CocrTaB

Oeticmsyrwuwee seuecmaeo: sildenafil;

1 TabneTKa comepKUT cungeHaduna MUTPaTa B f03axX, 9KBUBAJIEHTHBEIX 50 Mr
cunmeHadpuna;

8cnoMoz2ame/ibHble seuw,ecmaed: Kanblus ruapodocdaT gUruapar, Healoio3a
MHUKPOKPUCTAIINYECKasi, KOTOJIUBUIOH, KDEMHUS OUOKCUM KOJIJIOUOHBIN, TalbK,
MarHHus cTeapaT, HaTpusa KPOCKapMeJlio3a, KpaxMayl KapTodeIbHbIH.

JIekapcTBeHHas1 GpopMa

TabneTku.

OcHoBHble (pu3suKko-xumuyeckue ceolticmaa: TabieTku 6e10T0 1IBeTa, ABOSIKOBHIITYKIIHIE,
mecturpanubie (popmbl «<HEXAGON»), ¢ moMmeTkou «®» ¢ 06eUX CTOPOH.

dapMakoTepaneBTHYECKasi IpyInmna

CpepncTBa, IpUMeEHsIeMbIe TIPU 3peKTUuIbHOM nuchyukuuu. CungeHaduin. Kog ATX
G04B EO03.

®dapMaKOOMHaAMHKa

MexaHu3m Oetlicmeus. CungeHadus IBIsSETCS IIepopaIbHBIM IIPeapaToM,
MIPUMEHSIIOT OJIS1 IeUeHUsI HaPYIIeHUN 3PeKIuU y MyK4YuH. [Ipu MoI0BOM
BO30YyKIEHUM IIpernapaT BOCCTAHABIUBAET IMOHUXKEHHYIO 9PEKTUIbHYI0 PYyHKITUIO
IIyTeM yCUJIEHUS ITPUTOKA KPOBU K IIEHUCY.

®u3nOoIOTrUUYeCKUl MeXaH13M, YTO IIPUBOOUT K 3PEKIINIO, BKJII0Uasi BEICBOOOXKIEHIE
okucu a3oTta (NO) B KaBepHO3HBIX TeJlaX BO BpeEMS IIOJIOBOTO BO30YKOEHUS.
OcBoOopuBIIEECS OKCHU[ a30Ta aKTUBUPYET (PepMeHT Ir'yaHuIaTIuKIa3a, 4To
CTUMYJINPYET IOBHIIIIEHNE YPOBHS IIUKJINYECKOT0 r'yaHo3nHMoHOodochaTa (' M),
4YTO, B CBOIO OUepeb, BEI3LIBAET pacciabieHue ri1agKol MyCKyIaTyphl KaBEPHO3HBIX
TeJI, CIIOCOOCTBYS IIPUTOKY KPOBMU.

CunpeHadu IBISI€TCS MOIIMHLIM U CEJIeKTUBHBIM MHTUOuUTOpPpOM I M®-
crienuduueckon pocdonuacrepasnl 5 (OPII-5) B KaBepHO3HBIX Tenax, rae ®II3-5
oTBedaeT 3a pacnan Ul M®. 3¢dekTr cungeHaduna Ha 9PEKIIUI0 UMEIOT
nepudepudeckui xapakrep. CunmeHahunl He OKa3blBaeT HEIOCPEOCTBEHHOT O
pelakCupyIollel OelCTBUSA Ha U30JIMPOBaHHbEIE KABEPHO3HLIE Tejla YeJI0BeKa, HO
MOIITHO yCUIuBaeT pacciabnsioiiee neictsue NO Ha 3Ty TKaHb. [Ipu aKTUBaIIuU



MeTabonudeckoro nytTu NO/uI'M®, 4To MPOUCXOOUT IIPHU ITOJIOBOM CTUMYIISILINY,
MHTruOupoBaHue cusnbaeHadumrom OI35 MPUBOAUT K MOBBIIIEHUIO YPOBHS 1T MO B
KaBEPHO3HBIX Telax. TakuM o6pa3oM, AjIsl TOTo, YTOOHI cunpmeHadus BI3bIBal HYyKEeH
dapmakonoruyeckui apdekT, HeoOXOOUMO TOJI0OBOE BO30YKIEHME.

BausaHue Ha ¢papmakoduHamuky. UccregoBaHu4 in vitro mokasanu, 4TO CUIgeHadun
SIBIISIETCS CeJIeKTUBHBIM 10 ®J13-5, KOTOpas aKTUBHO y4acCTBYET B IIPOIIECCE SPEKIINHN.
Bnusinue cunmeHadwuna Ha ®I19-5 MolllHee, 4YeM Ha APYTHUe U3BECTHHIE
dochoguacrepasnl. IToT apdekT B 10 pa3 moiHee, yueM 3MHeKT BO3OEeMCTBUSA Ha
®J156, ygyacTBYIOIIMM B Iporeccax GoTonpeBpameHusa B ceTdyaTke. [Ipu npumMeHeHUHA
MaKCHMaJIbHLIX PEKOMEHOOBAHHBIX 103 CEJIEKTUBHOCTD CUJIeHa(uIa B OTHOILIEHUHU
®J195 B 80 pa3 mpeBhiIaeT ero ceneKTuBHOCTh 1o ®PIIE1, 8 700 pa3 BhIlllEe, YEM MO
OIOE2, ®115-3, ®IOE4, ®IOE7, ®OES8, ®OE9, ®IE10 u ®IE11. B wacTtHOCTH,
CEeJIeKTUBHOCTH cungeHaduna B oTHomneHun ®I135 B 4000 pa3 nmpeBHIIIaeT ero
cesieKTUBHOCTh 0 OJ13-3 - HAM®-cnienupudeckou n3opopMul P13, ydaCTByOIIHUN B
PEryasiliuy CepOedYHOd COKPAaTUMOCTH.

dapMaKOKHHETHKA

Abcopbuus. CungeHadun 6sicTpo abcopbupyeTcsa. MakcuMabHBIE ITJIa3MeHHbIE
KOHIIeHTpalluM ITpemnapaTta gocturaetcs B Tedernue 30-120 muHyT (C MeguaHou 60
MHUHYT) IIOCJIE €r0 IIePOPaJIbHOT0 IPUMEHEHUS HaTollakK. CpemHsass OMOIOCTYIIHOCTD
IIOCJie IepopanbHOTro NpUuMeHeHus cocTaBnsgeT 41% (c guamna3oHOM 3HAaYEHUU OT 25
mo 63%). B pekomeHgoBaHHOM guaria3oHe 03 (0T 25 go 100 mr) nokazaTtenu AUC u
MaKCHMaJllbHOM KOHIIEHTPAIuu CulgeHaduia mocjie ero mepopaabHOT0O IIPUMEHEHU
MMOBBIIIAIOTCS ITPOIIOPILIMOHAIBHO [03€E.

[Tpu npuMeHeHUU cuageHaduIa BO BpeMs IIprueMa IIHIIN CTelleHb abcopOIuu
CHUXKAaEeTCs CO CpefHUM yaiuHeHreM Tmax 1o 60 MUHYT U CpefHUM CHUXKEHUEeM
Cmax Ha 29%.

PacnpeodeneHue. CpenHuii paBHOBeCHEIN o0beM pacupenenenus (Vd) cocrasmsier 105
JINTPOB, YTO CBUOETENBCTBYET O PacIpeneieHun IIpelapaTa B TKaHAX OpraHu3Ma.
[Tocrne omHOKpaTHOTO IIpHeMa BHYTPh cungeHaduna B go3e 100 Mr cpegHssa
MaKCHuMasbHas o0Iilas ImIa3MeHHast KOHIIeHTpallus cuingeHaduia cocTaBisieT
npuMepHO 440 Hr/mi (KoadpunmeHT Bapuanuu coctaBnsaeT 40%). IIoCKONIBKY
CBsI3bIBaHUE CUeHaduna u ero rmaBHOro N-gecmetusn-Mmetabonurta ¢ OenKaMu
I1a3Mbl JocTuraet 96%, cpenHsiss MaKCuMaJlibHas IIJIa3MeHHas KOHIIEHTPallus
cBobomHoOTO cungeHaduna gocturaet 18 ur/mn (38 HMmosb). CTeneHb CBSI3BIBAHUS C
OenKaMu IJIa3Mbl KPOBH He 3aBHUCHUT OT OOINMMX KOHIEHTPAIU cuigeHadua.



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

Memaboauszm. MeTabonu3m cuimeHaduia OCyIIeCTBISIETCS TTTaBHEIM 00pa3oM C
y4acTheM MHUKpocoMabHBIX U30(pepMeHTOB neueHr CYP3A4 (0CHOBHOU ITyTh) U
CYP2C9 (BTOpOCTENEHHLIY ITyTh). [ TaBHBIM HUPKYIUPYIOMINY MeTabomuT o0pa3yeTcs
nyteM N-gemMeTunupoBaHus cunpgeHaduna. CeleKTUBHOCTh MeTaboIuTa
oTHOCUTeNnbHO ®JI13-5 cpaBHUMA C CEJIEKTUBHOCTBIO CUlmeHadusia, a akTUBHOCTD
MeTabonuTa oTHocuTenbHO OI19-5 cocTtaBinsgeT npuMepHO 50% aKTUBHOCTHU UCXOOHOTO
BellecTBa. [Ima3aMeHHbIe KOHIIEHTPAIIUU 3TOIr0 MeTaboIuTa COCTaBISIOT IIPUMEPHO
40% KOHILIEHTpaluuu cungeHadunaa B rmia3Me KpoBu. N-IeMeTUIMPOBaHHOTO
MeTabOIUT IToABEPraeTCs HalbHeNIeMy MeTaboInu3My, a Iepuofl ero IoNyBbIBEIEHU S
COCTaBJIsIeT IIpUMepPHO 4 4Jaca.

