaTaMmu, KOTOpPbIE BBI3BIBAIOT YIMHEHUE
uatepBasia QT (cm. pasmensr  «lIpormBomokazanus» W «B3ammopelcTBHEe ¢ JIpyruMu
JICKapCTBEHHBIMU ~ CpejicTBamMm»). Clefyer coOnronaTh OCTOPOXKHOCTh Y TMAIMEHTOB C
BBIpQXXEHHOW Opagukapauei. DNEeKTPOIMTHBIE HApYIIeHHs, TaKhe KaK THUIOKAIUeMHUs U
TUIIOMarHueMHus, TOBBIIIAIOT PUCK 3JIOKAYECTBEHHOW AapuUTMMHM, M OHHU JIOJDKHBI OBITH
CKOPPEKTHPOBAaHBI 10 Hayaja TEpalud 3HUIpacuioHoM. Ecimu 3uIpacupoH Ha3HadaeTcs
NarreHTaM, MMM CTa0MIbHOE 3a0oJieBaHUE CepAla, TO A0 Havaja JICYCHHS CIIeAyeT
ounenuts OKI'.

[Tpy HanMYUKM TAKMX CHMOITOMOB CO CTOPOHBI Cep/lia, KaK OLIYIIEeHNE YCHIICHHBIX cepLeOneHui,
TOJIOBOKPY)KEHHUE, TIOTEPS CO3HAHUS WJIH CYAOpOTH, HEOOXOJAWMO YUYHUTHIBATh BO3MOXHOCTH
BO3HMUKHOBEHUS 3JIOKAYECTBEHHON apHUTMUHU CEpAlla W TPOBECTH OOCIIEIOBAaHHE CEpICUHOU
nesitenbHOCTH, BKitodas OKI'. Eciu untepBan QTC cocraBnser > 500 mMc, TO pekoMeHIyeTcs
IpeKpaTUTh JieueHue (cM. paszaen «[IpoTuBonokazanus»).

B mocTtperucrpaninoHHOM Teprojie ObUIM TIOJTYYEHBI pelKkhe COOOIIEHHS O BO3HUKHOBEHHUU Y
NAleHTOB C HAJMYWEM MHOXECTBA COIMYTCTBYIOMMX (DAaKTOPOB pHUCKA, NPHUHUMABIINX
3UINPACU/IOH, TAPOKCU3MAIBHOM MepLaTeIbHON KeTyJOUKOBON apUTMHH.

Ilpumenenue 6 neouampuu

bezonacHocth U 3 ()EeKTHBHOCTE BHYTPHMBIIICUYHBIX HMHBEKIUH 3HIPACHIOHA Yy JEeTed H

MOAPOCTKOB HEC MCCIICA0BAIACh.
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Toowcunvie nayuenmuol (> 65 1em)

B kinuHHMuYeckue wuccieqoBaHUS HE OBUIO BKIIOUEHO JOCTATOYHOE KOJMYECTBO IOKUIIBIX
nanuenToB. CrenoBaTeIbHO, HEBO3MOXKHO JIaTh Kakue-JIMOO PEKOMEHJAIUH OTHOCUTEIHHO
JNO3UPOBAaHUS, U JICUCHUE BHYTPUMBIIICYHBIMU HUHBEKIUSMU Yy OTUX NAIHEHTOB HE
PEKOMEH]TyeTCs.

3noxkauecmsennwiil Hetiporenmuyeckuti cunopom (3HC)

Habmiogaromeecs nmpy NPUMEHEHHUH AHTHUIICUXOTHYECKUX CPEJCTB, BKIJIIOYAsl 3UIPACHJIOH,
peakoe, HO TOTEHIHAIbHO daTtanpHoe ocnoxHeHue. Jleuenne 3HC mnpemycmarpuBaet
HEMEIJICHHYIO OTMEHY JIFOOBIX aHTUTICUXOTUYECKHX JIEKApPCTBEHHBIX MPENapaToB.

Taocenvie KodcHvie peakyuu

[Tpu npuMeHEeHNN 3UTIPACHIOHa OTMEYAIIN Pa3BUTHE JICKAPCTBEHHBIX PEAKLIUH, COUSTAIOIINXCS C
s03uHOPuIMel U cucteMHbIMU cuMntomamu (DRESS cunapom). DTOT cMHAPOM BKIIIOYAET TpU
win 6osee CIeAYIOIMUX MPOSBICHUN: KOKHBIE peaKlMK (TaKhe KakK ChIb WM SKCPOTHATUBHBIN
JepMaTHT), S03MHOQWINS, TOBBIIICHHE TeMIIEpaTyphl, JUM(daIeHONaTus U OAHO WM Oojee
CUCTEMHBIX OCIIO)KHCHHM, TAKUX KaK TeIaTUuT, HeppUT, THEBMOHUS, MUOKAPHUT U TICPUKAPIIHT.
Taxxe coo011aT0Ch 0 JPYTHUX TSKENBIX KOKHBIX PEaKIUAX IPU MPUMEHEHUH 3UTTPACUIOHA, TAKHX
kak cunjapoM CtuBeHca-/[>KoHCOHA.

