MUHHCTEPCTBO 3[JPABOOXPAHEHU S POCCUIMCKOM ®EJIEPALINU

NMHCTPYKLMA
10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

3EJIJIOKC®

Perucrpanuonnbiii Homep: IT N015868/01
Toprosoe HaumenoBanue: 3ennokc®

MekayHapoaHOe HENMATEHTOBAHHOE HJIM IPYNIHPOBOYHOE HAUMEHOBAHHUE: 3UITPACHIOH
JlekapcTBenHnas ¢gopma: nrodmIM3aT Ui MPUTOTOBJICHUS PAacTBOpPaA U BHYTPUMBIIIECYHOTO
BBEJICHUS

Cocrasb:

1 dbakoH ¢ TMoMUIN3ATOM COACPIKUT:

eiicmeyrowee eewgecmeo. 3unpacunona mesunara tpuruapat 40,93 mr (skBuBaseHTHO 30 Mr
3UIIPACHUJIOHA).

Bcnomozeamenvuvie geuwjecmsa: TUKIOASKCTpUHA CyabpoOyTunat Hatpus (SBECD) 441,49 mr.
Ipumeuanue:

B mponiecce nmpownsBojcTBa ncnonb3ytores Boga s uabexnuii (Ep. @.) 1217,08 mr Ha dakoH, KoTopast
ynainsiercs: B npouecce auodunuzauu U Azor (EBp. @.) B kadecTBe MHEPTHOM atMocdepsl, KOTOPBIit

TAKXC YAAIACTCA B ITPOLICCCE J'II/IO(l)I/IJ'II/ISaI_II/II/I.

1 aMmyJia ¢ pacTBOPHUTEIEM COACPIKHUT:

Bona nans uabekiuit 1,4 mi (¢ yuetoMm Heo6xoauMoro uzosiTka B 0,2 MIT JJIsl TapaHTUPOBAHHOTO

u3bATus 1,2 m).

Onucanue:
Jluogpunuzam: muopunuzar ot 6e10ro 10 MOUTH OETOTO 1BETA;
Boccmanosnennulii pacmeop: mpo3padHbiii OECIIBETHBIN pacTBOD;

Pacmeopumens (600a o5 unvexyuii): mpo3padHas 6eciBETHAS KUIAKOCTb.

dapmakoTepaneBTHYECKasi TPYNNA: aHTUIICUXOTUYECKOE CPEICTBO (HEHPOJIETTHK).

Koa ATX NOSAE04
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dapMakoJIOrn4ecKne CBoiicTBa

Dapmakoounamuxa

3urpacuion 06Ja1aeT BEICOKUM CPOJACTBOM K TodaMuHepruueckuM peuentopam 2 tumna (D2) u
3HAYUTEIBHO 00JIee BBIPAXKEHHBIM CPOJCTBOM K CEPOTOHHUHOBBIM perenitopam 2a tuna (5-HT2a).
[To pe3ynbraram MO3UTPOHHO-dIMHUCCHOHHOW Tomorpaduu (I19T) wyepe3 12 wacoB mocine
onHOKpatHOro mnpuema 40 mMr mnpemapara OJIOKaga CEpOTOHHMHOBBIX PEIENITOPOB THITA 2A
cocrasisiia 6omaee 80 %, a peuentopoB D2 — 6onee 50 %. 3unpacuon B3aUMOJCHCTBYET TaKkKe
¢ ceporoHuHOBBIMU 5-HT2c, 5-HTip m 5-HT1a penenTopamu; cpoacTBo mpemapata K 3TUM
perenTopaM COnocTaBUMO CO CPOACTBOM K D2 perientopam Ml MpeBBIIIAET €ro.

3urpacuion 001aaeT yMEPEHHBIM CPOJICTBOM K HEMPOHAIBHBIM TPAHCIIOPTEpaM CEPOTOHHHA U
HOpaJpeHaNINHA. 3UIPACUIOH JEMOHCTPUPYET YMEpPEHHOEe CpoACTBO K Hi-ructamMuHOBBIM U
o1-aJpeHoperenTopaM. 3UIMPAcHIOH MPAKTUYECKH HE B3aUMOJIEHCTBYET C MYCKapUHOBBIMH
Mai-penentopamu.

3UINPACH/IOH SIBJISIETCSI aHTArOHUCTOM KaK CEPOTOHMHOBBIX penenTopoB 24 (5-HT2a) Tuna, Tak u
nodamuHeprudeckux pernentopos 2 tumna (D2). [Ipeamnonaraercs, uro tepaneBTudeckuii 3hdext
npernapaTa 4aCTUYHO OMOCPEAOBAaH 3TUM KOMOWHHUPOBAHHBIM aHTAarOHUCTHYECKHUM JIEWCTBUEM.
3unpacuioH sIBISETCS TaKKe MOITHBIM aHTaroHucTom 5-HTzc, 5-HT1p 1 MoliHbIM aroHucToM  5-
HT1a petienitopoB 1 MHTHOUPYET OOpPATHBIN 3aXBaT HOpAApPEHAIIMHA U CEPOTOHUHA B HEHMpOHaX.
B nccnenoBanusx mnociie BHyTPUMBIILIEYHOTO BBEJECHHUS HAOII0JaJIOCh 10303aBUCUMOE CHUKEHHE
ICUXOMOTOpPHOTO  BO30yxaeHus. Ilocime no3sl 10 Mr TepameBTHUECKOe JIeHCTBHE
PETUCTPUPOBATIOCH Yepe3 15 MUHYT M COXPaHSIOCHh /10 3aBepIleHHs HaOMoJeHus (B TeueHue 2
4acoB), a Mocje BBeAeHUs 10361 20 MT' — pEerucTpupoBaioch yepe3 30 MUHYT U COXPaAHSIIOCH JI0
3aBeplICHUs HaOtoieH!s (B TeueHHe 4 4acoB).

Hononnumenvras unghopmayus 0 KIUHUYECKUX UCCTE008AHUAX

B xiaMHHMYecKHX HcclieoBaHUAX Oblila MPOAEMOHCTPUPOBAaHA 0€30MAaCHOCTh U MEPEHOCUMOCTh
BHYTPUMBIIIEYHBIX MHBEKIIUN U TIOCIEAYIOUIET0 MPOI0JKEHUS epopaIbHON TEPAIUH.
Pe3zynomamsi kpynnozo nocmpeaucmpayuonHo20 ucciedosanus 6e30nacHocmu

C 1enbio ONpeaeNnuTh, CBsI3aH Jid 3G GeKT 3unpacuaoHa Ha uHTepBai QTC ¢ MOBBIIIEHHBIM PUCKOM
CMEpPTHOCTH HE B DPE3yJbTaTe COBEPIICHUS CyHIMJa, ObUIO MPOBEACHO PaHIOMU3MPOBAHHOE
MOCTPETUCTPAITMOHHOE HCCcliejoBaHue ¢ ydactueMm 18 239 marmumeHToB ¢ mm3odpeHuen ¢
MPOJOKUTEIFHOCTBIO HaOMo/leHuss B TedeHwe | roga. OTo wHccienoBaHUE, KOTOpoe ObLIOo
IPOBE/ICHO B YCJIOBUSX PEAIbHOW KIMHUYECKOW MPAKTHUKHU, HE MPOJEMOHCTPHUPOBAIO HUKAKUX
pasIuYMii MKy Teparnuel 3UpacuJOHOM M OJIAH3aIIMHOM I10 TIOKA3aTeNi0 00IIel CMEepTHOCTH
HE B pe3yJibTaTe COBEpIICHUs cyuiuaa (OCHOBHOU kputepuid 3ddexktuBHOCTH). MccmenoBanue

TakKe HE MPOJAEMOHCTPUPOBAIO pA3IUUUA MEXKIy IMpernapaTaMd 10 JIOMOJHUTEIbHBIM
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KputepusiM 3(PGHEKTUBHOCTH, TAaKMM KaK CMEPTHOCTh MO JO0OW MpHUYMHE, CMEPTHOCTh B
pe3yJabTare CyHluAa, CMEPTHOCTh B pe3yJibTaTe HACTYIUICHHS BHE3AIHOW CMEPTH, OJHAKO B
rpymIe 3urpacuoHa HaOI01anack CTaTUCTUYECKU HE JIOCTOBEpHAs YHUCICHHO OoJiee BBICOKAsS
4acToTa CIy4yaeB JICTAIbHOTO MCXO/Ia 10 MPUYUHE CEPACUHO-COCYIUCTHIX HapyleHuil. Takxke B
rpynmne 3umpacujoHa HaOIoJanach CTATUCTHYECKHM 3HadyuMasi Oojiee BbICOKAas 4YacToTa
TOCHUTATM3AMKA 10 JI000H NMpHYMHE, B OCHOBHOM H3-3a Pa3MUMil B KOJHYECTBE CIy4acB
TOCIIUTATH3AINH B CBSI3U C ICUXUATPUICCKUMU SBICHUSMH.

