MHWHUCTEPCTBO 3/IPABOOXPAHEHIMSI POCCUMCKOW ®EIEPAITN

MHCTPYKLMA
10 MEJJUITUHCKOMY TTPUMEHEHHWIO JIEKAPCTBEHHOI'O ITPETIAPATA

JIATIOKCETHH-C3

Perucrpauuonubiii Homep:

Toprosoe naumenosaunue: Jlanoxcetun-C3

MexkayHapoaHoe HeNaTeHTOBAHHOE HAHMEHOBAHHUE: 1allOKCETHH
JlekapcTBenHas ¢opma: TabIeTKH, TOKPBIThIE MIIEHOUHON 000/10UKOM

Cocras:

| TabneTka, MOKpHITas MIEHOYHOU 000I0UYKO#M, COACPKHUT:

do3uposka 30 me:

oelicmeylowee geujecmeo: NANOKCEeTHHA THAPOXIOPUI — 33,6 Mr

(B mepecyete Ha ganokceTHH) — 30 Mr;

gcnomozamelbHble sewecmsa (10po): NaKkTo3sl MOHOTHAPAT (caxap MOJOYHBIN) —
44,0 wMr; KpockapMmessosa Hatpus (npumennoza) — 4,0 Mr, unemwnosnosa
MUKpokpuctamnrueckas 102 — 14,9 mr, kpeMHUS TUOKCH KOJJTOUAHBIN (a3pOCKi)

— 2,5 mr, Mmaruug creapar — 1,0 Mr;

ecnomozamenvhole seujecmsea (obonouka): 3 wmr (runpomesioza — 1,64 wmr;
nonucopdar-80 (TBuH-80) — 0,46 mr; Tanek — 0,46 mr; turana auokeua E 171 —
0,31 mr; kpacurens xene3a okeu xentsid E 172 — 0,13 mr)

dosuposka 60 _me:

oelicmeyroujee seujecmeo: TarnoKCeTUHa THAPOXIopua — 67,2 Mr

(B mepecuyeTe Ha AanokceTHH) — 60 mr;

scnomozamenvivle seujecmsa (10po): NakTo3bl MOHOTHAPAT (caxap MOJOYHBIH) —
88,0 Mr; kpockapmeiiosa HaTpusa (mpumeruiosa) — 8,0 wMr, memtonosa
MHUKpokpucTasnudeckas 102 — 29,8 mr, kpeMHUs IMOKCHIT KOJUTOUAHBIN (23pOCcKi)

— 5,0 Mr, maruus creapar — 2,0 mr ;

gcnomozamenvrele eewecmsea (obonrouka): 6 Mr (runpomemnnoza — 3,28 wMr;
noiucopbar-80 (TBuH-80) — 0,92 mr; Tanek — 0,92 mr; turana auokcua E 171 —
0,62 mr; kpacuTens xesne3a okcu kentoiid E 172 — 0,26 mr)

Onucanue

TabneTku, MOKpbIThIE TJIEHOYHOH O00OJOYKOW OT CBETJIO-KEJITOrO JIO IKEITOro
[1BeTa, KpyIible, ABOAKOBBINMyKJIble. Ha momepeyHom paspese sapo TabneTku
OEJIOro MIIM TTOYTH OeJIoro 1Bera.

(I)apmaKOTepaneBanecKaﬂ rpynmna: cCpcIacTBo JICHCHUA npemneapemeﬂuoﬁ
ISIKYISIOUH



Koa ATX: G04BX14

Papmako/IOrHYecKHe CBOHCTBA

DapmMaKkoOuHamuKa

JIarmoKCeTHH TIpeICTaBIseT COOOM MOIIHBIN CeNeKTHUBHBIH MHTHOUTOP 0OpaTHOrO
3axBara ceporonuHa (CHMO3C) ¢ KoOHIeHTpauue:d IMOIyMaKCHMalIbHOIO
unrubuposanug (IC50) 1,12 uM, MerabonausupyrouMicas B OpraHusme 10
OCHOBHBIX MeTabonutoB — JaesmetwiaanokceruHa (IC50 < 1,0 BM) wu
aunesmerunganokceruda (IC50 = 2,0 vM), B paBHOH CTENeHM HIM MEHeEe
akTUBHBIX (HanokceTuH-N-okcua (IC50= 282 aM)).

MexaHu3M JeHCTBUS JANOKCETHHA NP NPEKIEBPEMEHHON 3SIKYIISAIMHA CBS3aH C
TOPMOKEHHEM OOpaTHOro 3axBaTa CEpOTOHHMHA HEHWPOHAMH C IMOC/IEAYHOLIHM
YCUJIEHHEM JIeWCTBMS HEHpoMeauaTtopa Ha IIpe- M IMOCTCHHANTHYCCKHUE
peLenTopEl.

MexaHu3Mm ISKyIALUHHA pPeryjupyercs B OCHOBHOM CHMIIATHYECKOW HEpPBHOMU
cucTeMOH. Y KpbIC TOCTTaHITIMOHAPHbIE CHUMIIATHYECKHE HEpPBHBIC BOJIOKHA
UHHEPBUPYIOT CEMEHHbIE IMYy3bIPbKH, CEMSIBBIHOCSIIHNA MPOTOK, MPEACTATEIbHYIO
JKelesy, MBI ypeTpsl M WIeHKH MO4YeBOro Iy3blps, BbI3bIBas HX
CKOOPJMHUPOBAHHOE COKpallleHWe /Ui JOCTHXKEHHS 3SKyIsauuu. JlanokceTuH
BIMSET Ha pedexkc JKyJISLMU Ha CyNpacluHaIbHOM YPOBHE B JaTepalibHbIX
MaparuraHTOKICTOYHBIX sIpaX, yBEJIWYMBas JIATCHTHBIH MEepUOd U yMEHbLlas
JUTUTEIbHOCTh  pe(IeKTOPHOM  UMITyJIbCAllMd  MOTOHEHPOHOB  TaHIJIMEB
npoMexHocTH.  CTUMyn,  3alyCKAlOLMH  DAKYJIALHMIO, TEHEpPUpYyeTcs B
CIIMHHOMO3TOBOM pe(IeKTOPHOM LIEHTPE, KOTOPBIH Yepe3 CTBOJI FOJIOBHOTO MO3ra
KOHTPOJIUPYETCSE ~ HECKOJbKMMH  si[paMM  TOJIOBHOTO  MO3ra, B  YHUCIe
IPEONTHYECKUM U [1apaBEeHTPUKYIIAPHBIM.

Dapmakokunemurka

BcacbiBanue

JlanokceTHH OBICTPO BCachIBaeTCsl, ¥ MaKCHMalbHas KOHILEHTpaLUs B IUIa3Me
kpoBu (Cmax) pgocturaercs uyepe3 1-2 yaca mnocie Ipuema npernapara.
AbcomoTHas 6uonoctynHocTh paBHa 42 % (aunanaszoH 15 — 76 %) u sKCno3uuus
(AUC u Cmax) yBeIHYMBaETCs IMPOTOPIHOHAIBHO 03¢ B HHTepBase oT 30 mr 10
60 wmr. Ilociie MHOrokpatHoro nepopaibHoro npuema AUC pnamokceTuHa W ero
AaKTHBHOI'O MeTabOoIMTa Je3MeTHIIIalIOKCEeTHHA YBeIMYrBaeTcs npuMepHo Ha 50 %o
no cpaBHeHH0 co 3HayeHussMu AUC nocie 0JHOKpaTHOro rnpuema.

[Ipuem xupHoi nuim ymepeHHo ymenbliaer Cmax nanokcetusa (a 10 %) u Ha
12 % ysenuuuBaer AUC (ruiomaab noj KpUBOH «KOHLEHTPALMs-BpeMsi») U BpeMs
NOCTHXKEHUS MAKCHMaJIbHOW KOHLEHTpAalMM B IUIa3Me KPOBH. DTH HM3MEHEHHS
KJIMHUYeCKH He 3Hauyumbl. [lpemapar JlanokcetuH-C3 MOXXHO TpHHUMATh
HE3aBUCUMO OT IpHeMa MUILH.

Pacnpenenenue
Bonee 99 % panokceTHHa CBA3BIBACTCA ¢ OeJNKaMM IJIa3MbI in Vitro. AKTHBHBIH

MeTaboJIUT — JE3METHUIIIAOKCETUH — CBA3BIBACTCs C OelKaMH T1a3Mbl KpOBH Ha
2




98,5 %. JlarnokceTuH pacripezessieTcs 0 OpraHu3My CO CPEIHHM PaBHOBECHBIM
obbeMoM pacnpeeneHus 162 1.

Metabonu3m

Wccnenosanus in Vvitro  MO3BOJISIIOT — OPEAINOJIOKHTE, YTO  JIAITOKCETHH
MeTaboIM3UpYyeTCsi MHOTHMH (pepMEHTaMH IeueHd U nouek, ocobenno CYP2D6,
CYP3A4 w ¢uasunconepkamieifi MoHookcureHason (PMO1) mnouexk. B
KIMHMYECKOM MCC/IEJJOBAHHM, B XOJ€ KOTOPOro H3ydajcss MeTadoJIH3M
4C-nanokceTHa, JanoKCeTHH TOCJHE  MEpOpalbHOrO  NpHEMa  aKTUBHO
MeTaboIM3upoBalici B OCHOBHOM myteM N-okucieHus, N-IeMETHIHPOBaHHA,
THAPOKCHIMPOBAHUS  HAQTOIrpyMNIbl, T[IIOKYPOHH3ALMH W [PUCOEIMHEHHUS
cynborpynnel. Ilocne nepopanbHOro mnpuema OOHapyXeHBl — MPU3HAKHU
npecucteMHoro merabonmsma B nedeHH. OCHOBHBIMH — KOMIIOHEHTaMH,
LMPKYJIHUPYIOLMMHY B TUla3Me KpOBH, ObUIM MHTaKTHBIA JANOKCETHH H
nanokceTuH-N-okcua. B uccrenoBaHusax in vitro oOHapykeHO, 4TO JarnoKCeTHH-
N-okcua HeaktuBeH. Kpome Ttoro, oOHapyKHBaJIHCh AE€3METHINAINOKCETHH H
JIMJIE3METHIIJIANIOKCETHH B KojMvecTBe MeHee 3 % or ofiiero KoJM4ecTsa
LHUPKYIUPYIOIMX MeTa0OoJMTOB JaloKceTHHa. B wuccienoBaHuu in  vitro
YCTAHOBJIEHO, YTO Je3METHJIJANOKCeTMH IO AaKTUBHOCTH COIIOCTaBHUM €
JTATIOKCETHHOM, a JI/Ie3METHIIJIAIIOKCETHH NPUMEPHO B 2 pa3a MeHee aKTHBEH, YeM
panoxkcetuH. Dkeno3uuus (AUC u Cmax) HEeCBSI3aHHOIO JIe3METHIIIallOKCeTHHA
coctaBisana 50 % u 23 % oT HeCBA3aHHOIO JANOKCETHHA COOTBETCTBEHHO.
BeiBesienue

MeTaboauThl JanOKCeTHHA BBIBOASATCS B OCHOBHOM IOYKaMH B BH/I€ KOHBIOIATOB.
JlamokceTMH B HEW3MEHHOM BHJe B Moue He oOHapyxkusaercs. [locne
MEepOpaJbHOr0 IpHeMa HavyajlbHBIH (JMCIO3MLIMOHHBIN) MEepHO]| MOJYBbIBEICHU
NaTIOKCeTHHA COCTaBIseT NpUOIM3UTENbHO 1,5 4, ypOoBEeHb B IIa3Me COCTaBJIAET
MeHee 5 % OT NMUKOBOHM KOHLEHTpaUMH 4depe3 24 4 rocie npueMa, a KOHEUHBIH
MepUoJ TMOJTyBbIBe/IeHUs] cocTaBisieT okono 19 u. [lpu exenHeBHOM IMpueMe
MEepUOJ KOHEYHOIO IIOJYBBIBEJEHUS COCTABIAET NpUMepHO 19 yacos.
PapMaKOKHMHETHKA JaMOKCeTHHA Y 0COOBIX MOMYJISAUUI NallHeHTOB

