MUHMCTEPCTBO 3[JPABOOXPAHEHU S POCCHUIMCKOM ®EJIEPALINU

MHCTPYKLMA [10O MEJUIITMHCKOMY ITPUMEHEHUWIO
JIJEKAPCTBEHHOI'O ITPEITAPATA

TPEBUKTA

Perncrpannonnsiii Homep — JII1-003861
Toprosoe HaumenoBanue npenapara — TPEBUKTA
MexayHapoaHOe HEMATEHTOBAHHOE HAUMEHOBAaHHUE — NAMIIEPUI0H

JlekapcTBeHHasi gopMa — CycClieH3Hsl JJIi BHYTPUMBIIIEYHOTO BBEACHHS IPOJIOHTHMPOBAHHOTO

NENCTBUA

Cocras

B 1 mu1 cycnieH3um conepKUTCs:

eticmsyrowee gewjecmeso.

200 Mr nanunepuoHa (3KBUBAJIEHTHO 312 Mr nanunepuaoHa najbMuTaTa)

Bcnomozamenvhvie eewjecmesa:

nosmcopoar 20 — 10 mr, makporon 4000 (mommmatunenrmkonb 4000) — 75 Mr, JTUMOHHOM
KHCIIOTBI MOHOTHUApar — 7,5 mr, Hatpus auruapodocdara mMonorumpar — 6,0 Mr, HaTpus

TUAPOKCHU — 5,4 MT, BOJa JJIsi UHBEKIUN — 10 1 M

Onucanue

benas unu noutu Oenas cycneH3us, cBOOOAHAs OT MOCTOPOHHUX BKIFOYESHUIM
dapmakoTepaneTuyecKas rpynna — aHTUIICUXOTUYECKOE CPEICTBO (HEUPOIENTHK)

Kox ATX — NO5AX13

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Mexanuszm oeticmeus

[Manumepu0H MPUHAATIEHKHAT K KIIACCY MPOM3BOIAHBIX OCH3M30KCA30JIa U SBISICTCS ATUITMYHBIM
aHTUIICUXOTHKOM. [lanumnepugoHa maabMUTAT TUAPOIU3YETCA A0 nanunepujoHa. [locnennuii
ABIIIETCS  LIEHTPAIbHOJACHCTBYIOIIUM aHTAarOHUCTOM TMPEUMYILECTBEHHO CEPOTOHMHOBBIX

5-HTa-penientopoB, a Takke mohaMHHOBBIX Dr-perentopoB, aapeHeprudeckux ol m a2

Jlannas eepcus uncmpykyuu oeticmeyem ¢ 18.01.2023
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peuentopoB u HIl-rucramuHoBeIX peuentopoB. [lamunepuaoH He  CBS3bIBaeTCS €
XOJIMHEPTUYEeCKUMHU M-pelenTopaMu W C  agpeHepruueckumu 1 u P2 penenropamu.
®dapMakoorudeckass aKTHBHOCTh (+) U (-) SHAHTHOMEPOB IMATUIEPUIOHA KOIHYECTBEHHO W
KaueCTBEHHO OJINHAKOBA.

[Ipeanonaraercs, 4Yro TepaneBTHYecKas d(PEKTUBHOCTh TMpemnapata npu MmMuU30ppeHun

o0ycioBiieHa KoMOMHMPOBaHHOU Ookanon Dy u 5-HT2a-penientopos.

Dapmakokunemuka

Bcacvieanue u pacnpedenenue

N3-3a UCKIIOYMTEIBPHO HHU3KOM pPACTBOPUMOCTHM B BOJAE MATUIECPUIOHA MAJIBMUTAT IIOCIHE
BHYTPUMBIIIEYHOTO BBEJICHHUS MEIJIEHHO PAacTBOPSETCS, THIPOJU3YETCS 0 MAIUIECPUIOHA U
BCAaChIBACTCS B CUCTEMHBIN KPOBOTOK. BrICBOOOKIeHNE BelllecTBa HAYMHACTCS YxKe B 1-i IeHb
npojoipkaercs B TeueHue 18 mecsueB. Ilocine ogHOKpaTHOr0 BHYTPUMBIIIEYHOTO BBEICHUS
KOHILIGHTpalys MaJulepuJoHa B IUIa3M€ KpPOBU ITOCTENEHHO YBEIMYUBACTCSA, JOCTHTas
Makcumyma depe3 30 - 33 nusa (MmeauaHa Tmax). [lociae BHYTpUMBIIICUHONH MHBEKIIMM TTpenapara
TPEBUKTA B nmozax 175-525 mr B nenbTOBUIHBIE MBIIbI 3HaYeHUE Cmax B CPEAHEM HaA
11 — 12 % npeBbllIaeT COOTBETCTBYIOLIMM MOKA3aTeNb MOCIE UHBEKIMH B ATOJUYHBIE MBILIIIBI.
XapakTepUCTUKH BBICBOOOXKIACHHSI aKTUBHOTO KOMIIOHEHTa M CXeMa J03MpOBaHUs Ipernapara
TPEBUKTA o0ecnieunBaioT UIMTEIBHOE TOAJACP)KAHUE TEPANeBTHUECCKOW KOHIICHTPAIIHH.
Benmnunaa AUC (tutomaay moj; KpUBOH KOHIIGHTPALHsI-BpEMsi) MaTUIepruI0Ha TIOCTIE BBEICHUS
npenapata TPEBUKTA nponopruonansHa ao3e B auana3zoHe 175 — 525 mr, auHamuka Cax
npuOIKaeTCss K TMPOMOPIIMOHATBHOCTH J03bl. CpeaHee COOTHOIICHHE MAaKCHMAlbHBIX U
MHUHUMAJIbHBIX 3Ha4Y€HUI cocTaBuio 1,6 mocne BBeaeHus npenapara TPEBUKTA B aroguunbie
MBIIIIB U 1,7 Tociie BBEJCHUS B JACIBTOBHUIHBIE MBIIIIBL. Kaxymuiics o0beM pacipeneacHus
nanunepuaoHa nocie BeeneHus npenapata TPEBUKTA cocraBmser 1960 n. Ilanunepuaon
CBSI3BIBAETCS C OeKaMu Tu1a3Mbl KpoBH Ha 74 %.

[Tocne BBeneHust mpenapara (-) u (+)-3HaHTHOMEPHI TATUIICPUIOHA B3aUMHO MTPEBPAIIAIOTCS IPYT

B npyra, nocturas otHomeHuss AUC (+)- u (-)-asHanTHOMepoB oxoio 1,7 - 1,8.

Memabonusm u evigedenue

3a HezeNIo TOCJIE OHOKPATHOTO MepopanbHOro mpuema 1 mr mpemapara '*C-manunepumona c
HEMEJUIEHHBIM BBICBOOOKJAECHUEM AKTUBHOIO KOMIIOHEHTa C MOYOM B HEU3MEHEHHOM BUJIE
BBEIBOAUTCS 59 % BBEIEHHON JI03BI; 3TO YKAa3bIBAET HA OTCYTCTBHE CYIIECTBEHHOTO0 MeTaboIM3Ma
npenapata B neueHu. [Ipumepro 80 % BBeneHHON paAlOaKTUBHOCTH OOHAPYKUBAJIOCh B MOYE U
11 % - B xane. M3BectHsl 4 myTn MeraboyiM3Ma mpemnapara in vivo, HO HU OJWH U3 HUX HE

oOycnaBiauBaeT wmetabonusma Oosee uyeM 10 % BBemeHHOW MO3BI:  JI€3ANKUIMPOBAHMUE,
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TUAPOKCHIINPOBAHKE, JIETHIPOTeHUPOBAHUE U OTIIEIUIEHHE OEH3M30KCa30JIbHOM Ipynmbl. XOTH
UCCIIEIOBAHMS i Vitro TIO3BOJIAIOT IPEANOI0XKUTE ONpeieNieHHYI0 poiib n3odepmentoB CYP2D6
u CYP3A4 B Mmerabonmn3Me NmajaumnepuoHa, JaHHBIX O CYIIECTBEHHON POJH 3TUX W30(hePMEHTOB
B MeTaboIM3Me NanunepuaoHa in vivo HeT. [lonynsaunoHHbN hapMaKOKWHETHUYECKHUM aHaTu3 He
BBISIBWJI 3aMETHOTO Pa3andMsl KJIMPEHca MaJulepyuI0Ha M0cie NepOpaIbHOrO IIpreMa npenapara
JIIONBMH C aKTHUBHBIM U clIa0biM MetabonausmoM CYP2D6. UccnemoBanus ¢ HUCIIOJIB30BAHUEM
MHUKPOCOM II€UYEHH YEJIOBEKA i1 Vitro MOKa3ald, 4To MaJUIEPUIOH CYIECTBEHHO HEe MHIHOUpPYyeT
MeTabonn3M JiekapcTBeHHBIX cpeactB mzodepmentamu CYP1A2, CYP2A6, CYP2C8/9/10,
CYP2D6, CYP2EL, CYP3A4 u CYP3AS.
B uccnenoBanusix in vitro nmanunepuioH IpOSIBISII CBOMCTBa cybcTpara P-rimkonporenHa, a B
BBICOKMX  KOHIIGHTpaUusX -  CBoiicTBa  cjmaboro  mHruburopa  P-rimkomnportenHa.
CoOOTBETCTBYIOIINX AAHHBIX i1 ViVO HET, KIMHAYECKAsl 3HAYMMOCTb 3THX CBEJICHUN HEsCHA.
CornmacHo pe3yiabTaTaM MONYJSUUOHHOIO (apMaKOKMHETHYECKOrO aHalu3a, MeauaHa
Ka)KyILlerocs epuo/ia MoJlyBbIBEICHUS NTaaunepuoHa nocie BBeaeHus npenapara TPEBUKTA
B f03ax 175 - 525 mr cocrasisna ot 84 - 95 cyTok B cilydae HHBEKLUUN B JEIbTOBUAHBIE MBIIIIIBI
no 118 -139 cyrok B cilydyae MHBEKIUNA B ATOAUWYHBIE MBI OCTaTOYHAsT KOHUEHTPALUS
MajuIepuiona B KpoBu uepe3 18 Mecses nocnie nocieanend nabekuu npenapara TPEBUKTA
B 7103€ 525 Mr coctaBuseT 3 U 7 % OT cpeiHell paBHOBECHOM KOHIIEHTPALMU B CIIy4ae NHBEKLINU

B JICIbTOBUAHYIO U SITOJUYHYIO MBILIIY COOTBETCTBEHHO.
Cpasnenue npenapama TPEBUKTA u opyeux npenapamos naiunepuoora

Yacrota BBenenus npenapara TPEBUKTA cocrasnser 1 pa3 B 3 mecsiia, B OTJIMYKE OT Ipenapara
KCEIUIMOH (manumepumoHa NaJbMUTaT B JIEKApCTBEHHOHW (opMe CyCHEH3Us Ul
BHYTPUMBIILIEYHOI'O BBEJEHUS MPOJIOHTHUPOBAHHOIO JEHCTBUS, IPEAHA3HAYEHHOMN ISl BBEICHUS
exemecsiuHo). [Ipu BBemenmu npernapata TPEBUKTA B nmozax, B 3,5 pa3a NpeBBIIIAONINX
cootBeTcTBYHOMTYIO 103y B npenapate KCEITJIMOH, npemapatr TPEBUKTA mo3Bosisit 1o0UThCS
CHUCTEMHBIX YPOBHEN NAIUIIEPUAO0HA, CXOXKHUX C aHATTIOTUYHBIMU 3HAYEHUSMHU, IOCTUTAEMBIMU ITPU
€XKEMECSAYHOM BBeACHMM cooTBeTcTByronmx 103 mnpenapara KCEIUUIMOH, a Takxe npu
NEepOpaJbHOM MPHEME COOTBETCTBYIOIIMX /103 MaJUNEpUIOHa B TaOJIeTKaX MPOJOHTMPOBAHHOTO
BBICBOOOXKIEHUS.

BapuaGenbHOCTh (papMaKOKHMHETHKHU MANUINIEPUIOHA MEXIY MMAallMEHTaMH 110100HA TaKOBOHU IMpH
npreMe NaJUuIepuIoHa B BUjie TaOJIeTOK ¢ 3aMeIJICHHBIM BBICBOOOXKIeHHEM. ClieyeT MpOsBIATH
OCTOPOKHOCTB NPHU CPaBHEHUH (PapMaKOKUHETHUECKUX CBOMCTB pa3HbIX (pOopM manunepuaoHa B

CBSI3M C Pa3IMYHBIMU (PapMaKOKUHETHYECKUMH MPOPIISIMU MOCIETHUX.
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Ocoobie kKamezopuu nayuenmos
Toowcunvie nayuenmoi (65 1em u cmapuie)
Bo3pact He sBnsieTcst pakTopom, TpeOyOIMM KoppeKiuu 103bl. OTHAKO Takast KOPPEKIUS MOXKET

noTpebOoBaThCS U3-3a BO3PACTHOI'O CHM)KEHUSI KIIMPEHCa KpeaTHHUHA.

Hapywenue ¢ynxyuu novex

[Ipenapar TPEBUKTA cucremarnyecku He M3ydaics y HNAllMEHTOB C HapylIeHUEM (yHKIHH
noyek. Pacmpenenenune nanunepuioHa TOCIE OAHOKPATHOTO TIpUEMa BHYTPb TabJETOK
IIPOJIOHTUPOBAHHOTO JAEUCTBHS B 03¢ 3 MI' OBIJIO H3Yy4E€HO Yy NAlMEHTOB C Pa3JIMYHBIMU
nokazarensiMu ¢yHkuun nodek. C ymenbmieHneM knupeHca kpeatuHuHa (KK) BeiBenenue
HNaJMNEepUOHa OCNa0NIATIOCh: NpPU HapyIIeHUH (QYHKUMH MOYEK JIErKOH CTENeHU TSHKECTH
(KK 50 - 80 mi/mun) - Ha 32 %, npu cpeaneii crenenu tsoxectu (KK 30 — 50 m/mun) — Ha 64 %,
npu Tsoxenoi crenenu (KK 10 — 30 mn/mun) —Ha 71 %, B pesynbrare yero AUC yBennumiach
M0 CPaBHEHUIO CO 3JI0POBBIMHU JOOPOBOJIBIIAMH COOTBETCTBEHHO B 1,5, 2,6 u 4,8 paza. Mcxons u3
HEeOOJIBIIIOr0 KOJHMYeCTBa JaHHBIX 0 mpuMeHeHun mnpenapata TPEBUKTA y manueHToB C
HapymieHHeM  (yHKIMM  TOYeK JIETKOW  CTEeNeHM THKECTH W U3 Pe3ysIbTaToB
(hapMaKOKUHETUYECKOTO MOJIEIMPOBAHUS, Y MALIUEHTOB ¢ HapylIeHueM (QyHKIMH ITOYEK JIETKON
CTETIECHM TSHKECTH CIEAYET CHUKATh KaK HAYAIbHYIO, TaK M IMONICPKUBAIOLIYIO 03y Ipenapara
KCEITUIMOH. ITanuentoB MoxHO nepesectu Ha Tepanuto npenapatoM TPEBUKTA, yBenuuus B
3,5 pa3a cOOTBETCTBYIOLIME 03I, IPEAHA3HAUEHHBIE /1JI1 HA3HAUYEHUS MAllUEHTaM C HapylIeHUEM
(YHKLIMU TOYeK JIerKoH creneHH. J[OMOJIHMUTENbHAs KOPPEKLHMs A03bl MOCIe Hayaja Tepanuu

npenapatoM TPEBUKTA ne Tpebyercs.

Hapywenue ¢pynkyuu nevenu

[Manunepu0oH He MOJBEpraercs CyUIECTBEHHOMY MeTaboM3My B MEYEeHU. XOTs NMPUMEHEHHE
npenapara TPEBUKTA y nanueHnToB ¢ HapyuieHHeM GyHKIIUHA IEYCHH HE H3y9aJIOCh, KOPPEKIIUS
03Bl HEe TpeOyeTcs Mpu HapyleHUsAX QyHKIUU [IEYeHH JIETKON U CpeiHel CTeneHu TshkecTu. B
UCCIIEIOBAaHUM TIPUMEHEHUS MMAJHUIEPHUIOHA TIEPOPATHHO Y MAIMEHTOB ¢ HapyLICHHEM (QyHKITUH
neueHn cpenHeidl creneHu Tsokectu (kimacc B mo Yaingy-I1bio) KoHIeHTpanus cBOOOIHOTO
NaJUNEepU0Ha B TUIa3Me KPOBH Oblila TAKOM ke, KaK y 3/I0POBBIX JOOPOBOJIBLIEB. Y MAI[UEHTOB C

HapylnieHneM (QyHKIWU NIeUYeHH TSHKENIOM CTeNeHN MpUMEHEeHUe MaTuIepruI0Ha He U3y4daoch.

Paca
[MonynsimonHbIil papMakKOKMHETUYSCKUN aHAU3 Pe3yJbTAaTOB HCCICIOBAHUS MATUIIEPHIOHA
JUIsl TIpYeMa BHYTPh HE BBISBUJ pa3inuvs (HapMaKOKHHETHKH TaJUINEPHIOHA TOCIe TpueMa

npernapara JIIOAbMH Pa3HBIX pac.
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Lon
Kimandecku 3HaUMMBIX pa3inunil (apMaKOKUHETHKHU MATUIEPUIOHA Y MYXXYHUH U )KCHIIUH HE

HalieHo.

Brusinue xypenus na ¢hapmaxoxunemuxy npenapama

CornacHO wHcCleIOBaHUSM C HCIOJB30BAHHEM MHUKPOCOM TI€YEHHM uYeloBeKa in  Vitro,
nanunepuaon He saBuserca cyoctparom CYP1A2, mosromy KypeHue He TOJDKHO BIMATH Ha
(bapMaKOKUHETUKY HaJIUIEPUIOHA. CornacHo pe3ynbTaraMm HOIYJISILIMOHHOTO
(bapMaKOKMHETHYECKOTO aHallu3a, OCHOBAaHHOIO Ha JaHHBIX HCCIIENOBaHHWI mpemnapara
KCEIIJIMOH, He Obl10 BBISBIEHO HUKAKUX PA3JIMUUN y KypSAIIUX U HE KypAIIUX JFOACH, 4TO

COOTBETCTBYET YIIOMSHYTBIM BBIIIE PE3YJITATAM 3KCIIEPUMEHTOB in VIlro.

Hnoexc maccot mena

Koppekiiust 10361 B 3aBUCUMOCTH OT WHJEKCAa MacChl Tella He TpeOyercs. Y JuIl ¢ H30BITOYHOM
Maccou Tela, a TakKe MPU HAJUYUU OXKUPEHUSI OTMEYAIOCh CHUKEHHE Cmax. MUHHUMabHBIE
OCTAaTOYHBIC KOHLIGHTpaLII/II/I B yC.HOBI/IHX Kan(ymeroc;l paBHOBGCHOI‘O COCTOAHUA 6I>I.HI/I CXOXUMHU

y JIUI] ¢ HOPMAJIbHOM Maccoi Telna, ¢ M30BITOYHBIM BECOM U C 0)KUPEHUEM.

Ioka3anusi K NpUMeHEHUI0
Jleyenue mm3ohpeHnH y B3pOCbIX MAMEHTOB, paHee MOJTyYaBIINX NOIAEPKUBAIOIIYIO TEPAIUIO

npenapatoM KCEIIJIMOH nHa npoTsbkeHnn He MeHee 4 MecsLEB.

