CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;

1 TabneTKa KeBaTelnbHas COOEPKUT cunaeHaduma nurpara 70,24 Mr, 4To
9KBUBaJIEeHTHO cungeHadumna 50 mr;

gcnomMozame/ibHble 8eu,ecmaed: Kainus MOoIaKpUInH; Boga OUYUIleHHasa Kalus
TUAPOKCHU UM KUCJIOTA COJISHAs; MarHusl cTeapaT KPeMHUS TUOKCUM KOJIJTIOUIHBIN
acnaprtam (E 951) HaTpusa KpocKapMeJljio3a; apoMaTU3aTOP MSATHHIM; JJaKTO3a
MOHoruapart, moBugoH K-30.

JIekapcTBeHHasi GopmMma

TabeTku xKeBaTeJIbHEIE.

OcHOBHBIE (HU3UKO-XUMUYECKHUE CBOMCTBA: Oefble, TPEYTrOJIbHbIE, TBOSIKOBLIITYKIIBIE C
THUCHeHueM «50» ¢ OOIHOM CTOPOHHI.

dapMakoTepaneBTHYECKasi Ipynmna

CpencTBa, IpuMeHsieMbIe ITPU 9peKTunbHou auchyrkuuu. CungmeHadun. Kog ATX
G04B EO03.

®dapMaKOAMHaAMHUKa

MexaHu3m Oetlicmausi. CungeHadus IBIseTCS IIpernapaToM sl ITIepopaIbHOT0
MIPUMEHEeHU S, TpefHa3HaueHHbIM [JI5 JIeYeHUs 3peKTUIbHOU nuchyHkuuu. [1pu
II0JIOBOM BO30Yy2KOEeHUHU ITpenapaT BOCCTaHABIMBAET MIOHUKEHHYIO 3PEKTUIbHYIO
(GYHKIIHIO IyTEM YCUJIEHUS IIPUTOKA KPOBU K IIEHUCY.

®u3nOIOTrUUYEeCKU MeXaH!U3M, YTO ITPUBOOUT K 3PEKINH, BKJII0Uasi BEICBOOOXKIEHHUE
okcuga a3ora (NO) B KaBepHO3HBIX TeJlaX BO BPEMS II0JIOBOTO BO30YKIEHHUS.
OCBOOOOUBIIUMCS OKCUM a30Ta aKTUBUPYET PepMeHT I'yaHUJIaTIIMKIa3a, YTO
CTUMYJIUPYET IOBHIIIIEHNE YPOBHS IIUKJINYECKOT0 r'yaHo3uHMOoHOopochaTa (' M),
4YTO, B CBOIO OUepenb, BEI3LIBAET pacciabieHue Ii1agKol MyCKyIaTyphl KaBEPHO3HBIX
TeJI, CIOCOOCTBYSI IPUTOKY KPOBHU.

CunpeHadu IBISI€TCS MOIIHLIM U CEJIEKTUBHBIM HHTUOUTOpPOM I M®-
crienududeckon pochonuscrepasnl 5 (OP1I-5) B KaBEepHO3HBIX Tenax, rae ®II9-5
oTBedaeT 3a pacnag ul'MO. BnusgHue cungeHaduia Ha 3peKIUI0 UMeeT
nepudepudeckui xapakrep. CunmeHadunl He OKa3blBaeT HEIOCPEOCTBEHHOT O
pelaKCUpPYIOIIero AeCTBUSA Ha U30JIMPOBaHHEIE KaBEPHO3HLIE Tejla YeJI0BeKa, HO



MOIIIHO YCUIUBaeT paccnabnsioiiee geictBue NO Ha 3Ty TKaHb. [Ipu aKTUBaLUU
MeTabonuyeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT IPHU ITOJIOBOM CTUMYJISIIINH,
UHruOupoBaHue cunbaeHadunom OI35 MPUBOAUT K MOBHIIIEHUIO YPOBHS 1T MO B
KaBEPHO3HBIX TejiaX. TakuM 00pa30M, OJid TOTo, YTOOBI cusimeHadusI BhI3bIBasl HYKHBIHN
bapmakonorundeckui apdeKkT, HeoOXOOUMO TOJI0BOE BO30YyKIOEHME.

BausiHue Ha ¢papmakoduHamuKy. UccrnegoBaHus in vitro mokazanu, 4To cungeHadun
SIBJISETCS CeIeKTUBHBIM K PJ13-5, 4TO aKTUBHO y4aCTBYET B IIPOLIECCE IPEKIUU.
Bnusinue cunmeHadwuna Ha ®I19-5 MolllHee, 4YeM Ha APYTHUe U3BECTHBIE
dochogusctepasnl. IToT apdekT B 10 pa3 moinHee, yeM 3PHeKT BO3OEMCTBUSA Ha
®J156, yyacTBYIOIIMH B IpoLeccax GoTonpeBpalieHusa B ceTyaTke. [Ipu npumMeHeHUU
MaKCHMaJIbHLIX PEKOMEHOOBAHHLIX 103 CEIEKTUBHOCTD cungeHadumna B ®I13-5 B 80
pa3 mpeBHiIaeT ero ceneKTuBHOCTh K ®IIE1, 8 700 pa3s Beitlie, yeM B OIIE2, OI13-3,
OIOE4, ®IE7, ®IOES, ®IE9, ®IIE10 u ®IE11. B 4acTHOCTH, CEJIEKTHUBHOCTD
cungeHadumna B ©I13-5 B 4000 pa3 npeBHIIIAeT €ro CeIeKTUBHOCTDL K OI19-3 - HAM®-
crienuduieckor n3opopMul I3, ydaCTBYIOUIUN B PETYIISILNU CEPOEYHON
COKPaTUMOCTH.

(I)apMaKOKHHeTHKa

Abcopbuus. Cunmeradui ObICTPo abcopbupyeTcsi. MakcuManbHas IJIa3MeHHas
KOHILIeHTpauusa gocturaercs B Tedernue 30-120 muHyT (C MeguaHou 60 MUHYT) IIOCJIE
€ero IepopajbHOr0 IpUMeHeHus HaTolnak. CpegHsass OMOOOCTYIIHOCTh IIOCJTIe
IIepopajbHOro npuMeHeHus cocrasisgeT 41% (c guanasoHOM 3HaUYEHUU OT 25 [0
63%). B pekoMmeHmoBaHHOM auarna3oHe 003 (oT 25 mo 100 mr) nmoka3atenu AUC u
MaKCHMaJIbHOU KOHIIEHTPAlluU CUulfgeHadusia nocjie ero nepopaabHOro IpuMeHEeHU T
MOBBIIIAIOTCS IIPOIIOPLIMOHAIBHO [03€E.

[Tpu npuMeHeHUU cuageHadua BO BpeMs IIprueMa IIUIIN CTelleHb abcopOIuu
CHUZKAETCS CO CPeIHUM yIoanHeHreM Tmax mo 60 MUHYT U CpeIHUM CHUXKXEeHHUEeM
Cmax Ha 29%.

PacnpedeneHue. CpegHuii paBHOBECHBIN 00beM pacnpenenenus (Vd) cocrasnsier 105
JINTPOB, YTO CBUAETEIBCTBYET O pPacIpeaeieHuu IIpelapaTta B TKAHAX OpraHu3Ma.
ITocne ogHOKpaATHOTO IIpueMa BHYTPh cuigeHaduna B go3e 100 Mr cpegHss
MaKcHUMaJllbHasi 001Ias IjIa3MeHHass KOHIIeHTpallis cuigeHaduiaa CoCTaBJIsSIeT
npuMepHOo 440 ur/mn (koadpdunuuent Bapuanuu coctaBnsgeT 40%). [ToCKONbKY
CBsi3bIBaHUeE cuipmeHadwuia u ero romaBHOro N-gecmeTusn-MmetabonuTa ¢ OenKaMu
nia3Mel gocturaet 96%, cpenHssa MakKCuMaJlibHasA IJla3MeHHasi KOHIEHTPalu s
cBobogHoro cunmeHaduna gocturaeT 18 ur/mia (38 #Mosb). CTeneHb CBI3LIBAHUS C



OeTKaMu I1JIa3MbI HEe 3aBUCUT OT OOIIMX KOHIIEHTPaUui cunmeHaduia.

Y 300poBBIX TOOPOBOJILIIER, MONMYYaBIINX CUIgeHaduI OOHOKpPATHO B mo3e 100 mr,
yepe3 90 MUHYT B 9aKyJisaTe onpenensanock meHbie 0,0002% (B cpegaeM 188 Hr)
OO3HI.

Memab6oau3m. Metabonu3m cungeHadusa oCcylleCcTBIIseTCs IIaBHEIM 00pa3oM ¢
y4acTheM MHUKpPOCcOMabHBIX U30(pepMeHTOB IeueHr CYP3A4 (0OCHOBHOU ITyTh) U
CYP2C9 (BTOpOCTENEHHBIY ITYTh). [ TaBHBIM HUPKYIUPYIOMINY MeTabomuT o0pa3yeTcs
nyteMm N-gemeTunupoBaHus cungeHaduna. CeleKTUBHOCTh MeTaboIuTa
oTHOCUTENbHO PJI1D-5 cpaBHUMA C CEJIEKTUBHOCTBIO culmeHadusia, a akTUBHOCTD
MeTabosnuTa oTHOCUTENbHO ®PI13-5 cocTaBmnsgeT npuMepHo 50% aKTHBHOCTH MCXOIHOIO
BellecTBa. [Ima3MeHHas KOHIIEHTPALMsa 3TOro MeTabonuTa cocTtaBaseT mpumMmepHo 40%
KOHIIeHTpalluu cungeHadusia B Imj1a3Me KpoBu. N-IeMeTUIUPOBaHHBIN MeTab0oIuT
ToAgBepraeTcs gajibHeNIeMy MeTaboIu3My, a IIepPUO, ero IOJTyBEIBeJeHUSI
COCTaBIsAeT NpuMepHO 4 Jaca.

Buvigederue. O0mu KnupeHc cungeHaduna coctaBnseT 41 j1/4, BEI3EIBAs IIEPUOM €TI0
MIOJIyBBIBEAEHUS MIPOOOIXKUTENIBHOCTEIO 3-5 4acoB. Kak mocie nmpueMa, Tak U ocie
MMPUMEHEHUST 9KCKpellus cuiigeHaduna B Buge MeTab0oJIMTOB OCYIIECTBIISIETCS
ry1aBHBIM 00pa30oM ¢ KanoM (mpumepHo 80% BBeOeHHOM BHYTPD [M03bI) U B MEHbIIEHN
cTeneHu ¢ Mo4you (mpuMmepHo 13% BBemeHHOU MePOPaIbHOMN MO3HI).

dapmMakoKuUHemuKda 8 0C0o0bIX 2pynn nauueHmos.

