MHCTPYKLUA

no MeAULIMHCKOMY NPUMEHEHUIO NekapCTBEHHOro npenapara

APUTMUNPA30N

PerncrtpauuoHHbIvi Homep: J1M-006939

ToproBoe HauMeHoBaHMue: Apunynpason

MexayHapoaHoe HenaTeHTOBaHHOe HaMMeHOBaHUe: apununpason
TNekapcTBeHHas chopma: Tabnetku

CocraB:

Tabrnemka 5 me:

[eticmesyrowee sewecmeso: apununpason — 5,000 mr.

BcriomozamernbHble geuwjecmea: NakTo3bl MOHOrMApAT (Caxap MOMOYHbIN) — 67,805 Mr, Lenmionosa MUKpOKpUCTanm-
yeckast (MKLI-102) — 10,000 mr; kpaxman kykypy3aHbii — 10,000 mr, runponosa — 1,425 mr, marius cteapat — 0,770 mr.
Tabnemka 10 me:

Heticmeyrowee sewecmso: apununpason — 10,000 mr.

BcrnomozamerbHble geujecmea: NakTto3bl MOHOrMAPAT (Caxap MOfouHbln) — 89,600 Mr, uenniono3a MUKpPOKpUCTanu-
yeckast (MKL-102) — 13,700 mr; kpaxman Kykypy3Hbiii — 13,700 wmr, runponosa — 1,950 mr, marHus cteapat — 1,050 mr.
Tabnemka 15 me:

[Heticmesyrowee sewecmso: apununpason — 15,000 mr.

BcrnomozameribHble gewecmesa; NakTo3bl MOHOrMApaT (caxap MonouHbli) — 134,400 mr, Lenono3a MUKpOKpUCTanu-
yeckast (MKL|-102) — 20,550 mr; kpaxman Kykypy3Hbiin — 20,550 wmr, runponosa — 2,925 mr, marHusi cteapat — 1,575 mr.
Tabnemka 30 me:

[eticmesyrowee sewecmeso: apununpason — 30,000 mr.

BcriomozamernbHble gewecmesa: NakTo3bl MOHOTMAPAT (Caxap MOMOYHbIN) — 268,800 Mr, Lennono3a MUKPOKpUCTanm-
yeckast (MKLI-102) — 41,100 mr; kpaxman Kykypy3aHbii — 41,100 mr, runponosa — 5,850 mr, marius cteapat — 3,150 mr.

OnwucaHwue: Kpyrnble nnockouMnuHapudeckue TabneTku 6enoro unu nodty 6enoro LBeTa ¢ pUckomn 1 Hackou.

®dapmakoTepaneBTUYeCcKas rpynna: aHTMNCUXoTU4eckoe CpeacTBo (HeponenTyK).
Kop ATX: NO5AX12

®dapmakonoruyeckme CBoMWcTBa

@PapmakoOuHaMuKa

MpepnonaraeTtca, 4TO TepaneBTUYecKoe [AeiCTBME apununpasona npu  LWK13odpeHur OoBYCIOBNEHO CoYeTaHneMm
YaCTUYHON aroHUCTUYECKON aKTUBHOCTW B OTHoweHun D,-godamuHoBbiX M 5-HT,,-CEpPOTOHMHOBBLIX peLenTopoB, U
AHTaroHMCTUYECKON aKTUBHOCTbIO B OTHOLLEHUN 5-HT ,,-CepOTOHNHOBBIX PELIenTOpOB.

Apwvnunpason obnagaet BbICOKMM CPOACTBOM in Vitro k D,- n Dy- godammtoBeim peuentopam, 5-HT,,- U 5-HT,,-cepoToHu-
HOBbIM peLenTopam 1 yMepeHHbIM cpoacTBoM k D,-godamuHoBbiM, 5-HT,.- n 5-HT,-cepoToHMHOBBIM, O,-aapeHopeLenTo-
pam u H;-ructamMuHoBbIM peuentopam. ApUNUNPason XapaKTepuayeTcsl Takke YMepeHHbIM CPOACTBOM K ydvacTkam
obpaTHOro 3axeata CepOTOHMHA W OTCYTCTBMEM adPUHHOCTM K MyCKapuWHOBbIM peuenTtopam. B akcnepumeHTax Ha
JKMBOTHBIX apununpasorn MNPOSBASN aHTaroHW3M B OTHOLUEHUWM AOoaMUHEPrUYecKol rMnNepakTUBHOCTU U aroHW3M B
OTHOLLEHWM JoaMUHEePrMyeckon rmnoakTMBHOCTU. HekoTopble KnnHuYeckue adhdekTbl apunmnpasona MOXHO 06bACHUT
B3aUMOAEVCTBMEM C APYrMMU TUNamu peLenTopoB, NOMUMO A0(PAMUHOBBLIX U CEPOTOHNHOBBIX.

QPapmaKkoKkuHemuka

BcacbisaHue

Apununpason 6bICTPO BcackiBaeTCs Nocne npuema BHYTPb. MNpuemM num He BRMSieT Ha GUOAOCTYNHOCTL apununpasona.
ABcontoTHasi 6MOJOCTYNHOCTL MpU NpueMe BHYTpb coctaenseT 87 %. MakcumarnbHasi KOHLEHTpauus apununpasona B
nna3me kpoemn (Cmax) gocturaercs Yepes 3-5 yaco. PaBHoBecHast koHUeHTpaums (Css) gocturaetcsa yepesd 14 aHeil.
PacnpedeneHue

Apununpason MHTEHCUBHO pacrnpeaensieTcs B TKaHsX, KaxyLuiics obbem pacnpenenenuns coctasnsieT 4,9 n/kr. MNokasate-
v hapMaKkoKMHETUKM apununpasona B paBHOBECHOM COCTOSIHUM NPONOpLIMOHanbHbl fo3e. [py TepaneBTUYeCcKoi KOHLEH-
Tpauumn 6onee 99% apununpason ceAsbiBaeTcst ¢ 6enkamu nNnasmbl KPOBU, rMaBHbIM 06pasoM, ¢ anbbyMUHOM. [MaBHbI
mMeTabonuT apununpasona — Aernapoapununpasorn, obnagaet Takom xe adpuHHOCTbIO K D,-aodhamnHoBbIM peLientopam,
Kak 1 apununpason. He oTMe4eHo cyTouHbIX konebaHuii pacnpeaeneHus apununpasona u ero metabonura geruapoapvnu-
npasona. lMnowaae Noa KpUBOM «KOHUeHTpauus-spems» (AUC) B paBHOBECHOM COCTOSIHUM Aernapoapvnunpasona
cocTtaensiet 39% ot AUC apununpasona B niasMme KpoBu.

Memabonuam

HesHaunTenbHo nopBepraeTcsi npecucteMHoMy MeTabonuamy. Apununpason SBMSETCS OCHOBHbIM - KOMMOHEHTOM
nekapcTea B nnasme Kposu. Apununpason metabonuanmpyeTcs B neveHn nytem AernapupoBaHus, rMapoKCUIMpoBaHus v
N-pesankunupoBaHus. Mo AaHHLIM OKCMEPUMEHTOB in Vitro, AernapupoBaHue U rMapoKCUIIMPOBaHWE apununpasona
npoucxogut ¢ yvactmem msodepmeHtoB CYP3A4 n CYP2D6, a N-gesankunupoBaHue — C yyactrem usodepmeHTa
CYP3A4.

BbigedeHue

CpepHuii nepvog, nonyebiBegerust (T,,) apununpasona cocTaBnseT NpUMeEpHO 75 4acoB Y NaUMEHTOB C BbICOKOW aKTUB-
HocTblo n3odpepmeHta CYP2D6 v npumepHo 146 4acoB y NauMeHTOB C HWU3KOW akTUBHOCTbIO m3odepmeHTta CYP2D6.
O6wwui knpeHc apununpasona coctaensiet 0,7 MN/MUH/KT, rMaBHbIM 06Pa3oM 3a CHET BbIBEAEHUS NEYEHbHO.

Mocne ofHoKpaTHOro npyvema Ao3bl, MeveHHoro [“C] apununpasona npumepHo 27% [03bl GbIN0 BbIAENEHO MoYKamMu U
npumepHo 60 % yepes kuweyHuk. MeHee 1 % HevnaMeHeHHOTo apununpasona onpegensieTcs B Moye U npumepHo 18%
NPUHATOW [A03bl B HEU3MEHEHHOM BUE BLIBOAUTCH Yepesd KULLEYHUK.

@apmaKkoKuHemuka y ocobbix epynn nayueHmos

Hemu

dapmakokVHeTVKa apununpasona v geryapoapvnunpasona y noapocTtkos 13-17 neT cooTBETCTBYET TAakOBOW Y B3POCHbIX,
No3TOMY KOppeKLmsi 03bl He TpebyeTcs.

lMoxunbie nayueHmsl

Paznuuuii napametpoB apMakoKMHETVKMN apununpasona y B3pOCIbIX NAUMEHTOB C LUM3OPEHVEN U Y 300POBbIX
No6poBosbLEB, 06yCNOBNEHHbIX BO3PACTOM, HE BbISIBNEHO.