IIporuBonokasanus

['MnepyyBCTBUTENBHOCTD K MAJTUIIEPUIOHY MIIH JIIOOOMY KOMIIOHEHTY Ipernapara.

[TockonbKy mNanUNEpUIOH SBISIETCS AKTUBHBIM META0OJUTOM PHCIEPHUJIOHA, Ipernapar
TPEBUKTA npoTuBOIIOKa3aH MalMe€HTaM C M3BECTHOM TMIEPUYYBCTBUTEIBHOCTBIO K
PHUCIHIEPUIIOHY.

VY nanueHToB, NOJYYaBIIUX JIEYEHUE DPUCIEPUIOHOM WM MNaJIUIEPUIOHOM, COOOINANIOCh O
BO3HUKHOBEHUHU DPEAKLUN TMIEPUYBCTBUTEIBHOCTH, B T. 4. aHA(DUIAKTUUECKUX pEaKIUH U

AHT'MOHCBPOTHUYCCKOI'O OTCKA.

C 0CTOPOKHOCTHIO

Crnenyet ¢ ocTopokHOCThIO TpuMeHATh penapat TPEBUKTA B ciemyromux cinydasx (cMm. 6osee
noaApoOHy0 nHpopMaruio B pasaeine «Ocodbie yKazaHus»):

- Yy TAalueHTOB C CEpIEYHO-COCYAMCTHIMU  3a00JIeBaHUSMMU  (HAIpUMEp, CeplACUHOU
HEIOCTaTOYHOCThIO, HMH(APKTOM WIM HIIeMHUEH MHOKapjaa, HapylIeHHEM CepJedHOU

IPOBOAMMOCTH),  HapyUICHHSIMH  MO3TOBOTO  KpPOBOOOpAallleHHWs  WIM  COCTOSIHUSIMH,
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IpeApacnoiaraloliiMi K CHU)KEHUIO apTepUalIbHOIO JaBJIE€HUs (HampuMep, 00e3BOKUBAHHE,
yYMEHbIIeHHE 00beMa [UPKYIUPYIOIIel KpOBH, IPUMEHEHHE THIIOTEH3UBHBIX IPENapaToB);
- Y NAIMEHTOB, UMEIONIMX B aHAMHE3€ CYJIOPOTU WM JIPYIHMe€ COCTOSHHUS, IPU KOTOPHIX MOYKET
CHU)KATHCA CyIOPOXKHBIN MOPOT;
- Y HAllMEHTOB, KOTOPBIE MOTYT IIOABEPIaThCsA BO3ACHCTBHUAM, ITOBBIIIAIOIIUM TEMIIEPATYpy TENa,
HarpuMmep, CWIBHOM (U3NYECKOl Harpyske, BBICOKOH TeMIepaType OKpY’Karolleld cpelsbl,
BO3/ICHCTBUIO MPENapaToOB C aKTUBHOCTHIO M-XOJIHUHOJIUTUKOB, a TAK)KEe 00€3BOKUBAHUIO;
- y MAllMEHTOB, UMEIOIINX B aHAMHE3€ apUTMHUIO MJIM BPOXKJIEHHOE yanuHeHue narepsana Q-T,
a100 MPUHUMAIOIIKX MPenapatsl, yuIHHAonme nateppan Q-T;
- IpU IPUMEHEHNUU B KOMOUWHAIMH C JPYTUMU JICKApPCTBEHHBIMH CPEACTBAMH, ICHCTBYIOMIMMU Ha
IHC, u ankoronem. [Tanunepunon MoxeT ocinadnarsh 3hdeKT 1eBOOIBI M aTOHUCTOB J0(haMuHa;
- y TALIMEHTOB C JeMEHIMEN, NAMEeHTOB ¢ 0ose3Hbt0 [lapkuHCOHA MM AEMEHIMEN C TeablaMu
JleBu;
- Y HallUEHTOB C BO3MOKHBIMH NTPOJIAKTUH-3aBUCUMBIMH OIyXOJISIMU;

- y MalMEHTOB C HapyIIeHueM (PYHKIMH MEYEHU UITH MTOYeK.

I[IpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

bepemennocmo

BbezomacHoCTh mMpUMEHEHUS MATUIIEPUIOHA MaTbMUTATa BHYTPUMBIIICUYHO WU TATUIIEPHIOHA
NepOpaLHO MPU OEPEMEHHOCTH Y JIIOJICH HE yCTaHOBJICHA.

B perpocnexkTuBHOM HaOJIIOJATENTbHOM KOTOPTHOM  HMCCIEAOBAHUU, MPOBEAEHHOM C
WCIIOJTh30BaHueM 0a3bl JAaHHBIX OoOpamieHui 3a meaurnuHckon momombio CIIIA, cpaBHUBancs
PUCK BPOXKIEHHBIX AHOMAJIUU y AETEH, KOTOPBHIE POAWIMCH Yy JKCHIIUH, IIOJy4aBUIMX U HE
MOJTyYaBIIUX AHTUIICUXOTHYECKHE MperapaTrhl B TMEPBOM TpUMECTpe OepeMeHHocTH. B 3tom
UCCJIEJOBAaHUM HE MPOBOIMIOCH OTJECIBbHON OLIEHKH MaJUIepuI0OHa, aKTUBHOrO MeTabonuTta
pucnepuona. Puck BposxIEHHBIX aHOMAIN U1 pUCTIEPUIOHA [TOCIIE KOPPEKLIUU IO BIUSIOLIIM
MEPEMEHHBIM, JOCTYIMHBIM B 0a3e MaHHBIX, ObUI TMOBBIINIEH IO CPAaBHEHUIO C OTCYTCTBUEM
NPUMEHEHHS aHTUTICUXOTUYECKUX MPEenapaToB (OTHOCUTENbHBIHN puck = 1,26, 95% JIU ot 1,02 no
1,56). He BbIsiBICH OHOJOTHMYECKUN MEXaHU3M, OOBSCHAIONIMK JTH MW3MCHECHHS, a B
JOKJIUHUYECKUX MCCIICIOBAHMUIX TepaTOTeHHBIX Y()PEKTOB HE HAOIIOJAIOCH.

Tepatorenusiii 3¢(ekT He ObLT OTMEUEH B UCCIICIOBAaHHUSAX HAa >KMBOTHBIX. [IpyW mpUMeHEeHUU
BBICOKHX JI03 MAaJHUIEPUAOHA TEpOpaIbHO HAOIIOJANIOCH HEOONBIIOE YBEIMUYEHUE CMEPTHOCTH
mionoB y kuBoTHBIX. [Ipenmapar KCEITJIMOH He Bausin Ha TeueHHe OEpPEMEHHOCTH KpPBIC, HO
BBICOKHE J103bI €ro ObUIM TOKCUYHBI 1Jisi OEpPEeMEHHBIX caMOK. J{03blI manunepuioHa npyu npueMe

BHyTpp M npenapata KCEIIVIMOH npu BHYTPUMBIIIEYHOM BBEIEHUHM, KOTOPBIE CO3JAIOT
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KOHLIGHTpAll{, TPEBBILIANIINE MAKCUMAaJIbHbIE TEPANEBTUYECKHE JO3bl y 4YeJIOBEKa
cooTBeTcTBEHHO B 20 - 22 pa3a u B 6 pa3, He BIUSUIM HA IIOTOMCTBO JIa0OPATOPHBIX JKUBOTHBIX.
Ecnu jxeHIMHa NIpUHUMalla aHTUIICUXOTUYECKHE IIpenapaTsl (BKI0Yas NAIUIIEPUIOH) B TPEThEM
TpUMecTpe OEpeMEHHOCTH, Y HOBOPOXJIEHHBIX CYIIECTBYeT pPHUCK BO3HMKHOBEHHUS
SKCTpanUpPaMUIHBIX PACCTPONCTB W/WIM CHHIPOMAa OTMEHBI Pa3INYHON CTENEHU TSKECTH. DTH
CUMIOTOMBI MOTYT BKJIIOYaTh QXKUTALUIO, TUIEPTOHUIO, TMIIOTOHUIO, TPEMOP, COHJIMBOCTb,
pecnupaTopHble HapylleHHWs M HapylleHue BckapMiauBaHus. CieayeT KOHTPOJIMPOBATh
COCTOSIHME€ HOBOPOXKJECHHBIX HA MpPEAMET BO3HHUKHOBEHHUS SKCTPAIMPAMHUIHBIX PACCTPOMCTB
W/WIM CUHApPOMA OTMEHBI M OKa3blBaTh UM COOTBETCTBYIOIIYI0 MEIUIIMHCKYIO MOMOIIb. Y
HEKOTOPBIX HOBOPOXJICHHBIX CUMIITOMBI MPOXOJAT B TE€UCHUE HECKOJIBKUX JTHEW WM yacoB 0e3
cneun(uyeckoro JeueHusi, HEKOTOPhIM MOXET MOTPEeOOBATHCS UIMTENbHAS TOCHTUTATU3AIMSL.
[TockonpKy mamumnepuaoH OOHAPYKUBAJICA B IJIa3Me KPOBU B TeUeHHE 18 MecsmeB ¢ MOMEHTa
onHokpaTtHoM wuHbeknMH Tnpenapata TPEBUKTA, cneayer mnpuHMMarh BO BHUMaHHE
JUINTENBHOCTh JIEHCTBUS IIpemnapaTa, T.K. HOBOPOXJIEHHBIE MOTYT IOJBEPraTbCsl PHUCKY
Bo3zaelicTBus npenapata TPEBUKTA, npunaToro 10 6epeMeHHOCTH WM B IEPBOM WJIM BTOPOM
TPUMECTPE.
[Ipenapar TPEBUKTA MOXHO TpUMEHATh Tpu OEPEMEHHOCTH TOJBKO B CIlly4ae, €cClid
npeamoiaraeMas mojib3a Uil MaTepy MPEBbIIAET MOTEHIUAIBHBIN pUCK Ul miuona. BinsHue
npenapata TPEBUKTA Ha cxBaTKu U pojbl y JII0OI€H HEU3BECTHO.
HeoOxomumo uH(poOpMUpOBaTh OEpEMEHHBIX KEHIIMH O MOTEHUHUANbHBIX PHCKaxX AJIs IUIOAA.
Brmusane npenapara TPEBUKTA Ha puck pa3BUTHS CEPhE3HBIX BPOXKIEHHBIX NE(PEKTOB U

BI:IKI/I,Z[BIH_IGI\/’I HCU3BCCTHBI.

I'pyonoe sckapmausanue

B wuccnenoBaHMsAX INPUMEHEHUs NAIUINEPHUIOHA Y JKMUBOTHBIX W PHCIEPUJIOHA Y JIIOJAEH
00Hapy»XEHO BBIBEJICHUE MATUIIEPUIOHA C TPYAHBIM MOJIOKOM, TO3TOMY >KEHIIUHBL, ITOTyYaroline
npenapatr TPEBUKTA, He nomxHBI KOpMHUTH JAeTed rpyabto. Ilockonpky mnanumnepuaoH
oOHapyXKuBaJICA B IJIa3Me€ KPOBH B TeueHHE 18 MecsIeB ¢ MOMEHTa OJHOKPAaTHON HMHBEKIHH
npenapara TPEBUKTA, cnenyer npuHuMaTh BO BHUMaHUE JJIMTEIBHOCTD JCUCTBUA Mpenapara,
T. K. TPYJIHbIE IETH MOTYT MOABEPTaThcs pUCKy Bo3naeicTBus npenapara TPEBUKTA, npunstoro

3a0JIr0 10 HavaJla rpyaAHOTO BCKApMJIMBAHUS.

Cnoco6 npuMeHeHus U 103b1
Cnoco6 npumenenusn
[Ipenapar TPEBUKTA neob0xomumo BBOAMTH | pa3 B 3 mecsna. CM. WIUTIOCTPUPOBAHHOE

npusoxenne « MHCTPYKIMK 10 TPUMEHEHUIO U OOPAIIEHUIO C IIPETapaToM».



C.8
Ilepen BBeneHHMEM IapeHTEpPalbHBIE JICKAPCTBEHHBIE IIpENapaThl CIEAYeT OCMATPUBATh Ha
IpeIMeT MHOPOJIHBIX YacTHUI] U U3MeHeHus okpacku. He 0osiee yem 3a 5 MMHYT 10 BBeeHUs!
npul Tpedyercsi MHTEHCHBHO BCTPAXMBATh He MeHee 15 cekyHa i moJydeHust
TOMOT€HHOM CyCIIeH3HH.
[Tpenapat npeHa3HAa4YEeH TOJIBKO JUIsl BHYTPUMBIIIEYHOT O BBEACHUA. He nomyckaercs noIkoxHoe
WIA BHYTPUCOCYIUCTOE BBeZeHue. M30eraiiTe cimyyailHOro momajgaHus B KPOBEHOCHBIH COCYI.
[Ipenapar K0KHBI BBOAUTH METUIIMHCKHE paboTHUKU. HeoOXx011MMo BBOIUTH Mpenapar 3a 0JiHy
MHBEKIUIO, 3allPEIIEHO JEJINUTh 103y Ha HECKOJIbKO MHBbeKIMH. IIpemapar ciemyer BBOAMTH
MEJIEHHO, INTyOOKO B ATOAMYHYIO WIH AECTbTOBUAHYIO MBIIIIILY.
Jna BBenenus npenapata TPEBUKTA Mo0HO HMCNONB30BaTh TOJNBKO BXOJASAIIME B KOMIUIEKT
TOHKOCTEHHbIE uribl. Henb3s ucnonb3oBats urasl u3 ynakoku npenapata KCEIIVIMOH win
JpyTrHe UMEIOIIUECS B IIPOAAYKE UTJIBL.
PexoMennyemblii pazmep urd s BBeneHus npenapara TPEBUKTA B AenbTOBUIIHYIO MBIIIILY
OmpeNesieTcss Maccod Teja NanueHTa. Y TalueHTOB Maccod MeHee 90 K peKOMEHIyeTcs
MCII0JIb30BaTh KOPOTKHUE UIJIbI C PO30BOM KaHIOJIEH. Y NalMeHToB Maccoil > 90 Kr peKoMeHyeTcs
MCIIOJB30BaTh [UIMHHBIE WIJIBI C JKENTOM KaHroned. llpemapar ciemyer BBOOUTH B LEHTP
NeNbTOBUIHON MbIHInbl. HeoOxoaumo depenoBaTh MHBEKIUM MEXAY ABYMS AEIbTOBUIHBIMU
MBIILIIAMHU.
Jna BBenenust npenapara TPEBUKTA B sSroauuHyr0 MBIy PEKOMEHIYETCS HCIIOJIb30BATh
JUTMHHBIE UTJIBI C KEJTON KaHIOJIEH HE3aBUCUMO OT Macchl Tena. [Ipenapar BBOAST B HAPYKHBIN
BEPXHHUM KBAaJpaHT Arogu4HOM Mblmnbl. HeoOxonnmMo depenoBaTh MHBEKLHMU MEXAY IBYMs
SITOIMYHBIMU MBIILIIAMHU.
[TockonbKy ManunepuIoH SBISIETCS aKTHBHBIM META00JIMTOM PHUCIIEPUIOHA, CIETyeT COOII0IaTh
OCTOPOXXHOCTb TP OJHOBPEMEHHOM INPHUMCHEHHH B TCUEHHUE IJIUTEIBHOIO NEPHOJA BPEMEHU
npenapara TPEBUKTA u pucnepumona wim nepopaibHOl GopMbl nanunepuoHa. JJanneie mo
0€30IaCHOCTH  OJIHOBpeMeHHOro mnpumeHeHusi mnpenapata TPEBUKTA wu  apyrux

AHTUIICUXOTHUKOB OT'paHUYCHBI.

Beeoenue nenonnoi 003wl

st Toro utoObl m30exaTh BBeAeHHS HermomHou 1o3bl npenapata TPEBUKTA, neobxomumo
MHTEHCUBHO BCTPSXMBATh IIIIPUI] C NPENapaToM B TEUEHHUE, IO KpaliHel Mepe, 15 cekyHn He
Oonee ueM 3a 5 MHUHYT JO BBEICHUS /I MOJNyYeHUsS TOMOTEHHOHN CycmeH3uu (CM. pasfen
«HCTpYKIMS 1O NMPUMEHEHHWIO W OOpalleHWI0 C TpermapaTom»). TeM HE MeHee, B Ciydae
HEIOJTHOTO BBEACHHS JI03bl 3aIPEIICHO BBOJUTH OCTABIIMICS B IIMPHIE MpernapaT, TakxKe

3ampenieHo BBOJUTH €Ie OJHY 103y. TpebyeTrcs TmiaTenbHO HAOMIOJATh 32 MAIUEHTOM H



C.9
00ecTeunTh HaJIeXKAIITY IO TePanuio 10 CIASAYIOIICH 3aTaHnpOBaHHOM Yepe3 3 MecsIia HHBEKIIUN

npenapata TPEBUKTA.

o3uposxa

[Ipennapatr TPEBUKTA M0HO npuMeEHATH TOJIbKO nocie npuMmeHenus npenapata KCEITJIMOH
B TE€UEHHUE, MO KpaiHell mepe, 4 mecsueB. [ KOPPEKTHOTO OMPEACIICHUST MOAACPKUBAIOIICH
1036l 10 Haudana npumeHeHus npenapata TPEBUKTA pexkomenayercss BBOAUTH 2 MOCIEAHUE
€KEMECSYHBIE UHBEKLUH B OJTHOW U TOU K€ TIO3UPOBKE.

[Tpumenenue npenapara TPEBUKTA cnenyer HauuHaTh B IEHb, COOTBETCTBYIOIIMM CIIETYIOMIECH
3arianupoBaHHoM uHBEKIMU mnpenapara KCEIUIMOH, ¢ ucnonbs3oBaHueM 03Bl mpenapara
TPEBUKTA, paccuutaHHOi ucxonas u3 mpenumectsyrouiel no3sl npenapara KCEIIJIMOH,
cornacHo Ta6nure 1. [Ipenapar TPEBUKTA mMoxHO BBOIUTH Ha 7 HEH paHbILe UITH M03XKE THS
cleayrolen 3amnannpoBanHoil nabekuu npenapara KCEITJIMOH.

Tabauya 1. Cxema nepesooa c npenapama KCEIIJIMOH na npenapam TPEBUKTA (nepecuem
¢ ucnoav3osanuem kosgguyuenma 3,5)

Jlo3a nmocnieiHe MHBEKIUY Mperapara Hauanbnas go3a npenapara
KCEIUIMOH TPEBUKTA
50 mr 175 mr
75 mr 263 mr
100 mr 350 mr
150 mr 525 mr
[TepeBon ¢ npenapara KCEIJIMOH B no3e 25 Mr He uzyyvaics.

[Tocne nepBonauvansHoi nHbekuu npenapar TPEBUKTA cnenyer BBoauTh Kaxable 3 Mecsua.
B ciyyae HEOOXOAMMOCTH MOMYCKAeTCs CTyNeHdYaTass KOPPEKIHMsS 03Bkl KaXIble 3 Mecsia B
nuarnazone ot 175 mo 525 Mr Ha OCHOBaHWUM WHIWBUIYAIBHOW TIEPEHOCHMOCTH U / WU
s dextuBHOCTH TIpenapara. BenmencTeue pymmrensHoctu aeiicteus npemnapata TPEBUKTA otBet
ManueHTa Ha KOPPEKIHIO J03bl MOXKET MPOSBUTHCS JINIIL YEPE3 HECKOIBKO MECSIEB (cM. pazoen

((@apMaKOKMHemMQQCKue CGOIICI’I’IGCZ»).