BuvigedeHue. O0mun KnupeHc cungeHaduna coctaBnsaeT 41 j1/49, BEI3EIBAs IIEPUO €TI0
IIOJIYBBIBEEHUS IIPOOOIZKUTENILHOCTHIO 3-5 YacoB. Kak 1ocrse npuema, Tak U I10ocjie
IIPUMEHEHU S 9KCKPeIus cungeHaduia B Buge MeTab0JIMTOB OCYIIIECTBISIETCS
raBHBIM 00pa3oM ¢ KanoMm (0kosio 80% MPUHSATON BHYTPh OO3bI) U B MEHBIIIEH
CTemneHu ¢ MO4oHu (mpuMepHO 13% IPUHATON BHYTPh HO3EI).

dapMaKOKHMHETHKA B 0COOLIX T'PYIII HAIlMeHTOB

ITayueHmul nodicuno020 8o3pacma. Y 3MOPOBBLIX TOOPOBOJIBIIEB ITIOKUJIOTO 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
COOTBETCTBYIOIIIMMU KOHIIEHTPAIIUSIMH Y 30OPOBHIX TOOPOBOJILIIEB MOJIOIOT0 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%.

IToyueuHas HeOocmamoyuyHocmb. Y 1OOPOBOJIbIEB C HapylleHneM (QPyHKIIUU TOYEK
JIETKOU U CpenHel cTeneHu (kKnupeHc KpeatuHuHa 30-80 mi/MuH) hpapMaKOKHHETHKA
cungeHaduia ocTaBajlach HEU3MEHHOU IIOCJIe er0 OOHOKPATHOTO IIprueMa BHYTPD B
mo3e 50 mr. Cpegaue AUC 1 Cmax N-meMeTUIuPOBaHHOTO0 MeTaboIuTa MOBHIIIAIUCH
Ha MakcuMyM 126% u makcumMyM 73% COOTBETCTBEHHO I10 CPaBHEHUIO C TAKUMU
IMoKa3aTelsiMU y HOOPOBOJIbIIEB TAKOTO K€ Bo3pacTa 6e3 HapyllleHuM QyHKIUY ITI0YEK.
OnHako M3-3a BHICOKOU MHOWBUAYAJIbHYIO0 BapuabenbHOCTh 3TH pPa3uyus He ObIIH
CTAaTUCTUYECKU 3HAYMMBIMU. Y TOOPOBOJIBIIEB C TAXKEJIBIMU HaPYIIeHUIMHU QYyHKITUU
nmoyek (KnMupeHC KpeaTuHUHa HUKe 30 MJI/MUH) KJIIUPEHC cuageHaduia CHUXKAJCH,
yT0 npuBoguio K noswimeHno AUC u Cmax B cpegHeM Ha 100% u 88%
COOTBETCTBEHHO 110 CPaBHEHUIO C MOOPOBOJIbIIaMU TAaKOT0 Ke Bo3pacTa 0e3



HapymeHuu pyHkuuu nouyek. Kpome toro, 3savenne AUC u Cmax N-
OEeMEeTUJINPOBAHHOTO MeTabomIuTa 3HaYuMO HoBbIIanuch Ha 79% u 200%
COOTBETCTBEHHO.

ITeyeHouHas HedocmamoyHoCcMb. Y mMOOPOBOJILIIEB C TUPPO30M IT€YEHU JIETKOU U
cpemHel cTerneHu (KimaccoB A u B mo knaccudukamuu Yaung - [1610) KITupeHc
cunpeHaduma CHUXKAJCI, 4To npuBoauso K noseiineHno AUC (84%) u Cmax (47%) o
CpaBHEHHUIO C MOOPOBOJILITAMU TAKOI'0 JKe Bo3pacTa 0e3 HapylleHu QyHKIIUY Te4YeHH.
dapMakOKMHETHKA CUIAeHaduIa y IallieHTOB C HapyIIeHUuIMU QyHKIUY IeYeHHn
TSAXKEJION CTeIleH!U He U3y4asioCh.

IToxa3zaHnus

[IpenapaT peKOMEHOYEeTCS IPUMEHSATh MyKUYUHAM C 9PEKTUITbHON AUCHYHKIIUEH,
KOTOopas oIpenenseTcs KaK HeCIIOCOOHOCTh OOCTUYh WU IIOAOePKaTh 9PEKIIUI0
II0JIOBOTO 4JIeHa, He0OXOOUMYIO [AJIs1 YCIIEIITHOT O II0JIOBOT'0 aKTa.

s 3¢ HeKTUBHOTO OeUCTBUSA pelapaTa He00X0OUMO TIOJI0BOE BO30YyKIOEHME.
IIporuBONIOKa3aHUA

e TToBEIIIIEHHAS YYBCTBUTEJILHOCTD K CUJIAeHaduIa uilu j1o00u us
BCIIOMOTaTEJIbHBIX BEIleCTB IIpelapara;

e OMHOBPEMEHHOE TPUMEHEHNE C JOHOpPaMHt OKCHAa a30Ta (TaKMMHU KakK
aMUJTHUTPUT) UIU HUTPaTaMu B 110001 opMe - cunpeHadus BIuseT Ha IyTU
MeTaboIu3Ma OKCHa a30Ta/IUKINYEeCKOro ryanHo3uaMonodocdara (iI'MP) u
HOTEHLUPYET T'MIIOTEH3UBHOE eV CTBUE HUTPATOB;

e OMHOBPEMEHHOEe ITIpUMeHeHue HHruouTopoB ®I3-5 (B ToM ymncie cunmeHadummaa)
CO CTUMYJIATOpPaMU I'yaHUJIaTIIUKIIa3kl, TaKUMU KaK pUOLIUTyaT,
IIPOTHUBONIOKa3aHO, ITOCKOJIbKY MOXKET IIPUBECTU K CUMIITOMaTU4Y€eCKOMN
runoteH3uu (cm. Pa3gen «B3auMogenucTBre ¢ oPyrUMU JiIeKapCTBEHHBIMU
CpencTBaMM U OpPyrue BHUOLI B3aUMOOENCTBUL »);

e COCTOSIHMS, ITPY KOTOPHIX II0JI0OBasi aKTUBHOCTD HexXKeJlaTeJIbHA (TsKeble
CeprevYHO-COCYANCThIE PACCTPONCTBA, TaKWe KaK HecTaOuIbHass CTEHOKAPOUS
WU cepaevYHasi HeOJOCTaTOYHOCTh TSXKEJIOH CTEIeHn);

e JIEKapPCTBEHHHBIN IIpelapaT NPOTUBOMOKa3aH NalueHTaM, KOTOPhIe NOTEPIn
3peHre Ha OOHOM IJla3y BCJIeACTBUE HeapTepHaibHOU IepeqHeld UIleMUYeCKOuU
HelponaTuu 3PUTEIbHOT0 HEpPBa, HE3aBUCUMO OT TOT'O, CBsI3aHa 3Ta IaTOJIOTUS C
MIPeObIayIIuM IPUMeHeHueM HHIruouTopoB P 3-5 unm HeT;

e HalMuMe TaKux 3a00jeBaHUM, KaK HapyllleHue QyHKIIUU TeYeHU TSIKeJIOn
CTeNeHHU, apTepualbHas TUII0TeH3us (apTepuanbHoe oaBiaeHue Huxke 90/50 MM
pT. CT.), HEJaBHO IepeHeCEeHHbIW UHCYJIbT UM HHPaAPKT MUOKapaa u



HacJiIe[CTBEHHbIE MereHepaTuBHEIE 3a00JIeBaHNs CEeTYATKU, TaKue KakK
NUTMEHTHHIN PETUHUT (TaKue NalueHThl MOTYT UMETh T'eHeTUYeCKHue
pacctpoiictBa @13 ceTyaTKm) - 60€30IaCHOCTh cuigeHadulIa He UCCIIeoBaJIiCh B
TaKUX MOATPYIINax MalrueHTOB.

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBLIMH CPEICTBAMH H IPpyrue BUAbI
B3aMMOIEeHUCTBUHA

BrnusHue Opyrux JeKapCTBEHHBIX CPECTB Ha cuiameHadun

HccaedosaHus in vitro. MetabonusM cusigeHaduia MPOUCXOOUT ITPEUMYIIIECTBEHHO C
y4gactueM nu3odopmbl 3A4 (0CHOBHOU ITyTh) U U30POpMEI 2C9 (BTOPOCTENIEHHBIU Ty Th)
nutoxpoma P450 (CYP). I[ToaToMy UHTUOUTOPHI 3TUX M30(DE€PMEHTOB MOTYT CHUXKATh
KJIUPEHC cuigeHadunia, a UHOYKTOPHI 3TUX U30(hEePMEHTOB MOTYT HOBHIIIATh KJIIUPEHC
cungeHaduia.

HccaedosaHus in vivo. TTonynsiimoHHBIN PapMaKOKUHETUYECKUHM aHaJIn3 JaHHBIX
KIMHUYECKUX MCCIJIeIOBaHUM IIPOJEMOHCTPUPOBAI CHUXKEHNE KIINPeHca cunaeHaduna
IIPU OMHOBPEMEHHOM IIpuMeHeHuu ¢ nuuruburopamu CYP3A4 (TakuMU Kak
KETOKOHA30JI, 9PUTPOMUIINH, HUMETUONH). XOTS IPHU OOHOBPEMEHHOM IIPUMEHEHUU
cunpeHaduna u uHrno6uTopoB CYP3A4 pocT 4acTOTHI MOOOYHEIX SIBIEHUN HE
HaOJII0ganoch, CjIegyeT paCCMOTPETh BO3MOXKHOCTh TPUMEHEHM S HadalbHOM HO3HI
cunpmeHaduma 25 Mmr.