DapmakoKkunemukxa

Bcacvieanue

BbromocTymHOCTS 3uIIpacuaoHa MPH BHYTPUMBIIIEYHOM BBeeHHH coctanisietr 100 %.

[Tocne OmMHOKPAaTHOTO BHYTPHUMBIIIEYHOTO BBEICHHS CHIBOPOTOYHAS KOHIICHTPALUS JOCTUTAET
MakcuMmyma mpumepHo uepe3 30-60 mun. CojaepkaHue npemnapata B CUCTEMHOM KpPOBOTOKE
YBEJIMYUBACTCS MPOIMOPLHMOHAIBHO MOBBIIICHHUIO 03I, U MOCIE 3-THEBHOTO BHYTPUMBIIIIEYHOTO
npuMeHEeHUS () (HEKT KyMYJISIIHHA BEIPAYKEH MaJIo.

Pacnpeoenenue

O0beM pacripeneneH s 3UMPacuI0Ha COCTaBIsgeT okojo 1,5 n/kr. 3unpacunon 6onee yuem Ha 99
% cBs3bIBaETCS C OeIKaMU T1a3Mbl KPOBH.

buompancpopmayus u evieedenue

CpenHuii TepMUHAIBHBIA TIEPHOJ TOJYBBIBEICHUS 3UIPACHIIOHA TIOCIE€ OIHOKPATHOTO
BHYTPUMBIIIIEYHOTO BBeACHUs 2-5 "acoB. CpeaHMi KIMPEHC 3UIPACHIOHA TPU BHYTPHUBEHHOM
BBeJICHUU cocTaBisgeT 7,5 ma/Mun/kr. [Ipumepno 20 % 10361 BBIBOAUTCS MOYKAMH U TIPUMEPHO
66 % — KHIIIEYHUKOM.

BriBenenne 3umpacuiona MPOUCXOTUT C ydacTueM 3 myTer Omorpanchopmaruu, Omaromaps
KOTOpBIM 00pa3yiorcsi 4 OCHOBHbIX MeTabonuta — Oensuzotnazonnunepasuna (BUTII)
cyabdpokeun, BUTII cynbdon, 3unpacuniona cynbHoKCUa U S-METHIIUTUAPO3UNpacu1oH. Jloms
HEM3MEHEHHOTO 3WMPACHIOHa B CHIBOPOTKE OT OOIIEr0 COJAEpKaHWs TMperaparta W ero
MeTaboIUTOB COCTaBIseT OKOJI0 44 %.

Ha mepBoM sTame 3urpacugioH MeTaboIU3UPYETCs MPEUMYIIECTBEHHO IBYMS MyTSAMHU: MyTEM
BOCCTaHOBJICHUS K METUJIMPOBAHUS ¢ POPMUPOBAHUEM S-METHIITUTHAPO3UIIPACH IOHA (IBE TPETH
MeTabosu3Ma 3HWIPACUIOHA) M MYTEeM OKHUCIMTEIBHOTO MeTabosin3Ma, Ha IO KOTOPOTo
NPUXOUTCS OCTaBIIAsICS TPETh OT 00MIEro uncia ounotpanchopmanuii. MccnemoBanus in Vitro ¢
UCTIOJIb30BaHUEM CYyOKJIETOUHBIX (PpaKLUi ME€YSHN YeI0BEKa MMOKa3ajH, YTo S-
METWITUTHIPO3UIIPACUIOH 00pa3yeTcs B 1Ba ATama. B 3TUX rccneaoBaHusgX ObLIO MTOKA3aHO, YTO
MEPBBIA ATANl OCYLIECTBISIETCA MOCPEACTBOM KaK XMMHUYECKON peakIMU BOCCTAHOBJIEHHS MpU

y4acTHH TJIyTaTHOHA, TaK W BOCCTAHOBIICHMs IO/ ACHCTBHEM (epMEHTa allbJCTHIOKCHIA3HI.

ctp. 3u3 17



Bropoit sTam — 3TO MeTWwIMpOBaHWE TMOJ JeHCTBUEM ¢GepMeHTa THOMETHUIATpaHC(Epas3bl.
HccnenoBanus N Vivo mokaseiBatoT, uto wu3opepmMeHT CYP3A4 sBisieTcss OCHOBHBIM
n30(epMEeHTOM CHUCTeMbl IuTOoXpoma P450, kaTamu3upyrOImUM OKUCIUTEIbHBIA METa00Ir3M
3UMPACHIOHA C BO3MOKHBIM MEHEE 3HAaUYMMBIM yuactueM nzodepmernra CYPLAZ.

3UNPaCcHIOH, S-METHIMTUAPO3UIIPACHIOH U 3UIPACHIOHA CYJIb(OKCHI MO JaHHBIM iN Vitro
UCCIICIOBaHM 00JIaal0T CXOJHBIMH CBOMCTBAMH, KOTOpPbIE MOTYT OOYCIOBHTH Y/UIMHEHHE
untepBasia QT. S-MeTHIIUruAPO3UNpPacUIOH BHIBOJUTCS TIABHBIM 00pa3oM yepe3 KHUIICYHHUK,
MPEINOJIOKUTEIHHO TYTEM 3KCKPELMH C JKETUbl0 MPH HE3HAYUTEIIbHOM Y4acTUU METa0oJn3Ma,
karanusupyemoro u3zopepmentom CYP3A4. DnumuHaius 3urpacupoHa cyiabhokcuaa
OCYILECTBIISICTCS OJaroapst MOYEYHON HKCKPEIIMU U BTOPUIHOMY METaboJIM3My O] ACHCTBHEM
uzodpepmenta CYP3A4.

Ocobvle kamezopuu nayueHmos

DapMaKOKMHETUYECKUN CKPUHUHT MallMEHTOB, MOMYYaBIINX Mpenapar nepopaibHO, HE BBISBUI
KaKHX-JTHOO CYIIECTBEHHBIX Pa3INunii B PapMaKOKHHETUKE Y KyPALIUX U HEKYPSIIHX.
Knuanyeckn 3HAUYMMBIX PAa3NU4uidl B (apMaKOKHMHETHKE 3HIPACHIOHA IOCTE MEepOPabHOTO
nprema y MalueHTOB B 3aBUCUMOCTH OT BO3pacTa UM I0J1a He HabIr0Aa10Ch.

VY nauMeHTOB ¢ HapymieHHeM (YHKIUM TI0YeK pa3JIMYHOM cTeneHu He HabIrAaIoch
MIPOTPECCUBHOTO MOBBIIICHUST YPOBHSI 3UMPACH/IOHA B CUCTEMHOW HUPKYJIIIIAN, YTO COTIIACYETCS
¢ TeM (p)aKTOM, YTO MOYEYHBIN KIMPEHC BHOCUT OYEHb HEOOJBIION BKJIaX B OOMIMHA KIMPEHC.
CucremMHOe BO3/IEHCTBHE 3UNPACHIOHA Y MALMEHTOB C JIETKOH (¢ KIMpeHcoM KpeaTuHuHa oT 30
no 60 mu/mMuH), yMepeHHOH (¢ kiupeHcoM kpeatnHuHa OT 10 g0 29 mi/MHH) U TsDKENoi
(TpeOyroleil MmpoBeeHUsl AMadn3a) CTENEHbI0 HapylleHWs (YyHKUUU TO0YeK NpU IpueMe
nepopaibHbIX 103 20 MT 1Ba paza B CyTKH B TeueHue 7 qHel coctaBmsum 146 %, 87 % u 75 %,
COOTBETCTBEHHO, OTHOCUTENIHHO MNAallMEHTOB C HOPMaJbHOM (YHKUHEH Modek (C KIMPEHCOM
kpeatuHuHa > 70 mi/mMuH). Heuws3BecTHO, MOBBINIEHBI JH y 3TUX MAalMEHTOB KOHIEHTPAIUU
MEeTa0OJIMTOB B CHIBOPOTKE.

VY manueHToB C JETKUM M YMEPEHHBIM HapymieHueM (YHKIHUW medeHH (kimaccel A wim B 1o
knaccupukanun  Yaina-Ile0) Ha (¢GoHe HHMppo3a MEYEHU CHIBOPOTOUYHBIE KOHIEHTpAIUU
sunpacugona Ha 30 % Bblle, 4eM y 370pOBBIX JOOpPOBOJIBIEB, a TEPMUHAIBHBIM MEPHOA
NIOJTYBBIBEIEHUST OOJbIle TpUMEpHO Ha 2 4. BnusHme HapymieHuss (QyHKIMHM TI€YCHH Ha

KOHICHTPAIunu MeTa0OJIUTOB B CBIBOPOTKEC HEU3BECTHO.

