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MUHUCTEPCTBO 3JIPABOOXPAHEHW S POCCUUCKOUN ®EJIEPAITA

HMHCTPYKIIHUA

10 MEAUTTUHCKOMY IIPUMCHCHUIO JICKApCTBCHHOI'O IIp€Iiaparta

MHUPTA3AIINH KAHOH

PerucrpanuoHHbIii Homep:

Toprosoe naumenoBanue: Muprasanun Kanon

MexkayHapoaHoe HemaTeHTOBAaHHOe HAHMeHOBaHHe: MUPTa3aluH
JlekapcTBeHHasi popma: TabJIeTKH, TIOKPBITHIE IUICHOYHOH 000104KOIH
CocraB

Jlo3upoBka 15 mr

1 TabneTKa, MOKpPHITAs TUICHOYHOU 000JI0UKOM, COJICPIKUT:

deticmeyloujee geujecmso. MUpTa3aluH 15 Mr, B BUje MUpTa3alliHa FreMUTHIpara
15,5 mr;

6CnoMozamenvhble 6eujecmeda.; KpaxMmald KykKypysueiii 40 Mr, KpockapMmeliosa
Hatpus 6,5 Mr, manuuton 33 Mr, marHus creapat | wmr, nosugon K-30 7 wmr,
[EJITI0J103a MUKPOKpUCTa/UIMUecKast 37,5 Mr;

cocmase naenoyrou obdonouku: Omnanpait 1l ¢uonertoBslit 4 Mr, B TOM YHCIE:
MOJUBUHUIIOBBIA cUpT 1,6 Mr, Makporos (moaudTuieHraukosis) 0,808 mr, Taibk
0,592 mr, Tutana auokcua 0,6 Mr, kpacutesnb uHaurokapmun 0,24 Mr, Kpacurelb
nyHuoBeli [ITonco 4R] 0,16 mr.

Jlo3zupoBka 30 Mr

1 TabaeTKa, MOKpHITast IMJICHOUYHON 000JI0UKOH, COIAEPIKHUT:

oeticmeyoujee eujecmeo. Muptazanut 30 mr, B BUJI€ MUpTa3aluHa reMUruapara
31 mr;

gcnomozamenvHule 6eujecmea; Kpaxmaia KykKypysublii 80 mr, Kpockapmesiosa

HaTpus 13 Mr, MaHHHTOJI 66 MI, MarHms cTeapar 2 Mr, MOBH/OH K-30 14 wr,

[1EJIJTF0JI03a MUKPOKpUCTAIUIYECKas 75 MT;
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cocmas nneHouHou obdonouku. Onaapait [I duoneToBwlii 8§ Mr, B ToM 4uce:
MOJMBUHUIIOBBINA CIUPT 3,2 MI, MakporoJ (MOJUITUICHTIUKOIb) 1,616 Mr, Tanbk
1,184 mr, Tutana auokcua 1,2 Mr, kpacutenb unaurokapmun 0,48 Mr, kpacutens
nyH11oBeIit [[Torco 4R] 0,32 mr.

Jlo3upoBka 45 mMr

1 TabneTka, MOKpHITast MJIEHOYHON 000I0UKOMH, COACPIKUT:

oelicmeyioujee eeujecmso. MApTa3anul 45 Mr, B BUJe MUpTa3alluHa reMUruapaTa
46,5 mr;

6cnomozamenvHvle 6eujecmea. Kpaxmal KyKypysuslii 120 mr, kpockapmesuiosa
Hatpus 19,5 mr, mauauton 99 mr, maraus creapar 3 mr, nosuaon K-30 21 wmr,
LEJUTI0103a MUKpOKpUcTammdeckas 112,5 mr;

cocmas nnenounou ooonoyku. Omnazapail I ¢uoneroBelii 12 Mr, B ToM uucie:
MO TMBUHHIOBEIA criupt 4,8 Mr, MakporoJ (nonuamﬁeﬂmnxonb) 2,424 Mr, TalbK
1,776 mr, tutana auokcuna 1,8 mMr, kpacutenb uHAUTOoKapMuH 0,72 Mr, KpacuTeshb
nyHioBelii [Ilonco 4R] 0,48 mr.

Onucanue

TaGneTrkn Kpyrible JIBOSKOBBIITYK/IbIC, IOKPBITHIE IJICHOYHOH  000J104KOM
¢uosieroBoro uBera. Ha nonepeuynom paspese nmoutu 6e10ro 1sera.
dapmakoTepaneBTHYECKAasi TPYNIA: aHTUJICTIPECCAHT

Kox ATX: NO6AX11

dapmakojloruyecKme cBoiicTea

Mupra3zanun ABJISICTCSA TETPAUKIHYECKUM aQHTH/ICIIPECCAHTOM c
IPEUMYIIIECTBEHHO  ceJaTUBHBIM  jaeiicTBueM. Ilpemapar »sddektuBen npu
JICTIPECCUBHBIX COCTOSIHUAX C HAJIMYUEM B KJIMHMYECKOH KapTHHE TaKUX
CUMIITOMOB, KaK HECITOCOOHOCThH HMCIBITHIBATH YJIOBOJIBCTBHE U PaJ0CTh, MOTEPS
uHTepeca (aHreJOHMs), TICUXOMOTOpPHAs 3aTOPMOKCHHOCTh, HapylIEHUSA CHa
(ocobeHHO B BMJIE paHHMX NpOOYXKIEHHI) MU TMOTeps Beca, a TaKKe JPYrux
CUMIITOMOB: CYUIMJIAJBHBIX MBICAEH M CYTOYHBIX KOJeOaHUH HaCTPOECHHS.
AnTHIeTIpecCUBHBIN 3ddexT MupTazanmHa oOBIYHO HacTymaeT 4yepe3 1-2 Hexenw

JICYCHMUSL.
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DapmakoOuHamuKa

MupTa3arnuH sBISETCS aHTarOHUCTOM IPECHHANITHYECKUX -2/ IPEHOPEENTOPOB B
LEHTPAJIBbHON HEPBHOM CUCTEME U YCHIIMBAET LEHTPATBHYIO HOPAJAPEHEPTUYECKYIO
U CEpOTOHUHEPIHYECKYIO Iepe/ady HEpBHBIX UMITYyJIbCOB. [Ipu sToM ycuienue
CEpOTOHUHEPTUYECKOH Iepe/layd peaqn3yeTcs TOIbBKO Yepe3 CepOTOHHHOBBIE S-
HT1-peuentopsl, IOCKOJIBKY MUpTa3anuH OJOKUPYET cepoTOHMHOBBIE 5-HT2- u
5-HT3-peuenropsi.

Cuuraercs, yro oba SHaHTHOMepa MHpTazanuHa 001aJal0T aHTUIENPECCUBHOM
aKTUBHOCTBIO, S(+) 3HaHTHOMEp, OJOKHPYS O2-aApeHO- U cepoTOHHHOBEIE 5-HT)>-
peuentopel, a R(-) sHantHOMEep, Oa0kupys cepoToHuHoBble S-HT3-penentopsl.
CenatuBHBIE CBOMCTBa MHpTa3aliHa OOYCJIOBJICHBI €ro aHTarOHUCTUYECKOU
aKTUBHOCTBIO 110 OTHOIIEHUIO K H-rucTaMHHOBBIM peliernropam.

anra3anﬁﬂ OOBIYHO XOpPOUIO TIEPEHOCUTCH, npakmqec;\'u He oOnamaer M-
XOJMHOOJIOKUPYIOIIEH AaKTUBHOCTBIO M B TEPANCBTUYECKHUX J103aX OKa3bIBACT
orpaHuueHHbIN 2 deKT (Hanpumep, opTocTaTUUECcKas TUIMOTEH3Ms) Ha CepIeUHO-
cocyaucTyio cucteMy (cMm. paszjel «llobounoe aeiicTBue» ).

DapmakoKuHemuKka

[Tocne mnepopasnbHOTO mpHeMa IIpernapara MUpTa3aluH OBICTPO BCACKIBACTCH
(6buomoctynHocTh 50%), 1O0CTUrasi MaKCUMaIbHON KOHIEHTPAIUU B I1JIa3Me KPOBH
npudau3uTensHo yepes 2 4. Okono 85% MupraszanuHa cBsi3bIBaeTcs ¢ Oelkamu
na3mel. CpelHUI nepuo nmosyBbiBeieHHs coctapigeT oT 20 1o 40 4 (peako 1o
65 4). bosiee KOPOTKHIA TIEPHO/ TTOTYBBIBEJICHUS HAOIIOAAETCS Y MOJOBIX JIFOJEH.
PaBHOBecHast KOHIIEHTpaALUs JOCTUTAeTCs yepes 3-4 JHs, U B JaJIbHEHIIEM OHa HE
MeHsieTcs. B pexoMenayeMoM auana3one /103 ¢papMaKOKMHETHYECKHUE ITOKa3aTeln
MUpTa3alnHa UMEIOT JMHEHHYIO 3aBUCHMMOCTH OT BBEJIEHHOM JI03BI IIpernapara.
[TpueM nuIIM HE OKa3bIBAECT BIMAHUSA Ha papMaKOKHHETHKY IIperapara.
MupTtazanuH akTUBHO METa0OJU3UPYETCS M BBIBOJAUTCA C MOYOH M KalloM B
TEYECHUE HECKOJBKUX JHEH. OCHOBHBIMU IyTSAMH €ro MeTadOoJU3Ma B OpraHu3Me
SBJISIFOTCS  JIEMETUJIMPOBAHUE M OKHCJICHUE C IOCIHEAYIOUIEH KOHBIOraluei.