OmHOBpPEMEHHOE MPpUMeEHeHNe NHTUOUTOpa ImpoTea3sl BUY, oueHb MOIIIHOTO
unruburopa P450, B cocTosiHUU paBHOBeCHOU KOHIleHTpanuu (500 Mr 1 pa3 B CyTKH) U
cunpeHaduna (pasoBas go3a 100 Mr) npuBOAUIIO K HOBHINIEHHIO Cmax cungeHaduia
Ha 300% (B 4 pa3a) u nosrilieHUIO 1a3dMmeHHo AUC cungenadmuna Ha 1000% (8 11
pa3). Yepes 24 4yaca mia3MeHHBIE YPOBHU CUJIAeHadusIa BCe elle COCTaBIAIN
npuMepHo 200 HT/MJI IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEPHBIM I
IpUMEHEHUS CUfeHaduia OTOEeIbHO, YTO COOTBETCTBYET 3HAYUTEJILHOMY BIUSHUIO
pUTOHaBUpPa Ha MIMPOKU crieKTp cyocTtpaTtoB P450. CunpgeHadun He BIUSET Ha
(papMaKOKWHETUKY PUTOHABUPA. YUYUTHBAA 3TN PapMaKOKUHETUYECKUE TaHHBIE
OOHOBPEMEHHOE IPUMEeHeHNe CuifeHaduna u puToHaBUpa He peKOMeHayeTcs (CM.
Paspen «OcobeHHOCTY IIPUMEHEHUSI»); B JIIOOOM CJIydae MaKCcuUMallbHas go3a
cunpgeHaduna Tpu KakKux 00CTOSATEIbCTBAX He MOJI?KHA MPEBHIIIATh 25 MI' B TEYEHUE
48 4acos.

OnHOBpeMeHHOe ITpuMeHeHne nHruoutopa BUY-nmpoTea3rsl cakBUHABUpPA, UHTUOUTOPa
CYP3A4, B no3e, obecrieunBaeT paBHOBECHYIO KOHIIeHTpaIuio (1200 mr 3 pa3a B
cyTkm) u cungeraduna (100 Mr ogHOKpaTHO) IPUBOAUJIIO K HOBHIIIEHWIO Cmax
cungeHaduna Ha 140% u yBenuueHue cucteMHou sakcno3unuu (AUC) cunpeHaduia



Ha 210%. He BrIsIBIE€HO BIUSAHUSA CUIgeHaduina Ha (apMaKOKMHETUKY CaKBUHaBHUPaA
(cMm. Pa3gen «Crioco6 mpuMeHeHUs U OO3bI»). [Ipennosnaraercs, 4To 00Jjiee MOIIHBIE
uHruoutopsl CYP3A4, Takre KakK KeTOKOHA30JI M UTPAaKOHa30J1, OyoyT uMeTh Oojee
BHIDA’KEHHOE BIIUSTHUE.

[Tpu npumeHenuu cunpeHadusna (100 Mr ogHOKpPaTHO) U SPUTPOMULITHA, YMEPEHHOTO
unrubutopa CYP3A4, B paBHOBecHOM cocTosiHuu (500 Mr 2 pa3a B CyTKU B TeYeHUE 5
OHel) HabIIomaroCch MOBHITIEHNE CUCTEMHOM 3KCIO3UlMKU cunmeHaduna Ha 182%
(AUC). Y 3m0opoBBIX OOPOBOJIBIIEB MYKCKOTO I10J1a He HabJII00aioCh BIUSHUS
asutpomunuHa (500 mr B Teuenue 3 cyTok) Ha AUC, Cmax, Tmax, KOHCTaHTy
CKOPOCTH SJIMMHHALIMU U MOCIEOYIONIUN IIePUOT II0JIyBEIBEAeHU CUigeHadunia uiu
€ro OCHOBHOT'O LIMPKYyIUpyoIiero Mmetabonura. LlumetuaguH (MHTUOUTOP IUTOXpPOMaA
P450 u Hecnenmuduueckuit unrudbutop CYP3A4) B mo3e 800 Mr npu ogHOBPEMEHHOM
MIPUMEHEHUH C cungeHadunoM B fo3e 50 MI y 3MOPOBHIX JOOPOBOJILIIEB IIPUBOAUI K
IIOBLINIEHHUIO IIJITa3MEHHLIX KOHIIeHTpallul cunneHaduna Ha 56%.

['peundpyTOBLIN COK siBNsseTCs ciaabbiM uHruoutopom CYP3A4 B cTeHKe KUIIIEYHUKA U
MOKET IIPUBECTHU K YMepPEHHOE IMOBHIIIIEHEe YPOBHEN cUJileHadusa B nj1a3dMe KpPOBH.

OmHOKpaTHOE IIPpUMeHeHHe aHTallua0B (MarHusa TUAPOKCHOa/aTIOMUHUS THIPOKCHUOA)
He BITHSI0 Ha OMOOOCTYITHOCTh CUImeHaduIa.

XOTs UCCIegoBaHul Clieu(pUIeCcKOro B3auMOOENCTBUSA CO BCEMU I€eKapCTBEHHBIMU
CpencTBaMu He IIPOBOOUIIOCH, II0 HaHHBIM MONYJIAIUOHHOIO (papMaKOKUHETUYECKOT O
aHanu3a, papMakKOKHMHETHUKA CUifeHaduna He MeHsA1aCh IPU OJHOBPEMEHHOM
IIPUMEHEHUNU C JIeKapCTBEHHBIMU CPEACTBaAMU, IPUHAAJIeXKAaIlIUMU K I'PyIIIe
nHruoéuTopoB CYP2C9 (TonbyTramup, Bapdaput, GeHUTOUH), TPYINL UHTUOUTOPOB
CYP2D6 (Takux KakK CeJIeKTUBHbIE MHTMOUTOPHLI 0OPAaTHOTO 3aXBaTa CEPOTOHUHA,
TPULIUKIINYECKNE aHTUAENIPECCAHTHI), TPYINILI TUA3UOHBIX U THA3UOOIOJ00HBIX
OUYPETUKOB, IIETJIEBLIX U KalulicOeperamwiiux JUyPeTUKOB, UHTUOUTOpPoB AIT® (ATID),
QHTArOHMCTOB KaJbliMs, aHTarOHUCTOB B-afpeHOPEIENTOPOB UJIN NHOYKTOPOB
MeTabonu3dmMa CYP450 (Takux Kak pudpamMnouuH, 6apOouTyparTsl).

OnHOBpEeMEHHOe ITPUMEeHEeHNe aHTarOHUCTa SHAoTe/InHa 60CeHTaH (YMepeHHbIN
uHoykTop CYP3A4, CYP2C9 u, Bo3amoxkHo, CYP2C19) B paBHOBeCHOM cocTossHUH (125
MT OIBaKObl B CYTKH) U CUJifeHaduIa B paBHOBECHOM cocTosiHuHU (80 mMr 3 pa3a B
cyTkm) nnpuBoauio K cauxkenunio AUC u Cmax cungeHaduna Ha 62, 6% u 55,4%
COOTBETCTBEHHO. [T03TOMYy OQHOBPEMEHHOE ITPUMEHEHNE TaKUX MOIIHBIX HHOYKTOPOB
CYP3A4, kak pupaMIUIIUH MOXKET IPUBOOAUTH K O0Jlee BHIPaKE€HHOMY CHUXKEHHUIO
KOHIIeHTpalluu cuageHadusia B rmiaa3mMe KPOBH.

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



B3aMMOMENCTBUS C CUJIbAeHa(UIOM.

IddekTh cungeHadna Ha gpyrue JeKapCTBeHHBIe CPeICcTBa

HccnemoBanus in vitro. Cunmenadun - cinabuii mHTHOUTOP M30dopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 uutoxpoma P450 (MK50 > 150 MKMOJib). ITOCKONBKY MUKOBEIE
IJla3MeHHbIe KOHIIeHTPalluu cuingeHaduia paBHE IPUMEPHO 1 MKMOJIb, BIIUSHUE
ImperapaTa Ha KJIUPeHC CyOCTPaToOB 3THUX U30(hepPMEHTOB MaJIOBEPOSITEH.

OTCyTCTBYIOT HaHHBIE O B3aMMOOENCTBUM CUlAeHaduIa U TaKUX HeCcelnPruieCKux
MHTuOUTOPOB hochoauacTepasnl, Kak TeOPUIIINH U TUITHPHUOAMOJI.

Hccaedosarus in vivo. ITOCKOIBKY U3BECTHO, YTO CUIAeHa(dUI BIUSAET Ha
MeTabo/IM3M OKCHa a30Ta/IUKINYeCcKoro ryano3naMoHodocdarta (1’ M), 651110
YCTaAHOBJIEHO, YTO CUJIAeHa(pu/I MOTEeHIUPYET TUIIOTEH3UBHOE JeCTBUE HUTPATOB,
II03TOMY €T0 OOIHOBPEMEHHOE MPUMEHEHNE C MOHOPaMHU OKCHIA a30Ta UJIM HUTPaTaMUu
B J11000# (hopMe IMPOTUBONOKA3aHO (CM. «[IpOTHBOIIOKa3aHUSI»).

Puouuzyam. [IoKIUHUYECKHE UCCJIefOBaHUA II0Ka3ajiu aqiUuTUBHBIA CUCTEMHBIN
9(pdeKT CHUKEHHUS apTepuaabHOro JaBlIeHUs, IIPHU OOHOBPEMEHHOM NIPUMEHEHUU
uHruoutopoB ®JI13-5 c puonuryaromMm. KnnHmn4yeckre UCciIemoBaHus MOKa3asu, YTO
pUOLUTyaT YCUIUBAET TUIIOTEH3UBHOE AeicTBUe UHTHUOUTOPOB ®PI13-5. V manueHToB,
y4aCTBOBABIIINX B MCCJIENOBaHUU He HAOII0MaIoCh KIMHUYEeCKoro 3¢ deKTa oT
OOHOBPEMEHHOT0 IPUMeHeHUsI NHTUOUTOpoB PI13-5 ¢ proIUTryaToM.
[TpoTMBOMOKAa3aHO OJHOBPEMEHHOE IPUMEHEHNEe PUOIUTYyaTy ¢ uHruoburopamu ®JI3-5
(B ToM uncne cunbgeHadunom) (cm. Paszgen «ITpoTUBOIOKaA3aHUS»).