IMon

OTCyTCTBYIOT pas3nuynst hapMakoKUHETUKN Y 300POBbIX MYXHYUH U XKEHLLUH U Y NALMEHTOB C LUN3odpeHnen.

KypeHue

KypeHwue He BnusaeT Ha hapMakoKMHETVKY apununpasona.

Paca

B uccnenoBaHusix He Obino BbISBNEHO KIMMHWYECKM 3HAYMMOrO BIUSIHWS PacOBbIX PasnUYuii Ha apMakoKUHETUKY
apununpasona.

HapyweHue ¢hyHKyuu noyex

Bbinu BbISBNEHbI OANHaKOBbIE (hapMaKoOKMHETUYECKMe NokasaTeny apununpasona v gernapoapvnunpasona y naumeHToB
C TskenbIMu 3aboneBaHsMU NOYEK U Y MOMOAbIX 300POBbIX AOGPOBOSbLEB.

HapyweHue gyHKuuu nevyeHu

Mocne ogHoOKpaTHOro npuema apununpasona naumeHTaMu ¢ LMpPO30M NeYeHV PasfnyHON CTEneHu TSKecTu He Bbino
BbISIBNIEHO CYLLECTBEHHOIO BIMSHUSA HapyLLUEHWUS OYHKLMM NeYeHn Ha hbapMakoKUHETUKY apununpasona u gernapoapuni-
npasona. B cBsi3n ¢ HeJOCTATOYHOCTbIO Aa@HHbIX HEBO3MOXHO CAenaTb OKOHYaTerbHble BblBOAbI O MeTabornmyeckon
aKTUBHOCTM NEYEHN Y NaLMEHTOB C AEKOMMEHCUMPOBAHHbLIM LMPPO30M neveru (knacc C no knaccudmkaummn Yanng-Teio).

MokasaHuA kK NpuMeHeHnIo

* LLInsocbpeHuns: ocTpble NpUCTYMbl M NoAAepXMBaloLLAsa Tepanus.

» BunonspHoe paccTpoicTBo | TMNa: MaHnakanbHble aNU30Ab! U NOAAePXMBalOLLAsA Tepanus C Lienbio NPeaoTBpaLleHus
peunanBOB y NaLMEHTOB ¢ GUNONSIPHLIM PacCTPOWCTBOM | TMNa, HeJaBHO NEpeHEeCLUMX MaHWaKanbHbIA U CMeLaH-
HbI1 aNK304,.

+ [lononHeHue K Tepanumn npenapatamu NUTUs MU BarnbNpoOeBOW KUCMOTbI ANs NEYeHUst MaHWaKanbHbIX U1 CMeLLaHHbIX
9MM3040B B pamkax GMNONsipHOro paccTporcTBa | Tvna npu HanmuMuMu NCUXOTUYECKUX CUMMTOMOB Mnn 6e3 HuX u
nopaepXuBaoLlas Tepanust ¢ Lienbio NpefoTBpalleHnst PeLMaMBOB Y NaLMEeHTOB C GUMONSPHLIM PaccTPOCTBOM
I Tvna.

+ [lononHeHne K aHTUAENPECCUBHON Tepanuu Npu 6onbLLIOM 1enpeccyBHOM PaccTpoiicTBe.

MpoTuBonokasaHus
* [NoBbILEHHAst YyBCTBMTENBHOCTb K apununpasony u/unu k BcromoratesibHbIM BellecTBam npenapara.
* [leUUMT nakTasbl, HenepeHOCHMOCTb NaKTo3bl, CUHAPOM [TOKO30-TanakTo3HOW Manbabcopbuum (T.K. mpenapat
COAEPXUT NakTo3y).
* MNepwop rpyaHOro BCKapMvBaHWSI.
» Bospact 8o 18 net (adphekTMBHOCTb U 6€30MacHOCTb HE YCTaHOBIEHbI).

C OCTOPOXHOCTLIO

* Y naumeHToB C CepAeyHO-COCyanCTbIMY 3aboneBaHusmu (Mwemmnyeckas 6onesHb cepaua (MBC) nnu nepeHeceHHbI
MHpapKT MUoKapaa, XpoHuyeckas cepaedHas HegoctaTodHocTb (XCH) nnu HapyLueHus npoBoAMMOCTH);

* y NaUMEHTOB ¢ LepebpoBackynspHbIMU 3a6oneBaHnsiMK U COCTOSIHUSIMU, NpeapacrnonaratoLLMMm K CHDKEHUIO apTepu-
anbHOro JaBneHus (aernapartaums, rMnoBoieMusl, NPUeM rmnoTeH3NBHbIX JIEKapCTBEHHbIX CPEACTB) B CBA3M C BO3MOX-
HOCTbIO Pa3BUTUS OPTOCTATUYECKOW TMMOTEH3NM;

* Yy NaUMeHTOB, CTPaJaloLWmxX anunencuein unu ¢ 3aboneeaHnsMu, Npy KOTOPbIX BO3MOXHO Pa3BUTHE CyA0POT;

* Y NALMEHTOB C NOBLILLIEHHLIM PUCKOM FMNEPTEPMUM (HAaNPUMepP, NPU MHTEHCUBHbBIX (OM3NYECKUX Harpy3kax, neperpesa-
HUK, NpUeme CPeACTB C M-XONMMHOBMNOKUPYIOLLEN aKTUBHOCTbLIO, NPy 06E3BOXMBAHNM 13-3a CMOCOBHOCTY HeponenTu-
KOB HapyLuaTb TepMOpEerynsaumio);

*y MauMeHTOB C MOBLILEHHbIM PUCKOM acnMpauMoOHHON MHEBMOHWM M3-32 PUCKa Pa3BUTUSI HAPYLUEHWS MOTOPHOW
hyHKLMM NULLEBOAA M acnvpauuu;

* Yy NAUMEHTOB, CTPaJaloLLMX OXKMPEHUEM UMK NPU HaNM4MK caxapHoro AnabeTa B ceMeNHOM aHaMHe3e;

* y NAUMEHTOB C BbICOKUM PUCKOM Cyunumaa (Ncuxosbl, bunonspHoe paccTpoincTso, 6onblioe AenpeccuBHOE pacCcTpon-
CTBO);

* y nuy, B Bo3pacTte 18-24 neT B CBSI3N C PUCKOM PasBUTUS CyMLMAATBHOTO NOBEAEHWS.

Mp ieHue npu Gep {HOCTU U B NepuoA rpyaHOro BCkapmnueBaHus

AZEeKBaTHbIX 1 XOPOLIO KOHTPONMpYeMbIX WCCeAoBaHnii y BepeMeHHbIX XeHWMH He nposogunock. Coobuianock o
BPOX/AEHHbIX aHOManusx, OAHaKo NPUYUHHO-CIIEACTBEHHYIO CBA3b C apununpasonoM yCTaHOBUTL He yaanock. B cBsan ¢
He[0CTaTOYHOCTbIO A@HHbIX N0 6e30MacHOCTV apMnUNpason MOXeT NPUHUMATLCS BO BpeMsi 6epeMeHHOCTY TOMbKO ecru
noTeHuManbHas nonb3a Ans MaTepu npesbillaeT NoTeHUManbHbIi pyuck Ans nnoga. MNauveHTok cneayeT npeaynpeanTb O
Heo6X0AMMOCTN HeMeANIeHHO COooBLWUTL Bpady O HacTynneHun GepeMeHHOCTM Ha hOoHEe NeveHust apununpasonom, a
Takke O HeobxoaMMOCTW COOOLWMTbL O NnaHupyemol 6epeMeHHOCTU. Y HOBOPOXAEHHbIX, YbW MaTepu npuHUManu
HelponenTtuku B TedeHue Il TpumecTpa GepemeHHOCTU, B NOCNEPOAOBOM NEPUOAE CYLLECTBYET PUCK Pa3BUTUS KCTpanu-
paMuHbIX PacCTPOMCTB W/ CUHAPOMAa «OTMeHbl». Y HUX OTMeYanuchb BO36YyXOeHWe, MOBbILLEHUE UMW CHUXEHWe
MbILLEYHOTO TOHYCa, TPeMOp, COHIIMBOCTb, PECMMPATOPHbIA AUCTPECC-CUHAPOM, HapyLIEHWst NpU KopMmneHun. [laHHble
CUMMNTOMbl UMENK PasfiMyHylo CTeneHb TSHXKECTU; MHOrAa OHWM npoxoaunun Ge3 neveHusi, Toraa Kak B Apyrux cryvasx
HOBOPOXAEHHbIE HYX/Aanch B UHTEHCUBHO Tepanim 1 NPoJoIHKUTENbHO rocnutanusauuy. MNpy npumeHeHn apununpa-
30Ma pasBuTME Y HOBOPOXAEHHBIX MOAOBHOM CUMNTOMAaTUKN OTMEYanoch O4eHb PEAKO.

