UHCTPYKIIMA

[10 MEJULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O TIPEITAPATA

APUITUITIPA30.J1 —
MHH3I1PAB POCCHH

PerncTpanMoHHbIH HOMED: 04 10 2022
ToproBoe HaHMeHOBaHHE: APUITUIIPA30]] COTTACOBAHO
MexayHapo/HOe HeNATeHTOBAHHOE HAMMEHOBAHHE: ApUTTUITPA30ll _’ —
JlekapcerBennas popma: TabieTku
Cocras:
Tabremka 5 me:
Jleticmeyiowee eewecmso. apununpasosn — 5,000 mr.
Bcnomozeamenvuvie  6ewjecmsa: N1aKTO3bl MOHOTMApar (caxap MoJouHbli) — 67,805 wmr;
uewnosnosa Mukpokpuctamanyeckas (MKIL-102) — 10,000 wmr; kpaxman KyKypy3Hbld —
10,000 mr; runponosza — 1,425 mr; maruus creapar — 0,770 mr.
Tabremxa 10 me:
Jleucmeyiowee eewecmso. apununpasosn — 10,000 mr.
Bcnomozamenvuvie  ewjecmea: N1akTO3bl MOHOrMapat (caxap MoijouHnbiit) — 89.600 wmr;
uemono3a Mukpokpuctamimyeckas (MKILI-102) — 13,700 mr; kpaxman KyKypy3Hbl —
13,700 mr; runpososa — 1,950 mr; maruus creapart — 1,050 mr.
Tabremka 15 me:
Heticmayiowee sewgecmso: apununpazon — 15,000 mr.
Bcnomozamenvhvle 6ewjecmea: nakto3bl MoHoruapatr (caxap MonouHbiit) — 134,400 wmr:
uemnono3a Mukpokpucrauimyeckas (MKILI-102) — 20,550 mr; kpaxman KyKypy3Hbld —
20,550 mr; runponosa — 2,925 mr; maruus creapat — 1,575 mr.
Tabaemxka 30 me:
Heiicmeyiowee sewgecmso: apununpaszosn — 30,000 mr.
Benomoeamenvhuie éeu;ecmsa: NaKTO3bl MOHOruapar (caxap MououHblf) — 268,800 wmr;
uenmonosa Mukpokpuctasmueckas (MKIL-102) — 41,100 mr; kpaxman KyKypy3Hblit —

41,100 mr; runpososa — 5,850 mr; maruus creapat — 3,150 mr.

Onucanue: Kpyribi€ MJIOCKOUHJIMHAPUYCCKHE tTabnerku Genoro waum noutu OGeoro 1Bera ¢

pHCKOH U ackoid.
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dapmakoTepaneBTHYECKAsi IPYNINA: AHTUIICUXOTHYECKOE CPEICTBO (HEHPOJIETTHK)

Koa ATX: NOSAX12

dapMako/I0rH4ecKne cBoHCTBA

Dapmakoounamuxka

CuuTaercs, YTO TepaneBTHYECKOe JAEHCTBUE apuNunpasoja npu WM30(ppeHun U OUNoJSpHOM
pacctpoiictee | THna oOyc/OBNIEHO COYETAHMEM YAaCTMYHOH ArOHUCTHYECKOH AKTMBHOCTH B
otHoueHun Dr-nodamuHOoBbIX U SHT)a-CEPOTOHMHOBBIX PELENTOPOB, M AHTArOHUCTHUYECKOM
aKTUBHOCTBIO B OTHOLIEHUH SHT22-C€pOTOHMHOBBIX PELIENTOPOB.

B oKkcrnepyMeHTax Ha JKMBOTHBIX apMITMIIPa3ol TpOSIBJIA]  AHTArOHW3M B OTHOLLEHUM
nohaMuHepruyeckoi runepakTMBHOCTH M aroHW3M B OTHOLUEHMHM J10(aMHUHEPruyecKoi
FMMOAKTUBHOCTH. Apununpason o0najgaer BbICOKMM CpPOACTBOM in vitro K Da-
Ds-nodamunoBeiM peuentopaM, SHT - 1 SHT2a-cepoTOHMHOBBIM pelLienTopaM M yMEPEHHBIM
cpoactBoM K Ds-nopamunoBbiM, SHT2c- 1 SHT7-ceporoHnHOBBIM, anbha-1-aapeHopeuentopam
U Hj-rucraMMHOBBIM peuenTopaM. ApUIHIPA30]  XapakTepU3yeTcsi TaKKe YMEPEHHbIM
CPOJICTBOM K YydacTkam o0OpaTHOro 3axBara CEpPOTOHMHA M OTCYTCTBHEM adPUHHOCTH K
MYyCKapHHOBBIM pelienitopaM. Hekotopsle kiuHuueckue 3GdekTsl apununpasona oObACHSIOTCS
B3aMMO/IEHICTBUEM C IPYTMMH THUIAaMH PELENTOPOB (He 10aMUHOBBIMH U CEPOTOHUHOBBIMH).
[Ipumenenune apununpaszona BHyTpb B 103ax oT 0,5 mr g0 30 mr | pa3 B CyTKH Y 310pPOBBIX
N00pOBOJBLEB B TEYEHHE 2-X HEAENb MPUBOJAMT K /10303aBUCHMOMY CHW)KEHHIO CBSI3bIBAHUS
C-paknonpuaa, auranaa D2Ds3 10aMHHOBBIX PELIENTOPOB, ¢ XBOCTATHLIM SAPOM M Orpajioi (1o
JIaHHBIM TTO3UTPOHHO-3MHUCCHOHHOM ToMOrpadun).

DapmakoKunemuxka

Abcopbuus

Apununpazos ObICTPO BcachiBaeTCsi mocie npuema BHYTPb, A0CTHras Cpax B TUIa3Me KPOBH
yepe3 3-5 uacos. [lpuem >xMpHOH MMIIM He BaAMsSeT Ha OMOLOCTYIHOCTH apHITMITpa3oJia.
AbGcomoTHas OMOZOCTYMHOCTH MpH TNpUeme BHYTPb coctaBiasier 87 %. PasHoBecHas
koHueHTpaums (Css) focTuraercs yepes 14 aHei.

Pacripesienenue

ApUINHIIPa30]l UHTEHCHBHO pacripelesiieTcss B TKaHAX, Kaxymiuiics obbeM pacripeiesieHus —
4.9 n/kr, 4To rOBOpUT 06 HHTEHCUBHOM BHECOCYJMCTOM pacripeaesneHuu. I1pu tepaneBTHYeCcKOM
KOHUeHTpauuu 6onee 99 % apununpasona v Aeruapoapurunpasosia cBsi3biBaeTcs ¢ Oenkamu
Mjia3Mbl, TIaBHBIM oOpa3om, c¢ ansOymuHoM. He oTMedeHO CYTOYHBIX KOJieDaHWi

pacripeieJIEHUs apHuIuIipasojia v €ro MeTabosiura JAETHApOapHUIIUIipasoJia.




Buorpancdopmarus

He3HauuTeNnbHO MOABEPraeTcsi MPECUCTEMHOMY MeTaboau3My. ApPHIMIPa3os MOABEpraeTcs
WHTEHCUBHOMY  MeTaboinM3My B MedeHM  Tpems — crocobamu: — JeruapupoBaHue,
rUApOKCHIMpoBanye U N-Je3alKUIMpoBanue. [n vitro NETUIPUPOBaHKE W IMIPOKCHIIMPOBaHME
apununpasona npoucxoaut ¢ ydactueM usodepmentor CYP3A4 u  CYP2D6, a
N-znesankuaupoBanue — ¢ yyactuem uzopepmenra CYP3A4. Apununpasos sBjseTcsi OCHOBHbIM
KOMIIOHEHTOM JiekapctBa B miasme Kpou. AUC B paBHOBECHOM  COCTOSIHUM
aeruapoapunurnpasona cocrasisier 40 % or AUC apununpasosia B njasme KpoBu.

DIUMUHALMS

Cpennuit nepuon mnosnysbiBenenust (T12) cocraBiaseT npumepHo 75 4acoB Yy ObICTPBIX
mertabonusaropos  u3opepmenta CYP2D6 u  npumepHo 146 4yacoB y MEMICHHBIX
meTaboauzatopos. O6uwmil KimpeHe apununpaszona — 0,7 Ma/MUH/KT, rIaBHbIM 00pa3oM 3a CyeT
BHIBEJEHMS MeueHbio. [locie OHOKpaTHOro mnpuema 103bl MeyeHoro '“C  apunumpasona
npumepHo 27 % 10361 ObITO BHIAEICHO NMOYKaMHU M nipumepHo 60 % uepes kuieyHuK. Menee
1 % HEeW3MEHEHHOTO apUIMIpa3oa onpeaensiercss B Moye ¥ npumepHo 18 % npuHaTOR 10361 B
HEH3MEHEHHOM BHIE BLIBOJMTCS YEpPE3 KMILEYHMUK.

Oco0ble rpyIIibl MalUeHTOB

Jemu

@apMakOKMHETHKA apuIMIpa3ona M JAeruapoapunumnpasona y noapoctkoB 10-17  ner
COOTBETCTBYET TAKOBOM Yy B3pOCHBIX MPHU KOPPEKLMH pa3jiMuMii 1o macce Teaa, ModToMY
KOppeKLHs 1036l He TpebyeTes.

Iayuenmvt nodicunozo eospacma

Paznuumii napameTpoB hapMakOKHHETHKU apUITUIIPa301a y 3A0POBBIX 10OPOBOIBLIER MOXKHUIOTO
¥ MOJIOZIOrO  BO3pacTta  BBISIBIEHO He  ObJIO, MO  JaHHBIM  MOMYJSILIMOHHOTO
(hapMaKOKHHETHHYECKOTO aHaln3a, MPOBEAEHHOTO CPEeIU MALMEHTOB ¢ WNW30(ppeHNeH, 3aMeTHOTO
BJIMSIHUS BO3PACTA TaKXKe HE OTMEYAIOCh.

Ilon

OtcyTeTBYIOT pazauuus (HapMaKOKHHETHKH Y 3[0POBBIX MYMKHHUH W IKEHLIMH, TakKxke
OTCYTCTBYIOT BHIMMBIE paziH4us B MOMYJISLMOHHONW (papMaKOKMHETHKE CpeIM MalMeHTOB
pa3HBIX MOJIOB ¢ WH30(peHUe.

