MHH3 IPAB POCCHH

NO-005861- 251113

COT'TACOBAHO

MUHUCTEPCTBO 3/IPABOOXPAHEHW S POCCUMCKOW ®EJIEPALIMU

HHCTPYKLIUA [1TO MEJJULIMHCKOMY ITPUMEHEHHIO
JIEKAPCTBEHHOTI O ITPEITAPATA

TPEBUKTA

Perncrpannonnsiii Homep — JIT1-003861
Toprosoe nanmenoBanune npenapara - TPEBUKTA
Me:xayHapoaHoe HeNaTeHTOBAHHOE HANMEHOBAHHE — NAUIIEPUIOH

JIeKapCTBEHIIaﬂ (popma — CYCHNECH3HA V11 BHYTPUMBILICYHOIO BBEACHHA IPOJIOHTHPOBAHHOIO

JeUCTBUS

Cocras

B 1 Ma cycneH3um coaepKuTCs:

Axmuenoe seugecmaso:

200 mr nanunepuaoHa (3KBUBAJIEHTHO 312 Mr najunepuaoHa najibMUTaTa)

Bcnomozamenvuvie gewecmsa:

nonucop6at 20— 10 mr, makporos 4000 (monaustuiaeHriukoas 4000) — 75 Mr, JIMMOHHOI
KUCJIOTBI MOHOruapar — 7,5 mr, Harpus auruapodocdara moHoruapat — 6,0 Mr, HaTpus

rupokcua — 5,4 Mr, Boja i MHbEKUM — 10 1 M

Onucanne

benas unu noutu Genas cycneHsus, cBOOOIHas OT MOCTOPOHHUX BKIOYEHHIA
dapmakoTepaneTH4YecKas rpynna — aHTUICHXOTHYECKOE CPEe/ICTBO (HEHPOJIENTHK)

Kox ATX - NO5SAX13

dapmako/I0OrH4ecKne cBOHCTBA

DapmakoouHamuxka

Mexanusm oeucmeus

[TanunepuaoH NpUHAANEKUT K KIacCy NMPOM3BOAHBIX OEH3M30KCa30J1a U SBISETCS aTHUITUYHBIM
aHTUNCUXOTHKOM. [lanunepuaoHa manbMuTaT ruapoiausyeTcs a0 nanunepuaona. [locneanuit
ABISAETCA UEHTPAJIbHOJEHCTBYIOIIMM  AHTArOHUCTOM  MPEUMYILECTBEHHO CEPOTOHHHOBBIX

5-HT2a-peuenTtopoB, a Tarke ao¢aMuHOBBIX Di-peuentopoB, aapeHepruyeckux ol u o2
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peuentopoB ¥ Hl-ructamuHoBeix  peuentopoB. [lanunepuaoH He  cBA3bIBaeTCA ¢
XOJIMHEPrMYECKMMHU  M-peuentopaMi M ¢ aapedeprudeckumu 1 u P2 peuenrtopamu.
dapmakoIoruyeckas akTHBHOCTb (+) M (-) HAHTHOMEPOB MAJUINEPUIOHA KOJIMYECTBEHHO M
Ka4yeCTBEHHO OJJMHAKOBA.

[Mpeanonaraercs, 4To TeparneBTHYecKas 3((GEeKTUBHOCTh TMpenapaTta Mpv  WU30(PEeHUH

o0ycJioB/ieHa KOMOMHUpOBaHHOM Osokanoit D2 u 5S-HT2a-peuentopos.

DapmakoKunemuKka

Beacwvisanue u pacnpeoenenue

M3-3a MCKIIOYMTENBHO HHU3KOH pacTBOPUMOCTH B BOJE MNAJUMEPHIOHA MajJbMUTAT T[10CjE
BHYTPUMBIILIEYHOIO BBEJEHHsS MEUIEHHO PAaCTBOPSETCS, T'MAPOIM3YeTCs 0 MNaJUNepuaoHa M
BCAChIBAETCH B CUCTEMHBII KPOBOTOK. BpICBOOOK/1€HHE BelecTBa HaUMHaeTcs yke B 1-i 1eHb u
npojo/ukaercs B TeueHue 18 mecsueB. [locie 0aHOKPaTHOrO BHYTPHUMBILIEYHOrO BBEIEHHS
KOHLIEHTpalMs MajJurnepuioHa B TIUJla3Me KPOBM TMOCTEMEHHO YyBEJIWYMBAETCH, AOCTHUras
makcumyma uepe3 30 - 33 qua (meauaHa Tmax). [Tocne BHyTpuMBbIILIEUHONH MHBEKLUMM NpeniapaTa
TPEBUKTA B no3zax 175-525 Mr B JaelbTOBHAHBIE MbIILbLI 3HaYeHHE Cpax B CpeHEM Ha
11 — 12 % npeBbllIaeT COOTBETCTBYIOLIMI MOKA3aTe/b MOCAE UHBEKLMH B SATOAWYHBIC MbILILIBL.
XapaKkTepuCTHUKN BbICBOOOKICHHS! aKTMBHOIO KOMIOHEHTAa M CXeMa J03MpOBaHUs MpernapaTa
TPEBUKTA of6ecneuuBatoT AIMTENIbHOE TMOJJIEPKAHUE TeparneBTHUECKOH KOHLIEHTPALMH.
Bennunna AUC (nowaau noa KpMBOi KOHUEHTpALMSA-BpeMsl) MaJIMNepHI0Ha 10cjie BBEACHUs
npenapata TPEBUKTA nponopuuoHanbHa fo3e B auanazoHe 175 — 525 mr, auHamMuka Cax
npuOIMkKaeTcss K MNPONOPLUOHANIBHOCTH [J103bl. Cpe/Hee COOTHOLIEHHE MAaKCHUMAaJbHBIX M
MUHHMMAaJIbHBIX 3HauYeHuit coctaBwio 1,6 nocne BBeaeHus npenapara TPEBUKTA B sroanuHbie
MblLBl U 1,7 1ocie BBeACHUS B J1eJIbTOBUAHBIE MbliiLbl. Kaxyuuiics od0beM pacnpenesneHus
nasunepuaona nocie BeeaeHus npenapata TPEBUKTA cocraBaser 1960 n. Ilanunepuaon
CBs3bIBaeTCs ¢ OeIKamMu 1iaa3mbl KpoBU Ha 74 %.

[Tocne BBeieHUs npenapara (-) ¥ (+)-3HaHTHOMEpPbI NAJUIEPUI0HA B3aUMHO MPEBPALIAIOTCS APYT

B Apyra, nocturas otHoweHus AUC (+)- u (-)-oHaHTHOMEpOB okoJo 1,7 - 1,8.

Mematoausm u evisedenue

3a Hezeso Mocjie OJHOKPATHOro rnepopaibHoro npuema 1 mr npenapara *C-nasunepuaona ¢
HEeME/JIEHHbIM BbICBOOOJKIEHHEM AaKTUBHOTO KOMIOHEHTAa C MOYOW B HEM3MEHEHHOM BHJIE
BBIBOAUTCS 59 % BBEIEHHOI /103bl; 3TO yKa3bIBa€T Ha OTCYTCTBHE CYLIECTBEHHOrO MeTaboIM3Ma
npenapara B neueHu. [Ipumepro 80 % BBeaeHHOM paaoaKTUBHOCTH 0OHAPYKUBAJIOCh B MOYE U
11 % - B kane. U3BecTHbl 4 myTu merabosM3ma mpenapaTa in vivo, HO HU OJMH M3 HUX He

oOycnaBnuBaer Mmetabonu3ma Oonee 4vem 10 % BBeAeHHOH [103bl: J€3aJKWIMPOBAHHE,
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TUAPOKCHIIMPOBAHHKE, JIETHAPOreHUPOBAHUE M OTLICTUIEHHe OEeH3M30KCa30sIbHON rpynmbl. XoT4
WCCJIeIOBAHUS in Vitro TIO3BOJISIOT MPEANOIOKUT Onpe/iesieHHY0 posib n3opepmentoB CYP2D6
u CYP3A4 B Metaboniu3Me majaunepuoHa, JaHHbIX O CYLIECTBEHHOM pOJM 3TUX M30(epMEeHTOB
B MeTabosIM3Me MajunepuaoHa in vivo HetT. [lonyasiuMoHHbIi (hapMaKOKMHETHYECKUI aHa/In3 He
BBISIBHJT 3aMETHOIO pa3findMs KJIMpeHca NMajurepuaoHa nocjie nepopajbHOro npuema npenapara
JIOAbMHU C aKTMBHbIM M cjabbiM MeTabosmzmom CYP2D6. MccnenoBaHus ¢ MCMOIb30BaHHEM
MHKPOCOM TeYeHH YeJIOBEKA in vitro MoKas3aiu, YTo MaJUMepUuOH CYILECTBEHHO He MHIUOUpyeT
mMeTabo/M3M JiekapcTBeHHbIX cpeactB u3ohepmenramu CYP1A2, CYP2A6, CYP2C8/9/10,
CYP2D6, CYP2EI1, CYP3A4 u CYP3AS.
B uccnenoBaHusxX in vitro majavnepuIoH MposBisul cBoiicTBa cyOcTparta P-riauvkonporenHa, a B
BBICOKMX  KOHUEHTpauMsx -  cBoictBa  ciaboro  uHruburtopa  P-rimkonpoteuHa.
COOTBETCTBYIOLMX JAHHBIX i7 ViVo HET, KIMHUYECKasi 3HAUUMOCTh ITUX CBEJICHHI HEesICHA.
CorynacHO  pesyinbTaTaM — MOMYJSUHMOHHOrO  (apMaKOKMHETHUYECKOro aHalu3a, MeauaHa
Ka)Kylllerocs nepuojia nojyBbIBe/IeHUs najunepuaoHa nocje BeeaeHus npenapara TPEBUKTA
B 103ax 175 - 525 Mr coctaBasia ot 84 - 95 CyTOK B cllyyae MHBEKLHMI B 1€/IbTOBU/IHBIE MbILILbI
no 118 -139 cyrok B ciyyae MHBEKUMI B AroguyHble Mbllbl. OcTaTo4yHas KOHUEHTpaLUs
naJMrepua0Ha B KpoBu uepes 18 mecsiueB nocsie nocieaneit unbekuuu npenapata TPEBUKTA
B 03¢ 525 Mr cocTaBiseT 3 U 7 % OT cpe/iHel paBHOBECHOH KOHLIEHTPALIMU B Cllyyae UHbEKLIMH

B /1€JIbTOBUAHYIO U SITOJIMYHYIO MBILILY COOTBETCTBEHHO.
Cpasnenue npenapama TPEBHUKTA u opyeux npenapamog naiunepuoona

Yacrora BBeaenus npenapata TPEBUKTA cocraBnset 1 pa3 B 3 mecsiua, B OT/IMUME OT Npenapara
KCEIUUIMOH (manunepujoHa najJbMUTaT B JIeKapCTBEHHOH ¢opme cycrieH3us Juls
BHYTPHUMBIILIEYHOrO BBEIAEHHS NMPOJOHTMPOBAHHOIO JEHCTBUS, MPEHA3HAYEHHOM /1151 BBEICHUS
exemecayHo). Ilpu Beenenun npenapata TPEBUKTA B npozax, B 3,5 pa3a npeBblIAKOLIMX
cootsetcTByromyo 03y B npenapate KCEITJIMOH, npenapar TPEBUKTA no3ossin no6urkes
CUCTEMHBIX YPOBHEH NaJUNEPHIOHA, CX0XKHX C aHATOTMYHBIMH 3HAYEHUSAMH, JOCTUTaeMbIMH MPH
eXKeMeCIYHOM BBeJACHMM cooTBeTcTBYromMX /103 npenapara KCEIUJIMOH, a Ttakke npu
NepOPaJbHOM MpUEME COOTBETCTBYIOILIMX /103 MaJMNEPHIOHA B TaOleTKaX MPOJOHIHPOBAHHOTO
BbICBOOOKICHHUS.

BapuaGenibHocTh (hapMaKOKMHETUKH MAJIMNEPHIOHA MEXKY MALMEHTaMHU MoJo0Ha TaKOBOit npu
npueMe NajunepuoHa B BUe TabIETOK ¢ 3aMe/UIEHHbIM BbICBOOOKAeHHeM. Clie/lyeT nposiBIsATh
OCTOPOKHOCTB MPU CPaBHEHHUH (hapMAKOKMHETHYECKHUX CBOMCTB pa3HbIX (hopM naaunepuaoHa B

CBSI3U C PA3TUUHBIMH (PapMaKOKMHETHYECKUMH MPOPHIIMH MOCIIEIHHX.
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Ocobble Kamezopuu nayueHmos
[oxcunvie nayuenmel (65 1em u cmapute)
Bo3pact He sBasieTcs GpakTopom, TpeOy oMM KOppeKLMHU 103bl. OHAKO TaKas KOPPEKLHUSA MOKET

ﬂOTpeGOBaTbCﬂ H3-3a BO3PpACTHOIO CHHXXCHUA KIIMPEHCA KPp€aTHHHHA.

Hapywenue ¢pynxyuu novex

[Mpenapar TPEBUKTA cuctemMaTHuecky He M3y4valcs y MALMEHTOB C HapylleHHeM (GyHKUHH
novek. PacnpeneneHre mnanunepuaoHa TMOC/ie OJHOKPATHOrO MpuUeMa BHYTpb Tab/1eToK
NPOJIOHTUPOBAHHOTO JICHCTBUS B 103€¢ 3 Mr ObLIO M3YyY€HO Yy MAaLMEHTOB C pa3jMYHbIMH
nokaszateaamu ¢yHkuuu nodek. C ymeHblieHuem kiaupeHca kpeatuHuHa (KK) BeiBeneHue
najurnepuoHa ociadisaoch: MpU HapylweHUH (YHKUMI MOYeK JIerkod CTEeMeHU TSKECTH
(KK 50 - 80 mui/mMuH) - Ha 32 %, npu cpeaneii ctenenu tsoxkectd (KK 30 — 50 ma/MuH) — Ha 64 %,
npu Tsxenoit crenenu (KK 10 — 30 ma/mun) — Ha 71 %, B pesynbrate yero AUCo.» yBeMumuIach
0 CPaBHEHHUIO CO 3/I0POBBIMH 100pOBOJIbLIAMH COOTBETCTBEHHO B 1,5, 2,6 u 4,8 pa3a. Mcxoas u3
HeOONbLIOro KOJMYEeCTBa AaHHbIX O mnpumeHeHuu npenapata TPEBUKTA y naumentoB ¢
HapylleHHeM  (QYHKUMM  [OYeK  JIerKOW  CTerneHW  TSHKeCTM W U3 pe3yJIbTaToB
(hapMaKOKMHETHYECKOTO MO/ICJIMPOBAHMS, Y MALIMEHTOB C HapyLIeHHeM (YHKLMHU MOYeK JIErKoi
CTEMNEHU TSAKECTH CJIe/lyeT CHUAKATh KaK HayaJlbHYl0, TaK M MOJAEPKUBAIOLLYIO 103y NpernapaTa
KCEITJIMOH. ITauneHToB MOkHO nepeBecty Ha Tepanuio npenaparom TPEBUKTA, yennuus B
3,5 pa3a cCOOTBETCTBYIOLIHE 103bl, PEHA3HAUEHHbBIE /ISl HA3HAUEHUS MAlMEHTaM C HapylleHHeM
(GYHKUMM MOYeK JIerkoil cterneHu. JlomosHUTeNIbHAs KOPpeKUMs 103bl MOC/E Hayaja Teparuu

npenapatroM TPEBHUKTA He Tpebyercsi.

Hapywenue ¢pynkyuu nevenu

[Tanunepuaon He mojBepraeTcsi CyIECTBEHHOMY MeTa0o/M3My B me4yeHu. XOTS MpUMEHEHHe
npenapata TPEBUKTA y nauneHToB ¢ HapyuieHHeM (yHKUMH MMEYEeHU HE H3Y4aloch, KOPPEKLMS
J103bl He TpeOyeTcs npu HapyleHusX GyHKUUM MeYeHU JIErKOH U cpe/iHeil cTeneHu TshkecTu. B
vcclieIOBaHUM MIPUMEHEHHUs MaTUNepHI0Ha epopaibHO y MAUHMEHTOB ¢ HapylleHHeM QyHKLUMU
neueHu cpeaHed crenenu Tsxkectd (kiace B mo Yaiitnay-IIbto) koHueHtpauus cBoOOJHOrO
najunepuoHa B rjia3me KpoBu Oblla TaKoOM XkKe, KaK y 3/10pOBbIX 100pOBOJIbLEB. Y MAaUMEHTOB C

HapylmeHueM (b)'HKLlldH [EYECHHU TSKEJIOM CTeNeHU IMPUMECHCHHUEC MAJIMINCPUI0HA HE U3YYaJlOCh.

Paca
[TonyasuuoHHBINH (apMaKOKMHETHYECKHI aHaAJIU3 pe3y/IbTaTOB MCCJEIOBAHUS MaJIUMEPHI0HA
JUIs TIpUeMa BHYTPb HE BBIABHI pa3iuuus (papMaKOKHHETHMKH MaJUINEPUIOHA MOCce MpUema

npernapara JIroIbMH pa3HbIX pac.
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KAMHHUYeCKH 3HAaYMMBbIX pa3inyuii (papMaKOKMHETHKH MaJUNEPUI0HA y MYKYMH U JKEHIIHH HE

HaMeHo.

Brusnue xkypenus na papmaxoxunemuxy npenapama

CorjlacHO HCCJIe[JOBaHUSIM C KCIIOJIb30BAHMEM MHKPOCOM [€4YeHHM 4eJlIOBeKa in  Vitro,
nanunepuaoH He spagercs cybctparom CYPIA2, mostoMy KypeHHE HE JOJDKHO BJIMATH Ha
(hapMaKOKMHETHKY najunepuaoHa. CornacHo pe3yabTaraMm NOMYJISILIUOHHOTO
(apMaKOKMHETHYECKOr0 aHajliMu3a, OCHOBAHHOIO HA JIaHHBIX HCCJIEJIOBAHWIl Mpenapara
KCEITJIMOH, He ObL10 BBISBICHO HUKAKUX Pa3MUuUil y KypsSIUMX U HE KypALIMX JIIOACH, 4TO

COOTBETCTBYET YINNOMAHYTBIM BbILIC PE3YJIbTaTaM 3KCINEPHUMEHTOB in vitro.

Hunoexc maccet mena

Koppekuus 103bl B 3aBUCUMOCTH OT MHJEKCA Macchl Tesla He TpedyeTcs. Y JiMi ¢ U30BITOYHOI
Maccoii Tena, a TakkKe NMpU HATMYMHA OXHUPEHHUS OTMevanoch CHUKEHHE Cmax. MUHMMalbHbIE
0CTaTOYHbIE KOHLIEHTPALIMK B YCJIOBUSAX KaXKyLIErocs paBHOBECHOTO COCTOSIHUSL OBUTH CXO0KHUMH

y JIMLL C HOpMaJIbHOM Maccoit Tesa, ¢ U30BITOYHBIM BECOM U C OXKHPEHUEM.

IToka3aHusi K NpHMEHEHHIO
Jleuenue wM30¢ppeHUuH y B3pOCIbIX MALMEHTOB, paHee MoJlyyaBLUIMX M0//1€ PAKUBAIOLLY O TEPATTHIO

npenaparom KCEITJIMOH Ha npotsikeHun He MeHee 4 MecsILEB.

