CocrTaB

Oeticmsyrwuwee seuecmaeo: sildenafil;

1 TabneTKa, IMOKpPHITAsI IIJIEHOYHOU 000JIOUKOM, COOEePKUT curgeHaduna (B Gopme
cunpeHaduna nurpara) 50 mr;

1 TabreTKa, MOKPHITAs IIJIEHOYHOM 000JI0UYKOM, cComepKuT cungeHaduna (B popme
cungeHaduma nutparta) 100 mr;

8CcnomozamesibHble gewecmad: T1akTo3a MOHOTUApAaT, LeJlJIII03a
MUKPOKPHUCTAINIUYecKasi, TOBUOOH (29-32), HaTpUsa KPOCKapMeJljio3a, MarHus
cteapat, Opadry Blue 03F20404: runnpomesno3a (6 CP), Tutana guokcup (E 171).
Makporon 6000. uHOUTroOKapMuHa anoMuHKEBbIY nakK (E 132).

JIekapcTBeHHas1 popMa

TabeTKH, IMOKPHITHIE IIJIEHOYHOM 000JI0YKOM.

OcHoBHble (pu3uKko-xumudecKkue ceolicmaad: TabeTKU, IIOKPHIThIE TIJIEHOYHOMU
000JI0YKOM, TOTy0OT0 LIBETA, JUTUIITUUYECKOM (POPMBI, IBOSTKOBBIITYKJIBIE, C
rpaBupoBkou «SL50» mimu «SL100» Ha OOHOU U3 CTOPOH.

®dapMakoTepaneBTHYECKasi rpynmna

CpencTBa, IpUMeHsieMble IIPU 9peKTunIbHOU gucyukuuu. CungeHadpun. Kog ATX
G04B EO3.

(I)apMaKOJII/IHaMI/IKa

MexaHu3m deticmsus. CungeHadui ABISIETCA JIeKapCTBEHHBIM CPEACTBOM [JIS
IIepopaIbHOTrO ITPUMEHEHM S, IpefdHa3HaYeHHBIM [JI JIeUeHUs 3PEKTUIIbHOMN
nuchyHKIuU. [Ipu cekcyarbHOM BO30YKIOEHUU JIeKapCTBEHHOE CPEACTBO
BOCCTaHaBIMUBAET IIOHUXKEHHYIO 9PEKTUIIbHYIO QYHKIIUIO IIYTEM YCUIEHUS IPUTOKA
KPOBH K IIE€HHUCY.

®u3noIOTUYEeCKU MeXaHU3M, IPUBOISIINYN K 9PEKIUK, BKITI0OUaeT BLICBOOOXKIeHNe
okcupaa a3ora (NO) B KaBepHO3HBIX TeJlaX BO BPeMSI CEKCyaJIbHOTO BO30YyKIOEHU .

OcCBOOOOUBIINICS OKCHUL a30Ta aKTUBUPYET PepMEeHT I'yaHUIaTIUKIAa3y, YTO
CTUMYJIMPYET MOBHIIIEHNE YPOBHS MUKINUYECKOr0 T'yaHO3uHMOHOpochaTa (1’ M),
YTO B CBOIO 04Yepenb, BHI3BIBAET pacciiabieHue IIagKoi MyCKYJIaTyPhl KaBEePHO3HBIX
TeJI. CIIOCOOCTBYSI IPUTOKY KPOBHU.



CunpmeHadun sIBISETCS MOIITHBIM U CEJIEKTUBHBIM UHTUOUTOPOM I MO-
crienupuieckoun ¢pochoguacrepasnl 5 (OI13-5) B KaBepPHO3HBIX Tenax, rae ®I13-5
oTBedaeT 3a pacnan nI'Mo. 3¢dekTr cungeHadunia Ha IPEKIIUI0 UMEIOT
nepudepuyeckuii xapakrep. CungeHadunl He OKa3blBaeT HEIOCPEOCTBEHHOT O
pelaKCUpPYIOIIEero OEeNCTBUA Ha N30JIMPOBaHHEIE KABEPHO3HEIE Tejla YeJI0BeKa, HO
MOIITHO yCUIuBaeT pacciabnsromiee meiictBrue NO Ha 3Ty TKaHb. [Ipu aKTUBAIINU
MeTabonudeckoro nytu NO/iI'M®, 4To IPOUCXOOUT IIPU CEKCYaIbHOM CTUMYIISIIUH,
UHruOupoBaHue cunbaeHaduroMm ®I3-5 TPUBOOUT K ITOBHIIIIEHNIO YPOBHSA I MO B
KaBEPHO3HHIX TejlaX. TakuM 00pa30oM, OJisd TOTO, YTOOLI cujimeHadusI BhI3BaI HYKHBIU
dbapmakonorunyeckui apdekrT, HeoOXOOUMO CEeKCyalbHOEe BO30yKIOeHMeE.

BausaHue Ha ¢papmakoduHamuky. UccregoBaHu4 in vitro mokasanu, 4TO cungeHadun
SIBIISIETCS CeJIEKTUBHBIM K DJ19-5, 4TO aKTUBHO y4aCTBYET B IIPOIlECCE IPEKITUU.
9dbdekT cungenaduna Ha OI13-5 MoIIHEE, YEM Ha APyrye U3BECTHHIE
dochoguacrtepasnl. IToT apdhekT B 10 pa3 moiHee, yeM 3dpdekT Ha OI13-6.
Y49aCTBYIOIINM B IIpoleccax (oTonpeBpalleHus B ceTYaTKe.