Hzodepmentsl  1muroxpoma P450 (CYP2D6 u CYPIA2) yuactByloT B
3
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oOpazoBaHuM 8-rHIpoKCUMETa00IMTa MUPTA3aIIUHA, B TO BpeMs Kak U30(hepMeHT
CYP3A4, npeanosioxuTensHo, onpeaensier oopazopanue N-1eMETUIUPOBAHHBIX U
N-okucneHHsIX MeTabouToB. JleMeTuamMupTasanun GpapMakoI0rH4ecky aKTUBEH.
Knupenc  MuprazanuHa  CHUXKAETCAd  IIPU  TOYEYHOW  WIM  NEYEHOYHOMH
HEJ0CTaTOYHOCTH.

[Toka3zaHusi K NPUMEHEHHUI0

Jlenipeccus.

[IpoTuBonoka3zanus

[ToBpiIeHHAss YYBCTBUTEIBHOCTH K MHpPTA3allMHy HIM K KakoMy-iubo u3
BCIIOMOTATEIbHBIX BEIIECTB.

OnHOBpeMEHHBIN TpHEM MHpTa3alliHa ¢ MHIHOMTOpaMM MOHOAMHHOOKCHUA3bl
(MAO). IlauuentaMm ¢ TaKUMH PEIKUMH HACJIE/CTBEHHBIMU IpoOJieMaMH, Kak
HenepeHociAMOCTI, JAKTO3bl, JeUIUT JaKTasbl WIH [IMOK030-TaTaKTO3HaSs!
ManbabcopOLMs, MUpTa3aluH Ha3HAYaTh HE CIIC/YeT.

[Ipenapat MupTazanux s jeueHus AeTeil 10 18 et npoTUBOIIOKa3aH.

C 0cTOPOXKHOCTBIO

Koppekuust pexuma J03UpPOBAHUS U perysipHblii  BpaueOHBI  KOHTPOJIb

HEO0OXOUMBI JUIS CIICAYIOUINX KaTCFOpHﬁ ITAalfUCHTOB.

IMAallUCHTEI C SIIMJICIICUEN U OpraHU4YCCKUMHU IMOPAKCHUAMU I'OJIOBHOI'O MO3Ta

(Ha ¢oHe Tepanuu MHUPTA3aAIHMHOM B PEJIKUX CIydyasX BO3MOXKHO pa3BUTHE

cyaopor);

— ITIAIIUCHTHI C NeYEeHOYHON HJIU IT0YCUYHOM HEJOCTATOYHOCTBIO,

— NMaIUuCHTHI C 3a00JIeBaHUSIMH cepaga (Hapyme}me IIPOBOJAUMOCTH,
CTCHOKapIus UJIH HEIaBHO HepeHCCCIIHHﬁ Hlld)apKT MHOKapJIa);

— MalMeHTHl ¢ 1epeOpoBacKyJISpHBEIMU  3a0osieBaHusIMU (B T. 4. C
UIIEMHYECKUM HHCYJIBTOM B aHAaMHe3e);

— TaIlUCHTHI C apTepHaJIBHOﬁ TUTIOTOHHEH u COCTOSAHHUAMMU,

npeapacrojaraloliuMil K TUIOTOHMM (B T. Y. C JCTruapaTanued u

TUTTOBOJIEMHUEH );
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— TAaIMEHTHI, 3JI0YNOTPeOISIONINe JIEKapCTBEHHBIMU CPEJCTBAMM, MMEIOIIHE
3aBUCUMOCTh OT JIEKAPCTBEHHBIX CPEJCTB, BIUSIONMX Ha IEHTPAJIbHYIO
HEPBHYIO CUCTEMY, MallMEHTHI ¢ MAHUSAMHU, THITOMaHUAMHU.

Kak u japyrue aHTUIENpeccaHThl, MHUpTa3alMH CIEAYeT C OCTOPOKHOCTBHIO

IPUMEHSTH B CIEAYIOMMX CITydasX:

— HapylIeHUE MOYEHUCIYCKaHUs, B T. Y. IPU TUIEPIUIA3MU TMPEACTATEIbHON
JKeJIEe3hl;

— OCTpas 3aKpBITOYroJibHas TJayKoMa U IOBBIUIEHHOE BHYTPHIJIA3HOE
JIaBJICHUE;

— caxapHblii quader;

IIpHA OJHOBPEMEHHOM Ha3HAYCHUH OCH30/1Ma3EITHHOB.

[Ipumenenue npu 6epeMeHHOCTH H B NEPHOJ IPYAHOI0 BCKAPMJIHBAHHSA
Bepemennocms . -
Hmerommecs orpaHMyeHHBIC JaHHBIC YKa3blBalOT Ha TO, YTO TPU TPUMEHECHUH
MHUpTa3anuHa y OepeMEeHHBIX KCHIIUH He ObLIO BBISBICHO TOBBLIIIEHHOI'O pHCKa
BPOXKJIEHHBIX IIOPOKOB pa3BUTHA I110Ja. B Xoje ucciae0BaHuil y )KUBOTHBIX HE
OBLJIO BBIABICHO KIMHUYECKH 3HAUMMOIO TEPATOreHHOro JCHCTBUS, OJIHAKO
0TMEYaI0Ch TOKCHUECKOE BIIMSHUE Ha IO/

[To snueMHOI0rHYecKUM JaHHBIM IIPUMEHEHUE HHIMOUTOPOB 00paTHOIrO 3aXBaTa
CEpOTOHHHA IIpH OEpeMEHHOCTH, OCOOEHHO Ha IMO3JHUX CPOKaX, MOXET
YBEJIMUUBAThL PUCK Pa3BUTHS  MEPCUCTUPYIONICH  JIETOUYHON  T'UIIEPTCH3MH
HoBopoxJaeHHbIX (ITJII'H). HecMoTpst Ha oTCyTCTBHE JaHHBIX KIMHUYECKHX
UCIIBITAHUMN, TTOATBEPIKIAIOIIUX B3aUMOCBS3b MEXIy TPUMEHEHUEM MUpTa3aluHa
u passutueM [IJII'H, moreHumanapHblil pUCK HENb3sd MCKIIOYATh, NPUHUMAs BO
BHUMAHHUE MEXaHU3M JIEHCTBUS MMpTaszanvHa (IMOBBIIICHUE KOHIIEHTPALUU
ceporoHuHa). Cieayer ¢ OCTOPOKHOCTBIO HA3HAYaTh MHUPTA3alMH OepeMEHHBIM
KEHIIMHaM. Eciii MuUpTa3anuH nMpuMeHsJICsS HEI0CPEJICTBEHHO Mepe/l poiaMH WK
HE3a/J0JIT0 JI0 POJOB, TO B IIOCIEPOJIOBOM IMEPHUOJAE CIIEIYET MOHUTOPUPOBATH
COCTOSIHUE HOBOPOYXKJICHHOIO0 Ha IPEAMET BO3MOJKHBIX IIPOSIBJICHHH CHHIpOMaA

OTMCHBI.
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I pyonoe eckapmnusarue

Pe3yﬂbTaTLI SKCIICPUMCHTOB Y )KUBOTHBIX U OI'pPaHUYCHHBIC JJAHHBIC B OTHOILICHUU
YE€JIOBC€Ka YKa3blBalOT Ha TO, YTO C€ MAT€PpUHCKHUM MOJOKOM MHUPpTa3alluH
BBIBOJIUTCSA B OYCHL MaAJIbIX KOJIMYCCTBAax. HOHBBy IMPpUMCHCHUA TIpCriapara IJisd
MaTeépnu BO BpeMs KOpPMIJICHHUA TpPyAblO CJICAYET OLNCHUBATH OTHOCHUTECIBHO
BO3MOJXHBIX PUCKOB J1JIs pe6em<a.

DepmunsvHocme

Uccnenoranus pPENpOJIYKTUBHONH  TOKCHUYHOCTHU Ha  JKUBOTHBIX  HeE

IPOJAEMOHCTPUPOBAIH KAKOT0-TUOO0 BIUSHUSA HAa GEePTHILHOCTD.

Cnocob npuMeHeHHUS U 103bl

TabiieTku cieyer NIpUHUMATH BHYTPh, IIPU HEOOXOANMOCTH 3aluBasi HEOOIBITUM

KOJIMYECTBOM BO/IBI, ¥ TIPOTJIATHIBATH, HE Pa3KEBBIBAS.

Bapocibie

DddexTrBHAS cyTOYHAs 032 0OOBIYHO COCTABIISIET MEKY 15 u 45 Mr; HavanpHas

J03a cocrapisiet 15 unum 30 mr.