IIpoTruBonoka3anus

['MnepuyyBCTBUTENILHOCTD K MAJMMEPUAOHY WIH JH000MY KOMIIOHEHTY Mpernapara.

[TockoabKy mMaaMNEepuaOH SBISETCS AKTUBHBIM  METab0OJIMTOM pHCIEPUAOHA, Mpenapar
TPEBUKTA npoTuBOmnOKa3aH mauMeHTaM C M3BECTHOW THMEpYyBCTBUTEIBHOCTBIO K
pUCIEPUIOHY.

VY nauueHToB, MOJIyyaBIUMX JICUCHHE PHCMCPUIOHOM WM MaJUNEPUAOHOM, COOOLIAIOCh O
BO3HMKHOBEHMM peaKUMi TUMnepyyBCTBUTENLHOCTH, B T.4Y. aHapWIAKTHYECKUX peakuui H

AHMMOHEBPOTHYECKOI'0 OTEKA.

C 0CTOpPOKHOCTBIO

Cnenyet ¢ ocTopoKHOCTBIO npuMeHsTh npenapat TPEBUKTA B cieayrouux ciyyasx (cm. 6osee
noapoOHyto uHdopmauuio B paszaene «Ocolble yKazaHUs»):

- Yy TauMeHTOB C  CepJAeYHO-COCYAMCTHIMHU  3a0osieBaHUAMM  (HarpuMep, cepaeYHOMH
HE/IOCTATOYHOCThIO, MH(GAPKTOM WIM HUIEMHEH MHOKapjaa, HapylleHWeM cep/eyHOH

ﬂpOBO}lHMOCTH), HapylweEeHUsAMHU MO3roBoro Kp03006pau1eﬂml WU COCTOAHHAMH,
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npeapacroaralolliMi K CHIKEHHIO apTepHabHOTrO JaBieHus (Harpumep, 00e3BOKHBaHHE,
yMeHblIeHHe 00beMa LUPKYJIUPYIOLIei KPOBH, MPUMEHEHHE TMIOTEH3UBHBIX MPENaparoB);

- Y NalMEHTOB, UMEIOIIMX B aHAMHe3e CyJA0pOrd WK APYrue COCTOSHHS, MPH KOTOPBIX MOKET
CHHJKATBCS CYA0POKHBIH MOPOT;

- Y NMalUMEHTOB, KOTOPbIE MOTYT MOJABEPraThCcs BO3ASHCTBUAM, MOBBILIAKOIIMM TEMIIEpATypy Tena,
Harpumep, CHIbHOM (u3nyecKkoil Harpyske, BBICOKOW TemIepaType OKpyKalolleh Cpebl,
BO3/ICHCTBHIO MPENapaToB ¢ aKTHBHOCTBIO M-XOJIMHOJIMTHKOB, a TaKxke 00€3BOKMBAHHIO;

- y MalMeHTOB, UMEIOIIMX B aHAMHE3e apUTMHIO WK BPOXJIEHHOE y/ulMHeHHe uHTepBaia Q-T,
1100 NMPUHUMAIOLLMX Npenaparsl, yuiMHsoume uarepean Q-T;

- IPU MPUMEHEHUH B KOMOMHALIMM C APYTMMH JIEKAPCTBEHHBIMH CPE/ICTBAMHU, JEHCTBYIOIMMH Ha
[IHC, u ankoroaem. [ManunepuaoH MoxeT 0ciadbasTh 3 GeKT 1eBOI0MbI M arOHUCTOB A0(paMUHA;
- y MaUMeHTOB C JIeMEeHLMeEH, nauueHToB ¢ 0ose3Hbto [lapkMHCOHA WK JeMeHUMel ¢ TeslbLaMu
Jleu;

- Y MaLKUEHTOB C BO3MOXHBIMH MPOJAKTHH-3aBUCHMBIMH OIyXOJISIMH;

- y MAaUMEHTOB C HapyleHueM (QyHKLUUU MeYeHH WIH MOoYeK.

Ilpumenenne npu GepeMEHHOCTH H B EPHO/] IPYIHOr0 BCKAPM/IHBAHHS

Bepemennocmo

be3onacHOCTh MpUMEHEHUs MajaUNepuIoHa MaJibMUTATa BHYTPUMBILIEYHO WIM MaJUNEepUaOHA
nepopaabHO NMpH OEPEMEHHOCTH Y JIIOAEH He YCTaHOBJICHA.

B perpocnekTuBHOM  HaOIIOAATENBHOM  KOFOPTHOM — MCCJEJ0BaHMM, MPOBEAEHHOM  C
ucrosib3oBaHueM 0a3bl JJaHHBIX oOpalleHui 3a MeauuUMHCKo# nmomoubio CLIA, cpaBHHMBasCS
PUCK BPOKIAEHHBIX AHOMa/IMIl y JeTel, KOTOpble POAWINUCH y JKEHLUHMH, MOJy4YaBLIMX M HE
MOJIyyaBIIMX AHTUIICUXOTHYECKHE MpernapaTbl B MEPBOM TpuMecTpe OepemeHHOCTH. B sTOM
VCCIIEJOBAaHUM HE TPOBOAMJIOCH OT/IEJIbHOH OLEHKHM MNajJuNepuaoHa, aKTHBHOrO MeTadosnTa
pucnepuaoHa. PUck BpoKAEHHBIX aHOMAIMH /U151 pUCTIEpUOHA M0CIe KOPPEKLMHU MO BIMAIOLUM
NePEMEHHBIM, JIOCTYMHBIM B 0a3e [aHHbIX, ObUI MOBBIIEH IO CPaBHEHHIO C OTCYTCTBHUEM
NPUMEHEHHS AaHTUIICUXOTUYECKUX MpenapaToB (OTHOCUTEbHbIH puck = 1,26, 95% JIU ot 1,02 no
1,56). He BbIgBiIeH OWOJIOTHYECKHH MEXaHW3M, OOBACHSIOMIMNM 3TH M3MEHEHHUs, a B
JOKJIMHUUYECKHUX UCCIIeIOBAHUAX TepaTOreHHbIX 3 deKkToB He HabI10/1a10Ch.

TepatoreHHblit 3¢ ekt He ObUT OTMEUYEH B MCC/IEJOBAHMAX Ha JKMBOTHbIX. [Ipu npumeHeHun
BBICOKHMX /103 MajMMepHI0Ha MepopajibHO Hada04an0ch HEOObIIOE YBEIHYEHHEe CMEPTHOCTH
nnoaoB y xkuBoTHBIX. [Ipenapar KCEITVIMOH He Biusin Ha TeueHHe GepeMEHHOCTH KpBIC, HO
BBICOKHE J103bI €ro ObLIM TOKCHYHBI /11 OepeMeHHbIX caMoK. Jl03bl najunepuioHa rnpu rnpueme

BHyTpb W mnpenapara KCEIIUJIMOH npu BHYyTpHUMBILIEYHOM BBEAEHHUH, KOTOpPbIE CO31alOT
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KOHLIGHTPALIMK, TMpPEBBbIMIAIONIME MaKCHMajbHble TepaneBTHYECKUE J03bl Yy 4YeJIOBEKa
cootBeTcTBeHHO B 20 - 22 pa3a u B 6 pa3, He BJIMSIM HAa NOTOMCTBO JJADOPATOPHBIX KMBOTHBIX.
Eciu skeHIMHa MpUHUMAaUia aHTUTICMXOTHYECKHUE Mpernaparsl (BK/IH04as MaJMnepuaioH) B TPEThEM
TpumecTpe OEpeMEeHHOCTH, Yy  HOBOPOXAEHHBIX  CYLWIECTBYET PHUCK  BO3HHKHOBEHHSA
IKCTPAITUPAMHUJIHBIX PACCTPONUCTB M/WIM CHHAPOMA OTMEHbI Pa3IMYHON CTENEHH TAKECTH. DTH
CHMIMTOMBI MOTYT BKJIKOYaTh QXKWUTALMIO, THINEPTOHHMIO, THINOTOHMIO, TPEMOP, COHJIMBOCTb,
pecrnupaTtopHble HapylIeHUs W HapyueHue BckapMiauBaHusa. ClieayeT KOHTPOJIMPOBATh
COCTOSIHHE HOBOPOX/ICHHBIX Ha MpPeAMET BO3HUKHOBEHMS SKCTPAarupaMHIHBIX PacCTpOHCTB
W/WIW CHHAPOMa OTMEHbI M OKa3biBaTh MM COOTBETCTBYIOILYIO MEIMLMHCKYIO MOMOMIb. Y
HEKOTOPBIX HOBOPOJKIEHHBIX CHMITTOMBI MPOXOJAT B TeYEHHE HECKOJIBKHMX JHEH WM yacoB 6e3
crieurdrUecKoro JeyeHus, HeKOTOpPbIM MOXKET NMOoTpeOOoBaThCs AIUTEIbHAs [OCHMTATM3ALIUA.
[Tockonbky nanunepuaoH oOHapyKUBaJICs B IU1a3Me KPOBU B TeueHue 18 mecsueB ¢ MOMEHTa
oaHokpaTHoit wuHbekuuu npenapata TPEBUKTA, cneayer npuHumate BO BHHUMaHHE
JUIMTEIbHOCTh JIGHCTBUS MpernapaTta, T.K. HOBOPOX/JIEHHBIE MOTYT [0JIBEPraTbCsl PHCKY
Bo3aeiicTBus npenapara TPEBUKTA, npunsToro 10 6epeMeHHOCTH WU B EPBOM WM BTOPOM
TPUMECTpE.
[Ipenapar TPEBUKTA MoxHO npuMeHsTb npu OEpeMEHHOCTH TOJILKO B Cllyyae, €ciu
npeanosaraeMas roJjb3a Ui MaTepu MpeBbILIAECT MOTEHUMAIbHBIH pUCK A1s w1oja. BiusHue
npenapata TPEBUKTA Ha cxBaTku U po/ibl y J10/I€i HEM3BECTHO.
HeoOxoaumo uHpopmHpoBaTh OepeMEHHBIX KEHIIMH O MOTEHLMAIbHbIX PUCKAX IS IUI0JA.
Bnusnue npenapata TPEBUKTA Ha puck pa3BuTHs Cepbe3HBIX BPOXKICHHBIX Ie(EKTOB W

BBIKU/bIIIEH HEU3BECTHBI.

I'pyonoe sckapmnusanue

B wuccnenoBaHMAX NpPUMEHEHMS MaJMIEPUIOHA Y JKUBOTHBIX W pHUCIEpUOHA Yy JIIOAeH
00Hapy>KeHO BbIBEICHHE MATMNEPHIOHA C TPYAHBIM MOJIOKOM, MO3TOMY JKEHILHMHBbI, MOJTyYatoLI1e
npenapat TPEBUKTA, He pnomkHbl KOpMUTb JAeTeil rpyabto. [lockonabky nanunepuaoH
oOHapy»)HBaJcs B IUla3Me KpPOBM B TeueHHe 18 MecsleB ¢ MOMEHTa OJHOKPATHONH MHBEKLMH
npenaparta TPEBUKTA, cneayer npunuMars BO BHUMaHHUE JUIMTENILHOCTb JCHCTBUSA Npenapara,
T. K. TpPy/IHBbI€ IETH MOTYT Mo/iBeprarhbcs pucky Bosaeicteus npenapara TPEBUKTA, npunstoro

3a10JIro 10 Hayvajia rpyAHOro BCKapMJIMBaHHA.

Cnocod npaMeHeHHs H 103bl
Cnocob npumenenusn
[Ipenapar TPEBUKTA Heobxoaumo BBoauTh 1 pa3 B 3 mecsua. CM. WUIIOCTPUPOBAHHOE

TMPUTOKEHHE «“HCprKul/lH MO NMPUMEHEHHUIO U o6pameHmo C nmpernapaTom».
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[lepen BBeaeHMEM MapeHTepasibHbIE JIEKAPCTBEHHBIE TMpernaparbl CJEAYeT OCMaTpuBaThb Ha
npeaMeT WHOPOJHBIX YacTHIl U U3MeHeHus okpacku. He GoJiee yem 3a 5 MHHYT /10 BBe/JeHHS
mnpuan TpedyeTcsi HMHTEHCHBHO BCTPAXHBATHL He MeHee 15 ceKyHa A/ NoJyuYeHHS
rOMOTeHHOH CYCHeH3HH.
[IpenapaT npeaHa3zHaueH TOIBKO /151 BHY TPUMBbILLIEYHOTO BBeA€HUS. He qonyckaercs noakoxHoe
WM BHyTpUcocyaucToe BBeaeHue. M3beraiire ciyuaiiHoro momnagaHus B KPOBEHOCHBIH COCYI.
[IpenapaT 10J1KHBI BBOJAWTH MeIMUUHCKHE paboTHUKH. HeoOxoa1MMo BBOAMTH Mpenapar 3a OJHy
MHBEKLIMIO, 3aMpelleHo Je/IMTh 103y Ha HEeCKoJIbKO MHbekuui. Ilpemapar cieayer BBOAMTH
MeJIIEHHO, IJTyOOKO B STOAMYHYIO WM AEJIbTOBU/IHY O MBILILLY.
Jna Beeaenus npenapata TPEBUKTA Mo0kHO MCroOJb30BaTh TOJIBKO BXOJSILIME B KOMIUIEKT
TOHKOCTeHHble MrJIbl. Henb3s ucnosib3oBaTh uribl u3 ynakoku npenapara KCEITJIMOH wnu
JIpyrve UMEIOLLHUECS B MPOJAKE UIJIbI.
Pekomenayemsblii pazmep urn ans BeaeHus npenapara TPEBUKTA B nenbTOBUAHYIO MbILILYY
onpejensercs Maccoil Tena mnauueHta. Y mnauvMeHToB maccoit Mmenee 90 K© pekomMeHayeTcs
MCIO0JIb30BATh UIJIbI JUTMHOM 25 MM. ¥V nauueHToB Maccoi > 90 Kr peKoMeHyeTcsl UCI0/Ib30BaTh
urbl uinHoi 51 mum. [penapar cieayer BBOAWTL B LUEHTP A€AbTOBHIHOI MbiliLbl. Heodxoaumo
yepe10BaTh MHBEKUMH MEXKIY ABYMS ACJbTOBUAHBIMH MbIILILIAMH.
Jna Beenenus npenapara TPEBUKTA B sroaMuHylo MbllILy PEKOMEHIYETCS HCIOJb30BaTh
Urabl JUIMHOM 51 MM He3aBMcHMMO OT Macchl Tena. [Ipemapar BBOAAT B Hapy KHbIH BEpXHHUIA
KBaJpaHT AroAM4YHOM MbIuILbl. HeoOXoauMo yepeaoBaTh MHBEKLUMHU MEXKIY ABYMS SITOAMUHBIMH
MBILILIAMH.
[TockoabKy maaunepuaoH sBASETCS aKTUBHBIM METabOJIMTOM pUCMEPUIOHA, clielyeT coOmoaaTh
OCTOPOKHOCTb MPU OJHOBPEMEHHOM NMPUMEHEHUH B TEYEHME JUTMTEIbHOrO MepHoaa BpeMEeHH
npenapata TPEBUKTA u pucniepuiona uiaum nepopajibHoid ¢opMbl nanunepuaoHa. laHHble no
Oe3onmacHOCTH  oiHOBpeMeHHOro  mnpumeHeHus  mnperiapata TPEBUKTA w  apyrux

AHTHUIICUXOTHKOB OIrpaHHYCHBbI.

Bgeoenue nenonnoit 003el

Jlns toro utoObl M30exaTh BBeAeHMs HernoiHoi a03bl npenapata TPEBUKTA, HeoOxoaumo
MHTEHCUBHO BCTPSIXMBATh LUMPHULL C MpenapaTomM B Te4YeHMe, MO KpaiiHeil Mepe, 15 cekyHa He
Oosiee yeM 3a 5 MHMHYT 10 BBEJCHMS /sl TOJYYeHWs TOMOIEHHOW CYCHeH3uH (CM. paszed
«MHCTpYKUMS 1O MPUMEHEHHIO W O0palleHHIo ¢ rpenaparom»). TeM He MeHee, B cllyuyae
HEMOJIHOrO BBEJEHMs J03bl 3alpelieHO BBOAMTH OCTABLIMKCS B LUMPHULE Mpenapar, Takke
3anpeuleHo BBOAMTH elle oAHy no03y. TpeOyercs TuiarenbHO HaOMOAATh 3a MALMEHTOM M
o0ecrnevnTh Ha/JIeKALLY O TEPAIUIO JI0 CIe/IY IOl 3ar1laHMpOBaHHO# yepe3 3 Mecsla UHbEKLIUU

npenapata TPEBHUKTA.
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Ho3zupoeka
I[Tpenapat TPEBUKTA M0XHO MpUMEHSTH TOJBKO nocie npumenenus npenapatra KCEIJIMOH
B TeueHHe, Mo KpaitHedt mepe, 4 MecsiueB. 11 KOPpeKTHOro onpeseseHus MoAAepKUBaKOLIEH
103bl 10 Havasna npuMeHenus npenapata TPEBUKTA pekomenayeTcs BBOAMTH 2 MOC/IEHUE
e)KeMecsYHbIe HHbEKLIMHU B OJIHOIT U TOH e J03HpOBKE.
[Tpumenenue npenapata TPEBUKTA cneayer HauMHaTh B IeHb, COOTBETCTBY FOILMI CJIE Iy FOLLEH
3artanupoBanHoi uHbekumu npenapara KCEITJIMOH, ¢ wucnoap3oBanueM A03bl Ipenapara
TPEBUKTA, paccuntanHoii ucxons W3 mpeauwectsytoweit ao3el npenapara KCEITJIMOH,
cornacHo Tabmuue 1. [Tpenapat TPEBUKTA Mo:kHO BBOAUTH Ha 7 HEH paHbLUE WK MO3KE AHA
creaytouei 3aniannpoBaHHoi uHbekuuu npenapata KCEITJIMOH.

Taonuya 1. Cxema nepesooa ¢ npenapama KCEIT/IHOH na npenapam TPEBHKTA (nepecuem
¢ ucnonvzoeanuem Kosppuyuenma 3,5)

J1o3a nocnieiHeH MHBEKLIMK MpernapaTa HauanbHas 103a npenapara
KCEITJIMOH TPEBUKTA
50 mr 175 mr
75 mr 263 mr
100 mr 350 mr
150 mr 525 mMr
[lepeBona ¢ npenapara KCEITJIMOH B no3e 25 Mr He u3yuvascs.

[Tocne nepBoHavanbHoii uHbekunu npenapatr TPEBUKTA cnenyet BBoaMTh Kaxable 3 mMecsua.
B ciiyuae HeoOXOAMMOCTH [0IMyCKaeTCsl CTyNeHYaTas KOpPpeKUMs 103bl Kaxkible 3 Mecsua B
auanasoHe ot 175 po 525 Mr Ha OCHOBAaHMM WMHAWBUIYAJbHOW MEPEHOCHMOCTH W/ WM
3¢ pexkTHBHOCTH npenapara. BeneacTsue nrenbHocTH aerictus npenapata TPEBUKTA oteer
NaLMEeHTa Ha KOPPEKLMIO 103bl MOYKET MPOSBUTLCS JIMLLB Yepe3 HECKOJIbKO MecsaLeB (cm. pazoen

«Dapmaxkoxkunemuyeckue ceoUCmMaa»).

