COOTBETCTEBYET 3KCINEP T_H OMY OTUYETY

MHCTPYKLIN 4 NOCNEOCBATENEHOCTE 0003)

10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

3EJIOKC®

Perucrpaunonnsbiii Homep: JIII-Ne(003752)-(PI'-RU)
Toprosoe HanmeHoBaHue: 3en0kc”

Me:xkayHapoaHOe HeIATEHTOBAHHOE UJIM I'PYNNIMPOBOYHOE HAMMEHOBaHue: 3UNPaCUI0H
JlekapcTBeHHas opma: KarcyJbl

CocraB Ha 1 kancyay

o3upoexa 20 me:

Heticmsytowee sewjecmso: 3unpacuioHa TUAPOXIOpUIa MOHOTHApAT 22,65 Mr (3KBHUBAJIEHTHO
20 Mr 3uUMpacuIoHa).

Bcnomozamenvrvie  6ewjecmsea: nakTo3pl MoHoruzapar 66,10 Mr, kpaxman KyKypy3HBbIH
npexenaruausupoBanueiii 10,00 mr, Mmaraus creapar 1,25 mr.

Kopnyc kancynvi: Tutana quokcup 3,0000 %, xenatun gqs 100 %.

Kpvuueura xancynor: Turana guokeun 3,2841 %, naauroxapmus 0,3821 %, xenatun s 100 %.
Jo3upoexa 40 me:

eticmeyowee eewyecmeo. 3unpacuiona ruapoxiopuaa MoHoruapar 45,30 Mr (PKBUBaJICHTHO
40 Mr 3umnpacuoHa).

Bcnomozamenvuvie eewjecmea: nakTo3pl MoHoruzapar 87,83 Mr, Kpaxmal KyKypy3HBIH
npexenatuHu3upoBanHeiii 15,00 mr, Mmaraus creapar 1,87 mr.

Kopnyc kancynvi: Tutana nuoxkcun 3,2841 %, unnguroxapmus 0,3821 %, sxenatun gs 100 %.
Kpvuueura xancynor: tTutana nunokeup 3,2841 %, nagurokapmus 0,3821 %, xenatun qs 100 %.
Jo3upoexa 60 me:

eticmeyowee eewyecmeo. 3UNMPACUIOHA THAPOXIIOPHUAA MOHOTUAPAT 67,95 Mr (PKBHUBAJICHTHO
60 MT 3UTIpacuIoHa).

Bcnomozamenvuvie ewjecmea: naxkto3pl MoHorugpar 131,74 wr, kpaxman KyKypy3HBIH
IpeKeNaTUHU3UPOBaHHbIN 22,50 mMr, MmarHus creapart 2,81 mr.

Kopnyc kancynvi: Tutana quoxcup 3,0000 %, xematun gs 100 %.

Kpviweuxa kancynvi: Tutana guoxcun 3,0000 %, xenatun qs 100 %.

Jo3upoexa 80 me:

eiicmeyowee eewgecmeo: 3unpacuona ruapoxyopuaa MmoHoruapar 90,60 mr (3KBUBaJIECHTHO

80 MT 3umpacuoHa).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.11.2023 N2 23215

Bcnomoeamenvnvie 6ewjecmea: JaKTO3bl MO omzma%ﬂ I"f"i‘:S-,lgG]": '“Tﬁﬂkﬁém' -ll_&/'KlVT)lefsl’I'{LH?I

npexxenarnausupoBanHbiil 30,00 mr, maruus creapart 3,74 Mr.

Kopnyc kancynvr: Tutana nuokenn 3,0000 %, sxenatun qs 100 %.

Kpviueuka kancynvi: Tutana nuokeun 3,2841 %, unauroxkapmus 0,3821 %, sxenatun gqs 100 %.
Yepuuna (Tek SW-9008): mennak 24-27 %, sranon 23-26 %, uzonponanon 1-3 %, Oyranoun
1-3 %, nponwmienrinukons 3-7 %, Boga 15-18 %, ammuak Bogubid 1-2 %, Kamus rUAPOKCH]

0,05-0,1 %, xpacuTenb xene3a okcua yepHbid 24-28 %.

OnucaHue: TBEp/IbIe KEJIATUHOBBIC KAIICYIbI ¢ «3aMKOM» U Haamuchio « VIRS» Ha Kpbiieuke
KarcyJbl.

Ho3uposka 20 mr: pazmep Ne 4, kpsiedka roryooro meera ¢ Haanucbkio VIRS, kopmyc 6eroro

1BeTa ¢ Haanuchio «ZDX 20». O6e HaAMMCH HaHECEHBI YEPHBIMHU YEPHUIIAMH.

Josuposka 40 mr: pazmep Ne 4, kprinieuka romyooro nsera ¢ Haanuckio VIRS, kopryc romxy6oro

1Bera ¢ Haanuchlo «ZDX 40». O6e Haucu HaHECEHbI YEPHBIMU YEPHUIIAMHU.

HosupoBka 60 mr: pazmep Ne 3, kprimeuka 6enmoro npera ¢ Haanuceto VITRS, xopmyc Geroro

1BeTa ¢ Haanuchio «ZDX 60». O0e HaAMMCH HAaHECEHBI YEPHBIMHU YEPHUIIAMH.

Josuposka 80 mr: pazmep Ne 2, kpsiieuka roixy6oro msera ¢ Haanucbto VIRS, kopmyc Genoro

1BeTa ¢ Haanuchio «ZDX 80». O6e Haanucu HaHECEHbI YEPHBIMU YEPHUIIAMHU.
ConepXkuMoe Karcyma: ChITyYHi KPUCTAIUTMYECKUN TOPOIIOK OT Oeloro 10 MOYTH Oeoro ¢

PO30BATBIM OTTCHKOM IBCTA.

(I)apMaKOTepaﬂeBTl/l‘leCKaﬂ rpymnmna: TICUXOJICTITUKH, AHTUIICUXOTHUYCCKUC CpCaAcCTBa;
IMPON3BOJAHBIC MHOOJIA.

Kon ATX: NO5SAE04

dapMaKoJIOrHuecKue CBOMCTBA

Dapmakoounamuxa

3urnpacuZion 00JIaaeT BBICOKMM CpPOJCTBOM K J0(aMHUHOBBIM peuentopam Tumna 2 (D2) u
CYIIIECTBEHHO 00Jiee BHICOKMM CPOJCTBOM K CEPOTOHHHOBEIM perenitopam Tuma 24 (SHT24). Tlo
pe3ylbTaTaM  IO3UTPOHHO-3MUCCHOHHOM Tomorpadpuu (IIOT) wuepes 12 uyacoB mocie
omHOKpaTtHOrOo TmipueMa 40 Mr mpemapara OJIOKaja CEPOTOHUHOBBIX PELENTOPOB THIIA 24
cocrasisiia 6osee 80 %, a peuentopoB D2 — 6osee 50 %. 3urnpacuion Takke B3aMMOACHCTBYET C
ceporonnHoBbiMH peuenrtopamMu SHTzc, SHTip u SHTia, mpuyeM ero cpoactBo K 3TUM
pelenTopaM paBHO €ro CPOACTBY K perientopy D» wiu mpeBblIaeT ero. 3unpacuion odaagaer

YMEpPEHHBIM CpOJICTBOM K HEWpOHaJbHBIM TPAHCIOPTEPAM CEPOTOHMHA U HOpaJApEHAINHA.
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3urpacusion JAEMOHCTPHPYET YMEPEHHOE CpPOICTBO K THET i Q&Egm&fogéwrl :f;fé!}") u

_NNEPTHOMY OTYETY

anpda(l). 3umpacupoH JAEMOHCTPUPYET HE3HAYUTEIBHOE CPOJACTBO K MYCKAPHHOBBIM
peuentopam M(1).

[ToxazaHo, YTO 3UMPACUAOH SIBISETCS AHTATOHUCTOM KaK CEPOTOHMHOBBIX PELETITOPOB THUMA 2A
(5HT24), Tak 1 nodhamuHOBBIX penenTopoB Tuna 2 (D»). [Ipeamnonaraercs, 4To TeparneBTHYECKUAN
3 deKxT mpenapara YaCTHYHO OIOCPEIOBAaH 3TUM KOMOWHUPOBAHHBIM AHTAarOHHUCTUYECKUM
JeficTBUEM. 3UIIPACUJIOH TaKXKe SIBJISIETCSI MOLTHBIM aHTaroHucToM peuentopos SHT2c u SHTp,
MOIIHBIM aroHucToM peuentopa SHTia u uHruéburopom oOpaTHOro 3axBaTa HOpaJApPEHAIUHA U
CEpPOTOHHMHA HEHPOHAMHU.

DapmakoKkunemuxa

Bcacvisanue

[Tocne mepopanbHOro MpreMa HECKOJIBKUX J03 3UMPACUI0HA C MUIIEeH MTUKOBbIE KOHIIEHTPALIUU B
CBIBOPOTKE KPOBU OOBIYHO HAOIIOJAINCh Yyepe3 6-8 4acoB MOCIE MOIyYeHHs 103bl. AOCOMIOTHAS
0Mo10CTYHOCTH /10361 20 Mr mipu npuemMe ¢ nuiiei cocrasisger 60 %. dapMakOKHHETUYECKUE
MCCJIEI0BAHMS MTPOJEMOHCTPUPOBAIIN, UTO OMOAOCTYITHOCTD 3UMpacuioHa rnoseimaercs 10 100 %
B MIPUCYTCTBUH MUIH. [[03TOMY pekoMeH0BaHO MPUHUMATh 3UMIPACHUIOH BMECTE C MHULICH.
Pacnpeoenenue

O06beM pacripesieseHus cocTaBisieT npudnusurensHo 1,1 a/kr. 3unpacuaon Oonee yeM Ha 99 %
CBSI3BIBAETCS C O€IKaMU CHIBOPOTKU KPOBH.

buompancgopmayus u snumunayus

CpenHuil KOHEYHBII MNEPHOJ IOJIYBBIBEACHUS 3UIIPACHIIOHA IIOCIE IEPOPAIBHOIO IpuemMa
coctaBisieT 6,6 yaca. PaBHOBeCHasi KOHIIGHTpalMsl JOCTUTaeTcs B TedeHue 1-3 mgueit. Cpennee
3Hau€HUe KJIMPEHCA 3UIIpacHioHa NpPU BHYTPUBEHHOM BBEJICHUHM COCTAaBIISIET S5 MJI/MUH/KT.
[TpumepHO 20 % 03Bl BEIBOAUTCS C MOYOM U IPUMEPHO 66 % — ¢ KajIoM.