[Toxuisie

PekomenzoBanHas j03a Ta K€, 4YTO U IS B3pociblX. YToObl 100UTHCS

YAOBJIETBOPUTEIBLHOTO M OE3011aCHOT0 OTBETA Ha JICUEHUE, Y TTOKHUIBIX ITallUEHTOB
| YBEJIUYEHUE JO03bI CIEAYET IMPOU3BOAUTH IO HEMOCPEACTBEHHBIM HaOII0EHUEM

Bpaya.

ITouyeyHass HEJIOCTATOYHOCTD

VY nanueHToB ¢ MOYEYHOW HEJOCTATOYHOCTBHIO CPEJHEH WM TSIKEION CTENeHU
(kmupeHc KpeaTHHUHA < 40 MJI/MUH) KJIMPEHC MUpPTa3alnHa MOKET OBITh CHUIKEH.
DTO claeAyeT YUYUTHIBAThH NPU Ha3HAYCHUU MUpPTa3alliHa HTOil TpylIe MalueHTOB
(cm. pazaen «Ocobble yKa3zaHus»).

[TeyeHoyHas HEJIOCTATOYHOCTh

VYV nmanMeHToB ¢ NEYEHOYHOM HEI0CTATOYHOCTHLIO KIIUPEHC MHUpTa3ariiHa MOXKET
OBITH CHHI)KEH. ITO CICAYECT YYHUTHIBATL I[IPU Ha3HA4YCHUHU MHpTa3alliHa ITOM

rpynrne IMmaiueHTOB, 0COOEHHO TMalMeHTaM ¢ IICYEHOYHOH HEA0CTAaTOYHOCTHIO
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TSDKEJION CTENeHW, TaK Kak [pUMEHEHHE MHpTa3aluHa y JaHHOH TPYIIILI
[AlMEHTOB HE U3y4anocsk (cM. pasaen «Ocolble yKa3aHusm» ).

Muptazanun KanoH MOXKHO NPpUHMMATh OJUH pa3 B CYTKH, NMPEANOYTUTEIHHEE B
OJIHO U TO X€ BpeMsd, Iepe] HOYHBIM cHOM. Muprazanud KaHoH MOXHO Takxke
Ha3HayaTh JUIA NpuéMa JiBa pa3a B CyTKH, I1OJEIUB CYTOYHYIO JI03y Ha JIBa MpUeMa
(oauH pa3 yTpOM U OJIMH pa3 Ha HOYb, 00JIce BLICOKYIO JI03Yy CJEAYeT MPUHUMATH
Ha HOYb).

Jleyenue cielyer 1Mo BO3MOXKHOCTU IPOAOJDKATHL B TedeHUe 4-6 MecsleB J10
IIOJIHOIO MCYE3HOBEHUs CUMIITOMOB y mainuenTa. [lociae aToro yneueHue MoxKHO
[IOCTENEHHO OTMEHATh. MUpTa3anuH HaUMHAET OKa3bIBaTh CBOE JIelicTBUE OOBIYHO
nociae 1 -2 Hexenb siedyeHus. JledeHwe ajekBaTHOM 10301 JAOKHO IMPUBECTH K
MOJIOKUTEIILHOMY OTBeTy 4epe3 2-4 Hejpenu. [Ipu HepocrarouHoM oTBeTe Ha
JIeYeHHE 103y MOKHO }’BCJII/I‘II/IBa'i“b 710 MaKCHMaNbHOI 10361 (10 45 Mr). B ciyuae
OTCYTCTBMSI OTBETa Ha JieyeHue emé dyepe3 2-4 HeJENM JICUCHUE CIeIyeT
IIPEKPaTUTh.

IToGo4Hoe aeiicTBHE

VY nanueHToB ¢ JAenpeccuei HaOMOJaeTcss psi CUMIITOMOB, OOYCIIOBJIEHHBIX
3a00JIeBaHMEM, II0ITOMY HWHOTJAa OBIBACT TPYAHO pa3IUYUTh CHMIITOMBI,
CBsA3aHHbIE ¢ 3a00JI€BaHUEM, U CUMIITOMBI, BBI3BAHHBIC IPUMEHEHHEM IIperapara.
B panaoMusupoBaHHBIX IUIAICO0-KOHTPOIUPYEMBIX HCCICAOBAHUAX Hamboiee
YacTBIMU HEXeJlaTelbHBIMU peaklUsIMHU, BCTpeuyaBlIMMUCs Oosiee ueM y 5%
MalUEHTOB, MOJYYaBIIMX MUPTa3anuH, ObUIM COHJIMBOCTH, CEJATUBHBIN 3 deKT,
CYyXOCTh BO PpTy, YBEJIMYCHUE Macchl Teja, IIOBBIIEHHE  aNIETUTAa,
T'OJIOBOKPYKEHUE U YCTAIOCTb.

BB OlEeHEHBl JaHHBIE O HEXKEJIATeIbHBIX peaklusAX I10 pesyibTaTaM BCeX
pPaHIOMH3UPOBAHHBIX IUIAICO0-KOHTPOIMPYEMBIX HMCCIIEIOBaHUM (BKIIOUYas Kak
IPUMEHEHHE 110 [I0Ka3aHUIO «TIIyOOKOE JENPECCUBHOE PAcCTPOMCTBO», TaK M I10
OpoYuM  IOKazaHuAM). Mera-ananu3  Bkmoynwn 20 HMCCleoBaHUN €
3aIUTaHUPOBAHHOM TPOI0JDKUTEIBHOCTBIO JIeueHus 10 12 Hexensb ¢ ydactiueM 1501

nanuenta (134 nanmeHTo-ro/1a), KOTopble MOIy4aliu 103kl MUpTa3anuHa 10 60 mr,
.
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u 850 manuentoB (79 manmeHTo-JIET), KOTOphle moiaydanu ruianedo. C 1enbio
COXpaHEHMsI CPAaBHUMOCTU C IIpUMEHEHUEM Iutaiebo TNpojuleHHble (a3bl THX
WcClIeIOBaHU OBLIM  HMCKIIOUCHBI M3 aHanu3a. Hioke IpUBEIEHBI JJaHHBIE,
OTpakaroUIMe 4acTOTy BO3HMKHOBEHUS HEKEIATECJIBbHBIX peakUui, NOJy4eHHbIE B
X0/Ie KIWHUYECKUX ucciepoBanuii. C ydeToM JIaHHBIX O HEXEIaTeIbHbBIX
peakuusaX, IOJYYEHHBIX H3 CIIOHTAHHBIX [OCTPErUCTPALMOHHBIX OTYETOB [0
06e30macHOCTH,  YacToTa  YKa3aHHBIX  HEXKENaTeJIbHBIX  peakuuit  Oblia
CTaTUCTUYECKH JIOCTOBEPHO BBHIIIE IPU IPUMEHEHUM MHUpTa3aluHa, 4YeM Ipu
MpUMEHEeHUH Iu1anedo. YKa3zanHnas 4acToTa HEXKelaTelbHBIX peakluid 1Mo JaHHBIM
CIIOHTAHHBIX COOOILIEHUM BO BpeMs TNPUMEHEHMsI I[IpernapaTta B pealbHOH
KJIUHUYECKON TpaKTHKE OCHOBAHA Ha YacTOTE CIIydyaeB ATUX HEXKelaTelIbHbIX
peakiuii CoriacHo KIMHUYECKUM UccieoBaHusAM. HacToTa CBA3aHHBIX C IPUEMOM
MUpTa3alHa HEeXeJaTeIbHBIX peaKIuii, .KOTOpBIe OBLIH OMMCAHBI B CIIOHTAHHBIX
MIOCTPETUCTPAIIMOHHBIX OTYETaxX Mo Oe3011acHOCTH, HO HEe HaOII0IaIuCh B XOJI€
paHIOMH3UPOBAHHBIX I1J1A1E00-KOHTPOJIUPYEMBIX HCCIIEI0BAHUI, YyKa3aHa Kak
«4acTOTa HEM3BECTHAY.

Knaccudukanus BO3 yactoTsl pa3BuTus 10004YHBIX 3G hEeKTOB

OYE€Hb YaCTO - >1/10

4acTo - or=1/100 no < 1/10
HEYacTo - o1 >1/1000 mo <1/100
peako - or>1/10000 mo <1/1000
OYEHB PEJIKO - <1/10000

qacToTa HEU3BECTHA 1o HUMCIOIITUMCH JaHHBIM YCTAaHOBUTH qacToTy
BO3HUKHOBCHHA HE MPCACTABJIACTCA BO3SMOKHBIM

Hapyzuenuﬂ CO CMOPOHbI KPO6U U lemd)amuqecxoz? cucmebvl

Yacmoma  weuzeecmua -  yrHeTeHHe — (QYHKUMH ~ KOCTHOIO  MO3ra
(rpaHyJIOUTOIIEHUS, arpaHyJIOLHUTO3, arlacTHuecKas aHEeMHUs u
TpoMOoITOTIEHHS ) (cM. Takxke pazaen «Ocobble yKazaHuA» ), 203HHOGUINS.

