CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;
1 TabneTKa comepKUT cungeHaduna MUTPAT, 3KBUBaJIEeHTHO cunmeHadwuna 100 mr;

gcnomozameibHble seu,ecmaea: Kanbiius ruapodocdar, 1esIosio3a
MUKPOKPUCTAJINYeCcKasi, HaTPUs KPOoCKapMeJlio3a, IIOBUO0H, KPeMHUS OUOKCH]I
KOJIJIOUOHBIN, Maraus cteapat, UHCTAKoT IC-S-091 (po30Beiii).

JIekapcTBeHHas1 GpopMa

TabneTKu, MOKPHITHIE TIJIEHOYHOU 000JI0YKOM.

OcHoBHble pu3uKo-xumuyeckue ceolicmada: Kpyriible pO30BbIe IBOSKOBBITYKITbIE
TaOIeTKU, IOKPHITHIE TIJIEHOYHOM 000JIOUKOM, TTajKrue C 00euxX CTOPOH.

dapMakoTepaneBTHYECKasi IpyIimna

CpencTBa, IpUMeHsieMble TPU 3peKTunbHou nuchyHknuu. Cungernadpun. Kog ATX
G04B EO03.

®dapMaKOOUHaAMHUKa

MexaHu3m deticmeus. CungeHadul SBASETCS IIpernapaToM O IepopaIbHOTO
NpUMeHEeHU s, IpegHa3HadYeHHbIM [JIs JIeUeHUsI 3PEeKTUuIbHOU guchyHKIuu. [1pu
CeKCyaJIbHOM BO30yK[IeHUH ITpelrapaT BOCCTAaHABJIMBAET IMOHUKEHHYIO 9PEeKTUJILHYIO
byHKILIMIO TyTEM yCUJIEHUS TPUTOKA KPOBHU K IIEHUCY.

®U3NOIOTUUYECKUN MEXaHU3M, YTO IPUBOOUT K dPEKIINH, BKITIOYasT BLICBOOOKIEHNE
okcupa a3ora (NO) B KaBEpHO3HBIX TeJjlaX BO BPeMs II0JIOBOT'O BO30YKIEHUS.
OcBoGomuBIIIEeCsT OKCHUIl a30Ta aKTUBUPYET (epPMEHT I'yaHHJIaTIIMKIIa3a, YTO
CTUMYJIMPYET MOBHIIIEHNEe YPOBHS LUKINYECKOTr 0 ryaHo3uHMoHoGochaTa (I’ M),
YTO, B CBOIO OUepenb, BEI3LIBAET pacciiabieHne rIagKoi MyCKyIaTypPbl KaBePHO3HBIX
TeJI, CIOCOOCTBYSI MPUTOKY KPOBHU.

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®. 3¢dekTr cungeHaduia Ha 9PEKIIUI0 HOCSIT
nepudepudecKuil xapakTep.

CunpeHadul He OKa3bIBaeT HETIOCPEACTBEHHOTO PEIaKCUPYIOIIETO AeMCTBUS Ha
M30JIUPOBaHHEIE KaBEPHO3HEIE TeJla YeJl0BeKa, HO MOIITHO YCUJIMBAeT PacciiabIsionyio



nerictBue NO Ha 9Ty TKaHb. [Ipu akTuBaIuu Mmetadonuyeckoro nytu NO/uI'M®, uyTto
ITPOUCXOOUT ITPU IIOJIOBOM CTUMYJISIIUM, MHTUOUPOBaHue cunbaeHaduiom O35
ITPUBOOUT K ITOBHIIIIEHNIO YPOBHS II'M® B KaBEpPHO3HBIX TejiaX. TakuM o0pa3oM, OJisd
TOT'0, 4YTOOHI cungeHadun ooHapyKujl HeoOXOOUMBINM (apMaKoJIOTUUYeCKUul 3pPeEKT,
He0o0X0UMO IOJI0BOE BO30yXKOEHUE.

BausiHue Ha ¢papmakoduHamuKy. VccrmegoBaHus in vitro moka3anam CEJIEKTUBHOCTD
BO3OeucTBUA cungeHaduna Ha O®I13-5, 4TO aKTUBHO y4acTBYeT B IPOLIECCE SPEKIINN.
9dbdekT cungenaduna Ha OI13-5 MoIIHEE, YEM Ha APyrue U3BECTHHIE
dochoguscrtepasnl. IToT 3pdhekT B 10 pa3 moinHee, yeM 3dhdekT Ha OI1I36,
y4aCTBYIOIINU B IIpoleccax poTonpeBpalleHus B ceT4yaTKe. [Ipu npuMeHeHU N
MaKCHMaJIbHLIX PEKOMEHOOBAHHLIX 103 CEIEKTUBHOCTD cungeHadumna B ®I13-5 B 80
pa3 npeBHIIIaeT ero ceneKTuBHOCTL K @IIE1, B 700 pa3 mpeBHIIaeT CETEKTUBHOCTE K
®OE2, ®13-3, ®OE4, ®OE7, ®IOE8, ®IOE9, ®OE10 u ®IE11. B vacTHOCTH,
ceJIeKTUBHOCTH cunpgeHaduna B ®I13-5 B 4000 pa3 npeBHIIIaeT €ro CEIeKTUBHOCTD K
OI3-3 - uI'MO-cnermudpuyeckoun usodopmel O3, y4acTBYIOIINN B PETYyISALUA
CcepoedyHor COKpaTUMOCTH.

(I)apMaKOKI/IHeTIfIKa

Abcopbuus. CungeHadun 66IcTpo abcopbupyeTtcsa. MakcuMasibHasi KOHIIEHTPAIusa B
nna3Me KpoBu (C max) gocturaetcs B Tedernue 30-120 muHyT (c MeguaHou 60 MUHYT)
II0CJIe ero IepopajbHOro NIpUMeHEeH!s HaTONIaK.

CpepnHsisi 6MOJOCTYIIHOCTD IIOCJIE TIePOPaIbHOT0 IpuMeHeHus cocTtaBnseT 41% (c
Oralia3soHOM 3HauYeHuu oT 25 0o 63%). B peKoMeHOOBaHHOM Ouana3oHe Oo3 (0T 25 mo
100 mr) nokazaTenu mioilangu nog papMaKOKUHETUYECKOU KPUBOU «KOHIIEHTPAlIU -
BpeMsa» (AUC) u MakcuMaJibHas KOHIIEHTPAIUa CuigeHaduia rmocie ero
IepopanbHOr0 IIPUMEHEHU S IMOBIIIAIOTCSA MPOIIOPIINOHAIBHO O03€E.

[Tpu npuMeHeHUHU cuigeHaduIa BO BpeMs ekl CTeneHb a0CcopOIIMM CHUXKAETCS CO
cpenHUM yonuHeHHneM Tmax go 60 MUHYT U cpegHUM CHUXKeHreM Cmax Ha 29%.

PacnpeodeneHue. CpenHuii paBHOBeCHEIN 00beM pacnpenenenus (Vd) cocrasmsier 105
JINTPOB, YTO CBUOETEIBCTBYET O pPacIpefeieHuu IIpelapaTa B TKaHAX OpraHu3Ma.
[Tocne ogHOKpaATHOTO IIpreMa BHYTPh cungeHaduna B go3e 100 Mr cpegHss
MaKcHuMalbHas o0lllas ImIa3MeHHass KOHIIeHTpallus cuingeHaduia cocTaBisieT
npuMepHo 440 ur/mn (koadpdunuenT Bapuanuu coctaBnsieT 40%). [IocKONMbKY
CBsI3bIBaHUE cuipmeHaduia u ero romaBHOro N-gecmetun-MmetabonuTa ¢ OenKaMu
nna3Mel gocturaetr 96%, cpegHsiss MakKCuMaJllbHasA IIJla3MeHHasi KOHILEeHTPalUus
cBoObogHoro cunmeHaduna gocturaeT 18 ur/mia (38 #Mosb). CTeneHb CBI3LIBAHUS C
OeKaMu IIJIa3Mbl KPOBU HE 3aBUCHUT OT OOIMX KOHIIeHTpaluu cunmeHaduna. Y



3[I0POBLIX MOOPOBOJIBIIEB, TOyYaBIINX CUIAeHaduI OOHOKPATHO B mo3e 100 Mr, yuepes
90 muHYT B 9aKynATe oupenensanock MeHblne 0,0002% (B cpenrem 188 Hr) mo3wl.

Memab6oausm. Metabonua3m cungeHadusa oCyIlleCTBIIseTCS TTIaBHBEIM 00pa3oM C
y4acTueM MHUKPOCOMabHBIX U30(pepmMeHTOB nedyeHu CYP3A4 (OCHOBHOM IIyTh) U
CYP2C9 (BTOpOCTEINEeHHbIN NyTh). [ JTaBHBEIN HUPKYIUPYIOIINU MeTaboIuT o6pa3yeTcs
nyteM N-gemeTunupoBaHus cunpgeHaduna. CeeKTUBHOCTh MeTabonuTa mo ®JI135
CpaBHUMa C CEIeKTUBHOCTBIO cuimeHadunIa, a akTUBHOCTh MeTabonuTta no @135
cocTaBnsgeT npuMepHO 50% OT aKTUBHOCTH MCXOOHOTO BellecTBa. [I1a3MeHHEbIe
KOHIIEHTpAIlMM 3TOro MeTabonmuTa cocTaBisaoT npuMepHo 40% OT KOHIIeHTpaluui
cungeHadunaa B raa3Me KpoBu. N-IeMeTUIMPOBaHHOTO MeTa0OIUT MOABEPraeTCs
manbHeHNIIeMy MeTaboIM3My, a IEPUOL ero IOJIyBbIBEAEHUSI COCTABIsIeT IPUMEPHO 4
4Jaca.

