CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;
1 TabneTKa comepXKUT cungeHaduna MUTPAT, YTO S9KBUBAJIEHTHO cungeHaduna 50 mr;

acnomozamenvHole sewecmaa: MaHHUT (E 421), kpocnoBuaoH (tum A), moBunoH K-30,
KpaxMaJl KyKypy3HbIl, HaTpUs TaypUIICyibdaT, MarHusa cTeapaT, KPeMHUS OUOKCHU]I
KOJIJIOUOHBIH;

obos0uka: Tunpomerso3a, marporos 6000, Tutana guokcup (E 171), tanek, uaguro (E
132).

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OcHoBHble (pu3uKo-xuMuveckue ceolicmad: KpyTrJiible, IBOSIKOBLITYKI/Ible TaOIETKH,
ITOKPHITHIE TIJIEHOYHOM 000JI04YKOM Tromy0oTo IIBETa.

dapMakoTepaneBTHYeCKasi rpynmna

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

®dapMaKOAMHaAMHUKa

MexaHu3M paencTBusi. CunmeHadus aBIseTCs IpenapaToM OJjIsi IepopaaTbHOro

MIPUMEHEeHU S, TpefHa3HaueHHbIM [JI5 JIeYeHUs 3peKTUIbHOU nuchyHkuuu. [1pu
CeKCyaJIbHOM BO30yK[IEeHUU IpellapaT BOCCTaHABIMBAET NOHUKEHHYIO 9PEKTUIHHYIO
GYHKIINIO IyTeM yCUJIEHUS IPUTOKA KPOBU K IIEHUCY.

®u3noNIOrUUYeCcKrUl MeXaH3M, YTO IIPUBOOUT K 3PEKIINIO, BKIII0Uasi BEICBOOOXKIEHNUE
okcupga a3ora (NO) B KaBepHO3HBIX TeJlaX BO BPpeMs CEKCyaJIbHOTO BO30yKIOEeHU .
OcBoOoauBIIIEeeCcss OKCHUJl a30Ta aKTUBUPYeT (pepMeHT I'yaHuIaTIIMKIa3a, YTo
CTUMYJIUPYET IOBHIIIIEHNE YPOBHS IIUKJINYECKOT0 r'yaHo3uHMOoHOopochaTa (' M),
YTO B CBOIO OYePE[b, BLI3LIBAET pacciiabieHre TIaaKol MyCKyJIaTypPhl KaBEPHO3HBIX
TeJI, CIOCOOCTBYSI IPUTOKY KPOBHU.

CunpeHadu IBISI€TCS MOIIHLIM U CEJIEKTUBHBIM MHTUOUTOPOM I M®-
crienududeckon pochonuscrepasnl 5 (OP1I-5) B KaBepHO3HBIX Tenax, rae ®I9-5
oTBedaeT 3a pacnang Ul M®. 3¢dekTr cungeHaduna Ha SPEKIIUI0 UMEIOT
nepudepudeckui xapakrep. CunmeHadunl He OKa3blBaeT HEIOCPEOCTBEHHOT O



pelakCupyollen OeCTBUA Ha U30JIMPOBaHHEIE KaBEPHO3HEIE Tejla YeJIOBeKa, HO
MOIITHO yCUIuBaeT pacciabnsomiee neictrue NO Ha 3Ty TKaHb. [Ipu aKTUBaIIUU
MeTabonuyeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT IPHU ITOJIOBOM CTUMYJISAIINH,
UHruOupoBaHue cunbaeHadunom O35 NPUBOAUT K MOBHIIIEHUIO YPOBHS Il M@ B
KaBEPHO3HBIX TejlaX. TakuM 00pa3oM, OJid TOro, YTOOHI cunmeHadus BrI3Bal
HeoOxoguM (papMakosiorudeckuil apdeKkT, HyKHO CeKCyalbHOe BO30yXKIEeHUE.

Bnusinne Ha dapMakoguHaMHUKYy. MccinemoBaHuS in vitro mokasasiu CeIeKTHBHOCTD

BO3OeucTBUA cungeHaduna Ha OI13-5, 4TO aKTUBHO y4acTByeT B IPOLIECCE SPEKIINN.
9dbdekT cungenaduna Ha OI13I3-5 MOIIHEE, YeM Ha APyrue U3BECTHHIE
dochogusctepasnl. IToT 3pdekT B 10 pa3 moinHee, yeM 3dpdekT Ha OI1I36,
y4aCTBYIOIINU B IIpoleccax (poTonpeBpalleHus B ceTdyaTke. [Ipu npuMeHeHU
MaKCHMaJIbHLIX PEKOMEHOOBAHHLIX 03 CEIEKTUBHOCTD cungeHadumna B ®I13-5 B 80
pa3 npeBHIIaeT ero ceaeKTuBHOCThE K @IIE1, B 700 pa3s Beitie, yeM B OIIE2, OI13-3,
OIIE4, ®IE7, ®IOES, ®IIE9, ®IIE10 u ®IIE11. B 4acTHOCTH, CEJIEKTUBHOCTD
cungeHaduna B ©I13-5 B 4000 pa3 npeBHIIIaeT €ro CeIeKTUBHOCTDL K OI13-3 - uI' M®-
crnenududeckol ndopopmul O3, y4aCcTBYIOIINYN B PETYIAIUNA CEPAEYHOU
COKPaTUMOCTH.

(I)apMaKOKHHeTHKa

AGcopbuusa. Cunmenadun 6bIcTPo abcopbupyeTcsi. MakcuManbHass KOHIIEHTPaIUs

JIEKapCTBEHHOI'0 CPeacTBa B IJla3dMe KpoBU (Cmax) mocturaercs B Tedenue 30-120
MUHYT (C MeguaHou 60 MUHYT) IOCJIE €ro IepopaJbHOro IPpUMEHEHN I HaTOIIaK.
CpenHsist OMOIOCTYIIHOCTD IIOCJIE TIePOPAIbHOT0 ITpUMeHeHus: coctaBnseT 41% (c
Oraa3soHOM 3Ha4YeHUuu oT 25 go 63%). B pekoMeHOOBaHHOM Auana3oHe 003 (0T 25 mo
100 mr) mokasaTtenu AUC (mioians mon papMakKOKUHETUYECKOU KPUBOU
«KOHIIEHTpalusa-BpeMsa») U MaKCUMaJIbHOM KOHIIEeHTpalluu CUjgeHadusia mocie ero
IIepopaybHOr0 IPUMEHEHHUS IIOBHIIIAOTCSA IPOIOPLINOHAIBHO J03€.

ITpu npuMeHeHUU cusmeHaduIa BO BpeMs ekl CTeIleHb abCOpOIINY CHUXKAETCS CO
cpenHUM yonuHeHHueM Tmax go 60 MUHYT U cCpegHUM CHUXKeHreM Cmax Ha 29%.

Pacnpepenenune. CpegHuil paBHOBEeCHEIN 00beM pacipenenenus (Vd) cocrtasnsier 105

JINTPOB, YTO CBUIOETEIBCTBYET O pacIpefeieHuHy npernapaTa B TKaHSAX OpraHu3Ma.
ITocne ogHOKpaATHOTO IIpueMa BHYTPh cuigeHaduna B go3e 100 Mr cpegHss
MaKcHuMabHas o0lllas Imja3MeHHasi KOHIIeHTpallus cuingeHaduia cocTaBusieT
npuMepHOo 440 ur/ma (koadpdunuueHT Bapuanuu coctaBnsgeT 40%). [ToCKONbKY
CBsI3bIBaHUE cugeHaduma u ero rnaBHOro N-gecMeTUIMeTab0nuT ¢ 6eTKaMu Mia3Mbl
gocturaeT 96%, cpegHsiss MaKCUMaJlbHas IJla3MeHHas KOHIIeHTPalusa CBOOOOHOTO
cunpeHaduna gocturaet 18 ur/mn (38 uMmonb). CTeneHb CBI3LIBAHUS C OeIKaMu
IJIa3Mbl HE 3aBHUCUT OT OOIIMX KOHIIEHTpaIluu cusimeHaduia.



Y 300poBHIX MTOOPOBOJILIEB, MOMYYABIINX CUIAeHadUI OOHOKPATHO B mo3e 100 mr,
yepe3 90 MUHYT B 9aKyJsaTe onpenensanock meHbine 0,0002% (B cpegueM 188 Hr)
DO3HI.

MeTabonu3M. MeTabonu3M cunmeHadusia OCyIleCTBISIETCS I'JIaBHLBIM 00pa3oM C
y4acTheM MHUKpocoMabHBIX U30(pepMeHTOB neueHr CYP3A4 (0CHOBHOU ITyTh) U

CYP2C9 (BTOpOCTENEHHLIY ITyTh). [ TaBHBIM HUPKYIUPYIOMINY MeTabomuT o0pa3yeTcs
nyteM N-gemeTunupoBaHus cunpgeHaduna. CeeKTUBHOCTh MeTabonuTa mo ®J135
CpaBHMMaA C CEeJIEKTUBHOCTHIO cuimeHaduia, a akTUBHOCTh MeTabonuTta 1mo @135
cocTaBnsaeT npuMepHO 50% aKTUBHOCTH MCXOOHOTO BellecTBa. [Ima3dMeHHbIe
KOHIIEHTPAIIMK 3TOr0 MeTaboIuTa coCcTaBiIsaioT npuMepHo 40% KoHIIEHTpaIluu
cunpeHaduia B nna3Me KpoBu. N-IeMeTHUJINPOBAHHOTO METAaOOIUT IOABEPTaETCsI
manbHeHnIeMy MeTaboI1u3My, a IepUo;l ero IIoJIyBbIBeOeHUsI COCTABIIsSIET IIPUMEPHO 4
Yaca.