CnepyeT npegynpeauTb NaLMEHTOK, YTO OHU JOMKHbI HEMEANEHHO CoOoBLNTL Bpady O HacTynneHnn 6epeMeHHoCTY Ha
doHe neveHwnsi, cneayet Takke MHOPMUPOBaTL Bpaya o nnaHupyemoi GepemeHHOCTH.

IpydHoe 8ckapmnusaHue

Apuvnunpason NpoHUKaeT B rpyAHOE MOMOKO. B cnyyae HeobxoanuMoCTn NpuMeHeHus npenapara rpygHoe BckapmnvneaHve
OTMEHSIIOT.

Cnoco6 npuMeHeHusA U A03bl

BHyTpb, 1 pa3 B AeHb, HE3aBUCMMO OT Nprema nuLLn.

LWusogpeHus

Pekomenayemasi HayanbHasi fosa coctaensieT oT 10 go 15 mr oguH pa3 B AeHb. lNogaepxuBaiowias go3a ob6bIYHO
cocraBnsieT 15 Mr B AeHb. Mpenapat addektneeH B go3ax ot 10 go 30 mr/cyT. MakcumanbHas cyTodHas aosa - 30 mr.
MaHuakanbHble 3nu300bl NpuU 6unonspHbLIX paccmpolicmeax

Monomepanus

PekomeraoBaHHas HayanbHas aosa - 15 Mr oauH pas B AeHb. MNpy Heo6X0ANMOCTH CyTOYHast fo3a MOXET ObITb U3MeHeHa
He paHee, YeM Yepes 24 yaca nocne nprema nocrneaHen Jo3bl. B knHMYecknx nccnepoBaHnsx AokasaHa addekTBHOCTb
no3 15-30 mr/cyT B TeyeHue 3-12 Hedenb y MaUMEHTOB C anu3oaamMu MaHuv. MakcumanbHas cyTodHas gosa - 30 mr
BesonacHocTb 003 Bbiwe 30 Mr/cyT He n3yvanachb.

Mpwv HabnofeHnn 3a naumeHTaMm ¢ GUNONSPHLIM PAcCTPOMCTBOM | TUNA, NePEHECLUIMMN MaHWaKanbHbIA N CMELL@HHbIN
anu3of, y KOTOpbIX OTMeYanackb crabunusaums cuMnTomMoB Ha hoHe npuema npenapara (15 mr/cyt unun 30 mr/cyT npu
HavanbHoi fose 30 Mr/cyT) B TeyeHve 6 Hedenb, 3aTeM - 6 mMecsueB U Janee - B TedyeHne 17 mecsiues, yCTaHOBMEH
GnaronpusTHbI acpdekT Takon nogpepxueatrolwen Tepanun. Cnepyet nepuopuyecku obceneposaTtb NauuMeHToB, ANS
onpeaeneHns He06XOANMOCTU NPOAOITKEHUS NoAAePKUBAIOLLE Tepanuu.

HononHeHue Kk mepanuu npenapamamu JUMUs UNU 8asbNPoe8oll Kuc/iomsl Ol Ie4eHUs1 MaHUaKaibHbIX Unu
CcMewaHHbIX 3nu300oe 8 pamkax 6unonspHo20 paccmpolicmea | muna

PekomeHayemas HadanbHasa gosa - ot 10 go 15 mr oguH pas B cyTku. [Nogaepxuveatowas gosa 15 mr B cytkun. [loza Moxet
6bITb yBEnuueHa Ao 30 Mr B CyTKM B 3aBUCHMOCTU OT KITMHWYECKUX MokasaHwid. Mpu HabnogeHun 3a naumeHtamu c
6UNONSPHLIM PaccTPOMCTBOM | TUNa ycTaHOBMEH GrnaronpusATHbIN 3chdekT noaaepXvBaloLLen Tepanuy apununpasonoM B
nose ot 10 go 30 Mr B CyTkv B ka4eCTBe AOMOSHEHUS K Tepanuu npenapaTtamu MUTVS UK BarnbnpoeBoi KncnoTel. Cneayet
nepuoavyeckn obcnenosaTh NaLMEHTOB AN onpeaeneHns HeobxoaMMOCTY NPOAOIMKEHUS NOAAEPXKMBalOLLE Tepaniu.
HononHumensHasi mepanus npu 6osbwWoM denpeccueHoM paccmpolicmee

B kavecTBe [QOMNOMHEHUSI K NEYEHUIO aHTUAenpeccaHTamy pekoMeHdyemasi HadanbHas fosa — 5 mr/cyt. Mpu Heobxoan-
MOCTU U XOPOLLEN NEPEHOCMMOCTM TEpannu CyTOUHY0 403y Npenapata MOXHO eXeHedenbHO yBenuumBatb Ha 5 mr go
MakcumanbHow - He 6onee 15 Mr B CyTKu.

[nuTenbHOCTb TEpPanUM apunUNPasornom no BCeM ykasaHHbIM Bbille NokasaHusiM He ycTaHoBreHa. Heobxoaumo perynsp-
HO NpoBOAMTL 06CrefoBaHKe NauyeHTa Ha NPeAMET BO3MOXHOCTM OTMEHbI Tepanuu.

lMpumeHeHue y 0cobbix 2pynn nayueHmos

TMayueHmbI ¢ noye4HoU HEOOCMamo4YHOCMbIO

Koppekumnsi 403kl Mpu HazHa4YeHU apununpasosna naumMeHTaM ¢ No4Ye4HON HeJOCTaTONHOCTbLIO He TpebyeTcs.

lMayueHmsbi ¢ neyeHoyHol HeAocMamo4YHOCMbIO

Koppekuusi 4o3bl MpY HasHa4YeHUy apununpasona nauueHTaMm ¢ NeYeHOYHON HeJOCTaTOYMHOCTLIO NErkol U yMepeHHON
TshKecTu He Tpebyetcs.

MauneHTam ¢ TSHKenow NeYeHOYHON HeJOCTaTOMHOCTLIO 03y 30 Mr Ha3HaYarT C OCTOPOXHOCTLIO.

lMpumeHeHue y nayueHmos 8 go3pacme cmapwe 65 nem

Koppekumnn no3bl He TpebyeTcs.

BnusiHue nona nayueHma Ha pexum 003uposaHusi

Pexvm fo3npoBaHus apununpasona Ans naumeHToB 060ero nona oanHakoB.

BnusiHue KypeHusi Ha pexum 003uposaHusi

Pexvm fo3npoBaHus apununpasona Ans Kypswyx U HeKypsLLMX NauneHToB OfNHAKOB.

Pexum do3uposaHusi npu conymcmeytowet mepanuu

Mpn ogHOBpeMEHHOM MNpVYMEHEHWM apununpasona U MOLHbIX MHMMGKUTOpoB M3odepmeHTa CYP3A4 (keTokoHason,
KMapMTPOMULIMH) A03a Npenapata AomkHa 6biTb yMeHbLLeHa B 2 pasa. MNpu oTmeHe HriMbnTopos nsocdepmerta CYP3A4
[03a npenapara AomkHa ObiTb yBenuyeHa.

Mpu ogHOBPEMEHHOM NPYIMEHEHWM apyUNUNPasona U MOLHbIX UHMMGUTOpoB nsoepmerTa CYP2D6 (xvHnauH, dnyokce-
TWH, NapOKCETVH) A03a apununpasona AofmkHa OblTb yMeHblueHa B 2 pasa. [lpyn oTMeHe MHrMbutopoB mn3odepmeHTa
CYP2D6 po3a apununpasona AormkHa ObiTb yBenvyeHa.

Apununpason crnegyet npuMeHsiTb 63 M3MeHEeHWsi [O3MPOBaHWSl, €Cn OH Ha3HayeH B KayecTBE [OMOSHUTENbHOW
Tepanuu y naumeHToB ¢ 6onbLIMM AenpeccUBHLIM PAacCCTPONCTBOM.

Mpu ogHOBpPeMEHHOM NpYMEHEHWI apununpasosa U MOLLHbIX MHMMBKUTOpoB n3odepmeHToB CYP2D6 (xuHuauH, dnyokce-
TUH, napokceTuH) n CYP3A4 (KeTokoHa30s, KnapuTpoOMULMH), [o3a apununpasona AosikHa GbiTe yMeHblueHa Ha 3/4 (To
ecTb A0 25 % 06bluHOM [03bl). Mpu oTMeHe UHrMBUTOpPOB M3otepmeHToB CYP2D6 ninnu CYP3A4 posa apununpasona
A0MmkHa GbITb yBENUYeHa.

Mpn ogHOBpPEMEHHOM MPUMEHEHUM apununpasona U MOLLHbIX, YMEPEHHbIX Unn cnabbix MHIMBUTOPOB M30hEepPMEHTOB
CYP2D6 n CYP3A4, nosa apununpasona MoxeT 6biTb NepBoHaYanbHO yMeHblueHa Ha 3/4 (To ecTb Ao 25 % obbluHOM
[03bl), @ NOTOM yBenu4eHa Ansi AOCTUXKEHNSI ONTUMAnNbHOTO KIMHUYECKOro peaynbrarta.

