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| MHCTPYKLIMSA
110 MEJJULIMHCKOMY ITPUMEHEHHMIO JIEKAPCTBEHHOT O IIPEITAPATA
HPATADKH®
(Priligy®)
PerucTpauuoHHblii HoMep: '
®

ToproBoe HanmMeHoBanue: IIpuuKu
MexayHapoaHoe HenaTeHTOBAHHOE HAUMEHOBaHHUe: JallOKCETHH

JlexapcTBeHHas opMa: TabIETKH, TIOKPHITHIE INIEHOYHOM 0007109KO#

Cocras:

1 maénemxa, HOKpbIMAA HAEHOYHOU 060104K0ll, 003UpoeKoil 30 m2 codepricum:

Aopo:

Jleticmeylowee seuecmeo. NamoxkceTHHa ruapoxyiopun 33,60 Mr B mepecyere Ha HalOKCETHH

30,00 mr.

Bcnomozamenvnvie 6ewiecmsa. BbICYIIEHHAs CMECH ((MI/IKpOIJ;eJIaK 100» [JIaKTOSI)I MOHOI'HAPAT

75%, LeIUII0N03a MAKPOKpUCTATIHUEcKas 25%)], KpOCKApPMENIo3a HATpHUsl, KPEMHHMS IHOKCHL

; KOJIJ'IOPIIIHBIﬁ, MarHus cteapar.

IInenoynas o6onouxa: TOPOUIOK JUIS TOKPHITHS cephiif, cMech 4 (JaKTOo3Bl MOHOTHIpAT,

runpomermiosa 2910 (15 cP), turana muoxcun (E171), Tpuaunerus, KpacuTenb xXeje3a OKCHI
uepHbiid (E172), kpacutens xene3a okcup xentsii (E172)). |

1 mabnemxa, ROKpbimasa nieHo4HOl 000104K0l, 003upoekoil 60 mz codepacum:

Aopo:

Heticmsyiowee sewecmeo. nanokceTHHa rufpoxyuopux 67,20 Mr B mepecyere Ha JanoOKCETHH

P

60,00 mr.

BcnomozamenvHble seujecmea.; BhICyeHHas cmech «Mukponenak 100» [7akTo36I MOHOTHPAT
75%, uemnon03a MUKpoKprcTanueckas 25%], kxpockapMenIo3a HaTpus, KPEMHHUS JAHOKCH]L

KOIIJ'IOH,IIHI)IfI, MarHus cteapar.

Inenounas 060n04ka: TIOPOILIOK JUIS IIOKPBITHSI CEphld, cMech 3 (JIAKTO3bI MOHOTHApAT,
runpomeriosa 2910 (15 cP), turana muoxcun (E171), TpualeTHH, KpacHTENb Xele3a OKCH/L

uepnslii (E172), kxpacurtens xenesa okcun xentsiit (E172)).
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Onucanue

Jlosuposka 30 mz: XpyTible JBOSKOBBITYKIBIE TabJETKH, NOKPHITHIC IUIEHOYHOH 0007104KO0i
Ceporo LBeTa, ¢ BHLAABICHHON HAaAIMHCHIO «30» BHYTpH TpPEYrojibHHKA Ha OJHOH CTOPOHE H
riagKue Ha apyroi cropore. Ha momepeurom paspese supo TabneTku G6enoro win noyta 6e1oro
IBETA.

Jlosuposka 60 mz: KpyTJble JBOSKOBBIIYKIblE TAaONETKH, MOKPHITHIE ILIEHOYHOH OOOIOYKOM
ceporo maefa, C BBIAABIEHHOM HAMIHCHIO «60» BHYTPU TPEYIOJbHHKA HA OJHOW CTOpOHE M
TIafKKe Ha Apyroi cropone. Ha monepedsom paspese sapo TabieTku Oenoro uim mo4ru 6emoro

IBETA.

dapmaxoTepaneBTHYeCKasi FPYINA: CPEICTBO JICUCHHS IPEXKACBPEMEHHON ISIKY AU

Kon ATX: G04BX14

dapmako0ruyecKkne cBoMCcTBa

DapmakoouHamuxa

Mexanuzm oevicmeus

JIanoKCeTHH IpeAcTaBiseT OO0 MOITHBIN CENEeKTUBHBIH MHrUOMTOpP OOPaTHOTO 3axBaTa
cepotormna (CMO3C) ¢ IC50 1,12 8M, MeTa6onﬁ3ﬂpymmnﬁCﬂ B OpPraHu3Me IO OCHOBHBIX
MetaboauroB — geaMerunganokceruna (IC50 < 1,0 uM) u mupesmerwiaanokcerusa (IC50 =
2,0 HM), B paBHO CcTeNeHH WM MeHee akTHBHBIX (narnokceTuH-N-oxeun (IC50 = 282 uM)).
DAKyNANUA y YeTOBEKa PeryupyeTcs B MEPBYIO OYEPEIb CUMIIATHIECKON HEPBHOM CHCTEMOI.
DIKyJIANMIO 3allyCKaeT CIMHAIBHBIN peIeKTOpHBIA IIEHTp IPU yYacTHHM CTBOJA MO3ra, Ha
KOTOPBIA OKAa3bIBAET IIEPBOHAYANIBHOE BIUSHUE PAA Aep Mo3ra (MeIuaIbHbIE IPEONTHYECKUE U
HapaBEHTPUKYJLIPHBIE sSIIpa).

Mexanu3M OeUCTBHUS JAOKCETHHA IIPH NMPEXICBPEMEHHOM 3SKYIISIMN CBSI3aH C TOPMOXKEHHEM
00paTHOrO 3axBaTa - CEPOTOHHHA HEHpOHaMH C IIOCHEIYIOIIMM YCHJICHHEM JeHCTBHSA
HelipoMeauaTopa Ha Mpe- ¥ NOCTCHHANTHYECKHE PELENTOPbL.

YV KphIC [JamoKCeTHH HWHIHOUpyeT pedIeKTOPHBIH MEXaHH3M HACTYIUIEHHS JSKyIAIUH C
OMOIIBIO BO3IEUCTBHS HA JIaTEpalbHOE NaparuraHTOKIETOYHOE AAPO Ha CYIpaclIMHAILHOM
ypoBHe. [JocTraHrIMOHApHEIE CHMIIATHYECKUE BOJIOKHA, HHHEPBUPYIONIUE CeMeHHBIe My3BIPbKH,
CEMSBBIHOCSIIMA  NPOTOK,  MNPEACTATENbHYIO  JKele3y,  MBIIINBEL,  OXBaTHIBAIOIIHE
Oynp00ypeTpabHbIe KeJIe3bl M MICHKY MOYEBOIO ITy3bIPS BBI3BIBAIOT MX KOODPIAMHHPOBAHHBIE
COKpallleHHst, HeOOXOIUMEBIE A1 BO3HUKHOBEHHMS JAKYJALMH. Y KPBIC NANOKCETHH H3MEHSET

NIaHHBIA peIEKTOPHBIR MEXaHU3M HACTYIIJIEHUS 9Ky JIALMH.
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Kiunnueckas 3¢ GeKTHBHOCTL U 6€301acHOCTh (Bxopswmi M3 N24230978)

SddexTHBHOCTS Mpemapata Iputumxu® npH eYeHnH 10 OBOTY MPEX/TEBPEMEHHOM Ky LMK
Oblla YCTAHOBJIEHA NPH IIPOBEACHUH ISTH JBOMHBIX CIIENBIX KIMHUYECKHUX HCCIEHOBaHMH C
KOHTpOJIeM IUlanebo, B paMKax KOTOPBIX ObUT paHIOMH3MpOBaH, B obmed cioxaoctH, 6081
nanueHT. Bospact mammenToB 6bu1 18 sieT M cTapiue M B TeyeHUE 6 MECSLEB IO BKIIOYEHHUS
J@HHBIX JIAL B HCCIENOBAHME y HUX B GOIBLIMHCTBE [IOJIOBEIX AKTOB HMeNa MecTo
HpeXxaeBpeMeHHas Ky isuus. [IpexaespeMeHHas 39KyJISIMsA ONPEEIsIack B COOTBETCTBHM C
JMATHOCTHYeCKHMH KputepusMu DSM-IV  (PyKoBOACTBO IIO JMArHOCTHKE H CTATHCTHKE
ICUXUYECKUX PacCTPOMCTB): KOPOTKOE BpeMs HACTYIUICHMS SSKYyJAIHUH (MHTPaBarMHAJIbLHOE
natentHoe BpeMs 3akysiiud [IELT; BpeMs 0T BaruHanpHOM NEHETPALUH 10 HHTPaBarMHaNIbLHOR
IAKYJISIMH| COCTaBJISI€T MeEHEe, YeM [JBE MHUHYTBI, YTO H3MEPSUIOCH C HCIIOIL30BAHUEM
CeKyHIOMepa B HYETBIpEX MCCIENOBAHUAX), CHAOBI KOHTPOJNb Haj SAKyJAIUEH, a TaKke
00yCJIOBJIEHHBIE JAHHBIM COCTOSIHMEM 3HAYUTENBHBIH CTPECC MIIH CI0KHOCTH B MEXIIHYHOCTHBIX
OTHOILIEHHUSX.

Jluna ¢ ApyruMu BuIaM¥ IOJIOBOH MUC(YHKINH, BKIIOYAs 3PEKTHIBHYIO TUCHYHKIHIO, a TAKKE
Juna, MPUHAMAOIIKE JIPYTUe JIeKapCTBEHHbIE IpenapaThl Juls jiedeHus 1o nosony 119, Opum
HCKIIOYEHE] M3 BCEX UCCIIE0BAHUM. '

Pesynaprarel  BCEX  pPaHAOMHM3UPOBAHHBIX  MCCIEAOBAHMM  SABISIMCH  COIOCTaBUMBIMHU.
3¢ bexTHBHOCTD ﬁeMOHCTpHpOBanacr, nociie 12 Hepenp jedeHusd. B omHo uccrenoBaHue ObLIM
BKJTIOUEHEI MIALHEHTE] KaK U3 crpad EC, Tak u u3 Apyrux CTpaH, a MPOAODKHTENIEHOCTD JIEYSHUS
cocraBnsia 24 seaend. B manHoM McciaenoBaHuM OBUIH paHaoMU3MpoBaHsl 1162 mamuenta: 385
npHHEMaIH mrane6o, 388 mpummMmanu npemapar Ilpunmmxu® B mose 30 Mr mo mepe
HeoOxomumocTs, ¥ 389 npuHmManu npemapar Ilpumumxu® B n03e 60 Mr mo Mepe
Heobxomumoctd. CpenHee 3HaueHHe M MeauaHa nokaszatens cpeagero IELT B xonue -
MCCIIEIOBAHUS TIPEACTABICHO B TabyuuIe 2 HIDKE, a COBOKYIIHOE paclpeie]ieHHuE CyOBEKTOB,
JNOCTUILIMX, 110 MEHbIIIEH Mepe, XapakrepHoro ypoBHs cpexnero IELT B xoHIe uccienoBaHus,
IpeCTaBiIeHo B Tabnune 3 Huke. J[pyrue ucciaenoBanus 1 00bEqMHEHHBIH aHanu3 naHme)Ha 12

HEICNIE NnoKasaiu CXOOHBIC pE3YIbTATEIL.

Ta6nnua 2: Cpennee 3HaueHWe W Meauana noxasarens IELT B koHLe sedeHus,

BBIYHMCJICHHBIC METOJOM HANMCHBIINX KBa,ZIpaTOB*

CpeZIH;Eilr?quue Ilnane6o Npumanxn®, 30 mr | Hpuanmxu®, 60 mr
Menuaitoe 1,05 MuH 1,72 MuH 1,91 mun
3HAueHUE
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Paznuune no 0 & ME XO QAL I3 H:4dj (5'1\':“-“**
CpaBHEHMIO C 5O R ;
mtane6o [95% JIH] [0,37, 0,72] [0,66, 1,06]
Cpennee 3Ha4EHHUE,
BBIYKMCIICHHOE
METOJ0M 1,7 Musa 2,9 muH 3,3 MuH
HAUMEHBIINX
KBaapaToB
Paznuune no 1.2 e+ P
CPaBHEHHMIO C ’
rutane6o [95% U] 0,59, 1,72] [1,02,2,16]

® I/ICXO,IIHOG 3HAYCHUEC, ICPCHECCHHOC Ha NAlITUCHTOB € OTCYTCTBHUEM UCXOAHBIX JaHHBIX.

**Pazmiune ObUIO CTATUCTUYECKH 3HAYMMBIM (3HaueHue p <= 0,001).

Tadmmua 3:  CyObexTsl, JOCTUTIIHE, 10 MEHBIIEH Mepe, XapaKTEpPHOr0 YPOBHS CPEJHETO
IELT B xonue uccienoBanus™

IELT Ilnaunedo Mpunnxu®, 30 Mr Mpuanmxn®, 60 mr
(MuH) % % : %

>1,0 51,6 68,8 77,6

>2,0 23,2 44,4 47,9

>3,0 143 26,0 37,4

>4,0 10,4 18,4 27,6

>5,0 7,6 14,3 19,6

> 6,0 5,0 11,7 14,4

>17,0 3,9 9,1 9,8

> 38,0 2,9 6,5 8.3

¥ I/ICXOI[HOG 3HAUCHUEC, NIEPEHECCHHOC HA ITAIUCHTOB € OTCYTCTBUEM UCXOJHBIX TaHHBIX.

3uauenue ytuHenns IELT GBUIO COOTHECEHO C HCXOTHBIM ypoBHeM IELT u 65110 pa3zmuyHbiM y
OTJENBHBIX NampenToB. KimHuyeckas 3HaYMMOocTh 3ddexTa oT nmpueMa npenapata IIpummmxu®
6BUIa TAK)Ke [IPOIEMOHCTPHPOBAHA IIPH IOMOILX aHATK3a HCXOJA JIYSHHs, 0 KOTOPOM COOBIIaH
pasIMYHBIE [IALMEHTH], Y KOTOPBIX IPOSBIBUICS TEPAlleBTAYECKHH 3(1)(1)61&.