OnHOBpeMEHHOe IIpUMeEHeHHNe cungeHaduna u 6JI0KaTOPOB a-adpPeHOPELEeNITOPOB
MOZKET IIPUBECTU K PAa3BUTUIO CUMIITOMaTUYECKOM apTepPUaIbHOM TUTIOTEH3UN B
HEKOTOPHIX ITPeapacloIoKeHHBIX NallueHTOB. Takasa peaKlds 4acTO BO3HUKAla B
TedeHue 4 J4acoB Iocjie nNpuMeHeHus cungeHadwuna (cMm. Pasgen «Crocob
MMPUMEHEHUS U No3bI» U «OCOOEHHOCTU IIPUMEHEHUs»). B xome uccienoBaHu
crieninpu4ecKoro B3aUMOIEeMCTBUS JIEKAPCTBEHHBIX CPeACTB OJI0KaTop a-
aIpeHOPeLEeNTOPOB MoKCca303uH (4 Mr u 8 mr) u cungerHadun (25 mr, 50 mr u 100 mr)
IIPUMEHSJIM OMHOBPEMEHHO ITallieHTaM C JoOpOoKavyeCTBEHHOM rumepniasuen
IMpeacTaTeIbHOM XKeJje3bl, CTabUIN3alsa COCTOSTHUS KOTOPHIX Obl/Ia MOCTUTHYTA ITPHU
MMPUMEHEHUU JO0KCa303uHa. B aTux nmonynsamnusax HabIoaanoch cpegHee
OOIIOJITHUTEIbHOE CHUKEHUE apTepualbHOTO JaBI€HUS B IIOJIOXKEHUHU JiexKa Ha 7/7 MM
PT. CT., 9/5 MM pT. CT. u 8/4 MM PT. CT. ¥ CpeJHEEe CHUKEHNE apTePUaIbHOTO
OaBJIeHUS B IIOIOXKEHUM CTOA Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT.
COOTBETCTBEHHO. [Ipu ogHOBpEMEHHOM IIPUMEHEHNN CUldeHadulIa U JOKCa303uHa Y
Mal¥eHTOB, CTa0UIM3alus COCTOSTHUS KOTOPHIX ObllIa JOCTUTHYTA MPU ITPUMEHEHUHN
OOKCa303WHa, MHOTIa CO00IIayoCh O Pa3BUTUU CUMIITOMATUYECKOM OPTOCTAaTUYECKOMU



THUIIOTEeH3UH. B 9TUX COOOIIEHUSIX TOBOPUJIIOCH O CJIy4YasiX TOJIOBOKPYXKEHHUE U
COCTOSIHIE Tepen oOMOPOKOM, HO 03 CHHKOIIEe.

He Habmromanoch HUKAKUX 3HAYHMMEIX B3aMMOIOENCTBUM IIPU OJJHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondyramungy (250 mr) unu Bapdapuna (40 mr),
KoTophele MeTabonusupywoTtca CYP2C9.

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

Cunpenadun (50 Mr) He IOTEHIIMMUPOBAJI TUIIOTEH3WBHOE [IEUCTBHUE AJIKOTOJIS Y
3[I0POBBIX MOOPOBOJIBIIEB ITPU CPEIHUX MaKCUMaJIbHBIX YPOBHSX 9TaHoa B KpoBu 80
MT/0JI.

Y nauueHTOB, NMOJIy4YyaBIINX CUJiAeHadus, He HaOIIOOarI0Ch HUKaKUX pa3Inudyuu
npoduss no604YHbIX 9QEHEKTOB IO CPAaBHEHUIO C MJj1alle00 IIPHU OOHOBPEMEHHOM
NIPUMEHEHNHN TaKUX KJIaCCOB TMIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEICTB, KakK
OUypeTuKu, 6JI0KaTOPHI B-agpeHopelennTOPoB, UHTUOUTOPH AII®, aHTAarOHUCTH
aHruoTteHs3uHa I, aHTUrUIIEepTEH3UBHBIE JIEKAPCTBEHHBIE CPENICTBA
(cocymopacmupsollrie U eHTPaJbHOTr0 JelCTBUA), 6JI0KaTOPhl afpeHePrudecKux
HEeWPOHOB, OJIOKATOPHI KAJIbIIMEBBEIX KaHAIOB M OJIOKATOPHI -agfpeHopelenTopoB. B
cIieliiajIbHOM MCCJIeIOBaHUU B3aMMOIOENCTBUS IIPU OOHOBPEMEHHOM ITPUMEHEHUH
cungeHaduna (100 Mr) u amaogunuHa IalfieHTaM C apTepHUabHOU TUIIEePTEH3UEHU
HabJ1I01aI0Ch OOMOJTHUTENIbHOE CHUXKEHNEe CUCTOJIMYECKOT0 apTepHaJIbHOT0 OaBIeHU
B IIOJIOKEHUM JIeKa Ha 8 MM pT. cT. CHUXKEeHUEe OUaCTOIMYEeCKOT0 apTepHUaabHOTO
OaBJIeHUS COCTaBUJIO 7 MM PT.CT. [1o Benu4unHe 9TU JONOJTHUTENbHbIE CHUXKEHUE
apTepUaJIbHOTO aBJIeHUS ObIIM COIIOCTABUMEI C TEMH, YTO HAOJIIOOAIUCh IPU
MMPUMEHEHUU TOJIBKO CuiImeHaduiIa y 30OPOBLIX MOOPOBOJIbIER (CM. Pa3mern
«OapMakKoOuHaAMHUKA»).

Cunpgenadun B go3e 100 Mr He BIUAI Ha ¢papMaKOKMHETUYECKHUE ITOKa3aTelu
MHTUOUTOPOB nmpoTea3bl BUY, cakBMHaBUpPa U PUTOHABUPA, KOTOPHIE SIBJISIOTCS
cyoctpatamu CYP3A4.

Y 310pOoBHIX HOOPOBOJILIIEB MYZKCKOI'O IT0JIa IPUMEHEHUS cunpeHadusa B
paBHOBeCHOM cocTossHUU (80 Mr ¢ pa3a B CyTKHM) IpuBOAMIO K noBeiIeHn0 AUC u
Cmax 6oceHTaH (125 Mr 2 pa3a B cyTku) Ha 49,8% 42% COOTBETCTBEHHO.

OC00EeHHOCTH MPUMEHEeHHSI

Ilo HayaJsia Tepamnuu ciegyeT coopaTb MeOUIIMHCKUY aHaMHe3 MallueHTa U ITPOBECTH
dbu3ukanbHOEe oO6CcIeqoBaHue OJI OUAaTrHOCTUKU 9PEKTUIBHON OUCHYHKIIUU U
OIpeleleHUsI ee BO3MOXKHBIX TPUYHH.



daxmopbl pucka cepdeuyHo-cocyoucmbuix 3abosesarull. ITOCKONBKY I10OJIOBas
aKTHBHOCTH COITPOBOXKAAETCS ONpeneIeHHLIM CePAeYHbIM PUCKOM, IO Hadasa Jito00ro
JIe4eHU s SPEKTUIbHOU OUCPYHKIIMY Bpad OO0JI2KEH OILIEHUTh COCTOSIHUE CEPAEYHO-
COCYOHMCTOM CHUCTEeMEHI InanuenTa. CungeHadus OKa3blBaeT COCyOopacCIIupsIiee
OEeNCTBUE, IPOSABIISETCS JIETKUM U KPaTKOBPEMEHHELIM CHUXKEHUEM apTepUualIbHOro
naBneHus (cMm. Pasgen «®apmakoguHaMuKka»). [1o Ha3HadeHUs cuingeHaduia Bpad
OOJIKEH TIaTeJIbHO B3BECUTh, MOXKET I TaKou 3(p¢eKT HeOIaronpusiTHO BIUSITh Ha
MMaleHTOB C OITpefeIeHHLIMU OCHOBHBEIMM 3a00/IeBaHUSIMU, OCOOEHHO B COYETAaHUU C
IIOJIOBOY aKTHUBHOCTHIO. K IMamueHTaM C HOBBIILIEHHOU YyYBCTBUTEIBHOCTHIO K
Ba30QMUJIaTAaTOPOB OTHOCSTCS MaIlMeHTHl C OOCTPYKIIMEN BEHIBOMHOTI'O TPaKTa JIEBOTO
XKeJyaodka (HalrpuMep, CTEHO3 aOpPTHI, TunepTpodrudecKkass oOCTPyKTUBHASA
KapOuoOMHOIIaTU) UIU MAIllMEeHTHl C PeOKUM CUHOIPOMOM MYJIbTUCUCTEMHON aTPOhUH,
OJHUM K3 IPOSBIEHUU KOTOPOU SIBJIIETCS TAXKEJIOe HapylIeHue Peryasanumn
apTepuasibHOIO JaBJIEHHUs CO CTOPOHLI BereTaTUBHOU HEPBHOU CUCTEMHIL.

[IpemapaT mOTEHIIUPYET TUMIOTEH3UBHOE OENCTBUE HUTPATOB (CM. Pa3men
«[TpoTuBOIOKa3aHUI»).

B mocTMapKeTHHTOBOM IEPUOie COOOIIAIOCh O TSIXKEJThIX ITOO0YHBIX PeaKIUsIX CO
CTOPOHBI CEPIIEYHO-COCYANUCTOM CUCTEMEI, BKJIIoYasi nHGpapKT MHUOKapaa,
HecTaOUJIbHOM CTEeHOKaphauel, BHe3aIllHYI0 CepAeYHYI0 CMEPTh, Kenyqo4YKoBas
apuTMHus, 11epebdpoBaCKyIIpPHble KPOBOUIIUSIHUS, TPAH3UTOPHYIO UIIEMUYECKYI0
aTakKy, apTepuajlbHOU TUIIepTEeH3UeN U apTepUaJIbHOU TUIIOTEH3UH, YTO 10 BpEMEHU
COBIIafaliy C MpuMeHeHreM cungeHaduna. Y O0IbIINHCTBA MTAllMeHTOB CYIIeCTBOBAINU
(bakTOpPH pHCKa CepIevYHO-COCYAUCTHIX 3a00eBaHuil. MHOTO TaKHUX ITOOOYHBIX
peakuuii HabJII04aI0Ch BO BPEMS UJIU CPa3y IIOCJIE TIOJIOBOTO aKTa U TOJIbKO
HECKOJIBKO CJIy4YMJIOCh BCKOpPE II0C/Ie IpUMeHeHUs cungeHadusna 6e3 mojaoBou
aKTUBHOCTU. [103TOMy HEBO3MOXKHO OIIPEEUTDb, CBI3aHO Pa3BUTUE TaKUX ITOOOYHBIX
peakiuii HemoCpeAaCTBEHHO C (paKTOpaMM pHUCKa, UJIN UX Pa3BUTHE 00YCIIOBJIEHO
OpyrumMu pakKToOpaMHu.