BriBegenune. O0muit KnupeHc cunmeHadwuina coctasnsaeT 41 j1/9ac, 4TO IPUBOOUT

IIePUOL €ero II0JIYBLIBEJEHU IIPOAOIXKUTEIBFHOCTHIO 3-5 4acoB. Kak 1ocrie npuema,
TakK U [10CJIe IPUMEeHEHUs 3KCKpeluus cuifgeHaduia B BUge MeTab0IUTOB
OCYIIIECTBJIIETCS T'JIaBHBIM 00pa3oM ¢ KanoM (mpumepHo 80% BBeIeHHOU BHYTPD
OO3bI) ¥ B MEHBIIIEN CTeleHUu ¢ MOo4You (mpuMepHO 13% BBeOeHHOU epOopaabHO OO3HI).

dapmakokuHemuka 8 ocobbix 2pynn nauueHmos.

IMamueHTHl ITOXKKUJIOT0 BOo3pacTa. Y 3[0POBHIX HOOPOBOJIBIIEB MOXKMIIOT0 BO3pacTa
(cTapie 65 1eT) 0TMeYaoCh CHUIXKEHNE KINpPeHca culgeHaduiaa, 4To IPUBOOUIIO K

MMOBHIIIIEHHUIO ITJITa3MEHHBIX KOHIIEHTPaIlul cufeHadusia u ero akTUBHOTO N-
OeMeTHUJINPOBaHHOTO MeTabonuTa npuMepHo Ha 90% 110 CpaBHEHUIO C
COOTBETCTBYIOIIUMY KOHIIEHTPAIUSIMHU YV 3MOPOBLIX JOOPOBOIBIIEB MOJIOAOTO BO3pacTa
(18-45 net). B cBsI3u C BO3PACTHBIMU PA3TUYUSIMU B CBSI3BIBAHUU C OeJIKaMU I1JIa3MBbl
KPOBU COOTBETCTBYIOIIIEE ITOBLIIIIEHNE TIJTa3MEHHOM KOHIIEHTPAIlUd CBOOOIHOT O
cungeHaduia cocTaBnusano npuMepHo 40%.

[ToyeuyHast HEAOCTAaTOYHOCTb. Y JOOPOBOIBIIEB C HApPyIIeHUEM QYHKIIMU ITOYEK JIETKOMU

U cpenHel cTeneHu (KnupeHc KpeatuHuHa oT 30 mo 80 mi/MuH) hapMaKOKHHETHKA
cunpeHaduIa ocTaBajlach HEM3MEHHOM IIOCJIE eT0 OOHOKPATHOTO IIpreMa BHYTPh B
mo3e 50 mr. CpegHue

AUC u Cmax N-meMeTUJIMPOBaHHOT0 MeTabouTa IMoBkIIanuck Ha 126% u 73%
COOTBETCTBEHHO 10 CPAaBHEHUIO C TAKMMMU IT0Ka3aTeJIIMHU ¥ HOOPOBOIbIIEB TAKOTO XKe
Bo3pacTa 0e3 HapylleHuu GyHKUIMHN modeK. OOgHaKo M3-3a BLICOKOU MHOWBUAYAJIbHYIO
BaprabeJIbHOCTh 9TH Pa3J/IN4Yus He ObIJIM CTaTUCTUYECKU 3HAYNUMBIMU. Y JOOPOBOJIBIIEB
C TSI2KeJIBIMU HapyHIeHUuSMU QYHKIIMY IT04YeK (KIUPeHC KpeaTuHUHa HUuxkKe 30 MJI/MUH)
KJIMPEHC CulgeHaduiIa CHAXKAJCSA, YTO IPUBOOUIIO K cpegHuM IoBhimieHn AUC u
Cmax Ha 100% u 88% COOTBETCTBEHHO 110 CPABHEHUIO C OOPOBOIbIIAMU TAKOTO JKe



Bo3pacTa 6e3 HapymeHun ¢yHKINHN nmouyek. Kpome toro, 3Havenre AUC u Cmax N-
OeMeTHUJINPOBAHHOI0 MeTabonIuTa 3HaYMMO IoBHImanuch (Ha 200% u 79%
COOTBETCTBEHHO).

[leyeHOYHasi HEJOCTATOYHOCTh. Y MOOPOBOJILIIEB C IUPPO30M IT€YEHU JIETKOU U
cpemHel cTerneHu (KimaccoB A u B mo knaccudukanuu Yaung-I1bi0) KIUPEHC
cunpeHaduma CHUXKAJCI, 4To npuBoauso K noseiineHno AUC (84%) u Cmax (47%) o

CpaBHEHUIO C HOOPOBOJILIIAaMHU TAKOT'0 Ke Bo3pacTa 6e3 HapyleHu GyHKIIUY IeYeHN.
dapmMaKOKMHETHKA CUIAeHadusIa y IalueHToB C HapylUIeHUuIMU QYHKIUY [TeYeHU
TSI2KEJION CTelleH! He U3y4asioCh.

IToxa3zaHnus

JledyeHre 9PEKTUIbHOM OUCHYHKIINU, OIIPenesIseTcs KaK HeCIIOCOOHOCTDb JOCTUYD UJIH
oAmepzKaTh 3PEKIHIO II0JI0BOTr0 YjieHa, HeOOXOOUMYIO [Jis YCIIEIIHOTO IT0JIOBOTO
aKrTa.

s appeKTUBHOrO OenCTBUS IIpenapaTa Makcurpa Hy>KHO CEeKCyaJlbHOe
BO30yXK[eHUeE.

HpOTHBOHOKaSaHHH

e TToBEIIIIEHHAS YyBCTBUTEJILHOCTh K aKTUBHOMY BEIlIECTBY UJIH K JTIOOOMY U3
BCIIOMOTaTeIbHEIX BEILECTB IIpelapara.

e OOHOBpEMEHHOE IPUMEHEHNE C JOHOPaMHU OKCHUIa a30Ta (TaKUMU KakK
AMUJTHUTPUT) WU HUTPATaMU B 110001 (popMe MPOTUBOIIOKA3aHO, ITIOCKOJIBKY
M3BECTHO, YTO CUImeHaduI BIUsIEeT Ha IIyTHu MeTaboIM3Ma OKCHUIa
a30Ta/IUKINYEeCKOro ryaHo3uHMoHodocdaTa (1I'M®) u moTeHIUpPyeT
TUIIOTEH3UBHOE JEeNCTBUE HUTPATOB.

e OmHOBpPEMEHHOEe IpUMeHeHne nHruouTopos ®I13-5 (B ToM uucie cuageHaduia)
CO CTUMYISITOPaMM I'yaHUJIATIUKIa3bl, TAKUMU KaK PUOIIUTYAT,
MIPOTUBONOKa3aHO, ITOCKOJIBKY MOXKET ITPUBECTH K CUMIITOMAaTU4YEeCKOM
runoteH3uu (cMm. Pa3smen «B3auMopgencTBrue ¢ OPYyrUMHU JIeKapCTBEHHBIMU
CpeaCcTBaMU U OPYyTrHe BUOLI B3aUMOIOEUCTBU»).

e COCTOsSIHUS, IPU KOTOPHIX HE PEKOMEHYyeTCs CeKCyalibHasi aKTUBHOCTD
(HammpuMep, TAXKeJble CEPAeYHO-COCYyOUCThIe PaCCTPOMCTBA, TaKue Kak
HecTaOuIbHAsI CTEHOKAPOUS U cepaedHasi HeIOCTaTOYHOCTD TSKEeJIOM CTEeIeHH).

e IToTeps 3peHUs Ha OOUH T'jla3 BCIIEACTBHE HeapTepualbHOU IepeaHen
HUIIEeMUYECKON HEeMPOoOaTUU 3PUTEJIbHOTO HEPBa, HE3aBUCUMO OT TOTO, CBsI3aHa
JIX 9Ta IIAaTOJIOTUS C IIPEOBLIOYIIIUM NPUMeHeHreM UHruouTopoB ®I13-5, unm HeT.

e HapylieHue QyHKIIMM IIeUEeHU TSAXKEJIOW CTEIeHM, apTeprualibHasi TUIIOTEH3USA
(apTepuanpHOe gaBnenue Huxke 90/50 mm pT. CT.), HegaBHO riepeHeCeHHBIN



WHCYNIBT UM UHPapKT MUOKapOa U N3BECTHHIE HAaCJIeICTBEHHBIE
mereHepaTuBHBEIE 3a00JIeBaHUS CETUYATKH, TaKWe KaK MUTMEHTHBINA PeTUHUT
(HeOosbIlIoe KOJIUYECTBO TaKUX ITAllMeHTOB UMeeT reHeTu4YeCcKHe PacCTPOoMCTBa
@13 ceTyaTKM ), MOCKOJIbKY 0€30MaCHOCTDL cuigeHaduia He UCCIIeOOBaIuCh y
MallieHTOB C TaKUMHU 3a00JIeBaHUSIMHU.

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEeICTBAMH H IpPpyrue BHObI
B3aMMOIEeHUCTBUHA

BausaHue Opya2ux nekapcmeeHHblX cpedcma Ha cualeHapui.

HUccnemgoBaHus in vitro.

MeTabonu3M cusgeHaduia TPOUCXOOUT ITPEUMYIIIECTBEHHO C Y4acThueM n30¢popMbl
3A4 (ocHOBHOU yTh) ¥ U30¢opMEI 2C9 (BTOPOCTENEHHBINA MyTh) IMTOXpoMa P450
(CYP). [TosaTOMYy UHTUOUTOPHI 3TUX U30PEPMEHTOB CIIOCOOHBLI CHUXKATh KIIUPEHC
cunpmeHaduna, a UHOYKTOPHI 3TUX U30(E€PMEHTOB MOTYT MOBHIIIATh KITUPEHC
cunpmeHaduna.

HccnemoBaHus in vivo.