[laueHT ¢ TepaneBTHYECKUM 3P deKToM OBUT ONIpeeeH Kak CyOBeKT, Y KOTOPOTO HMEIO MECTO
TNOBBIIEHHE KOHTPOJIS 32 DKy IAIUEH, KAK MUHUMYM, Ha 2 KATETOPHH, 8 TAKXKE CHHXKEHHE YPOBHS
CTpecca B CBSI3U C HSIKYJISAIMEeN Kak MUHUMYM Ha | kareroputo. ¥ 6oJbiiero npoueHra cyObeKkToB
B KaXJ0H M3 TPy, NpUHEMAaBIMX mpenapaT Ilpmmumxu®, mo cpaBEenmio ¢ mane6o,
TepaneBTHUYCCKUH 3 dexT pasBuics B KoHUE 12 wim 24 HeIenu UcCIeZOBaHUS, UTO SBIISLIOCH
CTATHCTUYECKU JOCTOBEPHBIM. B Tpymmax y4YacTHHKOB, IPUHHUMABIIMX JAIOKCETHH B J103aX

30 mr (11,1% - 95% JIU [7,24; 14,87]) u 60 mr (16,4% - 95% 1A [13,01; 19,75]) na 12 nenene
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COOTBETCTEBYET 3KCNEPTHOMY QOTUETY
ot 03.02.2023 N= 2073

MMeJT MECTO OONBIIMN IPOLEHT NAlMEHTOB C|TepaneBTHUECKHM:I(DMEKTOM: 1107 CPIBHEHHUIO C

IpYINOi yYacTHAKOB, IPMHUMABIIHX IU1ale60 (00benHEH B aHajm3).

Knuandyeckoe 3HaueHue d¢dexra OT JedeHHs IpenapaToM Hpunumxu® 65UT0 TIOKA3aHO HA
TIpHMEPE TEPaTeBTHYECKON TPYIIIBI Il H3MEPEHHUS pesy ibrara. OUeHKH 0011ero KIMHAYECKOr0
BneanheHm (CGIC), rjie MalMenToB IPOCKIIA CPABHUTE IPEK/IEBPEMEHHYIO IAKYJIILHUIO y cebs
¢ MOMEHTa Hadaia JedeHHs], ¢ Ipajiallueil OTBETOB OT «rOpasfo JIydmie» A0 «IOpasio XyKey.
B koHIe uccnenosanus (24 nenens), 28,4% (mpenapat B nose 30 mr) u 35,5% (mpenapar B Ko3e
60 Mr) cy6BeKTOB, IPUHUMABIIHX JAHOKCETHH COOOWIAIIH, YTO HX COCTOSHHUE CTAJIO (IIYYIIE) I
«ropas/io JIydIey, 0 CpaBHEHHMIO ¢ 14% B rpynne y4acTHUKOB, IPHHAMABIINX ianebo, a 53,4%
H 65,6% cyOBeKTOB, npnnﬁmaanx nanokcetud B jo3e 30 mr m 60 Mr, COOTBETCTBEHHO,
COOOIIIMIIY, YTO UX COCTOSHUE CTAT0, KAK MUHMMYM, KHEMHOTO JIy4Ilie», 10 CPABHEHHMIO C 28,8%

B rpymre miauedo.

dapMaKOKHHETHKA

BcaceiBanue

JlanoKceTHH GBICTPO BCACHIBAETCS, M MaKCHMaJlbHas KOHIEHTpaius B masMe KPOBH (Crmax)
HocTHraeTcs yepes 1-2 yaca nocie npruemMa rpenapara. AGCONIOTHAS GHOLOCTYTHOCTD paBHA 42%
(mmanazon 15-76%), u sxcnozunust (AUC 1 Crmex) yBENMYMBACTCS HPONOPIHUOHAIBHO [03€ B
unTepBane oT 30 Mr 10 60 mr. [Tocie MHOrOKpaTHOTO TIepopasibHoro npuema AUC famnokceTnHa
H €ro aKTMBHOTO MeTaGoNMTa Ne3METHIIANOKCETHHA YBeJIMuMBaeTcs mpuMepHo Ha 50% mo
cpaBHenHIO co 3HayeHusMH AUC mocie 0IHOKpaTHOro npueMa.

IIpueM XupHOM MUK yMepeHHO yMeHbIIAN Cmax (Ha 10%) 1 He3HAUUTENBHO YBEIMIHBAT AUC
(TIomaab IOA KPUBOM «KOHLEHTpalus-BpeMa») (Ha 12%), a Taxke cierka yANHHSI BpeMs
JNOCTHDKEHHS. MAaKCHMAaJbHOM KOHIEHTpalud. OTH H3MEHEHHUS " KIMHHYECKH HE 3HAYMMBL
IIpenapar pumamxu® MOXKHO IPUHAMATE HE3ABHCUMO OT IPUEMA [HAIIA.

Pacrpenenenne

Boiee 99% mamokceTHHA CBS3BIBAETCA C OENKaMH IUIA3Mbl in Vitro. AKTHBHBIH MeTabOoIHT —
neamerunpanoxcetus (JIEJI) — cBs3pBaetcs ¢ Genkamu ImIa3sMsl KposH Ha 98,5%. JlanokceTuH
pacmpeseNseTcs 0 OPraHu3My €O CPEJHIM PaBHOBECHBIM 00BEMOM pacIpe/ie/IcHAs 162 n.

BuorpanchopManus

WcenenoBaHus in Vitro MO3BOJSIOT MIPEATIONI0KUTE, YTO JAIOKCETHH META00IM3UPYETCS MHOTHMH
depmentamu neueHm u mouek, ocobenHo CYP2D6, CYP3A4 wu duasunHcOCpxkalleH
MOHOOKCerHasoﬁ (®MO1).

Iloce mepopansHOro mpuema '‘C-manoKCeTHHa IOCHEIHMH AaKTHBHO METaGOoIM3MpOBANCS C

o6pa303aHneM MHOJKECTBa MeTa60J'II/ITOB, C BOBIICUCHHEM, MNPEKAE BCETO, CICAYIOIMHUX H}’Teﬁ



COOTBETCTBYET KCNEPTHOMY QOTUETY

oT U3 .02 . 2023 N 2073

6uoTpancdopmanuy: N-OKucleHue, N—IeMPTHIHPOBAHNE o FHAROKCANYPOBaHIE] jHadTH A,

TIIOKYPOHHPOBaHKE U CynbhaTupoBaHue. MIMeeTcs CBUAETENBCTBO O HANMYHHM NPECHCTEMHOIO
s¢dexta IepBoOro MPOXOXKAEHHM II0CIIE IIPUEMa BHY TPb.

VccienoBanusi CB3BIBAHMAS 1 IepeHoca in Vitro MOATBEPKAIOT, YTO N-OKCHJ HAIOKCETHHA
HeakTHBeH. J[ONOJHUTENbHBIE METAabONUTH], BKIOYad JECMETHWIIIANOKCETHH M JUIECMETHII-
JIATIOKCETHH, COCTABIAIA MeHee 3% OT oBIIEro KONMYecTBa BELIECTB B IUIA3ME, CBA3AHHBIX C
IEACTBYIOIIMM BelIeCTBOM. JlaHHBIE HCCIIEOBAaHMH CBs3BIBAHMS, TPOBEACHHBIC in Vilro,
nokasany, uro JEJ] U JanokceTHH o6nagaroT OAMHAKOBOH 3Q(EKTHBHOCTBHIO, @ AKTHBHOCTH
JIMIECMETUIIAOKCETHHA COCTABIAET, NpuOau3uTensHo, 50% OT aKTMBHOCTH [JamoOKCeTHHA
(cM. paszen « Papmaxodunamuxay). Kornnenrpaiws ceoboanoro JAEJ (AUC u Crmax) cocTaBnser,
COOTBETCTBEHHO, 50% 1 23% OT KOHIEHTpalul CBOOOJHOTO AAIIOKCETHHA.

BriBenienue

MeTaboUThI JaIOKCETHHA BBIBOJISATCS B OCHOBHOM C MOUOH B BHJIE xombroraTos. HensmerenHoe
AKTHBHOE BEIUECTBO B MOYE HE 06Hapy>1<n3ae“rcsx. [Toce mepopaibHOro IpHUeMa HayalbHBIA
(MCTIO3MIIMOHHEIHA) MEPHO/] TIOJYBBIBEACHHS JAaNlOKCETHHA COCTABIIAET MPUOIU3UTENBHO 1,5 9,
YpOBeHb B IIA3Me COCTaBISIET MeHee 5% OT IHKOBOH KOHLEHTpaluK yepe3 24 4 noce npueMa,
a KOHEYHBIA IIEPUOJ [OJIYBBIBEJCHMS COCTaBIsier okono 19 wu. Hepno):t KOHEYHOTO
nonyseBenenus JIEJ] cocrapnser npumepHo 19 yacos. |

PapMaKOKHHETHKA Y 0COOBIX KATETOpHH NalMEHTOB

Mera6omut JEJ| ycunusaer dapmakonoruaueckuit a¢dexr mpenapara pummxu®, ocobenHo,
ecd KOHIIEHTpalusi ero mopbimieHa. Hipke MpoJeMOHCTPHPOBAHO IOBBINIEHHE MapaMeTpOB
aKTUBHOH ()pakiMu B HEKOTOPBIX rpynmax namueHtoB. OHa mpeicTaBisgeT CoOOH cymmy
KOHIIEHTpaui cBoGoauoro panoxcerusa u JEJI. JIEJ] ¥ manoxceTwH o0nagaroT OJMHAKOBOH
s¢dexTuBHOCTRIO. [lpeBapuTEeIbHbIE pacyeThl IO3BOJIAIOT —HPEANOJaraTh Takoe JKe
pacnupezenenue JIEJ] B uenTpansaoit HepsHo# cucteMe (ITHC), oqHaKo HEU3BECTHO, Tax 1M 3T0.
Paca

Ozmoxparﬁmﬁ IpUeM JamoKceTHHa B J03¢ 60 MI HE BBIABHI CTATHCTHYECKH JOCTOBEPHOIO
pasnuuds [okKasaTesiedl y IpeAcTaBUTENed €BPONEOMIAHOM pacekl, HErPOUJHON  Pachl,
JIATHHOAMEPUKAHIIEB M TpeCTaBUTeNel! MOHIOJOMAHONH pachl. KiMHHUYEeCKHe HCCIea0oBaHus,
IPOBEJEHHBIE Ul CpaBHEHUS ()apMaKOKMHETHKM JAllOKCETHHA y SMOHLEB M €BPOIEHUEB,
BBIABHIIM, YTO Yy SIIOHIIEB MMEET MeCTO Oojiee BBICOKUH ypOBEHB JAalOKCETHHA B ILIa3Me
(ma 10-20%) (AUC u mumkoBas KOHLICHTpAaLlMs) M3-32 MEHBLIEH MacChl Tena. 3HauMMOoro

KIIHHHYECCKOT' O 3(1)(1)eKTa, €CJIM KOHICHTpaua HEMHOI'O BEIIIC, HE oxcnziae"rcx. '
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[Moxwuisle nanueHTsl (65 JeT U cTapiie) (Bxopgmwwmit M3 N=4230978)

AHanuz HccleN0BaHUs KIMHUYECKOU GapMakoorny ¢ OJHOKPATHBIM [IPUEMOM JAlOKCETHHA B
no3e 60 MI" He BEISBII CyIIECTBEHHOTO pa3nuyys nokasarened papmMaxokuHeTHKH (Cmax, AUCp-»
(ruromiamps 1OJ KPUBOM «KOHUEHTPAIMA-BPEMS»), Tmax) Y 3MOPOBBIX IMOXKHIBIX MYXYHH H
3JI0pOBBIX MY>X4UH Oonee Mdnonoro Bo3pacta (cM. pasnen «Cnocob npumerenus u 003bly).

Hapyuieane dyHKIHH TOYEK

Knunnueckoe (hapMakoiorudeckoe UccieJoBaHNe OJJHOKPATHOrO INPHMEHEHHUS TAOKCETHHA B
mo3e 60 Mr 65110 IPOBENEHO Y TAIMEHTOB ¢ HapyuieHueM ¢yHkuun nodex gerkoi (KK or 50 o
80 mi/mun), cpeaneit (KK ot 30 o < 50 mun/Mun), u Tspxenoit (KK <30 mir/MuH) cTeneny, a Takxe
y cybbexktoB ¢ HopmanbHo# ¢yHkuue#r mouek (KK > 80 mu/mun). SIBHOH TeHICHIMH K
noeimennio AUC nanokceTiHa pH HapyeHHH QyHKIMYE T0YeK HE BBIABIEHO. Y CyOBEKTOB €
HapymendeM (Gysximu nodexk Tshienoi crenenn AUC 6p110, IpUOIM3UTENBHO, B 2 pa3a BHIILE,
yeM y CyOBEKTOB ¢ HOPMaIbHOM (GyHKIHeEH OYeK, XOTS Y NAlMeHTOB ¢ HapylIeHHEM (QYHKIHH
[IO4EK TAKENOM CTENEHW JaHHblE OrpaHHYeHbl. Y MANUEHTOB, HaXOMAIIUXCH HA IOYCYHOM
JMau3e, OLEHKA (GapMaKOKMHETHKA JANOKCETUHA He IPOBOAMIAch (cM. paszensl «Cnocob
npumerenus u 003vly 1 «IIpomueonoxkasanuay).

Hapymenue GyHKIIMY [IEYEHH

V mangeHTOB ¢ HapymieHHeM (YHKIMM IE€YEeHH JIETKOH CTENEHH TKECTH Crax HECBSI3aHHOTO
JanokceTHHa cHipkanack Ha 28%, AUC ue n3mensach. Cmax 1 AUC axTuBHOM (pakiuuu (Cymma
HECBS3aHHBIX (pPaKUMi allOKCETHHA M Je3METHIIAINIOKCeTHHa) CHIKamuch Ha 30% u 5%,
.COOTBGTCTBGHHO. V nanueHToB ¢ HapylleHueM QyHKINH IeYeHH cpeIHel cTeneHt TOKeCTH Crmax
HECBS3aHHOTO [AroOKCEeTHHA OOBMHO He H3MeHserTcs (cHmxaercs B mpepmenax 3%), AUC
yBemunBaercs Ha 66%. Cmax HECBA3aHHON aKTUBHON (paKIMK JallOKCETHHA ObLIa HEU3MEHHA, a
AUC - yBenuuena B 2 pasa.

V NanueHToB ¢ HapylleHHeM (QYHKIIMH NEUYeHH TsDKETOH cTeneHH TSDKECTH Cmax HECBS3aHHOIO
jamoxceTnHa Obuta cHIKeHa Ha 42%, a AUC HECBS3aHHOTO JalOKCeTHHa Oblla yBenuyeHa
npumepao Ha 223%. Cmax u AUC axTéBHOM (paknmu H3MEHSIMCh HOTOOHBIM 00pasoM
(cM. paszenst « Choco6 npumenenus: u 003vly U «[Ipomueonokasanus ).

