CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;
1 TabneTka cogepxkut 50 Mr cunmeHabuna;

8cnomoz2ameibHble geu,ecmea: 1akTo3a, MarHus IJIIOKOHAT, caXapHas IIyapa,
KaJblLIMA CTeapaT, apoMaTusaTop «JIuMoH», Kpacutenb TapTpas3uH (E 102).

JIekapcTBeHHas1 popMa

TabneTku.

OcCHOBHble pusuKko-xumuyeckue cgolicmaa: TabJIeTKHU KeJITOT0 IBeTa C BKpaIlJIEHUSIMU
C HaCe4YKOU C OOHOU CTOPOHHI U JIOTOTUIIOM (DUPMEI C APYTOM.

dapMakoTepaneBTHYECKasi rpynmna

CpencTBa, IpUMeHsieMbIe IIPU 9peKTunbHOU aucyrruuu. CungeHadpun. Kog ATX
G04B EO03.

(I)apMaKOJII/IHaMI/IKa

Mexanu3M geuctBusi. CungmeHadun aBIsgeTCSa NpelapaToM OJisi IepOopParIbHOT0

MpUMeEHEHU S, IpeaHa3HadYeHHbIM [JIs JIeUeHUs 3PeKTUuNbHou guchyHKIuu. [1pu
CeKCyaJlbHOM BO30yK[IeHHH ITpellapaT BOCCTaHABJIMBAET MOHNKEHHYIO 9PEKTUIILHYIO
GyHKITUIO TyTEeM YCUJIEHUS IPUTOKAa KPOBHU K IIEHUCY.

®U310TOTUYECKUM MEXaHU3M, YTO IIPUBOOUT K 3PEKINH, BK/IIOUasi BLICBOOOXKOeHMUEe
okcupga a3ora (NO) B KaBEepHO3HEIX TejlaX BO BpeMs CEeKCyaJIbHOTO BO30yXKOEHUS.
OcBoOoauBIIIEECS OKCU[l a30Ta aKTUBUPYET (PepMEeHT I'yaHuIaTIHKIIa3a, KOTOPhIA
CTUMYJIUPYET MOBHIIIEHNE YPOBHS LIUKJINYECKOT0 r'yaHo3uHMOHOpochaTa (I’ M),
4TO CO CBOEM CTOPOHHI BEI3BIBAET pacciiabjieHure IrIagKou MYyCKyIaTypPhl KaBEPHO3HBIX
TeJI, CIIOCOOCTBYSI IPUTOKY KPOBHU.

CunpmeHadun sIBISIETCS MOIITHBIM U CEJIEKTUBHBIM UHTUOUTOPOM I MO-
crnenupuieckoun ¢pochoguacrepasnl 5 (OI13-5) B KaBepHO3HBIX Tenax, rae ®I13-5
oTBedaeT 3a pacmnan uI'MO. Bnusaue cungeHaduia Ha 9PEKIUI0 UMEET
nepudepudeckuii xapakrep. CunmeHadun He OKa3bIiBaeT HEIIOCPEACTBEHHOTO
penakCUupyollle JelCTBUSI Ha U30IUPOBaHHbBIE KaBEPHO3HBIE TeJla YeJIoBeKa, HO
MOIIIHO YCUIHUBaeT paccrnabnsioiiee geictBue NO Ha 3Ty TKaHb. [Ipu aKTUBaLUU
MeTabonuyeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT NPU CEKCYaIbHOM CTUMYISIINH,
uHruobupoBaHue cunbaeHaduroMm ®I3-5 TPUBOOUT K ITOBHIIIIEHNIO YPOBHSA I MO B



KaBEePHO3HHIX TejlaX. TakuM 00pa30M, OJisd TOTo, YTOOLI cuiimeHadusI BEI3BAI HYKHBIHN
dbapmakonorunyeckuit apdekT, HeoOXOOUMO CEeKCyaslbHOe BO30yXKIeHUe.

Bnusaue Ha dapMakoouHaMuKy. McciemoBaHus in vitro mokasanu, 4To cungeHa(uil

SIBJISETCS CeJIeKTUBHEIM K OJ13-5, KOTOpasg aKTUBHO y4aCTBYET B IIPOLIECCE IPEKIIUMN.
Bnusuue cungenaduna Ha ®I13-5 MoiIHee, YeM Ha ApPyryue U3BECTHHIE
dochommacrepasnl. ITOT 3dhdekT B 10 pa3 MmoirHee, ueM 3¢phekT BnusHus Ha OI19-6,
KOTOpas y4acTBYeT B IIpolieccax (oTonpeBpalleHus B ceTyaTKe. [Ipu npuMeHeHUHU
MaKCHMaJIbHEIX PEKOMEHIOBAaHHEIX 103 CEeIeKTUBHOCTL cunmeHaduna B ®I03-5 B 80
pa3 IpeBHIIIaeT ero cejgeKTuBHOCTh K ®I13-1, B 700 pa3 Beile, yeM K OI13-2, ®I13-3,
OI03-4, ®15-7, ®II3-8, O3 -9, ®13-10 u ®I13-11. B yacTHOCTH, CEIIEKTUBHOCThH
cungeHadumna B ®I3-5 B 4000 pa3 mpeBLIIIaeT ero ceJIeKTUBHOCTE K ®I19-3 - TAM®-
cunenuduyeckoun ndopopmel G139, y4acTBYIOIINYN B PETYIAUN CEPOEUYHOU
COKPaTHUMOCTH.

dapMaKOKHHETHKA

AbGcopbuusa. CungeHadun 6bICTPo abcopbupyeTcsi. MakcuManbHas IM1a3MeHHas

KOHIIeHTpauus (max) gocturaercs B TedeHue 30-120 MmunyT (Cc MmeguaHou 60 MUHYT)
II0CJIe ero IepopaIbHOro IIPUMEHEeHus HaTolnak. CpenHsisi OMOOOCTYIIHOCTh I1OCJIe
IepopanbHOro NpuMeHeHHUs cocTaBisaeT 41% (c Auama3oHOM 3HAaYEHUU OT 25 A0
63%). B pekomeHmoBaHHOM Ouana3oHe g03 (oT 25 mo 100 Mr) nnomiagb o
(bapMaKOKMHETHYECKON KPUBOU «KOHIIEHTPalusd - BpeMsi» (AUC) u MakKCcuMabHasa
KOHIIeHTpallus cuilgeHaduiIa IIocje ero IIepopaabHOro MPUMEHEHUS ITOBLIIIAI0TCS
IPOIIOPLIKMOHAJIBHO J03€.

[Tpu npuMeHeHUM cuspeHaduia BO BpeMs elbl CTelleHb abcopOLMU CHUKAETCS CO
CpeOHUM yOJIMHEHUEeM BpeMeHU NOCTUKEeHUS MaKCUMaJlbHOU KOHIeHTpanuu (Tmax)
no 60 MUHYT ¥ cCpegHUM CHUXeHueM Cmax Ha 29%.

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

JINTPOB, YTO CBUOETENBCTBYET O PacIpeneieHun IIpelapaTa B TKaHAX OpraHu3Ma.
[Tocne ogHOKpaTHOTO IIpueMa BHYTPh cungeHaduna B go3e 100 Mr cpemHsis
MaKCHMaJIbHas o0Ilas ImjIa3MeHHast KOHIIeHTpallus cuingeHaduia cocTaBiseT
npuMepHO 440 Hr/mn (KoaddunmeHT Bapuanuu coctaBnsaeT 40%). IIoCKONMBKyY
CBsI3bIBaHUE cuipgeHaduia u ero rmaBHOro N-gecMmeTusn-Mmetabonurta ¢ 6enKaMu
1a3Mbl goctTuraeT 96%, cpenusiss Cmax cBoOomHOro cungeHaduna gocturaet 18
Hr/mi (38 EMo7b). CTeneHb CBSI3LIBAHUS C OeJIKaMH IIJIa3MbI HEe 3aBUCUT OT OOIIIUX
KOHIIeHTpalui cungeHadpuna.

Y 300poBBIX MTOOPOBOJILIIEB, MONMYyYaBIINX cCUIgeHaduI OOHOKpPATHO B Ho3e 100 mr,
yepe3 90 MUHYT B 9aKyJisaTe onpenensanock meHbie 0,0002% (B cpegueM 188 Hr)



OO3HI.

MeTabonu3M. MeTtabonusM cunmeHadusa OCyIleCTBIISIeTCs I'JIaBHLIM 00pa3oM C

y4acTueM MHKPOCOMabHBIX U30(pepmMeHTOB nedyeHu CYP3A4 (OCHOBHOM IIyTh) U
CYP2C9 (BTOpOCTEIEHHBIN NyTh). [ JTaBHBIN HUPKYIUPYIOMINU MeTaboIuT o6pa3yeTcs
nyteM N-gemMeTunmupoBaHus cungeHaduna. CeleKTUBHOCTh MeTabonuTa
otHOocuTenbHO PI1D-5 cpaBHUMA C CEIEKTUBHOCTBIO CUJIifeHadusia, a akTUBHOCTD
MeTabonuTa oTHOcUuTenbHO PI13-5 cocTaBnsgeT npuMepHo 50% aKTUBHOCTU UCXOOHOTO
BemecTBa. [I;1a3MeHHass KOHIIEHTPAIUs 3TOro MetabonauTa coctasnsieT npumMmepHo 40%
KOHIIeHTpAaIluu cungeHaduia B mjaa3Me KpoBu. N-IeMeTUINPOBAHHOTO MEeTab0IuT
IMoaBepraeTcs OaabHEeUIlIeMy MeTab0oIu3My, a IIepuoy] ero MOoJTyBLIBEOeHU
COCTAaBJIIET IIPUMEPHO 4 Yaca.

BriBenmenue. O0muit KnupeHc cungeHadumna coctaBnsieT 41 n/49ac, BEI3bIBas IEPUOT

€ro II0JIyBbIBEAEHUS IIPOOOIKUTENbHOCTHIO 3-5 yacoB. Kak mocrie nmpuema, Tak U
ImocJjie MIPUMEHEHU T 9KCKpeIus cunmeHaduia B Buae MeTab0IMTOB OCYIIIECTBISIETCS
rIaBHBIM 00pa3oM ¢ KanoM (rmpumepHo 80% BBeJeHHOUW BHYTPh [03bI) U B MEHbIIIEH
cTeneHu ¢ Mo4you (rmpuMepHo 13% BBemeHHOU MepPOopPaIbHON OO3HI).