Hapyutele CO CIMOPOHbL BHOOKDZIHHOﬁ CUCINEeMbl
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HYacmoma HeuszsecmHa- CUHIApPpOM HEaJCKBAaTHOM CCKpEIUH aHTUANYPETHUECCKOT'O
rOpMOHa.

Hapymeuuﬂ CO CmMOpOHbI obmeHa seuecms U numaHuA

QOuenb uacmo - yBeIWYEHHE Macchl Tena', MOBBIMICHHBIH anneTut'; wacmoma
Heu36ecmHa — TUTIOHATPUEMUSL.

Hapywenus ncuxuxu

Yacmo - HEOOBIYHBIE CHBI, CITyTAHHOCTh CO3HAHMs, TpeBora>>, 6eccoHHMIa>;
Heuacmo—  HOYHBIE  KOLIMAPhI’, MaHMs, @XKWTAlUs’, Ta/UTIONHHALNH,
IICHXOMOTOPHOE BO30YKIeHHe (BKIIOYas aKaTU3UIO ¥ THIIEPKUHE3HIO);

Pedko - arpecCHBHOCTB, uacmoma HeuzsecmHa - CyWIUAanbHble uaen’,
CYHIIMIAJIbHOE TToBeIeHue’,

Hapvuteﬁwz CO CHOPOHbL Hepen()z? cucmenbl

Ouensy uacmo — cOHIMBOCTL'™, cenarmsa'®, romosHas 6012, wacmo- netaprus’,
FOJIOBOKPYKEHHUE, TPEMOP; Heuacmo- MapecTe3un>, CHHIAPOM «OeCIIOKOMHBIX HOTY,
00MOpOK; pedko- MUOKJIOHYC; Yacmoma Heu3eecnHa- cy10poru, CEpOTOHMHOBBII
CHH/JPOM, TAPECTE3UH CIM3UCTONW 000JI0YKHM pPOTOBOMN IOJOCTH, PAcCTPOMCTBO
ApTUKYJISLIUH.

Hapywenus co CHMOPOHLL COCYO08

Yacmo - opTocTaTMUECKas TMIIOTEH3MS; Heuacmo - CHUKEHHE apTepHalbHOro
JIaBJICHUSZ.

Haz)vweuu}z CO CMOPOHBL HCENYOOUYHO-KUULEYHO2O mpaxkma

Ouenb yacmo - CyXocTh BO PTy; uacmo - TOIMHOTA®, Auapes’, ppoTa’, 3amop';
Heuacmo - cHIXKeHUE YyBCTBUTEILHOCTH CIU3UCTON 000JI09KH MOJIOCTH PTa;
Peoko - maHKpeaTuT;

Yacmoma neuzéecmua - OTEK CIM3UCTOI 00OJOUKH MOJOCTH PTa, MOBBILIEHHOE
CIIIOHOOT/IEJIEHHE.

HapvmeHuﬂ CO CMOPOHbBL NeYEeHU U HCENYEBbl80OAUIUX nwneﬁ

Pesiko - noBBIIIEHHE aKTUBHOCTH TpaHCaMHHa3 CBIBOPOTKH.

Hapywenwz CO CMOPOHbBL KOXMCIL 1L NOOKONCHBIX NKAHEell

Yacmo - KOKHAs CHITL,
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Yacmoma wneuzgecmua- cunapoMm CtuBeHca-/[)koHcona, OyJuUIe3HBINH IepMaTHT,
MyJIbTU(GOpPMHAs 3pUTEMa, TOKCHUECKUI STTHIepMaIbHBIN HEKPOIIU3.

Hapywenwz CO _ Cn1OPOHbL CKeNIeNHO-MbIULEYHOU U COCOUHUMENbHOLL MKAHU

Yacmo - apTpairus, MUajrus, 6ok B cliuie';
YacToTa HEU3BECTHA — PabaOMUOIN3 .

Hapywenus co cmoponst 104K U MOYEBBLIBOJISIIIIUX nymell

YacToTa HeM3BECTHA - 3aICPIKKa MOYH.

06u;ue paccmpoz"tcmsa U HAPYULeHUSL 8 Mecme 86e0eH 115

Yacmo - nepudepuyeckue OTeKH‘, YTOMIIAEMOCTD;
Yacmoma HeuzeecmHa- COMHaMOYJI13M, reHepaJIn30BaHHBIN OTEK,
JIOKAJIM30BAHHBINA OTEK.

JlabopamopHvie N uHcmpymeHmanvHvie OaHHble

YacToTa HEeM3BECTHA- YBCIIMYCHHUEC dKTUBHOCTU KPCATHHKUHA3BI.

' B Xoje KJIMHMYECKUX HMCCIEJOBaHUIl JlaHHbIE SBJICHHUS OTMEYalIuCh
CTaTHUCTUYECKH JIOCTOBEPHO Hamie Ha (oHe Tepaluu MHUPTA3alMHOM, YeM
MpU NPUMEHEHUH TU1anedo.
> B xo/1e KIMHUUYECKUX HMCCIIEI0BaHMi JJaHHBIE SBJICHUS OTMEYAINCh yallle
IpU IpUMEHEHUN T1anedo, yeM Ha ¢GoHe Tepallii MHPTA3allMHOM, OJTHAKO
pa3Huua He ObliIa CTATUCTUYECKU JOCTOBEPHOIA.
* B Xoae KIMHUYECKHX UCCICAOBAHMN JIaHHBIEC SIBICHUS OTMEYalIMCh
CTAaTUCTUYECKU JOCTOBEPHO yallle Ipu IpUMeHeHUH 1u1anedo, ueM Ha QoHe
Tepanuu MUPTa3alluHOM.
+ CHMKeHUe J103bl OOBIYHO HE IPUBOJUT K YMEHBIICHUIO COHIMBOCTH
W/WIM M30BITOYHOTO CE/IaTUBHOTO JICHCTBUA, OJHAKO MOXKET IIPUBECTH K
CHIKEHUIO 3(PPEeKTUBHOCTH aHTU/ICTIPECCAHTA.
s IIpu jeyeHUH aHTHACIIPECCAHTAMH MOTYT TOSBUTHLCS MIHM CTaTh Oojee
BBIPQKEHHBIMU TpeBora M OeccOHHUIA (KOTOpBIE TaKXKe MOIryT OBITh
cuMIIToMaMu  genpeccuu). Ha ¢onHe Tepanuu MupTazanuHoM OblLIN

OTMEYCHBI CJIydal BOSHUKHOBCHHA UJIH YCUJICHHUA TPEBOT'U U OECCOHHMIIHL.

¢ BBUIM  3aperHCTPUPOBAHBI  CIyd4au CYUUWAAJIbHBIX HAMEPEHHH U
10
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CyMIIMIAJIBHOIO TMOBEACHUS Ha (OHE Tepalmru MUpPTa3allMHOM HIIH BCKOpE

110CJI€ NpeKpaleHus tepanuu (cM. pasaen «Ocolble yKazaHus» ).

7 O ciydasx paGaoMuonmsa cooOHIagock B CBA3H C CEPOTOHHMHOBHIM

CUHAPOMOM M I1€PEJ03UPOBKOI HECKOJIBKUMHU TpenaparaMu. B mocienneM

cily4yae IpUYHMHHO-CIIECTBEHHAs CBS3b C IPUEMOM MHpTa3alliHa He Oblia

yCTaHOBJICHA.
[Ipy omenke JaHHBIX, TMOJYYEHHBIX B XOJI€ KIMHWYECKHX HCCIICOBAHMIA,
HaO/II01aJI0Ch BPEMEHHOE I[OBBIIICHHE AKTUBHOCTH TpaHCAMMHA3 M TaMMa-
rIyTaMuiITpaHcrenTuaassl  (0JHaKO — He  cooOlalioch O KakKuxX-JIMbo
HEXKEJIaTeIbHBIX PEaKUUAX, CBSA3aHHBIX C MPUEMOM MHUpTa3allHa, KOTOpbIe
BO3HMKAJIX ¢ OOJIBIIIEH YacTOTOI, UEM IIPU IIPUMEHEHUH T171a11e60).
ITepenosupoBka
VMefomuecss JaHHBIE OTHOCHTEIBHO NEPe03UPOBKH  TOJIBKO MHUPTa3alMHOM
YKa3bIBalOT Ha TO, YTO CHUMITOMBI 00BIYHO ObIBalOT ciaadbiMu. Coobmranock 00
YIHETEeHUHN HEeHTPaTLHOU HEPBHOI1 CUCTEMBI, COTIPOBOYK/IaBIIEMCS
J€30pHEHTAIMeH U TPOJIODKUTEIBHBIM CeAaTUBHBIM 3()PEKTOM B COYETaHUU C
TaxuKapAueil U HeOOJBIIUM I10BBIIIEHHEM WIM CHUKEHHUEM apTepHalIbHOTO
napiaeHus. OHaKo IIpH J103aX, HAMHOTO TPEBBIIAIOLINX TEPalleBTUYECKYIO J103Y,
O0COOCHHO TMpPHU TEPEJ03UPOBKAX HECKOJIBKMUMH  IpenapataMu, TMPUHATHIMUA
OJIHOBPEMEHHO, CYIIECTBYET BEpPOATHOCThL O0J€€ CEpPhE3HBIX IOCIEACTBUI
(BKJIOYAst JIETAJBHBIN Ucx0/). B Takux ciayyasx Takxke cooduianocs 00 yaIuHEeHUN
untepBaia QT u TaxukKapauu 1o TUITY «1IHpy>T» (torsades de pointes).
B ciyyae nepe1o3upoBKH JI0JDKHA TIPOBOJAUTHCS CUMITTOMATUUYECKAsl Teparus IJis
NOICPKAHUS JKM3HEHHO BaKHBIX (QYHKIMI opranusma, a TaKKe MOHUTOPUHT
OKI' (anektpokapauorpamMmsl). CrejlyeT BBECTH AKTHUBUPOBAHHBIA YIroJlb WIIH
BBITIOJIHUTE IIPOMBIBAHHE JKEITY /(KA.
B3aumoaeiicTBHe ¢ APYrHMHU JIeKAPCTBEHHBIMHU CPe/ICTBAMH