IIponyck 0o3bi
Caenyet uzberaTh Nporycka 103bl. B UCKIIOUMTENBHBIX CilyyasiX MOAJEPKUBAKOILAS UHBEKLIUA
MOKET OBITH clesaThb Ha 2 HeleNM paHblIe WM MO3XKe IHS CleAyroled 3ariaHMpOBaHHOM

HHBEKLHUH.

[Iponyck 0o3zwi (3,5 — 4 mecaya)
Eciu co aHsa npeapblayiieid HHbeKUMH npouuio Oonee 3,5 mecsueB (10 4 MecsUEB), MAUUEHTY
clie/lyeT Kak MOXKHO CKOpee BBECTH CJICYIOLLYI0 MHBEKUHUIO B TaKoii e Jo3e. B nanbHelem

JI0JDKHA co0MI01aThes MEPHOAMYHOCTh MHBEKLIMI 1 pa3 B 3 Mecsua.



IIponyck 0ozel (4 — 9 mecsyes)
Ecnu co aHs npeapiayuieil uabekuuMu npouuio 6ojee 4 Mmecsues (10 9 mecsues), He BBOAMTE
crneaytouyto a03y npenapara TPEBUKTA. Bo3oOHoB/1eHHE Tepanuy HEOOX0AMMO MPOBOIAMTH 10

cXxeMe, NMpUBeIeHHO# B Tabnuue 2.

Tabnuya 2. Cxema eo300H061eHus mepanuu npenapamom TPEBHKTA, ecnu nocne
npedvloyugen unvekyuu npoutio 4 - 9 mecsyes

Hoi{::giﬂ?:l“eﬁ Beenute npenapatr KCEITJIMOH, | Beeaure npenapatr TPEBUKTA
i | 22 s Liceno | (o o
TPEBUKTA

Jlenn 1 Jlenn 8 Yepes 1 mecsin mocste us 8
175 mr 50 mr 50 mr 175 mr
263 mr 75 mr 75 mr 263 mr
350 mr 100 mr 100 mr 350 mr
525 mr 100 mr 100 mr 525 mr
3 CM. pazaen «MHCTpyKUMS 10 MPUMEHEHHIO W 00pallieHUIO ¢ MpenapaTomM» JUls BEIOOpa UIJIbl
JUTsi MHBEKLMH B J€JIbTOBHIHYIO MBILILYY B 3aBUCUMOCTH OT Macchl Tela.

IIponyck 003wl (bonee 9 mecsyes)

Ecau ¢ momenta nocneaneit uubekuuu npenapata TPEBUKTA npowno Gonee 9 mecsues,
cienyer HauuHaTh JiedeHue npenapatoM KCEITJIMOH B cooTBeTCTBMM € HHCTPYKLHMEH MO
NMPUMEHEHHIO JaHHOTO JieKapcTBeHHOro npenapara. [lepeBon Ha npenapat TPEBUKTA moxHo
OCYLLIECTBATH TOJIbKO nocie npumeHeHus npenapata KCEITJIMOH B Teuenue, no kpaiiteii mepe,

4 MecsLEB.

Ocodvle zpynnsl nayueHmos

Jemu (0o 18 nem)

be3zonacHocTh 1 3¢ pexkTuBHOCTE MpuMeHeHus npenapata TPEBUKTA y nauuentos mosoxe 18
et He u3yyanack. [lpumenenue npenapata TPEBUKTA He pexkomenayercs y mnauMeHTOB
Mojoxke 18 seT B CBA3M C MOTEHUMAJIbHO OOJIbIIeH ATUTENBHOCTBIO MOOOYHBIX AEHCTBUI MO
CpPaBHEHUIO C rMperapataMd ¢ 0Oojiee KOPOTKMM [EpUOAOM JeHcTBUi. B KiMHHYecKuX
UCCJIe/IOBAaHUSX MAJIMIIEPUAOHA JIUIS TIpUEMa BHYTPb He HaO/II0/1aoch MOBBILIEHHS YacTOTbI
pa3BUTHS AUCTOHUH, TMIIEPKUHE3UH, TPEMOPA M TAPKUHCOHU3MA Y MOAPOCTKOB M0 CPABHEHHIO CO

B3POCJIBIMH INMAaLUEHTAMH.

Tooxcunvie nayuenmot (65 1em u cmapute)
B kinHMYeckHe ucciieoBaHus ObUIO BKJIFOUYEHO HEJ0CTAaTOYHO MalMeHTOB B BO3pacTe OT 65 et

n cTaplue, YTOOBI OnpeaAc/IuTb, OTIHYACTCA JIM HX OTBET Ha TEpANUKO OT 0osiee MOJIOABIX
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nauueHToB. MMeromumiics OnbIT KIMHAYECKOro MPUMEHEHHMs HEe BbIABWII pa3iv4YMii B OTBETE
MEXK/Ty MOKHIBIMH U 60Jiee MOJIOABIMH MALIMEHTAMH.

[Tasunepu0H B CYyLIECTBEHHON CTEMEHN BBIBOAUTCA MOYKAMH, KJIMPEHC MATUIEPH/I0HA CHUKEH
y NauMeHTOB ¢ HapyweHueM (yHKUMM noyek. /IS MOXKWIBIX MalMEHTOB C HOPMalIbHON
GyHKuUuMel noyek pekomerayeTes Ta xe ao3a npenapara TPEBUKTA, uto u s 6osiee MOobIX
MaLMEHTOB ¢ HOPMAJbHON (yHKUMEH noyek. Y MOKWIBIX MalMEHTOB (DYHKUMS MOYEK MOKET
ObITh CHHM/KEHA, M HA TAKHUX MALMEHTOB PACMpOCTPAHSAIOTCS MPUBEAECHHBIE HHXKE PEKOMEHAALMH

JUTS MALIMEHTOB € HapylIEHHEM (YHKLHMH MOYEK.

Ilayuenmet ¢ HapyweHuem GyHKyuu novex

[lpumenenne npenapara TPEBUKTA y mnauveHTOB ¢ HapylieHMEM (YHKUMH MOYEK
CUCTEMATHYeCKH HE M3y4asloch. Y MAaLMEHTOB C HapylleHHeM (YHKLHH MOYeK JIErKOW CTENeHH
(xwimperc kpeatuHuHa oT 50 1o 80 MJI/MMH) KOppeKUMs [J03bl NPOM3BOAMTCS Ha JTare
uHuuuupoBanus tepanuu npenapatom KCEITJIMOH; nomosHMTENBHONH KOPPEKUMH J103bl
npenapata TPEBUKTA wHe tpeGyercs. IlepeBoa Ha Ttepanuio npenapatom TPEBUKTA ¢
MCIIOJIb30BaHHEM JI03bI, B 3,5 pa3a npeBbllIAlOUIei 03y paHee NMpUMEHSBIIErocs npenapara
KCEIUIMOH, mnpou3BoaMTCS B COOTBETCTBMM C ONMcaHuem Bblwle. MakcumalibHas
pekomenayemas jo3a npenapata TPEBUKTA y nmauueHTOB ¢ HapylieHHeM (QYHKUMH T0Y€K
JIErKoit cteneHu cocrapnser 350 mr.

He pekomenayetcs npumensts npenapat TPEBUKTA y naumeHToB ¢ HapyumieHHeM (QyHKUHH

NoYeK CpeaHe WM TSKENION cTeneH! (KIMpeHe KpeaTuHuHa < 50 MJ1/MHuH).

Hapywenue ¢pynkyuu neveru

[Tpumenenue mnpenapata TPEBUKTA y mnaumeHTOB ¢ HapywmeHueM (QYHKUMH [EYEHH HE
n3y4anock. Mcxoas u3 pe3ynbTaToB MCCIE0BAHUS MaJUNEPUOHA /Ul MpHEMa BHYTPb, Ui
MALMEHTOB ¢ HapyleHueM QYHKLUMH MeYEHH JIETKOH WIN Cpe/IHel CTEeNeHH KOPPEKUMH 103l HE
Tpebyetcs. [IpuMeHeHHe MaiunepuaoHa y MauMeHTOB ¢ HapylleHHeM QyHKLMI NeYeHH TaKeI0H

CTCINCHU HE U3Yy4alloCh.

Hpyeue ocobvie kamezopuu nayuenmos
Koppekuuu 103e1 npenapata TPEBUKTA B 3aBucumMocTH OT n0s1a, packl NaUMEHTOB W KypPEHHS

He Tpedyercs.

Ilepexoo ¢ Opyzux anmuncuxomu4ecKux npenapamos
[MTpenapat TPEBUKTA M0KHO NMpUMEHATH TOJIbKO rocsie npumenenus npenapara KCEITJIMOH
B TEYEHHE, 110 KpaiiHeil Mepe, 4 mecsues. B ciyuae ormens npenapata TPEBUKTA neobxoaumo

YUYUTBIBATH AJIMTECJIbBHOCTD BblCBO60)KIICHH$I aKTMBHOTO KomrioHeHTa. Kak u B cjydae ¢ ApyruMu
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HeHpoNeNnTHKaMH,  CJIelyeT MEepHOJMYECKH OLEHMBATh  HEOOXOAMMOCTb  MPOAOJIKEHHS

MPUMEHEHHS CPEACTB MPOGUIAKTHKH PAa3BUTHS SIKCTPATMPAMHU/IHBIX PACCTPOICTB.

Iepexoo ¢ npenapama TPEBUHKTA na npenapam KCEIIVIHOH

Jlnsa nepexona ¢ npenapara TPEBUKTA na npenapat KCEIIJIMOH nannelii npenapar caeayer
BBO/IMTH B JIEHb, COOTBETCTBYIOILIMIT BBeAeHHUIO creaytoleit no3bl npenapata TPEBUKTA, npu
9TOM HeOOXO0JMMO MCIOJIBL30BATh B 3,5 pa3za MEHbLIYIO 03y B COOTBETCTBUH ¢ Tabnuuei 3. Jlanee

BeeaeHue npenapara KCEITJIMOH crneayeT npoaoskate Ha exKeMecs4HON OCHOBE.

Tabnuya 3.  Cxema nepesooa ¢ npenapama TPEBHKTA na npenapam KCEIIJIHOH
(nepecuem ¢ ucnonvzosanuem koahduyuenma 3,5)

Jlo3a nocneaneit unbekumu npenapara TPEBUKTA Jo3a npenapata KCEIUIMOH
175 mr 50 mr
263 mMr 75 mr
350 mr 100 mr
525 mr 150 mr
WMHuupaums Tepanud COrjlacHO OMMCAHMIO B MHCTPYKUMM [0 TMPUMEHEHMIO T[perapara
KCEITJIMOH He TpeOyeTcs.

Ilepexoo ¢ npenapama TPEBHKTA na naaunepudon ¢ mabdiaemkax npoaoH2UPOSAHHO20
deiicmeus 014 nepopaIbHO20 NPUMEHCHUA

Ins nepexona c¢ npenapata TPEBUKTA Ha TaGnerku nanunepuaoHa MpOJOHTHPOBAHHOIO
JIEHCTBHS €KeHEBHBINM MPUEM THX TaOIEeTOK CllelyeT HayaTh yepe3 3 Mecsua rnociie nocjieaHei
unbekuun npenapatra TPEBUKTA, nepexoa ocyuiecTBAsSeTCs Ha MPOTSKEHUH CJIEAYHOLIMX
HECKOJIbKHX MECSIIEB B COOTBETCTBMM ¢ onucaHuem B Tabnuue 4. B Tabnuue 4 coaepkarcs
PEIKUMBI NIEpecyeTa /103, KOTOpPbIE MO3BOJISIOT JOCTHYb CXOXKMX KOHUEHTpaLMi MaJunepuaoHa B
riasme npu npueme TabjaeToK MnajunepuaoHa MpPOJOHTHPOBAHHOIO JAeHCTBUSA 1 pa3 B CYyTKH Y

MalUEHTOB C paHEC NOCTUTHYTBIM CcTaOMUJILHBIM COCTOSIHUEM Ha pas3jIMYHBIX 034X IperapaTta

TPEBUKTA.

Tabnuya 4.  Jlozet npenapama TPEBUKTA u pesicumel npuema naiunepudona 6 maoiemrkax

NPONOHSUPOBAHHO20 — O€UCMBUS,  KOmopbvle HeobX0O0uMbl 01 00ecneyeHuss  CXOHCUX

KOHYEeHmMpayuil naiunepuioHa 8 niasme

Hepnenu ¢ MoMeHTa nocjiejHel HHbeKUMH Mpenapara
TPEBUKTA

3 mecsiua — 18 veenib | 18 — 24 wesenn | Gostee 24 Henesib

Jlo3a nocneaHei

EsxeiHeBHas /103a nanunepuioHa B popme tabneTok
WHBEKLIMH TIpernapara

MPOJOHTUPOBAHHOTO JEHCTBUS

TPEBUKTA
175 mr 3 Mr 3 Mr 3 Mr
263 mr 3mr 3Mr 6 Mr

350 mr 3 Mr 6 Mr 9 Mr




525 mr 6 Mr 9 mr 12 Mr

CrieyeT MHIMBMAYaJbHO BbIOMpATh /103y MaJMNepuoHa B TabJEeTKaX MPOJOHTUPOBAHHOTO
JeiicTBus ¢ ydyetoM mnpuuuHbl nepesoga ¢ npenapata TPEBUKTA, ortBeta Ha Tepanuio
NaJIMNEePHIOHOM B MPOLLIOM, TSKECTh MCUXOTHYECKUX CUMITTOMOB M/WJIU NIEPEHOCHMOCTD.

IToGounoe neiicrBue

Haubosee yacTbIMM HeXkeJaTe/bHBIMU PEaKUUSIMH, 3aperuCTPUPOBAHHBIMU B KJIMHHYECKHUX
MccIeIoBaHUAX, ObUTM MH(PEKUMH BEPXHUX /bIXaTeJIbHbIX MyTEH, MOBBILIEHHE MAacChl Tela,
rojiopHas 00Jib, aKaTH3Wsi, TMAPKUHCOHH3M, peakiuMu B MeCTe BBeACHHs, HWH(PEKUUH
MO4YE€BBIBOIALIMX MyTEH, CHHKEHHE MacChl Tesa, BO30y KaeHHe, aenpeccusi, 0ecCOHHMLA, TPEMOp,
CUIIEPTEH3MsA, TOIUHOTA W THIIEPrJIMKeMHUs. BOJIbLIMHCTBO HeKelaTebHbIX MOOOUHBIX peakLui
(HITP) ObutH c1aObIMU WIH CPEeIHEH TAHKECTH.

Huke yka3zaHbl HeKesaTellbHble peakiMd, HaOro/aBUIMECs Y TMALMEHTOB C K30(peHueil.
YacToTy HesKelaTe/bHbIX peakUuuii Kjaccu(hUuUUpOBaM clie1yoIUM 00pa3oM: oueHb 4acTo (> 10
%), yacto (> 1 % u < 10 %), vevacto (= 0,1 % u< 1 %), peaxo (= 0,01 % u<0,1 %), oueHn peako
(<0,01 %) u ¢ HeU3BeCTHOM 4acTOTOM( HEBO3MOKHO OLIEHUTbh UMEIOLIUECS JaHHbIE).

H}l(bek‘l{llll U uHeasuu.

oyeHb yacmo — UHPEKUNH BEPXHUX AbIXaTe/IbHbIX MyTei;
yacmo - MH(OEKLHUU MOUYEBBIBOISIINX MyTEH.

Hapywenus co cmoponvl memabonuzma u numanus.:

yacmo - YBEJIMYCHUE MacChbl Tesla®, CHUKEHHE Macchl TeJa, AMNEPIrITMKEM U
Heyacmo — runepuHCYJIMHEMHUA.

Hcuxuueckue napywenus:

yacmo — TPEBOKHOCTb, BO36y)K,IICHMe, ACTpeccus, OeccoHHUUA.

Hapyuwienus co cmoponwt HepsHou cucmembl.

yacmo — rojioBHas 00J1b, aKaTU3UA®, MTAPKMHCOHU3M?, TPEMOp;
Heuacmo — COHJIMBOCTBY, IUCTOHUSA®, IMCKUHE3HUSI.

Hapywenus co cmoponul cepdeuno-cocyoucmou cucmemul:

Heuacmo — Taxnxapz(uﬂa, TUINEPTEH3 M.

Hapywenus co cmoponbl Jcey0ouHo-KuueyHo20 mpakma:

yacmo — TOUHOTA, 3anop, Auapes, 3yoHas 001b.

Hapywenus co cmoponvl nonogou cucmembi.

Hedacmo — aMEHOPEs.

Hapymeﬂuﬂ CO CMOPOHBL ONOPHO-08ULAMENILHO20 annapama.

yacmo — 00J1b B CIIMHE, CKEJIETHO-MbIlIeYHas 00J1b.



Obwue Hapyuwenus U peaxyuu 6 Mecme 66e0eHUsL:

yacmo - peakuusi B MecTe BBEICHUA", yTOMJISIEMOCTb.

2TepMUH «maxuxapous» BKIIOYAET TAXUKAPAUIO, CUHYCOBYHO TaXMKap/HIO.

TepMuH «peaxyuu 6 mecme gedenus» BKIKOYAET PpeaKLUU B MECTE BBE/ICHHSA, JPUTEMY B MECTE
UHBEKLIMHU, SKCTpaBa3allll0 B MECTe€ BBEICHUS, YIJIOTHEHUE B MECTE BBEIACHMS, BOCMAJIEHHE B
MecTe BBeAeHHUs, 00beMHOe 00pa3oBaHHe B MecTe BBEAEHHS, y3€/I0K B MecTe BBeACHUs, 00JIb B
MECTE BBE/JCHUS, OTEYHOCTh B MECTE BBEACHMS.

TepMun «ygenuuenue maccyl mena» BKIKOYAET YBEJIMYEHUE MACChl Tesla, YBEJIMYEHHE
OKpPY’KHOCTH TaJIMH.

TepMun  «ungpexyuu eepxnux OvixamenbHvlx nymetl» BKJIKOYAET HWHPEKUMIO BEPXHUX
JIbIXaTeIbHBIX MyTel, Ha30(hapuHIUT, (PAPUHTUT, PUHUT.

TepMuH «connusocme» BKIOUAET COHJIUBOCTD, CEIALMIO.

TepMuH «akamusus» BKIIOYAET aKaTU3UIO, OECIOKOHCTBO.

TepMuH «naprxunconuzm» BKIIOYAET MAPKUHCOHU3M, PUTMJIHOCTD 0 THUIly 3y0YaToro koseca,
CJIIOHOTEUYEHHE, DKCTpanvpaMMHbIE PAcCTPOMCTBA, TMIIOKWHE3WIO, PHUIHAHOCTb  MBbILILL,
HaMNpPs)KEHHOCTh MbILIL, CKEJIETHO-MbIILIEYHY CKOBAHHOCTb, TMIIEPCEKPELIMIO CJTIOHBI.

Tepmun «Oucmonusi» BKIKOYAET AUCTOHUIO, Onedapocnasm.