CDCZDMCIKIOKIUHemUKCI 8 0CcobbIX 2pynn nauueHmos.

[TarMeHTH TOKUIIOTO BO3pacTa. Y 3MOPOBEIX MOOPOBOJILLIEB MOKUIIOTO BO3pPacTa

(cTapiIe 65 1eT) oTMedanoCh CHUXKEHUe KIUpPeHca cuigeHaduia, 4To IPUBOOUIIO K
MOBBIIIIEHUIO IJIa3MEHHBIX KOHIIEeHTpalui cujigeHadusia u ero akTUBHOro N-
OeMeTUJINPOBAaHHOTO MeTabonuTa mpuMepHo Ha 90% 110 cpaBHEHUIO C
COOTBETCTBYIOIIMMU KOHIIEHTPAIIUSIMM y 30OPOBHIX TOOPOBOJILIIEB MOJIOIOTO BO3pacTa
(18-45 net). B cBsi3u C BO3PACTHBIMHU PAITUYUSIMU B CBSI3BIBAHUU C OeJIKaMHU I1JIa3MEbI
KPOBU COOTBETCTBYIOIIEE ITOBHIIIIEHNE TIJTa3MEHHOM KOHIIEHTPAIIU CBOOOIHOT O
cungeHadua CoOCTaBsino npuMepHo 40%.

[ToyeyHasi HEHOCTATOYHOCTh. Y MOOPOBOJILIIEB C HapylleHHeM (PYHKIIMU ITOYEK JIETKOM

U cpedHeu cTelneHM (KnupeHc KpeaTuHuHa 30-80 mii/MuH) GpapMakKOKHHETUKA
cunpmeHaduIa ocTaBajlach HEM3MEHHOU IIOCJIEe er0 OOHOKPATHOTO IIprueMa BHYTPD B
no3e 50 mr. Cpegaue AUC u Cmax N-geMeTUuIupoBaHHOT0 MeTabOIUTa ITOBHIIIAINCD
MakcuMyM Ha 126% u 73% COOTBETCTBEHHO I10 CPaBHEHUIO C 3TUMMU I10KA3aTeJIaMU y
noOpOBOJIBIIEB TAKOTO XKe Bo3pacTa 0e3 HapylleHui GyHKInU nodyek. OqHaKo 1U3-3a
BBICOKOU MHAWBUOYaAJIbHYIO BapruabeIbHOCTh 3TU Pa3/Inyus He ObIJIM CTaTUCTUUYECKU
3HAQYUMBIMU. Y TOOPOBOJIBIEB C TSAXKEJBIMU HapyUIeHuAIMU QYHKIIUU IT04YeK (KJIUPEHC
KpeaTuHuHa HUxKe 30 MJI/MUH) KJIIUPEHC cUjifeHaduia CHUXKAJICS, YTO MIPUBOOUIIO K
cpenauM noBhimeHut AUC u Cmax Ha 100% u 88% COOTBETCTBEHHO I10 CPaBHEHUIO C
noOpPOBOIbIIAMHU TAKOTO XKe Bo3pacTa 6e3 HapylleHu GyHKINYU modyek. Kpome Toro,
3HaueHre AUC u Cmax N-meMeTHINPOBAaHHOT0 MeTab0JIMTa 3HaYNMMO MOBHIIIAINCEH Ha
200% u 79% COOTBETCTBEHHO.



[TeyeHOYHAass HEJJOCTATOYHOCTL. Y MOOPOBOJIBIIEB C IIMPPO30M II€YEHU JIETKOU U

CpenHeu cTelleHU TsaxkecTH (Kinaccel A u B o kinaccudukanuuu HYauna-I1e10) KnupeHc
cungeHaduna CHUXKAaJICI, 4To npuBoauiao K noBwimeHn0 AUC (84%) u Cmax (47%) 1o
CpPaBHEHUIO C COOTBETCTBYIOIIUMHU MMOKa3aTENSIMHU Y HOOPOBOJILIIEB TAKOTO XK€
Bo3pacTa 0e3 HapylleHu GyHKUIUYN nedyeHu. PapMaKOKMHETHKA CcUleHadumna y
MMaIMeHTOB C HapyHIeHUSAMU QYHKIINY IIeUeHU TSAXKeJIOM CTEeIeHU He U3y4daloCh.

ITloxka3aHus

9PI'OC pekoMeHOyeTCsa IPUMEHSITh MyKYMHaAM C 3PEKTUIbHOU OUCHYHKIIUEH,
KOTOpas omnpenenseTcsa KaK HeCIIOCOOHOCTh MOCTUYh UJIN ITOAAEePKaTh PEKIIUIO
ITIOJIOBOTO YjIeHa, He0OXOOUMYIO [JIsl YCIEUTHOT'O IOJIOBOT'O aKTa.

s apdexkTuBHOTO HeiicTBusa npenapata DPI'OC Hy>KHO ceKcyallbHOe BO30yKOeHHUeE.
ITporuBONOKa3aHUA

e TIOBBIIIEHHAs! YyBCTBUTEJIPHOCTh K aKTUBHOMY BeILIECTBY UJIH K JTI000MY U3
BCIIOMOTaTENbHEIX BEIIECTB IIpellapara;

e OMHOBPEMEHHOE ITPUMEHEHNE C MOHOPaMH OKCHAa a30Ta (TaKuMHU Kak
AMUJTHUTPUT) UJIU HUTPATaMu B 11000 popMe, ITOCKOJILKY U3BECTHO, UTO
cunmeHadun BIUsSEeT Ha ITyTHu MeTabonmu3ma okcuaa a3ora (NO)/IUKIUnYeCcKoro
ryaHo3uHMoHodocdaTa (uI'M®) u noTeHIUPyeT T'MIIOTEH3UBHOE OENCTBUE
HUTPAaTOB;

e OJJHOBPEMEHHOEe MpuMeHeHre UHruouTopoB ®I13-5 (B ToM uucie cungeHadusa)
CO CTUMYISTOPaAaMU I'yaHUIATIIUKIa3bl, TAKUMH KaK PUOIIMTyaT, IIOCKOJIbKY 3TO
MOZKET IIPUBECTU K CUMIITOMaTU4YE€CKOU TUIIOTEH3UU (CM. pa3aell
«B3amMopencTBUE C APYTUMM JIEKaPCTBEHHBIMHU CPEOCTBaMHU U APYTHE BUOEI
B3aMMOOEHUCTBUI»);

e COCTOSIHMS, TIPU KOTOPBIX HE PEKOMEHAYEeTCS CeKCyalibHasA aKTUBHOCTbD
(HammpuMep, TSAXKeJble CEPAeYHO-COCYANCThIE PAaCCTPOMCTBA, TaKMe KakK
HecTaOuIbHasl CTEHOKAPOUS UJIM CepledyHast HeJJOCTaTOYHOCTh TSIXKeJlon
CTEIIeHHU);

e TIOTEPS 3PEHUS Ha OJWH I'Jla3 BCIEICTBHE HeapTepualbHOU IepeqHen
UIIEMUYECKOM HEBPOIIAaTHUHM 3PUTEJIbHOTO HepBa HE3aBHUCUMO OT TOTO, CBsi3aHa
9Ta MaTOJIOTUS C IPEAbIOAYIIUM IIPpUMeHeHueM UHTuOuTopoB ®J19-5 unu HeT;

e Ha/JIM4YMe TaKux 3a00jIeBaHUM, KaK HapylleHue QyHKIIUY TeYeHU TSIKeJIOn
CTeIleHU, apTepuajibHas TUMIOTEeH3us (apTepuanbHoe gaBneHue Huxe 90/50 Mmm
PT. CT.), HEJAaBHO IIepEeHECEHHBIM UHCYIbT UM HH(PapKT MUOKapOa U U3BECTHHIE
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.

HccnepoBanus in vitro. Metabonu3M cunmeHadusia MPOUCXOOUT 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.

HccnegoBanus in vivo. [TonynsumoHHBIN apMaKOKHMHETUUYECKNIM aHalInu3 JaHHBIX

KJIMHUYECKUX MCCJIeHOBaHUU IIPOJEMOHCTPUPOBAJI CHUKEHME KIIMPeHca cunaeHaduia
P OOHOBPEMEHHOM ITpuMeHeHuu ¢ uHruoutopamMu CYP3A4 (TaKuMHU KaK
KETOKOHA30JI, 9PUTPOMUIINH, IUMETUONH). XOTS IPHU OOHOBPEMEHHOM IIPUMEHEHUN
cunmeHaduna u uHruOuTOPoB CYP3A4 pocT 4acTOTHI MOOOUHBIX SIBIIEHUN HE
HaOJII0OanoCch, cjiegyeT PaCCMOTPETh BO3MOXKHOCTh MPUMEHEHU ST HadaIlbHOM MO3bI
cungeHaduma 25 Mr.

OpmHOBpeMeHHOe MpUMeHeHNe NHruouTopa mnmporea3sl BUY, oueHb MOIITHOTO
uHrudoutopa P450, B cocTosiHMY paBHOBECHOU KOoHIeHTparuu (500 Mr 1 pa3 B CyTKHU) U
cungeHaduna (pazoasa go3a 100 Mr) mpuBOOMIIO K HOBHIIIeHUIO Cmax cuigeHaduia
Ha 300% (B 4 pa3a) u nosuilieHUI0 1a3MmeHHou AUC cungenadwuna Ha 1000% (8 11
pa3). Yepes 24 yaca miIa3MeHHBIM YPOBEHDb CUiIdeHadua Bce ellle COCTaBIIsI
npumepHOo 200 HI/MII II0 CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEPHBIM OJIs
IpUMEeHEeHUs CuigeHaduia OTAEIbHO, YTO COTJIaCyeTCsa CO 3HAUUTEJIbHBIM BIIUSIHUEM
pUTOHABUPAa Ha IIMPOKHUU cieKTp cyocTtpaTtoB P450. CungeHadun He BIUSIET HA
(bapMakKOKMHETUKY PUTOHaBUpPA. YUUTHIBAsA 3TU apMaKOKMHETHYECKHUE OJaHHBIE
OOHOBPEMEHHOEe IIPUMEHEeHUe CuifeHaduia U pUTOHABUPA He peKOMEeHOyeTCs (CM.
Pazpgen «OcobeHHOCTY IPUMEHEHUI»); B JIIOOOM Ccillydae MaKCUMaJibHas [403a
cunmeHaduaa Ipu KakKux 00CTOATEJIbCTBaX He MOJI2KHA MPEeBHIIIaTh 25 MI' B TEYEeHUE
48 4Jacos.