Kypenue

[To fpaHHBIM MOMYJISUHOHHOTO (hAPMAKOKMHETHYECKOrO0 aHaliuM3a KJIMHHYECKH 3HAYMMOro
BJIMSIHUS KYpeHHUs Ha (hapMaKOKHHETHKY apHuITuIpasosia oOHapykeHo He ObLIo.

Paca

B uccrnenoBanusx He OBIJIO BBISBJIEHO KIMHHUYECKHM 3HAYWMOIO BJIMSIHUS pacoBbIX paznvmnﬁ Ha




(hapMaKOKMHETHKY apHITUIpa3oJia.

Iayuenmoi ¢ Hapywernuem ynkyuu novex

Bl BBISBIEHBI OMHAKOBbIE (DApPMAKOKMHETHYECKHE [OKA3aTeJM  apununpasona H
JETUAPOAPUITATIPA30Jia Y TALMEHTOB C TSHKEIBIMH 3a007€BAHUAMM TOMEK M Y MOJIOJBIX
3/10pPOBBIX 100pPOBOJIBLEB.

TTayuenmot ¢ Hapywienuem ynkyuu nevenu

[locne onHOKpaTHOro npuema apvnunpasofa MauMeHTaMH ¢ LMPPO30M MEYEHH pa3inyHOM
crenedu TsokecTd (kiaccel A, B u C no kinaccudukaumn Yaina-I1eio) He ObL10 BbIsSBJEHO
CYIIECTBEHHOIO BIMSIHUS HapylleHus QyHKLMHK neyeHn Ha GapMaKOKWHETHKY apMIUIpasosa u
JEerupoapununpasoia. B cBs3u ¢ HELOCTATOUHOCTHIO JaHHBIX (B MCCJIEIOBAHWM Y4acTBOBAJIH
TONBKO 3 MalMeHTa ¢ AEKOMMEHCHPOBAHHBIM LMppo3oM nedenu (kinace C no kiaccudukaimu
Yaiina-I1p10)) HEBO3MOXKHO C/ie1aTh OKOHYATEIbHbIE BBIBOABI O MeTabOINYeCKOH aKTUBHOCTH

[MEYEHH Yy NMNaLMEHTOB C JIEKOMITEHCHPOBAHHLIM LIMPPO30M IMECUYECHH.

IMokazauust K NPUMEHEHHIO

e [lluzodpenusi: ocTpbie NMPUCTYIIBI ¥ MOUIEPHKMUBAIOLIAS TEPATHS.

e bunonsipHoe paccrpoiictBo | THma: mMaHMakaabHbIE OSMU30AbI W [MOJIEPXKUBAIOLIAS
Tepanus ¢ UE/IbIO TPEJOTBPAIEHHS PEUMIHBOB Yy MMAaUMEHTOB € OHMMOJISPHBIM
paccTpoicTBOM | THMA, HEABHO NMEPEHECIINX MaHUAKAIbHBIA WM CMEIIAHHBIH U301,

e JlonoaHeHue K Tepanuu rpenapatamu JMTHS UM BaJTbIIPOEBON KHUCIOTHI IS JIeUeHHs!
MaHHMaKaJbHbIX MJIM CMEIIAHHBIX 3MHU30/10B B pamKax OUMossipHOro pacctpoicraa I Trmna
MpH HAJIHYMHK NCUXOTHYECKUX CHUMNTOMOB MM 6€3 HUX M MOJepXKUBaKOLIAs Teparus ¢
LeJIbKO TIPEOTBPAIEHHUS PELIMAMBOB Y MALMEHTOB ¢ OMMOJSPHBIM paccTpoicTBOM |
THUIA.

e JIonoJHEHHE K aHTH/ETPECCUBHOM Teparnum rpu 60IbILIOM AENPECCHBHOM PacCTPONUCTBE.

IIporuBonokazanusi
® [IOBBIIIEHHAss YYBCTBMTEIbHOCTH K apUITMIIPA3ony W/MIAM APYrHM  KOMIIOHEHTaM
rnpenapara;
e Bospact 10 18 et (3 dpexrrBHOCTL M GE30MaCHOCTL HE YCTAHOBJIEHBI);
® [IEPUOJ TPYAHOTO BCKApPMJIMBAHMS;
e euuMT JaKTa3bl, HEMEPEHOCHMOCTh JIAKTO3bl, CHHAPOM  [JIHOKO30-TalaKTO3HOM

MasibabcopOumMHu (Tak Kak rnpenapat ApUIunpasosi COAEPKHT JaKTO3y).




C 0CTOPOKHOCTBIO

3aboneBaHusi  CEPAEYHO-COCYIMCTOW  CHCTeMbl (Mlemuuyeckas OonesHb cepaua Wiu
nepeHeceHHbl UHpApKT MHOKapaa, XpOHUYeCKas cepeyHas HEeJ0CTaTOYHOCTb M HapylUeHHe
MPOBOUMOCTH); LiepeOpoBacKyJIsipHble 3a00JeBaHUS M COCTOSIHUS, Tpejpacrojaratoime K
CHWKEHUIO apTepualibHOro JaBjieHus (Jeruaparaiusi, MMIIOBOJIEMHUS, MPUEM THUINOTEH3UBHbIX
JIEKapCTBEHHBIX CPEJACTB) B CBSI3UM C BO3MOXKHOCTBIO Pa3BUTHSI OPTOCTATHYECKON TMIOTEH3MH;
anuaencusi, 3a00neBaHus, MPH KOTOPHIX BO3MOMHO Pa3BMTHE CYAOPOT; MOBBILIEHHbIH PUCK
rUneprepMuu (Hampumep, Npv MHTEHCUBHBLIX (PU3MUECKMX HArpy3Kax, NeperpeBaHuM. rnpueme
CPE/ICTB € M-XOJMHOOJIOKMPYIOLLEeH aKTUBHOCTBIO, MpHU 00E3BOKUBAHMM M3-3a CIIOCOOHOCTH
AHTHUINICUXOTUKOB  HapyllaTh TEPMOPEryJsilMiO); y MalMeHTOB C PUCKOM  pa3BUTHS
acrnupallMOHHOM IMHEBMOHMM M3-3a PMCKAa HaApyLIEHUs MOTOPHOW (YHKUMH MHLIEBOAA M
acrnupauvu; y MalLHMEHTOB C OKUPEHHEM MM caxapHbiM AuabeToM B CEeMEHHOM aHamHese;
BLICOKMI pHCK cyHumaa (ncuxosbl, OMMonsipHoe paccTpoMcTBO, O0/bllOe JenpeccUBHOE
paccTpoiicTBo); Bo3pacT 18-24 roma B CBA3M € PUCKOM CYMLMAAJBLHOTO TOBEIEHMS,

GepeMEeHHOCTb.

IIpumenenne npu 6epeMEeHHOCTH H B NEPHO/L FPYAHOTO BCKAPMJIHBAHHS

bepemeHHOCTB

AZIEKBaTHBIX M XOpOLIO KOHTPOJMPYEMBIX MCCIEAOBAHMH Yy OepeMEeHHBIX HE MPOBOAMJIOCH.
HewnspecTHO, MOXET 1M NpPUMEHEHHWE apununpazosiia y OepeMeHHOH OKa3biBaTh BpeIHOE
BO3/IEHCTBHE HA TUIOJL MJIM BBI3bIBATh HapyllleHWE PerpoAyKTUBHON (GyHKumH. U3BecTHO, uTO Y
HOBOPOJXK/IEHHBIX, MaTepH KOTOPBIX MNPUHMMAIM HeWpoiaenTtuku B TedeHue III Tpumecrpa
OepeMEHHOCTH, B MOCJIEPOJOBOM MEPHOIE CYIIECTBYET PHCK Pa3BUTHS 3KCTPArMpaMHIHbIX
PacCTPOMCTB W/MIIM CHHAPOMA «OTMEHBD). Y HOBOPOXIEHHBIX OTMEHYalNCh BO3OYKIEHHE,
MBILLIEUHAs ~ TMIIEPTOHUS  WMJIM  TUIIOTOHMS,  TPEMOpP,  COHJIMBOCTb,  PECMUPATOPHBIN
JUCTPECC-CUHIPOM, HapylleHUs TpH KOpMJIeHMH. JlaHHbIE CHMIMTOMBI MMEIH Pa3InuHYIO
CTENeHb THKECTH, MHOIAA OHM MPOXOoAWaM 0e3 JieyeHus, Toraa Kak B JPYIHX Cly4asx
HOBOPOXK/IEHHBIE HYX/A/JIUCh B MHTEHCHUBHOW TE€panuu W MPOAOIKUTEILHOW rOCMUTANINU3ALIHK.
[Ipy npumeHeHMM apunUnpasoja pa3BUTHE Y HOBOPOXKIAEHHBIX MOJOOHONW CHMITTOMATHKH
0TMEYaJIOCh OYEHB PEIKO.

Cnenyer npeaynpeanTh NalMEHTOK, YTO OHM JIOJDKHBI HEMEUIEHHO COOOIIMTL Bpayy o
HacTyruieHuu OepeMeHHOCTH Ha (hOHe JeueHus, cieayeT Takke HH(GOPMHMPOBaTH Bpaua o
nIaHUpyeMoii GepeMeHHOCTH.

[Ipenapat Apununpasosn MOXeT TPUHMMATBCS BO BpeMs OEpeMEHHOCTH, TOJBKO €CIlH

MOTEHIHAJIbHAA MOJIb3a NMPUMEHEHUS 711 MAaTEPU MPEBLILIAET MOTEHLMAJIbHBIH PHUCK UId TJ1o1a.




JlakTanus

ApHIUNpasos NMpoHUKAaeT B rpyaHoe Mojoko. IIpw npumenenum npenapata Apunumnpasosn

rpyHOE BCKapM/IMBAHHUE CIELYET OTMEHHTD.

Cnocob npuMeHeHHus U 103bI

BHyTpb, | pa3 B 1eHb, HE3aBUCUMO OT BPEMEHHU IPUEMA TTULLK.

Luzohpenus

Pexomenayemasi HauanbHas 103a — ot 10 mMr 1o 15 mr 1 pa3 B cyrku. [logaepxusarowias no3a —
00bI4HO 15 Mr B cyTKH. B KJIIMHMYECKUX MCCieJ0BaHUSAX MoKa3aHa () (eKTUBHOCTD Mpernapara B
no3ax ot 10 mr 10 30 Mr B CyTKH.