Paca

OpnHOKpaTHBIM mHpueM nanokceTuHa B ao03¢ 60 Mr He BBISBHII CTaTHCTHYECKH
JIOCTOBEPHOr0 pas3jinyusi MoKazareseid y MpejcTaBUTENIed €BPOTICOMIHON paCHI,
HErpoOMIHOM packl, TaTHHOAMEPHKAHLIEB U NPEACTAaBUTEIEH MOHIOJIOUIHON PachI.
CpaBHenue (apMaKOKWHETHKH [allOKCeTHHA y TNpeJCTaBUTeNeH eBpOINeOHIHON
pacbl U ANOHLEB Nnoka3zano Oosee Boicokue 3HadyeHus Cmax u AUC y nocneanux
(ma 10-20 %) u3-3a MeHblIeH Macchl Tena. bosee BHICOKHH YPOBEHb CUCTEMHOIO
BO3JCHCTBHA BpPsA JM BBI3BIBACT 3HAYMMOE pa3iuyue KIMHU4YecKoro sddexra.
[Toxuible naureHTsl (65 et u crapiie)

AHanu3 UccIeloBaHUS KIMHUYECKOW (apMakoJIOTHH C OJJHOKPATHBIM IIPHEMOM
JanokceTuHa B Jo3e 60 Mr He BBIABHJI CYLIECTBEHHOrO pas3iIMyus IOKa3arese
papmakokuHetrku (Cmax, AUCy., Tmax) y 340pOBBIX MOXHIBIX MYXUYHUH H
3/I0pPOBBIX MYKYHH 00J1€€ MOJI0J0r0 BO3pacra.

Y nauueHToB ¢ HapyleHHeM (QYHKIMH MTOYeK

Yerkoro ysenuuenuss AUC parnokceTuHa Ipy CHHKEHUM (YHKIUH TOYEK
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BeIsiBJIEHO He Obu10. AUC namokceTdHa Y IMALMEHTOB C TSIKENIBIM HapyIICHHEM
(GyHKIMH noYeK Oblia IPUMEPHO B 2 pa3a BBIIIE, YeM Y MAlMEHTOB ¢ HOpMallbHOM
¢GyHkuped noyek. JlaHHBIe O MPUMEHEHHM Ipenapara y MalUeHTOB C TAXKeIbIM
HapylleHHeM (YHKLIHM TOYEeK OrpaHMYEHbl. Y MALUEHTOB, HYX/IAIOIIUXCS B
remMoauanuse, GapMaKOKMHETHKA JallOKCETHHA He H3yJallach.

Y nanueHTOB ¢ HapylleHHeM QYHKIUH NeYeHH

Y [alMeHTOB ¢ MEeYEHOYHOM HeJ0CTaTOYHOCTBIO Jlerkod crenenn Cmax
HECBSI3aHHOT'O JanoKceTHHa cHmxkaigach Ha 28 %, AUC He m3meHsnack. Cmax u
AUC axrtuBHOM (pakuuu (CyMMa HeCBA3aHHBIX (pakuui JarnoKceTHHa |
Ae3MeTHanokceTiHa) cHwkammcs Ha 30 % w5 %, COOTBETCTBEHHO. Y
MalMeHTOB C MEYEHOYHON HEJIOCTATOYHOCTBIO cpejiHel crereHH TskecTH Cmax
HECBA3aHHOTO JAMOKCeTHHA 00BIYHO He M3MeHseTes (CHIKaeTcs B npenenax 3 %),
AUC vyeenuuuBaercs Ha 66 %. Cmax HecBsi3aHHOW aKTHBHOH (pakuuu
nanokceruHa Obiia Hem3smenHa, a AUC— yBennueHa B 2 pasa.

Y nNauMeHToB ¢ I€YE€HOYHOH HeJ0CTAaTOYHOCTBIO Tskenod crenmeHd Cmax
HECBS3aHHOTO JarnoKceTHHa Oblna cHukeHa Ha 42 %, a AUC HecBsS3aHHOrO
JanokceTrHa Obuia yBenndeHa mpuMepHo Ha 223 %. Cmax u AUC akTHBHOH
(bpakuMy U3MEHAITHCH 110100HBIM 00pa3oM.

[Tonumopduzm CYP2D6

KoHueHTpaums HanokceTHHa B IUIa3Me KPOBM I10C/I€ OJHOKPATHOTO IpHeMa
npenapara Jlanokcetun-C3 B 03e 60 Mr y nanyeHTOB ¢ HHU3KOH aKTHBHOCTBIO
CYP2D6 GbLia BelllIe, 4eM y MalMeHTOB ¢ BbICOKOH akTUBHOCTHIO CYP2D6 (Cmax
npumepio Ha 31 %, AUCj.. — npumepHo Ha 36 %). Ananormuno, Cmax
Je3METUIIIANIOKCETHHA Y TalueHToB ¢ HHU3KoM aktuBHOCTEIO CYP2D6 Oblna
yBenuueHa Ha 98 %, a AUCy.. —Ha 161 %. Cmax akTuBHbIH (pakiuu npenapara
JlanokcetuH-C3 nosbieHa npuMepHo Ha 46 %, a AUC — npumepHo Ha 90 %. Do
YBEJMYEHHE MOXET COMNPOBOXKIATHCS MOBBIIIEHHOW 4YacTOTOH M TAKECTBIO
I0303aBUCHUMBIX HeXejaTelabHBIX ABIeHWH. [lpy npumenenuu npenapara
Jlarokcernn-C3 y nanueHToB ¢ HU3Koi akTHBHOCTEIO CYP2D6 ocoboe BHUMaHHe
cienyer oOpaTUTh Ha 0€30MacHOCTh NMPH OJHOBPEMEHHOM MPUEMEHEHHMH JIPYTHX
JIEKapCTBEHHBIX MPENaparoB, KOTOpPble MOIYT MHIHOMpOBaTH MeTadoJH3M
nanokcetuHa, TakuxX, kak wuHruOutopel CYP3A4 cpenHeil BBIpaKEHHOCTH
NEHCTBUS U CHIIbHBbIe HHTHOUTOpBI CYP3A4.

[loka3aHusi K NPHMEHEHHIO
[Tpenapat [anmokcetun-C3 mnpeaHazHaueH Jyis JIeUeHHs [pPEXIEBPEMEHHOM
IAKYJISLMHE Y MYXYHMH B Bo3pacTe oT 18 1o 64 ner.
[Tpenapat /lanmokcetuH-C3 MOXHO MPUMEHATH TOJIBKO Yy  IALMEHTOB,
COOTBETCTBYIOLIMX CIEAYIOLUM KPUTEPUSIM:
® WHTpaBaruHajibHOE BpeMsl 3a/iepKku dsikyssiunu (MBB33) < 2 MunyT;
® [IOCTOSIHHO WJIM PeryJisipHO BO3HUKAIOIIAsl 3KYJISALHS 110C/Ie MUHUMAIBHOH
CEKCyaJIbHOM CTUMYJIALMHU Iepel, BO BpeMs, WM BCKOpE IMOCJIE I0JIOBOr0
MPOHUKHOBEHMS, M HACTYTIAIOIIAsi PaHbIIIE JKEJIaeMOro IalHeHTOM MOMEHTA,
® BbLIPAKEHHBIH JTMYHOCTHBIM JAUCTPECC WM 3aTPYAHEHHs B MEKIHYHOCTHBIX
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OTHOILEHHSAX BCIIEJCTBUE NPEXKIAEBPEMEHHOM IAKY AU,
e Ci1a0blif KOHTPOJIb 3SAKYIISIIUH;
® HACTyIUIEHHE TPEX/JIEBPEMEHHOH JKYISIUAH B OOJBLIMHCTBE IOIBITOK
OCYILIECTBJICHHUS MTOJIOBOIO aKTa 3a I0c/e/HHe 6 MecsIEeB.
Ilpenapar [lanokcetuH-C3 creayeT MPUMEHATh TOJNBKO B PEXUME IpHeMa Io
MOTpeGHOCTH [Iepej MpeanoiaraeMoil cekcyallbHOH akTHBHOCTBIO. [Ipemapat
Jlanokcetun-C3 He OO/DKEH MPUMEHSThCS S 3aJePXKKH IAKYJALNN Yy MYKYHH,
HE MMEIOIIMX TMOATBEPKJACHHOTO AHarHo3a NpexaeBpeMEeHHON Ky IALIHH.

ITporuBonokaszanus

— I'unep4yBCTBUTENBLHOCTD K JAAMOKCETHHY M/UITH K JII0OOMY BCIIOMOTaTeIbHOMY
BEIIECTBY B COCTaBe Ipernapara.

— Tsoxensie 3aboneBaHus cepaua (HampuMmep, XpOHHYECKas ceplaeyHas
HepoctatoyHocTh II-1V knacca no NYHA, napymenust cepie4Hoi poBOJAMMOCTH
(6rokaga  aTpPHOBEHTPUKYJISIPHOH TMPOBOJMMOCTH MM CHHAPOM  CIabOCTH
CHHYCOBOrO y3jia); JMarHoCTUpOBaHHAs WIIeMuueckas Oolle3Hb cepala;
3a00NeBaHUA KJIAIlaHOB cep.lia.

— OnHoBpeMeHHOE TpHMeHeHHe WHTHOUTOpoB MoHoamuHOKcuaassl (MAQO) u
NpUEM JaloKceTMHa B TedeHWe 14 JHel rocie NpeKpalleHds ITPUMEHCHHUS
unruouropa MAO. CoorercTBeHHO, UHTHOUTOPH! MAQ Henb3st NMPUHUMATH B
TeueHHe 7 JHEH rocie nmpekpameHus npuema npenapata Jlanokcetnn-C3.

— OpHOBpeMeHHBIM TpHeM THOpHAa3MHa W B TedyeHue 14 1Heill mocne
npekpaleHus ero npuMerHeHusi. CooTBeTCTBEHHO, THOPHU/IAa3UH HEJIb3s IPUHUMATD
B TeueHue 7 JHeH mocie npexpamieHus npuema npenapata Janokcetun-C3.

— OpHOBpeMeHHbIH INpHeM CeJIEKTUBHBIX MHIHOMTOpOB oOpaTHOro 3axsara
ceporourHa (CHO3C); wunrubutopoB oOpaTHOro 3axBaTa CEpOTOHHWHA,
HOpaNUHEepHHA ¥ TPULUHKIMYECKHX aHTHUICTIPECCAHTOB; APYTUX JEKapCTBEHHBIX
npenapaTos, 00JaJalOIIUX CEPOTOHMHEPrMYeCKMM JeHCTBHEeM (Hampumep,
L-tpuntodana, TpuUNTAaHOB, Tpamanosa, JMHE30IMJAA, JIMTHs, [pernapaToB
3Bepo0os ipoasipsiBiieHHOTO [ Hypericum perforatum)) u B Tedenue 14 nHelt nocie
NpeKpalleHus: NpuMeHeHus 3TUX npernapatoB. COOTBETCTBEHHO, 3TH Ipenaparhl
HeNlb3s NMPUHUMATh B TEUEHHE 7 AHEH Iocie NMpeKpallleHWs Npuema Ipernapara
Hanoxcetnn-C3.