[MTonynAnvoOHHBIY (papMaKOKMHETUYECKUW aHaIu3 JaHHBIX KJIIMHUYECKUX
KWCCIeIOBaHUM IIPOOEMOHCTPUPOBAJl CHUKEHUE KIIMPEeH ca cuifgeHaduna npu
OIHOBPEMEHHOM NpuMeHeHuu ¢ uHruoutTopamu CYP3A4 (TakuMHU KaK KETOKOHA30]I,
SPUTPOMUIINH, IMMETUONH). XOTS IIPU OOHOBPEMEHHOM IPUMEHEeHUHU cuigeHaduna u
nHrn6uTopoB CYP3A4 pocT 4acTOTHI MOOOYHBIX SBJIEHUN He HabJII01anoch,
pekoMeHayeMas HadajibHas Jo03a CuajeHaduia CoOCTaBisgeT 25 MT.

OnHOBpeMeHHOe ITpUMeHeHne NHIrubuTopa rmporea3sl BUY, oueHb MOIITHOTO
uHruoutopa P450, B cocTostHMY paBHOBECHOU KoHIleHTparuu (500 Mr 1 pa3 B CyTKHU) U
cungeHaduna (pasoasg go3a 100 Mr) mpuBOOUIIO K MOBHIIIeHNI0 Cmax cungeHaduia
Ha 300% (B 4 pa3a) u nosuilleHU10 m1a3MeHHow AUC cungenaduna Ha 1000% (8 11
pa3). Yepes 24 yaca miaa3MeHHbIE YPOBHU CUIAeHadMIa BCe ellle COCTaBISAIHN
npuMepHO 200 HI/MJI IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEePHEIM OJIs
NIpUMEeHEeHUS CuigeHaduia OTAEIbHO, YTO COOTBETCTBYET 3HAUUTEJIbHOMY BIUSTHUIO
pUTOHABUPA Ha IMMPOKUM creKTp cyocTtpaTtoB P450. CungeHadun He BIUSET Ha
(bapMaKOKMHETHUKY PUTOHABUPA. YUYUTHIBAsA 3T PapMakKOKUHETHYECKHE OaHHbIE
OOHOBpPEMEHHOE IPUMEHEeHNe culgeHaduna u puToHaBUpPa He peKoOMeHayeTcs (CM.
Paspen «OcoOeHHOCTHY ITPUMEHEHUSI»); B JIIOOOM CcJIydyae MaKCHMaJlbHas J03a
cunmeHadmiIa Npu KakKux 00CTOSATEIbCTBAX He MOJIXKHa MPEBBIIIaTh 25 MI' B TeYeHHe
48 4acos.



OmHOBpPEMEHHOE MPUMEHEeHNEe NHTUOUTOPOB ITpoTea3sl BUY cakBUHaBUPa,
unruoutopa CYP3A4, B mo3e, obecrieuynBaeT paBHOBECHYIO KOHIleHTpanuio (1200 mr 3
pasa B cyTKH) u cungeHadpuna (100 Mr ogHOKpaTHO) IPHUBOAMIIO K IMOBHIIIIEHNI0 Cmax
cunpeHaduna Ha 140% u yBenuuenue AUC cunpgeraduna Ha 210%. He BeIgBIE€HO
BIUSHUS culigeHaduna Ha GapMaKOKMHETUKY CaKBUHaBUpa. [IpenronaraeTcs, 4To
6osiee mortHble MHTUOUTOPHE CYP3A4, Takre KaK KEeTOKOHA30JI M UTPAKOHA3071, OyayT
“MeTh 00Jiee BhIpaXKeHHO€e BIUSHUE.

[Tpu npumenenuu cungeHadpuna (100 Mr ogHOKpPATHO) U 3PUTPOMUIINHA,
cunenuduyeckoro naruobutopa CYP3A4, B paBHOBecHOM cocTossHuu (500 Mr 2 pa3a B
CYTKHU B TeueHHUe 5 mHel) Habmonanoch moswimienue AUC cungeHaduna Ha 182%. YV
3[I0POBBIX HOOPOBOJIBIIEB MY2KCKOTI'O I10JIa He HaOII0aanoch BIUIHUS a3UTPOMULITHA
(500 mr B Teuenue 3 cyTtok) Ha AUC, Cmax, Tmax, KOHCTaHTy CKOPOCTHU 3JIMMUHAaIUU
U TIOCJIEOYIOIINY IIePUO II0JIyBEIBEAeHU cuigeHadusia Ui ero OCHOBHOTO
HUPKynIupyoiero metabonura. Llumetugun (MHrubuTop muroxpoma P450 u
Hecnemudpuueckut uHruoutTop CYP3A4) B no3e 800 Mr npu ogHOBPEMEHHOM
MpUMeHEeHUU C cungeHapunaom B go3e 50 MT y 300pOBBIX JOOPOBOJIbIIEB ITPUBOOUI K
MTOBBIIIIEHUIO MIIa3MEHHBIX KOHIIeHTpalul cungeHaduna Ha 56%.

I'peiindpyTOBLIN COK siBNsieTCst ciabbiM uHruoOuTopom CYP3A4 B cTeHKe KUIIeYHUKA U
MOZKET BBI3BAaTh YMEPEHHOE MOBHIIIIEHKE IIJIa3MEHHLIX YPOBHEHN cUIgeHadua.

OpmHOKpaTHOEe IpUMEHeHNe aHTallUOHBIX CPeACTB (MarHus ruAPOKCHUIa/aTIOMUHUISI
TUAPOKCHOa) He BIuseT Ha OMOOOCTYIIHOCTh CUJifeHadua.

XoTs ucciengoBaHU Crielu(prUYeCcKoro B3auMOOENCTBUSA CO BCEMHU JIeKapCTBEHHBIMU
CpefcTBaMH He ITPOBOAUIIOCH, II0 TAaHHBIM ITOMYJISIMOHHOIO (papMaKOKMHETUYECKOTO
aHasu3a, papMakKOKMHETHUKA cuilgeHaduia He MeHsJIach IIPU OJHOBPEMEHHOM
IIPUMEHEHUU C JIEKAPCTBEHHLIMU CPedCTBaMU, IPUHAAJIEeXKAIIUMU K IPYyIIIe
uHruoutopoB CYP2C9 (tonbyramun, Bapdaput, GeHUTONH), TPYIIIE MHTUOUTOPOB
CYP2D6 (Takux Kak ceJIeKTUBHbIe MHTHOUTOPHI 00pPaTHOTO 3aXBaTa CEPOTOHUHA,
TPULIUKIINYECKNE aHTUAEITPECCAHTHI), TPYIILI TUA3UIHBIX U THA3UOOTOI00HBIX
OUYPETUKOB, TIEeTJIEBLIX U KaJIuiicOeperannx JUyPeTUKOB, HHTuOuTOpoB AIT®,
AHTArOHMCTOB KaJIblIMs, aHTAarOHUCTOB OeTa-agpeHOPeIeNITOPOB NI UHAYKTOPOB
MeTabonu3ama CYP450 (Takux Kak pudpamMnouiiut, 6apouTypaThl).

HukopaHoun npencTaBisieT coO00M ruOpuUa aKTUBaTOPa KalbIIMEeBHIX KAHAJIOB U
HUTpaTa. HUTpaTHLIM KOMIIOHEHT ITpefonpenensieT BO3MOXKHOCTb €0 CEPhe3HOT0
B3aMMOOENCTBUS C CUJIbleHaHUIoM.

B mpoirecce ucciemoBaHus C y4aCTHEM 3IOPOBHIX TOOPOBOIBIIEB-MYXKYNH
OOHOBPEMEHHOE ITPUMEHEHNEe aHTarOHUCTA 9HO0TeJIMHa 00CceHTaH (YMepeHHBIN
uHoykTop CYP3A4, CYP2C9 u, Bo3amoxkHo, CYP2C19) B paBHOBeCHOM cocTossHUH (125



MT 2 pa3a B CYTKH) U cuingeHaduia B paBHOBECHOM COCTOsiHIH (80 MI ¢ pa3a B CyTKH)
npuBonuno K cuuxkeHnio AUC u Cmax cungerHadusna Ha 62,6% u 55,4%
COOTBETCTBEeHHO. [I03TOMYy OOJHOBpEMEHHOE IPUMEHEHYE TaKUX MOIIHBEIX UHOYKTOPOB
CYP3A4, kak pudhaMIuIIuH, MOXKET IPUBOAUTD K 00Jiee BHIpaKeHHOMY CHUKEHUIO
KOHIIeHTpaluu cuigeHaduia B mmj1a3Me KPpoBHU.

BausiHue cundeHaguaa Ha Opyaue nekapcmeeHHble cpedcmed.

HUccnepgoBaHus in vitro.

Cunpmenadun - cinabuii mHTHOUTOP M30dopm 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4 (MK50>
150 mxmomnp) uuToxpoMa P450. TTocKONMBKY IUKOBEIE ITJIa3MEHHbIE KOHIIEHTPalluu
cungeHaduia paBHL IIPUMEPHO 1 MKMOIIb, BIUSHUE ITpenapaTa Makcurpa Ha
KJIUpEeHC cyOCTpPaTOB 3TUX N30(hePMEHTOB MaJIOBEPOSATEH.

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

HccnemoBaHus in vivo.

[TocKONMBbKY M3BECTHO, YTO cujigeHadusn pnuseT Ha Metabonu3sM NO/uI'M®, 6vi10
YCTaHOBJIEHO, YTO 3TOT IpenapaT NOTEHIUPYET THIIOTEH3UBHOE OEeMCTBUE HUTPATOB,
II03TOMY €ro OHDHOBPEMEHHO€E IIPpUMEHEeHMe C JOHOpPaMU OKCHa a30Ta UM HUTpaTaMu
B s1t000# (hopMe IPOTUBOIIOKA3aHO (CM. «IIpOTMBOIIOKA3aHUI»).