Manuaxanvhvie 3nu30061 npu OUNOAAPHOM paccmpoucmee

Monomepanus

PexomeHnyemasi HauanbHas 103a — 15 Mr 1 pa3 B cytku. U3meHeHue 10361 pU HEOOXOIUMOCTH
MPOMU3BOAMTCS € HWHTEPBAJOM He MeHee 24 wyacoB. B KIMHHMYECKHMX HCCIIEIOBaHUSIX TPU
MaHMaKaJ bHbIX 3MU30aX MPOJEMOHCTpUpoBaHa dpHEeKTUBHOCTD npenapara B 103ax 15-30 mr B
CYTKH npu npueme B TedeHue 3-12 nenenw. BezonacHocts 103 Bbiie 30 Mr B CyTKH B
KJIMHUYECKHUX UCCIIEIOBAaHUSX HE OLIEHMBANACh.

[Ipn nabmoneHun 3a nauueHTaMu C OMMOJSIPHBIM paccTpoiicTBoM | Tuma, nepeHeclIrMu
MaHMaKalbHbIA MM CMELIAHHBIA dMU30/1, Y KOTOPBIX OTMeyaiach cTabuIn3aius CUMITOMOB Ha
¢bone npuema apununpazona (15 mr B cytku wnm 30 Mr B CyTKM Nnpu HayaiabHOM no3e 30 Mr B
CYTKH) B TeueHHe 6 Hezelnb, 3aTeM — 6 MecsleB U aajiee — B TeyeHue |7 mecsueB, yCTaHOBJIEH
OnaronpusiTHbli  3ddekt Takoit noamepxkuBaromei Tepanuu. Cheayer nepuoJHYecKH
obcne0BaTh MALIMEHTOB /ISl ONpeesIeHHs] HEOOX0AUMOCTH TPOAODKEHHUS MOAACPIKUBAIOLIECH
TEparnuu.

Jonoanenue K _mepanuu__npenapamamu__JAumus_ Uiu_ 8Ai1bRPOe6OU  KUCIOMbl Ol JdeqeHusl

MAHUAKANLHBIX W CMEULAHHBIX INU30008 8 paMKax bunoaspno2o paccmpoticmea I muna

PekomennoBanHas HauyanabHas n103a — ot 10 Mr 10 15 mr 1 pa3 B cyTku, noaiepxuBatoiias 103a
— 15 mr B cyrkun. Jloza moxer ObiTh yBenuueHa a0 30 Mr B CYTKH B 3aBMCHMOCTH OT
KJIMHUYECKMX NokasaHuid. [Ipy HabmoaeHuu 3a nauueHTamMu ¢ OUMOJSPHBIM paccTpoicTBOM |
TUIA ycTaHOBJIEH OnaronpusaTHeIH 3 dekT noaaepuBaloel Tepanuu apurnmIpasoiom B 103e
or 10 mr no 30 Mr B CyTKM B Kaye€cTBE OMOJIHEHWS K TEpariuu MpernapaTamu JIUTHS WIIH
BaJbNPOeBO kucnoTel. Crenyer nepuoaudecku oOCiIeIOBaTH MAlMEHTOB IS OMpeesieHus
HEO0OXOIMMOCTH TPOI0IKEHUS TIOANEPIKUBAIOLIEH TepariH.

Honoanumenvnas mepanus npu 60J16UIOM OeNnPeccuU8HOM PACCMPOUCMEe

B kauecTBe HOMOJHEHHUS K JICUEHHIO aHTUZACTIPECCAHTAMHU PEKOMEHAYETCS apHIUIIPa3oJl B




HayaJbHOM /103¢ 5 MI' B CYTKH, NMpH HEOOXOAMMOCTH M XOpOLIeH MEPeHOCHUMOCTH Teparnuu
CYTOYHYIO 103y apMITUIIPa30jia MOXKHO €XKEHEJeNbHO YBEJIWYMBATh HA 5 MI' 10 MaKCHMMallbHO#
He Oosiee 15 Mr B CyTKH.

JITMTEeTLHOCTB TEparuu npenapaToM ApUITHIIPA30Jl 10 BCEM YKA3aHHBIM BbILIE MOKA3aHUAM He
YCTaHOBJIEHa, HEOOXOAMMO peryjisipHO MNpOBOAMTL OOCIeOBaHWE MAlMEHTa Ha npeaMer
BO3MOJKHOCTH OTMEHBI TEPAITHH.

[Ipumenenue v 0coObIX rpynn nalueHToB

Ilayuenmsi ¢ noyeuHou HeOOCMAMOYHOCMbIO

Koppekiusi 103bl MpU Ha3HAYEHUM apUITUNPA30Jia NMALMEHTAM C MOYEUHOHW HEeI10CTaTOYHOCTHIO
He Tpebyercs.

ITayuenmor ¢ neyeHOUHOU HEOOCMAMOYHOCMbBIO

Koppekuuu 1036l NpH  Ha3HAYEHMHM  ApUNUNpa3o/ia  MALMEHTaM ¢ NEeYEeHOYHOMH
HEJ0CTaTO4YHOCThIO He Tpebyercs. [laumeHTamM ¢ MEYeHOYHOH HEAOCTATOYHOCTBIO 103y
30 Mr/cyT Ha3HAYaKOT C OCTOPOIKHOCTBIO.

IIpumenenue y nayuenmos cmapuwe 65 nem

Koppekuun 10361 00bHO He Tpebyercsi. OHAKO BCIEACTBME T'MIEPYYBCTBHUTEIBLHOCTH Y
MalMUEHTOB 3TOM NMOMYISLMH ClIeyeT YUUTHIBAThH NMpUMeHeHHe Oosiee HU3KMX HavyalbHbIX 103.
Brausnue nona nayuenma na pexcum 003uposanus

Pesxxnum n0o3upoBaHust apununpasoa 115 nauMeHToB 000ero rnoja 0JMHaKoB.

Brusinue Kypenus na pescum 003upoeanus

Pesxnum 103MpoBaHus apUITHIIpas3oa 1 KypSMX W HEKYPSLIMX MalWeHTOB OJIMHAKOB.

Pedicum oozupoeanus npu conymemeylowjeti mepanuu

[Ipn 0aHOBpPEMEHHOM TNpPUMEHEHUM AapHITUNpa3oia M MOLUHBIX MHIHOWTOPOB H30(depMmeHTa
CYP3A4 (xeTOKOHa30J, KJIAPUTPOMHMLIMH) J03a apuIIMnpasolia A0/KHA ObITh yMeHblIEHA
HanosioBuHy. Ilpu otmene muruburtopor mzopepmenra CYP3A4 no3a apunumpaszosa 10/oKHA
OBITH yBEJIMYEHA.

[Ipy OZHOBpPEMEHHOM MPHUMEHEHWHM apUIMIpa30ia W MOIIHBIX HHIMOMTOPOB H30(hepmMeHTa
CYP2D6 (xuHuanH, GayoKceTHH, MapoOKCETHH) J103a apUIMIpaszosia A0JDKHA ObITh YMEHbIIEHA
Kak MHWHHMYyM HanoiioBuHy. [lpum ormene wunHruburopo wusodepmenta CYP2D6 j03a
apUITMIIpasosia J0/KHa ObITh yBeMueHa.

ApHUIHIPaA30 CAeAYeT NPUMEHATH 06€3 N3MEHEHHs PeKUMa J03UPOBaHUS, €CJIM OH Ha3HA4YeH B
KauecTBE JIOTIOJHHUTENILHON TEpanuu y MalMeHTOB ¢ OONBIIMM JIETIPECCUBHBIM PACCTPOHCTBOM.
[Ipy OZHOBpPEMEHHOM TNPUMEHEHHWH ApPHUITUIPA30ja M MOILUHBIX HHIMOMTOPOB HM30(EepPMEHTOB
CYP2D6 (xvnuamn, duryokceruH, napokceTH) U CYP3A4 (keTOKOHa30., KIapUTPOMMIMH)

71032 apuITMIpasona 10/KHa ObITh yMeHbIIeHa Ha % (TO ecTb 10 25 % o6biuHO#M 103b1). [Tpu




ormere uHrubutopoB nzohepmentor CYP2D6 u/unu CYP3A4 no3a npenapara apununpasona
JOJDKHA OBITH YBETMUEHA.

[Ipy OZHOBpPEMEHHOM TMPUMEHEHHUH apUIUMpa30/ia W MOLIHBIX, YMEPEHHBIX WM clabbIx
unruduropor uzopepmentor CYP2D6 u CYP3A4 no3a apumnunpazona MoXKeT ObITh
nepBOHa4YalbHO yMeHblIeHa Ha ¥ (To ecTh 10 25 % OObIYHON 103bI), @ NOTOM YBEJIMYEHa s
JOCTHIKEHUS ONITUMAJILHOTO KJIMHUYECKOro pe3yJ/ibTara.

[Ipn Ha3HaueHMM npenapara apunMIpaszosia MalMeHTaM ¢ HU3KOM aKTUBHOCTBIO M30(depMeHTa
CYP2D6 nepBoHayaibHO 103a apUIUIpa3ona J0KHA ObITh YMEHBLIEHA HAMOJIOBHHY, @ MOTOM
yBeJIMYEHa ISl JOCTHKEHUSI ONTUMAILHOTO KJIMHMYECKOro pesyibrata. [Ipu oaHOBpeMEHHOM
NMPUMEHEHWHU apurnunpasona ¥ MmouHoro uHruburopa uzodepmerHra CYP3A4 nauueHtam c
HU3KO#M akTUBHOCTHIO n3odepmerta CYP2D6 no3a apununpaszona no/nkHa ObITh yMEHbLIEHA Ha
% (To ecTh 10 25 % OOBIYHOM J103bI).

[Ipy  ONHOBPEMEHHOM TNPUMEHEHWH apUIUMpa3o/ia M MOTEHUMAIbHBIX  MHAYKTOPOB
u3odepmenta CYP3A4 (kapbamasenuH) 103a apununpasosa A10/pkHa ObiTh yBeIMYeHa B 2 pasa.
[1pu ormeHe unayktopoB usopepmerta CYP3A4 noza apununpasona 10/KHA ObITh yMEHbIIEHA

10 10-15 mr B cyTKH.

IToGouHoe aelicTBHE

Kpatkuit 0630p npoduis 6e30nacHOCTH

HaubGonee pacnpocrpanennsie HP, 3apeructpupoBaHHbie B X0je Miane60-KOHTPOJIUPYEMBIX
UCCIIEIOBAHMM, BKJIIOYAIOT aKaTM3MIO M TOLIHOTY, KOTOpble oTMedanu Oosnee uem y 3 %
MalLKUEeHTOB, MPUHUMABIIMX apUITUTNPA30J1 BHYTPb.