ITpuanus3m. CpencTBa O IeYeHUS 3PEKTUIbHOM OUCPYHKIIUY, B TOM YHCIIE U
cungeHadu, cjaegyeT Ha3HadaTh C OCTOPOXKHOCTHIO HMallieHTaM C aHaTOMHUYECKUMU
nedopMalusiMu IeHrca (TaKUMU KaK aHTYIISIIUsI, KaBepPHO3HBIN (Gubpo3 unu 601e3Hb
[MetipoHM) U MaleHTaM C COCTOSHUSIMHU, KOTOPhIE CIIOCOOCTBYIOT PAa3BUTHUIO
npruanusMa (TaKMMHU KaK CEPIIOBUOHO-KJIETOYHASA aHEeMUs, MHOXKECTBEHHAasI MUeIoMa
WU JIEUKEeMUSI).

[Tocne BEIXOOa cunpeHaduIa Ha PEIHOK COOOMIAIOCh O CIAydYasax yOJINHEHHOU 9peKUuu
U npuanuidma. Eciuy spekiusa OjauTcs gojblle 4 4acoB, nalueHTaM CilenyeT
HeMe[JIeHHO 00paTUThCS 3a MEeOQULIMHCKOU IOMOIIbI0. B cilydae oTCyTCTBUA
HEMEIJIEHHOI' 0 JIeUeHUs IIpUanu3M MOXKeT IIPUBECTHU K ITIOBPEXKIEHUI0 TKaHeU IIeHuca



U K CTOMKOU IOTEePe MOTEHIINN.

O0HoBpeMeHHOoe npuMeHeHue ¢ Opyaumu uHaubumopamu ®I13-5 uau Opyaumu
npenapamamu 045 A€4YEHUA 3peKmusibHoU ducyHKyuu. be3onacHOCTh U

9} PeKTUBHOCTh OMHOBPEMEHHOT O IPUMEHEHUS CUIgeHaduiIa C OPYyruMu
uHruoutopamu OJI19-5 unu OpyruMu mpenapaTamMu Ojs JiedeHUus TUIIePTeH3UHU
JIETOYHOM apTepuu, comepzKallux cuingeHabun (HanpuMep «PeBamuo»), Uiu C
OPYTUMHU TIpernapaTaMiu IOJisl JIeYeHUs 9PEeKTUIbHOM NUCHYHKIIMYN u3lydanu. [ToaTomy
IIpUMeHEeHNe TaKUuX KOMOMHANUM He PeKOMEHOyeTCs.

BausiHue Ha 3peHue. [locTymnanu CIOHTaHHBIE COOOIIEHNSI O BOSHUKHOBEHUU
nedeKTOB 3pEeHUs ITPY IIPUMEHEHUN cUujijeHadusa u Apyrux “Hruoutopos ®JI13-5 (cm.
Paspen «ITo6ouHble peakumn»). M3 CIIOHTAaHHBIX COOOIIEHUN U HaA30PHOTO
HMCCJIeJOBaHUs U3BECTHO O CIy4YasX PeOKOoW HeapTepualbHOU IepeaHen
HUIIEeMUYECKOM HEeBPOIIaTUU 3PUTEJILHOTO HEPBA, CBI3aHHOU C IPUMEHEHHUEM
cunmeHaduna u gpyrux uHruouTopoB ®I13-5 (cM. Pazmen «I[1Io6G0YHBIE PEAKITUN»).
[TarmueHTOB cleAyeT NpPeaynpeanuTh, 4YTO B ClIydae BHE3allHOTO HapylIeHUsI 3peHUs
MpUMeHEeHUSs cuaeHadusia cieayeT NpekKpaTuTh U HeMeOJIEHHO 00paTUThLCS K Bpady
(cMm. Pazgen «IIpoTuBOmOKa3aHUSI»).

OO0HoBspemeHHOoe npuMeHeHue ¢ pumoHasupom. OTHOBpPEeMEeHHOe IPUMeHeHNe
cunpgeHaduIa ¥ pUTOHABUPA He peKoMeHayeTcs (cM. Pa3men «BlauMomencTBue C
OPYTUMU JIeKapCTBEHHBIMHU CPEOCTBAMU U OPYyTrHe BUOLI B3aUMOMIEHCTBUMN»).

OO0HoBspemMeHHOoe npumMeHeHue ¢ biokamopamu a-adpeHopeuenmopos. I[lanuerTamM,
MIPUHUMAIOIIUM OJI0KaATOPHI (-aAPEHOPELIETITOPOB, IPUMEHSATh CUJIAeHapUII CIenyeT C
OCTOPOKHOCTBIO, ITIOCKOJIBKY TaKasi KOMOMHAIINS MOXKEeT MPUBECTU K
CHUMIITOMAaTUYECKOU apTeprualbHON TMIIOTEH3UH B HEKOTOPHIX MPEeOPaclolOKEeHHBIX
nanyreHToB. CUMIITOMATUYeCKasi apTepuasibHasA TUIIOTEeH3UsI OOBIYHO BO3HUKAET B
TedeHue 4 4acoB IIOCJie MpuMeHeHus cungeHaduna. C nenbio MUHUMHU3AlNU PUCKa
pPa3BUTHSA ITOCTYPaJIbHOM TUIIOTEH3UN Y MTAallMEeHTOB, IIPUHUMAIONIUX OJIOKATOPH O-
aIpeHOpPeLEeNTOPOB, UX COCTOSHUE HY?KHO CTaOUIM3UPOBATh C IIOMOIILI0 OJI0KaTOPOB
0-aIpPeHOPENENTOPOB OO0 Hauajla MpuMeHeHUs cunneHaduna. Takxke cienyer
paccMOTpeTh BO3MOXKHOCTD ITPUMEHEHUST HadyalbHOU Oo3kl 25 Mr (cM. Pa3gen «Cmoco6
IpUMeHeHUus U Oo3bl»). KpoMe TOro, ciegyeT MporH(GOpPMUPOBATh MAallieHTOB, KakK
OEeNCTBOBATh B ClIy4dae MOSBJIEHUS CUMIITOMOB OPTOCTAaTU4YE€CKOM TMIIOTEH3UN.

BausiHue Ha KpogomeveHus. ViccimegoBaHus TPOMOOITMTOB YejloBeKa IMoKa3aliy, YTo in
vitro cunpgeHadun MoTeHIIUPYyeT aHTHarperaiuoHHble 93QHEeKTH HaTPUs
HUTponpyccuna. HeT HMKaKoi nHpOPMaIIMK OTHOCUTEIbHO 0€30MacCHOCTH
NpUMeHeHUs cCuilgeHaduia rnalieHTaM C HapylUIeHusIMU CBEPTHIBAaHUS KPOBU WA
OCTPOM sI3BEHHOM 00J1e3HbI0. TakuM 00pa3oM, IpuMeHeHue cuinneHaduina
nanueHTaMy 3TOU I'PYIIITEI BO3MOXKHO TOJIBKO IIOCJIE TINATEeJIbHON OL€HKU



COOTHOIIIEHHu A IIOJIB3EI U PHCKA.

ITocne nmpueMa 100 Mr 30OpPOBEIM MOOPOBOJILIIAM He HAOJIIOOaIoCh BIUSHUS Ha
MOP@POJIOTHIO UIU IIOABUXKHOCTE CIiepMaTo30unoB (cM. Paszgen «®PapMaKoguHaMUKa»).

ITomep=s cayxa. BpadyaM crienyeT IOCOBETOBaTh HNallieHTaM NPEeKpPaTUTh IPUMEHEHNEe
uHruoutopoB ®J13-5, BKJtoyas 3TOT IpelapaT, U HeMeaJeHHO 00paTUThCA 3a
MEeOUIIMHCKOM IOMOIIIBIO B CITy4YasiX BHE3AIMHOTO CHUXXEHUS UM ImoTepu ciayxa. O6
9TUX SIBJIEHUSX, KOTOPhIE TaKXKe MOT'YT COIIPOBOXKAAaThCSA 3BOHOM B yIllaX U
TOJIOBOKPYZK€eHHeM, CO00IIaIoCh C accolualeli BO BpeMeHHU C TPUMEHEeHUEM
uHruoutopoB ®J13-5, BKimouasa cungeHadun. OnpenesnnTh, 3TU IBIEHUS HAIIPSIMYIO
CBsI3aHbI C IpUMeHeHreM UHTuOuTopoB ®I13-5, unu c gpyruMu pakTopaMu,
HEBO3MOXKHO.

O0HoBpeMeHHOe NpuMeHeHUe C 2unoOMmeH3UuBHbIMU npenapamamu. [IpemnapaTt
OKa3bIBaeT CUCTEMHYIO COCyOOpacCIIupsAiollee OerCTBUE U MOXKET B JaJIbHEUIIIeM
CHHUKATh apTepuaJbHOE OaBleHte Y ITallieHTOB, IIPUMEHSIOIINX TUIIOTEH3UBHBIE
JIeKapCTBEHHBIE CpefCcTBa. B oTOenbHOM HMCCIeloOBaHUM JIEKAPCTBEHHOTO
B3aMMOJEUCTBUS IIPU OOHOBPEMEHHOM NpUMeHeHnU aMmnogunuHa (5 mr unu 10 Mr) u
cungenaduna (100 Mr) mepopaibHO HabJII0OOAIOCh CPeHee MOIIOTHUTEIIbHOe
CHHUXKEHHEe CUCTOJIMYECKOrO JaBJIeHHs Ha 8 MM PT. CT. U JUACTOJIMUYECKOTO - Ha 7 MM
PT. CT.