Ilponyck 0o3bi
Crnenyet n30erath Mpomycka J03bl. B HCKIIFOUUTENBHBIX CIyYasX MOAACPKUBAIOIIAS HHBECKITUS
MOXXET OBITh C/elaHa Ha 2 HEJCNHM paHbIIE WU TO3KE JHS CICAYIONIeH 3arjaHupOBaHHON

HWHBCKIIUU.

Ilponyck 003wl (3,5 — 4 mecaya)



C. 10
Ecnu co mus mpenpiaynielt MHbEKIIMK mponuio 6omnee 3,5 mecsies (10 4 MecsieB), MaueHTy
CIEAYET KaK MOYKHO CKOPEE BBECTH CIIEAYIOIIYK0 MHBEKLHIO B TAKOW ke A03¢. B nanpHeliem

JOJIKHA COOII0IaThCS IEPUOIUYHOCTh UHBEKINH 1 pa3 B 3 mecsa.

IIponyck 0ozl (4 — 9 mecsayes)

Ecnu co nmHs mpensiaynieil MHbEKIUU Tpolwio Oonee 4 mecsueB (10 9 mecsles), HE BBOIUTE
cnenyrornryto no3y npermapara TPEBUKTA. Bo3o6HoBeHHE Tepanuu HEOOXO0AUMO TPOBOIUTH IO
cXeme, MPUBEICHHON B Ta0muIle 2.

Tabauya 2. Cxema 60300H061eHuUss mepanuu npenapamom TPEBUKTA, ecau nocne
npeovioyueli unvekyuu npowiio 4 - 9 mecayes

ﬂo?;‘;f{ﬂe;g{e“ Beeaure npenapar KCETUTMOH, | Beeaute npenapar TPEBUKTA
HpenalfaTa 2 03Bl C UHTEPBAJIOM B 1 Hezeno (B AEBTOBUIHYIO? WU
TPEBUKTA (B IETbTOBUIHYIO MBIIIIITY) SATOMYHYIO MBIIIIITY)
Jlenn 1 Jlenn 8 Yepes 1 mecsau mocie Aus 8
175 mr 50 mr 50 mr 175 mr
263 mr 75 mr 75 mr 263 mMr
350 mr 100 mr 100 mr 350 mr
525 mr 100 mr 100 mr 525 mr
8 Cm. paznen « MHCTpYKIHSI IO IPUMEHEHHIO M OOPAIIIEHUIO C TIpermapaToM» AJIsi BHIOOpA UTJIbI
JUISL UHBEKLUHU B ACJIBTOBUIHYIO MBIIIIY B 3aBUCMMOCTH OT Macchl Tela.

Iponyck 0o3wl (bonee 9 mecsyes)

Ecnun ¢ momenrta mocnenneit nabekiuu npenapata TPEBUKTA mnpomuto 6onee 9 mecsies,
cienyer HauumHath JedeHue npenapatom KCEITJIMOH B cOOTBETCTBMM € HHCTPYKLMEH IO
MPUMEHEHHUIO TAHHOTO JIeKapcTBeHHOTO Tipenapara. [lepeson Ha npenapatr TPEBUKTA mMoxHO
OCYLIECTBIIATH TONIbKO nocie npuMeHenus npenapara KCEITJIMOH B Teuenue, o kpaiiHeil mepe,

4 Mecs1eB.

Ocoobie zpynnol nayuenmos

Jlemu (0o 18 nem)

Bezonacuocts u 3¢ pextuBHOCTs TpuMeHenus npenapata TPEBUKTA y nanuentoB momnoxe 18
ner He usydanack. Ilpumenenue npenapara TPEBUKTA He pexkomeHayeTcss y NalUMeHTOB
MOJIOKe 18 JIeT B CBSI3M C HOTEHIHUAJIBHO OOJBIIEH UINTEIHPHOCTHIO MOOOYHBIX AEUCTBUH IIO
CpPaBHEHMIO C IIpermapaTaMH ¢ Oojiee KOPOTKHUM TEpUOJOM JeWCTBUA. B KIMHMYECKHX
UCCIICIOBAaHMSX MaJUIepUIoHa UIs MpUeMa BHYTPb HE HAONIONANOCh TOBBIIICHUS YaCTOTHI
Pa3BUTHS AUCTOHUM, TUIIEPKUHE3UH, TPEMOPA U IAPKUHCOHU3MA y ITOIPOCTKOB IO CPABHEHUIO CO

B3pOCJIBIMU MMALITUCHTaAMHU.



C. 11
Toocunvie nayuenmul (65 1em u cmapuie)
B xnuHMUecKkue ucciaenoBaHus OO BKIFOYEHO HEJOCTATOYHO MAIMEHTOB B BO3pacTe OT 65 jer
U cTapine, 4ToObl ONpeAeNuTh, OTIMYACTCS JH MX OTBET Ha TEparuio OT 00Jee MOJOJBIX
nanueHToB. Mmeromuiicss ombIT KJIMHUYECKOTO NMPUMEHEHUS HE BBIIBUJ pa3iuuuii B OTBETE
MEX]Ty TOXKMIBIMU U 00JIe€ MOJIObIMU MAlUEHTaMH.
[Tanunepu0H B CyIIECTBEHHOMN CTEIIEHU BBIBOJAUTCS MOYKAMU, KIIMPEHC MATUNIEPUIOHA CHUKEH
y TAlMeHTOB C HapymeHueM (QYHKIUM TOoYeK. /[ TOXKWIBIX IMalMeHTOB C HOPMAaIbHOM
byHKIHEH MoYeK pekoMeHayeTcs Ta ke go3a npernapata TPEBUKTA, uro u quist 6o1ee MOJIOIbIX
MNAI[MEHTOB C HOPMAaJbHOW (YyHKIMEH MoYeK. Y MOXKHIBIX MAallMeHTOB (PYHKIMS MOYEK MOKET
OBITh CHIDKEHA, U HAa TAaKUX MAIIMEHTOB PAaCIPOCTPAHSIOTCS MPUBEACHHBIC HUKE PEKOMEHIAINN

JUIS TAIIMEHTOB C HapyUIeHHEM (YHKIINHU ITOYEK.

Ilayuenmul ¢ Hapywenuem yHKyuu novex

[Ipumenenne mnpemapata TPEBUKTA y mnanmueHToB ¢ HapymieHHeM (QYHKIHAHA TOYEK
CHCTEMAaTHUYECKH HE M3y4aloch. Y MAIlMEHTOB C HapyIIeHHEM (DYHKIIMHM MOYEK JIETKOH CTEeNeHH
(xmupenc kpearnHuHa oT 50 mo 80 MII/MUH) KOppeKUHMs [103bI IMPOU3BOAMUTCS Ha ITare
nauiuupoBanus tepanuu npenapatom KCEIUIMOH; nononHUTENbHONW KOPPEKIUU O3Bl
npenapata TPEBUKTA ne TtpebOyercsa. IlepeBon nHa Tepanuio mpenapatom TPEBUKTA ¢
MCIIOJIb30BaHUEM J103bl, B 3,5 pa3a NpeBbIMIAOIIEH 103y paHee NMPUMEHSBIIErocs Npernapara
KCEIUIMOH, mnpou3BoauTcs B COOTBETCTBUM C ONUCAaHWEM Bbllle. MakcuMalbHas
pekomennyemasi no3za npenapara TPEBUKTA y manueHToB ¢ HapymieHHeM (YHKIMH TTOYEK
Jerkoil creneHu cocrasigeT 350 mr.

He pexomennyercs npumensts npenapatr TPEBUKTA y namnuentoB ¢ HapymeHueM (QyHKITUH

MOYEK CPEeIHEN WM TSDKENIOH cTeneHu (KIupeHe KpeatnHruHa < 50 MII/MUH).

Hapywenue ¢pynkyuu nevenu

[Tpumenenune mnpemapata TPEBUKTA y mnamuenTtoB ¢ HapymeHueM (YHKIMH TIEYCHU HE
N3y4aJIoCh. I/ICXO,Z[}I H3 pC3yJIbTATOB HUCCICAOBAHUA NATUINICpUAOHA IJid IMPUCMaAa BHYTPb, IJIA
NAIMEeHTOB C HapylIeHneM (YHKIMH MEeYCHHU JIETKOM WM CpeHEN CTENeHN KOPPEKLUH 103l He
TpeOyercs. [IpuMeHeHne nanunepuaoHa y NalueHToB ¢ HapylleHHeM (QYHKIUN TIeUeHH TsHKeIoM

CTCIICHU HE U3Yy4aI0Ch.

Hpyaue ocobvie kamezopuu nayuenmos
Koppekuuu no3sl npenapata TPEBUKTA B 3aBucuMocTy OT 10J1a, pachl MallMEHTOB U KypPEHUS

He TpeOyeTcs.
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Ilepexoo c opy2ux anmuncuxomuyeckux npenapamos
[Ipenapatr TPEBUKTA Mo0:xHO IpUMEHSTH TONbKO nocie npumenenus npenapara KCEIIJIMOH
B T€UCHUE, 110 KpaiiHeil Mepe, 4 mecsues. B ciydae ormens! npenapata TPEBUKTA Heo6xonumo
YUUTBIBATh JJIUTEIBHOCTh BBICBOOOXKICHHUS aKTUBHOTO KOMIIOHEHTa. Kak U B cityyae ¢ ApyrumMu
HEHpoJeNnTUKaMu, CIelyeT MEepUOJUYECKH OLIEHUBaTb HEOOXOAMMOCTb  MPOAOIIKEHHS

NPUMEHEHUS CPECTB MPOPUIAKTUKU PA3BUTHUS SKCTPATMPAMHIHBIX PACCTPOMCTB.

Ilepexoo ¢ npenapama TPEBUKTA na npenapam KCEIVIHOH

Hns mepexona ¢ nmpenapatra TPEBUKTA na npenapar KCEIIJIMOH panublii npenapat cieayer
BBOJIUTH B JIEHb, COOTBETCTBYIOIIMI BBEJACHUIO cieayronied go3bl npenapara TPEBUKTA, npu
3TOM HEOOXOAMMO HCIIOIB30BaTh B 3,5 pa3a MEHBIIYIO 103y B COOTBETCTBHH ¢ Tadnuiel 3. [lanee

BeegeHue npenapara KCEIIJIMOH cnenyer npoaomxkarh Ha €XKEMECSUHON OCHOBE.

Tabauya 3.  Cxema nepesooa ¢ npenapama TPEBUKTA na npenapam KCEIIVIHOH
(nepecuem ¢ ucnonvsosanuem kodggduyuenma 3,5)

Jo3a nocnenueit nabekiuu npenapara TPEBUKTA Jo3a npenapara KCEIJIMOH
175 mr 50 mr
263 mr 75 mr
350 mr 100 mr
525 mr 150 mr
Nuunmanust Tepanuu COTJIaCHO OINKMCAHUI0 B HHCTPYKUIMH MO NPUMEHEHUIO Ipernapara
KCEITJIMOH ne tpebyercs.

Ilepexoo ¢ npenapama TPEBUKTA na nanunepuoon 6 maodiemkax NpoaoHIUPOBAHHO20
oeiicmeus 011 nepopanbHO20 RPUMEHEHUA

Hnsa nepexoxa ¢ mpenapara TPEBUKTA na Ta0neTku mnanumepuoHa MpPOJIOHTHPOBAHHOTO
NEHCTBUS €KETHEBHBIN MMPUEM 3TUX Ta0JIETOK CIeIyeT HayaTh uepe3 3 Mecsiia mocie mocaeaHen
uabekuun npenapara TPEBUKTA, mepexon ocCylecTBISIETCS Ha MPOTSHKEHUU CIEAYIOIIUX
HECKOJIBKMX MECSAIICB B COOTBETCTBHHM C omnucanueMm B Tabmuie 4. B TabGnume 4 comepxarcs
PEXUMBI TIEpecUeTa /103, KOTOPbIE MO3BOJISIOT IOCTUYD CXOXKUX KOHLIEHTPALUN MaUIIepUuoHa B
1a3Me TpH mpueMe TabJeTOK MaTUIEePUI0HA MPOJIOHTUPOBAHHOTO JCUCTBUS | pa3 B CYTKH Y

NManucHTOB C paHEC JOCTUTHYTBIM CcTaOMIILHBIM COCTOSIHUEM Ha Pa3IMYHBIX O03axX Ipcrapara

TPEBUKTA.

Tabauya 4.  Jlozwi npenapama TPEBUKTA u pesicumvt npuema naiunepudoHa 6 madiemrax
NPONOHSUPOBAHHO20 — OelCmBUsl,  KOmMopvle HeoOXo0uMbvl Ol 00ECNeyeHus  CXOHCUX
KOHYeHmpayuii naiunepuoona 8 niasme
Henenu ¢ MoMeHTa nocneHel MHbEKIMKU TTpenapara
TPEBUKTA
3 mecqaua — 18 genens | 18 — 24 genenu | Oostee 24 Henenn




HHEgza;;;HZiTIZTa ExenneBnas no3a nagunepuaoHa B popme TabieTok
N perap MPOJOHTHPOBAHHOTO JIEHCTBUS
TPEBUKTA
175 mr 3 mr 3 mr 3 Mr
263 mr 3 Mr 3 Mr 6 MT
350 mr 3wmr 6 Mr 9 mr
525 mr 6 Mr 9 mr 12 mr

Crnenyer MHIMBUAYAIBHO BbIOMpPATh 103y NAJMIEPUIOHA B TAaOJETKaX MPOJOHTHPOBAHHOTO
JecTBUs ¢ ydeToM NpuuuHbl nepeBoaa ¢ npenapara TPEBUKTA, orBera Ha Tepanuto
HNAJIMIEPUOHOM B IPOILUIOM, TSKECTh IICUXOTHYECKUX CUMIITOMOB U/WJIN IEPEHOCUMOCTb.

ITo6ouHoe neiicTBHE

Hanbonee 4acThIMM HEXEIAaTEIbHBIMH PEAKIHSIMH, 3apETHCTPUPOBAHHBIMH B KIMHHYECKUX
UCCIICIOBAHMSX, ObUTM WHQEKIMH BEPXHUX JbIXaTCIbHBIX ITyTEH, IMOBBIINICHUE MacChl TeJa,
rojoBHas Oo0Nlb, aKaTW3Ws, MApKUHCOHU3M, pEaKIUH B MECTe BBEICHHS, HWHQEKINH
MOYEBBIBOJIALINX ITyTeH, CHIPKEHHE MacChl TeJa, BO30YyKACHUE, AeTpeccusi, 06CCOHHUIIA, TPEMOD,
THIIEPTECH3HS, TONTHOTA M TUIEPTIIUKEMHUs. BOJIBIIMHCTBO HEXKENATEIBHBIX OOOYHBIX PEaKITHA
(HITP) Op111 ci1aObIMU WITH CPETHEN TAKECTH.

Hwmxe ykazanbl HexenaTeNbHbIE PEAKIMM, HAOIIOAABIIMECS Yy MAIMEHTOB C INHU30(pPEHUEH.
YacToTy HEXeNaTeNbHbBIX PeakIii KI1acCU(PUIIMPOBAIH CICAYIOIIMM 00pa3oM: 0ueHb yacTo (= 10
%), gacto (=1 % u <10 %), newacro (= 0,1 % u <1 %), peaxo (= 0,01 % u <0,1 %), oueHs peaxo
(< 0,01 %) u c HEn3BECTHOM YaCTOTOM( HEBO3MOKHO OLIEHUTh UMEIOIIHECS JaHHbIE).

HHd)eKuuu U uHeasuu.

OYeHb wacmo — MHPEKIIUU BEPXHUX JbIXaTeIbHBIX MyTen?;
yacmo - MHQEKITUN MOYECBBIBOIANINX TYTEH.

Hapywenus co cmoponst MemaboauIMa 1 NUMAHUA.

uacmo - YBCJIMUCHUC MACChI Tenaa, CHHIXCHHUC MACCHI TCJId, TUIICPTIINKCMUS,
Hedacmo — TUICPUHCYJIIMHCMUS.

Hcuxuueckue napyuienus.

yacmo — TPEBOXKHOCTh, BO3OYKICHHE, ISTTPECCHsl, OECCOHHHMIIA.

Hapywenus co cmoponsl Hepsrou cucmembl.

yacmo — rojIoBHas 00JIb, aKaTH3US", TAPKUHCOHU3M®, TPEMOD;
Heyacmo — COHIMBOCTB", TUCTOHUS", JTUCKHHE3H.

Hapywenus co cmoponst cep()eqﬂo—cocy()ucmoﬁ cucmemsnl.

Heuacmo — TaXI/IKapI[I/ISIa, THIICPTCH3UA.

Hapywenus co cmoponbl afceﬂvdoqno-xumelmoeo mpaxkma.

yacmo — TOIIHOTA, 3a10p, Auapes, 3yOHas 00Jb.



Hapyuwenus co cmoponsl noiosou cucmembwl.

Hedacmo — aMCHOPCH.

Hapywenus co cmoponbl OI’ZODHO-OGMZClmeﬂbHOZO annapama.

yacmo — 00JIb B CIIMHE, CKEJIETHO-MBIIIEYHas 00JIb.

O6WM€ HAapywerus u peaKkyuu 6 vecme 66€0eHUs:

yacmo - peakuus B MECTE BBEACHUS", yTOMIISIEMOCTD.

*TepMUH «maxuxkapousy BKIIOYAET TAXUKAPAHIO, CHHYCOBYIO TaXUKapHIO.

TepMmuH «peaxyuu 6 mecme 66edenus» BKIOYAET PEAKLIUU B MECTE BBEJICHUS, IPUTEMY B MECTE
HHBCKI WU, SKCTPaBa3allUi0 B MCCTC BBCACHUSA, YIINIOTHCHUC B MCCTC BBCACHUA, BOCIIAJICHUC B
MecTe BBeJICHHsI, 00beMHOe 00pa3oBaHUE B MECTE BBE/ICHUS, Y3€JIOK B MECTE BBeJIeHUs, O0Jb B
MeCTe BBEICHUS, OTEUHOCTh B MECTE BBEJICHMS.

Tepmun «yeenuuenue maccyl mena» BKIOYAET YBEIMYEHHE MacChl Teja, YBEIUYEHHE
OKPYXHOCTH TaJIUU.

Tepmun «ungexyuu 6epxHux OvixamenvbHblX nHymet» BKIOYAeT HHQEKIHIO BEPXHUX
JIbIXATENNbHBIX MyTeH, Ha30(apuHIUT, (GAPUHTUT, PUHMUT.

TepMUH «conaugocmsy» BKIHOYAET COHIMBOCTD, CEAALIUIO.

TepMuH «axkamu3usy BKIIOYAET aKaTU3HIO, OECIIOKONUCTBO.

TepMUH «napkuHcoHu3m» BKIIOYAeT NApKUHCOHU3M, PUTHIHOCTH IO TUITY 3yO4yaToro koieca,
CJIIOHOTEUCHHE, OSKCTPAIUPAMUAHbIE pPACCTPONCTBA, TUIOKHMHE3MIO, PUTHIHOCTh MBIIIII,
HaNpsKEHHOCTb MBI, CKEJIETHO-MBIIIEYHYI0 CKOBAHHOCTb, THIIEPCEKPELIUIO CIIFOHBI.

TepMUH «Oucmorusy BKIIOYAeT TUCTOHUIO, Oiiehapocmasm.