Knaccudukaumus uyactotel pazeutusi HP, pexomenayemas BcemupHOW —opraHuMsaumei
3apaBooxpaHenus (BO3): ouens yvacmo (= 1/10); wacmo (= 1/100 no < 1/10); nevacmo (= 1/1000
1o < 1/100); peoxo (= 1/10000 no < 1/1000); ovens peoxo (< 1/10000); yvacmoma neussecmua
(He MoJKeT OBbITh OLIEHEHA HAa OCHOBE UMEIOIIMXCS JIJAHHBIX).

B npexenax KaxaoW rpynmnbel 4acTtoThl BcTpedaemoct HP  nepeuncrnensl B mopsiike
YMEHbILEHUS CEPBE3HOCTH.

Yacrora HP B X0/1€ nocTperucTpallMOHHOTO Nepro/ia HabIOAeHHs He MOKET ObITh OTnpe/iesieHa,
MOCKOJILKY HH(popMaums Oblla MoJydyeHa W3 CHOHTaHHBIX coobmeHui. [Tostomy wacrora

BcTpevaemocTu JaHHbIX HP kiaccuduumpoBaHa Kak «4acToTa HEM3BECTHAY.



Tabanynoe PE3IOME HEKEIATCIbHLIX PCAKIIWMH

v

Yacro Heuacto YacroTa HeM3BeCTHA
Hapywenus co Jleiikonexus
CMOopoHbL KPOBU U Heiitponexus
aumpamuueckoil TpombounTonenus
cucmemel
Hapywenus co Anneprudeckue peaxkunm
CMOPOHBL UMMYHHOU (nanpumep,
cucmemul aHa(uIIaKTHYeCKHe peakiiH,
aHTMOHEBPOTHYECKHIT OTeK,
BKJIIOYAs TIPUITYXJIOCTh S3bIKa,
OTeK f3bIKa, OTEK JINIIA,
KOYHBIH 3yl HIIM KPArMBHULLY)
DHnookpunnele ['mnepnponaktuHemus | J{nabernueckas
Hapywenus TUIEPOCMOJIsipHas Koma
JlnabeTnueckuit keToauunao3
Hapywenus Caxapublit qaber ['unepravkeMus ['unonatpuemus
memabonuzma u AHOpexcus
numanus CHIKeHHe Macchl Tena
VYBenuueHHe Macchl Tela
THcuxuueckue becconnuua Jenpeccus [TonbITkH cynumaa,
HAPYULeHUA TpeBora ['unepcexcyanbHOCTh | CyMUMAAIBHbBIE MBICIH U
BecnokoiicTBoO 3aBEPIUEHHBIN CyHLIM (CM.
pazaen «Ocobble ykazaHus»)
[TaTonoruueckoe BieUeHUE K
a3zapTHLIM Urpam
Hapyuienust KOHTpoJIst
nobyxeHui
ITepeenanue
KommnynbcuBHBIE
(HEKOHTPONHpPYeMbIe) MOKYITKH
[ToprHomanus (MMIyJILCHBHOE
BJIeYEHHE K NepeMeHe MecT)
Arpeccus
Bo3zbyxaenue
HepBo3sHocTb
Hapywenus co AxaTtuzus [To3nusis Auckune3ust | 3mokavecTBeHHbI
CMOpPOHbL HEPBHOU DkcTpanupamuansie | JINCTOHMS HeHpoIenTHYeCKni CHHAPOM




cucmembl

HapyLIeH!s
Tpemop
I'onosHas 6onb
Cenauus
COHIMBOCTH

["os10BOKpYKEHHE

(BHC)

BosnbLuoit anunentuyeckuii
NpHUIazoK
CepOTOHUHOBBIH CHHIPOM

Hapyenue peun

Hapywenus co
CMOpPOHbI OPeaHa

3peHus

HeuetkocTh 3peHus

Junnonus

CBeTo00s13Hb

OKyJIOTUPHBIH KpU3

Hapywenus co

cmopousl cepoya

Taxuxapaus

BHe3anHas HeoObsCHUMAs
CMepThb

XKenynoukopas Taxukapaus
THIIA KITUPYITH

VnuHenne unrepsana QT
JKenynoukoBble apuTMHU
BHesanHas ocTaHOBKa cepiua

Bpanukapaus

Hapywenus co

CMOPOHBL COCYO08

OpTOCTaTquCKaS{

TFAMOTEH3US

BeHno3zHast TpoMO03MO0IHS
(BKJIOUast SMOOTHIO JIErOYHOT
apTepus 1 Tpomb03 rirybokux
BEH)

ApTepuaiibHasi FHIepTeH3HUs

Obmopox

Hapywenus co
cmoponbl
ObIXamenbHou
cucmemel, Op2aHos

2PYOHOIU KIemKU U

Hkora

AcnupaunoHHas MHEBMOHUS
JlapuHrocnasm

Crnia3sm poTOrjoTKH

cpedocmenus

Kenyoouno- 3anop [Tankpeatut

Kuuieynole Jucnencus Hucdarus

HapyueHus TowHoTa Juapes
IMunepcexpenms JlnckomdopT B xKUBOTE
CITFOHHBIX eJe3 JluckomdopT B ey ike
PBora

Hapywenus co [TeueHoYHas HEAOCTATOYHOCTD

CMOPOHbL NEYEHU U

ACENYEBBIBOOAUIUX

'enatut

Kenrtyxa
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nymeii

[ToBbilIEHHE AKTUBHOCTH

aaHuHaMHUHOTPaHC(hepasbl

(AJIT) B nna3zme KpoBH

IToBbIlLIEHHE AKTUBHOCTH

acriapTatTaMMHOTpaHc(epasbl
(ACT) B nia3zme KpoBH
[ToBbIlIEHHE AKTUBHOCTH
ramma-riryTaMuiaTpaschepassl
(I'T'T) B n1a3me KpoBH
[ToBbILIEHHE AKTUBHOCTH
wes04HoH docdarasel B

jasmMe KpoBH

Hapywenus co
CMOPOHBL KOXMCU U

NOOKOAICHBIX MKAHE

KoxHas cbinb

Peaxkuuu
(hOTOHYBCTBUTEILHOCTH
Anoneuus

[ToBBILLIEHHOE MTOTOOTAEIEHNE

Hapywenus co
CMOpPOHbI
MbIULEYHOU,
cKenemuou u
COeouUHUmMeNbHOU

mMKanu

Pabomuonus
Mmuanrus

PUruaHocTh MbiLL

Hapywenus co

CMOPOHbL NOYEK U

Henepxanue moun

3anepkka MOUYH

MOUEBbIBOOSUIUX

nymeti

bepemennocme, CHHIPOM «OTMEHBI» ¥
nocaepoooselil HOBOPOXK/IEHHBIX (CM. pasjen
nepuoo u «[TpumeHenue npu
nepunamanibHole OepeMeHHOCTH U B NEpUOJL
cocmosnus IPYAHOrO BCKapMJIMBAHUS»)

Hapywenus co
CmMopoHbl
PEnPOOYKMUBHOU
cucmemsl u

MOJIOYHbIX JKcenes

ITpnanusm

Obwyue napyuwenus u

IToBbilIeHHAas

Hapyienus tepmoperysuun
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peaxyuu 6 mecme YTOMJISEMOCTb (HarpuMmep, runoTepmMus,
86e0eHUA NUpeTHYECcKas peaxius)
Bosb B rpyau

Iepudepunueckme oTekn

JlabopamopHneie u [ToBbIlIEHHE KOHLEHTpaLUK

uHcmpymenmasnsHole TJTIOKO3bI B KPOBH

oanmuble IToBbIlIeHHE coaepKaHHs
IJIMKO3UJIMPOBAHHOIO

remMoryiobuHa

KoneGanus KOHLUEHTpaLIUK
TTHOKO3bI B KPOBH
[ToBbiernue akTuBHOCTH KOK

B IJlasMe€ KpOBH

Onucanue oraeiabHeix HP

Dxempanupamuonsie cumnmomsi (II1C)

Hlusophpenus

B anutenbHoM 52-HeAeNbHOM KOHTPOJMPYEMOM MCCJIEIOBAHWM Y MNALMEHTOB, MOJyYaBIIMX
apununpasoll, OTMeyYanach B LI€JIOM HU3Kas yactora BcTpedaeMocTH (25,8 %) DIIC, Bxiouas
MapKUHCOHHU3M, AaKaTU3MIO, JIMCTOHHIO M JIMCKUHE3MIO, B CPaBHEHHMHM C TallUEHTaMH,
nonyyaBmuMu  ramsonepuaon (57,3 %). B paurensHom  26-HenenbHoM  nuanebo-
KOHTPOJIMPYEMOM HcciieloBaHMM yacToTa BeTpedaemoctd JIIC cocraBnsina 19 % B rpynne
apununpazona v 13,1 % B rpynne muauebo. B apyrom janaurensHOM 26-HeaelbHOM
KOHTPOJIMPYEMOM HcciieioBaHMM vacTota BeTpedaemoctu DIIC cocraBnsna 14,8 % B rpynne
apununpaszona u 15,1 % B rpynne onaH3anuxa.

Manuaxansuvie 5nu300bl U bunoaapnoe paccmpoiicmso 1 muna

B 12-HenenbHOM KOHTpOJIMpyeMOM HcciieioBaHuu yactota Berpedaemoctu DIIC cocrasinsiia
23.5 % B rpynne apununpasona u 53,3 % B rpynne rasonepuaoia. B apyrom 12-HenenbHom
uceaenoBadun yacrtora Berpedaemoctd DIIC cocraBasina 26,6 % B rpynne apununpasosia u
17,6 % B rpynne autus. B 26-nenenvHol noaaepxuBatomiedt ¢asze anuresnbHoro riauebo-
KOHTPOJIUpYEeMOTro HccliefioBaHus yactota Bectpeuaemoctd DIIC cocrasnsna 18,2 % B rpynne
apununpasona u 15,7 % B rpynne nuaue6o.

Axamuzun

B nnaue6o-KOHTpOIMpPYEMbIX UCCIE0BAHUAX YACTOTA BCTPEYAEMOCTH aKaTH3MWH Yy MALMEHTOB C
OunosspHbIM paccTpoiicTBOM coctapisiia 12,1 % B rpynne apununpaszona u 3.2 % B rpynne

naauedo. Y naumMeHToB ¢ wM3o(peHnei yacTota BCTpeyaeMOCTH akaTU3uK cocTasisia 6,2 % B
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rpynre apununpasona u 3,0 % B rpynne niauebo.