[Tpu mpuMeHEHUU MaKCHUMaJIbHBIX PEKOMEHOOBaHHBIX 03 CEJIEKTUBHOCTh
cungeHaduna B ®I13-5 B 80 pa3 npeBriliaeT ero ceaeKTuBHOCThL K OIIE-1, B 700 pas
BhIllIe, yeM B ®IIE-2, ®I13-3, ®OE-4, ®OE-7, ®IOE-8. ®IE-9. ®IE-10 u ®IIE-11. B
4YaCTHOCTH, CeJIEKTUBHOCTh cungeHaduna B ®13-5 B 4000 pa3 npeBHIIIIaeT €ro
cesieKTUBHOCTh K ®I19-3 - TAM®-crienmuduyeckoit n30popMel pochoamacTepasH,
YYaCTBYIOIINM B PETYISALUNA CEPOEYHOU COKPATUMOCTH.

®dapMaKOKHHETHKA

Abcopbuus. CungeHadun 6sIcTpo abcopbupyeTtcs. MakcuMasbHBIE TTJIa3MeHHbIE
KOHIIeHTpPAalliH JIEKapCTBEHHOT' 0 CpeAcTBa gocTturaioTcs B TederHue 30-120 muHyT (C
MegraHou 60 MUHYT) IOCJIe ero IepopaJbHOr0 IPpUMEHEeHU s HaTomak. CpegHsas
abcomoTHasg OMOOOCTYITHOCThD IIOCJIe IepopajibHOTO IpuMeHeHus cocTaBinsgeT 41 % (c
Ouana3oHOM 3HaYyeHUuu oT 25 % 1o 63 %).

B pekoMmeHmoBaHHOM auamna3oHe mo3 (oT 25 mo 100 mr) nokasatenu AUC u
MaKCHMAaJIbHOM KOHIIEHTPAIIUU CuildeHadumiIa mocjie ero nepopaabHOro IIpUMeHeHu T
MOBLIMIAIOTCS IPOMOPIMOHAILHO J03€.

[Tpu npuMeHeHUM cunpeHadumia BO BpeMs IIpueMa NUIKU CTelleHb abcopOiiuu
CHUXKaeTcs co cpegHuM yanuHeHueM Tirax [1O 60 MUHyT U cpegHuM CHUXKEHUEM
Crax HO 29 %.

Pacnpenenenue. CpegHuii paBHOBeCHBIN 00beM pacnpepnenenus (Vd) coctasnser 105
JINTPOB, YTO CBULOETEILCTBYET O pacIpefesieHnH JIEKapCTBEHHOTO CPeACTBa B TKaHAX
opraHu3Ma.



[Tocrne ogHOKpPaATHOTO IIepopajibHOTO ITpUMeHeHusa cungeHaduna B go3e 100 Mr
CpenHssi MaKCcuMabHas o0lasi IjIa3MeHHast KOHIIeHTpalus cunmeHaduia
coctaBnsaeT npumepHo 440 ur/mn (KoadduiimeHT Bapuanuu coctaBnsaeT 40 %).
[TocKOnbKY CBSI3BIBaHME CUNIIeHaduma 1 ero romaBHoro N-gecMetun-mMetabonuTa ¢
Oenkamu I1a3MbI focTUTaeT 96 %. cpegHssT MaKCcUMaJllbHas IjIa3MeHHas
KOHIIeHTpaIlus cBobomHoro cunmeHaduna gocturaet 18 ur/mn (38 Hmons). CTerneHb
CBsI3bIBAHUS C OeJIKaMU MJIa3Mbl He 3aBUCUT OT OOMIUX KOHIIEHTPAIINM cuirgeHaduna.

Y 300poBBIX MTOOPOBOJILIEB, TONMYyYaBIINX cUlgeHaduI OqHOKpPAaTHO B fo3e 100 mr,
yepe3 90 MUHYT B 9aKyJsaTe onpenensanock meHbmie 0.000 2% (B cpeguem 188 Hr)
IpUMeHeHHOM mo3bl. bruoTpancdopmaliusi. MetabonusMm cunmeHaduia
OCYILIECTBJIIETCS TJIaBHBIM 00pa30M C y4aCcTUEM MHKPOCOMAaJIbHBIX N30(pepMEHTOB
neyeHu CYP3A4 (ocHoBHOU n1yTh) 1 CYP2C9 (BTOpOCTENEHHBIU NIYTh). ['JTaBHEIN
HIUPKYJIUPYIONUN MeTaboIuT o6pa3yeTcs nyreM N-IeMeTUIUPOBaHUS cuiigeHadunia.
CenekTUBHOCTb MeTabonuTa oTHOCUTEeNbHO ®I13-5 cpaBHMMA C CEJIEeKTUBHOCTHIO
cunmeHaduia, a akTUBHOCTL MeTabonuTa oTHocuTenbHo ®I13-5 cocTasnsieT
npuMepHO 50 % aKTUBHOCTHU HCXOOHOTO BemiecTBa. [I1a3sMeHHbBIe KOHIIEHTPAluU 3TOTO
MeTabomuTa CoCcTaBnsaioT npuMepHo 40 % KOHIeHTpalluu cungeHadusia B Ij1asmMe
KpoBu. N-IeMeTUIMPOBaHHBIM MeTabO0IUT MOOBEPTaeTCS OallbHeNIeMy MeTab0oIu3my,
a IepHUor ero IIOJyBEIBEOEHUS COCTaBJIsAeT IpuMepHO 4 Jaca.

IaumuHauus. OOIUM KIUPeHC cunmeHaduna coctapiseT 41 m1/4ac. BEI3LIBAs Iepuop
€ro II0JIyBBIBEEHUS IIPOLOJIZKUTEIBHOCTEIO 3-5 YacoB. Kak 1mocjie mepopajibHOT O
ImpueMa, Tak U IoCcJjie BHyTPUBEHHOT O MPUMEHEHMS 9KCKpelus cungeHaduna B Buge
MeTabO0JIMTOB OCYIEeCTBJISIETCS TJIaBHBIM 00pa3oM ¢ KajyioM (mpuMepHo 80 %
BBEIEHHOU BHYTPh [03HI) U B MEHbIIIE! CTENIeHU ¢ Mo4Yol (mpuMepHOo 13 %
MIOJIy4Y€HHOU OO3EI).

dapMaKoKuUHemuKa 8 0C0o0bIX cpynnax nauueHimaos.