BuvisedeHue. O0ui KnupeHc cungeHaduna coctapnset 41 n/gyac, BLI3bIBas IIEPUO]I
€ro II0JIyBbIBEIEHUS IIPOOOJIKUTEIBbHOCTHIO 3-5 yacoB. Kak mocjie nmpuema, Tak U
IocJie MpUMEHEHU 9KCKpeIlus cunmeHaduia B Buge MeTab0IuTOB OCYIIIECTBISIETCS
riIaBHBIM 00pa3oM ¢ KainoM (0Koimo 80% MpuHATON BHYTPh OO3bI) U B MEHbILIEN
CTeleHH - C Mo4YoH (mpuMepHo 13% OT mpuMeHEeHHO! IepoparlbHON OO3HI).

PapMaAKOKUHEeMuUKad 8 0cobblX 2pynnax nauueHmos.

ITauueHmul nod#cu1020 803pacma. Y 3OPOBLIX TOOPOBOJIBIEB MOXKMUJIOT0 BO3pacTa
(cTapiIe 65 1eT) oTMedanoCh CHUXKEHUEe KIIUpPeHca cuigeHaduiaa, 4To IPUBOOUIIO K
MOBLINIEHHUIO IIJTa3MEHHBIX KOHIIEHTpalluli cuingeHaduna 1 ero akTUBHOTo N-
OeMeTHUJINPOBAaHHOTO MeTabonuTa rmpuMepHo Ha 90% I10 cpaBHEHUIO C
COOTBETCTBYIOIIIMMU KOHIIEHTPAIIUSIMH Y 30OPOBHIX TOOPOBOJILIIEB MOJIOIOT0 BO3pacTa
(18-45 net). B cBsi3u C BO3PACTHBIMHU PA3TUYUSIMU B CBSI3BIBAHUU C O€JIKaMU I1JIa3MBbl
KPOBU COOTBETCTBYIOIIEE ITOBHIIIIEHNE TIJTa3MEHHOM KOHIIEHTPAIIU CBOOOTHOT O
cungeHaduia CoCTaBsino npuMepHo 40%.

IToueyHas HedocmamoyHocmb. Y oOPOBOJIBIEB C HapylleHueM (QYHKIIUU ITI0YEK
JIETKOU ¥ CpefdHeU CTeleHU TAXKeCTU (KnupeHc KpeaturauHa oT 30 mo 80 mii/MuUH)
(bapMakokuHeTHKa cuigeHaduia ocTaBajiach HEU3MEHHOU IIOCJIE €0 OOQHOKPATHOTO
npuema BHYTPb B fo3e 50 Mmr. CpepuHue AUC u Cmax N-meMeTu1MpoBaHHOT O
MeTabouTa MoBHIanuchk Ha 126% u 73% COOTBETCTBEHHO 110 CPAaBHEHUIO C TAKUMU
ImoKa3aTelsiMH Y JOOPOBOJIbIIEB TAKOTO Ke Bo3pacTa 0e3 HapylmeHud (GyHKIIUY ITI0YeK.
OpHaKo M3-3a BEICOKOUM MHOUBUAYaTbHOU BapuabeIbHOCTU 3TU Pa3/IUudus He OblIU
CTaTUCTUYECKHU 3HAYMMBIMU. Y HOOPOBOJIBIIEB C TAXKEIBIMU HapyIIeHUSIMHU QPyHKITUU
mo4yek (KJIupeHC KpeaTuHMHA HUXKe 30 MJI/MUH) KJIUPEHC CulgeHaduia CHUKAJICH,
4TO npuBoaguiio K cpegHuM noseitieHEn AUC 1 Cmax Ha 100% u 88% COOTBETCTBEHHO
10 CPaBHEHUIO C HOOPOBOIbIIaMU TaKOTO Ke Bo3pacTa 0e3 HapyluleHu GyHKIIUU
nouek. Kpome toro, 3Hauenre AUC u Cmax N-meMeTUIMPoOBaHHOT0 MeTaboIuTa



3HAQUYUMO HOBHIIIIAINCE HAa 79% 1 200% COOTBETCTBEHHO.

ITeyeHouHasi HeOocmamoy4yHocmb. Y mOOPOBOJILIIEB C ITUPPO30M IT€YEHU JIETKOU U
CpenHeu CTelleHU TsaxkKecTH (KinaccoB A u B no knaccudukanumm Yauna-I1610) KITupeHc
cungeHadua CHUXKAaJICI, 4To npuBoauiao K noBwimeHn0 AUC (84%) u Cmax (47%) nio
CpaBHEHUIO C MOOPOBOJIbIIaMU TAaKOT'0O Ke Bo3pacTa 0e3 HapylleHu! PyHKIIUU TeYeHH.
dapMakKOKMHETHKA CUIdeHadunlIa y MIallieHTOB C HapyIIeHuIMU QYHKINY IeYeHH’
TSI2KEJION CTeIleHU He U3y4asioCh.

ITloxka3anus

IIpenapaTt HoBarpa peKOMeHAOyeTCs NPUMEHATh MyKUYHWHAM C S9PEKTUIbHOU
oucyHKITMEeH, KoTopasi oIrpenessieTcss Kak HeCIIOCOOHOCTh HOCTUYDL TN MOAOepPKaTh
9PEKIINIO TTOJIOBOTO YJIeHa, He0OXOAMMYIO IJIsl YCIIEIITHOTO MIOJIOBOTO aKTa.

s ahdeKTUBHOTO OeicTBUS npernapaTta HoBarpa Hy>KHO CeKCyasibHOe BO30yXKIeHUe.

IIporTuBONOKa3aHUA

1. TloBrIIEHHAsT YYBCTBUTENBHOCTb K aKTUBHOMY BEIIECTBY UJIM K JIIOOOMY U3
BCIIOMOTaTENbHEIX BEIIECTB IIpelapara.

2. OmHOBpEMEeHHOe IIPUMEHEeHNEe C JOHOPaMHU OKCHOa a30Ta (TaKUMU KakK
AMUJTHUTPUT) UIU HUTPATaMU B 110001 (popMe IPOTHUBOIIOKA3aHO, ITOCKOIBKY
M3BECTHO, YTO CUImeHadunI BIUSIET Ha IIyTU MeTabonru3mMa okcuaga a3ota/ul MO u
MIOTEHIUPYEeT TUIIOTEH3UBHOE e CTBUE HUTPATOB.

3. OmHOBpEMEHHOe ITpuMeHeHue HHruouTopoB ®I13-5 (B ToM yucie cunmeHadua)
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»).

4. CoCTOsIHMS, IPU KOTOPBIX HE PEKOMEHYeTCS CeKCyasibHasi aKTUBHOCTbD
(HammpuMep, TSAXKeJble CEPAeYHO-COCYANCThIE PAaCCTPOMCTBA, TaKMe KakK
HecTaOuIbHasl CTEHOKAPOUS UJIM CepledyHast HeJJOCTaTOYHOCTh TSIXKeJlon
CTEIIeHN).

5. IloTeps 3peHUs Ha OOUWH I'jla3 BCJIEOCTBUE HeapTepHUalbHOU IepegHen
HUIIeMUYECKOU HEBPOIIAaTUU 3PUTEJILHOTO HEPBa HE3aBUCUMO OT TOr'O, CBsI3aHa
9Ta MaTOJIOTHUS C IPEALIAYIIUM IIpUMeHeHrueM UHTuOouTopoB ®I13-5 unu HeT.

6. Hanuuyme Takux 3abo0yieBaHUM, KaK HapylleHUe PyHKIUYU TeYeHU TSAXKEJION
CTeIleHU, apTepuajibHas TUMIOTEeH3us (apTepuanbHoe gaBneHue Huxe 90/50 Mmm
pT. cT.), HepaBHO NepeHeCeHHbIM NHCYIbT UTH UH(PAPKT 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

OddekTr Opyrux 1eKapCTBEHHBIX CPEACTB Ha CUIgeHapuI.

HccaedosaHus in vitro. MeTtabonusM cunmeHaduiia MpoOUCXOOUT ITPEUMYIIIECTBEHHO C
yyactueM u3opopMsl 3A4 (OCHOBHOU IIyTh) U ©30OPMEL 2C9 (BTOPOCTEIIEHHBIN Iy Th)
uuToxpoma P450 (CYP). [TosToMy HHTUOUTOPHL 3TUX U30(pepMEHTOB CIIOCOOHBI
CHUZKAaTh KJIIUPEHC cuiifeHaduia, a UHOYKTOPHL 9TUX N30(hepPMEHTOB MOTYT IIOBHIIIATh
KJIUPEHC cungeHaduna.

HccaedosaHus in vivo. ITonynsguimoOHHBIN apMaKOKMHETUUYECKNY aHaInu3 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
HabJII0an0Ch, CIenyeT pacCMOTPETh BO3MOXKHOCTDL IPUMEHEHUS HadaJIbHOU NO3bI
cungeHaduma 25 Mr.

OpmHOBpeMeHHOe MpUMeHeHNe NHruouTopa mnmporea3sl BUY, oueHb MOIITHOTO
uHruourtopa P450, u cunmeHaduna (pasoBas mo3a 100 Mr) MpuBOOUIIO K ITOBHIIIIEHUIO
Cmax cungexaduna Ha 300% (B 4 pas3a) u MOBHIIIEHMIO ITJTa3dMeHHOU AUC
cungeHaduna Ha 1000% (B 11 pas). Yepes 24 yaca nina3MeHHbIE YPOBHU
cunpeHaduIa Bce ellle cocTaBisanau npuMepHo 200 HI/MJI II0 CpaBHEHHUIO C YPOBHEM
MIPHUMEPHO 5 HI/MJI, XapaKTEPHBIM AJIsI IPUMEeHEeHUs CuigeHaduia OTAEIbHO, YTO
COOTBETCTBYET 3HAYUTEIbHOMY BJIMSIHUIO PUTOHABHUPA Ha IIMPOKUMN CIIEKTP
cyoctpatoB P450. Cungenadun He BIuseT Ha papMaKOKUHETHUKY PUTOHaABUPA.
YuutnsiBas 3Tu apMaKOKMHETHYECKHNE NaHHbIe OMHOBPEMEHHOE IPUMEHEHNE
cunnmeHaduia 1 pUTOHaBUPa HEe PEKOMEHIYeTCs; B 1I000M CiIydyae MaKCHUMabHas
mo3a cuimeHaduia Ipyu KaKux 00CTOSITEeIbCTBAX He JOJIXKHA IPEBHIIIATh 25 MT' B
TeyeHue 48 4acos.