Jucmonus

Knacc-a¢dekt: B mepBbie JHU J€YEHHs Yy YYBCTBUTE/IbHBIX NALMEHTOB MOIYT OTMEYaThCs
CUMIITOMBI JMCTOHUM, JUTMTEBHBIX MATOJOTHYECKUX COKpalleHWH rpynn mbimil. CUMOTOMBI
JMCTOHHMHU BKJIFOYAIOT: CMa3M MBILILL [IEH, HHOT/IA NPOrPECCUPYIOLIUH /10 OLLYLIEHHs CTECHEHMS
B rOpJie, 3aTpyAHEHHs ITIOTAHUS, 3aTPYAHEHUS! AbIXaHUs W/UIM NPOTPY3UH s3bIKa. XOTS JaHHbIE
CUMIITOMBI MOTYT OTMEYAThCSl MPU HU3KMX /03aX, OHM BCTpeYaloTcs ualle ¥ ¢ Oosbluei
CTENEHbIO BBLIPAKEHHOCTH TNpPU NpPUMEHEHMH Oonee BLICOKMX 7103  BbICOKOAKTHBHBIX
HEMpOJIENTUKOB MepBOro MokojseHus. OTmevaeTcsi MOBBIIEHHBIH PHUCK Pa3BUTHA OCTPOM
JMCTOHUU Y MY)KYMH U NMALIUEHTOB MOJIOZOTO BO3pacTa.

IIporaxmun

B KIMHMYECKHX HCCIIEIOBAaHUSX TIPUMEHEHHMS apUIMIIpa3ojia 110  3aperuCTPUPOBAHHBIM
MOKa3aHUAM M B XOJ€ TMOCTPErHCTPALMOHHOIO HaOMIOEHUsT OTMEYanoch MOBBILIEHHE U
CHWIKEHME KOHLEHTPALIMK CBIBOPOTOYHOTO TMPOJAKTHHA M0 CPABHEHHIO C HCXOJHBIMH
3HAYCHUSAMMU.

Jlabopamopnwie noxkazamenu

CpaBHenust apununpasoia M ruiauebo Mo Josie MalMeHTOB € MOTEHUMATbHO KIMHUYECKH
3HAYUMBIMM HM3MEHEHMSIMH B CTAHIApPTHBIX J1a0OpaTOPHBIX M JIMITMAHBIX TMOKa3aTe/sX He
BBISIBUJIM KJIMHUYECKM 3HAYMMBIX pazauumid. [Toebimenne aktuHoct K®K B nnasme kpoBwu,
KaK MpaBHJI0, KPaTKOCPOYHOE M HecCUMNTOMHOE, OTMeHanoch Y 3,5 % naunMeHToB, MoTyyaBLMX
apununpasoi, u'y 2,0 % naumeHToB, noyyaBimx nianebo.

ITamonoeuueckoe enevenue Kk azapmubim uepam u Opy2ue HapyuleHus KoHmpoJis noGysicoenul
[Ipn neueHun apununpasooMm y NalMEHTOB MOXKET Pa3BHBATHCS MATOJOTMYECKOE BIEYEHHE K
a3apTHBIM MIpaM, THNEPCEKCYalbHOCTh, HEMPEO0JMMOe BICYEHHE K MOKYIKaM, nepeejaHue

M KOMITYJIbCUBHBIH Mpuem nuiiy (cM. paszen «Ocobbie ykazaHus»).

Ilepeno3upoBka

CuMnTombl

B kiMHMYECKHMX MCCIe0BaHUAX M MOCTPErHCTPALMOHHBIX HaOMOAEHHUSX ONMUCAHBI Cly4aifiHble
WJIM YMBILUIEHHBIE TEPEI03UPOBKH apUITUIIPa30/ia y B3POCIBIX MALMEHTOB C OJIHOKPATHBIM
npuemoM 10 1260 wMr, He CONMPOBOXKIAABIIMECS JETATbHBIM HMCX0AOM. [loTeHUMalbHO
KJIMHWYECKH 3HAYUMBIE CHUMIITOMBI: JI€TAprus, TOBBILIEHWE AapTepPHALHOTO JIAaBJICHHS,
COHJIMBOCTh, TaXWKap/us, TOIIHOTa, pBOoTa M Auapes. OnucaHbl ciydaw TMepeao3upOBKH
apununpasona y zaereit (rmpuem g0 195 wmr), He conpoBoxkaaBLIMECS JIETAJBHBIM HMCXOIOM.

[ToTeHUMaNBHO KIMHHYECKH 3HAYUMBIE CUMITTOMBI BKJIKOYAJIH: COHJIMBOCTB, BPEMEHHYIO MMOTEPHO
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CO3HAHUA U SKCTparmvupaMruIHbIE CUMITTOMBI.

Jleuenue

[TomnepkuBaroiias ¥ CHMNTOMaTHYECKass TEparnus, COXPaHEHHE MPOXOJAMMOCTH BO3YIIHBIX
MyTel, BEHTUIALMH JIeTKUX M OoKcureHaumu. ClenyeT y4uThIBaTh HEOOXOAMMOCTh Ha3HAYeHHS
HECKOJIbKMX MEIULIMHCKUX NpenapaTtoB. [ljis BbISBICHUS apUTMUiA Cle/lyeT HEMEUIEHHO HavaThb
Cep/AeYHO-COCYAUCThIH MOHMTOPHUHT, BKJIIOUAIOUIMHA nocTosiHHoe cHaTue DK a1 BbisBiIeHMs
BO3MOXHBIX aputmuid. [lpy noaTBepKAEHHOW MAM  TpeanonaraeMoi  nepeao3upoBKe
ApUITUIIPA30JIOM [OKA3aHO TIUATENbHOE HAOMIOAEHME [0 MCYE3HOBEHHMs BCEX CHUMIITOMOB.
AKTHBMPOBaHHBIA yroib B n03e 50 r, BBeAeHHBIH yepe3 | 4 mocsie npueMa apuIMnpasoJia,
npuBoauni K cHkeHHI0 AUC u Cmax apununpazona Ha 51 % u 41 %, cOOTBETCTBEHHO, 4TO
CBMIETEJILCTBYET O TOM, YTO AKTUBUPOBAHHbLIH yrosib MOXKeT ObiThb d(P(HEKTUBEH NPH JEHEHUH
nepe103upOBKH.

I'emoouanus

Hecmorpsi Ha otcytcTBHe HHpopmauuu o0 3¢ddekTUBHOCTH remMoauanu3a npu JeYeHUH
Nepea03upOBKH  apUIUnpaszosnoM, 3(pGeKTUBHOCTL reMoAMann3a MajloBepoOsiTHA, TaK Kak

ApPHUITHIIPA30JI B 3HAYMTE/ILHOW CTENEHHU CBA3bIBAETCS ¢ DeIKaMHu 11a3Mbl.

B3aumoelicTBHE ¢ IPYIrHMH JIEKAPCTBEHHBIMH NpenapaTaMu

B cBS3M cO CBOMCTBEHHBIM apUIMNPA30Jy AaHTAaroHW3IMOM K aib(a-l-aapeHopeuentopam
CYLIECTBYET BEPOSTHOCTb yCHIIeHUs dpdeKTa HEKOTOPBIX aHTUTUIEPTEH3UBHBIX CPEJICTB.
[TockonbKy apMmMIpasosl OKa3blBaeT BJIMSHUE Ha LEHTpalbHYHO HepBHYK cuctemy (LIHC),
CJIeZlyeT OracaThCsi OHOBPEMEHHOTIO MpHEMa aJIkoroJis WM APYTUX MpernapaToB, BAUSIOUIMX Ha
LIHC, Tak kak 3T0 MoxerT npuBecTH K ycwienuto HP, nanpumep, cemaumm (cM. paszznen
«ITobouHoe neicTBUEeY).

Cnenyer cobmoaaTte OCTOPOKHOCTb TPU MPUMEHEHWH apHUITMIIpa3oia ¢ JIeKapcTBEHHBIMH
npernapaTaMi, KOTOpbleé MOTYT BbI3bIBaThH YAAMHeHHe WHTepBasa QT wiM  HapylueHus
ANeKTpoaMTHOTrO Oanaxca.

BeposTHOCTL BAMSHUS IPYTHX JIEKAPCTBEHHBIX IIPENapaToB Ha APUIIHUIIPa3oJi

He BBISBIEHO KIMHMYECKM 3HAUMMOTO BIMSIHMA OlokaTopa ructaMuHOBBIX Ha-peuenTtopos
(amMOTHMHA, BBI3BIBAIOIIETO YIHETEHHE CEKPELMH CONSHOM KWCIOTHI B KelyjKe, Ha
apUITUIPa30Jl, HECMOTPS Ha CHWKEHHE CKOPOCTH BCACKIBAHMS apUITMPa30Jia.

M3secTHBl pasnuyHbeie MyTH MeTaboIM3Ma apurunpasosa, B T. 4. ¢ y4acTHeM H30(epMEHTOB
CYP2D6 u CYP3A4, 3a uckmouenueM CYPIA. TMostomy He TpebyeTcs KOppeKiuHs J103bI

npenapara y KypuibIIHKOB.




Xunuoun u opyeue uneubumopwvr CYP2D6

B ucciaenoBaHusx y 340poBBIX A00pOBOJIBLEB CHIbHBIH MHrHOMTOp M3odepmenta CYP2D6
(XMHM/MH) MOBBILIAJ TUIOLIAAL M0J KpUBOW «KOHUEeHTpauusi-Bpems» (AUC) apununpasona Ha
107 %, npu 5TOM MakcUMajbHas KOHLEHTpauus apununpasosa B r1uiasmMe KpoBH (Cax)
ocraBaiach HeusmMeHHOH. AUC U Crax Jeruapoapununpasosa, akTMBHOro wmertaboaura,
cHwKaiuch Ha 32 % u 47 %, coOTBETCTBEHHO. B CBA3M ¢ 3TUM HEOOXOAMMO yMeHbLIATh 103y
apununpasosia npuOIM3UTENBHO B JIBAa pa3a MpH €ro COBMECTHOM MPUMEHEHHH € XMHUIAWHOM.
Jlpyrue cuabhbie uHrubutopsl CYP2D6, Takue kak (ayoKCETHMH W MApOKCETHH, MOryT
OKa3bIBaTh CXOAHbIE 3(hDeKTsI, clie10BaTeIbHO, HEOOXOAMMO CXOHOE CHHUIKEHHE 03I
Kemoxonazon u opyeue uneubumoper CYP3A4