MauveHTam ¢ HM3KOW akTMBHOCTLIO n3otepmeHTa CYP2D6 nepBoHaYanbHO Ao03a apununpasona AomkHa ObiTb yMeHbLLe-
Ha B 2 pa3a, a MOTOM YBEnuW4YeHa [0 AOCTWXKEHWSI ONTUManbHOrO KNMHUYeckoro pesynbrata. [pu ogHOBpEeMEHHOM
NpUMEHEHN apununpasona u MoLLHOro nHrmbutopa nsodepmerta CYP3A4 y naumneHTOB C HU3KOW aKTUBHOCTbIO M3odep-
meHTa CYP2D6 nosa apununpasona AosmkHa 6biTb yMeHblueHa Ha 3/4 (To ecTb A0 25 % 06bl4HON [03bl).

Mpy 0AHOBPEMEHHOM MPUMEHeHUM apununpasona u nNoTeHunanbHbix UHAYKTopoB n3odepmerHTa CYP3A4 (kapbamase-
NWH), [o3a apununpasona AofkHa ObiTb yBenuyeHa B 2 pasa. [pu oTMeHe nHAykTopoB usodepmerHTa CYP3A4 nosa
apununpasona AomkHa 6blTb yMmeHbLueHa Ao 10-15 mr.

Mo6ouHoe pevicTBue

Haunbonee yacTto BcTpevaommmncst No6ouHbIMM adcekTamu B nnauebo-KoHTPONMpyemblx KNMHUYECKUX UCCNEA0BaHNAaX
ABMNSIOTCS aKaTU3NA U TOLLIHOTA, Kax/aoe 13 KoTopbix Habnoganock y 6onee 3 % nauneHToB, NPUHUMAIOLLMX apynunpason
nepopansHo.

MpuBeneHHble Hxe NobouHble adhdekTbl BCTpevanuch Yalle (21/100), yem B rpynne nnauebo, unu 6binn onpeaeneHbl kak
HexenaTerbHble peakLumn, BO3MOXHO CBsi3aHHbIe C npenapatoM (*).

HexenaternbHble peakuun knaccuduLMpoBaHbl B COOTBETCTBUM C NOPaKEHWEM OPraHOB U CUCTEM OPraHOB W 4acTOTOM
pasBuTUS cneayrowmm obpasom: oyveHb yacmo (21/10), yacmo (ot 21/100 go <1/10), Hewacmo (oT 21/1000 go <1/100),
pedko (o1 21/10000 no <1/1000), oyeHb pedko (<1/10000) n YacToTa HeM3BECTHa (He MOXeT GbITb OLlEHeHa Ha OCHOBaHWUK
MMetoLLMXcsa AaHHbIX). B npegenax kaxaoi rpynnbl, BblAeneHHO B 3aBUCMMOCTY OT YaCTOTbl BO3HUKHOBEHUS HexenaTerb-
HOW peakunu, HexxenaTenbHble peakuny NpeacTaBneHbl B MOPAAKE YMEHbLUEHUS UX TAXECTH.

YacTtoTa BO3HUKHOBEHUSA HexenaTerlbHbIX peakumil B MOCTMapKETUHIOBLIX MCCNEA0BaHNAX He MOXeT BbiTb onpeaeneHa,
NOCKOIbKY COOBLLEHMUS O HUX BbiN CMOHTaHHLIMKW. [O3TOMY YacToTa 3TUX HexenaTerbHbIX PeakLmMin ykasaHa Kak «yacmo-
ma Heu3gecmHa».

HapyweHusi co cmopoHbl 3HOOKPUHHOU CUCMEMbI: HEYacmo — TMNepnpPonNakTUHEMHUS.

HapyweHusi co cmopoHbl 0bMeHa 8euwjecms U numarusi; 4acmo - caxapHblil anabeT; Heyacmo — rmneprivkeMus.
HapyweHus ncuxuku: yacmo - 6eCCoHHMLA, TPeBora, HeyCUAUNBOCTb; HeYacmo — Aenpeccusi™, NoBbiLLeHHas CeKcyarb-
HOCTb.

HapyweHusi co cmopoHbl HeP8HOU cUCMEMbI: 4acmo — akaTU3us, SKCTpanupamMmuaHble paccTpoiicTa, TPEeMop, rofloBHast
6ornb, cefaTUBHbIN 3P EKT, COHNMUBOCTb, FONIOBOKPYXEHME.

HapyweHusi co cmopoHbl Op2aHa 3peHUsi: Yacmo — HapyLLeHNe OCTPOTbI 3PEHUS; HeYacmo - AUMIIONMS.

HapyweHusi co cmopoHbl cepdua: Heyacmo — Taxvkapams®.

HapyweHusi co cmopoHbl cocy008: Heyacmo - opTocTaTuydeckas rmnoTeH3ns ™.

HapyweHus co cmopoHb! ObixameribHOU CUCMmeMbl, opaaHo8 2pyOHOU KIlemkKu U cpedoCmeHUs: HeYyacmo — uKota.
HapyweHus co cmopoHbI Xemy00yHO-KUWEYHO20 mpakma: Yyacmo - 3anop, AUCMencus, TOLHOTA, TMNepCeKpeLnst CIIIoHbI,

pBoTa.
Obwue paccmpolicmea U HapyweHuUsi 8 Mecme 88e0eHUS: 4acmo — YyTOMISIEMOCTb.
Mo IH2080€ npL ue:

f
MpuBeneHHbIe Hke HexenaTtenbHble peakuuy Obinu 3aperucTprpoBaHbl B Xode NMOCTMAapKETUHIOBbLIX WCCMEAO0BaHUNA.
YacToTa HexenaTerbHbIX peakLuii CHMTAeTCs HEM3BECTHOM, MOCKOMNbKY HE MOXeT BbiTb OLeHEHa Ha OCHOBE UMEIOLLIMXCS
[aHHbIX.

HapyweHusi co cmopoHbI Kposu u numgbamuydeckoli cucmemsl - NeVKONEHUs, HeNTPONeHNs, TPOMBOLMTONEHNS.
HapyweHusi co cmopoHb! UMMYHHOU cucmeMbl - annepruyeckne peakuuu (Hanpumep, aHadunakTM4eckue peakuwu,
aHMMOHEBPOTNYECKUIN OTEK, BKIIOYas OTeK A3blka, OTeK Nuua, 3yA Unu KpanuBHALLA).

HapyweHusi co cmopoHbl 3HOOKPUHHOU CUCMEeMbl — Tuneprnvkemus, avabeTndveckwii ketoaumaos, auabetnyeckas
rMnepocMonspHas koma.

HapyweHusi co cmopoHbl 0bMeHa eeuiecms U numarusi — yBenuyeHne Macchl Tena, CHKEHe Macchl Tena, aHopeKcysi,
runoHaTpuemus.

HapyweHus ncuxuku — axvTauys, noBblleHHas Bo36yAMMOCTb, MaTONOrN4eckoe BrieYeHne K a3apTHbIM Urpam, arpeccus;
cynunaanbHble NoMbITKK, CynunaanbHbie AEU U 3aBepLUEeHHbIN Cynumna,.

HapyuweHusi co cmopoHbl HePE8HOU cucmeMbl — HapYLLIEHNSI PeYn, 3NI0Ka4eCTBEHHbIV HernponenTuyeckuii cuHapom (3HC),
60nbLLON CYAOPOXHbIV MPUNAA0K, CEPOTOHUHOBbIN CUHAPOM.

HapyweHusi co cmopoHbl cepdya - BHe3anHasi CMepTb, NONMMOPHAs KenyaoyKoBas Taxukapaust no TUMy «nupyaTy,
yanuHeHue untepeana QT, xenyao4KoBble apuTMuK, ocTaHoBKa cepaLa, bpaavkapans.

HapyweHusi co cmopoHbl cocy0oe - BeHOo3Hasi Tpom6oambonusi (Bkmodas aMOONMUI0 NerovHon aptepum U Tpomb6o3
rnyBokvX BeH), NOBbILLEHWE apTepuanbHOro AaBneHus, 0GMopok.

HapyweHusi co cmopoHbI ObixamesibHOU cucmeMbi, op2aHo8 epydHoU Knemku U cpedOoCmeHUst - acNMpaLMoHHas MHeBMO-
HWSI, NAPUHrocna3sm, POTOrMOTOYHbIN Cra3M.

HapyweHusi co cmopoHbI Xeny004HO-KUWEeYHO20 mpakma - NaHkpeatuT, aucdarvsi, avapes, auckomgopTt B obnactn
XMBOTa, AnckoMopT B obnacTtu xenyaka.