Jannsie Opyzux KIUHUYECKUX UCCTIE008AHUIL

[Tanunepyuaona najbMMTaT THAPOJM3YETCS N0 mnanunepuaoHa. [lanvnepuaoH — aKTHBHBIN
MeTaboJIMT pUCIEPUIOHA, TAKUM 00pa3oM, NMpoduIn HexKeJaTeIbHbIX peakUuii pucnepuioHa u
najaunepuaoHa (BKJIOYas Kak MepopajibHble, TaAK M WHBEKUMOHHBIE JIEKAPCTBEHHbIE (HOpPMBI)
B3aUMOCBS3aHbl. DTOT MOJpa3/iesl BKJKOYAET JIOMOJHHUTE/IbHBIE HEKeslaTe/IbHble PeaKLUH,

KOTOpPbIE€ OTMEYAJIMCh B KIIMHHHYECKHUX UCCIIEA0OBAHHUAX NMaJIUNEPHI0HA W/uau pucnepuaoHa.

Hupexyuu u unsazuu
AxapoaepMaTuT, OpOHXHT, BOCTIaJIEHHE MOAKOKHOH KMPOBOIi KJIETYATKH, LUMCTUT, MH(PEKLIMS yXa,
MH(pEKLUMs [J1a3a, FPUMIN, OHUXOMHMKO3, MHEBMOHHS, WH()EKLMS AbIXaTeJbHBIX MyTei, CHHYCHT,

MOAKOKHBIH a60uecc, TOH3WUJIJIUT.

Hapywenus co cmoponvl Kposu u iumgpamuueckoi cucmembvl

AHCMMH, HeﬁTpOHEHHﬂ, CHIJKEHHE umncia OebIxX KPOBAHBIX TEJICLL.

Hapywenus co cmoponbl uMMYHHOU cucmembl

['unep4yBCTBUTENILHOCTb.
Hapywenus co cmopomsi 3HOOKPUHHOU CUcmeMbl

Hanuuue riokossl B Moye, TUINCPIPOJIAKTUHEMHA.



Hapywenus co cmoponet memabonuzma u numanus
[ToBbILIEHHE KOHLIEHTPALMHU X0JIECTEPUHA B KPOBH, MOBbILIEHUE KOHLEHTPAUUH TPUTJIMLEPH/IOB B

KpPOBH, CHHUKCHHE alIEeTUTa, MOBBILLICHUE aNneTuTa, noJIMAHICHA.

[cuxuyeckue napywenus
AHoOprasmusi, SMOUMOHA/IbHAS YIUIOWIEHHOCTb, CHWKEHHE JMOMA0, HEPBO3HOCTb, HOYHbIE

KOLIMapbl, HApYIIEHHs CHa.

Hapywenus co cmoponbl HepeHOIl cucmembl
LlepeOpanbHas  vLIeMHs, PacCTPOWCTBO  BHHUMAaHMsA, TOJOBOKPYKEHHE,  IOCTYpajbHOE
rOJIOBOKPY)KEHHE, JIM3apTpHsi, THUIMEeCTe3us, MapecTe3us, MCUXOMOTOPHAs TIHMIIEPAKTHBHOCTD,

06M0pOK, MO3IHAA JUCKUHE3HA.

Hapyuteﬁuﬂ CO CMOPOHbL OpeaHd 3PeHUsd

KOHBIOHKTHBHT, CYXOCTb Ij1a3, rjiaykoma, rnoBbILICHHOE CJIE30TEHEHHUE, HEYETKOCTb 3PpEHHA.

Hapywenus co cmoponwsl opeana ciyxa u aabupunma

bosb B yXxe, 3BOH B yllax, BEPTHIO.

Hapywenus co cmopomsl cepoeuno-cocyoucmou cucmembl
ATpUOBEHTPUKYJIsipHas O0Kaaa, Opagukapaus, HapyueH1e MPOBOAMMOCTH, OTKIOHeHUs Ha DK,
yanuHeHue uHTepBasia QT Ha sjekTpokapauorpamMme, yudallleHHOe cepiaueOMeHHe, CHHAPOM

MOCTYpaJIbHOM OPTOCTATUYECKOI TaXUKapAUU, TUITOTEH3HUSI.

Hapywenus co cmopomsl OblxameibHou cucmemvl, 2pyOHOU KIemKu u cpedocmeHus
Kauiesnb, oz1bilika, HOCOBOE KPOBOTEUYEHHE, 3a/I0KEHHOCTh HOCa, 00Jb B POTOIIOTKE, 3aCTOHHbIE

SIBJICHUA B JIbIXATCJIbHBIX MY TAX.

Hapywenusi co cmoponul ceny0ouno-KumeiHo2o mpakma
JuckoMdopt B 06;1acTH 5KHBOTA, 00JIb B )KUBOTE, XEWIHUT, CYXOCTh BO PTY, AUcnencus, aucdarus,

METEOPHU3M, FaCTPOIHTEPHT.

Hapywenus co cmoponbl nevenu u dcenuesbl8o0suux nymei
[ToBbIlIEHHEe AKTUBHOCTH Y-TJTyTaMUIITpaHc(epasbl, MOBbILIEHUE AKTUBHOCTH ()ePMEHTOB MEYEHHU,

MOBLILIEHHUE AaKTUBHOCTHU TpaHCAMUHA3.

Hapywenus co cmoporsl KOdcUu U NOOKOICHOU K1emyamKu

AKHe, JIEKApCTBCHHAsA CbIIb, CYXOCTh KOXKH, 3K3€MaA, S5pUTEMA, 3y, Cblllb, KPAalTMBHHLIA.



Hapywenus co cmoponsl 0nOpHO-08U2AMeENbHO20 annapama u coeouHUmeabHoOu mKanu
ApTpanrus, MOBbIIIEHHE AKTHBHOCTH KpeaTHH(OC(HOKHHA3bl KPOBH, CKOBAHHOCTH CYCTaBOB,

OIMyXaHHe CyCTaBOB, Clla3Mbl MbILILL, MbILUEYHAsA c1abocTb, 00JIb B LLIEE.

Hapywenus co cmoponsl nouex u Moyegbi800auux nymei

JIu3ypust, noJjulakuypusi, HeiepskaHHe MOYH.

Hapymeuu}z CO CMOPOHbL NON0BOU CUCMEMbL U MOJOYHBIX HCENE3
I[HCKOMCt)OpT B 00JIaCTH MOJIOYHBIX AKeJie3, YBCJIUYCHUE MOJIOYHBIX KEJIE3, 00J1b B MOJIOYHBIX
JKejie3ax, HapyWeHHE ISAKYJIAUUH, 5SPEKTHUIbHAA J]l/lC(l)yHKllHﬂ, FMHEKOMAacCTHs, HapyUWECHHUE

MEHCTPYaIbHOTO LKA, CeKCyaibHas AUCHYHKLMS.

Obwue HapyweHust u cOCMOosHUSL CO CIMOPOHbL 0baacmu 6edeHus. npenapama
AcTeHus, MOBbILLICHUE TEMIMEPATypbl Teja, AUCKOMPOPT B 00sacTH rpyaHONH KIeTKH, Oo/b B
rPYAHOM KJIETKe, 03HOO, CHHIPOM OTMEHBI, OTEK JIMla, HapyUIeHHE MOXOJAKH, HEJIOMOraHHE,

OTeKMb, JIMXopazaka.

Tpasmel, ompasneHus u OCI0HCHEHUS NPOYEeOYp

[TaneHue.

b TepMMH «OTeKM» BKJIKOYAET IeHEPAIM30BAHHbIE OTEKH, NepudepuyecKue OTEKH, OTEKH C
oOpa3oBaHHEM SIMKM TMpH HAJaBIMBaHUU. TepMHUH «HApYyLIEHUS MEHCTPYaJbHOIO LIMKIa»

BKJIFOYACT HEPETYJIIPHBIC MEHCTPYaLUH, OJIMTOMEHOPECIO.

Hwke npuBeneHbl Jpyrve HekelaTesbHble peakluu, HaOMoaBIIMECs B KIMHHYECKHUX
uccnenoBanusax nanunepuaoHa (npernapata KCETIJIMOH u nanunepuaona ass npuema BHYTPb)

U pucriepuioHa, U He HabroAaBIIMecs B KIIMHUYECKUX HccienoBaHusx npenapara TPEBUKTA.

Hapywierus co cmoporsl Kposu u iumpamuiecko cucmemvl

[ToBbIlLIEHHE KOJIMYECTBA 303HHO¢)HHOB.

Hapywenus co cmopoHvl UMMYHHOU CUCHIEMbL

AHaCbMJ'laKTH'-IeCKHe pe€aKumu.

Hapywenus co cmoporsl Memadonusma u nUmanus

AHoOpekcus.

Hapywenus co cmoponul nepsHoil cucmembl
Hapywenue paBHoBecHs, CyA0pOru®, HapyleHHe KOOpAMHALMH, CHHKEHHE YPOBHS CO3HAHMS,
auabeTHyeckass  KOMa, TPeMOp  TOJIOBbI,  MOTEpPsl  CO3HAHHUSA,  3/I0KAYECTBEHHBIH

HEWPOJIENTUYECKUI CUHIPOM, OTCYTCTBUE OTBETA HA CTUMY.JIBI.



Hapywenus co cmoponvl opeana 3penus
HapyuieHue JBHKEHHI r1a3HOr0 S0J10Ka, KPYroBbie JABHKEHHUS TJIa3HOTO A0/10Ka, runepeMus

rj1asza, CBeTo00s3Hb.

Hapywenus co cmoponul cepoeuno-cocyoucmou cucmembl

CuHycoBasi apUTMHSI, MPUIHUBBI, ULLIEMHUSI.

Hapywenus co cmopoHul OblXamenpHOoll cucmemel, 2pyOHOU KIemKu U CpeooCmeHus.
JlucdhoHus, runepBeHTUISALMS, aCUPALMOHHAS MMHEBMOHUSA, 3aCTONHHbBIC ABJIEHHSA B JICTKHX,

BJIAJKHBIC XPHIIbl, CBUCTALLEEC AbIXaHUE.

Hapywenus co cmoponwl s#ceny0ouHo-KuuLeyHo20 mpakma

Henep:kanue cTyiia, hekanioma, 00CTpyKUMs KUILIEYHUKA, OTEYHOCTD S3bIKA.

Hapywenus co cmopomvl Kodtcu u NOOKOICHOU KIem4amKu

[lepxoTb, runepkepaTos, cebopeiiHblii 1epMaTUT, 00ecLIBeUNBAHUE KOKH.

Hapywenus co cmopoHvl 0nopHo-08u2amenvHo20 annapama u coeouHume bHot mkaiu

HapyueHue no3pl, pabaoMuous.

Hapywenus co cmopoHsl nonogoi cucmemvl U MOIOYHbIX Jicele3

Harpy6aHue MOJIOYHBIX 7K€JI€3, BbIJICJICHHUA U3 BJlarajiviia.

O6u¢ue HapyuweHuss U COCmosiHusl CoO ChopoHbl obracmu 66edeHUs. npenapama

CHKeHHe TEMIEPATYphbI T€J1a, YIUIOTHEHHUE, JKaXK/a.

2 TepMHH «CyIOpPOrH» BKJIFOYAET Cy/IOPOKHBIE NMpUrnaaku Tumna grand mal.

Iocmpezucmpayuonnsie oanmsle
[TomuMo HekeNaTeNIbHbIX peakuui, COOOUIEHHBIX B XOJ€ KJIMHMYECKHUX HCCIIe0BaHUN H
MepeyYrcIeHHbIX BbIlLE, CJEAYIOIIMEe HeXesaTe/ibHble peakUuud HaOModaanuch BO BpeMs

MOCTPEruCTPAlHOHHOIO MPUMEHEHHSA MNAJIUNEPHAOHA U / unun puUCi€pUa0OHaA.

YacToTy HeKelaTeJbHbIX peakluii KJacCU(pHLMPOBAIN CIEAYIOIAM 00pa3oM: oueHb yYacmo
(> 10 %), vacmo > 1 % wn <10 %), neuacmo (> 0,1 % u <1 %), peoxo (=0,01 % n <0,1 %),
ouenv peoko (< 0,01 %, BkIovasi e AMHUYHBIE CIIyYau) U ¢ HeuzgecmHou yacmomoii ( HEBO3MOKHO

OLIEHUTb UMEIOLLIMECS JIAaHHBIE).

npl/IBeﬂeHHble 4acToThel omnpeae/ieHbl Ha OCHOBAHHM YACTOTbI CIIOHTAHHBIX coobuieHuit 00

HMCII0JIb30BaAHHWH NMAJIMNIEPHA0HA.

Hapywenus co cmoponvl Kposu u 1um@amuiecko cucmembl:

oueHb pedKko — arpaHya0UMTO3, TPOMOOLIMTONEHHSL.



Hapywerus co cmopoHbl 3HOOKPUHHOT CUCMEMbL!

¢ Heu38eCmHOU Yacmomou - HeaJeKBaTHasl CeKpeLMsl aHTHUY PETHYECKOT0 TOPMOHa
Hapywenus co cmoponsl memaboniuzma u numanus.:

ouenb pedko - caXxapHblii 1nadeT, AMabeTHUecKHi KeToauMa03, THIOrIHKEMHUS;

€ Heu38ecmHOU Yacmomotl - BOJHass MHTOKCHKaLMs.

[lcuxuueckue napyutenus:

ouenb pedko — KaTaTOHUs, MaHHUsl, COMHaMOYJIH3M;

¢ Heu38ecmHoU 4acmomou — pacCTPOMCTBO MUILEBOIO MOBEAEHHUS BO BPEMsl HOYHOTO CHa.
Hapywenus co cmoponsl Hepenoil cucmembl:

OYeHb peoKo — IUCTEB3HSL.

Hapywenus co cmoponel opeana 3penus:

C HeU38eCMHOU Yacmomoil — AHTPAOoTIe PALIMOHHBIH CUHAPOM pA0/10i palyKKH.
Hapywenus co cmoponel cepoeuno-cocyoucmoit cucmemol:

ouenb pedko — GUOpUAIALMS Mpeacepauii, TpoM003 BeH, TPOMO0IMOOIHS IErOYHON apTEPHH.
Hapywernus co cmoponsl OblxameibHOU cucmemsl, 2pyOHOU KAemKu u CpeooCmeHus:
OYeHb peoKo — CUH/IPOM arHO3 BO CHE.

Hapywernus co cmopomsl Jceny004HO-KUMeYH020 mpaKkma:

OueHb peOKo — MAHKPEaTUT, KUILEYHAs HENPOXOAUMOCTb.

Hapywenus co cmoponel nevenu u Jcenvesvl8o0Auux nymei.:

C Heu38eCmMHoU 4acmomou — KeJTyxXa.

Hapywerus co cmopomnsl KoX*CU U NOOKONCHOU KIem4amKi:

PeoKo - aHTHOHEBPOTUYECKUI OTEK;

OYeHb peoKo — aJloreLusl.

Hapywenus co cmoporsl nouek u Mouegbl8O0AUUX NYME:

O4eHb peoKo — 3aePiKKa MOYH.

Bepemennocme, podel u nepunamaibhule cOCMOSHUA

OYeHb peOKo - CHHAPOM OTMEHbI Y HOBOPOIKAEHHBIX.

Hapywerus co cmopomsl non1o80oi cucmemul U MONOYHBIX JHCENE3:

OYeHb peoKo — NMPUATU3M.

Obwue HapyuteHus: U peakyuu 8 mecme 88e0eHUs:

OueHb pedko — TUnoTepmus, adcuecc B MeCTe BBEACHHUS, BOCMAJIEHHE IOJKOMKHON MKMPOBOM
KJIETYaTKU B MECTE BBE/IEHUS, FEMATOMAa B MECTE BBE/ICHMS;

¢ HeuzsecmHou Yacmomoi - KUCTa B MeCTe BBEJCHMs, HEKPO3 B MECTE BBEJECHHs, 53Ba B MECTE

BBCICHHA.



C. 19
B oueHb peAKHX cliydyasX B XO/J€ IMOCTPErucTpallMOHHOrO TNMPUMEHEHHUS Yy MNALKUCHTOB, paHee
MOJIy4aBIIMX TMepopalibHbIE Ipernaparbl pUCNCPUAOHA WM MNMAJMNEPHA0HA, OTMCYCHBI ClIy4dau

aHauiIakTHYeCKUX peakuuii nocse BeeaeHus npenapara KCEITJIMOH.

IlepenozupoBka

[Mockoneky npenapar TPEBUKTA npenHa3HayeH Uil BBEJSHHS MeApabOTHMKAMH, TO
BEPOATHOCTH €0 Nepe103MPOBKH MaLlUEHTAMHU Mala.

Cumnmomot

M3BeCTHO  OrpaHMYeHHOE 4YMCJIO  Clly4yaeB  Mepedao3upoBkH  namunepuaoHom.  Cpeau
HEMHOIOYMCJIEHHBIX CJIyYaeB, 3aperMCTPUPOBAHHBIX B XOJI€ JI0PErUCTPALIMOHHBIX MCCIIEI0BAHMI
najMnepuaoHa Uil NpHemMa BHYTPb, MAaKCHMMaJbHbIH MpUeM Mo oueHkaMm coctaBua 405 mr.
HaGntogaemble MpU3HAKKM M CUMITOMbBI  BKJIIOYAIM  OKCTpanvpaMUAHbIE CUMITOMBI U
HEYCTOMYMBOCTh TMOXOAKU. Jlpyrue okuaaemble MPU3HAKK M CUMIITOMBbI COOTBETCTBYIOT
ycm'eﬂmo H3BECTHOrO (hapMakoJIOrMyecKoro ACHCTBUSI MaJUIIEPHIOHA, T.€. COHJIMBOCTD,
3aTOPMOKEHHOCTb, TaXHUKapAHs, CHWKEHHWE apTepHalbHOrO JaBJEHMA, Y/UIMHEHHE HWHTepBasia
QT. Tlpu mnepeso3upoOBKE MEPOPATLHOrO MaTMNEpHIOHa ObUIM OTMeYeHbl MnosndopmHas
JKETY0YKOBask TaxUKapaAus THMA «MUPy3IT» W GUOpMIsLMs KejlyaoukoB. B ciyuyae octpoii
nepe03MpOBKU  CJIEAYET YYMTBIBATh BO3MOXHOCTb TMOJIyYEHHs MALMEHTAMH HECKOJIBKHX

npenaparos.

Jleuenue

[lpu oueHke MOTPeOHOCTH B JIEYEHHHM WM BOCCTAHOBJICHWM TMALMEHTOB CJIEAYET YYMTbIBAThH
JUIMTEIbHOE BBICBOOOX/IEHME AKTMBHOIO BellecTBA M OOJbLIOH MNEPHOJA I10JyBbIBEAEHHUA
nanunepuaona. Crieuuduyeckoro aHTHaOTa I NajaunepuaoHa He cyuectyer. Creayer
OCYLIECTB/ATh 00LMe MOUIEP/KUBAIOLIME MEPbI, 00eCNEeUnTh M MOAIEPKUBATH NMPOXOAUMOCTb
JIbIXaTeIbHBIX TMyTeH, JOCTAaTOYHYI BEHTH/ISLMIO JIETKMX M HACBILIEHHWE KPOBH KHCJOPOIOM.
CrnenyeT HeMeUIEHHO HayaTb KOHTPOJIb (DYHKLMH CepAeYHO-COCYAMCTOH CHUCTEMBI, BKIKOYas
nocTossHHbIM MoOHUTOpUHr DKI', 115 BbISBIEHUS BO3MOXHON apuUTMUM. B ciyyae CHUKeHUA
apTepUalibHOrO JIaBJCHUS KPOBM M LMPKYJATOPHOrO KoJuUiarca clieayeT MpeArnpHHUMaTh
COOTBETCTBYIOLIME  Mepbl, HanpuMep, BHYTPUBEHHOE  BBEJICHWE  PACTBOPOB  W/WIM
CUMIMAaTOMMUMETHUKOB. [IpuH pa3BUTHM TSDKENBIX AKCTPAMUPAMHUIHBIX CHUMIITOMOB IPHUMEHSIOT
aHTUXOJIMHepruyeckue npenaparbl. Creyer TIATeIbHO KOHTPOJIMPOBATh COCTOSAHME MalMEHTa

J10 €ro BOCCTAHOBJICHUA.