VY nanueHToB, NPUHMMAIOIIMX IMpenapar ¢ MUIIEH, 3UNPAacUAOH AEMOHCTPUPYET JHHENHYIO
KMHETHKY B TEpANEBTUYECKOM auana3one 103 40-80 mr 1Ba pasza B CyTKH.

3unpacuioH IKCTEHCUBHO METa00IU3UPYETCs MOCIIe IEPOPATILHOTO MPUEMa, U JINIIb HEOO0JIbIIoe
KOJIMYECTBO BBIBOJUTCS ¢ Mouoii (< 1 %) mu ¢ kanom (< 4 %) B Hen3sMeHeHHOM Bujie. Kimupene
3UNPacUOHA TPOTEKAET IMOCPEICTBOM IPEUMYIIECTBEHHO TpEX METa0OJMUYeCKUuX MyTeH, B
KOTOpPBIX O0pa3yercss YeThlpe€ OCHOBHBIX LHMPKYJIHUPYIOIIUX MeTaboiauTa: CyIb(pOKCHT
oensm3ornazonmunepasuHa  (BUTIIT), cynsdon BUTII, cynedokcua sumpacumoHa u
S-metunauruaposunpacuoH. Jlomns 3unpacusoHa B HEM3MEHHOM BHJIE COCTaBIsET 0Kouo 44 %
0T OOIIEro Cofiep KaHus BEIIECTBA U €r0 METaOOJIIUTOB B CBIBOPOTKE KPOBH.

3unpacuion TJIaBHBIM 00pa3oM MeTa0OIU3UPYeTCs [ByMsl IyTSMHU: BOCCTAaHOBJIEHHE U

METHJIMPOBaHKE ¢ 00pa30BaHUEM S-METUJIIUTHAPO3IUIIPACHIOHA, HA JTOJIF0 KOTOPBIX MPUXOAUTCS
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OKOJIO IBYX TpeTell MeTab0In3Ma, U OKUCITUTEhbHBIN Me'ﬂgb}rﬂﬁﬂ'é&%iéﬁEﬁiﬁﬁ EELFQI:;IIZ—III‘:\!/]}OCH

_NNEPTHOMY OTYETY

TpeTh. MccnenoBanus in vitro ¢ UCIONBb30BaHUEM CYOKJIETOUHBIX (pakUUil MEYeHH YeJIOBeKa
MOKa3bIBAIOT, YTO S-METHJIIUTUAPO3UIPACHIOH 0Opa3yercss B JBa 3Tama. OTH HCCIEIOBAHUS
[I0Ka3aJiy, 4TO MEPBBIN ATall ONOCPEA0BaH IIIaBHBIM 00pa30M XUMHUYECKUM BOCCTAHOBJICHHUEM 32
CYeT IJIyTaTHOHA, a TakkKe (PEepMEHTATHBHBIM BOCCTAaHOBJIEHHEM 3a CYET aJIbJEIMJIOKCHJIA3bl.
BTopsIM 3TanoM sBIseTCS METHIIMPOBAHKUE THOJIMETUITPaHChepa3oi. B uccienoBanusx in vitro
6bu10 MoKa3aHo, uTo CYP3A4 sBnsercs ocHOBHBIM n3odpepMeHTOM nuToxpoma P450, kotopsrii
KaTaJIM3UPYeT OKHMCIUTEIbHBI METa0O0aM3M 3UIPACUJIOHA C BO3MOXKHBIM HECYIECTBEHHBIM
yuactueM CYP1A2.

3urpacuion, S-METWIIUTHIPO3UNPACHION B 3UIPACHIOHA CYIb(OKCHA MO JaHHBIM in Vitro
UCCJIEJOBaHUM 00J1aJJal0T CXOHBIMU CBOWCTBAMHU, KOTOPbIE MOTYT CIIOCOOCTBOBATh YAJIMHEHUIO
untepBasia QTc. S-MeTHIIIUruAPO3UNpPacuIOH BEIBOAUTCS, IIABHBIM 00pa3oM, yepe3 KHILEUYHUK,
IPEUMYIIECTBEHHO MyTEM HKCKPELHHU C JKETUbIO MPH HE3HAYUTEIbHOM YYacTUU MeTaboiIu3Ma,
katanmsupyemoro u3zodpepmenrom CYP3A4. Dnumunanmst 3urnpacuioHa cynbdokcuaa
OCYILECTBIISICTCSI MyTEM IOYEYHOH SKCKPEIMH M BTOPUYHOMY METabOJIM3My IOl JIEHCTBHEM
uzopepmenta CYP3A4.

Ocobvie kamezopuu nayueHmos

®apMaKOKMHETUYECKUN CKPUHUHT HE BBIABMJ KAKUX-TUOO CYIIECTBEHHBIX pa3iMuuil B
(apMaKOKMHETHKE Y KypsAILIUX U HEKYPSILIUX MalluEeHTOB.

B ¢apmakokuHeTHke 3unpacujoHa He Ha0JII0JaI0Ch HUKAKUX KIMHUYECKH 3HAUUMBIX pazInuuit
II0 BO3paCTHOMY WM IIOJOBOMY Mpu3HaKy. PapMakOKMHETHKAa 3UMPACUAOHA Yy MAlMEHTOB
nerckoro Bo3pacta ot 10 mo 17 net Obuia aHATOTUYHOW (hapMaKOKMHETHKE Y B3POCIBIX TMOCIE
KOPPEKTUPOBKHU JI03bI NIpenapara o Macce Teja.

B noareepxaenue Toro (akta, 4To MOYEUHBIH KIMPEHC UTPaeT OUYeHb HE3HAUUTENIbHYIO POJb B
o0mieM KJIMpeHce, NMPpH MpHeMe 3UMPACHI0Ha MAlMeHTAaMH C Pa3IMYHON CTENEHbI0 MOYEeYHOH
HEJ0CTATOYHOCTU HE HaOJI0JIaoCh MPOrPECCUBHOTO MOBBILICHUS BO3ACHCTBUS 3UIPACHIOHA.
YpoBeHb BO3A€MCTBYS y TAIIMEHTOB C JIETKUM (KJIMpeHc kpeaTuHuHa 30-60 MiI/MUH), yMEpEHHBIM
(xnmupenc kpearuHuHa 10-29 Mu/MuH) M TsOKenbIM  (TpeOYIOUIMM TNPOBEACHHS JUAIN32)
HapyumeHrneM (yHKIUH 1odek coctaBisit 146 %, 87 % wm 75 % OT ypoBHsA BO3JEHCTBUS Y
3JIOPOBBIX MAIMEHTOB (KJIMPEHC KpeaTuHUHA > 70 MJI/MUH) NpU IpUeMe nepopanbHbIX 103 20 Mr
2 p/cyT B TeueHue ceMu AHe. DakT MOBBILIEHUS Y 3TUX MMAlIUEHTOB KOHLIEHTPALIUU METab0IUTOB
B CBIBOPOTKE KPOBHU HE YCTaHOBJIEH.

[Tpu BBI3BaHHOM LIMPPO30M HapyIIeHUHU (PYyHKIMHU nedeHu (kiaaccbl A wiu B mo mkane Yaitnna-
I[Tp10) OT J1€TKOM 1O YMEPEHHOU CTENEHU KOHIIEHTPALUU 3UIPACUI0OHA B CBIBOPOTKE KPOBHU OCTIE

nepopainbHoro npuema ObuiM Ha 30 % BbIlIe, a KOHEYHBIH MEPHUOJ TMOITYBBIBEIACHHS ObLI
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(YHKINY IEYSHN HA KOHIICHTPAIIUIO METa0OJIUTOB B CHIBOPOTKE KPOBU HEU3BECTHO.

IHoka3anusi K NpUMeHEeHUI0

- 3unpacuIoH MoKa3aH AJIsl JIeUeHUs MHU30()PEHNH Y B3POCIBIX.

- 3unpacuJIoN TMOKa3aH Ui JICYCHHUS] MAaHUAKAIbHBIX WM CMEIIAHHBIX 3MU300B YMEPEHHOU
CTEINEHU TSHKECTU MpU OUTIOISIPHOM PAaCCTPOMCTBE Y B3POCIBIX MAILIMEHTOB, JIETEH M MOJAPOCTKOB
B Bo3pacTe 10—17 ser. DdekTuBHOCTh MPUMEHEHHUS 3UIPACUIOHA C LEIbI0 MPO(PHIAKTHKA

3IINU30J0B 6I/IHOJ'I$IpHOFO paCCTpOﬁCTBa HC YCTaHOBJICHA.

IIporuBonokazanus

- ['unep4yyBCcTBUTEIBHOCTD K JCHCTBYIONIEMY UITH JTIOOOMY U3 BCIIOMOTaTeNbHBIX BEIIECTB.

- YcranoBieHHoe yayinHeHne uarepsaia QT.

- BpoxnenHbli cuHapoM yuinHeHHOro uurepsana QT.

- HenaBHO nepeneceHHbIi OCTPhIi HHGAPKT MUOKApAA.

- JlekoMnieHCUpOBaHHAs cepeyHasi HeJOCTATOYHOCTb.

- AputMuu, Ipy JIEYEHUH KOTOPBIX UCIOIB3YIOTCS aHTHApUTMHUUYECKHE NpenapaTsl kinacca [A u
III.

- ComyTcTBYlOIIasl TEpamus MpernaparaMy, KOTOpbIe MOTYT BbI3bIBaTh y/uIMHeHHe uHTepBaia QT,
TaKMMU KaK aHTHapUTMHUYecKue npenapatsl kiaccos [A u I1I, Mblbsika Tpruokcua, rano(anTpuH,
JeBOMETaIuIIa aleTar, Me30puIa3uH, THOPUIA3UH, TMMO3U, criap(IOKCAllUH, raTu(IOKCAIIH,
MOKCHU(IIOKCAIIMH, JJOJACeTPOHA ME3WIaT, Me(pJIOXUH, CEPTUHAON WIN LU3anpui (CM. pa3zielibl
«Oco0bble yka3zanus» u «B3aumozeiicTBre ¢ ApyTUMHU JEKapCTBEHHBIMU CPEACTBAMMY ).

- HenepenocumocTh  JaKTO3bI, TalakTO3bl, JEQUUUT JaKTa3bl, TJIFOKO30-TaJaKTO3HAs
MababCcopOITHs.

- 3unpacuOH He MOKa3aH ISl J€YCHUS] MAaHUAKAIBHBIX WM CMEIIAHHBIX JMH30/10B YMEPEHHON

CTENEeHH TSKECTH NP OUTIOJIIPHOM paccTpoicTBe y manueHToB miaie 10 ser.