HapyweHusi co cmopoHbl MeYeHU U XXenyeebiso0suux nymel - ne4eHouHas He[oCTaTOMHOCTb, renaTuT, KenTyxa, NoBbille-
HVWEe aKTMBHOCTM anaHuHamuHoTpaHcdepasbl (ANlT), nosblleHWe aKkTUBHOCTM acnaptatamuHoTpaHcdepassl (ACT),
NOBbILLEHNE aKTUBHOCTW ramma-rinytamuntpaHcdepassl (I'TT), yBennyeHne akTMBHOCTU LLENoYHon docdaTtasbl.
HapyweHusi co cmopoHbl KOXU U MOOKOXHbIX MKaHel - CbiNb, peakuun (poTodyBCTBUTENBHOCTU, anonewus, rmnepruapos.
HapyweHusi co cmopoHbI cKenemHo-Mbiwe4Hol U coeduHUMenbHOU mkaHu - pabooMuonua, Muanrus, TyronoaBKHOCTb
MbILLIL,.

HapyweHusi co cmopoHbI MOYeK U Mo4e8bIso0AWUX mymel - HegepXXaHue Mouu, 3aaepxKa Moun.

BepemeHHocmb, nocnepodosblie U nepuHamarsbHble COCMOSIHUS - CUHAPOM «OTMEHbI» Y HOBOPOXAEHHbIX.

HapyweHusi co cmopoHbI 107108bIX OpP2aHO8 U MOTOYHOU Xesle3bl - Npuanuam.

Obuwue paccmpolicmea U HapyweHUsi 8 Mecme 88e0eHUsT - HapyLLEeHUsi TeMNepaTypHOIN perynauuv (Hanpumep, runorep-
Musi, nnxopagka), 60nb B rpyaHoN kneTke, nepudepuyeckne oTeku.

JlabopamopHbie u UHCmpymeHmarnbHble OaHHble - TMOBbIWEHNE aKTUBHOCTU KpeaTWHUHMOCKHOKNHA3bI, NOBbILEHWE
KOHLIEHTPaLUM ITHOKO3bl, NMOBbILLEHWE YPOBHSI IMIMKMPOBAHHOMO reMornobuHa, konebaHwsi KOHLEeHTPaLmMK FKo3bl B KPOBU.
Ecnu nrobbie u3 ykazaHHbIX 8 UHCMpYKUuU noboYHbIX aghgpekmos ycyeybnaromes unu Bl 3amemunu nobble Opyeue
nob6oyHble aghchekmbl, He yKka3aHHble 8 UHCMpPYKyuU, coobujume o6 amom nedaujemy epady.

MepenosnpoBka

B KnuHUYecknx nccneaoBaHnsX 1 MOCTMapKETUHIOBBLIX HABMIOAEHWSIX ONucaHbl CryYaiiHble U yMbILLNEHHbIE Nepefo3vpoB-
KW apununpasona y B3pOChbiX MauWeHTOB C OAHOKPATHbIM npuemom Ao 1260 Mr, He conpoBOXAaBLUMECH NeTanbHbIM
MCXOM0M.

CumnmomsbI: neTaprvs, NoBbILEHNE apTepuanbHOrO AABMNEHUs, COHNMBOCTb, Taxukapaus, TOLWHOTa, pBOTa WM Avapes.
OnuvcaHbl cryyan nepefos3vpoBkM apununpasona y geter (npuem o 195 Mmr), He conpoBOXAaBLUMECS NeTanbHbIM
ncxofoM. MoTeHUManbHO KIMHUYECKN 3HAYMMble CUMMTOMbI BKMHOYANMW: COHIIMBOCTb, BPEMEHHYI MOTEPH CO3HAHWUSA U
3KCTpanMpamuaHble CUMMTOMBI.

JleyeHue: nopaepxuBatoLLas 1 cuMnToMaTuyeckas Tepanusi, obecneyeHme NPOXoANMOCTH AblXaTenbHbIX NyTeMn, OKCUreHa-
umsi. CrnegyeT yunTbiBaTb HEOGXOAMMOCTb Ha3HaYeHUs1 HECKOMNbKMX MeAMLMHCKKX npenapaToB. Ans BbisBREeHUs aputMun
cnepyeT HeMeaneHHO HavaTb CepAeYHO-COCYANCTbI MOHUTOPUHT, BKIOYatOLWMiA nocTosiHHoe cHATue JKT. Mpu noaTeep-
[EHHOW Wnu npeanonaraemMon nepefo3vVpoBKe apununpasorniom nokasaHo TuiaternibHoe HabnioaeHue [0 WCHEe3HOBEHWS!
BCEX CUMMTOMOB.

AkTMBMpOBaHHBIN yronb B fo3e 50 r, BBeAeHHbIV Yepes 1 4 nocne npuema apununpasona, npusoaun k cHxerunto AUC n
Cmax apununpasona Ha 51% v 41% COOTBETCTBEHHO, YTO CBWAETENbCTBYET O TOM, YTO aKTUBMPOBAHHbIWA YroNb MOXeT
6bITb 3hheKTUBEH NpY NEYEHNN NEPESO3NPOBKU.

lemoduanus

HecmoTps Ha oTcyTcTBUE UHOopMaUmmn 06 apdekTMBHOCTU reMoananvaa npy neYeHur nepefo3npoBKn apunupasonom,
3 HEKTUBHOCTb remoamanu3a ManoBeposiTHa, Tak Kak apununpason B 3HAYUTENbHOW CTeneHun cBsA3biBaeTcs ¢ 6enkamm
nnasmbl KPOBU.

B3aumogencTeume ¢ ApyrumMu nekapcTBEHHLIMU NpenapaTamm

B cBsi3n CO CBOWCTBEHHbIM apununpasony aHTaroHMsMoMm K anbgal-agpeHopeLentopam CyLlecTByeT BepOSiTHOCTb
ycuneHus achekTa HEKOTOPbIX aHTUIMNEPTEH3NBHBIX CPEACTB.

MockonbKy apununpason okasblBaeT BNVSHWE Ha LieHTparnbHy HepBHyto cuctemy (LUHC), cnepyet onacatbcs ogHoBpe-
MEHHOIO Mpvema asnkorons wunu Apyrux npenapatos, Bnusaowmx Ha LIHC, Tak kak 3T0 MOXET NpUBECTU K YCUNEHWIO
no6o4HbIX achpekToB, Hanpumep, ceaaumu.

CnepyeT cobniogaTb OCTOPOXHOCTb MPU NMPUMEHEHUW apununpasona C NlekapCTBEHHbIMW NpenapaTamu, KoTopble MoryT
BbI3bIBATb YANMHEHWE NHTepBana QT unu HapyLLeHns anekTponuTHoro 6anaxca.

BeposimHocmb enusiHusi Opyaux niekapCmeeHHbIX npenapamos Ha apunurnpasorsn

He BbISIBNIEHO KIIMHUYECKM 3HAYVMMOrO BrUsiHWUS Briokatopa rMcTammMHoBbIX Hy-peuenTopoB hamoTuanHa, Bbi3blBaOLLEro
YrHETEHVNEe CEeKPEeLun CONSHOM KUCMOTbl B Xenyake, Ha apununpasorn, HECMOTPS Ha CHUDKEHWE CKOPOCTW BCaCbiBaHWS
apuvnunpasona.

M3BeCTHbI pasnuyHble Nyt Metabonuama apununpasona, B TOM Yyucne ¢ yyactmem usodepmentos CYP2D6 n CYP3A4,
3a uckntoveHnem CYP1A. Moatomy He TpebyeTcst KoppeKums Ao3bl Npenaparta y KypubLUyKOB.

XuHuduH u dpyaue uHeubumopsl CYP2D6

B nccnepoBaHusx y 300poBbiX A06POBOSbLEB MOLUHbIA MHIMBUTOP M3odepmeHTa CYP2D6 (xuHuamH) nosbiwan AUC
apununpasona Ha 107%, npu atom Cmax octaBanacb HeusameHHon. AUC n Cmax gervgpoapununpasona, akTUBHOIO
metabonuTa, cHkanucb Ha 32% 1 47% cooTBETCTBEHHO. B cBA3W ¢ 9TUM HEOBXOAMMO yMeHbLuaTh 03y apunvnpasona
npubnnanTenbHO B ABa pasa MpW ero COBMECTHOM NMPUMEHEHWUU C XUHWUAWHOM. [pyrie MoluHble nHrbutopsl CYP2D6,
Takue kak hryoKCEeTWH M MapOKCETWH, MOryT OKasbiBaTb CXOAHble addpekThbl, criefoBaTenbHO, Heobxogumo cxogHoe
CHWXEHVE 03bl.