ITayueHmul nodicuno20 8o3pacma. Y 3MOPOBBLIX HOOPOBOJIBIIEB ITIOXKMIIOTO BO3pacTa
(ctapize 65 5meT) oTMedasioCh CHUXKEHNe KIUpeHca cungeHaduina, 4To MPUBOOUIIO K
MMOBBIIIIEHUIO IIa3MEHHBIX KOHIIeHTpaluli cuigeHadusia u ero akTUBHOro N-
OEeMeTUJINPOBAaHHOTO MeTabonuTa npuMepHo Ha 90 % 1Mo cpaBHEHUIO C
COOTBETCTBYIOIIUMYU KOHLEHTPAIIUSIMHU y 3MOPOBBLIX JOOPOBOJIBIIEB MOJIOAOTO BO3pacTa
(18-JI5 neT). B cBsi3u C BO3PACTHBIMU PA3/IUYUSIMHU B CBSI3LIBAHUU C OeIKaMU IJ1a3MBbl
KPOBU COOTBETCTBYIOIIIEE ITOBHIIIIEHNE TIJTa3MEHHON KOHIIEHTPAaIlui CBOOOIHOTO
cunpeHaduma coctaBinsiao mpuMepHo 40 %.

IToyeuHass HeOocmamoyuHocmb. Y mOOPOBOJILIEB C HapylleHueM GyHKIIUYU TOYEeK
JIETKOM U CpefmHeu cTeneHu (KnupeHc KpeatuHuHa 30-80 mn/MuH) papMaKOKMHETHKA
cungeHaduia ocTaBajlach HEU3MEHHOM II0CJIE eT0 OOHOKPaATHOTO IIePOPaibHOTO



npuema B mo3e 50 mr. Cpeguue AUC u Ctax N-meMeTUIMPOBaHHOTO MeTabonuTa
MIOBBIIIAJIUCE HAa MakKCUMyM 126 % u makcumyMm 73 % COOTBETCTBEHHO 10 CPaBHEHUIO
C TaKMMHU IIOKa3aTesIMU y OOOPOBOJIBIIEB TAKOT'O K€ Bo3pacTa 0e3 HapylleHU!
¢byskIIMUu moyek. OQHaAKO U3-3a BEICOKOW MHOMBUOYaTbHOW BaprabelbHOCTUA 3THU
pa3nuuusd He ObITA CTaTUCTUYECKU 3HAUUMBIMU. Y TOOPOBOJILLIEB C TIXKEJILIMU
HapyHmieHusIMU QYHKIIMU ITI04YeK (KIUpeHC KpeaTuHnHa HuxXKe 30 MJI/MUH) KITUPEHC
cungeHaduIa CHUXKAJCS, UYTO IPUBOAUIIO K cpegHeMy noBuilieHUI0 AUC u Ctax Ha
100 % u 88 % coOTBETCTBEHHO II0 CPAaBHEHMIO C JOOPOBOJIbIIAMU TAaKOT0 K€ Bo3pacTa
06e3 HapymeHuu GyHkiuu rmouyek. Kpome toro, 3Hauenue AUC u Crax N-
OeMeTHUJINPOBAHHOT0 MeTabonuTa 3Ha4YnuMo IoBhimIanuck Ha 200 % u 79 %
COOTBETCTBEHHO.

[TeueHOYHAsTI HEOOCTATOYHOCTE. Y MOOPOBOJILIIEB C ITUPPO30M IT€YEHU JIETKOU U
cpepHel cTeneHu (knaccoB A u B o knaccudpuranmm Yaung-I1p10) KnupeHc
cungeHadua CHUXKAJICS, Y4TO npuBoauiIo K noBwimieHno AUC (84 %) u Crax (47 %) o
CpaBHEHUIO C MOOPOBOJILIIAaMU TAaKOT'0O Ke Bo3pacTa 0e3 HapylleHu QyHKIIUYM TedYeH!.
dapMaKOKMHETHUKA cungeHaduia y MalieHTOB C HapyIIeHUsIMU PyHKIIUU Te4YeHU
TSI2KEJION CTEIEeHU He U3y4aiocCh.

IToxka3aHus

PekomMeHOyeTCsa IPUMEHITh MyKUYMHAM C 9PEKTUIIBHOU OUCHYHKIIMEN, KOTOpas
oInpenenseTcsa KaK HeCIIOCOOHOCTh JOCTUYD UJIU NTOANepKaTh 3PEKIUI0 II0JI0BOT0O
4jieHa, HeO0OXOOUMYIO [IJIs1 YCIEUIHOTO I0JIOBOTO aKTa.

115 3¢ HeKTUBHOTO AeUCTBUSA JIEKapCTBEHHOTO cpencTBa Cusiarpa Hy>KHO
CeKcyalbHOe BO30yXKOeHUeE.

IIporuBONOKa3aHUA

1. TloBeIIIIEHHAasA YyBCTBUTEJILHOCTh K aKTUBHOMY BEILIECTBY UJIH JIIOOOMY U3
BCIIOMOTaTENbHEIX BEIIECTB JIEKAPCTBEHHOTO CPEACTBA.

2. OgHOBpPEMEHHOE ITPUMEHEHNE C JOHOpPaMHt OKCHAa a30Ta (TaKMMHU Kak
AMUJTHUTPUT) UIU HUTPATaMu B 110001 (popMe IPOTHUBOIIOKA3aHO, ITOCKOIBKY
M3BECTHO, YTO CUImeHaduI BIUIET Ha IIyTHU MeTaboI1u3Ma OKCHUIa
a30Ta/IUKIINYeCcKoro ryano3mamMonodocdara (I’ M®P) u moTeHITUPYET
TUIIOTEH3UBHOE JEeNCTBUE HUTPATOB.