C 0CTOPOKHOCTHIO

Cnenyer co0monaTh OCTOPOXKHOCTh MPU MPUMEHEHUHU 3UIIPAcH]IOHA Y MAlMEHTOB C TXKEION
MEYEHOUYHON HEIO0CTaTOYHOCTHIO, CYJOPOTaMHi B aHAMHE3€, CaXapHbIM AUA0ETOM, y TAllUeHTOB
TpyHaIibl puCKa aCHHpaHHOHHOﬁ MMHCBMOHUWH, Y TAIUCHTOB C NOBLIIICHHBIM PUCKOM HHCYJIbTA.

C 0c000if OCTOPOKHOCTBIO CIEAYyeT MPUMEHSITh 3UIPACHIOH y TMAalMEHTOB, CTPAJAIONINX
M3BECTHOM CEePACUHO-COCYIUCTOM MAaTONOTHEH (C HATMYHUEM B aHaMHe3¢ HH(papKTa MHUOKap/1a WK

UIIIEMUYECKON 0O0JIE3HU Cep/Ila, CEpACYHON HETOCTATOYHOCTH WJIU HAPYIICHUH MPOBOAMMOCTH ),
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 16.11.2023 N= 23215

11epe6pPOBACKYIAPHOI MATONOTHEH WM JPYIMMH oG B DR Sttt «

TUITIOTCH3UN (Z[GI‘I/IZ[paTaL[I/Ief/'I, I‘I/IHOBOHGMI/Ief/'I, a TAKIKC MOJy4dYaromux ApPYIruc ruliOTCH3MBHLBIC
CpencTBa).
3UNpPacuION CIIEAYeT HMPUMEHSATh C OCTOPOKHOCTBIO Y HAIMEHTOB C HIDKE IEPEYHCICHHBIMU
(daxTopamu prCKa, KOTOPBIE MOTYT yCYTyOUTh BO3MOKHOCTh BO3HUKHOBEHHSI TTAPOKCU3MAIILHOM
XKenmynoukoBor aputmuH (torsade de pointes):

e Opanukapaus,

® DJICKTPOJMTHBIN JucOaaHc,

® OJHOBPEMEHHOE NPUMEHEHUE C IPYTUMHU MpenaparamMu, yuinHsomumMu narepsai QT.

IIpumeHeHnne npu 6epeMEHHOCTH M B NIEPUO/ TPYIHOT0 BCKAPMJIMBAHUS

HccenenoBanus penpoayKTUBHOM TOKCHMYHOCTH HA DKCIIEPUMEHTANBHBIX KUBOTHBIX IOKa3alv
HEeOJIaronpusATHOE BIMSHUE HA PENPOLYKTHUBHYIO (DYHKIMIO IPU IPUMEHEHHUHU B /103aX, KOTOPbIE
ObUIN YK€ TOKCUYHBI 111 MATEPUHCKOTO OpraHu3Ma U/WIK NPUBOIMIN K CeIaTUBHOMY 3D DEKTY.
TepartoreHHble CBOMCTBA HE JOKA3aHBI.

Ipumenenue npu bepemennocmu

HccnenoBanust ¢ ywacTueM O€peMEHHBIX IKEHIIMH HE MPOBOAMIMCH. 3WUIPACUOH He
peKoMeH/yeTcs Ha3HauaTb BO BpeMs OEpeMEHHOCTH, 3a MCKIIOYEHHEM CIy4yaeB, Korja
0’KHMJIaeMasl IoJIb3a OT €r0 NPUMEHEHHMs Ul MAaTepu IMPEBBIIACT NMOTEHUUAIbHBIN PUCK IS
107a.

Hngpopmayus 6 omnowienuu 6ce2o Kiacca aHmuncuxomuyeckux npenapanmos

HoBoposxeHHbIe, KOTOpbIE B TPEThEM TPUMECTpe OEpeMEHHOCTH IMOJIBEPrajluCh BO3IECHCTBUIO
AQHTUIICUXOTHYECKUX IpernapaToB (BKJIOYasi 3UMPACHI0H), UMEIOT MOBBIIIEHHBIN PUCK pa3BUTHUS
HE)KeNaTeJIbHbIX peakluil, BKIYasl SKCTpanupaMuIHble CUMITOMBI U (WJIH) CHHAPOM OTMEHBI,
Pa3IMYHOM CTENEHU TSHKECTH U IPOAOJDKUTEIIBHOCTH B MEpHOA Mocie poxkaeHus. Mmerorcs
COOOIIEHUS O CIy4asX pa3BUTHUS aKUTAllUW, TUIIEPTOHYCa, THIIOTOHYCA, TPEMOpa, COHJIMBOCTH,
pPECIIMPATOPHOTO JIUCTPECC-CUHAPOMA M PACCTPOMCTB MNHUTaHMSI. B CBA3M C O3TUM, Takue
HOBOPOK/IEHHBIE JJOJKHBI HAXOAUTHCS MOJ THIATENLHBIM HabmoaeHueM. 3enaokc® He clemyeT
IPUMEHATH BO BpeMsi OEpEeMEHHOCTH 32 UCKIIIOUEHHEM CllydaeB KpaitHel HeoOxoaumoctu. [Ipu
HEOOXOMMOCTH OTMEHBI IIpernapara B Iepuoa OepeMeHHOCTH, He CcJenyeT JenaTh 3TO

OJHOMOMECHTHO, HGO6XO)II/IMa IMMOCTCIICHHAA OTMCHA IIpcIiapara.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 16.11.2023 Nz 23215
(MOCNENOBATENLHOCTL 0003)

IIpumenenue 6 nepuod 2pyoHo20 6CKAPMIAUBAHUL

AJIEKBaTHBIX M XOPOILIO KOHTPOJUPYEMbBIX KIMHUYECKUX HCCIIECIOBAHUM Y JKCHIIUH B MEPUOJ
JAKTalMM HE TPoBOAMIOCH. COrjacHO OrpPaHUYEHHBIM JAHHBIM 3HUIPACHIOH TPOHUKAET B
IrPyAHOE MOJIOKO.

[TarueHTKaM creyeT peKOMEHA0BaTh BO3JEPKUBATHCS OT KOPMJICHHSI TPYAbIO BO BpeMs puemMa
sunpacuona. Ecnu jgeueHne HE0OXOIUMO MPOJOKUTE, TO TPYAHOE BCKaPMIIMBAHHE CIIEAYET
MIPEKPATHUTh.

DepmunbHocmo

AJIEKBAaTHBIX U XOPOIIIO KOHTPOJIUPYEMBIX KIMHUUYECKUX UCCIEIOBAHUN Y )KEHIIIUH U MY>KUUH HE
IIPOBOAMIIOCH.

KonTpamemnus: KeHIIUHAM, CIIOCOOHBIM K JETOPOXKIACHHUIO, KOTOPHIC MOJIyYAlOT 3UITPACHUIOH,

CJICAYyCT pCKOMCHAOBATH IIPUMCHCHNEC HAJIC)KAIICTO METOAA KOHTPALCIIINU.

Cnocod npuMeHeHHs U 103bl

Jns npuema BHYyTpb. Karcynel cienyer nmpuHuUMaTh BO BpeMsl €lbl U IJIOTaTh LEJIUKOM, HE
pa3KeBbIBasl, HE U3MEINbYasi U HE OTKPBIBAs 3apaHee, TaK Kak 3TO MOXKET MOBIIUATH Ha BCAChIBAHUE
npernapara.

Bspocnvie

PexomennoBanHast 103a B OCTPOM IepHOJe IIHW30(peHUH M OUMOJIIPHOTO paccTpoicTBa
cocraBiseT 40 Mr aBa paza B CyTKM BO Bpems mnpuema nuimu. CyTodHasi 103a BIOCIEIACTBUU
MOYET OBITh CKOPPEKTHPOBAaHA HA OCHOBAaHUH KIIMHUYECKOT'O CTaTyca OTAEIbHBIX MAalMEHTOB 10
MakcuMaibHOU 1036l 80 Mr 71Ba pa3a B cyTKH. [Ipy HEOOXOAMMOCTH CyTOYHas J103a MOKET OBITh
[IOBBIIIIEHA 0 MAaKCUMAaJILHOM! B TEUECHUE 3 THE.

qpes’ebmaleo 6AJICHO HE npesbliudnb MAKCUMaibHYO 003)/, NOCKOJIbKY l’lpOd)u]lb bezonacrocmu

He Obll noomeeparcoer st 003 eviue 160 me/cym, a npumenenue 3unpacudona moatcem _Ovlimb

accoyuuposearo C 00303a8UCUMbBIM V@JluHeHueM uHmepeania orT (CM. Da30€flbl

«IIpomusonoxazanuay u «Ocobuvle VKCIS’CZHM}I»).

B xadecTtBe momnepkuBamoIeld Tepanuu MHU30PPEHUU: CIeAyeT Ha3HA4YaTh MHUHUMAIbHYIO
s deKkTuBHYIO0 J03y; BO MHOTHX Cilydasx jgo3a mpemapata 20 mr 2 pasa B CYTKH SIBISETCS
JIOCTaTOYHOM.

Ilpumenenue y oemet

bunoasgpHoe paccTporcTBO

Pexomenayemas ctapToBasi 403a JUIsl ISYSHUS OCTPOTO OUTIONSPHOTO PACCTPOMCTBA Y MAIUEHTOB
netckoro Bo3pacta (ot 10 go 17 net) coctaBnsier 20 Mr OTHOKPATHO B ICHL BO BpeMs efibl. Jlanee

3UNPACUIOH CIENYET IPUHUMATh C MUIIEH €KEeAHEBHO, Pa3/IeIUuB CYyTOUYHYIO 103y Ha 2 puema B
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JIeHb, IIperapaT cielyeT TUTPOBaTh B TeueHue 112 Hez[enﬂ_ﬁg ﬁ'e%h“ogﬁq E’bl-"fi::gOTﬁ'r}zleéE]z{nﬂ

MAIMEHTOB C Maccoi > 45 kr wim ueneBor 10361 60-80 Mr/meHs IS MalueHTOB ¢ Maccol Tena
<45 xr.