/Jlannvle Opy2ux KIUHUYECKUX Uccie008anuil

[TanunepuaoHa mnajabMHUTAT TUAPOIMU3YETCS 1O ManunepupoHa. [lamunepugoH — aKTHUBHBIN
MeTaboIUT pUCTIEPUAOHA, TAKUM 00pa3oM, MpopHIIN HeXKeNaTeIbHbIX Peakuil pucnepuiona u
nanunepuaona (BKIIOYas Kak MepopalibHbIC, TaK M WHBEKIMOHHBIE JIEKAPCTBEHHBIE (OPMBI)
B3aUMOCBSI3aHBl. JTOT MOJpa3/ie] BKJIIOYAET JIOMOJHUTENIbHBIE HEXeNaTeIbHbIe pEeaKIHH,

KOTOPBIC OTMEYAIINCH B KIIMHUYCCKUX UCCICAOBAHUAX MAJIUIICPUI0OHA /U pUCICpUa0HA.

Hugpexyuu u unsazuu
AkaponepMatut, OpOHXUT, BOCTIAJICHUE TIOJKOKHOM KUPOBOH KIIETYATKH, IUCTUT, MHPEKIUS yXa,
uH(GEKIHs T1a3a, TPUII, OHUXOMHKO3, MTHEBMOHUS, HH(EKIUS ABIXaTeIbHBIX MyTeH, CHHYCHT,

MOJIKOKHBINA a0cI1iecc, TOH3UIIIHT.

Hapywenus co cmoponvl kposu u aumgpamuueckoui cucmemul

AHemHust, HSUTPOTIeHHs, CHIDKEHHE YHciia OeJIbIX KPOBSHBIX TEJel.



Hapywenus co cmopoHnbl uMMyHHOU cucmembl

['unepuyBCTBUTENBHOCTD.
Hapywenus co cmoponvl 2H0OKpUHHOU cucmembl

Hanyuaue riroko3sl B MOYEC, TUIICPIIPOJTAKTHHCMUA.

Hapymenuﬂ CO CNMOPOHbBL MemabonruzMa u NUmMaHusl
IloBbimieHuE KOHICHTpAIMU XOJICCTCPUHA B KPOBHU, MOBBLINICHUC KOHICHTPALIUN TPUTTTULCPHUIOB B

KpPOBH, CHUKCHHEC aIlIICTHUTA, ITIOBBINICHUC AIINICTHUTA, IIOJIUAUIICH.

Hcuxuueckue HapyuileHus
AHOpI‘aBMI/I}I, OMOIHOHAJIbHAas YIUIOICHHOCTb, CIYTAHHOCTH CO3HAHUA, CHHUIKXCHUC .HI/IGI/II[O,

HCPBO3HOCTH, HOYHBIC KOIIIMAPhbI, HAPYUICHUA CHA.

Hapywenus co cmoponul HepgHoli cucmemvl
[lepeOpanpHasi  WIIeMHs, PACCTPOWCTBO BHUMAHHS, TOJIOBOKPYKEHHE, IOCTypajbHOE
TOJIOBOKPY>KCHHUE, ITU3APTPHs, THUIIECTE3Us, IMApecTe3usi, IMCUXOMOTOpPHAs TUIEPAKTUBHOCTD,

00MOPOK, TIO3/THSISI TUCKUHE3HS.

Hapywenus co cmoponvl opeana 3penus

KOH’BIOHKTI/IBI/IT, CYXOCTh IJ1a3, IllayKoMa, IIOBBINICHHOC CJIC30TCUCHUEC, HCUECTKOCTDL 3PCHMUA.

Hapywenus co cmopoHul opeana ciyxa u 1abupunma

bonsb B yxe, 3B0H B yllIax, BEPTUTO.

Hapywenus co cmoponvl cepoeuno-cocyoucmoii cucmemol
ATpuoBeHTpUKYIISIpHAs O0Kaaa, OpaguKkapaus, HapyIeHue MPOBOIUMOCTH, oTKiIoHeHHsI Ha DKT,
yanuHenne wuHTepBania QT Ha snekTpokapauorpaMmMe, ydYalleHHOE cepaneOueHue, CUHAPOM

IIOCTYpaJIbHOM OPTOCTATUYECKON TaXUKAPJAUU, THIIOTECH3HS.

Hapywenus co cmoponwl OvixamenbHoU cucmemsl, 2pyOHOU KIemKU U Cpe0oCmeHUs
Kamens, ofpiiika, HOCOBOE KPOBOTEUEHHE, 3aI0KEHHOCTh HOCA, 00JIb B POTOIJIOTKE, 3aCTONHBIE

SABJICHHA B ObIXATCIBbHBIX ITYTIX.

Hapywenus co cmopoHul s#ceny00uHo-KUmeyHo20 mpakma
JuckoMmdopT B 0071aCTH )KHUBOTA, 00JIH B )KHBOTE, XCHIIMT, CyXOCTh BO PTY, AUCHENCHUs, AUCharus,

METEOPHU3M, TACTPOIHTEPUT.

Hapymenuﬂ CO CNOPOHbL nevYeHu u Ofceﬂll€6b1600ﬂu4ux nymeﬁ
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[ToBbIlIeHNE aKTUBHOCTH Y-TITyTaMUITpaHchepas3bl, MOBBIICHINE aKTUBHOCTH ()EPMEHTOB MEYECHH,

IMOBBIIICHHUEC AKTUBHOCTHU TPAHCAMHWHA3.

Hapymenuﬂ CO CMOPOHBL KOJHCU U NOOKONCHOU KIem4amKy

AKHe, JIEKapCTBEHHAs ChIMb, CYXOCTh KOXH, 9K3€Ma, dPUTEMA, 3Y/I, ChIllb, KPAITMBHUIIA.

Hapywenus co cmopoHbl 0nOpHO-08U2AMENbHO20 ANNApama u coeOUHUMeIbHou MKaHU
ApTpanrus, TOBBIILIEHHE AKTUBHOCTH KpeaTHH(POCHOKHHA3BI KPOBH, CKOBAHHOCTH CYCTaBOB,

OITyXaHHE€ CyCTaBOB, CIIa3Mbl MBIIII, MbIIIICYHAA CJ'Ia6OCTB, 0oub B 1IIEE.

Hapywenus co cmoponbl nouek u Mo4esbig00AWuUx nymet

Ju3ypus, noJmakuypusi, HEAEpKaHUE MOYH.

Hapywenus co cmoponvl nono6oti cucmembsl U MOJIOUHBIX JHcene3
JuckomdopT B 001acTH MOJIOYHBIX KeJe3, YBEJIUYEHHE MOJIOYHBIX JKeje3, 00Jib B MOJIOYHBIX
Kele3ax, HapylIeHHWE OJSKYJSIIUM, SPEeKTHIIbHAsS AUCPYHKIMS, THHEKOMACTHs, HapylIeHHE

MEHCTPYAILHOTO LUKIA®, ceKCyalbHas UCHYHKIHMSL.

Obwue napywenus u coOCMosHUsA cO CMOPOHbLL 00IACU 86€0EeHUS NPENapama
AcTeHus, MOBBILLIEHUE TEMIEpPaTypbl Tena, NUCKOM(OPT B 00acTU TpyAHOW KJIETKH, 0OJb B
TPYAHON KJIETKE, 03HOO, CHHAPOM OTMEHBI, OTEK JIMIa, HapylIeHUEe MOXOIKH, HEeIOMOTraHHe,

OTGKI/Ib, JIMXopazakKa.

Tpasmsi, ompagnenus u 0C10AHCHEHUL NPOYeOYp

ITanenue.

b TepMHH «OTeKHM» BKIIOUAeT T€HEPAIM30BaHHBIC OTEKH, NepH(EepUuecKhue OTEKH, OTEKH C
o0pa3oBaHMEM SIMKU TpU HAJaBIMBAaHUHM. TEPMHH «HAPYIICHUS MEHCTPYaJbHOTO IIMKIIA»

BKJIIOYACT HEPCTYJIAPHBIC MCHCTPYALlUH, OJIMTOMCHOPCIO.

Huxe mnpuBeneHbl apyrue HeXelaTelbHbIE peakud, HaOMoIaBIIMeCcs] B KIMHUYECKHX
uccienoBanusax nanmnepuaona (mpemapara KCEITJIMOH u nanunepunona ajist mpuemMa BHYTPb)

U pUCTIEpHUIOHA, M HE HAOII0IaBIIMeCs B KIIMHUYECKUX uccnenoBanusax npenapara TPEBUKTA.

Hapywenus co cmopoHul Kpogu u tumgamuueckou cucmembl

[ToBpIIEHNE KOTUYECTBA Y03UHO(PUIIOB.

Hapywenus co cmoponvl ummynHou cucmembl

AHapuIaKTHYeCKHE PEeaKlnu.

Hapymeﬁuﬂ CO CMOpPOHbL MemabonruzMa u NUMaHusl

AHOpEKCHS.



Hapywenus co cmoponuvl HepéHOU cucmemul
Hapymenue paBHOBeCHS, CyJOpOru®, HapyLIeHHE KOOPANHAMN, CHUKEHUE YPOBHS CO3HAHMS,
nuabeTuyeckass ~ KOMa, TPEMOp  TOJIOBBI,  TOTEpS  CO3HAHMS,  3JI0KAYEeCTBCHHBIH

HEHUPOJIeNTUYECKUN CUHAPOM, OTCYTCTBHE OTBETA HA CTUMYJIBI.

Hapywenus co cmoponwl opeana 3penus
Hapymienne aBrkeHHi rima3Horo s06J0Ka, KPyroBble IBHKEHUS TIa3HOTO sI0J0Ka, TUIIEPEMHUS

riasa, CBETOOO0SI3Hb.

Hapywenus co cmoponul cepoeuno-cocyoucmoii cucmemul

CI/IHYCOBEUI ApUuTMUs, MMPUIINBLI, UIIICMUS.

Hapywenus co cmopoHul ObixamenvHoul cucmemsvl, 2pyOHOU KIeMKU U CPe0oCmeH sl
JlucpoHus, rUnepBeHTUISNNS, acUpAlIOHHAs MHEBMOHUS, 3aCTOMHBIC SIBJICHUS B JIETKUX,

BJIQXKHBIC XPHUIIbI, CBUCTAIICC JbIXaHUC.

Hapywenus co cmoponul siceny00uno-KuueuHo2o mpaxkma

Henepxanwue cryna, ¢pexanoma, OOCTPYKIHS KUIIEYHUKA, OTEYHOCTH SI3bIKA.

Hapymeﬂuﬂ CO CMOPOHbL KOIHCU U NOOKONCHOU KIIemYyamxu

[TepxoTh, runIepKepaTO3, CEOOPEHHBIN IEPMATHT, OOCCIIBEUNBAHUE KOXKH.

Hapymeﬁuﬂ CO CMOpPOHbL OI’IOPHO-()GMZCZme]ZbHOZO annapama u COeOUHUMENIbHOL MKAHU

Hapymienue no3sl, pabaoMuonus.

Hapymenuﬂ CO CMOpPOHbL NONI0BOU CUCEMbL U MOJIOYHBIX Jicelle3

Harpy6aHHe MOJIOYHBIX K€JIC3, BBIACIICHU U3 BJIarajJiuiia.

Obwue napywenus u cOCmMosHUA cO CMOPOHbL 00IACMU 86€0eHUS NPenapama

CHuxeHue TeMIeparypsl Tella, YIUIOTHEHUE, KaX1a.

A TepMUH «CyIOpPOTH» BKJIIOUYAET CYIOPOXKHBIC MpUTTaIKK Trma grand mal.

Ilocmpezucmpayuonnvie oannvie
[TomMumo HexeNnaTeNbHBIX pEaKlUuid, COOOIICHHBIX B XOJ€ KIMHHUYECKHX HCCIEAOBaHUN H
MEPEYUCIICHHBIX BBIIIE, CIEAYIONIME HEXKENaTeNbHbIE pEeaKIuu HaOMI0JauCh BO BpeMs

MOCTPETUCTPALIMOHHOTO MPUMEHEHHU S TATUNIEPUIOHA U / UK pUCTIEPHUIOHA.

YactoTy HexenaTeNbHBIX peakUHil KiIacCU(UIUPOBAIM CIEAYIOUIMM 00pa3oM: oueHb uacmo

(=10 %), wacmo (= 1% u <10 %), neuacmo (= 0,1 % u <1 %), peoxo (=0,01 % u <0,1 %),
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oueHdb peoro (< 0,01 %, BkiTtoyasi eAMHUYHBIE CITy4au) U ¢ HeuzsecmHotl yacmomou ( HEBO3MOKHO

OIIEHUTHh UMEIOITUECS JIAaHHBIC).

HpI/IBe,Z[GHHBIe YaCTOThlI OIPCACICHBI HAa OCHOBAHUW YaCTOTbl CIHOHTAHHBIX COOGH.IGHI/Iﬁ 00

HCIIOJIb30BAHUHU MMAJTUIICPUIOHA.

Hapywenus co cmoponul Kposu u tumgamuueckou cucmembl:

OUYeHb peOKo — arpaHyJIOIUTO3, TPOMOOIIMTOIICHHSI.

Hapywenus co cmopoHbl 9HOOKPUHHOL CUCTEMb:

¢ Heuz8ecmHOU 4acmomotl - HeaZleKBaTHasl CeKpeLnsl aHTUJMYPETUIECKOTO TOPMOHA
Hapywenus co cmoponvl memabonusma u numanusi:

OueHb pedKo - CaXxapHbIi quabeT, TMadeTHUECKUI KEeTOAIN 03, THITOTITHKEMUST;

¢ Heu38eCmMHOU 4acmomotl - BOJHast ”THTOKCHKAIIUSI.

Tcuxuueckue Hapyuwienus:

OueHb peodKo — KaTaTOHUsI, MaHHsI, COMHAaMOYJIN3M;

¢ Heu38ecmMHOU 4acmomotl — pacCTPONUCTBO MUILEBOTO MOBEACHHS BO BpEeMsI HOYHOTO CHA.
Hapywenus co cmopoHbl HepsHOlL cucmembl.

OueHb peOKo — TUCTEB3USL.

Hapywenusa co cmoponwvl opeana 3penus:

¢ Heu38ecmMHOU 4acmomotl — UHTPAOTIEPAIMOHHBIN CHHAPOM APSOION pagyKKH.
Hapywenus co cmopoHbl cepdeuHo-cocyoucmoi cucmembl.

oueHb peoKo — GUOPUIUIAIUS TIpeACepIuid, TPOMOO3 BEH, TPOMOOIMOOIHS JIETOYHON apTEPHH.
Hapywenus co cmoponul Ovixamenvhotl cucmemsl, 2pyOHOU KIemKU U CPeOO0CMeHUsL:
oueHb pedKo — CHHIIPOM aIrtHO? BO CHE.

Hapywenus co cmopoHbl #ceny00uHo-KUueyHo20 mpakma.

OueHb pedKo — MAHKPEATHT, KUIICYHAST HEMPOXOTUMOCTb.

Hapywenusa co cmoponvl neuenu u sHcenyesbleo0AWUx nymeu.

¢ Heu3B8eCmMHOU 4acmomotri — KeNTyXxa.

Hapywenus co cmopoHbl Kodicu u NOOKONHCHOU K1emYamKu:

PeoKo - aHTHOHEBPOTUYECKUN OTEK;

ouenb peoKo — aloTenus;

¢ Heuzeecmuou yacmomou — cuHapoM CTHBeHca-/[PKOHCOHA/TOKCUYECKHI AMHIepMaTbHbIN
HEKPOJIH3.

Hapywenus co cmopoHbl nouex u Mouesbl800Suux nymeil:

ouenb pedko — 3ajiepKKa MOUH.

EepeMeHHOCWIb, pOdbl U nepuHamajlbHble COCMOAHUA:



0YeHb peoKo - CHHIPOM OTMEHBI Y HOBOPOXKIEHHBIX.

Hapywenus co cmoponvl nonogoii cucmemvl U MOJOUYHBIX HCENe3:

OYeHb pedKo — MPUATTH3M.

Obwue HapywieHus U peakyuu 8 Mmecme 66€0eHUsL:

OYeHb pedKo — TUINOTEpMHs, alOCIiecC B MECTE BBEACHMsSI, BOCMAJCHHE MOJKOXKHOWU >KUPOBOM
KJIETYaTKU B MECTE BBEJCHUS, TEMAaTOMa B MECTE BBEICHUS;

C Heu38eCcmHOU 4acmomotl - KUCTa B MECTE BBEACHUS, HEKPO3 B MECTE BBEJICHUSI, S3Ba B MECTE
BBEJICHUSI.

B ouenp penkux ciayyasix B XOJi€ MOCTPErHMCTPALMOHHOTO MPUMEHEHMs Y MallMeHTOB, paHee
MOJTyYaBIIUX TEepOpaibHbIE MpernapaThl PUCIEPUIOHA WA MATUINCPUIOHA, OTMEUEHBI CIydau

aHaUIaKTHYECKUX peakuuii mocie BBeaeHus npenapata KCEITJIMOH.

Ilepeno3upoBka

[Tockoneky mnpemapar TPEBUKTA mnpennasHadueH it BBEACHHS MEApPAOOTHHKAMH, TO
BEPOATHOCTb €TI0 NEPEN03UPOBKYU MAllMEHTaMU MaJla.

Cumnmomot

M3BecTHO OrpaHMYeHHOE YHUCIO CIIy4aeB [epelo3upoBKU  manunepunoHoM. Cpenu
HEMHOTOUYHMCIICHHBIX CTy4YaeB, 3apETUCTPUPOBAHHBIX B X0J1€ JOPETUCTPALIMOHHBIX HCCIEA0BaHUN
NAJINUNEPUAOHA Ul MpUeMa BHYTPb, MAaKCHUMAJbHBIM IpHEM IO oneHKaM cocraBui 405 wr.
Habmiogaemple TpU3HAKM W CHUMOTOMBI  BKJIIOYAJIM OSKCTPAUPAMUAHBIE CHUMITOMBI H
HEYCTOMYMBOCTh MOXOAKHU. [lpyrue oxugaemble MPU3HAKHM U CHMIITOMBl COOTBETCTBYIOT
YCUJIGHUIO HW3BECTHOTO (PapMaKOJIOrHUecKOro JAeWCTBUSA NaIUNEPUAOHA, T.€. COHJIUBOCTD,
3aTOPMOXKEHHOCTb, TaXMKapJus, CHW)KCHHE apTEpUabHOTO JABJIECHUS, yIJIMHEHHE HHTEpBaia
QT. Ilpum mnepeno3upoBKe NEPOPAILHOTO NaTUNEpUAOHA OBUIM OTMEUYEHBI MOJUMOpQHAs
KEIyA0UKOBasT TaXUKapausi TUMA «IHPYIT» U QUOPHIUIAIMS KelynoukoB. B ciaywae octpoit
NEPEeO3UPOBKU CIIEAYET YUUTHIBATh BO3MOXKHOCTb TIIOJYYEHHUS TMAlMEHTAMU HECKOJIbKUX

IIpEnapaToB.