OnHOBpEeMEeHHOe ITpUMeHeHne HHI'MOUTOPOB ITpoTea3bl BUY cakBuHaBUPa,
uaruoutopa CYP3A4, B mo3e, obecrieynBaeT paBHOBECHYIO KOHIleHTpaluio (1200 mr 3
pa3a B cyTKH) u cungeHaduna (100 Mr ogHOKpaTHO) IPHUBOAMIIO K MOBHIIIIEHNI0 Cmax
cungeHaduna Ha 140% u yBenuuenue AUC cunpgerHaduna Ha 210%. He BeIgBI€HO
BIUSTHUSA cuiigeHaduna Ha GapMakKOKUHETUKY cakBuHaBupa (cMm. Pasgen «Crnocob
MIPUMEeHEeHUS U O03kI»). [Ipenrnonaraercs, 4To 6onee MoutHbie UHTHOUTOPEI CYP3A4,



TaKre KaK KeTOKOHA30JI ¥ UTPaKOHa30JI, OyoyT uMeTh 00Jiee BHIpaKeHHOe BIIHUSHIE.

[Tpu npumeHenuu cungeHadpuna (100 Mr ofHOKPATHO) U 3PUTPOMHUIIMHA, YMEPEHHOTO
unruoutopa CYP3A4, B paBHOBeCHOM cocTosiHuM (500 Mr 2 pa3a B CyTKU B Te4eHUeE 5
nHelt) HaOmoganock noBuiiieHrue AUC cunpmeHaduna Ha 182%. Y 3mopoBhIX
DoOPOBOIBIIEB MYZKCKOTO I10JIa He HaOIoganock BIUSIHUS aduTpoMuliniaa (500 Mr B
TeueHue 3 cyTok) Ha AUC, Cmax, Tmax, KOHCTaHTy CKOPOCTH 3JIMMUHALIUU U
OCJIeAyIOLIVY IIepuo[ NOyBEIBEOeHUS CUlgeHaduia Uil ero OCHOBHOTO
IUPKynupyomero metabonura. Llumetugun (MHrubuTop nmuroxpoma P450 u
Hecrnienmpuyeckuit nurudbutop CYP3A4) B go3e 800 Mr nmpu ogHOBPEMEHHOM
IMpUMeHEeHUU C cungeHadunom B go3e 50 MT y 300pOBBEIX TOOPOBOJIbIIEB ITPUBOOUI K
MTOBBIIIIEHUIO IJIa3MEHHON KOHIIeHTpaluu cuigeHadusia Ha 56%.

I'peiindpyTOBLIN COK siBNsieTCs ciabbiM uHruouTopom CYP3A4 B cTeHKe KUIIeYHUKA U
MOZKET BBI3BATh YMEPEHHOE MOBHIIIIEHNE YPOBHS CUIeHaduIa B I1a3Me KPOBH.

OpmHOKpaTHOE IPpUMEHEeHNWe aHTalluaoB (MarHus r'ugpPOoKCcHa/aTIOMUHNS THAPOKCHUIA)
He BJIMSJIO Ha OMOOOCTYITHOCTDL CUIAeHaduna.

XoTs uccriegoBaHUU Crielu(prUYeCcKoro B3auMOOEeNCTBUSA CO BCEMU JIeKapCTBEHHBIMU
CpenCcTBaMM He MPOBOAUIIOCH (IT0 JaHHBLIM ITOIIYISIIMOHHOTO (h)apMaKOKUHETUYECKOTO
aHanu3a), papMakKOKUHETHKA CulmeHadula He MeHsI/Iach IPU OOHOBPEMEHHOM
MIPUMEHEHUU C JIEKAPCTBEHHLIMU CPedCTBaMU, IPUHAAJIEeXKAIIUMU K IPYyIIIe
uaruoutopoB CYP2C9 (tonbyramun, Bapdaput, GeHUTONH), TPYIIIE UHTIOUTOPOB
CYP2D6 (Takux Kak ceJIeKTUBHbIe MHTHOUTOPHEI 00pPaTHOTO 3aXBaTa CEPOTOHUHA,
TPULIMKJINYECKNE aHTUAENIPECCAHTHI), TPYIITHI THA3UAHBIX U THA3UA0TIOA00HBIX
OUYPETHUKOB, TIETJIEBLIX U KaJIuiicOeperanIinx JUyPeTUKOB, HHTuOuTOopoB AIT®,
AHTArOHMCTOB KaJIbIIMsI, aHTAarOHUCTOB B-apeHOPEIeNTOPOB UJIN UHAYKTOPOB
MeTabonu3ama CYP450 (Takux Kak pudpamMnouiiut, 6apouTypaThl).

B nporecce uccnegoBaHusl C y4aCTUEM 300POBBIX JOOPOBOIBIIEB-MYKYUH
OOHOBPEMEHHOE IIPUMEHEHNE aHTarOHUCTa 9HA0TeJIMHa 60ceHTaH (YMepeHHBIN
uHnnyktop CYP3A4, CYP2C9 u, Bo3amoxkHo, CYP2C19) B paBHOBeCHOM cocTossHUHA (125
MT 2 pa3a B CyTKM) U cuigeHaduia B paBHOBECHOM cocTosiHUH (80 Mr 3 pa3a B CyTKH)
npuBonuino K cauxkeHnio AUC u Cmax cungeHaduna Ha 62,6% u 55,4%
COOTBETCTBeHHO. [ToaTOMYy OQHOBpEMEeHHOe ITPUMEeHEeHNEe TaKUX MOIIHBEIX UHIYKTOPOB
CYP3A4, kak pudaMIIUIINH, MOXKET IPUBOOUTD K 00Jiee BHIpaKeHHOMY CHUXKEHUIO
KOHIIEHTpalluu cujgeHadusia B rjia3Me KPOBH.

Hukopauaun npeacTaBiaseT co00i THOPUI aKTHBATOPA KaJIbIHEeBhEIX KAHAIOB U
HuUTpaTa. HUTpaTHEIM KOMIIOHEHT IIPeoIpenesiseT BO3MOKHOCTE €r0 CEPhe3HOT0
B3aMMOIENCTBUS C CUIIbOeHaA(PUIOM.



BausiHue cusndeHaguaa Ha Opyaue nekapcmeeHHble cpedcmad.

HccnenmoBanus in vitro. Cunmenadun - cinabwiit mHTHOUTOP M30dopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 uutoxpoma P450 (MK50> 150 mkmoib). [IOCKONBKY ITMKOBEIE

IJTa3MeHHbIe KOHIIEHTPAIUY cuiijeHaduia paBHbl IPUMEPHO 1 MKMOJIIb, BIUSHUE
IIpenapaTa Ha KJIMPeHC CyOCTPaToB 3TUX U30(hEPMEHTOB MaJIOBEPOSITEH.

OTCyTCTBYIOT JaHHBIE O B3aUMOIENCTBUY CUIgeHadnIa U TaKuX HeCcneuPuIeCcKux
UHTUOUTOPOB (pochoauscTepasnl, KakK TEOGUIIIUH U OUITUPUIAMOJI.

HccnepgoBanus in vivo. ITOCKONIBKY M3BECTHO, UTO CUIOeHaduI BIUSIET Ha

MeTabonu3amM NO/uI'M®, Ob110 YCTaHOBIIEHO, YTO CUILeHaduI IOTEHIIUPYET
TUIIOTEeH3WBHOE IeHCTBHUEe HUTPATOB, IO3TOMY €r0 OJTHOBPEMEHHOE IPUMEeHeHUe C
OOHOPaAMHU OKCHIa a30Ta WUJIM HUTPATaMu B I1000% (opMe IIPOTHUBOIIOKAa3aHO (CM.
«ITpOTHBOIIOKA3aHUSI»).

Puouuzyam. [IoKIUHUYECKHE UCCIIefOBaHUS II0Ka3ajiu afdUuTUBHBIA CUCTEMHBIN

9 peKT CHUKEHUS apTePUaIbHOTO JaBJIEHUS IIPY OJHOBPEMEHHOM IPUMEHEHUU
uHruoutopoB ®JI13-5 ¢ puonuryaromMm. KinnHn4yeckue UCCIenoBaHus TOKa3asu, YTO
pUoLMTyaT YCUINBAET TUIIOTEH3UBHOE elcTBUEe MHTHOUTOPOB PI13-5. YV nmauneHTOB,
y4aCTBOBABIIUX B UCCJIEIOBAaHUU, He HaOII0OaIOCh KIUHUYECKOT0 3ddeKTa IIpU
OOHOBPEMEHHOM ITPUMEHEHUUN UHTUOUTOPOoB ®I13-5 ¢ puonuryaToM.
[IpoTMBOMOKAa3aHO OJHOBPEMEHHOE IPUMEeHeHHNe PUolLuryata ¢ uHruoutopamu ®II3-
5, B TOM 4uucie ¢ cunbaeHapumnoM (cM. Pazmen «IIpoTUBOIIOKa3aHUSI»).

OpmHOBpeMeHHOe IpUMeHeHHe cuineHaduia 1 6JI0KaTOPOB X-aAPEeHOPEIenTOPOB
MOZKET IIPUBECTU K Pa3BUTHUIO CUMIITOMATU4YE€CKOU T'MIIOTEH3UU ¥ HEKOTOPHIX
IpeapacnoioKEeHHBIX ITallueHTOB. Takas peaklds 4aCcTO BO3HUKAla B TedyeHue 4
4acoB MocJie MpuMeHeHus cungeHadumna (cMm. Pasmenst «OCOOEHHOCTH ITPUMEHEHU ST »
u «Crmocob6 mpruMeHeHHUs 1 O03kI»). B mpoiiecce 3 nccnengoBanuii crienupuyeckoro
B3aMMOOENCTBUSA OJIOKATOPOB X-aIPEHOPEIENITOPOB NOKCa303uHa (4 Mr u 8 Mr) u
cungeHadumna (25 mr, 50 mr u 100 Mr) IpUMeHSIINCh OOHOBPEMEHHO MallieHTaM C
moOpoKavyeCTBEHHOM T'UINepIia3uel mpeacTaTe/IbHON XKeJie3bl, CTa0uIu3aIins
COCTOSIHUSI KOTOPHIX ObIJTa JOCTUTHYTA IMPU NPUMEHEeHUH JOKCa303uHa. B aTux
MMONyJAUSIX HaOII0Iaroch CpeaHee OONOIHUTEIbHOE CHUXKEHNE apTepUuabHOTO
OaBJIEHUS B OJIOXKEHWH Jiexka Ha 7/7 MM pPT. CT., 9/5 MM pT. CT. u 8/4 MM PT. CT. U
CpegHee CHUXKEHMEe apTepuarbHOI0 JaBJI€HUS B IIOJIOKEHUM CTOS Ha 6/6 MM PT. CT.,
11/4 mM pT. CT., 4/5 MM PT. CT. COOTBETCTBEHHO. [Ipy OOHOBPEMEHHOM NIPUMEHEHUU
cungeHaduaa ¥ JOKCa303WHa y MallMeHTOB, CTaOUIM3alysa COCTOSTHUS KOTOPHIX Obl/Ia
OOCTUTHYTA NPU NPUMEHEeHUHN OJOKCAa303WHa, MHOIIa CO00IIayIoCh O Pa3BUTHU
CUMIITOMATHU4YE€CKON OPTOCTAaTUUYECKOM TUIIOTEH3UH. B 3TUX COOOIIIEHUSIX TOBOPUJIIOCH O
CclIy4asiX TOJIOBOKPY2KeHUe U IIPeoOMOpPOYHOe COCTOsTHIE, HO 6€3 CUHKOIIE.