B HEKOTOpBIX CiTydasix TaKHe peakIi MOTYT IMPUBOAMTH K JIETAIILHOMY Ucxony. [Ipu pa3Butun
TSDKETION KOJKHOW PEeaKIny CIeyeT MPEeKPaTHTh MPUMEHEHNE 3UTPACHIOHA.
Cepoeuno-cocyoucmvie 3a60n1e6anus

B knmHMueckue uccienoBaHHs He ObUIO BKIJIIOYEHO JIOCTATOYHOE KOJMYECTBO MAllUEHTOB C
CepACYHO-COCYTUCTRIME  3a0oneBanusMu.  CrieoBaTenbHO, 0€30MacHOCTh  IPUMEHEHUS
npenapara JUIS  BHYTPUMBIIIEYHOTO BBEIEHUS He ObUla YCTaHOBJIEHA (CM. paszen
«IIpoTHBOMIOKA3aHU).

ApmepuanvHoe oasnenue

3urpacuion MOXXKET MPOBOIMPOBATH aPTEPHATBHYIO THIIOTCH3HIO, COIPOBOMXIAIONIYIOCS
TOJIOBOKPY)KCHUEM, TaxXWKapAued W OPTOCTATUYECKOW THIoTeH3uel. Takke coo0manoch o
€IMHUYHBIX CIy4asx apTepuaibHON runepreHsuu. CremayeT coOioJaTh OCTOPOXKHOCTb, B
YaCTHOCTH, Y aMOyJIaTOPHBIX MAI[UEHTOB.

Ilo30Hs5 ouckunesus

[Tpu A TeNEHOM PUMEHEHUH 3UTIPACUIOHA M IPYTHX aHTHIICUXOTHYECKUX CPEICTB CYIIECTBYET
PHUCK pa3BUTHUS MO3JHEH TUCKUHE3MH M MPOYUX OTIJAICHHBIX dKCTPATUPAMUTHBIX CHHIPOMOB.
[Tpy mosiBIEHUM MPU3HAKOB MO3JHEH JUCKUHE3UH 1IeIeCO00pa3HO CHU3HUTH J103y 3UIPAcHI0HA
WJIA OTMEHHTBH €ro.

Taoenus
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OpPTOCTAaTUYECKYIO apTEePHATIbHYIO THIIOTEH3UIO U ABUTATEIbHYIO U CEHCOPHYIO HECTaOMIBLHOCTD,
KOTOpBIE MOT'YT IIPUBECTH K M1aJIEHUSM, U, COOTBETCTBEHHO, K IEPEJIOMaM U IpyruM TpaBmam. s
HAIMEHTOB C 3a00JIEBaHUSAMM, COCTOSIHUSIMUA WJIM HaXOJAIIMXCSI HA MEJUKAMEHTO3HOM JICUEHHH,
KOTOPbIE MOT'YT YCYI'YOUTh JaHHbIC peakl1H, He0OXOAUMO MPOBOAUThH OLIEHKY PUCKA IaJleHHUH
nepe] Ha3Hau€HUEM Tepaluy aHTUIICUXOTUKAMU M IEPUOANYECKHU JJIs TAllMEHTOB, HAXOAINXCS
Ha JI0JrOCPOYHOM TEpAINH.

Cyoopoeu

Pexomenayercst coOnrofaTh OCTOPOXKHOCTh IIPU  JICYEHUM MAIMEHTOB C  CYAOPOKHBIMU
IpUCTyIaMH B aHAMHE3E.

IIpumenenue npu napyuienuu GyHKyuu neveru

OnbIT NPUMEHEHUS 3UMPACH]IOHA y MAIMEHTOB C TSDKEIOH MEYEHOYHOM HEeJI0CTaTOYHOCThIO
OTCYTCTBYET, I03TOMY y NAIIMEHTOB B 3TOM IpyIIe Mpenapar clieAyeT UCIOIb30BaTh OCTOPOKHO
(cM. paznensl «®dapmakonoruueckue cBorcTBa» mnonpasznen «PapmakokuHeTnka» U «Crocol
NPUMEHEHHUS U J103b1»).