KemokoHa3zon u dpyaue uHeubumopsl CYP3A4

B knuHnyeckrx nccnenoBaHnsx y 300poBbix 406poBONbLEB MOLHBIA MHIMBMTOp CYP3A4 (keTokoHason) nosbiwan AUC u
Cmax apununpasona Ha 63% u 37% cootseTcTBeHHO. AUC n Cmax aermapoapununpasona ysenuumeanacbk Ha 77% v
43% CcOoOTBETCTBEHHO. Y MeaneHHbIx metabonusatopos CYP2D6 KoMGMHMPOBAaHHOE NPUMEHEHNE MOLLHbLIX MHIMBUTOPOB
CYP3A4 moxeT npvBOAMTb K MOBLILEHMIO MNa3MeHHbIX KOHLEHTpauui apununpasonia no CpaBHEHWIO C OblCTpbIMU
meTtabonusatopamu CYP2D6. B crnyyae HeobxognMoCTW KOMOBUHUMPOBAHHOTO MPUMEHEHUS KeTOKOHa3ona u Apyrux
MOLLHbIX UHIMGKUTOpoB CYP3A4 1 apununpasona HEO6XOAMMO OLIEHWTb, He NPEBbILIAET N PUCK MPUMEHEHUSI BO3MOXKHYHO
nonbay. Mpu KOMGUHMPOBAHHOM NPUMEHEHUN C KETOKOHA30MOM CreayeT nNpubnusuTensbHO BABOE YMEHbLUUTL HasHaveH-
Hyl0 403y apununpasona. Oxwvaaercs, YTo Apyrue MoLHble Hrmbutopsl CYP3A4, Takue kak UTpakoHason 1 UHMIMGUTopsI
npoteasbl BVY, MoryT okasbiBaThb cxofHble 3dhdeKThl, CrieaoBaTenbHO, B 3TOM Criydae Takke PeKOMEH0BaHO CHKEHVEe
nosbl. [Mpu otmeHe nHmMbuTopa CYP3A4 unu CYP2D6 Heo6xoAMMO MOBLICUTL 403y apununpasona A0 NPUMEHSEMOi
NauneHToOM [0 Ha3HayYeHUs conyTcTBytoLen Tepanuu. MNpyu NnpuMeHeHun apununpasona u cnabbix uHrnbutopos CYP3A4
(aunTtnaszem, acumtanonpam) unu CYP2D6 MOxHO oxupaatb HeGombluoe MOBbILLEHWE KOHLEHTpauMu apunvnpasona B
nnasme KpoBMu.

Kapbama3senuH u opyeue uHOykmopsl CYP3A4

Mpy KOMBUHMPOBaHHOM NpUMeHeHun kapbamasenuHa, molHoro uHayktopa CYP3A4, reomeTpuyeckue cpegHve Cmax u
AUC apununpasona 6binv Ha 68% n 73% Huxe, COOTBETCTBEHHO, B CPABHEHUM C MOHOTEpanven apununpasonom B f03e
30 wmr. leomeTpuyeckne cpefgHue pAervapoapununpasona npu KOMOUHMPOBAHHOM MPUMEHeHUM ¢ kapbamasenuHom
CHWxanucb Ha 69% 1 71% coOTBETCTBEHHO, B CPABHEHWUW C MOHOTepanue apununpasonom. [Josa apununpasona AofmxHa
6bITb yBenMyeHa BABOE Npu KOMBUHMPOBaHHOM MPUMEHeHUN ¢ kap6amasenuHom. MoXHO oxuaath, YTO Apyrve MOLUHble
nHaykTopbl CYP3A4 (Takue kak pucamnuumH, pucabyTuH, heHuTonH, dheHobapburtan, npumMmuaoH, achaBupeHs, Hesupa-
NWH ¥ Npenapartbl 38epo60s NPoAbLIPABMNEHHOr0) Oka3biBalOT CXOAHbIe ahdeKTbI, CriefoBaTerlbHO, PEKOMEHA0BAHO TOYHO
Takoe e MoBbileHne A03bl. [py oTMeHe MowHoro nHayktopa CYP3A4 HeoGxoauMMo CHU3WUTL [03y apununpasona fo
pPeKoOMeHA0BAHHOTO YPOBHS.

Banbnpoam u numuti

Mpy KOMBMHMPOBAHHOM MPUMEHEHUM BarnbnpoaTa Unn NUTUS He 0BHapPYXeHbl KIMHUYECKN 3HAYMMbIE U3MEHEHNS KOHLIEH-
Tpauuii apunvnpasona.

CepomoHuHosbIl CUHOPOM

CoobLwanocb 0 cnyyasx pasBUTUA CEPOTOHWHOBOIO CUHAPOMA Y MPUHMMABLLMX apununpason nauvmeHToB. Bo3MoxHble
NPOSABNEHUS 3TOTO0 COCTOSHWUSA OCOBEHHO YacTO BO3HUKAKOT MPU COBMECTHOM MPUMEHEHUN C APYrMMU CepOTOHUHEpru-
YeckvMM npenapaTamMmu, TakuMu Kak CenekTuBHblE UHMMBKUTOPBLI 06paTHoro 3axsata cepotoHuHa (CUOBC) u cenekTuBHbIE
MHrMBUTOPLI 0GpaTHOrO 3axBaTa CepoTOHMHa U HopaapeHanuHa (CMO3CH), unu npenapartamu, KOTOpbIE MOrYT NOBbILLATH
KOHLIeHTpauun apununpasona (cM. pasaen «loboyHoe AeiicTBuey).

BeposimHocmb enusiHusi apurnunpasona Ha Opyaue fiekapCmeeHHble rpenapamsb!

B knuHuYeckux uccrnenosaHusx apununpasona B Aose 10-30 mr/cyT He oTMevancst 3Ha4uMbli 3hdekT Ha meTabonunam
cybctpatoB CYP2D6 (cooTHoleHue [AekcTpomeTopdaHa/3-metokcumopduHa), CYP2C9 (BapdapuH), CYP2C19
(omenpa3son) n CYP3A4 (nekctpomatopdaHa). Kpome Toro, He 6b110 nokasaHo, 4To apununpasorn v Aermapoapununpason
snustoT Ha CYP1A2-onocpefoBaHHbIn MeTabonuam in vitro. Takum o6pasom, ManoBeposiTHO, YTO apununpasosn okasbiBaeT
KMUHUYECKN 3HAYMMOeE BNUSIHNE Ha NekapCTBEHHbIE Npenapatbl, MeTabonuanpyemMble 3TUM (hepMEHTOM.
OpHOBPEMEHHbIN NpUeM NUTUS, NaMOTPUIKMHA UNK Banbnpoarta ¢ apununpasonoM He NPUBOAUT K KMMHUYECKW 3Ha4YUMO-
MYy M3MEHEHMIO KOHLIEHTPALMI NUTUSA, NaMOTPUIKUHA Unu Banbnpoara.

Ocob6ble ykasaHus

Mpu neYeHnn ncruxosa Ans ynyyweHUs KIMHUYECKOro COCTOSIHUA nauyeHTa MoXeT noTpeboBaTbCs OT HECKOMNbKUX AHEN [0
HecKonbKknX Heaenb. B TeyeHne aToro nepuoga nokasaH TllaTenbHbIA KOHTPOMb COCTOSHUS NaLmMeHTa.

CyuyudanbHoe nosedeHue

CyvumpanbHoe nosefdeHWe 4acTo HabnogaeTcs Mpu NCUXOTUYECKWX PacCTPOMCTBaX W HapyLIeHWsX HacTpoewus. B
HEKOTOpbIX Cryyasx CyuuuaarnbHoe MoBefdeHVWe BO3HUKAET B Hadvane feyveHus Win npu CMeHe aHTUMCUXOTUHECKOro
npenaparta, B TOM 41Crie Mpu MpUMEeHeHun apununpasona. JledeHne HelponenTukamm y nauueHTOB rpynmbl BbICOKOTO
pucka [OMKHO MPOBOAUTLCA MoA TLATenbHbiM HabnogeHvem. B anugemmnonornvecknx mccnefoBaHUAX MoOKasaHo
OTCYTCTBME MOBLILIEHHOTO pUCka CyMUMAAnbHOTO NMOBEAEHUS MPU MPUMEHEHUN apununpasosna no CpaBHEHWIO C ApYrMy
AHTUNCMXOTMKaMK Y B3POCTbIX NALMEHTOB C LWM30peHnein nnu 6unonsapHbIM paccTpoucTBOM. [laHHbIX A5 OLEHKN pucka
y 6onee monoabIx NaumeHToB (B Bo3pacTe mnagie 18 ner) He4oOCTaTOMHO, OAHAKO U3BECTHO, YTO PUCK CyMLMAA COXPaHs-
eTcs B TEYEHME NEPBbIX 4 Hefenb NeveHnst aTUNUYHbIMKU @aHTUNCUXOTUKAMKI, BKIOYasi apununpasor.
CepdeyHo-cocyducmele 3abonesaHusi

Apununpason crnegyeTt NPUMEHSITb C OCTOPOXHOCTBIO Y NauMeHTOB C 3aborneBaHUsMU CepaevHO-COCYANCTON CUCTeMbI
(MHbapkT Mrokapaa unu niwemmyeckas 6onesHb cepaua B aHamMHese, cepeyHast He[oCTaTOYHOCTb, HapyLLEeHUe NPoBOAU-
MocTH), uepebpoBackynsipHble HapyleHWsi, akTopbl puUcka pasBUTWS apTepuarnbHON TUNOTEH3UU (Aernapartaums,
TVNOBONEMUS, MPUEM aHTUTMNEPTEH3UBHbIX NMpenapaToB), apTepuanbHas rMnepTeH3ns, BKITKOYas MPOrpeccupyioLLyo 1
3110Ka4ECTBEHHYI0.