3. OmHOBpEMEHHOEe ITpuMeHeHue NHruouTopoB ®I13-5 (B ToM yucie cunmeHadua)
CO CTUMYISATOPaAMU I'yaHUIaTIIUKIIa3bl. TAKUMM KaK PHUOIIUTyaT.
IPOTHUBONOKa3aHO, ITIOCKOJIbKY MOXKET IIPUBECTU K CUMIITOMaTU4YeCKOUN
TUIIOTEeH3UH (CM. pa3gen «B3auMopgenCcTBUe C OPYTUMU JIeKapCTBEHHBIMU
CpencTBaMU U OPyryue BUOLI B3aUMOIOEUCTBUMN»),



4. COCTOSHUS, IPU KOTOPEIX HE PEKOMEHYeTCS CeKCyasibHasi aKTUBHOCTD
(HampuMep, TSIXKeJble CEPOEeYHO-COCYyOUCThIE PACCTPOUCTBA, TaKMe Kak
HecTaOuJIbHas CTeHOKapAus UK cepAedyHas HeJOCTAaTOYHOCTD TSIKeJIou
CTEeIIeHH).

5. IloTeps 3peHUs Ha OOUWH I'Jla3 BCJIEACTBUE HeapTepHUaibHOU IepegHen
HUIIeMHUYEeCKOUM HEBPOIIaTHUHM 3PUTEIbHOTO HepBa HE3aBHUCUMO OT TOT'O, CBsI3aHa
3Ta MaTOJIOTUS C MPEALIAYIINM NpUMeHeHrneM UHTuOuTOpoB PI13-5 unu Her.

6. Hanuuyme Takux 3aboyieBaHUM, KaK HapylleHHe PyHKUUYN [IeYeHU TAKEJION
CTeNeHHU, apTepuajbHas TUIIOTeH3us (apTepuanbHoe naBiaeHue Huxke 90/50 MM
pT. cT.). HegaBHO mepeHeCeHHbIM NHCYIbT UJTH UH(PAPKT MHUOKapaa U U3BECTHBIE
HacJie[ICTBEHHbIE fereHepaTuBHBIE 3a00JieBaHUs CEeTYaTKU, TaKue KakK
MMUTMEHTHBIM PETUHUT (HeOOIbII0e KOTUYECTBO TAKUX ITAllMeHTOB UMEET
reHeTU4YeCKHe pacCTporcTBa ¢pochoaruscTepal ceTdaTKH), IOCKOIBKY
0e30IaCHOCTh CuIgeHaduIa He UCCIIeJOBAJIUCh B TAKUX IMOATPYIIIIaxX MalueHTOB.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIbI
B3aMMOIEeHUCTBUH

HccaedosaHus in vitro. MeTtabonusM cunmeHadusia MpoUCcXOOUT ITPEUMYIIIECTBEHHO C
ygactueM u30popMbl 3A4 (OCHOBHOU IyTh) ¥ U30OopMEI 2C9 (BTOPOCTENIEHHBINA IIYTh)
nutoxpoma P450 (CYP). [TosToMy HHTUOUTOPH 3TUX U30(pepMEHTOB MOTYT CHUXKATh
KJIMPEHC cungeHaduia, a UHOYKTOPEI 3TUX N30(DEPMEHTOB MOTYT MOBHIIIIATh KIIUPEHC
cunpgeHaduna.

HccaedosaHus in vivo. ITonynsiimoOHHBIN (PapMaKOKMHETUUYECKUYM aHaIn3 JaHHBIX
KJIMHWYECKUX UCCIIeOBAaHUM IIPOOEMOHCTPUPOBAJl CHUXKEHNe KIINPEeH ca cungeHaduia
P OOHOBPEMEHHOM IIpuMeHeHuu ¢ uHruobutopamMu CYP3A4 (TaKuMHU KaK
KETOKOHA30JI, 9PUTPOMUIINH, IUMETUONH). XOTS IIPHU OOHOBPEMEHHOM IIPUMEHEHUN
cunmenaduna u uHruOuTOPoB CYP3A4 pocT 4acTOTHI MOOOUYHKIX SIBIIEHUN HE
HabJ1I01aI0Ch, CIeNyeT pacCCMOTPETh BO3MOXKHOCTL IPUMEHEHU S HadaJIbHOM NO3bI
cungeHaduma 25 Mr.

OpmHOBpeMeHHOe npuMeHeHne nHruoutopa BUY-npoTeas3s puTOHaBUpPa, OYEHb
MoOITHOTO nHrubuTopa P450, B cocTossHUM paBHOBeCHOU KoHIleHTpaluu (500 Mr 1 pa3
B CyTKH) u cungeHaduna (pasosas go3a 100 Mr) npuBoOuiio K NoBeIIMIeHUI0 CTax
cungeHaduna Ha 300 % (B 4 pasa) u noBelmeHuto nnasMmenHo AUC cungeHaduiia Ha
1000 % (B II pa3). Yepe3 24 yaca nj1a3MeHHBIE YPOBHU CUIeHaduMIa BCe elle
cocTasianu npuMepHo 200 HI/MJI IO CPaBHEHHUIO C YPOBHEM IIPUMEPHO S5 HI'/MII.
XapaKTEePHBLIM AJIs IPUMEeHEeHUs CuigeHaduia OTAeIbHO, YTO COOTBETCTBYET
3HAYMUTEJIbHOMY BIUSHHUIO PUTOHaBUpPa Ha MIMPOKUU CIIeKTp cyocTtpaToB P450.
CunpeHadumn He BIUsIeT Ha PapMaKOKMHETHUKY PUTOHABUpPA. YUYUTHIBAS 9TH
(bapMakoOKMHETHYECKUE TaHHBIE OMHOBPEMEHHOE TPUMEHEHNE CUulgeHaduna u



pUTOHaBUpPa He peKoMeHOyeTcs (cM. pa3men «OCoOeHHOCTH ITPUMEHEHUSS»); B TI000M
ciydyae MaKCHMaJjbHas Jo3a cuiapgeHadusia npu Kakux au00 o6CTOSATENbCTBaxX He
OOJI2KHA MpPeBhIIIaTh 25 MI' B TedeHue 48 4acoB.