C. 20
B3aumoaeiicTBae ¢ APYrHMH JIeKAPCTBEHHBIMH CPEICTBAMH
Kak u apyrve aHTMNCHXOTHMKM, MajMNEpPUIOH MOXKET yBeauuuBaTh WHTepBan QT, mostomy
cieayeT ¢ ocTtopokHocThiO coderarh mnpenapat TPEBUKTA c¢ napyrumu JiekapcTBEHHBIMH
CpeACTBAMHM, yBeJIMUMBAOIMMHU HUHTEpBal QT, TaKMMU Kak aHTHAPUTMHUUYECKHUE JIEKAPCTBEHHbIE
cpeactBa (B T.M.  XMHMAMH, JAM30MUPaMHU, TPOKAaMHAMM/, aMHOJApOH, COTalo),
AHTMIMCTAMMHHBIE JIEKADCTBEHHBIE CPEJCTBA, AHTUIICMXOTHYECKHE JIeKapCTBEHHbBIE CpeACTBa
(XJIOpMIpOMasuH, THOPWIA3WH); AHTHOMOTHKM (B T.4. raTU(IOKCALMH, MOKCH(IOKCALIMH),
HEKOTOPbIE JIEKAPCTBEHHbIE CPE/ICTBA MPOTHB MaJIAPUH (B T.4. ME(IOXHH).
[TockonbKy nanunepuioHa MajabMUTAT TMAPOJIM3YETCS [0 MAIMNEPHIOHA, TO MPH OLIEHKE
BO3MOKHOCTH JIEKAPCTBEHHOIO B3aUMOJEHCTBHS CJIe/1yeT YYUThIBATh Pe3yJIbTaThl HCCIIEI0BAHUIN

najMnepuaoHa JJis NpuemMa BHYTPb.

Cnocoonocms npenapama TPEBHKTA enuame na opyzue npenapamsi

He  oxwupaercs, 4to  naaunepuaoH  OyaeT  NpOSBIATH  KJIMHUYECKH — 3HAUYMMOE
(hapmakokMHETHYECKOE B3aUMO/EIHCTBHE C MpenapaTamMu, MeTabo T3Py eMbIMU H30()epMEHTaMuU
uutoxpoma P450. HccnenoBanus in vitro ¢ MCNONb30BaHHEM MMKPOCOM TEYEHHM 4YeJIOBeKa
MOKa3aJIM, YTO MAJIMIIEPUIOH CYIIECTBEHHO He 0C1abiseT MeTaboau3M BelecTB n3ohepMeHTaMu
uuroxpoma P450, B 1. u. CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6, CYP2EI, CYP3A4 u
CYP3AS. [TosToMy He 0KMIaeTCs, YTO MAJMMEPUIOH OyaeT KIMHHYECKH 3HAYMMO YMEHBIIATh
KJIMPEHC MpenapaTroB, MeTa00IM3UPYEMbIX dTUMHU H30(hepMeHTaMu. Takke He 0XKMIAAETCS, YTO
najunepuaoH OyleT NposB/IATH CBOHCTBA HHAYKTOPA H30()epMEHTOB.

[lanunepuaoH B BBICOKMX KOHLEHTpPALMSAX SBASETCS c1a0ObIM MHrHOMTOPOM P-rimkonporeuHa.
O/HAaKO AAHHBIX in VivO B 3TOM OTHOLUEHHMH HET, H KJIMHMYECKAs 3HAYMMOCTH 3TOrO sBJIEHHUA
HEM3BECTHA.

VYuureisas aeficteue nanunepuaona Ha LIHC, creayer ¢ 0cTOPOKHOCTBIO MPUMEHSTH Tpenapar
TPEBUKTA B koMOMHALMM C APYTUMH JICKAPCTBEHHBIMU CPEACTBAMH LEHTPAJIBHOTO JAEHCTBHS
v ankorojiem. Ilanunepuaon moxkeT ocnadbasate 3 GexT 1eBoAONbl U arOHUCTOB 10(haMMHOBBIX
peuentopoB. I1py 0fTHOBpeMEHHOM NPUMEHEHUH ClIEYeT KOHTPOJIHUPOBATh COCTOSIHUE MALIMEHTA.
M3-3a ciocobHocTn npenapata TPEBUKTA BbI3bIBaTH OPTOCTATHYECKYIO THIOTEH3UIO MOKET
HabI0AaThCs aJZIMTUBHOE yCHIEHHE 3TOro 3¢ dekra npu NMPUMEHEHUH MpenapaTa COBMECTHO C
JIpYTMMH mipenaparami, o0JaJalolMMH Takoil CrocoOHOCThIO. Y MalMEeHTOB, CKJIOHHBIX K
TUMOTEH3MH, CJIeAyeT MNpPOBOAWTH HAOMIOAEHHE 3a OPTOCTATHYECKMMHU (HU3HUOJIOrHUECKHUMHU
MoKa3aressiMHu.

Cneayer ¢ OCTOPOKHOCTBIO COYETaTh MAJMMEPUAOH C JIEKAPCTBEHHBIMU CpEACTBAMH,

CHWKAIOIMUMH  CYJIOPOXKHBII  MOpor, TakUMHU Kak  (EHOTHa3HHBI, OYTHPO(DEHOHBI,
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TPULIMKJIMYECKHE TIPOM3BO/IHBIE, CEJIEKTUBHbIE MHIMOMTOPbI OOpaTHOro 3axBara CEpPOTOHHHA,
Tpama/10.1, Me(JIOXHH U T. [1.
OpaHOBpEeMEHHBIN NpPUEM MEPOPabHOrO MaaUMNepuaoHa B A03upoBke 12 Mr 1 pa3 B JaeHb U
TabNIeTOK HATpUsl AMBAJINPOEKca MPOJOHrHpoBaHHOTrO AeiicTBus (B 103e S00 — 2000 mr 1 pa3 B
JIeHb) He BIMseT Ha (apMaKOKMHETUKY Basbrpoarta. [lpm OJHOBpeMEHHOM NPUMEHEHHH
MaJMIepy0Ha U BaJbIpoaTa KOPPEKLMS /103bl MAJMIEPH/I0OHA U BaJIbIIpoaTa He TpedyeTcs.
dapmakokuHeTHYEeCKOEe B3auMozeiicTBue Mexay npenapatom TPEBUKTA wu  nutuem

MaJIOBEPOATHO.

Cnocoonocms opyzux npenapamog e1uams na npenapam TPEBHKTA

KinuHu4Yeckn  BaKHBIX  B3aUMOJCHCTBMI  MEXKIYy MNaJIMIEPUIOHOM MW JIEKAPCTBEHHBIMH
npenaparamu, MeTaboJM3UpyeMbIMH H30()epMEHTaMu cUcTeMbI LIMToXpoma P450, He oxkuaaeTcs.
[Tanunepunox He siasiercs cyoctparom uzodepmento CYP1A2, CYP2A6, CYP2C9, CYP2C19
n CYP3AS. Dr1o no3BojiseT NpeArnoyiokuTh c¢jadyro BEpOSTHOCTb B3aMMOJICHCTBHS C
MHIMOUTOPAaMH W MHJYKTOPaMH 3THX M30(epMeHTOB. XOTS UCCIE0BAHUS [N Vitro NMOKa3bIBAKOT
BO3MOXHOCTb MHMHHUMaJIbHOrO yuactus u3odepmeHtoB CYP2D6 u CYP3A4 B mertabosnsme
NajJurnepuaoHa, B HACTOsLIEE BpPeMs HET JaHHBIX O TOM, YTO 3TH (hepMEeHTbl MOTYT MrpaTh
CYLIECTBEHHYIO poJib B MeTaboiM3Me nanunepuaoHa in vivo. WccnenoBaHus in  vitro
CBUJIETEJILCTBYIOT O TOM, UTO MaJIMIEPU/IOH siBjseTcs cyOcTpaToM P-rimkonporeuHa.
[Tanunepuaon B orpaHuueHHOl cteneHn Metabonusupyercs uzopepmentom CYP2D6. B
McclieI0BaHUM B3aUMOJICHCTBHS MAJIMINEpUOHa /Ul MpUeMa BHYTPb ¢ aKTHBHBIM HHTHOMTOPOM
CYP2D6 napokceTMHOM y 3/10pOBbIX JA00OpPOBOJBLEB HE OOHApYKEHO KJIMHHYECKH 3HAYUMOIO
M3MeHeHUs (hapMaKOKMHETHKH MaJMIepuaoHa.

OaHOBpeMeHHOE MPUMEHEHHE MAIMNepUIoHa U CUIIbHBIX MHAYKTOPOB u3odepmenta CYP3A4 u
P-raukonpoTenHa MOXeT MPUBOANTH K CHW)KEHHMIO KOHLUEHTPALMK NajlunepuaoHa B masme. [lo
BO3MOKHOCTH cjielyeT u3beratb NPUMEHEHUs OJHOBPEMEHHOIrO MPUMEHEHHs NaJuMepuioHa U
cuIbHBIX HHAYKTOpOB M30hepmerTta CYP3A4 u P-rinukonporenna. Eciau npuMeHeHHe CHIIbHBIX
MH/YKTOPOB HEOOXO0AMMO, CJIe/lyeT paCCMOTPETh BO3MOKHOCTh MepeBo/ia NalMeHTa Ha TableTKH
najurnepuoHa C 3aMe/UIeHHBIM BbICBOOOKAEHHEM. [IpueM mnanunepuoHa ¢ AIUTEIbHBIM
BbICBOOOK/IECHUEM AaKTHMBHOIO KOMIOHeHTa (1 pa3 B J€Hb) MEpPOpaibHO OJIHOBPEMEHHO C
kapbamazenuHom (200 Mr 2 pa3za B JieHb) MPUBOAMI K CHIKeHUIO cpeaHedl Cmax 1 AUC
najunepuaoHa npumepHo Ha 37 %. DTO CHIKEHHE B 3HAYMTEIbHON cTeneHu 00yCIOBIEHO
YBEJIMYEHUEM TOYEYHOro KJIMpeHca naiaunepuaoHa Ha 35 %, BepOsSTHO, 3a CUET aKTHBALMH
noyeyHoro P-raukonporenHa kapOamazenvHoMm. OveHb HeOO/bLIOE YMEHBIIEHHE KOJWYeCTBa

rnpenapara, BbIBOAUMOI0O 4€pe3 MOYKH B HEU3MECHECHHOM BHU/IEC, MO3BOJIACT IMPEANOJIONKHTb, YTO
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kapbamaszenuH Jumb crnado BaMseT Ha MeTaboJaM3M B MNEYeHM WIM OMOJOCTYIHOCTb
naaunepuaoHa. [1pu Havane npumeHeHus kapdamasenuna no3y npenapara TPEBUKTA cienyer
NepecMOTPeTh U, MPU HEOOXOAUMOCTH, yBeanuuTh. HaoOopoT, npu oTmeHe kapbamasenuHa 103y
npenapara TPEBUKTA cneayer nepecMoTpeTh H, MpU HEOOXOAUMOCTH, yMeHbIUTL. Creayer
NPUHUMATh BO BHUMaHHUE JAIUTENbHOCTb AeiicTBUs npenapata TPEBUKTA.

[Tanunepuaon npu ¢usuonornueckoM pH sBaseTcs KATHOHOM, WU B OCHOBHOM BBIBOAMTCS B
HEM3MEHEHHOM BM/E MOYKAMH — MOJIOBUHA MyTeM (UIbTpaLMH, a MOJ0BMHA — MyTEM aKTHBHOMH
cekpeunu. O/IHOBpeMEHHOE TMPUMEHEHHE TPUMETONMpPUMA, KOTOPBIH HMHrUOMpYeT cucTeMy
AKTMBHOIO TPAHCIOPTa KATUOHOB B MOYKAX, HE BJIMSJIO Ha ()apMaKOKMHETHKY MaUNepuIoHa.
[Tpu ogHOBpEeMEHHOM Ha3HAYE€HUH MEPOPAJILHOTO MaIUIEPUIOHA MPOJIOHIHPOBAHHOTO AHCTBHS
B 103¢ 12 Mr 1 pa3 B JeHb M TabJIETOK MPOJIOHTMPOBAHHOIO ACHCTBUS HATPUsl AUBAJIpoeKca
(2 Tabnerkn nmo 500 mr 1 pa3 B JieHn) HaOmoaan0ck yBenndeHue Cmax 1 AUC nanunepuaoHa
npumepHo Ha 50%, BeposiTHO, B pe3yjbTaTe yBelMueHus abcopduuM rpenapara mpH
nepopasibHoM npueme. [TockonbKy He Ha0K01a10Ch 3HAYUTENILHOTO BIMSIHUS HA 00LIMIA KJTMPEHC,
HE OKMJIAeTCsd KJIMHMYECKM 3HAYMMOrO B3aUMOJEHCTBHUSA MEXy AMBAJIINPOEKCOM HATpHi,
TabNeTKH ATUTEIbHOTO BbICBOOOMIeHHs, U nipenapatom TPEBUKTA. HccnenoBanuii naHHoro
B3aumoneiicTeus ¢ npenapatoM TPEBUKTA He npoBoaunocsk.

(DapMaKOKHHeTH‘{eCKOC B3aUMO/ICHCTBUE JIUTUS U MaAJTMNEPUI0HA MAJIOBEPOATHO.

Ilpumenenue npenapama TPEBUKTA coemecmno ¢ pucnepuooHoM uUiu ¢ nepopaivHoil
¢opmoit narunepuoona

[TockonbKy maaunepuaoH sSBISETCS aKTHBHBIM MeTabOJIMTOM pUCTIEPUAOHA, clielyeT co0IoaaTh
OCTOPOKHOCTb MPHU OJJHOBPEMEHHOM TPUMEHEHMHM B TEUEHME JJUTE/IbHOrO Mepuoaa BpeMeHH
npenapata TPEBUKTA u pucnepuaona wim nepopaibHoi ¢opMbl nanunepuaoHa. /laHHbie no
Oe3omacHOCTH  OJHOBpeMeHHoro  mnpuMeHeHuss npenapata TPEBUKTA u  jgpyrux
AHTUIICUXOTHUKOB OrpaHUYEHBbI.

OonospemenHoe npumenenue NAAUNEPUOOHA C NCUXOCHUMYIAMOPAMU

(HarpuMep, METWI(GEHUAATOM) MOKET MPUBECTH K MOSIBICHUIO SKCTPANTUPAMHU/IHBIX CUMITTOMOB

MpU KOPPEKTUPOBKE /103bl OJAHOTO WJIM 0OOMX Mpernaparos.

Oco0ble yka3zanus

Iogbruennan cmepmuocms cpeou RONCUTBIX RAUUEHMOB C NCUX030M HA (JoHe OeMeHyuU
[Tpenapar TPEBUKTA He u3yuascs y NOKUIBIX MALIMEHTOB C IEMEHLHUEN.

[Toxuable mauMeHThbl ¢ NCUX030M Ha (OHE AEMEHLMH, MPUHUMAIOLUIME aHTHIICUXOTUKH, UMEIOT
NOBbILIEHHBIH pHUCK cmepTH. [lepekpecTHblii aHa/lM3 pe3y/bTaTOB MCCIIEJ0BaHHWIl IOKa3all

IMOBBILIEHHYIKO CMEPTHOCTH TIOKWJIbIX TMALHEHTOB C JIEMEHLIMEH, MoJiydyaBlIUX AaTHUITHYHBIC
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HEHPOJIENTUKH, B TOM YUCJIE PUCTIEPUIOH, APUITUITPA30J1, OJIAH3AINMH U KBETHAMMH, M0 CPAaBHEHHUIO
¢ maue6o. Cpeau MauMeHTOB, MOJYYaBIIMX PUCTIEPHIOH W Tulaledo, CMepTHOCTh COCTaBIIsIa
cootBeTcTBeHHO 4 % wu 3,1 %. Ananu3 17 mi1aued0-KOHTPOIUPYEMBIX — KIMHHYECKHX
MCClIeIOBAaHHMI BBISIBUIT TOBBIIIEHHE PUCKA CMEPTH Yy MAUMEHTOB, MPUHUMAIOLIMX aTHIMHYHbIE
AHTUINCUXOTUKH, B 1,6-1,7 pa3 mo cpaBHEHMIO C MALMEHTaMM, MPUHUMaKOWUMU riauedo. B
TeyeHue TUMUYHOro 10-HeaeNbHOr0 KOHTPOJIMPYEMOrO HCCJIEOBAHUS Cpeld MalUUeHTOB,
NPUHUMAIOLLMX Mpenapat v rmiauedo, cMepTHOCTL coctaBuia 4,5 % u 2,6 %. HecmoTps Ha TO,
4YTO MNPHYUHBI CMEPTH ObLIM Pa3HOOOPa3HbIMH, OOJIBLIMHCTBO M3 HHUX HMMEJIU CEepAevHO-
COCYAMCTYIO (Hamp., cepeyHas HeJ0CTaTOYHOCTb, BHE3arHas CMEpPTh) WM MH(EKLMOHHYIO
(Harp., MHeBMOHHUS) npupoay. HabmroaarenbHble HCCieI0BaHUS MO3BOJISIIOT MPEANOJIOKHTb, YTO
TUIUYHBIE HEMPOJIENTUKH, T10J00HO aTHIHWYHBIM AHTHIICUXOTHKAM, MOTYT YyBEJIWYMBATh
cMepTHOCTh. HesicHO, HacKOIbKO MOBBILIEHHE CMEPTHOCTH B HAO/II0aTeIbHBIX UCCIEA0BAHUAX
CBSI3aHO C IPUEMOM AaHTUIICUXOTHUKOB, a HE C IPYTMMU XapaKTepUcTUKamMH rnauueHToB. [Ipenapar

TPEBUKTA He noka3zaH /151 JieueHHs! ICUX03a Ha JOHE IEMEHLMH.

