COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.05.2023 N= 2701

(MOCNEOCBATENBEHOCTL 0001)

MHCTPYKINA
1O MEJUIIMHCKOMY ITPUMEHEHUWIO JIEKAPCTBEHHOI'O ITPEITAPATA
3unakcepa®

Zylaxera®

PerucrpauuoHHbiii HOMep:
Toprosoe nanmenoBanme: 3uakcepa”
MexayHapoHOe HENNATEeHTOBAHHOE WM I'PYNIIMPOBOYHOE HAMMEHOBAHUE: aPUIIUIIPA30JI

JlekapcTBeHHas popma: TabaeTKu

Cocras

1 Tabnerka 5 mr/10 mr/15 mr/30 Mr conepxut:

evicmeyrowee seuecmaeo: apuInuIIpasosa dbymapar norypabpukar-rpanysibl
74,25 mr/148,50 mr/222,75 mr/445,50 mr

[Heiicmeyrowee sewecmeo nonygabpuxkama-epanyn. apunumpaszoia ¢ymapar (B ¢opme
apunumpazona remupymapara) 5,647 mr/11,293 mr/16,940 mr/33,880 mr,  3KBHUBaJIECHTHO
apunurmpa3zony 5 mr/10 mr/15 mr/30 mr

Bcnomoeamenvnvle  sewgecmea  nomygpabpukama-epamyn:  JIaKTO3bl MOHOTHApAT, Kpaxmal
KYKYpY3HBIH, [EIITI0I03a MUKPOKPUCTAJUIMYECKAst, TUIPOJIO3a, KPACHUTENIb CHHUN [KpacHTENb
cunuil narentoBaHHbll (E131), xpacurens OpmmuanToBbiii uepHbl (E151)] (mis tabnerok
5 Mr), KpacuTemb xene3a okcu skentoiit (E172) (ansa tabieTok 15 Mr), KpacuTenb xkesae3a OKCU/T
kpacubiit (E172) (nyst Tabnetox 10 mr u 30 mr)]

Bcnomoeamenvuwie eeujecmed. Marausa creapar

Onucanue

Tabnemku 5 me: KariCyJOBHIHBIE, CIIETKA TBOSIKOBBITYKITbIC TaOJIETKH, CBETIIO-TOTy0OTO IIBETA C
MpPaMOPHOCTBIO 1 BO3MOXHBIMHU TEMHBIMU BKPAIJICHUSAMMU.

Tabnemxu 10 me: KariCyTOBUIHBIE, CIIETKA IBOSIKOBBIMYKJIbIE TAaOJIETKH, OJIEHO-PO30BOTO I[BETA
C MpPaMOPHOCTBIO U TCMHBIMU BKPAITJICHHUAMMU.

Tabnemku 15 me: Kpyrible, clieTKa IBOSKOBBINTYKJIBbIC TaOJIETKU C (packoi, OJeqHO-KEITOro
BE€Ta C MPaMOPHOCTBIO U BO3SMOXXHBIMH TCMHBIMH BKPAIlJICHUSAMU.

Tabnemku 30 me: KpyTJble, CIETKa JTBOSKOBBIMYKIIbIE TaONEeTKU ¢ (ackoi, OJeTHO-PO30BOTO

IBE€Ta C MPaMOPHOCTBIO U TCMHBIMH BKPAIIJICHUSAMMU.
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(I)apMaKOTepal'leBTP[quKaﬁ rpymma: rncCHuxoJCINTUKHU; aHTUIICUXOTUYCCKHUE CPCIACTBA, APYruc
AHTUIICUXOTHYCCKUC CPEACTBA

Koax ATX: NOSAX12

DapMaKoJ0ruyecKue CBOHCTBA

[Ipenmonaraercsi, 9YTO TepanmeBTUYECKOE JIEHCTBHE apHUMHIIpa3ojia MpU MU30PPEHUH U
OoumosipHoM paccTtporicTBe | Tuma 0OYCIIOBIEHO COYETaHWEM YaCTHYHOW arOHUCTHYECKOU
aKTHBHOCTH B OTHOmEHUU Ds-godamuHOBEIX W SHT1a-CEPOTOHMHOBBIX PEIENTOPOB U
AHTAarOHUCTUYECKOUM aKTUBHOCTHIO B OTHOIIEHUU SHT2,-CEpOTOHMHOBBIX PEIENTOPOB.
Dapmakoounamuxa

Apunumnpa3zoi o01aaeT BbICOKOH a(GUHHOCTBIO B YCIOBUSX in vitro K D2- 1 D3-godhaMuHOBBIM
peuenitopaM, SHT1a- 1 SHT2:-cepoTOHMHOBBIM penienTopaM U yMepeHHOH apduHHOCTBIO K Das-
nopamuaoBelM, SHT2- um  SHT7-cepoTonHmHOBBIM, —anbgai-aapeHopenentopamMm u  Hi-
THCTAaMHHOBBIM pELEeNnTopaM. ApPHUIUIPA30Jl XapaKTepU3yeTCsl TaKXKe YMEPEHHOH apPpUHHOCTHIO
K y4JacTKaM OOpaTHOTO 3axBaTa CEPOTOHWHA M OTCYTCTBHEM apGUHHOCTH K MYCKapHHOBBIM
XOJIMHOPELENITOpaM. APHUIUIIPA30Jl B 3KCIEPUMEHTaX HA >KUBOTHBIX MPOSIBISUT aHTArOHHU3M B
OTHOIIEHWH  NO(PAaMHHEPTUYECKOW  TUNEPAaKTUBHOCTH W  aroOHW3M B OTHOIICHHH
noaMuHEpPruYeckoil TUMOAKTHUBHOCTH. HekoTopble kimHuUYeckne 3(GQGEKTh apHurmIipasoia
MOXHO OOBSICHHTH B3aUMOJCHCTBHEM C APYIUMH pPELENTOpaMH, MOMUMO J0(aMHUHOBBIX H
CEPOTOHUHOBBIX.

[IpuMeneHue apununpasona BHyTpbs B Ao3ax oT 0,5 Mr mo 30 mr 1 pa3 B CyTKH y 340pPOBBIX
J06POBONBIEB B TeueHUe 2 HeJelb NPUBOAUT K J0303aBUCHMOMY CHMKEHHUIO CBA3bIBaHMS ''C-
paxsonpua, aurangaa Da/D3-10(haMHHOBBIX perenTopoB, ¢ XBOCTAThIM SAPOM M Orpajioi (1o
JAHHBIM MO3UTPOHHO-IMHCCUOHHON TOMOrpadun).

DapmaKkoKkunemuka

AKTUBHOCTH Tpenapata 3uakcepa® rIaBHbIM 00pa3oM 00yCIOBIEHa HATHYHEM apUITHIPa30Ia.
Cpennnii mepuox mnomyBbiBererns (T'2) apumumpaszona COCTaBiSeT MPUMEPHO 75 4acos.
PaBHOBecHast koHUeHTpauusi gocturaercsi ueped 14 gueit. Kymymsinust apunumpasona mnpu
MHOTOKPAaTHOM TIpHeMe Tmpenackasyema. Ilokazatenu ¢GapMaKOKMHETHKH apuIUIpa3oia B
PaBHOBECHOM COCTOSHMM MPOMOPIHOHANBHEI J03e. He oTMeueHo CyTouyHBIX KojeOaHuit
pacnpeaeneH s apuIuInpa3ojia ¥ ero Merabonura — Jerupoapununpasona. Y CTaHOBIEHO, YTO
IJIaBHBIM MeTa0oMUT mpemnapara B IUIa3Me KPOBU YeNIOBEKa, JAECTHAPOAPHUIIUIIPA30J, o0iagaeT
Tako! ke apPUHHOCTHIO K D2-710(haMuHOBBIM penenTopam, Kak U apuIunpasoll.

Bcacwisanue



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 10.05.2023 Ne 8701

(MOCNEOCBATENBEHOCTL 0001)

Apununpaszon GbICTPO BcachlBaeTcsl Tocie MpHeMa BHYTph TabJeToK mpenapara 3uiakcepa”,
IIpU 3TOM MakcuMasbHasi KOHUEHTpauus (Cmax) apuUIMIpa3oia B IUIa3ME KPOBHM JIOCTHUrAeTCs
yepe3 3-5 4yacoB. BHOAOCTYMHOCTH TabNeTOK mnpemapara 3unakcepa® MpHM MpPHEME BHYTPh
cocrasisiet 87 %. [Ipuem numm He BiIuseT HA OMOJOCTYITHOCTh apUITUTIPA30IIa.

Pacnpeodenenue

ApHUIHUITPa30J XOPOIIO PACHpPEeseTCs] B TKaHAX, MPUYEM KaXyluiics o0beM pacrpeieneHus
coctaBnsieT 4,9 /KT, 4TO TOBOPUT 00 WHTEHCHBHOM BHECOCYIUCTOM pacnpexaeieHuu. llpu
TepaneBTUYEeCKOM KOHIEHTpanuu Oonmee 99 % apumumpasona CBs3bIBaeTCs ¢ Oeiakamu
CBIBOPOTKHM KPOBH TIIABHBIM 00Pa30M — € allbOYMHUHOM.

Memabonusm

ApHUNHUIIpa30i MOJABEPraeTcsi MPeCUCTEMHOMY METa0OJIM3My JHUIIb B MUHHUMAJIbHOW CTENEHH.
Apunumnpazosl MeTabOIU3UpyeTCs B IEYEHH TpeMs CrocodaMu:  JeTUIpUpOBAaHUEM,
ruipokcunupoBanueM U N-neszankunuposanueM. [1o 1aHHBIM HCCIeI0BaHUS B YCIOBUSIX in Vitro
JNETUAPUPOBAaHUE W TUAPOKCWIMPOBAHWE AapPUIHIIPA30ja IMPOUCXOAUT TOA  JCHCTBHEM
nzopepmentoB CYP3A4 u CYP2D6, a N-ae3ankunupoBaHue KaTaTu3upyeTcs M30(QepMEeHTOM
CYP3A4. Apununpasodl siBIsIeTCsI OCHOBHBIM KOMIIOHEHTOM IIpernapara B mja3me Kposu. [lpu
PaBHOBECHOM  COCTOSIHUM  IUIOIIaAh  NOJ  KpUBOM  «KoHIEHTpauus-Bpems» (AUC)
JETUApoapununpasona, AakTUBHOrO MertabonuTa, cocraBiaser mnpumepHo 40% AUC
apUMNHIpa3oa B Miia3Me KPOBH.

Buvigeoenue

Cpennnit T'2 apunumnpazona COCTaBISET OKOJO 75 9acOB y MAIMEHTOB C BEICOKON aKTHBHOCTHIO
uzopepmenta CYP2D6 u 146 yacoB — y mManMeHTOB C HU3KOM ero akTtuBHOCTHIO. Ilocne
OJIHOKPaTHOTO IpueMa BHYTpbh MeueHHoro ('*C) apunmmpaszoma npumepno 27 % u 60 %
PaAMOaKTUBHOCTHU OIPENENSIETCS B MOYE M Kaje COOTBETCTBEHHO. MeHee 1 % HEeM3MEHEHHOro
apUIumnpasosa onpenessieTcss B Moue U npuMepHo 18 % mpuHATON 0361 B HEM3MEHEHHOM BHJIE
BBIBOJIUTCS 4epe3 KHUIICUHUK ¢ JKemdbto. OOImUi KIMPEHC apHIMIpa3oia COCTABISCT
0,7 MII/MUH/KT T71aBHBIM 00pa30M 3a CYET BBIBEACHUS IICUEHBIO.