[Tocnenyroiee A03UpOBaHUE CIEIYET KOPPEKTUPOBATH MHAMBUIYAIbHO B 3aBUCUMOCTH OT
KJIIMHUYECKOT'O0 COCTOSIHMSI ManueHTa B npeaenax 80-160 Mr/aeHs s ManueHToB ¢ Maccor Tela
> 45 kr wnm 40-80 Mr/neHp 171 TAIMEHTOB ¢ Maccoi Tena < 45 Kr. B KIMHUYECKUX UCIIBITAHUSX
pa3peiianoch HepaBHOMEPHOE JO3UPOBAHUE, TPU KOTOPOM YTPEHHHE 10361 Ob1IH Ha 20 MTI" WIJIK Ha
40 mr wmesblie BeuepHUX (cM. pazzensl «OcoOble ykazaHus», «®PapMakoIMHAMHUKa» U
«DapMaKOKHHETHKAY).

Upes3BbIyaitHO Ba)KHO HE MPEBBINIATh MAKCUMAIBHYIO CYTOUHYIO 7103y, PACCUUTAHHYIO 110 Macce
Tena, MOCKOJbKY MpOoQuiib Oe30MacHOCTH He ObLT MOATBEPKIACH ISl 03, MPEBBIIIAOIINX
MakcuMaibHyto (160 Mr/cyT y neteit ¢ Maccoii Tena > 45 kr u 80 Mr/cyT y aeTeit ¢ Maccoii Tena
<45kr), a TpPUMCHEHUE 3HUMPACHUIOHA MOXKET OBITh AaCCONHMHPOBAHO C J10303aBUCUMBIM
ymmaenrem uHTepBasia QT (cm. pazgenst «IIpoTtuBonokazanus» u «OcoObie yKa3zaHUs» ).
Hluzoghpenus

bezonacHocTh 1 3¢ (EKTUBHOCTh 3UMpPACUIOHA HE OblLIa yCTAaHOBJIEHA Yy MAlMEHTOB JIETCKOTO
BO3pacra ¢ mm3odpenuei (cM. pazaensl «Ocodble ykazaHus» U « DapMaKOIUHAMIKA).
Toorcunvie nayuenmaol

Y GonbIIMHCTBA MAIIMEHTOB B BO3pacTe 65 JIET U cTapiiie He MOKa3aHo Ha3HaueHHue 0ojiee HU3KOM
Ha4yaJIbHOM J103bI, OJTHAKO CIEAYET PacCCMOTPETh BO3MOXKHOCTh €€ NMPUMEHEHHUs B CiIy4yae Korjaa
ATOrO TPeOyeT KIMHUYECKOE COCTOSTHUE U MHBIE 3HAYUMBbIE ()aKTOPBI.

Ipumenenue npu napywienuu Qynkyuu novex

Koppekuuu n1o3sl npemnapara He TpeOyeTcs y MAaIlMeHTOB ¢ HapylieHueM (YHKIIUU MOYeK (CM.
paznen «DapMaKOKHHETHKA).

Ipumenenue npu napywenuu Qynkyuu neveHu

Jlns marueHToB C MEYeHOYHOM HEIOCTATOYHOCTHIO HEOOXOAMMO PAacCMOTPETh BO3MOXKHOCTH
npuMeHeHus Ooyiee HU3KUX 1103 Tmpemapata (cMm. pasaensl «OcoOble  yKazaHus» U

«DapMaKOKUHETHUKAY ).

ITo6ouHoOeE aeiicTBHE

Haubonee dYacTbIMU HeXeNaTENbHBIMU pEAKUIUAMU, HAOTIOMAABIIUMUCA B KIMHUYECKUX
WCCJICIOBAHMSIX MIPH MN30(PEHHUH, ObLITH OECCOHHUIIA, COHITUBOCTD, TOJIOBHAS 0OJIb U a)KUTAIIHSL.
B kxnuHWYeCKMX HCCIENOBaHUSAX C YYacTHEM TMAIMCHTOB C MaHWEW mnpu OWIOJISIpHOM
paccTporcTBe HanboJIee YaCTHIMU HEXKENaTEIbHBIMU PEaKIMsIMU ObLTA Celalus, ToJoBHasE 00b

N COHJIMBOCTD.
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B Tabnuiie HKE COMEPKHUTCS TEpPEUYCHb HE enaTenglﬁgX"%l%ﬁT@%ﬂ&{agmﬁc; TIpH

MPOBEJICHUN KOHTPOJIMPYEMBIX HCCIICIOBAaHUHN y MAIIMEHTOB C MHU30ppEeHUerd U OUTIOISIPHBIM
paccTpoONCTBOM.

Bce HexenarenbHbie 3QPEKTHI IEPEUUCICHBI B COOTBETCTBHH C CHCTEMOW OPTaHOB W 4acTOTOM:
odeHp yacto (>1/10), gacto (ot >1/100 mo <1/10), Hewacto (ot >1/1000 mo <1/100), penko
(ot >1/10000 mo <1/1000), ouenp penko (<1/10000) u Hem3BecTHO (HEBO3MOKHO OIICHHTH Ha
OCHOBAHHMU UMCIOIIUXCS JTAHHBIX ).

[lepeuncieHHbIE HU)KE HEXKENATEIBbHBIC PEAKIMH TAaKXKE MOTYT OBITh CBSI3aHBl C OCHOBHBIM

3a00JIeBaHUEM H/HIIH C MNPUMCHCHUCM COIIYTCTBYIOIIUX JICKAPCTBCHHBIX CPCACTB.

CucreMHo- Ouyenb Yacro Heuacto Peako Yacrora

OpraHHbIN 4acTo or >1/100 no | ot >1/1000 10 or > 1/10 000 | Heu3Be

KJace >1/10 <1/10 <1/100 hi (1} CTHA

<1/1000 (Hes03MO

JICHO
OYEeHUMb
Ha
OCHOBAH
uu
umMernwux
cs
OAHHbIX)