ITauyueHmul nodicun020 8o3pacma. Y 3MOPOBBLIX HOOPOBOJIBIIEB ITIOXKUIIOTO BO3pacTa
(ctapize 65 meT) oTMedasioCh CHUXKEHNe KIUpeHca cungeHaduiaa, 4To MPUBOOUIIO K
MMOBBIIIIEHUIO IIa3MEHHBIX KOHIIeHTPpalui cuigeHadusia u ero akTUBHOro N-
OeMeTUJINPOBAaHHOTO MeTabonuTa npuMepHo Ha 90% 110 CpaBHEHUIO C
COOTBETCTBYIOIIUMYU KOHIIEHTPAIUSIMHU y 3MOPOBLIX JOOPOBOJIBIIEB MOJIOAOTO BO3pacTa
(18-45 net). B cBsI3U C BO3PAaCTHBIMU PA3TUYUSMU B CBSI3BIBAHUU C O€JIKaMU I1JIa3Mbl
KPOBU COOTBETCTBYIOIIIEE ITOBHIIIIEHME TIJTa3MEHHON KOHIIEHTPAaIlui CBOOOIHOT O
cunpeHaduma coctaBinsiao mpuMepHo 40%.

IToueyHass HeOdocmamoyuHocmb. Y moOPOBOJIbIEB C HapylIeHueM GYHKIIUU ITI0OYEK
JIETKOU U CpenHel cTeneHu (kKnupeHc KpeatuHuHa 30-80 mi/MuH) apMaKOKHHETHKA
cungeHaduia ocTaBajach HEU3MEHHOU IIOCJIEe €0 OOHOKPATHOTO IIpreMa BHYTPD B
mo3e 50 mr. Cpenure AUC u Cmax N-geMeTUIupPoOBaHHOT0 MeTab0IuTa IIOBHIIIAINCh
Ha MakcuMyM 126% u makcumMyM 73% COOTBETCTBEHHO I10 CPaBHEHHUIO C TAKUMU
IMoKa3aTelsIMH y HOOPOBOJIbIIEB TAKOTO K€ Bo3pacTa 0e3 HapyIllleHu QyHKIUHN ITI0YEK.
OnmHakKo M3-3a BRICOKOM WHOWBUAYAJIbHOM BaprabelbHOCTH 3TU PA3IUYUS He ObIIU
CTAaTUCTUYECKU 3HAYMMBIMU. Y MOOPOBOJIBIIEB C TSAXKEIBIMU HaPYIIEHUSIMHU QYyHKITUU
noyek (KnupeHC KpeaTuHUHa HUKe 30 MJI/MUH) KIIUPEHC CUgeHaduIa CHUXKAJCH,



410 npuBoauso K cpegHuM nosuilieHU AUC u Cmax Ha 100% u 88% cOOTBETCTBEHHO
10 CPaBHEHMIO C HOOPOBOIbIIaMU TAaKOTO Ke Bo3pacTa 0e3 HapyluleHud GyHKIIUU
nmouyek. Kpome Toro, 3Hauenue AUC u Cmax N-geMeTunImpoBaHHOTO MeTaboIuTa
3HauuMO IoBbImanuck Ha 200% u 79% COOTBETCTBEHHO.

IleyeHouHas HedocmamoyHoCMb. Y mMOOPOBOJILIIEB C TUPPO30M IT€YEHU JIETKOU U
cpepHel cTeneHu (KnaccoB A u B o knaccudpuranumm Yanng-I1p10) KIupeHc
cunpeHaduma CHUXKAaJcA, 4To npuBoauso K noseiineHno AUC (84%) u Cmax (47%) o
CPaBHEHUIO C COOTBETCTBYIOIIMMHU ITOKa3aTelsIMU ¥ HOOPOBOJIbIIEB TAKOTO XKe
Bo3pacTa 0e3 HapylleHu GyHKINMN nedyeHu. PapMaKOKMHETHUKY cunmeHaduna y
NalUeHTOB C HapyWIeHUAMU (PYHKIINU IIeUeHU TSAXKEeJIOW CTeIeHU He U3y4YallucCh.

IToxa3aHus

IIpenmapaTt KoHerpa [lell0KC peKOMEHOYETCA IIPUMEHITh MyKYNHaM C 3PEKTUJIBHOU
oucyHKITMEW, KoTopasi oImpenessieTcss Kak HeCITOCOOHOCTb HOCTUYDb UIU MOAAepKaTh
SPEKIINIO ITOJIOBOTO YJIeHa, He0OX0OAMMYIO OJIs YCIIEITHOTO IOJI0BOTO aKTa.

s adekTuBHOTrO meicTBUs nmpenapaTta Korerpa [lemi0KC HY2KHO I10JI0BO€E
BO30yKOEHUE.

IIporuBONOKa3aHUA

1. TloBeIIIIEHHAs YyBCTBUTEJILHOCTh K aKTUBHOMY BEILIECTBY UIIH JIIOOOMY U3
BCIIOMOTaTeIbHEIX BeIlleCTB IIpelapara.

2. OgHOBpPEMEHHOE ITPUMEHEHNE C IOHOpPaMH OKCHAa a30Ta (TaKuMHU Kak
aMUJTHUTPUT) UJIM HUTPATaMHU B J1I000¥ (hopMe MPOTUBOIIOKA3aHO, ITIOCKOJILKY
M3BECTHO, YTO CuUImeHadun BIUsIEeT Ha IIyTHu MeTaboIu3mMa OKCHUIa
a30Ta/UUKIINYEeCKOro ryaHo3uHMoHOodocdaTa (uI'M®) u moTeHIUpPyeT
TUIIOTEH3UBHOE JEeNCTBHUE HUTPATOB.

3. OgHOBpPEMEHHOE ITpuMeHeHue NHTuOuTOopoB PI13-5 (B TOM yucie cunmeHadua)
CO CTUMYISATOPAMU I'yaHUIATIIUKIIa3bl, TAKUMU KaK PUOIIUTYaT,
MIPOTHUBONOKa3aHO, ITOCKOJIbKY MOXKET ITPUBECTU K CUMIITOMAaTU4YeCKOUN
TUIIOTEH3uH (CM. pa3gen «B3auMopgelCTBUE C APYTUMU JIEKapCTBEHHBIMU
CpeacTBaMU U OPyTrHhe BUOLI B3aUMOIOEUCTBUMN»).

4. CoCTOsHUS, IIPU KOTOPHIX HE PEKOMEHOYEeTCs II0JI0Basi aKTUBHOCThH (HallpuMep,
TSIZKEJIble CEPAEeYHO-COCYOUCThIE PACCTPOMCTBA, TaKMe KaK HecTabuIbHasa
CTEHOKapOUus WU CeplaevyHasi HeJOCTaTOYHOCTh TSAXKeJIOM CTEIEeHN).

5. IloTeps 3peHUs Ha OOUWH I'jla3 BCIIEOCTBUE HeapTepHUalbHOU mepegHen
HUIIEeMUYECKON HEBPOIIATUU 3PUTEJILHOTO HEPBa HE3aBUCUMO OT TOT'O, CBsI3aHa
9Ta IaTOJIOTUS C IIPEOLIOYIIUM NPpUMeHeHrneM UHruouTopoB ®I13-5 unu HeT.



6. Hanuuyme Takux 3abojieBaHUM, KaK HapyllleHue PyHKIUYU IeYeHU TSAXKEJION
CTeIleHU, apTepuajibHas TUIIOTEeH3us (apTepuanbHoe gaBneHue Huxke 90/50 Mmm
pT. cT.), HemaBHO nepeHeCeHHbIM UHCYIbT UM MH(PApPKT MUOKapha U U3BECTHHIE
HacleOCTBeHHLIE JeTeHepaTUuBHEIE 3a00/ieBaHus CeTYaTKU, TaKue Kak
NUTMEHTHBIU PEeTUHUT (HeOOJIbII0e KOJINUYEeCTBO TaKUX MTAllieHTOB UMEeT
reHeTudyeckue paccrpoicta @13 ceTyaTKM), TOCKOIBKY 6€30M1aCHOCTD
cungeHaduia He UCCIeJ0BaINCh B TAKUX MOATPyNIIax NalueHTOoB.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIbI
B3aMMOOEHUCTBUHA

BausHue Opya2ux snekapcmeeHHblx cpedcme Ha cusadeHadui.

HccaedosaHus in vitro. MeTtabonusM cunmeHadusia MPoOUCXOOUT ITPEUMYIIIECTBEHHO C
ygactueM u30popMbl 3A4 (OCHOBHOU IIyTh) U U30OPMEL 2C9 (BTOPOCTEIIEHHBIN Iy Th)
nutoxpoma P450 (CYP). [TosToMy HHTUOUTOPH 3TUX U30(pepMEHTOB MOTYT CHUXKATh
KJIMPEHC cungeHaduia, a UHOYKTOPEL 3TUX N30(DEPMEHTOB MOTYT MOBHIIIIATh KIIUPEHC
cunpgeHaduna.

Hccaedosarus in vivo. ITonynsiimoHHBIN (apMaKOKMHETUUYECKUY aHaIn3 JaHHBIX
KJIMHUYECKUX MCCIJIeHOBaHUU IIPOJEMOHCTPUPOBAJl CHUXKEHNE KIINPeHca cunaeHaduia
P OJHOBPEMEHHOM ITpuMeHeHuu ¢ uHrudbutopamMu CYP3A4 (TaKuMHU KaK
KETOKOHA30JI, 9PUTPOMUIINH, HUMETUONH). XOTs IPU OOHOBPEMEHHOM IIPUMEHEHUU
cunmeHaduna u *HruOUTOPOoB CYP3A4 pocT 4acTOTHI MOOOYHKIX SIBIIEHUN HE
HabJII01aI0Ch, CIeNyeT PacCCMOTPETh BO3MOXKHOCTL IPUMEHEHUS HadaJIbHOM NO3bI
cungeHaduma 25 mr.