Hapywenua mM032068020 KpoeoodpauieHus, 6 mom 4ucie UHCYIbm, y ROHCUTBIX RAYUECHMOE C
HCUX030M Ha (hone demenyuu

B niauedo-koHTpoaupyeMbIX HccIe0BaHUAX OOHapy:KeHa MOBbILIEHHAs YacToTa HapylUeHUH
MO3rOBOTrO KpOBOOOpaleHHs (MPeXoiIiX U HHCY/IbTa), B TOM YHCJIE CO CMEPTEbHBIM HCXOI0M,
Y NOXKWJIBIX MALUEHTOB C ﬂeMeHuHeﬁ, [MoJiydyaBIIHUX HEKOTOPBIC aTUITHYHBIC HCFlpOIlCHTldKH, B TOM
4yClle PUCNIEPUIOH, ApUIMIIPA30J M OJIaH3aMWH, M0 CPaBHEHUIO C MpPUMEHEHWEeM Iuiauebo.
HccnenoBanuit nepopansHoro nanunepuaona, npenaparo KCEITJIMOH u TPEBUKTA vy
MOKWJIBIX MALMEHTOB C JAEMEHLMENH He MPOBOJIMIOCH, JaHHBIE MpernapaTbl HE IMOKa3aHbl UIA

JICYCHMUA MCHX03a Ha Q)one JAEMCHLIUH.

3nokauecmeennslii HeliporenmuueCKuil CUHOPOM

[Ipu npuMeHeHUM HEHpOJIENTUKOB, B TOM YMCJ/Ie MaJMNEepU0HA, 3aperucTPUPOBAHO pa3BUTHE
MNOTEHUMAIBHO JIETAJILHOTO CHMITOMOKOMIUIEKCA, WHOr[AA Ha3bIBAEMOro 3JI0KaYeCTBEHHBIM
HeifposienTuyeckuM cuHapomom (3HC), u Xxapakrepusyemoro runeprepMueid, MbILLIEYHON
PUIMIHOCTBIO, HECTAOMIBHOCTBIO BEreTaTMBHOM HEPBHOW CUCTEMBI (HEPEryJspHBIN MyJabC WK
KpPOBSIHOE JaBJIeHUE, Taxukapaus, auadopes, cepaeyHas apuTMHUs), HapyLIEHHEM CO3HAHUS.
Kpome Toro, MoryT Hab/It0AaThCs MOBBILLIEHHE KOHLUEHTpAUMH KpeaTuH(POoCcHOKHHA3bI CHIBOPOTKH
KpPOBH, MHOTJIOOUHYpHUs (pabIOMHOIIN3) M OCTpast MoYeyHast HEJ0CTaTOYHOCTb.
JlnarHoctuyeckas OLIEHKA MalLMEeHTOB C JAaHHBIM CHHApPOMOM 3aTpyaHeHa. Ilpu moctaHoBke
JIMarHo3a Ba)KHO MAECHTHU(HULIMPOBATH Clyyau, B KOTOPBIX KIIMHUYECKHUE MPOSBICHHUS BKIKOYAIOT

cepbe3Hble MeAMLUMHCKUE 3a00/eBaHus (HarpuMmep, MHEBMOHUS, CUCTEMHAs MH(EKUHUS U Ap.) U
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HeJIeYeHbIe WM HeaeKBAaTHO MPOJIeYeHHbIE SKCTPAaNMpaMUAHbIe CUMOTOMBI. JIpyruMH BaKHbIMH
NPeANoaoKEeHUAIMU  npyu  AuddepeHUManbHOM  AMArHOCTUKE — SBJSAKOTCS — LEHTpa/ibHas
AHTUXOJIMHEpruyecKas TOKCHYHOCTb, MEpEerpeB OpraHusma, JeKapCTBEHHas JMXopajka u
NepBUYHAs [1aTOJIOIMs LIEHTPAJIbHONH HEPBHOW CUCTEMBI.
B cayuae paseutusa 3HC crneayer: (1) HeMeAJeHHO OTMEHHTb HEHPOJENTUKM W JIpyrue
npenaparbl, He CYLIECTBEHHbIE JIsi COMyTCTBYIOWIEH Tepanuu; (2) NpOBOAMTH HMHTEHCHBHOE
CUMIITOMATHYECKOE JIeYeHWEe M MeJUUMHCKOoe HalmoaeHue 3a nauudeHToM; (3) NpoBOAMTD
JIeYEeHHE COMyTCTBYIOLIMX MEJAMLUMHCKUX COCTOSIHUI MPHU HAJIMYMM CreUU(UYEecKOro JieueHHs.
EnuHoe MHenue o creumdpuueckoM ¢apMaKkoIorHyeckoM JieYeHUH HecaoxkHbIx ciyuyaeB 3HC
OTCYTCTBYET.
Eciau nocne Boccranosienus ot 3HC nauueHTy HeoOXoAMM MpueM HeiposienTHka, clieayer
THIATEIbHO HaO/MI0aTh 3a BO30OHOBJICHHUEM Teparuu, MOCKOJIbKY COOOIIAeTCs O MOBTOPHBIX

cayuasax 3HC.

Humepean QT

[lanunepuaoH BbI3bIBaeT HeOOJbLIOE YBeJWYeHHe KoppurupoBaHHoro uHrepBaia QT (QTc).
Cnenyet uzberarb OJJHOBPEMEHHOTO MPUMEHEHHS MAJIMIIEPUIOHA U JIEKAPCTBEHHBIX MPEenapaTos,
KOTOpbIE MOTYT MPUBOAWTHL K YyAJIMHEHWIO uHTepBasa QTc, Takux Kak aHTHApUTMHYECKUE
npenapatel kiacca 1A (XuHMAMH, npokauHamua) wiad kiacca [l (amuomapoH, cotanon),
AHTUICHUXOTHYECKHE TMpenaparhl (XJ0pnpoMa3uH, THOPHIA3UH), aHTHOMOTHKH (raTudIioKcallMH,
Mokcudrokcaunt) u ap. Crepyer coOnoaaTth OCTOPOMNKHOCTh TMPH MPUMEHEHWM Mpernapara
TPEBUKTA y nauMeHTOB C cepAeYHbIMH apUTMUSIMHU B aHaMHe3e WM C BPOXKIEHHBIM
yanuHeHuem uHtepsana QT.

HekoTopble COCTOSIHMS, B 4acTHOCTM OpaauKapiausi, TMIOKAJIMEMUS, THUIIOMarHUeMHus,
O/IHOBPEMEHHOE MPUMEHEHHE JIPYruX MpernapaTroB, KOTOPbE MOTYT MPUBOAUTH K YITMHEHUIO
untepBasia QTc, a Takke BpoKACHHOE Y/UIMHeHMe HMHTepBasa QT MoOryT mnoBblIaTh PHCK
BO3HHUKHOBEHHS MOJMMOPGHOI KeTyA0UKOBOM TaxXMKapAUU THIA «ITMPY3T» W/WIW BHE3arHOM
CMEpPTH MpPH OJHOBPEMEHHOM IPUMEHEHUM C TMperapaTaMu, KOTOpPbleé MOTYT MPUBOAUTH K
yuIMHeHHI0 uHTepBaia QTc.

Bausuue nanunepuaoHa Ha wuHTepBan QT ouneHuBanu B ABOWHHON cjenoMm, AaKTHBHO-
KOHTpoJIMpyeMoM (MoKcHuokcaumH, pazoBas 103a 400 M) MHOrOLEHTPOBOM HCCJIEJOBaHHH
NPUMEHEHHs MepOPaJIbHOTO MaJMIEPUOHA Y B3pPOCIBIX MALMEHTOB, B 4-X MCCIEI0BAHUSAX
3¢ (eKTUBHOCTH M B OAHOM HuccienoBaHuu mnpumeHeHus npenapara KCEITJIMOH nans

nozmep)xusalomeﬁ TEparuH.
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B nepBom wuccrienoBanuu (n=141) npu npuMeHeHHMM 8 MI MEPOPAIbHOrO MNaJUIepUaI0Ha
HEMeVIEHHOro BbICBOOOKAeHUs (n = 50) Habmoganock ysenuuenue QTcLD (unrepBan QT,
KOPPUIUPOBAHHBIM B COOTBETCTBUM C YAaCTOTOH CEpACUHBIX COKpAIUEHHH C HCMOJIb30BAHHEM
MOMYJISILIMOHHO creurupUIecKoro JUHeitHoro metoaa) Ha 12,3 Mcek B 1eHb 8 yepes 1,5 yaca nociie
NpUHATON 103bl. CpeHss CTalMOHAapHAs MUKOBas KOHUEHTpALMs B IU1a3Me Moc/ie NMPUMEHEHHS
8 Mr mepopajibHOro najunepuaoHa HemeaneHHOro BbICBOOOKAEHHUS (Cmax = 113 Hr/ma) Obuta
NpUMEpPHO B 2 pa3sa Bblllle KOHLEHTpauuu B ruiazme nocie npuema npenapata TPEBUKTA B
MaKCHMaJIbHOM J103€ 525 Mr, BBeIEHHO# B IeJIbTOBUAHYIO MblILy (MearaHa Cmax = 56 Hr/mi), B
TOM K€ HCCJIE[JOBAHUM TPHU MPUMEHEHUH 4 MI' MEepOpaibHOrO MAJUMEPUIOHA HEMEUIEHHOTO
BbICBOOOk/IeHHUs cTauroHapHas Cmax cocTaBuIa 35 HI/MJI, MPU 3TOM HaO/II01aJ10Ch YBEJIHUEHHE
QTcLD Ha 6,8 mcek B 1eHb 2 uepe3 1,5 yaca nocse npUHATON A03bI.
B 4-x uccnenoBanusx 3¢ pexkruBHocty npenapata KCEITJIMOH Hu y 0aHOro U3 nauueHToB He
HaOmoaanock u3MeHeHus QTcLD 6onee ywem Ha 60 mMcek, HU Y ogHOro u3 nauueHToB QTcLD He
npesbicuia 500 Mcek HM B Kakoe Bpems. B uccienoBaHuM noaaeprKuBarolleil Teparuu HH Y
OJIHOTO W3 MalMeHToB He HaOmoaanock u3MeHeHust QTcLD 6onee yem Ha 60 mcek, y 1 mauneHTa
QTcLD cocraBuia 507 mcek (koppurdpoBaHHbiii uHTepBan QT, paccuurtaHHblii o ¢opmyie
bazerra (QTcB), cocraBun 483 Mcek); y 3TOro ke nalMeHTa 4yacToTa CepJAeYHbIX COKpalleHHIt
cocraisuia 45 yaapoB B MUHYTY.
B noarocpounom uccnenoBanuu npuMenenus npenapara TPEBUKTA ans noaaepxuparoueit
Tepanuu wu3zoppenun y 1 nampenrta ( < 1 %) 6pu10 otMeHeHo noBbieHue QTcLLD Gonee yem Ha
60 Mcek B OTpbITY10 a3y, HU Y O/IHOTO U3 MaLMEeHTOB He Habmoaanoch usMeHeHuss QTcLD Gosnee
yeMm Ha 60 mcek nociie npumeHeHus npenapara TPEBUKTA B aBoiiHyio cienyio dasy, HU y

oaHoro u3 nauueHToB QTcLD He npeBbicuna 480 Mcek HU B KaKOe BpeMmsl.

I030HAa Ouckunesun/ Skcmpanupamuonsle CUMRMOMbI

[IpMeHeHue npenapaToB, 061aJalo0LMX CBOICTBAMHM aHTarOHUCTOB 10()aMHHOBBIX PELENTOPOB,
COMpPOBOXKJIACTCA Pa3BUTHEM [103/HEH [JHUCKMHE3WH, XapaKTepU3YIOUIEHCS PUTMHUYHBIMH,
HEMPOM3BOJIbHBIMU JIBUKEHUSMH, IJIABHBIM 00pa30M s3bIKa /UM JIMLEBBIX MbIILLL.

CHH/IpOM MOTEHUMATBHO HEOOPATUMBIX, HETMIPOU3BOJIbHbIX, JUCKMHETUYECKUX ABHKEHUI MOKET
pa3BUTbCS MPU MPUMEHEHUHM aHTHICUXOTHKOB. HecMOTps Ha TO, YTO pacnpoCTpPaHEHHOCThb
CHHAPOMA BbILIE Yy [OKWIBIX MALUEHTOB, OCOOEHHO MOXKWIIBIX JKEHIIMH, HEBO3MOMKHO
npeJcKasaTh, y KaKMX MMEHHO MAalLMEHTOB CHHAPOM nposBuTcs. HeusBecTHo, pasnuyarores ju
AHTHUIICUXOTHKH 10 CIIOCOOHOCTH BbI3bIBATH MO3/HIOK AUCKHUHE3HIO.

HecMoTps Ha TO, YTO PUCK Pa3BUTHS MO3/HEH IMCKUHE3UH M BEPOATHOCTB TOTO, YTO OHA CTAHET

HeoOpaTUMOM, yBEJIMYMBAETCS [0 MEpe YBEIWYeHHs UIMTEIbHOCTHU JIEYEHUS M CYyMMapHOM
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NPUHATON J103bI aHTUTNICUXOTHKA, CHH/IPOM MOKET Pa3BUTbCS M M0CE€ OTHOCUTE/ILHO KOPOTKOIO
nepuo/a JieYeHus HU3KUMH J103aMH, XOTS TaKHE Cllyyau HeYacThl.
Tepanus no3aHeil AUCKMHE3UM HEM3BECTHA, HO MPU OTMEHE AHTUIICMXOTHKA CUHAPOM MOMKET
YaCTUYHO WJIM TOJIHOCTBIO MpeKpaTHThes. [IpuMeHeHre aHTUICHXOTHKA caMo Mo cebe MoKeT
NOJaBUTh (MJIM YaCTHMYHO MOJABUTH) MPU3HAKH W CUMITOMBI CUHAPOMA MMO3/1HEN JIUCKUHE3UHU U
TakMM 00pa3oM 3aMacKMpOBaThb BbILIEYNOMSIHYTbIe Npolecchl. BiusHue mnoaaBiaeHus
CHMNTOMATHKH Ha JI0JIFOCPOYHOE TeYeHHEe CUHPOMa HEU3BECTHO.
Cneayer HasHavyatb npenapar TPEBUKTA takum o0pazom, uToObI MUHMMH3UPOBATh
BEPOSTHOCTb BO3HWUKHOBEHMs MO3/HEH JAMCKWUHE3WHW. J[nuTesibHAs Tepanus aHTUICUXOTHKAMH
JI0JKHA OBbITh OT/IOXKEHA Y MALMEHTOB € IPYyrHMH XPOHUYECKUMHU 3a00JIeBaHUSIMH, OTBEYAIOLIMMH
Ha TpUEM AaHTUIICHXOTMKOB. Y TMalLMEHTOB, TPeOYyHOLMX UIMTEIBHOrO JIGYEHHUs, ClIeayeT
UCIMOJIb30BaTh ~ MHUHUMAJIbHbIE  /103bl  MPU  MUHUMAaJbHOW  [UIMTEJBHOCTH  TEparuw,
oOecrnieynBarolIle YIOBIETBOPUTEIbHbIH KJIMHUYeCkWii oTBeT. Creayer MNepHOAUYECKH
OLIEHUBATh HEOOXOAUMOCTD MPOI0JIKEHUS TEPaIuu.
[1pu nosiBJIeHUM CUMNTOMOB MO3/HEH AUCKMHE3UH ClIelyeT PaCCMOTPETh BO3MOMKHOCTh OTMEHbI
Bcex HeifponenTukos, Biuiouyas npenapatr TPEBUKTA. Cnenyer npuHumMaTh BO BHMMaHHe
qurtenbHOCTh aeiictBus npenapata TPEBUKTA. HekoTopbiM mauueHTaM MoOXeT TpeOoBaThCs

neyenue npenapatom TPEBUKTA, HecMOTps Ha BOBHUKHOBEHUE CUHAPOMA.

Dxcmpanupamuonsle cUMRMOMBL U RCUXOCHIUMYIAMOPbL
Cneayet cobmoaatb 000y OCTOPOKHOCTD MPH COBMECTHOM MPUMEHEHUH MICUXOCTUMYJIITOPOB
(Hanpumep, MeTWI(EeHHIaTa) C MATUMEPUIOHOM, TTOCKOJIBKY MPH KOPPEKTUPOBKE [03bl OHOTO

WK 00oux rnpenaparoB MOryT BO3HUKATh SKCTparMpaMHUuHbIE CUMIITOMBI.

Memaboauueckue napyuwieHus
Iunepenuxemusi u caxapuwiii ouabem

[lpyu neyeHUM AHTUIICUXOTUKAMM HAOJIONANIMCh TUMEPIVIMKEMHUS M caXapHelii auaber, B
HEKOTOPBIX CllyyasX MPUBOAALIMNA K KETOAUMA03y, THUIEPOCMOJIAPHON KOME WM CMEpTH.
bosiblias yacTh TakuX ciiyyaeB HaOJr0asach B MOCTPErUCTPALMOHHBIX M AMUAEMHOIOTHYECKHX
uccnenoBanusx. Ciyyau runeprivkeMUH M caXxapHOro auadera Obuia 3aperucTpUpoBaHbl U MPH
npumeHenun npenapata TPEBUKTA. VYcraHoBieHue B3auMOCBA3M MEKAy IPUMEHEHHUEM
ATUMWYHBIX AHTUICUXOTHYECKUX [MpEernapaToB M HapylleHHEM OOMEHa IJIIOKO3bl OCJI0KHEHO
MOBBILIEHHBIM PHCKOM pa3BUTHs caxapHoro auvabera y MaUMEHTOB C IIW30(peHuei u
pacnpoCTPaHEHHOCTHIO CaxapHOro auabera B oOwiel MOMyJsUMH. YUWTbIBasS 3TH (aKTOPBI,

B3aMMOCBA3b MCXKAY MPUMECHCHHEM aTHIMHUYHBIX aHTUINCUXOTHYECKHUX IpEerapaToB U pa3sBUTHEM
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MOOOYHBIX JEHCTBHM, CBA3aHHBIX C THIEpPriIMKeMHeil, YCTaHOB/IEHa He MOJHOCThIO. OaHaKo
pe3y/abTaTbl 3MMAEMHOJIOIMYECKHUX HCCAEA0BaHUI MO3BOJISIOT [PEAINOJIOKUTh IMOBbIILIEHHBIN
pUCK MOOOYHBIX peakLUii, CBA3aHHBIX C FMIEPIIMKEMHEN, Y MALMEHTOB, MOJYYalOLHUX JI€YEHHE
ATUMHYHBIMU HEMPOJIENTHKAMH.
[TauueHTOB ¢ AMAarHO30M «caxapHblii AMa0eT», KOTOpble HAYMHAIOT MPUMEHATb ATHITHYHbIE
AQHTUINCUXOTUKH, HEOOXOJMMO pEeryJiipHO MpPOBEpATb HA MPEeAMET YXYILEHUS KOHTPOJIA
KOHLIEHTPALMK TJIIOKO3bl. Y MalMeHTOB ¢ (hakTopaMM pUCKa caxapHoro auadera (0kKHpeHHE,
caxapHblii aua0eT B ceMeiHOM aHaMHe3e), KOTOpbleé HAaYMHAIOT TPUMEHATb AaTHUITHYHbIE
AHTUNCUXOTHKH, B HayYaJle JIeYeHUs: U NePHOINYECKH BO BPEMs JIeUEHUs] HEOOXO0MMO MPOBOIMTh
aHaJIM3 KOHLEHTPALMHU TJTIOKO3bl B KPOBU HaTOlIAK. Y BCeX MalMEHTOB HEOOXOAMMO MPOBOIUTH
KJIMHUYECKHH KOHTPOJIb Ha HAJIMYME CUMITOMOB THNEPrJIMKEMUH M caXxapHOro auadera, TakuMX
KaK MOJMAMIICHSA, NOHY pUs, noudarus, c1adocTe. Y NauMeHTOB, y KOTOPBIX BO BPEMS JIEYEHHs
aTUMUYHBIMM  AQHTMICUXOTHKAMM  TMOSBWJIMCH  CHMIITOMbI  THMEPrJIMKEMUM, HEOOXOAMMO
NPOBOJMTb aHAJIM3 KOHLUEHTPALMM TIJIIOKO3bl B KPOBM HaTomak. B HEKOTOPBIX ciydasx
TMIEPIIMKEMHS pa3pellasach MpU OTMEHE aTUIHYHBIX AHTHUIICUXOTHKOB, OJHAKO HEKOTOPBIM
nauMeHTamM MoTpedoBajloch MPOAO/KEHHE MNPOTHBOAMAOETHYECKON Tepanuu, HECMOTpS Ha

OTMECHY aHTHUIICUXOTHKA.