OpmHOBpeMeHHOe MpuMeHeHne nHruoutopa BUY-npoTea3sl cakBUHaBUpa, UHTUOUTOPa
CYP3A4. B no3e, obecrieunBaloileil paBHOBECHYIO KOHIIeHTpanuio (1200 Mr Tpu pa3a B
cyTKHu) u cungeHadusna (100 Mr ogHOKpPaATHO) IPUBOAUJIO K IOBRIILIEHNIO CTax
cungeHadumna Ha 140 % u yBenuueHue cucteMHou 3kcno3unuu (AUC) cungenaduna
Ha 210 %. He BrIIBIEHO BIUSAHUSA CUIOeHaduna Ha papMaKOKMHETHUKY CaKBUHABUPA
(cM. pa3pen «Crocob mpuMeHeHUs U O03k1»). [IpeanonaraeTrcs, 4To 60jiee MOIIHEIE
uHruoutopsl CYP3A4. Takre KakK KeTOKOHA30JI M UTPaKoHa30J, OyoyT uMeTh Oojee
BhIpa’keHHOE BIIUSHUE.

[Tpu npumenenuu cungeHadpuna (100 Mr ofHOKPATHO) U 3PUTPOMUIINHA, YMEPEHHOTO
nurubuTopa CYP3A4. B paBHOBecHOM cocTosiHUU (500 Mr mBaXKAbl B CYTKU B TEYEHUE
5 mHe#) HabJII01aI0Ch IIOBHIIIIEHHEe CUCTEeMHON 9KCIO3UIINY cuimeHadunaa Ha 182 %
(AUC). Y 300poBBIX IOOPOBOJILIIEB MY2KCKOTO II0JIa He Ha0J1I00aioCh BIUSHUS
asutpoMmunuHa (500 mr B Tedyenue 3 cyTok) Ha AUC. Ctax, TTtax, KOHCTAHTy CKOPOCTHU
SIUMUHALVMY U NTOCJIeAYIOLINY IIepUo/ OTyBLIBEeOeHUS CUfeHaduia uim ero
OCHOBHOT'O IIUPKYyIupylomiero metabonura. Lilumetuaun (MHrubuTop mutoxpoma P450
u Hecnienupuueckuit uHruouTop CYP3A4) B mo3e 800 Mr npu 0OJHOBPEMEHHOM
IIPUMEHEHUU C cunmeHadunaom B fo3e 50 MT y 300pPOBLIX TOOPOBOJIBIIEB ITPUBOIUI K
MOBLIMIEHHUIO TIJITa3MEHHLIX KOHIIeHTpalluli cungeHaduna Ha 56 %.

['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
MIPUMEHEHUNH C JIeKapPCTBEHHBIMU CPEACTBAMU, IIPUHAAJIEXKAIIUMU K T'PYIIIIE
nHrubuTopoB CYP2C9 (TonbyTramup, Bapdaput. GeHUTONH), TPYINIL UHTUOUTOPOB
CYP2D6 (Takux Kak ceJIeKTUBHbIe MHTHOMTOPHEI 0OpPaTHOTO 3aXBaTa CEPOTOHUHA,
TPULIUKIINYECKNE aHTUOENIPEeCCAHThI), TPYIITHl TUA3UAHBIX U THA3UA0TOA00HBIX
OUYPETUKOB, TIETJIEBLIX U KainiicOeperaonilinx JUyPETUKOB, MHTUOUTOPOB aHTUOTEH3
HIIEPETBOPIOIYOTr0 (pepMeHTa. aHTarOHUCTOB KaJIbI[Usi. aHTarOHUCTOB P-
aIpeHOopPeleINITOPOB UK UHOAYKTOPOB MeTabonu3aMa CYP450 (Takux Kak pugaMININUH,
0apOUTypaTHl).



B xopme uccrnemoBaHus C ydacTheM 3[IOPOBHIX TOOPOBOJILIIEB-MYKUYUH OOHOBPEMEHHOE
IIpUMeHEeHNEe aHTaroOHUCTa SHOoTenuna 6ocenTaHa (yMepeHHbIlt uHOYKTOp CYP3A4.
CYP2C9 u Bo3mozxkHO, CYP2C19) B paBHOBECHOM cOCTOSSHUHU (125 MTr mBazKObl B CyTKH)
U cuigeHadwuia B paBHOBECHOM COCTOsTHUU (80 Mr Tpu pa3a B CyTKM) IIPUBOAMIIO K
cumxkeHuio AUC u Ctax cungeHadpuna Ha 62.6 % u 55.4 % cooTBeTCTBEHHO. [ToaTOMy
OOHOBPEMEHHOE MPUMEHEHNEe TaKUX MOIIHLIX MHOYKTOPOB CYP3A4, Kak pudaMIUIUH,
MOZKET ITPUBOOUTH K 00Jiee BhIpaKeHHOMY CHUKEHHUIO KOHIIEHTpalluu cuigeHaduia B
njia3Me KpPOBH.