Iloka3zaHus K NPUMEHEHHIO

KynupoBanue ncuxoMoTOpHOTO BO30YX/I€HUS Y MAIIUEHTOB C IICHXO030M.
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IIporuBonokazanus

® T[IOBBIIICHHAs YYBCTBUTEIBHOCTh K 3UIPACHAOHY WM JIOOOMY JpYyroMy KOMIIOHEHTY
npenapara;

e ymmHenne uHTepBaia QT B aHamHese, BKJIIOYas BPOXKICHHBIH CHHAPOM Y/UIMHEHHOTO
untepBana QT;

e HEJAaBHO NEpEeHECEHHBIN OCTPhIi HH(pAPKT MUOKAPAA;

® cep/evHas HeIOCTaTOYHOCTh B CTAJANU AEKOMIICHCAIIUY;

e apuTMuHu, TpeOylomue MpuemMa aHTHapuTMHUYecKuX cpeactB kimaccoB |A u Il (cMm. paszgen
«Oco0ble yKa3aHUs»);

® COBMECTHBI INPHEM JIEKapCTBEHHBIX CPEACTB, y/UIMHsomMX HHTEpBan QT, B wacTHOCTH
aHTHapUTMUYecKuX cpeactB kiaaccoB |A u Ill, MplmbskoBucTOr0 aHrmapuaa, rajgodaHTpHHa,
JeBOMETaaWiIa  alerata, Me30puAa3vHa, THOPHOA3WHa, MNUMO3WJa, crapgioKcanuHa,
ratuokcanuHa, MOKCU(IOKCaIlHa, J0JIaceTpoHa, Me(hIOXHHA, CEPTHHIOIA WM ITU3anpuIa
(cM. pazzmen «Ocobble yKa3zaHUs»);

® TAIMEHTHI C ICUX030M, O0YCIIOBIIEHHBIM JIEMEHITHEH;

e jerckuil Bo3pacT 10 18 mer u Bospact crapuie 65 ner (3ddexTHBHOCTE M 6e30MacCHOCTh
IPUMEHEHHSI 3UTPACHIOHA Y TIAIMEHTOB JaHHBIX BO3PACTHBIX IPYII HE YCTAHOBICHBI);

® JICPUOL I'PYAHOI'0 BCKAPpMIIMBAHUA.

C 0CTOPOKHOCTBHIO
Crnemyer coOmogaTh OCTOPOKHOCTh TPU NMPHUMEHEHUH 3HIIPACHUIOHA Y TAIIMEHTOB C TKEIIOH
NIEYEHOYHON HEeOCTaTOYHOCTHIO, Cy/IOpOTaMH B aHaMHe3e, caxapHbIM JHa0eTOM, Y MaIlMEeHTOB
IPYMIIbI pUCKa ACHUPAMOHHON MTHEBMOHHH, Y AIIUEHTOB C MOBBIIICHHBIM PUCKOM HHCYJIBTA.
C 0co0oif OCTOPOXXHOCTBIO CIIEAYeT NPUMEHSTh 3UMPACHIOH Yy MAalUEHTOB, CTPAJaroIIuX
M3BECTHOH CeplIeYHO-COCYANCTOM MaTooruel (¢ HaJuurMeM B aHaMHe3e HH(apKTa MUOKapaa WIn
UIIEMUYECKOM OO0JIe3HU Cep/ilia, CepCUYHON HEJOCTATOYHOCTH WIIH HAPYIICHUH IPOBOAUMOCTH),
1epeOpOBACKYIAPHONH MATONOTMEH WIM JPYTMMH COCTOSIHUSIMH, HpPEApacloyiaraloliuMu K
THITOTEH3UH (Ieruaparaiuel, TUIOBOJIEMHUEH, a TaKKe MONYyYaroIUuX JAPYTHe TUIOTCH3UBHBIC
CpencTBa).
3uIpacuion CieAyeT MPUMEHSTh C OCTOPOKHOCTBHIO y TAIMEHTOB C HIDKE TEPEUNCICHHBIMU
daxTopamu pucka (cM. pazzaen «OcoOble yKa3aHHs») KOTOPBIE MOTYT YCYTYOUTh BO3MOKHOCTh
BO3HHUKHOBEHUS MMAPOKCU3MAIIBHOM Key10ukoBoii aputmun (torsade de pointes):

e Opamukapaus,

® DIIEKTPOJMTHBIN AUCOaIaHC.

HpI/I BHYTPUMBIIIICYHOM BBCIACHUU 3HUIIPACUAOHA MOKET HaGHIOIIaTBCﬂ TOJIOBOKPYIKCHUC,
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TaxXHUKap.I¥si, HOBBIIICHNE apTEPUATLHOTO TABJICHUS M TOCTYpaJIbHAasl THIIOTEH3Us. B cBs3M ¢ aTNM
crenyer coOioaaTh 0co0yl0 OCTOPOXKHOCTh NPH IPUMEHEHHH 3HIIPACHIOHA OCOOEHHO Y
amMOyJIaTOPHBIX NAIIMEHTOB.

HeobxoquMo coOuroaTh OCTOPOXKHOCTH INPHU MPUMEHEHUH 3UIIPACHIOHA B KOMOWHAIMU C
AJIKOTOJIEM M IPYTHMH Tpenaparamu, Biustonmu Ha [{THC, Bitodasi cpectsa, qelCTBYOLIHE

Ha T0aMUHEPTUICCKUE U CEPOTOHMHEPTHUECKUE CUCTEMEI.

IIpumeHeHnne npu 6epeMEHHOCTH U B MIePUO/I IPYAHOI0 BCKAPMJIUBAHUSA

Ilpumenenue npu 6epemenHocmu

UccnenoBanusi y OepeMEHHBIX >KEHIIMH HE MPOBOJIWIUCH. B CBSI3M € 3TUM KEHIIMHAM
PEeNpOAYKTUBHOTO BO3pacTa ClIeyeT UCTIOIb30BaTh HAJAC)KHBIE METO/Ibl KOHTPAIEIIUH.
Y4uThIBas OTPaHUYCHHBIN OIBIT MPUMEHEHHUS Ipernapara y OepeMeHHBIX JKeHIINH, 3UMIPACHI0H
HE pEKOMEHIyeTCs Ha3HadyaTh BO BpeMsi OEpeMEHHOCTH, 3a HMCKIIIOUEHHWEM CHUTYyalluii, Korua
MOTEHI[MAIbHASL TI0JIb3a OT €ro MPUMEHEHHS MAaTephl0 NPEBBINIACT PHUCK Juisl mioga. [lpu
HEOOXOJUMOCTH OTMEHBI Ipenapara B MEpHOj OEpeMEHHOCTH, HE CIeAyeT [enarbh 3TO
OJIHOMOMEHTHO.

HccnenoBanusi penpoayKTUBHOM TOKCHMYHOCTH HAa SKCIIEPUMEHTANIBHBIX KUBOTHBIX MOKa3allv
HeOJIaronpusTHOE BIUSHUE HA PEMPOAYKTUBHYIO (YHKIIMIO MTPU MPUMEHEHUH B J103aX, KOTOPHIE
OBUTH YK€ TOKCUYHBI JIJII MAaTEPUHCKOTO OPTaHU3Ma U/WUJTU TPUBOIWIIN K CEJaTUBHOMY 2P (DEKTYy.
[Tpu3HaKOB TEPaTOTEHHOTO BIUSHUS HE HAOIIOIATOCH.

Y HOBOPOXIEHHBIX, MaT€PH KOTOPBIX MOJIYy4Yalld AaHTUICUXOTHYECKHE MpernapaThl (BKIIOUas
3UIMPACHUJIOH) B TEYEHUE TPETHETO TPUMECTPA OEPEMEHHOCTH, B TIEPHO/T TIOCTIE POKICHHS UMEETCS
MOBBIIICHHBIA PUCK PA3BUTHUSI IKCTPATUPAMUIHBIX CHUMIITOMOB W/UJIM CHMITTOMOB OTMEHBI Pa3HOMN
CTENEHH TSKECTH U TPOJOJDKUTENBHOCTH. MMEITCs cooOIIeHUsT O pa3BUTUM aXXHUTAIIWH,
TUIIEPTOHYCA, TUIIOTOHYCA, TPEMOpPA, COHJIMBOCTU, PECIHPATOPHOrO IJUCTPECC-CHHApPOMA H
HapyIICHWH TUTAaHUS Yy TaKUX HOBOPOXKICHHBIX. B CBSI3W C ATUM CIEQyeT TIIATeIbHO
KOHTPOJINPOBATH COCTOSIHHE HOBOPOKIEHHBIX.

Ilpumenenue 6 nepuoo epyoHo2o 6CKaApMAUBAHUS]

AJleKBaTHbIE M KOHTPOJIUPYEMBIE HCCIEOBAHUS Yy KOPMSIIMX >KEHIIMH HE MPOBOJIUIHCH.
CoriacHo orpaHUYEHHBIM JAHHBIM 3UTMPACHIOH MTPOHHUKAET B TPYIHOE MOJIOKO B OYEHb HU3KHX
KOHIEeHTpauusax. [lpu JiedeHHM 3UNPACHIOHOM SKEHUIMH CJEeIyeT MpPeayNnpeauTbh o
HEOOXOIMMOCTH TIPEKPATUTh KOPMIICHHE Tpyablo. Eciiu eueHne HeoOX0AUMO MPOIOJIKUTH, TO
rPyJHOE BCKAPMJIMBAHUE CIEAYET MPEKPATUTb.