Tlosvluennwiii puck 0cmpo2o HapyuleHus Mo3208020 Kp08OOOPAWEeHUsl 8 NONYIAYUU NAYUEHM O C
Oemenyueti

B pangoMu3upoBaHHBIX M1a11€00-KOHTPOJIUPYEMBIX KIMHUYECKUX UCCIIEI0OBAaHUSAX B MOIMYJIALNN
NAIUEHTOB C AEMEHLIMEN TPU IPUMEHEHUH HEKOTOPBIX aTUITUYHBIX aHTUIICUXOTUKOB OTMEYAJIOCh
yBEJIMYEHUE PHCKa PA3BUTHS 11epeOpPOBACKYIIAPHBIX HEXKEJIATeNbHBIX SABICHUNH MPUOIU3UTETHHO
B 3 pasa. MexaHu3Mbl YBEIWYEHMsS JAHHOTO pPHCKa HEU3BECTHBI. Henp3ss HMCKIHOYMUTH
MOBBIIIEHHBIN PUCK TPU IPUMEHEHUH IPYTUX aHTHIICUXOTHKOB WIH y JPYTUX TPYIIIT NAIIMEHTOB.
3UnpacuioH CielyeT C OCTOPOKHOCTHIO IPUMEHSTh Y MAUEHTOB C (JaKTOpaMH pHUCKa pa3BUTHS
UHCYJIbTA.

Yeenuuenue uacmomwr cnyuaes cmepmu Ha @one npuema AHMUNCUXOMUKOS Y NOHCUNBIX
nayuenmos ¢ 0emeHyueu

[To pesynbrataM JBYX KpYHHBIX OOCEpBALlMOHHBIX MCCIEAOBaHUN OBLIO IOKa3aHO, 4YTO Y
MOKUJIBIX MMALMEHTOB C JAEMEHLMEH, IMOIYyYaroIUX TEPANHI0 AHTUICUXOTUKaMH, HECKOJIBKO
TOBBIIICH PUCK JIETATLHOTO UCXO0/a W/MIM MOTEHIUAIBHBIA PUCK pa3BUTHS MOOOYHBIX PEaKIUi
CO CTOPOHBI CEP/IEYHO-COCYAUCTON CUCTEMBI IO CPABHEHUIO C TEMHU, KTO HE IMOJIy4aeT Teparuio
AHTUICUXOTHKaMH. Mmeromuxcs NaHHBIX HEIOCTaTOYHO, YTOOBI ClielaThb TOYHBIE PACUETHI
CTENEHM yBeIMUYEHUs pucka. [I[puuMHbBI NOBBINIEHNU PUCKA HACTYIIEHUS JIETAIBHOIO UCXOAa Y
MOKUJIBIX MALIUEHTOB C IICUX030M, BBI3BAHHBIM JIEMEHIIMEN, HEU3BECTHBI.

3en0KC He 0100peH ISl JIEYEHHs pacCTPOICTB MOBEJEHHS, aCCOLIMMPOBAHHBIX C IEMEHIIHEH.

Benosnas mpombosmbonus
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BEHO3HOH TpoMO03MOommu. Tak Kak y MalueHTOB, MOJTYYAIOIUX TEPAMUI0 aHTUIICUXOTHKAMH,
4aCcTO MMEIOTCS MPHOOPETEHHBIE (PaKTOPHI PHCKA Pa3BUTUSI BEHO3HOH TPOMOOIMOOINH, Tepen
HAyaJoM M BO BpeMs Tepaluu 3UIPACHAOHOM CIEAYEeT OLICHHUTh Jt0Oble (haKTOphl pPHUCKA
TPOMO03MOOJINH BEH U MPENIPUHATH NPOPUIAKTHUECKUE MEPBHI.

Ipuanusm

[Ipy mpUMeHEHHH AaHTHUIICUXOTHKOB, B TOM YHCJIE 3HIIPAaCHIOHA, COOOLIAIOCh O ClIydasx
npuanusma. JlaHHas peakuus, Kak ¥ Ipy MIPUMEHEHUN APYTUX aHTUIICUXOTUKOB, HE UMEET CBA3U
C J1030# IpenapaTa U AJIUTEIbHOCTIO TePAInu.