[Momumopduszm CYP2D6

B xnunngeckoM (bapMaKOHOFI/I‘ICCKOM HUCCIENOBaHMH OJHOKPATHOT'O IPUMEHEHHUA KOHIICHTpaluA

fnanokcetHa B Jo3e 60 MI, KOHIEHTpaludd B IUla3Me€ KPOBH OBUTH BEINE y CHabBIX
metabonuzatopos CYP2D6, yem y akTuBHBIX MeTabommzaropoB CYP2D6 (npubnusurensHo Ha
31% Cmax, ¥ Ha 36% AUC).o JamnoKceTHHa, 1 Ba 98% Cmax, ¥ Ha 161% AUCjw
necMeTHIanokceTHHa). 3navenne Cmax AKTUBHON (ppaKkLuM IIpenapara pumumxu® MosxeT 6BITh

noBelmeHo npubnuzurensho Ha 46%, a AUC.— npubnusurensno Ha 90%. JlanHOe mOBBILICHHE

7
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MOXXET YBEIMYUTD YaCTOTY M YCYTYOHUTH TSDKECTh II0OOIHBIX IEH S EBIH; 3a3nnﬁmI&X‘|QT O3B! (CM.

HOMY OTHETY

pasmen «Chocob npumenenus u Oosweiy). Ilpy npueme mpenapara Mpumamxu®  cnabsmvu
metabomusaropamu CYP2D6 ocoboe BHuMaHue ciepyer obpaTuTh Ha 0e30macHOCTH MpH
COBMECTHOM IIPMEME IPYTHX JIEKapCTBEHHBIX IIPENapaToB, KOTOPBIE MOIYT HMHIMOMPOBATH
MeTaGoIM3M [AamOKCEeTHHA, TAaKMX, Kak wuuruburoper CYP2D6 cpensero peiictBus H
cunpHOAeHcTBYIOMHKE HHTHOHTOPEl CYP2D6 (cM. pasnmensl «Cnocob npumenenus u 003biy U

«IIpomugonoxazanus).

Ilokazanus K IIPUMEHCHHIO

Hpenapar Ipummmxu®

IpeaHa3sHAuYeH s JiedeHHs NpexaeBpeMeHHoR aaxynamuu (I19) y
‘MY>4HH B Bo3pacte oT 18 1o 64 jer.

IIpenapar ITpumumxu® MOXET NPUMEHSTHCS TOJIBKO y IAIMEHTOB, YHOBIETBOPSIONIMX BCE
HIDKETIepEeUUCIICHHbBIE KPUTEPUH:

- MHTpaBarHHAIBHOE BpeMsl 3a/IepiKKH 3Ky amu (MBB3J) <2 MuHyT;

- HOCTOSHHO MIIM PETYJSIPHO BO3HHMKAIOMIAS DAKYJSALMS NOCIE MHHHAMAIBHOM ' CEKCyalbHOM
CTHMYJIAIMH TIepell, BO BpeMs, HIIM BCKOpE NOCJIE II0JOBOIO IPOHHKHOBEHHS, U HACTYTIAKOMIAs
paHbIIIe JXeaeMOoro NalleHTOM MOMEHTA,

- BBIP@XEHHBIH JIMYHOCTHBIX IUCTPECC WM '3any,uHeHuﬂ B MEXIMYHOCTHBIX OTHOIIEHHAX
BCIIEICTBHE MPEXIEBPEMEHHOH ISIKYJIALHKY;

- cnabblit KOHTPOJIb SAKYIISIHUH;

- HACTYIUICHHE IPENICBPEMEHHON O3SKYJNAIMHA B OONBIIMHCTBE IONBITOK OCYHIECTBICHHS
TI0JIOBOTO aKTa 3a [IOCIeIHIE 6 MECALEB.

Ipenapar Mpumumxu® ciieyeT IPUMERSTH TOIBKO B PEXAME aneMa‘ 10 NOTpeOHOCTH Tepen

TpeJIIoaracMoit cexcyanbHoil akTuBHOCTHIO. [Ipenapar [pumumxn® He 0JDKEH IPUMEHSTCS

I 33J€PXKKH ISKYJISLUM Y MY)XXIUH, He HMEIONIUX TOATBep KAeHHOro quarnosa I19.

HpOTnBOhoxazanuﬂ
- 'unep4yBCTBUTENBHOCTh K JANOKCETHHA TMAPOXJIOPHAY HIIHM JHOOOMY BCIOMOI&TENBHOMY
KOMIIOHEHTY Ipenapara..
- BripaxxeHHast 1aTOJOI ML CO CTOPOHBI CEP/IIA, TAKas Kak:
e cepneunas HepocrarounocTh (II-IV knaccos no NYHA);
e HapyIIEHHsS MPOBOJUMOCTH, Takue, Kak AB-61okana uiu cMHAPOM ClIabOCTH CHHYCOBOIO
y3ia;
¢ BHIpaXXeHHas HIIeMHUecKas 60JIe3Hb CepaLa;

e BHIPAXEHHBIH KIAlaHHBIH IOPOK;
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® HaIU4YHE B aHaMHE3e 0OMOPOKOB. (Bxopswmi M3 N24230978)

e

- Hanmuure B aHamMHE3€ MaHUY MIIHA TSDKETIOH JEIPECCUU.

- OJHOBPEMEHHBIH MPHEM MHrHOUTOPOB MOHOAMHHOOKcHIa3h! (uHruouTopsr MAO), wmu ecnu
Hociie IpeKpalleHus ux npuema mpouuio mexee 14 mueit. Ilopo6HbIM 06pa3zoM, MHTUOHTOPBI
MAO He crenyeT NpHHHMATh B TeueHHe 7 JHEH IOCIE OKOHYAHMS IIpHEMa Iperapara
[Mpumumxu® (cM. pasnen « Bzaumodeiicmgue ¢ Opyeumu 1eKapCcmeeHHbIMU CPeOCMBAMUY).

- OpHOBpeMeHHBIH OpHEM THOPHAA3MHA, MJIM IIEPHOJ] B TedeHHe 14 mHeH mocie OKOHYaHHA
npueMa TuopuaazuHa. CoOOTBETCTBEHHO, THOPUAA3UH HE CIEXyeT IPUHMMATh B TeyeHue 7 qHel
nocye oKoHYaHus npuema npenapata [Ipumumku® (cM. pasnen «Bsaumodeticmsue ¢ Opysumu
NIeKAPCMEEHHBIMU CPEOCMEAMUY).

- OnHOBpeMEHHBIA MpHeM HHTHOUTOPOB OOpaTHOTO 3axBaTa CEPOTOHHMHA (CENEKTHUBHBIE
HHruouTOpEl ObOpatrHoro 3axsata ceporoHuHa (CHMO3C), muruburopsl obparHOro 3axsaTa
ceporonuna-nopajperaniia (CUO3CH), tpunmkimyeckue antumenpeccantsl (111A)) um
JpYTHX  JIEKapCTBEHHBIX — IPENapaToB/IPENapaToB — PaCTUTENBHOrO — NPOMCXOXIEHHS  C
CEPOTOHMHEPIUYECKUM AeHCcTBUEM (Hanpumep, L-Tpunrodan, TpunTasel, TpaMaioi, JHHE3OIH,
nuTHH, 3Bepoboil mpoasIpsBIeHHBIH (Hypericum perforatum)) unu B TedeHue 14 nHel nocie
OTMEHBI JIaHHBIX JIEKAPCTBEHHBIX IIpENapaToB/IpenapaToB pacTUTEIBHOTO IIPOMCXOMICHHUS.
COOTBETCTBEHHO,  JaHHBIE  JIEKAPCTBEHHBIE  Mpenaparbl/IipenapaTsl  PacTUTEIHHOrO
IPOUCXOMIEHUS HE CIIely€eT IPUHUMATh B TeUeHUe 7 JHEeH 1ocie OKOHYaHUs IpueMa Ipenapara
Hpumamxa® (cM. paszen «Bsaumodeticmeue ¢ Opyzumu 1eKapcmeenHbIMuy CpedCmeamu).

- OnHoBpeMeHHBIH mpueM CuibHOAeiicTBYrommx uHruoutopoB CYP3A4, Takux xax
KETOKOHA30JI, HUTPAKOHA30J1, PUTOHABUD, CAKBUHABUD, TEIUTPOMHUIMH, Heda3anoH, aTa3aHaBUp U
T.1. (CM. pazzen «Bzaumoodeticmeue ¢ Opyeumu 1eKapCmeeHHbIMU CPEOCMBAMU).

- YMepeHHO BHIpaXEHHBIE 1 TSDKENbIe HapyleHUs (yHKIMY eUeHH.

-Tsoxenble HapymeHns: QyHKIMH TOYeK.

- Jletn 1 nojipocTku MoJioxe 18 net.

-JlakTa3zHas ~ HENOCTATOYHOCTb,  HENEPEHOCHMOCTH  JIAKTO3Bl,  IJIIOKO30-TajlakTO3Has

MastbabcopOLusL.

C 0cTOpPOKHOCTBIO

- cabble MM YMEPEHHO BBIpa)Ke€HHBIE HApYIIECHHs (YHKIUY [TOYEK;

- OIHOBPEMEHHOE MPHMEHEHUE C CHJIBHBIMH uarnbuTopamu  m3odepmenta CYP2D6 u
paruduropamu CYP3A4 cpenHell BBIpaXXEHHOCTH IEHCTBHS y NAIlUEHTOB C I€HOTHIIMYECKHU

HU3KOH akTuBHOCTHIO u3odepmenta CYP2D6 u manmueHTOB C BBICOKOM aKTHBHOCTHIO
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m3odepmenta CYP2D6 (B xomOuHauum ¢ MHruduTOpaMiE #zedepMeHTalCYR3AA cpenueit

BBIP2XXEHHOCTH [EHCTBHA);
- OIHOBpPEMEHHOE IPIMEHEHHE C IIpenapaTaMiu, KOTOPBIE BIMSIOT Ha arperamuio TPOMOOIUTOB, ¥
C QHTHKOATYJITHTaMM HM3-32 PUCKA Pa3BUTUs KPOBOTECUECHHUH, a TAKKE y MALMEHTOB, HMEIOIINX B

aHaMHE3€ KPOBOTCUCHUS UM HAPYIICHHS CBEPTHIBAHUSL.

BepeMeHHOCTH M IEPHOJ IPYAHOro BCKapMIHBAHMSA

Tpemapat Ipumumxu® He TpeHa3HAYEH U1 IPUMEREHHS y JKEHIIAH.
HWccnenoBanus Ha JKMBOTHBIX HE BBIIBHJIM IPSMBIX WIIM OIIOCPENOBAHHBIX IOBPEXIAOIIMX
5¢}hexToB B OTHOLICHIU (HEPTUILHOCTH, OEPEMEBHOCTH UK Pa3BUTHS SMOPHOHA/IIOA.

Heu3sBecTHO, IPOHHUKAIOT JIM JAIIOKCETHH U €0 METAa0O0JIMUTHI B TPYAHOE MOJIOKO.

Cnocob npuMeHeHHs 1 103b1

PexxuMm no3upoBanys

BuyTtps. TabneTky ciexyeT nporiaTslBaTh LIEIUKOM, 3alMBasd, 10 KpaliHel Mepe, OJJHUM IIOJIHBIM

crakasoM Bogbl. IIpenapar Mpumamxu®

MO)KHO IIPUHUMATH HE3aBUCUMO OT IIpHeMa MHULIH (CM.
pasznen « PapmakokuHemukay).

Bspocavie myaicuunst om 18 0o 64 1em

Pexomennyemas HauaabHas 71032 JUIS BCEX MAIMEHTOB cocTaBisieT 30 Mr; 3Ty 403y NPUHUMAIOT
o morpebHocTd 3a 1-3 waca A0 mIpexanosaraeMoro IojoBoro akra. JleyeHue mnpenapaTom
ITpunumku® He cleayeT HaulHaTh ¢ 40361 60 M.

[penapar IMpunumku® He npenHa3HAueH Ms nocmsmn\bro ©XeIHEBHOro mpumeHeHus. Ero
clIeayeT IPUHAMATE TOJHKO B Cilydae IIpe/IoaraeMoro nojioBoro axkra. [Ipenapar Mputumxu®
HE CJIeAyeT NPUHUMATD Jaule, 4eM Kaxble 24 Jaca.

IIpu HexocTaTOUHOM 3((EKTe M XOpPOIIel IepeHOCHMOCTH 10351 30 MT (AlHEeHT HE OTMEUAET
YMEPEHHBIX MM TDKENbIX HEeXeNaTeNbHbIX 3(@EKToB, HIM SBIEHHH, KOTOpHIE MOTYT
IPEeAIIEeCTBOBATh CUHKONAIBHOMY COCTOSHHMIO), A03Y MOXHO YBEIMYUTH [0 MaKCHMaJIbHO
pekoMeHI0BaHHO# 60 MT ¢ mpueMoM 110 OTpedHOCTH 3a 1-3 Yaca 10 ceKCyallbHOM aKTUBHOCTH.
YacToTa 1 THKECTh HEXXeNaTebHbIX SIBICHUH BHINIE IPU IpHEME Ipernapara B 1oze 60 Mr.

Ecnu y manueHTa OTMEYaIMCh OPTOCTAaTUYECKHE pPEeaklIUH IpH NpUeMe HadalbHOH M03BI, HE
clleAyeT MOBBIIATE 03y 10 60 Mr (cM. paznen « Ocobbie yKazanusy).