Puonuryar. [JOKIMHAYECKUE HCCIedOBaHUs IOKa3alu agqUuTUBHBIU CUCTEMHBIU

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.
[IpoTMBOMOKAa3aHO OJHOBPEMEHHOE TPUMEeHEeHNe PUOLUTyaTy ¢ mHruobutopamu @3-
5, B TOM 4uucie ¢ cuabaeHapumnoM (cM. Pazgen «IIpoTUBOIIOKa3aHUSI»).

OpmHOBpeMeHHOe IpUMeHeHHe cuineHaduia 1 6JI0KaTOpoB anbdha-agpeHOopPeIenTopoB
MOZKET ITPUBECTU K PA3BUTUIO CUMIITOMATUYECKOM TUIOTEH3UU Y HEKOTOPBLIX,
IpenpacnoioOKEeHHBIX MallMeHTOB. TakKas peaKIlusa 4aCcTO BO3HMKAJIa B TeueHue 4
4acoB MocJie MpuMeHeHus cungeHadumna (cMm. Pasmenst «OCOOEHHOCTY ITPUMEHEHU ST »
u «Crmoco® mpuMeHeHHUs 1 O03kI»). B mpoiiecce 3 ncciegoBanuii crienuduyeckoro
B3aMMOIEeMCTBHUSI JIEKapPCTBEHHBIX CPeACcTB OJ0KaTop albda-agpeHopelenTopoB
mokca303uH (4 mr u 8 mr) u cungerHadun (25 mr, 50 mr u 100 Mr) npuMeHSITHUCH
OOHOBPEMEHHO MallMeHTaM C MOOpOKaYeCTBEHHON TUIlepIljla3uell 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
IpUMEeHEeHUH cuingeHaduia U JOKCa303MHa nalreHTaM, CTabuan3alius COCTOSHUS
KOTOPBIX ObIJIa JOCTUTHYTA NPU IPUMEHEHUHU OJOKCca303MHa, UHOrAa coo0manoch o
Pa3BUTUU CUMITOMATUYECKOM OPTOCTAaTUYECKOM TUIIOTEH3UU. B 9TUX COOOIIEHUSIX
TOBOPHUJIOCH O CIIydasiX TOJIOBOKPY2KEHUE U COCTOSTHUE Ilepell 00MOPOKOM, HO 6e3
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).

Cunpenadwun (50 Mr) He IOTEHLIMIOBAB TUIIOTEH3UBHOE AENCTBUE aJIKOT OIS Y
3[I0POBBIX MOOPOBOJIBIIEB ITPU CPEIHUX MaKCHUMaJIbHBIX YPOBHSX 9TaHoa 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
OUypeTuKu, 6J10KaTOphl OeTa-adpeHopelenTopoB, UHruouTopsl AII®, aHTarOHUCTH
aHruoTteH3uHa I, aHTUTHUIIEpTEH3UBHEBIE JIEKAaPCTBEHHBIE CPENICTBA
(cocymopacmupsolIrie U eHTPaJbHOTr 0 AeUCTBUA) , 6JI0KaTOPH afpeHepPTruiecKux
HEeUWPOHOB, 6JI0KAaTOPHI Ka/lIbIIMEBHIX KAHAJIOB B OI0KATOPHI ajib¢a-aApeHOopPEelenTOPOB.
B cnemuanbHOM HCCIeOOBAaHUM B3aUMOOEUCTBUS IIPU OOHOBPEMEHHOM IPUMEHEHUHU
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
OaBJIEHUS COCTaBUJIO 7 MM PT. CT. [1o BeIm4YuHe 3THU OOIOJTHUTEJIbHBIE CHUXKEHHUE
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 300poBHIX TOOPOBOJILIIEB MYKCKOTO TI0JIa IPUMeHeHUs cuigeHaduia B
paBHOBecHOM cocTossHuM (80 Mr 3 pa3a B CyTKH) IPUBOAUIIO K MoBIIIeHNnI0 AUC u
Cmax 6oceHTaH (125 Mr 2 pa3sa B geHb) 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 cepdeuyHo-cocyoucmuix 3abosesarutl. ITOCKONIbKY CeKCyabHas
aKTHUBHOCTH COIIPOBOXKAAETCS ONpeneIeHHbIM PUCKOM CO CTOPOHEI CepAlla, OO Hadasa
J11000T0 JIeYeHUsI 3PEeKTUIbHOU AUCGYHKIIUY Bpay MOJIKEH OIeHUTh COCTOSTHUE
CepOedYHO-COCYOUCTOM CUCTEMEI nalmeHTa. CungmeHaduI OKa3bIiBaeT
cocymopaciIupsarmui 3¢peKT, 4TO IPOSABIISIETCS JIEeTKUM U KPaTKOBPEMEHHBIM
CHUKEHHEM apTepuaabHOro gaBneHus (cM. Pazmen «®apmakomorudeckue»). [1o
Ha3Ha4YeHUs CUuiIgeHaduIa Bpad OOJIKEH TIIaTeJIbHO B3BECUTh, MOXKET JIU TaKOu
9¢pdeKT oKa3bBaTh HEOJIArONpPUSITHOE BO3[IEMCTBUE Ha ITAllMEHTOB C OIIpeaeIeHHBIMHU
OCHOBHBIMU 3a00JIeBaHUSIMU, OCOOEHHO B COUETAaHUU C CEKCyaJIbHOM aKTUBHOCTHIO. K
namueHTaM C MOBBIIIEHHON YyBCTBUTEIBHOCTHIO K Ba30UIaTaTOPOB OTHOCSTCS
MMalueHTH C 0OCTPYKIMEN BEIBOOHOTO TPaKTa JIEBOT0 XKeJlyJo4YKa (HalmpuMep, CTEHO3
aopTHI, TUnepTpodpuUeckas 0OOCTPYKTUBHAS KaPOAUOMMOIIATHUS) UJIN ITAIlMEHTHI C
PEeOKUM CUHOPOMOM MYJIbTHUCUCTEMHOU aTpOPUU, OODHUM U3 NPOSBJIIEHUNU KOTOPOU
SIBIISIETCS TSAXKeJioe HapyIllleHue Perysaliii apTepruaibHOTO JaBI€HUS CO CTOPOHEBI
BEreTaTUBHOU HEPBHOU CHUCTEMEI.

Maxkcurpa noTeHIUpPyeT TUIIOTEH3UBHOE OeUCTBUE HUTPATOB (CM. Pa3men
«[IpoTuBOIOKa3aHUI»).

B mocTMapKeTMHTOBOM IEPUOEe COOOIIANIOCh O TSIXKEJIbIX ITOO0OYHBIX PeaKIusIX CO
CTOPOHBI CEPMIEYHO-COCYANCTON CUCTEMBI, BKJII0oYasi MHPapKT MHUOKapAaa,
HecTaOuJIbHOM CTEHOKapauel, BHE3aIllHYI0 CEPAeYHYI0 CMEPTh, KEeNyoo4YKoBas
apuTMHus, 1epedpPoBaCKYIISIPHLIE KPOBOUIIUSIHUS, TPAH3UTOPHYIO UIIEMUYECKYI0
aTaKy, apTepuajibHOM TUIlepTeH3uen U apTepuaJlbHOU TUIIOTEH3UM, KOTOPHIE 10
BPEMEHU COBIIafalid C MIPUMeHeHNeM IIpenapaTa Makcurpa . Y O0IbIINHCTBA
NanUueHTOB, HO He Y BCeX, CyIlleCTBOBaJIX (paKTOPHI PHUCKa CEPAEYHO-COCYOUCTHIX
3abosieBaHnii. MHOTO TaKuX MOOOYHBIX peakKluii HabJII0ganioch BO BpeMs UIIHU Cpa3y
IIOCJIe IOJIOBOTO aKTa U TOJIbKO HECKOJIBKO CIIYYMUJIOCh BCKOPE MOCJie IPUMEHEHU
nmpemnapaTta Makcurpa 6e3 ceKCyalbHOM aKTUBHOCTU. [I09TOMY HEBO3MOXKHO
oITpenesiuTh, CBSI3aHO PA3BUTHE TAaKUX MOOOUYHLIX peaKIIui HeIOCPeOCTBEHHO C
bakTOpamMu pucka, UM UX pPa3BUTHE O00YCIJIOBJIEHO OPYruMH (haKTOPaMU.

ITpuanusm. CpencTBa O JIe4YeHUSA 3PEKTUIbHON OUCPYHKIUY, B TOM YHUCIIE U
cunmeHadun, cnegyeT Ha3HadaTh C OCTOPOXKHOCTHIO MallMeHTaM C aHaTOMUYeCKOH
nedopmMalie neHuca (HaIpuMep, aHTyJIsAalusd, KaBepPHO3HbIN (pubdpo3 unu 601e3Hb
[NTeiipoHM) UMM NMaMeHTaM C COCTOSSHUSIMHU, KOTOPBIE BEI3LIBAIOT Pa3BUTHE IIpHall3Ma



(CepHOBI/IJIHO-KJ'IeTquaH aHeMus, MHOZKEeCTBEHHas1 MHUeJIOMa UJIN HeﬁKeMHH) .

[Tocre BHIXOMa ITpemapaTa Ha PHIHOK COO00IAroch O CAydYasaX YIOJIUHEHHOM SPEeKIUU U
npuanu3ma. Ecnu spekuus nautcsa 6ojiee yeM 4 4aca, IalleHTaM ClIeayeT
HeMeJIeHHO 00paTUThCSA 3a MEOUIIMHCKOM IMTOMOIIBIO. [Ipu OTCYyTCTBUU HEMEIJIEHHOTO
JIeYeHHUs IpUalii3M MOXKET IIPUBECTH K ITOBPEXKOEHUIO TKaHel IIeHruca U K CTOMKOU
noTepe IMOTEHIINH.