B KJIMHMYECKHX MCCIEI0BAHMUSAX Y 340POBBIX HOOPOBOJLLEB CHIbHBIA HHruOuTop CYP3A4
(xerokonaso.1) nosbiman AUC u Crax apununpasona Ha 63 % u 37 %, coorBercTBeHHO. AUC 1
Crmax Aeruapoapununpasona yseauuusanuck Ha 77 % u 43 %, coOOTBETCTBEHHO. Y MeJUIeHHbIX
merabonuszaropo CYP2D6 koMOMHMpOBaHHOE NpUMeHeHHe CWibHBIX MHruouTopoB CYP3A4
MOJKET MPUBOAMTE K MOBBILIEHUIO MJIa3MEHHBIX KOHLEHTPALIMI apUITUIpa3oia Mo CpaBHEHHUIO ¢
ObicTpeiMu  MeTabonuzatopamu CYP2D6. B ciayuyae HeoOXoaumocTH KOMOHWHHUPOBAHHOTO
MPUMEHEHHUs] KETOKOHAa30/la M JpYrux cuibHbIX WHruOutopoB CYP3A4 u apununpasona
HeOOXOIMMO OLIEHWTh, HE TMPEeBBIMIAET JIM PUCK TMPUMEHEHHs BO3MOXKHYIO noib3y. [lpu
KOMOMHMPOBAHHOM TNPUMEHEHHH C€ KETOKOHA30J0M cjeayeT MpuOIM3UTENbHO — BIBOE
YMEHBLIMTL Ha3HA4YEHHYIO 1103y apununpa3sona. OKUaaeTcs, 4To ApYrue CHIbHbIE HHTHOUTOPDI
CYP3A4, rakue kak UTpakoHa301 W MHruOMTOPH npoteazsl BUY, MoryT okassiBaTh cXOjHbIe
a¢dekThl, cneaoBaTeIbHO, B 3TOM Cly4ae TakkKe PeKOMEHIOBAHO CHIKEHWE 103bl (CM. pasjen
«Cnocol npuMeHeHHus U 103b1»).

[Ipn ormene unruduropa CYP2D6 unn CYP3A4 HeoOX0AMMO MOBBICUTH 103y apUITMIIpa3o.ia
J10 TIPUMEHSIEMO MalMEHTOM 10 Ha3HA4YEHHsl COMYTCTBYIOLIEH Tepanuu.

[Ipn npumenenun cnabeix uuruburopor CYP3A4 (nanpumep, auntuazem) uam CYP2D6
(Harpumep, scuMTanoOnpamM) B KOMOMHALMK C apUITUNPA30JOM CleAyeT OxuaaTe Hebosblioe
MOBBILIEHUE KOHLEHTPALMH apununpasona.

Kapbamaszenun u opyeue unoykmopor CYP3A4

[Ipn xomMOMHMpOBaHHOM TpUMeHeHWH kapOamasenuHa, cuiabHoro uuaykropa CYP3A4, wu
apunuIpasoyia BHyTpb Yy NMalUMEHTOB ¢ wu3odpeHred uim mmuzoadHeKTHBHBIM paccTpOHCTBOM
reomeTpuyeckue cpeaHue Cmax ¥ AUC apununpazona ObliiM, COOTBETCTBEHHO, Ha 68 % u 73 %
HWKE B CPAaBHEHWH ¢ MOHOTepamnueii apunumnpasosnom B a103e 30 mr. ['eomeTpuueckue cpenHue
JIETMJIPOAPHITUTIPa30Ja MPU KOMOMHUPOBAHHOM NMPHUMEHEHUH ¢ KapbaMa3ernuHOM CHHIKAJIUCh Ha

69 % 1 71 %, COOTBETCTBEHHO, B CPAaBHEHUHU ¢ MOHOTEPATTUEH apHITUIIPA30IIOM.
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Jloza mnpenapata Apununpazon JA0/DKHa ObITh YBeIMYEHAa BABOE NPH KOMOMHHUPOBAHHOM

NpUMEHEHUH ¢ KapbamazenuHoM. MOXHO 0KHzaaTh, 4TO Apyrue cuiabHbie HHaAykTopsl CYP3A4
(takue kak pudamnuuud, pudabytuH, deHuToMH, (peHodapbutan, NPUMHUIOH, >haBUPEH3,
HEeBUpaAn1H M mpenapatsl 3Bepobos npoasipsBieHHoro (Hypericum perforatum)) oKa3bIBalOT
cxoaHble 3(dexTs, crenoBaTebHO, PEKOMEHI0BAHO TOYHO TaKoe ke IMOoBbileHUe 103bl. [1pu
ormeHe cuibHOro uHaykropa CYP3A4 HeoOX0AMMO CHU3UTH 103y npenapara ApUIUnpaso 10
PEKOMEH/I0BAHHOTO YPOBHSI.

Bansnpoam u numuii

[Ipy KOMOMHMPOBAHHOM NPUMEHEHHWH BAJILNPOATA MM JIMTHS He OOHApYKEHBI KIMHHUYECKH
3HAYMMBIE M3MEHEHMWs] KOHLEHTpAaLMi apununpasosia, MO3TOMY KOPpPEeKLMs €ro 103bl He
Tpebyercs.

BeposTHOCTL BAMSHUS apUIIMNPa30/a Ha APYIUe JIEKAPCTBEHHbIE MPernapaThl

B kiMHMyeckux MccnenoBaHusX apununpasona B go3e 10-30 Mr/cyt He oTMeuascs 3HaYMMBbIi
spdexr Ha mertaboausm cyberpatoB  CYP2D6  (cooTHowenue  nexkctpomeropgana/
3-merokcumopdunana), CYP2C9 (Bapdapun), CYP2C19 (omenpazon) u CYP3A4
(nexcrpomeropdana). Kpome Toro, He OblIO  MOKa3aHO, HTO  APUNMIPA30Jl M
aeruapoapununpason Bausior Ha CYPlA2-onocpenoBanHblit MeTabonusm in vitro. Takum
00pa3oM, MajoBEpOSTHO, YTO APUITMIIPA30J OKa3biBAaeT KJIMHHUYECKM 3HAUYWMOE BIMSHUE Ha
JIEKapCTBEHHBIE MpenapaThbl, MeTaboIu3upyemble STUM hepMeHTOM.

OnHOBpeMEHHBI TMpHUEM JIMTHS, JaMOTPHDKMHA WM BaIblpoara ¢ AapHIIUIpa3’oJoM He
MPUBOJNT K KIMHHYECKH 3HAYMMOMY M3MEHEHMIO KOHLEHTpALM JIMTHS, JJAMOTPUIDKHHA MW
BaJIbIIpoOATa.

CepomoHuHosblil CuHOpPoOM

Coobmanock 0 ciayyasX pa3sBUTHS CEPOTOHMHOBOTO CHHAPOMA y MPUHUMABLIMX apHITUIIPA30.]
MnalMeHToB. BO3MOXKHBIE TPOSBIEHUS 3TOr0 COCTOSIHUS OCOOEHHO YAacTO BO3HMKAKOT [PH
COBMECTHOM TPUMEHEHUHU C JIPYTHMHM CEPOTOHMHEPrHYeCKMMH [pernapaTamMi, TaKMMH Kak
CeNeKTUBHBIE MHrUOMTOpHl OOpaTHOro 3axmara cepotoHuHa (CHUO3C) u cenekTHBHbIE
HHrHOMTOPBI 0OpaTHOTO 3axBaTa cepoToHHHA M HopazapeHanuHa (CMO3CH), nau npenaparamu,

KOTOpPbIE MOTYT MOBBIIATL KOHLEHTPALIMK apunumnpasosa (cM. paszaen «Ilobounoe neicTRHEY).

Ocobbie yrkazanus
[Ipy NpUMEHEHUH AHTHUIICUXOTHYECKUX CPEACTB (HEMPOJIENTHKOB) TEPAneBTHYECKOE JEHCTBUE
pasBMBAETCA OT HECKOJBKMX JIHEH /10 HECKOJbKMX Hededb. B Teuenuwe sToro mnepuona

HeoOX0AMMO HabIOAATh 338 COCTOSTHUEM nmalueHTa.




Cyuyuoanvnoe nogeoenue

CyuumaanbHoe TOBeJeHHE 4acTo HabmojaeTcss MNpuH  TNMCHXOTHYECKHMX pacCTpOMCTBAX W
HApYLIEHUsX HACTPOEHHUS. B HEKOTOpBIX cCiyyasX CyMUMIA]IbHOE MOBEJAEHUE BO3HUKAET B
Havajie JIeueHWs WJIM TP CMEHE aHTHICHXOTHYECKOTO TMpenapara, B TOM 4YHCIe T[pH
MPUMEHEHUH apununpasoia. JleueHue HelpoaenTUKAMK Y MALMEHTOB IPYIIbl BLICOKOrO pUcKa
JO/DKHO — TPOBOAMTHCS  TOJ  TLATEAbHbIM  HaOumoaeHueM. B 3nMaeMMOIOrMUecKUX
MCCJIE/IOBAHMAX TOKA3aHO OTCYTCTBME MOBBILIEHHOIO PUCKAa CYMUMAAIBHOIO MOBEACHHUS TPH
NMPUMEHEHWU APHITUIPA30ja [0 CPABHEHHUIO C JIPYTMMH AHTHIICUXOTHMKAMH Yy B3pOCIBIX
MauUeHTOB ¢ WH30(peHnei uau OGUMONAPHBIM paccTpoicTBOM. JlaHHBIX ISt OLEHKH pHCKa y
Gosiee MOJIOZBIX NAaLMEHTOB (B Bo3pacTe miazie 18 eT) HeroCcTaTOuHO, OAHAKO U3BECTHO, UTO
PUCK CYMLIMJa COXpaHsieTcss B TEYEHHWE TMepBbIX 4 HeAedb JICYEHWS ATUIHMYHBIMM
AHTHIICUXOTHKAMH, BKJIIOYAs apUITHITPA30.L.

Cepoeuno-cocyoucmwie 3a60.1e6aHus

ApUnunpason ciaeayeT MNPUMEHSITb C OCTOPOXKHOCTBIO Y MalMEHTOB ¢ 3a00JeBaHUSAMH
CEPAECYHO-COCYAUCTOH cucTeMbl (MHPAPKT MHOKapjaa WM HlleMHueckas Oolle3Hb cepiua B
aHamHe3se, cep/ievHas HeJl0CTaTOYHOCTb, HApyLIEHHWE MPOBOAMMOCTH), LiepeOpoBacKyIsIPHLIMU
HapylleHUsiMHM, (aKTOpaMM pHCKa pa3BUTHUS apTepHaJibHOM TUMNOTEH3MM (Ieruaparaiius,
FUIOBOJIEMUS, TIPUMEHEHHE TIMITOTEH3WBHBIX MPENnapaToB) WIM apTepHaibHOW THUMepTeH3UeH,
BKJIIOYAsH MPOrPECCUPYIOLLYIO U 3]I0Ka4YECTBEHHYIO.