DepmunbHocms

AI[CKBaTHBIe U KOHTPOJUPYEMBIC HCCICAOBAHUA Y XKCHIIMH W MYXXYWH, [TPUHHUMAIOIIUX
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3UINPACHUJIOH, HE TPOBOAMUIIUCE.

KeHiHaM penpoAyKTUBHOTO BO3pacTa, MOJYYAIOIIMM TEPanui0 3UIPCUIOHOM, CIIEIYeT
UCII0JIb30BaTh HAJICKHBIE METOAbI KOHTPALICIILIUH.

Cnoco0 npuMeHeHMsI U 103bI

TonbKO 711 BHYTPUMBIIICYHBIX MHBEKIIMKA. He BBOAMTH BHYTPHMBEHHO!

Teparnuto IeKapCTBEHHOM POPMOIA /7151 BHYTPUMBIIIICYHOTO BBEACHHUS CIICYET MPUMEHSTH TOJIBKO
y TAIUeHTOB, Y KOTOPBIX €ro MPUMEHEHHE B MEPOPAILHON JICKapCTBEHHOH (opme
Heleaecoo0pasHo.

B3pocnvie

Pexomengyembie 10361 cOCTaBisAOT OT 10 Mr mpu BBEAEHUU IO MEpe HEOOXOIUMOCTH IO
JOCTHKCHHST MaKCUMaTbHOM 110361 40 Mr B cyTkd. J[03b1 MO 10 Mr MOKHO BBOJUTH KaXKIble 2 d.
Jo3b1 10 20 MI MOKHO BBOJIUTH Yepe3 Kakple 4 yaca 10 TOCTHKEHUS MAaKCUMAaIbHOM CyTOYHOU
no3el 40 mr. IlpuMeHeHue 3umpacuoHa B JIEKapCTBEHHOH (opme isi BHYTPUMBIIIEYHOTO
BBEJICHUS Ha MPOTSHKEHUU Oosiee 3 THEH He U3y4aloch.

Ecin HeoOxouma JTuTeNbHAS TEPAITUs, TO MAalMEHTa CISAYeT KaK MOXHO OBICTpEe MEPEBECTH C
BHYTPHUMBIILIEYHOTO BBEJICHUS HA IIPUEM KaICyJl 3UMPacuI0Ha BHYTPb B 03¢ 10 80 Mr Ba pa3a B
CYTKH 10 MAKCUMAJIbHON CyTOYHOM 10361 160 Mr.

Toorcunvie nayuenmaol

KnuHnueckuii OnpIT TPUMEHEHUS BHYTPUMBIIICYHBIX HWHBEKIMM y TOXKWIBIX TallMeHTOB
(>651er) orpannven. IlpuMeHeHHWe 3WMNpacHIOHa B  JIEKapCTBEHHOW (opme s
BHYTPUMBIIIICYHBIX HHBEKIMA y JTUX MAIMEHTOB He pekoMmeHayercs (cMm. pazaen «Ocobbie
yKa3aHU).

Ipumenenue npu napywienuu Qynkyuy novex

[TaruenTam ¢ HapylieHHOW (QyHKIMEW MOYEeK 3WUNPACUIOH B JIEKapcTBeHHOW Qopme ans
BHYTPUMBIILIEYHBIX HUHBEKLIHMA CIEAYeT NPHUMEHSITh C OCTOPOXKHOCTBIO (CM. pazjaen
«DapMaKkoIOTHIeCKue CBOMCTBa» moipasnen « DapMakOKHHETHKAY ).

IIpumenenue npu napywenuu Qynkyuu neveHu

VY maiueHTOB ¢ MeUYeHOYHON HeIOCTATOYHOCTHIO MOXKET IMOTPeOOBaThCs PUMEHEHHUE Tpernapara
B Oonee HM3KUX no3ax (cMm. pasnen «OcoOble ykazaHus», «DPapMakoIOTHYeCKHe CBONCTBa»

noapasen «DapMakOKHHETHKAY ).

Huempyryus no npucomosnenuio pacmeopa
Cogepxumoe (prakoHa pacTBOPSIOT B 1,2 M mpuiaraeMoil BOIbI Al WHBEKIUH. DirakoH
BCTPSIXMBAIOT JI0 TOJIHOTO pacTBOpeHus mopoinka. KoHueHTpauusi oOpasyrolierocs pacTBopa

coctapisieT 20 Mr 3unpacugoHa Ha 1 M1 pactBopa. MOKHO HCIIOIB30BaTh TOJBKO MPO3pPAvYHBIN
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pacTBOp, HE CoAep KAl BUANMBIX BKIItoueHul. 13 kaxxoro ¢akona cieayer HabupaTh TOJIBKO
onny o3y mpemapara (0,5 w1, 4uro coorBerctByer 10 Mr 3umpacupoHa, Wid 1 M, dTO
cootBeTcTBYET 20 Mr 3unpacugoHa). OctaTKu pacTBopa ClIeAyeT BbLIUTh.

ITo0ouHoOE nelicTBHE

3unpacudon 0 BHYMPUMBIULEUHO20 B8EQEHUS

B Tabnune HWXKE NpUBEICHBI HEKENATCIbHBIC SIBICHUS C BO3MOXKHOH, BEPOSTHOW WIH
HEHM3BECTHOM CBS3BIO C MPUMEHEHUeM 3urpacuaona B uccinenoBanusx |l u Il ¢pa3er. Haubonee
YacTHIMU pEaKUUAMU ObUIM TOIIHOTA, CEAallUs, TOJIOBOKPYXKEHHE, 0O B MeCTE€ HHBEKIIHUH,
rojoBHas 00Jb U COHJIUBOCTH. JlONMONHUTENbHBIE peaKkIuH, HaONIONABIIMECS B XOJe
MOCTPETUCTPAIIMOHHOTO TPUMCHCHHUS, BKJIIOYCHBI B MPHBEACHHBIM HUXKE CIUCOK C YaCTOTOH
«HEHU3BECTHO» W BBIJICIICHBI KYPCHUBOM.

Bce HexenarenbHble peakiMy MEPEeYHCIeHbl B COOTBETCTBUU C CUCTEMHO-OPTaHHBIM KJIACCOM U
KaTeropueit 4acToTel: ouens ywacmo (> 1/10), wacmo (ot > 1/100 mo < 1/10), neuacmo (ot > 1/1000
no < 1/100), peoxo (ot >1/10000 mo < 1/1000), ouensp peoxo (< 1/10000) u wneuszsecmmo
(HEeB03MOIHCHO Onpedentumsb No UMEIOUWUMCS OAHHBIM,).

[lepeuucrneHHble HUKE HEXeNaTeldbHbIE pPEaKIHMH MOTJIM TakKe AacCOIMUPOBATHCSA C

COHYTCTBYIOIHCﬁ MaTOJIOTHEH U/UIIU COBMECTHO NMPUHUMACMBIMH JICKAPCTBEHHBIMUA CPEACTBAMU.

CHCTCMHO-OpFaHHLIﬁ HexenareabHble JIEKAPCTBCHHBIC PCAKITUN

KJacc

Hapymenust co cTopoHbl 00MeHa BeleCTB M MUTAHUSA

Heuacto \ AHoOpekcus
HapyumieHusi ICMXUKH
Heuacto AskHTanus, aHTUCOIMAIIbHOE MTOBEICHUE, ICUXOTUYECKOE

paccTporcTBO, OECCOHHUITA, THKU

YacroTa HEM3BECTHA Manus/runoManus

HapyueHust co CTOpOHBI HEPBHOM CHCTEMBbI

Yacto AKaTu3usi, ONIyIIeHWe HEyCTOWYMBOCTH, AWCTOHHUS, TOJIOBHAs OOJIb,

cecaanus, COHJIMBOCTDL, OKCTpAIIMPAMHUIHLIC HapyIJ_IeHI/IH*

Heuacto MeiiieuHas PUTHUAHOCTSD 11O THUITY <<3y6an0r 0 KOJIECa», NMMOCTYPAJIbHOC
TOJIOBOKPYKCHUC, MTU3APTPUA, JUCKUHEC3UA, JUCITPAKCHUS,

MMapKUHCOHU3M, TPEMOP

YacroTa HEeHU3BeCTHA 3J10Ka4eCTBEHHBIN HEUPOJIENTUYECKUN CUHIPOM, CEPOTOHUHOBBIN
CUHAPOM (cM. pazzen «B3aumoneicTBue ¢ ApyruMHU JEKAPCTBEHHBIMU

CpEICTBaMM»), apajiny JUIEBOTO HEPBA

Hapyuienusi co cTopoHbI cepana

Heuacto ‘Bpannxapzm;l, TaxXuKapaus
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YacToTa HEU3BECTHA