OpmHOBpeMeHHOe IpUMeHeHNe NHTUOUTOPOB ImpoTtea3bl BUY cakBuHaBUpa,
uaruoutopa CYP3A4 B mo3e obecrieunBaeT PpaBHOBECHYIO KOHIeHTpaIwuo (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 cungeHadusna (100 Mr ofHOKpPATHO) U SPUTPOMHULIHA,
cunenuduyeckoro nuruobutopa CYP3A4, B paBHOoBecHOM cocTossHuU (500 Mr 2 pa3a B
CYTKM B TeueHUe 5 mHel) HabOmiogasnochk noeiieHue AUC cunpeHaduna Ha 182%. Y
3[I0POBBIX MOOPOBOJIBIIEB MY2KCKOTI'O I10JIa He HaOII0garoch BIUSIHUS a3UTPOMULIHA
(500 mr B Teuyenue 3 cyTtok) Ha AUC, Cmax, Tmax, KOHCTaHTy CKOPOCTHU 3JIMMUHAaIUU
U TIOCJIeQYIOUINY ITePUO OIyBEIBEIEeHUS CUJieHadusia 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
MOBLINIEHHUIO IIJTa3MEHHBIX KOHIIeHTpalluli cungeHaduna Ha 56%.

B uccnegoBaHuu C yyacTueM 3TOPOBEIX JOOPOBOJIBIIEB-MYKYUH OTHOBPEMEHHOE
mpuMeHeHre O0CEHTaH, YTO SIBJISeTCS aHTaroOHUCTOM 3HAoTennHa (uHayKTop CYP3A4
(ymepennsiit), CYP2C9 u, Bo3amozxkHo, CYP2C19) B paBHOBeCHOM cocTOossHUM (125 mr 2
pasa B CYTKH) U cuigeHaduia B paBHOBECHOM cocTossHUH (80 Mr 3 pa3a B CYTKH)
npuBoguio K cauxkeHuio AUC u ¢ max cungeHadusna Ha 62,6% u 55,4%
COOTBETCTBEHHO. [T0o3TOMYy OQHOBPEMEHHOE ITPUMEHEHNE MOIIHBIX HUHOAYKTOPOB
CYP3A4, Takux KakK pudaMIIuIUH, MOXKET IMIPUBOOUTL K 00Jiee BhIPAaKEeHHOMY
CHUKEHHUIO KOHIIeHTpalluu cuigeHadusia B rja3Me KPOBH.

[IpumeHeHMe cungeHaduia B paBHOBECHOM coCTOsiHUH (80 Mr 3 pa3a B CYTKH)
npuBoauio K nmoswimeHuio AUC u Cmax 6ocenTaH (125 Mr 2 pasa B cyTku) Ha 49,8% u
42% COOTBETCTBEHHO.

['peuindpyToBLIN COK sABNsseTCs cnabbiM uHruouTopom CYP3A4 B cTeHKe KUIIEYHUKA U
MO2ZKET BBI3BATh YMEPEHHOE MOBHIIIEHE YPOBHEHN cUigeHadusia B Ij1a3Me KPOBH.

OmHOKpaTHOE IIPUMEeHeHHe aHTAllua0B (MarHusa TUIPOKCHUOA/aTIOMUHUS THOIPOKCHUOA)
He BIIHSJI0 Ha OMOOOCTYITHOCTh CuiimeHaduIa.

XOTs UCCIegoBaHuy Criequ(pruIeCcKOoro B3auMOOENCTBUSA CO BCEMU T€eKapCTBEHHBIMU
CpeacTBaMU He IPOBOOUJIIOCH, 10 JaHHBIM IIONYISLIMOHHOTO (hapMaKOKMHETUYECKOT O
aHasnu3a, papMaKOKUHETHKa culgeHaduia He MeHsIJ1ach IIPU OJHOBPEMEHHOM
IPUMEHEHUU C JIEKAPCTBEHHBIMU CpeACTBaMU, IPHUHaAJIeXKaIIUMU K IPyIIe
nHrubuTopoB CYP2C9 (Tonbyramup, Bapdaput, GeHUTONH), TPYINIL UHTUOUTOPOB
CYP2D6 (Takux Kak ceJIeKTUBHbIe MHTHOMTOPHEI 0OpPaTHOTO 3aXBaTa CEPOTOHUHA,
TPULIUKIINYECKNE aHTUOENIPEeCCAHThI), TPYIITHl TUA3UAHBIX U THA3UA0TOA00HBIX
OUYPETUKOB, TIETJIEBLIX U KainiicOeperamwilinx JUyPEeTUKOB, MHTUOUTOPOB ATID,
AHTArOHMCTOB KaJbliMs, aHTarOHUCTOB OeTa-aApeHOPELIETITOPOB UJTH UHAYKTOPOB
MeTabonu3amMa CYP450 (Takux Kak pudaMnuiut, 6apouTypaThl).

HukopaHoun npencTaBisieT coO00M ruOpua aKTUBAaTOPa KaIbIIMEBLEIX KAHAJIOB U
HuTpaTa. HUTpaTHBIM KOMIIOHEHT IIpefolpeaessieT BO3SMOXHOCTb €I0 CEPhE3HOI0



B3aMMOMENCTBUS C CUJIbAeHa(UIOM.
BausHue cusndeHaguaa Ha Opyaue nekapcmeeHHble cpedcmed.

HccaedosaHus in vitro. Cunoenadun - cnabwii mHTHOUTOP M30odopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 (MK50> 150 mgMmomnb) nqutoxpoma P450. [TOCKONIBKY ITUKOBEIE
IJla3MeHHble KOHIIeHTPallii cujigeHadusia CoOCTaBIsgIOT MPUMEPHO 1 MKMOJIb,
BIUsIHUE ITperapaTta HoBarpo Ha KiIupeHC cyOCTPaTOB 3TUX N30(hEePMEHTOB
MaJIOBEPOSTEH.

OTCyTCTBYIOT HaHHBIE O B3aMMOOENCTBUM CUIAeHaduIa U TaKUX HeCIelnpruieCKnx
MHTUOUTOPOB dochoauscTepassl Kak TEODUIITUH U OUIUPUOAMOII.

HccaedosaHusa in vivo. ITOCKOIBKY U3BECTHO, YTO CUIAeHa(UI BIUSAET Ha
MeTabonu3dM NO/uI'M®, OblJI0 YCTaHOBIIEHO, YTO 3TOT IIpenaparT MOTEeHIUPYeT
TUIIOTEH3UBHOE IEUCTBUE HUTPATOB, II0O3TOMY €r0 OOJHOBPEMEHHOE IIPUMEHEHNE C
OOHOPaMM OKCHIA a30Ta UJIM HUTPATaMHU B JII000# (hopMe ITPOTUBOIOKA3aHO (CM.
«[IpoTUBOIOKa3aHUSI») .

Puouuzyam. [JOKIMHUYECKNE UCCIIeNOBaHUA NOKa3alIu aqduTUBHBIA CUCTEMHEBIN
9bGheKT CHUXKEHUS apTepUuasbHOIO JaBJIeHUs IPY OOHOBPEMEHHOM TPUMEHEHUN
uHTHOUTOPOB PI13-5 Cc puonuryarom. KnuHn4Yeckue UCCieqoBaHus MOKa3allu, YTO
puoOLUTyaT YCUIUBAET TUIIOTEH3UBHOE AeicTBUe UHTUOUTOPOB PI13-5. ¥V mannueHToB,
y4aCTBOBABIINUX B UCCJIefOBaHUU, He HabIIofanu KINHUYeCcKoro apdekra npu
OOHOBPEMEHHOM IIpUMeHeHUuUu UHTruouTopoB ®I13-5 ¢ puouryaTom.

[IpoTUBOMOKa3aHO OJHOBPEMEHHOE TPUMEHEHEe PUOLUTyaTy ¢ uHruobutopamu ®J13-
5, B TOM uucie c cunbaeHaduioM (CM. pa3gen «IIpoTuBonoKka3zaHUs»).

OnmHOBpEeMEeHHOe ITpUMeHeHHne cuigeHaduna u 6J10KaTOPoB anbda-agpeHoPeIenTOPOB
MOZKET IIPUBECTU K PAa3BUTUIO CUMIITOMaTUYECKOU apTepUalIbHON TUIIOTEH3UN B
HEKOTOPHIX ITPeApPacHoIOKEeHHBIX HallueHTOB. Takasa peaKlis 4aCcTO BO3HUKala B
TedeHue 4 4acoB II0Cjie IpUMeHeHUus cungeHaduna (cM. pasgen «Cnocob
IPUMeHeHUsI U Oo3k» 1 «OCOOeHHOCTU IpUMeHeHUs »). B mpoliecce 3 uccnemoBaHUM
crieupUIeCKOro B3auMOOENCTBUS JIEKaPCTBEHHBIX CPEICTB OJI0KaTOP albda-
aIpeHOpPEeLEeNTOPOB NOKCa303uH (4 Mr u 8 Mmr) u cungeHadun (25 mr, 50 mr u 100 mr)
MMPUMEHSIJINCh OMHOBPEMEHHO IMallieHTaM C TOOPOKayeCTBEeHHOM TUIepIlIa3uei
IMpeacTaTeIbHOM XKeJje3bl, CTabuIn3alns COCTOSTHUS KOTOPHIX OblJla MOCTUTHYTA ITPHU
MMPUMEHEHUU JOKCca303uHa. B aTux nmonynsamnusax HaOIoaanoch CpegHee
OOIIOJTHUTEIbHOE CHUKEHUE apTepualbHOTO AaBI€HUS B IIOJIOXKEHUHU JiexKa Ha 7/7 MM
PT. CT., 9/5 MM pPT. CT. 1 8/4 MM PT. CT. ¥ CpedHee CHUXKEHNE apTepruaabHOTO
OaBJIeHUS B IIOJIOXKEHUU CTOA Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT.
COOTBETCTBEHHO. [Ipu 0ogHOBpPEMEHHOM IIPUMEHEHUN CUIdeHaduIa U JOKCa303nHa



rmarueHTaM, CTaOMIn3alus COCTOSHUS KOTOPBIX Obllla JOCTUTHYTA IPU IPUMEHEeHUHU
OOKCa3031Ha, MHOTAA COOOIIalii O PAa3BUTUN CUMIITOMATUYECKOM OPTOCTAaTUYECKOU
TUIIOTEH3UU (ClIydau I'OJIOBOKPYKEHME U COCTOsSSHUE Iepeq 00MOpPOKOM, HO 6e3
CHUHKOIIE).