¢ap.uaxoduua.uuuecxoe B3aUMo/ieHcTBHE

MupTtazanud He clieyeT NPUMEHATh B codeTaHuu ¢ uHrubutopamu MAO u B

11

G



JIT1-002195-190917

TEYEHHE JIBYX HEJIeNb II0ciie IpeKpalleHus Jedenus wunHrubutopamu MAO.
Jleuenne unruburopamu MAO cienyer HaYMHATH HE paHee YeM Yepes3 JIBE Helelu
nocJje MpeKpamieHus JeueHus] MUPTa3alnHOM.

O/IHOBpEeMEHHBIN NpUEM C APYTUMH CEPOTOHMHEpPTHYecKUMH mpenapatamu (L-
TpUNITOQAHOM, TPHUNTAHAMHU, TPAMaJ0JI0M, JIMHE30JIMI0M, METHICHOBBIM CHHUM,
CEJIEKTUBHBIMU MHTUOUTOpaMu 00paTHOTO 3aXBaTa CEPOTOHMHA, BEeHIA(haKCUHOM,
npenaparaMy JIMTUSL U TIpenapaTaMu 3Bepo0os NpojbIpsBiIeHHOT0 (Hypericum
perforatum) MOXET NPUBECTH K Pa3BUTHUIO CEPOTOHUHOBOTO CHHAPOMA (CM. pasjien
«Ocobpie yKazaHus»).

MupTa?.amm MOXET YCWIMUBAThL CCJIAATUBHBIC CBOICTBA 6CH30,ZII/I3,3€HI/IHOB 51

CpCACTB, AHTAarOHUCTOB Hl-FI/ICTaMI/IHOBLIX PCUCIITOPOB, OHI/IOI/II[OB).
CHGL{}'CT [IPOSABJIATH OCTOPOIKHOCTDH IpHu Ha3Ha4YCHU U BBINICYKA3aHHBIX
JCKAPCTBEHHBIX CPEACTB BMCCTEC C MHUpTasallkHOM W IIPOBOJAUTH Ooiee

TIIATEIbHBIN KIMHUYECCKUMN MOHUTOPHHT.

- Mupra3zanun MOXeT yCUIUBaTh JenpeccuBHoe aeiictBue ankorois Ha [[HC,
II02TOMY IIalIUEHTHl JOJDKHBI OBITH IMPCAYHPEKIACHB O HEOOXOAUMOCTH

u3derarth yHOTpC6J'lCHI/Iﬂ CIMIUPTHBIX HAITUTKOB IIPpU IIPUCME MUPTA3aliiHa.

- Mupraszanus npu npuMeHeHuu B J103¢ 30 MT OJIMH pa3 B CYTKHM BBI3BIBAI
He0O0JIbIIOE, HO CTATUCTUUYECKH JI0CTOBEPHOE MOBBIIIEHUE MEXKITYHAPOIHOIO
HOopMasin3oBaHHoro otHomenus (MHO) y mnanMeHToB, 1OJydYaBIINX
neyenue BaphapuHoM. Henbss uckiouath 0oiee BhIpaKeHHbIH 2GdexT npu
Oosee BBICOKOI J103e MupTasanuHa. Pekomengyercs Kontpoauposate MHO

B CJIy4ac JICHCHUSA Bap(bapHHOM B COUYCTAHUU C MUPTa3allMHOM.

- Ilpm  oxHOBpeMEHHOM  MPUMEHEHWW  MHpTa3zaluHa ¢ JPyTUMH
JIEKapCTBEHHBIMU IIpenapaTraMy, KOTOpPLIE MOIYT BBI3BIBATH YJUIMHEHHE
unrepBana QTc (Hanmpumep, HEKOTOpbIE AHTUIICUXOTUUECKHUE IIpenaparsl

HJINA aHTl/I6HOTI/IKI/I), a TaxKxXKeE TIpu HICpeJO3UPOBKE MHUPTA3allMHOM

JAPYTrux CCAaTHUBHBIX CPCJICTB (B qaCTHOCTH, OOJILIIMHCTBA AHTUIICHXOTHYECKUX
‘ 12



JI1-002195-190917

NOBBIIAETCs  puck  yummHeHus uHtepBania QT wa DKI  w/mm
BO3HUKHOBEHUS JKEJIyIOYKOBBIX apUTMUH, HalpuMep, TaXUKApAUU T10 THITY

«ITAPYITY.

DapmakoKunemuyeckoe 63aumooelcmeue

- Kapbamazenun wu  denuroun (uuaykropsl usodepmenta CYP3A4)
YBCIMYMBAIIM KJIMPEHC MHpTa3alvMHa HpUOJN3UTENLHO B JIBa pasa, 4To
NPUBOJIMIIO K CHIUKEHUIO KOHLEHTpaluii MUpTazanuHa B miasme Ha 60% u
45% coorBercTBeHHO. Ilpu jpo6aBineHnn kapOamaszenuHa WM JPYroro
UHIYKTOpa IE€YEHOYHOro MeTadoianszMa (Harpumep, pudammnuinuHa) K
Tepanuyi MUPTa3allMHOM IIPH HEOOXOJMMOCTH CJICAYCT YBEJIUYHUTH J03Y
mupraszanuna. Ilpy mpekpameHun npuemMa  HMHIYKTOPOB TEYEHOYHOTO
MeTaboau3Ma MOXKET BO3HUKHYTH HEOOXOJUMOCTH CHMIXKEHHS JI03BI
MUpTa3aluHa.

- Ilpumenenne B coyeTaHWH C MOIIHBIM HMHIUOUTOPOM H30(hepMeHTa
CYP3A4 KeTOKOHA30JIOM TPUBOJMIO K TOBBIIICHHIO MaKCHMalIbHOM
KoHUeHTpaiu B 1asMe U AUC (uromajab 1oj KpuBOH 3aBUCHUMOCTH
KOHIICHTpAIllM¥ OT BPEMEHU) MUpTa3anuHa npudausureinsno Ha 40% u 50%
COOTBETCTBEHHO.

- Ilpu npuMeHeHMM B COYCTAaHUHM C ITUMETHIMHOM (CIaOBIM HHTHOUTOPOM
uzopepmentoB CYP1A2, CYP2D6 u CYP3A4) cpeansis KOHIEHTpaIUs
MHUpTa3allMHa B IU1a3Me yBeluuyuBaeTcs Oosee uyeM Ha 50%. Crenyer
IPOSABJIATE OCTOPOKHOCTH MPU NPUMEHEHUH MHUpPTa3anvHa B COUCTAHUH C
MomHbIMA  uHrHOuTopamu  uzopepmenta CYP3A4, wunruburopamu
nporeassl BHY, a3oibHBIMH  IPOTUBOTPUOKOBBLIMHU  JIEKAPCTBEHHBIMH
npernaparamMu, pUTPOMUIIMHOM WK HedazogoHoM. [Ipu HeoOXxoaumocTu
cielyeT YMEHBIINTS 103y MUpTa3aluHa.

B uccieoBaHusaxX 110 U3y4EHHIO B3aUMOJICHCTBUII MMpTa3zalliH HE OKa3bIBall
BIMAHUA Ha (PapMaKOKMHETUKY MMapOKCETHHA, aMUTPUIITHIIMHA, PUCTIEpUIOHA WU

[perapaTtoB JIUTHA.