— OjHOBpeMeHHblH npueM ¢ cuibHbIMM UHruOuTopamu CYP3A4, nanpumep,
KETOKOHA30JI10M, UTPaKOHA30JI0M, PUTOHABUPOM, CaKBHHABHUPOM,
TEJIUTPOMHULIMHOM, He()a3010HOM, HellpHUHABUPOM, aTa3aHaBUPOM H T.[.

— Y DauMeHTOB C MEeYeHOYHOM HEJI0CTAaTOYHOCTBIO CPEJHEH CTeNeHH TSKECTH U
TSKEJION CTeleHH.

— VY nanuMeHTOoB C NMOYeYHOH HEeJOCTATOYHOCTBIO TSXKEION CTEIeHH!.

— VY naumeHTOB B BO3pacte Muaimie 18 jer u crapuie 64 ner (B CBA3M C
OTCYTCTBHEM JI@aHHBIX 10 2((MEKTUBHOCTU K O€30MaCHOCTH JANOKCETHHA B
YKa3aHHBIX MOMYJALHUAX TAllHEHTOB).

— HenepenocumocTs 1aKTo3bl, Je(DUIUT JaKTa3bl, CHHIPOM IIFOKO30-TaJIaKTO3HON
ManababcopOuuu.



—  CuHKoONaJbHOE COCTOSIHUE B aHAMHE3e.

— MaHuakajabHOe COCTOSIHHE WIIM TsKesas JeNpeccus B aHaMHese,

— Ilpu HalWMuMKM AMArHOCTUPOBAHHOW WM MpPEAINoJaraeMoi OpTOCTaTHYeCKOH
THITOTEH3HH.

— Ilpenapar Jlamokcerun-C3  Henp3s NOPUMEHATH Yy  TALHUEHTOB C
MaHHel/ TunoMan1en Uiu OUNOIAPHBIM PACCTPOUCTBOM.

C 0CTOPOKHOCTBIO

— y NALHMEeHTOB C NOYEYHON HEJOCTATOYHOCTBIO JIETKOW CTENEHH WM CpeIHeH
CTEIEHHU TSKECTH;

— OJ/IHOBPEMEHHOE IpPUMEHEHHE C CHJIBHBIMH HWHrHOMTOpaMu H30(epMeHTa
CYP2D6 wu wunruduropamu CYP3A4 cpenHell BbIP@XEHHOCTH JEHCTBHA Y
MAllMEHTOB C TFEHOTHUITHYECKH HU3KOW akTHBHOCTHIO H3odepmenta CYP2D6 u
MalHEeHTOB C BBICOKOH akTHBHOCTHIO H3odepmenta CYP2D6 (B xomOuHauuu ¢
uHruburopamu uzohepmenta CYP3 A4 cpesiHeit BbIpaKeHHOCTH I€HCTBUA);

— OJJHOBpEMEHHOE NPUMEHEHHEe C MpernapaTamu, KOTOpblE BIMAIOT HA arperaiuio
TPOMOOLIMTOB, U C QHTHUKOAryJsSHTAMH H3-32 PUCKa Pa3BUTHUA KPOBOTEYEHHMH, a
TaK)Ke y MAlHEeHTOB, HUMEIOIIMX B aHaMHe3e KPOBOTEYEHHS WM HapyIIeHHs
CBEpPTHIBaHHS.

ITpumenenue Bo Bpemsi 6epeMeHHOCTH U B IEPHOA I'PYAHOI0 BCKAPMJIHBAHHSA
IIpenapar Jlanokcetun-C3 He npeaHa3zHavyeH U1 IPUMEHEHUS Y JKEHIIHUH.
HccnenoBanus Ha )KUBOTHBIX HE BBISIBHIIM IPAMOIO UIH KOCBEHHOIO HEraTHBHOIO
BIIMSIHUSL B OTHOIIEHWM (epTHIILHOCTH, OepeMEeHHOCTH WIIM pa3BUTHUs dMOpuUoHa/
nioja.

Cnocod npuMeHeHHs H 103bl

BuyTpb. Tabnetky cieayer nporiateiBaTh LIEJIMKOM, 3aluBas, 10 KpalHeH Mmepe,
OJHUM TIOJIHBIM cTakaHoM Boxbl. [Ipemapat [lanmokceTnH-C3 MOXHO NPUHUMATh
HEe3aBUCHMO OT IpHeMa IMHILH.

He cnenyer HaunHaTh npueM npenapara ¢ 103bl 60 mMr

Bapocneie myocuurnor om 18 0o 64 nem

Pexkomeniyemast HauanbHas J103a JUIsl Bcex My>KUuH cocrtasisieT 30 Mr; 3Ty 103y
npuHuMaroT 3a 1-3 yaca [pgo mpeamonaraeMoro mnojoBoro akra. [lpu
HejocrarouHoM 3ddekre M Xxopoued mnepeHocumoctd Jo3bl 30 wmr  (Her
HEXKEJATEe/bHbIX PEeaKUUil CpeJHed THKECTH WIM TKEION CTEeNeHH WM
MPOAPOMAIBHBIX CHMIITOMOB, KOTOPBIE MOTYT IpPeIIecTBOBaTE OOMOPOKY), 103y
MOXXHO YBEJIMYUTHh JI0 MaKCHMaJIbHO pekoMeHayeMoit 60 Mr c npuemom 3a
1-3 yaca no mnonoBoro akra. Yacrota M TSKECTh HEXKeNaTENIbHbIX PpeaKluh
yBEIU4MBACTCS IPH NpHeMe npernapara B 103e 60 Mr.

[Taumenram, y koropbix npuem npenaparta Jlanmokcetun-C3 B goze 30 wmr
COINPOBOXK/IAETCS CUMITOMAMHM OPTOCTATUYECKOHW TMIOTEH3MM, HEllb3s MOBBIIIATh
no3y npenapara g0 60 mr. [Ipenapat cneayer npuHuMars He yalle 1 pasa B CyTKH.
MaxkcumanpHasi CyTouHas /1032 IPU XOPOIlIeH MepeHOCUMOCTH cocTasisieT 60 Mr.

Bpau, Hasnavaromuii npenapar Jlanoxcetun-C3 s edeHUs Npex/1€eBpeMEHHOM
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IAKYJSALMKM, NO/DKEH OLEHHTb PUCK M [OJb3y IMpPUMEHEHMs Ipernapara Iocie
MepBBIX 4 HeNeNb JleueHHs WIM Kak MUHHUMYM TIOClie Ipuema IepBhlX 6 103 H
ONpeJeIUTh  COOTHOLUEHHWE  PUCK-NONb3a Ul TPUHATHS — pelleHus o
1enecoo0pasHoCTH AanpHenero JeueHus npenapatom Janokcetun-C3.

Jlauuble 006 3¢ dexTHBHOCTH U 6€3011aCHOCTH IIPUMEHEHHS JIallOKCETHHA B TEYEHHE
Oonee 24 Henmenp orpaHudeHbl. KIMHHUYECKYI0 HEOOXOAMMOCTH IPOAOJIKEHHS
Tepariy U COOTHOLICHHS T0JIb3a/PUCK OT MpUMeHeHus npenapata Jlanokcetun-C3
clelyeT OLeHUBATh KaK MUHUMYM KaXK/ble 6 MecsI1eB.

Hayuernmei ¢ Hapyweruem GYHKYUU NOYeK

JI1s nauMeHTOB ¢ MOYeYHOH HeJOCTATOYHOCTBIO JIETKOM CTENEHH HMJIM CpeIHEeH
CTENIEHH TSIKECTH KOPpPeKUMH J03bl He Tpebyercs, HO peKOMEHIyercs
NposBIATE OcTopoxkHOCTh. [lpermapar JlamokcetuH-C3 He pexkoMeHAyercs
NPUHUMATH MALUEHTaM C I0YeUHON HEeJJOCTATOYHOCTBIO TSIKEIOW CTEIeHH.
Hayuenmer ¢ Hapyweruem QyHKyuu nevenu

[Ipenapar JlanokcernH-C3  NpOTHUBOINOKAa3aH MalMeHTaM C  [E€YEHOYHOU
HEIOCTaTOYHOCTBIO CpeHel CTEeNeH! TSHKECTH M TshKenoit crenenu (knacesl B u C
no kinaccudukauuu Yaina-ITero).

Hoowcunvie nayuernmeor (65 nem u cmapuie)

DddexkTuBHOCTS U 630MaCHOCTH JANOKCETUHA Y MALMEHTOB 65 JIeT U cTapilue He
YCTaHOBIICHBI.

llayuenmol ¢ _nuzkou _akmusnocmovio _uzogepmenma CYP2D6 u nayuenmbi,
00HOBpEeMEHHO nPpUHUMAwue curvhvle uneubumopeor CYP2D6

Cnenyer mposiBIATH OCTOPOKHOCTH TPU  YBEIMYEHHU [J103bl IIpernapara
Janokcerun-C3 o 60 Mr y mnamueHTOB C HHU3KOM aKTHBHOCTHIO H30(depMeHTa
CYP2D6 wunu y mnauveHToB, npuHUMarowux npenapat Jlanokcetun-C3
OJTHOBPEMEHHO C CHIBHBIMU HHrHOHUTOpaMu uzopepmentra CYP2D6.

layuenmsl, nonyuaiowue CcuibHvle uly YMEpPeHHO aKmMueHble UHSUOUMOPLI
uzogpepmenma CYP3A4

OpnHoBpemeHHoe rmnpumeHenwe npernapata JlanmokcetuH-C3 ¢ CHIBHBIMH
uHruburopamu uzopepmenra CYP3A4 nporusonokaszano. [Ipy ogHOBpeMeHHOM
npueme npenapata JlanokcetuH-C3 ¢ yMepeHHO AKTMBHBIMM MHTHOMTOpaMu
m3opepmenta CYP3A4 noza mpemapara gomkHa ObITh cHIkeHa 10 30 Mr, mpu
3TOM TaKJXKe ClIeJlyeT CO0I0/1aTh OCTOPOHKHOCTb.

IloGounoe aelicTBHE

B KJIMHUYECKHUX MCCIELOBaHUAX 3aperMCTPUPOBAHbI CIEAYIOIINE HeKelaTeabHble
peaklMy, KOTOphle HAOMIOMANIMCh YacTO M OBUIM [0303aBUCUMBIMH: TOIIHOTA
(11,0 % wu 22,2 % npu npueme 30 mMr u 60 Mr nanokceTHHa COOTBETCTBEHHO),
ronoBokpyxenue (5,8 % u 10,9 %), ronosnast 601 (5,6 % u 8,8 %), nuapes
(3,5 % u 6,9 %), 6ecconnuna (2,1 % u 3,9 %), ycranocre (2,0 % u 4,1 %).
CaMbIMH 4acTbIMH peakiMsIMH, TpeOOBABIIMMH OTMEHBI JieyeHHusl, ObIJIM TOLIHOTA
(y 2,2 % nauuenToB) u ronoBokpyxetnue (1,2 % nanueHTos).