He nHaOniomanu HUKaKUX 3HAQUMMBIX B3aUMOOENUCTBUM IIPU OJHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondyramungy (250 mr) unu BapdapuHa (40 mr),
KoTopble MeTabonusupywTtcsas CYP2C9.

Cunpmenadun (50 Mr) He mpuBOAUII OBl K YBEJITMYEHNIO BPEMEHU KPOBOTEUEHNS,
BHI3BAHHOTO IIPMMEHEHUEM alleTUJICAJIULIMIOBOM KUCIOTHI (150 Mmr).

Cunpgenadun (50 Mr) He IIOTEHIIMIOBAB TMIIOTEH3WBHOE NEWCTBUE aIKOTOIS 3JJOPOBBIX
DOOPOBOJIBIIEB IIPU CPEOHUX MaKCHMaJlbHBIX YPOBHSIX 3TaHO/Ia B KpoBu 80 Mr/m.

Y nmaiueHTOB, ITONy4YaBIIUX cuiigeHadun, He HaOII0OaI0Ch HUKAKUX pPa3Tuyui
npodusnsa no604YHBIX 9QHEKTOB II0 CPAaBHEHUIO C MJ1alle00 IIpHU OOHOBPEMEHHOM
MIPUMEHEHUH TaKUX KJIaCCOB T'MIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPENCTB KakK
OUypeTuKu, 6JI0KaTOphl OeTa-adpeHopPelenTopoB, UHruouTopsl AII®, aHTarOHUCTH
aHTUOTEeH3UHa II, aHTUTUIIePTEH3UBHEIE TeKapCTBEHHBIE CPEICTBA
(cocymopacuiupsionie 1 HeHTPaabHOTO e CTBUsI), OJI0KATOPH afpeHEPTUYECKUX
HEeUWPOHOB, 6JI0KAaTOPHI KaJIbIIMEBHLIX KAaHAJIOB U OJI0KATOPHI ajib¢a-aApeHOPEelenITOPOB.
B cneumanbHOM MCCIemoOBaHUY B3aUMONENCTBUS IIPHU ONHOBPEMEHHOM NPUMEHEHUH
cunpgeHaduiIa ¥ aMJIOOUIIMHA TTallUeHTaM C apTepUalbHON TUIlePTeH3uen
Ha0JTI01aI0Ch OOMMOTHUTENbHOE CHUXKEHNE CUCTOJIMYECKOTO apTePHUAIbHOTO OTaBJIEHUS
B ITIOJIOKEHUM JiekKa Ha 8 MM pT.cT. CHUXKEHUEe OUaCTOIUYECKOT0 apTepPUaibHOTO
OaBJIeHUsI cOCTaBuiio 7 MM [1o BeTMUYMHE 3TU OONOJIHUTEJIbHbIE CHUXKEHUE
apTepuanbHOTO OaBJjieHUs OBIJIM COIIOCTAaBUMEI C TEMH, YTO HAaOIIOOaNUCh ITPU
IMPUMEHEHUU TOIBKO CulmeHaduia y 30OPOBLIX MOOPOBOJIbIEB (CM. Pa3mern
«dapMakKoJIOTUYECKNE CBOUCTBA»).

Cunpgenadun B go3e 100 Mr He BIUAI Ha ¢papMaKOKNHETUYECKUE ITOKa3aTelu
MHTUOUTOPOB nmpoTea3bl BUY, cakBMHaBUpa U PUTOHABHUPA, KOTOPHIE SIBJISIOTCS
cyoctpatamu CYP3A4.

Y 300poBHIX MOOPOBOJILIIEB MY2KCKOTO TI0JIa IPUMeHeHUs cuigeHadunia B
paBHOBecHOM cocTossHuM (80 Mr 3 pa3a B CyTKH) IPUBOAUIIO K NOBeIIIeHNI0 AUC u
Cmax 6oceHTaHa (125 mMr 2 pa3a B cyTKu) Ha 49,8% 1 42% COOTBETCTBEHHO.

OCco0eHHOCTH NIPUMEHEeHHSs

Ilo Hayajla Tepamnuu ciegyeT coopaTh MeOUIIMHCKHUI aHaMHe3 MallieHTa U ITPOBECTH
dbu3ukanbHOE 00CIeqoBaHue OJI TUATHOCTUKU dPEKTUIIbHON OUCHYHKIINU U



omnpenesieHnd €ee BO3MOXKHEIX ITPHUYHNH.

daxkmopul pucka cepdeuHo-cocyoucmuix 3abosesaHuli. [IOCKONBKY CeKCyalbHas
aKTUBHOCTH COIIPOBOXKAAETCS ONIpedeleHHbIM PUCKOM CO CTOPOHEI CepAlla, 40 Hadasa
J11000T0 JIeYeHU I 9PEeKTUIPHOU AUCHYHKINY Bpayd [OJI2KEH OLIEHUTh COCTOSSHUE
CepAeYHO-COCYOUCTOU CUCTEMEI nanueHTa. CungeHapul oKa3blBaeT
cocymopaciupsouui 3¢ HeKT, 4YTO IMIPOSIBIISETCS JIEeTKUM U KPaTKOBPEMEHHBIM
CHUXKEHHEM apTepHuaabHOro AaBieHus (cM. pa3gen «®apMakonorudeckue»). 1o
Ha3Ha4YeHUs CulgeHadulIa Bpad OOJI2KEH TIIaTeJIbHO B3BECUTh, MOXKET 1N TaKOu

9 deKT oka3aTh HeOIaronpusTHOE BO3[IEMCTBUE Ha ITAllMEeHTOB C OIIpeesIeHHBIMHU
OCHOBHBLIMU 3a00JIeBaHUSIMM, 0COOEHHO B COUETaHUM C CEKCyaJIbHOM aKTUBHOCTHIO. K
Mnmany¥eHTaM C IMOBHIIIIEHHOW YyBCTBUTEJILHOCTHIO K Ba30ouIaTaTOpaM OTHOCSATCS
MaleHThl C 0OCTPYKIHMel BEIBOIHOTO TPAaKTa JIEBOTO XKeJIyqodyKa (HanpuMep, CTeHO3
aopTHI, TunepTPpodUuUeckas 0OOCTPYKTUBHAS KaPOUOMUMOIIATHUS) UJIN ITAIIMEHTHI C
PEeOKUM CUHOPOMOM MYIbTHUCUCTEMHOUN aTPOPUU, OODHUM U3 NPOSBIIEHUU KOTOPOU
SIBJISIETCS TS2XKeJloe HapyIlleHue Perysaliuy apTepUasibHOTO JaBI€HUS CO CTOPOHBI
BereTaTUBHOU HEPBHOU CHUCTEMEI.

HoBarpo noTeHIupyeT ruioTeH3UBHOE NEelCTBUE HUTPATOB (CM.pa3gen
«ITpoTUBOIOKA3aHUS»).

B mocTMapKeTHHIOBLIM IEePUOH COOOIIaIN O TSIXKeJIbIX IOO0OYHEBIX PeaKIusIX CO
CTOPOHHI CEPAEYHO-COCYOUCTOM CUCTEMEI, BKJIIOUas UHPAPKT MHUOKap[a,
HecTaOUIbHOU CTeHOKap[arel, BHe3allHbIM CepAeYHbIN IPUCTYI, JKETyIT0UYKOBOMU
apuTMuH, 1lepeOpoBaCKyIsIpHbBIE KDOBOU3NMUSHNUSA, TPAH3UTOPHYIO UIIIEMUYECKYIO
aTaKy, apTepuajJbHYIO TUIIEPTEH3UIO U apTEPHUAIbHYIO TUIIOTEH3UIO, UYTO BO BpEMEHU
COBIIQfalid C MpUMeHeHueM IpernapaTta HoBarpo. YV 60/bIIMHCTBA TAaIllMeHTOB (HO He
BO BCeX) CyIIeCTBOBaiIu (aKTOPHI PUCKa CEPOEYHO-COCYOUCTHIX 3ab0eBanuii. MHOTO
TaKUX MOOOYHBIX pPeakKIuii HabJII0galoCch BO BpeMs UJIU Cpa3y IT0CJie II0JIOBOTO aKTa, U
TOJIBKO HECKOJIBKO CITy4YHJIOCh BCKOPE IIOC/Ie IpUMeHeHus Iipenapata HoBarpo 6e3
II0JIOBOM aKTMBHOCTHU. [I03TOMYy HEBO3MOZKHO OIIPEAEsINTh, CBSI3aHO Pa3BUTHE TaKUX
MOOOYHBIX PeaKIui HeIIOCPEeNCTBEHHO ¢ paKTOpaMu PUCKa, UJIU UX Pa3BUTHE
00YCJIOBJIEHO OAPYruMH (haKTOPaAMHU.

ITpuanusm.

CpepcTBa A1 Te4YeHUsI 9PEeKTUJIbHOM OUCPYHKIIMY, B TOM YHCJIe U CUIgeHadur,
cienyeT Ha3HadYaTh C OCTOPOXKHOCTHRIO ITallieHTaM C aHaTOMUYEeCKUMU
nedopManusaMu IeHrca (TaKUMU KaK aHTyJISaIUsI, KaBePHO3HBIU (puOpo3 unu 001e3Hb
[TeripoHU) UK MallieHTaM C COCTOSHHUSIMHU, OKa3bIBaIOIIMX Pa3BUTHE IIpUaliki3Ma
(TaKMMHU KaK CEePHOBUOHO-KJIETOUYHAsI aHeMHUsi, MHOXKEeCTBeHHAasi MHuejioMa UJIu
JIeMKeMUsl).