Jluchunuoemus
VY  nauMeHToB, [MOJYYalOIIMX JICYEHHWE ATHUIHYHBIMM AHTUIICUXOTHMKAMH, HaOIH0AaIuCh

HEXKEJIATCJIBHBIC JIMITUAHBIC U3MCHCHUAA.

Veenuuenue maccer mena
an JICYSHHUH aTUITUYHBIMH aHTUIICMXOTHKAMHU HA0JTI0/1a]10Ch 3HAUMTENIbHOE YBEJIINMYCHHUE MACChI

TEJa. HCO6XOI1HMO MPOBOAWTDL KOHTPOJIb MACChI T€J1a MalMEHTOB.

Opmocmamuy4ecKkan 2Zunomen3us u 00Mopox

O6naast akTUBHOCTBIO ab(a-aapeHob0KkaTopa, NATUINEPUAOH Y HEKOTOPBIX MALMEHTOB MOXKET
BbI3bIBATH OPTOCTATHYECKYIO TMIOTEH3MI0O M OOMOpoK. B  10/1rocpoyHoM KJIMHMYECKOM
MCClIe/IOBAaHUM TOIEP KUBAIOLIEH Tepanuu 0oOMOpokH oTMeveHbl Yy < 1 % (1/506) nauueHTOB,
nonyuasiux jJeueHue npenaparom KCEITJIMOH Bo BpeMst oTKpbITO# (a3bl; BO BpeMs JBOHHOI
cnernoii ¢a3bl He ObLIO OTMEYEHO cllyyaeB 0OMOpPOKa HU B OJHOI U3 rpymnmn. B gonrocpouHom
KJIMHUYECKOM  HCCJIeIOBAHUM  TO/UIEP/KUBAIOLIEH Tepanuu OpPTOCTATHYECKAas THUIOTEH3Hs
ormeueHa y < 1 % (1/506) maumenrtos, nosyuyaBwmx jeueHue npenaparom KCEIIJIMOH u y
<1 % (1/379) nmaumeHTOB moc/ie BBeaeHUs pa3oBoit a03bl npenapara TPEBUKTA Bo Bpems
OTKPBITOI (a3bl; BO BpeMs JIBOiHO# ciienoi (a3bl He ObUIO OTMEUEHO CJIy4aeB apTepHalbHOMN

TMIIOTEH3UH HU B OJTHOM U3 IpyMIl.
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Cnenyetr c octopokHocTbio mpumeHaTh npenapat TPEBHMKTA y nauueHTOB ¢ cepaeuHo-
COCY/IMCTBIMU 3a00JIeBaHUSAMM (HanpUMep, CEpAeYHOI HeJA0CTaTOYHOCTBI, HH(PAPKTOM WX
MIIEeMHE MHOKapAa B aHaMHe3e, HapylUIEHWEM CepAeYHOH MPOBOJAMMOCTH), HapyLICHUSIMHU
MO3rOoBOro KpoBOOOpalIeHHs WJIM COCTOSHHUSAMH, [PeApacroiaraloliuMM K  CHHIKEHHIO
apTepHaIbHOrO AaBieHUs (Hampumep, 00e3BOKMBaHHE, YMEHbLIEHHE 00beMa LUPKYIUpYOLLe
KPOBH, NMPUMEHEHUE TUIMOTEH3UBHbIX MNpenaparoB). Y MNALMEHTOB, CKJIOHHBIX K TMIOTEH3HUH,

cjeayerT npoBoaAuTb HaOMoAeHUE 32 OpPTOCTAaTHYCCKHMH ¢H3MOHOFH‘ICCKMMH TNMoKasaTeJIiMH.

Jleiikonenusa, Hellmponenusa, azpanyi0yumo3

B KIMHMUYECKUX HMCCIEAOBAHMAX M B XOJ€ MOCTPErUCTPALMOHHOTO MPUMEHEHHMS OTMEYaIuCh
cJlyyau JIEMKONEHUH U HEUTPOINEHUH NMPU MPUMEHEHUHU AaHTUIICUXOTHUUYECKHUX CPEJICTB, B T. Y. MPH
npumeHeHuu npenapara TPEBUKTA. Takke oTmeuasncs arpaHya10LUUTO3.

Bo3moxkHble (akTopbl pHUcKa pa3BUTHS JIeHKONEHWH/HEUTPONIEHUN BKJIFOHAIOT UCXO/IHO HHU3KOE
Y0 OeNbIX KPOBSIHBIX Tese1/abcoIIOTHOE YUC/I0 HEMTPO(UIIOB U JTeHKONIeHHIO/HEHTPOMEHHUIO,
BbI3BAHHYIO [MPUEMOM JIEKAPCTBEHHBIX [pernapaTtoB, B aHamHe3e. TakuM nauveHTam
PEKOMEHYETCSl 4acToe MpPOBEJAEHHE [MOJHOr0 aHajiu3a KpOBM B TEUEHHE TMEpPBbIX MECSLEB
Tepanuu; npekpauieHue sedeHus npenaparom TPEBUKTA nomkHO ObITh paccMOTpPEHO MNpH
MepBOM KJIMHUYECKM 3HAYMMOM YMEHBIIEHHWH KOJIMYECTBA JIEHKOLMTOB MPH OTCYTCTBHUU JIPYTUX
BO3MOJKHbIX MpUUMH. [laupeHTam ¢ KIMHMYECKM 3HAYUMOIl HEHWTpomeHHeH peKoMeHIyeTcs
Ha0J110/1aThCS HA MPEJIMET MOBbILLIEHHUS TEMIIEPATYPbl MJIK BO3HUKHOBEHHSI CAMITTOMOB MH(pEKLIUH
M HaYMHATh JIEYEHUE HEME/JICHHO MPU BO3HUKHOBEHHUH TaKUX CUMNTOMOB. [lalMeHTs! ¢ TsKenoi
dopmoii HeiTponiennn (abGcomoTHOE KoaMuecTBO HelTpoduaoB menee 1 x 10°/ 1) 10kKHBI
npekpatuth npuMmeHenune npenapata TPEBUKTA 10 Tex nop, noka KojauMuecTBO J€HKOLMTOB He
HOpMaJMu3yeTcs.

CnenyeT npMHUMAaTh BO BHUMaHUE JUTMTENIbHOCTD AelcTBus npenapata TPEBUKTA.

I'unepnponakmunemus

[TanunepuaoH, Kak M Jpyrue JieKapCTBEHHblE [Mpernaparbl, SBIAIOLIMECS AHTArOHUCTAMH
nohaMuHOBBIX D2 pelienTopoB, MPUBOAUT K MOBBIIIEHHIO KOHLEHTPALIMHK MPOJIAKTHHA, KOTOPOe
COXpaHSeTCs MPU JJTUTEIbHOM IPUMEHEHHH rnpernapara. [loBblleHHe KOHUEHTPAaUMHK MPOJIaKTHHA
Npy MPUMEHEHUH MajunepuaoHa OJIM3KO K TAKOBOMY MpPU MPUMEHEHUH PUCIIEPUIOHA, MPH
NMPUMEHEHUH KOTOPOro oT™MeyvaeTcs Oosiee BbICOKAs KOHLIEHTPALMS MPOTAKTHHA 110 CPaBHEHUIO C
JIPYTUMH aHTHIICUXOTHKAMM.

He3aBUCMMO OT STHOJIOTHM, THMEPNPOJIAKTUHEMHUSI MOXKET CHOCOOCTBOBATH [M0JABJIEHHIO
TUNOTAIaMMYeCKOr0 TOHAI0TPONUH-BBICBOOOKIAIOLIEr0 FOPMOHA, YTO MPUBOAUT K CHHIKEHHIO

CEKpeUHH runod)mapHoro roOHaJ0TpPOITHHA. 9To, B CBOIO o4yepeab, MOXET CHWKaATb
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pEnpoAyKTHBHYIO (YHKLUMIO 3a CUET HapylIeHHs TOHAaJHOro CTEpOMIOreHe3a Yy JKEHLMUH M
MYXXYUH. Y [aUMEHTOB, MPUHUMAIOWIMX [pernaparbl, CrNOCOOCTBYIOIIME MOBBILIEHUIO
KOHLIEHTPALMKU NpPOJIaKTHHA, OTMEYAINCh rajJlakTopesi, aMeHOpest, TMHHEKOMACTHS U UMITOTEHLUS.
[IpopomkutensHas runeprnpojakTHHEMHMs [PU  OJHOBPEMEHHOM THIIOTOHAJM3ME  MOKET
NPUBECTH K CHHIKEHHUIO TUIOTHOCTH KOCTEH Y KEHILIUH U MYKUHH.
HccnenoBanus KyabTyp TKaHH YKa3bIBalOT Ha TO, YTO MPUMEPHO B TPETH CIIy4aeB pak MOJIOYHOMH
JKeJle3bl y YesIoBeKa SIBJISETCS MPOJaKTHH-3aBUCUMBIM i1 Vitro, YTO SBIASETCS BayKHBIM (aKTOpOM
MpU HA3HAYEHUH TMpernapaToB, CIOCOOCTBYIOMIMX TMOBBILIEHHIO KOHLEHTPAUMH [POJIaKTHHA,
nayuMeHTaMm C paHee OOHapyKeHHbIM pakoM MOJIOYHON kene3bl. B uccrnenoBaHusx
KaHUEPOreHHOCTH PUCMEPH/I0HA, MPOBEICHHbIX HA MbILIAX M Kpbicax, HA0JI0/1aJ10Ch MOBbILLIEHHE
YacTOThl HEOIJIa3uM TUrodusza, MOJOYHOH JKele3bl M KJIETOK MaHKpPeaTH4ecKoro OCTPOBKa
(a/leHOKapUMHOMBI MOJIOUHOM KeJIe3bl, aleHOMbI THIIO(U3a 1 MOIKENY104HOI xKenesbl). [lo cux
Nnop B KJIMHHYECKMX M SMUAEMHOJOTMYECKUX HMCCIIeI0BaHUSIX He Obljla MpOoJeMOHCTPUpPOBaHA
npsiMasi CB3b OHKOreHe3a ¢ MPUMEHEHHUEM aHTUIICUXOTUKOB, TEM HE MEHEE, UMEIOLIMXCS IaHHbIX
HE/I0CTATOYHO /ISl TOTO, YTOOBI C/1e/1aTh BHIBOJ O HAJIMYMH HJIM OTCYTCTBUU TaKo# cBs3u. Creayet
co01101aTh OCTOPOIKHOCTb MPH TMPUMEHEHHH TMAJUNEPUIOHA Y MALMEHTOB C BO3MOIKHBIMH
MPOJIAKTUH-3aBUCUMBIMH OITY XOJISIMH.
B xome noarocpouHoro wuccienoBaHus npumeHenust npenapara TPEBUKTA  ans
MO/UIEP/KUBAIOLIEH Teparnuu TMOBBbILIEHHE KOHLUEHTpPALMU TMpOJIaKTHHA BbILIE Uana3oHa
pedepeHTHBIX 3HaYeHuit (> 13,13 Hr/Ma y My®UdH U > 26,72 HI/MJ y JKEHIIMH) OTHOCHTEIBHO
MCXO/IHOTO YPOBHSI B OTKPBITO# (haze ObL10 OTMEUEHO ¢ 0OJIbILei YacTOTOM Y MY)UHMH U JKEHILHH,
npuHuMaBiuux npenapat TPEBUKTA no cpaBHeHuto ¢ rpynroii ruiaue6o (46 % npotus 25 % u
32 % npotuB 15 % cooTBeTCTBEHHO). Y OAHOM eHwMHbl (2,4 %) U3 rpymnmnsl npenapara
TPEBUKTA nabmoaanace ameHopes, B TO BpeMsl Kak B rpymnmne ruianedo He ObUIO OTMEYEHO
NMOOOYHBIX SBJICHUH, MOTEHUMAIBHO CBA3aHHBIX ¢ KOHLIEHTpaUMei nposaktiHa. Cpead MyKYUH
o0eux rpynmn He HabJIIOJaI0Ch MOOOYHBIX SBIEHHI, MOTEHLMAIBHO CBA3aHHBIX C KOHLEHTpaLuei
NpOJIAKTHHA.
Jlo naBoitHoi cnernoii ¢a3el (B TevyeHue 29-HeaeNbHON OTKpPbLITOH (hasbl J0ArocpouHOro
MCCJIe/IOBAaHUS MOJICPKUBAIOLIEH Tepanuu) cpeHsAs KOHLEHTpauus MpoJIaKTHHA COCTaBMIIa
17,1 ur/mn y myxuuH (N =368) u 51,6 ur/mn y xenuud (N = 122). Yepes 12 Henenb nocine
pa3oBoit uabekimu npenapata TPEBUKTA B koHue oTkpbITO# (ha3bl cpeAHss KOHLEHTpaLMs
nposiakTuHa cocraBwia 25,8 ur/mn y mykuuH (N = 322) u 70,6 ur/mn y xenumusd (N =107). B
Xo/1e OTKpbITOM pa3bly 27 % xeHlMH U 42 % My>KYMH Ha0110/1a710Ch MOBBILIEHHWE KOHLIEHTPALIUH
NpoJIakKTHHA BbILIE JMana3oHa pedepeHTHbIX 3HAYeHUH OTHOCHUTEIbHO MCXOAHOIO YpPOBHS;

4acToTa MNpoJIAaKTUH-3aBUCUMBIX MoOOYHBIX peaKum‘/‘l Obuta BbIlLE Y KEHUIHUH, YEM Yy MYIK4YHUH
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(7,.9% w 3,7 % coorBercTBeHHO). Haubonee uyactbiMu (>3 %) NOTEHUMAIBHO TMPOJIAKTHH-
3aBUCUMBIMH MOOOYHBIMU PeaKUHsAMHU Y KEHUIUH ObLTH ameHopes (4,7 %) w ranakropes (3,1 %).
Y My>K4UH B OTKPBITYIO a3y He HaOI0Aa10Ch MOTEHLMAIBHO MPOIaKTHH-3aBUCHMBIX MOOOYHBIX

peakuuii ¢ 4yacToToM BbIwe 3 %.

Cyoopozu

B 101r0cpoYHOM KIMHHUYECKOM HCCJIeIOBAHMH MO/JIE P/KUBAIOLIEH Tepaniu He ObliIo coo0LIeHui
0 cyjaoporax MM KOHBYJbCHAX. B  0a30BOM KJIMHMYECKOM HCCJIe[IOBAHUM Mpernapara
KCEITJIMOH u B aBoitHOM cienom miaaue00-KOHTPOJIHPYEMOM KJIMHUYECKOM HCCIE0BaHUU Y
nauueHToB ¢ wu3oppenueii y < 1 % nauuento (1/1293), nonyyaBiiux Tepanuio npernapaTom
KCEITJIMOH, Habmoaanuch KOHBYJIbCHH, U Y < | % maunentoB (1/510), nonyyaBwmx rauedo,
HaOJII01aJTUCh CYI0POJKHBIE MpUIaakK Trna grand mal.

Kak u apyrue Heliponentuku, npenapat TPEBUKTA cneayeT ¢ ocTOpOXKHOCTBIO MPUMEHSTH Y
NalMEeHTOB, UMEIOIIMX B aHaMHe3e CyJOpOTrM WM JAPYrue COCTOSHHS, MPU KOTOPBIX MOKET
CHWKATBCS CYA0pOXKHBII nopor. CocTOSHUS, TPH KOTOPBIX MOKET CHHKATBCS CYyI0POKHBIN

nopor, MoryT ObITh 00Jiee pacnpoCTpaHEHHBIMH Y MALMEHTOB B Bo3pacTte 65 JIeT U cTapile.

Jucazus
C npuMeHeHHEM aHTUICHXOTHKOB ObLIM CBsi3aHbl MULIEBOJHAS JUCKMHE3Ws U acnupauus. Y
NalLMEeHTOB C PHCKOM AaclUpaUMOHHOM MHEBMOHHUH CJIEyeT C OCTOPOKHOCTHIO MPUMEHSThH

npenapat TPEBUKTA u apyrue aHTUNCMXOTHYECKHE Mpernaparbl.

Ilpuanuzm

Hmerotcs  naHHple O crnocoOHOCTH  mpenapaToB, oOnajarolMx — cBoiicTBamMu  anb(a-
aapeHo0I0KaTOpOB, BbI3bIBATH MpHANM3M. B KIMHMYECKMX MCCIEJ0BaHUAX IMpernapara
TPEBUKTA He ObulO 3aperMcTpMpoOBaHO Cjy4yaeB MpHanui3Ma, TeM He MeHee MpHaru3M
3aperucTpUpOBaH B paMKaX [MOCTPErMCTPALMOHHOIO KOHTPOJIS TMPUMEHEHHUs MepopabHOro
nanunepuaoHa. [lpuanu3m  Tsokenoi  creneHM  MOXKET noTpedoBaTh  XHUPYpPruyecKoro

BMELIATEC/IbCTBA.

Bauanue na pezynayuro memnepamypst mena

C npuMeHeHHeM HeHpOJEeNTUKOB CBS3bIBAIOT YXY/IIEHUE CIMOCOOHOCTH OpraHu3mMa CHHUKaTh
TeMmrneparypy Tena. PekomeHayercs MposiBASATHL OCTOPOKHOCTb MMPU Ha3HAYeHUW I[pernaparta
TPEBUKTA nauMeHTam, KOTOpble MOTYT TMOABEpPraTbCs BO3ACHCTBUAM, MOBBILIAIOIIMM
TeMIiepaTypy Tejla, Hampumep, CWIbHOM (U3MUeCcKOil Harpy3ke, BBICOKOH Temmepatype
OKpY Karouled cpejibl, BO3JEHCTBUIO MPENapaToB C aKTUBHOCTBIO M-XOJMHOJIMTHKOB, a TaKkKe

00€3BOKHBAHHIO.
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Peakyuu zunepuyecmeumensnocmu
Coobuaercst 00 O4eHb peJKUX Cly4asX BO3HMKHOBEHMs! aHA(QWIAKTHUECKMX peakUHii B Xo/e
nocrperucTpauMoHHoro  npumenenuss npernapata KCEIUJIMOH y  nauueHToB, paHee
NEePEeHOCUBLIMX MepopasibHble (HOPMbI NMATUNEPUIOHA WK PUCTIEPUOHA.
B cnaydyae BO3HMKHOBEHMsS peakUMid TMIEpPYyBCTBUTENbHOCTH HEOOXOJMMO MPEeKpaTHThb
npumenenue npenapatra TPEBUKTA, npunate HeoOXoaumble 1011 p/KUBAIOLHME KITHHUYECKHE

MEpPLbI U NMPOBOAWUTbL Ha0/I0IEHUE 33 COCTOSIHMEM MallMeHTa J10 UCYE3HOBCHHA CUMIITOMOB.