Mpn NpYMeHeHW aHTUMCUXOTUKOB MOTYT pa3BmBaTbCsi TPOMOO3bl BeH. IMockonbKy y MauMeHToB, MonyyalLlmx Takue
npenaparbl, MOryT GbITh NpeapacnonaraoLmne akTopbl K BEHO3HON TpPOMB60amMbonum, cneayeT NpoBOAUTbL TLaTeNbHOe
obcnenoBaHve NauUMeHTOB O Havyana NevyeHvsl apununpasonom Ansi BbiSBMEHWS BCEX BO3MOXHbIX (hakTOpOB pucka v
NpYHUMaTL NPOUNaKTUYECKMEe MEPbI BO BPEMS NEYEHMSI.

YonuHeHue uHmepeana QT

B knuHW4ecknx nccnegoBaHuax Yactota yanuHeHus uHtepeana QT Ha cdoHe apununpasona 6bina cpaBHUMON C TakoBOW
npv npumeHernn nnauebo. OaHako, Kak v NpU NPUMEHEHUN APYTX aHTUMNCUXOTUKOB, Y NALMEHTOB C CEMEHbIM aHaMHe-
30M yanvHenust nHTepsana QT cnegyet cobrntoaath OCTOPOXHOCTb NPU HAa3HaYeHUN apununpasona.

[M1030Hs51 OucKUHe3us!

B knuHMYecKkux vccrneaoBaHUSX ANWUTENbHOCTbIO 1 rofg unmM MeHee B Xofde JleYeHWs apununpasonoM Habniopanvch
HeyacTble Criyyan nosfHen AuckuHeann. B cnyyae nosiBneHns y nauueHTa Ha hoHe neveHus apunmnpasonom o6bekTuB-
HbIX UNK Cy6bEeKTUBHBIX CUMNTOMOB MO3AHEN ANCKMHE3NN NOKa3aHO CHWXKEHWE A03bl Uny OTMeHa npenapata. [ogobHble
CUMMTOMbI MOTYT COXPaHSATLCA B TEHEHNE ONPeAeneHHOro BpEMEHN NN Jaxe yCUnmnBaTbCs Mocrie OTMEHbI NeYeHuns.
lNpoyue akcmpanupamudHbie CUMIMOMbI!

B KNUHWYECKUX UCCNefoBaHMsIX MPUMEHEHUS apununpasona y AeTei cryyan akaTuaum n napkMHCOHWM3Ma perncTpuposa-
nucb Hevacto. pu nosiBNeHWM Ha ¢poHe NMpvema apununpasona ApYrux dKCTpanvpaMuaHblX CUMMTOMOB MOKa3aHo
CHWKEHVE [03bl U TLaTeNbHbIA KNMMHUYECKUIA KOHTPOTb.

3rokauecmeeHHbIl Heliponenmuyeckuli cuHOpom (3HC)

3HC npeacTaBnsieT coboii noTeHUuanbHO neTtarnbHbIi KOMNIEKC CUMNTOMOB, pasBMBAIOLLMIACA Ha (hOHe NpUMeHeHust
AHTUNCUXOTMKOB. B KIMHUYECKUX 1ccneaoBaHusx apununpasona cnyyvam passutus 3HC 6binm peaku. 3HC nposiensietcs
NOBbILLEHWEM TeMNepaTypbl Tena, MbILEYHON PUTMOHOCTLIO, HAPYLLEHUSIMU MCUXVKN U HECTaBWIIbHOCTbIO BereTaTMBHON
HEepBHOW CUCTEeMbI (HECTABWUNBLHOCTbL Nynbca U apTepuanbHOro AaBneHus, Taxukapans, NoTIMBOCTL U apuTminm). Kpome
TOro, MOryT OTMEeYaTbCs MOBbILLIEHNE aKTUBHOCTU KpeaTWHGOCHOKMHA3bl, MUOrMobuHypus (pabgomuonus) u octpas
noyeyHasi HefocTaToqHOCTb. OfHAKO MNoBbIWEHVE KpeaTuHdochokMHasbl 1 pabaomMuonus HeobssaTenbHO cBUAETENb-
cTByeT 0 passuTun 3HC.

B cnyyae Bo3HukHOBEHMS cumnToMoB 3HC mnu HeoGbsicHUMO nuxopaakv 6e3 4ONONHUTENbHbIX KIMHUYECKMX NposiBRe-
Hui 3HC Bce HeiponenTuku, BKIYas apununpason AOMKHbI ObiTb OTMEHEHbI.

Cydopoau

B KknuHUYeckux uccnefoBaHusix apununpasona CynqopoXHble NPUCTYMbl pa3BUBanuCb HevacTo. Apununpason crnegyeT ¢
OCTOPOXHOCTbIO MPUMEHSITL Y NaLMEHTOB C CYAOPOXHLIMW PACCTPOWCTBAMM B aHAMHE3€ WU NPU HANMYUU COCTOSHWI,
NPUBOASALLMX K Pa3BUTUIO CYAOPOXHBIX NMPUCTYMOB.

TMayueHmbI MOXus02o0 o3pacma ¢ ncuxo3amu Ha ghoHe demeHyuU

lMosbiweHue cmMepmHocmu: B Tpex nnauebo-KOHTPONVpyembIX WCCNeAoBaHUAX Y NOXuNbIX nauveHToB (56-99 net) c
ncuxo3om Ha coHe GonesHn Anblreiimepa, MonyvaBLUMX apununpasosn, Habrnoaancs NoBbILLEHHbIA PUCK NeTanbHOro
ncxofda B cpaBHeHuM ¢ nnauebo. YacTtoTta netanbHbIX MCXOAOB B rpynne apununpasona coctasuna 3,5 %, B cpaBHEHWN C
1,7 % B rpynne nnaue6o. XoTs Npu4MHbI NeTanbHbIX MCXOAOB pasnuyanucb, Hanbonee 4acTo ObiNM OCMOXHEHUS CO
CTOPOHbI CepAEeYHO-COCYANCTON CUCTEMBI (HaNpUMep, cepaedHas HeAoCTaTOMHOCTb, BHE3anHas CMepTb), N60 MHeKLms
(HanpumMep, MHEBMOHMS).

LlepebposackynsipHbie HexenamesbHble peakyuu: B TEX Xe UCCNefoBaHusAX Y NauueHToB (cpeaHuii Bospact: 84 roaa;
BO3pacTHOW AnanasoH: 78-88 neT) oTMeyanock passutie LepebpoBackynspHblX NOGOYHbLIX peakumnii (Hanpumep, UHCYNLT,
TPaH3UTOPHas MLLEMUYECKas ataka), BKIoYas TakoBble C neTanbHbiMu ucxogamu. B uenom, y 1,3 % naumeHToB rpynnbl
apununpasona Bo3HuKanu LiepebpoBackynsipHble HexenaTtenbHble peakuuu, B cpaBHeHun ¢ 0,6 % B rpynne nnaue6o.
Pasnuyus He focTurany ctaTucTMYeckon aHaummocTv. OfHako B OAHOM McCrefoBaHUU ¢ (hUKCUPOBaHHON 40301 OTMeYe-
Ha CTaTUCTUYECKN 3HAYMMasi 3aBUCUMOCTb YacTOTbl LiepebpoBacKynspHbIX NMOGOYHBIX peakuunii oT [03bl Y NauueHToB
rpynnbl apynunpasona.

Apununpason He nokasaH Ansi Ne4YeHnsi CBA3aHHbIX C AeMeHLIel NCUX030B.

lunepanukemusi u caxapHbiti uabem

[vneprnvkeMus (B HEKOTOPbIX CIy4asx BbIpaXeHHas 1 COMPOBOX/AAtOLLAsICS KEeToaUuA030M UM rMNepoCMOISPHOI KOMOM
C netanbHbIM UCXOAOM) Gbina OTMEYeHa y NauMeHTOB, MPUHUMABLLMX aTUMWUYHbIE aHTUNCUXOTUKW. PasBUTUIO TSxenbiX
OCMOXHEHW A MOIMKU CrnocobcTBOBaTh (HaKTOPbl pUCKa, TakMe Kak OXMPeHMe U HacneACTBeHHas OTArOLEHHOCTb Mo
caxapHoMmy AuabeTy. B KNMHWYECKUX MCCrneaoBaHUsX apununpasonia He OTMEYeHbl 3HaYMMble pasnuuns B YacToTe
pasBUTUSA TUNEPIIMKEMUYEcKMX NOBOYHBIX peakumii (BKkNoYas caxapHblii AnabeT) unu runepriivkemMmmn no CpaBHEHUIO C
nnaue6o. Ha ocHoBaHWM MMelOLMXCA OaHHbIX HEMb3si NPOBECTU MPSIMOE CPaBHEHWE YacTOTbl FUNeprinkeMuyYeckmnx
No6oYHbIX peakumii Ha hoHe NPUMEHEHNS apununpasona v Apyrnx aTUnUYHbIX aHTUNCUXOTUKOB. Bee nauneHTsl, npuHuma-
IoLLMe aTUNNYHbIE HEMPONENTUKKW, BKNoYasi apununpasor, NoAMexaT TLaTerlbHOMY KOHTPOIO CUMMNTOMOB FMNEPrivkeMum
(ycvneHHas >xaxaa, yvalleHHoe modencnyckaHue, nonudarus, cnaboctb). Y nauueHToB ¢ caxapHbiM AnabeToMm mmnm
hakTopamm pvcka caxapHoro AnabeTa criefyet perynsipHo KOHTPONMPOBaTb COAepPXKaHWe rMoko3bl B Nasme KpoBu.
lunepyyscmeumensHocmb

Kak v npu npumeHeHun Apyrux nekapcTBeHHbIX NpenapaTos, Npu fieHeHnn apununpasonomM BO3MOXHO pasBuUTMe peakuui
rMNepYyBCTBUTENBHOCTY, NPOSIBMSAIOLWMXCS annepruyeckoi CMMNToMaTUKow.