[Tapokcu3manbHast MepraTenbHas xenyaoukoBas apurmus (torsade de

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

Hapyumenust co cropoH

bl OPraHoOB CJIYXa U paBHOBECUA

Heuacto

‘FOJIOBOpr)KeHI/Ie

Hapyumenust co cropoH

bl COCYIMCTOM CHUCTEMBI

Yacto

ApTtepuanbHasi TMIIOTEH3Us], apTepUallbHasl TUIIEPTEH3US

Heuacto

I'mnepemus, oprocraTudeckasi TMIIOTEH3USA

YacroTa HEM3BECTHA

OO6MOpOK, BEeHO3HAsT TPOMO0IMOOIHS

HapyumeHnust co cropoH

CpeocTeHus!

bl JBIXaTeJIbHOMH CUCTEMbI, OPraHoB l"py)lHOﬁ KJICTKH U

Heuacto

JlapuHrocnazm

Hapyumienusi co cTopoH

bl KCJIYTOYHO-KHIICYHOI0 TPAKTa

Yacto

TomHoTa, pBoTa

Heuacto

3anop, quapes, KHUAKHUHI CTyJl, CYyXOCTh BO PTYy

Hapyumenusi co cTopoH

bI KOJKH U MOJAKOKHONH KJIETYATKHU

Heuacto

I'unepruapos

YacToTa HEeM3BECTHA

I'unepuyBCTBUTENBHOCT, aHTMOHEBPOTUYECKHI OTEK, JIEKAPCTBEHHAs
peakmst ¢ 203uHO(UIHel U cucteMHbIMEA cumntomamu (DRESS-

CHHJIPOM)

Hapyumenust co cropoH

bl I/IMMyHHOﬁ CHUCTEMBI

YacTtoTa HEU3BECTHA

AHnaghunaxmuueckasn peaxkyus

Hapyumenust co cropoH

bl KOCTHO-MbIIIIEYHOM CHCTEMbI 1 COeAMHUTEIbHON TKAHU

Yacto

PurnaHocTb MEBIIIIT

Hapyumenust co cropox

bl MOYEK U MOYECBBIBOAAIIHUX nyTeﬁ

Penko

Henepxxanune mouu, nu3ypust

YacToTa HEM3BECTHA

DHype3

Hapyumenust co cropoH

bl IEYCHH H KETYCBbIBOAAIIINX nyTeﬁ

Heuacto

IToBBIIEHNE aKTUBHOCTH TTI€YEHOYHBIX (bepMeHTOB

OO0mue paccTpoiicTBa M 0CJI0KHEHUSI B MeCTe BBeleHUs

Yacro ACTGHI/IH, IOBBIIICHHAA YTOMIIAECMOCTD, KKCHHUEC B MCCTC MHHECKIINH,
00JIb B MeCTe MHBCKIIUHU.
Heuacto CI/IHIlpOM «OTMCHBD» Ipcrapara, TpHHHOHO[[O6HLIfI CUHAPOM,

TUCKOM(OPT B MECTE MHBEKIINH, Pa3IpaKEHUE B MECTE WHBEKITUHI

JlabopaTopHbIe M HHCT

YMCHTAJIBbHbIC JAHHBIC

Heuacto

[NoHmxeHHOE apTepHaIbHOE TABICHUE

BepeMeHHOCTb, IMOCJECPOAOBLIC H NMEPUHATAJIBbHBIC COCTOSHUSA
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Yacrtora HensBectHa  |CHHAPOM OTMEHBI Iperapara B HEOHATAJLHOM MepHoje (CM. pasien
«[Ipumenenne mnpu OEpPEeMEHHOCTH H B  MEPUOA  TPYAHOTO

BCKapMJIMBAHUS)

* YacroTa paccuMTaHa IO JaHHBIM TPEX MOCTPETUCTPALMOHHBIX OTKPBITBIX KOHTPOJIUPYEMBIX
KJIMHAYECKUX UCCIIEA0BAHUM.

HanOosnee yacTbIMM HeXenaTeIbHbIMU SIBIEHUSIMH CO CTOPOHBI CEPIEUHO-COCYAUCTON CUCTEMBI,
3apETUCTPUPOBAHHBIMM B KJIMHUYECKMX MCCIEIOBAHUAX BHYTPHUMBILIEYHOI'O BBEACHUS
(UKCUPOBAHHBIX /103 3UMPACUAOHA, IBISUIUCH ourynieHne HeyctonunocTe (10 mr - 11 %, 20 mr
- 12 %), Taxukapaus (10 mr - 4 %, 20 mr - 4 %), noctypaiibHOe TosioBoKpyxeHue (10 mr - 2 %,

20 mr - 2 %), oproctatudeckast runoreH3ust (20 mr - 5 %) u runoronus (10 mr - 2 %).

B npenperncrpallMOHHBIX KIMHAYECKMX HCCIENOBAHMSAX BHYTPUMBIIIEYHOTO BBEICHHS
(UKCUPOBAHHBIX /103 3UMPACHIOHA MOBBIIIEHUE aPTEPHATIBHOTO JABJICHUS 0OTMEYanoch y 2,2 %
NAIUEHTOB, IMOJyYaBIIUX Ipernapar B no3e 10 Mr; KpoMe TOro, MOBBILEHUE apTEPUAIBHOIO

JaBJICHUA OBLIO 3apCTUCTPUPOBAHO Y 2,8 % ManuCHTOB, MOJTYYaBIIUX 3UIIPACUOH B J03€ 20 mr.

Ilepeno3supoBka

JlanHble O TIEpPEeNO3MPOBKE 3HIMPACHIOHA OTrpaHUYEHbl. MakcuMallbHas MOATBEPKICHHAS
OJIHOKpaTHast Jo3a 3umpacuaoHa cocraBwia 12800 wmr. VY mnamueHTta MOpOsSBUINCH
SKCTpanupaMUJHbIe TPOsBICHUS, yuinHeHue uHTepBana QT mo 446 mcex (0e3 HapymieHUs
bynkuuu  cepamna). Hawuboniee 4YacThiMM — MPOSIBICHUSMHU — TEPEAO3UPOBKU  SIBISFOTCS:
SKCTpanpaMUuIHbIe HAPYIICHHS], COHJTUBOCTh, TPEMOD, TPEBOTA.

Crennduueckoro aHTU0Ta 3UMPACHIOHA HET.

[loTeHManbHO BO3HHUKAIOUIME IOCHE NEPEIO3UPOBKH 3HUMPACHIOHA CUMIITOMBI, TAKUE Kak
CyJIOpOTH, OTJIYIICHHOCTh WM JUCTOHMYECKUE PEaKIIMHM MBIIII TOJIOBBI M I MOTYT CO3/1aTh
yIpo3y acmupainud TpH [POMBIBAaHUHM Kenyaka. HeoOxoawmmo HEMEIEHHO HadvaTh
MOHHTOPHpPOBaHHE (YHKIMHU CEPACYHO-COCYTUCTON CHCTEMBI, BKIIOUash HEMPEPHIBHYIO

perucTpannro OKI ¢ LCJIBIO BBIABJIICHHSA BO3MOXKHBIX apHTMHfI.

B3anmopneiicTBHE ¢ APYrUMH JTeKAPCTBEHHBIMH CPeACTBAMH

Aumuapummuuecxkue cpeocmea xnaccos |4 u 1l u opyeue npenapamul, yonrunsarowue unmepsan
QT

dapMakoKHHETHYeCKHEe W (apMaKOJWHAMUYCCKHE  HMCCICAOBAHHUS  3WUIPACHIOHA  IPHU
OJIHOBPEMECHHOM TIpHEME C JPYTMMH JICKAPCTBCHHBIMU IpenapaTaMd, KOTOPBIC BBI3BIBAIOT

YAJIMHCHHUC NHTCPBAJIa QT, HC IMPOBOJUIIUCE. OI[HaKO, TaK KaK HEJIb34 UCKIIIOYHUTh BO3MOXKHOCTHU
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cyMManuu 3 @exTa 3unpacuioHa U 3TUX JIEKAPCTBEHHBIX MPENapaToB, 3UMIPACUIIOH HE CIEIyeT
NPUHUMATH C APYTUMH IperapaTaMy, KOTOpPbIe BBI3BIBAIOT y/UIMHEHUE MHTepBana QT, Takumu
Kak aHTHapUTMU4eckue npenapatsl kiacca |A u |11, MBIIBSIKOBUCTHIN aHTUAPUA, TaT0(haHTPUH,
JeBOMETaIuIIa aleTar, Me30pHUIa3uH, THOPUIA3UH, TUMO3U, criap(oKcalyH, raTu(IoKCaIyH,
MOKCH(]JIOKCALIMH, 10JaCeTpOHA Me3WIaT, ME(IOXUH, CepTUHAON WIM Lu3anpuj (cM. pasnen
«IIpoTHBOIIOKa3aHUAN).

Ipenapamul, deticmeyrowue na L{HC/anxoeons

VYuuThiBass OCHOBHBIE 3(PQEKTHl 3UMNPACHIIOHA, CIEAYET MPOSABIATH OCTOPOKHOCTh IPH €ro
IpPUMEHEHUU B KOMOMHALIMY C JPYyTUMHU Npenaparamu, fAeicteyromumu Ha LIHC, u ankorosem.