HexenarelbHble peaklMK, HAOIIOJABIIMECS B XOI€ KIMHUYECKUX UCCJIEI0BAHUM

JaIlOKCEeTUHA, paclpefe/eHbl 10 CHCTEMHO-OpPraHHbIM KjlacCaM C YKa3aHUueM

YaCTOThI UX BOSHUKHOBEHHS COINIACHO PCKOMEHAallUAM BO3:

Quens yacto
(= 1/10)

Yacto
(> 1/100 - <1/10)

Heuacto
(> 1/1000 - <1/100)

Pexo
= 1/10000 -

<1/1000)

Hapywenun
neuxuKku

TpeBoKHOCTD,
BO30YyKAEHHE,
0eCIoOKONHOCTD,
HEOOBIYHBIC
CHOBHJICHHA,
CHWKEHHE JTHOHJI0

Jlenpeccus,
JITIPECCHBHOE
HACTPOEHHE,
COCTOSIHHE
adopun,
nepeMeHbl
HACTPOCHHS,
HEPBO3HOCTb,
Oe3pasnuune,
anaTus,
CIyTaHHOCTh
CO3HaHHUS,
Je30pUEHTALIHS,
TaTOIOTHYECKOe
MBIIILIEHHE,
COMATOCEHCOPHAS
amruTHuKanms,
HapyIleHUs CHa,
MHHULHAIbHAsA
WHCOMHHS,
HHTPACOMHHYECKOE
PaccTpoONCTBO,
HOYHBIE KOLIMaphbl,
OpyKcH3M, noreps
TMOUI0,
aHapro3MHs

Hapywenua co
CHIOpOHbI
HepeHOu
cucmemsl

["onoBokpyxeHue,
ronoBHas 60/

COHITMBOCTS,
HapylIeHne
KOHLIEHTpaLu{
BHHMAaHHUSA, TPEMOP,
napecTe3us

O6MOpOK, B TOM
YUCIIe Ba3oBa-
rajlbHbIH 0OMOPOK,
NOCTypaTbHOE
TOJIOBOKPYXKEHHE,
aKaTH3us,
paccTporCTBO
BKYCOBOT'O
BOCIIPHSATHS,
TUIIEPCOMHHUS,
COHJIMBOCTb,
Ce/IaTUBHBIH
a¢dekT, yruerenue
CO3HAHMS

[onoBokpyxeHue
npu  (pU3HUECKOH
Harpyske,
BHE3aITHOe
3achIlanue

Hapywiernua co
cmopomsl
op2ana 3peHus

HeuérkocTs 3penus

Munpuas, 6oms B
ryia3ax, HapyLleHHe
3peHusl




Hapywienua co 3BOH B ylIax Beprturo

CMOpoHbI

op2ana cayxa u

aadupunma

Hapywenue co [Tpexpamenue

CHOpOHbL AKTHBHOCTH

cepoua CHHYCOBOI'O y3/1a,
CHHYCOBast
Opaaukapaus,
TaxuKap/us,

Hapywenue co «[TpunuBe»y kpoBH | CHHIKEHHE

CHOpOHbBL (rumepeMus KOXH), | apTepHalIbHOrO

cocyoos I[IOBBILLICHUE JaBJICHHUS,

apTepHaIbHOrO IOBBIICHHE
JIaBIICHHS CHCTOJIMYECKOTO

apTepHaTLHOTO
JaBJICHUS,
MOBBILLICHUE
JAMACTOJIMYECKOTO
apTepUaTLHOrO
JIaBJIeHUS,
OpTOCTATHYECKas
TUTMIOTEH3US

«IIPHJIMBBLD) JKapa

Hapywierua co

3a10)KeHHOCTD HOCa,

cmoponsl 3eBOTa
ovixamenbHou
cucmembl,
0p2anoe
2pYOHOU
KAemKu u
cpedocmenun
Hapywienusa co | TomHora Huapes, pBorta, | Jluckomdopr B | Heotnoxueie
CMopoHsl 3arop, Oomm B | KHBOTE, TO3BIBEI
HCEYO0HHO- obmacty  JKMBOTA, | JUCKOMpopT B | nedekaunu
Kulueunozo Gomm B BepxHEH | anuracTpalibHOU
mpaxkma YacTu JKHBOTA, | 06IacTH
JIUCIITICHS,
METEOpHU3M,
Jckomgopr B
obnacti  Kemy/Ka,
B3JIlyTHE  JKHUBOTA,
CYXOCTb BO PTY
Hapywenusn co ['unepruapos 3y, XOJIOIHbIH 110T
CHIOpOHbI
Kodcu u
NOOKOMICHBIX
MKaHeu
Hapywenua co DpeKTH/IbHAS OtcyrcrBHe
CHIOPOHbI JUChHYHKIHS IAKYITAITHH,
non06bIX HapylIeHHe
Op2aHo6 oprasma y




MYKYHH, MYKCKas
TeHUTAIbHAS
napecresusi.

Oowue CnabocTn, AcCTeHHS,
paccmpoiicmea Pa3IPKUTENILHOCTD. | YYBCTBO XKapa,
OLIYyLIEHHE
TPEBOTH,
OINYIICHHE
HEJOMOTaHHS,
YyBCTBO
OINbSIHEHMS

Onucanue oTAeJbHbIX He)KeaTelbHbIX PeaKLUH

ObMopoku ¢ moTepeit co3HaHus, ¢ Opaaukapaued WJIH OCTAaHOBKOH CHHYCOBOIO
y3/1a HabJ01aluch y MalueHTOB MPH XOJITEPOBCKOM MOHMTOPUPOBAHMM M ObUIH
3apEerUCTPUPOBAHBl B  KIMHHUYECKHX  HCCICIOBAaHUAX KaK CBS3aHHBIE C
MpUMEHEeHHEeM JarokceTuHa. J[aHHBbIE He)KenaTelbHble peakiMd paclieHeHbl Kak
CBA3aHHbIE C MPUMEHEHHEM AanoKceTHHA. boNbIIMHCTBO ciiyyaeB HAOMIOAAIUCh B
TEYEHHEe MEePBBIX 3 4YacoB IOCJIE MpPHEMa MANOKCETHHA, IOCie IMpHeMa IepBOMH
J03bl WMJIM aCCOLIMMPOBAHbl C MEIUIIMHCKUMH TIpoleaypamu (3a0op KpOBH,
M3MEHEHHUs  MOJOXKEeHMs  Tejla, H3MepeHHe  apTepHalIbHOrO  JaBJIEHUS).
IIpoapoMasbHble CUMIITOMBI YacTO MPEALISCTBOBAIN OOMOPOKY.

YacroTa ciydyaeB 0OMOpOKa M MpoIpOMaIbHBIX CHMITTOMOB 3aBHCe/Ia OT J103bl, YTO
ObUIO  MPOJEMOHCTPHPOBAHO Yy TALIMEHTOB, IOJYYaBIIMX B KIMHUYECKHX
ucciaenoBaHuaX (assl 3 103l MIpernapara, MpeBbILIAIONINEe PEKOMEHI0BaHHBIE.
Db deKTHI IpH OTMEHE TIpernapara

[Ipn Buesannoit ormene CHO3C, paurenbHO NpPUMEHSEMBIX JUIS JIeYEHHS
XPOHUYECKHUX JICIIPECCUBHBIX PACCTPOHCTB, OTMEYAIUCh CIIEAYIOIIHE CHMITTOMBI:
nuchopuieckoe COCTOsIHUE, pa3ipaXKMTebHOCTD, BO30YIKIEHHE,
IOJIOBOKPY)KEHUE, CEHCOpHBIe HapylleHus (HarmpuMmep, TapecTe3us B BHJIE
OLYLIEHUs yJapa 3JIEKTPOTOKOM), TPEBOXHOCTh, CIIYTAHHOCTh CO3HAHMS,
rojgoBHass 0onb, JeTaprus, HSMOUUOHAIbHAA JAOMIBHOCTH, OECCOHHHMIIA M
'MITOMaHUs.

PesynpraTtel uccnenoBaHus 0e30MacHOCTH TOKaszadd 0oJiee BBICOKYKO YacTOTY
CUMIITOMOB «OTMEHb» B BHJE OECCOHHMLIBI W TOJOBOKPY)KE€HHs JIErKOH M
YMEPEHHOH CTEIEHH 110CcjIe OTMEHBI Ipenapara uepe3 62 1Hs NpUMEHEHHUS.

Ilepeno3uposka

CnyuaeB nepeno3upoOBKH HE ONHUCAHO.

[Iprem nanokceruna B jo3e 10 240 mr (2 xo3b1 o 120 Mr ¢ uHTEpBaIoM B 3 yaca)
HE BBbI3bIBAJI HENMpPEIBHACHHBIX HE)XeJaTelbHBIX peakuuil. B menoM, cuMnToMsl
nepeno3uposk CHO3C BK/IOYaOT CEpOTOHMHEPTHYECKHUE PeaKiiy, B TOM YHCTIe
COHJIMBOCTb,  JKE€JIy/JIOYHO-KMILIEYHble  paccTpoiicTBa  (TOIIHOTA,  PBOTA),
TaxuKap/uIo, TpeMop, BO30YXkAEHHE U FOJIOBOKPYKEHHUE.

[Tpu nepeno3upoBke ciaeayer, B ciaydae HEOOXOIUMOCTH, MPOBOJUTE CTAHJAPTHYIO
NOAJEPXKUBAIOLYI0 Tepanuio. [3-3a 3HAYMTENBHOrO CBSI3BIBAHMS Tperapara c
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OenkaMud ma3Mbl KpoBH M 0OOJbIIOr0 oObeMa pacrpejesieHus JaroKCeTHHa
dopcupoBaHHbI qUype3, AHANN3, reMonepy3us U MepearBaHHe KPOBU BpsJ JIU
Oynyt s dexruBabl. Crienuduyeckridi aHTHI0T HEU3BECTEH.

