CocrTaB

Oeticmsyrwwee seutecmaeo: sildenafil;

1 TabneTKa comepXkuT cungeHaduna nurpara B nepecdere Ha 100% cunmenadun 100
MT;

8cnomozameibHble gew,ecmea: 1akTo3a MOHOTUApAT, MarHusd IJII0OKOHAT; IIyapa
caxapHas; KaJbllus CTeapaT apoMaTu3aTtop «JIumon»; kpacutensb TapTpa3uH (E 102).

JIekapcTBeHHas1 GpopMa

TabneTku.

OcHogHble pu3uko-xumuyeckKue ceolicmaa: TabIeTKU XKeJITOrO IIBeTa UJIU XKeJITO-
KOPUYHEBOI'O IIBeTa C BKpaIlJIEHUSIMU C HaCe4YKOU Ha OOHOU CTOPOHE.

dapMakoTepaneBTHYECKasi IpyIimna

CpepncTBa, IpUMeEHsIEMEBIE 7151 JlIedeHus apeKTunbHou auchynknuu. Kog ATX G04B
EO03.

®dapMaKOOUHaAMHUKa

Mexanu3M geuctBus. CungeHadui - 1eKapCTBEHHOE CPEeACTBO IS IIepOpPalbHOr0
MpUMeHEHU s, IpegHa3HadYeHHbIN 715 JIeUeHUs 3PeKTUIbHOU auchyHKIuu. [1pu
CeKCyaJIbHOM BO30yK[IeHUH ITpelrapaT BOCCTAaHABJIMBAET IMOHUKEHHYIO 9PEeKTUJILHYIO

GYHKIIMIO TyTEeM yCUJIEHUS IIPUTOKA KPOBU K IIEHUCY.

®u3MOIOTUUYEeCKU MeXaH1U3M, YTO IIPUBOOUT K 3PEKIINIO, BKIII0Uasi BEICBOOOXKIEHIE
okcupaa a3ora (NO) B KaBEepHO3HBIX TeJlaX BO BPeMSI CEKCyaJIbHOTO BO30YyKIOEHU .
OcBobopusmieecsi NO akTUBUPYeT GepMEHT I'yaHUJIaTIIUKI/Ia3a, YTO CTUMYJIUPYET
MOBHIIIIEHNE YPOBHS LIUKINYECKOT0 T'yaHO3uHMOHOdochaTa (I’ M®P), 4To, B CBOIO
ouepenb, BEIBEIBAET pacciabieHue riIagKoi MyCKY/IaTypPhl KaBEPHO3HEIX Tel,
CTI0COOCTBYSI MPUTOKY KPOBH.

CunpeHadu ABISI€TCS MOIITHLEIM U CEJIeKTUBHBIM HHTHUOuTOpOM I M®-
crienupuieckoun ¢pochoguactepasnl 5 (OI13-5) B KaBepHO3HBIX Tenax, rae ®I13-5
oTBedaeT 3a pacnan U’ M®. Bnusaue cungeHaduia Ha 9peKIUI0 UMEeT
nepudepudeckui xapakrep. CunmeHadunl He OKa3blBaeT HEIOCPEOCTBEHHOT O
penakCUpyolled JelCTBUSI Ha U30/IUPOBaHHbBIE KaBEPHO3HBIE Tejla YeJiIoBeKa, HO
MOIITHO yCUIuBaeT pacciabmnsomiee nerictrue NO Ha 3Ty TKaHb. [Ipu aKTUBaAIIUU
MeTabonuyeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT IPU CEKCYaIbHON CTUMYISIINY,



UHTHOUpPOBaHUEe cunbaeHadunoM O35 MPUBOOUT K MOBHIIIEHNIO YPOBHSA U M® B
KaBEpPHO3HBIX Tenax. TakuM o6pa3oM, [jisi TOTo, YTOOHI cuingeHadus BeI3Bajl HYKeH
dbapmakonorunueckui apdekT, He0OXO0OUMO CEeKCyalbHOEe BO30yXKIeHUeE.

BnusHue Ha dapMakogouHaMuKy. MicciiemoBaHUS in vitro mokKasald, 4YTO CUIgeHa(uIl

SIBJIIETCS CeJIEKTUBHBIM K ®J[3-5, 4TO aKTMBHO y4aCTBYET B IPOLIECCE SPEKIIUU.
Bnusinue cunmeHaduna Ha ®I19-5 MolllHee, 4YeM Ha APYTHe U3BECTHHIE
dochommacrepasnl. ITOT 3hPeKT B 10 pa3 MmoimiHee, yeM 3(pGhHEKT BO3[EMCTBUSI Ha
®I156, yuyacTBYIOIINY B Iporeccax GoTonpeBpameHusa B ceTdyaTke. [Ipu npuMeHeHUHA
MaKCHMaJIbHEIX PEKOMEHIOBAaHHEIX 103 CeIeKTUBHOCTL cunmeHaduna B ®I3-5 B 80
pa3 mpeBHiIaeT ero ceneKTuBHOCTh K ®PIIE1, B 700 pa3 Beitnie, yeMm B OIIE2, OI13-3,
OIOE4, ®IE7, ®OES, ®IE9, ®IIE10 u ®IE11. B 4acTHOCTH, CEJIEKTHUBHOCTD
cungeHadumna B ®I13-5 B 4000 pa3 mpeBHIIIaeT ero ceJIeKTUBHOCTE K ®I19-3 - TAM®-
cuenuduyeckon ndopopmel OJ13, y4aCcTBYIOIIUYN B PETYIANUN CEPOEYHOU
COKPaTUMOCTH.

dapMaKOKHHETHKA

AGcopbius. Cunmenadun 6b1CcTPo abcopbupyeTcsi. MakcuMasibHas IIIa3MeHHast
KOHIIeHTpalua (max) JIeKapCTBEHHOT O CPeAcTBa mocturaetcs B Tedernue 30-120

MUHYT (C MeguaHou 60 MHUHYT) IOCJIe €ero IepopaJbHOr0 IPUMEHEHHU ST HaTOIIaK.
CpenHsisi 6MOOCTYIIHOCTD IIOCJIE TIEPOPAJIbHOT0 ITpuMeHeHus coctaBnseT 41% (c
ouana3oHOM 3HaueHuu oT 25 0o 63%). B pekoMeHOoOBaHHOM Ouamna3oHe mo3 (0T 25 Oo
100 Mr) mokasaTenu IJIOLaAb ITOA KPUBOU «KOHLeHTpauusa-speMs» (AUC) u
MaKCHMallbHasi KOHIIEHTpallus cuilmeHaduia II0ocjie ero IepopaabHOr0 MPUMEeHEHU
IIOBBIMIAIOTCS MPOIOPLIMOHAJIBHO J03€.

[Tpu npuMeHeHUU cusageHaduIa BO BpeMs ekl CTeIIeHb abCOpOIINU CHUXKAETCS CO
cpenHuM yminHeHueM Tmax go 60 MUHYT U cpegHUM cHUXKeHueM Cmax Ha 29%.

Pacnpepnenenue. CpegHui paBHOBECHEIN 00beM pacipenenenus (Vd) cocrasnsier 105

JI, YTO CBUOETENBCTBYET O PACIIPeOdeIeHuN IIpellapaTa B TKaHAX opraHu3Ma. [locie
OOHOKPATHOTO ITpreMa BHYTpPb cungeHaduna B mo3e 100 mr cpeprsigas Cmax
cungeHaduma cocrtaBasgeT npuMepHO 440 Hr/M (KO3pGUIIMEHT BapHuallid COCTaBIseT
40%). ITockonbKYy CBsI3bIBaHUME culifeHadula 1 ero riaBHoro N-mecMeTun-metaboamuTa
c OenKaMu IIJIa3Mbl KPOBHU focTuraet 96%, cpemusasi Cmax cBOOOOHOTO cuimeHaduia
mocturaetT 18 Hr/mn (38 HMosb). CTeneHb CBSI3LIBAHUS C OeTKaMU MIa3Mbl KPOBU HE
3aBUCHUT OT OOIMX KOHIEHTpAIui cunmeHaduia.

Y 300poBHIX TOOPOBOJILIER, TONMYYABIINX CUIAeHaduI OOHOKPATHO B mo3e 100 mr,
yepe3 90 MUHYT B 9aKyJsaTe onpenensanock meHbie 0,0002% (B cpegueM 188 Hr)
IO3HIL.



MeTabonu3M. MeTtabonusM cunmeHadua OCyIeCTBIISIEeTCS I'JIaBHLIM 00pa3oM C
y4acTueM MHKPOCOMalbHBIX U30(pepmMeHTOB nedyeHu CYP3A4 (OCHOBHOM IIyTh) U

CYP2C9 (BTOpOCTEIEHHBIN NYTh). [ JITaBHBIN HUPKYIUPYIOMINN MeTabomuT o6pal3yeTcs
nyteM N-gemMeTunupoBaHus cungeHadumna. CeneKTUBHOCTh MeTabonuTa mo ®JI135
CpaBHUMa C CEIeKTUBHOCTBIO cunmeHaduna, a akTUBHOCTh MeTtabonuTta no ®J135
coctaBnsgeT npumMepHo 50% akKTUBHOCTH UCXOOHOT'O BellleCTBa. [Ima3sMeHHas
KOHIIeHTpaIlus 3Toro Metabonura coctaBnsieT npuMepHo 40% KOHIIeHTpaluuu
cunmeHaduia B raa3Me KpoBu. N-IeMeTUIMPOBAaHHOTO MeTabOIUT MMOABEPraeTCs
manbHeUnIeMy MeTaboI1M3My, a IepPUO] ero IoJIyBbIBEOeHUsI COCTaBIIsIeT IPUMEPHO 4
4Jaca.

BriBegenue. O0OmIuy KnupeHc cungeHaduna coctaBiusgeT 41 m/4ac, BEI3BIBas IIepuop

€ro MOoIyBBIBEOEHHUS IIPOOOIKUTEILHOCTRIO 3-5 YacoB. Kak mocie nmprueMa, Tak u
ImocJjie MPUMEHEHUT 9KCKpeIust cunmeHaduia B Buae MeTaboIuTOB OCYIIIECTBISIETCS
rJIaBHBIM 00pa3oM ¢ KajnoM (rmpumepHo 80% BBeeHHOM BHYTPh M03bI) U B MEHbIIIEH
cTeneHu ¢ Mo4ou (rmpuMmepHo 13% BBemeHHOU MepPOpPaIbHON MO3HI).

dapmakokKuHemuka 8 ocobbvix 2pynn nay,ueHmos.