Brusnue BHI’IDCICHOOHCZ HAa dpyeue JIeKapCcmeeHrHvle CDQOCI’I’ZGCI

Bce uccnenoBanus 1o JEKapCTBEHHBIM B3aMMOCHCTBUSM TPOBOIMINCH C HCIIOIB30BaHUEM
3UIIPACUOHA B JIEKApCTBEHHOH (opmMe a1 mpruemMa BHYTpPb.

B uccienoBanuu in ViVO ¢ IprMEHEHHEM AEKCTpomeTopdaHa He ObUIO MPOJESMOHCTPHPOBAHO
3HaYMMOU criocoOHOCTH HHrHOMpoBaTh H3odhepment CYP2D6 npu KOHIEHTpanusaxX B m1a3Me Ha
50 % Hmxe, YeM JOCTUTaeMble TIOCIIe TPUMEHEHHS 3UnpacuoHa B 1o3e 40 Mr 1Ba pa3a B CyTKH.
JlaHHbBIC WCCleoBaHHMM N VItr0 CBHICTENBCTBYIOT O TOM, YTO 3HMIPACHIOH MOXET SIBISTHCS
yMmepeHHbIM uHruoutopom mzopepmentoB CYP2D6 u CYP3A4. Ognako ManoBeposSTHO, 4TO
3UMpacuOH OyAeT OKa3blBaTh KIWHUYECKH 3HAYMMOE BIHMSHHE Ha (HapMaKOKHHETHKY
JIEKapCTBEHHBIX NPENapaToB, KOTOPbIE META0OIM3UPYIOTCS ITUMHU H30(epMEHTaMH IUTOXpOMa
P450.

Ilepopanvnvle konmpayenmuewl - Ilpuem 3unpacugoHa He OKa3bIBaJl 3HAUMMOIO BIMSHMUS Ha
(apMaKOKUHETHKY JCTPOTCHOBBIX (ITHHWIAICTPAAMOIN, SIBISETCS CyOCTpaToM uU30(pepMeHTa
CYP3A4) niu nmporecTepoHOBBIX KOMIIOHEHTOB TIperapaToB.

Jlumuu - 3Unpacuion He BIMAET HAa (hapMaKOKWHETHKY MpPEnapaToB JHUTUS MPU COBMECTHOM
NPUMEHEHHUH.

Brusnue ODVZMX npenapamoe Ha SMHDCICMOOH

WNuaruburop wm3odepmenta CYP3A4 kerokonazonm (B moze 400 Mr/cyTku) TOBBIIIAI
KOHIIGHTPALMIO 3UIpPacUJIOHa B CBHIBOPOTKe KpoBH MeHee, yeM Ha 40%. KonuenTparuu
S-MeTUNIUruApO3UNpacuI0OHa U 3UIPACUIOHA CYNb(OKCHAA B CHIBOPOTKE KPOBH K MOMEHTY
OKHJIAeMOTO Tmax 3WUMpacuoHa ObLTM TOBBIIIEHBI HAa 55% wu 8%, COOTBETCTBEHHO.
JlononHuTtensHOro yunHeHus nHrepsana QTc He Habmoganock. MajloBeposITHO, UTO U3MEHEHHUS
(apMaKOKMHETUKH 3WUIPACHIOHA MPU COBMECTHOM HA3HAYEHUH C MOIIHBIMH HMHTHOUTOpaMu
uzopepmenta CYP3A4 OyayT MMeTh KIMHUYECKYIO 3HAYMMOCTb, MO3TOMY KOPPEKLIHHU 103 B
JIAHHOM CJIy4ae He TpeOyeTcs.

[Tpumenenenue kapb6amaszenuda (200 mr 2 pa3a B CyTKH B TeueHue 21 JHs) PUBOAMT, B CBOIO
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ouepelib, K CHUKEHUIO COAEP/KaHUsl 3UITPACUI0HA B CHCTEMHON HUPKYIAUUU Ha 36%.
Anmayuool

MHOrokpaTHslii IpUEM aHTALUOB, COACPXKAIIMX ATIOMMHMM M Mar#vil, Wiv LHUMETeAUHA HE
MPUBOJMIT K 3HAYUTEILHOMY BIMSHHUIO Ha ()apMaKOKMHETHUKY 3UIIPACH]IOHA y MAIMEHTOB IMOCIe
npueMa nuiiy.

Cepomonunepauueckue nekapcmeeHnble npenapamol

B oTmenbHBIX ciiydasx cooOIIanoch O CEPOTOHMHOBOM CHHIPOME, CBS3aHHOM BO BPEMEHH C
TE€paneBTUYECKUM PUMEHEHUEM 3UINIPACHUIOHA B COUYETAHUU C APYTUMHU CEPOTOHUHEPTUYECKUMHU
JICKapCTBEHHBIMU TpenaparaMu, TaKUMHU KaK CEJEKTUBHbIE MHTHOUTOPHI OOpaTHOro 3axBara
ceporonnaa (CHO3C) (cm. pazmen «Ilobounoe peiictBue»). IIpu3HaKku CEPOTOHHMHOBOTO
CHUHJpOMa MOTYT BKJIIOYaTh CIIyTAaHHOCTb CO3HAHUS, TPEBOXKHOE BO30YKJIEHHUE, MOBBIIIEHUE
TEMIEPATyPbl, MOTIUBOCTh, ATAKCHIO, TUTIEPPEIICKCHIO, MUOKIIOHYC U IHaPEI0.

Cesazvleanue ¢ benkamu niamol

3Unpacuion B 3HAUUTEIbHON CTENEHH CBSA3bIBAETCS C OelkaMu Iia3Mbl KpoBH. CBs3bIBaHUE
3MITPACH]IOHA ¢ OeJIKaMU IIa3Mbl KPOBH IN VItr0 He U3MEHSIIOCHh B IIPUCYTCTBUH Bap(aprHa I
IPONpaHOJIoia — JIByX MpenapaTroB, B BHICOKON CTEMEHU CBSI3BIBAIOLIMXCS C O€NKaMy IJIa3Mbl
KPOBH; 3UNPACUJIOH TaKXK€ HE U3MEHSUI CBA3BIBAHHME 3THX MpPENapaToB ¢ OeIKaMu I1a3Mbl KPOBU
yenoBeka. Takum 00pa3oM, JEKapCTBEHHbIE B3aUMOJECHCTBUS C Y4YaCTHEM 3MIIPAcHIOHA,

CBA3aHHBIC C BEHITCCHCHHUEM JICKAPCTBCHHOI'O BCIICCTBA M3 CBSI3€H C 6CJ'IKaMI/I, MaJIOBCPOATHBEI.

Oco0ble yka3anus

Yonunenue unmepsana QT

3unpacuion BRI3BIBACT J0303aBHCHMOE HEOOIBINIOE WM YMEPEHHOE y/UTHHEeHne uHTepBata QT
(cMm. pazpen «Ilobounoe aeiicTBue» 1 «PapMaKkoOIOTHYECKUE CBOMCTBAY).

3UNpacuion HENb3sl MPUMEHSATh COBMECTHO C IpernaparaMH, KOTOPbIE BBI3BIBAIOT YJIJIMHEHUE
uatepBasia QT (cm. pazmensr  «lIpoTuBomokazanmsiy W «B3amMopelcTBHe ¢ APYyTHMHA
JICKapCTBEHHBIMU ~ CpeficTBamMm»). Clefyer coOnromaTh OCTOPOXKHOCTh Y  TMAIMEHTOB C
BBIpQXXEHHOW Opagukapaueil. DJNEeKTPOJIMTHBIC HAPYIICHHs, Takhe Kak THUIOKaTIueMUs U
TUTIOMarHUEeMHsi, TOBBIIIAIOT PHUCK 3JI0KAYECTBEHHONW AapUTMHUH, W OHHU JOJDKHBI OBITH
CKOPPEKTHUPOBAHBI JO Hadaja Tepanmuyd 3UIpacHUAoOHOM. Eciou 3umnpacupoH Ha3Ha4daeTcs
nanueHTaM, MMEIOIMM CcTaOuiabHOE 3a0ojeBaHUE ceplla, TO 0 Haydajga JIeUEHHUs CIeQyeT
oneHuth IKI'.

[Tpu HATUYUK TAKUX CUMIITOMOB CO CTOPOHBI CEP/IIA, KaK OIIYIICHIE YCHICHHBIX CePALICONCHHIH,
TOJIOBOKPY>KEHHE, TOTEps CO3HAHMS WM CyJOpOTH, HEOOXOAMMO YYHMTHIBaTh BO3MOXHOCTH

BO3HUKHOBEHHUS 3JI0KQUECTBEHHOM apUTMHHM cepAlla U IPOBECTH OOCIENOBaHHE CepAeYHON
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nesitensHoCcTH, BKItouas DKI'. Eciou wuaTepBan QTC cocraBmser > 500 Mc, To pekoMeHayeTcs
MpeKpaTuTh jeueHue (cM. pazaen «IIporuBonokazanus).