O0HoBpeMeHHoe npuMeHeHue ¢ OpyaumMmu uHaubumopamu ®I13-5 uau Opyaumu
npenapamamu 045 A€4YEHUA 3peKmusibHoU duc¢yHKyuu. be3onacHOCTh u

9} PeKTUBHOCTh OMHOBPEMEHHOT O IPUMEHEHUS CUIgeHaduiIa C OPYyTrUMUA
uHruoutopamu OJI193-5 unu OpyruMu IpemnapaTamMu Ojs JiedeHUsI TUIIePTeH3U U
JIETOYHOM apTepuH, cofmepxkKaluue cungeHadun (Hanpumep, PeBaino), unm ¢ opyrumMu
npenapaTaMu O JIeYeHUS 3PEKTUIbHOU OUCHYHKIIUYU U3YYaluCh, II03TOMY
MIpUMeHeHNe TaKuX KOMOMHAUM He PeKOMEHOyeTCs.

BausiHue Ha 3peHue. CTIOHTaHHBIE COOOIIIEHUST 0 BOBHUKHOBEHUH Ne(eKTOB 3peHUs
ITOCTYIIaJI aCCOIIMUPOBAHO C IPUMEHEeHHeM cujiieHadgusia U ApyruxX UHruOUTOpPOB
®I13-5 (cM. Pazgmen «[lobouyHbIEe peakuu»). O cinydasx HeapTepHUalbHOU IepemHen
UIIEMHUYECKOU HEUPOIlaTHUH, YTO ABISETCS PEOKHUM COCTOSHUEM, IIOCTyIIaan
CIIOHTAHHBIE COOOIIIEeHUS 1 COOOIIAaTIoCh B HAA30PHOM HCCIIeOBaHUU
aCCOIIMMPOBAHHOIO C MPUMeHeHueM cuinaeHaduna u opyrux nHruoutopos ®I3-5 (cMm.
Paspen «ITob6ouHble peakiuu»). [TallMeHTOB clenyeT NpegynpeauThb, YTO B ClIydae
BHE3aIHOT0 HapylLIeHUs 3peHus IPUMEeHEeHN npenapaTta Makcurpa cienyet
IpeKpaTuTh U HeEMeJIEHHO 00paTUThCS K Bpauy (cMm. Paspgen «IIpoTuBOIIOKa3aHUsI»).

O0HoBpeMeHHOoe npuMeHeHue ¢ pumoHasupom. OQHOBpPeMeHHOe TPUMeHeH1e
cunnmeHaduia U puTOHaBUPa He peKoMeHayeTcs (cM. Pa3men «B3aumopericTBue C
OPYTUMHU JIeKapCTBEHHBIMHU CPEOCTBAMU U APYTHe BUMLI B3aUMOIOENCTBUN»).

O0HoBpeMeHHOe npuMeHeHue ¢ biokamopamu aabpa-adpeHopeuenmopos.
IManpreHTaM, TPUHUMAIOIIUM OJI0KATOPHI ajlbda-aApeHoPeIrenToOPOB, IPUMEHSITh
cungeHadun caemyeT C OCTOPOKHOCTHIO, ITOCKOJIbKY TaKasi KOMOMHAIIUST MOXKET
MMPUBECTU K CUMIITOMATUYECKOM TMIIOTEH3UN Y HEKOTOPHIX ITPeapacIiIooKeHHBIX
nanueHToB. CUMITOMATHYeCKasi TUIIOTEeH3usI OOBIYHO BO3HUKAET B TeUueHue 4 4acoB
Iocjie mpuMeHeHus cuiageHaduna. C 1eIbi0 MUHUMHA3AIIUU PUCKA Pa3BUTHUS
OPTOCTATUYECKOM THIIOTEH3UH TePAIIHUI0 CUIbIeHa(HUIOM MOXKHO HAUMHATh TOJILKO B
reMOOUHAaMHYeCKH CTAaOUIbHBIX ITAIIMEeHTOB, IIPUHUMAIONINX 0JI0KATOPH! anbda-
ampeHopelenTopoB. PeKoMeHOoBaHHAs HadyasibHAS 103a TAKUM ITallieHTaM
cocTtaBinseT 25 mr cungeHadpuna (cMm. Pasgen «Crmocob npuMeHeHus u Oo3k»). KpoMme
TOTO, CllefyeT MPOMHMOPMHUPOBAThH MMAllMEHTOB, KaK [IeMCTBOBATh B CJIy4yae IMOSIBIEHUS
CUMIITOMOB OPTOCTAaTUUYE€CKOM T'MIIOTEH3UHU.



BausiHue Ha kposomeueHusi. UccnemoBaHusi TPOMOOITMTOB YeJjiOBeKa IT0Ka3aJllu, 4To in
vitro cunpgeHadus NOTEHIIUPYET aHTHarperaiuoHHBIM 3G (HeKThl HaTPUs
HUTponpyccuna. HeT HUKakKol nHpOpPMali OTHOCUTENbHO 0€30MaCHOCTHU
IpUMEHEeHUS CUulgeHaduia nalieHTaM C HapyLUIeHUsIMU CBEPTHIBaHUS KPOBU UIIHA
OCTpPOMU I3BeHHOU 00/1e3HbI0. TakKuM 00pa3oM, IpUMeHeHHe cuifeHadusia namieHTamM
9TOM T'PYIIIIEI BO3MOXKHO TOJIBKO IOCJIE TIIAaTeJIbHOM OL€HKN COOTHOIIEHHUS MOJIb3bl U
PHCKa.

ITocne nmpueMa 100 Mr 3gOopOBEIMU HOOPOBOJILIIAMHU He HAOJIIOOaoCh BIUSHUS Ha
MOP(QOIOTHUIO UM ITIOABUKHOCTh CIepMaTo30unoB (cM. Pa3men
«PapMaKOJIOTUYECKUE»).

ITomep=s cayxa. BpadyaM cienyeT IOCOBETOBaTh HNallieHTaM IPEeKpaTUTh IPUMEHEHNEe
uHTrno6uTOopoB ®I13-5, BKIIOUas mpenapat Makcurpa, 1 HeMeiJIeHHO 00paTUThCS 3a
MeOUIIMHCKOM ITOMOIIBIO B CITydae BHE3aMHOIO0 CHUXKEHUS MU IoTepu ciayxa. O6 aTux
SIBJIEHUSX, KOTOPBIE TaKXKe MOTI'yT COIIPOBOXKIATLCA 3BOHOM B yIllaX U
rOJIOBOKPYZKeHHeM, CO00IIaIoCh C accoyalel BO BpeMeHU C IPUMeHeHueM
UHruouTopoB ®I13-5, BKIoYas npenapaT Makcurpa. OnpeneniuTs, 9TH SIBIE€HUS
HAIIPSIMYIO CBsSI3aHBI C TPUMeHeHueM MHruouTopoB ®I3-5 unu ¢ apyrumu pakTopaMu
HEBO3MOXKHO.

OOHoBpeMeHHOe NpuMeHeHUe C 2uN0OMmMeH3UBHbIMU npenapamamu. Makcurpa
OKa3bIBaeT CUCTEMHYIO COCyOOpacCIlIUpsIollee OerCTBUEe U MOXKET B JaJIbHEUIIeM
CHUKaTh apTepuajbHOE OaBjIeHUE Y ITallMeHTOB, IIPUMEHSIOIINX TUIIOTEH3UBHBIE
JIeKapCTBEHHLIE CpefCcTBa. B oTOenbHOM MCCIIeqO0BaHUM JIEKAPCTBEHHOT' O
B3aMMOJENCTBUS OOHOBPEMEHHOE ITpUMeHeHne aMmonuiivuHa (5 mr unu 10 Mr) u
cunmenaduna (100 Mr) mepopanbHO HaOJII0OOAIOCh CPeIHEEe MOIIOTHUTEIILHOE
CHMIKEHMe CUCTOJIMYECKOIr0O JaBJIeHHUI Ha 8§ MM PT. CT. ¥ AUACTOJINYECKOTr0 Ha 7/ MM PT.
CT.

3aboaesaHus, nepedarowuecsa noaosviM nymem. I[IpuMeHeHne npenapata Makcurpa
He 3aluIlaeT oT 3a00JieBaHUN, Tepenaroluxcs IIOJIOBEIM IyTeM. CrienyeT
MMPOUHCTPYKTUPOBATh NAllMEHTOB 0 HEOOXOAMMOCTHY MEP NPEAOCTOPOKHOCTH [AJIA
3alIUTH OT 3a00ieBaHMi, ITepefaoIlIXCcs IOJIOBLIM IIYTEM, BKII0Uasi BUPYC
HMMYyHOIOe(UIINTa YeJI0BEeKa.

CnoCcoOHOCTH BJIMSITHh HAa CKOPOCTH PEaKIIHH IPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM PadoTe ¢ MexXaHHu3MaMH

HccnemoBaHuil BIUSTHUS ITPeNapaTa Ha CIOCOOHOCTh YIIPABIISATh TPAHCIIOPTHEIMU
cpencTBaM® M paboTaTh C OIPYTrMMHU MeXaHu3MaMHU He ITPOBOOUIIOCH.



[TOCKONBKY B KIMHUYECKHUX UCCIeO0BaHUSIX TPUMEHEHUs cuiimeHaduiaa coodIaaoch o
ClIydasix TOJIOBOKPYKeHNe W HapYIIeHUS CO CTOPOHEI OPTraHOB 3PEHMUSsI, IIepel TeM, KakK
CafUThCS 3a PYJIb TPAHCIOPTHOTO CPEICTBA UIU OPYTMMU MeXaHu3MaMHU, ITallieHTaM
HeoOXOOUMO BHISICHUTh, KAKOBa WX WHOWBHUIOYAIbHAS PEAKIINS Ha IIPUMEHEeHNEe
nmpenapaTta Makcurpa.

IIpuMeHeHHEe B MIePHOI 0ePEeMEeHHOCTH WIH KOPMJIEHHSI IPyIbIO
IIpemapaTt Makcurpa He IpegHa3HAYeH s IPUMEHEeHU XKeHIITUHaAMHU.
Cnoco0 nmpuMeHeHHUsI U 1035l

[IpenapaT IPUMEHSIOT IEPOPAIBHO.