B3anmoaelicTBHe ¢ APYrHMH J1eKaPCTBEHHBIMH CpeICTBAMH
B3aumoseiictBue ¢ MHrMOUTOPaMU MOHOAMUHOKCHU/IA3bI
YV  nauweHTtoB, nony4aBmux oaHoBpemeHHo CHMO3C wu  unrudurop
MoHoamuHoKcHuaasel (MAQO), onucaHbl cepbe3Hble, HMHOIJAa CMepTeJibHbIE
peakiy, B TOM YHCIIe THIEPTEePMHUsl, PUTHIHOCTb, MUOKJIOHYC, PacCTPOICTBa
BEreTaTUBHOW HEPBHOW CHUCTEMBI C BO3MOXHBIM OBICTPBIM KoJeOaHHEM
nokaszaTejgel JKHU3HEHHBIX (QYHKUMH, a TaKkKe H3MEHEHHEe IICHXMYECKOro
COCTOSIHMS, B TOM YHCIE CHJIBHOE BO30YyXJeHHe, IMporpeccupypouee 1o
JeUpUsi U KOMBL. DTH peakluu Takxke HaOMIOAaINCh y TMAlMEeHTOB, HEJaBHO
npexkpatuBmuxX npueM CHUO3C u HauwaBmmx jneyeHue unruoutopamu MAO. B
HEKOTOPBIX ciryvasix CUMIITOMBI HaroMHUHAJIU 3710Ka4eCTBEHHBIN
Helponentuyeckuid cuHapoM. [lanuele o coBmectHoM npumenenun CHUO3C wu
UHruonTOpoB MAOQO y KHUBOTHBIX MO3BOJISIOT MPEANON0KHUTE, YTO 3TH IIpernaparhl
MOI'YT CHHEpPrHYeCKH I[IOBBIIIATh apTepHallbHOE JaBI€HHWE W  BBI3BIBATh
noBeJeHueckoe Bo30ykaeHwe. I[looToMy [JamoOKCeTHH HeNb3sd IPUHUMATH
oaHoBpeMeHHO ¢ uHrubutopamu MAQO u B TedueHue 14 nHel mociie npeKkpaleHus
X mnpuema. AHanoruyHo, uHruOutopsl MAQO Henb3s NpPUHHMATh B TEYEHUE
7 [He# nociie npekpaleHus npueMa AarnoKceTuHa.
B3aumoselicTBUE C THOPUIA3UHOM
Tuopupaszun ymiuusier uuTepBan QTc, YTO cOnMpoBOXKIAeTCA IKETyAOYKOBOH
aputMmueil. IlpenapaTsl TMNa JanokceTHHa, KOTOpPble MHIHOUPYIOT U30()EepMEHT
CYP2D6, mo Bceil BUAMMOCTH, HHTHOUPYIOT MeTabOIM3M THOPHUAA3UHA.
Oxujaercs, 4YTO BbI3bIBAEMOE 3THUM IOBBIIIEHUE YPOBHSI THUOpUJa3zuHa Oyzer
ycunuBath yanuHeHue HHTepBana QTc. JlamokceTMH Henb3s MpUHUMATh
OJIHOBPEMEHHO € THOPH/JA3MHOM M B TeueHue 14 nHedl nocie npexkpalieHus: ero
npueMa. AHAJOTMYHO, THOPUAA3UH HEJb3d NPUHHUMATh B TEUEHHE 7 IHEH mocie
NpeKpaleHus IpueMa JarnokceTHHa.
[Tpenapatsl, 061a/1ar011Me CEPOTOHMHEPTUYECKUM JIeHCTBUEM
Kak u B cunyyae opHoBpemeHHoro npumenHenus c japyrumu CHUO3C,
IIPUMEHEHHEe  JalOKCeTHHAa  OJHOBPEMEHHO C  CEpPOTOHHHEPrHYECKUMH
npenapataMu (Bkiaoudass uHrubutopst MAQO, L-tpuntodan, TpunTaHsbI,
tpamanos, JjauHeszonua, CHUO3C, wuHrudburtopsl 3axBaTa CEpPOTOHMHA H
HOpaNUHeppHUHA, JUTHH W Tpernaparsl  3Bepo0Os  MPOJABIPABICHHOIO
[Hypericum perforatum]) MOXeT MOBBIIIATh YaCTOTY CEPOTOHUHEPrHYECKUX
HEeXeNaTeNbHbIX peakuuil. JlamokceTHH HeNnb3si NMPHHUMATh OJHOBPEMEHHO ¢
npyrumu CHUO3C, uurudburopamu MAO u ApyruMH CepOTOHHHEPTHYECKUMH
npenaparaMu ¥ B TeueHue 14 aHel mnocie npexkpauleHHus NMPUMEHEHHs 3THX
mpenapaToB. AHJOTHYHO, 3TH IpernapaTtbl Hejlb3s NPUHMUMATh B TEUYEHHE
7 nHeH noclie NpeKpalleHusa NPUMEHEHUs NaroKCeTHHa.
[Tpenapatsl, geiicTByromme Ha [[THC
[IpuMeHeHHe JanoKceTHHA OJHOBPEMEHHO € IpernapaTramu, JeHCTBYIOIMMU Ha
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LHEHTPAJIbHYID HEpPBHYI CHCTeMy (Hanpumep, MPOTHBOIMHUICITHYECKHE
npenaparsl, aHTHACNIPECCAHThbl, HEHPOICNTHKH, aHKCHOJIMTHKH, CHOTBOPHBIE
npenapaTbl ¢ CeJaTUBHBIM JI€HCTBHEM) y MNAIMEHTOB € IPEXKIAECBPEMEHHON
IAKyNAUMed  He  u3ydanoch. [loaToMy  pexkoMeHjayercss — NpPOSBIATH
OCTOPOXKHOCTh MNpH HEOOXOJMMOCTH OJHOBPEMEHHOIO0 TPUMEHEHHS O3THX
npenapaTos.

Biusinue apyrux npenaparoB Ha (GapMaKOKMHETHKY NaloKCETHHA

HcenenoBanus ¢ HMCIOAB30BAHMEM MHKPOCOM [I€Y€HH, IMOYEK M KHIIEYHHKa
yejioBeKa in  Vitro  TOKaszajiM, 4TO  JAnoOKCeTHH  MEeTabOIM3Upyercs
npeumyiectBenHo CYP2D6, CYP3A4 u dnaBuHcoaepkalleli MOHOOKCHTEHA30#
1 (®MO1). TTosToMy MHTHOUTOPBI ITUX (EPMEHTOB MOIYT YMEHBIIATH KIMPEHC
JIallOKCETHHA.

Uurudutoper CYP3A4

CunvHoie uneubumopor CYP3A4

[Tpuem ketokonaszona B 103e 200 Mr 2 pasa B 1eHb B TeYeHHE 7 JHEH yBEIHYUBAI
Cmax u AUCo., manokcetuna (60 wmr ojHokpatHo) Ha 35 % u 99 %
cootBercTBeHHO. C  y4eToM  J0AM  HECBA3aHHOrO  JAlOKCETHHAa W
ne3MeTuiaAanokceTua, Cmax axkTUBHOW (¢pakuuu (CymMMa HECBSI3aHHOTO
NATIOKCeTHHA U JIe3METH/INANOKCETHHA) B NMPHUCYTCTBUU CHIIBHBIX HHTHOMTOPOB
CYP3A4 moxer yBenuuuBaThes mpuMepHo Ha 25 %, a AUC MoxeT yBauBaThCA.
Drto ysenuuenne Cmax u AUC akTUBHOW (hppakUuu MOXKeT OBITh 3HAYMTEIbHO
Oonee BBIpaXKEHO B CyONOMyJISLIMU MAllMEHTOB, He MMEIOUMX (YHKIHOHAIBHO
aktuBHOro ¢epmenra CYP2D6, nampumep, y ciaabbix MeTabo1u3aTOpOB
CYP2D6, a Takxe Mpu OJHOBPEMEHHOM IIpHEME CHJIBHBIX HHIHOMTOPOB
CYP2Deé6.

Takum oOpa3om, NpUMEHEHHE [JaloKCeTHHAa OJHOBPEMEHHO C CHIIbHBIMH
uaruburopamu CYP3A4, Hanpumep, KeTOKOHA30JIOM, HTPAKOHA30JIOM,
PUTOHABUPOM, CaKBHHaBUPOM, TeTUTPOMHIMHOM, He(da3z0/10HOM,
HeJ(GUHABUPOM M aTazaHaBUPOM IIPOTHUBOIOKA3AHO.

WUuruburopst CYP3A4 cpeaneil BbIpaXK€HHOCTH JACHCTBUS

OnHoBpeMenHoe npuMeHeHue ¢ wuHrubutopamu CYP3A4  cpeanen
BBIPA)K€HHOCTH JEWCTBUS, HANpUMEpP, IPUTPOMUIIMHOM, KIAPHTPOMHULIHMHOM,
baykoHa3onoM,  aMIpeHaBUpoOM,  (ocaMIpeHaBUPOM,  alperUuTaHTOM,
BepanmaMHJIOM HJIM AUITHA3€MOM, MOJXKET 3HAYUTEIbHO YBEIWYHTh CTENEHb
CUCTEMHOrO BO3JIEMCTBUS JIATOKCETHHA U JIe3METHIIANOKCETHHA, OCOOEHHO Y
MalnueHToB ¢ HU3KOM akTuBHOCTHIO CYP2D6. DT nBe Mepbl OTHOCATCS KO
BCeM TMallMeHTaM, KpoMe TeX, KOTOpble IO pe3ylbTaTaM TIeHO- HIIH
dbeHoTunHpoBaHus ObUIM OTHECEHBI K TIpyIIile aKTHBHBIX METaboIM3aTOPOB
CYP2D6. [TlaumenrtaM, KOTOpBIE OTHOCATCA K  TIpynmne  aKTHBHBIX
meTtabonuzaropoB CYP2D6, npu 0oAHOBPEMEHHOM INMPUMEHEHHH HAMOKCEeTHHA
U cunpHoro uHruburopa CYP3 A4 pexomenyercs MakcumanbHas 103a 30 Mr.
UM crneayer cobmonaTh OCTOPOXKHOCTH NPU OJAHOBPEMEHHOM IMPUMEHEHHH
narnokcetuHa B go3e 60 mr u unruburopa CYP3A4 cpenHeil BrlpaKeHHOCTH
JIeHCTBUS.

12



Cunbzele uarudutopsl CYP2D6

[Ipuem dayokcerrna B no3e 60 mr/cyt B TedeHue 7 jqHeit yBenuuuBai Cmax u
AUC,.,, nanokcetuna (60 mr ogHokpatHo) Ha 50 % u 88 % coorBercTBeHHO. C
Y4ETOM JIOJIM HECBS3aHHOIO JIallOKCETHMHA M Jle3MeTWijarnokceTuHa, Cmax
AKTHUBHOH (pakuuu (CyMMa HECBA3aHHOIO JAallOKCETHHA U €3METUIJallOKCeTUHA)
B IPUCYTCTBUM CHIBHBIX  uHruOuTopoB CYP2D6 MokeT yBenuuMBaTHCS
npumepHo Ha 50 %, a AUC Mosker yaBauBaTbesi. 1o yBeauuenne Cmax u AUC
aKTUBHOW (pakuuu OJIU3KO K 0KM/IaeMOMY Yy IMAallMeHTOB C HU3KOH aKTHBHOCTBIO
CYP2D6 u Mo)eT NpUBOAUTH K MOBBILIEHHIO YaCTOThI M TAXKECTH 10303aBHCHMBIX
HeXenaTenbHbIX peakuui. [loaToMy pexkoMeHIyeTcs MNpOSBIATE OCTOPOKHOCTh
IpYU TOBBIIIEHUK [03bl JAarnokcerdHa 10 60 Mr y nanueHToB, IOJYYaroluX
akTuBHble HMHruOutoper CYP2D6, M y NauMeHTOB € HU3KOHW aKTHBHOCTBHIO
CYP2De.

WUuruburtopst Gochoauscrepasst S (BJ1DS)

B nmepekpecTHOM HCCIeIOBaHHMM OJHOKPAaTHOM 036l Oblla M3yveHa
(apMaKOKMHETHKa /1allOKCeTHHA, MIPUHUMAaeMoro B 103¢ 60 Mr oJHOBpEMEHHO
¢ taganapuiaom (20 mr) unu cunpenadunom (100 mr). Tananadun He BaUAN
Ha (apmakokuHeTHKY pmanokcetuHa. CungeHadusn Bbi3Bal HedoublIne
uzMeHeHus: (apmakokuHeTuku narnokceruHa: yBenuwdeHune AUCo., u Cmax
(cooTBeTcTBeHHO Ha 22 % U 4 %), 4TO CUMTAETCH KJIMHUYECKU HE3HAYHMBIM.
JlamokceTuH  cieayeT ¢ OCTOPOKHOCTBIO  Ha3HayaTh  IallMeHTaM,
MpUHUMAKMKMM HHruoOuToper @®J[D5, wu3-3a NOTEHUHAJIBHO CHHKEHHOH
MEPEHOCUMOCTH OPTOCTATUYECKON runoTeH3un. OHOBpEMEHHOE IPUMEHEHHE
nanokcetuHa ¢ uHruoburopamu ®J[D5 mMoxkeT NPUBOJAUTHL K OPTOCTATHYECKOH
runoTeH3uu. DPPeKTUBHOCTE M 0€30MacHOCTh MANOKCEeTHHA Y MAaLHMEeHTOB C
IIpeK/IeBPEMEHHON ISAKYJIALMEH 4 OPEKTUIIBHOU nuchyHKIHEH,
OJITHOBPEMEHHO TMPUHUMAIOUIMAX JaroKceTHH M uHruburopsr DJAD5, He
U3Y4YaJlUCh.