B moctpeructpaniioHHOM mepHOAe ObUIM MOJYYEHBI PEAKHE COOOLICHHS O BO3SHUKHOBEHHH Yy
NAlMEHTOB C HAJIUYUEM MHOXKECTBAa COMYTCTBYIOIIUX (DAaKTOPOB pPHUCKA, MPUHUMABIINX
3UINPACHUIOH, TAPOKCU3MAIBHON MepLIaTeIbHON KeNly104KOBONH apUTMUHU.

Ipumenenue 6 neouampuu

besonacHocth U 3(pPEKTUBHOCTD BHYTPHMBIIICYHBIX HHBEKIUH 3HUIpacujoHa y JeTed Hu
MOJIPOCTKOB HE UCCIIE0BANIACH.

Tooicunvie nayuenmot (> 65 1em)

B kiuHHMuUeckue wuccnenoBaHUS HE OBUIO BKIIOYEHO JOCTATOYHOE KOJMYECTBO IMOKUIIBIX
nanreHToB. CremoBaTeIbHO, HEBO3MOXKHO JIaTh KaKWe-IMOO PEKOMEHJAIMH OTHOCHUTEILHO
JO3UPOBaHUsS, U JICUCHUE BHYTPUMBIIICYHBIMH UHBEKIUSAMH Yy OTHX MAIUEHTOB HE
PEKOMEH]TyeTCS.

3noxauecmeennvlil Hetiporenmudeckuti cunopom (3HC) - nabmromarorieecss nMpu MPUMEHEHUH
AQHTHUIICUXOTHYECKUX CPEICTB, BKIIOYAs 3HUIPACHIOH, PEIKOE, HO IMOTCHUUAIBLHO (aTaibHOE
ocinoxHenue. Jlewenne 3HC  mpeaycmarpuBaeT — HEMEMJICHHYIO  OTMEHY  JIIOOBIX
AQHTUIICUXOTUYECKHUX JIEKAPCTBEHHBIX MPENapaToB.

Taocenvie KodcHvie peakyuu

[Tpu npuMeHEeHNN 3UTIPACHIOHa OTMEYAJIN Pa3BUTHE JICKAPCTBEHHBIX PEAKIINH, COUSTAFOIINXCS C
s03uHOUINe 1 cucteMHbiMu cuMmnToMamu (DRESS cunapom). 3ToT cuHapoM BKIIIOYAET TpU
iy OoJiee CIeAYIOIIMX MPOSBICHUIN: KOXKHbBIE PeaKLUH (Takue KaK ChIb UM SKCHOIMATUBHBINA
JE€pPMaTUT), S03WHO(MINS, MOBBIIIEHHE TEMIEpaTypbl, JUM(paaeHonaTuss U OJHO WUiu Ooisee
CHCTEMHBIX OCJIO)KHEHHI, TAKUX KaK TeMaTUT, He(ppHUT, THEBMOHHSI, MUOKAPAUT U TIEPUKAP/INT.
Taxoke co00IAIOCH O IPYTUX TSKENBIX KOXKHBIX PEaKIHUsIX TPU MPUMEHEHHH 3UMPACHI0HA, TAKUX
Kak cuHapoM CtuBeHca-/[»oHCoHa.

B HEKOTOPHIX CITydasx Takue peaKkimh MOTYT IPUBOJIUTH K JIeTalbHOMY Hcxony. [Ipu pa3Butuu
TSDKETION KOJKHOW PEeakIy CIIeyeT MPEeKPaTHTh MPUMEHEHNE 3UTPACHIOHA.
Cepoeuno-cocyoucmule 3a001e8aHus

B kimuHHMuYeckue wuccieoBaHUS HE ObUIO BKIIOYEHO JOCTaTOYHOE KOJIMYECTBO MAIMEHTOB C
CepACYHO-COCYTUCTRIME  3a0oneBanusMu.  ClieoBaTeNbHO, 0€30MacHOCTh  IPUMEHEHUS
mpernapata sl BHYTPUMBIIIEYHOIO BBEJEHUS HE Obula yCTaHOBIEHa (CM. pasjaen
«IIpoTuBONIOKa3aHUD?).

Apmepuanvroe oasnenue

3Unpacuion MOXET MPOBOLUPOBATh AapTEPUATbHYI0 THUIOTEH3UI0, COMPOBOXKAAIOIIYIOCS

TOJIOBOKPY)KCHHEM, TaXWUKapAUEeHW W OPTOCTATHYCCKOM THUMOTeH3Wel. Takke cooOmaiocs o
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CAMHUYHBIX CIydasx apTepuanbHON rumnepreHsun. CiemyeT coOIoaaTh OCTOPOKHOCTH, B
YaCTHOCTH, y aMOyJIATOPHBIX MAI[UCHTOB.

Tlo30us5 ouckunesus

[Tpu TUTEIBHOM IPUMEHEHUH 3UIPACHIOHA U IPYTUX aHTHIICUXOTHYECKUX CPEICTB CYIICCTBYET
PHUCK pa3BUTHS MO3JHEH TUCKUHE3MH M MPOYUX OTHAICHHBIX SKCTPAITUPAMUIHBIX CHHIPOMOB.
[Tpu mosiBIIEHWU TIPU3HAKOB MO3THEH AUCKUHE3UU IEIeCO00pa3HO CHHU3UTH J03Y 3UIPACUIOHA
WA OTMEHHTH €TO.

Tlaoenus

AHTHUIICHXOTHYECKUE CPEJCTBA, BKIIIOYAIOIIAE 3HUIPACHIIOH, MOTYT BBI3BIBATh COHJIMBOCTD,
OpPTOCTATUYECCKYIO apTEPHAIBLHYIO THIIOTCH3UIO U ABUTATEIHHYIO H CCHCOPHYIO HECTAOMIILHOCTD,
KOTOPBIC MOT'YT IIPUBECTH K MAJICHUSM, U, COOTBETCTBEHHO, K TIEpPEIIOMaM H IPYyTUM TpaBMmam. Jliis
MAIMEHTOB C 3a00JICBAaHUSIMH, COCTOSIHUSMH WM HAXOASIIMXCS Ha MEAMKAMEHTO3HOM JICUCHHUH,
KOTOPBIE MOTYT YCYI'YOUTh JTaHHBIC PEaKIUH, HEOOXOJAUMO MPOBOJUTH OLIEHKY PUCKA TaJICHHM
nepe]; Ha3HAYeHUEM TePAITui aHTUTICUXOTHKAMH M TIEPHOANYSCKH JJIsI TAIIMCHTOB, HAXOJISIIIXCS
Ha JI0JIOCPOYHOM TEPAINH.

Cyoopoeu

Pekomenayercss coOmoaaTh OCTOPOXKHOCTh TPU  JICUEHUU TMAIMEHTOB C CYAOPOXKHBIMHU
MPHUCTYyIIaMH B aHAMHE3E.

Ipumenenue npu napywenuu ¢ynkyuu neveru

OneIT MpUMEHEHHs 3UMPACUAOHA Yy TMAlMEHTOB C TSKEION TMEUYeHOYHOM HEI0CTaTOYHOCTHIO
OTCYTCTBYET, IIO9TOMY Yy MAIMEHTOB B 3TOM IPyIIE Mpenapar cieayeT UCIOIb30BaTh OCTOPOKHO
(cM. pasmen «®DapmakosioTHYECKHUE CBOMCTBay moapazaen «DapmakokuHeTnkay u «Crocod
NPUMEHEHHUS U J103b1»).

Tlosbiuennwblii puck 0cmpo2o HapyuleHus M03208020 KpO800OPaeHUs 8 NONYIAYUU NAYUEHMO8 C
Oemenyuetl

B pangoMu3upoBaHHBIX IDIAIE00-KOHTPOJIUPYEMBIX KIIMHUICCKUX UCCIICIOBAaHUSAX B TIOMYJISIIAN
MAIUEHTOB C JICMCHIIUEH MPH MPUMEHCHHH HEKOTOPBIX aTHITHYHBIX aHTUTICHXOTHKOB OTMEYAIOCh
YBEIMUEHUE PUCKA Pa3BUTHS 1epeOPOBACKYIISPHBIX HEXKENATENbHBIX SBIECHUN MPUOTU3UTEITHHO
B 3 pa3a. MexaHU3MBl yBEIWYECHHsS JJaHHOTO pPHCKAa HEW3BECTHHI. Henp3si HCKIIOYHUTH
MOBBIIICHHBINA PUCK MPU MPUMEHEHUH JIPYTUX aHTUTICUXOTHKOB WIIH Y JPYTHUX TPYIIT MAIUCHTOB.
3unpacuion ClIeIyeT ¢ OCTOPOKHOCTHIO MTPUMEHSTD Y MAIUCHTOB ¢ (JaKTOpaMHu PHCKa Pa3BUTHS
WHCYJIbTA.