Benosznaa mpomooimoonua

[Ipy npuUMEHEHHM AaHTUICUXOTHYECKHUX [pernapaToB ObUIM OTMEUEHbI Cllyyal BEHO3HOH
TpomO03MO0auK. [TockonbKy MauMeHTbl, MPUHUMAIOLIME AHTUIICUXOTHYECKHE MPenaparbl, 4acTo
MMEIOT PUCK pa3BUTHS BEHO3HOH TpomMO03MOOIMM, BCE BO3MOXHbIE (AKTOPHI pUCKA JOJKHBI
ObITb BBbIABJACHbI 10 M BO BpeMmsi JieueHus npenapatom TPEBUKTA, u pgomxHbl ObITh

NpeanpPUHATHI MPeIyNpeKaalone Mephl.

Konesns Ilapkuncona u oemenyua ¢ meavyamu Jleeu

Bpau noskeH conocTaBUTh PUCK M MOJIb3Y NMPUMEHEHHMs HEHpPOJIENTHUKOB, BKJIIOYAs Npernapar
TPEBUKTA, y naumenToB ¢ 6one3Hbto [lapkuHcoHa win aeMeHuueii ¢ Tesbuamu JIeBu, Tak kak
y 00eux 3THX KaTeropuii nauMeHTOB MOKET ObITb MOBBILIEH PUCK PA3BUTHS 3/10KAUYECTBEHHOTO
Heiiponentuyeckoro cunapoma (3HC) wu  pucK  MOBBILIEHHOH  YyBCTBUTE/IBHOCTH K
HeliposnenTukam. [IposiBlieHHs MOBBILIEHHONH 4yBCTBUTEIIBHOCTH MOTYT BKJIOYATh CITyTAHHOCTh
CO3HAaHHUA, NPUTYIUIEHHE OO0JEeBOH 4YyBCTBUTEIBHOCTH, HEYCTOHYMBOCTH [103bl C YacCTbIMH

MNaICHUAMH, a TAKIKE SKCTparMpaMuJHbIC CUMITTOMBI.

Ilpomueopeomnoe delicmeue

B [1oKJIMHMYECKHUX MCCIeI0BaHUAX MNaJMIIEpUIOHAa OOHApYKEHO MPOTHMBOPBOTHOE JEHCTBHE.
[TosineHwe sToro 3ddexra y MalMeHTa MOKET MACKHpOBaTb TMMPU3HAKKM W  CHUMIITOMBI
nepea03upOBKH HEKOTOPBIX JIEKapCTB WM, HallpUMEpP, TaKUe COCTOSIHUSA, KaK HEMPOXOAUMOCTh

KHIIE€YHHKA, CHHIPOM Peiie wiu OIMyXOJIb MO3ra.

Beeoenue
[1pu BHYTPHMBIILIEYHOM BBE/ICHHH CJIEYET MPOSBISATH OCTOPOKHOCTH BO U30ekKaHHeE CIIyyaiftHOTOo

rnomnajgaHus rnpernapara B KpOBCHOCHblﬁ COCyA.

Humpaonepayuonnstit cunopom opaonoii padyscku (UC/[P)

WUCJIP nabnroaasics BO BpeMsi MPOBeI€HUsI ONepaTHBHOINO BMEILATEIbCTBA MO MOBOAY HaIMUUs
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KaTapaKThbl y MalLMEHTOB, MOJIyYatOLUUX TePANUI0 aHTArOHUCTAMH (L1-a/IPEHOPELENTOPOB, TAKUMH
kak npenapat TPEBHUKTA.
NCJIP yBenuuMBaeT pUCK BO3HUKHOBEHHUS OCJIOKHEHMMH, CBA3aHHBIX C OpPraHoM 3peHHs,
BO BpeMs M TMOCJIe MPOBEAEHUs OMEPALMOHHOrNO0 BMeELIAaTesbCTBA. Bpau, npoBoAsluii Takyro
OMnepaLuio, 10/KeH ObITh 3a0/1aroBpeMEHHO MPOUH(MOPMHUPOBAH O TOM, YTO MALMEHT MPHHUMAJ
WM NPUHUMAET B HACTOsILLee BpeMs npenapartbl, 00J1aatolMe akTHBHOCTBIO aHTarOHUCTOB .-
aapeHopeuentopoB. [loTeHunanbHass Mojb3a OTMEHbI  Tepanuu  AHTArOHUCTAMM  OU-
a/IpeHOPEeLIeNTOPOB MNEpe/l OlNepaTHMBHbIM BMELIATEIbCTBOM HE YCTaHOBJIEHA, W JIOJKHA
OLIEHMBATBCS C YYETOM PHCKOB, CBSI3aHHBIX C OTMEHOIl Tepamnuu aHTUICHXOTHYECKUMH

npenaparami.

Iloueunaa neoocmamounocme

KoHUeHTpalLus MajJMnepHoHa B MJja3Me TMOBbILIeHA y MAUMEHTOB C HapylleHueM (QyHKUMH
nouek. Y nauueHTOB ¢ HapylleHHeM (GyHKUHHU MOYeK JISrKOM CTeNeH! PeKOMEH/1yeTCsl KOPpeKLUs
no3bl. He pekomenayercs npumensite npenapar TPEBUKTA y naumeHTOB ¢ HapylleHHEM

(GYHKLUMH MOYEK CPeHe WM TsHKesI0M cTerneHu (KiupeHe kpeaTiHuHA < 50 Mi1/MHH)

Ileuenounasa neoocmamo4nocms
ITpumenenue npenapara TPEBUKTA y nauueHToB ¢ HapywieHueM (YHKLMIA MEYEHH TAKEIOM
crenenu (kiaace C no wkasne Yaiina-TIbio) He uzyyanock. Cneayer codoaaTh OCTOPOAKHOCTb MPH

NMPUMEHCHWUH MAJIMNCPUI0HA Y TAKUX MAalUCHTOB.

BiansinHe HA cIOCOOHOCTH YNPABJIATH TPAHCHOPTHBLIMH CPeICTBAMH H MEeXaHH3MAMH

[Tpu npumenenuu npenapata TPEBUKTA oTrmeuanuce COHIIMBOCTD, Ce€aLMs U FOJIOBOKPYKEHHE.
TPEBUKTA MoxeT HapyliaTh BbIIOJHEHHE IeHCTBUI, TPeOYIOINX KOHUEHTPALMN BHUMAHUSA U
OBICTPOTHI MCUXOMOTOPHBIX peaklMi, a TakKe MOKET BIMATH Ha 3peHue. [loaToMy mauueHTam
ClelyeT pEeKOMEHAOBaTb HE YMPaBiATb TPAaHCMOPTHBIMK CPEACTBAMU W JABMXKYLIUMHUCH

MEXaHHU3MaMH, IOKa HE ﬁyﬂeT YCTaHOBJICHA UX HHAWBH/AYaJIbHasA 4yBCTBUTC/IbHOCTD.

®opma BbINyCcKa

CycnieH3ust 1J1si BHy TPUMBILIEYHOrO BBEAEHHS MPOJIOHTHpoBaHHOTO AeiicTBus, 200 mr/mi.

1o 0,875, 1,315, 1,75, 2,625 ma npenapara (4to cootrBeTcTBYeT 175 Mr, 263 mr, 350 mr, 525 Mr
NajunepuaOHa) B IIMPHLIE W3 LMKI0Ie(HUHOBOIO COMOJIMMEpPa ¢ HAKOHEYHUKOM U3 OpomOyTHIa
M YIWIOTHMTeNeM M3 OpoMOyTuiaa ¢ nokpeithem Flurotec®, cHaGkeHHOM oOrpaHuYHTEsIeM
oOpaTHOro Xxoja mopiHsi. B kKommiekT npernapara BXOAAT 2 MIJIbl Uld BHYTPUMBbILIEYHbBIX

MHBEKLHI (B AEJbTOBUAHYIO M ATOAMYHYIO MbIlLy). [IpeaBapuTesibHO 3aroJHEHHBIH WINPHIL €
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npenapartoMm H 2 urael B TUIACTHKOBOM TOJIIOHE, 3aKpbITOM MOJUATUIIEHOBOM  TUJIEHKOM,

NMOMELAKT BMECTE C MHCprKuHCﬁ IO MPUMEHEHHUIO B KAPTOHHYIO [Ma4YKy.

Cpok roaHocTH

2 rona. He [PUMEHATD IO UCTEYCHHUH CPOKA rOAHOCTH.

YciaoBus Xxpanenus
XpaHnutb npu Temneparype He Bbite 30 °C.

XpaHHTb B HEJOCTYINMHOM )14 JeTeit Mecre.

YcnoBus oTnycka

OtnyckaeTcs 1o peuenty.

M HCTPYKIHH 0 NPHMEHEHHI0 H 00pAaleHHI0 ¢ HpenapaTom

3 Beoaute 1 pa3 B 3 mecsua
MECALA

I
» [Tepen nHbeKUMEH SHEPrUYHO BCTPSAXHYTH IWIMPUL B TeYeHHE HEe MeHee 15 cekyH
N

Toabko nas BHYTPHMBINIEYHOI0O BBEJACHHS. He AONYCKAKTCH HHKAKHE JApYyrue mnyTH
BBC/ICHHA.

BAYKHO

HeoOxoaumo BBOAMUTH MpenapaT 3a OJHY MHBEKLMIO, 3alpelieHO AEJMTh 103y Ha HECKOJIbKO
uHbeKuuii. [Ipenapar qo/KHBI BBOAUTH MeIMUMHCKHE paOOTHUKH.

[Ipenapar TPEBUKTA npennazHaueH TONbKO A BHYTpHUMbILIEYHOro BBelaeHus. [lpenapat
cjie/lyeT BBOJAUTh ME/UIEHHO B IJyOOKHE CJI0U MbILILbI, COO0AAs MEPbI MPEAOCTOPOKHOCTH IS
TOro, yToObI U30eKaTh MonajaHus rnpenapara B KPOBEHOCHBIH COCY 1.

[Ipenapat cneayer BBoauTh 1 pa3 B 3 Mecsua.

[lepen npuMeHeHHEM HEOOXOUMO MOJHOCTBIO MPOYUTATH UHCTPYKLIHIO.

CrneyeT 0TOpBaTh ATUKETKY ¢ MH(pOpPMAaLMEl OT WINPHULA U BIOKHUTb €€ B MEAMLIMHCKYIO KapTy
naumenra. [lepen npumenennem npenapata TPEBUKTA tpeOyercs 0OoJsiee poaroe m
HHTEHCHBHOE BcTpaxuBanue 1o cpasHeHuto ¢ npenaparom KCEITJIMOH. Inpuu tpeGyercs
MHTEHCHBHO BCTPSXMBaTh, JepKa KOHUMK IUMPULA BBEpX, B TeueHHe He MeHee 15 cekyHa He

0oJiee 4eM 3a 5 MHHYT 10 BBeJeHHS.
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TonkocTeHHble Oe3omacHble Wbl pa3paboTaHbl CHEUMalbHO /U WHBEKLUMI mpenapata

TPEBUKTA, MOXHO MCMOJIb30BATh TOJbKO BXOASIIHE B KOMIIJIEKT HIJIBI.

ConepxaMoe yNaKOBKH

TIpensanonHeHHbIH ToHKOCTEHHBIE
HITTPHIT 0Oe30IacHbIe HIJIbI
KorunK
mnpeEma P030Bast KaHIONS
Pe3nHOBBIH
KOJINAauoK 25 MM
Konyc
JIroapa
3amATHbIH
KOJMa4oK
IUIS HIJIBI
TTaxkeT ans
HIJIBI

%

JKenrtas Kagwons

51 MM
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1. BoiGop urasl

Boi00op Mriibl onpeesseTcss MECTOM MHBEKLHMHM U MacCOM MnalueHTa

Nabexknus B 1eJIbTOBHAHYIO MbILIIY Nabeknus B ATOAHYHYIO MBIIIIY
el

JIns naumeHTta maccoii menee 90 kr: He3aBucHMO OT Macchl NnalMeHTa

Urja ¢ po30BOii KaHIOJIEH Urja c JKeJaTol KaHroJIen

JIns nauMeHToB Maccoii
90 xr u 0o.1ee:

UrJia ¢ JXeJTOM KaHKJIeH
51 mMm

71N

HeMenneHHO yTHIM3MpYWHTE HEHCMOJB30BAHHYIO WIJy B
KOHTeiHep /Ui ocTpbIX npeametoB. He octapnsiite urity uis
MOCJIeIyFOIIEr0 HCTIOIb30BaHMSI.

1. TToaAroroBKa K HHbEKIHH

VUHTEHCHUBHO BCTPSIXUBAUTE mnpun B Teuenne ne menee 15 cexym.
Jlep>ka KOHUHMK LUMPHLIA BBEPX, JHEPIMYHO BCTPAXUBAITE WIMPHLL, pacciiabUB KMCTh, B TEYEHHE HE

MeHee 15 ceKyH/ AJs MOJy4YeHHs! TOMOTeHHOM CYCMEeH3HH.
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BHUMAHMUME: nepen npumenenuem npenapat TPEBUKTA Ttpebyercs 0osiee moJiroe u

HHTEeHCHBHOE BCTPAXHBaHHe 10 cpaBHeHuIo ¢ npenapatom KCEITJIMOH.

b

Cpa3sy nociie BCTpIXMBaHUS HEOOXOAMMO MepelTH K crieaytomemy stamy. Ecin 10 mHbekUMH
npouwio 6osee 5 MUHYT, TpedyeTcss BHOBb MHTEHCHMBHO BCTPSIXMBATh HalpaBJIEHHbIH BBEpX

LUTIPULL B TEYEHHUE HE MEHEEC 15 CEKYH/ /T NMOBTOPHOIO MOJIYYEHHA CYCIEH3HUH.

OcMoTpHTE CYCTIEH3HIO
[Tocne BCTpsXMBaHMA IINPHLIA B TeyeHHE 15 CEKyHI OCMOTPUTE KMAKOCTb Yepe3 OKOLIKO s
oueHkH npenapara. CycrieH3us J0JKHA ObITh OJHOPOIHOM, MOJIOuHO-0esoro uBeta. CycneH3us

MOXKET COACPkKATb MEJIKUE ITY3bIPpbKH BO3/1yXa.

OTkpoiiTe maKeT ¢ HIJI0H H CHHMHTE KOJINA4Y0K

OTKpoiiTe MakeTHK C UIJIOM, HAMOJOBUHY OTOPBAB 33/ IHIOKO CTOPOHY ynakoBkH. [lonoxuTe naket
Ha YUCTYIO MOBEPXHOCTb.

[locne a3Toro, yaep)kuBasi IWIMPHL BEPTHKAIBHO, MOBEPHHUTE, MOTAHUTE HAa ce0f U CHUMHTE

pe3HHOBblﬁ KOJINMa4oK.



€. 37

Bo3bMHTe yNaKOBKY ¢ HIJIOf
Ororuurte Ha3aj] IUIACTHKOBBIN YEXOJ JUIS LWIMPULIA M 3a/IHIOK YacTh YMAaKOBKH. 3aTeM Kpemnko

COKMMTE 3aLLUMTHBIN KOJMA4YOK HIJIbI 4yepe3 €€ YIaKOBKY, KaK 3TO IMOKa3aHO Ha pUCYHKE.

IIpukpennre uray
Jpyroii pykoii, yaep:xusas wnpuiy 3a KoHyc JItoopa (MecTo NpUKpPEIuIeHUs MIJIbl), NPUKPENUTE
ero k Oe3omacHOi Mrje, akKypaTHO MOBEpHYB IIMPULl MO 4YacoBoii ctpenke. He cuumaiite

YHNaKOBKY C UIJIbI 10 TEX IMOP, MOKa OHa HE 6y,[1€T HAZEKHO 3aKperieHa Ha WIPULEC.

CHHMHTE 3aIIHTHBIH KOJIMAYO0K € HIJIbI
npﬂMblM JIBUKEHUEM CHMMMTE 3alllMTHbIA KoJnadok ¢ uribl. He noaopatuaﬁTe 3alUTHBIN

KOJIIMAa4o0K, MOCKOJIbKY 3TO MOXKET oc1abuTh cbm(caumo UIJIbI HA WIMPHLE.
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Ynannrte ny3pIpbKH BO3AyXa
Y nep:kuBasi WINPUL, BEPTHKATBHO, aKKYPaTHO MOCTYYHTE MO HEMY IS TOTrO, YTOOBI My3bIPbKH
BO3JyXa MOJHSJIMCh BBEepX. YJaJluTe BO3AYX, aKKypaTHO HaKMMas Ha MOpIIEHb MWIMpHLA 10

MOSABJICHUA KaIUlH )KMJIKOCTH HAa KOHYHUKE UTIJIBI.

‘ 2. Unbexknus

BBeaurte npenmapar
MeieHHO BBEqMTE BCE COAECPKUMOE LITPULIA BHY TPUMBILIEYHO, B INTyOOKHE CJIOM A€IbTOBUAHOM

" WU sroguyHoi Mblipl. He AONYCKAKTCH HHKAKHE /IDyrue NnyTH BBEeICHHH.

3. Ilocjie HABEKIHHA

3adukcupyiite uriay

ITocne 3aBCPLUCHUS UMHBEKLIMH 0OJIBIIMM NaJbLEM WM MIOCKUM MpeAMETOM IPHUBEAUTE 3aLLUUTY
HI'JIbI B pa6oqee nosiockenue. Mrna cuuraercs 3a¢)“KCHpOBaHHOﬁ IocCJie TOro, Kak Bl YCJBILIHUTE

«ICJTHOK».
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Hapnexamas YTHIH3AOHSA
Uannu M HEUCIOJIb30BAHHbIE HWIJIbI HEOOXOAMUMO YTWIU3UPOBATHL B KOHTeﬁHep U1 OCTPBIX

MpeAMETOB.

&

ToHkocTeHHble Oe3omacHble Wbl pa3paboTaHbl  CrEUUAIbHO IS
ucnonb3zoBanus ¢ npenapatoMm TPEBUKTA. Heucnonb3oBaHHbIE WIJIbI
ciielyeT yTHIM3UPOBATh, UX UCIOJIb30BaHHE B Oy1ylleM He JOMyCcKaeTcs.

IIpousBoanTein
Anccen ®apmauetuka HB

Typuxoytceser 30, beepce, 2340, benbrus

JlepikaTe/ib PerHCTPANIHOHHOIO Y/0CTOBEPEHH s, OPraHH3ANHs, NPHHHMAKINAN NPETEeH3HH
00O «/IxoHcoH & JlxoHcon», Poccus,

121614, r. Mockaa, yu. Kpbutatckas, 1. 17, kopr. 2

KonrtakTHble Tesie()OHbI:

Ten. (495) 755-83-57

®dakc: (495) 755-83-58

CrieMaucT 1o perucTpauuu

00O «JI)xoHcoH & JI>KOHCOH»

ag\! ,
l/ denoposa A.B.