[TarveHTHI IOKUIIOTO BO3pacTa. Y 3MOPOBHIX NOOPOBOJILIIEB MOXKUIIOTO BO3pacTa
(ctapizze 65 51eT) 0oTMedYasioCh CHUXKEHNe KIUpeHca CungeHaduia, 4To IPUBOOUIIO K
MOBHIIIEHUIO ITJITa3MEHHBIX KOHIIEHTPpalul cuigeHaduia u ero akTuBHOTO N-

OeMeTHUJINPOBAaHHOT0 MeTabonuTa mpuMepHo Ha 90% I10 cpaBHEHUIO C
COOTBETCTBYIOIIMMU KOHIIEHTPAIIUSIMU y 30OPOBHIX TOOPOBOJILIIEB MOJIOZIOTO BO3pacTa
(18-45 net). B cBsI3U C BO3PACTHBIMU PA3JIMUYUSIMHU B CBSI3BIBAHUU C O€TKaMU IJ1a3MEbl
KPOBU COOTBETCTBYIOIIEE ITOBHIIIIEHNE IIJTa3MEHHOM KOHIIEHTPAIIUK! CBOOOTHOT O
cunpeHadumna cocrtaBinsiao nmpuMepHo 40%.

[ToyeyHast HEHOCTATOYHOCTh. Y MOOPOBOJIbIIEB C HapyllleHHeM (PYHKIIMU ITOYEK JIeTKOM
U cpedHelu cTeneHM (KnupeHc KpeatuHuHa 30-80 myi/MuH) GapMakKOKHHETUKA

cunngeHaduia ocTaBajaCch HEU3MEHHOU I10CJIe er0 OOHOKPATHOTO IIpreMa BHYTPD B
no3e 50 mr. Cpegaue AUC u Cmax N-meMeTUIupoOBaHHOTO MeTaboIuTa
COOTBETCTBEHHO ITOBHIIIAJIUCE MaKCUMyM Ha 126% u 73% 10 CpaBHEHUIO C TAaKUMU
TMoKa3aTensiMHU Y JOOPOBOIBIIEB TAKOTO K€ Bo3pacTa 0e3 HapylmeHud GyHKIIUY ITI0YEeK.
OpHaKo M3-3a BEICOKOM MHOWBHUAYaJIbHYIO BapuaOeIbHOCTh 9TU pPa3Iudus He ObIJIN
CTaTUCTUYECKM 3HAUUMEBIMU. Y TOOPOBOJIbLIEB C TSAKEJIBIMU HapyIIeHUIMU GYHKIIUU
novek (KIMUpeHC KpeaTuHWHa HUXKe 30 MJI/MUH) KIIMPEHC cungeHaduia CHUXKaics,
4TO nIpuBOOuso K cpegHuM nosuilieHU AUC u Cmax coorBeTcTBeHHO Ha 100% u 88%
110 CPaBHEHUIO C HOOPOBOIbIIaMU TAKOTO K€ Bo3pacTa 0e3 HapylueHud GyHKIIUU
nmouyek. Kpome Toro, 3Hauenne AUC u Cmax N-geMeTUIMPOBaHHOTO MeTaboIuTa
3HauuMO IoBHIIanuck Ha 200% u 79% cooTBEeTCTBEHHO.



[TeyeHOYHAass HEJJOCTATOYHOCTL. Y MOOPOBOJIBIIEB C IIMPPO30M II€YEHU JIETKOU U
cpemHeu cTerneHu (KinaccoB A u B mo knaccudpukanuu Yaung-I1610) KIUpeHc

cungeHaduna CHUXKAaJICI, 4To npuBoauiao K noBwimeHn0 AUC (84%) u Cmax (47%) 1o
CpPaBHEHUIO C COOTBETCTBYIOIIUMHU MMOKa3aTENSIMHU Y HOOPOBOJILIIEB TAKOTO XK€
Bo3pacTa 0e3 HapylleHuu GyHKIMN U nedeHr. PapMaKOKMHETHKA CUJIieHadumna y
MMaIMeHTOB C HapyHIeHUSAMU QYHKIINY IIeUeHU TSAXKeJIOM CTEeIeHU He U3y4daloCh.

ITloxka3aHus

OPOCuUI PEKOMEHOYETCS IPUMEHSITh My>KYMHAM C 3PEKTUIbHOU OUCHYHKIIUEH,
KOTOpas omnpenenseTcsa KaK HeCIIOCOOHOCTh MOCTUYh UJIN ITOAAEePKaTh PEKIIUIO
ITIOJIOBOTO YjIeHa, He0OXOOUMYIO [JIsl YCIEUTHOT'O IOJIOBOT'O aKTa.

st appekTrBHOTO AECTBUS Ipocuiia Hy?KHO CeKCyaJibHOe BO30yXKIeHue.
ITporuBONOKa3aHUA

e TToBEBIIIIEHHAsA YyBCTBUTEJILHOCTD K CUJIAeHaduIa UIu OIPYyr¥uM KOMIIOHEHTaAM
mmpernapara.

e OOmHOBPEMEHHOE IPUMEHEHNE C JOHOPAMHU OKCHIa a30Ta (TaKUMHU KaK
AMUJTHUTPUT) UJIU HUTPATaMu B 11000 popMe, ITOCKOJILKY U3BECTHO, UTO
cunmeHadun BIUSIET Ha IIyTHU MeTaboIM3Ma OKCHla a30Ta/IIUKINUYEeCKOT0
ryaHo3uHMoHodocdaTa (uI'M®) u noTeHIUPyeT T'MIIOTEH3UBHOE OENCTBUE
HUTPATOB.

e OmHOBpPEMEHHOE ITpUMeHeHne HHruouTopoB ®I13-5 (B ToM yucie cuigeHaduia)
CO CTUMYISATOPaAMU I'yaHUIATIIUKIIa3bl, TAKUMM KaK PUOIIUTYyaT,
MIPOTHUBONOKa3aHO, ITOCKOJIbKY MOXKET IIPUBECTU K CUMIITOMaTU4YeCKOUN
runoteH3uu (cm. Pasgen «B3aumopgencTBrue ¢ oPYyr¥MHU JIEKapCTBEHHBIMUA
CpeacTBaMU U OPyryhe BUOLI B3aUMOIOEUCTBUMN»).

e COCTOSIHUS, IIPU KOTOPHIX HE PEKOMEHAYeTCs CeKCyalibHasi aKkTUBHOCTD
(HammpuMep, TSAXKeJble CEPAeYHO-COCYANCThIE PAaCCTPOMCTBA, TaKMe KakK
HecTaOuIbHasl CTEHOKAPOUS UJIM CepledyHast HeJJOCTaTOYHOCTh TSIXKeJlon
CTEIIeHN).

e [ToTeps 3peHUs Ha OOUH Ijla3 BCIEACTBHE HeapTepHalbHOU IIepeaHen
HUIIeMUYECKOU HEBPOIIAaTUU 3PUTEJILHOTO HEPBa HE3aBUCUMO OT TOr'O, CBsI3aHa
9Ta MaTOJIOTHUS C IPEALIAYIIUM IIpUMeHeHrueM UHTuOouTopoB ®I13-5 unu HeT.

e Hanuuwne Takux 3aboyieBaHuM, KaK HapylleHue QyHKIIUYU TeYeHU TSIKeJIOn
CTeIleHU, apTepuajibHas TUMIOTEeH3us (apTepuanbHoe gaBneHue Huxe 90/50 Mmm
pT. CT.), HemaBHO mepeHEeCEeHHBIU NHCYIbT UIH NHPAPKT MHUOKapaa ¥ U3BECTHBIE
HacJie[ICTBEHHbIE fereHepaTuBHBIE 3a00JieBaHUs CETYATKU, TaKue KakK
MMUTMEHTHBIU PETUHUT (HeOOJIbIIOE KOTUYECTBO TaKUX MMAllMEHTOB UMEET



reHetudyeckue paccrpoicta @19 ceTyaTKM), TOCKOIBKY 6€3011aCHOCTD
cungeHaduia He UCCIeI0BaINCh B TAKUX MOATPyNIIax NarueHTOoB.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aMMOIEeHUCTBHHU

BausHue Opya2ux nekapcmeeHHbIx cpedcme Ha cusadeHadui.

HccnepmoBanus in vitro. Metabonu3M cunpeHadusia MPoOUCXOOUT ITPEUMYIIIECTBEHHO C

yyactueM u3opopMsl 3A4 (OCHOBHOU IIyTh) U ©30OPMEL 2C9 (BTOPOCTEIIEHHBIN Iy Th)
nuToxpoma P450 (CYP). [TosToMy mHTMOUTOPH 3TUX U30(pepMEHTOB MOTYT CHUZKATh
KJIUpEeHC cungeHaduna, a UHOYKTOPHI 3TUX U30(hEePMEHTOB MOTYT HOBHIIIATh KJIIUPEHC
cunpeHaduna.

HccnemoBaHusd in vivo. [laHHBIE UCCII€OOBaHUM IIO0Ka3ajll CHUXKEHNEe KJINpPeHca

cunpeHaduia Npyu OOHOBPEMEHHOM IIpuMeHeHuu ¢ uHruoutopamMu CYP3A4 (TakuMu
KaK KeTOKOHA30JI, 3pUTPOMULIUH, IMMETUANH). XOTS IIPU OOGHOBPEMEHHOM
npuMeHeHuu cungeHaduna u tHruouTopoB CYP3A4 pocT 4aCTOTH MOOOYHBIX SBJIEHUH
He HabII0aamoch, CIeOyeT PaCCMOTPETh BO3MOXKHOCTh IPUMEHEeHUSI HavaIbHOM 1035l
cungeHaduma 25 Mr.