He Habmomanoch HUKAKUX 3HAUMMBIX B3aUMOAEUCTBUM IIPHU OOHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondyramuny (250 mr) unu Bapdapuna (40 mr),
KoTopble MeTabonusupywTtcsa CYP2C9.

Cunpmenadun (50 Mr) He MpUBOAUI OBl K YBEJITMYEHNIO BPEMEHU KPOBOTEUEHNS,
BBI3BAHHOTO IPUMEHEHHEM alleTUICATIUIIMIOBON KUCIOTH (150 Mr).

CunpeHadun (50 Mr) He IOTEHIIMHUPOBAJI TUIIOTEH3WBHOE [IEMCTBHUE AJIKOTOJIS Y
3[I0OPOBLIX MOOPOBOJIBIIEB ITPU CPeIHEM MaKCHUMaJIbHOM YPOBHE 3TaHOoJIa B KpoBu 80
MT/IJI.

Y naiueHTOB, IIOIy4dyaBIIUX cuigeHadun, He HaO/I0gal0Ch HUKAKUX pa3Iuyui
npoduins modboUYHEIX 3PPEKTOB MO CpaBHEHUIO C IIJ1alebo TPy OJHOBPEMEHHOM
MPUMEHEHUUN TaKUX KJIaCCOB TMIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEOCTB, KakK
OUypeTUKU, 6JI0KaTOPHI B-aApeHOopelenToOPoB, UHTUOUTOPH! AIT®, aHTAarOHUCTH
aHruoTteHs3uHa lI, aHTurunepTeH3UBHBIE JIEKaPpCTBEHHBIE CPENCTBA
(cocymopacuiupsioniie 1 HeHTPaJbHOT0 OeiCTBUsI), 6JI0KAaTOPH afpeHepTrudecKux
HEeWPOHOB, OJIOKATOPHI KaIbIIMEBBIX KaHAIOB M OJI0OKAaTOPHI A-agfpeHOopelennTopoB. B
cIielaIbHOM MCCIeOBaHNM B3aUMOEUCTBUS ITPU OOHOBPEMEHHOM IIPUMEHEHUHU
cungenaduna (100 Mr) u amnogunrHa NagdeHTaM C apTepuanlbHOM TUNEePTEH3UEN
HabJ1I01aI0Ch AOMOTHUTENBHOE CHUXKEHUE CUCTOJIMYECKOTO apTePHaIbHOTO OaBJIEHUS
B IIOJIOKEHUM JIeka Ha 8 MM pT. cT. CHUXKEHUE OUaCTOINYEeCKOTO apTepPHUaaIbHOr0
OaBJIEeHUs COCTaBUJIO 7 MM PT. CT. [1o BeIu4yuHe 3TU OOIOJHUTEJIbHEIE CHUXKEHUE
apTepUasibHOTO JaBJIeHUs ObIIU COIOCTAaBUMBI C TEMH, YTO HAOJIIOOATUCh IPU
MIPpUMEHEHUU TONBKO CuimeHadunIa y 3qO0pPOBLIX H0OpoBOJbIEeB (CM. Pa3men
«®apMaKOJIOTUYECKUE CBOUCTBA»).

Cunpenadun B mo3e 100 Mr He Bnusia Ha ¢papMaKOKMHETHYECKHUE II0Ka3aTesu
MHTrUOUTOPOB npoTea3sl BUY, cakBUHaBUpPa U pPUTOHABUPA, KOTOPHIE SIBJISIIOTCS
cyoctpatamu CYP3A4.

Y 3m0poBEIX TOOPOBOJIBLIEB MY2KCKOI'O I10JIa IPUMEHEeHUs cungeHadusa B
paBHOBeCHOM cocTossHUU (80 Mr 3 pa3a B CyTKHU) IPUBOAUIIO K NOBhIIIeHUI0 AUC u
Cmax 6oceHTaH (125 Mr 2 pa3a B geHb) Ha 49,8% u 42% COOTBETCTBEHHO.

OCc0o0eHHOCTH IPUMEHEHU ST

Ilo Hayaa Tepanuu cliegyeT coopaTh MEOUIIMHCKUYM aHaMHe3 IallieHTa U IIPOBECTU
busukanbHOE 00CIegoBaHUe OJI1 AMAarHOCTUKU 3PEKTUIbHON OUCHYHKIUYU U
orpenesieHusI ee BO3MOXKHBIX ITPUYHH.

daxkmopul pucka cepdeuHo-cocyoucmuix 3abosesaHuli. IIOCKONBKY CceKCyalbHas
aKTHBHOCTH COITPOBOXKAAETCS ONpeneIeHHLIM PUCKOM CO CTOPOHBI CEPAIa, IO Hadaia



J1I000T0 JIeYeHUsT 9PEeKTUIbHOM TUChHYHKIIMN Bpayd [OJI2KEH OIIeHUTh COCTOSTHUEe
CepOeYHO-COCYOUCTOU CUCTEMEI nalnmeHTa. CungmeHaguI OKa3bIlBaeT
COCyIopacCIIupSAIIIee JelCTBUE, IPOSABIISAETCS He3HAYUTEIbHEIM U
KpPaTKOBPEMEHHLIM CHUIKEHMEM apTepUualbHOro aaBieHus (cM. Pasgen
«®apmakosiorudyeckue»). [1o Ha3HauUeHUs cuigeHaduia Bpad JOMXKEeH TIIAaTEIbHO
B3BECHUTD, MOXKET JIM TaKo¥ 3¢ GeKT HeOJIarompusiTHO BIUSAThH Ha ITAIlMEeHTOB C
oIpeneieHHbLIMU OCHOBHEIMU 3a00JIeBaHUSIMU, OCOOEHHO B COYETAaHUU C CEKCYaIbHOM
aKTUBHOCTHIO. K mmaneHTaM C IIOBHIIIIEHHOW YYBCTBUTEJILHOCTHIO K BA30OMIaTaTOPOB
OTHOCSITCS TIAllMEHTHI C OOCTPYKIIMEN BEIBOOHOTO TPAKTa JIEBOT'O XKenymodKa
(HampuMep, CTEeHO3 aOpThI, TUIlepTPodUuUecKass OOCTPYKTUBHAS KapOUOMUOIIaTUS) U
Maly¥eHTHl C PeOKUM CUHOIPOMOM MYJIbTUCUCTEMHOM aTPOPUHU, OOHUM K3 IIPOSBIEHUN
KOTOPOMU SBJISIETCS TSAXKeJloe HapyIllleHNe PeryJsaIud apTepuaabHOr0 JaBIeHUI CO
CTOPOHELI BereTaTUBHOW HEPBHOU CHUCTEMHEI.

CunpeHaduI IOTEHIIUPYET TUIIOTEH3UBHOE OelCTBUEe HUTPATOB (CM. Pa3men
«[TpoTuBOIOKa3aHUSI»).

B mocTMapKeTUHTOBBLIM MEPHUOM COO0IIanoCh O TAXKEBIX ITOOOYHBIX PeaKIUsIX CO
CTOPOHEI CEPHIEYHO-COCYANUCTOU CUCTEMBI, BKJII0oYasi HHPapKT MHUOKapaa,
HecTaOUJIbHOM CTEHOKapauel, BHe3allHYI0 CEPAeYHYI0 CMEPTh, KEeNyoo4YKoBas
apuTMHus, 11epedpPoBaCKyJISIPHbIE KPOBOUIIUSIHUS, TPAH3UTOPHYIO UIIEMUYECKYI0
aTakKy, apTepuajibHOU TUIlepTeH3uen U apTepuaabHOU TUIIOTEH3UM, KOTOPHIE 110
BPEMEHU COBIIafalid C MpuMeHeHueM cungeHaduna. Y 60IbIINHCTBA ITAllMEeHTOB, HO
He Yy BCeX, CyIlleCTBOBaJiM (paKTOPHl pUCKa CEPAEYHO-COCYAUCTHIX 3a0oneBaHui. MHOTO
TaKUX IMOOOYHBIX peaKui HabII0garioch BO BpeMS UJIM Cpa3y MOCJie ITI0JI0BOr0 akKTa U
TOJIBKO HECKOJILKO CIIyYMJIOCh BCKOPE MOCJIe IPUMeHeHUs cusmeHaduia 6e3
CeKCyaJIbHOU aKTUBHOCTHU. [109TOMY HEBO3MOXKHO OIPENEINTh, CBSI3aHO Pa3BUTUE
TaKUX MOOOYHBIX PeaKIuii HeIMOCPEeACTBEHHO C (paKToOpaMu pUCKa, UJIN UX PA3BUTHE
00yCJIOBJIEHO APYruMH (haKTOpPaMHU.

ITpuanusm. CpencTBa AJid Ne4eHUs 9PEKTUIbHOU OUCPYHKIIMU, B TOM YHUCIIE U
cungeHadun, ciegyeT Ha3HadaTh C OCTOPOXKHOCTHIO TallMeHTaM C aHaTOMUYEeCKOU
nedopmaliei neHuca (aHTyJIsINsI, KaBePHO3HLIN ¢GuOpo3 unu 601e3Hb [Tedporn) unu
namueHTaM C COCTOSIHUSIMHU, KOTOPhI€ BHI3LIBAIOT Pa3BUTHUE IIpHaln3Ma (CepIoBUOHO-
KJIeTOYHasl aHeMUsi, MHOXKEeCTBEeHHasA MUeJIoMa WU JIeUKeMUs).