IIpn npMeHEHNH aHTHTNICHXOTUKOB MOXKET pa3BUBATLCS TPOMOO3 BeH. [10CKOIBKY y nalmueHToB,
MoJy4yaloLMX TaKWe TMpernaparbl, MOryT ObITh mnpeapacnonaratomide (HakTopbl K BEHO3HOM
TpoMb0dMOOIMK, CcledyeT MNpPOBOAMTH TlUATelbHOE oOcaeq0BaHME MALIMEHTOB 10 Havasia
JIEYEHUsS apMITMNPA30JIOM JIUISl BBISIBJICHUS BCEX BO3MOXHBIX (DAKTOPOB pHMCKa M TMPHHUMATH
nMpodUIaKTHYECKHE MEPbI BO BPEMS JICYEHHSI.

Yonunenue unmepsara QT

B kIMHMYECKHMX HMCC/IeI0BAHMAX YacTOTa ciyyaeB y/uinHeHus untepBana QT y mauueHTOB Mnpw
MPUMEHEHWH apununpasosna Oblia comoctaBuma ¢ rpynnoi miauebo. OxHako, Kak W Tpw
MPUMEHEHHHU JIPYTHX AHTHICHUXOTHKOB, y MALMEHTOB C CEMEHHBIM aHAMHE30M Y/UIMHEHHS
untepsaia QT caeayer cobimonaTh OCTOPOKHOCTD MPH HA3HAYEHUH apUITHITPA30JIa.

ITo30nan ouckunezus

B KJIMHMYECKMX HCCIEOBAHMSX JHMTEIBHOCTBIO | roa WM MeHee B XOAe JIeveHMs
apUIMIIPa30JIoM HabIO1aluCh HEYacThie CiIydau Nno3aHei AuckuHe3un. B ciyuyae mnossieHus y
nauMeHTa Ha (hOHe JIeUeHMs! apHUIHUNPa30oM OOBEKTHBHBIX MM CYOBEKTHBHBIX CHMIITOMOR
MO3/IHEHM IMCKMHE3NH MOKA3aHO CHWKEHME 103bl WM OTMeHa nipenapata. [10106HbIe CHMITOMBI

MOTYT COXPaAHATBCA B TEHEHHUE ONPEACIEHHOIO BPEMEHHU MJIA JIaXKE YCHIIMBATBLCS TOCJIE OTMEHBI
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NIeYeHUS.

3noxkauecmeennwiil Hetporenmuyeckuti cunopom (3HC)

3HC npeacrapaser coboi NOTEHLMANBHO JETANbHBIA KOMIUIEKC CHMIITOMOB, Pa3BUBAIOLIMIACS
Ha (hoHe TIPUMEHEHHSs AHTHUTICUXOTHUKOB. B KJIMHUYECKNX MCCIIeIOBAHUSX apuITUIIPAa30Jia clrydan
passutus 3HC 6butn penku. 3HC nposiBisieTcst MOBBILIEHHEM TEMIIEPATYPhI TeJa, MBILIEYHOMH
PUTHIHOCTBIO, HApYIICHUSIMU NCUXMKH M HECTaOWJIBHOCTBIO BEreTaTMBHON HEPBHOM CHCTEMBbI
(HecTaOMIBHOCTD MyJIbCA M ApTEPUAIbHOTO JaBJCHMS, TaXMKapAWs, MOTIMBOCTE U APUTMUH).
Kpome TOro, mMoryr ormeuarbcs NOBbILIEHHE AKTMBHOCTH KpeatuHpochokunassl (KOK) B
njasMe KpoBH, MUOIJIOOMHYpUs (pabaoMHOIU3) M OCTpast MoYeyHas HeA0CTaTOYHOCTh. OJIHAKO
noseiiienie K@K B nnasme kpoBu M pabroMHOIM3 HeoOs3aTeNbHO CBUIAETEILCTBYET O
pazsutuu 3HC.

B cayuae BosHukHOBeHusi cumntomoB 3HC wuam  HeoObsicHUMOM  amxopaaku — 0e3s
JIOTOJIHUTEIbHBIX KIMHUYeckux mnposisaenuit 3HC Bce HeliposienTuku, BKjIKOYas npenapar
ApUNuUnpasoJi, 10KHbI ObITH OTMEHEHBI.

Cyoopoeu

B KIMHMYECKMX MCCIeIOBAHMSX apUIUIIPA30a Cy10POKHBIE MPUCTYITBI Pa3BUBAIUCH HEUYACTO.
Apununpason cleayeT ¢ OCTOPOKHOCTBIO TPUMEHSITH Y MAlLUEHTOB C CYIOPOXKHBIMH
paccTpoicTBaMM B aHaMHe3e WM TpPHU HAIMYMM COCTOSIHMM, NPUBOAALIMX K Pa3sBUTHIO
CYZOPOXKHBIX TIPUCTYMOB.

ITayuenmobi NOMCUNO20 B03PACMA C NCUXO3AMU HA (hOHE DeMeHyuU

logbluienue cmepmuocmu

[To pesyabraTam Tpex mianeb0-KOHTPOIMPYEMBIX HCCIIEA0BAHUI Yy MAaLMEHTOB MOXHUJIOrO
Bo3pacTa (56-99 ner, cpennuit Bozpact 82,4 rozga) ¢ ncuxoszamu, o0yCIOBICHHBIMHU OOJIE3HBIO
AnbureiiMepa, Ha (oHe Tepanuu apUMUIpa3oioM OTMEYEH IOBBILIEHHBIH PHUCK CMEPTH B
CpaBHEHMH ¢ rpynoi niauebo.

CMepTHOCTE B Tpymnre MalMeHTOB, MOJYYAIOUIMX JIEYEHHE apHITMIIPA30JioM, B CPaBHEHHH C
rpynno# niauebo cocrapuaa 3,5 % u 1,7 %, coorBercrBerHo. HeeMOTpst Ha To, YTO NMPUUYMHBI
cMepTH ObUIM pa3NTUuHBIMM, OOJBLIYIO YacThb M3 HUX COCTABISUIM CEPACYHO-COCYIMCTHIE
(Hanpumep, cep/eyHas HEJO0CTaTOYHOCTh, BHE3arHasi cep/ieuHasl CMepTh) MM MH(pEKLHOHHbIE
(HanpuMep, MHEBMOHHSA).

Ilepebposackynapusie nHexceramenvhvie peaxuuu (HP)

B Tex xe wvccnenoBaHusX y mauMeHTOB (CpeiHMit Bo3pacT: 84 roja; BO3pacTHOM IMAria3oH:
78-88 ner) oTmeuanock pa3BuTHe LepebpoBackynspHeix HP  (HampuMmep, MHCYIIBT,
TPaH3UTOpHAs MIIEMHYECKas aTaka), BKJIOUas TAKOBBIE C JICTAJBHBIMU McXodaMu. B uenom, y

1.3 % naumMeHTOB rpyrsl apununpasoia Bo3HUKaNM epedpoBackyaspHsie HP B cpaBHeHHH ¢
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0,6 % B rpynne nnauebo. Paznuuusi He gocTHranM craTUcTHYeckod 3HaummocTH. OQHAKO B
OJTHOM MCCNENOBAaHWM ¢ (UKCHPOBAHHOW 030 OTMEYeHa CTATMCTHYECKM 3HauMMast
3aBUCUMOCTb 4acTOThl LiepedpoBackyaspHbX HP 0T 103b1 y mauueHToB rpynmbsl apununpasoa.
APpUNHIIPA30J1 He TOKa3aH /IS JeYeHUs TICUX03a Ha GoHe 1eMEeHLIUH.

["unepenuxemus u caxapnwiii ouabem

['unepriavkemusi, B OTIEIBHBIX CITydasiX BbIpaXKeHHAsi U COMPOBONK/AAIOLIASCS KETOALMI030M HITH
FUNEPOCMOJISIPHON KOMOIA € JIeTa/lbHbIM MCXO0/10M, OblJIa OTMEYEHa Y NMAaLMEHTOB, NPUHUMABLIMX
aTUIUYHbIE HEHPONIENTUKU. Pa3BUTHIO TSKENIBIX OCIOKHEHHI MOrIM crnocoOCTBOBATH (haKTOPb
pUCKa, TaKMe KaK OKMUPEHME W HacJeICTBEHHas OTATOLLEHHOCTb MO caxapHomy auabery. B
KJIMHUYECKMX MCCJIeIOBaHMSIX apUIUMpa30oja He OTMEYEHbl 3HAaYMMble pa3jiMyus B 4acTOTE
pa3BuTus runepriukemMudeckux HP (Bxirowass caxapHeiii auaGeT) MM TUNEPrIMKEMUM 110
cpaBHeHMIO ¢ miaue6o. Ha OCHOBaHMM MMEIOLIMXCS [aHHBIX HEIb3s MPOBECTH MPSIMOE
cpaBHEHMe 4acToThl runepriaukemudeckux HP Ha ¢one npumeHeHus npenapata apunumnpasosna
M JIpYrMX AaTUIWYHBIX aAHTUICHMXOTMKOB. Bce mauueHTbl, NpUHMMAIOLIME AaTHUIHYHbIE
HEMPOJIENTUKK, BKIIOYAs AapMITUIIPA30J, MOJIEkKAT TILATEILHOMY KOHTPOJIO CHMIITOMOB
FUMEpriMKeMud (YCUICHHAs KaX/a, ydalleHHOe Moueucnyckanue, noaudarus, ciabocts). Y
MalMeHTOB ¢ caxapHbiM Jauabetom wWin ¢dakTopaMu pucka caxapHoro auabera cliejyer
peryJsipHO KOHTPOJIUPOBATh KOHLIEHTPALIMIO ITHOKO3bI B KPOBH.

TI'unepuyscmsumenvrocme

Kak ¥ npu npuMMeHEHWHM APYrHX JE€KAPCTBEHHBIX IMPENaparoB, INMPH JEYEHUH apUITHIIPA30JIOM
BO3MOJKHO pa3BUTHE peaKLMil TIMIepUyBCTBUTEIBLHOCTH, TPOSBISIOUIMXCS a/lIepruieckoi
CUMIITOMAaTHUKOM.