OnHOBpeMeHHOe ITpUMeHeHNe NHIubuTopa rmporea3bl BUY, oueHb MOIITHOTO
uHruoutopa P450, B cocTositHMY paBHOBECHOU KOoHIleHTparuu (500 Mr 1 pa3 B CyTKHU) U
cunpeHaduna (pa3oBas mo3a 100 Mr) npuBOAMIIO K MOBHINIeHHI0 Cmax cungeHadunia
Ha 300% (B 4 pa3a) u noBuilleHU10 m1a3MeHHor AUC cungenaduna Ha 1000% (8 11
pa3). Yepes 24 yaca miIa3MeHHBIN YPOBEeHDb CcUigeHaduia Bce ellle COCTaBIIsI
npumepHOo 200 HIr/MII IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEPHBIM OJIs
NIpUMEeHEeHUS CungeHaduia OTAEIbHO, YTO COTJIaCyeTCsa CO 3HAQUUTEJIbHBIM BIIUSIHUEM
pUTOHaABUpPA Ha IINPOKUM crieKTp cyocTtpaTtoB P450. CungeHadun He BIUSET HA
(bapMaKOKMHETHUKY PUTOHABUPA. YUYUTHIBAsA 3T PapMaKOKUHETHYECKHE OaHHbBIE
OOHOBPEMEHHOE IPUMEHEHNe culgeHaduna 1 puToHaBUpPa He peKOMeHayeTcs (CM.
Paspen «OcoOeHHOCTHY ITPUMEHEHUSI»); B JIIOOOM CJIydyae MaKCHUMaJlbHasl J03a
cunmeHaduaa Ipu KakKux 00CTOATEIbCTBAaX He OJI2KHA MPEeBHIIIaTh 25 MI' B TEYEeHUE
48 4acos.

OpmHOBpeMeHHOe IpUMeHeHNe NHTUOUTOPOB ImpoTtea3bl BUY cakBuHaBUpa,
uaruoutopa CYP3A4, B mo3e, obecreynBaeT paBHOBECHYIO KOHIleHTpaluio (1200 mr 3
pas3a B cyTKu) u cungeHadpumna (100 Mr omHOKpaTHO) IPHUBOAMIIO K MOBHIIIIEHNI0 Cmax
cungeHaduna Ha 140% u yBenuuenue AUC cungerHaduna Ha 210%. He BeIgBI€HO
BIIMSAHUSA CUIgeHaduna Ha papMaKOKMHETUKY CaKBUHaBHUpPaA. [IpeAnonaraercs, 94To
6onee moirHbie UHTUOUTOPHI CYP3A4, Takue KakK KETOKOHA30JI U UTPaKoHa30J1, OyayT
UMeThb 00Jiee BEIpaXkeHHOe BIIMSHUE.



[Tpu npumenenuu cungeHadpumna (100 Mr omHOKPATHO) U 3PUTPOMUIINHA, YMEPEHHOTO
nunruoutopa CYP3A4, B paBHOBeCHOM cocTositHuM (500 Mr 2 pa3a B CyTKU B Te4eHUE 5
nHei) HaOmomanock noBeimieHne AUC cunpgeHaduna Ha 182%. YV 3mopoBeIX
noOPOBOIBIIEB MYZKCKOTO I10JIa He HabOmomanochk BIUSAHUS asuTpoMuliniaa (500 Mr B
TeueHue 3 cyTokK) Ha AUC, Cmax, Tmax, KOHCTaHTy CKOPOCTH 3JIMMUHAILIUU U
MOCJIeAyIOLINH IIepuo[ MOIyBhIBEeOeHUA CUulaeHadusia Uil ero OCHOBHOT O
HUpPKyIupylomlero Metabonura. LlumMetugun (MHru6uTop uutoxpoma P450 u
Hecrnienmmpuueckuit nuurudbutop CYP3A4) B no3e 800 Mr mpu omHOBPEMEHHOM
NIPpUMEHEeHUH C cungeHadunoM B fo3e 50 MI y 3mOPOBHIX JOOPOBOJIbIIEB IIPUBOOUII K
MOBLIMIEHHUIO IIJTa3MEHHOM KOHIEHTpalluu cuingeHaduna Ha 56%.

['peiindpyTOBBIU COK siBsseTCs cnabbiM uHruouTopoMm CYP3A4 B cTeHKe KUIIEYHUKA U
MOZKET BBI3BATh YMEPEHHOE MOBHIIIIEHNE YPOBHS CUIeHaduIa B I1a3Me KPOBH.

OmHOBpeMeHHOe MPUMeHeHHe aHTaIuaoB (MarHus TUOPOKCHUIa/aTIOMUHNS
TUAPOKCHA) He BIUSIIO Ha OMOOOCTYIIHOCTE CUIAeHaduIa.

XOTs ucciegoBaHUM CHelnPUIeCcKOro B3auMOOENCTBUS CO BCEMHU JIEKaPCTBEHHBIMU
CpefcTBaMU He ITPOBOAUIIOCH, ECTh HaHHBIE, YTO (papMaKOKHWHETHKA cUlfeHaduia He
MeHSs/Iach IIPU OOHOBPEMEHHOM MPUMEHEHUHU C JIEKAPCTBEHHBLIMU CPECTBaMU,
MIpUHaAJIeXalluMu K rpynne uHruoutopoB CYP2C9 (Tonbyramup, BapdapuH,
dbenuToun), rpynnsl nHruouTOoPoB CYP2D6 (TakKMX KaK CeJIeKTUBHbIE UHTUOUTOPHI
00paTHOT0 3aXBaTa CEPOTOHWHA, TPULUKIINYECKHE aHTUAEIPECCAHThI), TPYIIHI
TUA3UOHBIX ¥ TUA3UOOIIOOOOHBIX IUYPETHUKOB, IIETIEBHIX U KanuiicOeperamimx
OUYpPEeTUKOB, MHTUOUTOPOB AITD (AII®), aHTaroHUCTOB Ka/IbIlMs, aHTaTOHUCTOB [3-
aIpeHOoPeleIITOPOB UIU HHOAYKTOPOB MeTabonu3aMa CYP450 (Takux Kak pu¢aMININUH,
0apOUTypaTHI).

B mpoiiecce uccienoBaHus C y4aCTHEM 3IOPOBLIX MYKYHNH-TOOPOBOIBIIEB
OOHOBPEMEHHOE IIPUMEHEHNE aHTarOHUCTA 9HA0TeJIMHa 60CceHTaH (YMepeHHBIN
uHnyktop CYP3A4, CYP2C9 u, Bo3amoxkHo, CYP2C19) B paBHOBeCHOM cocTossHUH (125
MT 2 pa3a B CyTKM) U cungeHaduia B paBHOBeCHOM cocTosiHUH (80 Mr 3 pa3a B CyTKH)
npuBonuino K cauxkeHnnio AUC u Cmax cungeHaduina Ha 62,6% u 55,4%
COOTBETCTBEHHO. [ToaTOMy OMHOBPEMEHHOE ITPUMEHEHNE TaKNUX MOIIHBIX UHOYKTOPOB
CYP3A4, kak pudaMIIUIINH, MOXKET IPUBOAUTD K 00Jiee BHIPAaKEeHHOMY CHUXKEHUIO
KOHIIEHTpalluu cuageHadusa B rjia3Me KPOBH.

HukopaHaun npencTaBiasieT co00¥ ru0pua aKTUBATOPa KaJIbIIMEeBLEIX KAHAJIOB U
HUTpaTa. HUTpaTHLIM KOMIIOHEHT ITpefgonpenensieT BO3MOXKHOCTD €r0 CePhe3HOI 0
B3aMMOOENCTBUS CO CUIbAeHa(pUIIOM.

BausHue cundeHaguaa Ha Opyaue nekapcmeeHHble cpedcmed.



HccnemoBanusi in vitro. Cunmenadun - ciabwiii mHTHOUTOP M3odopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 nimtoxpoma P450 (MK50> 150 mkmoib). [I0OCKONBKY ITMKOBEIE
IJIa3MeHHbIe KOHIIeHTPpaluu cuigeHaduia paBHE IPUMEPHO 1 MKMOJIb, BIIUSHHUE

IperapaTra JPOCHUII Ha KIUPEHC CyOCTPaTOB 3TUX U30(hePMEHTOB MaJIOBEPOSITEH.

OTCyTCTBYIOT JaHHBIE O B3aUMOJENCTBUU CUIgeHaduna U TakKuxX HeclnenupuiecKux
UHTUOUTOPOB (pochoauacTepasnl, KakK TEOGUIIIUH U OUITUPUTAMOJIT.

HccnepoBanus in vivo. IToOCKONBbKY U3BECTHO, YTO cunpgeHadus BIUIET Ha

MeTabonu3M NO 11I’'M®, 6710 YCTAaHOBJIEHO, YTO CuligeHaduI IOTEHIIUPYET
TUIIOTEH3UBHOE e CTBHE HUTPATOB, II09TOMY €T0 OJHOBPEMEHHOE TPUMEHEHNE C
moHopamu NO unu HUTpaTaMu B J11000¥M (popMe IIPOTHUBOIIOKA3aHO (CM.
«ITpOTHBOMIOKA3aHUS»).

Puoyueyam. Coo06111a10Ch 0 afAUTHUBHBIN CUCTEMHBIN 9DHEKT CHUKEHUST
apTepuanbHOTO OaBJIEHUS IIPU OOHOBPEMEHHOM NPUMEHEHUU UHTUOUTOPoB PI13-5 C
puonuryatoMm. [laHHEIE UCCIIeqOBaHUM CBUAETEIbCTBYIOT, YTO PUOLUTYAT yCUJIUBAET
TUIIOTEH3UBHOE IelcTBre UHruouTopoB ®I13-5. V maiumeHToB, y4aCTBOBABIIIUX B
KUccliegoBaHUM, He HaOIi0ganochk KIMHNYECcKoro adpdeKTa mpu ODHOBPEMEHHOM
MMpUMeHeHUn UHruoutopoB ®JI19-5 ¢ puonuryatoM. [IpoTUBOIIOKa3aHO
OOHOBPEMEHHOE MPUMEHEHNEe PUOLUTYyaTy ¢ uHruobutopamu ®JI19-5, B TOM 4ucie ¢
cunbgeHadunoM (cMm. Paznen «IIpoTuBOIOKa3aHUSI»).