[Tocne mepBhIX 4eThIpeX HeNeNb Tepaluy (WM, DO MEHbIIeH Mepe, mocie mpuema 6 103
npenapaTa) Bpad IOJDKEH IPOBECTH TLIATENFHYIO OLIGHKY COOTHOILICHHUS IOJIB3BI M PHUCKA
npenapata [Ipwimmxu® B KaKAOM KOHKPETHOM Ciydae Julsi pElIeHHs BOIpoca O

uenecoo6pa3Hocm TIPOOOJDKCHMA JICUEHUA JaHHBIM IIpEIIapaToM.
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Jaunsie 06 3G dexkTHBHOCTH U Oe301acHOCTH [IpUMEHEHHS Hipemnapata *ﬁpmﬂﬂﬂmgf?g \TEYECHUE

Gonee 24 Henens orpanudeHbl. KIMHHYECKYIO HEOOXOAMMOCTH IPOJOIDKEHHS TEpanvu U
COOTHOILUIEHUE TONB3a/PHCK OT NpHMEHeHus mperapata lIpumumxu® cnemyer oﬁeHnBaTL Kak
MHHHMYM Ka)XI[ble 6 MECsLEB.
Ioocunvie nayuenmor (65 nem u cmapuse)
SddexTHBHOCTS ¥ GesomacHOCTh mpenapara IIpmiamka® y manueHToB 65 NeT W cTapiue He
yCTaHOBIECHBI (CM. pasnien « PapmaKoKuHemuxar).

eTu '
Ipenapart ITpumumpxu® NpoTHBONOKa3aH IeTAM U IOAPOCTKaM B BozpacTe o 18 ner (cM. paszen
«lIpomusonokazanusy). ‘

IlanuenTsl ¢ HapyIlieHrneM QYHKIIUHA HOYEK

[Ipu mpueme mpenapaTa HAalMEHTaMU C HapylleHHEM (QYHKIHM IIOYEK JIETKOM HIM Cpe/iHeH
CTEIIEHU TSDKECTH CIEXYET COOMOaaTh ocropoxmocfb. Ipenapar Ipunumxu® npoTHBONIOKa3aH
ManUeHTaM ¢ TSHKENIBIM HapyIleHueM QyHKIUM modek (CM. paszeln «/[pomueonokasanusy).
[lauueHTs! ¢ HapyireHueM QYHKIMN NEYCHH

Ipenapar Ilpuiumku® MpOTHBONOKA3aH NALMEHTaM C yMEPEHHO BBIPKEHHBIM H THKENBIM
HapyueHueM ¢yHkuuu neveHu (knaccel B u C 1o knaccuduxanuy Yaina-I1er0) (cM. pasngerns!
«IIpomugonokasanua» u « PapmaxokuHemuxay).

TlanyenTsl ¢ HU3KOM axkTUBHOCTRI0O CYP2D6 M malnMeHThl, OOHOBPEMEHHO HIPHHHUMAIOIINE

cunbHBIe nHruouTopst CYP2D6

Cneyer mposiBIsITE OCTOPOXKHOCTD IIPH YBEIMYEHHH 103bI IIpenapara Hpumanxu® 1o 60 Mr y
JHIL ¢ HU3KOM akTuBHOCTEI0 CYP2D6 WK y NANHEHTOB, IPHHEMAIONINX Tpenapar [Ipumamku®
OJHOBPEMEHHO C CcuiubHbIME HHrHOuTopamu CYP2D6. Pexomenmyercs —coOmoiarh
OCTOPO’XKHOCTH IPH MMOBBIICHAH /03Bl O 60 Mr y IalMEHTOB, Yy KOTOPBIX JHArHOCTHPOBAH
HU3KEH — MeTaboiu3M CYP2D6, ®m y DamUMeHTOB, OJHOBPEMEHHO IPUHHMAIOIIMX
cunpHOJEcTBYIOIMe  murHOuTopel  CYP2D6  (cM. pasmensl  «Ocobvie  ykazawusy,

«B3aumooeticmeue ¢ Opyumu l1ekapcmeeHHbiMU cpeocmeamuy U « DapmakoKuHemuxar).

[ManpenTsl, noayyaoume cuubable HHTHOuTophl CYP3A4 nmm unrubutopsl CYP3A4 cpenneit

BBIPAXXCHHOCTH JEeUCTBUS

OMHOBpEeMEHHBIA IIPUEM CHJIBHOAEHCTBYIOIINX uuruburopos CYP3A4 NpoTHBOIOKA3aH.
[TanueHTam, OMHOBpeMEHHO npuHuMaroIM uHruouTopsl CYP3A4 cpennelt cuibl, HEOOXOAUMO
cobmo1aTh OCpromHOCTb M He TIpeBblIaTh [03y, paBHylo 30 Mr (cM. pasiessl
«IIpomusonorasanusy, «Ocobvle yxazanusy, «B3aumoleticmeue ¢ Opy2umu jleKapcmeeHHbIMU

cpeocmeamuy).

11
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HeobxoauMple Mepbl IPEAOCTOPOIKHOCTH IPH IpmeMe JaHHOTOH AeKapeTBEHHONO IpenapaTa M

[IpY OOPAIIEHMH C HUM

[lepen HauaIoOM JieueHUs! HeOOXOAUMO O3HAKOMHUTECA C HH(POpMAIMEH, KOTOpask CONEPXKHUTCS B

paszneiie « Ocobuvie yKaszaxusy noapasneie ((OpTOCTaTI/I'-ICCKaSI THAIIOTECH3HUAN.

IloGounoe peiicrBue

O6mmuii npoduis 6€30IaCHOCTH

B KIMHHYECKHX HCCIEJ0BaHMAX OBUIM 3aperHCTPUPOBAHBl CHHKONE M OPTOCTATHYECKas
runotensus (cM. paspen « Jcobvle ykazanusy).

B KIMHUYECKUX HMCCIENOBAHUAX (asbl 3 3aperdcTpUpOBaHEI CIEAYIOlHe I0004HbIE NEHCTBUS,
KoTopsle ObUTH m0303aBucuMbMH: TowHoTa (11,0% m 22,2% npu npueme 30 mr u 60 mr
JIaTIOKCETHHA COOTBETCTBEHHO), FONIOBOKpYxeHwue (5,8% u 10,9%), ronosras 601k (5,6% u 8;8%),
nuapes (3,5% u 6,9%), 6ecconnuna (2,1% u 3,9%), ycranocts (2,0% u 4,1%). CaMbiMu 4aCTHIMH
ABJIEHUSAMH, TpeOOBABIIMMHA OTMEHEI JICYeHHs], ObUTH TOMHOTA (Y 2,2% MalHMEHTOB, IOy YaBIIHX
npemapar Ilpuwmmmxu®) u romosokpyxenne (1,2% MAIMEHTOB, INOYYaBIIMX Ipenapat
Hpumamxa®).

Tabsuna HexenaTeIbHbIX PeaKiii

BesonacHocTs npenapata Ipwmmxn® onenusanach y 4224 ManueHTOB ¢ IPEXkKACBPEMEHHOM
IKyJIAUMell, NPUHAMABIIMX y4acTHe B IATH ABOMHBIX CIENBIX ILIAEOOKOHTPOJIMPYEMBIX
KIMHMYECKUX UCCenoBanmsx. U3 4224 naumentos, 1616 npuanmanu npemapat Ipunnmxn® B
noze 30 Mr o Mepe HeobxoauMocTH, a 2608 — B 103e 60 Mr, MO0 IO Mepe HEOOXOAUMOCTH, IO -
OJIVH pa3 B CYTKH.

HexenarenpHsle M0OOYHBIE pEakKIHy, HaOMOAaBIIMECS B XOA€ KIMHUYECKHX HCCIICIOBAHUH,

NEPECUMACICHBI B TaOIMIIE HIDKE: -

OueHp yacTo Yacto Heqacm Penxo
>1/10) (=1/100 - <1/10) (>1/1000 - | (=1/10000 _ -
<1/100) <1/1000)
Ilcuxuueckue YyscTBo TpeBorH, | Jlenpeccus,  zelm-
HapywieHuA BO30yXIEHHE, pPECCHBHOE Hac-
6eCIOKOUCTBO, TpOEHHUE, COCTOS-
OeccoHHHIIA, Hue didopun, me-
HEOOBIYHEIE peMeHBl  HacTpo-
CHOBHJICHUS, | €HHsl, HEPBO3HOCTD,
CHIDKEHHE JMbuao | Oe3pasnuuue, ana-
THS, CIIyTaHHOCTb

12
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C€HTanusa, I1aToJIo-
THYECKOE MBI~
JICHUE, TIOBBIIICH-

Hasg HAacTOPOXEH-
HOCTb HAapyIIEHHs
CHa, WHHUIMAIbHAA
WHCOMHHUS, HHTpa-
COMHHMYECKOE Dpac-
CTPOMCTBO, HOYHBIC
KOIIIMaphbl,  OpyK-
CH3M, MOTEps JIH-

6uo, aHoprazMus

Hapywenua | TonoBoxpyxenue | COHIMBOCTS, O6mopox, B TOM | ['00BOKpYKE
co0 cmoponsl | TONOBHAA 6OIIb HapyIlIeHHe yycile Bazosaranb- | Hue Tpu  Gu-
HepeHoIl KOHIICHTPAIlUH HBIH 00MOPOK, | 3UYECKOH
cucmemol BHHMaHHs, TPEMOP, | IOCTYypalIbHOE TO- | HATPY3Ke,
napecTe3us JIOBOKPYKCHHE, BHE3aIHOE
aKaTH3Hs, pac- | 3achlnaHue
CTPOMCTBO BKYCO-
BOTO BOCIHpHSATHS,
THIIEPCOMHHS, COH-
JIMBOCTb, CENATUB-
HBIH 3¢ ¢exT, yrae-
TEHHE CO3HAHUS
Hapywenua HeuétkocTs 3peHus | Munpuas, 6onp B

CO . CMOpOHblL

rjasax, HapyuleHue

opzana 3pEHUS
3penHun
Hapywienun 3BOH B yIlIax Bepturo

cO CMOpOHbI
opzana cayxa

u 1abupurnma
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Hapywenusa | Flpexpamedune N=42E097E)
CO CMOpPOHbI AKTHBHOCTH CHHY-
cepoua COBOTO y3Ia, CUHY-
coBast  Opanuxap-
Iisl, TaXUKapAus,
Hapywenua «ITpunuBeD» kpoBu | CHMDKEHME
cO CMOpOHbL apTepHabHOIO
cocyoog JIaBJICHMS,
CHCTONHMYECKAs
THIEPTEH3HS,
IPUIHABEDY Xapa
Hapywenua 3aJ10)KEeHHOCTh
co CMopoHbl HOCAa, 3eBOTa
0bIXAMEbHbL
X nymeii,
0p2aHoe
2pyoHou
KlemKu u
cpedocmenus
Hapywenua | TomHoTa Huapes, pBota, | Jluckomdopt B | Heotnoxueie
CO CMOpOHbI 3anop, OonM B | XKHUBOTE, JHUCKOM- | IIO3BIBBI
HCENYOOUHO- ob5acTH  XMBOTa, | GOpT B  dmura- | Aedexanuu
Kuuieunozo oM B BEpPXHUX | CTpalIbHOU 061acTu
mpaxkma OTAenax JKUBOTA,
JUCTIEI-CHS,
METEOPU3M,
auckoM@opT B
obnacTH JKemyJKa,
B3IyTHE JKUBOTA,
CYXOCTb BO PTY
Hapywenun ['uneprunpos 3yn, XOIOAHBIN NIOT

cO CMOpOHb!
Kodicu u noo-
KOMCHDBIX

mKanet

14




Hapywenua ' » OpekTuiibHas OrcyTenBré DKy F1I78)
co CHIOpOHbL IUCQYHKIUS - AWM,  Hapylile-
penpooyKkmue HUE oprasmMa y
HOU cucmembl MYXYHMH, MYXCKas
MONOYHBIX IeHUTAIbHAS
scenes napecTe3ust
Obwue CnabocTs, - | Actenusi, YyBCTBO
HapyweHus u pa3ApaKuTeNh- kKapa, OIIyILIEHHE
peaxyuu é HOCTb. TPEBOTH, OIIyIle-
mecme HYE HEJOMOTaHUs,
66e0eHun YyBCTBO " OIbsHE-
HUS
Jlabopamopn [loBwunieHue VBenuyeHue dHac-
ble u apTepUaIbHOTO TOTBl  CEPAEYHBIX
UHCHPYMEHM JIaBJICHUS COKpaleHu#, yBe-
abHble JMYEHHE  JMACTO-
uccneooeanus JMYECKOro  apTe-
pHAIBHOrO JAaBlie-
HUS, YBEIHYECHUE
OPTOCTATHYECKOTO
apTepuaIbHOro
JIaBJICHUS

HexenaresbHble peakLuM, O KOTOPBIX COOOIIANOCE IpH IPOBENCHHM  9-MECAYHOrO
JIOJITOCPOYHOTO PACUIMPEHHOTO OTKPBITOrO0 UCCIENOBaHUs, ObIIM aHAJOTHYHEl TEM, O KOTOPBIX
CoO0WIANIOCh IMpH MPOBEJCHHUM MBOMHBIX cJemblXx HccnepoBaHuit. O IONOJIHUTENBHBIX
HeXeJaTeIbHBIX PeakIusiX He co00Ianoch.

Onucagne OTIEIBHBIX HEXEIaTeIbHEIX PEAKITUM

OOMOpOKM ¢ IIOTEped Cco3HaHust, C OpajuKapIMedl MIH OCTAHOBKOM CHHYCOBOTO Y3ia
HaOIOJAIMCh y TAMEHTOB [IPH XOJITEPOBCKOM MOHMTOPHPOBAHHU B OBUIH 3aperUCTPUPOBAHEL B
KIHHAYECKUX MCCIEJOBAHUIX KaK CBS3aHHBIE C JIEKApCTBEHHBIM IpemnaparoM. BOJBIIHHCTBO
ciy4aeB HaOJIOAIOCh B TEUEHHE NEPBBIX 3 YacoB IOCJE IpHeMa Npelnapara, Iocie IpueMa
TIepBOii JI03B! MM ACCOLMMPOBAHBI C MEAUIIMHCKUMH NpoleRypaMH (3ab0p KpOBH, H3MEHEHHUS
TIOJIOKEHHS Tejla, M3MEPEHHe apTepUallbHOro JaBleHHs). IIpoapoMalibHbIe CHMIITOMBI 4acTo

IIPEIUIECTBOBAIM 00MOPOKY (cM.pazzen « Ocobvle ykazanusay).
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BosuukaoBeHne 0OMOpOKa, BO3MOXKHO, HPQAPOMAIBHBIE xGHMOTOMOBS [BaBHCHT, IO BCeH

BUJMMOCTH, OT JO3BI, YTO OBUIO IIPOJEMOHCTPHPOBAHO OoJiee BBICOKOM YacTOTOM HX
BOZHMKHOBEHMS Cpel MAHeHTOB, NPUHUMABIIUX IIPENapaT B KIMHHYECKHX HCCIIEIOBAHHUSIX
3 ¢a3bl B 103aX, BHIIIE PEKOMEHAYEMBIX. |

[Ipy IpOBEAEHHH KIMHMYECKUX HCCIENOBAaHMH MMENH MECTO COOOLIEHHS O BO3HMKHOBEHHH
opTocTaTHYecKkoif runoteHsuu (cM. paszaen «Ocobvie ykazanmusy). Hacrora BO3ZHMKHOBEHHUS
CHHKOIIE, XapaKTepU3YIOLIerocs MoTepedl CO3HAaHMS, B IpPOTrpaMMe KIMHHYECKOH pa3paboTKu

npenapara [Tpunumxu® BappupoBana B 3aBUCUMOCTH OT HCCIIEAY MO MOIYISIMH U HAXOAUIACH

- B auanasone ot 0,06% (30 mr) o 0,23% (60 mr) y muu, BKIIOYEHHBIX B (hazy 3 KIMHUYECKUX

1aie0OKOHTPONIUpYEeMBIX HMccnenoBanuii, u 1o 0,64% (Bce no3sl Bmecte) musd daser 1
HCCIIENOBAHU ¢ y4acTHeM 3I0pOBBIX J0OpoBoIbIeB Oe3 Hanungus 110.