DapmaxokuHemuka y ocoowblx 2pynn nayueHmos

Tayuenmur cmapuieii 8o3pacmuoti 2pynnwl

Bo3spacTHbIx pa3znuuuil napameTpoB (papMaKOKMHETHKH apUIMIIPa30J1a y B3POCIBIX MALIUEHTOB €
m30(peHneid, a Tak)Ke Y 37I0POBBIX JOOPOBOJIBIICB HE BISIBIICHO.

Ton

He oO0HapyxeHO OOyCIOBJICHHBIX TOJIOM pa3lU4uidl mapamMeTpoB  (hapMaKOKHHETUKU
apUITMIIPa30Ja y B3POCIbIX MAllMEHTOB ¢ MHU30(PEHHUEN, a TAKXKe Y 3710POBBIX 100POBOJIBIIEB.

Pacosas npunaonescnocmo
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Knuanueckn 3Ha4UMBIX OTIMYUHN (DapMAaKOKMHETHUKU apHUIIMIIPa30Jia B 3aBUCUMOCTH OT PAcOBOM
MPUHAIJICKHOCTH HE OTMEYEHO.

Kypenue

Kypenue He oka3biBacT BIUSHHS Ha ()apMaKOKHHETUKY apHUITAIIPa30JIa.

Hapywenue gpynkyuu novex

[TapameTpbl (papMaKOKMHETHKH apUIUAIIPa30ja H JACTHAPOAPHIIAIIPA30ja y TMAIUEHTOB C
TSDKEIIBIMH 3a00JIEBAaHUSIMHE MTOYEK HE OTIIMYAIOTCS OT TAKOBBIX Y 3J0POBBIX JOOPOBOJIBIIEB.
Hapywenue ¢pynkyuu nevenu

Ilocne opgHOKpaTHOTrO mHpHUeMa apUIMIpPa3oja MAlMEHTaMH C PA3NIUYHOM CTENEHBIO TSHKECTU
UpPpO3a NEUYEeHU HEe OBUIO BBISBICHO CYIIECTBEHHOTO BIUSHHS HapylmeHus (GyHKIHUU MEYSHH Ha
(dapMaKOKMHETUKY apuIuipasoja u Jeruapoapununpasona. OnHako B HCCIEIOBaHUU
y4acTBOBAJIM TOJBKO 3 MalUEHTa C JIEKOMIIEHCHPOBAHHBIM LUppo3oM neueHu (kiaacc C mo
kinaccudukanuu Yaina-I1s10), B CBSA3M ¢ YeM HEBO3MOXKHO C/IEIaTh OKOHYATEIBHBIX BBIBOJIOB O

MeTa00IHYECKOH aKTHBHOCTHU IT€YEHH Yy NaqUCHTOB C J€EKOMIICHCUPOBAHHBIM HUPPO30M IICHCHU.

IMoka3zaHusl K NPUMeEHEHUIO
[penapar 3unakcepa® Moka3aH K MPUMMEHEHHIO Y B3POCIbIX B Bo3pacTe oT 18 jer.

. [uzodpenus: ocTpble TPUCTYIBI U MOAIEPKUBAIOLIAs TePaIHsL.

o bunonsipuoe pacctpoiictBo 1 Tuma: MaHuakalbHbIE SMU301bl U NOJACPKUBAIOILAS
Tepanus C 1LEJIbl0 MPEeJOTBPAIIECHUS PELUAUBOB y MALUEHTOB C OWIIOJSPHBIM
pacctpoiictBoM | THIa, HEJaBHO NEPEHECIINX MaHUAKaIbHBIN MM CMELIaHHbIN SMU301.

o Z[OHOJ'IHGHI/IC K Tepaliuu mnperaparaM JUTUA WA BaHBHpOCBOfI KHCJIOTBI 1A JICYCHUA
MaHHAKaJIbHbIX WJIN CMCHIAHHBIX 31TM3040B B paMKax 6I/IHOJI$IpHOFO paCCTpOﬁCTBa I Tuma
IIpU HAJIMYWUU IICUXOTUYCCKUX CHUMIITOMOB WA 0e3 HUX U noaacCpIKuBaromas Tepamus ¢
1EeNbI0 TPEJOTBPAIICHUS PEIUIUBOB Yy TMAalMEHTOB C OWMOJSPHBIM pPacCTPOUCTBOM
I Tuna.

° I[OHOJ'IHCHI/IG K aHTHHCHpCCCHBHOﬁ TCpalunu Inpu 0OoIBIIOM ACMIPECCUBHOM paCCTPOﬁCTBe.

IIporuBonoKkazanus
e [ UmepuyBCTBUTENBHOCTh K apUIIMIPA30Jy W/WIM K JIO00MYy W3 BCIIOMOTAaTEIbHBIX
BEIIIECTB IIpernapara.
e Bo3spact 10 18 net (3ppexTuBHOCTL 1 6€30MACHOCTH HE YCTAHOBIICHBI).
e [lepuox rpyTHOTO BCKApMITHBAHUS.
e Penxo BcTpeuaromiasics HacleACTBEHHAS HETIEPEHOCHMOCTH TaJlaKTO3bI, ACMUITUT JTaKTa3bl

JIoTIape WM TIIF0KO030-TalaKTO3Hask MaibadCcopOIusi.
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C 0CTOpPOXKXHOCTBIO

Cepneuno-cocyaucTtble 3a0oieBanus (umemudeckas 0osesnsb cepaua (MbC) unm nepeHeceHHbIiH
UH(APKT MHOKapJa, XpOHWYecKas cepaeuyHas HenoctaroyHocTh (XCH) wmm HapymeHus
HPOBOAMMOCTH), 11epeOpOBaCKYIISPHbIE 3a0oseBaHus, STHJIICTICHS, COCTOSTHHS,
npeapacroiaraloye K pa3BUTHIO apTepHaIbHON TMNOTEH3MM (IETHIpaTalys, TMIIOBOJIEMHUS,
NPUMEHEHUE THIIOTCH3UBHBIX JICKAPCTBEHHBIX CPEICTB) B CBSI3H C BO3MOXHOCTBIO PA3BUTHS
OpPTOCTAaTHYECKON THUIMOTEH3HWH, CYIOPOKHBIC TIPHUIAIKKA WIH 3a00JIeBaHUsS, TPU KOTOPBIX
BO3MOJKHBI CYZOPOTH, MOBBIIICHHBIM PUCK Pa3BUTHs TUMEPTEPMHUH (HAIpUMEpP, WHTCHCHUBHEIC
dusnveckne Harpy3kd, IeperpeBaHue, MPUMEHEHNE M-XOJIMHOOJIOKATOPOB, NeTUApATAINS, TaK
KaK HEWPOJENTHKH CHOCOOHBI HApyIIaTh TEPMOPETYJSAIHI0), Y MAIEHTOB C IMOBBIIICHHBIM
PUCKOM acTUpallMOHHON MHEBMOHUM M3-32 PUCKa Pa3BUTHUS HApYLICHHs MOTOPHOW (pyHKIUU
MUIIEBOJA U aCIUPALIMHU, OKUPEHUE WK caXapHbI AMa0eT B CEMEWHOM aHaMHe3€, y MalueHTOB
C BBICOKMM pHCKOM CyHIMJA (TICUXOTHYECKHE 3a0o0JieBaHMs, OUIOJSApPHBIE PacCTPONCTBa,
00JIbILIOE JETIPECCUBHOE PACCTPOMCTBO), y JUI] B Bo3pacte 1824 ner B CBSA3U C PUCKOM

Pa3BUTUA CYULIUAAJIBHOT'O ITOBEACHU, 6epeMeHHOCTB.

IIpnvenenne npu 6epeMEHHOCTH U B IIEPHOJ IT'PYAHOI0 BCKAPMJIMBAHUS

bepemennocmo

AZIeKBaTHBIX U XOPOIIO KOHTPOJIUPYEMBIX HCCIEAOBAHUN y OEpPEeMEHHBIX HE NPOBOIMIOCH.
HeusBecTHO, MOXKET /M TNPUMEHEHHME apHIUNpas3oja y OepeMEHHON OKa3blBaTbh BpPEAHOE
BO3/ICHCTBHE Ha IUIOJ WM BBI3BIBATh HAPYIIEHHE PENPOAYKTHBHOM (yHkunu. M3BecTHO, 4TO Y
HOBOPOXKJICHHBIX, MaTepyW KOTOPBIX INpUHUMANIM Helponentukn B TeueHue III Tpumectpa
0epeMeHHOCTH, B IOCIEPOIOBOM NEPHOAE CYIIECTBYET PHUCK Pa3BUTHs SKCTPAMUPAMHIHBIX
pacCTpOMCTB W/MIM CHHIPOMA «OTMEHBI». Y HOBOPOXKICHHBIX OTMEYAIUCh BO30YXICHHE,
MBIIIEYHAs TUIEPTOHUSA WIM TUIIOTOHUSA, TPEMOpP, COHIMBOCTb, PECHUPATOPHBIA IUCTPECC-
CUHJPOM, HapyuIeHHs IpH KOpMJIeHHH. JlaHHBIE CHMITOMBI HMMEIU Ppa3IU4YHYI0 CTEICHb
TSDKECTH, UHOTJ]Aa OHU IMPOXOJMIN Oe3 JIeYeHUs], TOorja Kak B JIPyTHX CIydasX HOBOPOXJECHHbIC
HYXXJAJIUChb B MHTEHCUBHOW Tepanuy U IPOAOJDKUTEIbHON rocuuranusauuu. [Ipu npuMenenuu
apuIMIpas3ojga pa3BUTUE Y HOBOPOXKICHHBIX IOAOOHOW CHUMITOMAaTHKM OTMEYaloCh OUYE€Hb
penxo.

Crnenyer mnpeaynpeAuTh MALUEHTOK, YTO OHHU JIOJDKHBI HEMEMJICHHO COOOLIMTH Bpady o
HACTYIUICHUH OepeMEeHHOCTH Ha (oHe JeueHus, clexyeT Takke HHGOPMHUpPOBaTH Bpada o
IUIAHUPYEMOW OEPEMEHHOCTH.

[penapar 3unakcepa® MOXKET TNPUHMMATBCS BO BPEMsS OEPEMEHHOCTH, TONBKO ECIH

IMOTCHIIMAJIbHAA 110JIb3a IPUMEHCHUSA JJId MAaTCPU NPEBLIIIACT HOTGHIII/IaJ'IBHHﬁ PHUCK 14 1j1oJa.
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Ilepuoo epyonozo scxapmauganus
ApMNunpason NPOHUKAeT B TPYAHOE MOJOKO. Ilpu mnpuMeHeHMM Ipenapata 3uiakcepa”

I'PyAHOC BCKAPMIIMBAHUC CIICAYCT OTMCHUTD.