Jleuenue

[Ipu omenke MOTPEOHOCTH B JICUEHWH W BOCCTAHOBJICHUW TMAIMEHTOB CJIEIYyET YUYWUTHIBATH
JUTUTEIIPHOE BBICBOOOXKCHUE AaKTHBHOIO BEIIECTBA M OOJIBIION TEPUOJ TIOTYBBIBEICHHS
nanmunepuaona. Crenuduyeckoro aHTUAOTa Ui MaTUNEpuaoHa He cymiectByeT. Cremyer
OCYH.IGCTB.H}ITB O6H_II/I€ HOI[,Z[Gp)KI/IBaIOH_II/IG Mepm, O6GCH€‘II/ITB 148 HO,Z[I[ep)KI/IBaTb HpOXOI[I/IMOCTI:
JbIXaTEIbHBIX MYTEW, AOCTATOUYHYIO BEHTUJIALMIO JIETKUX M HACHIIIEHUE KPOBH KHUCIOPOIOM.
Crnenyer HeMeIJICHHO HayaTh KOHTPOIb (DYHKITMH CEPACYHO-COCYIUCTON CHUCTEMBI, BKJIIOUAs

noctosiHHbI MoHUTOpUHT OKI', ns BbIABIEHUS BO3MOXKHOM apuTMHMM. B ciydae cHM»keHuUs
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apTEpUAIIBHOTO JABJIEHHWS KPOBHM M LMPKYJIATOPHOrO KoJjulanca CieayeT NpealpuHUMaTh
COOTBETCTBYIOIIME  MEpBI, HampuMep, BHYTPHUBEHHOE BBEJICHHE pPACTBOPOB  W/WIH
CUMIIATOMUMETUKOB. [Ipy pa3BUTHM TSKENBIX 3KCTpAallMPaMHUIHBIX CHUMITOMOB INPUMEHSIOT
AHTUXOJIMHEprudeckue npemnapatel. ClieyeT TIATeIbHO KOHTPOIUPOBATh COCTOSHUE MAallUEHTA

J0 €ro BOCCTaHOBJICHUSI.

B3aumojeiicTBHE ¢ APYrUMH J1€KAPCTBEHHBIMH CPeICTBAMH

Kak u npyrue aHTUIICMXOTMKH, NAJIMNEPUIOH MOXKET yBenuuuBarh uHTepBan QT, mo3romy
CIEAyeT C OCTOpPOXKHOCThIO couerarh npenapaT TPEBUKTA c¢ npyrumu jekapCTBEHHBIMHU
CpelcTBaMU, yBeluuuBaomumMu natepsai QT, TakuMu Kak aHTHAPUTMHUECKHE JIEKAPCTBEHHBIE
cpeactBa (B T.4. XMHWAWH, JU30MHUPAMHUJl, NpPOKaMHAMHUJ, AaMHOJAPOH, COTaoN),
AHTUTHUCTAMUHHBIC JICKAPCTBCHHLIC CPCACTBA, AHTUIICUXOTHUYCCKUC JICKAPCTBCHHBIC CPCACTBA
(XJopripoMa3uH, THOPUIA3WH), AHTUOMOTHKMA (B T.4. TaTU(MIOKCAIUH, MOKCH(DIOKCAIIHH),
HEKOTOPBIC JICKAPCTBEHHBIE CPEICTBA MPOTUB MAJISIPUH (B T.4. ME(DIIOXHUH).

HOCKOJII:KY NAJIUIICPUIOHA TMAJIBMUTAT THAPOJU3IYCTCA MO0 MAJIUICPUIOHA, TO IIPU OLCHKC
BO3MOXHOCTH JICKAPCTBCHHOT'O B33.HMO,Z[€I>'ICTBI/I$I CJICAYCT YUUTBHIBATH PC3YJIbTAThI I/ICC.HGI[OBaHI/Iﬁ

NaJUNepua0Ha AJisl IpreMa BHYTPb.

Cnocoonocms npenapama TPEBUKTA eauams na opyzue npenapamal

He oxwmaercs, 4to mamumepuaoH OyaeT  MPOSBISATh  KIMHUYECKH  3HAUYMMOE
(apMaKOKMHETHYECKOE B3aUMO/ICHCTBHE C IpenapaTaMu, METa0OIU3UPYEMBIMI N30 epMEHTaMU
nuroxpoma P450. HccnemoBanus in vitro ¢ WCIOIb30BAHHUEM MHUKPOCOM II€YEHH YEJIOBEKA
MOKAa3aJIi, YTO MAJUTIEPUIOH CYIIECTBEHHO HE 0CNIa0iseT MeTaboIM3M BEIIeCTB n30hepMeHTaMu
mutoxpoma P450, B T.u. CYP1A2, CYP2A6, CYP2C8/9/10, CYP2D6, CYP2E1, CYP3A4 u
CYP3AS. TloaTroMy HE OKMAAETCS, YTO MATUIEPUIOH OyAeT KIMHUYECKH 3HAYMMO YMEHbIIATh
KIIMPEHC MpenaparoB, METaO0IU3UPYEMBIX ITUMH H30pepMeHTaMu. Takxke He OXKUAAeTCs, YTO
NaJIUNEPUAOH OyAeT MPOSBIATH CBOMCTBA HHAYKTOpa U30(DEPMEHTOB.

[Manumepu0H B BHICOKMX KOHIIGHTPAIMSX SBISAETCS CIabbIM MHTHOUTOpOM P-TmukomporenHa.
OnHako AaHHBIX in VIVO B 3TOM OTHOILIEHUU HET, U KJIMHUYECKas 3HAYUMOCTb 3TOTO SIBJICHUS
HEU3BECTHA.

VYuursiBas aeiicteue nanunepugona Ha [IHC, cienyeT ¢ oCTOpOKHOCTHIO TPUMEHSThH IIpenapar
TPEBUKTA B koMOMHAIIUU C IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMU IICHTPATBHOTO JIEUCTBUS
u ankoroisem. ITanunepunon Moxer ocaaldusaTh 3GGEKT JIEBOIONBI U arOHUCTOB T0(PaMUHOBBIX
peuentopos. [Ipu o1HOBpeMEHHOM NPUMEHEHHUH CIIETyeT KOHTPOIMPOBATh COCTOSIHUE MAIUEHTA.
N3-3a ciocobnoctu npernapata TPEBUKTA BbI3bIBaTE OPTOCTATUYECKYIO THIIOTCH3UIO MOMKET

HaOJI0AaThCS aJIMTUBHOE YCHIIEHHE 3TOTO 3¢ (deKTa Mpu MPUMEHEHUHU TpernapaTa COBMECTHO ¢



C.21
OpYTMMH TpernapaTamu, oOJaJalollMMU TakoW CHOCOOHOCThIO. Y TMAalMEHTOB, CKJIOHHBIX K
THUIIOTCH3UH, CJICAYCT IMPOBOAUTH H3.6JHOI[CHI/IG 3a OpPTOCTATHUYCCKUMU q)HBHOJIOI‘I/I‘IeCKI/IMI/I
MOKa3aTeJsIMU.
CnegyeT ¢ OCTOpPOKHOCTBIO COYETaTh MAJIMIEPUAOH C JIEKAPCTBEHHBIMU CPEACTBAMHU,
CHIDKAIOIIUMH  CYJIOPOXHBIM ~ TIOpOT, TakKMUMHU Kak  (EHOTHA3MHBI, OyTHPO(ECHOHHBI,
TPULIMKIIMYECKUE TMPOU3BOJHBIC, CEJICKTHBHbIE WHTHOMTOpPHI OOpaTHOro 3axBaTa CEPOTOHHHA,
TpaMaaoJ1, MeQIOXUH U T. 1.
OIHOBpEMEHHBIN TPUEM MEPOPATBLHOrO0 MAJIUMNEPUIOHA B J03UpoBKE 12 Mr 1 pa3 B JieHb U
Ta0JIETOK HATPHs AUBAIIPOEKCA MPOJIOHTUpOoBaHHOTO AecTBus (B mo3e 500 — 2000 mr 1 pa3 B
JIeHb) HE BIMsIeT Ha (apMaKOKMHETHUKY Baibnpoara. [Ipy OJHOBpPEMEHHOM IPHUMEHEHHH
MATUNEPUAOHA U BAILIIPOATa KOPPEKIUS J03bl NAIUIICPUIOHA U BalIbIIpoaTa He TpeOyeTcs.
dapMakoOKMHETHYECKOEe B3aumoaeiictBue Mexay npenaparom TPEBUKTA wu nutuem

MaJIOBEpPOSITHO.

Cnocoonocmps opyzux npenapamos eauame na npenapam TPEBUKTA

Knuaudeckn BaXHBIX B3aUMOJCUCTBUN MEXIYy HNAIUIEPUIOHOM U  JIEKAPCTBEHHBIMU
npenaparamu, MeTadoIn3upyeMbIMU H30(hepMeHTaMu CuCTeMBI IUTOXpoMa P450, He oxxumaeTcs.
[Tamunepunon He sBisieTcs cyocrpaTom nuzodpepmento CYP1A2, CYP2A6, CYP2C9, CYP2CI19
u CYP3AS5. D10 mno3BoisieT MPEaNOJOXKHTh CcHabylo BEpPOATHOCTh B3aUMOICWUCTBUS C
UHTUOUTOPAaMHU U MHIYKTOPAaMH 3THX U30(epMEHTOB. XOTS UCCICAOBAHUS i Vitro TOKa3bIBAIOT
BO3MOXKHOCTh MUHUMaIbHOTO yuacTus uzodepmentoB CYP2D6 u CYP3A4 B mMerabonmsme
NaJIUNEepU0Ha, B HACTOslIee BpeMs HET JaHHBIX O TOM, YTO 3TU (EPMEHTHl MOTYT WUIpaTh
CYIIECTBEHHYIO pOJIb B MeTa0ONu3Me Mamumnepuyona in vivo. WccrenoBanust in vitro
CBHU/IETEJILCTBYIOT O TOM, UTO MAJTHUIIEPHUJIOH ABJIsIETCs cyOocTparoM P-rmukonporenHa.
[TanunepuaoH B OrpaHMYCHHOW cTeneHu Meradommsupyercs uszopepmentom CYP2D6. B
HCCJIEJIOBAaHUH B3aMMOJCHCTBHS MalUIepuaoHa IS IpUeMa BHYTPb C aKTUBHBIM HHTUOUTOPOM
CYP2D6 mapokceTHHOM Yy 3JI0pOBBIX JOOpPOBOJIBLIEB HE OOHAPYKEHO KIMHUYECKH 3HAYUMOTO
U3MEHEHUs (hapMaKOKUHETHKH MAUIIEPHUIOHA.

OnHOBpeMEHHOE IPUMEHEHHUE TTATUTIEPUIOHA U CHIIbHBIX HHAYKTOpOB n3odepmenta CYP3A4 u
P-rimkonporenHa MOKeET MPUBOJUTE K CHH)KEHHUIO KOHIIEHTPALUK NanunepuoHa B miazme. [lo
BO3MOXKHOCTH ClJIeyeT u30eraTb OJHOBPEMEHHOTO IPUMEHEHHS MaJUIEPHIOHa U CHIIBHBIX
unaykropoB m3opepmenta CYP3A4 u P-rmukonporemna. Ecnu mnpumeHeHHe CHIBHBIX
UHAYKTOPOB HE0OXOUMO, CIEYET PACCMOTPETh BO3MOKHOCTh MEpEeBO/Ia MalMeHTa Ha TabIeTKu
NaJUNEepUoHa C 3aMeJIEHHBIM BBICBOOOXIeHHEeM. llpueM mnamunepugoHa C UIMTEIbHBIM

BBICBOOOKJICHMEM AaKTHUBHOTO KoMmroHeHTa (l pa3 B JeHb) MEepopaibHO OJHOBPEMEHHO C
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kap6amazenuHoMm (200 Mmr 2 pa3a B JIeHb) NPUBOAWI K CHWXEHHIO cpemHed Cmax 1 AUC
nanunepuaoHa npuMepHo Ha 37 %. DTO CHIDKEHHE B 3HAYUTENIHOW CTENEHH OOYCIIOBIIEHO
YBEJIMYCHUEM TOUEYHOTO KIMpeHca nanunepujioHa Ha 35 %, BEpOATHO, 3a CUYET aKTHUBAIUHU
noueyHoro P-rmukomnporenHa xapOamazenuHoM. OueHb HEOONbIIOE YMEHBIIEHHE KOJIMYeCTBa
npernapara, BbIBOJUMOTO 4epe3 MOYKHM B HEM3MEHEHHOM BUJE, IMO3BOJSET MPEANOJIOKUTh, YTO
KapOamazenuH JHIIb CJa00 BIMSIET HAa METa0OIM3M B TMEYEHH WM OHOIOCTYIMHOCTH
nanunepuaoHa. [Ipu Hauane npumenenus kapbamaszenuna 103y npenapara TPEBUKTA cnenyer
MePECMOTPETh U, IPH HEOOXOIMMOCTH, YBeIMunuTh. HaobopoT, mpu oTMeHe kapOaMazenuHa 103y
npenapara TPEBUKTA cnenyer mepecMoTpeTs U, Ipu HEOOXOAMMOCTH, yMEHbITUTh. Crieayer
IPUHUMATh BO BHUMaHHE JUIMTENbHOCTD AeiicTBus npenapara TPEBUKTA.

[Mamunepunon npu Qusmonorudeckom pH sBIsIETCS KaTUOHOM, U B OCHOBHOM BBIBOJUTCSI B
HEU3MEHEHHOM BHU/JIE MTOYKAMHU — MOJOBHHA MyTeM (PUIbTpalUU, a TIOJOBUHA — IIyTE€M aKTHUBHOMN
cekper. OAHOBpEMEHHOE MPUMEHEHHE TPUMETONPUMA, KOTOPBIM HHTUOUpPYET CUCTEMY
AKTUBHOTO TPAHCIOPTA KATHOHOB B TIOYKAX, HE BIUSUIO Ha PapMaKOKHMHETUKY TalIUIIEPHIOHA.
[Ipu ogHOBpEMEHHOM HAa3HAYEHUU MEPOPATHLHOTO NATUIIEPHUI0HA TPOJIOHTUPOBAHHOTO JIEHCTBUS
B f03¢ 12 mMr 1 pa3 B JeHb W TAOJETOK MPOJIOHTUPOBAHHOTO JEHCTBUSI HATPHUS JAUBAIIPOEKCA
(2 Tabnerku mo 500 mr 1 pa3 B geHb) HaOm0Mam0Ch yBenn4eHHEe Cmax 1 AUC manmunepuaoHa
npumepHo Ha 50%, BEposATHO, B pe3yibTare yBeIW4YeHHs abcopOluu Tmpemapara Mpu
nepopaibHOM nprueMe. [TockoNbKy He Ha0JIr01a710Ch 3HAUUTEIHHOTO BIIMSIHUS Ha OOIINI KITUPEHC,
HE OXHAAeTCs KIMHUYECKH 3HAYUMOTO B3aUMOJCHCTBUS MEXIY IUBAIIPOCKCOM HATpPUS,
TaOJETKN JUIMTEIBHOTO BhICBOOOXIeHUs, u npenapatom TPEBUKTA. HcciaenoBanuii JaHHOTO
B3aumozeiicteus ¢ npenapatom TPEBUKTA He npoBoauiiocs.

CDapMaKOKI/IHeTI/I‘-IGCKOG BBaHMOHCﬁCTBHG JIMTUA U TAJIMNICpUAOHA MAJIOBCPOATHO.

Ilpumenenue npenapama TPEBUKTA coemecmno c¢ pucnepudoHom uiu ¢ nepopanibHoul
¢dopmoii nanunepuoona

[TockonbKy NMaaUIEepUaOH SBISETCS AKTUBHBIM META00JIUTOM PHUCIIEPUAOHA, CIEAYET COOII0IATh
OCTOPOKHOCTb MPU OJHOBPEMEHHOM MPUMEHEHHH B TEUEHHUE JUIMTEILHOIO MEpPUO/ia BPEMEHHU
npenapara TPEBUKTA u pucnepumona wim nepopaibHOli GopMbl nanunepuaoHa. JJanHeie mo
0e30macHOCTH  OAHOBpeMeHHoro mpuMmeHeHus npemnapara TPEBUKTA wu  apyrux
AHTUIICUXOTHUKOB OTPAaHUYCHBI.

Oonoepemennoe npumeHeHue NaaIUnePpuUOOHa ¢ NCUXOCMUMYIAMOPAMU

(Hanpumep, METHII(PEHUIATOM) MOKET IPUBECTHU K MOSBICHUIO AKCTPANUPAMUIHBIX CHMIITOMOB

IpU KOPPEKTHUPOBKE O3Bl OJJHOTO UM OOOUX Mpenaparos.

Oco0ble ykazanus
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Ilogvluennan cmepmuocms cpeou NOHCUNBIX NAUUEHMOE C NCUXO030M HA (oHne demenyuu
[Ipenapar TPEBUKTA He u3yuancs y NOXKWIbIX NALIUEHTOB C IEMEHIUEN.
[Toxxunpie MaUeHThl ¢ TICUX030M Ha (hOHE EMEHIUH, IPUHUMAIOIINE aHTUIICUXOTHKH, HMEIOT
MOBBIICHHBIA pUCK cMepTH. llepekpecTHbld aHaNIM3 pe3yJbTaTOB HCCIEAOBAHMM TOKa3al
MOBBIIICHHYI0 CMEPTHOCTh MOXWIBIX MAallUEHTOB C JEMEHIMEH, MOJy4YaBIIMX aTUIINYHBIC
HEUPOJICTITUKH, B TOM YUCJIE PUCTIEPUIOH, APUIIUIIPA30J1, OJIAaH3aIIUH U KBETUAIIHMH, IO CPABHEHUIO
¢ wrane6o. Cpeny MalnKueHTOB, MOMYUYaBIINX PUCIEPHUIOH U IIane00, CMEPTHOCTh COCTaBIIsIIA
coorBerctBeHHO 4% u 3,1 %. Anamu3 17 mnane00-KOHTPOIUPYEMBIX —KIMHUYECKHX
VCCJIEIOBAHNI BBISIBUJI IMOBBIIICHHE PUCKA CMEPTH y MALMEHTOB, NPUHUMAIOIIUX ATUIIUYHBIC
AHTUTICUXOTHKH, B 1,6-1,7 pa3 mo cpaBHEHUIO C TMAIlMCHTaMH, MPUHUMAIOIIMMH Iutane6o. B
TeyeHue TUNUYHOro 10-HeneabHOTO KOHTPOJIMPYEMOIO MCCIEIOBAHUS CpPEAM MAlMEeHTOB,
MPUHUMAIOIIKX Mpenapar u 1anebo, cMepTHOCTh cocTaBuna 4,5 % u 2,6 %. HecmoTtps Ha TO,
YTO TPUYUHBI CMEpPTU ObUIM Pa3HOOOpPA3HBIMH, OOJBIIMHCTBO M3 HHUX HMMEIU CEpACYHO-
COCYAHMCTYIO (Hamp., CepleYHass HEIOCTaTOYHOCTh, BHE3aIlHAsh CMEPTh) WM HH(PEKINOHHYIO
(Harmp., mHeBMOHUS ) ipupoay. HabmonaTensHbIe ncciae10BaHus TO3BOJISIOT MPEANOIOKHUTD, YTO
TUMIUYHbIE HEUPOJENTHKH, MOJ0OHO AaTUMUYHBIM AaHTUIICUXOTUKAaM, MOTYT YBEJIMYMBATH
cMepTHOCTh. HesicHO, HaCKOIBbKO MOBBIILIEHUE CMEPTHOCTH B HAOMIOJATENbHBIX HCCIIEOBAHUIX
CBSI3aHO C MPUEMOM aHTUIICUXOTUKOB, a HE C IPYTUMHU XapaKTEepUCTHUKaMHU nanuenToB. [Ipenapar

TPEBUKTA He moka3aH AJisi JIeueHUs TICKX03a Ha JOHE JEMEHIIUH.