[Tocmne BrIXOma cunmeHadua Ha PHIHOK COOOMIAIOCh O CIIy4Yasax YAJIUHEHHOU 3peKIIuU
u npuanuidma. Ecnu spekuusa gnutcsa 6osee 4yeMm 4 gaca, maliieHTaM CIeayeT
HeMeJJIEeHHO 00paTUThCS 3a MEeOUITMHCKOM IMOMOIIBI0. IIpr OTCYyTCTBUU HEMEIJIEHHOT O
JIeYeHUs IpUarru3M MOXKET IIPUBECTU K ITOBPEXKIEHUIO TKaHeu IIeHuca U K CTOUKOU
HoTepe IMOTEHIINH.



O0HoBpeMeHHOoe npuMeHeHue ¢ OpyaumMmu uHaubumopamu ®I13-5 uau Opyaumu
npenapamamu 045 A€4YEHUA 3peKmusibHoU duc¢yHKyuu. be3onacHOCTh u

9} PeKTUBHOCTh OMHOBPEMEHHOTO IPUMEHEHUS CUIgeHaduIa C OPYyTUMUA
uHruoutopamu OJI193-5 unu OpyruMu mpemnapaTamMu Oy JiedeHUs TUIIePTeH3UU
JIETOYHOM apTepuH, comepxkKallye cungeHadun, uiu ¢ ApyruMU IperapaTaMy OJisd
JIe4eHUS SPEKTUIbHON OUCPYHKIIUN U3ydalauch. [I09TOMYy IIpuMeHeHNEe TaKuX
KOMOMHaUM He PEKOMEHIYETCS.

BausiHue Ha 3peHue. CIIOHTaHHBIE COOOIIIEHUS ITPO BO3SHUKHOBEHUE Te(PeKTOB 3peHUsI
IMOCTYIIaJI aCCOIIMUPOBAHO C MPUMEHEeHUEeM cusifeHadusia u Apyrux UHruOUTOpPOB
®I13-5 (cM. Pazgmen «[lobouHble peakuu»). O cinydasx HeapTepHualbHOU mepenHen
UIIEeMUYECKOM HEeBPOIIAaTUU 3PUTEJILHOTO HEPBA, SIBISIETCS PEOKUM COCTOSTHUEM,
TIOCTYyTaJIu CIIOHTAaHHBIE COOOIIEeHUS U CO00IIaroCch B HAA30PHOM UCCIeJOBaHUU
aCCOIIMMPOBAHO C IIPUMEHEeHUEM cusmeHaduna u Opyrux tHruo6utopos ®I3-5 (cMm.
Paspen «ITob6ouHble peakiuu»). [TallMeHTOB clenyeT NpegynpeauThb, YTO B ClIydae
BHE3aIlHOI'0 HapyllleHus 3peHus npumMeHenus npenapata EPI'OC cnenyet
MpeKpaTuTh U HeMeJIeHHO 00paTUThCs K Bpauy (cMm. Pa3pgen «IIpoTuBOIIOKa3aHUsI»).

OO0HoBpemMeHHOoe npuMeHeHue ¢ pumoHasupom. OTHOBPEMEHHOE TPUMEHEHUE
cunpeHaduna u pUTOHaBUpPa He pekoMeHayeTcs (cM. Pa3men «B3aumopmericTBue C
OPYTUMH JIEKapCTBEHHLIMH CPEICTBAMHU U APYTHUe BUIOBI B3aUMOIOENCTBUM»).

Oo0HospeMeHHOe npumMeHeHue ¢ 610kamopamu a-adpeHopeuenmopos. [TlanueHTaM,
IPUHUMAIONIUM OJIOKATOPH A-aApPEeHOPELeITOPOB, IPUMEHATh CUJIfeHaduI CIeayeT C
OCTOPOKHOCTBIO, IOCKOJIbKY TaKasi KOMOUHAaIM MOXKET IIPUBECTHA K
CUMIITOMAaTHU4Y€E€CKOM TUTIOTEH3UM Y HEKOTOPHIX IIPEAPACIOI0KEHHBIX ITallieHTOB.
CumMmrnroMaTuydeckas TUIIOTEH3UsI OOBIYHO BO3HUKAET B TeueHue 4 4acoB II0CIie
npuMeHeHus cungeHadumna. C 1eabi0 MUHUMHU3aud BO3MOXKHOTO Pa3BUTHUA
IIOCTypaJbHOM TUIIOTEH3UH Y IallMEeHTOB, IPUHUMAIOIINX 0JI0KaTOPHL (-
agpeHOoPEeLeIITOPOB, UX COCTOSIHUE HY2KHO CTaOUIU3MPOBaTh C IOMOIIIBLI0 0JI0KaTOPOB
0-aZIpeHOpPelenTOPOB 00 Havyalla IpUMeHeHus cuigeHaduna. Takxke cienyet
paccMOTpeTh BO3MOXKHOCTh IPUMEHEHUS HadyaJibHOM Ho3kl 25 Mr (cM. Pa3men «Cmocob
OIpUMEHEHUS U 0o3kl»). KpoMe TOro, ciegyeT npouH(pOPMUPOBaTh NAallUeHTOB, KakK
OEenuCTBOBATh B ClIydae MOSIBJIEHUS CUMIITOMOB OPTOCTaTU4YECKOU TMIIOTEH3UN.

BausiHue Ha kKposomeveHus. iccinengoBaHus TPOMOOITMTOB YejloBeKa IMoKa3aliy, YTo in
vitro cungeHaduil NOTEHLMPYET aHTUArperaluuoOHHEIM 3(QPEeKTH HaTPUA
HUTponpyccupa. HeT HMKaKol MHpOpPMalM OTHOCUTENHHO 0€30aCHOCTH
NIpUMEeHeHUs CulgeHaduia naleHTaM C HapylIIeHusIMU CBEPTHIBAHUS KPOBU UIIHN
OCTPOM sI3BEHHOM 00J1e3HbI0. TakuM 00pa3oM, IpuMeHeHune cunmeHaduia
nanueHTaMy 3TOU I'PYIIIIEI BO3SMO2KHO TOJIBKO IIOCJIE TIATEIbHON OI€HKU
COOTHOIIIEHUS TI0JIb3bI U PUCKA.



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

ITomeps cayxa. BpadyaM crieyeT IOCOBETOBATH ITallieHTaM IIPEKPATUTh TPUMEHEHUE
npenapaTta EPTOC u HeMeneHHO 00paTUTHCS 3a MEOUIIMHCKOM IIOMOIIbIO B CIIy4ae
BHE3AaITHOT 0 CHUXKEHUS U MoTepu ciayxa. O0 3TUX SIBJIEHUSIX, KOTOPhIe TaK¥Ke MOTYT
COITPOBOXKIAThCS 3BOHOM B yIlIaX ¥ I'OJIOBOKPYKEHHEM, COOOIIaIOCh C accolualiueit Bo
BpeMeHU C MpuMeHeHueM uHruoutopos ®JI13-5, Bkmouass EPTI'OC. OnpenenuTs, 3TH
SIBIIEHUS HAIIPSIMYIO CBSI3@HBI C IIPpUMEHEeHUuEeM MHTuOUTOpoB PI1I-5 unm ¢ opyrumMmu
(pakTOpaMu HEBO3MOIKHO.

O0HoBpeMeHHOe NpuMeHeHUe C 2unomeH3uB8HbiMU npenapamamu. CungeHadumn
OKa3bIBaeT CHUCTEMHYIO COCYOOPACIINPSIOIIee OeiCTBUE U MOXKET B JalbHEUIIEM
CHHUZKATh apTepuaJlbHOE OaBleHte y ITallieHTOB, IIPUMEHSIOIINX TUIIOTEH3UBHBIE
JIeKapCTBEHHELIE CPeCcTBa. B oTOenbHOM HCCIeOOBaHUM JIEKAPCTBEHHOT O
B3aMMOJIEMCTBUS OOHOBPEMEHHOE ITPUMeHeHne aMoauiiuHa (5 mr unu 10 Mr) u
cunpeHaduna (100 Mr) mepopasibHO HabII0OOaI0OCh CpeHee OOTOTHUTEIbHOE
CHHUKEHHE CUCTOJIMYECKOrO IaBJIEeHHUs Ha 8 MM PT. CT., HUACTOJIMUYECKOTO - Ha 7 MM PT.
CT.

3aboaesaHusi, nepedaroujuecs nososvim nymem. IlpumeHenue npenapata EPT'OC He
3amuiaeT ot 3aboeBaHU, IIepefalonIuXCcs IOJI0BEIM yTeM. CleyeT pacCMOTPETH
BO3MOXKHOCTh UHPOPMUPOBAHUSA NAIUEHTOB 0 HEOOXOOUMBIX MeP AJIS 3alIUTHI OT
3abo0sieBaHM, ITepegalonIuXCcs MOJIOBEIM IIYTEM, BKJIl0Uasi BUPyC UMMYyHOAepuimTa
4eJioBeKa.

ITpenapam codepaicum aakmo3y. He crnegyeT IpUMEHSTh €ro MyK4YMHaM C TAaKUMU
PEeOKMMU HacCJIeACTBEHHBIMU HapYIIEeHUSIMU, KaK HEIIEPEeHOCUMOCTh rajlakKTO3Hhl,
HeOOoCTaTOYHOCTH JlaKTa3kl Jlanma uiau ManbabcopOIius IJII0OKO3bI-TalaKTO3HI.

B cocmae npenapama exodum caxapHaa nyopa. B ciydae yCTaHOBJIEHHOU
HEIepeHOCUMOCTH HEKOTOPHIX CaxapoB CJielyeT MPOKOHCYIbTUPOBATHCS C BpadoM,
npexae 4eM IIPUMEHSITh 3TOT IIpemapar.

B cocTtaB npemnapata BxoguT Kpacutesb E 102, 4TO MOXKeT BBI3BaTh ajlJIePrudyeCKux
peaxkuuu Ipu ero IpuMeHEeHUU.