13
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Oco0ble ykazaHus

Hauuenmbz 0encKo20 803pacma

Muprasanus He cleAayeT NPUMEHATH y JieTell U MoJpocTKoB mutanmie 18 Jer.
CyunmaanbHble TposBiIeHUs (TIONBITKH caMOyOHICTBA U CYUIIUIAJIBHBIE MBICIIN) U
BpaX/1e0HOCTh (IIPEUMYIIIECTBEHHO arpeccHs, ONIMO3UIIMOHHOE TTOBE/IEHHE U THEB)
B XOJl¢ KJIMHUYECKUX HCClIeoBaHui Ha0Mmoganuch 3HAYUTEILHO Yallle B IpyIe
J€TeN U M0IPOCTKOB, MPUHUMABIINX aHTH/ICTIPECCAHTHI, TI0 CPABHEHHIO € TPYIIIIOi
MallMEHTOB TOTO JKE€ BO3pacTa, MNpUHMUMaBIIMX IU1anebo. Ecau, ucxons wus
KJIMHUYECKOH HEOOXOIMMOCTH, BCE-TAaKU NPUHUMAETCS pEIICHHE O MPUMEHEHUU
npenapara, cieIyeT TIIATeIbHO KOHTPOJUPOBATH IOSBICHUE CYHUIHIAIBHBIX
CUMIITOMOB Yy IanueHToB. Kpome TOro, OTCyTCTBYIOT JaHHBIE JIOJITOCPOYHBIX
MCCIe0BaHU  0e301aCHOCTM  OTHOCUTEJILHO pPOCTA, CO3pEBaHUA, a TaKxkKe
KOTHHTHBHOT'O U [IOBEICHIECKOTO pa3BUTHS Y JIeTeil U OJPOCTKOB. .

Cyuuud/cvuuudaﬂbeze MbICTU UTU KTUHUYECKOoE VXVOZUQHI.I@ meueHus 3a001e8aHUs

JlroGoe fenpeccMBHOE pacCTpoiicTBO camMo 10 ce0e YBEJIWYMBACT PHUCK
CYMIUAAIBHBIX MBICJIEH U CyHIIMIQTBHOTO MOBEJICHUS. DTOT PUCK COXPAHSIETCS JI0
TeX 10p, 1oKa He OyaeT JOoCTUrnyTa 3Haunmas pemuccus. [Tockonbky ynyumenue
MOXET He HACTYyIaTb B TEYEHUE IEPBHIX HECKOJIBKHUX HEJCIb Teparmuu (Wid
JI0JIBbIIE), COCTOSIHME I1allMEHTOB JIODKHO THIATEILHO MOHUTOPUPOBATHCS 10
HacTyruleHus yiydmieHus. KionmHudeckue HaOIIOJCHUS ITOKA3bIBAIOT, YTO PHUCK
CYyMIIM/Ia MOKET YBEJIMUYMBATLCS HAa PAHHUX CTAJMUSIX BBI3OPOBICHMUS.

[laneHTHI, Y KOTOPBIX B aHaMHE3e OTMEYajoch CYMIMJIAJIbHOE IIOBEJIEHHE, a
TaKXKe TalWeHTBl, Yy KOTOPHIX J0 Hayajla Tepaluy OTMEYaIUCh BBIPAXKECHHBIC
CyUUUAAIBHBIE HAMEPEHUSI, OTHOCATCS K I'PYIIE HOBBIIIEHHOIO PUCKa MOSBICHHS
CYMUUJANBHBIX MBICIEH WIM TONMBITOK CYMIIMJIA W JOJDKHBI HaXOIUTHCSA TIOX
MpUCTAJILHBEIM HabmoaeHneM. Merta-aHaian3 pe3yabTaToB, IOJYUYEHHBIX B XOJI€
m1aued0-KOHTPOJIUPYEMBIX  KJIMHMUYECKUX  MCCICAOBAHUNH 10  NPUMEHEHHIO
AQHTH/ICTIPECCAHTOB Y B3pOCIBIX MALMEHTOB C ICHXMYECKUMHU pPAacCTpOHCTBAMHU,

BBISIBUJI  0Oo0Jiee BBICOKHUM pUCK CYUIHJIAJIBHOTO TIOBCACHUA Y [ALIUCHTOB,

14
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MOJIyYaBIIUX AHTHJAEIPECCAHTBI, 110 CpPaBHEHUIO C Tpynmoi 1iamnedo, B
BO3pacTHOM rpymre 10 25 JeT.

[TanueHTE1, NMOMyYaromue Teparuio aHTHAeTpeccaHTaMi (0COOCHHO MaIlMEeHTHl U3
IpyNIbl  MOBBIIEHHOTO PUCKa), JOJ/DKHBI HaxOAUTHCA I10J MPUCTATLHBIM
HaOo/IeHeM, 0COOEHHO B Hayale TeparuH, a TakkKe B clydae KOPPEKTHPOBKH
J03bl. [TanuenTs! (a Takke JMIIa, OCYIIECTBISIONINE YXO/1 38 HUMHU) JIOJDKHBI OBITH
NPEaYNpPEeXRAEHBl O HEOoOXOJMMOCTH CBOEBPEMEHHOTO BBISBICHHUS  JIHOOBIX
PU3HAKOB KJIUHUYECKOTO  YXYAUICHMUS, CYyMIUAATBHOTO [IOBE/JICHUS,
CYMIMIAJIBHBIX MBICIIECH UM HEOOBIYHOTO MOBE/ICHUS, a TaKKe 0 HEOOXOIMMOCTH
HE3aMEUTUTENIEHO COo00IaTh Bpayy O IOSBICHUM JaHHBIX CUMITOMOB. C y4yeTom
BO3MOXXHOCTH CyHMIIM/Jla, OCOOCHHO B Hayaje Tepaluu, CcleIyeT Ha3Hadarh
NAlMEHTY HaMMEHBIIEE KOJIMYCCTBO TaOJIETOK IIpenapara C LENb CHHXKEHUS
pHCKa Iepe/103UPOBKH.

Venemenue d)}/HKllllﬁ KOCHMHO20 M032A

[Ipy npuMeHeHUM MUpTa3alMHA OTMEYAIUCH CIy4au YrHETCHHS QYHKIUIT
KOCTHOTO Mo03ra, OOBIYHO INPOSBISAIONIErOCS B BHJEC T'PAaHYJIOUUTOIICHUHA WIIN
arpatyJjionuro3a. B XoJe KIMHMYECKMX HCCIIEIOBAaHUN IIpernapara B peaKuX
ciy4yasgx oTMedalics oOpaTHUMBI arpaHy’onuTo3. B Xoje MocTMapKeTHHIOBOTO
HaOJIFOJICHUs arpaHy/IOUUTO3 PErUCTPUPOBAJICS B OUEHb PEUAKUX Clydasx, U B
OOJBIIMHCTBE CIy4YyaeB OH Takke ObUl 0OpaTUMBIM, OJIHAKO OBLIO OTMEYEHO
HECKOJIBKO JICTAJbHBIX MCXOJ0B, KOTOPbIE PErUCTPUPOBAIUCHL B OCHOBHOM Y
MalMeHToB crapuie 65 Jer. Bpady cieayeT BHHUMATEIbHO OTHECTUCH (M
npouHGOPMUPOBATH  MMallMEHTa) K TaKUM CHMIITOMaMm, KakK ITOBBIIICHUE
TeMIlepatypel Tena, Oo0aM B Tropie, CTOMAaTUT W JIDYTUM TIpU3HAKaM
TPUIIIIONIOA00HOTO CUHAPOMA; MPU TOSBICHUU MOAOOHBIX CHMIITOMOB CIEIYET
MPEKPATUTH JICUEHUE U CAEIaTh aHAIN3 KPOBH.

Kenmyxa

[Ipu nosBIIEHUYU IPU3HAKOB JKEITYXHU JICYCHUE CIEAYET IIPEKPATUTh.

COC”IOHHZ[H, mpeéwomue HAONI00eHUs. epaua
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Crnexyer Ha3HauaTh IpernapaT ¢ OCTOPOXKHOCTBIO, a TaKXe OCYHIECTBIISAThH
peryjspHoe M TulaTelbHOEe HaOMI0JeHUE 3a NauMeHTaMu [pH  CIeAYIOIIUX
COCTOSIHUAX/3200JIEBaHUAX

- Dnunencus u op2anuveckue nOpax;ceHus 20J106H020 M032d. XOTs KIUHUYECKHM
OIIBIT IMOKA3bIBAET, YTO OSIMJIEITUYECKUE IPUCTYIIHI BO3ZHUKAIOT PEAKO Kak MpU
JICYEHUH MHUPTA3allMHOM, TaK W IPHU JICYEHUH JPYTMMH aHTHJEIpPECCaHTaMH,
HEOOXOJMMO TIPUMEHATH € 0COOOH  OCTOPOKHOCTHIO Y  IMAlIUEHTOB  C
SNWIENITUYECKUMH TIPUCTYIIaMKU B aHaMHe3e. Jleuenue HE0OX0JUMO NPEKPaTUThH B
cily4ae pa3BUTHUA UM YBEIUYEHUS YaCTOTHI SMMIENITHUYECKUX ITPUCTYTIOB.

- Ileuenounas neoocmamounocms. llpu nepopanbHOM IpuUeMe MUpPTa3alMHA B
Joze 15 Mr kiMpeHc MMpTasanuMHa yMEHbIIAJICS NpUOAM3UTENbHO Ha 35% y
NAlMEHTOB C IEYCHOYHOM HEJI0CTaTOUYHOCTBIO JIETKOM WM CpelHeil cTeneHu
TSKECTH 10 CPABHEHHMIO C MAlMEHTAMH C HOpPManbHON (yHKIMell MedeHw.
Cpennss KOHUEHTpaluss MUpTa3alpHa B IUla3Me KpPOBU  YBEJIMYHMBAIACh
npudIU3uTEILHO Ha 55%.