Crnioco® npuMeHeHUs U 10351

BayTtps, 1 pa3 B IeHb, HE3aBUCUMO OT BPEMEHH MTPHEMa THIIIH.

Lluzogpperus

Pexomennyemas HaganpHas no3a — ot 10 mr 0 15 mr 1 pa3 B cytku. [logaepxuBatomias g03a —
00bI4HO 15 Mr B cyTku. B KIMHUYECKNX HCCIeI0BaHUAX MOKa3zaHa A(PPEeKTUBHOCTH Ipernapara B
no3ax ot 10 mr 1o 30 mMr B CyTKH.

Manuakanvrvie 5nu300oi npu 6un0]lﬂDHOM paccmvoﬁcmee

Monomepanus

Pexomennyemas HauanbHas 03a — 15 mr 1 pa3 B cytku. 3mMeHeHue 10361 IpyU HEOOXOAUMOCTH
IPOU3BOJNUTCS C MHTEPBAJIOM HE MeHee 24 yacoB. B KIMHMYECKMX HCCIEAOBAaHUSAX IIpH
MaHHaKaJIbHBIX 3THU30/1aX IPOIEMOHCTpHpOoBaHa 3¢ hekTHBHOCTH mpemnapara B 1o03ax 15-30 mr B
CyTKM mpu mnpueme B TeueHue 3—12 Henenb. besomacnocts 703 Bhiie 30 Mr B CyTKH B
KJIMHUYECKUX UCCIIEJOBAHUSAX HE OLICHUBANIACh.

[Ipn HaOmOAEHUM 3a MAlMEHTaMH ¢ OWIOJSPHBIM paccTpoiictBoM | Tuma, mepeHecmumu
MaHHWaKaJIbHbIN WIM CMEIIaHHBIN 3MHU307, Y KOTOPBIX OTMeYaiach CTaOUIM3aIisl CUMIITOMOB Ha
(one mpuema npenapara 3unakcepa® (15 mr B cyTku uau 30 Mr B CyTKM HpH HayalbHOH J03€
30 Mr B cyTKH) B TeueHue 6 Heaenb, 3aTeM — 6 MecsleB M Janee — B TeueHue 17 mecsies,
YCTaHOBJIEH OjarompusATHbI 3pdexT Takoil noaaepxkuBaromeid Tepanuu. Creayer
NEepUONYECKH 00CIeI0BaTh IMALMEHTOB JJI ONpPENENICHUS HEOOXOIUMOCTU MPOIOJIKEHHS
HOAJIEPKUBAIOIIEH TEpAITUH.

Jlononnenue k mepanuu npenapamamiu  Iumus Uiy 8AAbNPOEBOU KUCAOMbL /il JeHYeHUsl

MAHUAKATLHBIX UYL CMEUARHBIX INUZ0006 6 pamxax 6ul’l0]lﬂDH020 paccmpoticmea I muna

PexomennoBanHas HauanpHas 032 — oT 10 Mr go 15 Mr 1 pa3 B CyTKu, NOJJEp)KUBArOIIas
no3a— 15wmr B cyrku. Jloza Moxer ObiTh yBenmudeHa 10 30 MI' B CYyTKHM B 3aBUCHMOCTH OT
KIIMHUYECKUX TIoKazaHwid. [Ipu HAOMIONCHUM 3a MAalMEHTaMH C OUIOJSPHBIM PACCTPOHCTBOM
I Tuna ycranosneH OnaronpusTHbIN ) (EKT moaaepKUBAIOICH TEpaluy ApUIHUIIPA30JIOM B J103€
or 10 Mmr o 30 Mr B CyTKM B KadecTBE JOINOJHEHHsS K TepamuH IpernapaTaMHu JUTHS WIH
BaJIbIIPOEBOM KHUCJIOTHL ClieyeT MEepUoaNYEcKd OO0CIeOBaTh MAIMEHTOB MJIS OMpEeTICHUS
HE0OXO0IUMOCTH MPOAOHKCHHUSI TTOICPKUBAIOIIEH TepaIlvu.

Jlonoanumenvuas mepanus npu 00bUIOM oenpeccusHom paccmpoucmee
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B kauecTBe NOMONHEHUS K JICYEHHUIO aHTUAEIPECCAaHTAaMH PEKOMEHAYETCsl Ha3Ha4yaTh Mpenapar
Bunakcepa® B HaYaNbHOM JI03€ 5 MI' B CyTKH, IPU HEOOXOMMMOCTH U XOPOLIEi MepeHOCHMMOCTH
Tepanuu CyTO4YHyIO 03y Mpenapara 3uiakcepa® MOKHO €KEHEIENbHO YBEIUUUBATh HA 5 MT JI0
MaKCUMaJIBHOM He Oonee 15 mr B cyTKH.

JIMMTeNBHOCTL Tepanuy MpenapaToM 3uaakcepa® MO BCEM YKa3aHHBIM BbIIIE MOKA3aHUAM HE
YCTaHOBJICHA, HEOOXOJMMO pETYISPHO IPOBOAUTH OOCIENOBaHHE NALUMEHTa Ha IPEIMET
BO3MO’KHOCTU OTMEHBI TEPaIHH.

Ipumenenue y 0co0bIX cpynn nayueHnios

Tayuenmul ¢ noyeyHoll HedOCMamo4HOCmubio

Koppekiuu 10351 HpU HAa3sHAYEHMH Mpenaparta 3unakcepa® MalUdeHTaM C [OYEYHOH
HEI0CTaTOYHOCThIO HE TPeOyeTCs.

Ilayuenmol ¢ neuenounol He0OCMamo4HOCMbIO

Koppekuuu 1036l TIpM Ha3HAUYeHUH IIpenapata 3mwiakcepa® MalUeHTaM ¢ MeYeHOYHOM
HEJI0OCTaTOYHOCTBIO He TpeOyeTcs. [lanuentam ¢ ne4eHoYyHON HEeAOCTaTOYHOCTHIO 103y 30 Mr B
CYTKH Ha3HA4ar0T ¢ OCTOPOKHOCTBIO.

IIpumenenue y nayuenmog cmapuie 65 nem

Koppekunu 10361 00b19HO He Tpedyercs. OQHAKO BCIIEICTBUE MOBBIIIEHHON 4yBCTBUTEIBHOCTH
y HAIlUEHTOB 3TOM MOMYJISILUNU CIeIyeT YUYUTHIBATh IPUMEHEHHE 00Jiee HU3KUX HAadalbHBIX J103.
Bnusanue nona nayuenma na pexcum 003upo8anus

PesxuM n03upoBanus Tpenapata 3unakcepa® 1y HalEeHToB 060€ro oIa OIHHAKOB.

Bruanue kypenus na pesxcum 003uposanus

PesxuM 103upoBanus TIpenapaTa 3unakcepa® Iy KypAIUX U HEKYPSLIUX MallHeHTOB OJHHAKOB.
Peowcum oosuposanus npu conymcmsyroweu mepanuu

IIpy OJHOBPEMEHHOM TNPHMMEHEHHH Mpenapata 3umakcepa® M MOLIHBIX HMHIHOUTOPOB
mzodepmenta CYP3A4 (keTOKOHA3071, KIapUTPOMHUIIMH) 032 Npenapara 3ugakcepa® JoKHA
ObITh yMeHbIIeHa HamosoBuHY. [Ipu ormene wunruburopoB wnzodpepmenta CYP3A4 noza
npenaparta 3unakcepa® J0JKHA ObITh YBETMYCHA.

[Ipy ONHOBPEMEHHOM NPHUMEHEHMH Npenapata 3uiaakcepa® W MOLIHBIX HMHIMOUTOPOB
uzopepmenta CYP2D6 (xunuauH, (IyOKCETHH, NApOKCETHH) J03a IIpenaparta 3uimakcepa®
JIOJKHA OBITH YMEHBIICHA KaK MUHUMYM HarosioBuHy. [Ipu oTMene nHruOutopos usodepmeHra
CYP2D6 no3a npenapata 3uakcepa® 10KHA ObITH YBETHUEHA.

[penapar 3unakcepa®™ cleayeT NPUMEHATh 0e3 M3MEHEHHs PeXMMA J03MPOBAHMS, €CIU OH
Ha3HA4Ye€H B KayeCcTBE JONOJHUTENBHOM Tepanuu y MalueHTOB C OOJIBLIIMM JENpPECCUBHBIM

paccTpONCTBOM.



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 10.05.2023 Ne 8701

(MOCNEOCBATENBEHOCTL 0001)

[Ipy OXHOBpEMEHHOM TNpHMMEHEHHH Hpenapata 3unakcepa® U MOMIHBIX HMHTHOMTOPOB
nzopepmentoB CYP2D6 (xunmauH, ¢iyokcernH, mnapokcetnH) U CYP3A4 (keTokoHasour,
KIapUTPOMMIIMH) 032 Hpenapara 3uakcepa® J0IKHA ObITH yMeHblIeHa Ha ¥4 (To ecThb 10 25 %
o0bruHOM 10361). [Ipu ormene wmarnburopo m3opepmentoB CYP2D6 w/mmm CYP3A4 nosa
npenapara 3unakcepa® 10JKHA ObITh yBEIMYEHA.

IIpu 0HOBPEMEHHOM MPUMEHEHKH Mpenapara 3unakcepa® U MOIIHBIX, yMEPEHHBIX HITH CIIa0bIX
uHrn6uTopoB m3opepmentos CYP2D6 u CYP3A4 nos3a npemapata 3umakcepa® MOXKET OBITH
NepBOHAYAIBHO YMEHBIIEHa Ha 74 (TO ecTh 10 25 % 0ObIYHON J03bI), a TOTOM yBEJIWYEHA IS
JOCTHYKEHHUS OTITUMAIIBHOTO KIIMHUYECKOTO pe3yJibTaTa.

IIpu Ha3HaueHuMM mHpenapaTa 3unakcepa® HallMeHTaM C HHU3KOH aKTHBHOCTBIO M30(epMeHTa
CYP2D6 nepBoHauanbHO J03a mpenapara 3utakcepa® J0MKHA ObITh YMEHbIIEHA HAMOJIOBUHY,
a TOTOM YBEIMYEHa JUIS JOCTIDKCHUS ONTHMAIBHOTO KIMHHYECKOro pe3ynbrata. [lpm
O/THOBPEMEHHOM MPHUMEHEHHH Mpenapara 3uiakcepa® M MOIIHOTO MHIUOUTOpa M30(epMeHTa
CYP3A4 nammentam ¢ HHU3KOH akTUBHOCTHIO u3odepmenta CYP2D6 nmoza mnpemapara
3unakcepa® nokHa ObITH yMEHbIIEHA HA Y4 (TO €CTh 110 25 % 0OBIMHOM 103bI).

IIpy OJHOBpPEMEHHOM HPUMEHEHUH Hpenapara 3unakcepa® M MOTEHIUAIbHBIX HMHIYKTOPOB
uzodepmenta CYP3A4 (kapbamasenun) no3a npenapata 3unakcepa®™ D0KHA ObITh YBeJIHYEHA
B 2 pasa. [Ipu ormeHe unaykTopos u3odpepmenta CYP3A4 nosa npenapata 3unakcepa® nomkHa

ObITh yMeHbIIeHa 70 10—15 Mr B CyTKH.