OmHOBpPEMEHHOe IpUMeHeHre cuigeHaduia u 6J10KaTOPOB X-aAPEHOPEIEIITOPOB
MOZKET IIPUBECTU K Pa3BUTHUIO CUMIITOMATU4YE€CKOU THIIOTEH3UU ¥ HEKOTOPHIX
IIpenpaciojioKEeHHBIX MallMeHTOB. Takas peakKlusa 4aCcTO BO3HUKAalla B TeyeHue 4
4acoB MI0OCJie MpUMeHeHUs cuiigeHadusna. B npoiecce nuccinemoBaHuil CIeUuPUIECKOro
B3aMMOJIENCTBUS JIEKaPCTBEHHBIX CPENCTB 67I0KaTOP (-afpEHOPEIIETITOPOB
mokca3o3uH (4 mr u 8 mr) u cungeHadun (25 mr, 50 mr u 100 Mr) TpuMeHsIIN
OOHOBPEMEHHO ITallieHTaM C JoOpOoKavyeCTBEHHOU rurepnnasuel mpeacraTelbHon
&KeJe3bl, CTabunm3alrs COCTOSTHUS KOTOPHIX OblIa JOCTUTHYTa ITPU IIPUMEHEHUN
OOKca303WHa. B aTux monynsaiusax HabJioganoch cpegHee OOTOTHUTEIbHOE CHUXKEHUE
apTepuasbHOTO OaBJIeHUS B II0JIOXKEHUU jiexka Ha 7/7 MM pT. CT., 9/5 MM pT. cT. u 8/4
MM PT. CT. U CpeJHee CHUXKEHUEe apTepUasibHOIO JaBJIeHUs B IIOJIOKEHUU CTOs Ha 6/6
MM pPT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT. COOTBETCTBEHHO. [Ipy 0OJHOBpEMEHHOM
MpUMeHEeHUU cungeHaduia u JoKca3o3WHa Y IMallieHTOB, CTaOMUIN3alis COCTOSTHUS
KOTOPHIX ObIJIa JOCTUTHYTA IIPU IPUMEHEeHUH OTOKCa303MHa, UHOTrAa CO00Iaaoch O
Pa3BUTUU CUMIITOMAaTU4YECKON OPTOCTATUUYECKOU T'MIIOTEH3UU, a TaKXkKe O CiIydasix
T'OJIOBOKPYK€eHHe U ITPefgoOMOpPOYHOe COCTOSTHYE, HO 0e3 CUHKOIIE.

He Habmomanoch HUKAKUX 3HAYMMBIX B3aUMOOENCTBUM IIPU OOHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondyramuny (250 mr) unu Bapdapuna (40 mr),
KoTopble MeTabonusupywotcsa CYP2C9.



Cunpmenadun (50 Mr) He mMpUBOAUII ObI K YBEJTUYEHHNIO BPEMEHU KPOBOTEUEHU S,
BBI3BAHHOT'O IPUMEHEHHEM alleTUJICAINUIINIOBON KUCIIOTHL (150 Mr).

Cunpenadwun (50 Mr) He TOTEHIIMPOBAJI TUIIOTEH3UBHOE €M CTBUE aJIKOT0JId Y
3IOPOBHIX TOOPOBOJILLIEB IIPU CPEIHEM MAaKCHUMAJIbLHOM YPOBHE 3TaHOJIa B KpoBu 80
MT/AJI.

Y nmanueHTOB, IMOJIyYaBIIUX cumeHadunsr, He HaOI0Iam0Cch HUKAKUX Pa3TuYUl
npodusnsg no604YHbIX 9QEHEKTOB II0 CPAaBHEHUIO C MJj1alle00 IIpPHU OOHOBPEMEHHOM
MMPUMEHEHUM TaKUX KJIaCCOB I'MIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEICTB, KakK
OUypeTuKU, 6JI0KaTOPHI B-agpeHopeliennTOpoB, UHTUOUTOPHl AII®, aHTarOHUCTH
aHruoTteHs3uHa I, aHTUTrHUIIEpTEH3UBHEBIE JIEKAaPCTBEHHBIE CPENICTBA
(cocymopacuIupsionie 1 HeHTPaIbHOTO OeNCTBUsI), OJIOKATOPH afpeHEPTUYECKUX
HEUPOHOB, 6JI0KATOPHI Ka/IbIIMEBHEIX KAHAIOB U OJI0KATOPHI K-afPEHOPEIENITOPOB. B
KCCJIeIOBaHNM B3aUMOEMCTBUS ITPU OMHOBPEMEHHOM IIPpUMeHeHUu cunmeHaduia
(100 Mr) 1 amMJIOOUIINHA HallMeHTaM C apTepHaJbHOU T'uIepTeH3uel HabIromanoch
OOTIOTHUTEIPHOE CHUXKEHNE CUCTOJIMYECKOT0 apTePUaIbHOTIO AJaBJIeHUS B IIOJI0KEHUHU
jieXka Ha 8 MM pT. CT.

CHHUXKeHNe IUaCTOJINYeCKOTr0 apTepHUabHOTO OaBJIeHNs COCTAaBUIIO 7 MM PT. CT. 1o
BeJINYMHE 3TU JIOIIOJIHUTEJIbHbIe CHUXKEeHNEe apTepPHualIbHOr0 HaBJIeHUs ObITH
COIIOCTABUMEBI C TEMHU, YTO HAOIIOmanuCh MPY IIPUMEHEHUU TOJILKO cuiigeHaduna y
300POBEIX MOOPOBOIBIEB (cM. Pa3nmen «®apMaKoJIoruuecKrue CBOUCTBa»).

Cunpgenadun B go3e 100 Mr He BIUAI Ha ¢papMaKOKMHETUYECKUE ITOKa3aTelu
MHruOuUTOpPOB NpoTea3bl BUY cakBUHaBUpa U pUTOHABUPA, KOTOPHIE SABJISIOTCS
cyoctpatamu CYP3A4.

Y 300pOoBHIX TOOPOBOJILIIEB MY2KCKOTO TI0JIa IPUMeHeHUs cuigeHadunia B
paBHOBecHOM cocTossHuM (80 Mr 3 pa3a B CyTKH) IPUBOAUIIO K MOBeIIIeHNnI0 AUC u
Cmax 6oceHTaH (125 Mr 2 pa3a B cyTku) Ha 49,8% u 42% COOTBETCTBEHHO.

OCco0eHHOCTH NIPUMEHEeHH s

Ilo Hayajla Tepamuu ciegyeT coopaTh MeOUIIMHCKUI aHaMHe3 MallueHTa U IIPOBECTH
dbu3ukanbHOE 00CIeqoBaHue OJI TUAaTrHOCTUKU dPEKTUIIbHON OUCHYHKIINU U
OIIpefeneHusT €e BO3MOXKHEIX ITPUYHH.

daxmopbl pucka cepdeuyHo-cocyoucmuix 3abosesarull. ITOCKONIbKY CeKCyabHas
aKTHUBHOCTH COIIPOBOXKAAETCS ONpeneIeHHLEIM PUCKOM CO CTOPOHBI CepAlla, OO Hadaila
J1I000T0 JIeYeHUsI 3PEeKTUIbHOU AUCGYHKIIUY Bpay OOJIKEH OIeHUTh COCTOSTHUE
CepOedYHO-COCYOUCTOU CUCTEMEI nalnmeHTa. CungmeHaguI OKa3bIiBaeT
coCymopacImpsIoniee eNCTBre, IPOIBIIETCS JIETKUM U KPAaTKOBPEMEHHEBIM



CHUKEHHEM apTepuanabHOro gaBneHus (cM. Pazmen «®apmakomorudeckue»). [1o
Ha3Ha4YeHUs CulgeHadulIa Bpad OOJI2KEH TIAaTeJIbHO B3BECUTh, MOXKET I TaKOu

9 deKT HeOIaronpusATHO BINSATDL Ha MMAllMEHTOB C OIpeaeIeHHLIMU OCHOBHBIMU
3ab0s1eBaHUSAMU, OCOOEHHO B COYETAHUM C CEKCyaJIbHOM aKTUBHOCTHIO. K malmeHTam c
MIOBBIIIEHHOU YYBCTBUTEJIBHOCTHIO K BA30AMIaTaTOPOB OTHOCSATCS MallUEeHTHI C
0OCTpPYKIIMEel BLIBOOHOTO TPAKTa JIEBOTO XKeJyaouka (HalrpuMep, CTEHO3 aOPTHI,
runeprpoduyeckasi OOCTPYKTHUBHAS KapOUOMUOIIATHS) U MTAIIUEHTHI C PEIKUM
CUHAPOMOM MYJIBTUCUCTEMHOUN aTPOPUU, OOHUM U3 IIPOSIBIEHUN KOTOPOU SIBISETCS
TSXKeJI0e HapylleHue PeTryIslny apTepruaaIbHOTIO JaBJIeHUsI CO CTOPOHBI BeTreTaTUBHOU
HEPBHOU CHUCTEMEI.

Opocun NOTEeHIIUPYET TUNOTEH3UBHOE AEWCTBHUE HUTPATOB (cM. Pa3zmen
«ITpOTUBOMIOKA3aHUS»).

Co006111a710Ch O TSAXKEJIBIX TOO0YHBIX peaKIUsIX CO CTOPOHBI CEPAeYHO-COCYANCTOMN
CUCTEeMEBI, BKJTIoUasi nH(PapKT MUOKap/a, HeCTaOUIIbHOM CTeHOKapAauew, BHE3allHYI0
CepaevHyl0 CMepPTh, XKeJIyJO4YKOoBasi apuTMUs, 11lepebpoBacKyIsIpHble KPOBOUIIUSIHUS,
TPAH3UTOPHYIO UIIEMUYECKYIO aTaKy, apTepuaJbHOU THIIEePTEH3UEN U apTeprUaibHOU
TUIIOTEH3UH, KOTOPhIE IO BPEMEHM COBIIafialii C IPUMeEHEeHUEeM cuiameHadunra. Y
OOJILIITMHCTBA ITAIIMEeHTOB, HO He Y BCEX, CYIIIeCTBOBaJIM (paKTOPHI pUCKa CepaedHo-
COCYOUCTHIX 3a00JieBaHn. MHOTO TaKUX MOOOYHBIX PeakIuii HabJII0galoCh BO BpeMs
WJIM Cpa3y IOCJie IOJIOBOr0 aKTa U TOJIbKO HECKOJIBKO CIIYYUJIOCh BCKOPE IIOCTIE
MMpUMeHeHUsT Ipocuiy 6e3 ceKCcyalabHOM aKTUBHOCTH. [103TOMYy HEBO3MOIKHO
OIlpeaesiuTh, CBSI3aHO Pa3BUTHE TAaKUX IMOOOYHBIX peaKIui HEIOCPEACTBEHHO C
bakTOpamMu puCKa, UK UX Pa3BUTHE O00YCIIOBJIEHO OPYruMH (haKTOPaAMHU.