Hpyrue 0co0BIe rPyIIbl NAIHEHTOBR

CrnenyeT coGIIOZAT: OCTOPOXHOCTH IPH IOBBIIEHHH 10361 10 60 Mr y TAIMEHTOB,
IPMHUMAIOIIMX CHIbHOAeHcTBYIomue HHruOuTopsl CYP2D6 mnm mpu NOBBILEHHMH 03I 10
60 Mr y manMeHTOB, MMEIOMKX reHoTun cnabepix MerabonusaropoB CYP2D6 (cMm. pasnens
«Ocobvle yxazanusy, «Bzaumooelicmeue ¢ Opyeumu JNeKAPCMEEHHLIMU CPEOCMEaMu» U
« DapmakoxuHemuray).

DddexTsl Ipy OTMEHE Ipenapara

Ilpu Buesamuoit ormese CHMO3C, ANMTENHHO NPHUMEHAEMBIX Ul JIEYEHHS XPOHHYECKHX
JIETIPECCUBHBIX PACCTPOMCTB, OTMEYAIUCH CIEIYIONINE CUMIITOMBL AUC(HOPHYECKOE COCTOSIHHE,
Pa3IpaKUTENHHOCTb, BO30OY)XAEHUE, TOJOBOKPYKEHHE, CEHCOpHBIE HapYIIEHUS (HAIpUMED,
IIapecTe3ust B BHIE OILYIIEHHS yAapa 3JIEKTPOTOKOM), TPEBOXKHOCTh, CIyTAHHOCTL CO3HAHMI,
ronoBHas 601k, JeTapris, SMOIMOHANBHAS Ta0UIbHOCTh, OECCOHHUIA U THIIOMAHUS.
Pe3ynpTaThl HCCIEOBaHMS 0€30IMacHOCTH IOKa3auu Oojee BBICOKYXO 4YacTOTy CHMIITOMOB
OTMEHBI B BUJE OECCOHHHIIBI M TOJIOBOKPY KEHHS JIETKOW 1 YMEPEHHOH CTENEHH TSDKECTH I10CIIE
OTMEHBI IIpenapara yepe3 62 1HS IpUMEHEHHUs.

Coo0111eHHE 0 IT0JI03PEBACMBIX HEXKENATEIbHBIX PEAKITHAX

HeobxomuM0 ¢000IIaTh O BO3HHUKHOBEHHMH IIPEANONAraeMbIX IIOOOYHBIX pEakKIUi, 4YTOOBI
KOHTPOJMPOBATh B3aUMOCBSA3b MEX/Y IOJIB30H M PUCKOM IPH HCIOIBE30BAHMM JIEKAPCTBEHHOIO
cpenctBa. Ecmu HabmomaioTcs MOOOYHBIE peaKlud, ONUCAHHBIE BbINe, IUO0 OHH Ooliee
cepbesHble, TUO0 ecny BBl 3aMETHIM Kakwe-TuOo apyrue nobounsle 3¢dexTsi, moxanyHcra,
HEMEUIEHHO coobIuTe 00 3TOM cBoeMy Bpauy. MeaunuHcKue paOOTHUKY JTOJDKHBI COOOIIATh O
moOBIX Cllydyasx IpeanoiaraeMblX ITOOOYHBIX peakluid uyepe3 HANMOHAIBHYIO CHCTEMY

dapmakoHazazopa.

16



Ly
I |

o1 03.02.20

Iepeno3upopka (Bxoamwmit M3 N24230978)

CryuaeB nepefo3upOBKH HE OIIMCAHO.

Ipuem npenapata [pumamxu® B 1o3e 10 240 mr (2 5o3sl o 120 Mr ¢ uBTEpBaNoM B 3 4aca) He
BBI3BIBAJ HEUPE/BUICHHBIX HEXENaTeNIbHBIX SBJIECHMH. B 1LenIoM, CUMITOMBI MEPETO3UPOBKH
CHO3C BKIIOYAIOT CEPOTOHUHEPIMUECKHUE DPEAKLMM, B TOM 4YHCJIe COHJIMBOCTD, KEITY IOUHO-
KMIIEYHbIE paccTpoiicTBa (TOIIHOTA, PBOTA), TaXUKApAWIO, TPEMOp, BO3OYXKIEHHE H
TOJIOBOKPYKEHHE.

[lpu mepeno3wpoBKe CileAyeT, B ClIydae HEOOXONMMOCTH, IIPOBOAUTE CTaHIAPTHYIO
TOEPIKUBAOILYIO Tepamnuo. [13-3a 3HAYNTENLHOrO CBA3BIBAHMA Ipenapara ¢ OeIKaMu IJ1a3Mbl
KpOBM M 0OJBIIOTO 0ObeMa pacHpeneleHus JaloKCeTHHa THIAPOXIopuaa (GOpCHpOBAHHEIA
JMypes, OHanu3, remomepdy3us M IepelMBaHAC KPOBH BpsiA JH OymayT 3¢QeKTHBHBL

Cpenu¢uyeckuil aHTUIOT HEU3BECTEH.

B3aumopeiicTBre ¢ APYrUMH JIEKAPCTBEHHBIMH CPEACTBAMH
DapmaxoouHamuyecKue 63aumooeticmeusn

Bo3MO)XHOE B3aUMOJICHCTBIE ¢ HHTHOUTOPAMHU MOHOAMMHOKCHJIa3b]

V mauuenros, mnonydyasmux ojaHoBpemesHo CHO3C u uMHruOMTOp MOHOAMUHOKCHIA3LI
(MAO-U), perucTpupoBaluCh CEpbE3HbIE HEXENaTeNbHbIE PEaKIMH, MHOrJAa C JeTaJbHBIM
HCXOI0M, B TOM YHCJI€ THIIEPTEPMHS, PUTHIHOCTb, MHUOKIJIOHYC, PacCTpOHCTBA BEre€TaTUBHOM
HEPBHOM CHCTEMBI ¢ BO3MOYKHBIM BO3HHKHOBEHHEM OBICTPHIX H3MEHEHHUH ITOKa3aTeNneH JXU3HEHHO
BAXHBIX (QYHKIHMHA OpraHu3Ma, a TaKkKe H3MEHEHHEe ICHXMYECKOTO COCTOSHHSA, B TOM YHCIE
CHIBHOE BO30YXIEHHME, IpOorpeccupyroniee A0 IETUpHsS MU KOMBL. OTH PEaKIHH TakKe
'HaGJIIONANMCH Y NALKMEHTOB, HemaBHO mpekpatusimux npueM CUO3C W HayaBIIMX JIEYCHHE
MAO-H. B HEKOTOPHIX CITydyasX CUMITOMBI HATIOMUHAIH 3JI0KAYECTBEHHBIH HEXPOIEITHYECKHUM
cuapom. auusle o coBmecTHoM npuMmeHeHuu CHO3C n MAO-U y XMBOTHBEIX IO3BOJIAIOT
IPEIIONOKUTD, UTO 3TH HpenapaThl MOT'YT CHHEPIMYECKH MOBHIIATL apTEPUAbHOE NaBICHHE H
BLI3BLIBATh  IOBeZeHYeckoe Bo30yxzaeHue. IloaToMy [amoOKCEeTHH HENb3s IPHHUMATH
onnoBpemenHo ¢ MAO-U u B TeueHue 14 nHel mocie mpekpalieHus UX NpuemMa. AHaJIOTHYHO,
MAO-U Henp3ss mpuHMMATh B TedeHHE 7 JOHEH IOciae MpeKpalleHHs NpUeMa JalloKCeTHHA
(cM. paznen «IIpomugonoxkazanusy).

Bo3MOxHOE B3aUMOACHCTBHE ¢ THOPUAA3UHOM

Tuopumasun ymuser uarepsain QTc, yTo compoBokaaeTcs JKelyI104KoBoi apurmuel. Takue

JIeKapCTBEHHBIE IIperapaThl Kak mpenapar IIpuimmxu®

, KOTOphle MHTHOMPYIOT U30QEepPMEHT
CYP2D6, mo Bceil BMAUMOCTH, HHTHOMpYIOT Meraboimu3Mm ThopuiasuHa. (Oxupaercs, 4To

BBI3bIBACMOEC 3THM IIOBBIIICHHUEC YPOBHA THOPHJA3UHA 6y1(e'r YCUJINBaTh YJJIMHEHUE UHTEPBAJIA
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QTc. JlanokceTuH HeJb3s INPUHUMATH OJHOBPEMEHHO C THOpHAasuHoM| ¥ [B-4€48H1e |14 nueit

TI0CITE IPEKpaLIeHns ero npueMa. AHaJIOTMYHO, THOPUAA3HH Hellb3s IPHHIMATE B TeUeHHE 7 JHEH
TocJe IpeKpaIleHus pHeMa TaoKceTHHa (CM. paszien «/Ipomusonoxasanusy).

JlexapcTBEHHBIE npenapaTLI/npenapaTm PACTHUTCIBHOI0 MPOHUCXOMJICHUA € CEPOTOHHHEPIH-

YeCcKUM JIEHCTBHEM

Kak u B cmyyae oIHOBPEMEHHOTO IIPUMEHEHHUS C APYTUMHU CI/IOQC, COBMECTHOE NIPUMEHEHHE C
JIeKapCTBEHHBIMH  IIpenapaTtamul/iperiapaTaMd  pacTUTEIBHOTO OPOMCXOXKICHAS  C
cepoToHUHepruyeckuM aercrtsueMm (Bxkmouas MAO-U, L-TpHHTO(baH, TPUITAaHbl, TPaMajaol,
muare3onng, CMO3C, nHrubuToph! 3axsata CEPOTOHMHA U HOPAJPEHAIMHA, JIMTHHA U IpenapaTh!
3Bepobost  (Hypericum perforatum)) MOXET MOBBIIATH YAacTOTY CEPOTOHMHEPIUYECKUX
HeXXeJaTeIbHbIX peakiui. J{amoxceTnH Henb3s npuHUMaTh oaHoBpeMeHHo ¢ apyrumu CHO3C,
MAO-U u ppyrumMu CepOTOHMHEPTHUECKMMHM IIpenapaTaMd M B TeueHHe 14 nHel mocre
IpEeKpalleHuss INPUMEHEHHSl O3THX [IperaparoB. AHAJOTWYHO, O5TH Ipenaparsl/Ipenaparsl
pacmT.enBHoro TIPOHCXOJK/ICHHS HETb3s NPUHEMATh B TeueHHe 7 MHEH IHocle IpeKpamieHHs
IpUMEHEHHUS JAlTOKCETHHA (CM. pa3lien «Hpomueonommywz»).

IIpenaparsl, neicreyromue Ha ITHC

[TpumeHeHHe JarnoKceTHHA OJHOBPEMEHHO C IpenapaTamu, aeictByromumuy Ha [ITHC (manpumep,
HIPOTHBOSITMICNTHYECKIE NpenapaTsl, AaHTHJIEIPECCAHThl, HEUPOIENTUKH, AaHKCHOIUTHKH,
CHOTBOPHBIE IpeNapaTsl C CEJATHBHBIM JeHCTBHEM) y IAlMEHTOB C IIPEXIEBPEMEHHOMH
DAKYJSAIMe He u3ydanochk. Il03TOMY pEeKOMEHIYETCs MpOSBIATE OCTOPOXKHOCTH MpPH
HEOOXO0JMMOCTH OJJHOBPEMEHHOI'O IPUMEHEHUS 3TUX IIPENnapaTos.

Dapmakokunemu1ecKue 63aUM00eUcmeun

Baugaue CcOBMECTHO IIPHHHMAEMBIX JICKAPCTBEHHBIX IperapaToB Ha (bhapMaKOKUHETHKY

JaltoKCETHHA

HcenenoBanus ¢ HCIONBG30BAHMEM MHKPOCOM EYEHH, NMOYEK M KHIIEYHMKA 4esIOBEKa in Vitro
IoKa3alM, YTO MJaloKCeTHH Merabonu3upyercs npeumymiectsenno CYP2D6, CYP3A4 u
¢naBuaMoHOOKCcHTeHa3old 1 (OMO1). CnenoBaTenbHO, HHTHOUTOPHI 3THX (EPMEHTOB MOIYT
YMEHBIIATh KIUPEHC JaNOKCETHHA.

Nurubutopsl CYP3A4

Cunvnvie uneubumopsr CYP3A4

[Ipuem xeroxonazona (200 mr 2 pa3a B cyTku B TeueHue 7) auedt yBenuuuBad Cmax 1 AUCo-o
(mtommagp MOA KPUBOH «KOHIIEHTpanusi-BpeMs» ) aanoxceTrHa (60 Mr oguokpaTHo) Ha 35% 1 99%
COOTBETCTBEHHO. C y4eTOM JOJIM HECBS3aHHOrO NAIOKCETHHA M Je3MeTHianokceTrHa, Crmax
aKTHBHOH (Qpakiuy B TPUCYTCTBHM CUNBHBIX MHrHOMTOpOoB CYP3A4 MOXET yBenuuMBaThCA

npuMepHo Ha 25%, a AUC MoxeT yaBauBatbest. O1o yBemmuerue Cmax 1 AUC akTHBHOH (pakiuu
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MOXeT OBITh 3HAUMTENbHO Ooliee BHIpAXEHG B CcyOmomybmsmm . naieHTos; ZH8 7 AMEIOmuX

¢yuxmonansHo axktuBHoro ¢epmenta CYP2D6, nampumep, y cnabpix MeTabonu3aTopoB
CYP2D6, a taxoke Mpy 0OJHOBPEMEHHOM IIpueMe CHIbHBIX HHruouTopos CYP2D6.