OnHOBpeMEeHHOe IIpUMeHeHne NHIubuTopa rmporea3sl BUY, oueHb MOIITHOTO
uHruoutopa P450, B cocTosiHMY paBHOBECHOU KOoHIeHTparuu (500 Mr 1 pa3 B CyTKHU) U
cungeHaduna (pazoasa go3a 100 Mr) mpuBOOMIIO K HOBHIIIeHUI0 Cmax cuigeHaduia
Ha 300% (B 4 pa3a) u nosuilieHUI0 m1a3MmenHou AUC cungenadwuna Ha 1000% (8 11
pa3). Yepes 24 yaca miIa3MeHHBIM YPOBEHDb CUiIgeHadua Bce ellle COCTaBIIsI
npumepHOo 200 HI/MII IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEPHBIM OJIs
IpUMEeHEeHUS CuigeHaduia OTOAEIbHO, YTO COTJIaCyeTCsa CO 3HAaUUTEJIbHBIM BIIUSIHUEM
pUTOHABUPAa Ha IIMPOKHUM crieKTp cyocTtpaTtoB P450. CungeHadun He BIUSET HA
(bapMaKOKMHETHUKY PUTOHABUPA. YUYUTHIBaA 3TN PapMaKOKUHETUYECKUE TaHHbBIE
OOHOBPEMEHHOE IPUMEeHeHNe culgeHaduna u puToHaBUpa He peKOMeHayeTcs (CM.
pa3nenn «OcoOeHHOCTY ITPUMEHEHUSI»); B JIIOOOM CJIydyae MaKCHUMaJllbHas J03a
cunmeHaduiaa Ipu KakKux 00CTOATEJIbCTBaX He OJI2KHA MPEeBHIIIaTh 25 MI' B TEYEeHUE
48 4Jacos.



OmHOBpeEMEHHOe TpuMeHeHre nHrub6uTopa BUY-nipoTea3rl cakBUHaBHUPa, UHTUOUTOpA
CYP3A4, B no3e, obecrieurBaeT paBHOBECHYIO KOHIIeHTpanuio (1200 Mr Tpu pa3a B
cyTKm) u cungeraduna (100 Mr ogHOKpaTHO) IPUBOAUJIIO K HOBHIIIEHUIO Cmax
cunpeHaduna Ha 140% u yBenuueHue cucteMmHou skcnosunmm (AUC) cungeradpuna
Ha 210%. He BrIsiBIEeHO BIUSHUS culgeHaduna Ha papMaKOKMHETUKY CaKBUHaBUPaA
(cm. pazmen «Crrocob mpuMeHeHus 1 Oo3bl»). [IpenmonaraeTcs, 4To 00iee MOIIIHEIE
uHrnoutopsl CYP3A4, Takre KakK KeTOKOHA30JI M UTPAKOHA30J1, OyoyT uMeTh Oojee
BBEIpazkeHHOe BIIUSHUE.

[Tpu npumeHenuu cungeHadpuna (100 Mr ofHOKPaTHO) U 3PUTPOMHUIIMHA, YMEPEHHOTO
unruoutopa CYP3A4, B paBHOBeCHOM cocTossHUH (500 MT ABaXObl B CYTKU B TEYEHUE
5 mHel) HaOII0aar0Ch IMTOBHIIIIEHE CUCTEMHOMN 9KCIO3UIINU culgeHaduna Ha 182%
(AUC). Y 3m0opoBBIX MOOPOBOJIBIIEB MY2KCKOT'0 I10JIa He HaOJII00aioCh BIUSHUS
asutpomunuHa (500 mr B TedueHue 3 cyTok) Ha AUC, Cmax, Tmax, KOHCTaHTy
CKOPOCTH 3IMMHHALIMU U MOCIEAYIOIINN IIePUO II0JIyBEIBEeHU CungeHadunia uiu
€ro OCHOBHOT'O LIMPKYIUpPYyoIilero MmetabonuTa. Llumetuaun (MHTuOUTOP IIUTOXpOMaA
P450 u Hecnienmudpuueckuit uHrnouTOp CYP3A4) B mo3e 800 Mr mpu 0HOBPEMEHHOM
MMPUMEHEHUU C cuiameHaduiaoM B go3e 50 MI y 300POBLIX TOOPOBOJIBIEB ITPUBOIUI K
MIOBBIIIIEHUIO IIa3MEHHON KOHIIeHTpaluu cuigeHaduia Ha 56%.

['peiindpyTOBLIN COK siBNsieTcs ciaabbiM uHruoutTopom CYP3A4 B cTeHKe KUIIEYHUKA U
MOZKET BBI3BAaTh YMEPEHHOE MOBHIIIIEHNE YPOBHEHN CcUJIfeHaduIa B Ij1a3Me KPOBH.

OpmHOKpaTHOE IpUMEHEeHNEe aHTalluaoB (MarHus ruapoKcuna/ TIOMUHUSA THAPOKCUIA)
He BJIMSJIO Ha OMOOOCTYITHOCTD CUJIgeHaduna.

XOTs UCcCegoBaHul CrielupuIeCcKoro B3auMOIOENCTBUS CO BCEMU JTI€eKapPCTBEHHBIMU
CpeacTBaMM He MIPOBOOUIIH, 10 JaHHBIM IIONYIAIXOHHOTO PapMaKOKMHETUUYECKOTO
aHanu3a, papMakKOKMHETHUKA culgeHaduna He MeHsA/IaCh IPU OOHOBPEMEHHOM
NIPUMEHEHUU C JIEKapCTBEHHBIMU CPEACTBAMH, IPUHAAJIEKAIIUMU K I'PYIIIIe
uaruoutopoB CYP2C9 (tonbyramup, Bapdaput, GeHUTONH), TPYIIIEI MHTHOUTOPOB
CYP2D6 (Takux Kak ceJIeKTUBHbIe MHTHOUTOPHEI 00pPaTHOTO 3aXBaTa CEPOTOHUHA,
TPULUKIINYECKHEe aHTUOEPeCCaHThl), TPYIITEI THA3UOHBIX ¥ THA3UI0IIOO00HBIX
OUYPETUKOB, TIETJIEBLIX U KaJuiicOeperarwux JUyPeTUKOB, HHTuOuTOpoB AIT®,
QHTAarOHUCTOB KaJlbliMs, aHTaTOHUCTOB - aAPEHOPELEIITOPOB UM UHOAYKTOPOB
MeTabonu3ama CYP450 (Takux Kak pudpamMnouiiut, 6apOouTypaTsl).

B xope uccriegoBaHUs C y4aCTHEM 3[0POBHIX TOOPOBOJILIIEB-MYKUYHUH OOHOBPEMEHHOE
NpuMeHeHNe aHTaroHUCTa SHAOTeNnnHa OoceHTaH (yMepeHHBIM nHOYKTOpP CYP3A4,
CYP2C9 u, Bo3amoxuo, CYP2C19) B paBHOBECHOM COCTOSSHHUHU (125 MTI ABaKObl B CYyTKH)
U cungeHadwuia B paBHOBECHOM cOCTOsTHUU (80 Mr Tpu pa3a B CyTKM) IIPUBOAMIIO K
cunxenre AUC u Cmax cungerHadusia Ha 62,6% u 55,4% coorBeTcTBeHHO. [ToaTOMy
OOHOBPEMEHHOE IPUMEHEeHNEe TaKUX MOIIHLIX NMHOYKTOPOB CYP3A4, Kak pupaMIuLyH,



MOKEeT IIPUBOOUTE K 00Jiee BHIPaKeHHOMY CHMXKEHHIO KOHIIeHTPAaIluy CuigeHadmia B
I1a3Me KPOBH.

HukopaHoun npencTaBisieT coO00M ruOpua aKTUBaTOPa KalbIIMEeBHIX KAHAJIOB U
HUTpaTa. HUTpaTHLIM KOMIIOHEHT ITpefonpenensieT BO3MOXKHOCTb €0 CEPhe3HOT 0
B3aMMOOENCTBUS C CUJIbJeHadUIoM.

BausiHue cundeHaguaa Ha Opyaue s1ekapcmeeHHble cpedcmaed.

HccnedosaHus in vitro. Cunpenadun - cnabbvii muHruoéutop usodopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 mtoxpoma P450 (MK50> 150 mkmoib). [I0OCKONBKY ITMKOBEIE
IJIa3MeHHble KOHIIEHTPAIIuU cujifeHaduia paBHb IPpUMepPHO 1 MKMOIIb, BIUSHUE
npemnapaTta KoHerpa [lesioKc Ha KJIMPEHC CyOCTPaTOB 3TUX U30(hepMEeHTOB
MaJIOBEPOSITEH.

OTCyTCTBYIOT JaHHBIE O B3aUMOIENCTBUY CUIgeHaduIa U TaKuX HeCcnequPuIeCcKux
UHTUOUTOPOB (pochoauscTepasbl, KaK TEOGUIJIUH U OUITUPUTAMOJII.

Hccaedosarus in vivo. ITOCKOIBKY U3BECTHO, YTO CUIAeHa(dUI BIUSET HA
MeTabo/IM3M OKCHa a30Ta/IIUKINYeCcKoro ryano3naMoHodocdara (1’ M), 651110
YCTaAHOBJIEHO, YTO CUJIAeHa(pu/l MOTEeHIUPYET TUIIOTEH3UBHOE [JEWCTBUE HUTPATOB,
II03TOMY €Tr0 OJHOBPEMEHHOE IPUMEHEHNEe C JOHOPaAaMHU OKCHa a30Ta UM HUTpaTaMu
B n1t000# hopMe MPOTUBOIIOKa3aHO (CM. «IIpOTHUBOIIOKa3aHUS »).

Puouuzyam. [IoKIUHUYECKHE UCCIIefOBaHUA II0Ka3ajlu aqiUuTUBHBIA CUCTEMHBIN

9 peKT CHUKEHUS apTepPUaIbHOIO JaBJIEHUS IIPY OJHOBPEMEHHOM IPUMEHEHUU
uHruoutopoB ®JI13-5 ¢ puonuryaromMm. KinnHn4YecKkre UCCIemoBaHus TOKa3asu, YTO
pUoLMIyaT yCUINBAET TUIIOTEH3UBHOE elcTBUEe MHTuOUTOPOoB PI19-5. YV nmanuueHTOB,
y4aCTBOBABIIUX B UCCJIEIOBAaHUU, HE HaOII0OaIOCh KIMHNYECKOT0 3ddeKTa IIpU
OOHOBPEMEHHOM ITPUMEHEeHUUN UHTuOUuTOpPoB ®I13-5 ¢ puonuryaToM.
[IpoTMBOMOKA3aHO OJHOBPEMEHHOE TPUMEHEeHNe PUOIUTyaTy ¢ uHruoutopamu ®JI3-5
(B ToM umncne cunbgeHadunom) (cMm. Pasgen «I[IpoTuBomoka3aHusa»).