BiausHue JanokceTHHa Ha OJHOBPEMEHHO IpHHHMMAaeMble JIeKapCTBEHHBIE

perapaThbl

Tamcynosum

OaHOKpaTHBIA ¥ MHOIOKpaTHbIM npueM jaanoxceruHa B jo3ax 30 mr u 60 mr
MalMeHTaM, €KEIHEBHO MOTYYaloLUMH TaMCYJI031UH, HE MPUBOJWI K U3MEHEHHUIO
dbapmakokuHeTHKH mocienHero. [Ipu 3ToM Takke He H3MEHsIach YacToTa
OPTOCTATUYECKON TUIIOTOHUH, KOTOpas OblLia OJMHAKOBa IPH IPHEME TOJILKO
TaMCYJIO3MHa M B KOMOMHAUWH TaMcyso3uHa ¢ aarnokcetuHoM 30 mr wau 60 mr.
JlanokceTHH cieayeT ¢ OCTOPOXKHOCTBIO Ha3Ha4aTh MAlMEHTaM, MPUHUMANOIIUM
anbda-agpeHOOIOKATOPbl, H3-3a  MOTEHIMAJbHO  CHMUIKEHHOW Yy  HHX
NIEPEHOCUMOCTH OPTOCTATHYECKOH IMIIOTOHHH.

[IpenapaTtsl, MeTabonuzupyemsie CYP2D6

MHorokpatHslil npuem namokceTuHa (60 mMr/cyT B TedeHHe 6 QHEH) yBeIHYMBAJI
Cmax u AUC(.. paesunpamunaa (50 mr omnokpatHo) Ha 11 % u 19 %,
COOTBETCTBEHHO, 10 CPABHEHHIO C MPUEMOM OJIHOTO Je3unpamuHa. JlanokceTHH
MOJKET aHAJOIMYHO TIOBBIIIATH KOHLIEHTpAlUI0 B IUla3Me KpOBH H JpYyTHX

npenaparoB, metabommusupyembix CYP2D6. Kimauueckas 3HaA4MMOCTH 3TOTO,
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CKOpee BCEero, HeBeuKa.

[penaparsl, MeTaboausupyemeie CYP3A

MHorokpatHbii npuem aarnokceruHa (60 mr/cyt B TedeHHe O IHEH) yMeHbLIA
AUCy... Muzazonama (8 Mr ogHokpatHo) npumepHo Ha 20 % (auanaszon ot -60 %
no +18 %). Knuaudeckas 3HaUUMOCTH 3TOrO SBICHUS Y OOJIBLIMHCTBA [TALMEHTOB,
ckopee Bcero, HeBenuka. OyHako noseiieHue akTuBHOCTH CYP3A MoXxeT umeTsh
KJIMHUYECKOe 3HAaYCHHE Y HEKOTOPBIX NMALlMEHTOB, OAHOBPEMEHHO NPUHHUMAIOLINX
npenapatsl, Meradonusupyembie B ocHoBHOM CYP3A u unmeromme y3Kui
TeparneBTHYEeCKHI HHICKC.

[Tpenapatel, Metabonusupyemsie CYP2C19

MuorokpaTHbiii mpuem pamnokcetuHa (60 mr/cyt B TeueHue 6 JHel) He
MPUBOJIHI K MHTHOMpoBaHKuiO MeTabonu3ma omenpasona (40 Mr OHOKPATHO).
JlanokceTHH Bpsii 1M BiMseT Ha (apMakOKHHETHKY IpYrux cyOcTpaToB
CYP2C19.

[Ipenaparsl, MeTabonusupyembie CYP2C9

MHorokpatHblii npuem jaanokcetuHa (60 mr/cyt B TeyeHue 6 JHEH) He BIHsI Ha
bapMakOKHHETHKY ¥ (apMaKOAUHaMHKYy rinOeHKn1amuaa (5 Mr OJHOKPAaTHO).
JlaroKkceTHH MpeAroN0oKUTEILHO HE BIHMSET Ha (apMaKOKHHETHKY H APYIHX
cyoctparoB CYP2C9.

Bapdapun u nekapcTBEeHHbIC CPeNCTBa, MHTHOMPYIOIIHUE CBEPTHIBAEMOCTHL KPOBU
U/WIH TPOMOOIMTAPHYIO (DYHKIIHIO.

Jlanubix 00 sddexrax anuTenbHOro npueMa BapdapuHa OJHOBPEMEHHO ¢
JNarnoKCeTUHOM HeT. PekomeHayercs coOniofaaTb  OCTOPOXKHOCTbH  INPH
Ha3HAYEeHHWM JANOKCEeTHHA MalMeHTaM, JUTHTeNIbHO MPUHHUMAIOIIKUM BaphapHH.
B wuccrnenoBanuu (apMakOKMHETUKHM MHOTIOKpPAaTHBIM TMpHEM J1allOKCETHHA
(60 wmr/cyr B TedyeHue O JHeH) He BIUAT Ha (apMaKOKMHETHKY M
dapmakogunamuky (ITB u MHO) Bapdapuna (25 Mr o0JHOKpAaTHO).
OtMmeyanucp cllydad NATOJOTMYECKHX KPOBOTEYEHUH IPU OJHOBPEMEHHOM
npumenenuun ¢ CUO3C.

OTaHOI

OnHokpaTHbli npuem 3tanona (0,5 r/Kr uaM npuMepHO 2 103bl) He BJIMAI Ha
dbapmakokuHeTHKY nanokcetuHa (60 Mr oaHokpaTtHo) M Haobopor. OgHaxo
OJIHOBpPEMEHHBIH MNpHeM JaloKCeTHHAa M ATAaHOJIa YCUJIMBAET COHJIMBOCTH H
3HAYUTENbHO ocnabngeT OAUTEIBHOCTh M0 COOCTBEHHOH OLEHKE NalMEHTOB.
dapmakoIMHAMHYECKHe H3MEPEHHUsl HapyIIeHHH KOTHUTUBHOM (QyHKIHUH (TecT
Ha CKOPOCTh LU(pPOBOr0 BHHUMaHHS, TECT 3aMeHbl UU(PPOBBIX CHMBOJIOB)
Tak)kK€ BBIABUIM Halu4ue agIuTHBHOro 3¢¢dexta Npu OJAHOBPEMEHHOM
NPUMEHEHUH JarnokceTHHa M ATaHosia. OJIHOBpEMEHHBIH NpHUeM 3TaHoja |
NANMOKCEeTHHA YBEJIWYHBACT YaCTOTY M TAKECTbh TaKUX HEXKeJaTeJbHbIX
peakiui Kak TroOJOBOKpPY)XEHHUE, COHJIMBOCTb, 3aMeJiIeHHe peQIeKCcoB,
U3MEHEHHE CYXAeHHuH. DTO TakKke MOXKeT YCUJIMUBATh HEHpOKapJAUOIreHHBIE
He)KellaTeIbHble peaklWd, B YaCTHOCTH, 4acTOTy OOMOpOKa, YTO IOBLILIAET
pUCK ciyd4aiiHON TpaBMbl. [loaTOMy mamueHTaMm cleayeT PeKOMEHI0BaTh
BO3/I€PXKATHCS OT PUEeMa ajKOroJisi B IepPHO/l JIEYEHHUs JallOKCETHHOM.
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OcoOble ykazanus

OOGuue

JlanokceTHH MOXKHO MNPUMEHSATh TOJBKO y MAUMEHTOB C IPEXKAEBPEMEHHOM
AKYJISAUMEH, COOTBETCTBYIOLUMX KPUTEPHAM, YKa3aHHBIM B  pasjelie
«llokazanus Kk npumeHeHHIO». JlalmOKCeTUH Henb3sl NPUMEHATHE MYKYHHaM,
KOTOPbIM He OBl I[OCTaBJeH [MArHo3 IpexJAeBPEeMEHHON 3SAKYJISALMH.
be3omacHOCTE NpHUMEHEHHs Ipernapara y MYX4YHH 0e3 IpexaeBpeMEHHOH
IAKYJISALHMHA HE YCTAHOBJIEHA, JaHHBIX O 3aJCPIKKE IAKYISALUH HET.

[IprieM BMecTe ¢ HAPKOTHYECKMMH CPEACTBAMM

[TauveHTaM He cieayeT NPUHUMATh JAlOKCETHH BMECTE ¢ HAapKOTHYECKHMH
cpeacrBamMu. OJHOBpPEeMEHHBIH IpHEeM JalOKCeTMHa C HapKOTHYECKUMH
cpeacTBaMM, 00J1aJal0IIMMU CEPOTOHUHEPIrUYECKON aKTHBHOCTBIO, HAIpUMep,
KeTaMUHOM, MeTuleHauokcumeramperamunom (MJIMA) u auaTunamMuaom
auzepruHoBoit  kuciaorel (JICI), MoxeT MNpUBOAUTHE K IOTEHLUHATBHO
CEepbe3HbIM peaxkUMsiM, BKJIOYas, HO HE OrpaHUYUBAasICh, aApPUTMHEH,
rUIepTepMUEd M CEpOTOHMHOBBIM CHHApOMOM. llpuMeHeHue [panokceTuHa
OJHOBPEMEHHO C CEJaTHBHBIMHM CpeICTBaMH, HaIlpuMep, ONHUATaMHU WU
OeH30/1Ma3enMHaMi, MOXKET YCHIMBATh COHJIMBOCTb U TOJIOBOKPYKEHHE.
[IpyMeHeHHe ¢ 3TaHOIOM

CoBMecTHOe NpUMEHEHHEe [ANOKCEeTHHA C aJKOTOJeM MOXET YCHJIMBATh ero
JNeUCTBHE HA LEHTPAJbHYI0 HEPBHYIO CUCTEMY, @ TAKXKe MOXET YCHUIIUTh TaKue
HeMpOKapAMOTeHHbIC HEKeJaTeJIbHble peakIud, Kak OoOMOpOK, MOBBIIIASA
TakUM 00pa3oM pHCK ciydailHO#W TpasBMbl. [loaTomMy mnaunueHTam cieayer
PEKOMEH/0BaTh BO3JE€pXkKaTbCsl OT I[pUeMa ajJKoroyii B IE€pPUOJ IpuUema
JlallOKCETHUHA.