ITpuanus3m. CpencTBa Os Ie4eHUSA 3PEKTUIbHON OUCPYHKIIUY, B TOM YHCIIE U
cungeHadu, caegyeT Ha3HadaTh C OCTOPOKHOCTHIO MallieHTaM C aHaTOMHUYECKUMHU
nedopMalusiMu IeHrca (TaKUMU KaK aHTYIISIUsI, KaBepPHO3HBIN (Gubpo3 unu 601e3Hb
[TetipoHM) UMM MAllMEeHTaM C COCTOSTHUSIMU, KOTOPhIE BEI3BIBAIOT Pa3BUTHUE IIpUanu3Ma
(TakKMMM KaK CEPIOBUOHO-KJIETOUHAS aHEMUS, MHOXKECTBEHHAsI MUeJIoMa UITH
JIeMKEeMUSI).

Coo011a10Ch 0 CIyYasx VIJIUHEeHHOM 3peKIIUuU U npuanuimMa. Eciu speKius OjIuTCs
0osnee yeM 4 yaca, nalueHTaM cjleayeT HeMeJIeHHO 00paTUThCS 3a MeOUIIMHCKOM
IMOMOIIbIO. [IpK OTCYTCTBUU HEMEMJIEHHOTO JIeUeHUs IIPUanu3M MOXKET ITPUBECTHU K
MOBPEXKOEHUIO TKaHEeM IIeHNCca U K CTOUKOHU MOTepe IIOTEHIIUH.

OO0HoBpemeHHOoe npumMeHeHue ¢ Opyaumu uHaubumopamu @I3-5 uau Opyaumu
npenapamamu 014 A€4YEHUA IpeKmuabHOU JuchyHKyuu. be3omacHOCTh U

9 PeKTUBHOCTL OMHOBPEMEHHOT O IPUMEHEHUSI CUIgeHaduIa C OPYyTUMU
uHruoutopamu ®JI19-5 unu OpyruMu JeKapCTBEHHLIMU CPeOCTBaMU MIJIsl JIeYeHU s
TUIIEPTEH3UN JIETOYHOM apTePUHU, codepxKaliue cungeHadpun (Hanpumep, PeBaiino),



WUJIV C OPYTUMHU IperapaTaMiu IOJIs IeYeHUsS 9PEeKTUIbHOM NUCHYHKIIMYN N3ydalltCh.
[TosTOMy IprMeHeHNe TaKuX KOMOMHAIIUY He PEKOMEHIYeTCS.

BausiHue Ha 3peHue. Brinmu eqUHUYHBIE COOOIIIEHUST 0 BOBHUKHOBEHUH e(PeKTOB
3peHUs aCCOIIMUPOBAHO C IPUMEHEeHUEM cujijeHadusna u Apyrux “Hruoutopos OJI13-5
(cm. Paspen «ITob6ouHble peakuuu»). O ciay4dasix HeapTepualabHOU IlepegHen
HUIIEMUYECKON HEBPOIIATUU 3PUTEJILHOTO HEPBA, SIBISIETCS PEOKHUM COCTOSHUEM,
MMOCTYyTaJiu CIIOHTaHHbBIE COOOIIeHN U co00IIanoch B HA30PHOM UCCJIefOBaHUM KakK
00 acCOIMUPOBAHHBIX C IPUMEHEeHNEeM cunaeHaduna u Opyrux nHruoutopos ®I3-5
(cm. Paspen «ITob6ouHble peakiuu»). [TallueHTOB cleAyeT NpegynpenuThb, 4YTO B CIIydae
BHE3alHOT0 HapylLIeHUs 3peHUs IIPUMEHEHNU IpenapaTta DPOCU CiIeayeT
IpeKpaTuTh U HeEMeJIEHHO 00paTUThCS K Bpauy (cMm. Pasgen «IIpoTuBOIIOKa3aHUs»).

O0HoBpeMeHHOoe npuMeHeHue ¢ pumoHasupom. OQHOBpeMeHHOe TPUMeHeH1e
cunnmeHaduIa ¥ puTOHaBUpPa He peKoMeHayeTcs (cM. Pa3men «B3aumopericTBue C
OPYTUMH JIeKapCTBEHHBIMHU CPEACTBAMU U APYTHe BUIOLI B3aUMOIOENCTBUN»).

OO0HoBpemMeHHOoe npumMeHeHue ¢ biokamopamu a-adpeHopeuenmopos. [lanuerTamM,
MTPUHUMAIONTUM OJIOKATOPH! A-afPEeHOPELEIITOPOB, IPUMEHSTh CUIIAeHadUI CIIeayeT C
OCTOPOKHOCTBIO, TOCKO/IBbKY TaKasi KOMOMHAIIMS MOXKET ITPUBECTH K
CUMIITOMATHUYEeCKOM THIIOTEH3UHN Y HEKOTOPHIX ITPEAPACIOI0XKEeHHBIX TallieHTOB.
CuMnToMaTHU4ecKasi TUIIOTEeH3UsI OOBIYHO BO3HUKAET B TeueHue 4 4aCoB MOCJIe
npuMeHeHus cunneHadusna. C 1e1bi0o MUHUMHU3AIIUKY BO3MOXKHOT'0 PA3BUTH A
IMOCTYPaIbHOM TUIIOTEH3UH Y IMAIMEeHTOB, IPUHUMAIIINX GJI0KAaTOPHI O-
agpeHOPELeNITOPOB, UX COCTOSIHUE HY2KHO CTaOUIU3UPOBATh C ITOMOIIBI0 6JI0KAaTOPOB
0-aIpeHOPEeIeNTOPOB M0 Havajla MpuMeHeHus cunaeHaduna. Takxke ciaemyeT
paccMOTpPeTh BO3MOXKHOCTD ITPUMEHEHUST HadyalbHOU Oo3kl 25 Mr. Kpome Toro,
crenyeT MPOouHGOPMUPOBATH ITAIIMEHTOB, KaK e CTBOBATDb B CIIy4yae IT0SIBJIIEHUS
CUMIITOMOB OPTOCTaTUYECKOM TUIIOTEH3UN.

BausaHue Ha KposomeueHus.

HccnepoBanusi TPOMOOIIMTOB YeJIOBEKA ITOKa3aJjiu, YTo in vitro cungenadun
MMOTEHIIUPYET aHTUArperaluoHHBIM 3G GEKTH HaTPUS HUTPOIIpyccuaa. HeT HUKaKo#
“H(POPMaLMU OTHOCUTENILHO 0€30MMaCHOCTH TPUMEHEHU cungeHaduia mamueHTaMu C
HapyLUIeHUSIMU CBEPTHIBAaHUSA KPOBU UJIU OCTPOU I3BEeHHOU 00Jie3HBI0. TakuM 00pa3om,
IpUMeHeHUe cuifeHaduia nauyeHTaMy 5TOU I'PYIIIbl BO3MOXKHO TOJIBKO II0OCJIEe
TIIATEJIbHOU OL[EHKU COOTHOIIIEHUS IIOJIb3El U PUCKaA.

[TpenapaT 3POCUNl COOEPKUT JTAaKTO3y, IOITOMY HE CIeOyeT MPUMEHSITh MyKUYHUHaM C
TaKUMM PEOKUMU HaCJIeICTBEHHBIMU HapYyIIEeHUSIMHU, KaK HEIIePEHOCUMOCTD
rajakTO3bl, HEJOCTATOYHOCTSD JIaKTa3kl Jlanna uin MaababcopOys IITI0OKO3HI-
rajakTO3Hl.



ITocne mpuema 100 Mr 3mMOPOBHIMU TOOPOBOIbIIAMY He HaOII0OaI0Ch BIMSTHUS Ha
MOP(OJIOTHUIO UJIU MOABUKHOCTH CIEPMaTo30uA0B (cM. Pasgen
«®apMaKOJIOTUYECKHUE>).

ITomep=sa cayxa. BpadyaM crienyeT IOCOBETOBaTh HallieHTaM NPEeKpPaTUTh IPUMEHEHNEe
uHruoutopoB ®J13-5, BKitoyas npenapaTr OpPOCuil, 1 HeMeOJIeHHO OOpaTUThCA 3a
MEeOUIIMHCKOM ITOMOIIIBIO B CJIydae BHE3aITHOI'O0 CHUIKEHUS UK moTepu ciayxa. O0 aTux
SIBJIEHUSX, KOTOPbI€ TaKXKe MOT'YyT COIIPOBOXKOaThCSA 3BOHOM B yIllaX U
TOJIOBOKPYZK€eHHeM, CO00IIaIoCh C accolualeli BO BpeMeHHU C IPUMEeHEeHUEeM
uHruoutopoB ®J13-5, BKioyas npenapat dpocui. OnpenenuTs, 3TU SIBIEHUS
HaMpsAMYIO CBSI3aHBI C MTpUMeHeHueM UHTuouTopoB ®I13-5 unu ¢ opyrumMu pakTopamy,
HEBO3MOXKHO.