Hapywenua m03208020 Kpo6oodpauienus, 6 mom 4ucie UHCyabm, y NOHCUIbIX NAYUEHNO0E C
ncuxo3om Ha gpone oemenyuu

B mane6o-KoHTpOIUpyEeMBIX HCCIIEOBaHUSAX OOHApy>KEHa IMOBBIIICHHAs YacTOTa HapyIICHHH
MO3TOBOT0 KPOBOOOPAICHHUS (IIPEXOIAIINX U HHCYIIBTa), B TOM YUCIIE CO CMEPTEIbHBIM UCXO/IOM,
y MOXKHWJIBIX MAIUEHTOB € IEMEHLIMEH, NOTyYaBIINX HEKOTOPbIE AaTUIIMYHbIE HEHPOJIENITHKH, B TOM
Yyce PUCHEPUAOH, APUIMIIPA30] M OJAH3ANUH, 110 CPAaBHEHHMIO C NPUMEHEHUEM Iuianedo.
WccnenoBanuii nepopansHoro nanunepuaona, npenaparo KCEIUIMOH u TPEBUKTA y
MOKUJIBIX NAIMEHTOB C JEMEHLMEH HE NMPOBOAMIIOCH, JaHHBIE INpenapaTbl HE MOKa3aHbl AJIs

JICYCHHS TICUX03a Ha (JOHE IEMEHIINH.

310KauecmeenHblil HelupOoaenMUYecKuil CUHOPOM

[Ipu npumeHeHUU HEHUPONENTUKOB, B TOM YHCII€ NATUIEPHUIOHA, 3aPETUCTPUPOBAHO Pa3BUTHE
NOTEHIIMAIBHO JIETAJIbHOTO CHUMIITOMOKOMILJIEKCA, WHOT/IA HAa3bIBAEMOT'O 3JIOKAY€CTBEHHBIM
HeriponentuueckuMm cuHapomMoM (3HC), m xapakTtepusyemoro THIEPTEPMHUCH, MBIIICYHON
PUTHIHOCTHIO, HECTAOMIBHOCTHIO BETETATUBHONW HEPBHOW CHUCTEMBI (HEPETYNSPHBIA MyJbC WU

KPOBSIHOE JIaBJICHUE, TaxuKapaus, auadopes, cepieyHas apUTMUs), HApPYILICHHEM CO3HaHUS.
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Kpowme Toro, moryTt HaOIr0AaThCs MOBBILICHHE KOHIICHTPAIMU KpeaTUH(POCHOKHHAZHI CHIBOPOTKU
KpPOBH, MUOTTIOOMHYpUs (pabOoMUOIN3) U OCTpasi MOYeyHasi HEIOCTATOYHOCTb.
JlmarHoctrueckasi OIICHKA MAIMEHTOB C JaHHBIM CHHIPOMOM 3arpynHeHa. [Ipu mocraHoBKe
JUarHo3a Ba)KHO UAEHTU(UIUPOBATH CIydad, B KOTOPHIX KJIMHUYECKHUE MPOSBICHUS BKIIOYAIOT
CephE3HBIC MEAUITMHCKIE 3a00JeBaHus (HalpuMep, MTHEBMOHHUS, CHCTeMHast MHGEKIUS U JIp.) U
HEJICUCHBIC WIIM HEaIEKBATHO MPOJICYCHHBIE SKCTPATMPAMUIHBIE CUMIITOMBI. J[pyriuMu BaxKHBIMU
OPEINoNIOKeHUssMH  Tipu 1udPepeHnaNibHOl  TUAarHOCTUKE — SBISIOTCS — LEHTpalibHAs
AQHTUXOJIMHEPTUYECKasi TOKCHUYHOCTb, IE€PErpeB OpraHu3Ma, JIeKapCTBEHHas JMXOpaaka u
MepBUYHAS MATOJOTHS [IEHTPAJIbHONW HEPBHOW CUCTEMBI.
B cnyuae pazButus 3HC crnemyer: (1) HeMemJIeHHO OTMEHHUTb HEUPOJIEITUKU W JPYyrUe
mpenapaTsl, HE CYIIECTBEHHBIC JUISI COMYTCTBYIOIICH Tepamuu; (2) MpOBOAUTH WHTCHCHBHOE
CUMITOMAaTUYECKOE JICUCHHWE W MEAMIIMHCKOe HaOo/eHue 3a manueHTtoM; (3) mpoBOAUTH
JIeYeHUE COMYTCTBYIOLIUX MEAMIIMHCKUX COCTOSHUI MPH HaJMYW{ CHEHU(PHUUECKOro JICUSHHUS.
Enunoe mHenue o crnenuduyueckoM (GpapMakoIOrHIecKOM JICYCHHH HECIOXKHBIX cirydaeB 3HC
OTCYTCTBYET.
Ecnmu mocne Boccranosinenuss or 3HC mamueHTy HEOOXOAMM IMPHUEM HEUPOJICNTHKA, CIEAYeT
THIATETbHO HAOMI0JaTh 32 BO30OHOBJIEHHEM TEpANuH, MOCKOJIbKY COOOIIAE€TCS O MOBTOPHBIX

ciyqasx 3HC.

Humepean QT

[TanumepuaoH BBI3BIBaeT HEOOJBINOE yBenMUeHHe KoppurupoBanHoro umHTepBama QT (QTc).
Crnenyet u3beraTb OJJHOBPEMEHHOTO MPUMEHEHUS NAIUIIEPUIOHA U JIEKaPCTBEHHBIX MIPENapaToB,
KOTOpbIE MOTYT NpPHUBOAWUTH K Y/uIMHeHHIO HHTepBajia QTc, Takux Kak aHTHApUTMHUYECKHUE
npenapathl kimacca 1A (xuHHIuH, npokamHamun) wim kiacca III (ammomapon, cotanon),
AHTUTICUXOTHYECKHUE TpernapaTsl (XJI0opIpoMa3uH, THOPUIA3UH), aHTHOUOTUKH (TaTU(IIOKCAIIVH,
Mokcuduiokcarud) u ap. CriemyeT coOmofaTh OCTOPOKHOCTh TMPH NMPUMEHEHHWH IIpernapara
TPEBUKTA y mnanueHToB € CEpACYHBIMM ApUTMHUSIMM B AaHAMHE3€ WIM C BPOXKICHHBIM
yanuHeHueMm unrepsana QT.

HekoTtoprie cocTosiHMs, B 4YacTHOCTM OpaauKapius, THUIOKAJTUEMHs, THIIOMarHUeMHUs,
OJIHOBPEMEHHOE NMPUMEHEHHUE JPYTuX IMpernapaToB, KOTOPble MOTYT MPUBOAUTH K YUIMHEHUIO
untepBasia QTc, a Takke BpoxkIeHHOe ymiuHeHue uHTepBaja QT MOryT mHOBBILIATH PUCK
BO3HHUKHOBEHUS MOJUMOPGHON KETyJOYKOBON TaXWKapAWU TUMA «IHPYIT» W/WIN BHE3AIMHOU
CMEPTHU TpPU OJHOBPEMEHHOM IPUMEHEHHHM C IpenaparaMu, KOTOpble MOTYT MNPUBOAUTH K

yuinHeHnto nateppana QTc.
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Bnusnue mnamunepuaona Ha wuHTepBan QT oueHwBanmu B JBOMHOW CJIENOM, AaKTHBHO-
KOHTpOJHpyeMoM (MokcHudIIoKcanuH, pa3oBas m03a 400 M) MHOTOIICHTPOBOM HCCIIEIOBAHUU
MPUMEHEHHUS TEPOPaIHbHOTO MNAJIUNEPUIOHA Y B3POCIBIX MAIlMEHTOB, B 4-X HUCCIIEIOBAHMIX
spdexTuBHOCTM W B OAHOM HccienoBanuu mnpuMmenenus mpenapara KCEIUIMOH nans
MOJAEP>KUBAIOIIEH TEpaAITUH.
B mnepBom wuccrnegoBanuu (n=141) npu npuMEHEHUH 8 MI' MEPOPATHHOIO MaATUIEPUAOHA
HeMeieHHOro BbicBOOOXkeHus (n = 50) nabmoganock yBenumuenue QTcLD (untepBan QT,
KOPPUTHPOBAaHHBIA B COOTBETCTBUU C YACTOTOM CEpJEUHBIX COKpAIICHHH C HCIOJIb30BAHUEM
MOMYJIAIIMOHHO crienn(uaeckoro JMHEHHOTO MeToa) Ha 12,3 mcek B eHb 8 uepe3 1,5 yaca mocie
NpUHATON 103bl. CpenHsisi CTallMOHAapHAsi MTUKOBAsk KOHILIGHTPALK B IJIa3Me MOCie TPUMEHEHUs
8 MI' mepopaIbHOrO MATUIEPHIOHA HeMeAIeHHOro BBICBOOOKACHUS (Cmax = 113 Hr/min) Obina
MPUMEPHO B 2 pasa BhIIIE KOHUEHTpAIMU B Iuia3Mme nociie npueMa npenapara TPEBUKTA B
MaKCHUMaJIbHOU J103€ 525 MT, BBEICHHOU B JIEHTOBUAHYO MBIIIITY (MenuaHa Cmax = 56 Hr/Mi), B
TOM K€ HCCIEAOBAHUMU MPU NMPUMEHEHUU 4 MI' MEPOPAIbHOrO MaJUNEPUAOHAa HEMEJICHHOTO
BBICBOOOXKIeHUS cTannoHapHass Cmax COCTaBIIIA 35 HI/MJI, IPH 3TOM HAOIOIATOCH YBETUYCHUE
QTcLD na 6,8 Mcex B neHb 2 uepe3 1,5 yaca rmocsiae npuHITON 1035I.
B 4-x uccnenoBanusix 3¢ dextuBnocty npemnapara KCEIIJIMOH v y 0gHOTO M3 MAIMEHTOB HE
Habmonanocs m3menenuss QTcLD Gonee yem Ha 60 Mcek, HU y ogHOTrO U3 nanueHToB QTcLD He
npesbiciiia 500 Mcek HM B Kakoe Bpems. B uccinenoBaHuu NMOANEPKUBAIOLIEH Tepanuu HU Y
OJIHOTO M3 MaIMeHTOB He HaOmoaanoch n3meHenus QTcLD 6onee yem Ha 60 Mcek, y 1 manuerTa
QTcLD cocraBuna 507 mcek (koppurupoBanHbIi uHTepBan QT, paccuntanHblii MO (Gopmyse
Bbazerra (QTcB), cocraBui 483 Mcek); y 3TOTO k€ MalMeHTa YacTOTa CEepJICUHbIX COKpaIlleHHH
cocTaBisuia 45 yaapoB B MUHYTY.
B nonrocpounom uccnenosanun npumenenus: npenapata TPEBUKTA nns noanepskuBaroiieit
tepanuu mu3odpenun y 1 nanuenta (< 1 %) 6pu10 orMeHeHo nossieHne QTcLD 6onee yem Ha
60 Mcek B OTpBITYIO (pa3y, HM y OJJTHOTO U3 MAIIMEHTOB He HaOmoaanoch uamMenenus QTcLD Gonee
yeMm Ha 60 mcek nocie npumeHenus npenapatra TPEBUKTA B nBoiinyio cienyio ¢asy, HH Yy

oanoro u3 nanreHToB QTcLD nHe npeBbicuia 480 MCEK HU B KaKOE BpeMs.

Ilo30na3a ouckuneszusn/ Ixkcmpanupamuonvle CUMHIMOMbL

[Ipumenenne npemapaToB, 00JIa1aIOIMINX CBOMCTBAMHU AHTATOHUCTOB T10()aMHUHOBBIX PEIIENTOPOB,
COMPOBOXKAACTCSI PpPAa3BUTUEM TMO3JHEH JAUCKUHE3UH, XapaKTEePU3YIOIIEUCs PUTMUYHBIMH,
HENPOU3BOJIbHBIMU ABM)KEHUSAMU, TJIABHBIM 00pa30M SI3bIKa U/WJIH JTUIEBBIX MBIIIIII.

CuHIIpOM NOTEHIUATBHO HEOOPATUMBIX, HEMPOU3BOJIbHBIX, TUCKUHETUUECKUX ABMYKEHUNH MOKET

Pa3sBUTHCA IPU HNPHUMCHCHUU AHTUIICUXOTHUKOB. HGCMOTpH Ha TO, 4YTO pPacCHpOCTPaHCHHOCTH
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CHUHApPOMA BBIIIE Yy TMOXWIBIX [allUEHTOB, OCOOEHHO TOXKWJIBIX JKEHUIMH, HEBO3MOXHO
IpeJicKa3aTh, y KaKMX UMEHHO IMallMEHTOB CUHIPOM IposBUTCA. HensBecTHO, pasnnyaroTcs
AQHTUIICUXOTHKH IO CIOCOOHOCTH BBI3BIBATH MO3AHIOI0 TUCKHUHE3HIO.
HecMoTpst Ha TO, UTO PUCK pa3BUTHS MO3AHEN AUCKUHE3UU U BEPOSTHOCTH TOTO, YTO OHA CTAHET
HEeoOpaTUMOM, YBEIWYMBAECTCS 1O MEpe YBEIMYEHUS UIMTEIbHOCTU JICUEHUS U CyMMAapHOM
IPUHSITON 03Bl AHTUIICUXOTUKA, CHHIPOM MOXKET Pa3BUTHCS U M1OCIE OTHOCUTEIBHO KOPOTKOIO
nepuoja Je4YEeHNs: HU3KUMHU J103aMU, XOTsI TAKHE CIIy4al HEYacThl.
Tepanus no3gHEN NMCKUHE3UM HEM3BECTHA, HO NMPU OTMEHE aHTUIICUXOTHKA CUHAPOM MOXKET
YaCTUYHO WJIM MOJIHOCTBIO MpeKpaTutbes. [IprMeHeHne aHTUICUXOTHKA caMO M0 cede MOXKET
MOAABUTH (WJIM YaCTUYHO MOJABUThH) MIPU3HAKU U CUMITOMBI CHHIPOMA MO3HEN AUCKUHE3UU U
TakKuM 00pa3oM 3aMacKHpOBATh BBIIMICYNIOMSHYThIE TPOLECCH. BiusHMe MOAaBICHUS
CUMIITOMAaTHKH Ha TOJITOCPOYHOE TEYEHUE CUHAPOMA HEN3BECTHO.
Cnenyer wnaszHauath npenapatr TPEBUKTA takum o00pa3oMm, YTOOBI MHHUMH3HPOBATH
BEPOATHOCTb BO3HUKHOBEHUS IO30HEH AUCKUHE3uu. JinTenbHasl Tepanus aHTUIICUXOTUKaMU
JIOJKHA OBITH OTJIOKEHA Y MAIIMEHTOB C APYTUMH XPOHUYECKUMH 3a00I€BaHUSIMHU, OTBEYAIOLIMH
Ha TpUEM AaHTHUIICUXOTHUKOB. Y TAaIMEHTOB, TPEOYIOIUX UIMTEIHHOTO JI€UEHUs, CIeAyeT
UCIIOJIb30BaTh ~ MUHMMAJIbHBIE  JO3bl INPM  MUHHUMAJIBHOM  JUINTEIBHOCTH  TEPAIHH,
o0ecreynBaroIMe yIOBJICTBOPUTENbHBIA KIMHMYECKU oTBeT. Creayer mNepHoOANYECcKH
OLIEHUBATh HEOOXOAUMOCTb IIPOIOJKEHHUS TEPATTHH.
[Ipu nosiBIEHNH CUMITOMOB MO3HEN TUCKUHE3UH CIIEYET PACCMOTPETh BO3MOKHOCTh OTMEHBI
Bcex HelposenTukoB, Bkitoudas mnpenapatr TPEBUKTA. Cnenyer npuHHMaTh BO BHUMAaHHE
muaTensHoCTh AercTBus npenapara TPEBUKTA. HekotopbiM maieHTaM MOXKET TpeOOoBaThCA

neuenue npenaparoM TPEBUKTA, HecMOTpst HA BOSBHUKHOBEHHUE CUHAPOMA.

IKcmpanupamuonvlie CUMRMOMbL U RCUXOCIMUMYTIAMOPbL
Crenyer cobmoaath 0co0yI0 OCTOPOXKHOCTH IPU COBMECTHOM IPUMEHEHUH IICUXOCTUMYJISITOPOB
(HampuMep, MeTUI(PeHnaTa) ¢ NATUIEPUIOHOM, IIOCKOJIBKY MPH KOPPEKTHUPOBKE J103bI OJTHOTO

WK 000uX MpEenapaToB MOTYT BO3HUKATh SKCTPANMPaMUIHbIE CUMIITOMBI.

Memaboauueckue napywienus

T'unepenuxemus u caxapHuiil ouabem
[lpu nedeHUM aHTUNICMXOTUKAMH HAOMIOAAINCH TUICPIIIUKEMHS M CaxapHbld 1aualeT, B
HEKOTOPBIX CIIyYasX NPUBOMANIMA K KETOAIUI03y, THUIEPOCMOIIIPHOH KOME WU CMEpTH.
BosbIiast 4acTh TakMX CIly4aeB HAOIIOAACh B MOCTPETUCTPAIIMOHHBIX M SMTUICMUOIOTHICCKUX

uccnenoBanusax. Ciydyan rUNEepriaukeMUH U caxapHoro nquadera Obuia 3aperucTpupoBaHbl U MPH
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npumeHenun npenapata TPEBUKTA. VYcraHoBieHHEe B3aMMOCBSI3M MEXKIYy NPUMEHEHUEM
ATUIIUYHBIX AHTUIICUXOTHYCCKUX IPENapaToB U HAPYUICHUCM O6M€Ha TJIFOKO3bI OCJIOKHEHO
NOBBIIIEHHBIM PHUCKOM pa3BUTUSl CaxapHOro jauabera y MAIMEHTOB C MM30(QpeHHerd Hu
pacIpoCTpaHEHHOCTBIO CaxapHOTO auadeTa B OOMICH MOMYJSAIUUA. YUYUTHIBas 3TH (PaKTOpHI,
B3aMMOCBS3b MEXIY NMPUMEHEHUEM aTUIWYHBIX AHTUIICUXOTUYECKUX IMPernapaToB U pa3BUTHEM
NOOOYHBIX JICHCTBUH, CBA3aHHBIX C TUIEPIIIMKEMHUEH, yCTaHOBJIEHAa HE MOJHOCThI0. OgHaKo
PE3YJIbTAThl SNMUACMHUOJIOTUYCCKUX I/ICCJIC,Z[OBaHI/Iﬁ MO3BOJIAIOT MNPCAIOJIOKUTD MOBBIIICHHBIN
PHUCK TTOOOUYHBIX peaklUi, CBSI3aHHBIX C TUIEPTIUKEMUEH, ¥ MalUEeHTOB, MOMyYaONUX JIeUeHUE
ATUMUYHBIMU HEUPOJIENTHKAMHU.