O6Mmopoxk

[Taunentam cnenyer uszberarh MOTEHUUANbHO TPABMOONACHBIX CHUTYalM#, B
YaCTHOCTH, YIPABJIICHUsS TPAHCHOPTHBIMH CPEACTBAMH HJIM MEXaHHU3MaMH, B
clly4yae BO3HHMKHOBEHHS OOMOpOKa HAM €ro MpOJApPOMAalbHBIX CHUMIITOMOB,
TaKMX KaK TOJIOBOKPYKEHHE WU MpeaoOMOpPOYHOE COCTOsIHHE (CM. pazjeln
«IToGounoe neWcTBue»). Y NaUMEHTOB, [MOJYYaBIIMX JAllOKCETHH, [0
CpPaBHEHUIO C MallMeHTaMHu, I[OJy4YaBIIMMHU I[Utanedo, Yaue OTMEeYaUuCh
IpOApPOMaJbHbIE CHMIITOMBI, B TOM 4YHUCJIE€ TOILIHOTA, TI'OJOBOKpPYXEHHE/
npe100MOpPOYHOE COCTOSIHHE U MOBBIIIEHHOE MOTOOTAEIEHHE.
HaGnronaBumivecss B KIMHUYECKHUX HMCCIENOBaHUAX ciaydyan oOMopoka,
OXapakTepu30BaHHbIE KaK TMOTeps CO3HaHUA, ¢ Opaaukapaueit HIu
OCTAaHOBKOW  CHHYCOBOIO y3Ja y [MAIUEHTOB TIPA  XOJTEPOBCKOM
MOHHMTOPUPOBAHHUH, ObLIH OTHECEHBbI Ha cueT BA30BarajbHOro
MPOUCXOXKIAEHHS, U DOJIBIIMHCTBO UX UMEJIM MECTO B TEUEHHUE MEPBBIX 3 YACOB
nocje IpueMa, Iocjie IepBOH J03bl, MM K€ OBbIIM acCCOLMUPOBAHBI C
MEQULUHCKUMH MpoueaypaMu (3a00p KpOBHM, MU3MEHEHMS IMOJOXKECHUS Tena,
U3MEpeHHWe apTepHaJbHOro  JaBlieHHWs). Bo3MmMoxHble nNpoapoMalnbHbIE
CUMIITOMBI, HAampuUMep, TONIHOTA, TOJOBOKpPYXXeHHe, npeaoOMopodHoe
cocTosHUE, cepaueObueHne, acCTeHUs, CNyTAHHOCTh CO3HAHUA W TMOBBIIIEHHOE

MOTOOT/AEIEeHHE OOBIYHO TaKXkKe Had/IIoJaduch B MEpBbIE 3 Yaca roclie nmpruema
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mperapara ¥ 4acToO NpejliecTBoBand oOMopoky. [lanueHTsl J0KHBI OBITH
NporMH(GOPMHUPOBAHBI O TOM, YTO B MEPHOJ JEUEHHUS JalOKCETHHOM B J0Ooe
BpeMsi BO3MOXKHO pa3BuTHe 0OMOpOKa ¢ NMpoApOMaIbHBIMH CHMIITOMAMH HJIH
6e3 Hux. Bpau pomkeH npouHOpMHpOBATH TNAlMEHTa O BAKHOCTH
JOCTaTOYHOW BOJHOM Harpy3kd M O paclo3HaBaHMM MPOAPOMAJTbHBIX
NPU3HAKOB U CHUMIITOMOB /Ui CHHIKEHHMS PUCKA CEpbEe3HOH TpaBMBI IIpH
BO3MOJKHOM INaJeHHHM HU3-3a NOoTepH co3HaHusd. [IpH mosiBjieHWH BO3MOXKHBIX
MPOAPOMAIbHBIX CUMIITOMOB MAlMEHT cpa3y JOJKEH Jedb TaK, YTOObI rojioBa
OKa3alach HM)KE TYJIOBHIIA, MJIH CECThb, OMYCTHB IOJIOBY MEX/y KOJIEH, H
OCTaBaThCsl B 3TOW 103€ 10 MCUE3HOBeHHs cMMNTOMOB. [Ipu oOMopoke uiH
IPYTHX HeXelaTeJbHbIX peakUHd CcO CTOPOHBI LEHTPaJbHOW HEPBHOM
CHCTEMBI IallHeHTa CleAyeT TMpeaynpeanuTb O HeoOXoauMocTH wu3berarb
MOTEHIIMAJbHO  TPaBMOOMNACHBIX  CHUTyalUM#,  BKJIwOYas  YIpPaBICHUE
aBTOMOOHIEM U IPYTHMHU MEXaHU3MaMH.

[TalMeHThI ¢ PUCKOM CepIeuHO-COCYAUCTHIX 3a001eBaHUM

B ki1uMHMYecKMX HCClIeIOBAaHUSX JalOKCETUHA HE y4acTBOBAIM TAIUEHTHI C
CEepAEYHO-COCYJUCTBIMU 3a0oneBaHUAMU. Y IAUUEHTOB C OpraHM4YeCKHUMH
3aboneBaHUsIMH cep/illa U cocy/1oB (HampumMep, oOcTpyKkuuei BeIOpoca KpoBU
U3 cepaua, MopaxkeHWeM KJalaHHOro amnrnapara, CTEHO30M COHHOM apTepuH,
aTepOCKIEPO30M KOPOHApPHOM apTepHH) IIOBBILIEH PHCK HEXelaTeJbHbIX
CepJeYHO-COCYIUCTBIX TOCIEeACTBUH OOMOPOKOB CEpAeYHOr0 U Jpyroro
npoucxoxaenus. OaHako, B HAcTosllee BpeMsl HEJOCTATOYHO MAAHHBIX IJIA
oTpe/iesIeHus, paclpoCTpaHseTCs JIM ITOT PUCK HAa Ba3oBarajlbHbId 0OMOPOK Y
MAaLlMEHTOB ¢ CepAEeYHO-COCYAUCTBIMHU 3a00I€BaHUAMH.

OprocTartuyeckas rUIOTOHUS

[Tepen HavanoM Tepanuu Bpay JOJIKEH MPOBECTH TLIATEIbHOE MEJAMI[MHCKOE
obcnenoBaHue, BKIKOYAs BBIACHEHHE aHAMHe3a OPTOCTATHYECKUX COOBITHH, a
TAaK)K€ OpTOCTATHYECKYyl0 Npoly (M3MepeHHe apTepHalbHOrO [IaBJICHUS WU
4aCTOThl CEpACYHBIX COKpAIleHHWNW B TMOJOXKEHHH CHIAS U cTos). B caydae
MOATBEPKJAEHHBIX MM IMPEeANoJiaraéMblX OPTOCTATHYECKMX peakuuh B
aHaMHe3e ciieflyeT u30eraTh Tepanuu JAaloKCEeTHHOM.

B KIMHHYeCKHMX HCCIeIOBAaHHUSAX ONHCAaHBl CIy4ad OPTOCTATHYECKOMH
rUNoTOHUU. Bpau nomkeH 3apanee nponH(OPMUPOBAThH MallMEHTa O TOM, 4YTO
P TOSBJIEHHUM BO3MOXKHBIX [POAPOMAJIbHBIX CHUMIITOMOB, HalpHMep,
rOJIOBOKPYXKEHHs cpa3y IOocje BCTaBaHMs, ClelyeT HEeMEeIJeHHO Jiedb Tak,
4yTOOBI rOJI0Ba OKa3anack HHXKe TYJOBHIIA, HIIU CECTh, OMTYCTHB rOJIOBY MEXIY
KOJIEH, U OCTaBaThCsl B ATOU MO3e /10 Hcue3HOBeHUs: cuMnTomoB. Kpome Toro,
HY)KHO NPOMH(OPMHPOBATh MALMEHTa O HEOOXOAMMOCTH H30eraTh pe3Koro
BCTaBaHMs 10CJIE JUIMTEIBHOTO JICKAHUA UIIA CUICHHUS.

Wurubutopst CYP3A4 cpeaHeil BbIpaXKeHHOCTH JCHCTBUS

Cnenyer coOmwoaaTh OCTOPOXHOCTH TPU  [PUMEHEHHMH JaroKCceTHHa
oaHoBpeMeHHO ¢ uHruoutopamu CYP3A4 cpeaHeil BoIpa)Ke€HHOCTH JIEHCTBUS
(>pUTPOMHULIMH, KIAPUTPOMHULIMH, (IyKOHA30J, aMIIpeHaBUp, GocaMIIpeHaBup,

anpenuTaHT, BepanaMui, AUITHA3EM), a 003y MpernapaTa cleAyeT CHU3UTh 10
30 mr.
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CunpHble uHruduTopsr CYP2D6

PexoMeH1yeTCst IPOSIBIISTE OCTOPOIKHOCTD MIPH MOBBIIIEHHH 03B! JallOKCETHHA J10
60 Mr y maluueHToB, Nojyyaoluux cuibHele HHruoéuTopsl CYP2D6, 1 y manueHToB
¢ HU3KoM akTUBHOCTBEIO CYP2D6, Tak Kak npu 5TOM MOXKET MOBBIIIATECSH YPOBEHb
CHCTEMHOTO BO3/IEHCTBHS Mperapara ¢ COOTBETCTBYIOIIUM yBEJIUYEHHEM YaCTOTI
U TSDKECTH J0303aBHCUMBIX HEXKEJIaTe IbHbIX PEeaKIIui.

CamoyOuiicTBO/ CYHIIMIATBHBIE MBICIIH

B kpaTKocpo4HBIX HCclegoBaHUsAX aHTHaenpeccanTsl, Bkaovyas CHUO3C, mo
cpaBHeHHI0O ¢ Tuianebo0 CHUIbHEe TOBBINAIM PHCK  BO3HUKHOBEHHS
CYMLHUAAIbHBIX MBICIEH M CYMLMJAIBHOCTD Y JieTel U MOJAPOCTKOB ¢ OOIBIIUM
JIETIPECCUBHBIM PAacCTPOHCTBOM M JPYTHMH MCUXHYECKUMH PACCTPOMCTBAMH.
[lpy npoBejeHMH KpaTKOCPOYHBIX MCCIEJOBAHMN IIOBBIINICHHE pHCKa
CYHUHAAIBHOCTH [IPU MPHEME aHTHASNPECCAHTOB 110 CPaBHEHUIO ¢ Muianedo y
B3pOCIbIX cTapiie 24 jeT BbIABICHO He O0b1710. B KTHHUYECKUX HCCIe0BAaHUAX
NAMOKCETHHA JUIS JIEYeHHUs NPEeX/AeBPEMEHHON I3SKYIALHMH YETKUX JaHHBIX O
MOSABJICHUH CYHUMIATBHBIX MbICIed Ha (¢GoHe IeyeHHus, OLEHEHHBIX II0
KonymOuiickomy aiaroput™my ki1accHGUKaUUM JAJId  OLEHKH CyuHlM/ja
(C-CASA), mikasne oueHkH aernpeccud Moutromepu-Acdepra, Uid ONPOCHUKY
nenpeccuu beka, BBIABICHO He OBLIO.

Manwus

JlamokceTHH  HeNb3s OpPUHAMATL  [alMeHTaM, MMEIUMM B aHaMHese
MaHHUIO/TUITIOMAHHUIO MM OUIIONSAPHOE pacCTPONCTBO, MPH IMOSBIEHHUH CHMIITOMOB
3THX 3a00JIeBaHMHN TIPHUEM TperapaTa CleayeT NPeKpaTHTh.

Cynoporu

Uz-3a cnocobHoctt CHUO3C cHmKaTh CyJOPOXKHBIH MOpOr cieayer u3deratsb
Ha3HAUeHHUs JaloOKCeTHHA MalMeHTaM C HecTaOMIbHON OSIMIENCHEH, IpH
MOSABJIEHUH CYJOpPOr [pernapar cleayeT OTMEeHWTh. 3a MalHeHTaMHu ¢
KOHTPOJIHPYEMOH snuernicuedt TpedyeTcs TIaTenbHoe HabIoAeHHE.

[Ipuem y nereii U NOAPOCTKOB MoJIoKe 18 et

[IppuMeHeHHe HanmoKCeTHHa Yy IAalMeHTOB Moyioke 18 ner u crapue 65 jer
MPOTHBONOKA3aHO, TaK KakK OTCYTCTBYIOT  KJIHHHYECKHE  JaHHBIE IIO
3¢ dexTUBHOCTH U 0€30MacHOCTU MPUMEHEHUS JAlOKCEeTHHA Y 3TUX TOMYJISIUN
MalUeHTOoB.