O0HoBpeMeHHOe NpuMeHeHUe C 2unomeH3uB8HbiMU npenapamamu. CungeHapumn
OKa3bIBaeT CUCTEMHYIO COCyOOpacIIupsiollee OerCTBUE U MOXKET B JaJIbHEUIIIEeM
CHHUKATh apTepuaJbHOE OaBleHte Y ITallieHTOB, IIPUMEHSIOIINX TUIIOTEH3UBHBIE
JIeKapCTBEHHBIE CPEJICTBA. B McciemoBaHUM JIeKapCTBEHHOT'0 B3aUMOIENCTBUS IIPHU
OJHOBPEMEHHOM NpUMeHeHuu amuogunuHa (5 mr unu 10 mr) u cungeHaduna (100 mr)
ImepopaabHO HabII0OaIoCch cpegHee NOMOTHUTEIbHOe CHUXKEHNE CUCTOJINYECKOT 0
OaBIeHUS Ha 8 MM PT. CT. ¥ IMACTOJIMYECKOTO - Ha 7 MM PT. CT.

3aboaesaHusi, nepedarousuecs noi08vim nymem. IlpuMeHeHNe IperapaTa DPOCHI He
3amuiraeT oT 3a60JieBaHUM, ITepedaloIUXCs IOIOBEIM TyTeM. CieyeT pacCMOTPETh
BO3MOXKHOCTEH HH(POPMUPOBAHUS AIIMEHTOB 0 HEOOXOOUMEIX MEP [JIsl 3AIUTEI OT
3a00/1eBaHUM, MepenaionuxXCs MOJIOBEIM IIyTeM, BKIII0Yasi BUPYC UMMYHOmebUIINTa
YeJIoBeKa.

CnoCoOOHOCTH BJIMSITh Ha CKOPOCTH PEaKIIMH IIPH YIIPaBJI€eHUH
AaBTOTPAHCIIOPTOM MW/IM PadoTe C MexaHU3MaMH

Ipocuir MoXKeT UMeTh He3HAUYUTEeJIbHOE BIIUsSHHUE Ha yIIpaBlIeHWe aBTOTPAHCIOPTOM
WUJIM OPYTUMU MeXaHu3MaMu. [I0CKOIBKY B IIPOIlecce UCCIeI0BaHUM ITPUMEHEeHU T
cunpeHaduia coobIIaIoCh 0 CiIy4dasiX I'OJIOBOKPYKEHMNE M HapyIIeHUs CO CTOPOHEI
OpTraHOB 3pEeHUs, Ilepel TeM KaK CaJUThCS 3a PYJIb TPAHCIOPTHOI'O CPENCTBA UIU
OPYTUMU MeXaHM3MaMHM IallieHTaM HeoOXOOUMO BhISCHUTH, KaKOBa UX
WHOUBUAYAJIbHAS PeakInus Ha IpUMeHeHue mpenapara OPOCHul.

HpnmeHeHHe B IIepuona GepeMeHHOCTIfI HJIA KOpDMJIEHHsI TPYOBIO
SpOCI/IJ'I He IIpeJHa3Ha4Y€H [OJId IIPMMEeHEHHNA 2KEeHIITMHaMH.

Cnnoco0 nmpuMeHeHUsI U 1036l



[IpenmapaTt IpUMEHSIOT IEPOPAJILHO.

B3pocavle. PekomeHagyeMas go3a Opocui cocrapniseT 50 MI' 1 IpUMEHSETCS B Ciiy4dae
HeoOXOOUMOCTH IIPUMEPHO 3a Yac [0 CEKCyaJIbHOM aKTUBHOCTU. B 3aBUCUMOCTH OT
9} (PEeKTUBHOCTU U ITIEPEHOCUMOCTH IIpelapaTa J03y MOXKHO yBenu4uuTh A0 100 mMr unu
CHU3UTH A0 25 Mr. MakcuMasibHasi peKoMeHOoBaHHas mo3a cocTtaBnsgeT 100 mr.
YacToTa NTpUMeHEHHUS MaKCUMaJIbHONM PEKOMEHOyeMOH’ O3EI IIperapaTa cocTaBuseT 1
pa3 B CyTKU. [Ipu MpuMeHeHUN DPOCUITY BO BpeMs edbl IelCTBUE IIpernapaTa MOXKET
HacTynaTh MO30HEee, YeM IIPU €ro IpUMeHEeHUH HaToIlakK.

ITauyueHmul nodicuno20 so3pacma. Heob6xoguMoCTh B KOPPEKIIUY OO3bI ITallieHTaM
IIOZKUJIOTO Bo3pacTa (= 65 meT) OTCyTCTBYyeT.

ITauueHmul ¢ noueuyHol HedocmamoyHoCcmbio. [I71s1 mallMeHTOB C TOYEeYHOU
HEeIO0CTAaTOYHOCTHIO JIETKOU M CPeOHEN CTEeIleHHU TIXKeCcTH (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKOMeHayeMas Jo3a TaKas Ke, KaK YKa3aHO BHIIIe B pa3geiie «B3pocnbie».

[TocKONBKY y mallieHTOB C MOYEeYHOU HEJOCTAaTOUYHOCTBIO TSIKEJIOU CTEIleHU (KITUPEHC
KpeaTuHrHa <30 MJI/MUH) KJIMPEHC CUIgeHadulIa CHUXKEH, CIIefyeT paCCMOTPETh
BO3MOXKHOCTh MPUMEHEHUS [03kl 25 MT. B 3aBUCUMOCTH OT 9PHEKTUBHOCTH U
TIePEeHOCUMOCTH ITpenapaTa IIpu He0OXOOUMOCTH 03y MOKHO YBEIUYUThH IIOCTEIIEHHO
mo 50 mr u go 100 mr.

ITauueHmul ¢ neueHoYHOU HedocmamoyHoCcmMbro. ITOCKONMBKY Y ITAallueHTOB C
IeYeHOYHOM HEeJOCTAaTOYHOCTLIO (HallpUMe]p, C IIMPPO30M) KIIMPEHC cungeHaduia
CHUXKEH, CJIefyeT paCCMOTPETh BO3MOXKHOCTD IIPUMEHEHUS OO3HI 25 Mr. B
3aBUCHUMOCTH OT 3(pPEeKTUBHOCTU U IEPEHOCUMOCTH IIpeliapaTa IIpu He0OOXOOUMOCTHU
003y MOXKHO YBEJIMYUTH HocTerneHHo g0 50 mr u mo 100 mr.

ITauyuenmul, npumeHAUWUe Opy2ue 1eKkapcmaeeHHble cpedcmaea. Eciyu naliueHTE
onHOBpeMeHHO MHrunouTopel CYP3A4 (3a UCKIIIOYEHUEM PUTOHABUPA, IPUMEHEeHUe
KOTOPOTO OOHOBPEMEHHO C CUJIbAeHa(pUIIOM He peKOMeHAyeTCs, CM. Pa3nensl
«B3amMopencTBUE C APYTUMM JIEKapCTBEHHBIMU CpPEeNCTBaMU U APYTHUe BHUOBL
B3amMogencTsuii» u «OCOOEHHOCTH MPUMEHEHUS»), CIIeAyeT paCCMOTPETH
BO3MOXKHOCTh IPUMEHEHUS HayaJlbHOU O3kl 25 MT.

C 11e71b10 MUHUMHU3AIIUY BO3MOXKHOI'O PA3BUTHUS IOCTYPAIbHOM TUIIOTEH3UU Y
MaIMeHTOB, IPUHUMAIOIINX 0JI0OKATOPH A-afPEeHOPEIeITOPOB, COCTOSIHNE TaKUX
MaIMEeHTOB HY2KHO CTaOuIN3UPOBATDH C IIOMOIIIBI0 OJT0OKATOPOB X-aIPEHOPEIIEIITOPOB 0
Havaja IpuMeHeHus cunmeHadwuna. Takxke cleayeT pacCCMOTPETh BO3MOXKHOCTD
MMPUMEHEeHUsT HavyaabHOU 03k 25 MT (cM. Pa3mentl «B3aumMopencTBUE C APYTrUMU
JIeEKapCTBEHHBIMU CPEJICTBAMU M OPYTrHUe BUIOL B3auMomgeucTBui» u «OCoO0eHHOCTHU
IPUMEHEHUS»).



HeTn
[IpenapaT npOoTUBOIIOKA3aH [JI IPUMEHEHUs y allueHTOB B Bo3pacTe o 18 ner.
ITlepemo3upoBka

B mpo1iecce uccinenoBaHui ¢ ydyacTueM OOOPOBOJIbIIEB ITPYU IIPUMEHEHUU Pa30BOU
mo3rwl cunpgeHaduna mo 800 Mr moOoUYHEBIE pPeaKIuu ObLIN ITOOTOOHBI TEM, KOTOPHIE
HabJIoanuch Ipu IpUMeHEeHUU cunmeHaduna B 60ee HU3KUX A03aX, HO BCTpPeYalIuch
yale u OpIM 60Jiee TaxXKeJIbIMU. [IpuMeHeHue cungeHadusa B mose 200 Mr He
MIPHUBOOMIIO K ITOBHIIIIEHNIO 9P (HEKTUBHOCTH, HO BHI3LIBAJIO POCT KOJIMYECTBA CIIy4aeB
pa3BUTHSA TOOOYHLIX peaKIInil (Tr0JIOBHOM 00U, IPUJIMBOB KPOBH, TOJIOBOKPYKEHUE,
OUCIIEIICUY, 3aJI0’KEHHOCTH HOCa, HapyIIeHUW CO CTOPOHBI OPTaHOB 3PEHU ).

B cnydae nmepemo3upoBKY IIpU HEOOXOOMMOCTU NIPUOEraioT K OOBIYHBIM
MOAePIKUBAOIINX MEPOIIPUATUN. YCKOPEHME KIIUPEHCca culifeHaduia npu
reMopguan3e MaJlOBEPOSTHO BCJIEACTBUE BBICOKOU CTEIEHU CBSI3BIBAHUSA IIpelapara C
OenkaMu I1J1Ja3Mbl KPDOBU M OTCYTCTBUS 3JIUMUHAIIUN CUIAeHaduiIa ¢ MOYOH.

ITo6GouHBbIE peaKIuu

Yai1ie Bcero coo0I11aioch 0 TaKUX IMTOOOYHBIX pPeaKIUIX, KaK rojIoBHast 60J1b, IPUIUBEI
KPOBH, OUCIIETICUS, 3aJI0KEHHOCTh HOCa, 00JIb B CIMHE, TOJIOBOKPYK€EHUE, TOIIHOTA,
IIPUJIMBHL 2Kapa, HapyLUIeHus 3peHus, TUaHOIICUS ¥ IIOMyTHEHUE 3PEeHU.