ITo0ouHoe neiicTBHE

Kpamxuii 0630p npocuns 6ezonacuocmu

Haubonee pacnpoctpanenHbsle HexenarenbHbele peakuuu (HP), 3apeructpupoBanHble B XOz€
1a11e00-KOHTPOJIMPYEMBIX ~ MCCIICOBAHHUM, BKJIIOYAIOT AaKaTU3UI0 W TOIIHOTY, KOTOPBIE
otMmeuanu 6onee yeM y 3 % ManueHToB, NPUHUMABIINX APUITUIPA30J BHYTPb.

Knaccudukanms dactorel pa3BuTHs 1M000YHBIX 3P (HEeKToB, pexoMmeHayemas BcemmpHOH

opranuzanuel 3npaBooxpanenus (BO3):

OY€Hb YaCTO >1/10

4acTo ot > 1/100 no < 1/10

HEeYyacTo ot > 1/1000 mo < 1/100

penko ot > 1/10000 mo < 1/1000

OYEHb PEIKO <1/10000

4acTOTa HEU3BECTHA HE MOJKET OBITh OLICHEHA Ha OCHOBE MMEIOIINXCS JaHHBIX.

B npenenax kaxmoil rpymmbel 4acToThl BeTpeyaemoctd HP  mepeuumcrnensl B mopsake

YMCHBIICHHA CCPLE3HOCTH.
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Yacrtora HP B XOA€ MOCTPECTUCTPAIMOHHOI'O IT€pUOJa Ha6J'IIOI[eHI/I$I HE MOKET OBITh OIIpe€aciICHa,
IMOCKOJIbKY HH(bOpMaLIPIH ObL1a MoJiydeHa M3 CIIOHTAHHBIX COO6H.[€HHI>1. HOSTOMY qacToTa

BCTPCHACMOCTHU JaHHBIX HP KJ'IaCCI/I(bI/II_II/IpOBaHa KaK «4aCTOTa HCU3BCCTHA».

Hacro Heuacro YacToTa HeM3BECTHA

Hapymenus co- - JlelikorneHus

CTOPOHbBI KpPOBHM H Heiitponenus

MM (paTHIeCKoi TpombGoruToneHus

CHCTEMBI

Hapymenus co- - AJUIeprudeckue peakuuu

CTOPOHBI MMMYHHOH (Hanpumep,

CHCTEMBI aHa(hUIIaKTHUECKasl peaKIys,
AQHTMOHEBPOTUYECKUI  OTEK,
BKJTFOUAsI MIPUITYXJIOCTH|
SI3pIKA, OTEK S3bIKA, OTEK
miIa, KOXHBIA  3yd U
KpaIrBHUILY)

Hapymenus co- ['unepnponaktuHemus{nadernyeckas

CTOPOHBI TUIIEPOCMOJIIpHAst KoMa

DHIOKPHUHHOI JlnabeTHIecKuil KeToarum03

CHCTEeMBbI

Hapymenus coCaxapHslii iuaber [ uUmepriavkeMus ['unonarpuemus

CTOPOHBI o0MeHa IAHOpeKCus

BeIeCTB U NMUTAHUS CHI>KEHHE MacChl Tea
'YBenuueHue Macchl Tela

Hapymenus becconnunna /Tenpeccus [TonbITKM CyULINJA,

NCUXUKH TpeBora ['MnepcekcyanbHOCTh (CYMIUAATIbHBIE MBICTH U

becnokolicTBO 3aBEPIICHHBIN Cyurua (cMm.

paznen «Ocobble ykazaHus)
[TaTosoruueckoe BICUEHUE K|
A3apTHBIM UTPaM
Hapymenus KOHTPOJI
MoOYKIeHU I
[lepeenanue
KommnynbcuBHBIE
(HEKOHTpPOJIMPYEMBIE)
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COOTBETCTBYET ZKCNEPTHOMY OTUYETY
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MOKYITKA
[Topromanust
(MMITYJIbCUBHOE BJICUEHHUE K
repeMeHe MECT)

IArpeccust

Bo30yxnenne

HepBo3HoCTh

Hapymenust
CTOPOHBI

CHUCTEMbI

CO|

HEePBHOI

AkaTtu3us
DKCTpaNUpaMuTHbIE
HapyIIeHUs

Tpemop

["osoBHAs 00JIb
Cenanus
COHIINBOCTH

['0n0BOKpYXECHUE

[To3mHss qUCKUHE3US
JIrcTonust
Cunapom

0OECIIOKOWHBIX HOT

310KaueCTBEHHBIN
HEUPOJIENTUYECKUI
cunapom (3HC)
Bonbmioil  AMUIENTHYECKUM
MpUNagoK

CepOTOHMHOBBIN CHUHAPOM

Hapymenue pedn

Hapymenus
CTOPOHBI

3peHust

CO|

opranaj

HeueTkocTh 3peHust

Jummonus

CBeT000s3Hb

OKyJIOrupHBINA KpHU3

Hapymenus

CTOPOHBI cepaua

CO|

Taxukapaus

Bue3anHass ~ HeoObsICHUMAS]
CMEpPTh

PKenynoukoBasi Taxukapaus
TUIIA «ITHPYIT»

Ynnuaenane wuaTepBama QT
DKenynoukoBble apuTMUN
Buesannas OCTaHOBKQ
cepaua

bpanukapaus

Hapymenus

CTOPOHLBI COCY10B

CO|

OpTtocrartuyeckas

THUIIOTCH3HUA

Benosnass  Tpom0603MOo0ITHS

(BKITFOUAS AMOOJTHIO|

UIErOYHOU aprepuu 5]
TpoMO03 ITyOOKHX BEH)
|ApTepualibHasi THIIEPTEH3US

O06MOpOoK

Hapymenus

CTOPOHBI

CO

Mxota

ACHI/IpaL[I/IOHHaSI IIHCBMOHUA

UlapuHrocnasm
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MbIXaTeaIbHOI Crasm poTOrIOTKH

CHCTEMBbI, OPraHOB

FPYAHON KJIETKH H

CpPeI0CTEeHH

Hapymenust co(3arop - ITankpeatut

CTOPOHBI ucnencus Jlucharus

nuineBapuTe/bHOI (TomHoTa [unapes

CHCTEMBbI [ 'mnepcekpenys JlckoM@opT B KUBOTE

CIIFOHHBIX XKeJle3 JIMCKOMQOPT B JKEIyIKe
PBoTa

Hapyumenust co- - ITeuenouHas

CTOPOHBI TEeYeHH H HEIOCTATOYHOCTh

PKeJTYeBbIBOASIIUX ['ematut

nmyTeit PKenrtyxa
[ToBbIIeHNE AKTUBHOCTH
QIIaHMHAMUHOTpaHCchepasbl
(AJIT) B mu1a3me KpoBU
[ToBbIIEHME AKTUBHOCTH
acrapTaTaMUHOTpaHC(epasbl
(ACT) B mu1a3me KpoBH
[ToBbieHue aKTUBHOCTY
ramma-
rIIyTaMuITpaHc(epasbl
(I'T'T) B mnazme kpoBu
[ToBbilIEHNE AaKTUBHOCTY
miesnoyHol  Qocdartazel B
r1asMe KpoBU

Hapymenus co- - Kosxnas ceinb

CTOPOHBI KOXKHM U Peakmnm

MOIKOKHBIX TKaHeH (hOTOUYBCTBUTENEHOCTH
IAnonenust
IToBpimIeHHOE
[MOTOOTAEJICHUE
UlekapcTBeHHass  ChIllb  C
PO3MHODUITHEH u
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CHCTCMHBIMH IIPOSABJICHU -

Mu (DRESS-cunapom)

Hapymenus co- - Pabnomuonus

CTOPOHBI CKeJeTHO- Muanrus

MBILIEYHO I " PuruaHoCTh MBI
COCTHHUTEIbLHOM

TKAHU

Hapymenus co- - Henep:xanne Mmoun

CTOPOHBI TMOYeK M 3a1epiKka MOun
MOYeBbIBOISIIINX

nmyTeit

bepemeHHOCTD, - - CHHIpOM  «OTMEHBD) V|
MocJiepoaoBbIe " HOBOPOKI€HHBIX (cm.
MepUHATAIbHbIE pasgen «lIpumenenue mpu
COCTOSIHMA OEpEMEHHOCTH U B TEPHOJ

IPYAHOTO BCKapMIIMBAHUD).

Hapymenus co- - [Ipnanuszm
CTOPOHBI  NOJIOBBIX
OpPraHoB 7|

MOJIOYHOI JKeJie3hl

Oomue [loBbIIIEHHAs - Hapymenus

paccTpoiicTBa HyTOMJIIEMOCTD TePMOpPETryISIUN
HapyIIeHUs] B MecTe (Hampumep, TUTIOTEPMHSI,
BBeleHHS MUpEeTHYEeCKast PEaKITHsl)

bomp B rpyIHOM KJIETKE

[lepudepuaeckne orekn

JIaGopaTopHbie H TloBbIICHHE KOHIICHTPALIUU

HHCTPYMEHTAJbHbIE [JIFOKO3bI B KPOBHU

[TaHHbIE [ToBbIIEHME YPOBHS
CITMKO3UIMPOBAHHOTO
remMoryioonHa

Konebanusi  KOHIIGHTpAIMH
[JIFOKO3bI B KPOBH
IToBbIIEHNE aKTUBHOCTH

kpeaTtnHdochOoKUHA3HI
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(K®K) B mna3zme kpoBu

Onucanue omoenvuvix HP

Oxempanupamuonvie cumnmomsl (II1C)

Lluzogpenus: B IIATETHHOM S52-HEAETHHOM KOHTPOJMPYEMOM HCCIECJOBAaHHH Y MAIMEHTOB,
MOJIyYaBIIUX ApUIIMIPA30J, OTMEYaJach B LIE€JIOM HHU3Kas 4yacToTa BcTpedaeMoctu (25,8 %)
OIIC, BkmO4as NApKUHCOHM3M, AaKaTU3UIO, IUCTOHUI0 M JHUCKUHE3UI0, B CPAaBHEHHUU C
NalueHTaMu, Toy4daBIuMu ranonepunon (57,3 %). B anurensHoM 26-HenenbHOM Ianedo-
KOHTPOJIMPYyeMOM HuccienoBannn 4actora Bcrpeuaemoctu OIIC cocrasmsna 19 % B rpymme
apurmmmpazona u 13,1 % B rpynme mnane6o. B apyrom mimrensHOM  26-HENENbHOM
KOHTPOJIMPYeMOM uccienoBannu 4yactora Bcrpeuaemoctu OIIC cocrasnsina 14,8 % B rpymnme
apununpasona u 15,1 % B rpynne onaH3anuHa.

Manuakanenvlie  >3nu300vl  u  Ounonapuoe paccmpoticmeo I muna: B 12-HenenbHOM
KOHTPOJIUPYEMOM HccienoBannn 4yactora Becrpeuaemoctu JIIC cocrasnsina 23,5 % B rpymme
apunumnpasona u 53,3 % B rpymnme ranomnepumoia. B apyrom 12-HenenbHOM HCCIEIOBaHUHU
yactota Bcrpeyaemoctu IIIC cocramsuia 26,6 % B rpynne apununpaszona u 17,6 % B rpynne
mutuss. B 26-HeaenbHON ToniepkuBamomiel (aze JTUTENBHOTO IIane00-KOHTPOIHPYEMOTO
uccienoBanus vacrora BcTpeyaemoctu JIIC cocraBmsuia 18,2 % B rpymnme apunuipasona u
15,7 % B rpynne nnane6o.