ConyTcTBYIOLIAs JeNpecCcHst W/HUIK NCHXUYECKHE PacCTPOCTBa

[lpy Hanuuu¥ y naguMeHTa NPU3HAKOB M CHUMIITOMOB [IEIIPECCHH [0 Hayaiua
NPUMEHEHUs  JaloKCeTHHa  HeoOXOAMMO  IpoBecTH  obciieoBaHue  JJist
UCKJIIOUYEHHUS HaJM4YUs HEJUarHOCTUPOBAHHOTO METPECCHBHOIO PacCTPOMCTBA.
JlarokceTHH Helb3si MPUHUMAThH OJIHOBPEMEHHO C aHTHUIETpecCaHTaMM, BKJIIOYast
CHUO3C u uHruOuTOpHl 0OpaTHOrO 3axBaTa CEPOTOHMHA M HopanuHedpunHa. He
peKOMeH/IyeTcs MpeKpalarh Je4eHue JernpeccHd WM TPeBOKHOCTH [0 Hayaja
JICUEHHUS  JANOKCeTHHOM. JlamoKCeTHH He [peaHa3HaueH Juld  JIeYeHus
TICUXMYECKUX PACCTPOMCTB (HarmpuMep, MIHU30(QpeHUH HIU ACTPECCHH), €ro He
clle/lyeT NMPUHUMATh MY)KYMHAM C 3TUMHU 3a00JeBaHUSMH, MOCKOJBKY IIPH 3TOM
HEJIb3s MCK/IIOYUTh YCWIEHHUsS CUMITOMOB jenpeccuu. Cieayer HEMEUIEHHO

coo0maTe Bpadyy O JIOOBIX BBI3BIBAIOIIMX OECIOKOHWCTBO  MBICIAX MM
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OLLYLUEHUSAX, U NpPU TMOABICHUM IPU3HAKOB U CUMIITOMOB JCMPECCUH B XOJle
JIEYeHUsI TaTTIOKCETHUH Clie/lyeT OTMEHHUTb.

KpoBoreuenue

[Ipn npumenenun CHO3C onucanbl ciydau KpoBoTeueHuUsl. PexkomeHnjyercs
NpPOSIBIATE OCTOPOXKHOCTh TMPH TpHEMEe JANOKCeTHHAa OJHOBPEMEHHO ¢
npernapaTamMu, BIMAIOIMIUMA Ha QYHKIHIO TPOMOOIMTOB (Harpumep, aTUITHYHBIMU
HeHpoenTUKaMH, (beHOoTHA3UHAMH, aLeTHICATULIHIOBOR KUCJIOTOH,
HECTEPOUIHBIMU [POTUBOBOCIIATUTEIbHBIMU npenaparamu (HIIBIT),
aHTHKOAryJIssHtamMu (HampuMmep, BapdapuHOM)), a TakXke Yy MalHeHTOB C
KPOBOTEUEHHUSAMH WJIM HApyLIEHHEM CBEPTHIBAEMOCTH KPOBH B aHAMHe3e.
Hapyuienue QyHKIMH noYek

JlanokceTMH He  peKOMEHJyeTcs NpUHMMATh [alMeHTaM C  [0YEeYHOM
HEJOCTATOYHOCTBIO  TSKEJOH CTEIEeHH, nanueHTaM v MOYeyHOH
HEJOCTAaTOYHOCTBIO JIETKOH CTENeHHM WM CpeflHeH CTENeHU TSKECTH Cleayer
MPOSBIISATE OCTOPOIKHOCTb.

CHHIPOM «OTMEHBI»

Wmerorcss nanHele o ToM, 4YTo pe3kas otmeHa CHMO3C, anutensHO
NPUMEHSIBIIUXCS ULl JIEYEHHsT XPOHHYECKHX JIETIPECCUBHBIX PacCTPOMCTB,
[PUBOIUT K CJIEIYIOLLIUM CUMIITOMAaM: CHH)KEHUE HACTPOEHHUS,
pa3apaxKUTeIbHOCTD, BO30YXKIeHHeE, rOJIOBOKPYKEHHE, HapyILICHUA
4YyBCTBUTEIBHOCTH (Hampumep, MapecTe3us B BUJAE OLIyLIEHUs yaapa
3NIEKTPOTOKOM), TPEBOXKHOCTb, CIIYTAHHOCTb CO3HAHUSA, TOJIOBHas OOUb,
COHJIMBOCTH, SMOLIMOHAbHAs HeCTaOMIbHOCTh, OECCOHHUIIA, THITOMAHHS.

B KIMHHUYECKOM HCCIIeJIOBAHMH, TPOBEJEHHOM JUlsi OUeHKH 3¢ddekTa
«OTMEHBI» aanokceruHa nocie 60 guel npuema B jo3e 60 MI eXeJIHEBHO Y
MAaLMEHTOB C MPEeKIACBPEMEHHON IAKYyIALUEeH, He ObUIO BBISBIEHO NPHU3HAKOB
cuHApoma «oTMeHb». [locie mnepeBoga mnanMeHTOB Ha mianedo mocne
€)Ke/IHEBHOTO MpUeMa JanoKceTuHa oOHapy)KMBAIUCh JIMILIb HE3HAYUTEJbHbIE
CUMIITOMBI «OTMEHBI» B BHJe cjabol WIM yMEpPEeHHO BBIPAXKECHHOMN
OECCOHHHULBI U TOJIOBOKPYIKEHHA.

Hpyrue BUIBI ceKeyanbHOM TUCHYHKINN

Jlo Hauana jeyeHus NMalUeHThl ¢ APYTUMHU BUJIAMU CEKCYaJIbHBIX pacCTpPOMCTB,
BKJIIOYAsi  JPEKTUIBHYI  AUCHYHKIHUIO, JO/KHBI  OBITh  TILIATENIbHO
obcrnenoBaHel BpadoM. /[amoOKCeTHH He cleAyeT NPHUMEHATh MNaLMeHTaM C
IPEKTHIBHOM AuDYHKIMEeH, noaydaromum HHruoutopsr ®J135.
JlexapcTBeHHbIE CPE/CTBA ¢ Ba30AMIATHPYIOIIMMH CBOHCTBAMH

JlanokceTMH  ciaeayeT  HOPUMEHATh € OCTOPOXKHOCTBIO  IAllMEHTaM,
NPUHUMAKOIIUM  JIEKapCTBEHHbIE  Mpernaparsl ¢  Ba30AWIAaTHPYIOIIUMH
cBoiicTBaMU (Takue Kak anbda-aapeHOOJOKATOPbl M HUTPAThl) B CBA3M C
BO3MOHBIM CHH)KEHHEM OPTOCTATHUYECKOHN TOJEPAHTHOCTH.

Hapy1ieHus co CTOpoHb! oprasa 3peHus

Ha ¢oHe npuMeHeHHs [anoKCeTHHA OTMEYalUCh TaKHe HexKelaTelbHble
peakUMH CO CTOPOHBI OpraHa 3peHHs Kak Muapuas u Ooap B Iiasax.
JlanokceTuH ciielyeT TPUMEHSITh C OCTOPOXXHOCTBIO Yy TMAalUEHTOB C

TOBBIIIEHHBIM  BHYTpPUIIIa3HbIM  OaBJI€HHUEM WK C PUCKOM  pdA3BUTHA
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3aKpbITOYTOJIbHOM IJ1ayKOMBI.

Biausinue Ha cnoco0HOCTH K yNpaB/ieHHI0 TPAHCHOPTHBIMH CpPeICTBAMH M
MeXaHH3MaMHu

JlamokceTHH OKa3blBaeT HE3HAUMTEIbHOE MJIM YMEPEHHOE BIHSHHE Ha
CrocoOHOCTh K YNpaBJIeHUIO TPAHCIOPTHBIMHU CpPeACTBAMU U OOCITYKHBAHHUIO
MexaHu3MoB. [Ipu npueme gamokceTHHa ONMUCAHBI C1ydYau IOJIOBOKDPYIKEHHS,
HapylIeHUs BHUMaHUs, 0OMOpPOKa, HEYETKOCTH 3peHus, connuBocTu. Crenyer
NpeaynpeauTh NalueHTa 0 HeoOXoAUMOCTH U30erath CUTyalui, pU KOTOPBIX
BO3MOXXHO IIOJIy4€HHUE TpaBMbl, BKJIKOYas yNpaBJI€HHWE TPAHCIOPTHBIMH
cpeactBamMu M obcnyxuBaHue MexaHu3mMoB. OJHOBpeMeHHOe ymnoTpedieHue
aJIKOoroJis W JaloKCeThHa MOXKET YCHUIIMBATH CBA3aHHLBIE C QAJKOI'0OJIEM
HEHPOKOTHUTUBHBIE 3((EKThl M MOXKET TakXe IOBbIIIATH PUCK Pa3BUTHUS
HeHpOKapAHOreHHBIX HE)XKeNaTeNbHbIX peaklui, TakuxX Kak oOMOpOK, 4uToO, B
CBOIO Ouepe/lb, yBEIUYUBAET TPABMOOMACHOCTh. TakuM oOpa3om, mamueHTam
cleyeT peKoMeH10BaTh u3beratb OJHOBPEMEHHOr0 ynoTpeOaeHus aiKoroJs
npHu npuMeHeHnH npenapata Jlanokcetun-C3.

®opma BbINyCcKa

TabGneTku, mokpeIThIe IUIEHOYHON 00010uKOH, 30 Mr 1 60 Mr

[To 6 TabneTok B ynakoBKH siueiKOBbIE KOHTYPHBIE.

[To 20 TabGnetok B OanHku mnonumepHble Tuna bII w3 nmonusTuneHa HU3Koro
JaBIeHHUs C KpPbIIIKAMH W3 TOJIMITHICHA BBICOKOTO JaBICHUS WM BO (DIaKOHBI
MOJIMMEPHBIE U3 TMOJMAITUIIEHA HU3KOTO JIaB/I€HHs C KPBILIKAMH U3 TMOJHAITHIIEHA
BBICOKOI'O JaBJIEHHUA.

Kaxnyro Oanky, ¢uakoH, |, 2 ymakoBKM S4YEHKOBBIE KOHTYpPHBIE BMECTE C
UHCTPYKIMEHN N0 MPUMEHEHHIO TOMEIIAIOT B Na4Ky KapTOHHYIO.

Yci10Bus XpaHeHHus
B 3awmuieHHOM 0T cBeTa MecTe, Ipu TeMmneparype He Boie 25 °C.
XpaHHUTh B HEJIOCTYITHOM IS IeTei MecTe.

Cpok roanocru
3 roja.
He nmpuMeHSATH N0 MCTEUEHHH CPOKa FOAHOCTH, YKa3aHHOTO Ha yIaKOBKE.

Yenosus ornycka
OtnyckaroT Mo peuenty.

IlpousBoauren:

HAO «Cesepnas 38e31a», Poccus

188663, Jlenunrpaackas o00s., DBCeBONOKCKMH MYHHUMINAIBHBIA  PanOH,
Ky3pMo10BcKOe ropozckoe noceneHue, r.i. Ky3smonoBckuii, yi. 3aBojckas, 1. 4;
n. 4 xopn. 1; 1. 4 kopr. 2

tes/¢dakc: (812) 309-21-77.

19



¢

Baajaesen perHcTpauHOHHOrO yA0CTOBepeHHsI/OpraHM3auus, NPHHHMAIOLIAS
npeTeH3HH norpeduTesst

HAO «Cesepnas 3Be31a», Poccus

FOpuouueckuii adpec npeonpusmMus-npouU3800UMens.

111524, r. Mockga, yn. DnektpoaHas, 1. 2, cTp. 34, atax 2, nomenl. 47

Aopec npouzeooumens u npuHIMuUsL NPEMEHIUU.

188663, Jlenunrpaackas 0071., BCeBOMOXKCKHI MyHULMNAIBHBIM  paiioH,
Ky3bMouioBckoe ropojickoe nocesenue, r.m. Ky3sMonoBckui, yi. 3aBojackasi, A. 4;
a. 4 xopm. 1; 1.4 xopi. 2

ten/¢pake: (812) 309-21-77.

['enepanbHbIi AUPEKTOP E.B. Uyrnuna

HAO «Cesepnas 3Be31a»
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