Takum 06pa3oM, NpPUMEHEHHE ANOKCETHHA OJHOBPEMEHHO C CHJBHBIMH HHIHOMTOpaMH
CYP3A4, wnanmpuMmep, KETOKOHA30J0M, MTPAaKOHA30JI0M, PHTOHABHUPOM, CAKBHHABMPOM,
TENUTPOMHLMHOM, He(a30q0OHOM, HeI(QHHABHPOM M aTa3aHABUPOM IIPOTHBONOKA32HO.
[peiindpyToBeiit cox Taxxke sBiasgercs MompbM uHruburopoM CYP3A4, nmostomy ciemyer
u36eraTh €ro npueMa B TeueHUe 24 JacoB, MpeIIECTBYIOIUX IpHeMy AallOKCETHHA (CM. paszien
«lIpomusonokazanuay).

Huzubumopvr CYP3A4 cpedneii gvipasicennocmu 0eticmeus

OmnoBpemenHoe npumeHenue ¢ uHruouropamu CYP3A4 cpenneil BRIpaXEHHOCTH JEHCTBHUS,
(HanpuMep,  SPUTPOMHIMHOM,  KIAPUTPOMHLMHOM,  (IIYKOHA30JI0M,  aMIIPEHaBHUPOM,
(ocaMnpeHaBUPOM, AaNpPENUTAHTOM, BEPalaMMIIOM, IWITHAa3€MOM), MOXKET 3HAYUTENLHO
YBEJIHYUTH CTENEHh CUCTEMHOTO BO3/IEHCTBHS AAOKCETHHA U Ie3METHIIAANOKCETHHA, 0COOEHHO
y IalMEeHTOB ¢ HU3KOM akTuBHOCTEI0 CYP2D6. IIpn npiMeHeHHH NaloKCETHHA B KOMOUHAIMH c
MOOBIM M3 OTHX JIEKQPCTBEHHBIX IIpenapaToB MaKCHMajlbHas 103a [IalloKCeTHHA MOJDKHA
coctaBiaTh 30 Mr (cM. pasgensl «Cnocob npumenenus u 003el», «Ocobvie ykazanuay). ITH JiBe
MepBl OTHOCATCS KO BCEM NALMEHTaM, KPOME TeX, KOTOpHIE [O pe3ylIsTaTaM TeHO- Ml
(eHOTUMUPOBAHYS OBUTH OTHECEHBI K IPYIIIe aKTUBHBIX MeTabonu3aropoB CYP2D6. I1anuenTam,
KOTOpBIE OTHOCSATCS K Tpymie akTHBHEIX MeTabonmsaropoB CYP2D6, mpu omHOBpEMEHHOM
IpHMEHEHUH JalloKceTHHA U cuibHOro uHrudburopa CYP3A4 pexomeHayercs MaKcUMalbHas
no3a 30mr. MM criemyer cobiitoiaTh OCTOPOXHOCTH IIPH OJHOBPEMEHHOM IIPUMEHEHHH
nanoxcetuHa B 1o3e 60 Mr u uaruouropa CYP3A4 cpensell BEIpaXXEHHOCTH JEHCTBHS.

Cunphlble naruburopel CYP2D6

[Ipumenenue Qayoxcernra B go3e 60 Mr/cyt B TeueHue 7 aHeHd yBemMuUBAIO Cmax # AUC)wo
(tutoImaapb MOA KPUBOW «KOHIIEHTpAUMsA-BpeMs») JanokceTuHa (60 mMr ogHoxpaTHo) Ha 50% u
88%, coorBeTcTBeHHO. C y4eTOM J[OJIM HECBA3aHHOIO AANOKCETHHA H [e3METHINANOKCETHHA,
Cmax aKTHBHO#M (Dpaxiuyl B IPUCYTCTBUM CUIIBHBIX HHTHOUTOPOB CYP2D6 MOXET yBeTMIMBaTLCA
npnMepHo Ha 50%, a AUC mMoxeT ynBanuBaThes. D70 yBenuueHne Crax 1 AUC akTuBHOM Qpakiiuu
GJIH3KO K OXHMIAaeMOMY Yy HaIlMEHTOB ¢ HHU3KOM akTuBHOCThI0 CYP2D6, 1 MOXXET NpHBOAUTL K
[OBBIIIEHUIO YACTOTBl H TSDKECTH JI0303aBHCHMBIX HEXEJATeNbHBIX peakuui (CM. pasjen

«Ocobbie yKa3anusy).
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Huruburtopsl dochomuscrepasnl S (PJI35) (Bxopswmi M3 N24230978)

TNanmentam, npuaumaroum uHrabutopsl PDES, He cexyer npuauMats npenapat [pummxu®

B CBA3H C BOSMOXHBIM CHIKEHHEM OpTOCTaTHYECKOH ycTOHUMBOCTH (cM. paszmen «Ocobuie
VKA3QHUALY).

B nepexpecTHOM HCCIE€OBaHHM OJHOKpATHOH [JO3bI Obula M3ydeHa (HapMaKOKMHETHKA
JIAIIOKCETHHA, NpHHUMaeMoro B nosze 60 mr omHoBpemeHHO ¢ Ttananadmiom (20 Mr) wiu
cunpeHadunoM (100 mr). Tapanadun He BusT Ha papMakOKUHETHKY farnokceTiHa. CaneHadun
BBI3BaJl HEOOJIBIINE U3MEHEHHUS (hapMaKkokuHETHKH fanokceTuHa: yBemumueHne AUC.» (Iomais
IOJ KpUBOH «KOHUEHTpauus-BpeMs») H Cmax (cooTBeTCTBEHHO Ha 22% U 4%), 4T0 CUMTaeTCs
KJIMHUYECKH He3HauynMMbIM. OHOBPEMEHHOE IIPUMEHEHHUE aNlOKCeTHHA ¢ HHrubuTopamu ®JID5
MOXET TNPUBOJMTH K OPTOCTATHYECKOH TUIOTEH3UH (cM. paszden «Ocobvie yKazauuay).
OddexTuBHOCTS U 6€30MaCHOCTH JANOKCETHHA Y TAIIUEHTOR C PEXICBPEMEHHOMN IAKYJISHEH U
BPEKTUNBHON TUCOYHKIMEH, OTHOBPEMEHHO IPHHUMAIOIINX JAMOKCETHH B HHrHbuTopst G193,
HE H3y4aluch.

Bnusgnve fanokceTHHa Ha OJHOBPEMEHHO IPHHUMAEMBIE JICKapCTBEHHEBIE NIPEnapaThl
Tamcynoszun

OnHOKpaTHBIM M MHOTOKpaTHBIM IpueM ganokcerwHa B jgo3ax 30 mr m 60 Mr mamueHTamH,
€KEHEBHO HOJy4YalOllMMH TaMCYJO3UH, HE MNpPUBOJMI K M3MEHEHMIO (hapMaKOKUHETHKH

IIOCJICOHETO. HpI/I 3TOM TaKX€ HE H3MEHsIACh 4aCTOTa OpTOCTaTH‘IeCKOﬁ THIIOTOHHUH, KOTOpas

onL1a OJJMHAKoBa IIpH NPHUEME TOJBKO TaMCyJIO3MHa H B KOM6I/IHaI_H/II/I TaMCyJioO3uHa C-

nanoxceTrHoM 30 Mr umu 60 mr. JlarmokceTHH clielyeT ¢ OCTOPOXKHOCTBIO Ha3HAYaTh ITalHEHTaM,
NPUHUMAIONIMM  anb(a-aIpeHOONOKaTOpbl, U3-3a IMOTCHIMAIBHO CHIDKEHHOM Yy  HHX
IIEPEHOCUMOCTH OPTOCTATUYECKON THIIOTOHUH (CM. paszen «Ocobbie ykazanusy).

IIpenapatsl, MeTabonusupyemsie CYP2D6

MHorokpatheii npueM nanokceTuHa (60 Mr/cyT B TedeHHe 6 [gHEH) C IOCIENYIOLMM
OIHOKpaTHEIM IIpreMoM 50 Mr ausunpamMuHa yBenuuuBal Cmax B AUC. (TUI0IMANE TOA KPUBOIL
«KOHILeHTpanus-Bpems») Ha 11% u 19%, coOTBETCTBEHHO, I10 CPABHEHMIO C IIPUEMOM OIHOTO
JesunpaMuHa. J[aloOKCeTHH MOXET aHaJIOTMYHO MOBBIIATH KOHIEHTPAIMIO B IIa3Me KpOBI/I 17§
Apyrux npenaparoB, metabomuzupyembix CYP2D6. Knunnueckas 3HaYHMOCTB 3TOTrO, CKOpee
BCETO0, HEBEJIMKA.

IIpenapatsl, MeTabommzupyemsie CYP3A4

MsuoroxparHslit npuem nanoxcetuna (60 Mr/cyT B Teyenue 6 nueit) ymenbiman AUC.o (Tutomanb
IIOX KpHUBOH «KOHLIEHTpalHsg-BpeMs») MuAazoiaMa (8 Mr ojaHOKpaTHO) npumepHo Ha 20%
(mnamazon ot -60% mo +18%). Kimuudeckas 3HaYUMOCTH 3TOrO SIBIEHHMS y OOJBIIMHCTBA

[IallMEHTOB, CKOpee Bcero, Hepenuka. OnHako moBbpimieHHe akTHBHOCTH CYP3A MoXeT MMeTh
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KIIMHMYECKOE 3HAYEHME Yy HEKOTOPBIX NMAlUCHTOB, OJHOBPEMEHHO IPUHIMAIIHXIHpenaparsl,

EPTHOMY OTUETY

MeTabonu3upyemsle B ocHOBHOM CYP3A u uMmeromue y3koe TepaneBTHYECKOE OKHO.

IIpenapatsl, Metabonuzupyemele CYP2C19

Mmuorokpatueii npueM ganoxcetuHa (60 Mr/cyTr B TedeHHMe 6 JHedt) He NPUBOIMI K
MHruOHpoBaHMIO MeTaboIM3Ma oMenpaszona (40 M ofHOKpaTHO). JlanoKCceTHH BPSII JIU BIIUSIET HA
bapmakoxuHeTHKY apyrux cyoctparos CYP2C19.

IIpenapatsl, MeTabonusupyemsle CYP2C9

MHuorokpaTssiii npueMm namokceruHa (60 Mr/cyr B TedeHue 6 [Hel) He BIMSAI Ha
dapmaxoxuneTuxy u QapmaxomuHamMuky riubeHkiamuna (5 Mr OZHOKpATHO). J[amOKCETHH
IPEINO0KUTENBHO HE BIMsET Ha (papMaKOKHHETHKY U Ipyrux cyocrparos CYP2C9.

Bap(bapm{ U JICKApCTBCHHBIC CPEACTBA, I/IHI‘H6I/IDVIOII.[H6 CBEPTHIBAEMOCTL __ KPOBH W/UIn

TPOMOOIMTAPHYIO DYHKIIHIO,

CeeneHuii B OTHOIUGHHM B3aUMOAEHCTBHMS IPH DPETySIPHOM IJHUTENBHOM OJHOBPEMEHHOM
NpAMEHEHNU BapdapuHa M JallOKCeTHHA HeT. PexoMenayercs coOmofaTe OCTOPOXKHOCTD MpH
Ha3HAYEHMM [AllOKCETMHA IIallMeHTaM, MJIUTENBHO NpHHHMaromuM BapdapuH (cM. paszern
«Ocobule ykasanuay). B uccnenopanuu GpapMakOKHHETUKH MHOTOKPATHBIN TIPHEM JIATIOKCETHHA
(60 mr/cyT B TeueHue 6 nHeit) He BIMSUI HA (hapMaKkOKUHETHKY 4 (hapmakouuamuky (ITB u MHO)
BapdapuHa (25 Mr oAHokparHo). OTMedYanuch Cllydad MaTOJNIOIHYECKUX KPOBOTEYEHMH MU
o,uHOBpeMeHHOM npumerenuy ¢ CUO3C (cm. paznen «Ocobvle ykazanusy).

JTaHoa

OnnoxpatHblii mpreM sTanona (0,5 r/Kr ui DpIMEPHO JIBE JO3BI) HE BIHST Ha PapMaKOKUHETHKY
nanokcetrHa (60 Mr oJIHOKpPATHO) ¥ Ha060poT. OJHAKO OJHOBPEMEHHEBIH IIpHEM nandxceTHHa "
3TaHONA YCUJMBAET COHJMBOCTh M 3HAUMUTENIBHO OCNAGsIeT OUTENLHOCTL IO COOCTBEHHON
OLICHKE TalueHToB. PapMaKoAMHAMAYECKUE U3MEPEHHs HAPYIIEHHH KOTHUTHBHOM (GyHKIIHH
(TecT Ha CKOPOCTH MU(GPOBOTO BHUMAHHS, TECT 3aMEHE! IM(POBEIX CUMBOJIOB) TAKXKE BBIIBUIHA
HaJU4Ue aJIATHBHOTO 3(pq)eKTa’ IpH OJAHOBPEMEHHOM IIPHMEHEHHH NAIlOKCETHHA M 3TaHOJA.
OnHOBpEeMEHHBIM INpUEM 3TaHONA M JANOKCETHHA YBEIHMYHBAET 4YacTOTYy M TSKECTh TaKMX
HeXENaTeNbHbIX pEakIui Kak TOJOBOKPYXEHHE, COHJIMBOCTh, 3aMEIJICHHE pedIIeKcoB,
U3MEHEHME cyxenuit. KoMOuHanus ankorons u JanoKCETHHA MOXKET YCHIIMBATh, CBSA3AHHBIE C
IPUEMOM AJIKOTOJI HEHPOKAPAWOrEHHBbIE HEXEJNATeIbHBIC DPEaKUWH, B YaCTHOCTH, YacTOTY
0O6MOpOKa, YTO MOBBIIAET PHUCK ClIydaiHOo# TpaBMbl. [losToMy mamueHntaMm ciemyeT

PCKOMEHAOBATH BO3ACPKATECA OT IIPUEMA aJIKOTOJIA B IIEPUOJ JICYCHUSA JAIIOKCETHHOM.
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OcoOble YKazanusi . B XOMALLLMIA M3 N24230978)

O01me pexoMeHaaAn

Ipenapar Hpunumxn® npejHasHaden TOIBKO VTS MYXKUMH C IPEXKIACBPEMEHHON dSKyIALHei,
YZLOBJIETBOPSIIOIINM BCEM KPUTEPHSIM, IEPEUHCIICHHBIM B pasaeine «IlokasaHus K IPUMEHEHHIO)
u «PapmaxkoaunamMukay. [Ipenapat [Tpunumxu® Hestb3st IPUMEHSTH MYKUMHAM, KOTOPEIM He ObLI
TNIOCTaBJICH JHArHO3 NMpPEKIEBPEMEHHON 2KyISIHMH. be3omacHOCTh mpuUMeHeHHs Ipenapara y
MY X4KH 0€3 IIpexKIeBPEMEHHOM Ky IISIIY HE YCTAHOBJIEHA, AAHHBIX O 3a[€PIKKE dAKYJIIHH HET.

pyrue BUJIbI CEKCYATIBHOM L[I/ICd)YHKm’IH

[lepen HavanoM JjiedeHHA NaUMEHTaM C APYTHMH BHIAMH IIOJIOBBIX PacCTPOMCTB, BKIIOYAs
9PEKTHUIIBHYIO UCHYHKIMIO, HEOOXOIMMO POBENEHHE TIIATEIBHOTO Bpa4eBGHOr0 06CIe[0BAHHS.
[Ipenapar Ilpumumxu® Henp3s NPUMEHATH y MYXYMH C SPeKTHIbHON muchynximeit (D),
MPHHAMAIONIIX HErH6uTOps PDES (CM. paznen «Bsaumodeticmeue ¢ Opy2umu 1eKapCcmeeHHbIMY
cpeocmeamuy).