[ToGouHEIE peaKIuy ITPHUBedeHbl HUXKe B COOTBETCTBUU C Kilaccudukanuen «Cucrema-
opraH-Kjacc» 4 94aCTOTHI: 0O4eHb 4yacTo (= 1/10), yacto (= 1/100 - <1/10), HeyacTo (=
1000 - <1/100) u pemko (= 1/10 000 - <1/1000). B nnpexgenax KaxXKgo1i 4aCTOTHOU
TPYIITEI TOOOYHEIE PeaKIIMK IIPUBEOEeHbl B IIOPSIAKEe YMEHbIIIEHUS X CEPhe3HOCTH.

HHpexkuuu u uHeasuu: HeYacTO - PUHUT.
Co cmopoHbl UMMYHHOU cuCmeMbl: He4acTO - TUIIePYYBCTBUTEIILHOCTb.

Co cmopoHbl HepP8HOU cucmeMbl: 0O4eHb YaCTo - TOJI0BHAs 00JIb; 4acTo -
TOJIOBOKPY2KEeHHE HeYacTO - COHJIMBOCTD, TUIIECTE3UsI; PEIKO - HHCYIIbT, TPAH3UTOPHAS
HUITeMHYecKas aTakKa, Cyqoporu*, peluauBLl CyOTOPOr*, CHHKOIIE.

Co CmOpOHbL Op2aHa 3peHuUs: 4aCTo - HapyllleHue BOCIIPUITHUS LiBeTa**, pacCcTpouCcTBa
3peHusi, IOMYTHEHNEe 3PEeHUs; HeYacTo - HapyIIeHue CJIe300TaeIeHusI***, 60/1b B
ria3ax, ¢otodo0busi, GOTOICHUSI, TUIIePEMUS I'Ia3, SPKOCTh 3PEeHUsI, KOHbIOHKTUBUT
penKo - HeapTepualibHa MepenHss UilleMruYecKas HelponaTus 3PUTEIbHOTO HepBa*
OKKJTIO3USI COCYHAOB CeTYaTKU* peTUHAJIbHBIM KPOBOU3NUSIHUE, apTEPUOCKIEPOTHUYHA
peTHHONaTHs, HapyIlIeHUsI CO CTOPOHLI CETYATKHU, I'IayKoMa, OedeKTH II0JIsSI 3PEeHU,



OUIIIONNSI, CHUXKEeHKMEe OCTPOTHI 3PEHMsI, MUOMHSI, aCTEHOIINS, TIJIaBaIOII1e
IIOMYTHEHHUS CTEKJIOBUIHOTO TeJjla, HapYyIIeHUsI CO CTOPOHBI PAAYyKHOM 000JI0OUKH,
MHUPHA3, MOSIBJIEHUE CBETSIINXCS KPYTroB BOKPYT UCTOYHUKA CBEeTa (rajio) B moJje
3peHusi, OTEK IjIa3, IPUIYXJIOCTh I'Jla3, HAPYIIeHUs CO CTOPOHEI I'/Ia3, TUIIePEeMHUs
KOHBIOHKTHBHI, pa3gpaxkKeHue Irjia3, aHoMaIbHbIE OLIYIIeHHs B I1a3axX, OTeK BekK,
obecIliBeYrBaHUE CKIIEPHI.

Co CMOpOHbI OP2aHO8 C/yXd: HEYACTO - BEPTUT0, 3BOH B yIIIaX PEIKO - TIyXOTa.

Co cmopoHbl cepdedHo-cocyoucmoti cucmembl: 9aCTo - IPUIIUBEL KPOBU K JIUILY,
ITPUJIUBHI 2Kapa; HevacTo - TaXUKapaus, YCUuileHHoe cepaleduenHne, apTepuasbHas
TUIOTEH3USI/TUTIEPTEeH3Us PeOKO - BHe3alHasa cepaedHasi CMepTh*, HHPapKT
MHUOKapaa, XKeayOgouyKoBasi apuTMus*, ubpunnsmnus npeagcepounii, HectabunbHas
CTEeHOKapOus.

Co cmopoHblL ObixameabHOU cucmeMmbl: 9aCTo - 3aJI0KeHHOCTh Hoca, He4acTo -
HOCOBO€ KPOBOTEUYeHNUeE, 3aJI0’KEeHHOCTh IPUAATOYHBIX 1a3yX HOCA; PEIKO - OLIyIeHue
CXKaTus B ropJjie, OTEK CIIU3UCTOU 000JIOUKU HOCA, CyXOCTh B HOCY.

Co cmopoHbl nuujesapumeibHo20 Mpakma: 4acTo - TOITHOTA, OUCIIEIICUsT HeYacTo -
ractpoa3odareanbHas pedaokcHas 607e3Hb, pBOTa, 00T B BEPXHEI YaCTH XKUBOTA,
CYXOCTb BO PTY PEIKO - THIIECTEe31sI POTOBOM IIOJIOCTH.

Co cmoOpoOHbl KOXHCU U NOOKOHCHOU MKAHU: HeYacCTO - CHIIIb, PEOKO - CUHIPOM
CtuBeHca-[IKOHCOHa*, TOKCUYECKUU SMUOepPMaIbHbIi HEKPOJIU3*,

Co CMOPOHbL KOCMHO-MblUWEYHOU cucmeMbl: He4acTo - MUaITusi, 00JIb B KOHEYHOCTSIX.
Co CMOPOHbI MoueasblOeumeibHOlU cucmeMbl: He4acTo - reMaTypusd.

Co CMOPOHbI penpo@yxmueHoﬂ cucmemMbsl: peakKo - KpoBOTedeHne U3 II0JIOBOI'O 4YJIeHa,
HpI/IaHI/I3M* reMaTOCIIepMUdd, IIPOOOJIZKUTEJIbHAaA 3PEKIINA.

Obujue HapyweHus: He4acTo - 00JIb B TPYH, IOBLIIIIEHHAS YTOMJISEMOCTh, OILIYIIeHHe
’Kapa; PemKo - pa3apaxKkeHue.

JlabopamopHble noka3ameiu: He4acTo - TIOBLIIIIEHHAST YaCTOTa CEPOEYHBIX
COKpalleHHUH.

* Co00111a/10Ch IUIITh BO BPEMS UCCIIeHOBaHUS.
** HapylieHue BOCIPUSATHS IIBETA: XJIOPOIICUSI, XPOMATOIICHUS, ITMAHOIICHUS, EPUTPOIICUS, KCAHTOIICHSI.

*ik HapylleHue cjie30TeYeHune: CyX0CTh B Ila3ax, HapyIlleHue CIIe300THAeJIeHUs U TOBLIIIeHNe
CJIe30TeYeHHue.



HuxenpuBeneHHbIE IBJIEHUS HaOMIOOanuch B <2% ITallueHTOB B IIPOIlecce
KMCCJIeqOBaHUM, IPUYNHHON B3aMMOCBSI3U He onpenesnieH. CooOIleHne BKII0YalIn
SIBJIEHUSI, KOTOPhLIe UMeJIH BEPOSITHHIM CBSI3b C IPUMEHEeHNUeM cuianeHadusia. JdBIeHus,
KOTOpPbIEe He OBbLIM YKa3aHbI, ObINTN JIETKUMU 1 COOOIIeHUs ObI/TM 04YeHb HETOUHBLIMU,
4yTOOBLI UMETh 3HAYEHUE.

Obujue HapyweHusi: OTeK nuila, GOoTOCeHCUOUIM3aIus, 0K, aCTeHUs, 60JIb,
BHe3aIlHoe MafeHune, 60/Ib B 2KMBOTE, BHE3AITHOE ITOBPEXKIEHUE.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: CTeHOKapaus, AV-01oKama, MUTPEHB,
IMOCTypajbHas TUIIOTEH3Us, UIIEeMUSI MUOKapaa, TPOMO03 COCYIOB I'OJIOBHOT'O MO3Ta,
BHe3aIlHasi OCTaHOBKA CepAlla, OTKJIOHeHHUs nmoka3artesnei DKI', KapauoMHUOoIaTHs.

Co CMOPOHBI nuw,esapumesibHO20 mpaxkmada: T'JIOCCHUT, KOJIUT, JII/IC(bal"I/IH, IraCTpPHUT,
TaCTPOSHTEPHUT, :—)30(1)&1“1/11", CTOMATHUT, HapYII€eHNue Pe3yJIbTAaTOB II€YEHOYHEIX Hp06,
PEeKTaJlIbHO€ KPOBOTEYEHNE, THHTUBHUT.

Co cmopoHbl cucmemMbl Kposu U AuM@Pamuyeckoll cucmembl: aHEeMHUsI, JIEHKOIIeHHUS.

Co cmopoHbl Memaboau3ma U NUMAHUsA: XKaxmaa, OTeK, moaarpa, HeCTaOuIbHBIN
nuabeT, TUIEPrIUKeMUs, nepudeprudeckre OTEKH, TUIIEPYPUKEMU S, TUIIOTTUKEMMUS,
TUIepHATPUEMHUSI.

Co cmopoHbl KOCMHO-MblWeEYHOU cucmeMbl: apTPUT, apTPO3, Pa3pPhIB CyXOXKUIIUS,
TEHOCUHOBUT, 00JIb B KOCTSIX, MUACTEHH ST, CHHOBUT.

Co cmopoHbl HEPBHOU cucmeMbl: aTaKCUsl, HEBpaITus, HelponaTus, IapecTe3ny,
TPEeMOp, BEPTUTO, AeIpeccusi, 0eCCOHHUIA, aHOMAaJIbHEIE CHOBUIEHU ST, CHUKEHHUE
pednekcos.

Co cmopoHbl ObixameabHOU cucmembl: acTMa, OOBIIIKa, JTapUHTUT, (DapUHTUT,
CUHYCUT, OPOHXUT, yCUJIEHHOE CIIIOHOOTAEeJIeHNe, YCUJIeHIe Kalllfs.

Co cmopoHbl Kodicu: KpalluBHUIIA, Iepliec, 3y, [OBHIIIEHHAas IIOTJINBOCTD, I3BBl KOXKUY,
KOHTAKTHBIM J€PMaTHUT, 9KCPOIUaTUBHEIM OEePMaTHUT.