Iosvuuenue maccel mena

Y nauueHToB ¢ wu3odpeHueid uwim OunosnspHoN MaHMe#d vacTo Habmojgaercst MoOBbIIEHHE
Macchl Teja, CBA3aHHOE C KOMOPOWIHBIMM paccTpOMCTBAMM, TPUEMOM  BbI3BIBAIOLIMX
MOBBILLIEHHE MAacChl Tejla AHTUICMXOTHKOB, HENOCTATOYHOW JIBUTaTeNIbHOM aKTMBHOCTBIO.
[loBbllleHHEe  Macchl  TeJa  MOXKET  TMPHBOJUTH K  TSDKEIBIM  OCJIOXKHEeHusiM. B
MOCTPErHCTPALIMOHHBIX MCCIIEIOBAHUSX apPUITMIIPA30jia OTMEYEHO MOBBILIEHWE Macchl Tena
nauueHToB. OHaKo oHO 0OBIYHO HabmoAaN0Ch Ha (hoHE 3HAYMMBIX (PAKTOPOB PUCKa, TAKUX KakK
caxapHblii nuaber, 3aboneBaHus LMTOBUIHON JKee3bl MM aZieHoMa runodusza B aHaMHese y
B3POCJIBIX MALMEHTOR. B KIMHUYECKMX MCCIEIOBAHUAX C YHAaCTHEM MALMEHTOB MOAPOCTKOBOTO
BO3pacTa, CTpajalolmx OunonspHoit MmaHuel, Ha QoHe nedyeHUs apununpasosom ObLIO
MOKa3aHo MOBhILIEHHE Macchl Tesa uepes 4 Heenn. Heo6XxoanMo KOHTpoaMpoBaTh Maccy Tea y
MOAPOCTKOB ¢ GUIoNsipHO# MaHue. [Tpu cylecTBeHHOM MOBBILIEHWH Macchl Tesla MOXKeT ObITh

IMOKa3aHO CHUIXKCHHUE JO3BbI.
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Jucgpazus

[Ipn npuMeHEHHH HEHPOJIENTUKOB OTMEYAIUCH ClIy4ad HapyLIeHHI MepucTaibTHKM NUIIEBO/IA
M acrupaLui.

Crnenyer cobmoaaTh OCTOPOXKHOCTH TPH TMPUMEHEHWH Y TALMEHTOB ¢ (aKTopaMH pucKa
pa3BUTHUS acMPALMOHHOM MHEBMOHUH.

Ilamonoz2uyeckoe erevenue Kk Q3aPMubIM UZPAM U OpY2Ue HAPYUEHUS. KOHMPOJISL NOGYICOeH Ul
[1pu npueme apununpazona y nauMeHTOB MOKET BOSHUKHYTh MOBBILIEHHOE BlIeUeHHe, OCOOEHHO
K a3apTHBIM MI'PaM, U HECTOCOOHOCTH KOHTPOJIMPOBATH ITH MOOYKAEHUS.

Coobmanoch TakkKe O TMOBBIULIEHHOM [10JIOBOM BJIEYEHUH, HENPEeon0JIMMOM BIIEUEHHH K
MOKYINKaM, NepeelaHuy WK KOMITYJIbCHBHOM MPUEME MHILHM, a TAKIKE O JAPYTMX UMITYJILCUBHBIX
M KOMIYJbCUBHBIX paccTpoicTBax noeaeHus. [laumeHTsl ¥ 1ula, OCYLIECTBISAIOUIME YXO 3a
HUMH, 10JDKHBI ObITH MHOOPMUPOBAHBI O Pa3BUTHH paHee He HabMoAaBIIMXCS NOOYKAEHUH UK
0 MOBBILIEHUHU BIICUEHHS K a3apTHBIM MIPaM, MOJOBOTO BJICUEHHS, HENPEOJOIUMOr0 BICYEHUS K
MOKYyNKaM, MepeefaHusi UM KOMITYyJIbCUBHOTO TpUEeMa MUK MM JIPYruX MOOYKIAEHMH Npu
nedeHuH apununpazonoMm. Creayer OTMETHTb, YTO CHMINTOMbI HapyLIEHUS KOHTPOJIs
noOyKaeHUH MOTYT OBITh CBSI3aHBI C OCHOBHBIM 3a00JIeBAaHHEM, OJTHAKO cOOOIANIOCh O cayyasx
MpeKpalleHuss CUMITTOMOB TPU CHUKEHMM 7103kl WJIM OTMeHe mnpenapara. HecBoeBpemeHHas
JMarHOCTUKA Pa3BUTUSI HapyLIEHUH KOHTPOJsS NMOOYKIEHHH MOXET HaHeCTH Bpe MalMeHTY W
Apyrum JuuaM. B ciyuasix pa3BUTHSI HapylLIEHHWH KOHTPOJIS MOOYXKAECHUH CleayeT peuiuThb
BOTPOC O CHWXKEHMH J103bI Tpernapara Uiy ero OTMEHe.

[Tayuenmei ¢ cunopomom oehuyuma snumanus u 2unepaxmuernocmu (C/IBI')

HecmoTpsi Ha BBICOKYHO HacTOTY COMYTCTBYIOLIEH matosoruu OunonsipHoro paccrpoiictsa |
tina 1 CJIBI' orpanuuensl naHHble 10 0€30MACHOCTH  OJHOBPEMEHHOrO TMPUMEHEHHS
apuMIunpasojia M MCUXOCTUMYIHpyommx cpeacts. [lostomy crneayer cobmoaars ocobyro
OCTOPOXKHOCTB MPU UX OJIHOBPEMEHHOM TPUMEHEHHH.

Haoenus

[Ipumenenue apununpazosia MOXET BbI3bIBATb COHJIMBOCTb, OPTOCTATHHYECKYIO TMMOTEH3HIO,
JIBUTaTe/IbHbIE M CEHCOPHBIE pacCTpOMCTBA, YTO MOXET TNpuBecTH K naaeHuto. Crenyer
cobmoaaTh OCTOPOKHOCTH NP JIEYEHWH MALMEHTOB M3 TPYIMIbl BHICOKOTO PUCKa (HarmpuMep,
MaLMEeHThI MOXKUIIOTO BO3pacTa WK ociiableHHBIe MalMeHThl) U YYUTHIBATH NpuMeHeHue Gonee
HU3KHMX HaudalbHbIX 103 (cM. pazaen «Criocod npuMeHeHHs U 103b1»).

Creyuansnas unpopmayusi 0 6CHOMOCAMENbHBIX BEUIECNBAX

[Ipenapatr Apurnunpason COAEPKHUT JIAKTO3y, TMMO3TOMY [POTHUBOIOKA3aH TMalMeHTaM ¢
HETEePEHOCUMOCTBIO  JIAaKTO3bl, JE(HIIMTOM JIaKTa3zbl, CHHIPOMOM TJHOKO30-TajaKTO3HOM

manbabcopOumu.
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Bansinne Ha cniocoGHOCTH YNIPABJISITH TPAHCIIOPTHBIMH CpPeCTBAMH, MEXaHH3MAMH

ApUNUMpasos1 OKa3bIBAET HE3HAUMTEIBLHOE UM YMEPEHHOE BIMSIHUE HA CMIOCOOHOCTH YNPaBIsTh
TPaHCIOPTHBIMHM CPEACTBAMH M paboTaTh ¢ MEXaHU3MAMH BBUIY €ro BO3MOXKHOIO BO3JeHCTBUS
Ha HEPBHYIO CHUCTEMY M 3peHHe, Harpumep, pa3BUTHs CeJallMH, COHJIMBOCTH, 0OMOpOKa,
HEYeTKOCTH 3penus, aumionuu (cMm. paszznen «lloGounoe nelictBue»). Creayer cobmonatsb
OCTOPOXKHOCTb TPHU YINPABJIEHUH TPAHCTIOPTHBIMM CPEACTBAMU M 3aHSTHSX JAPYTMMU BUIaMH
JAEATEIbHOCTH, TPEeOYIOIMMH  MOBBILIEHHOH KOHLUEHTpaUWX BHUMaHU W ObICTPOTHI
MCUXOMOTOPHBIX peakuuid. [lauueHToB creayer npeaynpexaats o HeobxoaumocTu cobioaaTs
OCTOPOKHOCTb 10 TEX IMOp, MOKa MalMeHThl HEe YA0CTOBEPSATCS, YTO Mpenapar He OKa3biBaeT Ha

HHUX HEraTUBHOTI'O BJIMAHUA.

®opma BhINyCKa

Tabnetku no 5 mr, 10 mr, 15 mr, 30 mr.

[To 7, 10, 14 wunu 30 T1abneTtok B KOHTYPHYH) SUYEHKOBYIO YMAaKOBKY M3 MJIEHKH
MOJMBUHUIIXJIOPUIHOH U POJIBIY aTFOMMHUEBOH NEYaTHOH TaKMPOBAaHHOH.

[To 7, 10, 14, 28, 30, 50, 56, 60 uau 100 Tabnerok B OaHKM M3 mosudTHIEHTepedTanaTa a8
JI€KapCTBEHHBIX CPEJCTB WM MOJMIPONUICHOBBIE JUIS JIEKAPCTBEHHBIX CPEJICTB, YKYINOPEHHbIE
KPbILIKAMH M3 TOJMATHJIEHA BLICOKOIO MABJIEHHUSI € KOHTPOJIEM [MEPBOrO BCKPBITHS WM
KPbILUKAMHU TOJUMPONUIEHOBLIMM € CHUCTEMOM «HAXaTb-MOBEPHYTH» MW KpBILIKAMU U3
MOJMUITHIEHA HU3KOTO JaBJIEHUS C KOHTPOJIEM MEPBOr0 BCKPBITHS.

Onny Oanky wim 1, 2. 3, 4, 5, 6, 7, 8, 9 unu 10 KOHTYpHBIX SUEHKOBBIX YMAKOBOK BMECTE C

MHCTPYKLMEH MO MPUMEHEHHIO NIOMELLAOT B KAPTOHHYIO YNaKOBKY (Mayky).

Ycii0BHSI XpaHeHHs
[Ipu TemniepaType He Bbiwe 25 °C B KapTOHHOM yrakoBke (Tavke).

XpaHUTh B HEJOCTYITHOM LIS IeTel MecTe.
Cpok rogHocTH
3 roaa.

He MPAUMEHSATD MO HCTEUYEHHWH CpOKa TrOAHOCTH.

YeaoBus ornycka

OTnycKaroT 1o peuenty.
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Opranusanusi, nppHHMalomasi nperensun norpebureneii: OO0 «O30n»

Poccus, 445351, Camapckas 06.1., r.o. XKurynesck, r. XKuryaesck, yia. ['uapoctpoureneii, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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