Hapymenus l'unepuyBcTBUTE | AHaduIakTHUE

CO CTOpPOHBI JILHOCTD CKasl peaKIus

UMMYHHOU

CHUCTEMBI

Wudexuron Punut

HEIE u

napasuTap

HEIE

3a00J1eBaHUs

Hapymenns Jlumdonenus,

CO CTOPOHBI HO3MHOPHITUS

KpOBH u

auMpartuaec

KON CHCTEMBI

DHIOKPHUH lNunepnponakTuH

HBIC eMUst

HapYIICHUS

Hapymenns [ToBpImIEeHHBIN ['mnokanprem

oOMeHa aIlleTHT us

BEIIECTB H

MATAHUS

IIcuxmuec becconn | Manms, ITarnmueckas I'mmomanms,

KHe n1a AKUTALNS, aTaka, HOYHBIC | Opanudpenus,

HapyIIeHUS TPEBOXKHOCTh, | KOIIMAapHI, aHOpTra3Mus,

0eCIOKOHCTBO | HEPBO3HOCTb,
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Cucremuo- | OueHn Yacrto Heuacto T-TTEpehe = BT Y acToTa
OpraHHbI’ qacTo or>1/100 no | oT>1/1000 o or > 1/10 000 | HensBe
KJ1ace >1/10 <1/10 <1/100 hi (1 CTHA
<1/1000 (Hes03MO
JHCHO
oyeHums
Ha
OCHOB8AH
uu
umerouwux
cA
OAHHbIX)
JleNIpecCUBHAs YIUIOIEHHBIN
CUMIITOMATHKA, apdexr
CHIDKEHHE
10%(8)20100)
Hapymenuss | Connu Jucronus, Cunkorie, 3/10Ka4eCTBEH
CO CTOpPOHBI | BOCTb, SKCTpalupaMy | F€HEpPaJIN30BaHH | HbIU
HEPBHOM rOJIOB JTHOE PacCTpoH | bIe TOHUKO- | HEHPOJIENITUYE
CHUCTEMBI Hasi 60/1b | CTBO, KJIOHUYECKHE CKHMI CHHJIIpOM,
MapKUHCO CYJIOpO>KHbIE CEpPOTOHHUHO
HU3M, MO3JHsA | IPUCTYIIBI, BB CHHJIPOM,
JUCKUHE3Us, aTakcus, napaany
JTUCKUHE3U, aKMHE3Us, JIMLIEBOTO
TUIEPTOHYC, CHUH/IPOM HepBa, rapes
aKaTU3Hus, 0eCrOKOMHBIX
TpeMop, HOT, HapyLICHUs
TOJIOBOKPYKEH | IOXOJKH,
ue, CIIIOHOTEYEHHUE,
CEIaTUBHBIN napecresus,
s dexr THUTIOACTE3US,
IU3apTpus,
paccTpoicTBa
BHUMAaHUS,
TUIIEPCOMHUS,
JETaprust
Hapymenns Heuetkoe OKynorupHsbIit AMOnuonus,
CO CTOPOHBI 3peHue, Kpu3, 3yA B obnactu
oprasa HapyuieHue CBETOOOS3Hb, riasa
3peHus 3peHus CYXOCTb IJIa3
Hapymenns Bepruro, mym B
CO CTOPOHBI ymax, 00Jib B yxe
oprasa ciyxa
u
BECTHOYIISIpH
Oro amnrnapara
Hapymenus Taxukapaus Omyuienue [Tomumopduast
CO CTOPOHBI cepALeOreHus JKEITyJ0YKOBast
cepaua Taxukapaus
TUIIA KITHPYIT»
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CucremHo- | Ouyensn Yacro Heuacro'' ™" "=Fpeniico =" """ "Yacrora
OpraHHbI’ qacTo or>1/100 no | oT>1/1000 o or > 1/10 000 | HensBe
KJ1ace >1/10 <1/10 <1/100 hi (1 CTHA
<1/1000 (Hes03MO
JHCHO
oyeHums
Ha
OCHOB8AH
uu
umerouwux
cA
OAHHbIX)
Hapymenns AprepuanbHas | ['unepronu Cucronuueck | Benosnas
CO CTOPOHBI TUIIEPTEH3Us YECKUU Kpu3, | as TpoMOO
COCYJI0B OpTOCTaTH4EC apTepuaNbHast | SMOOIHS
Kasi TUIOTEH3Us, | TUIIEPTEeH3NUs,
apTepuagbHas JINaCTOJINYEC
TUIIOTEH3USA Kast
apTepuanbHas
TUIEPTEH3U,
HeCTaOUIIbHOE
apTepuagbHOe
JIaBJICHUE
Hapyuienus Ouryuenue Jlapunrocnasm,
CO CTOPOHBI C/IaBJICHUS B | UKOTa
JBIXaTEJIBHO ropyie, OJBbIIIIKa,
W CHCTEMBEI, 001b B
OpraHoB POTOITIOTKE
IrpyaHON
KIIETKU u
CpeIOCTEHUs
Hapymenus PBota, nuapes, | ucdarus, Kunxnii ctyn
CO CTOPOHBI TOILIHOTA, racTpur,
KEIyAOYHO- 3arnop, ractpos3odare
KHILEYHOT O MOBBIILIEHHOE | aJbHAA
TpakTa CIIIOHOOT/ETIEH | peduItoKCHas
ne, CyXocTh BO | 00Je3Hb,
pTY, TUcKoM(popT B
JUCTIETICUS KHUBOTE,
HapyuleHHe  Co
CTOPOHBI  fA3BIKa,
METEOPU3M
Hapymenns 6331113 Kpanusauna, JlexapcTBeH
CO CTOPOHBI MaKyJoIayJe3H | Has peakuus ¢
KOKH u as  ChIMb, aKHE, | Y03UHODUINEH
MTOJIKOYKHBIX aJonenus U CUCTEMHBIMU
TKaHEH CUMIITOMAaMHU
(DRESS),
rcopuas,
aHTMOHEBPOTHU
YeCKUH  OTEK,
AJUIEPTUYECKUI
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CucremHo- | Ouyensn Yacro Heuacro'' ™" "=Fpeniico =" """ "Yacrora
OpraHHbI’ qacTo or>1/100 no | oT>1/1000 o or > 1/10 000 | HensBe
KJ1ace >1/10 <1/10 <1/100 hi (1 CTHA
<1/1000 (Hes03MO
HCHO
oyeHums
Ha
OCHO6aH
uu
uMeruux
e
OAHHbIX)
JIEpMaTUT, OTEK
JuLa, 3puTema,
TaryJe3Has
CBIIIb,
paszapaxeHue
KOXHU
Hapymienns Mpeieunas Kpusomes, Tpuzm
CO CTOPOHBI PUTHIHOCTD MBIILIEYHbIE
CKEIICTHO- crma3mel, 0OJIb B
MBILLIEYHON KOHEYHOCTH,
CUCTEMBl U KOCTHO-
COEIMHUTEIIb MBILLICYHBIN
HOM TKaHH JTUCKOMQOPT,
CKOBaHHOCTb B
cycTaBax
Hapymenus Henepxanune 3anepkka
CO CTOPOHBI MOYH, TU3ypHUs MOUYH, SHYpE3
MIOYEK u
MOUYEBBIBOJISI
IIUX IyTen
bepemen Cungpom
HOCTb, OTMEHBI
MIOCJIEPOAO mpenapara |y
BbIE " HOBOPOXKICH
IepuHaTalb HOTO
HBIE
COCTOSIHMSI
Hapymenus CekcyanbHast | ['anmakTopes, IIpunanusm,
CO CTOPOHBI TUCHYHKIUS Yy | THHEKOMACTHS, yCHJIEHUE
pPENpPOAYKTUB MY>KUYUH aMeHopest APEKIINH,
HOM CHCTEMBI APEKTHIIbHAS
U MOJIOYHBIX TUCYHKIUSA
Kenes
O6mmue [Mupekcus, Huckomdopt B | Omymenue
paccTpoi 00JIb, acTEHUs, | TPYJIHON KIIETKE, | JKapa
CTBa u MOBBILLIECHHAS | XKaXJa
HapyLICHHS B YTOMJISIE MOCTh
MecTe
BBEJICHUS
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Cucremno- | Ouenp | Yacro Heuacro' ™" "“FPenko = """ '"GacTora
OpraHHbI’ qacTo or>1/100 no | oT>1/1000 o or > 1/10 000 | HensBe
KJ1acc >1/10 <1/10 <1/100 )i (1] CTHA
<1/1000 (Hes03MO
IHCHO
OYEeHUMb
Ha
OCHO8aH
uu
umMernwux
cs
OAHHbIX)
JlaGopatop CHmxenue Y nnuHenue [ToBbIIEHHBIN
HBIE 51 Maccel  Tena, | uHTepBasia QT Ha | ypoBeHb
UHCTPYMEHTA YBEJIIMUYCHUE ANEKTPOKAPIHO JAKTaTACTUAPO
JIbHBIE Macchl Tejia rpamme, reHa3bl B KPOBH
JIAHHBIE OTKJIOHEHHE  OT
HOPMBI
OMOXHUMHYECKUX
nokasareJieit
(GYHKIMU TICYSHH

B KkpaTKOCpOUYHBIX M TOJTOCPOYHBIX KIMHUYECKUX HCCIEI0BAaHUIX 3UIIPACUIOHA Y MALUEHTOB C
mu3oppeHnell 1 MaHuel Nnpu OUIOJIIPHOM PacCTPOMCTBE TOHUKO-KIOHHUYECKHE CYA0POXKHbBIE
INPUCTYNBl U apTepHalibHas TMIIOTEH3Us BO3HUKAJIU HedacTo, MeHee ueM y 1 % manueHTos,
MOJTy4aBIIUX 3UMPACUIOH.

3Unpacuion MOXET BBI3BIBATH J10303aBUCMMOE YyJUIMHEHHe HHTepBana QT ot serkoit no
yMEpeHHOM creneHu (cM. paszzaen 5.1). B KIMHMYECKMX HCCIEOBaHMUSIX Y MAlUEHTOB C
mm3odpenueit no gaHHeM OKI' ynnunenune unrepBana QT nHa 30-60 mcek HaOmromanoch y
12,3 % (976/7941) nanueHTOB, MOJYy4YaBIIMX 3HUMOpacuaoH, U y 7,5 % (73/975) mamnueHTtos,
noNydaBIuX Ioiane6o. Yanuuenue Ha> 60 mcek HaOmoaanoch y 1,6 % (128/7941) nanueHTOB,
noJTy4aBIIuX 3unpacuion uy 1,2 % (12/975) nauueHToB, mogydaBUINX M1aie00 COOTBETCTBEHHO.
Yacrora ciyuyaeB ymumHeHus uHrepBaiia QTc Oomee 500 mcek cocraBmsuia 3 ciayyas Ha
3266 (0,1 %) manueHTOB, MOJy4aBIIUX 3UMpacuaoH, U 1 ciaydait Ha 538 (0,2 %) manueHTos,
noiy4aBmux riane6o. ConocraBuMble JaHHbBIE ObUIN MOTYYEHBI B KIMHUYECKUX UCCIIE0OBAHUSIX
C yJacTHeM MalUMeHTOB ¢ MaHUEH MpU OUIIOJISIPHOM PacCTPONCTBE.

B knMHHUYeCKMX HCCIEAOBAaHUAX JIMTENbHON MOJJIEPKUBAIOLIEH Tepanuu y NalUeHTOB C
mu30(ppeHnel, MoayyaBIIUX 3UMPACHIOH, HAONIONANIOCh HEPETYyJSpPHOE IMOBBIIICHWE YPOBHS
NpOJIAKTUHA, OJHAKO Yy OOJBIIMHCTBA MAIMEHTOB IIOKAa3aTeIH BEPHYJIHCh B TMPEACIbI
HOpPMaJIbHOTO uana3oHa 0e3 npekpaueHus repanuu. Kpome Toro, noTeHIuaabHble KITMHUYECKHE

MPOsIBIICHUS (HallpuMep, THHEKOMACTHS M YBEJIMUYEHUE MOJIOYHBIX jKeJie3) ObUIH PeIKUMH.
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COOTBETCTEBYET 3KCNEPTHOMY OTUYETY
oT 16.11.2023 M .
Hemu (MOCNEOOBATENEHOCTE

B mmane6o-KOHTPONMUPYEMBIX KIMHHUYECKHX HCCICIOBAHUAX C YYacTHEM TMAIUEHTOB C
OUNOJIIpHBIM paccTpoiicTBOM B Bo3pacTe 10-17 nmer Hambolsiee 4YaCThIMU HEXeENAaTeIbHBIMU
peakusaMu (yactorta pa3BuTus > 10 %) Ob11M cenaTuBHBIN 3G (HEKT, COHITUBOCTD, TOJIOBHAs 00JIb,
MOBBILICHHAs] YTOMJIIEMOCTb, TOIIHOTA, TOJIOBOKPYXKEHHE, pBOTA, CHIKEHUE AaNIeTHTa,
SKCTpanMpaMHIHbIE pacCTPONCTBA. B mane60-KOHTPOIHPYEMBIX KIMHHYECKUX HCCIIEOBAHUSIX
C yuyacTHeM TMalHMeHTOB ¢ 1mu3odpeHuer B Bo3pacte 13—17 mer Hambonee YacThIMU
HEKeNaTeNIbHBIMU  peakuusiMu (¢ yacToToil paszButuss > 10 %) ObulM COHJIMBOCTH U
JKCTpanupaMugHoe pacctpoiictBo. [Ipoduns 6e3omacHocTu 3umnpacuoHa y HMeAHMATPUUYECKUX
NaIMEeHTOB OBLI, B IIEJIOM, COIIOCTAaBUM C TPOQHIEM B3POCIBIX ITAIMEHTOB.

B kinHMYecKuX HCCIEIOBAHUSAX, KOTOpPbHIE MPOBOAWINCH Ha MNEAUATPUYECKON MOIMYJISALUN
Ha0II0/1aach BHICOKAs YaCTOTa Pa3BUTHUS CEIaTUBHOTO JCUCTBUS U COHIIUBOCTH.

B knmuHMYecKHX HCCIEIOBaHUAX C Yy4YacTHEM MAaIMEHTOB JETCKOro BO3pacTa C OUMOISPHBIM
paccTpoiCTBOM M IM30(PpEeHUeH, mpueM 3UIpacuaoHa ObUT acCCOIMUPOBAH C J10303aBHCHMBIM
yaauHeHueM uHTepBasia QT oOT jerkoil 10 YMEpPEHHOM CTENEHU TSHKECTH aHAJOTUYHBIM
HaOmolaeMoMy BO B3pociiol momyssiiuu. O cioyyasX TOHHMKO-KIOHHYECKHX CYAOpPOr U
TUIMOTEH3UH B IUIANE00-KOHTPOIUPYEMBIX KIMHUYECKUX HCCIEIOBAHUSX C y4acTHEM JeTel ¢

OUMOJSIPHBIM PACCTPOICTBOM HE COOOIIANOCH.