3abosaesaHusi, nepedaroujuecs noaosvim nymem. [IpumeHeHue cungeHaduaa He
3amuinaeT ot 3a0oeBaHUM, ITIePEeIalonIUXCs ITOIOBEIM myTeM. CienyeT
MMPOUHCTPYKTHUPOBATh NAIMEHTOB OTHOCUTEIBHO HEOOXOOUMBIX CPEICTB OIS 3alIUThHI
oT 3a00IeBaHUM, IePeOaloIUXCs ITOJIOBBIM ITyTEeM, BK/II0Yasi BUPYC UMMYHOOepUITUTA
yeJioBeKa.

CnoCcoOHOCTH BIIMSITHh HAa CKOPOCTH PEeaKIMH [IPHU yIIpPaBIeHUH
AaBTOTPAaHCIOPTOM WIH padoTe C MeXxaHU3MaMH

OpoTOoH® MOKET UMETh He3HAYUTENbHOE BIUSIHNE Ha yIIpaBJIeHUE aBTOTPAHCIIOPTOM
WU OPYTUMU MeXaHU3MaMHU.

HccnemoBaHuil BIMSTHUS ITpenapaTa Ha CIOCOOHOCTh YIIPABIISATh TPAHCIIOPTHEIMU
cpencTBaMu M paboTaTh C IPYrUMHU MeXaHu3MaMU He ITPOBOOUIIH. IIOCKOBKY B XOIIe
KJIMHUYECKUX UCCIeIOBaHUY IIPUMEHEeHUs cunmeHadmnaa coobiasoch O Caydasax
TOJIOBOKPY2KEHUE U HaPYIIIEeHUsI CO CTOPOHBLI OPraHOB 3peHUsI, ITepen TeM KaK
CagUTBLCS 3a PYyJIb TPAHCIIOPTHOTO CPeACcTBa UIu paboTaTh C MEXaHU3MaMH,
rmanyeHTaM HeoOXOOMMO BHISICHUTH, KaKOBa UX MHOUBHUAYya/IbHAS peaKIusa Ha
IpuMeHeHHue IIpemapara.



IIpuMeHeHHE B NepHOoJ OePeMeHHOCTH WIH KOPMJIEHHS IPydbIO
[IpemapaT He mpegHa3HAYEH [JIsI IPUMEHEHUsT XKEeHIITNHAM.
Cnnocod npMMeHeHHUsI U JO3bI

[IpemapaT IPUMEHSTh IePOPaILHO.

B3pocavie. PekoMeHayeMas go3a coctaBnsaeT 50 MIr, IpUMEHAThH B Cliydae
HeoOXOOUMOCTHU IPUMEPHO 3a 1 Yac 0 IOJI0BOM aKTUBHOCTHU. B 3aBUCUMOCTH OT

9 PeKTUBHOCTU U IIEPEHOCUMOCTH IIpellapaTa J03y MOXKHO yBenu4duTh 00 100 Mr unu
YMEHBIIUTE 00 25 Mr. MakcumayibHass peKOMeHOBaHHas no3a cocrtasiseT 100 mr.
YacTtoTa IpruMeHeHNUs MaKCUMaJIbHOU PEKOMEHOyeMOU O03bl IIpeliapaTa cocTasnsgeT 1
pa3 B CyTKU. IIpu npruMeHeHUU IIpenapaTa BO BpeMs IpreMa NUIlY OelCTBUe
IIpenapaTa MOXKeT HacTyIlaTh II030HEe, YeM IIPU ero IPUMEHEHUUN HaTOollaK.

ITauueHmul nodcuno020 so3pacma. Heo6xoguMoCTh B KOPPEKIINY OO3HI [JIs ITAllUeHTOB
MMOZKUJIOTO Bo3pacTa (= 65 meT) OTCyTCTBYyeT.

ITauuerHmul ¢ noyeyHou Hedocmamo4yHoCcmMbvro. 1715 MallMeHTOB C II0OYEYHOU
HeOOCTaTOYHOCTHIO JIETKOU U CPeOHEeN CTEIIeHU TSIXKeCTHu (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKOMeHayeMas Jo3a TaKas XkKe, KaK yKa3aHO BHIIIe B pa3fesie «B3pocrbie».

[ToCKONIBKY y IallueHTOB C IOYEYHOU HEJOCTaTOUYHOCTBIO TSIKEJION CTEIleHU (KJIIUPEHC
KpeaTuHUHa < 30 MJI/MUH) KJIIUPEHC cuifeHadula CHUXKEH, CJIedyeT PpaCCMOTPETH
BO3MOXKHOCTh IPUMEHEHHUS OO3bl 25 MI. B 3aBUCHMOCTH OT 3 HEKTUBHOCTH U
IIePeHOCUMOCTH ITpenapaTa Ipu He0OXOOUMOCTH J03Y MOXKHO YBEJIUUYUTH IIOCTEIIEHHO
mo 50 mr u mo 100 mr.

ITayueHmul ¢ neyeHouHoU Hedocmamo4Hocmuvio. [I0CKONBKY Yy ITallueHTOB C
IMe4YeHOYHOU HEeJOCTAaTOYHOCThIO (HallpuMep, IUPPO30M) KIIUPEHC cUigeHaduia
CHUXKEH, CllelyeT paCCMOTPETh BO3MOXKHOCTh IPUMEHEHUS OO3kI 25 Mr. B
3aBUCHUMOCTHU OT 3(PPEeKTUBHOCTH U IIEPEHOCUMOCTH IIpelapaTa Ipu HeoO0XOOuMOCTH
03y MOXKHO YBEJIMYUTH HocTerneHHo 00 50 mr u o 100 mr.

ITauuenmul, npumeHAOULUe Opy2ue 1eKkapcmeeHHble cpedcmaad. Ecny nalvieHTEl
OOHOBPEMEHHO Mcnonb3yioT uHruouTopsl CYP3A4 (cm. Pasgen «B3auMopenicTBue C
OPYyTr¥MU JIEKApPCTBEHHLIMU CPeOCTBaMU U APyrue BUOLI B3aUMOLOEUCTBUN»), ClIeayeT
paccMOTpeTh BO3MOXKHOCTh IPUMEHEHU HadyaJIbHOM OO3Hl 25 MT (3a UCKIIIOYEeHUEM
pUTOHaBUPa, IPUMEHEHNEe KOTOPOr0 OODHOBPEMEHHO C CUJIbAeHa(pUuIoM He
pekoMmeHpayeTtcs, cM. Pasgen «OcoOeHHOCTU TPUMEHEHUS»).

C menp0 MUHUMHU3AUN PHUCKa PAa3BUTHUA HOCTypaHBHOfI TUIIOTEH3UH Y IIallUEHTOB,
IIPUHUMAIOIITNUX 6J'IOKaT0pI)I -agpeHopenernTopoB, UX COCTOAHNE HY2KHO



CcTabUIU3UPOBATh C TOMOIIBIO OJIOKATOPOB X-aIPEHOPEIENITOPOB M0 Havasla
npuMeHeHus cunneHaduna. Takxke cleayeT PacCMOTPETh BO3MOXKHOCTDL ITPUMEHEHUS
HavdaJibHOM A03Hl 25 MT (cM. Pa3sgen «OcoO0eHHOCTHU MPUMEHEHUSI» U
«B3aumMopenicTBUE C IPYTUMHU JIEKapCTBEHHBIMU CPECTBAMU U OPYTUE BUIBI
B3aMMOOENCTBUI»).

[Tpu Ha3HaYeHUU cuageHadusa B Jo3e 25 MI IpUMEHATH IIpenapar B
COOTBETCTBYIOILIEN JO3UPOBKE UJIU JIEKapCTBEHHOU (popMe.

HeTn
[IpenmapaTt He noKa3aH K IpUMeHeHUIOo Iulam o 18 mer.
Ilepemo3upoBka

[Tpu mpuMeHeHUU Pa30BOM MO3kbl cungeHaduna go 800 Mr moboUYHbBIE peaKIuKu ObIIN
momoOHBI TEM, KOTOPHIE HaOMofanuch Py NPpUMeHeHun cunneHadumna B 6ojee
HU3KHUX O03aX, HO BCTPeYaliiCh Yallle 1 Obliu Ooiee TSAXKeNnbIMU. [I[puMeHeHue
cungeHaduna B go3e 200 Mr He IPUBOOUIIO K MOBHIIMIEHUIO 9(PPEKTUBHOCTH, HO
BBLI3BIBAJIO POCT KOJIMYECTBa CIIy4YaeB Pa3BUTUS IMTOOOYHBIX peaKIul (rojIoBHOM G0y,
[IPUJINBOB, TOJIOBOKPY2KEHME, ONCIENCHUY, 3aJI0KEHHOCTHA HOCa, HapYyIIeHUu! CO
CTOPOHLI OPTraHOB 3PEHUST).

B cnydae mepemo3upoBKY IIPpU HEOOXOOUMOCTHU CJieAyeT npruberaTh K OOBIYHBIM
MMOAIEePKUBAIOIIUM MEPOIIPUATUSIM. YCKOPEHNEe KIUPEeHca CungeHadusia mpu
reMogualii3e MaJIOBEPOSITHO M3-3a BEICOKOM CTEIIeHU CBSI3LIBAHUS IIpernapara C
0eTKaMu IIJIa3MbI KPOBU 1 OTCYTCTBHE 3JIMMUHAIIUU CUImeHaduIa ¢ MOYOM.

ITo6GouHBbIE peaKIuu

Yairie Bcero coo011anoch 0 TaKUX ITOOOYHBIX pPeaKnusiaX, KaK I'OJIOBHasd 001, IIPHUJINBHI,
OUCIIEIICHuS, 3aJIOZKEHHOCTDh HOCaQ, 00sb B CIIMHEe, TOJIOBOKPY2KEeHHNe, TOIIMHOTA, ITPHUJINBEBI
ZKapa, HapyIIeHus 3PpeHnsA, INaHOIICUA U 3aTyMaHHMBaHNEe 3PEHUA.