[Tocne BrIXOOa mpelapaTa Ha PHIHOK COOOIIamu O ClIy4dasiX YOJIMHEHHON 9PEeKIIUU U
npuanui3ma. B ciaydasx, Korga spekuus gauTcsa 6onee 4yeM 4 4daca, naluueHTaM
clenyeT HeMeIJIeHHO 00paTUThCS 3a MEeOUIIMHCKOM ITOMOIIbIO. [Ipu OTCyTCTBUU
HeMe[OJIEHHOTO JIeYeHHUs IIPUalli3M MOXKET IIPUBECTH K IIOBPEXKIEHNIO TKaHe! IIeHuca
U K CTOMKOM II0TEepe MOTEHIINH.

OO0HoBpemMeHHOoe npumMeHeHue ¢ Opyaumu uHaubumopamu @I3-5 uau ¢ dpyaumu
npenapamamu 015 A€4YEHU IPeKmuibHOU OuchyHKUUU.

Bbes3omnacHas u 53pPeKTUBHOCTL OOHOBPEMEHHOTO ITPUMEHEHUS CUulgeHaduma c
opyrumu uaruoutopamu ®I3-5 unu gpyruMu npernapaTaMu O Te4eHUs
TUIIEPTEeH3UN JIETOYHOU apTePUHU, codepxKaliue cungeHadun (Hanpumep, PeBaiino),
WUJIV C OPYTUMHU TIperapaTaMiu OJIs JTIeYeHUsS SPEeKTUIbHOU OUCHYHKIIMY N3ydalltcCh.
[TosTOMy IpUMeHeHNe TaKuX KOMOMHAIIUM He PEKOMEHIYeTCS.

BausaHue Ha 3peHue.

CroHTaHHBIE COOOIIEHUSI O BOSHUKHOBEHUHU 1e(PeKTOB 3peHHUs IOCTyHallu
aCCOIIMMPOBAHO C IPpUMeHeHUeM cuigeHaduna u Apyrux uHruoutopos ®JI13-5 (cm.
pa3nen «ITobouHbie peakiuu»). O coydasix HeapTepuallbHOU IlepegHel UllleMUYeCKOou
HeBpOIlaTUM 3PUTEJIBHOIO HEPBA, ABJISAETCSI PEOKUM COCTOSTHUEM, IIOCTyalu
CIIOHTaAHHBIE COOOIIIEHUS M COOOIIAIOCh B HAA30PHOM MCCIEeIOBaHUN aCCOIIMUPOBAHO C
npuMeHeHueM cungeHaduna u gpyrux uHruoéutopos ®II3-5 (cM. pa3gen «ITo6ouyHbIE
peakuuu>»). [laniueHTOB clegyeT IpeayIpeauTh, 4YTO B ClIydae BHE3AIIHOTO0 HapyIIeHU
3peHus IpUMeHeHUs npenapaTta HoBarpo cienyeTt npekpaTuTh U HEMEOJIEHHO
oOpaTuThcs K Bpauy (cM. Pa3men «IIpoTuBOIIOKa3aHUSI»).

O0HoBpeMeHHOe NpuMeHeHuUe C PUMOHABUPOM.

OpmHOBpEMEHHOE IpUMEHEHHEe CulgeHaduila 1 pUTOHaBUPa He peKOMeHOyeTCs (CM.
pa3gen «B3auMopencTBre C OPYTUMU JIEKaPCTBEHHBIMU CPEACTBAMU U OPyTrHe BUIOBI
B3aUMOOEMCTBUI»).

O0HoBpemMeHHOe npuMeHeHue ¢ biokamopamu anbpha-adpeHopeuenmopos.
[MamueHTaM, TpUHUMAIOIINM OJIOKaTOPH albda-adpeHOpPeIeIITOPOB, IIPUMEHSITh
cunpgeHadun caenyeT ¢ OCTOPOKHOCTHIO, ITIOCKOJIbKY TaKasi KOMOMHAIIUS MOXKET
MIPHUBECTH K CUMIITOMATUYEeCKOM TUIIOTEH3UH Y HEKOTOPBIX IPEAPacCIIOIOKEHHBIX
nanreHToB. CUMIITOMATHYeCKasi TUITOTEH3UsI OOLIYHO BO3HUKAET B TeUeHHe 4 4acoB
rocJjie nmpuMeHeHus cunmeHaduna. C 1enbio MUHUMHU3allud PUCKa Pa3BUTUS
OpPTOCTAaTUYECKOM TUIIOTEH3UU TEPAIUI0 CUIbOeHa(pHUIOM MOXKHO HaUUHATh TOJIHKO B
reMoJgrHaMHYeCKU CTaOUIbHBIX ITAIIMEHTOB, IPUHUMAIONINX 0JIOKATOPHI anbda-
agpeHOoPEeLeNITOPOB, UX COCTOSIHUE HY2KHO CTaOUIU3UPOBaTh C ITOMOIIBLI0 OJI0KAaTOPOB
anb(da-aIpeHOPenenTOPOB A0 Havajla IPUMeHeHus cungeHaduna. Takxke cienyeT
paccMOTpPeTh BO3MOXKHOCTDb ITPUMEHEHU ST HadyaJIbHOM A03kl 25 MT (cM.pa3aen «Criocob
MpUMeHEeHUs U No3kl»). KpoMe Toro, cinegyeT npouH@opMUpoBaTh IallueHTOB, KakK



OEeruCcTBOBATEH B ClIy4ae IIOSBJIEHUSA CUMIITOMOB OpTOCTaTquCKOfI TUIIOTEH3HUH.

BiausaHue Ha KpogemaeopeHue.

HccnemoBanusi TPOMOOIIUTOB UejiOBEKA ITOKa3aJiv, YTo in vitro cunmeHadun
MMOTEHLMPYET aHTUarperauuoHubie apPeKTr HAaTPpUs HUTponpyccuaa. HeT HUKaKoOu
nHopManuu 0 6e30IaCHOCTU IPUMEHEHUS CUJifeHaduia naiueHTaMu C
HapYIIEeHUSIMU CBEPTHIBAHUS KPOBU UJIM OCTPOM si3BeHHOM 00j1e3HbI0. TaKuM 00pa3om,
NpUMeHeHNe cuigeHadusia nalueHTaMy 3TOM I'PYNIbEl BO3MOXKHO TOJIBKO IIOCJIE
TIIATEIbHOM OIEHKU COOTHOIINEHUS MOIb3hl M PUCKA.

ITocne nmpueMa 100 Mr 30OopOBEIMU HOOPOBOJILIIAaMHU He HAOJIIOOaIoCh BIUSHUS Ha
MOPQPOIOTHUIO UITH ITOABUXKHOCTE CIIepMaTo30uO0B (CM. pa3nen «®apMaKoguHaMHUKa»).

ITomep=s cayxa. BpadyaM cienyeT IOCOBETOBaTh NallieHTaM IPEeKpaTUTh IPUMEHEHNEe
uHrno6uTopoB I 3-5, BKitodas npemnapaT HoBarpo, u HeMeaIeHHO 00paTUTHLCS 3a
MeOUIIMHCKOM ITOMOIIBIO B CITydae BHE3AMHOI0 CHUXKEHUS UIIH IoTepu ciayxa. O6 aTux
SIBJIEHUSX, KOTOPBIE TaKXKe MOTI'yT COIIPOBOXKIATLCA 3BOHOM B yIllaX U
TOJIOBOKPY2KEHUEM, CO00IIalii C accolialliel BO BpeMEHU C IIPUMEHEHUEM
uHruouTopoB ®I13-5, BKIodas npenapaT HoBarpo. OnpenenuTs, 3TH SIBIEHUS
HAIIPSIMYIO CBsSI3aHBI C TPUMeHeHueM MHTuouTopoB ®I3-5 unu ¢ apyrumu pakTopaMu
HEBO3MOXKHO.

OpoHOBpEMEHHOE IIPUMEHEHNE C TUIIOTEH3UBHBIMU IpelapaTaMu. HoBarpo oka3niBaeT
CHUCTEMHOE COCYHOpacClIUpsIollee OeUCTBUE U MOXKET B JaJIbHEUNIIleM CHUXKAaTh
apTepuasibHOE JaBJIeHHE Y NalueHTOB, IPUMEHSAIOUINX TUIIOTEH3UBHEIE
JIeKapCTBEHHLIE CpefCcTBa. B oTOenbHOM MCCIIeqO0BaHUM JIEKAPCTBEHHOT' O
B3aMMOJENCTBUS OOHOBPEMEHHOE ITpUMeHeHne aMmonuiivHa (5 mr unu 10 Mr) u
cunmenaduna (100 Mr) mepopanbHO HaOJI0OOAIOCh CPeIHEE MOIIOTHUTEJILHOE
CHMZKEHMe CHUCTOJIMNYECKOI0 JaBJI€HHUSI Ha 8§ MM PT. CT. ¥ JUACTOJINYECKOTO - Ha 7/ MM
PT. CT.

3aboaesaHus, nepedarwuecs noaosviMm nymem. IlpumeHeHue npemnapara HoBarpo
He 3aluIlaeT oT 3a00JieBaHUN, Tepenaroluxcs IIOJIOBEIM IyTeM. CrienyeT
pPaccMOTpPEeTh BO3MOXKHOCTh UHOOPMUPOBAHUS ITAIIMEHTOB 0 HEOOXOOUMBIX Mepax MJis
3alIUTH OT 3a00ieBaHMi, ITepegaolIXCs IOJIOBLIM IIYTEM, BKII0Uasi BUPYC
HMMYyHOIOe(UIINTa YeJI0BEeKa.

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

HccnemoBaHuil BIUSTHUS ITPeNapaTa Ha CIOCOOHOCTh YIIPABIISATh TPAHCIIOPTHEIMU
cpencTBaMu MM paboTaTh C APYTUMU MEeXaHU3MaMU He ITPOBOIUIIOCE.