Axamu3zus

B nnane6o-KOHTpOIMPYEMBIX UCCIIEOBAHUSAX YaCTOTa BCTPEYaEMOCTH aKaTU3UHU Y MALIUEHTOB C
OunosIApHBIM paccTpoiicTBoM coctaBisia 12,1 % B rpynne apunumpaszona u 3,2 % B rpymme
w1anebo. Y nmanMeHToB ¢ MHU30(peHrei yacToTa BCTpeyaeMoCTH akaTU3uK coctasisiia 6,2 % B
rpymnme apununpasona u 3,0 % B rpynmne miane6o.

Jucmonus

Knacc-a¢¢ext: B mepBble AHU JIEYCHUS y UYYBCTBHUTEIBHBIX MAIMEHTOB MOTYT OTMEYaThCS
CUMITOMBI JIUCTOHUH, JJIUTEIbHBIX MATOJIOTMYECKHX COKpaleHuil rpynn Meimy. CHMOTOMBI
JTVICTOHUH BKITIOYAOT: CTIa3M MBIIII] €W, HHOT/Ia MIPOTPECCUPYIONIHIA 10 ONTYIICHUS CTECHEHUS
B TOpJIC, 3aTPYAHCHUS TIIOTaHMS, 3aTPYJIHCHHS IbIXaHUS W/WIN TPOTPY3UH SI3bIKA. XOTS TaHHBIE
CHUMIITOMBI MOTYT OTMEUaThCsl TPH HU3KUAX J[03aX, OHH BCTPEYAIOTCA dYamie W C OOJbIIeH
CTETICHBI0 BBIPQAXCHHOCTH TIpU TIPUMEHEHHH Ooyieeé BBICOKMX /103 BBICOKOAKTHBHBIX
HEUPOJIENTHKOB IEPBOr0 TMOKOJeHWA. (OTMeuaeTcs TOBBIIICHHBI PHUCK pPa3BUTHUS OCTPOI
JTVCTOHUH Y MY)KYMH U TTAIIMEHTOB MOJIOZOTO BO3pacTa.

Ilporaxkmun

B KIMHUYECKMX WCCIIEJIOBAHMAX TNPUMEHEHHS apHUIHIpa3ojia [0 3aperuCTPHUPOBAHHBIM

MOKazaHuAM H B XOJAC IOCTPECTUCTPALMOHHOI'O Ha6JIIOI[CHI/I${ OTMCYAJIOCh IIOBBIIICHUEC U

13
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CHIDKEHUE KOHIIGHTpPAllUM CHIBOPOTOYHOTO TMPOJAKTHHA 110 CPAaBHEHUIO C HCXOJHBIMH
3HAYEHUSIMHU.

Jlabopamopnvie nokazamenu

CpaBHEHMsI apuNuIpasoia W Iianedo Mo Jojie MAlUEHTOB C MOTEHIMAIBHO KIMHUYECKH
3HAYMMBIMH W3MEHEHUSMH B CTAHIAPTHBIX JAOOPATOPHBIX W JIMIUAHBIX TIOKA3aTeNsIX He
BBISIBUJIM KJIMHUYECKH 3HauuMbIX pazinnunid. [loBeimienue aktuBHoctn KOK B mimasme kposu,
Kak MPaBUJIO, KPATKOCPOUHOE U O€CCUMNTOMHOE OTMeUasloch y 3,5 % NalnueHToB, MOoJTydaBIInX
apunumnpasoi, u'y 2,0 % nanueHToB, MOTy4aBIIuX M1anedo.

Ilamonozuueckoe 6neuenue K a3apmubiM USpam u opyeue HapyuweHus KOHmpoas noOyHcoeHull
Ilpu neyeHuu apunumpaszonoM y MalUEHTOB MOXET Pa3BUBATHCS NATOJOTMYECKOE BIICUEHHE K
a3apTHBIM UIpaM, THUIEPCEKCyalbHOCTh, HEMPEOJOIMMOE BJIEUEHHE K IMOKYIKaM, NepeetaHue

WJIW KOMITYJILCUBHBIN MpueM numim (cM. pazaen «OcoObie yKazaHus»).

Ilepeno3upoBka

Cumnmomul

B xIMHUYECKHX MCCIEAOBAaHUSAX M IMOCTPETUCTPANMOHHBIX HAOIIOACHUSX OIMUCAHBI CITyYaiiHbIC
WM YMBIIUICHHbIE TEPEI03UPOBKM apUIHUIpa3oja y B3POCHBIX IMALMEHTOB C OAHOKPATHBIM
npuemMoM 10 1260 Mr, He CONpPOBOXKIABILMECS JeTalbHbIM HcxoAoM. [loTeHnuanbHO
KJIIMHUYECKW 3HAUYMMble CHUMIITOMBL: JIETAprusi, IOBBILIEHHWE apTEPUATbHOIO JIaBJICHUS,
COHJIUBOCTb, TaxXWKaplus, TOIIHOTA, pBOTa W Auaped. OnucaHbl Cily4ad MEePeAO3UPOBKHU
apumnumnpasona y nereil (mpuem 1o 195 Mmr), He CONPOBOXKIABLIMECS JETAIbHBIM HCXOIOM.
[ToreHnmanbHO KIMHUYECKU 3HAYMMbI€ CUMIITOMBI BKJIFOYAJIN: COHJIMBOCTb, BPDEMEHHYIO MOTEPIO
CO3HAHMA U SKCTPAIMPAMUIHBIE CUMIITOMBI.

Jleuenue

[MonnepxuBarommas 1 CAMIITOMATHYECKasi Teparnusi, 00ecIiedeHre MPOXOAUMOCTH JIbIXaTeIbHBIX
yTed, BEHTWIANUS JIETKUX W OKcureHarus. Cienyer y4uThIBaTh HEOOXOIMMOCTh Ha3HAYCHHUS
HECKOJIBKUX MEIUIMHCKUX MpenapatoB. [Jis BbISIBICHUSI apUTMUHN clieyeT HEMEJIEHHO HayaTh
MOHUTOPUHT  COCTOSIHHSI ~ CEPJCYHO-COCYJUCTOM CHUCTEMBI, BKJIIOYAIOMIMA  TTOCTOSTHHBIN
MOHUTOPUHT 3nekTpokapauorpammbl (OKI). Ilpu moaTrBep:kIeHHOW WM TpearnojaraeMoi
NEPEIO3UPOBKE APUIHIIPA30JIOM TOKA3aHO TIIATENbHOE HAOMIO/EHUE 10 HCUE3HOBEHHS BCEX
CHUMIITOMOB.

AKTUBUPOBaHHBIA yroib B jo3e 50T, BBEJACHHBIM depe3 | 49 mocie mpuemMa apuIvIpa3’ona,
npuBogusl K cHWKeHHI0O AUC u Chax apunumnpaszona Ha 51 % u 41 % COOTBETCTBEHHO, UTO
CBHUJICTEIILCTBYET O TOM, YTO aKTHBHUPOBAHHBIA YTOJb MOXKET OBITh 2(P(PEKTUBEH NMPH JICUCHUH

HepPEI03UPOBKH.
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Temoouanus
Hecmotps Ha orcyrctBue wuHPOpMamuu 00 3((HEKTHBHOCTH TeMOAMAIN3a TpPU JICUCHUHU
MIEPEIO3UPOBKU  apUMHIIPa30joM, 3(PPEKTHBHOCTh TeMoOaHMaan3a MaJOBEpOsTHA, TaK Kak

apunurnpasoi B 3HAYNATENHLHON CTENEHN CBA3LIBAETCA C OEJIKAMM IIa3MBbI KpOBH.

B3anmopeiicTBue ¢ APYTrUMU JIEKAPCTBEHHBIMM CPeICTBAMHU

B cBS3M cO CBOICTBEHHBIM aPUIUIPA30Jy AHTArOHU3MOM K anbdai-aJpeHopenenTopam
CYIIECTBYET BEPOSATHOCTh YCHJCHHS 3(PQeKTa HEKOTOPbIX THUINOTEH3WBHBIX JIEKApCTBEHHBIX
CPEICTB.

[TockonbKy apunumpaszosl OKa3bIBaeT BIMSHUE Ha IEHTpalibHyl0 HepBHYyI cucremy (LIHC),
CJIeJlyeT OmnacaThCsi OJHOBPEMEHHOI'O NMPHUEMa aJIKOTOJI WM JAPYTUX MPEnaparoB, BAUSIOMUX Ha
[HC, Tak Kak 3TO MOXET MPHUBECTU K YCHJIEHHIO MOOOYHBIX 3((EKTOB, HAaNpUMep, CeAaLuu.
Cnenyer coOmoaTh OCTOPOXKHOCTh IPH INPUMEHEHUM apUIIMIIpa3oja € JIEKapCTBEHHBIMU
npenaparaMmy, KOTOpbIE MOTYT BbI3bIBaTh y/UIMHEHHe uHTepBada QT winm HapymeHus
AJIEKTPOIUTHOTO OaaHca.

Bepoamuocme enusanus ()DVZZ/IX JIEKAPCMBEHHbIX npenapamos Ha apununpasoJi

He BBISBICHO KIMHUYECKH 3HAYMMOTO BIUSHHS OJIOKaTOpa THCTAaMHHOBBIX Ha-penenTopos
damoTuAMHA, BBI3BIBAIOUIETO YTCHETCHHWE CEKPELUUH COJITHOM KHCIOTHI B JKEIyAKe, Ha
ApUITUIIPA30J1, HECMOTPSI Ha CHIDKEHUE CKOPOCTH BCACHIBAHHS apHUITUIIPA30JIa.

W3BecTHbl paziauuHble MTYTH MeTabonM3Ma apuIuIpas3oja, B TOM YHCIE C YYacTUEM
nzopepmentoB CYP2D6 u CYP3A4, 3a uckmouenunem uzopepmenta CYPIA. I[lostomy He
TpeOyeTcs KOppeKIus 103kl IpenapaTa y KypHUIIbIIUKOB.