OpmHOBpeMeHHOe IpUMeHeHHe cunneHaduia 1 6JI0KaTOPOB 0-aApPEeHOPEIeITOPOB
MOKET IIPUBECTHU K PAa3BUTUIO0 CUMIITOMAaTU4YE€CKOMN TUIIOTEH3UM Y HEKOTOPHIX
IpenpacnoioOKEeHHBIX MallMeHTOB. TakKas peaKIlusa 4aCcTO BO3HMKAJIa B TeueHue 4
YacoB IMocJie MpuMeHeHus cungeHadusa (cMm. pa3mgen «Crocod npuMeHeHUs U JO3bI»
u «OcobeHHOCTU MPUMeHeHUsI»). B xome 3 uccienoBaHuil crieliurUIecKoro
B3aMMOIEeMCTBUS JIEKaPCTBEHHBIX CPEACTB OJI0KAaTOP X-agApPeHOPEeIenTOPOB
mokca303uH (4 mr u 8 mr) u cungerHadun (25 mr, 50 mr u 100 Mr) npuMeHSITHUCH
OOHOBPEMEHHO MallMeHTaM C MOOpOKaYeCTBEHHON TUIlepIljla3ueli MpeacTaTeIbHOU
XKeJje3bl, CTabuIu3anus COCTOSTHUS KOTOPBIX Obl/Ia JOCTUTHYTA IIPU IIPUMEHEHUN
OOKca303WHa. B aTux momynsiusax HabJoganoch cpeHee OOIMOTHUTEIbHOE CHUXKEHUEe



apTepuasbHOTO OaBJIeHUs B II0JIOXKEHUU jiexka Ha 7/7 MM pT. CT., 9/5 MM pT. cT. u 8/4
MM PT. CT. U CpeJHee CHUXEHVEe apTepUaibHOIO JaBJIeHUs B II0JIOKEHUU CTOs Ha 6/6
MM pPT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT. COOTBETCTBEHHO. [Ipy 0mHOBpEMEHHOM
IpUMeHeHUN cuingeHaduna U JOKCa303MHa y allueHTOB, CTa0uIm3anus COCTOSTHUS
KOTOPHBIX ObIJIa JOCTUTHYTA IPU IPUMEHEHUN OOKCca303MHa, HOrga cooluanu o
Pa3BUTUU CUMITOMATUYECKOM OPTOCTAaTUYECKOM TUIIOTEH3UU. B 9TUX COOOIIEHUSIX
TOBOPHUJIOCH O CIIydasX TOJIOBOKPYKeHUe U MpenoOMOpoYHOe COCTOSSHUE, HO Oe3
CUHKOIIE.

He Habmiomanoch HUKAKUX 3HAUYMMBIX B3aUMOAENUCTBUM IIPU OOHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondyramungy (250 mr) unu Bapdaputa (40 mr),
KoTopsle MeTabonusupywotca CYP2C9.

Cunpmenadun (50 Mr) He MPUBOAMII OBl K YBEJIMYEHUIO BPEMEHU KPOBOTEUEHMUS,
BEI3BAHHOTO IIPUMEHEHNEM alleTUJICAIUIINIOBOM KHUCIOTHI (150 Mmr).

Cunpenadun (50 Mr) He TOTEHLIMUPOBAJI TUIIOTEH3UBHOE AEUCTBUE AJIKOTOJIS Y
3[I0POBBIX MOOPOBOJIBIIEB ITPU CPeIHEM MaKCHUMalIbHOM YPOBHE 3TaHOoJia B KpoBu 80
MT/OJI1.

Y nmaiueHTOB, ITONy4YaBIIUX cuigeHadun, He HaOII0OaI0Ch HUKAKUX Pa3Tuyui
npoduss no604YHbBIX 9QHEKTOB II0 CPAaBHEHUIO C MJ1alle00 IIpHU OMHOBPEMEHHOM
IPUMEHEHUN TaKWX KJIaCCOB TMIIOTEH3UBHBIX JIEKAPCTBEHHEIX CPEACTB, KakK
OUypPeTuKU, 6JI0KaTOPHI B-agpeHopelennTOPoB, UHTUOUTOPH AII®, aHTAarOHUCTH
aHruoTteH3uHa I, aHTUTHUIIEpTEH3UBHEBIE JIEKAaPCTBEHHBIE CPENICTBA
(cocymopacmupsolIrie U eHTPaJbHOTr 0 AeUCTBUA) , 6JI0KaTOPH afpeHepPTruiecKux
HEeWPOHOB, 6JI0KAaTOPHI KalIbIIMEBHEIX KAHAIOB U OJI0KATOPHI X-aIPEHOPEIENITOPOB. B
CIlenaJbHOM HMCCI€OBaHNM B3aMMOOEUCTBUS IPU OOHOBPEMEHHOM IIPUMEHEHUU
cungeHadumna (100 Mr) u amIogunuHa IIallieHTaM C apTepHUabHOU TUIIePTEH3UEHU
HabJ1I01aI0Ch OOMOJTHUTENbHOE CHUXKEHNE CUCTOJIMYECKOT0 apTepHaJIbHOT0 OaBIeHU s
B IIOJIOKEHUM JIeKa Ha 8 MM pT. cT. CHUKEHUEe OUaCTOINYeCKOT0 apTepHUaabHOTO
OaBJIEeHUS COCTaBUJIO 7 MM PT.CT. [1o BenTu4YrHe 9TU JONOJIHUTENbHbIE CHUXKEHUE
apTepuanbHOTO OaBJIeHUs OBIJIM COIOCTAaBUMEI C TEMH, UTO HAOIIOOaNuCh IIpU
MMPUMEHEHUU TOIbKO CulmeHaduiIa y 30OPOBLIX MOOPOBOJIbIEB (CM. Pa3men
«dapMakKoJIOTu4eCKre CBOMCTBa»).

Cunpgenadun B go3e 100 Mr He BIUAI Ha ¢papMaKOKMHETUYECKHUE ITOKa3aTelu
MHTUOUTOPOB nmpoTea3kl BUY, cakBMHaBUpPa U PUTOHABUPA, KOTOPHIE SIBJISIOTCS
cyoctpatamu CYP3A4.

Y 3m0poBHIX TOOPOBOJILIIEB MY2KCKOI'O IT0JIa IPUMEHEHUS cupeHadusa B
paBHOBeCHOM cocTossHUH (80 Mr Tpu pa3a B CyTKH) IPUBOAUIIO K MoBeIIeHNnI0 AUC u
Cmax 6oceHTaH (125 Mr gBaxpabl B cyTKK) Ha 49,8% u 42% COOTBETCTBEHHO.



OCo00EeHHOCTH MPUMEHEeHHUSI

Ilo HayaJsia Tepaluu ciegyeT coopaTb MeOUIIMHCKUY aHaMHe3 MallueHTa U ITPOBECTH
du3ukanbHOEe oO6CcneqoBaHue OJII OUAaTrHOCTUKU 9PEKTUIBHON OUCHYHKIIUU U
OIlpeleleHUsI ee BO3MOXKHBIX TPUYHH.

daxmopbl pucka cepdeuHo-cocyoucmuix 3abosesarull. ITOCKONIBKY ITOJIOBAs
aKTUBHOCTH COTIPOBOXKAAETCS ONpeAesieHHLIM PHUCKOM CO CTOPOHEI Cepflla, IO Hadalia
J11000T0 JIeYeHUsI 3PEeKTUIbHOU AUCGYHKIIUY Bpay MOJIKEH OIeHUTh COCTOSTHUE
CepOedYHO-COCYOUCTOM CUCTEMEI nalmeHTa. CungmeHaduI OKa3bIiBaeT
COCyIOpacCIIupSIIIee OelCTBUE, IPOSABIISAETCS JIETKUM U KPaTKOBPEMEHHBIM
CHUZKEHHEM apTepuaJIbHOIO AaBlieHusa (cM. pa3pen «®apMaKojlorudeckue»). 1o
Ha3Ha4veHus cuiigeHadusa Bpayd OOIXKEH TIAaTEIbHO B3BECUTDH, MOXKET JIM TaKOM
9¢pdeKT HeOIaronpusATHO BIAMATDL Ha MMAllMEeHTOB C ONpeaeIeHHBIMU OCHOBHBIMU
3abo01eBaHUsIMU, 0OCOOEHHO B COYETAaHUHU C ITOJIOBOM aKTUBHOCTHIO. K mmarnmeHTam c
MMOBBIIIIEHHOM YYBCTBUTENIBHOCTHIO K Ba30AMIaTaTOPaM OTHOCSTCS HallueHTHI C
0OCTpPYKIIMEN BLIBOMHOTO TPaKTa JIEBOTO XKeJyaouka (HalrpuMep, CTEHO3 aOPTHI,
runeprpoduruyeckasi OOCTPYKTHUBHASA KapAUOMUOIIATHSI) U MTAllUEeHTHl C PEOKUM
CUHAPOMOM MYJIbTUCUCTEMHOMN aTPOPUU, OOHUM U3 IIPOSABIEHUU KOTOPOU SIBISAETCS
TSI2KeJloe HapyIllleHue Perysilui apTepuaabHOTO JaBJI€HUS CO CTOPOHLI BETeTaTUuBHOMU
HEPBHOU CHUCTEMHI.

KoHnerpa [lesokc NOTEeHIUPYEeT TUIIOTEH3UBHOE JeiCTBUE HUTPATOB (CM. pa3men
«[IpoTuBOIOKa3aHUI»).

B mocTMapKeTUHTOBLIM MEPHUOM COO0IIany O TSIXKeJIbIX ITOO0YHBIX PeakKlusIx Co
CTOPOHBI CEPMIEYHO-COCYANCTON CUCTEMBI, BKJII0oYasi MHPapKT MHUOKapAaa,
HecTaOuJIbHOM CTEHOKapauel, BHE3aIllHYI0 CEPAeYHYI0 CMEPTh, KEeNyoo4YKoBas
apUTMHUS, 11epeOdpPoBaCKYIISIPHLIE KPOBOUIIUSIHUS, TPAH3UTOPHAS HUIIleMuYecKas
aTaka, apTepHaibHOM TUIepTeH3Ueld U apTepruaJlbHOU ITUIIOTEH3UM, KOTOPHIE 110
BpPEMEHU COBIIafiajid C IpUMeHeHueM IpenapaTta KoHerpa gentokc. Y O0JbIIMHCTBA
NanUueHTOB, HO He Y BCeX, CyIlleCTBOBaJIX (paKTOPHI PHUCKa CEPAEYHO-COCYOUCTHIX
3abosieBaHnii. MHOTO TaKuX MOOOYHBIX peakKluii HabJII0ganioch BO BpeMs UIIHU Cpa3y
II0CJIe TI0JIOBOTO aKTa U TOJIBKO HECKOJIBKO CJIIYYMJIOCh BCKOPE II0CJie IPUMEHEHUS
npenapaTta Konerpa [lemtokc 6€3 mo10BOM aKTUBHOCTH. [103TOMYy HEBO3MOIKHO
OIIPEIENNUTh, CBI3aH0O Pa3BUTHUE TAaKUX IMOOOYHBIX PeaKIUi HEIIOCPEACTBEHHO C
bakTOpamMu pucka, UM UX pPa3BUTHE O00YCIJIOBJIEHO OPYruMH (haKTOPaMU.