[TOCKONBKY B KIMHUYECKHUX MCCJIeOOBAHUSIX IIPYU MPUMEHEeHUHU CUiImeHaduia
COO0OIIany 0 CIydasiX TOJIOBOKPYXKEHUS 1 HapYIIeHusI CO CTOPOHLI OPTaHOB 3PeHUsI,
mmepeq TeM KaK CaJuThCS 3a PYJIb TPAHCIOPTHOTO CpencTBa uiu padoTaTh C
MeXaHHU3MaMH, He0OX0OUMO BEISICHUTh HHOWBUOYAJIbHYIO PEAKIINIO Ha IPUMEeHEeHH’e
mpemnapaTta HoBarpa.

IIpuMeHeHHEe B MIePHOI 0ePEeMEeHHOCTH WIH KOPMJIEHHSI IPyIbIO
IIpenmapaTt HoBarpa He nmpegHa3HadeH [OJI IPUMeHEeH!s XKeHIITHaM.
Cnoco0 nmpuMeHeHHUsI U 1035l

IIpenapam npumMeHsimb NepPopPAbHO.

B3spocavle.

Pekomennyemas go3a HoBarpo cocrasnseT 50 MI' U IPUMEHSETCS B Clly4dae
HeoOXOOUMOCTH IIPUMEPHO 3a 1 9ac Mo cekKcyalbHOM aKTUBHOCTU. B 3aBUCUMOCTH OT
9 HEeKTUBHOCTH U IIePEHOCUMOCTH TIpernapara Jo3y MOXKHO yBeJIn4duTh Ao 100 Mr unu
YMEHBIIUTh 00 25 Mr. MakcumayibHasi peKOMeHOOBaHHas no3a cocTtasiseT 100 mr.
YacTtoTa npruMeHEeHHsI MaKCUMaJIbHOU PEKOMEHOyeMOU JO03bl ITpellapaTa cocTaBnsgeT 1
pa3 B cyTKU. [Ipu npuMeHeHUu npenaparta HoBarpo Bo BpeMs enbl JerCTBUE
nmpenapaTa MOXKeT HacTynaTh IO30Hee, 4YeM IIPpU ero IPUMEeHEHUN HaTOIllak.

ITauyueHmbl NOJHCUI020 BO3PACMA.
Heo6xomouMOoCTh B KOPPEKIIUY [O3HI V MAIIMeHTOB IT0KUIOT0 BO3pacTa OTCYTCTBYET.

ITauueHmul ¢ noyeuHolu HedoCmamoyHOCMbHO.

[TocKONBKY y mallMeHTOB C MOYEeYHOU HEJOCTAaTOYHOCTBIO TSIKEJIOU CTEIIeHU (KIIUPEHC
KpeaTuHrHa HUKe 30 MJII/MUH) KJIUPEHC cUulgeHaduia CHUKEH, peKOMeHOyeMas [03a
cocTaBiseT 25 Mr. B 3aBucuUMOCTH OT 3(PPEKTUBHOCTH U IIEPEHOCUMOCTH IIpeliapaTa
D03y MOKHO yBenu4uTh 70 50 Mr u 100 mr.

ITauueHmuv! ¢ neyeHoYHOU HedoCmamoyHOCMbHo.

[TocKONBKY y mallMeHTOB C IeYEeHOYHOU HEeOOCTaTOYHOCTHIO (HallpuMep, IUPPO30M)
KJIIMPEHC culgeHaduila CHUXKEH, peKOMeHayeMasi Io3a COCTaBisieT 25 Mr. B
3aBHCHUMOCTHU OT 9P(PEeKTUBHOCTU U IIEPEHOCUMOCTH IIpeliapaTra 403y MOXKHO
yBenu4duTh 00 50 mr u 100 mr.

ITauueHmul, npumeHAWUe Opy2ue 1eKapCcmaeeHHble cpedcmad.

Ecnu manueHTH omHOBpeMeHHO HHIruouTopel CYP3A4 (3a HCKIIOYEHHUEM PUTOHABUPA,
IpUMeHeHMe KOTOPOTro OOHOBPEMEHHO C CUJIbIeHaUIOM He PpEKOMEHOYETCS, CM.
pa3nesnsl «OCoOOeHHOCTH MPUMEHEHU» U «B3auMogeicTBue ¢ OPyruMu
JIEKapCTBEHHBLIMU CPEACTBaMU U APYTUe BUOLI B3aUMOLEWCTBUU», CIIeAyeT



paccMOTpPeTh BO3MOXKHOCTD ITPUMEHEHUST Ha4yaJIbHOM O3kl 25 MT).

C 1e1b}0 MUHUMHU3AIIUU BO3MOXKHOI'O PA3BUTHUS IOCTYPaIbHOU TUIIOTEH3UH Y
MalneHTOoB, IPUHUMAIONIUX 6JI0KaTOPH! anbda-agpeHoPeLelITOPOB, COCTOSTHUE TaKUX
Mal¥eHTOB HYKHO CTaOMIU3UPOBaTh C ITOMOIIbIO OJI0KAaTOPOB anbda-
aZpeHOopPeLEeINTOPOB A0 Hayala IpUMeHeHUus cungeHaduna. Takxke ciemyeT
paccMOTpPeTh BO3MOKHOCTD IIPUMEHEHU S HadyaJIbHOM [03kI 25 MT (CM. pa3ferbl
«Ocob6eHHOCTH TPUMEHEHUSA» U «B3auMofieiCTBUE C IPYTUMHU JIeKapCTBEHHBIMU
CpeacTBaMM U OPYyTrHUe BUOLI B3aUMOIOEUCTBUI»).

et
[IpenapaTt noka3aH Oy IPUMEHEHUS y OeTel B Bo3pacTe Ho 18 ner.
Ilepemo3upoBka

B mpoiiecce KIMHUYECKUX UCCIIEIOBAHUM C y4aCTUEeM IOOPOBOJILIIEB IIPU ITPUMEHEHUHN
pas3oBoi go3kl cungeHaduna mo 800 Mr moboYHbBIE PeaKIuu ObIIN ITOOOOHEI TEM,
KOTOpPbIe HAOJIIOgaInch IpyU NPpUMeHeHUN cungeHadmia B 60jiee HU3KHUX 103aX, HO
BCTpeYaJIiCh 4alle u Ol 00Jiee TsXKensIMU. [IpuMeHeHue cungeHaduia B gose 200
MTI" He TIPHUBOUJIO K MOBBIIEHUI0 3 OEeKTUBHOCTH, HO BEI3BEIBAJIO POCT KOJIMYECTBa
ClIy4aeB pa3BUTUS MOOOYHBIX pPeakKiuii (TOJI0OBHOM 00JIM, MPUIUBOB, TOJIOBOKPYXKEHUE,
OUCIIETICUY, 3aJI02KEHHOCTH HOCA, HapYIIIEeHUH CO CTOPOHLI OPTaHOB 3PEHUS).

B cnydae mepemo3upoBKY IIPU HEOOXOOMMOCTU IPUOeraioT K OOBIYHBIM
MMOAePXXUBAIOIINX MEPOIIPUSATHM. YCKOpPEeHUue KIIUpeHca cuigeHaduia npu
reMoaualii3e MaJIOBePOSITHO BCJIEACTBUE BHICOKOM CTEIEHU CBSI3BIBAHUS ITpeIapaTa C
O0eTKaMu I1J1Ia3Mbl KPOBU 1 OTCYTCTBHUS 3JIUMMUHAIIMK CUIIOeHaduIa C MOYOH.

IToOouHBbIE peaKIuu

Yarre Bcero cooOIanayu 0 TaKuX IMOOOYHBIX PeaKlusIX, KaK roJIoBHas 00/Ib, IPUIUBEI
KPOBHU, OUCIIEIICUS, 3aJI02KEHHOCTh HOca, 00JIb B CIIMHE, TOJIOBOKPYXXEHUE, TOIIHOTA,
ITPUIUBEI 2Kapa, HapylleHUs 3peHUsI, IIMaHOIICUS U IOMYTHEHUE 3PEeHUs.
HNudopmalirsa o moOOYHBIX PeaKIui B paMKaX IIOCTMapPKETUHI'OBOT'0 HaOJIIOIeHU I
Oblsia coOpaHa B TeUeHUe Iepuoa IPONOIXKUTENbHOCTRIO Ooee 9 nmeT. [ToCKONIbKY
cooOi1miany He 000 Bcex MOOOYHBIX PeaKIusIX U He BCe IT000YHBIE PeaKIIuu ObIIU
BKJIIOUEHHI B 0a3y JaHHBIX IT0 0€30MaCHOCTH, YaCTOTa TAKUX PEeaKIIui He MOXKeT OBITh
OOCTOBEPHO OmpemeneHa.

Bce knuHHMYECKM 3HaYMMbIe TOOOYHBIE PeaKIuy, KOTOPhie HaOJIIomanuchk B
KJIMHUYECKUX MCCJIeIOBaHUSIX Yallle, YeM IIPU IIPUMeHeHUH I1j1alie00, MpuBeaeHbl B
TabJuIle B COOTBETCTBUH C Kiaccupukalmein «CucreMa-opraH-KIacC» U YaCTOTHI:



odeHb 9acTo (= 1/10), yacTto (= 100 u < 1/10), HewacTo (= 1000 u <1/100), u penko
(= 10000 u <1/1000).

B npepenax KaxXaol YaCTOTHOM I'PYINEI ITOOOYHBIE PeaKIUY ITPUBEIEHEl B IOPSOKE
YMEHBIIIEHUS UX CEPbE3HOCTH.

HHpekuyuoHHble u uHea3usHbule 3abo1esaHus
HeuacTo: puHUT.

Co cCmMOpPOHbL UMMYHHOU cucmembl
HewgacTo: runnep4yBCTBUTEIBHOCTb.

Co cmopoHbl Hep8HOUl cucmembl

OuyeHb YacTO: roJIOBHAsI 00JIb.

YacTo: TOIIOBOKPYXKEHHUE.

HeugacTo: COHIMBOCTE, TUIIECTE3US.