Bce knuHMYECKU 3HaYMMbIe ITO0O0OYHBIE PeaKIIuy, KOTOPhLle HabJIoaaauch BO BpeMs
KJIMHUYECKUX MCCJIeIOBaHUM Yallle, YeM IPU NPUMeHEeHUH IJ1alebo, IpuBeaeHbl HUXKe
B COOTBETCTBUH C KjIacCudUKalel CUCTEM OPraHOB U YaCTOTHI: OYEHDb 4acTo (=

1/10), gacTto (= 1/100 - <1/10) , HegacTo (= 1000 - <1/100) u peako (= 1/10000 -
<1/1000). Kpome TOTO, 4aCTOTa KIMHUYECKHN 3HAYUMBIX TOOOYHBIX PEaKIuii, O
KOTOPBIX COO0IAToCh B paMKaX ONbITa IIPUMEHEHUS ITOCJIEe BLIXOIAa Ha PHIHOK,
oIrpepesieHa KakK HeM3BeCTHA. B mpegenax KaxXou I'PYIIIILI 10 YaCTOTe IT0OO0YHEIE
peakluy NIpUBedeHbl B IIOPSAAKE YMEHBIIEHUS UX CEPbE3HOCTH.



HHpeKuuoHHble u UHBA3UBHbIe 3a00./1e8aHUSs: HEYACTO: PUHUT.
Co cmopOoHbl UMMYHHOU cucmembl: He4acCTO: TUIIEPYYBCTBUTEIbHOCTb.

Co cmopoHbl HePBHOU cucmembl: OUeHb YaCTO: TOJIOBHAS 00JIb; YacCTo:
T'OJIOBOKPY2KEHHEe; He4acCTO: COHJIMBOCTh, THIIECTE3UsI; PEIKO: MHCYJ/ILT, TPAH3UTOPHAST
HIIeMUYecKas aTaka, CyIoporu*, pernuauBLl CyoIOM*, CHHKOIIE.

Co cmopoHbl 0OP2aHO8 3PEeHUSA: YacTO: HapyllIeHnue BOCIIPUSITUS IIBETOBY¥,
paccTpoiicTBa 3peHUs, 3aTyMaHUBaHNUe 3PEeHUsI; HeYaCTO: paCCTPONCTBa
cine3oTeueHue***, 60omb B rnasax, Gorododbusi, GoToICUsl, TUIIePEMHUS I'/la3, TPKOCTD
3peHusi, KOHbIOHKTUBUT; PEIKO: HeapTepualbHaz MepenHss uileMudeckas
HeupomnaTus 3pUTEIbHOTO HepBa* OKKIIIO3Us COCYAOB CeTYaTKU* peTuHaIbHOE
KPOBOUIJIUSTHUE, apPTEPUOCKIEPOTUYHA PETUHOIIATUSI, HAPYIIEHUS CO CTOPOHBI
CeT4YaTKH, rmaykoMma, nedeKThl IOJIst 3peHUsI, TUTIJIONKSI, CHUXXEHNE OCTPOTHI 3PEHUs,
MHUOITHSI, aCTEHOIINS, TIJIaBaloIe IOMYTHEHUSI CTEKJIOBUIHOI'O Tejla, HapYyIIeHUs CO
CTOPOHBI PAAyKHOM 000JI0YKY, MUPUA3, IOSBJIEHNE CBETSIINXCS KPYTrOB BOKPYT
HCTOYHMKA CBeTa (rajio) B I10Jie 3peHUs, OTEK I'1a3, IPUILYXJIOCTh I'/la3, HapyIlIeHUs CO
CTOPOHEI T'Jla3, TUIlepeMUsI KOHBIOHKTUBHI, Pa3fipaXKeHue ria3, aHoMaJIbHbIe
OILYIIEHUS B I'Jla3aX, OTEK BeK, o0ecliBeUYnBaHUe CKJIEPHI.

Co CMOpOHbI OP2aHO8 CAyXd U 8ecmuby1spHO20 annApama: HedacTo:
TOJIOBOKPY2KEHKE, 3BOH B yIaX: PeIKOo: TIyXoTa.

Co cmopoHbl cepdua: Heuacmo maxukapous, ycuieHHoe cepouebueHue: pegKo:
BHe3amHas cepaedyHas CMepTh*, HHpapKT MUOKapha, XKelIygo4KoBas apuTtmMus*,
bubpunnsamnus npencepnuii, HectabunbHasi CTEHOKaAPOUS.

Co cmopoHbl cocy008: 9acTO: IPUIUBEL KPOBHU K JIUILY, ITPUIUBHI )Kapa; HeYacTo:
apTepuanbHasi TUIIEPTEH3US/TUIOTEH3U .

Co cmopoHbl pecnupamopHoU cucmembl, 2pYyOHOU K/AemKu U cpedocmeHuA: 4acTo:
3aJI02KEHHOCTb HOCA; He4YacCTO: HOCOBOE KPOBOTEeYEHME, 3aJI0KEHHOCTh IMTPUAATOUYHBIX
IMa3yx HOCA; PEIKO: OIIyIIEeHNEe CXKATUS B TOPJIe, OTEK CIU3UCTOM 000JI0YKM HOCA,
CYXOCTb B HOCY.

Co cmopoHbl JHcenyO00UYHO-KUWEeYHO020 MPAKmMa: 4acTo: TOITHOTA, OUCIIETICUS; HeYacTo:
ractpoa3odareanbHass pedaoKcHas 0071e3Hb, pBOTA, 00Ib B BEePXHEHN YaCTH KUBOTA,
CYXOCTb BO PTY; PeOKO: TUIIECTE3US POTOBOM IIOJIOCTH.

Co cCmoOpoHbI KOXHCU U NOOKONHCHOU MKAHU: HeYacCTO: ChIllb; pegKo: cuHapoM CTHUBEHCA -
[I>KOHCOHAa *, TOKCUYECKUU SITHUOePMalbHbBIM HEKPOJIU3 *.



Co cmopoHbl ONOPHO-08U2aMe/IbHO20 Annapama u coeduHumeAbHol MKAHU: He4acTo:
MuaIrus, 60JIb B KOHEYHOCTSIX.

Co cmopoHbl MoYesblO0e1umebHOU cucmembl: HedacTo: TeMaTypHus.

Co cmopoHbl penpodyKmuB8HOU cucmembl U MO/AOYHbIX dHcene3; pedKo: KPpOBOTEUYEHUEe
13 II0JIOBOTO YJIeHa, ITpuanu3M * reMaToCIepMuUs, IIPOAOJIKUTEJIbHAA SPEKIIUS.

Ob6w,ue paccmpotiicmea: HedacTo: O0Ib B TPYIH, MOBHIIIEHHAST YTOMJIIEMOCTD, YyBCTBO
JKapa; peaKo: pa3apaxkeHue.

O6cedosaHue: HEYACTO: TOBBIIIIEHHAS YaCTOTa CePOEYHBIX COKPAIleHUH.
* - Coo0111a10Ch JIMIIL ITPU UCCJIEJOBAHUM TIOCJIe BEIXOa IIperapaTa Ha PHIHOK;

** - HapyllleHHe BOCIPUSATHUS IIBETa: XJIOPOIICHUS, XPOMAaTOIICUS, ITUaHOIICHUSI,
ePUTPOIICHUSI, KCAHTOIICHUS;

ok HapylieHune Ciie30oTedeHne: CYXOCTh B I'lla3aX, HaPpyIIeHue CJIe300TOeJIEHUuA U
IIOBHIIIIEHHNE CJI€E30TEYEeHHEe.

HuxxenpuBeneHHbIE sSIBJIeHUS HaOmoOganuch B < 2% MallieHTOoB; IIPUYNHHAs CBSI3b HE
onpeneneHa. CoobIlleHMe BKITIOYUAJIN SIBJIEHHSI, KOTOPLIE UMeJI BEPOSITHHIM CBSI3b C
mpuMeHeHUeM IpernapaTa. He Obliu yKa3aHBI SIBJIEHUS, KOTOPbIE OBbIIIM TETKUMU U
COOOIIEeHNsI 0 KOTOPBIX OUeHb HETOYHBIMM, YTOOBI UMETh 3HaUYeHUe.

O6LU,U€: OTEeK JIuIla, (bOTOCGHCI/I6I/IJ'II/I3aLII/I${, IITOK, aCTEHMN, 6OJ'II:>, BHe3allHOE IIaJJeHue,
005b B 2KMBOT€, BHE3allHO€E IIOBPEZXKIECHHeE.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: CTeHOKapaus, 6JioKafa, MUTPEHD,
IMOCTypabHas TUIOTEH3UsI, UIITeMUsI MHUOKapaa, TPoMO03 COCYyIOB I'OJIOBHOT'O MO3ra,
BHe3allHas OCTaHOBKa cepplla, HapylueHus Ha JKI', kKapauoMuonaTus.

Co CMOPOHbI ofceﬂyaquo-Kuwequeo mpaxkma: TJIOCCUT, KOJIUT, JII/IC(l)al"I/IH, I'aCTpPHUT,
T'aCTPOSHTEPHUT, 330(1)aTI/IT, CTOMATHUT, OTKJIOHEHHA OT HOPMAJIBHEBIX PE3YyJIbTATOB
IIEYEeHOYHEIX Hp06, PEeKTaJIbHOE KPOBOTE4YE€HUEe, TMHTUBUT.

Co cmopoHbl cucmeMbl Kposu U AuM@Pamuyeckoll cucmembl: aHEeMusi, JIEHKOIIeHHUS.

Co cmopoHbl Memaboau3ma u numaHusi: ’Kaxjaa, OTeK, mogarpa, HecTaOuIbHBIN
nuabeT, TUnepriIukeMus, nepudeprudecKkue 0TeKH, TUIIEPYPUKEMU ST, TUTIOT TUKEMUS,
TUnepHaTPUEeMUsI.