ITpuanusm. CpencTBa O JIe4YeHUSA 3PEKTUIbHON OUCPYHKIUY, B TOM YHUCIIE U
cungeHadun, cieayeT Ha3HadaTh C OCTOPOXKHOCTHIO MallieHTaM C aHaTOMUYEeCKUMU
nedopMaIusIMu IeHruca (TaKUMU KaK aHTYIISIIUsI, KaBepPHO3HEIN (Gudpo3 unu 601e3Hb
[NetipoHM) UM MallMEeHTaM C COCTOSTHUSIMU, KOTOPhLIE CIIOCOOCTBYIOT PA3BUTHUIO



npruanu3Ma (TaKuMHU KaK CEPIIOBUIOHO-KJIETOYHAsA aHeEMUSI, MHOXKECTBEHHAasI MHUeIoMa
WU JIEUKeMUs).

[Tocme BLIXOMa IIpemapaTa Ha PEIHOK COOOIanu O CaydasxX YOJIUHEHHOU 3PEeKIUU U
mpuanui3ma. Ecnu apeknus gnuTcs 6omee 4 4acoB, ITallieHTaM ClieqyeT HeMeOJIeHHO
00paTUTHLCS 3a MEAUIIMHCKOMN ITOMOIIbIO. B cliyyae OoTCyTCTBUS HEMEOJIEHHOTO
JIeYeHUs IPHUAN3M MOXKET IIPUBECTH K IIOBPEXKAEeHHNI0O TKaHel IMeHHuCca U K CTOUKOH
ImoTepe IMOTEeHIINH.

OpHOBpPEMEHHOE IPUMEHEeHNe C IpyruMu uHruourtopamu ®J19-5 unu opyrumu
npenapaTaMu O JIeYeHUSA 3PEKTUIbHOU AUCPYHKIUNU. be30macHOCTh U
9(PEeKTUBHOCTh OOMHOBPEMEHHOT' O IPUMEHEHUS CUIgeHaduiIa C OPYyTrUMUA
uHruoutopamu OJI19-5 unu OpyruMu mpemnapaTamMu Oy JiedeHUs TUIIePTEeH3UHU
JIETOYHOM apTEPUH, CofepKallre CUuiIgeHadus uinu ¢ PYTUMHU IIpellapaTaMu Oiis
JIe4eHUs SPEKTUIbHOU OUCPYHKINU u3lydanu. [l03ToMy NpuMeHeHNe TaKuX
KOMOMHAIIMM He PEKOMEHIyeTCs.

BausHue Ha 3peHue. CIIOHTaHHBIE COOOIIIEHUST 0 BOBHUKHOBEHUH Ne(PEeKTOB 3peHUs
MMOCTYIIaJI aCCOLIMUPOBAHO C IPUMEHEHUEM cUujiieHadpusia u APYyruxX UHTrUOUTOPOB
®I193-5 (cM. pa3men «ITobouHble peakiuu»). O ciaydassx HeapTepHUaIbHOU IIepenHen
HUIIEMUYECKON HEBPOIIATUU 3PUTEJILHOTO HEPBA, SABISIETCS PEOKUM COCTOSHUEM,
IOCTyIaJiu CIIOHTAaHHBIE COOOIIeHNS U co0o0IIan B Ha30pHOM UCCIIeOBaHUU
aCCOIIMMPOBAHO C IPpUMeHeHUeM cuigeHaduna u Apyrux uHruoutopoB ®JI13-5 (cm.
pa3nen «ITobouHble peakiuu»). [1allueHTOB cleayeT MpeaynpeauTh, 4YTO B ClIy4dae
BHE3aITHOT0 HapyIlIeHUs 3peHus IpuMeHeHns npemnapaTta Konerpa [lestokc ciengyeTt
IIPEeKpPaTUTh U HeEMeJIeHHO 00paTUThLCS K Bpauy (cMm. Pasgesn «ITpoTUBOIIOKA3aHUSI»).

OO0HoBspemeHHOoe npuMeHeHue ¢ pumoHasupom. OTHOBPEeMEHHOe IPUMeHeHNe
cunpgeHaduIa ¥ pUTOHABUPA He peKoMeHayeTcs (CM. pa3gen «B3auMomeicTBue C
OPYTUMU JIeKapCTBEHHBIMU CPEOCTBAMU U OPYyTrHUe BUOLI B3aUMOIEHCTBUMN»).

O0HoBpeMeHHOe npuMeHeHue ¢ biaokamopamu a-aopeHopeuenmopos. ITarmeHTamM,
MIPUHUMAIONIUM OJI0KATOPHl (-aAPEHOPELIETITOPOB, IPUMEHSATh CUJIAeHapUII CIenyeT C
OCTOPOKHOCTBIO, ITIOCKOJIBKY TaKasi KOMOMHAIINS MOXKEeT IMPUBECTU K
CUMIITOMAaTHU4YECKOU THIOTEH3UHN Y HEKOTOPHIX MIPEOPacIOIOKEHHBIX TallieHTOB.
CuMnToMaTHu4ecKas TUIIOTEeH3UsI OOBIYHO BO3HUKAET B TeueHHe 4 4aCoB MOCJIe
npuMeHeHus cungeHadusna. C 1enbi0 MUHUMHU3AIIUKU BO3MOXKHOT0 PAa3BUTU A
MMOCTYpPaJIbHOU TMIOTEH3UHU Y MallMeHTOB, IPUHUMAIOIINX OJTOKaTOPHI (-
aZpeHOPeLEeNTOPOB, UX COCTOSSHUE HY?KHO CTaOUIM3UPOBATh C IIOMOIIIbI0 OJI0OKaTOPOB
X-aAPEHOPEIIETITOPOB 0 Havajla IPUMeHeHHUs cungeHaduna. Takxke cleayeTt
paccMoOTpeTh BO3MOXKHOCTh IPUMEHEHNsI HadaJIbHOM 03k 25 Mr (cM. pa3men «Crmocob
NpUMeHeHUus U O03bI»). KpoMe TOro, ciegyeT MpornH(pOpPMUPOBATh ITallieHTOB, KakK
OeNCTBOBATh B ClIydae MOSBJIEHUS CUMIITOMOB OPTOCTAaTU4YECKOM TMIIOTEH3UN.



BausiHue Ha kposomeyueHusi. UccrnemoBaHuss TPOMOOIIMTOB YeJIOBeKa IT0Ka3aIu, YTo in
vitro cungmeHadul IOTEHLIMPYET aHTUArperaluoHHbIM 3Q(PEeKTH HaTPUA
HUTponpyccuna. HeT HUKakKol nHpOpPMali OTHOCUTENbHO 0€30MaCHOCTHU
NpUMEeHeHUs CulgeHaduia naiieHTaMy C HapylIIeHUsIMU CBEPTHIBAHUS KPOBU WU
OCTpOMU I3BeHHOU 00/1e3HbI0. TakuM 00pa3oM, IpruMeHeHre culaeHaduia
HalyeHTaMt 3TOU I'PYHIbEl BO3MOXKHO TOJIBKO IIOCJIEe TIIaTEeIbHOU OLIeHKU
COOTHOIIEHUS O3kl U PUCKA.

ITareHouHas o6oaouka mabaemok cooepaxcum aakmo3sy. I[IpenapaTt Konerpa [lesokc
He clefyeT IPUMEHATh MyKYMHaAM C TaKUMM PEeOKUMU HaCleqCTBEHHBIMU
HapyIIeHUSIMHU, KaK HellepeHOCUMOCTh raJlaKTO3bl, HEOCTAaTOYHOCTH JIaKTa3kl Jlamria
UJTM MalbaOCOPOIMS TIII0KO3BI-TalIaKTO3HI.

ITocne mpuema 100 Mr 3mMOPOBEIMU TOOPOBOIbIIAMY He HaOII0aaI0Ch BIMSTHUAS Ha
MOP(OJIOTHUIO UJIHU MOABUKHOCTE CIEPMaTo30uA0B (cM. Pasgen
«®apMaKOoJIOTUYECKHUE>).

ITomep=s cayxa. BpadyaM crienyeT IOCOBETOBaTh HNallieHTaM IPEeKPaTUTh IPUMEHEHNEe
uHruoutopoB ®I13-5, BKtodas npenapaT KoHerpa [lenioKc, u HeEMeIJIEHHO
00paTUTHLCS 3a MEAUIIMHCKOM ITIOMOIIIBIO B CITyYyae BHE3AITHOTO CHUXKEHUS WU IOTEePU
ciayxa. O0 9TUX SIBJIEHUSX, KOTOPBIE TaKKe MOTYT CONPOBOXKAATHLCS 3BOHOM B yIIax U
TOJIOBOKPY2KeHHeM, CO00IIanu ¢ accolualel BO BpeMeHU C IpUMeHeHueM
uHruoutopoB ®J13-5, BKimouasa cungeHadun. OnpenennTh, 3TU IBIEHUS HAIIPSIMYIO
CBsI3aHbl C IpUMeHeHreM UHTuouTopoB ®I13-5, unu c gpyrumMu pakTopaMu,
HEBO3MOXKHO.

O0HoBpeMeHHOe NpuMeHeHUe C 2unomeH3uBHviMu npenapamamu. Kornerpa [enoKkc
OKa3bIBaeT CUCTEMHYI COCyOOpacCIIupsiollee OelCTBUE U MOXKET B JaJIbHEUIIIEM
CHHUZKATh apTepuajlbHOE OaBjeHNe Y ITallueHTOB, IIPUMEHSIOIINX TUIIOTEH3UBHBIE
JIeKapCTBEHHBIE CPEACTBA. B OTOEIbHOM HCCIeq0BaHNM JIEKaPCTBEHHOT O
B3aMMOJENCTBUS OOHOBPEMEHHOE ITPUMeHeHne aMmnoauiivuHa (5 mr unu 10 Mr) u
cunpeHaduma (100 Mr) rmepopaibHO HabJII0OOaI0Ch CPpeIHEeEe OOTOTHUTEIbHOE
CHHUXKEHHEe CUCTOJIMYECKOrO JaBJIeHHUs Ha 8 MM PT. CT. U JUACTOJIMUYECKOTO - Ha 7 MM
PT. CT.