- lloueunas neoocmamournocme. [Ipn nepopaibHOM IpHUeMe MHUpTa3aluHa B J103€
15 Mr y ImamueHToB ¢ I1I0OYEYHONH HEJI0CTaTOYHOCTBIO CpeAaHed (KIMpeHc
kpeatuuHa 10-40 MJI/MUH) WJIM TSKEIOM cTENeHH (KIMpEeHC KpeaTUHHHA MEHee
10 MJ1/MUH) KJIMpeHC MUpTa3aniHa yMeHblaiacs npudansutenbio Ha 30% u 50%
COOTBETCTBEHHO, I10 CpPAaBHEHHIO €O 30pOBHIMH JoOpoBosblamu. CpeaHss
KOHIICHTpAIlMs MUpTa3allMHa B IJIa3Me KpPOBM yBeluuuBaigach Ha 55% u 115%
COOTBETCTBEHHO. Y NAUMEHTOB € IOYECYHONH HEJOCTATOYHOCTBHIO JIETKON CTEIICHH
TsokecTd (kiupeHc KpeaTtuHuHa 40-80 MI/MHMH) 3HAYMTEIBHBIX OTIMYMHA 110
CPaBHEHHIO ¢ KOHTPOJIBHOM TPYINIO HEe HA0II01a]10Ch.

- 3abonesanusa cepoya, makue Kax HapyuieHue npoeoouUMOCmu, CMEeHOKApOus u
HeOasHO nepeHeceHHblll uHpapkm muokapoda. B TaHHBIX cilydasx HEOOXOIUMBI
OOBIYHBIE  MEpBl  MPEAOCTOPOKHOCTH IIpU  HA3HAYEHUW  MHUpTasalliHa U
COITYTCTBYIOLIEH TEparuHu.

- Huzkoe apmepuanvroe oaénenite.
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- Caxapnuii ouabem. Y TalMEHTOB € caXapHbIM JHa0ETOM aHTH/IENPECCAHTHI
MOI'YT BJIMSATH Ha YPOBEHB IUIIOKO3BI B KPOBU. MOKET MOTPeOOBATHCS KOPPEKIMs
J103bl MHCYJIMHA W/WIN JI03Bl TIEPOPATBHBIX THIIOTIMKEMHUYECKHX IIpernapaToB.
PexkoMeHyeTcs TmarenpHoe HadIoIeHue.

Kax u NpU___NPUMEHEeHUU __ Opy2ux anmuoenpeccanmos, npu___NpuMeHeHUlU

MUpmMazanuna Mo2ym umems Mecmo cieoViouiue coCnoiHUs.

- Bo3MOXHO yXyjAlleHHE TICUXOTHYECKHUX CHMIITOMOB TIpH IPUMEHEHHH
AQHTUJICTIPECCAHTOB JUIS JIEYEHUs I[IallUEHTOB € M30(peHueld WM JpyruMH
MCUXOTHYECKUMH HApYIIEHUAMU; MOTYT YCHIIUTHCS TTapaHOUJaJIbHBIEC H/IEH.

- JlenpeccuBHas ¢aza OUNOISIPHOrO paccTpoiicTBa Ha (GoHE JICYEHHUS MOXKET
TpaHCPOPMUPOBATLCSA B MaHMaKadbHyIo (da3y. [lanueHTsl ¢ MaHHEel/ouroManuei
B aHaMHE3€ JIOJDKHBI HaXOAUTHCA I10J] IpUCTAIbHBIM HalOmoaeHueM. MupTa3anun
CIIeIyeT OTMEHUTD, €CJIM Y NAlMEHTa OTMEUEH I1epeX0/l B MaHUAKAIBHYIO ¢a3y.

- XoTd MHpTa3allMH HE BBI3BIBAET INPUBBIKAHUSA, MOCTPErHMCTPALIMOHHBINA OIBIT
NPUMEHEHUs TIpernapara I0Ka3bIBaeT, YTO pe3Koe IpEKpaliecHUEe JIEYEHUs I10Cie
IIPOJIOJDKUTEIIBHOTO TIPUMEHEHHSI MOKET HHOIJIAa CTaTh IPUYUHONW CHUMIITOMOB
«OTMEHBI». DBOJIBIIMHCTBO  peakluil  «OTMEHBI»  SBISAIOTCA  ClIaObBIMH |
caMoorpanuuuBatromumucsa. HaubGonee uacto coobmanock 0  ClIEAyIOUUX
CUMIITOMAaX «OTMEHBD): I'OJIOBOKPY’KEHUE, aKUTAllUs, TPEBOTa, TOJIOBHasg 00JIb U
TOINHOTA. XOTA O HHUX COOOMIAJIOCH KaK O CHUMITOMaX «OTMEHBI», CIEIyeT
YUHUTBIBATh, UTO ITU CUMIITOMBI MOI'YT OBIThH CBsA3aHbl ¢ OCHOBHBIM 3a00JIEBAHUEM.
Jleuenue MHpTaA3allMHOM PEKOMEHJIYETCSl IPEKpaAIaTh IOCTEIIEHHO (CM. pasjeln
«Criocod MpUMEHEHUS U J103bI»).

- MuprazanuH HEOOXOAUMO ¢ OCTOPOKHOCTBIO Ha3HayaTh IIalMEHTaM ¢
HapylICHUEM MOYEUCIYCKaHHsl, B T. 4. IpPH TUHIEPTpOPUHU IpeicTaTeIbHOM
Kelle3pl, a TakKe IalMeHTaM C OCTPOH 3aKpBITOYTOJBHOW TIJIAyKOMON U
MOBBIIIEHHBIM BHYTPHUIJIa3HBIM JaBlIeHUEM (0JHAKO HEraTUBHOE BIIMSHUE MpUEMa
MHUpTa3aluH MaJIOBEPOATHO B CBIA3M C TEM, UTO aHTUXOJIMHEPTHYECKask aKTUBHOCTD

nperapata oyeHb c1abo BbIpa)XkeHa).
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- AKaTH3US/TICUXOMOTOPHOE  BO30YXJICHHE: TPHMEHEHHE aHTHIENPECCAaHTOB
CBA3aHO C pa3sBUTUEM aKaTU3UM, KOTOpas XapakKTepusyercs CyObEeKTHUBHO
HENPUATHBIM WJIM TPEBOXHBIM BO30YKJIEHHMEM C IIOBBIIICHHOW JBUTATEIbHOM
akTUBHOCTBHIO. HanbGosee BEpoOATHO MOSBIEHME TaKMX CUMIITOMOB B TEUCHME
NIEPBBIX HECKOJIBKUX HEJIEIb JICUCHUs. Y BEIUYEHUE J03b] B JAHHOM ClIydyae MOXKET
OKa3aTh HEraTUBHOE BJIIMSHUE HA COCTOSHUE 3/10POBbS MMAllMEHTA.

- Bumsanue muprasanuna Ha uHTepBan QTc oneHUBaIN B paHIOMU3UPOBAHHOM,
mianebo M MOKCHU(IOKCAMH KOHTPOJIUPYEMOM KIMHMYECKOM HCCIIEI0BaHUH,
BKJIIOUaBlieM 54 370pOBBIX J00pOBOJIbIIA, IIOCPEJACTBOM aHalu3a IO THITY
9KCIIO3UIMA-OTBET. DTO MCCIEIOBAHUE TOKA3a/]10, YTO 1036l MUpTa3zanuHa 45 mr
(TepaneBTHYECcKasd) U 75 Mr (IpeBblmIaionias TEepaneBTHYECKYIO0) HE OKa3bIBaJIM
BIUSHUS Ha KIMHUYECKM 3HayuMmoe yjanuHeHue wuHrtepBana QTc. B xoxe
MOCTMAPKETHHIOBOrO ~MPUMEHCHHS MHpTasalliia OBUIH  3apEerHCTPHPOBAHb
cirydyan yanuHenus unrepsana QT ma DKI', xemynoukoBas Taxukapaus (B T. 4.
TaxuKapJus 10 TUITY «IUPY?T») W BHe3anHas cMepThb. OaHako B OOJIBIIMHCTBE
CJlydaeB 3TH CUMIITOMBI OTMEUaIMCh Ha (oHe MepeI03UPOBKU HIIM Y TAIIUEHTOB C
JpyrumMu  ¢akrtopamMu  pucka  yaauHeHuss  uHTepBana  QTc,  Bkmoyas
O/IHOBPEMEHHBIN TIPHEM JBYX HJIM HECKOJBKUX JIEKAPCTBEHHBIX IIpENapaTos,
BbI3bIBAIOIMX yuiMHeHue uHtTepBaina QT (cMm. pasaensl «BzaumojuelictBue c
JIPYTUMH JICKapCTBEHHBIMU Hperapatamu» U «lloGouynoe neiictBuer»). Cuexyer
co0JII0IaTh OCTOPOKHOCTD MPU Ha3HAYEHUHM MUpTa3aliHa naiueHTam ¢ cepleyHo-
COCYAMCTBIMH 3a00JIeBaHUSAMHM, a TaKKe IPH HaJIMUYUM B CEMEHHOM aHaMHe3se
yJUTMHeHHOTo uHTepBaia QT wiM 1npu  cONMyTCTBYIONIEH Tepanuu JpyruMu
nperapaTaMi, KOTOpbIe MOTYT BBI3BIBATh ylIMHEHHE HHTepBaia QTc.