Ilocmpecucmpayuonnvie coodujeHUs 0 1emanrbHblX UCX0OAX

Kak u mnpu BHYTPUMBIIIEYHOM BBEACHWUU JPYTUX AaHTUICHXOTUKOB, MPHU TNPHUMEHEHUH
3UIIPACUOHA B JIEKApCTBEHHOM (hopMe Ui BHY TPUMBILIEUHBIX HHBEKIUN COO0IANIOCh O ClTydasx
JeTalbHbIX MCXOJOB, BO3HUKUIMX, B OCHOBHOM, Y MAIMEHTOB CO MHO)XECTBECHHBIMU
COITyTCTBYIOIIUMHU (akTOpaMu pucka. XOTS CBSI3b MEXKIY HNPUEMOM 3HIIPACHIOHA M STHMH
CIIydasiMi He YCTaHOBJICHA, CIIEIYeT COOI0AATh OCTOPOKHOCTD ITPU BHYTPUMBIIIIEYHOM BBEACHUU

npernapara.

Bunsinne Ha cOcOOHOCTH YNPABJIATH TPAHCIOPTHBIMHU CPEJACTBAMH, MEXaHU3MAMM
[Ipenapar oxa3bIBa€T BHIPAKEHHOE BIIMSAHHME HAa CIHOCOOHOCTH YHPABIATh TPAHCIOPTHBIMU
cpeacTBaMu M paboTath ¢ MexaHM3MaMu. HeoOxoaumo Bo3zxepkaTbCsl OT yHpaBJICHHUS

TPAHCIIOPTHBIMU CPCACTBAMHU U pa60TBI C MCXaHHU3MaMH.

dopMa BbIIIYCKa

JIno¢unusar A NPUTOTOBIEHUS paCTBOPA JJIsi BHYTPUMBIILIEYHOTO BBeIeHUs, 30 MT.

30 mr 3unpacuioHa Bo (1akoHe 00beMoM S5 mit min 10 M1 U3 TPO3pavyHOro GECLBETHOIO CTEKIIA
(tun I) ¢ pe3uHOBON MPOOKOW M AIIOMMHHUEBBIM TE€PMETHYHBIM KOJIAYKOM C IUIACTUKOBOM
KpBIIKOHN THMa prun-odd.

1 ¢nakoH ¢ nMOPHUIN3ATOM B IUIACTHKOBOM IMOJJIOHE WM 0€3 Hero BMECTe ¢ MHCTPYKIMEH Mo

MPUMEHEHHUIO MTOMEIAI0T B KAPTOHHYIO MAuKYy.
Cpoxk rognocTu
3 roxa.

He MPUMCHATH ITOCJIC UCTCUCHUA CPOKA T'OJJHOCTH.

VYcraHoBneHa xuMuueckas U Gpundeckas CTaOUILHOCTh TOTOBOTO PacTBOpa B TeueHUE 24 4 mpu
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pacTBOp mpenapara clieyeT UCIOJIb30BaTh HEMEIJICHHO WM MTociie He Ooliee 24 4 XpaHeHUs Mpu

2°-8 °C.

YciaoBust XxpaHeHUs
XpaHUTh B 3alIUIIIEHHOM OT CBETa MECTe, Ipu Temiiepatype He Boiie 30 °C.
XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

@DI1aKOH XpaHUTh B OPUTHHAIBHONU KAPTOHHOM yIaKOBKE.

YcaoBust ornycka

OTHYCKaeTCSI 110 PCLCIITY.

JlepaaTe/ib perucTpaliiOHHOIO YA0CTOBEPEeHUs

Coenunennsie ltatel AMepuku

Buarpuc Cnemmantu 91291Cu

Konnunz ®@eppu Poya, 3711, Mopranrayn, 3anaagnas Bupmxunaus 26505, CLIA
+1 724-514-1800

info@viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

info@viatris.com

IIpousBoaurenn

Ilpoussooumenv comosou nexapcmeenHol @opmvl / DPacoswux (nepeuuHas YnaKoexa):
®apmanus u Anpkon Kamnanu 91291Cu

7000 Iopreitmx Poyn, Kanamazy, Muuuran (M) 49001, CIHA

Pharmacia & Upjohn Company LLC

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

Ynaxoswux (6mopuunas/ mpemuunas ynaxoexa) / Buinyckarowuii Konmpoas kauecmea.
dapeBa AMOya3

3o0H DHAOCTPUAIB-29 pyT ne3 Dumaoctpu, 37530 Ioce-Crop-Cuc, Opanrus

Fareva Amboise

Zone Industrielle, 29 route des Industries, Poce Sur Cisse, 37530, France
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Ilpemen3uu nompedbumeneii Hanpasaame no Aopecy. (MOCHELOBATENBHOCTL 0002)

Poccuiickas ®@enepanus

00O «Buarpucy

125315, r. MockBa, JIeHuHrpaJCcKkuii mpocHeKT, 1. 72, K. 4, 2-i1 aTax, nom. 9, kom. 1
Tenedon: (+7) 495 130 05 50

@axc: (+7) 495 130 05 51

DnexkTponHas noyra: ru.info@viatris.com
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