Ilepeno3upoBka

MmeroTcs JUIIb OTpaHWYEHHBIE JaHHbIE O Clydasx Mepelo3UpoBKU 3umpacuaoHa. Camas
OoJbI1ast HOATBEPKACHHAS pa30Bast 403a 3UMIPacuI0HA, IPUHATAs BHYTpPb, cocTaBiisua 12 800 mr.
B »TOoM cnywyae Habmromanoch pa3BUTHE SKCTPAMPAMHUIHOW CHMIITOMATHKU W yIJIHMHEHUE
untepBana QT/QTc no 446 mcek (6€3 mocneayOIUX OCIOKHEHHH CO CTOPOHBI cep/lia). B enom,
HauOoyee 4acto  HAOMIOJAaeMbIMM  CHMIITOMAaMH  IIOCJI€  TEPEIO3UPOBKH  SIBIISIOTCS
IKCTpANTUPaMUIHBIE CHMITTOMBI, COHITUBOCTh, TPEMOP U TPEBOTA.

Bo3MmorkHOE npuTyTIIeHHe 00JIEBOW UyBCTBUTEIEHOCTH, OSIBIICHHE CY0POKHBIX TPUCTYITOB WIIH
JTMCTOHMYECKUX PEaKIMii B 00IaCTH TOJIOBBI U IIEU MOCJe MePeI03UPOBKU MOKET CO3/1aTh PUCK
acnMpanuy pBOTHBIX Macc NMPH MHIYLUPOBAHHON pBOTE. MOHHUTOPUHT CEpJEUHO-COCYAUCTON
CHCTEMBI JIOJDKCH OBITh HayaT He3aMe[UINTEIIbHO ¥ JOJDKEH BKIIOYATh HEMPEPBIBHBINA
ANEKTPOKAPANOTPAPUUECKIIA ~ MOHHTOPWUHT  JUII  BBISIBICHHS ~ BO3MOXKHBIX  apUTMUIA.

Crieruduueckoro aHTHI0TA JJIs 3UTPACHIOHA HE CYIIECTBYET.
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COOTBETCTBYET 3K(
ot 16.11.2023 Ne 2321
[OCHENOBATENBHOCTE

o |
B3aumopneiicTBHe ¢ APYTrMMH J1eKaAPCTBEHHbIMH CPe/IC

_NNEPTHOMY OTYETY

dapMaKOKHHETHYECKHE U (hapMaKoIMHAMUYECKIE UCCIIeIOBAaHHS B3aUMOICHCTBUS 3UTIPACHI0OHA
C JpYyTMMH JIEKapCTBEHHBIMHM IIpelapaTamM, BbI3bIBAIOIIMMU yjiMHeHHe uHTepBasia QT, He
npoBOIMWIINCh. HEBO3ZMOXKHO MCKIIIOUMTh HaIM4YMe aJAUTUBHOrO 3¢ddekra 3unpacuona u 3Tux
JIEKapCTBEHHBIX IIPENapaToB, MOTOMY 3MIIPACHIOH HE CIEAyeT IPUHMMATb OJHOBPEMEHHO C
JIEKapCTBEHHBIMU IIperapaTaMy, BbI3bIBAIOIIMMM yajguHeHue wuHTepBana QT, Takumum kak
aHTHapuUTMUYeckue mnpenapaTsl kiaccoB IA u I, Mblmbska TpUOKCHI, TanopaHTPHH,
J€BOMETauIIa aleTar, Me30pHUIa3uH, THOPUIA3UH, TUMO3U], ciap(IioOKCalluH, raTu(IoKcauH,
MOKCHU(]JIOKCALlMH, Jl0JlaceTpoHa Me3WIaT, Me(JIOXHH, CepTUHAON WIM Lu3anpun  (cM.
paznen «lIpoTuBornokazanus»).

HccnenoBanust B3aMMOJENUCTBUS 3UIIPACHIOHA C JIPYTUMH JIEKAPCTBEHHBIMU IIpernapaTamu y
JI€TeW HE IPOBOAMIIUCE.

IIpenapamul, deticmeytowue na L[HC / anxozonw

YuuTbiBas OCHOBHOE JIEHCTBUE 3UIIPACHUJIOHA, CJEIYET IMPOSBIATh OCTOPOXKHOCTb IpPHU €ro
IPUMEHEHUU B KOMOMHALIMY C IPYTUMHU Npenaparamu, aeictpyromumu Ha LITHC, u ¢ ankorosem.

Brusnuue 3unpacu00Ha HAa dpveue JIEeKAPCNIBEeHHblE cpedcmea

B in vivo uccnenoBaHuyM 0JHOBPEMEHHOTO MPUMEHEHMS JeKCTpoMeTopdaHa U 3UMpacHIoOHa He
OBLIIO BBISIBJIEHO BBIpaKEHHOro HHruOuMpoBaHus uzopepmenta CYP2D6 mnpu koHueHTpauuu
3UIpacuoHa B miazme kpoBu Ha 50 % Huxke, yem npu npueme 40 Mr 3unpacuoHa JiBa pa3a B
CyTKH. JlaHHBIE MCCIENOBAaHUMN in Vifro CBUIETEIBCTBYIOT, YTO 3HUIIPACHUAOH MOXKET SBIATHCS
yMepeHHbIM MHruoutopoM muzodpepmentoB CYP2D6 u CYP3A4. OnHako MajaoBepOsiTHO, YTO
3UMNPACUIOH OKa3bIBAE€T KJIMHUYECKH 3HAYUMOE BIMSHUE Ha (apMAKOKMHETUKY JIEKaPCTBEHHBIX
[IpenapaToB, KOTOpbIe META0OIU3UPYIOTCA AITUMH H30(opMamu utToxpoma P450.

IlepopanvHuvle konmpayenmuevl

[Tpuem 3umnpacugoHa He BBI3BIBACT 3HAUUTEIbHBIX U3MEHEHUH (papMaKOKHMHETUKH IMPEnaparos,
cojepxamux dctporeH (AtuHWNCTpaanod, cyocrpar CYP3A4) wiu nporectepoH.

Jlumuu

OpnHOBpeMEHHBIN MpPUEM 3HUIPACHAOHA U IPENapaToB JMTHUS HE OKa3blBAI BIMSHMS Ha
(apMaKOKUHETUKY JINTHSL.

[TockonpKy 3UNPAcUIOH U JUTUN acCCOLIMUPOBAHBI C U3MEHEHUSIMHU CEplIeYHON MPOBOJUMOCTH,
MOTEHILIMAIbHO, OJTHOBPEMEHHOE NMPUMEHEHHE 3TUX MPENnapaToB MOXKET ObITh aCCOIMHUPOBAHO C
PUCKOM  pa3BUTHUsI HEXKEJATENbHBIX pEakUMid B TOM UHUCIE apUTMHI  BCIEACTBHE
(apMaKOIMHAMHYECKOTO B3aUMOJICHCTBUSA, OJHAKO, B KOHTPOJIUPYEMBIX KIMHUYECKHX
UCCIICIOBAaHUSAX MNP COBMECTHOM IIpUEME 3UIIPACHAOHA U JIUTHS HE ObIJIO OOHAapy>KEHO

BO3pPAaCTaHUEC KIIMHUYCCKOI'O PUCKa 11O CPAaBHCHHUIO C IIPUEMOM OJHOI'0O TOJBKO 3UIIpaCHJ0HA.
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_NNEPTHOMY OTYETY

(DapMaKOKI/IHeTI/I‘-IeCKOC BSaHMOHeﬁCTBHe MCKAY 3UIIPACUIOHOM H BAJIBIIPOATOM MAJIOBCPOATHO
BCJIICACTBHUC OTCYTCTBHA y I3THUX JBYX JICKAPCTBCHHBLIX IIPCIIApaTOB O6H.[I/IX MeTa00JINYECKUX
HYTefI. HCCJ’ICI{OB&HI/IH OAHOBPEMCHHOI'O IIpu€Ma IalUCHTAMH 3HUIIpaCHuIOHa MW BajlbIIpoaTa
IIOKasajiki, 4YTO CpCAHsAA KOHLCHTpalusa BallblipoaTa HaxXxoAuJaCb B IIPEACIaX TOro ke
TCPAINICBTUYCCKOI'0 Juara3oHa, 4YTo U IMpu nmpucMe Bajablipoara € HHaI_IeGO.

Bnusnue ODVZI/DC npenapamnoes Ha 3MI1DCICMO0H

JlaHHble HCClENOBAaHUM in Vitro W WCCIEAOBAaHMM Ha >XUBOTHBIX YKAa3bIBAlOT Ha TO, YTO
3UIIPACUIOH BEPOSITHO siBisercss cyoOcrparom P-ramkomporenna (P-gp). Kimnnuueckas
3HAYUMOCTb 3TOTO i1 ViVo JUI YeJIOBEKa HE YCTaHOBJICHA.

OnHOBpEeMEHHBIH pueM 3unpacuiona u uaruouTopa nzopepmenta CYP3 A4 u p-rauxonporenHa
KeTokoHa3zoua (400 Mr/cyTkH), HOBBIIIAJ KOHIIEHTPALIMIO 3UITPACHIOHA B CBIBOPOTKE KPOBU MEHEE
yeM Ha 40 %. Ilpy OJHOBpPEMEHHOM IPUMEHEHHUMHM C KETOKOHA30JI0M KOHLEHTpalus
S-MeTHIAUTUAPO3UIIPACUIOHA B 3UIIPACHAOHA CYJTB(OKCHIA B CHIBOPOTKE KPOBU B 0XKHUIAEMOE
Uit 3unpacusioHa Tmax yBenuuuBaiach Ha 55 % u 8 % coorBercTBEeHHO. JlomoiaHUTENBHOE
ynnuHenue uHTepBana QTc He HaOmonanoch. KimHMuYeckn 3HauMMble H3MEHEHMS
(apMaKOKUHETUKH 3UIPACH]IOHA, CBA3aHHBIE C COBMECTHBIM IPUEMOM MOIIHBIX WHIHOMTOPOB
nzopepmenta CYP3A4, ManoBeposITHBI, MOITOMY KOPPEKLIMU pEXKUMa JIO3UPOBAHUS HE
TpeOyercs.

[Tockonbky 3unpacugon ssnserca cyocrparom CYP3A4, a unaykuus CYP3A4 cesa3ana c
uHaykuuen P-gp, omHoBpeMeHHbI npuem ¢ uHaykropamu CYP3A4 u P-gp, Takumum Kak
kapOamaszenuH, pudaMnuH U 3BepoOOM MPOABIPSIBICHHBIN, MOTEHIMAIBLHO MOXET BBI3BIBATH
CHI)KEHHME KOHIIEHTpAlMM 3HUIpPacHJOHa B  CHIBOPOTKE KpoBU. KiMHHUYecKud  OmBIT
OJTHOBPEMEHHOI'0 IpHeMa 3UIpacHJ0Ha W HOPMOTHMMYECKOIO CpeAcTBa KapOamasenuHa
orpanuyeH. [lokazaHo, yTo mpuem kapbamazenuna B j1o3e 200 mr 2 p./cyT. B TeueHue 21 ans
CIocoOCTBOBAJI CHUKEHHUIO YPOBHS BO3/IEHCTBHS 3uTipacuoHa Ha 35 %.