3aboaesaHus, nepedarwueca noaosvim nymem. Ilpumenerne npenapata Korerpa
Iemtokc He 3amuiaeT oT 3ab00jeBaHU, ITIepefalonIuXCcs IIOJI0BEIM IyTeM. CienyeT
paccMoOTpeTh BO3MOXKHOCTh UHPOPMUPOBAHUS ITAIlUEHTOB O HEOOXOOUMBIX MeP I
3aIIUTH OT 3a00JIeBaHMi, IlepeallIuXCs MOJIOBEIM IIYTEM, BKITI0Uasi BUPYC
HUMMyHOOe(dUIInTa YeIoBeKa.



CroCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM pPadoTe ¢ MexaHHu3MaMH

HccnemoBaHul BIUSHUSA MTpellapaTa Ha CIIOCOOHOCTD yIIPaBISITh TPAHCIOPTHLIMU
cpencTBaMu M paboTaTh C APYTUMU MeXaHU3MaMU He TIPoBOAuInu. [IoCKOIbKY B Xo[e
KJIMHAYECKUX UCCIeOBaHNM IIPUMEHEHU cungeHaduma coobuianm o ciydasax
TOJIOBOKPYKEHUS U HapyIIeHUs CO CTOPOHBI OPraHOB 3pPEeHUSs, Iepen TeM KakK
CaJUTHCS 3a PYJIb TPAHCIOPTHOI'O CPeACTBa UJIU OAPYTUMU MeXaHu3MaMM, HallueHTaM
Heo0X0OUMO BBISICHUTh, KaKOBa UX UHOAWBUAYAIbHAS PeakKlus Ha IpUMeHeHUue
npemnaparta KoHerpa [lemtokc.

IIppuMeHeHHe B MepHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO
ITpennapat KoHerpa [lenoKC He IpegHa3Ha4YeH [JId IIPUMeHEeHUs XKeHIIUuHaM.
Cnoco0 mpuMeHeHHUsI U T03bI

ITpenapam npumMeHsimb nepopasvHo. Ilepen TeM Kak IIPOrJIOTUTh TabOIeTKy
pa3keBaTh.

g adpdexkTuBHOTO OeiicTBUA npenapata KoHerpa [lemoKc Hy>KHO II0JI0BOE
BO30yKOeHUeE.

B3pocavie. Pekomennyemas no3a Koserpa [lentokc cocTaBisgeT 50 MI IpUMEHSATh, B
ciydyae HeoOXOOUMOCTH, IPUMEPHO 3a Yac A0 I0JIOBOM aKTUBHOCTU. B 3aBUCUMOCTH
oT 3(p(PeKTUBHOCTY U MEPEHOCUMOCTH IIpenapaTa A03y MOXKHO yBenuuuTh 0o 100 mr
UJI¥ CHU3UTH 00 25 Mr *. MakcumayibHass peKOMeHOOoBaHHas no3a coctasiseT 100 Mr B
cyTku. [Ipu npumMmeHeHuu npenaparta Korerpa [lertoKc BO BpeMs IIpreMa MUInu
OeuCTBUe IIpellapaTa MOXeT HacTylnaTh II030Hee, 4eM IIPU ero IpuMeHeHUU HaTolllakK.

ITauueHmul nodcua020 s8o3pacma. Heo6xoouMOCTh B KOPPEKIIMY J03k MallueHTaM
IMOKUJIOTO Bo3pacTa (= 65 jeT) OTCyTCTBYyeT.

ITauueHmul ¢ noueyHol HedocmamoyHoCmMbio. [I71s mallMeHTOB C TOYeYHOU
HEeIO0CTAaTOYHOCTHIO JIETKOU M CPeHEN CTEeIleHHU TsaXKecTH (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKOMeHayeMas Jo3a TaKas XKe, KaK yKa3aHO BHIIIe B pa3fgere «B3pocrieie».

[ToCcKONBKY y mallieHTOB C IOYEeYHOU HEJOCTAaTOYHOCTBIO TSIKEJIOU CTEIlIeHU (KJIITUPEHC
KpeaTuHrHa <30 MJI/MUH) KJIMPEHC CUIgeHaduIa CHUXKEH, CIIeAyeT paCCMOTPETh
BO3MOXKHOCTh MPUMEHEHUS [03bl 25 MT *. B 3aBUcuMOCTU OT 3(HEKTUBHOCTU U
IIepPeHOCUMOCTH IIpernapaTa Npu HeoOXOOUMOCTH J03y MOXKHO YBEIUYUTH IIOCTEIIEeHHO
no 50 mr u go 100 mr.



ITayuenmul ¢ neyeHouHoU HedocmamouHocmuvio. [I0CKONBKY y MallueHTOB C
[Ie4YEeHOYHOU HEeJOCTaTOYHOCThHIO (HalpuMep IUPPO30M) KIIUPEHC cUigeHaduna
CHUXKEH, ClleyeT paCCMOTPETh BO3MOXKHOCTh IPUMEHEHUS OO03kl 25 MI' *. B
3aBUCUMOCTH OT 3¢ (HEKTUBHOCTU U IEPEHOCUMOCTHU IIpernapaTa IIpu He0OXOOUMOCTH
003y MOZKHO yBEJIMUUTH ITocTeneHHo 0o 50 mr u go 100 mr.

ITauyuenmul, npumeHsAOUWUe Opy2ue 1eKkapcmaeeHHble cpedcmaea. Eciy naliieHTH
ogHoBpeMeHHO UHruouTopsl CYP3A4 (3a UCKITIOUEeHMEM PUTOHABUPA, IPUMEHEHUE
KOTOPOTO OOHOBPEMEHHO C CUJIbAeHAa(PUIOM HEe PEKOMEHOYEeTCs, CM. Pa3aesIbl
«OcobeHHOCTU TPUMEHEeHUsI» U «B3auMomenCcTBre C OIPYyrUMU JIeKapCTBEHHBIMU
CpencTBaMU U OpyTrUe BUIOBI B3aUMOOEUCTBUN»), CllefyeT paCCMOTPETh BO3MOXKHOCTh
IpUMEHEeHUS HavyaJIbHOU JO3Hl 25 MT *,

C 1esnpbio MUHUMM3AIIUU BO3MOXKHOT0 Pa3BUTHUS IIOCTypPaIbHOU TUIIOTEH3UHU Y
MalMeHTOB, MPUHUMAIONIUX OJI0KATOPHI K-aAPEeHOPEIIENITOPOB, COCTOSTHIE TaKUX
MaleHTOB HYKHO CTaOUIU3UPOBAThH C ITOMOIIbIO0 OJIOKAaTOPOB Q-aIpeHOPEeleIITOPOB A0
Hayajla IpuMeHeHus cungeHaduna. Takxke ciegyeT paCCMOTPETh BO3MOXKHOCTh
MIPUMEeHeHUsI HavaJIbHOM M03kl 25 MT * (cM. pa3nensl «OCOO0eHHOCTH ITPUMEHEHUSSI» U
«B3aumMopericTBUE C APYTUMHU JIEKapCTBEHHBIMM CPEACTBAMU U OPYTHUE BULB
B3aMMOOENCTBUI»).

* - IPUMEHSTh JIeKapPCTBEHHBIE CPEACTBA C JEeMCTBYIOIIUM BeIlleCTBOM cuigeHadun B
COOTBETCTBYIOIlEU JO3UPOBKE.

et
[Ipenapat Konerpa [lentoKC He TOKa3aH K IIpUMeHeHUo ullaM 1o 18 ser.
ITepemo3upoBka

B xome KIMHUYECKUX UCCJIeJOBaHUM C y4acTHUeM JO0OPOBOJIbIEB TPY IIPUMEHEHUN
pa3oBoi go3kl cungeHaduna mo 800 Mr moOoYHbBIE PeaKIuy OBIIN ITOOOOHE! TEM,
KOTOphIe HaOJIIomamuch Ipyu IpUMeHeHUU cungeHaduna B 60ee HU3KUX A03aX, HO
BO3HUKAJY 4allle u ObIn Oosiee TsaxkensiMu. [I[puMeHenre cunmeHaduna B mo3e 200
MT He ITPUBOJNIIO K MOBHIIIEHNI0 3¢ (GEKTUBHOCTU, HO BHI3LIBAJIO POCT KOJIMYECTBa
ClIy4aeB pa3BUTUS MOOOYHBIX pPeaKiuii (TOJIOBHOM 00JIM, MPUIUBOB, TOJIOBOKPYXKEHUE,
OUCIIEIICUY, 3aJI0’KEHHOCTH HOCa, HapyIIeHU CO CTOPOHBI OPTaHOB 3PEHU ).

B cnyyae mepemo3upoBKY IPU HEOOXOOUMOCTHU CIEAYET IPUMEHUTH OOBIYHEBIE
MMOAIePKUBAIOIINE MEPOIIPUITUS. YCKOPEHUEe KIupeHca cungeHadusia mpu
reMopyuaan3e MaJoBePOSITHO BCJIEACTBHE BHICOKOM CTEIIEHU CBSI3BIBAHUS IIperapara C
OenkaMu I1J1Ja3Mbl KPDOBU M OTCYTCTBUS 3JIUMUHAIIUN CUNIAeHaduIa ¢ MOYOH.



ITo6GouHBbIE peaKIuu

Hau6omee yacThiMU ITOOOYHBIMU PeaKIUSIMU, 0 KOTOPHIX COOOMIany B KIMHUYECKUX
HCCJIeOBaHUAX CPeOU NallMeHTOB, MIPUHUMAaBIIUX cuigeHadun, 661U TosToBHAsI 60JIb,
IIPUJIMBEI, JUCIEICHUS, 3aJI0KEeHHOCTDh Hoca, 00JIb B CIIMHE, T'OJIOBOKPYKEHUE,
TOIITHOTA, HapyIIeHHue 3PeHus, [IUaHOIICUs U 3aTyMaHuBaHue 3peHusi. MaGopMalus o
MOOOYHEIX PeakIlMil B paMKaxX IIOCTMapPKEeTUHIOBOT0 HabmoeHust Oblyla coOpaHa B
TedYeHHUe Iepuoa IIPomoIXKUTETbHOCThIO 60see 10 meT. ITOCKONIbKY 3asABUTEITIO
coo0i1tanu He 000 BcexX IMMOOOYHBIX PeaKIUsIX U He BCe MTOO0YHbIE peaKluu ObLIN
BKJIIOUEHHI B 0a3y JaHHBIX 110 0€30MaCHOCTH, YaCTOTa TAaKUX PeaKIui He MOXKeT OBITh
OOCTOBEPHO OIIpefeeHa.