HukopaHoun npencTaBisieT co00M ruOpuUa aKTUBaTOPa KalbIIMEBHIX KAHAJIOB U
HUTpaTa. HUTpaTHLIM KOMIIOHEHT ITpefonpenensieT BO3MOXKHOCTb €0 CEPhe3HOT 0
B3aUMOIENCTBUS C CUJIbOeHapUIOM.

IApdexkmul cundeHapura Ha Opyaue 1eKkapcmeeHHble cpedcmaed.

HccnedosaHus in vitro. Cunpenadun - cnabbii uHruoutop usodopm 1A2. 2C9. 2C19,
2D6. 2E1 u 3A4 nutoxpoma P450 (MK.50> 150 Mkmob). ITOCKOTBEKY TUKOBEIE
IJIa3MeHHbIe KOHIIEHTPaluu cuigeHadusia paBHbE IpUMepPHO 1 MKMOJIb, BIUSTHUE
JIeKapCTBEHHOT0 cpefcTBa Cuiarpa Ha KJIUPEHC CyOCTpaToOB 9TUX M30hEePMEHTOB
MaJIOBEPOSITEH.

OTCyTCTBYIOT HaHHBIE O B3aMMOIENCTBUM CUIAeHaduIa U TaKUX HeCcelnpruieCKux
UHTUOUTOPOB ¢dochoauscTepassl, Kak TeOPUIIUH U TUITUPUIAMOJL.

HccaedosaHus in vivo. ITOCKOIBKY U3BECTHO, YTO CUIAeHadU/I BIUSAET HA
MeTabo/IM3M OKCHa a30Ta/IUKINYecKoro ryanosnaMoHodocdara (1’ M), 651110
YCTaAHOBJIEHO, YTO CUJIAeHa(pu/I MOTEeHIUPYET TUIIOTEH3UBHOE JeCTBUE HUTPATOB,
II03TOMY €T0 OMHOBPEMEHHOE MPUMEHEHNE C MOHOPaMH1 OKCHIA a30Ta UJIM HUTPaTaMUu
B y1t000# (hopMe MPOTUBOIIOKa3aHo (CM. pa3fen «IIpoTuBOmOKa3aHusI»).

Puouuzyam. [IoKIUHUYECKHE UCCIIefOBaHUA II0Ka3ajiu aqdUuTUBHBIA CUCTEMHBIN
9(pheKT CHUKEHHUS apTepuaabHOr0 JaBlIeHUs, IIPHU OOHOBPEMEHHOM NIPUMEHEHUHU
uHruoutopoB ®JI13-5 c puonuryaromMm. KinuHu4Yeckre UCCIeIOoBaHus OKa3asu, YTO
pUoLMIyaT yCUINUBAET TUIIOTEH3UBHOE AelcTBUe MHTUOUTOPOoB PI19-5. YV nmanumueHTOB,
Y4aCTBOBABIIINX B MCCJIEOOBaHUU, HEe HAOJII0OaI0Ch KIIMHUYECKOoro adpdekTa ot
OOHOBPEMEHHOT 0O IIPpUMeHEeHUsI UHTuOuTOopoB ®I13-5 ¢ puouryaTomM.
[IpoTMBOMOKAa3aHO OJHOBPEMEHHOE TPUMEHEHNEe pruoluryarta ¢ uHruourtopamu ®JI13-5
(B ToM uncne cunbgeHadunom) (cMm. pa3aen «I[IpoTuBonoKasaHUSI»),

OpgHOBpeMeHHOe TIpuMeHeHue cungeHadusa u 6J10KaTOPOB a-aIpeHopPeIelITOPoB
MOZKEeT IPUBECTH K PA3BUTHUIO CUMITOMATUYECKOM THITIOTEH3UN ¥ HEKOTOPBIX
IIPeapPacIIooXKEeHHBIX HallueHToB. Takasa peakKIusa 4acTO BO3HHKAJIa B TeueHue 4
YacoB ITOCJie IpUMeHeHus cungeHaduna (cm. pasmen «Crioco6 TpuMeHEeHUS U OO3bI»



u «OcoOeHHOCTHU IPpUMeEHEeHUsI»). B xome 3 uccrnemoBanuit crieliupruieckoro
B3aUMOJIENCTBUS JTeKapCTBEHHBIX CPEeNCTB 6JI0KaTOP a-aApeHOopPeLenTOPOB
mokca3zo3uu (4 mru 8 mr) u cungeHadwun (25 mr. 50 mr u 100 Mr) IpUMeHSTHUCH
OIHOBPEMEHHO IMallueHTaM C MoOpOKaYyeCTBEHHOMN ruIepIjia3uell mpeacTaTeIbHOM
X&KeJie3bl, CTabunm3alusa COCTOSTHUS KOTOPBIX Oblla JOCTUTHYTa IIPU IIPUMEHEHUN
OOKCa303uHa. B aTux monynsauusax Habmoganoch CpegHee OOMOJTHUTETbHOE CHUXKEHNE
apTepuasbHOTO OaBJIeHUs B II0JIOKEHUU jiexXa Ha 7//7 MM pT. CT., 9/5 MM pT. cT. u 8/4
MM PT. CT. U CpeHee CHUXKEHNEe apTepHUaIbHOTO OaBJIeHus B IIOJIOXKEHUM CTOS Ha 6/6
MM PT. CT.. 11/4 MM pT. CT.. 4/5 MM PT. CT. B COOTBETCTBUU. [Ipr OHHOBPEMEHHOM
MIpUMeHEeHUU cuigeHaduna u JoKca303WHa Y IallMeHTOB, CTaOUIN3als COCTOSTHUSA
KOTOPHIX ObIJIa JOCTUTHYTa IIPU IPUMEHEeHUN NJOKCa303MHa. MHOIa CO00IIasoch O
Pa3BUTUU CUMIITOMATUYECKOM OPTOCTAaTUYECKOM TUIIOTEH3UU. B 9TUX COOOIIEeHUSIX
TOBOPHUJIOCH O CIIydasiX TOJIOBOKPY2KEHUE U COCTOSTHUE Ilepel 0OMOPOKOM, HO 6e3
CUHKOIIE.