Anmayuovl u yumemuoum

MHoOrokpaTHbIi IPUEM aHTALUAOB, COIEPKALINX ATFOMUHUN U MarHui, WM HUMETHANHA [10CIIe
npueMa TMHUIM HEe OKa3blBajl KJIMHUYECKM 3HAUYMMOTO BJIMSHUSA Ha (PapMaKOKMHETHKY
3UINpacHUIOHa.

Cepomonunepeuueckue 1exapcmeeHnnvie cpeocmeda

B oTmenbHBIX ciydasx cooOINANTOCh O CIIydasx pa3BUTUS CEPOTOHMHOBOTO CHHAPOMA,
BO3HUKABIIUX IIPU IPUMEHEHUH 3UNPACUI0HA B COYETAHUU C IPYTUMHU CEPOTOHUHEPTMUECKUMU

JekapcTBeHHbIMU Tipenaparamu, Takumu kak CHUO3C (cm. pasnmen «IloGouyHoe paeiicTBHe»).
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Knunnyeckue nposiBjaeHrs CEpOTOHUHOBOTO CUHIPOMA M|(-)|I'VT 'glllc:ﬁ)q ' BT(ETO’FEH'[HO'C]EE' CO3HAHUS,

QKUTALHIO, TMXOPAJIKY, IOTIUBOCTh, AaTAKCHUIO, THIIEPPedICKCHIO, MUOKIIOHHUIO U TUAPEIO.

Cea3b ¢ benkamu niasmvl Kposu

3urnpacu/ioH B 3HAUYUTEJIBHOM CTENEHU CBs3bIBaeTCs C Oenkamu Iu1a3mbl KpoBu. CreneHb
Cps3pIBaHUS 3MIpacHJiOHa ¢ OelkaMu IUIa3Mbl KpOBU in  Vitro HE UW3MEHsUIach IIpH
OJTHOBPEMEHHOM TPHUMEHEHUH C BaphapuHOM WM TPOIPAHOJIONOM (ABYMS NpenapaTamu,
00J1a/1a101IMMHU BBICOKOM CTENEHbIO CBSA3U € OEJIKaMU IJ1a3Mbl KPOBH), TAK)KE KaK 3UIIPACUIOH HE
U3MEHSUI CTENEHb CBA3BIBAHMS ITHX IpErnapaTroB ¢ OelIKaMM IUIa3Mbl KPOBH 4esoBeka. Takum
0o0pa3oM, BO3MOXKHOCTb JICKAPCTBEHHOI'O B3aUMOJCHCTBUS C 3UIPACUAOHOM 3a CYET

KOHKYPCHIIUHU 3a CBA3b C OeJIKaMH IJ1a3Mbl KpOBH MaJIOBCPOATHA.

Oco0ble ykazanust

Jl1st BBISIBJICHMSI MTallMEHTOB, KOTOPHIM MPOTUBOMNOKA3aHa Tepanus 3UMPACUI0OHOM, HEOOXOIMMO
W3YYHUTh aHAMHE3, BKJI0Yasi CEMEWHbIN aHaMHe3, U IPOBeCTH (Pu3uKaabHOE 00cIeoBaHuE (CM.
pasnen «IIpoTuBornokazaHus»).

Hnmepsan QT

3UNpacuiol BBI3BIBACT J10303aBUCUMOE yuinHeHue uHtepBaina QT or jnerkoi no ymepeHHOU
CTerneHu TskecTu (cM. pasaensl «Ilo6ounoe neiictBue» n «PapMakoAUHAMUKAY).

3unpacuion 3alpelieH0 Ha3HayaTh COBMECTHO C IIperapaTaMM, BbI3BIBAIOUIMMH YJJIMHEHUE
untepBana QT (cMm. paszpenst «IIpoTuBonokazanusi» u «BzauMopelicTBue ¢ JApyruMu
JIeKapCTBEHHbIMM CpeAcTBaMu»). HeoOxoaumo coOaroaarth OCTOPOXKHOCTh MPH Ha3HAuYeHUH
mpernapara MalyueHTaM C BBIPAXKEHHOU Opaaukapaueil. DNeKTpONUTHbIE HapyIIeHHs, TaKhe Kak
TUIOKAJIMEMUS M TUIIOMAarHueMHUsl, MOBBIIIAIOT PUCK 3I0KAYECTBEHHOW apUTMUU U JIOJKHBI OBITH
yCTpaHEHbl 10 Hayaja Tepanuu 3UNpacugoHoM. llpu nedeHnu MNanueHToB CO CTaOMIIbHBIM
3a0o0JIeBaHNEM cep/ilia peKoMeHIyeTcs mposecT aHanu3 DKI' 1o Hayana tepanuu.

[Tpy HaMUYMU TaKUX CUMIITOMOB CO CTOPOHBI CEp/la, KaK OIIyIIEeHHE cepAleOneHns, BepTHTO,
OOMOpPOK WJIM CYJIOPO’KHBIE MPHUCTYIBI, HEOOXOAMMO YYHUTHIBATH BO3MOKHOCTbH HaJIMYUs
3JI0KaYeCTBEHHOW CEpICYHON apUTMHH U TIPOBECTH obOcienoBanue cepama, Bkirodas IOKI'. Ecou
untepBasl  QTc > 500 Mc,  pekoMeHIyeTcs  MpeKpaTUTh  Tepamuio  (CM.  pasfzen
«IIpoTHBOIIOKA3aHUS).

B TedyeHume MOCTPEruCTPALlMOHHOTO TMEpHOAAa OBUIM MOJYYEHBI PEIKUE COOOIIEHUS O
NOJUMOP(HON KENyJAOYKOBOM TaXWUKApAUM THUMA «IHPYIT» y TNPUHUMABIIUX 3UIPACUIOH

MNalMCHTOB, UMECBIINX MHOT'OXKECTBCHHBIC (l)aKTopI:I pHUCKa.
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Jemu u noopocmku

BezonacHOCTh 1 3 PEKTUBHOCTH 3UMIPACHI0HA TIPH JICUSHUH IU30(PPEHUH Y IeTeH 1 IOJPOCTKOB
ycTaHOBJIeHa He Oblia (cM. pa3aen «PapMakoTUHAMUKAY ).

3noxauecmeennviil netiporenmuueckuii cunopom (3HC)

3HC — 310 peakoe, HO MOTEHIIUAIBHO KU3HEYTPOXKAIOIIEE COCTOSHUE, O KOTOPOM COOOIIANOCH B
CBSI3U C IPUEMOM AHTHIICUXOTHUYECKHX JICKAPCTBEHHBIX MpPENapaToB, BKIIOYAsl 3UIMPACHIIOH.
[Tarmentam ¢ 3HC HeoOX0AMMO HEMEIJICHHO MPEKPATHTh MPHEM JIOOBIX aHTHIICHXOTHUYECKUX
JIEKapCTBEHHBIX MTPEnapaToB.

Ilo30mnsa5 ouckuneszus

[lpy naWTENPHOM NPUMEHEHWH 3UMPACHIOH TNOTEHIMAJIBHO CIOCOOEH BBI3BIBATH ITO3THIOI0
JTUCKUHE3WIO W JPyTUE TO3THHE SKCTPAUpPaMUIHbIE CUHAPOMBL. M3BECTHO, YTO MAIMEHTHI C
OUMOJSPHBIM PACCTPONCTBOM OCOOCHHO MOABEPKEHBI PA3BUTHUIO JaHHBIX OCIOKHEHUH. Puck
BO3pacTaeT MpU yBEIWYEHUH MPOJOJDKUTEIILHOCTH TEpaluu, a Takke C Bo3pacToM. B ciydae
NOSIBIICHUSI TPU3HAKOB M CHMIITOMOB IIO3JHEH JUCKWHE3UH HEOOXOIMMO PpPacCMOTPETh
BO3MOYKHOCTH CHUIKECHUS JI03bI WIIA TIPEKPAILICHHS TEPATTUH 3UIIPACHIOHOM.

Ilaoenus

3UIpacuioOH MOXET BBI3bIBATH COHJIMBOCTh, T'OJIOBOKPYKEHHUE, OPTOCTATUYECKYIO TMIIOTEH3HIO,
HapyIIEHHs TOXOJKH, YTO MOXKET MPUBOJIUTH K majeHusM. Ciemnyer coOlo1aTh OCTOPOKHOCTh
Opy JICYEHUH TAIMEHTOB C BBICOKMM PHUCKOM H PacCMOTPETh BO3MOXKHOCTh Ha3HAYEHUS
CHIDKEHHOM HauyaJbHOM 1103bl (HampuMmep, y MOXKWIBIX WJIH OCIa0JeHHBIX HalMEeHTOB) (CM.
pazaen «Crnocod MpUMEHEHHS U TO3BD» ).

Cydopoeu

Pexomenmyercsi coOmogaTh OCTOPOXHOCTh TPHU JICYCHWW TMAIUEHTOB C CYIOPOKHBIMH
HOPUCTYIIaMH B aHAMHE3e.

Ilpumenenue npu nHapyuienuu QyHKyuu neveHu

OnbIT MPUMEHEHHUS y MAIMEHTOB C TSHKEIBIM HapylleHHeM (YHKIMH MMeYeHH HEeIOCTAaTOYeH, U
clieyeT coONI0IaTh OCTOPOKHOCTD TIPH Ha3HAYSHHWH 3WUTIPACHIOHA TAIIMEHTaM JaHHOM TPYTIIThI
(cM. pazgensl «Criocob MpuMeHeHus U 1036 U «PapMaKOKUHETUKAY).

Jlakmosza

[TockonbKy B cOCTaB Kamncyjibl B KadecTBE BCIIOMOTATEIHLHOTO BEMIECTBA BXOAMT JIAKTO3EI
MOHOTHApAT, ATy JIEKapCTBEHHYIO (GOpMy HE CleAyeT NPUHUMATh MaIMeHTaM C pPEIKou
HACJIC/ICTBEHHON HEMEPEHOCUMOCTBIO TalaKTO3bl, OOIIEH JaKTa3HOM HEIOCTATOYHOCTHIO HIIU

CUHAPOMOM MaJTbaOCOPOINH TITFOKO3bI U TaIAKTO3HI.
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Zendokc® cooepacum nampuil

_NNEPTHOMY OTYETY

® comepxutr meHee 1 Mmmons Hatpus (23 Mr) Ha Karcyiy. ITalHeHTOB, COOIONAIOINX

3enaoKe
HU3KOCOJICBYIO JIUETY, MOXHO YBEJOMHTD, YTO JaHHBIN JICKAPCTBEHHBIN Mpenapar MpakTUIeCKU
HE COJICPXKUT HATPHS.