Penko: MHCY/IBT, TPAH3UTOPHAS HIIeMUYecKas aTaka, CyJIOPOTH *, peliuauBLEl CyooM *,
CHUHKOIIE.

Co cmopoHbl 0P2aHO8 3peHUs

YacTo HapylIeHNEe BOCHPUATUA [[BeTa **, paCCTPOMCTBA 3PEHUs, IOMyTHEHNE 3PEHUS.
HeuacTo paccTpoicTBa ciie3oTedeHune ***, 6onb B rinasax, Gortodobusi, GoTomncus,
TUIlepeMus ria3, SPKOCTb 3PEeHUs, KOHbIOHKTUBUT.

Penko HeapTepuanbHa nepeOHssa UIlleMAYecKass HelMponaTusa 3pUTeIbHOT0 HepBa *
OKKJIIO3USI COCYOOB CeTYaTKU * peTHHAJIbHBIM KPOBOUI3JIMSAHNE, apTEPUOCKIIEPOTUYHA
PEeTUHOIaTUs, HapylIeH!UsI CO CTOPOHBI CETYaTKH, TI1aykKoMma, HedeKThl IOIsI 3peHUs,
OUIIJIONINSI, CHU2KEHHEe OCTPOTHI 3PEHUS, MUOIINS, aCTEHON NS, MJiaBalollye
IIOMYTHEHHUSI CTEKJIOBUIHOTO TeJia, HAPYIIIEeHUS CO CTOPOHEI PadyKHOM 000JI0UKH,
MUOpUa3, IOSIBJIEHHE CBETAIINXCS KPYroB BOKPYT KCTOYHHUKA CBeTa (rajo) B moje
3peHus, OTEK IJia3, IPUIIYXJIOCTh I'/la3, HAPYyILIEHUS CO CTOPOHHI I'Jla3, TUIIEPEMUS
KOHBIOHKTHBEI, pa3gpaxkeHue ria3, aHoMaJIbHbIE OINYILIEeHHUs B Irla3aX, OTEK BeEK,
oOecliBeuynBaHle CKJIEPHI.

Co cmopoHbl 0Op2aHo8 cayxa U 8ecmuby1apHO20 annapama
HeuyacTo: roioBoOKpyXKeHue, 3BOH B yIlIax.
Pepnko riyxora.

Co cmopoHbl cepdua

HeuacTo: Taxukapausi, yCUJIEHHOE cephliebueHue.

Penko: BHe3amHas cepaevyHasi CMePTh *, ”HQAPKT MHUOKaApP/a, XKeJIyqgoYKoBasi apUTMU S
*, bubpunnsdamnus npeacepauii, HecTabuabHasE CTEHOKAPOUS.

Co cmopoHbl cocydoa
YacTo: MpUIUBL KPOBU K JIUITY, ITPUJIUBHI XKapa.



HeuacTo: apTepuanbHasi TUIEPTEH3US, apTepuaabHasi TUIIOTeH3U .

Co cmopoHbl pecnupamopHOU cucmembl, 0P2aHO8 2pPYOHOU KAemKu u cpedocmeHus
YacTo: 3a7102K€HHOCTh HOCa.

HeuacTo: HOCOBOE KPOBOTEYEHUE, 3aJI02KEHHOCTD IIPUOATOYHBIX ITa3yX HOCA.

Penko: omryiieHue ckaTus B TOpJie, OTEK CINU3UCTOM 000JI0YKM HOCA, CyXOCTh B HOCY.

Co cmopoHbl 2#ce1yO00UYHO-KUWe4YH020 mpakma

YHacTo: TOIIHOTAa, OUCIIEIICUS.

HeuacTo: ractposzodareanbHasa pedioKkcHas 00J1e3Hb, PBOTa, 00JIb B BEepXHEHN YaCTHu
JKUBOTa, CyXOCThb BO PTY.

Pepgko: runecrte3uss pOTOBOM IIOJIOCTH.

Co cmopoHbl KOdHCU U NOOKOHCHOU MKAHU
HeuacTo: chinb.
Pepko: cuagpom CTtuBeHcCa-[[?KOHCOHA *, TOKCUUYECKUU IMUAEePMaIbHbIA HEKPOJIU3 *,

Co cmopoOHbI ONOPHO-08U2dMEAbHO20 annapama u coeduHumeabHol MKaHu
HeuacTo: muanrus, 60j1b B KOHEYHOCTSIX.

Co cmopoHbl MOoYeBbideaumeibHOU cucmembl
Heuacro: rematypus4.

Co cmopoHbl penpodyKmuBHOU CucmeMbl U MO/A0YHbIX dcee3
Pepnko: KkpoBoTeueHMe U3 IIOJIOBOT0 YJIeHa, IpUalu3M * reMaToCIIepMus,
IIPOOOIZKUTEJIbHASA 9PEKIII.

Obujue HapyweHUus U pedakuuu 8 mecme 8s8edeHusl
HewyacTo: 60/1b B IpyoH, MOBHIIIIEHHAsT YTOMJISIEMOCTh, YyBCTBO XKapa.
Penko: pa3mpaxkeHue.

Ob6caedosaHue

HeuacTo moBuIllIeHHas 4aCTOTa CEPOEeYHbBIX COKPAIlleHNH.

* Coo0111ay1och IUIb IPU UCCIIEI0OBAaHUY II0CJIE BhIXOOa ITpernapaTa Ha PhIHOK.

** Hapy1ieHue BOCIPUSTUS 1IBETA: XJIOPOIICUS, XPOMATOIICUS, IIMaHOTIICHS,
€PUTPOIICHSI, KCAHTOIICHUSI.

*+* HapylleHre ci1e30TedYeHne: CYXOCTh B I'lla3aX, HapyLIeHUEe CJIe300TOEeJIeHUs U
MIOBHIIIIEHHE CII€30TEeYEeHHeE.

HuxxenpuBeneHHbIE ABJIeHUS HaOmomanuch B <2% malueHTOB B Ipoliecce
KOHTPOJINPYEMBIX KIIMHUYECKUX UCCIIeMOBaHMM; MIPUYNHHAS B3aUMOCBS3b HE
onpenerneH. CooObIleHre BKIIOYAJIN SIBIIE€HUSI, KOTOPhIe UMEJI BEPOSITHBLIN CBSA3b C
NpruMeHeHMEeM IIpernapaTa. ABjIeHusI, KOTOphle He ObIJIM yKa3aHbl, ObLIN JTETKUMU U
CoOoO0IIeHUsT ObINT OYeHb HETOUHLIMU, YTOOB UMETh 3HaYEeHHeE.

OOmue: oTek nuila, GOTOCEeHCUOMIN3allusi, 0K, aCTeHusI, 00JIb, BHe3alHoe MaJieHue,



00sb B ZKMBOTE, BHE3aIlHOE IIOBPEZXKOEHHE.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: CTeHOKapausi, AV-010oKana, MUTPEHB,
IMOCTypaJbHas TUIIOTEH3Us, UIIIeMUsI MUOKap/aa, TPOMO03 COCYIOB I'OJIOBHOT'O MO3Ta,
BHe3allHasd OCTaHOBKa CcepAlla, HapyllIeHus pe3ysibTaToB Ha JKI', KapauoMuonaTus.

Co CMOPOHDbI afce/zydquo-Kuwequeo mpaxkma: TJIOCCUT, KOJIUT, JII/IC(I)al"I/IH, I'aCTpPHUT,
TaCTPOSHTEPHUT, 330(1)aI“I/IT, CTOMATHUT, HapYII€HNe Pe3yJIbTAaTOB II€YE€HOYHEBIX Hp06,
PEeKTaJIbHOE€ KPOBOTE€YEHNE, THHTIUBUT.

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

Paccmpoticmea memaboau3ma u NuUMAaHusi: ’Kaxmnga, OTEK, mogarpa, HecTaOUTbHBIN
ouabeT, TUNeprIukKeMus, nepudeprudecKrue 0OTeKH, TUIIEPYPUKEMU S, TUTIOT TUKEMUS,
TUIepHATPUEMHUS.

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

Co cmopoHbl HEPBHOU cucmeMbl: aTaKCUsl, HEBpaITUs, HeUpoIaTus, IapecTe3ny,
TPEeMOp, BEPTUTO, Aelpeccusi, 60eCCOHHUIA, aHOMAaJIbHEIE CHOBUIEHHU S, CHUKEHUE
pedeKkcos.

Co cmopoHbl ObixameabHOU cucmembl: acTMa, OOBIIIKA, JTapUHTUT, (DapUHTUT,
CUHYCHUT, OPOHXUT, yCUJIEHHOE CIIIOHOOTAEeJIeHNe, YCUJIeHNe Kalllfs.

Co cmopoOHbl KOJ#CU: KpalluBHUIIA, repliec, 3y[, IIOBHIIIEeHHAs II0TJIMBOCTD, SI3BbEl KOXKUY,
KOHTAKTHBIN OIepMaTUT, 9KCHOIUATUBHBINA HEepMaTHUT.

Cneuuguueckue owyweHus: BHe3allHOe CHUXKEHUE UK ITOTeps cliyxa, 60Jib B yIIIax,
KPOBOM3JIMSIHIUE B I'Ia3, KaTapakKTa, CyXOCTh B Ila3ax.

Co CMOPOHbI ypoeeHuma/leoﬂ cucmemMbobl: TUCTUT, HUKTYPHUSI, ITIOBBIIMIEHHAS YaCTOTa
MO‘-IeI/ICHYCKaHI/IfL YBEJIMYEHNEe MOJIOYHEIX 2KeJIe3, HeJeP2KaHne MO4YH, HapyIlIeHue
IAKYIIAIUY, OTEK IIOJIOBBIX OPIraHOB, aHOPra3MUi.