HaLII/IeHTOB C JUAardHo3om ((CaxapHBIﬁ I[I/IaGGT», KOTOPLIC HAYMHAKOT MPUMCHATH ATUIIMYHBIC
AHTHUIICUXOTHKU, HGOGXOI[I/IMO PEryJIsIpHO HOPOBCPATH Ha MNOPCAMCT YXYALICHHUA KOHTPOJIA
KOHIICHTpAIlUU TJIOKO3BL. Y MalMEeHTOB C (aKTopaMu pPHUCKa caxapHOro auadera (OXUpEHHE,
caxapHbli nuabeT B CEMEWHOM aHaMHe3€), KOTOpble HAuYMHAIOT MPUMEHSATh AaTUIIUYHbIC
AHTUIICUXOTHUKH, B HAYAJIC JICUCHUSA U NICPUOANYCCKU BO BPCMS JICUCHU A HGOGXOI[I/IMO MMpOBOAUTH
aHaJIU3 KOHIEHTPAIIMHU TJIFOKO3bI B KPOBU HATOINAK. Y BCEX MAIIMEHTOB HEOOXOIMMO MPOBOAHTH
KJIMHUYECKHI KOHTPOJIb Ha HaJNM4he CUMITOMOB THIIEPTIMKEMUN U CaxapHOro auadera, TaKHX
KaK MOJUIUIICHUS, TTOINYpHsL, monudarusi, cnadocTs. Y MalueHTOB, y KOTOPHIX BO BpeMs JIeUeHUs
ATUIINYHBIMU  AHTUIICUXOTHUKaAMU IIOABUJINCH CUMIITOMBI THUIICPIIIMKCMUH, HCOGXOI[I/IMO
MMPpOBOAWUTL AHAJIMW3 KOHICHTPAIIMKU TJIOKO3bl B KPOBH HATOLIAK. B HCKOTOPLBIX ClIy4dasax
TUINEPIIIMKEMHUs] pa3pelianach IpU OTMEHE aTUIWYHBIX aHTUIICHUXOTHUKOB, OJIHAKO HEKOTOPBIM
nanueHTaM MoTpedoBaIoCh NPOAOHKEHHE NPOTHBOIMAOETUYECKON Tepamuu, HECMOTpsl Ha

OTMCHY aHTUIICUXOTHKA.

Jucaunuoemus
Y DanueHToB, TOJNYYAIONIUX JICYCHHWE AaTHIIMYHBIMH aHTHUIICHXOTHKAMH, HaOJI0IAINCh

HEXCIIATCIIbHBIC JIUITUNIHbBIC U3MCHCHU .

Veenuuenue maccot mena
HpI/I JICYCHHUHN aTUIIMYHBIMH aHTUIICUXOTHKaAMH Ha6m0;[an005 SHAYUTCIBbHOC YBCINMYCHNUC MACCHI

tena. Heo0xo1MMo mpoBOIMTE KOHTPOJIb MAacChl TEJIa MallMeHTOB.

Opmocmamuyeckasa 2unomeH3us u 00MopoK

Ob6nanast akTHUBHOCTBIO alib(ha-aapeHo0I0KaTopa, NATUIIEPUIOH Y HEKOTOPBIX MallUEHTOB MOXKET
BBI3BIBATh OPTOCTATUYECKYIO THIIOTEH3MI0 M OOMOpOK. B  10arocpoyHoM KIMHHYECKOM
UCCJIEIOBAaHUM TOJJIEPKUBAIOLIEH Tepanuu oOMopoku oTMmeudeHbl y < 1 % (1/506) manueHTOB,
nosy4aBiux Jieuenue npenapatom KCEITJIMOH Bo Bpemst OTKpBITON (ha3bl; BO BpeMsl ABOMHOM

cienoii (a3pl He OBLIO OTMEUEHO CIIy4aeB 0OMOpOKa HU B OJHOW W3 rpynm. B monrocpounom
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KJIMHUYECKOM HCCIIEIOBAaHUM TOAJEPKUBAIOIIEH Tepanmuu OpTOCTaTUYECKas TI'MIIOTEH3Hs
ormeueHa y <1 % (1/506) mauuenToB, nomydaBmmx Jieuenue npernaparom KCEIJIMOH u y
<1% (1/379) mamueHToB mocie BBeAeHHUsS pa3oBoil n03bl npemnapara TPEBUKTA Bo Bpewms
OTKPBITON (ha3bl; BO BpeMs IBOWHOMW ciienoil (ha3el HE OBLIIO OTMEUEHO CIIy4aeB apTepHaTbHOU
TUIIOTEH3UH HU B OJIHOM U3 Ipymil.
Cnenyer ¢ ocropokHOCTbIO NpuMeHATh npenapaT TPEBUKTA y mnanueHTOB ¢ cepaeuyHo-
COCYIUCTBIMH 3a00JIeBaHUSMHU (HAIPUMEpP, CEPACYHON HEIOCTaTOYHOCTHIO, MH(DAPKTOM WM
UIIEMUEH MHOKap/Aa B aHaMHE3€, HapylIEHHWEM CepJEeYHOW MPOBOAMMOCTH), HapyLIECHUSIMH
MO3rOBOIO KPOBOOOpAIlEHUS] WM COCTOSIHUSAMH, MpPEIpacHojaralolliMi K CHUKEHUIO
apTepUaNbHOTO JIABJICHUsS (HampuMmep, 00e3BOKMBAHKE, YMEHbIIEHHE 00beMa TUPKYIHPYIOLICH
KpPOBH, NMPHUMEHEHHE THIIOTEH3UBHBIX IpErnaparoB). Y NalUEHTOB, CKIOHHBIX K THIIOTCH3HH,

CIICOYy€CT MPOBOANTH Ha6J'IIOI[eHI/Ie 3a OPTOCTAaTUYCCKUMHU Q)HSHOHOFI/I‘ICCKI/IMI/I IIoKa3aTcIsiMu.

Jleitkonenus, neiimponenus, azpanyioyumos

B xnmHMYECKMX HCCIENOBAaHUSAX M B XOJ€ MOCTPErHMCTPALMOHHOIO NPUMEHEHMS] OTMEYalINCh
Clly4au JIEHKONEHUH U HEUTPONIEHUH NTPU IPUMEHEHUHN aHTUIICUXOTUYECKUX CPENICTB, B T. Y. U
npumeHenuu npenapara TPEBUKTA. Takke orMedalicst arpanyJionUTO3.

Bo3MmoskHBIE (akTOpBl pUCKa PA3BUTHUA JEHKONECHUHU/HEHTPONIEHUH BKIIOYAIOT UCXOJHO HU3KOE
YHCII0 OENBIX KPOBSHBIX TEJNel/a0COI0THOE YNCIO HEUTPO(DUIIOB U JICHKOIIEHUIO/HEHTPOIIEHUIO,
BbI3BAaHHYIO IIPUEMOM JIEKAPCTBEHHBIX IIpEMapaToB, B aHaMHe3e. TakUM MalMeHTaM
PEKOMEHAYETCSl 4acTOe MPOBEACHHE IIOJHOIO aHalIW3a KPOBU B TEUYCHHE IEPBBIX MECALEB
Tepanuu; npekpamenne nedeHus npenapatroM TPEBUKTA momkHO OBITH paccMOTpPEHO TPH
NEPBOM KJIIMHUYECKU 3HAYMMOM YMEHBILIEHUN KOJIMYECTBA JEHKOLUTOB PU OTCYTCTBUU IPYIHX
BO3MOXHBIX INpuyuH. [lanyeHTam ¢ KIMHUYECKH 3HAYMMOW HEUTPONECHUEH PEKOMEHAYETCs
HaOJII0AaThCs HA IPEMET MOBBILICHUS TEMIIEPaTypbl WIM BOSHUKHOBEHHSI CHMIITOMOB HH(EKINH
Y HAYMHATh JICYCHUE HEMEIJICHHO ITPA BOZHUKHOBEHUH TAKUX CUMITOMOB. [IallneHTEI ¢ TsbKenon
dopmoit HeliTponenun (abcomoTHOE KoNMYecTBO Heitrpoduaos menee 1 x 10°/ 1) momKHbI
npekpartuth npuMmeHenue npenapata TPEBUKTA 1o tex nop, moka KOJIN4ecTBO JEUKOLUTOB HE
HOPMAaJIU3yEeTCA.

Crnenyer npuHMMaTh BO BHUMaHUE JUIUTEILHOCTD neicTBus npenapata TPEBUKTA.

T'unepnponakmunemusn

[TamunepuoH, Kak W Jpyrue JIEKapCTBEHHBIC IIPENAparhl, SBIIIOLIIUECS aHTarOHUCTAMU
noaMuHOBBIX D2 perientopos, NPUBOAUT K MOBBIIIEHUIO KOHLEHTPAIMM IPOJIAKTHHA, KOTOPOE
COXPaHseTCA IPU JUIMTEIbHOM IIPUMEHEHUH IIpenapata. [[oBbIeHre KOHIIEHTpaluy POJIaKTHHA

IpY NPUMEHEHUHU MaJUIEPHIOHAa OMU3KO K TaKOBOMY IPH NPHUMEHEHHHM PHUCIEPUIIOHA, IMPH
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MPUMEHEHUH KOTOPOTo OTMedaeTcsi Oojiee BhICOKask KOHIEHTPALUs IPOJIaKTHHA 110 CPAaBHEHHUIO C
JIPYTHEMH aHTUTICUXOTHKAMHU.
He3aBucumMo OT 53THOJIOTHM, THIEPIPOJAKTHHEMHUS MOXKET CIIOCOOCTBOBATH IOAABICHHIO
TUIOTaIaMHYECKOT0 TOHAJAOTPOINH-BBICBOOOKIAIOIIET0 TOPMOHA, YTO MPUBOAUT K CHHXKEHUIO
CeKpelry TUno(u3apHOro TrOHANOTPONMHA. ITO, B CBOI OYepedb, MOXKET CHHUXKATb
PENpPONYKTHBHYIO (YHKIIMIO 32 CUET HApPYUICHHs TOHAJHOTO CTEPOUIOTEHe3a Yy KCHIIUH U
MYXYMAH. Y TAlMEHTOB, MNPUHUMAIOUIMX TpenapaTsl, CIHOCOOCTBYIOIIME TOBBIIICHUIO
KOHIEHTPALUU MPOJAKTHHA, OTMEYAIIUCh FAJIaKTOPEesl, aMEHOPEsl, THHEKOMACTHsI U UMITOTEHIIUSL.
[IpogomkutenbHas TUMEPHPOJAKTUHEMUST TP OJHOBPEMEHHOM THIIOTOHATU3ME MOXKET
MPUBECTH K CHUKEHUIO TUIOTHOCTU KOCTEH y JKEHIIUH U MY>KUIHH.
HccnenoBanus KyJIbTyp TKaHU YKA3bIBAIOT HA TO, YTO MIPUMEPHO B TPETH CIy4aeB PaK MOJOYHOM
JKeJe3bl y UeJoBeKa SIBISIeTCS MPOJIAKTUH-3aBUCUMBIM 7 Vitro, 4TO ABISETCS BaXHBIM (DaKTOpOM
IpU Ha3HAUYEHUU TPErnapaTroB, CHOCOOCTBYIOUIMX IMOBBIIIEHUIO KOHIEHTPAMU MPOJIAKTHHA,
HalMeHTaM ¢ paHee OOHapy)KEHHBIM pakOM MOJIOUHOM kene3bl. B HccienoBaHusix
KaHIIEPOTEHHOCTH PUCIIEPHIOHA, TPOBEICHHBIX HAa MBIIIAX U KpbICax, HA0II0AIOCh MTOBHIIICHNE
YacTOThl HEOIJIa3uu TUMo(uU3a, MOJOYHOU >KeJIe3bl W KJIETOK MaHKPeaTHYeCKOTO OCTPOBKa
(ameHOKapLIMHOMBI MOJIOYHOM KeJe3bl, aIeHOMBI TUNIO(hU3a U MOKETyJ0UHON xene3bl). [Jo cux
[Op B KIMHUYECKHUX M SMHUIAEMHUOJOTMYECKHX HCCIENOBaHMIX He Oblia MPOJeMOHCTPHPOBAHA
npsMasi CBA3b OHKOT'€HE3a C IPUMEHEHUEM aHTHIICUXOTHKOB, TEM HE MEHEE, UMEIOINXCS TaHHBIX
HEJO0CTAaTOYHO JIJIsl TOTO, YTOOBI CJIeNaTh BHIBOJ O HATMYMH UITM OTCYTCTBUH Takoil csizu. Crenyer
co0iroaaTh OCTOPOXKHOCTh NpPU NPUMEHEHUHU MaJUNEepUI0OHa y MAIUEHTOB C BO3MOXHBIMU
MPOJTAKTUH-3aBUCUMBIMH OTTYXOJISIMHU.
B xome poarocpouHoro wuccienoBaHuss npumeHeHus npenapata TPEBUKTA  ma
MOJJICP)KUBAIOLIEH Tepanuu TOBBIIIEHHE KOHILIEHTpAllMM TMPOJaKTUHA BHINIE JHara3oHa
pedepenTHbIX 3HadeHUH (> 13,13 Hr/M y My>X4uH U > 26,72 HI/MII y )KCHIIIUH) OTHOCUTEIIHHO
HCXOJIHOTO YPOBHS B OTKPBITOM (pa3e ObUIO OTMEUEHO C OONBIIECH YaCTOTOM Y MY>KUUH U KEHIIIH,
npunumasinux npenapatr TPEBUKTA no cpaBHenuto ¢ rpynmnoi miane6o (46 % npotus 25 % u
32 % mnpotuB 15 % cooTBeTcTBeHHO). Y OAHON >XeHIMHBI (2,4 %) W3 Tpynmbl npenapara
TPEBUKTA nabmroganace aMeHOpesi, B TO BpeMs Kak B TpyIIe 1uianedo He ObLJI0 OTMEYEHO
MO0OOYHBIX SBJICHHI, TTOTCHIIMAILHO CBSI3aHHBIX C KOHIIEHTpanuen nponaktuaa. Cpenu MyK9uH
00eux rpymnn He HaOII01aI0Ch MOOOYHBIX SBJICHHHA, TOTCHIIUAIBHO CBA3aHHBIX C KOHIIEHTPALIUEH
MpOJIaKTHHA.
Ho nBoitHO¥W cnemoit ¢a3el (B TedeHHE 29-HemeabHON OTKPHITOM (ha3bl OJTOCPOYHOTO
WCCJICIOBAHMS TIOJICPKUBAIOIICH Tepanuu) CpeaHsiss KOHIIEHTPALUs IMPOJIAKTUHA COCTaBHIIA

17,1 ar/mn y myxuus (N =368) u 51,6 ur/mn y xenud (N = 122). Yepe3 12 nenens mnocie
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paszoBoii uabekmu npenapara TPEBUKTA B koHIle oTKpbITOW (Da3bl cpemHsisi KOHIICHTPAIIHS
npoJsiakTuHa coctaBuia 25,8 Hr/ma y myxuuH (N =322) u 70,6 ur/mn y xenumms (N = 107). B
X0JIe OTKPBITOM (a3bl y 27 % skeHIH 1 42 % My 41H HAOII0AATI0Ch TIOBBIIIICHUE KOHIICHTPAIHH
IpOJaKTHHA BbIIIE guana3oHa pedepeHTHHIX 3HAYEHUN OTHOCUTEIBHO HCXOIJHOTO YpPOBHS;
4acTOTa MPOJIAKTUH-3aBUCUMBIX NMOOOYHBIX peakluil Oblaa BBILIE Y KEHIIUH, YeM y MYKYHH
(7,9% u 3,7% coorBercTBeHHo). Hambonee yacteiMu (>3 %) TOTEHIMATBHO TMPOJIAKTHH-
3aBUCHUMBIMU TTOOOYHBIMH PEaKIHUSIMH Y )KCHIIUH Obuti ameHopes (4,7 %) u ranakropes (3,1 %).
Y My»X4HH B OTKPBITYIO (pa3y He HabII0Jan0Ch MOTEHIIMATLHO MPOJIaKTHH-3aBUCUMBIX TOOOUHBIX

peakuuii ¢ yacToTou Baiie 3 %.

Cyoopozu

B nonrocpoyHoM KIMHHYECKOM MCCIIEIOBAHUY MTOAICPKUBAIOIIECH Tepanuy He ObLIO COOOIICHHIHA
0 cyaoporax WIM KOHBYJIbCHSIX. B 0a30BOM KIMHHYECKOM HCCIIEIOBAaHUM Ipenapara
KCEITJIMOH u B 1BOWHOM CJIETIOM IIAIe00-KOHTPOIHUPYEMOM KIMHUYECKOM HCCIICIOBAHUH Y
nanueHToB ¢ muszoppenueit y < 1 % mamuentos (1/1293), monyyaBmmx Tepanuio mpernapaToM
KCEIUIMOH, nabnronanuch KoHBYJIbcHH, U 'Y < 1 % mauuenTos (1/510), nomyuaBmmx mianeoo,
HaOII0ATMCh CYIOPOXKHBIC TPUTIaaKK Tuia grand mal.

Kak u npyrue neitposentuku, npenapatr TPEBUKTA crnenyer ¢ oCTOpOKHOCTbIO TPUMEHSThH Y
NAIMEHTOB, UMEIOIIUX B aHAMHE3€ CYJOpOTM WU JAPYTUE COCTOSHHUA, NMPU KOTOPBIX MOXKET
CHU)KATbCA CYJIOpPOXKHBIM 1opor. CocTOsHUS, NMPU KOTOPBIX MOYKET CHUXKAThCS CYIOPOXKHBIN

MOpOT, MOTYT OBITH O0JIee pacpoCTpaHEHHBIMH Yy MAllMEHTOB B Bo3pacTe 65 JeT u crapiie.

Hucehacua

C MNPUMCHCHUCM AHTHUIICUXOTHKOB OBUIN CBSA3aHBI MUIICBOAHAA NUCKHUHC3UA U aclrpanus. Yy
ManucHTOB C PHCKOM aCHHpaHHOHHOﬁ IMHCBMOHWU CJICAYCT C OCTOPOKHOCTBIO TPHUMCHAIATH

npenapat TPEBUKTA u apyrue aHTUIICUXOTHYECKHUE TTPENapaThI.

Ilpuanusm

WmeroTcst nmaHHBle O CHOCOOHOCTH —NpenapaToB, O00JaNaloONMX —CBOWCTBaMH  alb(a-
aJIpeHOOIOKATOPOB, BBI3BIBATh MpHANKU3M. B KIMHUYECKHUX HCCIEIOBAaHMIX Ipernapara
TPEBUKTA He ObulOo 3aperHCTpUpPOBAHO CIIy4yaeB IpUANKM3Ma, TeM HE MEHEE NpHAIu3M
3apETUCTPUPOBAH B paMKax IOCTPETUCTPALIMOHHOTO KOHTPOJIS MPUMEHEHUs MepopaibHOro
nanunepuaoHa. llpmanmu3m  TSDKEIOH  CTENEeHM MOXKET MOoTpeOoBaTh  XUPYPTrHUECKOTO

BMCIIATCJILCTBA.

Bnuanue na pezynayuro memnepamypuot mena



C.31
C nmpuMEHEHHEM HEHUPOJIEITHKOB CBS3BIBAIOT YXYAIICHHE CITIOCOOHOCTH OpraHWu3Ma CHUKATh
TeMIiepatypy Teia. PeKkoMeHayeTcsi MpOSBISTH OCTOPOXKHOCTH IPU HA3HAYEHUU Mpemnapara
TPEBUKTA mnauuenTtam, KOTOpblE MOTYT TMOJBEPraTbCcsi BO3JAEHCTBUSIM, MOBBIIIAIOIIUM
TeMIlepaTypy Teja, HampuMep, CHIBHOM (HU3MYECKON Harpys3ke, BBICOKOW TeMIepaTrype
OKPYXaIOIIel Cpefbl, BO3ACHUCTBUIO MPENapaToB ¢ aKTUBHOCTHIO M-XOJIMHOJMTHUKOB, a TaKXe

00€3BOKUBAHUIO.

Peakyuu cunepuyecmeumenvHocmu

CooOmraercs 00 oueHb PEIKHUX CIydasx BO3SHHUKHOBEHHS aHA(DUIAKTUYECKUX PEaKIuil B XOJe
noctpeructpanuonHoro npuMenenus npenapara KCEIIVIMOH y mamueHntoB, paHee
NEPEHOCUBIINX MEPOpaTIbHbIE POPMBI MATUIIEPHIOHA WIN PUCTICPUIOHA.