- I'mnonarpuemus. Ilpu npumeHeHMM MupTas3alvHa ONUCAaHBl KpailHEe peIKue
crydgau runoHatpuemuu. [lammentam w3 rpynisl pucka (MOKUIBIM IalMEHTaM
WIM  TalMeHTaM, TNPUHUMAIOIIMM IIperapaTel, KOTOpble MOIYT BBI3BIBATH
rUNoOHATpUeMHUI0) mpenapar Muprasanud KaHoH  cieayer HasHadaTh ¢

OCTOPOIKHOCTBIO.

18



JI1-002195-190917

- CepoToHMHOBBIA cUHApOM. [Tpu OJHOBpEeMEHHOM TPUMCHEHUH CETEKTHBHBIX
UHIUOUTOPOB 0OPAaTHOrO 3axBaTa CEPOTOHMHA U JPYTUX CEPOTOHUHEPTMYCCKUX
npernapaToB  MOXET BO3HUKHYTh CEPOTOHMHOBBINH CUHIApPOM (CM. paszien
«B3auMopnelicTBue ¢ JpyruMu JIeKapCTBEHHBIMH IpernaparaMu»). CHUMIToOMamMu
CEPOTOHMHOBOTO CHHAPOMA MOIYT OBITH JIMXOpajKa, PUTHIAHOCTH, MHOKJIOHYC,
paccTpoOCTBO BETETATUBHON HEPBHON CHUCTEMBl C BO3MOXHBIMU OBICTPBIMH
KOJIEOAHUAMM JKM3HEHHO BaXHBIX IIO0KazaTesicit (YHKIHOHAIBHOTO COCTOSHHUS
OpraHu3Ma, HW3MCHEHME [IICMXUYECKOTr0 COCTOSHMSA, BKIIOYas CITYTAHHOCTh
CO3HAHHUA, pa3JpakKUTEIBHOCTL M CHJIBHOE BO30YK/JCHUE, NPOrpECcCUpYIOIIee B
paccTpoiicTBO co3HaHuss u  Komy. Cieayer coOmoaarh OCTOPOKHOCTH U
OCYIICCTBJIATH THIATCABHBIN KIMHUYECKUH KOHTPOJIb IIPpU  OJHOBPEMEHHOM
npueMe O9THX IIpenapaTtoB ¢ MHpTazanuHoM. [lpu 1nosBiIeHUH 1OAOOHBIX
CHMIITOMOB cﬁeﬂyeT IPEKpaTUTL  JIeYEHHE MHpTa3aImHoM M Hayarth
cUMIITOMaTH4ecKkoe JiedeHue. [locTperncrtpauMonuelii  ONBIT  NPUMEHEHHS
Ipernapara I0Ka3bIBaeT, YTO CCPOTOHWUHOBBIN CHHIAPOM Y INAIIMEHTOB, KOTOpbIE
[IOJIy4ar0OT MOHOTEPAIUI0 MHUpTa3alliHOM, BO3HHUKAET OYEHb pPEAKO (CM. paszzel
«ITobGouHoe nelicTBUEY).

- IIpumeHeHnne y MOKUIBIX NAaMEHTOB. [TallMeHTH! 110KUI0T0 BO3pacTa 0OBIYHO
Oosee 4YyBCTBUTEIBHBI, OCOOEHHO B OTHOIIEHHH TMOOOYHBIX 2P deKToB
aHTHJIETIPECCAHTOB. B  KIMHUYECKHUX MCCIEJOBAHUSAX HE OTMEYaaoch, 4TO Y
NAMEHTOB IT0XKUJIOr0 BO3pacTa HEXKelaTeIbHbIE peaKilui BO3HUKAIOT Yyalle, YeM B
JpYyTUX BO3PACTHBIX IpyIInax.

- [Ipu neyenun MupTazanuHoM cliielyer u3deratsb yrnotpedaeHus ajakoros.
Biusinue Ha cnocoOHOCTH yHNpPaBJsiTb TPAHCIOPTHBIMH  CpPeICTBAMH,
MeXaHH3MaMHu

[Ipenapar Muptazanun KaHOH MOXET CHMXKATh KOHIIEHTpAUWIO BHUMaHuA. Bo
BpeMs JIeYEHUs clleyeT M30eraTh BBIITOJHEHUS IOTCHUMAIBHO OMAacHBIX BUIOB
JEATEeIbHOCTH, TPEOYIOIIUX BBICOKON CKOPOCTH IICUXOMOTOPHBIX pEaKIMii, TaKuX
KakK yIIpaBJI€HHE aBTOTPAHCIIOPTA WU JAPYTHMU MEXaHHU3MaMU.

®opma BbINyCKa
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Ta6eTKH, MOKPHITHIE MIEHOYHOI 06010uK0if, 15 Mr, 30 Mr 1 45 M.

Jlnst Tabaerok 103upoBKoii 15 mr 1 30 Mr: o 10 wun 30 TabieToK B KOHTYpPHYIO

AYEIKOBYIO YITAKOBKY W3 IUICHKH TTOJMBHHUIXJIOPUIHON U (OJBIH aTIOMUHHEBOH
MeYaTHOM JTaKUPOBAHHOIA.

[To 1, 2, 3, 6 KOHTYpPHBIX AYEIiKOBBIX YMakoBok 1o 10 TabiaeToxk wim no 1, 2
KOHTYPHBIX AUYEHKOBBIX YMakoBkH Mo 30 TalieTok BMeCTe ¢ MHCTPYKLMEH IO
MPUMEHEHUIO TOMEINAKOT B IIAYKy U3 KapToHa.

Jlns tabraeTok J103upoBKoi 45 wmr: mo 10 wmiau 15 TabieTrok B KOHTYPHYIO

SIEHKOBYIO YIAKOBKY M3 IUICHKH TOJMBUHMIXIOPUAHON U (OIBIH aTlOMUHHCBOM
Ne4YaTHOM JIAKUPOBAHHOM.

[To 1, 2, 3, 6 KOHTYPHBIX SYCHKOBBIX YNakoBOK 1o 10 TabieTok wim no 2, 4
KOHTYPHBIX SYEHKOBBIX YNAKOBKH 1O 15 TabieTok BMeCTe ¢ MHCTPYKLMEH M0
IPUMEHEHHUIO TTOMEIIAIOT B ITAYKy U3 KapTOHA.

VcioBus XpaHeHust

[Tpu Temmiepatype He Boilie 25 °C B yIakOBKE IPOU3BOAUTEIIS.

Xpanvm; B HCAOCTYIIHOM LA JICTEH MecCTe.

CpoK roagHocTH

2 roja. He mpuMeHsATH 110 HCTEYCHHH CPOKa TO/IHOCTH.

YcinoBus oTnycKa

[To penenty.

FOpuauueckoe JIHIO, HA HMsI KOTOPOro BbIIAHO PerHCTPAHOHHOE
y10CcTOBEepeHHe

3A0 «Kanondapma npoaaxum», Poccus

141100, MockoBckas 067acTh, r. Illlenkoso, yi. 3apeynast, 1. 105.
Ten.: (495) 797-99-54, paxc: (495) 797-96-63.

Undopmauus o6 opraHu3auusix, B KOTOpble MOryT ObITH HalpaBJeHbI
npeTeH3HH 10 KayecTBY JIEKapCTBEHHOT0 Npenapara

3A0 «Kanondapma npoaaxun», Poccus

141100, MockoBckas o61acth, T. [l{eakoBo, yi. 3apedHas, A. 105.
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Ten.: (495) 797-99-54, daxc: (495) 797-96-63.

DNeKTpOHHBIHA anpec: safety@canonpharma.ru

ITonyuums OononnumenvHvle OanHvle 0 npenapame, cOOBUJUNMb O HEHCENAMENbHBIX
nekapcmeenHvlx peakyusax moxcno no meneghory 8 (800) 700-59-99 (GecnnaTHas
nuaus 24 4yaca) wim Ha caifte www.canonpharma.ru B paszene «Ilonutnka B
o0sacTi KayecTBay» - «be30macHoCTh MpenapaToBy.

IIpousBoauTen

3A0 «Kanondapma npogakuiny, Poccus

141100, MockoBckas o6nacts, r. ll{enkoBo, yi1. 3apeunas, . 105.

Ten.: (495) 797-99-54, daxc: (495) 797-96-63

www.canonpharma.ru

3aMecTUTEb IeHepaJIbHOTO JUPCKTOpa

F npogakiun”
“Canofipharma

3A0 «Kanondapma npoaaxirs» ' Kokenagze B.M.

I -7
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