Co cmopoHbl KOCMHO-MblWeEYHOU cucmeMbl: apTPUT, apTPO3, Pa3phIB CyXOXKUITUS,
TEHOCUHOBUT, 00JIb B KOCTSIX, MUQCTEHH ST, CHHOBUT.



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 KoJicu: KpaluBHUIIA, Teprec, 3y, IOTINBOCTh, I3BbI KOXKU, KOHTAKTHHIHN
OepMaTUT, 9KCGHOIUATUBHBIN TepPMaTHUT.

Cneuuguueckue owyw,eHus: BHe3alHOe CHUXKEHHEe HUJIX 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.

Onblm npuMeHeHUs nocJje 8bixo0a Ha pvlHOK. [Tocne BhIxoma cusimeHaduiia Ha phIHOK
ObITY UOEeHTU(PUIIMPOBaHBI HUXKENPUBEdeHHbIe TOO0YHbIE peaKIuu. [I0CKOIBKY O
TAaKUX PeaKIIUsIx coo0IIarT JOOPOBOILHO, HE BCETHa MOXKHO JOCTOBEPHO OIIEHUTDH UX
YaCTOTy U YCTAHOBUTH MPUYUHHYIO CBSI3b C BO3OENCTBUEM JIEKAPCTBEHHOTO CPEICTBA.

CepodeuHo-cocyoucmvle u uepebposackyispHole sieneHusi. CoobIIamoch 0 CepPbe3HBIX
CepaevYHOo-COCYOUCThIEe, 1IepeOpPOBaCKYJITPHLIE ¥ COCYOUCTHIE SIBJIEHUS, BKITIOYas
11epedpPoBaCKyIsIPHOE KPOBOTeUeHUe, cyDapaxHougalbHOE U BHYyTpHUllepedpaibHOe
KPOBOTEYEHHNE U JIETOYHOE KPOBOTEYEHNEe, KOTOPHIe OBLIM CBSI3aHBEI BO BPEMEHH C
IIpUMeHeHueM cuigeHadusa. Y G0JIbIINHCTBA HAllMeHTOB UMEIHUCh (DaKTOPEI
cepaedYHo-coCyaucToro pucka. CoobIanoch, YTO B OCHOBHOM 3THU SIBJIEHUS BO3HUKAIU
BO BpeMs MJIM Cpa3y IIOCJIe IOJIOBOM aKTUBHOCTH, ¥ MHOTHA 9TH SBJI€HUS BO3HUKAJIN
cpagsy mocie mpuMeHeHus cuimeHaduna 6e3 ceKcyanbHOM aKTUBHOCTU. MHOTHA
OCJIOKHEHUSI BO3HUKAJIM B TeUEHHUE CIIeOYIOIINX HeCKOJIbKHX YaCOB HUJIN THEH IT0Cie
MIPUMEeHeHUus cungeHaduia u mMOJI0BOM aKTUBHOCTH. HEeBO3MOXKHO YCTAaHOBUTh, UMEIOT
JIN 9TH SIBJIEHUS MIPSIMYIO CBSI3b C IPUMEHEeHHeM IIperapaTa, C I0JIOBOM aKTHBHOCTHIO,
C UMeIoIIMHCs (aKTOpaMH PHUCKA, UIN C KOMOUHAIMeH 9TUX (PaKTOPOB, UIIH C
OpyruMu GaKTOpaMH.

KposeHocHasa u aumgpamuyeckasa cucmembl: Ba300KITIO3UBHUN KPU3UCOB. B
HeOOoIbIlIOM 3a0/1aroBpeMeHHO IPHUOCTAaHOBIEHHOM HCCJIefOBAaHUU IPU MPUMEHEHU N
cungeHaduia maldeHTaM C JIETOYHOU apTepHUalbHOU TUIIepTeH3uel, BTOPUYHOU 110
CEPHOBUOHOKIIETOYHOM aHEMUU, Pa3BUTHE Ba300KITIO3UBHBIX KPU30B, TpeOyioue
rocumuTanulanuy, Habmogancs Jalle, YeM IIpU IpuMeHeHuu Iaiebo. Knuaundeckoe
3HaUYEeHWEe 3TUX OJaHHBIX /I HallMeHTOB, IPUHUMAIOIINX CUIAeHadUII C I[eIbIo
JIeYeHUS SPEKTUIbHON OUCPYHKIUU, IBIISIETCS HEU3BECTHBIM.



HepeHas cucmema: TPEBOXKHOCTDb, TPAH3UTOPHAsI ri1o0asibHas aMHE3Us.

CnemududecKkue OUIVIIEHUS

Cayx. Tlocne BBIXOHa IpenapaTa Ha PHIHOK COOOIIaIoCh O CIIydasiX BHE3aIlTHOT O
CHUIKEHUS WU IOTEPHU CJIyXa, CBI3aHHBIE II0 BPEMEHU C IIPUMEHEHUEM cunneHaduia.
B HEKOTOPHIX CiIydasx cO00IasoCh O Halu4YUU MEAUIIMHCKUX COCTOSTHUM U OPYTUX
(hakTOpPOB, KOTOPHEIE MOTJIX CHITPATh POJIb B PA3BUTHH IMOOOYHEIX PEaKIINi CO CTOPOHEI
cinyxa. Bo MHOTUX cniydasx nHGOpPMAaIUs 10 JaJdbHeUIIeMy MeOUIINHCKOMY
HaOJIIOOMEeHUI0 OTCYTCTBYeT. OnpenenuTh, 9TH SIBJIEHUS HAIPSIMYIO CBSI3aHHI C
NpUMeHeHMEeM Ipenapara cuageHadusia, ¢ UMeIUMUCSA (aKTopaMy PUCKa IOTepHu
ciyxa, C KoMOMHaluMeln 3Tux (aKTOPOB UJIM C APYTUMHU (haKTOpaMu, HEBO3MOXKHO.

3peHue. BpeMeHHas MOTEPs 3peHUs, TOKPAaCHeHKe T'la3, XKKeHHe B rjla3ax,
TIOBBIIIIEHNE BHYTPHUTIA3HOTO [aBI€HHUS, OTEK CeTUYATKH, COCYOUCTEIe 3a00IeBaHUsI
ceTYyaTKU UJIU KPOBOTEUYEHHE, OTCJIONKA CTEKJIOBUIHOTO TeJa.

[Tocne BrIXOAa mpelapaTa Ha PHIHOK PegKo CO00Iasoch O Ciydyasax HeapTepuaabHOU
nepegHel UIEMHUYECKOW HEBPOMATHUU 3PUTENILHOIO HEPBA, UTO SIBISETCS IIPUIYUHOU
CHUZKEHUS 3peHUs, BKI/TI0Uas HeoOpaTUMYIO ITOTEePI0 3peHUsI, KOTOPhie ObIIU CBSI3aHHI
BO BpeMeHHU C mpuMeHeHreM UHruouTopoB ®JI19-5, B TOM 4ucie cungeHadpuia.
MHorue U3 NalleHTOB UMEIU aHaTOMNYECKHUE UM COCYOUCThIe (haKTOPHI pHCKa
Pa3BUTUA HeapTepualbHOU IIepegHeN UIIEeMNYEeCKOM HEBPOIIATUU 3PUTEIBHOT O
HepBa, BKJII04Yas CIenymllyue: HU3K0e COOTHOIIIeHUe fuaMeTpa 9KCKaBalluu U OUCKa
3PUTEJIbHOTO HepBa (3aCTOMHBIN OUCK 3PUTEJIbHOTO HepPBa), Bo3pacT oT 50 mneT,
apTepualibHas TUIepTeH3us, 3a00ieBaHusA KOPOHAPHBIX apTEPUH, TUIIEPIIUIIUAEMUS U
KypeHue. HeBO3MOXKHO ONpPENesuTh, 9TH SIBIEHUS HAIIPSIMYIO CBSI3aHBI C
npuMeHeHueM MHTuouTOpoB ®I13-5, uam ¢ UMEIIUMUCA aHaTOMUYECKUMU UJTN
COCYyOUCTHIMU (paKTOpaMM pHCKAa, UJIM C KOMOMHAIIMEeN 3TUX BceX (aKTOPOB, UJIU C
OpyruMu (paKToOpaMHu.

Omuem o nodo3pesaembix No6OUHbIX peakyusax. OTYeT O MOJ03PeBaeMbIX ITOOOYHEIX
peakIusx IoCcie perucTpalum J1eKapCTBEHHOT 0 CPeCTBa MeeT OOJIbIIIOe 3HaYEHUE.
9TO MO3BOISET IPOBOOUTE MOHUTOPUHT COOTHOIIEHUS MEXOY O30 U PUCKaMH,
CBSI3aHHBIMU C IIPUMEHEHUEM 3TOr0 IIpenapaTa. Bpauam cienyeT OTYUTHIBATLCS O
JTI0OBIX TTOJI03PEBAEMBIX ITIOOOYHBIX PEAKIIMSIX B COOTBETCTBUU C TPeOOBaHUSIMU
3aKOHO[ATeJIbCTBaA.

CpoOK rogHOCTH
5 j1er.

YcnoBusi XxpaneHusi



XpaHUTh B OpUTMHAJILHOY yIIaKOBKE IIPU TeMIiepaType He Bhile 25 °C.

XpaHUTh B HEJOCTYIIHOM [JIsI IeTel MecCTe.
VYnakoBka

ITo 4 TabneTku B O/IUCTEPE B ITAYKe.
KaTeropus ormycka

[To peuenrty.

IIpou3Boourenb

YAO «OUTODAPM».

MecTOHaxXOXKaeHHue IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnmieCTBIICHUA
oesiTeJIbHOCTH

Ykpauna, 84500, Jouenkas o61n., I'. ApreMoBck, yn. CubupiieBa, 2.
M CTOYHHK MHCTPYKIIHHA

HMHCTPYKIIKUS TeKapCTBEHHOTO CPeACcTBa B3sATa U3 0PUIIMaTbHOIO UCTOYHUKA —
"ocymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.
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