CnoCcoOHOCTH BJIMSITh HAa CKOPOCTH PEaKIIHH IPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM pPadoTe ¢ MexXxaHHu3MaMH

HccnemoBaHuM BIUSHUSA MTpellapaTa Ha CIIOCOOHOCTD yIIPaBISITh TPAHCIOPTHLIMU
cpencTBaMu M paboTaTh C OPYTrUMHU MeXaHu3MaMHU He IIPOBOOUIIOCE. [IOCKOIBKY B



ITpoliecce KJIMHUYECKUX UCCIIeqOBaHUM cuigeHaduia coobIasoch O ciaydasix
TOJIOBOKPY2KEHUE U HapyILIEeHUs CO CTOPOHLI OPraHOB 3PEeHUs, Iepen TeM Kak
CaJUThCS 3a PYJIb TPAHCIOPTHOI'O CPeACTBa UJIU OAPYTUMU MeXaHu3MaMHU, HalueHTaM
Heo0X0OUMO BBISICHUTH, KaKOBa UX UHOWBUAYyaIbHas peakuus Ha npuMmeHernue SPT'OC.

IIpuMeHeHHE B NIepHoOJ OepPeMEHHOCTH H/IH KOPMJIEHHS I'PYyIBIO
OPTI'OC He npepHa3Ha4yeH [OJid IPUMEHEHUSA XKeHITUHaMMU.
Crmoco0 nmpuMeHEeHUsI U T03bI

[TpenapaT IPUMEHSIOT IEPOPAIBHO.

B3apocnsie. Pekomenayemas gosa OPI'OC coctasisieTr 50 MI, IPUMEHSIOT B Clly4dae
He0oOXOOUMOCTH ITPUMEPHO 3a Yac [0 CEKCYyaJIbHOM aKTUBHOCTU. B 3aBUCUMOCTH OT
9(PEeKTUBHOCTU U ITIEPEHOCUMOCTH IIpelapaTa J03y MOXKHO yBenu4uuTh A0 100 Mr unu
CHU3UTH [0 25 Mr B TabeTkax. MakcuMaJibHasi peKOMeHIOBaHHAas J03a COCTABJISIET
100 mr. HYacTtoTa npuMeHeHUsI MaKCUMaJbHOM PEKOMEHOyeMOU OO3bl IpenaparTa
cocTaBssieT 1 pa3 B cyTKu. [Ipu mpuMeHeHUU IIpemnapaTa BO BpeMs eIkl eT0o JelCTBUe
MOZKET HACTyIlaTh II030HEE, YeM IPU IPUMEHEHUU HATOIllaK.

[MTaneHTHI ITOXKUJIOTO Bo3pacTa. HeoO6xoouMoCTh B KOPPEKIUY MO3bI ITallieHTaM
IMOZKUJIOTO Bo3pacTa (= 65 meT) OTCyTCTBYyeT.

[TauueHTHI C IIOYEeYHOM HeOCTaTOYHOCTHIO. [[/Is1 ITallieHTOB C T0OYeYHOU
HeOOCTaTOYHOCTHIO JIETKOU U CPeOHEeU CTEeIleHU TSaXKeCTHu (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKOMeHayeMas Oo3a TaKas XkKe, KaK yKa3aHO BhHIIIe B pa3fesie «B3pocrbie».

[TocKONBKY y mallMeHTOB C MOYEeYHOU HEJOCTAaTOYHOCTBIO TSIKEJIOU CTEIIeHU (KIIUPEHC
KpeaTuHrnHa <30 MJI/MUH) KJIMPEHC CUIAeHadulIa CHUXKEH, CIIeyeT paCCMOTPETh
BO3MOZKHOCTh IPUMEHEHHUS OO3bl 25 MI'. B 3aBUCHMOCTH OT 3 PEKTUBHOCTH U
IIepeHOCUMOCTH IIpenapaTa Ipu HeoOXOOUMOCTH A03y MOXKHO YBEIUUYUTH IIOCTEIIEHHO
oo 50 mr u go 100 wmr.

[TaneHTH C MTEeYeHOYHOM HeJOCTaTOYHOCTHIO. [I0OCKOJIBbKY y ITAallMeHTOB C II€Y4E€HOYHOU
HeIO0CTAaTOYHOCTHIO (HallpuMep, IUPPO30M) KIIUPEHC cuigeHaduna CHUXKEH, CIIeAyeT
paccMOTPEeTh BO3MOXKHOCTb IPUMEHEHUS O03kl 25 MI. B 3aBUCMMOCTHU OT

9 HEeKTUBHOCTH U II€PEHOCUMOCTHU IIpelapaTa IIpu HeoOXOOUMOCTH 003y MOXKHO
yBenIu4uTh nocteneHHo 00 50 mr u go 100 mr.

[TanyeHTE], IPUMEHSAOIIVE IPYyTUe JIEKapCTBEHHEBIE CpencTBa. Ecinu nanmueHTh
ogHoBpeMeHHO UHruOuTOpPH CYP3A4 (3a MCKIIOYEeHUEM PUTOHABUPA, TPUMEHEHUE
KOTOPOI'0 OJHOBPEMEHHO C CuibIeHaduIoM He PeKOMeHyeTCs, CM. Pa3nersl



«B3aumMopmencTBUEe C APYTMMHU JIeKapPCTBEHHBIMU CPEOCTBaMU U OPyTrHUe BUOBI
B3auMopencTBuii» u «OCOOEHHOCTH TPUMEHEHUST», CIIeIyeT PAaCCMOTPETh
BO3MOXKHOCTD ITPUMEHEHUS HadaJlbHOU O3Bl 25 MT).

C 11e1bI0 MUHUMHU3AIIUU BO3MOXKHOI'O PA3BUTHUS ITOCTYPaJIbHOM TUIIOTEH3UU Y
MMaIMeHTOB, IPUHUMAIOIINX 6JI0KAaTOPH A-afPEeHOPEIEIITOPOB, COCTOSIHUE TaKUX
MalMeHTOB HYKHO CTaOUIN3UPOBAThH C IIOMOIIBI0 OJIOKAaTOPOB G-aIpPeHOoPeleIITOPOB A0
Hayaja MpuMeHeHus cungeHaduina. Takxke cjlegyeT paCCMOTPETh BO3MOXKHOCTh
NpUMeHeHUsI HadaJIbHOU JO03Hl 25 Mr (cM. Pa3mensl «B3auMomenicTBUE C APYTUMU
JIeEKapCTBEHHBIMU CPEJICTBAMU M OAPYTHUe BUIOBI B3auMogencTBuii» u « OCOOEeHHOCTHU
IPUMEHEHUS»).

HeTn
[IpemapaT nmoka3aH K IpUMEHEHUIO TUIlaMU B Bo3pacTe 10 18 ner.
Ilepeno3upoBKa

B mporiecce KIMHUYECKUX UCCIEIOBAHUM C y4aCTHeM TOOPOBOJIbIIEB ITPU IPUMEeHEeHU!
pa3oBoit o3kl cungeHaduna 0o 800 Mr moboyHbBIe peaKkIuu OBIIN MOOOOHBI TEM,
KOTOpPbIe HAOIIOOanuch Ipyu NpUMeHeHUn cunneHaduia B 60j1ee HU3KUX 103aX, HO
BCTpeYasnch yalle u Oultu Oosiee TsxkenbIMU. [IpuMeHeHue cungeHaduna B mose 200
MT" He TIPUBOUJIO K MOBHIIIEHUI0 3(HEKTUBHOCTH, HO BEI3BIBAJIO POCT KOJIMYECTBa
CclIy4daeB pa3BUTHUSA MOOOYHBIX peaKluil (TOJIOBHOU 00, IIPUINBOB KPOBH,
TOJIOBOKPYKEHUEe, OUCIIeIICUH, 3aJI0KEeHHOCTH HOCAa, HapyIIeHUH CO CTOPOHLI OPTraHOB
3pEeHus).

B cnyyae mepemo3upoBKY IIPU HEOOXOOMMOCTU NPUOerarT K OOBIYHBIM
MMOAAePXKUBAIOIIMM MEPOIIPUATUSIM. Y CKOPEHUe KIIMpeHca cuigeHaduia npu
reMouanan3e MaJI0OBEePOsITHO BCJIEACTBHUE BHICOKOM CTEIEHU CBSI3BIBAHUS IIperaparta C
OenKaMu I171a3Mbl KPDOBU M OTCYTCTBUS SJIUMUHAIIUY CUNIAeHadMnIa ¢ MOYOii.

ITo6o4YHbIE peaKIIuu

Hawnbosee yacTEIMH MOOOYHLIMU PEAKIIMSIMM, O KOTOPHLIX COOOIIAIN B KIIMHUYECKUX
KMCCJIeNOBAHUAX CPeOy MallieHTOB, IPUHUMABIINX CUJIAeHadmI, OLIIN roJoBHAsI 00JIb,
ITPUIIUBEI, OUCIIEIICUS, 3aJI02KEHHOCTh HOoca, 00JIh B CIIMHE, TOJIOBOKPYKEHHUE,
TOIIIHOTA, HapyIlIeHHue 3PeHus, [IUaHOIICKUs U 3aTyMaHuBaHue 3peHusi. MHpopMalus o
MMOOOYHLIX PEAKIINK B paMKaX IIOCTMApPKEeTHHTOBOTO HAOIIOMeHUS ITPUMEeHEeHHU
cunnmeHaduna O6viyia cobpaHa B TeueHue 6osee 10 nmeT. Huxke yKa3aHH BCe
KJIMHUYECKH BaXXKHbIe TOOOYHEIE PeaKIii, KOTOPhle UMEJIM MEeCTO B KIMHUYECKUX
KMCCJIeNOBaHUAX CUJIfeHadIa IPU YacTOTe IIOsIBJIeHKsI O0IbIlle, YeM IIPHU IIpueMe



maiebo, Mo cucTeMaM OpraHM3Ma M 4acToTe: 04eHb yacTo (=1/10), gacto (=1/100,
<1/10), HeuacTo (=1/1000, <1/100), peoko (=1/10000, <1/1000).

Tak>ke BKJIIOYEHA YaCTOTa MOSIBIEeHUS KIMHNYECKU BAaXKHBIX ITOOOYHEIX peaKI_II/IfL 0]
KOTOPHIX 0006mam/1 C IIOCIIEPETUCTPAIIMOHHOI'O OIIEITa KaK HEM3BECTHEIE.

B Kaxmoii rpymiie mo Yactote mobouHbsle 3¢ GeKThl yKa3aHHLIE B ITOPSOKe
YMEHBIIIeHHUS ITPOSBICHU.

HNHEbeKIMoOHHBIe 1 HHBAa3WBHEIE 3a00I€eBaHUSA

HeuacTo: puHUT.