[1a addeKTUBHOTO OelCTBUA TpenlapaTa Makcurpa Hy>KHO CEKCyaJlbHOe
BO30yXKOeHUeE.

B3apocavle.

Pekomenpgyemast ;o3a Makcurpa coctasnseT 50 MI U IPUMEHSETCA B ClIy4dae
He0oOXOOUMOCTH ITPUMEPHO 3a Yac A0 IIOJI0BOT0 aKTa. B 3aBUCUMOCTH OT

9 PeKTUBHOCTU U ITIEPEHOCUMOCTH IIpellapaTa J03y MOXKHO yBenuuuTh 00 100 Mr unu
CHU3UTH [0 25 Mr*. MakcumMasibHasi peKOMeHaoBaHHas go3a cocraBiseT 100 mr.

MaxkcuMaJsibHasi peKoOMeHOOBaHHas YaCTOTa IIPUMEHEHU ITpelapaTa cocTaBiseT 1
pa3 B CyTKU. [Ipu npruMeHeHUY IIpernapaTa Makcurpa Bo BpeMsi IIpueMa IIUIu
OeNCTBUeE IIperapaTa MOXKeET HacTylaTh II03JHee, YeM IIPU €ro IIPUMEHEeHUU HaTollakK.

HCIU,UGHmbl nooaskcus/a1020 8o3pacmada.

Heo6xoguMoCTh B KOPPEKIIMY OO3HI allieHTaM IMOXKUJIOro Bo3pacTa (= 65 jeT)
OTCYTCTBYET.

ITauueHmul ¢ noyeuHou HedoCmMamoyHOCMbHO.

[TarmueHTaM C IOYEYHOU HEJOCTAaTOYHOCTHIO JIETKOU ¥ YMEPEHHOU CTeNeHU (KJIUpPeHC
KpeatuHuHa oT 30 go 80 MyI/MUH) peKOMeHAyeMas [03a aHaJIoTU4YHa J03€e, yKa3aHHOU
BRIILIIE B pa3pgesie «B3pocnbie».

[TockONBKY y mallMeHTOB C MOYEeYHOU HEOOCTAaTOUYHOCTBIO TSIKEJION CTEIleHU (KITUPEHC
KpeaTuHrHa HUKe 30 MJI/MUH) KJIUPEHC cUgeHaduIa CHUKEH, peKOMeHOyeMas [03a
coctaBnsgeT 25 Mr. B 3aBucuMocTH OT 3PPEeKTUBHOCTU ¥ MIEPEHOCUMOCTH IIpenapara
003y MOKHO yBenuuuTh 70 50 Mr u 100 mr.

Hau,ueHmbt C Ne4eHOYHOoU HedoCmamo4yHOCMbHo.



[TocKONMBKY y MallMeHTOB C IeYEeHOYHOM HEeJOCTAaTOYHOCTHIO (HallpuMep C IIUPPO30M)
KJIMPEHC cuilgeHaduila CHUXKEH, peKOMeHayeMas Oo3a cocTaBiseT 25 Mr*. B
3aBHCHUMOCTHU OT 3P(PEeKTUBHOCTH U IIEPEHOCUMOCTH IIpeliapaTa 403y MOXKHO
yBenu4uTh 0 50 mr u 100 mr.

ITauyueHmul, npuMeHAW,Ue Opyaue 1eKapcmeeHHble cpedcmaa (Hanpumep,
KemoKoHa30/1, 3pUmpoMUl,uUH, yumemuouH, pumoHasup).

PekoMeHnoBaHHas HayajlbHaAs OO3a IIpernapara nalueHTaM, KOTOPbIe IIPUMEHSIOT
nHrunoutopsl CYP3A4, 3a HCKIIIOUeHHEM PUTOHABHPA, IPUMEeHeHNne KOTOPOTr0 BMECTEe C
cunbgeHaguIOM He PeKOMEHOYeTCs, CoCTaBiseT 25 mr* (cMm. Pasgensr
«B3amMopencTBUE C APYTUMU JIEKapCTBEHHBIMHU CpPEeNCTBaMU U APYTHUe BUOBL
B3auMoaencTBuM» 1 «OCoOOEHHOCTU IIPUMEHEHUSI»).

C 1esnpio MUHUMM3AIIUU PUCKA Pa3BUTUS OPTOCTAaTUUYECKOM TUIIOTEH3UU COCTOSIHUE
MalMeHTOB, IPUHUMAIONIUX GJI0KATOPH! alb¢a-aIpeHopPelerTOPOB, HOIXKeH ObITh
CcTaOMIM3UPOBaAH [0 HadYajla IPpUMeHeHUs cuiameHaduma. PekoMeHIToBaHHAA
HavasbHas O03a cunmeHaduna cocraBnsgeT 25 mr* (cMm. Pa3mensl «BlauMmopgencTBue C
OPYTUMHU JIeKapCTBEHHBIMHU CPEACTBAMU U APYTHe BUOLI B3aUMOIOENCTBUN» U
«OCo0OEeHHOCTH ITPUMEHEHUS»).

* [IpUMEeHSATH B COOTBETCTBYIOIIEN TO3UPOBKE MU JIeKapCTBEeHHOM dopmMe.

HeTn

[Ipenmapat Makcurpa He IOoKa3aH [Jjid IPUMEHEeHUs JIullaMu B Bo3pacTe [0 18 ser.
Ilepeno3upoBka

B KMMHMYECKUX UCCIIeJOBaHUSAX C y4aCTUEM OJOOPOBOJIbIIEB IIPU IPUMEHEHUN Pa30BOM
mo3kel cugeHadura mo 800 Mr modboUHEIe peaKInu ObLIN ITOTOOHBI TEM, KOTOPhIE
HaOofanuch Py IPUMeHeHUN cuiigeHaduia B 60jiee HU3KUX 103aX, HO BCTPEeYaJIuCh
yanie 1 ObplIu 60s1ee TsaKenbIMU. [IpuMeHeHne cunmeHaduna B mo3e 200 Mr He
MIPUBOOUIIO K TTOBHIIIEHUIO 3((HEKTUBHOCTH, HO BHI3LIBAJIO POCT KOJIUYECTBa CIydaeB
Pa3BUTHS TOOOYHLIX PeaKIInil (roJIOBHOM 00U, IPUIMBOB KPOBH, TOJIOBOKPYKEHUE,
OWCIEIICUM, 3aJI02KEHHOCTHU HOCa, HapYyILIeHUW CO CTOPOHBI OPraHOB 3PEHUS).

B cnydae mepemo3upoBKY ITPU HEOOXOOMMOCTU NPUOerarT K OOBIYHBIM
IIOAMePXUBAIOIINX MEPOIIPUATHH. YCKOpPeHHue KIIUpeHca cuigeHaduia npu
reMogualii3e MaJIOBePOSITHO BCJIEACTBHE BHICOKOM CTEIEHU CBS3BIBAHHS ITperapara C
OenKaMu I1J1a3Mbl KDOBU M OTCYTCTBUS 3NUMUHAIIUY CUNIAeHadMnIa ¢ MOYOii.

ITo6o4YHbIE peaKIIuu



Bce KMMHMYECKN 3HAYMMBbIe ITO00YHbBIE PeaKIIUuK, KOTOPhie HaOIomaauch B
KJIMHUYECKUX UCCIIeIOBaHUAX dallle, YeM IIPpU IIpUMeHeHUHU maiedo, IpuBeIeHbl
HU2Ke B COOTBETCTBUH C Kjlaccupukanmen «CrucreMa-opraH-Kjacc» M 4aCTOTHI: OYeHb
gacTo (= 1/10), vacTto (= 100 u <1/10), HeyacTo (= 1000 u <1/100) u peoko (= 10000
u <1/1000). Kpome TOro, 4acToTa KJIMHUYECKN 3HAUMMEIX II000YHLIX PeaKIIui, O
KOTOPBIX COO0IIAroch B paMKaX MOCTMAapPKETUHTOBOT'O OIIBITA, OIpeaeleHa Kak
Heu3BeCTHaA.

B npepenax KaXmao¥ YaCTOTHOM I'PYINEI ITOOOYHBIE PeaKIUY ITPUBEIEHEl B IOPSIOKE
YMEHBIIIEHUS CTEIIeHU UX TSIXKECTH.

HHpekuuoHHble U uHBa3usHbvle 3ab60/1e8aHUSs.
HeuacTo puHUT.

Co cCmMOpPOHbL UMMYHHOU CcucmemMbl.

HewgacTo noBhIIIeEHHAsT YyBCTBUTEIBHOCTb.
Co cmopoHblL HepP8HOU cucmeMbl.

OueHb 4acTO: TOJIOBHASA OOJIb.

YacTo: roJI0BOKpPyXKEHUE.

HedacTo COHTHUBOCTD, TUIIECTE3US.

Penko MHCYIBT, TPAH3UTOPHAS HUINIeMHUYECKas aTakKa, Cyqoporu*, peluauBel CyoIopor,
CUHKOIIE.

Co cmoOpoOHblI OP2aHO8 3PEHUA.
YacTo HapylleHue BOCIPUATHUSA [IBeTa**, paccTpouCcTBa 3peHus, IOMyTHEHUE 3PEHUS.

HeuacTo paccTpoiicTBa cie30TedueHue**, 60mnb B riasax, Gorododbusi, poromncus,
TUIePeMUs Tias3, SPKOCTh 3PeHUsI, KOHbIOHKTUBUT.