OpTocTaTtHyeckas THIOTOHUS

ITepen HaYaIoM TEpalMy Bpay JOJDKEH IMIPOBECTH TIIATEIBHOE METUIMHCKOE 00C/IEeHOBAHUE,
BIJIIOYAs BBUSICHEHHE aHAMHE3a OPTOCTATHYECKHX COOBITHH, a TakXKe OpPTOCTATHYECKYIO MpoOy
(M3MepeHHe apTepHaIbHOTO NaBIEHHUS U YaCTOTHI CEPJIEYHBIX COKPAIIEHMH B TIOJ0KEHHHU CHAS U
cros). B ciyyae noaTBepxAEHHBIX WM NTPE/ITIOIaraeMbIX OPTOCTATHUECKHX PEAKIME B aHAMHe3e
crexyet u3beraTh Tepanuu npenaparoM [Ipummmku®.

B xIMHHYECKHX HCCIEOBAHUAX ONMCAHBI CIyYal OPTOCTAaTHYECKOM TMIOTOHMH. Bpau gomken
3apaHee IPOMH(OPMHUPOBATE ALMEHTA O TOM, YTO IIPH MOSIBICHUH BO3MOXHBIX IPOAPOMAIEHBIX
CHMIITOMOB, HallpUMEp, FOJIOBOKPYXXEHHsI cpa3y Iocjie BCTaBaHMS, CIEAYET HEMEIUICHHO JIeUb
TaK, YTOOB! I'0JI0BA OKa3anach HIKE TYJIOBHINA, UK CECTh, OIIYCTHB IOJIOBY MEXIy KOJEH, H
OCTaBaTHCS B 3TOH I103€ O MCUE3HOBEHH CUMIITOMOB. Bpay, BEIMCHIBAIOIIHIA IIpENapar, JOJDKEH
npouH(OpPMUpPOBATh MAIMEHTa O HEOOXOAUMOCTH H30€raTh pEe3KOro BCTABAHHA IIOCIHE
JUTITENBHOTO JISKAHUS HITH CHJICHHS.

CaMoyOHICTBO/CYUITMIATIBHEIE MBICTH

B KpaTKOCPOUYHBIX HCCJIC[OBAHUSX AHTHAECNPECCAHTEI, BKJIIOYAs CI/IO3C, II0 CPaBHEHMIO C
m1ane6o CUIbHEE NOBBIANY PUCK BOSHHKHOBEHMUS CYHIMIATBHBIX MBICIEH M CYMIMAAILHOCTD Y
J€TE U TMOAPOCTKOB C OOJNBIIMM AEIPECCHBHBIM PACCTPOMCTBOM H APYTHMH IICHXHYECKAMM
paccrpoiictBamu. IIpy NpPOBENEHHMM KPAaTKOCPOUHBIX MCCIENOBAHMN MOBBLIUIEHHE PUCKA
CYMIMIAIBHOCTH IPU IPUEME aHTUAEIIPECCAHTOB 110 CPABHEHHIO C IUTAIle00 Y B3POCIIBIX CTaplie
24 neT BRIABIEHO He OBLI0. B KinHMYecknx uccnenosanusx npenapara Ipmmamxu® m1s neyenus
NMPEXKACBPEMEHHON ISKYIALMA YETKUX JIAHHBIX O TIOSBICHHH CyHIMIANBHBIX MbICIel Ha (QoHe

neyenns, oueHeHHBIX no KomymbuiickoMy anroputmy kiaccubuKaiyy U OLEHKH CYHIMIA
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BBIIBJIEHO HE OBLIIO.

O6mopox

‘TlanuentaM cnexyer wu3berarb IOTEHLUMANbHO TPAaBMOOINACHBIX CHTYallMif, B YaCTHOCTH,
YIpaBIEeHHs TPaHCHOPTHBIMH CpPEACTBAMHM MHJIM MEXaHM3MaM{, B ClIyyae BO3HHUKHOBEHWUS
oOMOpOKa MM €ro MNpOAPOMAIBHBIX CHMITOMOB, TaKHX KaK TOJOBOKPYXXECHHE WM
npenoOMOpoUHOE COCTOSIHUE (CM. pasnen «llobounoe Oeticmeuey). Y NAIMEHTOB, MOJYYaBIIMX

npenapat [Tpummxu®

, 10 CPAaBHEHHIO C TallIeHTaMU, 10Ty YaBIUMH IU1anedo, Jyaiie 0TMEHAIMCh
OPOAPOMANbHBIE CHMITOMBI, B TOM WYHCJIE TOIIHOTA, TOJIOBOKpYXeHHE/ MpenoOMopouHoe
COCTOSIHUE M TIOBBIIIEHHOE IOTOOT/IEIEHHUE.

Habmopapmuecs B KIMHUYECKUX UCCIIEOBAHUSX CIyyan 0OMOpPOKa, OXapaKTepHU30BaHHbBIE KaK
NOTeps CO3HaHus, ¢ OpaJuKapIued HIH OCTAaHOBKOH CHHYCOBOTO Yy3ja y HAaUMEHTOB HpH
XOJITEPOBCKOM MOHHTOPUPOBAHMH, OBUIM OTHECEHBI Ha CYET Ba30BArajlbHOTO MPOUCXOXKACHHUS, U
GONBIIMHCTBO UX UMENHM MECTO B TE€UEHHE MEPBBIX 3 YACOB IIOCIIE NIPHEMA, ITOCIIE TIEPBOH HO3HI,
UM ke OBUTH acCOLMHMPOBAHbI C MEAUIUHCKUMU OOCIEI0BAHUAMMU B YCIOBHAX KIMHUKH (3200p
KPOBH, HM3MEHEHHS IIOJIOXKEHMS TeNla, W3MEPEHHE apTepualbHOro JaBjcHHsA). Bo3MoxHbIe
OpOAPOMaIbHbIE CUMIITOMBI, HalpUMep, TOIIHOTA, IOJIOBOKPY)XE€HHE, IperoOMOpOUHOE
COCTOSIHHME, ceplueOueHue, acTeHUs, CIIyTaHHOCTh CO3HAHMSI M IIOBBINIEHHOE MOTOOTIE/ICHHE
0o0BIYHO TaKXe HaOMojanuch B IEpBblE 3 dYaca MOCie IpHeMa I[pernapara H  HacTo
IpeamecTBOBaIN 00MOPOKY. IlaniueHTs! 10KHEL OBITH TPOMH(YOPMUPOBAHEI O TOM, YTO B IEPHOL
nedenus mnpenaparoM Ilpwmmmxu® B mo6oe BpeMs BO3MOXHO pa3BHTHS OOMOpOKa C
IpOAPOMATBHBIMM CHMIITOMaMH Wid 6e3 HuX. Bpad nomxeH npouH(GOpMUpOBaThH IAlMEHTa O
BA)XHOCTH JOCTaTOYHOH BOAHOM HArpy3kd ¥ O paclO3HABaHUHU NPOJPOMAIBHBIX MPHU3HAKOB U
CHMIITOMOB JJisl CHIDKEHUS! pHCKa CEPhe3HOM TPaBMbI IIPH BO3MOXHOM MAJACHHH H3-3a MOTEPU
co3Hanud. [lpu mosiBneHUH BO3MOXHBIX IMPOAPOMAILHBIX CHMIITOMOB MAIIMEHT Cpa3y HOJDKEH
ne4b TakK, yToObl TOJI0BA OKa3ajach HUKE TYJIOBHUINA, HIIH CECTh, OIIYCTHB T'OJIOBY MEXIy KOJICH,
W ocTaBaThcs B 9TOH 1036 JI0 MCYE3HOBEHMS CHMITOMOB. IIpu OOMOpOKE HIM APYTHX
HEXKEeJIaTeIbHBIX SIBICHUSX CO CTOPOHBI LEHTPallbHOM HEPBHOW CHCTEMBI MAalMEHTa CIIEIYET
IpeNYIPENUTh O HEOOXOAUMOCTH U30erarh NOTEHIMATLHO TPABMOONIACHBIX CHTYallii, BKIIOYAs
yIpaBjeHre aBTOMOOMIIEM U APYTHMH MEXaHHU3MaMH (CM. pa3fen « Bzaumooeiicmsue ¢ Opyzumu
JeKAPCMBEHHBIMU CPEOCIMBAMUY).

TTanmmeHTEI ¢ PHCKOM cEpASUYHO-COCYANCTHIX 3a00eBanuii

B xnuHMYECKHX HCCIETOBaHUAX IIpenapara (ba?:bl 3 He Y49aCTBOBAJIA MNAIUEHTBEI C CEPACYHO-
COCYIUCTBIMHA 3a0oJieBaHUSIMH. Y TIAIUEHTOB C OpraHn4Y€CKUMHA 3a00JIeBaHUSIMHU cepaua u

cocyioB (Harmpumep, T0KyMEHTHPOBaHHOM 00cTpyKIMel BBIOpoca KpOBH U3 CEp/ila, IOpaXKEHUEM
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KJIAlaHHOTO alIapaTa, CTEHO30M COHHOH apTepuH, aTepocKepo3oM)KOpoHapaesiisapTepun)

TIOBBIIIEH PUCK HEXEIATEIBHBIX CEPACUHO-COCY AUCTRIX IIOCHe,ZICTBHﬁ 06MOpOKOB (CCpI{C‘-IHOFO H
APyroro IIpOI/ICXO)I(IIeHI/ISI). O,[[HaKO, B HaCTOAUIEEC BpEMsa HEAOCTATOYHO MJaHHBIX I
ONPEACICHU, PACIIPOCTPAHAETCS JIM 3TOT PHUCK Ha BazOBaralbHbIN O6M0pOK yil'IaIlI/IeHTOB C
CEPACYHO-COCY AU CTHIMH 3a00JIeBaHUSMH.

[IpuMeHeHne ¢ HAPKOTHYESCKUMH CPEJICTBAMHU

HaHI/IeHTaM HE CICOAYCT IIpHHHMAaTh IIprapar HpI/IHI/IH)KH@) BMECTC C HAPKOTHYCCKHUMHU

cpeactBamu. OnHOBpPEMEHHBIHA IpreM mpenapata [Ipumamxu®

C HAPKOTUYECKHUMH CPEICTBAMH,
obnafanoumMu CEpOTOHUHEPTrUIECKON AaKTHBHOCTBIO, Harnpumep, KETaMHHOM,
Mmetunenauoxkcumeramperamuaom (MJIMA) u ausTuiaMuaoM Ju3eprianoBoil kuciotsl (JICI),
MOXXET NPHBOAUTH K IOTEHIMAIBHO CEPBE3HBIM PEaKLUAM, BKIIOYAs, HO HE OTpaHHYHBAsICh,
apUTMHEH, THIIEPTEPMHUEH U CEPOTOHUHOBBIM CHHAPoMoM. [Ipumenenue npenapara [Tpumamxu®
OJJHOBPEMEHHO C Ce/laTMBHBIMH CPE/ACTBAMH, HAIPUMEp, ONMHATaMH WM OEH30[HA3EIMHAMH,
MOJKET YCHJIMBATh COHJINBOCTD U [OJIOBOKPYKEHHE.

OTaHon |

[TanuentamM JOMKHO OBITH PEKOMEHJOBAaHO He NpHHUMATh npenapar [Ipumumku® BMmecTe ¢
AJIKOTOJIEM.

CoBMecTHOE TpuMeHenue npenapata Ipumumxu® ¢ aTKoroneM MOXKET YCHIUBATh ero JeHCTBHE
Ha LEHTPAIbHYIO HEPBHYIO cncTeMy, a TaKXe MOXET YCHJIUTh Takue HeHpoXapIuOTECHHBIC
HexenarensHele 3QQexTrl, Kak CHHKOIE, ITOBBIIAs TaKMM 00pa3oM PUCK CIIy4YalHOM TPaBMEL
[TosTomMy manuenTam cnenye’f PEKOMEHIOBATh BO3AEPXKATHCS OT HpHUeMa aJIKOTOJI B IEPUO.T
npuema npenapara Ipumumxu® « Bsaumodeiicmsue ¢ Opyeumu 1eKapcmeeHHbIMU CPEOCMBAMULY).
JIeKapCTBEHHBIE CPEACTBA C Ba30AMIATHPYIOITHMH CBOHCTBAMH

Ipenapar IMpumumxu® creyeT IPHMEHATH C OCTOPOKHOCTHIO NAIMEHTAM, [PHHHMAIOMIMM

JIEKapCTBEHHBIE IIpemaparbl ¢ Ba30AMJIATUPYIOUUMHU CBOMCTBAMH (Takde Kak aibda-
aZipeHOOJOKaTOpPEl M HUTpPaThl) B CBS3M C BO3MOXHBIM CHIDKEHHEM OpPTOCTATHYECKOH
TOJIEPAHTHOCTH (CM. pasfen. «Buusuue Ha CROCOBHOCHIL K YNpABIEHUIO MPAHCROPMHLIMU
cpedCcmeamuy 1 Opy2UMU MEXAHUIMAMUY).