Bce knuHMYECKU 3HaYMMbIe TTOOOYHBIE PeaKIIuy, KOTOPhle HabJIioaanich BO BpeMs
KJIMHUYECKUX MCCIJIeIOBaHUM Yallle, YeM MIPU NPUMEHEHUH IJ1ale00, IpuBeaeHbl HUXKE
B COOTBETCTBMHU C Kilaccudpukammenn «CucremMa-opraH-KjiacC» XU 4aCTOThI: O4e€Hb YacTO
(= 1/10), gacto (= 1/100 - <1/10), HewacTo (= 1000 - <1/100) u pexgko (= 1/10000 -
<1/1000). B nipenenax Kaxao¥ YaCTOTHOM I'PYIIIEI ITIOO0OYHBIE PeaKIIUU ITPUBEIEHEI B
MOpsiAKe YMEHBIIEHUS UX IPOSBIEHUN.

HHpekuuoHHble u uHBa3usHbvle 3ab60/1e8aHUs.
HeuacTo: puHUT.

Co cCmMOpPOHbL UMMYHHOU CcucmemMbl.

HewgacTo: runep4yBCTBUTEIBHOCTb.

Co cmopoHblL HepP8HOU cucmeMbl.

OueHb YacTO: TOJIOBHASA OOJIb.

YacTo: roJI0BOKpyXKEHUE.

HedacTo: COHMMBOCTE, TUIIECTE3UA.

Penko: MHCY/IBT, TPAH3UTOPHAS HIIeMUYecKas: aTaka, CyJIOPOTH *, peliuauBLEI CyaoM *,
CUHKOIIE.

Co cmopoHblI OP2aHO8 3PEHUA.
YacTo HapylIeHue BOCOPUATHUA I[BeTa **, paCCTPOMCTBA 3PEHUs, IOMyTHEHNE 3PEHUS.

HeuacTo paccTpoiicTBa cie30TedeHue ***, 6omnb B rina3ax, porododbus, poTorcus,
TUIEePeMHUs Tia3, TPKOCTh 3PeHUsI, KOHbIOHKTUBUT.



Penko HeapTepHasbHA MIePEOHIS UIIeMHUYecKas HeHpomaTusa 3pUTeIbHOTro HepBa *
OKKJIIO3USI COCYIOB CETUYATKHU * PeTHHAJIbHLIM KPOBOUIJIUSIHUE, apPTEPHUOCKIEPOTHYHA
PETUHOIIATHsI, HAPYIIeHUS CO CTOPOHEI CEeTYaTKH, TJIayKoMa, medeKTHI IO 3PeHUs,
OUIIJIONIHSI, CHUKEeHHEe OCTPOTH 3PEHUST, MUOIIHsI, aCTeHOMUS, TIJIaBaIoII1e
IIOMYTHEHHUS CTEKJIOBUIHOIO TeJjla, HaPYIIIEeHUsI CO CTOPOHBI PaoyKHOU 000JTOYKH,
MHOpPHA3, MOSIBIEHHE CBETSIINXCS KPYTroB BOKPYT UCTOUYHHKA CBeTa (rajio) B moJjie
3pEeHus, OTeK IJjia3, IPUIIYXJIOCTh I'Jla3, HapyIIeHUsI CO CTOPOHHI I'JIa3, TUIIePEeMHUS
KOHBIOHKTHBEI, pa3apaxkKeHue Ijia3, aHoOMaJIbHBIEe OIYIIeHHus B I'Jla3aX, OTEK BeK,
obecliBeYrBaHUE CKJIEPHI.

Co cmopoHbl 0Op2aHo8 cayxad U secmubyaspHO20 annapamada.
HeuacTo: ro10BOKpyKeHu1e, 3BOH B yIIax.

Pepko: rimyxora.

Co cmopoHbl cepoud.

HeuacTo: Taxukapaus, ycujieHHOe cepalebueHue.

Penko: BHe3amHas cepaedyHasi CMepPTh *, ”HQaAPKT MHUOKAP/a, XKeJIyqoYKoBast apUTMU S
*, pubpunnausa npeacepnuii, HectabunbHasi CTEHOKaPOUS.

Co cmopoHbl cocyoos.

YacTo: IIPUIUBL KPOBU K JIUITY, ITPUJIUBHI XKapa.

HeuacTo: runnepTeH3usi, THIIOTeH3HUSI.

Co cmopoHblI pecnupamopHOU cucmembl, 0P2aHO8 2PYOHOU KAemKUu U cpedoCmeHUA.
YacTo: 3a/102KeHHOCTh HOCa.

HeuacTo: HOCOBOE KPOBOTEYEHHE, 3aJI02KEHHOCTD IIPUOATOYHEBIX ITa3yX HOCA.

Pemko: omyIeHne ckKaTus B TOpPJie, OTEK CIN3UCTON 000JI0YKH HOCA, CYXOCTh B HOCY.
Co cmopoHbl 2#ce1yO00YHO-KUWe4YH020 mpakKkmad.

YacTo: TOIIHOTaA, JUCIENCHUs.

HeuacTo: racTpossodareantHas pediokcHass 601e3Hb, pBOoTa, O0IbL B BepPXHEH YacTu
JKHUBOTA, CYXOCTh BO PTY.

Penko: runecTe3usi pOTOBOM MTOJIOCTH.

Co CMOPOHbBI KOXHCU U NOOKOMCHOU MKAHU.



HeuacTo: CchIinb.

Penoko: cuagpoMm CtuBeHca-[I2KOHCOHA *, TOKCHYECKUM 3NuAaePMalIbHbBIA HEKPOIu3 *.
Co cmopoOHbI ONOPHO-08U2dMEAbHO20 ANnapama u coeuHuUme 1bHol MKaHu.
HeuacTo: muanrus, 60/1b B KOHEYHOCTSX.

Co cmopoHbl MoUyesblOesumeibHOU cucmeMbl.

HeuacTo: remaTtypus.

Co cmopoHbl penpodyKmuB8HOU cucmembl U MO/OYHbIX JHCenes.

Penko: KpoBOTEUEHME U3 IIOJIOBOIO YJIeHa, MPUanu3M * reMaToCIepMusi,
MTPOIOIXKUTEJIbHAS IPEKITU.

Obw,ue HapyweHus U peakuuu 8 mecme egedeHusl.

HeuacTo: 6071b B TPy, TOBHIIIIEHHAS YTOMIISIEMOCTh, YYBCTBO XKapa.

Penko: pa3gpaxeHue.

O6caedoeaHue.

HeyacTo: moBHIIIIEHHas 4aCcTOTa CEPOEYHBIX COKPAllleHUN.

* Coo0111ayoch IUIb IPU UCCIIEI0OBAaHUY IIOCJIE BhIXOOa IIpernapaTa Ha PhIHOK.

** Hapy1ieHue BOCIPHUSTHUS 1IBETA: XJIOPOIICUS, XPOMATOIICHS, IIMaHOIICHSI,
ePUTPOIICHSI, KCAHTOIICHS.

*** HapyllleHue clie30TeYeHre: CYXOCTh B I'la3aX, HapylIeHne CIe300TOeJIeHUS U
MTOBHIIIIEHNE CIIe€30TeYEeHUe.

HuxxenpuseneHHbIE ABJIEHUS HaOMOmanuch B <2% IMallueHTOB B X0fie
KOHTPOJINPYEMBIX KIITMHNYECKUX UCCIIeNOBaHMM; MPUYNHHAs B3aUMOCBS3b HE
onpenerneH. CooOIleHre BKIIOYAJIN SIBIEHUS, KOTOPhIe UMEJI BEPOSITHLIN CBSA3b C
IIpUMeHEeHuEeM IIpernapaTa. fABIeHnsI, KOTOPhlie He ObIIM YKa3aHbl, ObIIN JTeTKUMU U
cooO11IeHMsI ObIM OYeHb HETOYHBLIMH, UYTOOBI UMETh 3HaYeHHe.

Obwue. OTek nuiia, GoTOCEHCUOMIN3allis, 10K, acTeHus1, 00JIb, BHEe3aIllHOoe I1aJieHue,
00J1b B XKMBOTE, BHE3AMHOE MOBPEXKOEHHUE.

Co cmopoHbl cepOeyHO-cocyducmotll cucmembl: CTeHOKapaus, AV-01oKaga, MUTPEHB,
MMOCTypajbHas TUMIOTEH3Us, UIIeMUsI MUOKapaa, TPOMO03 COCYy[IOB IOJIOBHOTO MO3ra,
BHe3alHas OCTaHOBKa Cepflla, HapyIlleHus pe3ynbTaToB Ha IKI', KapguoMuonaTus.



Co cmopoHbl 2#Ce1yO00YHO-KUWeYH020 MpaKma: TJIIOCCUT, KOJUT, aucdarusi, raCTpuT,
TaCTPOdHTEPHUT, 330(aruT, CTOMATHUT, HAPYIIIeHUEe Pe3yJIbTaTOB Ie4YeHOYHEIX P00,
peKTalbHOE KPOBOTEUEHUE, THHTUBUT.

Co cmopoHbI cucmembl Kpo8u U AUMGPaAmu4eckou cucmembl: aHeMUS, TEeUKOMIeHUSs.

Paccmpoiicmea memaboau3ma u numaHuA: XKaxpaa, oTeK, mogarpa, HecTabUIbHBIN
nuabeT, TUNeprIukKeMus, nepudeprudecKkue 0TeKH, TUIIEPYPUKEMU S, TUTIOT TUKEMUS,
TUTIepHAaTPUEMUS.

Co cmopoHbl KOCMHO-MblWEYHOU cucmeMbl: apTPUT, apTPO3, PA3PLIB CYXOKHUIIUS,
TEHOCUHOBUT, O0/Ib B KOCTSIX, MUACTEHUSI, CAHOBHUT.

Co cmopoOHblI HEPBHOU cucmeMbl: aTaKCHUsl, HeBparus, HelponaTus, IapeCTe3nu,
TPEMOP,BEPTUTO, Aenpeccusi, 0eCCOHHUIIA, aHOMAJIbHbIE CHOBUOEHU S, CHUXKEHHE
pedeKkcos.

Co cmopoHbl ObixamebHOU cucmembl: aCTMa, OIBIIIKA, JapUHTUT, (DapUHTUT,
CUHYCUT, OPOHXUT, yCUJIEHHOE CIIIOHOOTAEJIEHNe, YCUJIEHNEe Kalllfis.

Co cmopoHbl Kodicu: KpaluBHUIIA, Teprec, 3y, IOTINBOCTh, I3Bbl KOXKU, KOHTAKTHHIHN
OepMaTHUT, 9KCPHOIUaTUBHBINA OEepMaTHUT.