Tlogvluennwlil puck ocmpulx HapyuleHuil M03208020 KpO800OpaujeHus 8 NONYJIAYUU NAYUEHMO8 C
OdemeHyueti

B pangoMu3upoBaHHBIX TUIANE00-KOHTPOIMPYEMBIX KIIMHUYECKUX HCCIICIOBAHUSX B TIOTYJISIIAN
MalMeHTOB C JICMCHIIMEH, T[IOJydYaBIIUX JICUCHHWE ATUIUYHBIMH aHTUIICHXOTHYECKUMU
npenapaTamMu, HaOJIIOJAOCh MPUOIM3UTENBHO 3-KpaTHOE yBEIWYEHHE PHCKAa BO3HUKHOBEHUS
1epeOpPOBACKYISIPHBIX ~ HEKENATCIbHBIX SBJICHHWA. MeEXaHW3M yBEJIMYCHHS OTOr0 pPHCKa
HensBecTeH. Heb3st HCKITIOUUTh BO3MOYKHOCTD YBEITUUCHHSI JAHHOTO PUCKA U ITPU IIPHEME IPYTHX
AHTHIICHXOTHYECKHX IIPENapaToB MM B APYrUX MOMYIALUSX MAlMEHTOB. 3emmokc® cieayer ¢
OCTOPOKHOCTBIO MPUHUMATD MAlMEHTaM, UMEIOLUM (aKTOPbl pUCKA UHCYIIBTA.

Yeenuuenue wacmomot cmepmnocmu Ha ¢hone npuema HeUpPoOIenMuUK0o8 y NONCUILIX NAYUEHMOS,
CMpaoaruux oemeHyuell, Co4emarouelcs ¢ nCUxo30om

Jlannble u3 1ByX OOJBIINX HAOMIOAATEIbHBIX UCCIEIOBAHHM MOKA3aIH, YTO MAIIUEHTHI MTOKUIIOTO
BO3pacTa ¢ JEeMEHIIMEW, TMOoNydalolue JIeYeHHEe AaHTUIICHXOTUYECKHUMH TMpenaparamu,
MOJIBEP)KCHBI HE3HAYUTEILHO TOBBIIIICHHOMY PHUCKY CMEPTH TI0 CPAaBHEHUIO C IMAIIMCHTaMU, He
MOJTyYaloNUMHU  JiedeHue. VIMeronuecsl JaHHbIE HEAOCTAaTOYHBI JUIS YCTAHOBJICHHS TOYHOU
BEJIMUMHBI PUCKA, & IPUYUHBI €T0 YBEIHMUEHUS! HEM3BECTHHBI.

3ennokc® He MOKa3aH i TEPalUU PACCTPONCTB MOBEEHNUS, BHI3BAHHBIX JEMEHIIHEH.

Benosnas mpombosmbonus

[Ipy TnpUMEHEHWW aAHTHIICHXOTHYECKUX TIPEraparoB OTMEUAINCh CIlydal BEHO3HOUH
TpoM603MOonuu (BTD). [lockonbKy ManueHTsl, MOTyYarIIie aHTUIICUXOTUYECKUE MPEenapaThl,
4acTo UMEIOT mpuoOpereHHble ¢dakTopbl pucka BTD, Bce Bo3MoxkHble (akTopsl pucka BTO
CIIeTyeT BBISBJIATH IO Hadajla ¥ BO BPEeMsl JICUCHHS 3HMIIPACHIOHOM, a TaKKe MPEIIPHHUMATH
MPOPUITAKTUIECKUE MEPHI.

Ipuanusm

Ha ¢one mpuMeHeHUs aHTUIICUXOTHUYECKHX MPENaparoB, BKIIOUYAs 3UIMPACHUIOH, OTMEYAIUCH
ciydan Tmpuanm3Ma. Kak ¥ B ciydae NMPUMEHEHHS JPYTHX IMCUXOTPOIHBIX IPEnaparoB, dTa
He)KellaTeJIbHAsT PeakIus, MO-BUIUMOMY, HE 3aBHCElla OT J03bl W HE KOppeIHpoBalia C
JUTUTETTLHOCTHIO TePAITHH.

T'unepnponaxmunemus

Kak w ngpyrume mpenaparbl, SBISIOIMIMECS aHTaroHucTamMu 10GaMUHOBBIX D2-penentopos,

3UNMPAcUJOH MOXET TMOBBILIATh YpOBHU ImpojaktuHa. Ha ¢one mnpuema mnpenaparos,

Crp. 19 u3 21



COOTBETCTBYET 2K
ot 16.11.2023 N2

MOBBIIAIONIMX YPOBHHU MPOJIAKTHHA, OTMEYAINUCh T&KI/IG‘ELEIIB:\;:EEIIQ—QIQ E{'éﬁg— %EH&&EJaﬂfe‘ﬁt‘){oeﬂ

CMEPTHOMY OTUETY

E

TMHEKOMAacTUsd W UMIOTeHIMs. JluTenbHas TUIEPHPOJIAKTUHEMMS B  COUETaHUM C
TUIIOTOHAIU3MOM MOXET IPUBOJANUTH K CHUKEHHIO MUHEPAJIIbHOM MJIOTHOCTH KOCTHOM TKaHH.
Traoicenvle KodicHble peakyuu

[Ipy npuMeHeHMM 3uUIpacUlOHa COOOIIAJIOCh O CllydasX JIEKAPCTBEHHOW peakiuu C
so3uHOouIMei u cucreMubiMu cumnromamu (DRESS). DRESS-cunapom npencrasusier co0oit
coyeTaHue Tpex Win 0oJiee CIEAYIOIMX CHUMIITOMOB: KOXKHAsl peakius (Hampumep, ChIlb HIIH
9KC(OJUATUBHBIM JEpMATUT), 303MHOMDUINS, MOBBIILIEHHE TeMIEpaTyphl, JUM(pAACHONATUS U
OJIHO WJIM HECKOJIbKO CHUCTEMHBIX OCJIO)KHEHHMH, TaKMX KakK TIenaTtuT, HeQpuT, IHEBMOHMUT,
MHUOKApJIUT U MEPUKAPIUT.

Jpyrue Tsbxenble KOXKHbIE HEXKeNnaTeabHble peakluy, Takue kak cuHapoM CtuBeHca-/[oHCoHa,
ObUIN 3apETUCTPUPOBAHBI Y MALMEHTOB, IPUHUMABIINX 3UMPACH]IOH.

Tspkenble KOXKHBbIE HEKENaTeNbHbIE PEAKIMM B psA€ CIydaeB MOTYT OBITh ACCOLMMPOBAHBI C
JIETAJIbHBIM HUCXOJ0M. B ciyyae BO3HMKHOBEHMSI TSKEJBIX KOXHBIX HEXKEIATEIbHBIX peakuuil

SUNPACUIOH CIICAYCT OTMCHHUTD.

Bansinne Ha CIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHM3MAMHU

3Unpacui0H MOXKET BbI3bIBATh COHJIMBOCTD U BIMSTH Ha CIOCOOHOCTb YIIPABIISITh TPAHCIOPTHBIMU
CpelCTBaMU U paboTaTh ¢ MexaHu3MamH. [larrienTaM He06X0AMMO BO3/IEPIKATHCS OT YIIPABIICHUS
TPAHCHOPTHBIMM CPEICTBAMHM M paboThl ¢ MexaHn3MaMu. HeoOxoaumo HaaiexammM oopa3zom
UHPOPMHUPOBATH 00 3TOM NAlMEHTOB, UMEIOIIUX BO3MOXKHOCTH YINPaBIATH TPAaHCHOPTHBIMU

cpencTBamMu U paboTaTh C MEXaHU3MaMHU.

dopma BbINIyCKA:

Kancynst 20 mr, 40 mr, 60 mr, 80 mr.

10 xancyn B 6muctep u3 [IBX/T1A/antomunneBoit ¢ponbru.

2,3,5, 6 umu 10 6aucTepoB BMeCTEe ¢ MHCTPYKIMEH O IPUMEHEHHUIO TTOMEIal0T B KapTOHHYIO

MMa4YKy ¢ KOHTPOJICM IIEPBOTI'0 BCKPLITHUS.

YciaoBust XxpaHeHust
Xpanuts npu Temneparype He Boime 30 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpok rognocTu

4 roaa. He ncrnons3oBaTh N0 UCTEUYCHUN CpOKa rogHOCTH, YKa3aHHOI'O Ha YIIaKOBKC.
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o1 16.11.2023 N= 23215

(NOCNEQCBATENEHOCTE 0003)

YcaoBus oTnycka

OTIyCKaloT MO pelenTy.

Baajenen perucTpaiHOHHOIO yA10CTOBEPEHUSI:

Coenunennblie LlTaTel AMepuku

Buarpuc Cnemmantu 91291Cu

Komnunsz ®eppu Poya, 3711, MoprantayH, 3anagnas Bupmxunaus 26505, CIIA
+1724-514-1800

info(@viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1724-514-1800

info@viatris.com

IIpousBoauTenn
[Naiizep Alipasng apmacsroTikan3 AnmuMure Kamnanu

Jluttn Konnemn, HetoOpumk, W12 HXS57, Upnanaus

Pfizer Ireland Pharmaceuticals Unlimited Company

Little Connell, Newbridge, W12 HX57, Ireland

Dacosumk/YnmakoBmuk/BeITyCKarOMi KOHTPOJIb KAUYECTBA

[aiizep Mantopakuypunr Joitunenn ['M6X
MoocBansaamiee 1, 79108 ®paiibypr UM bpaiicray, I'epmanus

Pfizer Manufacturing Deutschland GmbH
Mooswaldallee 1, 79108 Freiburg Im Breisgau, Germany

IIperensun norpeduTesieil HANPABJIATH MO ajpecy:

Poccuiickas @enepanvs

000 «Buarpucy

125315, r. MockBsa, JIeHuHrpaackuii npocnekrt, 1. 72, K. 4, 2-i atax, oM. 9, kom. 1
Tenedon: +7 495 130 05 50

®axc: +7 495 130 05 51

DneKTpoHHas 1moyvTa: ru.info@viatris.com
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