YeenuyeHue maccbl mena

Y nauveHToB C LWKn3odpeHneit nnm GunonsapHon MaHuen 4acto HabnioJaeTcs MoBbileHe Macchbl Tena, CBf3aHHOe C
KOMOPBUAHLIMM paccTpoUCTBaMM, MPUEMOM BbI3blBaOLLMX MOBLILEHWE MacChl Tena aHTUNCUXOTUKOB, HeLOCTaTOYHON
[ABUraTenbHON akTUBHOCTbIO. MoBbILLEHUe MacChl Tena MOXET NPUBOAUTL K TSHXKEMNbIM OCMOXHEHUsIM. B nocTMapkeTuHro-
BbIX UCCINEA0BAHMSIX apununpasona oTMEYEHO MoBbilleHne Macchl Tena nauneHToB. OgHako oHo 06blMHO Habnoaanoch
Ha hoHe 3HauMMBbIX (PaKTOPOB pUCKa, TakUX Kak caxapHblii Auabet, 3aborneBaHUs WMTOBUAHOW Xenesbl Unu ageHoma
runogusa B aHamHe3e y B3pOCHbiX NaLMeHTOB. B KIMHUYECKUX UCCNEeAoBaHMSX C y4acTUEM NaLMeHTOB NoApPOCTKOBOIO
BO3pacTa, cTpajaroLmx GUnonsipHoit MaHuei, Ha oHe NevyeHnst apununpasorniom GbiNo NokasaHo MOBbILLEHWE Macchl
Tena yepes 4 Hegenu. HeobxoauMo KOHTPONMPOBATL Maccy Tena y NoApoCTKOB ¢ BGUnonspHoi maHueii. Mpu cyLecTBeH-
HOM MOBbILLEHUW MACChl Tena MOXeT BbiTb MOKa3aHO CHUXKEHWE [03bl.

Hucpazus

Mprem aHTUNCUXOTMKOB, BKIKOYAs apununpasor, Bbi3blIBAeT HapyLleHne MOTOPWKM nuLieBoda U acnupaumio. Mpenapat
cregyeT HasHa4aTb C OCTOPOXHOCTbBIO MaUMeHTam ¢ hakTopamu pucka acnpaunoHHON NMHEBMOHWN.

[Mamornoauyeckoe eneqeHue K a3apmHbiM uzpam

B3aperncTpupoBaHbl NOCTMAPKETUHIOBbLIE COOBLLEHUSI O MOSIBNEHUM Y NOMy4YaBLUMX apununpasos nawuMeHToB natornoruye-
CKOro BIIEYEHWSI K a3apTHbIM Urpam, He3aBMUCKMMO OT TOro, Habrnaanuch Ny NauMeHToB paHee Nofo6HbIE pacCTPOCTBa.
Y naumeHToB C HanuyMem B aHaMHe3e NaTonornyeckoro CTPEMIIeHUs K a3apTHbIM Urpam MOXET ObiTb MOBbLILEH PUCK
YCUMNeHUs 3TOro paccTpoNCTBa, CriefoBaTenbHO, UX creayeT TlartensHo Habnoaatb.

Jlakmo3sa

Mpenapat Apvnunpason coaepXuT NakTody, MO3TOMY €ro Hefnb3s MPUHUMAaTh NauueHTam ¢ peakuMu HacneaCTBEHHbIMU
3aboneBaHNsMMU, CBS3aHHBIMU C HEMEPEHOCUMOCTbIO ranakTo3bl, TaKTasHoN HEAOCTATOYHOCTLIO UMN CUHAPOMOM Manbat-
copbuun rMioKO3bI-ranakTosbl.

IMayueHmsl ¢ conymemeytouum cuHOpomMom deghuyuma eHUMaHUsi ¢ eurnepakmusHocmsto (CLBI)

HecmoTps Ha BbICOKYIO 4acTOTy coyeTanus GunonsipHoro paccTpoictBa | Tuna n C[BI, gaHHble Mo COBMeCTHOMY
NPVYMEHEHNI0 apyUnunpasona v CTUMYNATOPOB KpaiiHe orpaHuyeHbl, CriefoBaTenbHO, COBMECTHO NPUMEHSATL 3T npenapa-
Tbl HEO6XOAMMO C KpalHei OCTOPOXHOCTbIO.

BnusiHme Ha cNoCo6HOCTL YNPaBnATL TPAHCNOPTHLIMU CPeACTBaMU, MEXaHM3MaMu

CnepyeT cobntoaaTb OCTOPOXHOCTb NPU yNpaBneHU TPaHCNOPTHLIMW CPeACTBAMU U 3aHATUSIX APYMIMU BUOAMM AesTenb-
HOCTU, TPeBYIOLLIMMM NOBbILLEHHOW KOHLIEHTPALIMM BHUMAHKS 1 BbICTPOTbI MCUXOMOTOPHbIX peakuuii. MauneHTos cneayet
npepynpexaate 0 HeobxoguMMocTu cobropaTb OCTOPOXHOCTb O TeX Mop, Noka MauueHTbl He YAO0CTOBEepsTCs, YTO
npenapar He OKa3sbIBAET Ha HWUX HETaTUBHOTO BIMSHNS.

®dopma Bbinycka

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

Mo 7, 10, 14 nnu 30 TabneTok B KOHTYPHYIO SHENKOBYIO YNAKOBKY 13 NIEHKW NONMBUHUMXIIOPUAHON U honbrn antoMuHme-
BOW NeYaTHON NakMpOBaHHO.

Mo 7,10, 14, 28, 30, 50, 56, 60 nnn 100 TabneTtok B 6aHk1 13 NonuaTUNeHTepedTanara Ans NekapCTBEHHbIX CPEACTB UK
NONUNPONUNEHOBbIE NS NEeKapCTBEHHbIX CPEACTB, YKYNOPEHHble KPbILKaMKU U3 MOMM3TUIIEHa BbICOKOrO AaBMeHWst C
KOHTPONEM NepBOro BCKPbITUS UMW KPbILLKAMW NONUNPONUNEHOBLIMI C CUCTEMOW «HaXaTb-NOBEPHYTb» MU KPbILLKaMMU 13
NONUATUMNEHA HU3KOTO AABMNEHNSI C KOHTPONEM NEepPBOro BCKPbITUS.

OpHy Ganky nnu 1, 2, 3,4, 5, 6, 7, 8, 9 nnn 10 KOHTYPHbIX SHENKOBbLIX YNAKOBOK BMECTE C MHCTPYKLMEN MO NPUMEHEHUIo
MOMELLAIOT B KAPTOHHYIO YMaKoBKy (nauky).

YcnoBus xpaHeHus
Mpu Temnepatype He Bbiwe 25 °C B KAPTOHHON ynakoBke (nadyke).
XpaHuTb B HEJOCTYMHOM Ans AeTen MecTe.

Cpok rogHOCTH
3 ropa.
He npuMeHsITb No MCTeYEHUM CPOKA FOAHOCTU.

YcnoBsus otnycka
OTnyckatoT no peuenTy.

[epxaTenb perucTpaunoHHoro yaoctosepeHusa: 000 «Atonn»
Poccusi, 445351, Camapckas obn., r. >Xurynesck, yn. l'mapoctpouteneit, a. 6.

Mpouszsoautens: OO0 «O30H»
Poccus, Camapckas o6n., r.o. XXurynesck, r. XKurynesck, yn. flugpoctpoutenei, aaaHue 6.

Opranusauus, npuHumarowasn npeteHsmnm: 000 «O30H»

Poccusi, 445351, Camapckas obn., r.o. >Kurynesck, . >Kurynesck, yn. lmapoctpoutenei, aaavve 6.
Ten.: +79874599991, +79874599992
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