B cnyyae BO3HMKHOBEHHsI peakUUil TUIEPUYBCTBUTEIBHOCTH HEOOXOIUMO TPEKPATUTH
npumenenue npemnapara TPEBUKTA, npuHATh HEOOXOAMMBIC TIOIICPKUBAIONINE KIUMHUYECKUE

MEPBI U ITPOBOJUTH Ha6J'IIOI[eHI/Ie 3a COCTOAHHUEM IMallMCHTa 1O MCUEC3HOBCHUS CUMIITOMOB.

Benosznaa mpomo6oimoéonusn

[Ipy npUMeHEHHHM aHTUIICUXOTHYECKHX IIpenapaToB ObUIM OTMEYEHBI CIIydYad BEHO3HOM
TpoMO03MOonH. [TocKkoIbKY MaMeHTs!, IPUHUMAOIINE AHTUIICUXOTHYECKHE TTpenapaThl, 4acTo
UMEIOT PUCK pa3BUTHs BEHO3HOW TPOMOOIMOONINH, BCE BO3MOXKHBIE (DAKTOPHI PUCKa JOJKHBI
ObITh BBISBIECHBI 7O W BO Bpemsa JsedeHus mnpernaparom TPEBUKTA, u nomxHbl OBITH

IPEANPUHATHI IPEAYIPEKAAIOIINE MEPBI.

bonesnuw Ilapxuncona u demenyus ¢ meavyamu Jlesu

Bpau nmomkeH cOnmocTaBUTh PUCK M MOJIb3y NPUMEHEHHUS HEWPOJIENTUKOB, BKIKOYAs Mpernapar
TPEBUKTA, y nanuentoB ¢ 6one3nbio [lapkuHcoHa ninm neMeHIuei ¢ renpiiamu JIeBn, Tak Kak
y 00erX ATHX KaTeropwii MarMeHTOB MOKET OBITh MOBBIIICH PUCK PAa3BUTHS 3JI0KAYECTBEHHOTO
Heriponentuueckoro cuHapoma (BHC) w®  puck TMOBBIIICHHOW YyBCTBUTEIBHOCTH K
HeliponenTtukaM. [IposiBieHrs] TOBBIIIEHHONW YyBCTBUTEIBHOCTH MOTYT BKJIIOYAaTh CITYTAHHOCTh
CO3HAHMS, TMPUTYIUICHHE OO0JIEBONH YYBCTBHUTEIHHOCTH, HEYCTONYHMBOCTH MO3BI C YaCTBIMHU

MaagCHUAMU, a TAKKEC SKCTpaTUpaMUIHBIC CUMIITOMBI.

Ilpomueopeomnoe deiicmeue

B noxnuHMYeckHX HcCCleOBaHUSAX MNaUIEpHIOHa OOHAPYKEHO MPOTUBOPBOTHOE JACHCTBHUE.
[MosBnenne »sToro s3ddexra y mnamueHTa MOXKET MACKUPOBAaTh NPHU3HAKA U CHMIITOMBI
Nepe03UPOBKU HEKOTOPBIX JIEKAPCTB WM, HAIPUMEP, TAKUE COCTOSIHUS, KaK HEMPOXOJAUMOCTh

KUIIEYHUKa, CHHIAPOM Pelie uiu onyxoJib Mo3ra.
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Beeoenue
[Ipu BHYTPUMBIIIIEYHOM BBEACHHUH CIIETYET MPOSIBIIATH OCTOPOKHOCTH BO M30EKaHUE CITy4aifHOTO

IIOTIa/IaHuUs TIperapara B KPOBEHOCHBIN COCY/.

Humpaonepayuonnwtii cunopom opaonou paoyrcku (MC/[P)

NCJIP nabmrogancs BO BpeMs IPOBEICHUS ONEPAaTUBHOTO BMENIATEILCTBA IO MTOBOAY HATUYHS
KaTapakThl y MAallUEHTOB, MOJIYYAIOIIUX TEPAUI0 aHTATOHUCTAMHU Ol1-aPEHOPELIENTOPOB, TAKUMHU
kak npenapatr TPEBUKTA.

NC/IP yBenuuuBaeT pHUCK BO3HUKHOBEHHUS OCJIOKHEHHWH, CBSI3aHHBIX C OpPraHoOM 3pEHHS,
BO BpeMs U IOCIie MPOBEJECHUSI ONEPAaLMOHHOIO BMeIATeNbCcTBA. Bpau, mpoBoasiiuii Takyio
OTIepalrIo, TOHKEH OBITh 3a0JIarOBPEMEHHO MPOUH(OPMHUPOBAH O TOM, YTO MALUCHT NPUHUMAI
WM TIPUHUMAET B HACTOSIIIIEE BpEeMs Mpernaparsl, 00JaJaroliue aKkTHBHOCThIO aHTarOHUCTOB 0L~
aapeHopenenTopoB. [loTeHumanpHas 1MOJb3a OTMEHBl TEpaluyd  AHTArOHUCTAMU  Ol1-
aJIpeHOpPELENTOPOB Tepe]] ONepaTUBHBIM BMEIIATEILCTBOM HE YCTaHOBJIEHA, M JOJDKHA
OLICHMBATBCSI C YYETOM pHUCKOB, CBSI3aHHBIX C OTMEHOH TepanuM aHTUIICUXOTHYECKUMU

npernapaTamu.

Iloueunan neoocmamounocmso

KoHueHTpanus najaunepuoHa B IIa3Me IOBBIIIEHA y MAIMEHTOB C HapylleHUeM (QyHKIMH
NoYeK. Y NalMeHTOB C HapyIIeHHEeM (DYHKITMH IOYEK JISTKOW CTENeHH PEKOMEHYETCsI KOPPEKIIHS
no3el. He pexomennyerca npumensats npenapar TPEBUKTA y manveHTOB ¢ HapylleHHEM

(GYHKIMH TOYEK CPEAHEH WIIH TSHKETION CTeneHH (KIIMpeHe KpeaTuHuHa < 50 MI1/MuH)

Ileuenounas neoocmamounocmo
[Tpumenenne npenapara TPEBUKTA y namnuentoB ¢ HapymeHHeM (YHKIMA EYEHU THKEIOH
crenenu (knacc C no mkane Yaiina-ITs10) He uzyuanocs. Cienyer co0mo1aTh OCTOPOKHOCTD MPH

IMPUMCHCHUH MATUIICPUAO0HA Y TAKHUX MAallUCHTOB.

Bunsinne Ha CIIOCOOHOCTD YIIPABJIATH TPAHCIIOPTHBIMHU CPEACTBAMH M MEXaHHU3MaMH

[Ipu npumenennu npenapata TPEBUKTA orMeuanuce COHIMBOCTD, CEAALINS U TOJIOBOKPYKEHHE.
TPEBUKTA moxeT HapymaTh BBITIOJTHEHUE IEHCTBHIA, TPEOYIOIIMX KOHIICHTPAIIUY BHUMAHHS U
OBICTPOTHI ICUXOMOTOPHBIX PEaKIUil, a TaKkKe MOXKET BIMATh Ha 3peHue. [loaTroMy manueHTam
ClIeqyeT PEKOMEHJOBATh HE YMPABIATh TPAHCIOPTHBIMU CPEACTBAMH U  JIBHXKYIIUMUCS

MEXaHU3MaMU, ITI0Ka HE 6YI[GT YCTAaHOBJICHA UX MHAUBUAYAJIbHAA YYBCTBUTCIILHOCTD.

dopMa BbINTYCKa



C.33
CycrieH3us 111 BHyTPUMBIIIEYHOTO BBEACHUS TIPOJIOHTHPOBAHHOTO jeticTus, 175 mr/ 0,875 mur;
263 mr/ 1,315 mux; 350 mr/ 1,75 mom; 525 mr/ 2,625 M.
ITo 0,875, 1,315, 1,75, 2,625 Mn mpenapara B MINPUIEC U3 MUKIONS(HUHOBOTO COMOIMMEpA C
HAKOHEYHHKOM M3 OpoMOyTHMIa M YIUIOTHUTENEM M3 OpoMOyTuna c mokpseitheM Flurotec®,
CHA0>KEHHOM OTpaHMYUTENIEM 0OpaTHOTO XOja MOpIIHs. B KoMIIeKkT npenapara BXOAAT 2 UIJIbI
JUTSI BHYTPUMBIIICYHBIX HHBEKIHA (B IETHTOBHIHYIO M SATOJUYHYIO MBIIIIED). [IpeaBapurensHo
3aMOHEHHBI IIMPHUI] C TpernaparoM W 2 Wbl B IJIACTHKOBOM IMMOJJIOHE, 3aKPBITOM
MOJIMATUIIEHOBOM IJIEHKOM, MOMEIIal0T BMECTe C MHCTPYKIUEH MO NMPUMEHEHHIO B KAPTOHHYIO

nauky. Ha kKapTOHHBIX MayKkax MOXKET OBbITh MPETyCMOTPEH KOHTPOJIb BCKPBITHUSI.

Cpok rogHoctu

2 roxa. He npuMeHATH MO UCTEYEHUU CPOKA TOJHOCTH.

YcaoBusi XxpaHeHust
XpanuTth nipu Temneparype He Boie 30 °C.

XpaHUTb B HENOCTYITHOM JUIS IETEU MECTE.

YcaoBus ornycka

Otnyckaercs Mo penenTy.

NHCTpYKIMHU IO IPUMEHEHUI0 U 00pallleHUI0 ¢ IPenapaTom

3

BBoauts 1 pa3 B 3 mecsiua
MECALA

/]

*% [lepen nHBEKIIMEN SHEPTUYHO BCTPSIXHYTH IIIIPUL] B TEUEHHE HE MEHEE 15 ceKyH[
ok

Toabko A BHYTpUMBbILIEYHOTo BBeleHusi. He nomyckaiorcsi HUKakue [Ipyrue mnyTH
BBe/ICHUSI.

BAKHO

H€O6XO,Z[I/IMO BBOJUTH Hperapar 3a OJHY HMHBCKIHWIO, 3alIPCHICHO ACIUTHL 03y Ha HCECKOJIBKO
uHbekuui. [Ipenapar q0KHBI BBOAUTH METUIIMHCKUE PAOOTHUKH.

[Ipenmapar TPEBUKTA npeaHa3HaueH TOJIBKO ISl BHYTPUMBIIIEYHOTO BBeaeHUs. [Ipemapar
clielyeT BBOJAUTH MEJIJIEHHO B TNTyOOKHE CIIOM MBILIIBI, COOII01as MEPhl IPEIOCTOPOKHOCTH ISt

TOT0, 4TOOBI N30€XKATh MOMaJaHMsI ITperapaTa B KPOBEHOCHBIH COCY.
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IIpenapar cnenyer BBoaAuTh 1 pa3 B 3 Mecsna.
[Tepen mpuMeHeHHEM HEOOXOUMO MOJTHOCTHIO MPOYUTATH HHCTPYKITHUIO.
Cremyer oTOpBaTh 3TUKETKY ¢ HH(pOpMAIMEH OT IIIPHIA U BIOXKUTh €€ B MEIUIIMHCKYIO KapTy
nauventa. llepenq npumenenuem npenapata TPEBUKTA TtpeOyercss 0oJiee goJroe u
HHTEHCHBHOe BCTpsixuBaHue 1o cpapHeHuto ¢ npenapatom KCEITJIMOH. Hlnpui tpedyercs
MHTEHCUBHO BCTPSIXUBaTh, J€p>Ka KOHUUK ILIIIPHUIIA BBEPX, B TEUCHUE He MeHee 15 cekyHqa He
0oJiee yeM 3a S MHHYT /10 BBeJICHUSI.
ToHkocTeHHBIE Oe30omacHble WIJbl  pa3padoTaHbl CHENHATbHO M WHBEKIUIl mpenapara

TPEBUKTA, MO>XHO MCIIOJIE30BaTh TOJbKO BXOASIIHE B KOMILIEKT MIJIbI.

Coaepkumoe ynmakoBKH

MNpep3anosHeHHbIN ToHHOCTEHHbIe
wnpuuy, 6e3onacHble UMbl
Horumk wnpuua PozoBan HaHlonA
PeanHoBbii KOpOTEAaA MITIA
HONNa4yoH
— Honyc Mwospa

3alMTHBIA
Konna4ok
LN Wbl

MNaxet
LA UMb

Hentan vaniona

@ JITHHASA MITa

1

Br160op uriel onpenenseTcss MeCTOM HHBEKIIMA U MacCOM TallieHTa

1. Bb16op urusl

HNubexkunus B ACJbTOBUIHYIO MBIIIITY I/IH'beKIlI/ISI B ATOIUYHYI0O MbILIIY
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Gj ‘
Jlnst marimenTa maccoit menee 90 kr: He3aBucumo oT Macchl maueHTa
Wrja ¢ po30BOM KaHIOJIEH UrJia C )KeJITOU KaHIoJIeH

TR TS

Jlns manueHToB Maccou
90 xr u 60.J1ee:

WTIJIa C JKEJITOU KaHIoIel

OIHHHaA Uria

A

Hemennenno yTunmsupyite HEHCHOJIb30BAaHHYIO WINy B
KOHTEHHEp 111 OCTphIX nmpeameToB. He ocrtaBngiite uriny ajist
MOCJIEAYIOLIETO UCTIOIb30BaHUS.

2. I1oaAroToBKa K MHLEKIIHH

P Y

HWHTEHCHUBHO BCTPSIXUBAWTE mmnpun B Teuenne He Menee 15 cekyn.

Jlep>ka KOHYHK IINPUIIA BBEPX, FHEPTUUYHO BCTPAXHUBANTE IINPUL], pACCIaOUB KUCTh, B TCUCHHUE HE
MeHee 15 ceKyH[ 17 oay4YeHUsl TOMOTEHHON CYCIIEH3HH.

BHUMAHME: nepen npumenennem npenapata TPEBUKTA TtpeOyercsi GoJiee mojiroe u

HHTEHCUBHOE BCTPAXUBaHUe 1o cpaBHeHuto ¢ npenaparomM KCEITJIMOH.
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A

Cpasy mocine BCTpSIXUBaHHUsS HEOOXOIUMO MEPENUTH K cleaytomemMy stany. Eciu 10 nHbeKuu
npouio Oonee 5 MUHYT, TpeOyeTcsi BHOBb MHTECHCUBHO BCTPAXHUBATh HalpaBlIEHHBIA BBEpX

LINPUL B TEYEHHE HE MeHee 15 CeKyH /Ui MOBTOPHOTO MOYYEHUSI CyCIIeH3UH.

OcMoTpuTe CyCIEeH3H 10
[Tocne BeTpsIXMBaHUS IIIPHIIA B TEUYEHUE 15 CEKyHJ OCMOTPHUTE KHIKOCTh Yepe3 OKOIIKO IS
orieHkH mpenapata. CycreH3us JoKHA ObITh OJJHOPOIHOM, MOJIOYHO-0enoro 1sera. CycneH3us

MOKET COIEPKATh MEJIKUE My3bIPbKU BO3TyXa.

-

OTkpoiiTe MaKkeT ¢ UIJI0H U CHUMHTE KOJIAYOK

OTKpoliTe TaKeTHK C UIJIOH, HAllOJIOBUHY OTOPBAB 3a/IHIO0 CTOPOHY ynakoBku. [lonoxure naker
Ha YHUCTYIO [IOBEPXHOCTD.

[Tocne storo, ynepxuBasi IINPUL BEPTUKAIBHO, MMOBEPHUTE, MOTAHUTE Ha ce0S M CHUMUTE

PE3UHOBBIN KOJIMAYOK.
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Bo3bMuTe YNakoBKY ¢ UIJI0M
OtornuTe Ha3aj IUIACTUKOBBIM YeXOJ AJIs LIMNPULA U 3aHIOI0 YacTh YHAKOBKU. 3aT€M KPETKO

COXMHUTC BaH_II/ITHHﬁ KOJIITAYOK HIJIBI YCPE3 €€ YIIAKOBKY, KaK 3TO IIOKAa3aHO HAa PUCYHKC.

IIpukpenure uriay
Jpyroii pykoii, yaep:kuBasi MIIpuI] 3a KOHyC JIt03pa (MeCTO MPUKPEIIICHUSI UTJIbI), IPUKPEITUTE
ero kK 0e30macHOW Wrie, aKKypaTHO IOBEpHYB IINpPHI] MO 4acoBod ctpenke. He cHumaiiTe

YIaKOBKY C UIJIBI 10 T€X MOp, TOKa OHA He OyJeT HaJeKHO 3aKpeIUIeHa Ha IIIPHIIE.

CHUMHTE 3aIUTHBIH KOJIAY0K C UIJIBI
[IpsiMpIM BHKEHHEM CHUMHUTE 3alllUTHBIA KoJMadyok ¢ urisl. He moBopaumBaiTe 3alUTHBIN

KOJIITa4OK, MMOCKOJIbKY 3TO MOKCT 0C1adbuTh (1)I/IKC2H_[I/IIO HWIJIBI Ha TITITPUILIC.
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Yaanurte my3pIpbKH BO31yXa
VY aepxuBasi MIMNpPULl BEPTUKAIBHO, aKKypaTHO MOCTYYUTE MO HEMY AJI TOTO, YTOOBI My3bIPhKU
BO3/lyXa MOJHSUINCH BBEpPX. YJAIUTE BO3JyX, aKKypaTHO Ha)KMMasl Ha MOPIICHb LIIpHIa 0

MNOABJICHUSA KaIlJIM X)KUAKOCTH Ha KOHYUKEC UIJIBI.

3. Habexknus

JenbTOBHIEAS

MBIIINA
Pozopas

KaHHOIIH

Kenras

AroaugHAS =
MBI _—p

Kenras

=T

Beeaure npenapar

MeieHHO BBEIUTE BCE COACPKUMOE IITPHUIIA BHYTPUMBIIIIEYHO, B TIIYOOKHE CIIOH JETHTOBUIHON

WU STOIUYHOM MBITIIEL. He 1omyckaoTess HUKaKue Ipyrue myTH BBeIeHus].

4. IocJie UHBLEKIUA

3adukcupyiite uriay
[Tocne 3aBepIeHNsT HHBEKIMK OOJIBIIUM MaJbIEM UM IIOCKUM MPEIMETOM MPUBEANUTE 3AIIUTY
UTJIBl B pabodee nonoxxenue. MUria cunraercs 3apukcupoBaHHON 1ocie TOro, Kak Bel ycibimuTe

CHICITIOK).
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RIS
2

Hapaexamas yruau3anus

[mpui; 1 HEUCNONb30BAHHBIE WIJIBI HEOOXOIUMO YTHIM3HPOBATh B KOHTEMHEp ISl OCTPBIX

MIPEMETOB.

A

TonkocTeHHble Oe30macHble WIVIBI  pa3pabOTaHbl  CHEIHAIBHO  JUIS
ucnosb3zoBanus ¢ npenaparoM TPEBUKTA. Hewucnosnb3oBaHHBIE HIJIbI
CJICAYCT YTUIN3UPOBATD, UX HUCIIOJIb3OBAHHC B 6yI[yH_I€M HC TOITyCKacTCH.

ITpousBoaure/n
SHuccen @apmanestuka HB

Typuxoytceser 30, beepce, 2340, benbrus

JepskaTe/ib perucTPallMOHHOI0 Y10CTOBEPEHUSs], OPraHN3alNsl, IPUHUMAIOLIAS PeTeH3UH
000 «/Ixxoncon & J[»xoncon», Poccus,

121614, r. Mocksa, yn. Kpsutarckas, a. 17, kopr. 2

KoHnTtakTHbIC TETEhOHBI:

Ten. (495) 755-83-57

®dakc: (495) 755-83-58
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