Yeenuuenue uacmomul ciyuaee cmepmu Ha (hoHe npuema AHMUNCUXOMUKOS Y HONCULHIX
nayueHmos ¢ Oemenyuell

[To pesynbraraM JBYX KpPYHHBIX OOCEpBALIMOHHBIX HCCIEAOBaHUN OBLJIO IMOKa3aHO, 4YTO Y
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HNOXXWIBIX MAIMEHTOB C JAEMEHIMEH, MOJy4arolluX Tepamnuio aHTUICUXOTUKAMH, HECKOJIBKO
HOBBILICH PUCK JICTAILHOTO MCXO0/a W/WIIM MOTCHIUAIBHBIA PUCK pa3BUTHS MOOOYHBIX PEaKLIUi
CO CTOPOHBI CEPJCUYHO-COCYAUCTON CUCTEMBI M0 CPABHEHHIO C TEMH, KTO HE MOJIy4aeT Teparuio
AHTUIICUXOTUKaMHU. MMmeromuxcs JaHHBIX HEIO0CTaTOYHO, YTOOBI CHeNaTh TOYHBIE pPacueThl
CTENEHHU YBEIMUYEHUs pHUcKa. [IpudMHbI NOBBIIEHNS PUCKA HACTYIUIEHUS JIETAILHOI'O UCXO0JA Y
MOXKWJIBIX TTALIMEHTOB C IICUX030M, BBI3BAHHBIM JIEMEHIIUEH, HEU3BECTHBI.

3em/10KC He 0J1I00PEH /IS JISYEHUS! pAaCCTPONCTB IMOBEACHUS, ACCOLMUPOBAHHBIX C IEMEHIIUEH.
Benosnas mpombosmbonus

[Ipy NpUMEHEHUH AaHTUIICUXOTHUKOB COOOIIAIOCH O CIIy4asX BO3HUKHOBEHMS Yy NallMEHTOB
BEHO3HOH TpoMO03MOomu. Tak Kak y MalnueHTOB, MOIYYAIONMX TEPANUI0 aHTHUIICUXOTHKAMH,
4acTO UMEIOTCA MPUOOpPETeHHBIE (haKTOPBI PUCKA PA3BUTHS BEHO3HOW TPOMOOIMOOIINH, TIepen
HAyaJoM M BO BpeMs Tepaluu 3UIPACHAOHOM CIIEAYeT OLICHUTh JI00ble (haKTOphl PHUCKA
TPOMOO3MOOJINH BEH U NMPENIPUHATH NPOPUIAKTHUECKUE MEPBHI.

Tpuanusm

[lpy mpuMeHEHWHM AaHTUIICUXOTHKOB, B TOM YHCIIE 3HIIPACHIOHA, COOOMIAIOCh O CIIydasx
npuanu3ma. JlaHHas peakuus, Kak ¥ Ipy MPUMEHEHUHN APYTUX aHTUIICUXOTUKOB, HE UMEET CBA3U
C J1030¥ IpenapaTa U JJTUTEIbHOCTBIO Teparuu.

TIocmpeaucmpayuonnvle coodweHUs O TEMATbHBIX UCX00AX

Kak u mnpu BHYTPUMBIIIEYHOM BBEACHWU JPYTUX AaHTUICHXOTUKOB, TpPH TNPHUMEHEHUH
3UINPacU/I0HA B JIEKAPCTBEHHON (popMe [T BHY TPUMBIILICUHBIX HHBEKIIUN COO0IANIOCh O CITydasx
JeTalbHbIX MCXOJOB, BO3HUKIIMX, B OCHOBHOM, Yy TMAIMEHTOB CO MHO)XECTBEHHBIMH
COITyTCTBYIOIIUMHU (akTOpaMu pucka. XOTS CBI3b MEKIY MPUEMOM 3HIIPACHIOHA W OTHMH
CIIydasiMi He YCTaHOBJICHA, CIIETyeT COOI0AATh OCTOPOKHOCTH ITPH BHYTPUMBIIIICYHOM BBEACHUU

npernapara.

Biusinue Ha ClIOCOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEXaHU3MaMHU

Kak u 00NbIIMHCTBO MCUXOTPOIHBIX MPENapaToB, 3UMPACUIOH BbI3bIBAET COHIMBOCTh U ApPYyTHE
no6oyHble 3(PPEKThI, KOTOPbIE MOTYT MOBJIHMATH Ha CIIOCOOHOCTH YNPaBIATH TPAHCIOPTHBIMU
CpeACTBAMU M 3aHUMATbCA JAPYTMMM IIOTCHUUAIBHO OINACHBIMM BHMJIAMH JESATEIBHOCTH,
TpeOyIOIIMMHU MOBBIIIEHHON KOHIIEHTPAllUM BHUMAaHUS U OBICTPOTHI ICUXOMOTOPHBIX PEAKIIHi.
OO0 sTOM cieayeT NpeAynpeauTh MALUEHTOB, KOTOPbIE MOTYT YIPaBIATh aBTOMOOMJIEM WU

OIMaCHBIMH MCXaHU3MaMHU.

®opma BbINLYCKA

JInodunuzar Ay NpUroTOBJICHUS pacTBOpaA JIJIsl BHYTPUMBILLIEYHOT O BBeAeHUS, 30 Mr
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Jluogpunuzam: 30 mr 3unpacugoHa Bo ¢akoHe 00BEMOM 5 MII U3 MPO3PAYHOTO OECIIBETHOTO
ctexna (tur [) ¢ pe3nHOBOI IPOOKOI U aTIOMUHUEBBIM T€PMETHYHBIM KOJIITIAYKOM C TTACTUKOBOMN
KpbIIKon Trma Gpumn-odd.

Pacmeopumens (600a ons unvexkyuii): 1,4 M1 B aMITyjie mpo3pavyHOro OECIIBETHOTO CTEKJIA.

I[To 1 dnakony m 1 ammyse B IUIaCTUKOBOM KOHTYPHOM SYEHMKOBOM YITAKOBKE BMECTE C

WHCTPYKLHUEH 110 IPUMEHEHHIO ITIOMEIIAIOT B KAPTOHHYIO NIAYKYy.

Cpox rogHocTu
3 rona.

He IMPUMCHATH ITOCJIC UCTCUCHUA CPOKA I'OJHOCTH.

YcTaHoBneHa XUMUYecKas U pusndeckast CTaOMIbHOCTh TOTOBOT'O pacTBOpa B TeueHHE 24 4 mpu
temneparype a0 25°C u 7 nueit npu 2-8 °C. OgHako ¢ MUKPOOHOJIOTHYECKONH TOUKHU 3PEHUs
pacTBOp mpemnapara clieyeT UCIOIb30BaTh HEMEAJIECHHO WM TToclie He Ooliee 24 4 XpaHeHUs IpH

2°-8 °C.

YcaoBust XxpaHeHust
B 3amumnierHom ot cBeta Mecte, ipu temmneparype He Bbiie 30 °C.
XpaHUTh B HEJJOCTYITHOM JIJIS JIeTel MecTe.

dnakoH XpaHUTH B OpHFHH&J’IBHOfI KapTOHHOﬁ YIIaKOBKE.

Crnenyer nzberaTb 3aMOpakKMBaHUs, BO M30€kaHKEe IIOPYU aMITyJIbl C pACTBOPHUTEIEM IIpenapara.

YcaoBus ornycka

OTnycKarT Mo perenTy.

Baajesien perucTpaiMOHHOr0 yA10CTOBEPEHUS:

Ammxon OOc¢ 1 On10nCu, CIIIA

235 Hcr 42 Crpur, r. Heto-Hopk, mrrat Hero-Hopk, 10017, CILIA
Upjohn US 1 LLC, USA

235 East 42nd Street, New York, New York, 10017, USA

IIpousBoauTenn
Jluogpunuzam:

[Tpown3BoauTENHh TOTOBOM JIeKapcTBEHHOM popMbl/ DacoBmiuk (IepBUYHas yImakoBka): Dapmarius
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n AmmxoH Kammmann O191Cu, CIITA

7000 Iopreitmx Poya, Kanamazy, MU 49001, CLLIA
Pharmacia and Upjohn Company LLC, USA

7000 Portage Road, Kalamazoo, M1 49001, USA

VYnakoBIIMK (BTOpUYHAs/ TpeTUYHAs yIaKoBKa)/ Belmyckaromuii KOHTPOJIb KauyecTBa:

QDapeBa AmOya3, @panuus
3on DuArocTpudIib-29 pyt ne3 Sumoctpu, 37530 Ioce-Crop Cuc, Opanius
Fareva Amboise, France

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

Pacmeopumens:

[TpousBoauTenb:

®apeBa AMOya3, OpaHuus

3on DuArCTpudIb-29 pyT ne3 Sumoctpu, 37530 Ioce-Crop Cuc, Opanius
Fareva Amboise, France

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

Opranu3anus, IPUHIMAIOIIAN MPeTEeH3UH MOTPeOuTeIsl:
000 «Ilaiizep», PO

123112, r. Mocksa, [Ipecnenckas Hao., 1. 10,

bI «bamus na Habepexxuoin» (bnoxk C).

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

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