Co cmopoHbl Op2aHo8 uyscmae: BHe3aIllHOe CHUXKEHUE UJIHU IT0TePsI ciIyxXa, 00 B yIlax,
KPOBOU3NIUSHUE B I'1a3, KaTapakTa, CyXOCTh B rjia3ax.

Co cmopoHbl MoYyesbl0enumeibHOU cucmeMbl: UUCTUT, HUKTYPHUS, ITOBBIIIIEHHAS
YacTOTa MOYEHCITYCKaHUM, YBeJIMUeHne MOJIOYHBIX XKeJle3, HefepKaHue MOYH,
HapyIlIeHUe 3SKYISIIUN, OTeK IOJIOBLIX OPTaHOB, aHOPTa3MUs.

[ToGouHBIE PEaKIIUU, O KOTOPHIX IIOCTyHaId COOOIIEHUS OT MONYJISIIUY HEU3BECTHOU
YHUCIEHHOCTHU. JTU SIBII€HUS OBITM OTMEeUYEeHHl KaK 3a UX CEPbe3HOCTh, YaCTOTY



COOOIIeHUsI, OTCYTCTBHE YEeTKOT'0 aJIlbTePHAaTUBHOI'O CBSI3H, TaK U Yepe3 KOMOMHAIINIO
9TUX (PaKTOPOB.

CepdeuHo-cocyoucmvle u yepebposackyaspHole sieaeHus. CoobIIamoch O TIXKEIIbIX
CepaevYHO-COCYOUCThIE, IepeOPOBaCKYISAPHBIE U COCYOUCTHIE SIBJIEHUS, BKIIIOYas
11epeOpPOoBacCKyIsIPHON KPOBOTeUeHKe, cCyDapaxHOouaaabHOE U BHYTpHUIllepeOpalbHOM
KPOBOTEYEHNEe U JIETOYHOe KPOBOTEYEHHE, KOTOPhIe ObIIM CBsI3aHBEI BO BPEMEHH C
npuMeHeHueM cungeHaduna. Y O0IbIIMHCTBA ITAIIMEHTOB, HO HE Y BCEX, UMEJIUCh
(dbakTOpHI CEPOEYHO-COCYAUCTOr0 puckKa. CoobI1asoch, YTO MHOTHE U3 ITUX SIBII€HUUN
BO3HUKIIM BO BPEMS HJIU Cpa3y II0CJIe CEKCyaJlbHOU aKTUBHOCTU M HECKOJILKO SIBJII€HUU
BO3HUKIJIM Cpa3y Iocjie TpuMeHeHus cuingeHaduna 6e3 ceKcyaTbHOM aKTUBHOCTH.
I[Ipyrue gBJIeHNS BO3HUKIIA B TeUEeHHUE CJIEAYIOUINX YaCOB UJIM JHEU MOocCie
NIpUMeHeHUsI cCuilgeHaduia 1 CeKCyalbHOM aKTUBHOCTH. HEeBO3MOKHO yCTaHOBUTS,
9TH SIBIIEHUS CBSI3aHHI C IIPUMEHEHNEM cuigeHadusia, ¢ CeKCyaabHONM aKTUBHOCTHIO, C
UMeInuMHUCSa ¢paKTopaMy PUCKa UJIM C KOMOUHAaIMen 3Tux (GakToOpPOB, UJIN C APYTUMHU
dakTopamm.

KposeHocHas u aumMmgpamuueckas cucmembl: Ba300KITIO3UBHUM KPHU3UCOB.

B HebGonbiroM 3a61aroBpeMeHHO ITPUOCTAaHOBIIEHHOM MCCIIEIOBAaHUU ITPUMEHEHU S
cungeHaduia malueHTaM C JIeTOYHOM apTepualbHOU TUIePTeH3uel, BTOPUYHOU 110
CEPHOBUOHOKJIETOYHOM aHEMUHU, IIPU IPUMEHEHUY CUIgeHaduiaa O pa3BUTUU
Ba300KJIIO3UBHUX KPHU30B, TpeOyIoIye TOCIUTanu3alny, coo01Iianoch yalle, 4eM Ipu
npuMeHeHuH ninaiebo. KnuHrnyeckoe 3HaYeHUe 5TOU UHpOpMaIUy AJis NaleHTOoB,
[IPUHUMAIOIIUX IIpenapaT OPOCUJl C LeJIbI0 JIeYeHUs S9PEKTUIbHOU AUChHYHKIIUY,
HEU3BECTHO.

Cneuuguueckue ouwLyu,eHus.

Cayx. Coo011anoch 0 ciydasix BHE3aIllHOTO CHUXKEHUS WU ITOTEPHU CIIyXa, CBI3aHHbIE
10 BpeMEeHU C MIpUMeHeHueM cuipeHaduna. B HeKOTOpPHIX cliydasx coo0IIamu o
HaJIMYUU MEeOULIMHCKUX COCTOSTHHUY U OPYyruX (paKTOPOB, KOTOPhIE MOTJIX ChITPaTh POJIb
B pa3BUTHUHU MOOOYHBIX PeakKIii CO CTOPOHHI CiIyXa. Bo MHOTUX ciy4Yasx uHpopMalusa
110 JasibHeHIeMy MeIUIIMHCKOMY HaOII0meHUI0 OTCYTCTBYeT. OnpenenuThb, 3TH
SIBJIEHUS HAIIPSMYIO CBSI3aHbI C IPUMEHEHUEM culgeHaduna, ¢ UMEIOIIUMUCS
bakTOpamMu pucKa IIOTEPH ClIyXa, C KOMOMHaIMel 3TuX GakKTOPOB UIU OPYTUMHU
(akTOpaMu, HEBO3MOKHO.

3peHue. BpeMeHHas IoTeps 3peHus, TIOKpacHeH’e I'la3, XkKXKeHue B I'Jla3ax,
TTOBHIIIIEHWE BHYTPUTIA3HOTO IaBI€HUsI, OTEK CETUYATKU, COCYAUCThIe 3a00IeBaHUsI
CeT4YaTKHU WU KPOBOTEYEHUE, OTCJIONKA CTEKIIOBUIHOTO TEJa.



Coo0111a10Ch 0 CIy4asix HeapTepuaabHOU IIepegHel uilleMUYeCKOoN HeBPOIaTUU
3PUTEJILHOTO HEPBA, YTO SBJISETCS NPUUYNHONM CHUXKEHUS 3PEeHUsI, BKIIIo4as
ITOCTOSIHHYIO ITIOTEPIO 3PEeHUsI, KOTOPhIe OB/ CBI3aHLI BO BPEMEHU C IIPUMEHEHUEM
uHruoutopoB ®J13-5, BKioyasa cungeHadun. Y MHOTHUX ITAllMEHTOB, HO HE Yy BCEX,
MMeJINCh aHaTOMUYECKHME UM COCYOUCThIe (paKTOPH pUCKa Pa3BUTHUSI
HeapTepUalabHOU MepenHeld UIleMUYeCKOU HeBPOIlaTUU 3PUTEIbHOIO HEPBa, BKIII04Yas
(HO He OorpaHHWYMBAsICh) CIEOYyIOIINEe: HU3KOe COOTHOIIEHNE AuaMeTpa 3KCKaBalluul U
OMCKa 3PUTEJILHOTO HePBa (3aCTOMHLIN AWCK 3PUTEIBHOI0 HepBa), Bo3pacT 6osee 50
JIeT, apTepuaabHas TUIIePTeH3us, 3a00IeBaHlsI KOPOHAPHLIX apTepui,
TUIIEPIUOUOEMUSA U KypeHue. HeBO3MOXKHO ONIpenennTh, 3TU ABJI€HUS HallPSIMYIO
CBsI3aHBI C IPUMEHEeHHEeM HHTUOUTOPoB ®I13-5, unu ¢ UMEIUIUMUCS aHaTOMUYEeCKUMU
WUJIM COCYOUCTBIMHU (paKTOpaMM pPHCKA, UJIM C KOMOMHAaIMen 3TuxX Bcex (aKTOpPOB, UJIH C
opyrumu pakKTOpaMHu.

Omuem o nodo3pesaemvix NOGOYHbBIE PeaKyul.

OTueT 0 mMOmO3peBaeMbIX ITOO0YHBIE PEAKIINHY ITOCIIe PETrUCTPAIINY JIEKAPCTBEHHOTO
CpenCcTBa UMEET BaxKHOE 3HAYEeHHE. ITO MO3BOISIET IPOBOOUTH HEITPEPLIBHBIN
MOHUTOPUHT COOTHOIIEHUS ITOJIb3bl U PUCKOB, CBI3AHHBIX C IIPUMEHEHHEM 3TOT'0
mpemnapaTta. Bpauam cienyeT OTYHUTBIBATHCS O JIIOOBIX ITOI03peBaeMbie IMOOOYHEBIE
peakIiuyu B COOTBETCTBUU C TPeOOBaHUSIMHU 3aKOHOOATEJILCTBA.

CpoK rogHoctu
3 roga.
YcnoBusi xpanenusi

XpaHUTh B OpUTUHAJILHOU YIIaKOBKE IIPU TeMIepaType He Brile 25 °C.

XpaHUTh B HEJOCTYIIHOM [JIsI OeTel MeCTe.

YnakoBka

ITo 4 TaGneTku B 6mucTepe, no 1 6mucTepy B KOpoOKe M3 KapTOHA.
Kareropus ornycka

ITo penenrty.

ITpou3sBoourenn

00O «AcTtpadapm», YKpauHa.



MecTOHax0XKIeHHe IIPOMU3BOOHUTEIA A €ro aapec MeCTa OCynmieCTBIICHHASA
oesiTeJIbHOCTH

08132, KueBckast 061., KueBo-CBsiTOImMHCKUY p-H., ['. BumineBoe, yn. KueBckas, 6.
N CTOYHUK MHCTPYKIIUHA

NHCTPYKIIUS TeKapCTBEHHOTO CPeACTBa B3siTa U3 0QUIIMaTbHOT0 UCTOYHUKA —
l'ocymapCTBEHHOTO pPeecTpa JIEKapCTBEHHBIX CPEACTB YKPaUHHI.
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