He mabmromanoch HUKAKUX 3HAYHMMBIX B3aUMOIOENCTBUM IIPU OJJHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondyramupgy (250 mr) unu Bapdpaputa (40 mr),
KoTophle MeTabonusupyoTcss CYP2C9.

Cunpmenadun (50 Mr) He MpUBOAUI ObI K YBEJTUMYEHNIO BPEMEHU KPOBOTEUEHU S,
BBI3BAHHOTO IPUMEHEHHEM alle TUICAINUIINIOBON KUCIIOTHL (150 Mr).

Cunpenadwun (50 Mr) He TOTEHLIMUPOBAJI TUIIOTEH3UBHOE [AEUCTBHUE AJIKOTOJIS Y
3[IOPOBHIX TOOPOBOJILLIEB IIPU CPEIHUX MaKCUMAaIbHBIX YPOBHSIX 9TaHOJA B KpoBu 80
MT/AJI.

Y nmanueHTOB, IMOJIyYaBIIUX cuimeHadunsr, He HaOI0aam0Cch HUKAKUX Pa3TuYul
npoduss no604YHbIX 9QEHEKTOB II0 CPAaBHEHUIO C MJjialle00 IIpHU OOHOBPEMEHHOM
IPUMEHEHNHN TaKUX KJIaCCOB TMIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEIOCTB, KakK
OUypeTuKu, 6J10KaToOphl P-agpeHopelienTopoB, UHTUOUTOPHI AII®. aHTAarOHUCTH
aHruoTteHs3uHa I, aHTUTrHUIIEepTEH3UBHEBIE JIEKAaPCTBEHHBIE CPENICTBA
(cocymopacmupsoliIie U eHTPaJbHOTr 0 AelCTBUA), OJTI0KaTOPhl aApeHePrudecKux
HEeNWPOHOB, 6JI0KAaTOPHI KalIbIIMEBHIX KAHAJIOB M OJI0KATOPHI a-aApeHOopPeLienTopoB. B
cIieliiaJIbHOM MCCJIeIOBaHUU B3aMMOIOENCTBUS IIPU OOHOBPEMEHHOM ITPUMEHEHUH
cungeHadumna (100 Mr) u amaogunuHa IMalfieHTaM C apTeprUabHOU TUIIEPTEH3UEHN
HaOJII0gaI0Ch OOTIOTHUTEIPHOE CHUXKEHYE CUCTOINYEeCKOT0 apTepUalIbHOI 0 JaBIeHUS
B IIOJIOKEHUM JieKa Ha 8 MM pT. cT. CHUKEHUEe OUaCTOINYEeCKOT0 apTepHUaaibHOTO
OaBIEHUS COCTABUIIO 7 MM PT.CT. [To BeTUYMHE 3TU OOMOJTHUTENbHEIE CHUXKEHHE
apTepUaJIbHOTO aBJIeHUs ObIIM COIOCTABUMEI C TEMH, YTO HAOJIIOOAIUCh IPHU
MMPUMEHEHUU TOJIBKO CuimeHadunIa y 300POBLIX MT0OPOBOJIbIEB (CM. pa3men
«dapmMakKoJIOTu4eCKre CBOUCTBa»).



Cunpenadun B mo3e 100 Mr He BUsI Ha ¢papMaKOKMHETHYECKHUE IT0Ka3aTesu
MHTrUOUTOPOB npoTea3bl BUY. cakBuHaBUpPa U pPUTOHABUPA, KOTOPhIE SIBJISIIOTCS
cyoctpatamu CYP3A4.

Y 300poBBIX TOOPOBOJILIIEB MY2KCKOTO TI0JIa IPUMEHEeHUs cuigeHadpunia B
paBHOBeCHOM cocTosgsHUM (80 Mr Tpu pa3a B CyTKH) IPUBOAUIIO K NoBhIIIeHN0 AUC u
Crax 6oceHTaH (125 Mr gBazxknanl B neHb) Ha 49.8 % 42 % COOTBETCTBEHHO.

OCo0eHHOCTH IPUMEHEHU ST

Ilo Hayaya Tepamnuu cienyeT coopaTh MEOUIIMHCKUYM aHaMHe3 IallieHTa U IIPOBECTHU
busukanbHOE 00CIegoBaHUe OJI AUArHOCTUKU 3PEKTUIbHOU OUCHYHKIIUU U
orrpenesieH’sI ee BO3MOXKHBIX ITPUYMH.

®aKTOpHI pUCKa CEPAEYHO-COCYOUCTHIX 3a00meBaHu. [I0OCKOILKY CEKCyalbHas
aKTUBHOCTH COIIPOBOXKIAeTCs Ollpele/IeHHBIM PUCKOM CO CTOPOHEI CepAlla, IO Havasla
711000T0 JIeYeHUs 3PEeKTUIbHOU AUCGhYHKIIUY Bpad OOJI?KEH OLeHUTh COCTOSTHUE
CepOeYHO-COCYOUCTOU cuCcTeMnl nanuueHTa. CungeHaguiI oKa3blBaeT
COCyOopacClIupsIollee OEUCTBUE, IPOSIBIISIETCS JIETKUM U KPAaTKOBPEMEHHEBIM
CHUJKEHVEM apTepUuayIbHOr0 gaBjieHusd (CM. pa3gen «®apMakogvHaMuka»), 1o
Ha3Ha4yeHUus cuigeHadusia Bpad OOJIXKEH TIIAaTEIbHO B3BECUTh, MOXKET JIM TaKOU
9¢bdekT HeOIaronpusATHO BIUATH Ha IAIlUEHTOB C ONpeaeIeHHBIMA OCHOBHBIMU
3a001eBaHUSIMHU, 0COOEHHO B COYEeTaHUU C CEKCyaJIbHOM aKTMBHOCTHIO. K manueHTaM C
MIOBHIIIIEHHOW YyBCTBUTEJILHOCTHIO K Ba3oaujaTaTopaM OTHOCATCSA MalUeHTHI C
00CTpyKLMEeN BRIBOOHOTO TpaKTa JIeBOT0 XKeJlyaodKa (HarmpuMep, CTEHO3 aOpPTHI,
runepTpodurdeckasi 0OCTPYKTUBHAS KapOAUOMHUOIIATHUSI) UIU MTAIlMEHTHl C PEJAKUM
CUHOIPOMOM MYJIBbTUCUCTEMHOM aTPOPUM, OOTHUM U3 IIPOSBIIEHUU KOTOPOU SIBISIETCS
TSI2KeJIoe HapyllIeHue Perysiliui apTepuaabHOrO JaBJIeHUS CO CTOPOHEI BereTaTuBHOU
HEPBHOU CHUCTEMEI.