Xunuoun u opyeue uneubumopwl uzogpepmenma CYP2D6

B wuccnenoBaHusx y 370pOBBIX OOPOBOJIBIIEB MOUIHBIA WHruOUTOp M30odpepmenta CYP2D6
(xunauaun) noseiman AUC apununpasona Ha 107 %, npu 3ToM Crax OCTaBanach HEU3MEHHOM.
AUC n Chax IETHIPOApHITHAIIPA30Ja, aKTHBHOTO MeTadommTa, cHrkamuch Ha 32 % u 47 %
COOTBETCTBEHHO. B CBA3M ¢ 3TMM HEOOXOJMMO YMEHbIIATH J03y MHpenapara 3uiakcepa”
npUOIM3UTENFHO B 2 pa3a MpH €ro OJHOBPEMEHHOM IPHUMEHEHHWH C XWHUAWHOM. Jlpyrue
MotHble UHruouTOpsl m3odepmenra CYP2D6, Takne kak (pryoKCETHH M MapOKCETUH, MOTYT
OKa3bIBaTh CXOAHBIE 3P (PEKTHI, cle0BaTeNIbHO, HEOOXOAUMO aHAJIOTHYHOE CHU)KEHHUE JI03BI.
Kemoxona3zon u opyeue uneubumopur uzoghepmenma CYP3A4

B xIMHHUYECKHX HCCIEOBAaHUAX Y 3[JOPOBBIX J100POBOJIBIEB MOLIHBI HHIMOUTOP U30(epMeHTa
CYP3A4 (xeroxonazon) mnoBbiman AUC u Cpax apunumpazona Ha 63% u 37%
cooTBeTcTBEHHO. AUC u Chax Jeruapoapumnunpasona yseauuuBanuch Ha 77 % u 43 %

COOTBETCTBEHHO. Y «MeIIICHHBIX» MeTabonn3aropoB m3odepmernra CYP2D6 koMOMHUPOBaHHOE
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INpUMEHEHUE MOIIHBIX UHrHOUTOpoB H30hepmenta CYP3A4 MoxkeT NpUBOIUTH K MOBBILIEHUIO
IUIa3MEHHBIX KOHIEHTpaLMi apuIUIIpa3oja M0 CPaBHEHHUIO C «OBICTPBIMU» METa0O0IM3aTOpaMU
nzopepmenta CYP2D6. B ciydae HE0OXOOUMOCTH KOMOMHHPOBAHHOTO —TPUMEHEHHS
KETOKOHA30J1a W JPYyTruX MOIMHBIX WHTHOMTOpoB wu3odepmenta CYP3A4 ¢ mpemaparom
3unaxcepa® HEOOXOAUMO OLEHUTH, HE TPEBBINIAET JIM PHCK IPUMEHEHHS BO3MOKHYIO TI0JIb3Y.
[Ipy KOMOWHUPOBAHHOM TIPUMEHEHHH C KETOKOHA30JIOM CJEIyeT MNPHOIH3UTEIFHO BIBOE
YMEHBUIUTh HA3HAYEHHYIO 103y Ipenapara 3umakcepa®. OkupaeTcs, 4To APYTHE MOIIHBIE
uHrn6uTops! n3opepmenta CYP3A4, Takue Kak UTPaKOHA30Jl U UHTUOUTOPHI MPOTEa3bl BUpyca
umMmyHonepuuTa yenoBeka (BUY), Moryt oka3piBaTh CXOaHBIE (PQEKTHI, CIEAOBATEIbHO, B
ATOM CJIydae TaKKe€ PEKOMEHJ0BAaHO CHU)KEHHUE J103bl.

[Tpu ormene nnrudbutopa uzopepmentoB CYP2D6 miu CYP3A4 HeoOX0AMMO MOBBICUTH 103y
npenapata 3unakcepa® 0 IPUMEHSAEMOl NALMEHTOM 10 HA3HAYEHHUs CONYTCTBYIOIIEH Tepanuu.
[Tpu npumenennn cnadbix HHrHONTOPOB M30depMeHTOoB CYP3A4 (Hampumep, AUITHA3EM WU
scuuranonpam) uin CYP2D6 B xomOuHamuu ¢ mpemapatoM 3uiakcepa®™ clemyeT OKHAaTh
HEeOO0JIBIIIOE TTOBBIIIICHNE KOHIIGHTPAIUK apuITUIpas3oia B TIa3Me KPOBH.

Kapboamazenun u opyeue unoykmopwi usogpepmenma CYP3A4

[Ipy KOMOMHHMpPOBAaHHOM TPUMEHEHUH KapOama3ennHa, MOIIHOTO HHAYKTOpa H30(epMeHTa
CYP3A4, reomerpudeckue cpeanue 3HaueHUs Cmax 1 AUC apunumnpasona Obumn Ha 68 % u
73 % HUXKe, COOTBETCTBEHHO, B CPaBHEHHH C MOHOTEpaNMend apunumpazoioM B go3e 30 mr B
cytku. ['eomerpuueckue cpenaue 3HaueHUs] Cnax U AUC permapoapunumpasona Ipu
KOMOMHHUPOBAaHHOM TPUMEHEHUWH C KapOama3enuHoM cHwxkaiuck Ha 69% wu 71 %,
COOTBETCTBEHHO, B CPABHEHMM C MOHOTepanueil apunumnpasonom. J{o3a npenapata 3unakcepa”
JIOJDKHa OBITh yBEIMYEHAa BIBOE NP KOMOMHHUPOBAHHOM INPUMEHEHMH C KapOama3ermrHOM.
MOoOXHO OXHUJaTh, 4YTO Jpyrde MOIIHbIe WHAYKTOphl u3odepmenta CYP3A4 (takme Kak
pudamnunuH, pudadbyTuH, QeHUTONH, (eHoOapOHuTan, MPUMHUAOH, dPaBUPEH3, HEBHPAIMH U
npernaparbl  3Bepo00si MPOIBIPSIBICHHOT0) OKAa3bIBAIOT CXOJHBIE 3((EKTHI, ClIeI0BaTEIBHO,
PEKOMEHJIOBAHO TOYHO TaKOE€ K€ TMOBBIMICHHE MA03bl. [IpM OTMEHE MOUIHOTO HHIYKTOpa
mogpepmenta CYP3A4  HeoOXoauMo CHM3UTH 703y IpemapaTta  3umakcepa® 0
PEKOMEHJOBAHHOTO YPOBHSI.

Banvnpoam u numuti

[Ipy KOMOMHHMPOBAHHOM MPUMEHEHUH BaJbIPOATA HIU JUTHS HE OOHAPYXKEHBl KIMHUYECKU
3HAYUMbIE€ U3MEHEHMsI KOHLEHTPALMI apunumnpasoia.

CepomoHnunogulii cCuHOpom

Coobmanock 0 ciaydasix pa3BUTHA CEPOTOHMHOBOTO CHHIPOMA Yy NMPUHHMABIIMX APUIHIIPA30I

ManueHToB. Bo3MoHbBIE MPOABJICHHUA OTOI0 COCTOSAHUA OCOOCHHO YacTO BO3HUKAIOT Inpu
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OJTHOBPEMEHHOM MPUMEHEHUH C JPYTUMH CEPOTOHHMHEPTHUECKHMHU TperapaTaMy, TAKUMH Kak
CEJICKTUBHBIE HMHTUOUTOpPHI oOpatHOoro 3axBata cepoTtonnHa (CHUO3C) u cenexkTUBHBIE
WHTHOUTOPBI 00paTHOTO 3axBara cepoToHrnHa u HopaapeHanuHa (CMO3CH), unu npenaparamu,
KOTOpBIE€ MOTYT IOBBIIIATh KOHLIEHTPALMIO apunumnpasona (cM. paszaen «[lobounoe aerictuey).

Bepoamuocmo enuanus apununpaszona Ha ODVZMQ JIeKAPCMBEHHblE npenapanivl

B ximHMueckux wucciaenoBaHusX apunumnpasona B po3e 10-30 Mr B Cyrku He oTMedancs
3HauyuMbId 3¢ dexkr Ha Merabonm3m cyoctpatoB uzodepmentoB CYP2D6 (coorHomeHue
nexctpometopdana/3-merokcumopdunana), CYP2C9 (Bapdapun), CYP2C19 (omenpazon) u
CYP3A4 (nexcrpomeropdan). Kpome TOro, He OBUIO TMMOKa3aHO, YTO apUMIMMPA30l |
nerunpoapunumnpaszon Bausitor Ha CYP1A2-onocpenoBannbiii MeTab0IM3M B YCIOBHSIX in Vitro.
Takum 006pazom, MaJOBEPOATHO, YTO APUIMIPA30Jl OKA3bIBAET KIMHUYECKH 3HAUMMOE BIIUSHHE
Ha JIEKapCTBEHHBIE MTpenapaThl, METa00IU3UPyEMbIE ITUM U30(DEPMEHTOM.

OAHOBpPEMEHHBIM MpUEM JMTHSA, JaMOTPU/DKMHA WM BaJblIpoaTa € apUIMIIPa30JIOM HE
IPUBOAMT K KIMHUYECKH 3HAYMMOMY M3MEHEHHIO KOHLEHTpaLMi JIUTUSA, JJAMOTPUIKUHA WIH

BAJIBIIPOATA.

Oco0ble ykazaHusi

[Tpu mpuMeHEeHNH aHTUIICUXOTHYECKUX CPEACTB (HEMPOJENTHUKOB) TEPAIEBTUYECKOE IEHCTBHE
pa3BUBaeTCs OT HECKOJBKHUX JHEH 10 HECKOJNbKHUX Henenb. B TeueHwe sToro mepuoaa
HE00X0AMMO Ha0II0IaTh 332 COCTOSIHUEM IMallUEHTA.

Cyuyudanvhoe nogedenue

CyunuianbHOEe TIOBEIEHHE YacTo HaOMIoJaeTcsi MpHU IMICUXOTHYECKUX pacCcTpoiicTBaX H
HApyIICHUSX HACTPOCHHSA. B HEKOTOpBIX Cly4asx CyHUUJAIbHOE IIOBEJICHHE BO3HUKACT B
HayaJle JICYCHHWS WM NpPU CMEHE AaHTUIICMXOTHYECKOTO Ipernapara, B TOM YHCIE IpH
MPUMEHEHUH apuIUIpa3oia. JledeHne HeWpoIenTUKaMU Y MAIMEHTOB TPYIIIBI BEICOKOTO PHCKA
JOJDKHO — TIPOBOJMTHCS IO THIATETBHBIM — HAOMIOJeHWEM. B 3mHaeMHoIorHdecKux
MCCIICZIOBAHUSAX TOKA3aHO OTCYTCTBHE IMOBBIIICHHOTO PHCKA CYWIUAAIBLHOTO TOBEICHUS MPH
NPUMEHEHUH apUIUIPa30ia MO CPAaBHEHHIO C JPYTMMH AHTUIICUXOTHKAMH Y B3POCIHBIX
MAIMEeHTOB ¢ MU30(ppeHnel nin OUTIONSPHBIM PAacCTPONCTBOM. JIaHHBIX IJIsl OLIEHKH pHCKA y
OoJiee MOJIOJIBIX TAITUEHTOB (B Bo3pacTe muiajiie 18 jieT) HerocTaTOYHO, OJJHAKO M3BECTHO, YTO
PUCK cCyHMLIHJa COXpaHSAETCS B TEYEHHE TMepBbIX 4 Heaedab JIEUCHHS aTUIUYHBIMHU
AQHTUTICUXOTUKAMH, BKJIFOUYAs apUITUTIPA30Il.