Co CTOPOHBI UMMYHHOMN CHCTEMBI

HeugacTo: nmoBuIIlIeHHASA YYBCTBUTEIIbLHOCTE.

Co CTOpPOHBI HEPBHOM CHCTEMEI

OueHb Y4acTO: r'OJIOBHAS OO0JIb.
YacTo: roJI0BOKpYKEHUeE.
HeuyacTo: COHIUBOCTD, TUIIECTE3US.

Penko: MHCYNIbT, TPAH3UTOPHAS HIIeMUUYecKas aTaka, Cymoporu (*), peuuauBhl CyooM
(*), cuHKOIIE.

Co CTOPOHEBI OPTraHOB 3PEHUSs

YacTo: HapyllleHWe BOCIPUATHUS LiBeTa (**), paccTpoliiCcTBa 3peHus, IOMyTHEHUE
3peHus.

HeuacTo: paccTpoiicTBa cie3oTedeHue (***), 60mb B rinasax, ¢orodobusi, ¢poTomncus,
TUIIePEMHUS TJ1a3, SPKOCTh 3PEHUSs, KOHbIOHKTUBUT.

Penko: HeapTepuanbHasa IepenHsas UIIeMUYeCKas HeuponaTus 3pUTeIbHOrO HepBa (*)
OKKJIIO3HUS COCYHOOB ceTyaTKU (*) peTUHANIbHBIM KPOBOU3JIUSAHUE,
apTepUOCKIIepOTUYEeCKas peTUHONaTus, HapyLlIeHUs: CO CTOPOHEL CETYATKU, I'JIayKOMa,
nedeKThl I0JId 3PpeHUs, OUIJIONKS, CHUKEHNEe OCTPOTHI 3PEHUSI, MUOIINS, aCTEHONNS,
IJIaBaloIIue IOMYTHEHUS CTEKJIIOBUOHOTO TeJla, HapylIeHUs CO CTOPOHBI pafyKHOU
000JI04KY, MUApUAa3, NOSIBIeHUE CBETAIINXCS KPYTrOB BOKPYT HCTOYHUKA CBeTa (rajuo)
B II0JIe 3PEeHUs, OTEK IJIa3, IIPUMYXJIOCTh I'Jla3, HapyILIeHWs CO CTOPOHEI I'J1a3,
rurepeMusi KOHbIOHKTUBEL, pa3paxKeHue rjia3, aHoMaJlbHble OIIYIIeHUs B I'jla3ax,
OTeK BeK, o0ecliBeurBaHUE CKJIEDHI.



Co CTOpPOHBI OPTAHOB CIyXa M BECTHOYJISIPHOTO almapara

HeuacTo: rojioBOKpy>eHue, 3BOH B yIlIax.
Pepko: rimyxora.

Co CTOpPOHEI cepalia

HewacTo: Taxukapaous, yCuleHHOe cepaiedrueHue.

Penko: BHe3amHasi cepaedHasi CMepTh (*), uHpapKT MUOKapOa, XKeIyago4KoBas
aputmus (*), pubpunnsanus npeacepauii, HectabuabHas CTEHOKAPOUSI.

CoO CTOPOHEL COCYIOB

YacTo: MpuIKUBL KPOBU K JIUILY, ITPUJIUBHI XKapa.
HeuacTo: apTepuanbHas TUIEPTEH3US, apTepuaabHas TUIIOTEH3U .

Co CTOPOHBI PECIUPATOPHOM CHCTEMEI, OPraHOB I'PYOHOM KJIETKHU M CPEOOCTeHUS

YacTo: 3a/103KeHHOCTh HOCa.
HeuacTo: HOCOBOE KPOBOTEYEHHE, 3aJIOZKEHHOCTHE IIPHUOATOYHEBIX ITa3YX HOCA.
Pepoko: OIyIlleHune CXKaTud B IopJie, OTEK CIIM3UCTOM 000JI0YKH HOCA, CYXOCTBh B HOCY.

Co CTOPOHBHI KEeJIYOOUYHO-KHIIIEeYHOI'0 TPaKTa

YacTo: TOUIHOTA, OUCIEIICUSI.

HeuacTo: racTpoa3odareanbHas pedaokcHas 601e3Hb, pBoTa, 60Ib B BePXHEH YacTu
KHBOTA, CyXOCTh BO PTY.

Penko: runecTe3usi pOTOBOM ITOIOCTH.

CoO CTOPOHBI KOXKHU U ITOOKOXKHON TKAaHU

HeuacTo: CBHIIb.

Pepgko: cuagpom CTtuBeHca-IIKOHCOHa (*), TOKCUYEeCKUH OuaepMasbHbIM HEKPOIU3

(*).

Co CTOPOHHI OIIOPHO-OBUTAaTEJILHOTO annapaTa U COeOUHUTEIbHON TKaHU

HeuacTo: muanrusi, 60Jib B KOHEYHOCTSX.

Co CTOPOHBLI MOYEBLIIEJIUTEIJIbHON CUCTEMEI




HeuacTo: remaTtypus.

Co CTOPOHBI PENPOAYKTUBHOM CHUCTEMBI M MOJIOUHEIX JKeJjie3

Penko: kpoBoTedeHre U3 IOJIOBOTO 4YJjieHa, Ipruanus3M (*) remaTocriepMus,
MTPOAOJIKUTEIIbHAS 9PEKITUS.

Oobmue HapPYIIIeHWsI U PeaKIIMK B MECTE BBEOEHUA

HeuacTo: 6071b B IPyOu, TMOBHIIIIEHHAS YTOMIISIEMOCTh, YYBCTBO XKapa.
Penko: pa3gpaxxeHue.

Oo0cegoBaHue

HeyacTo: moBHIIIIEHHAs YaCTOTa CEPOEYHBIX COKPAIleHUN.
(*) Coobmur1anochk IUIIb ITPH UCCJIEJOBAHUHU TI0CJIE BLIXO/la IIperapaTa Ha PHIHOK.

(**) HapymeHHe BOCIIpHUATHA IIBETA: XJIOPOIICHU A, XPpOMATOIICHUA, TMAaHOIICU,
QPUTPOIICUSA, KCAHTOIICUSA.

(***) HapyieHue cie30TedeHUe: CyXOCTh B I'la3aX, HapyIIeHUe CJIe300TAeJIeHU 1
MIOBHIIIIEHNE CIIe30TEeYEeHNUe.

Cnepnytomiue sABjeHus Habmomanuch y <2% IallieHTOB B IPOIleCCe KOHTPOJINPYEMBIX
KITMHUYEeCKUX UCCIIeIOBaHUM cunmeHadusa; MpuYMHHAs B3aNMOCBSI3b HE OIIpenesieH.
Coo01eH1e BKIIOYAJIN SBJIEHUSI, KOTOPEIE UMEIN BEPOSITHBIN CBSI3b C IPUMEHeHUueM
mmpernaparta. fIBIeHus, KOTOphle He ObIIM YKa3aHbl, OLIJIN JIETKUMH U COO0IeHUsT ObITN
OYeHb HETOYHBLIMHU, YTOOBI UMETh 3HAYEHHUE.

Obwue. OTexk nuia, GoToCeHCUOUIN3alus, 0K, acTeHus1, 00Ib, BHE3aIHOe HaJeHue,
00JIb B 2KMBOTE, BHE3alIHOe IOBPeXKaeHNIe.

Co cmopoHbl cepdeyHo-cocyoucmou cucmembl: CTeHOKapaus, AV-010Kama, MUTPEHB,
MMOCTypabHas TUIIOTEH3UsI, UIIIeMUs MHUOKapaa, TPoM0O03 COCyIOB I'OJIOBHOT'O MO3ra,
BHe3allHas OCTaHOBKAa Cepplla, HapylleHus pe3yabTaToB Ha JKI', KapguoMuonaTus.

Co cmopoHbl 2#ceYyO0YHO-KUWEeUHO020 MpPAKmad: TJIIOCCUT, KOJIUT, Aucdarus, raCTpur,
raCTPO3HTEPUT, 330(aruT, CTOMATHUT, HAPYIIIeHUe Pe3yJIbTaTOB Me4YeHOYHHIX IPOo0,
peKTaibHOe KPOBOTEeUEeHHEe, TUHTUBUT.

Co CMOPOHbBI cucmembsbl Kposu u ﬂumd)amuqemcoil cucmembl: aHEMUSI, JIEUKOIIEHHUS.

Paccmpoiicmea memaboau3sma u numaHuA: XKaxpaa, OTeK, nogarpa, HecTaOUIbHBIN
nuabeT, TUnepriIukeMus, nepudeprudeckue 0OTeKH, TUIIEPYPUKEMU S, TUTIOTTUKEMUS,



TUIIePHAaTPUEMUS.

Co cmopoHbl KOCMHO-MblWEYHOU cucmeMbl: apTPUT, apTPO3, PA3PHIB CYXOKUIIUS,
TEHOCHHOBHUT, O0/Ib B KOCTSIX, MUACTEHUSI, CHHOBHUT.

Co cmopoHbl HePBHOU cucmeMbl: aTaKCHUsI, HEBPAJITHUsI, HEUPOIAaTHUs, TapECTE3UH,
TPEMOP, BEPTUTO, Aelpeccusi, 60eCCOHHUIA, aHOMAaJIbHEIE CHOBUIEHUSI, CHUXKEHUE
pedeKkcos.

Co cmopoHbl ObixameabHOU cucmembl: acTMa, OIBIIIKA, JapUHTUT, (DapUHTUT,
CUHYCUT, OPOHXUT, yCUJIEHHOE CIIIOHOOTAEeJIeHNe, YCUJIeHNe Kalllfs.

Co cmopoHbI KOJtCu: KpalluBHUIIA, TepIiec, 3y, IIOBHIIIEHHAs IIOTJIMBOCTD, SI3BBI KOXKH,
KOHTAKTHBIA JepMaTUT, 9KCHOIUAaTUBHEIN OepPMaTUT.

Cneuuguueckue ou,yw,eHusi: BHe3amHOe CHUXXEHUE UJIN MOTeps ciyxa, 00Jb B yIIax,
KPOBOM3NIUSIHUE B I'/la3, KaTapaKTa, CyXOCTh B I'JIa3ax.