Cneuuguueckue ou,yw,eHusi: BHe3amHOe CHUXKEHUE UJIN MOTeps ciyxa, 00Jib B yIIaX,
KPOBOM3NIUSIHUE B I'/la3, KATapaKTa, CyXOCTh B T'JIa3ax.

Co cmopoHbl ypO2eHUMAIbHOU cucmeMbl: TUCTUT, HUKTYPHUS, IIOBBIIIIEHHAsT YaCTOTa
MOYEHCITyCKaH!M, yBeIUYEeHNe MOJIOYHBIX XKeJjle3, HemepKaHue MOYlM, HapyIIeHue
9SKYJISIIIAYM, OTEK IOJIOBEIX OPTaHOB, aHOPTa3MUS.

Onblm npuMeHeHUs nocJe 8bix00d HA PblHOK. [IOCKOIBKY O TaKHX ITOOOYHBIX
peakIusix cooOInarT JOOPOBOIBHO U COOOIIEHUS MOCTYIIAIOT OT MONYIISITUN
HEeM3BEeCTHOM YMCJIEHHOCTH, He BCerga MOXKHO JOCTOBEPHO OII@HUTh UX YaCTOTY U
YCTAHOBUTDH NPHUYUHHYIO CBSI3b C 9KCIO3UIINEH JIEKAPCTBEHHOTO CPeICTBa. DTH
SIBJIEHUS OBIJTM OTMEYEeHHl KaK 3a UX CePbe3HOCTh, YaCTOTY COOOIIEeHHUSI, OTCYyTCTBHE
YETKOI'0 aJIbTePHATUBHOTO CBSI3H, TAK U Yepe3 KOMOMHAIIUIO 9TUX (PAaKTOPOB.

CepoeuHo-cocyducmbule u uepebposackyasipHole sseHusi. CoobIanoch 0 CEPbe3HBIX
CepHOeYHO-COCYOUCTHIE, 1IepeOpoBaCKyIsIpHbIE U COCYIUCTRIE SIBIIEHUS, BKITIOYas
11epeObpoBacKyIsIpHOM KPOBOTeUYeHUE, Cy0apaxHOUAaIbHOE U BHYTpHUllepeOpaIbHOM
KPOBOTEYEHUE U JIeTOUYHOe KPOBOTEYEHHNE, KOTOPhIe OBIJIM CBSI3aHBI BO BPEMEHMU C
IpuMeHeHueM cungeHaduna. Y O0IbIIMHCTBA ITAIIMEHTOB, HO HE Y BCEX, UMEJIUCH
akTOpH cepaedHoO-coCcyOucToro prucka. Cool11aaochk, YTO MHOTHE U3 3TUX SIBIE€HUU
BO3HUKJIM BO BpeMSs MJIM Cpaly IIOCJIE IT0JI0OBOM aKTUBHOCTU M HECKOJIBKO SBJIEHUM



BO3HUKIIM CPa3y MOCe MpUMeHeHus cuimeHaduiaa 6e3 oI0BoM aKTUBHOCTH. [Ipyrue
SIBJIEHUSI BO3HUKJIU B TE€UEHHE CIIEOVIOIINX YaCOB MJIN THEU ITOCie IPUMEHEeHU s
cunpeHadmia U MOJI0BOM aKTUBHOCTH. HEeBO3MOXKHO YCTAHOBUTH, 3THU SIBJIEHUS
CBsI3aHBI C MPUMEHEeHWeM IIpelapaTa, C IMOJI0BOM aKTUBHOCTBIO, C UMEIOIIINUMUCS
dakTOpaMu pHCKa UM C KOMOMHAITMEH 3TuX (PakKToOpoB, UK C APYTrUMHU (HAaKTOPaAMH.

KposeHocHas u aumgpamuueckas cucmembl: BA300KITIO3UBHUN KPU3KCOB. B
HeOOoIbIlIoOM 3a0J1aroBpeMeHHO IPUOCTAaHOBJIEHHOM HUCCJIeMOBAHUY IIPUMEHEHUS
npemnaparta PeBanuo (cunmeHadui) Ojis IIalMeHTOB C JIETOYHOM apTepHUaIbHO’
THUIIePTEeH3ue, BTOPUYHOM II0 CePHIOBUIHOKIIETOYHOW aHeMUH, ITPU TPUMEHEeHUH!
cungeHaduIa 0 Pa3BUTUN Ba300K/II03UBHUX KPU30B, TPEOYIOIINE TOCIINTAIN3alluH,
coo0mIasy Jaile, 4eM Ipu NpuMeHeHuu 1iamnebo. KnmuHuyeckoe 3HaUYeHHUEe 3TOH
vHGoOpMalMKU OJIs MallMeHTOB, IPUHUMAIOIINX CUIgeHaduI C IeJIbio JIeYeHn s
9PEKTUIbHON OUCGHYHKIIUHU, SIBIISIETCS HEeM3BECTHEIM.

HepsHasa cucmema: TpeBOXKHOCTD, TPAH3UTOPHAas ri1iobanbHass aMHE3US.
Cneuuguueckue owyuw,eHus.

Cayx. Coo0manoch 0 ciay4asiX BHE3allHOTO CHUXKEHUS UJIU ITIOTEPHU CJIyXa, CBSI3aHHbBIE
110 BpeMeHHU C IpUMeHeHueM cuiigeHaduna. B HEKOTOPHIX clydasix coo0Iany o
HaJIM4YUU MEJULIMHCKNX COCTOSTHUY U OPYTruX (PaKTOPOB, KOTOPHEIE MOTJIM ChITPaATh POJIb
B Pa3BUTUU ITOOOYHBIX PeaKIIUM CO CTOPOHHI ciiyxa. Bo MHOTUX cily4yasix nHpopMalus
[0 JajbHeNIIeMy MeOUIIMHCKOMY HaOJIIOJeHUI0 OTCYyTCTByeT. ONIpenenuTh, 3TU
SIBJIEHUS HAIIPSIMYIO CBI3aHbl C IPUMEHEeHUEM cungeHaduna, C UMeIIUMUCS
(dbakTOpaMu pHCKa IIOTEPHU CiIyxa, C KOMOMHAIuel 5TUX (paKTOPOB UIU C OPYTUMU
(bakTOpamMu, HEBO3MOXKHO.

3peHue BpeMeHHas IIOTeps 3peHus, IOKPAaCHeHNe Ia3, XKXKeHHe B I'Ia3ax,
IIOBBIIIIEHNE BHYTPHUTIA3HOTO IaBI€HUSI, OTEK CeTUYATKU, COCYOUCTHIe 3a00IeBaHUsI
ceTYyaTKU UJIU KPOBOTEYEHHE, OTCJIONKA CTEKJIOBUIHOTO TeJia.

Penko coobitanu o coydasix HeapTepualbHOU IepegHel UllleMUYeCKON HeBPOaTUHU
3PUTEJIbHOTO HEPBA, YTO SBJISETCS NPUUYNHOU CHUXKEHUS 3PEeHUs, BKIII04Yas
ITOCTOSIHHYIO TIOTEPI0 3PeHHUsI, KOTOPHIe OLI/TH CBsI3aHLI BO BPEMEHU C IIPUMEHEeHUEeM
uHruoutopoB ®J19-5, BKimoyas cungeHadun. Y MHOTHUX ITAllMEHTOB, HO He Yy BCeX,
UMENINCh aHaTOMUYECKHE UIU COCYAUCTHIE (PaKTOPHI PHUCKa PAa3BUTUSA
HeapTepUalbHOU IIepegHeN UIIeMUYEeCKOU HEBPOIIATUU 3PUTEILHOTO HEPBA, BKIII0Yas
(HO He 00s3aTeIbHO OTPAaHUYMBASCh) CIEeOyIOIINe: HU3K0e COOTHOIIIEHNE AruaMeTpa
9KCKaBalluU U OHCKa 3PpUTENbHOTI0 HepBa (3aCTOMHBIA OUCK 3PUTENBHOTO HEPBA),
Bo3pacT 50 neT, runepTeH3usi, 3a00IeBaHNsI KOPOHAPHLIX apPTEePUM, TUIIEPIUITUAEMU S
U KypeHue. HeBO3MOXKHO ONpenenTb, 3TU IBIE€HUSI HAallPAMYIO CBSI3aHHEI C
mpuMeHeHueM UHTUOUTOpoB OI13-5, UIKU C UMEIOINIUMUCS aHAaTOMUYEeCKUMU UJIN



COCYOUCTHIMHU (paKTOpaMM pHCKA, UM C KOMOMHAIIMEeN 3TUX BceX (GaKTOPOB, UJIH C
OpyruMu paKTOpaMHu.

Omuem o nodo3pesaembix nobouHbvle peakyuu. OTYET O TOA03PEBAEMBIX IT0OO0YHEIE
peaxkiuy Mocjie PerucTpaluy JIeKapCTBEHHOT0 CPEICTBA UMEeeT BaKHOe 3HaYeHHUe.
9TO0 MO3BONSIET TPOBOAUTH HEITPEPLIBHBEIM MOHUTOPUHT COOTHOIIIEHUS TTOIb3HI U
PHCKOB, CBSI3aHHBIX C IPUMEHEHHEeM 3TOr0 mperapaTta. Bpauam cienyer
OTYUTHIBATHCS O JIIOOLIX ITOJI03pEeBaeMble ITOOOYHBIE PeaKITUU B COOTBETCTBUU C
TpeOOBaHUSIMU 3aKOHOOATEILCTRA.

CpokK rogHoctu
3 roga.
YcnoBusi xpanenusi

[Ipemapat He TpebOyeT CcIelnanbHBIX TEMIIEPATYPHLIX YCIIOBUM XpaHEHUS.
XpaHUTH B OPUTUHAJILHOM YIIaKOBKE IJIsI 3alllUTHI OT CBETA.

XpaHUTh B HEOCTYIIHOM [JIsS IeTel MecTe.

VYnakoBka

ITo 1 TabneTke B 61ucTepe, mo 1 671MCcTEPy B KAPTOHHOM KOPOOKe.
Kareropus ornycka

ITo penenry.

IIpousBoouTtennb

I'enedapm CA.

MecTOHax0OXKOeHHe IIPOHU3BOOHUTEJIA H €I'o aapecC MeCTa OCyllIeCTBJICHH S
oesiTeJIbHOCTH

18-11 kM Mapadonoc ABenio, [lannuau Attuka, 15351, I'perus.
N CTOYHHUK UHCTPYKIIUHA

HHCTpyKIUs IeKapCTBEHHOTO CPEeACTBa B3sATa U3 OPUIIMATbHOIO UCTOYHUKA —
['ocymapCTBEHHOTO PeecTpa JIEKaPCTBEHHBIX CPEOCTB YKPAUHHL.
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