Cepoeuno-cocyoucmule 3a001€8anUsL

Apununpaszoi cieyeT NPUMEHSITh ¢ OCTOPOKHOCTBIO y TTALIMEHTOB € 3a00JIEBaHUSMH CepACYHO-

COCYIUCTOM cucTeMbl (MH(MApKT MHOKapAa WM HIIeMH4YecKas OOJie3Hb cepAlla B aHaMHese,
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cepleyHas ~ HEJIOCTaTOYHOCTh,  HapylleHHWe  MPOBOJAMMOCTH),  IepEOPOBACKYIIPHBIMHU
HapylmieHUsIMH, (GakTopaMyd pHUCKA PAa3BUTUS apTEepPHATbHON THUNOTEH3WHM (JeTuapaTtaius,
TUTIOBOJIEMUS, TIPUMEHEHUE THIIOTEH3UBHBIX MPENapaToB) WM apTepUATBbHON THUIEPTEH3UEH,
BKJIFOYAsl MPOTPECCUPYIONIYIO U 3JI0KaYECTBEHHYIO.

[Tpu mprMEHEHNN aHTUTICUXOTHKOB MOYKET Pa3BUBAThHCS TpoMO03 BeH. [I0CKONBKY Y MallMEeHTOB,
MOJTyJarOIUX TaKHe TMperapaTbl, MOTYT OBITH Mpeapacroiararomue ¢GakTopsl K BEHO3HOU
TpOMOOIMOOINH, CIIEeAyeT MPOBOAWTH TIIATEIbHOE OOCIEAOBaHWUE NAIMEHTOB JO Hadaia
JICUCHHS ApUITATIPA30JIOM IS BBISBICHUS BCEX BO3MOXKHBIX (PAaKTOPOB PHCKAa M NPUHUMATH
npodrIaKTHYECKHEe MEPBI BO BPEMS JICUSHUSI.

Yonunenue unmepeana QT

B knuHMYECKHMX MCCIIeIOBAaHUSX YACTOTa CydacB y/uiMHeHHus uHTepBana QT y manueHToB mpu
MpUMEHEHUH apuIunpaszojia Oblla cCOMOCTaBUMa ¢ Tpymmnod mnanebo. OmHako, Kak W MPHU
MPUMEHEHUHN JPYTUX AHTUIICUXOTHUKOB, Y TAIMEHTOB C CEMEHHBIM aHAMHE30M YJJTMHEHUS
uaTepBaia QT cieayer coOMr0AaTh OCTOPOKHOCT IPY HA3HAYCHUHU apUITHITPA30JIa.

T1030H55 OuckuHesus

B ximHMYECKWX WCCIEMOBaHMIX JUIMTEIBHOCTRIO 1 TOA WM MEHee B XOHe JICUCHHS
ApUITUIIPA30JI0M HAOIIONATHNCh HEYaCThIe CIy4Yad MO3IHEH TUCKWHE3uH. B ciiyuae mosiBieHus y
nmanpenta Ha (OHe JedeHMs mpenapatoM 3unakcepa® OOBEKTHUBHBIX MIIH CYOBEKTHBHBIX
CHUMIITOMOB TIO3/THEH JTUCKUHE3UH MOKa3aHO CHIDKEHUE J03bI MJIU OTMEHa nipenapara. [lomoonbie
CHUMIITOMBI MOTYT COXPaHSATHCS B TEUCHHUE OIPEACIICHHOTO BPEMEHHM WM JaXKe YCUJIMBATHCS
MOCJIE OTMEHBI JICUEHUS.

3HC

3HC npencraBisier co60l MOTEHIIUATBHO JIETATBHBIM KOMIUIEKC CHMIITOMOB, Pa3BHBAIOIIHIICS
Ha (QOoHE MPUMEHEHUsI aHTUIICUXOTHUKOB. B KIIMHUYECKUX MCCIeIOBaHUAX apUITUIPa3oiia ciaydan
pasButus 3HC 6putn penxu. 3HC nposiBisieTcss MOBBIIICHUEM TEMIIEPAaTyphl Tella, MBIIICYHOM
PUTHUIHOCTBIO, HAPYIICHUSIMHU TICHXHUKH M HECTaOMIILHOCTHIO BEreTaTUBHOW HEPBHOW CHUCTEMBI
(HeCTaOMILHOCTD MYJbCa W apTEPUAIBLHOTO NABJICHUS, TaXUKaApIWs, TOTIMBOCTh U apUTMHN).
Kpome Toro, ™oryr ormedarbcsi moBbimieHHe aktuBHOocTH KOK B mmasme Kposw,
MUOTIIOONHYpUS (paOJOMHOIN3) M OCTpas MoveyHas HeJO0CTaTOYHOCTh. OJIHAKO TIOBBIMICHUE
K®K B mna3zme kpoBu 1 pab1IoMHOIN3 HE00s3aTEIbHO CBUAETENbCTBYET 0 pa3BuTiu 3HC.

B cnysae Bo3nHukHOBeHus cumntomoB 3HC wnM  HeoOBsicHUMOW  Juxopaiaku 0e3
JIOTIOTHUTENbHBIX KIMHWYeckux mposeiennii 3HC Bce HelposienTwku, BKIOYas Mpenapar
3unakcepa®, JOMKHBI OBITH OTMEHEHHBI.

Cyoopoeu
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B xInMHUYeCKHX HCCIENOBaHHUAX apUIIUIIPA30/a CyAOPOKHBIE IPUCTYIIBI PAa3BUBAIUCH HEYACTO.
Apununpaszon cieayer ¢ OCTOPOKHOCTBIO IPUMEHATh Yy TNALMUEHTOB C CyAOPOKHBIMH
paccTpoMCTBAMU B aHAMHE3€ WIM IPU HAJIW4YUU COCTOSHMMH, NIPHUBOAALIUX K Pa3sBUTHIO
CYZIOPOKHBIX ITPUCTYIIOB.

Tlayuenmul nodCUNO20 603PACMA C NCUXO3AMU HA POHE OeMeHYUU

Losviuenue cmepmuocmu

[To pesymbraTam Tpex IUIaNEeO0-KOHTPOIUPYEMBIX HCCICIOBAHUA Yy TMAIUEHTOB IOXKHUIIOTO
Bo3pacta (5699 nert, cpennuii Bo3pact 82,4 roga) ¢ McUx03aMu, 0OYCIOBIICHHBIMU OOJIC3HBIO
AnbrreiiMepa, Ha (OHE TepamuHy apUIMIIPA30JIOM OTMEYEH MOBBIIMIEHHBIH PUCK CMEPTH B
CPaBHEHUU C IPyMIoil miamedo.

CMepTHOCTb B TpyIIe MAIMEHTOB, MOJYYaIOUIUX JEYEHHE apUIMIIPa30joM, B CPABHEHUU C
rpymnmnoi miane6o cocrasuna 3,5 % u 1,7 % coorBercTtBeHHO. HecMoTps Ha TO, 4TO MPUYMHBI
CMEpTH OBUIM pa3IUYHBIMU, OOJBINYI0 YacTh W3 HHUX COCTAaBIUIA CEPACYHO-COCYIUCTHIC
(Hammpumep, cepaeyHas HEeIOCTaTOYHOCTh, BHE3aINHasl CepAedYHas CMEPTh) WM WHQEKIHMOHHbIC
(Hanpumep, MHEBMOHMUS).

Llepebposackyaapuvie HP

B Tex e mccinenoBaHuAX y MaMeHTOB (CpeaHuid Bo3pacT: 84 rofa; BO3pacTHOW Juana3oH: 78—
88 5et) ormMeyanoch pa3BuTHE LEPeOPOBACKYISIPHBIX MOOOYHBIX peakuuil (HampuMep, HHCYIbT,
TpaH3UTOpPHAsl WIIEeMHUYECKas aTaka), BKIIOYas TaKOBBIE C JIETAIbHBIMH HCXofamu. B memom, y
1,3 % manMeHTOB IpyMIbl apUIUIIPa30ja BOZHUKAIU LepedpoBackyisipusie HP B cpaBHeHHH ¢
0,6 % B rpynmne muane6o. Paznuumsi He mocTWranw craTUCTHYecKod 3Hadymmoctdu. OmHaKo B
OJIHOM HCCJIEJOBAHUU C (PUKCUPOBAHHOM /1030 OTMEYEHAa CTaTUCTUYECKU 3HaYMMas
3aBUCHUMOCTb YaCTOTHI LIEpeOpPOBACKYIAPHBIX TOOOYHBIX peaKUUi OT J03bl y HAllMEHTOB IPYIIIBI
apuIuIpasoia.

[penapat 3unakcepa®™ He MOKa3aH JJIs JeYeHHUs NCUX03a Ha (POHE JeMEHIIUN.

Tunepenuxemus u caxapHulii Ouabem

['unepriukemusi, B OTAETBHBIX CIY4asiX BHIPAXKEHHASI U COMIPOBOXKIAIOMIASICS KETOAINI030M HUIN
TUIMEPOCMOJIIPHON KOMOM C JIETAIbHBIM MCXOJIOM, OblJIa OTMEYEHA Y MAI[MeHTOB, TPUHUMABIINX
aTUMHUYHBIC HEUPOJIENTUKH. Pa3BUTHIO TSKENBIX OCIOXKHEHUH MOTJIHM CIIOCOOCTBOBATH (DaKTOPHI
pHUCKa, TaKUe KaK OKMPEHHE M HACIEACTBEHHas OTArOLIEHHOCTh MO caxapHomy nauabery. B
KJIMHUYECKUX MCCIIECOBAHUAX apUIIMIpa3oja HE OTMEUEHBbl 3HAYUMbIE Pa3IM4yUsl B 4acTOTE
pa3BUTHUSL TUIEPIIIMKEMUYECKUX TMOOOYHBIX peakuuil (BKiIoYas caxapHbld JualeTr) Wiu
TUIEPIIMKEMUN 1O CpaBHEHMIO C Iulanebo. Ha ocHOBaHMM HMEIOIMXCS JAHHBIX HEJb3s
NPOBECTH NPSAMOE CPABHEHHE YaCTOTHI THIEPIIIMKEMHYECKHX HMOOOYHBIX peakuuii Ha QoHe

IIPpUMCHCHHUA apuIliIpa3ojia W JApYrux aTUIIUWYHBIX aHTHIICUXOTUKOB. Bcee IMalCHTHI,
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NPUHMMAIOUIME ATUNHWYHbIE HEHPOJENTUKHU, BKIIOYAs apUIMIIPA30J1, MOUIEKAT TINATEIbHOMY
KOHTPOJIIO CHMITOMOB THIEpPIIMKEMHH (YCHJICHHAs »aK/Ja, YYalleHHOE MOYEHCITyCKaHUE,
nonudarus, caabocTs). Y MalUeHTOB C CaxapHbIM JuMabeToM miu (GakTopaMH pUCKa CaXapHOIo
nuabera cieyeT peryiasipHO KOHTPOJIMPOBATh KOHIICHTPAIMIO TJIIOKO3bI B KPOBH.
I'unepuyecmeumenvrnocmo

Kak u npu nmpuMeHEHHH IpYruX JIEKapCTBEHHBIX MpPENapaToB, NPH JICUCHUH apUIHIIPA30JIOM
BO3MOXKHO pa3BUTHE PpEAKIUi T'MIEePUyBCTBUTEIBHOCTH, MPOSIBISIOIINXCSA —aJIEPrUUeCcKOM
CUMITOMAaTHKOM.