Penko HeapTepuanbHa MMepegHss ullleMruiecKass HelpoIraTus 3pUTeIbHOro HepBa*
OKKJTIO3USI COCYOOB CeTYATKU* peTUHAJILHBIM KPOBOU3NMUSHUE, aPpTEPUOCKIEPOTUYHA
PEeTUHOIaTUs, HapyllIeHUs CO CTOPOHBI CETYaTKH, TI1aykKoMma, HedeKThl IOIsT 3peHUs,
OUIIJIONHSI, CHUXKEHNEe OCTPOTHI 3PEHUS, MHUOIHS, aCTEHONUS, IJIaBaloIlue
TTOMYTHEHUS CTEKJIOBUIHOTO Tejla, HapyIIEeHUsI CO CTOPOHBI PAAyKHOM 000JI0YKH,
MUOpPHa3, MOSIBIEHUE CBETSIIUXCS KPYTOB BOKPYT MCTOYHMKA CBeTa (rajio) B moje
3peHus], OTEK I'Jla3, IPUIIYXJIOCTD I'Jla3, HAPYIIEeHUsI CO CTOPOHHI I'Jla3, TUIIePEeMUs
KOHBIOHKTHUBHI, Pa3fipaKeHue ria3, aHoMaJIbHbIe OIIYIIeHUs B r1a3aX, OTEK BEK,
oOecliBeuyrBaHNe CKJIEPHI.



Co cmopoHbl 0Op2aHo8 cayxa U 8ecmuby1apHO20 annapama.
HeuacTo: rojioBOKpy>eHue, 3BOH B yIlIax.

Pepnko rinyxora.

Co cmopoHbl cepdua.

HeuacTo Taxukapaus, yCujieHHOe cepAliebueHue.

Pemko BHe3alTHasi ceppedHasi cMepTh*, uHpapKT MHOKapOa, XKeIyIodyKoBasi apUTMU*,
bubpunnamnus npeacepauii, HecTabuabHasE CTEHOKAPOUS.

Co cmopoHbl cocy0os.

YacTo NpuImBhel KPOBHU K JIUIY, IIPUJIUBHL 2Kapa.

HeuacTo: apTepuanbHas TUIIEPTEH3USI, apTepHUalibHasi TUIIOTEH3U .

Co cmopoHbl pecnupamopHOU cucmeMbl, 0P2aHO8 2PYOHOU KAemKu U cpedoCmeHUusl.
YacTo 3aJ102KeHHOCTh HOCaA.

HeugacTo HOCOBOE KPOBOTEYEHME, 3aI02KEHHOCTD IIPUAATOYHBIX ITa3yX HOCA.

Penko: omiyieHne ckaTus B TOpJie, OTEK CINU3UCTOM 000JI0YKM HOCA, CyXOCThb B HOCY.
Co cmopoHbl 2#cenyO0oYHO-KUWe4H020 mpakma.

YacTo TOHUIHOTA, OUCIEIICUSI.

HeuacTo ractposzodareanpHas pediirokcHas 001e3Hb, pBOTa, 60JIb B BEPXHEH 4acTu
KHBOTA, CyXOCTh BO PTY.

Pegko runmecte3usi pOTOBOU IIOJIOCTH.

Co cmoOpOHbBI KOJHCU U NOOKOHCHOU MKAHU.

HeuacTo: chinb.

Pegko cungpomMm CtuBeHcCa-II2KOHCOHa*, TOKCUUYECKUU SITHUOEePMalbHbBIA HEKPOIN3*.
Co cmopoHbl 0NOPHO-08U2aMEAbHO20 dNNApama u coe0uHuUme1bHouU MKaHu.
HeuacTo: muanrus, 60jib B KOHEYHOCTSIX.

Co cmopoHbl MoYesblOe1ume1bHOU cucmemebl.

HeuacTto rematypus.



Co cmopoHbl penpodyKmuB8HOU cucmembl U MO/AOYHbIX JHCenes.

Penko kpoBoTeuyeHUe U3 IIOJIOBOTO 4YJjieHa, Ipuanu3mM* remMaToCIepMus,
IPOOOJIZKUTEJIbHASA 9PEKIII.

Obujue HapyweHUus U peakuuu 8 mecme 88e0eHUs.

HeuyacTo 6ok B rpyau, MOBHIIIEHHAS YTOMIIIEMOCTD, YyBCTBO Kapa.
Penko: pa3mpazkeHue.

Ob6caedosaHue.

HeuacTo moBuIllIeHHas 4aCTOTa CEPOEYHbBIX COKPAIlleHNH.
* Co00I11aI0Ch JTHIIE ITPYU UCCIeIOBAHUHY IIOCJIEe BEIX0O/a IIpernapaTa Ha PEIHOK.
** HapylieHre BOCIPUATUS IBETA: XJIOPOIICUS, XPOMAaTOIICUs, TUAHOIICUS, EPUTPOIICUS, KCAHTOIICHUSI.

*+* HapyllleHNe Cj1e30Te4Y€eHNe: CyXOCTh B I'Jla3aX, HapylIeHUe CI€300TOEI€HUS U IIOBHIILIEHUE
cle30TedYeHue.

HuxxenpuseneHHbIEe ABJIeHUS HaOmMomanuch B <2% malueHTOB B Mpoliecce
KOHTPOIUPYEMBIX KIMHUYECKUX UCCIIeNOBAHNM; ITPUYNHHAS B3aUMOCBSI3b HE
ornpeneneH. CoolIlleHre BKITIOYaIK SIBJIEHUS, KOTOPLIEe UMEIN BEPOSITHBIN CBSI3b C
IIpUMeHeHueM IIpernaparTa. fABIeHnsI, KOTOPhlie He ObIIM YKa3aHbl, ObIIN TEeTKUMU U
CcoOOIIeHMsT ObIJIM OUYEeHb HETOYHLIMM, YTOOBI HMETh 3HAaUYEHHeE.

Obuwue. OTek nuiia, GoTOCEHCUOMIN3allisI, III0OK, acTeHMusI, 00JIb, BHEe3aIllHOe I1aJieHue,
00J1b B 2KMBOTE, BHE3AMHOE MOBPEXKOEHNUE.

Co cmopoHbl cepOeyHO-cocyducmotll cucmembl: CTeHOKapaus, AV-01oKaga, MUTPEHB,
MMOCTypajbHas TUIIOTEH3Us, UIIEeMUs MUOKapaa, TPOMO03 COCY[IOB IOJIOBHOTO MO3Ta,
BHe3amHas OCTaHOBKa Cepflla, HapyIleHus pe3ynabTaToB Ha IKI, KapouoMuonaTHus.

Co cmopoHbl 2#ce1YyO00YHO-KUWeYH020 MpaKmad: TJIIOCCUT, KOJIUT, aucdarusi, raCTpuT,
TaCTPOSHTEPUT, 330(aruT, CTOMATUT, HAPYIIIeHUEe Pe3yJIbTaTOB Ie4YeHOYHHIX P00,
peKTalbHOE KPOBOTEUEHUE, TUHTUBUT.

Co cmopoHblI cucmembl Kpo8u U AUMGPaAmu4eckou cucmembl: aHEMUS, TEeUKOMIEeHHUSs.

Paccmpoiicmea memaboau3sma u numaHuA: XKaxpaa, oTeK, nogarpa, HecTaOUIbHBIN
nuabeT, TUIepTIuKeMus, nepudeprudecKkue 0TeKH, TUIIEPYPUKEMU ST, TUTIOTTUKEMUS,
TUTIepHaTPUEMUS.

Co cmopoHbl KOCMHO-MblWeYHOU cucmeMbl: apTPUT, apTPO3, PA3PLIB CYXOKHUIIHUS,
TEHOCUHOBHUT, 00JIb B KOCTSIX, MHACTeHHUS, CHHOBHT.



Co cmopoHbl Hep8HOUl cucmeMbl: aTaKCHUs, HeBpaJTrus, HeMpoIaTus, IapecTe3nu,
TPEeMOp, BEPTUTO, menpeccusi, 0eCCOHHHUIIA, aHOMaJIbHLEIE CHOBUIOEHMSI, CHUXKEHNEe
pedeKcoB.

Co cmopoHbl ObixamenbHOU cucmeMbl: aCTMa, OALIIIKA, TapUHTUT, GapPUHTUT,
CUHYCUT, OPOHXUT, YCUJIEHHOE CIIIOHOOTAEIeHNUe, YCUIeHNe Kallljls.

Co cmopoHbl KOJCU: KpalluBHULIA, TePIIeC, 3y, MOBLIIIIEHHAS TTOTJIMBOCTD, SI3BHI KOXKH,
KOHTAKTHBIY AepMaTUT, 9KCHOIUATUBHLIN IepMaTuT.

Cneuuguueckue owyw,eHus: BHe3alHOe CHUXKEHHEe HUJIN II0TePsi ClIyXa, 00JIb B yIIIaX,
KPOBOUIJIMSHUE B I'JIa3, KAaTapaKTa, CYXOCTh B I1a3ax.

Co CMOPOHbL ypoeeHuma/leofl cucmembsl: TUCTUT, HUKTYPHUS, ITIOBEIIIEHHAA 9dCTOTa
MO‘-IeI/ICHYCKaHI/IfL YBEJIIMYEHNE MOJIOYHEIX 2K€JIe3, HEJEeP2KaHue MOYHM, HaPYyIIEHUEe
IAKYIIAINK, OTEK ITOJIOBEIX OPIraHOB, aHOPTra3MHUsI.

OnmwIT IIPHMMEHEHUS I10CJI€ BEIXOOa Ha PHEIHOK. ITocne BeIXOma IIpellapaTa Ha PEIHOK

ObITY UOEeHTU(PUIIMPOBaHBI HUXKENPUBEdeHHbIe TOO0YHbIE peaKIuu. [I0CKOIBKY O
TaKUX peakKIuu cooOIaioT JOOPOBOIIBHO U COOOIIIEHUS ITOCTYIIal0T OT HEU3BECTHOTO
KOJIMYeCTBa ITAallMeHTOB, HE BCETIa MOXKHO JOCTOBEPHO OLIEHUTDH UX YACTOTY U
YCTAHOBUTH NPUYUHHYIO CBSI3b C 3KCIO3UIINEN JIEKAPCTBEHHOTO CPENCTBA. DTHU
SIBJIEHUSI OBIJT OTMEUYEeHHl KaK 3a UX CePbEe3HOCTh, YaCTOTY COOOIEeHNsI, OTCYTCTBUE
YEeTKOI'0 aJIbTePHATUBHOI'O CBSI3H, TaK M Yepe3 KOMOMHAIINIO 3THUX (aKTOPOB.