Co cmopoHbl ypo2eHUMANbHOU cucmeMmbl: TUCTUT, HUKTYPHUSI, IOBBIIIIEHHAsT YaCTOTa
MOYEHCITyCKaHH!M, YBeIMYEeHNe MOJIOYHBIX XKeJjle3, HemepkKaHue MOYlM, HapyIIeHue
9SIKYJISIIIUHN, OTEK IIOJIOBEIX OPTaHOB, aHOPTa3MHUS.

Onblm nocsiepe2ucmpay,uoHHO20 NnpuMeHeHusi. [IOCKOJIbKY O TaKHX PeaKIuu

Cco00IIIa0T OOPOBOJILHO U COOOIIEHUS ITOCTYIIAIOT OT IMOMYISIUY HEU3BECTHOMN
YHCJIEHHOCTH, He BCerga MOXKHO JOCTOBEPHO OLIEHUTDL UX YaCTOTY M YCTAHOBUTD
MIPUYHUHHYIO CBSI3b C 9KCIIO3UIHMEN JTeKapCTBEHHOT0 CPeACTBa. JTH SIBJIEHUS OLIITN
OTMEYEeHHl KaK 3a WX CePbe3HOCTh, YaCTOTY COOOIIEeHUSI, OTCYTCTBUE YETKOTO
abTEPHATUBHOI'O CBSI3HM, TAaK U Yepe3 KOMOMHAIINIO 3TUX (GaKTOPOB.

CepoeuHo-cocyducmeule u uepebposackyasipHole seseHusi. CoobIanoch 0 CEPbe3HBIX
CepOedYHO-COCYOUCTHIE, 1IepeOpoBaCKyIsIPHbIE U COCYIUCTRIE SIBIIEHUS, BKITIOYAs
11epeOpoBaCcKyIIPpHON KPOBOTeUeHME, CyDapaxHOUAaIbHOEe U BHYTpUllepeOpasbHOM
KPOBOTEeYEeHUE U JIeTOUYHOe KPOBOTEeYEHHNE, KOTOPhIe OBIJIM CBSI3aHBI BO BPEMEHMU C
IpuMeHeHueM cuipeHaduna. Y O0JbIINHCTBA TAallUEHTOB, HO HE Y BCEX, UMEJIUCH
dakTOpH cepmedHo-cocynucToro prucka. Coob11anock, YTO MHOTHE U3 3TUX SIBIE€HUU
BO3HUKJIM BO BpeMs MU Cpa3y II0CJIe CEKCyaJIbHOM aKTUBHOCTHU M HECKOJIbKO SIBJIEHUMN
BO3HUKIIM Cpa3y IIocJie TpUMeHeHus cunneHadusia 6e3 ceKkCcyaabHON aKTUBHOCTH.
I[Ipyrue siBJieHHWSI BOSHUKIIN B T€UE€HUE IIOCJIEOYIOIINX YaCcOB UM JHEU I10CIie
NpUMEeHeHUs CuilgeHaduia U CeKCyaJlbHOM aKTUBHOCTH. HEeBO3MOKHO yCTaHOBUTS,
9TH SIBJIEHUS CBsSI3aHBI C IPUMEHEeHUEeM IIperapara, C CEKCyaJlbHOM aKTUBHOCTHIO, C
UMeIUMUCS (paKTopaMHU PUCKa UJIM C KOMOUHaIMen 3TuxX (akKTOPOB, UJIN C APYTUMHU
baxkTOopammu.



KposeHocHas u aumgpamuueckas cucmembl: Ba300OKITIO3UBHLIN KPHU3HCOB. B
HeOOoJILIIIOM 3a06/1aroBpeMeHHO IPUOCTAaHOBJIEHHOM HCCJIE€IOBAaHUY ITPUMEHEeHU
npenaparta PeBanuo (cunmeHadui) Ojis IalueHTOB C JIETOYHOM apTepHUalIbHOU
TUIIEePTEeH3uel, BTOPUYHOU 110 CEPIIOBUOHOKIETOUYHON aHEMUH, IIPU IPUMEHEHUHU
cungeHaduia 0 pa3BUTUU Ba300KIIO3UBHBIX KPU30B, TPEOYIOIIME TOCIUTAIN3allUH,
COoO0O0IIaJIOCh Yallle, 4YeM Npu MpuMeHeHuu 1ianebo. KinnHuyeckoe 3HaUYeHHUEe 3TOH
vHGoOpMaly OJIS MallMeHTOB, IPUHUMAIOIINX CUIgeHadu C 11eIbio JIeYeHn s
9PEKTUIbHON OUCPYHKITUYU, HEU3BECTHO.

HepsHaa cucmema: TpeBora, TpaH3uUTOpHAas riobanbHasi aMHE3Us.
Cneuyuguueckue owyw,eHus.

Cnyx. ITocme BBIXOIa IIperapaTa Ha PEIHOK COOOIIIAaJIOCh O CIIy4YasiX BHE3AITHOT'O
CHUXKEHUS UJIU IIOTEPHU CITyXa, CBI3aHHBIE II0 BPEMEHU C IIPUMEeHEeHUuEeM cuameHaduna.
B HEKOTOpHIX ciIydasix coo01IIaroch 0 HAIMYUU MEOULIMHCKUX COCTOSTHUU U OPYTUX
($hakTOpOB, KOTOPhIE MOTJIM CHITPATh POJIb B Pa3BUTHUU ITOOOYHBIX PeaKIUi CO CTOPOHEI
OpTraHOB ciyxa. Bo MHOTUX ciy4dasax uHGOpMaIus 10 OJalbHEeUIIeMy MeOUIIMHCKOMY
HaOJIIOOeHUI0 OTCYTCTBYEeT. OnpenenuTh, 9TU SABJIEHUS HAaIPSIMYIO CBSI3aHHI C
IMPUMEHEeHNEM TIpelapaTa Ujiu C UMeIIIUMUCSA ¢paKTopaMy PUCKa IIOTEPU CIIyXa, UIu
c KoMOuHanuen 3Tux (GakKTOPOB, UJIM C APYTUMHU paKToOpaMu, HEBO3MOXKHO.

3QeHI/Ie: BpeMEHHas IIoTEPA 3PEHUA, IIOKPAaCHEHHE I'Jla3, 2K2ZKEHHE B I''la3aX,
IIOBBIINIE€HNE€ BHYTPUIJTIA3HOT'O OaBJIEHNA, OTEK C€TYaTKH, COCYOUCTEIE 3a001eBaHUs
CeéT4HYaTKH UJIM KPOBOTE€4YEHHUE, OTCIJIOWKAa CTEKJIOBUOHOTO Teja.

Penko coobianu o coydasix HeapTepuallbHOU IepegHel UIIeMUYeCKOU HellponaTuu
3PUTEJIbHOTO HEPBA, YTO SABJISETCS NPUUYNHOU CHUXKEHUS 3PEeHUs, BKIII04Yas
ITOCTOSIHHYIO ITIOTEPIO 3PEeHUsI, KOTOPHIe OB/ CBSI3aHLI BO BPEMEHU C IIPUMEHEHUEeM
uHruoutopoB ®J13-5, BKimouas cungeHadun. MHoOrue U3 IIallMeHTOB, HO He BCe,
HMeId UMEIINeCcs aHaTOMUYeCKHe UJIU COCYOUCThIE (PaKTOPHI pUCKa Pa3BUTHUS
HeapTepUaabHOU MepenHel UIeMUYeCKOU HeUPOoIlaTUM 3PUTEIbHOTO HEPBa, BKIII04Yas
(HO He 00s3aTeNIbHO OTPAHUYMBASACH) CIEOYIOINe: HU3K0e COOTHOIIIEHNE JruaMeTpa
9KCKaBalluU U OHCKa 3PUTENbHOT0 HepBa (3aCTOMHBIN OJUCK 3PUTEIBHOTO HEPBA),
Bo3pacT 6osiee 50 neT, apTepuanbHas TUIEePTEeH3us, 3a00IeBaHUsI KOPOHAPHBIX
apTepui, TUIEepPIunUgeMus U KypeHue. HeBO3MOXKHO OIpenesiuThb, 3TU SIBJIEHUS
HaIMpPSAMYIO CBSI3aHBI C TPUMEeHEeHUuEM UHTUOUTOPOB O13-5, UMK C UMEIOITUMUCST
aHAaTOMUYECKUMU UM COCYOUCTHIMU (paKTOpaMM PUCKA, UM C KOMOMHALIMEN 3TUX
BceX (paKTOPOB, UM C APYTUMHU (paKTOPaMHU.

Omuem o nodo3pesaembix N0b6OUYHbIEe peaKluu.



OT4eT 0 mMomo3peBaeMhbIX ITOOOYHBIE PEeaKITUU IT0CJIe PEeTrUCTPaIluU JIEKapCTBEHHOTO
CpencTBa UMeeT BaXKHOe 3HaueHMue. ITO II03BOJIAET IPOBOAUTH HEIPEPHIBHBIU
MOHUTOPUHT COOTHOILIEHUS MEXKY I10JIb30U ¥ PUCKaMU, CBI3aHHBIMU C IIPUMEHEHUEM
9TOTO IpenapaTra. BpadyaM cjiegyeT OTYUTHIBATLCS O JIIOOBIX ITOJ03peBaeMble
mo0OYHBIE PEeaKIIUU B COOTBETCTBUU C TPeOOBaHUSIMHU 3aKOHOOATEJIbCTBA.

CpoOK rogHoOCTH
3 roga.
YcinoBusi XxpaHeHusi

XpaHUTH B OPUTUHAJILHOM yIIaKOBKe IIPHU TeMIlepaType He Bhille 25 °C. XpaHUTH B
HEOOCTYIIHOM [JIs leTeU MecCTe.

VYnakoBka

[To 2 Tabnetku B 6mucTepe, mo 1 6mucTepy B KOpoOKe.
KaTeropus ornycka

ITo penenrty.

IIpou3Boourenb

00O «®apmartieBTuyeckasa komnanusa «®apKoC».

MecTOHaxOXKaeHHe IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnIeCTBIICHHU A
oesiTeJIbHOCTH

YkpauHna, 03162, r. Kues, yn. 3oquux, 50-A;

Ykpauna, 08290, KueBckast 061m., r. Upmnens, nrt. I'octomens, yin. CBsaTo-IIoKpoBCKas,
360.

HNcTouyHMK HHCTPYKIIHHA

NHCTPYKIIUS TeKapCTBEHHOTO CPeACTBa B3siTa U3 0QUIIMaTbHOT0 UCTOYHUKA —
['ocymapCTBEHHOTO peecTpa JIEKAPCTBEHHBIX CPEACTB YKpPaUHHI.
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