Tosvuuenue maccor mena

YV manweHToB ¢ mm30(ppeHUel Wi OWUIOJIAPHOW MaHUEH 4acTo HaOIIoAaeTCs TOBBINICHUE
Macchl Tena, CBA3aHHOE C KOMOPOMIHBIMM pacCTpOiicTBaMH, IPUEMOM BbI3BIBAIOIIUX
HOBBIIIEHUE MAacChl Tella AHTUICUXOTHKOB, HENOCTaTOYHOM JBUIATEIbHOM aKTUBHOCTBIO.
[loBblleHMEe  Macchl  Tema  MOXKET  HPUBOAUTE K TKEIBIM — OCIOXKHEHUsAM. B
HNOCTPErUCTPALIMOHHBIX HCCIEI0BAHUAX apUIIUIpPa30jJa OTMEYEHO IOBBIIIECHHE MAacChl Tena
nanueHToB. OTHaKO OHO OOBIYHO HAOII0AIOCH HA (POHE 3HAYMMBIX (PaKTOPOB PUCKA, TAKUX KaK
caxapHblii nualer, 3a00eBaHMs IUTOBUIHON >KeNe3bl WM aJeHOMa rurnodusa B aHaMHE3e y
B3POCIIBIX MAIMEHTOB. B KIMHMUYECKUX MCCIIEAOBAHUAX C y4acTHEM IMAalMEHTOB IOAPOCTKOBOTO
BO3pPAcTa, CTPAJAIOIIMX OUINOISIPHONM MaHuell, Ha (oHE JeueHHs apUITUIPaA30JIOM ObUIO
MIOKa3aHO MOBBIIIEHHE Macchl Tena uepes 4 Henenu. Heo0xoanmMo KOHTpoIUpoBaTh Maccy Tena y
HOJPOCTKOB ¢ GumnossipHoi MaHuel. [Ipu cylecTBeHHOM HOBBILIEHUN MacChl Te€la MOXKET ObITh
NOKA3aHO CHUKEHHE J03Bl.

Jlucgacus

[Ipu npumeHeHNH HEHPOJIENTUKOB OTMEYAINUCh CIy4Yal HAPYIIEHUH NMEePUCTAIBTUKH MUILEBOJA
U aCIHUpalyH.

Crnenyer coOmronaTh OCTOPOXKHOCTH TPH TNPHMEHEHWH Y TALMEHTOB C (aKTOpaMH pHCKa
Pa3BUTHSA aCTIUPAIOHHON THEBMOHHH.

Ilamonozcuueckoe éneuenue K azapmubiM Uepam u opyaue HapyuleHus KOHMpOoJis noOYHcOeHUl
[Tpu npueme apunuIpasona y NaiueHToB MOKET BO3ZHUKHYTh OBBIIICHHOE BICYCHHUE, OCOOCHHO
K a3apTHBIM UI'paM, U HECIIOCOOHOCTh KOHTPOJIMPOBATh 3T HOOYKACHUSI.

Coo0manock Takke O IIOBBIIIEHHOM IIOJIOBOM BIJICYEHHM, HENPEOAOJIMMOM BJICUCHUU K
HOKYIIKaM, NepeelaHuy UM KOMITYyJIbCUBHOM IIPHEME IHIIY, a TAKKE O JPYrHX UMITYJIbCUBHBIX
U KOMITYJbCUBHBIX PACCTPONCTBAX NoBeAeHUs. IlalMeHTsl U aMLa, OCYIIECTBIIAIONINE YXO[ 32
HUMH, J1OJKHBI OBITh HH(OPMHUPOBAHBI O Pa3BUTUH paHee HE HAOIIOJABILUXCS TOOYKACHUHN UK
O MOBBIIICHUH BJICYEHHS K a3apTHBIM UTPaM, II0JOBOIO BIEUEHHs, HENPEOAOIUMOTrO BICUEHHS K

MOKYIIKaM, IMepeefaHusi WM KOMITYJbCHUBHOTO TpHEMa IMHUINM WIH APYrHX NOOYKICHHUH IpH
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 10.05.2023 Ne 8701

(MOCNEOCBATENBEHOCTL 0001)

JedyeHuW apumnumnpasoigoM. Creayer OTMETUTb, YTO CHUMITOMBI HapyIIEHHUS KOHTPOJS
noOyXA€HUH MOTYT ObITh CBSI3aHbI C OCHOBHBIM 3a00JI€BaHMEM, OJJTHAKO COOOIANIOCH O CIyYasX
IPEKpalIeHNUss CUMITOMOB IIPH CHW)KEHUHU J103bl WJIM OTMEHe npenaparta. HecBoeBpemeHHas
JMArHOCTHUKA PA3BUTHS HAPYIICHUH KOHTPOJIS MOOYKICHUI MOXET HAHECTH BPE] MAIMCHTY H
IpyruM JHmaM. B ciydasx pa3BUTHS HapymIeHHH KOHTPOJS MOOYKICHHWH CIeIyeT PelIuTh
BOTIPOC O CHMKCHHH J03bI TperapaTa Ui ero OTMEHE.

Tayuenmul ¢ cunopomom oepuyuma enumarnus u eunepaxmusrnocmu (CBI)

HecmoTpsi Ha BBICOKYIO HYacTOTy COMYTCTBYIOIIEH MATOJOTHH OWIIONSPHOTO pPAacCTPOCTBA
Ituma u CIABI' orpanudeHsl JaHHble TO O€30MACHOCTH OJHOBPEMEHHOTO MPUMEHEHHS
apUIIMIpas3oja M ICUXOCTUMYIUpYIOMMX cpenctB. [loatomy criemyer coOmonaTh 0cCoOyio
OCTOPOKHOCTb IIPHU UX OJTHOBPEMEHHOM MPUMEHEHHH.

Ilaoenus

[IpumeHeHne apumumpasoia MOXKET BbI3bIBaTh COHJIMBOCTb, OPTOCTaTUYECKYH0 T'MIIOTEH3HIO,
JIBUTATENIbHBIE M CEHCOPHBIE DPACCTPOMCTBA, 4YTO MOMKET MNpUBECTH K mnajaeHutro. Cremyet
COOJTFO/IaTh OCTOPOYKHOCTH TIPH JICYCHUHU TAIMEHTOB M3 TPYNIBI BHICOKOTO pUCKa (Hampumep,
MAIMEeHTHI MTOKMJIOTO BO3pAcTa WK OclabJeHHbIE MAIMeHTHI) U YYUTHIBAaTh IPUMEHEHHE 0ojiee
HU3KHUX HaYaJIbHBIX 103 (cM. pazaen «Crocod MPUMEHEHHUS U T03bD»).

Cneyuanvnas ungopmayus 0 6CHOMOSAMENbHBIX BEUIECHBAX

JIaKTO3bI MOHOTHIPAT

ITaruenTamMm C penko BCTpedarolelcss HACIEJACTBEHHOW HENMEePEeHOCHUMOCThIO TalaKTO3bl,
JNeUIIUTOM JIaKTa3bl JIOTaped WM TIIFOKO30-TalaKTO3HOW MallbabcopOIueil He cheayeT
MpUHUMATh 3TOT Mpemnapar.

A3zokpacurenb (s TabJIeTOK 5 Mr)

[Mpenapar 3unakcepa®, TabJeTKH, 5 MI, COAEPKHT A30KPACHUTENb OPUIMAHTOBBIA UYEPHBIH

(E 151), KOoTOpBIiA MOXKET BBI3BIBATH AJUIEPTUUECKHE PEAKIIUH.

Bausinue Ha cnOCOOHOCTH YNIPABJIATH TPAHCIOPTHBIMH CPeICTBAMH, MEXaHU3MaMM

ApuUnHIpa3oil OKa3pIBa€T HEZHAUUTEIHHOE MIIM YMEPEHHOE BIUSHUE HA CIOCOOHOCTH YIPABIIAThH
TPAHCIIOPTHBIMU CPEACTBAMHU U pabOTaTh C MEXaHU3MAMU BBUIY €TI0 BO3MOXKHOTO BO3JIEHCTBUS
Ha HEPBHYIO CHCTEMY M 3pEHHE, HalpUMep, Pa3BUTHUS CEJallMH, COHJIUBOCTH, OOMOpOKa,
HEYETKOCTH 3peHus, aumionuu. Creayer coOnofaTh OCTOPOXKHOCTh MPH  YIPABICHUU
TPAaHCHOPTHBIMM CpPEICTBAMHU, MEXaHU3MaMU M 3aHATHSAX APYTMMU BHIAMU JEATEIbHOCTH,
TpeOYyIOIMMHU NOBBIIIEHHOW KOHUEHTPAlM BHUMAHUS U ObICTPOTHI ICUXOMOTOPHBIX pEaKLuil.
[TaneHTOB cieayeT mpenynpeauTb 0 HEOOXOJUMOCTH COONII0aTh OCTOPOXKHOCTD JI0 TeX IOp,

IMOKa MauEHTBI HE YAOCTOBEPATCA, UTO MperapaT HE OKa3bIBACT Ha HUX HECTATUBHOI'O BIIUSAHUA.
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COOTBETCTBYET KCTNEPTHOMY OTHETY

ot 10.05.2023 N= 2701

(MOCNEOCBATENBEHOCTL 0001)

®opMa BbITyCKA

Tabmerku, 5 mr, 10 mr, 15 mr, 30 mr.

[To 14 Tabnerok B KOHTYPHYIO SYEHKOBYIO YNAaKOBKY M3 KOMOMHHPOBAaHHOTO MaTepHaia
MNBX/TIBJAX u Goabru allOMHUHUACBOIA.

2 unu 4 KOHTYpHBIE AYEHKOBBIE YIAKOBKU BMECTE ¢ MHCTPYKIMEH 110 MPUMEHEHUIO TOMEILIAOT B

Ma4yKy U3 KapTOHa.

Yciaosus XxpaHeHus
[Ipu Temneparype He Bbie 25 °C, B OpUTHHAIBHON YIIAKOBKE.

XpaHUTh B HEIOCTYITHOM JJISI AETEU MECTE.

Cpoxk romgHocTu
s mabnemox 10 me, 15 me, 30 me: 5 ner.
Jlns mabnemok 5 me: 2 roja.

He MPUMCHATH NIp€rapaTt 1o UCTCYCHHUU CpOKa T'OJHOCTH.

YcaoBus oTnycka

OTnyckaroT 1O peLenty.

HaumenoBaHue IOPpUIUYECKOro Juuma, Ha HMS KOTOPOro0 BbIAAHO PEruCTpamuoHHOC
yAOCTOBepEHHeE, aipec

000 «KPKA-PYCy, 143500, Poccus, MockoBckas 00:1., T. McTpa, yi. MockoBckas, a. 50

ITpousBoauTEaL
000 «KPKA-PYC», 143500, Poccust, MockoBckas o0ur., T. Mctpa, yi1. MockoBckas, 1. 50
Ten.: +7 (495) 994-70-70, daxc: +7 (495) 994-70-78

HanmMeHoBaHue U apec OpraHn3aniy, NPUHAMAKOLIEH MpeTeH3nH NoTpeduTe el
000 «KPKA-PYC», 143500, MockoBckas 0611, . McTpa, yia. MockoBckas, a. 50
Ten.: +7 (495) 994-70-70, daxc: +7 (495) 994-70-78
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