CepdeuHo-cocyoucmvle u yepebposackyaspHole sieaeHusi. CoobIIamoch 0 Cepbe3HBIX
CepaevYHO-COCYOUCThIE, IepeOPOBaCKYISAPHBIE U COCYOUCTHIE SIBJIEHUS, BKIIIOYas
11epeOpPOoBacCKyIsIPHON KPOBOTeUeHHe, CyDapaxHOouaaabHOE U BHYTpHUIllepeOpalbHOM
KPOBOTEYEHNE U JIETOYHOe KPOBOTEUYEHHEe, KOTOPhIe ObIIM CBsI3aHBEI BO BPEMEHH C
npuMeHeHueM cungeHaduna. BolbIIMHCTBO MAllMEHTOB, HO HE BCe, UMEJIU
cyuiecTByIoIIne (paKTOPHl CEPAeYHO-COCYANUCTOro pucka. Coo0b11anock, YTO MHOTHUE U3
9TUX SIBJI€HUU BO3HUKIIU BO BPEMS UJIM Cpa3y IOCJe CEeKCyaJlbHOM aKTUBHOCTHU U
HECKOJIbKO SBJIEHNM BO3HUKIIU Cpa3y IIPpU IIPUMEHEHUU cusgeHadusia 6e3
CeKCyaJlbHOM aKTUBHOCTU. [Ipyrue sBJIeHUS BO3HUKIIU B TeUeHHUE HECKOJIbKUX YacoB
UJIM OHEeHU Tocie IIPUMeHeHus cungeHaduna u ceKcyaabHOM aKTUBHOCTH.
HeB0O3MOKHO YCTaHOBUTH, UMEIOT JIM 3TU SIBIIEHUS NPSIMYIO CBSI3b C IPUMEHEHHUEM
npenapara, C CEKCyaJlbHOU aKTUBHOCTHIO, C UMEIOIINMUCS (paKTOpaMU pPUCKa UIIU C
KoMOMHaUueln 3Tux (akToOpoB, UK C OPyruMU PaKTOpaMu.

KposeHocHas u aum@pamuueckas cucmembl. Ba300OKII03UBHUYN KPpU3UCOB. B
HeOOoIbIIIOM 3a0/IaroBpeMeHHO IPUOCTaHOBIIEHHOM HCCJIeMOBAaHUM IIPUMEHEHUS
cungeHaduia malueHTaM C JeTOYHOM apTepuaJlbHOU TUIepPTeH3uel, BTOPUYHOU 110
CEPHOBUOHOKJIETOYHOM aHEMUHU, IIPU IPUMEHEHUY CUIgeHaduiIa O pa3BUTUU



BA300K/IIO3UBHUX KPU30B, TPeOyIOIIre roCIIUTaIn3allii, CO00IIaoCh Yallle, 4eM Ipu
nmpuMeHeHuU Inamnebo. KnuHuyeckoe 3HaUeHUe 3TOM WHpOPMalUKU OJis IallueHTOB,
MIPUHUMAIONIIUX ITperapaT MaKkcurpa C 1esblo JIeUeHUs 3PEeKTUIIbHON OUCOYHKITUH,
HEeUu3BECTHO.

HepeHas cucmema. TpeBora, TpaH3UTOPHAs r1o0anbHasi aMHE3Us.
Cneuuguueckue owyweHus.

Cayx. Tlocrme BBIXOfa IIpelapaTa Ha PHIHOK COOOIIAaIOCh O CIIydasiX BHE3aITHOT O
CHUXKEHUS UJIU IIOTEPHU CJIyXa, CBI3aHHBIE II0 BPEMEHHU C IPUMeHeHueM cuipeHaduna.
B HEKOTOpHIX ciIydasix coo0IIaaoch 0 HAIMYUU MEeOQULIIMHCKUX COCTOSTHUU U OPYTUX
($haKTOpPOB, KOTOPHIE MOTJIH CHITPATh POJIb B PA3BUTHUH ITOOOYHBIX PEAKITUN CO CTOPOHEI
cnyxa. Bo MHOTUX cnydasx uHQOpMaIUs Mo JadbHEeNIeMy MegUIIMHCKOMY
HabsomeHno oTCYyTCTBYeT. OIIpenenuTh, 9TU SIBIEHUS HAaIPSIMYIO CBSI3aHHI C
IIpUMeHeHMEeM IIperapaTa Makcurpa, ¢ UMelonuMucs GakTopaMu pHUCcKa ITOTeEPHU
cliyxa, ¢ KoMOuHaIueu 3Tux GakTopoB WK C ApyruMu hakTopaMu, HEBO3MOXKHO.

3peHue. BpeMeHHas IoTeps 3peHus, TIOKpacHeH’e I'/la3, XKXKeHue B I'/la3ax,
MMOBHINIIEHE BHYTPUTIa3HOTO OaBIeHUsI, OTEK CeTYaTKH, COCyOuCThie 3a00eBaHUs
CeT4YaTKU WU KPOBOTEYEHUE, OTCJIONKA CTEKIIOBUIHOTO TEa.

ITocre BeIXOMa ITpemapaTa Ha PEIHOK PEIKO cO00INaaochk O CydasiX HeapTepualbHOU
nepegHeu UIeMUYeCKOUW HEeBPOIaTHUU 3PUTEIbHOTO HEPBA, YTO SIBIISETCS IPUYUHOU
CHUKEHUS 3PEeHHUs, BKITI0Yas IIOCTOSHHYIO IIOTEPIO0 3PEHM ST, KOTOPhIe OBLIIN CBSI3aHBI BO
BpPeMeHU C MpuMeHeHueM HHruoutopoB ®I13-5, BKiatoyasa cungeHaduin. MHorue us3
MMal¥eHTOB, HO He BCe, UMEeJIM UMeIOIIecss aHaTOMUYEeCKUEe UJIM COCYOUCThIEe (PaKTOPHI
PHCKa Pa3BUTHS HeapTepUalbHOU MepenHeld UIIeMUYeCKOU HEBPOIIaTUU 3PUTEILHOT O
HepBa, BKIO4Yasi (HO He 00s13aTeIbHO OTPaHUYUBASICh) CJIeOyIOIIUe: HU3K0oe
COOTHOIIIeHVE JHUaMeTpa 3KCKaBallui U AUCKa 3PUTEIbHOr0 HepBa (3aCTOUHBIN OUCK
3pUTENIBLHOT0 HepBa), Bo3pacT 6osiee 50 y1eT, apTepuanbHasi TUIIEePTEH3UsI,
3a00JieBaHM I KOPOHAPHBIX apTEPUM, TUIIEPIUNIUAEMUS U KypeHue. HeBo3M0XKHO
OIIpEeNEeNuTh, 3TU SIBJIEHUS HANIPSMYIO CBSI3aHBI C MTPUMeEHEeHUEeM HHTuOuTopoB OJ13-5
UJIA C UMEIOIIMMUCS aHaTOMUYEeCKNMH UJIM COCYOUCTHIMU (paKTOpaMU pUCKa, UIH C
KoMOMHaIel 9TuX Bcex (aKTOPOB, UJIH C OPYruMHu (aKTOPaMHU.

Omuem o0 nodo3pesaembix NobouHble peakyuu. OTYET 0 MOHO3peBaeMbIX TOOOYHEIE
peaxkiiuy Mocjie PerucTpaluy J1eKapCTBEHHOT0 CPEICTBA UMeeT BaKHOe 3HaYeHue.
9TO0 MO3BOISIET TPOBOAUTH HEITPEPLIBHBINM MOHUTOPUHT COOTHOIIIEHUSI MEXKOY MOJIb30M
U PUCKaMHM, CBSI3aHHBIMU C IIPUMEHEHUEM 3TOTO MTpernapaTa. Bpauam cienyeT
OTYHUTHIBATHCS O JIIOOLIX ITOJI03pEeBaeMble ITOO0OYHBIE PeaKIIM B COOTBETCTBUU C
TpeOOBaHUSIMU 3aKOHOOATEILCTRA.



CpoK rogHoctu
4 ropa.
YcnoBusi xpanenusi

He TpeOyeT crieniuanbHBIX YCIOBUM XpaHEHUS.

XpaHUTh B MeCTaX, HEJOCTYIIHBIX OJI HeTeu.

VYnakoBka

ITo 1 TabGneTke B 6nucTepe, mo 1 6mucTepy B KAPTOHHOM YIIaKOBKeE.
Kareropus ornycka

ITo penenrty.

ITpou3sBomurtenn

dapmartiesTuueckuil 3aBoq "ITonbdapma" C.A. /Pharmaceutical Works "POLPHARMA"
S.A.

MecTOHax0OXKIOeHHe IIPOU3BOIAHUTEJIsA M €0 aJipeC MeCTa OCyIIeCTBJIICHHUA
oesiTeJIbHOCTH

yi. I[Nenbnnuabcka 19 83-200, Craporapn 'manbcku, [Tonbkia/19 Pelplinska Str., 83-
200 Starogard Gdanski, Poland.

N CTOYHUK MHCTPYKIIMH

HMHCTPYKIIUS IeKapCTBEHHOTO CPeACcTBa B3sATa U3 0PpHUIIMaIbHOIO HCTOYHUKA —
"'ocymapCTBEHHOTI'0 peecTpa JIeKapCTBEHHBIX CPENCTB YKPauHHL.
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