Onvim npuMeHeHus noc/e 8bixo0ad Ha pblHOK. ITocye BEIXOMOa IIpelapaTa Ha PEIHOK
OBINTM UIEeHTUDUITMPOBAHE HUXKETIPUBEIEeHHBIE TOO0YHEIE peaKIuu. [I0CKOJIBKY O
TaKUX peaKIuu coo0IaioT JOOPOBOIBHO U COOOIIEHUS ITOCTYIAl0T OT MONYJISIUA
HEeMW3BECTHOM YMCJIEHHOCTH, He BCerma MOXKHO TOCTOBEPHO OIIEHUTDH UX YAaCTOTY U
YCTAHOBUTH IPUUYUHHYIO CBSI3b C 3KCIIO3UITHEN JIeKapCTBEHHOT'O CPECTBA. DTHU
SIBIIEHUSI OBIJTM OTMEUYEeHHl KaK 3a UX CEePhEe3HOCTh, YaCTOTY COOOIIEeHNSI, OTCYTCTBUE
YEeTKOT'0 aJIbTePHATUBHOTO CBSI3H, TaK U Yepe3 KOMOMHAIIUIO 3THX (PAKTOPOB.



CepoeuHo-cocyducmule u uepebposackyasipHole aeieHus. CoobIanoch 0O CEPbe3HBIX
CepHOedYHO-COCYOUCTHIE, 1IepeOpoBacCKyIsIpHble U COCYUCTRIE SIBJIEHUS, BKIIIOYas
11epebpoBaCcKyIIpHON KPOBOTeUYeHUE, CyDapaXxHOUAaIbHOE U BHYTpHUIllepeOpaIbHOM
KPOBOTEYEHUE U JIETOUYHOE KPOBOTEYEHHNE, KOTOPHIE OBI/IM CBSI3aHbI BO BPEMEHMU C
npuMeHenueM npenapata HOBAT'PO. YV GonpIIMHCTBA HallMeHTOB (HO He BO BCEX)
UMeUCh GaKTOPH CEPAEYHO-COCYAUCTOro pucka. CoobI11asochk, YTO MHOTUE U3 3TUX
SIBJIEHUY BO3HUKJIM BO BpeMS MJIU Cpa3y IIOCJIe CEKCyaJIbHOM aKTUBHOCTU U HECKOJIBKO
SIBIIEHUM BO3HUKJIM Cpa3y mociie npuMeHeHus npenapata HOBAT'PO 6e3 cekcyanbHOM
aKTUBHOCTH. [Ipyrue sSBI€HUS BO3HUKIIM B TeYEeHHE OCIEAYIOIIUX YaCcOB UJIU OHEU
rocJjie MpuMeHeHus npernapaTta HoBarpo 1 cekcyanbHOM aKTUBHOCTH. HeBO3MOXKHO
YCTaHOBUTH, 9TU SIBJIEHUS CBA3aHHI C IPUMEHEHUEM IIpenapara, C CeKCyaJibHOM
AKTUBHOCTBIO, C UMEIIUMUCS (paKTopaMH pHCKa MU ¢ KoMOuHaIuen aTux ¢GakTopos,
WUJIN C OPYTUMHU (hpaKTOpaMHU.

KposeHocHas u aum@pamuueckas cucmembl: BAa300KITIO3UBHUYN KPHU3HCOB. B
HeOOoJILIIIOM 3a0/1aroBpeMeHHO IPUOCTAaHOBJIEHHOM HCCJIE€IOBAaHUY ITPUMEHEeHU
npemnapaTta PeBamuo (cunmeHadu) Ojis NalueHTOB C JIETOYHOM apTepuaabHOU
TUIepTeH3uel, BTOPUYHOU 10 CEPIIOBUAHOKIIETOYHON aHEMUH, TIPU ITIPUMEHEHUN
cunmeHaduia 0 pa3BUTUU Ba300KITIO3UBHUX KPHU30B, TPeOYIOIINe TOCIUTaIu3alun
cooO1many 4daire, 4YeM IIpHu IpuMeHeHuu maarebdo. KimnHrnyeckoe 3HaYeHUE 3TOM
uHPOPMAIIMHU OJIs MallMeHTOoB, npuHuMalomux npemnapat HOBAT'PO c 1ienbio nedyeHus
9PEKTUJIbHOU OUCPYHKIINHU, HEU3IBECTHO.

HepeHas cucmema: TpeBora, TpaH3UTOPHAs rinobanbHasi aMHE3us.
Cneuuguueckue owyweHus.

Cayx. Ilocne BeIXOOa IIpenapaTa Ha PEIHOK 3a(UKCUPOBAHO O CIy4Yasix BHE3aIlTHOT O
CHUJKEHUS UJIU IIOTEPU CJIyXa, CBA3aHHBIE 10 BpEMEeHU C IPUMEeHeHUeM IIpernapara
HOBAT'PO. B HEKOTOPHIX CJIy4¥asax COOOIanyu O HaJIMYUU MEOUIIMHCKUX COCTOSTHUMN U
Opyrux (akKToOpoB, KOTOPbIE MOTJIM CHITPaTh POJIb B Pa3BUTHUHU ITOOOYHBIX PeaKLUil CO
CTOPOHEI OpTraHa ciyxa. Bo MHOTHUX cily4dasax mH(pOpMaIus 10 JalbHeUIleMy
MeOUIIMHCKOMY HalOJIIofeHui0 OTCyTCTBYeT. OTIpenenuTh, 3TU SIBIEHUS HAaPSIMYIO
CBsI3aHBI ¢ npuMeHeHKeM npenapata HOBAI'PO, ¢ umeromuMucs pakTopaMu pucKa
IMOTEepPH CiIyxa, C KoMOMHaIuen 3Tux (akKTOPOB UJIN C APYTrUMHU haKTopaMHu,
HEBO3MOXKHO.

3peHue. BpeMeHHas IIOTepPs 3peHUs, IOKpPaCHEHUe I'jia3, XKKeHue B Ijia3ax,
MOBHIIIIEHE BHYTPUTIa3HOTO OaBIeHUsI, OTEK CeTYaTKHU, COCyOuCThIe 3a00eBaHusA
ceTyaTKU UJIM KPOBOTEeUYEeHUeEe, OTCJIOUKA CTEKJIOBUOHOTO Tejla.

[Tocne BhIXOAa mpelapaTa Ha PHIHOK PegKo coobIany o ciaydasiXx HeapTepUalbHOU
nepegHeu UIeMUYEeCKOU HeBPOIaTUU 3PUTEIbHOIO HEPBa, UYTO SABJISAETCS IIPUUYUHOU
CHUKEHUS 3PEeHHUs, BKITI0Uas ITIOCTOSHHYIO IOTEPIO0 3PEHU S, KOTOPhie OBLIIN CBSI3aHBI BO



BPEMEHU C TpUMeHeHueM uHruoutopoB ®J13-5, Bkmioyas npenapatr HOBAT'PO. ¥
MHOT'MX IaIlMeHTOB (HO He BO BCEX) UMEJINCh aHaTOMUYECKUE UJIM COCYOUCTHIE
(baKTOpPH pUCKa pPa3BUTUS HeapTepUalbHOU IepefHeN UIIeMUYeCKOY HEBPOIIaTUNA
3pUTEILHOTO HEPBa, BKII04Yas (HO He 00s13aTEIbHO OTPaHUYUBAsICh) CIIeAYIOIIUE:
HU3KOEe COOTHOIIIEHWEe quaMeTpa 9KCKaBallul U OUCKa 3PUTEJIbHOIO HepBa (3aCTOMHBIN
OUCK 3PUTENBHOTO HepBa), Bo3pacT 50 neT, apTepuanbHas runepTeH3us, 3abomeBaHus
KOPOHAapPHEIX apTepuH, TUIlepIunugeMusa u Kypeaue. HeBo3MOXKHO ollpenenuTh, 3TU
SIBJIEHUSI HAIIPSIMYIO CBSI3aHBI C IIPpUMEHeHUueM MHTruouTopoB @I 3-5 unu c
MMEIVMUCSA aHaTOMUYECKUMU UJIU COCYOUCTHIMU (haKTOpaMU PUCKa, UIU C
KoMOMHalUMel 9TUX Bcex (aKTOPOB, UJIX C OPYTruMH (paKTOpaMu.

Omuem o nodo3pesaembix nobouHbvle peakyuu. OTYET 0 MOAO03PEeBaAEMEIX TOOOYHEIE
PeakIIiy Iocjie perucTpalluy JIEKapCTBEHHOT0 CPEICTBA UMEeeT BaxKHOe 3HaUYeHUe.
9TO0 MO3BOISIET IPOBOOUTH HEITPEPLIBHBEIN MOHUTOPHUHT COOTHOIIIEHUS ITOIb3E U
PUCKOB, CBSI3aHHLIX C IPUMEHEHHEeM 3TOT0 mperapara. Bpadam ciemyeT
OTYUTHIBATHCS O JIFOOLIX ITOI03peBaeMble IT0O0YHEIE PEeaKIIUH B COOTBETCTBHUHU C
TpeOoBaHUSIMHU 3aKOHOOATEILCTBRA.

CpoOK rogHOCTH
2 ropa.
YcnoBusi xpaneHusi

XpaHUTh B OPUTUHAJILHOM YIIaKOBKe IPU TeMIlepaType He Beimle 25 ° C. XpaHUTH B
HEeOOCTYIIHOM [JIs leTeU MecCTe.

VYnakoBka

ITo 4 Tabnetku B 6mucTepe , 1o 1 6/1MCcTEPY B KAPTOHHOU KOPOOKe.
KarTeropusi ornycka

ITo peuenty.

IIpousBoouTennb

Mapkcanc ®apma JIth.

MecTOHaxoOXKaeHHe IIPOMU3BOOHUTEJISA B €ro aapec MeCTa OCylleCTBIICEHHUSA
oesiTeJIbHOCTH

YyacTtok Ne JI-82, JI-83, Bepua Uunactpuan Ucteut, BepHa 'oa, UH-403722, UrOus.



HcTOouHMK HHCTPYKIIHHA

HNHCTPYKIIKS TeKapCTBEHHOTO CPeNCcTBa B3sTa U3 OQUIIMATIbHOTO HCTOYHUKA —
'ocymapCTBEHHOT0O peecTpa JIeKAaPCTBEHHEIX CPEeOCTB YKPAuHEL.
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