Nuruduropsl CYP3A4 cpenneil BRIpOKEHHOCTH NEHCTBUS

Cnenyer cobmoznaTh OCTOPOXHOCTh IIpM Ha3HAuGHHM IIperapaTa NarueHTaM, IPHHUMAIOIIIM
uaruburopsl CYP3A4 cpenHel BBIpaXEHHOCTH JAEHCTBHS; 032 HE JOIDKHA NpeBhIuars 30 Mr
(cM. pasnens! «Cnocob npumenenus u 0o3vi» U «Bsaumodeiicmeue ¢ Opyzumu nexapcmeennblmu

cpeocmeamuy).
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Cupnple uarnéuTopsl CYP2D6 (Bxopawwmit M3 N24230978)

PeKOMEHIyeTcs MPOSIBISATH OCTOPOXKHOCTH TIPH TOBHIIIEHMM 10361 Tpenapara ITpumumxu® 1o
60 Mr y IalueHToB, ModydaroIuX cuibHele HHruduTopsl CYP2D6, nny npyu noBelIEHAH 10351
J0 60 M y maieHToB , MMEIOIIUX reHoTHH cnaboro mertadbonuzaropa CYP2D6, Tak kak npu 3ToM
MOXET TMOBBIIIATECS YPOBEHb CHCTEMHOrO BO3JEHCTBHS IIpernapara € COOTBETCTBYIOLIMM
YBEIMYCHHAECM 4YacCTOTBI H TXKECTH HO303aBHCHMBIX HEXEJIATCIIBHBIX SIBJICHH I (CM. paszacisl
«Cnocob npumenenus u 003vl», « B3aumooeticmsue ¢ Opy2umu 1eKapcmeeHHbIMU CPEOCMEAMUN U
« Dapmakonoeuyecxue c6oUcmea).

Maunnsg

Ipenapar Ipummmxu® Helb3s NpUHMMATh —TNAlMEHTAM, HMMEIONMM B AHAMHE3e
MaHUIO/TUIIOMAHHIO WA OHMIIOJIAPHOE DPACCTPOMCTBO, IPH IOSBJEHHM CHMITOMOB 3THX
3aboNeBaHMit IpUEM Ipenapara cleayeT IpeKpaTHTh.

Cynoporu

Us-3a cnocobnocty CHO3C cHmXaTh CyIOPOXHBIA MOPOT, cleayeT u3berarth Ha3HadeHMS
npenapata Ilpumumxu® manueHTaM ¢ HeCTaOWIIBHOM SNMIIEIICHEH, PH TOSBIEHMH CyA0POT
npenapar cieiyeT OTMEHHTh. 3a IallMeHTaMH C KOHTPOJIHMpPYeMOH 3muierncueit Tpebyercs
THIATENbHOE HAOMIOIEHHE.

TIpueM vy JeTel ¥ IoapoCcTKOB MoJioxke 18 jeT

penapar pumamxn® Hemnb3s DPUEMMATE HALMERTaM MoJIoXe 18 nerT.

ConyTcTBYIONIAN AEOPECCUs J/WJIM JICUXMYECKHE pacCcTporcTBa

Ilepen HadanoM JedeHus npenapatoM Ilpumummxu®, MyXUMHAM C HAIMYMEM IIPH3HAKOB U

CUMITOMOB JETIPECCHH CIEAYeT IpOBECTH OOCHeOBaHWE M HUCKIIOYCHUS HaIM4Usd
HEeMAarHOCTHPOBAHHBIX  JIEIPECCHBHBIX  paccTpoiictB. CoBMeCTHBI @OpueM Ipemapara
Ipunumxu® u agTuaenpeccanTos, Bkmodas CUO3C u CUO3CH, npOTHBondKasaH (cMm. paznen
«lIpomusonokaszanusy). llpepsiBaHue Jie4eHNs 10 IOBOAY UMEIONIEHCS AENPECCHH TN 4yBCTBA
TPEBOTH JUIS TOTO, YTOOHI HAYaTh pueM Ipenapata [Ipummxu® s Tepanuu 1o nosoxy 11D He
pexomenayercs. [Ipuem npenapara [Tpumumpxu® He ToKa3aH MPH IICHXMYECKAX HAPYIIEHUSX U HE
JOJDKEH MCIIONIB30BAThCS Y MYXKUYMH C TakMMH 3a00lieBaHUSMH, KaK IIM30(pEHUs, WA Y
HAlKEHTOB C COMYTCTBYIONIEH Ienpeccuei, Tak KaKk Helb3sl UCKITIOYHUTD yCYTyOJIeHHE CUMIITOMOB,
_ CBSI3aHHBIX C Jienpeccueil. DTO MOXET OBITh clIeCTBAEM (POHOBOTO IICHXHUYECKOTO paccTpoiicTea
WK CJIe[ICTBHEM IIpHEMa JIeKapCTBEHHOro IpemnapaTa. Bpad qomkeH peKoMeHJ0BaTh MallHeHTaM
B Jr000€ BpeMsi coo0IaTh O JIOOBIX NENPECCUBHBIX MBICISAX MM JyBCTBaX, H, €CIH SBJICHHUS U
CHMIITOMBI JEIIPECCHH PA3BUIIACH BO BpeMs JIeUeHHs, OpueM IpemapaTa Ilpmmamxu® cremyer

IPEKPATUTD.
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KpoBoteueHue : (Bxogmwmia M3 N24230978)

Ipu npumenerun CHO3C onmcadsl Ciydan KpOBOTEYEHHS. PeKOMEHIyeTcss HpOSBIATH
OCTOPOXKHOCTh IpH INPUMEHEHHH Ipenaparta IIpmmmmku® OXHOBPEMEHHO C IIpelapaTaMu,
BIMSIOIMMHA  Ha (yHKUMIO TpoMOOLMTOB (HAaNpUMep, ATHIHYHBIMH HEHpPOJENTHKAMH,
¢deHOTHA3MHAMY, ALETHICATUIIOBON KUCIOTOH, HECTEPOUIHBIMH IPOTHBOBOCIIAIUTEIEHBIMU
cpeactamu (HIIBC), anTtukoarynsaTaMu (Hanmpumep, BaphapuHOM)), a TaKKe y IAIUEHTOB C
KPOBOTCUCHUSIMHM MM HapyIIEHHEM CBEPTHIBAEMOCTH KpOBH B aHaMHe3e (CM. pasfen
«Bzaumooeiticmgue ¢ Opyeumu nexapcmeeHHbiMU CPeOCmEamuy).

Hapymwenue GyHKIME DOYEK

Ipenapar Ipumumku® He peKOMeHIyeTcs NPHHHMATh NMAIMEHTaM C THXKeNbIM HapyIeHHeM
(GYHKIMH IOYEK, NalfeHTaM ¢ YMEPEHHO BBIPAXXEHHBIM M JIETKUM HapyIIeHHeM: ()YHKIIUH [T0YeK
CIeyeT TpPOSBIATH OCTOPOXHOCTh (cM. pasgensl «Cnocob npumeHneHus u  003vly,
«Dapmaronozuieckue c6olicmeay). |
CuHIpOM OTMEHBI

Vimerorest nanubie 0 TOM, 410 peskas otMeHa CMO3C, uuTenbHO IPUMERSBIINXCS [T JIEYEHUs]
XPOHHYECKUX JCIPECCUBHBIX PacCTPONCTB, IMPUBOJMT K CIEAYIOIIUM CHMITOMAM: CHIKCHHE
HacTPOEHMUS, Pa3IpaKUTENBHOCTD, BO30YXK/ICHHE, TOJIOBOKPY KEHHE, HapyIEHHU
YyBCTBUTEIBHOCTH (HAIpUMep, [apecTe3dss B BUAEC OLIYIIEHHS yAapa OIEKTPOTOKOM),
TPEBOXHOCTb, CI[yTAHHOCTh CO3HAHMs, TOJIOBHAs 0O0Jib, COHJMBOCTH, SMOIMOHAIBHASL
HecTabUIbHOCT, OECCOHHUIA, THIIOMAaHMS.

B nmBoitHOM ciemoM KIMHMYECKOM HCcienoBaHHM Yy jul ¢ [1D, mpoBeieHHOM A OLEHKH
CHHIpOMa OTMEHBI Hocie Ipuema npernapara [Ipumumxu® B mose 60 Mr B TeueHHe 62 nHeit
€XEeIHEBHO WJIM NpH NMOTPeOHOCTH, Yy JHI, MEPEeBEJEHHBIX Ha Mjanebo IMocie eXeXHEBHOro
npreMa Ipenapara IPOSBUIACH YMEPEHHBIE CHUMIITOMBEI B BHAE HEOOJBIIOrO IOBBIMICHUS
YaCTOTHI OECCOHHUIILI U TOJIOBOKPYXKEeHUS (CM. pasznen « Papmaxonozuveckue ceocmea).

Hapynienus co cTOpoHbl opraHa 3peHHs

Ha done npumenenns npemapara [pumamxu®

OTMeYaluch Takue 3 (HEKThI CO CTOPOHBI OpraHa
3peHHs KaK Muipuas W 6oib B riasax. Ilpemapar Ilpmmmmku® crefyer npuMeHsiTh ¢
OCTOPOXKHOCTBIO Y TAlMEHTOB C MOBBIIIEHHBIM BHYTPUIJIA3HBIM [ABJICHHEM HIIH C PHUCKOM
Pa3BUTHS 3aKPHITOYTOJIbHOM IJIayKOMEI.

HenepeHoCHMOCTE JIAKTO3BI

IHaumentam ¢ PEAKUMHU HACICACTBCHHBIMHU 3a6OJIeBaHH$IMPI, TaKUMH KaK HCIICPEHOCHUMOCTDL
rajlakTo3hbI, O6Hla$I HEAOCTAaTOYHOCTDh JIAKTa3bl U TIJIIOKO30-TaJIaKTO3Hast Manba6cop6unx, HE

clieflyeT IpUHUMATh AaHHBIN Npemnapar.
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JlaHHBIA NTEKapCTBEHHBIH Npenapar CoAepXUT Menee 1 MMmonk HaTpus: (23 M) B 1)1a6neTke, TO

COOTBETCTBYET 3KCNEPTHOMY OTYETY

€CTh IPAKTUYECKN HE COACPXKHUT HATPUA.

BiausiHue Ha. cnoco0HOCTL K YNPABJIEHHI0 TPAHCIOPTHBIMM CPeICTBAMH H JAPYTHMH
MeXaHH3MAMH

Ipenapar pumamxu®

OKa3bIBaeT HE3HAUMTENFHOE WIH YMEPEHHOE BIIHSIHUE Ha CITOCOOHOCTH K
YIIPaBICHUIO TPAaHCHOPTHBIMHM CPEACTBaMM M OOCIYyXHUBaHUIO MeXaHM3MOB. [Ipu mpoBeneHHH
KIMHUYECKUX KUCIIBITAHUH Y JIHI], HONYYaBIIAX JAMOKCETHH UMEIHM MECTO COOOIIEHHS O CIIydasx
TOJIOBOKPYIKEHHUs1, HAPYIIEHHUS BHUMAHHs, 00MOpOKa, HeYeTKOCTH 3pesusi, COHMMBOCTH. Crrenyer
IpENyNpeuTh NAalMeHTa O HEOOXOMMMOCTM HM30erarh CUTyaluid, NPH KOTOPHIX BO3MOXKHO
IIOJlyYeHHEe TpPaBMbl, BKJIIOYas yIpaBleHHE TPAHCIOPTHBIMH CPEACTBAMH H 0OCITYy>KMBaHHE
MexaHu3MoB. OIBOBpEeMEHHOE YIOTpEeONICHHE aNKOTOJIl M [AlOKCETHHA MOXET YCHIIMBAThH
CBSI3aHHBIE C AJIKOT0JIEM HEMPOKOTHUTHBHbIE 3 ()EKTHI U MOXKET TAKKE [OBBIILIATH PUCK PA3BATHS
HeHpoKapMOreHHBIX HEXeNaTebHBIX SBICHUM, TaKUX Kak 0OMOpPOK, 4TO, B CBOIO OYEpe/b,
YBEJIMUMBAET TPAaBMOONIaCHOCTh. TakuM 00pa3oM, IallMeHTaM ClelyeT peKOMEHI0BaTh n3berath
ONHOBPEMEHHOTO  yMOTPEOIEHNs aIKOroNs Mpd TNpPUMEHEHMHM mpemapata Ipummmxu®

(cM. paspensl «Ocobvie ykazanuay WM «Bsaumooeticmeue c Opyeumu nexapcmeeHHbIMU

cpedcmeamuy).

®opma BbINycKa
TabneTku, NOKPLITHIE IUIEHOUHOM 06010uK0it, 30 Mr, 60 M.
ITo 3 wmm 6 Tabnerox B 6mucrep u3 [IBX/TID/TIBX/dobra amoMiuHAEBas.

ITo 1 6aKcTEpy C HHCTPYKIHMEH IO IPMMEHEHHIO IIpenapara B KapTOHHOM IayKe.

YcenoBust xpanenust
[Tpu Temnepatype He Boie 25 °C.

XpaHuTh B HEJOCTYIIHOM /IS AeTeil MecTe.
Cpoxk rogsocTa
3 rona.

He ncnons30BaTh nocie HCTEUEHUS CpOKa rofHOCTH.

YcaoBus 0THyCKa U3 anTeK

o penenry.
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COQTBETCTBYET 2KCNEPTHOMY OTYETY

Menapunu — ®on Xeiinen I'm6X, 'epmanus
Jetinuurep Ultpacce 7-13
01097 Ope3nen

I'epmanusg

Opranusanusi, IpUHAMAIONIAs NPETEH3UH OTPedHTeeli:

00O «bepmun-Xemu/A. Menapunuy», Poccus

123112, r. Mockaa, IIpecuenckas Habepexuas, nom 10, BLI «bamus na HaGepexsoii», Biok B.
Ten. (495) 785-01-00, paxc (495) 785-01-01. | '
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PyxoBoauTe b OTAENA PETUCTPALMH M IPETEH3H Xapuenko H.b.

M3 PO
IKCTIEPTHBII OTYET
AENCTBUTEJIEH A1l JAHHOM
BEPCHHM JIOKYMEHTA
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