CunpmeHadun IOTEHIIUPYET TUIIOTEH3UBHOE OECTBUE HUTPATOB (CM. pa3men
«[IpoTUBOIOKa3aHUSI»).

B mocTMapKeTHHTOBOM MepPHOoie COO0IIaI0Ch O TSIXKEJIbIX ITOO0UYHBIX PEaKIIUsIX CO
CTOPOHBI CEPIEYHO-COCYOINUCTON CUCTEMEBI, BKJII0Yasi HH(PAPKT MUOKapaa,
HeCcTaOuJIbHYI0 CTEHOKAPOH0, BHE3AIHYI0 CePAeYHYI0 CMePTh, 2KEeIyT04YKOBYIO
apUTMUIO, 1IepeOpPOBACKYIIIPHEIE KPOBOU3NIUSIHUS, TPAH3UTOPHYIO UIITeMUYECKYIO
aTaKy, apTepHUanabHYyI0 TUIIEPTEH3UIO0 U apTePHUAIbHYIO0 TUIIOTeH3UI0, KOTOPHIE 110
BpeMeHHU COBIIafaik C MIPUMeHeHHueM cuifeHaduna. Y G0JIbIIMHCTBA ITAIlMeHTOB, HO
He y BCeX, CYIIeCTBOBau (aKTOPHI PUCKA CePAeYHO-COCYOUCTRIX 3a00IeBaHuil. MHOTO
TaKKUX IMOOOYHBIX peaKIuil HabIogasoch BO BpeMs UM Cpa3y MOCcJjie ITOJI0BOr0 akKTa U
TOJIBKO HECKOJILKO CIIyYHIOCh BCKOPE MOCJie IPUMeHeHUs cuimeHaduia 6e3
CEeKCyaJIbHOU aKTUBHOCTHU. [I09TOMYy HEBO3MOXKHO ONpPEIEeINUTh, CBSI3aHO Pa3BUTHE



TaKHUX IMTOOOYHBIX peaKIUi HEIOCPEACTBEHHO C PaKTOpaMM PUCKa, UJIM UX Pa3BUTHE
00yCJIOBJIEHO APYTUMH (haKTOpPaMHU.

ITpuanusm. CpencTBa O Ie4eHUSA 3PEKTUIbHON OUCPYHKIUY, B TOM YHCIIE U
cunpmeHadu, cneayeT Ha3HadaTh C OCTOPOXKHOCTHIO MallMeHTaM C aHaTOMHUYEeCKUMU
nedopManusaMu IeHrca (TaKUMU KaK aHTYJISIUs. KaBePHO3HBIU (pubpo3 unu 001e3Hb
[ledpoHM) UM MAIlMEeHTaM C COCTOSTHUSIMU, KOTOPEIE CIIOCOOCTBYIOT PA3BUTHUIO
npuanu3Ma (TaKuMHU KaK CEPIIOBUOHO-KJIETOYHAsA aHeMUs, MHOXKEeCTBEHHAasI MUeIoMa
WU JIEUKeMUs).

[Tocne BrIxoAa cunpmeHadula Ha PHIHOK COO0IIAIOCh O Cy4dasX YOJIUHEHHON 3peKUUn
¥ mpuanu3ma. Ecnu sapeknus gnuTcs 6omee 4 4acoB, IallieHTaM CliegyeT HeMeOoJIeHHO
00paTUTHLCS 3@ MEAUIIMHCKOMN ITOMOIIbI0. [Ipr OTCYTCTBUU HEMEOJIEHHOTO JIeYeHUST
IIPUANu3M MOXKET IPUBECTH K MMOBPEXKIEeHUIO0 TKaHeH IMeHnca U K CTOMKO ImoTepe
IMOTEHIINHN.

OpHOBpPEMEHHOE IPUMEHEHNEe C ApyruMu uHruourtopamu ®J19-5 unu apyrumu
CpemCcTBaMH [JIsl TeYeHUS 9PEKTUIIbHON TUCHYHKIINKU. 5e30IIacHOCTh U

9 HEeKTUBHOCTH OMHOBPEMEHHOT'O ITPUMEHEHUS CUiieHadusia ¢ ApyruMu
uHruoéuTopamu ®I3-5 unu OpyruMu 1eKapCTBEHHBIMU CPEeACTBAMHU IJIsS NTeUYeHUs
TUIIEPTEH3UM JIETOYHOU apTePUHU, comepzKaliue cungeHadun (Hanpumep. PeBaiuo),
WUJIV C OPYTUMHU JIeKapCTBEHHBLIMU CPEeOCTBAMU OJIsSI T€YEHUS 9PEKTUIIbHOMU
oucPyHKIIUY He u3y4daliuch. [I03TOMy MpUMEHEHNE TaKUX KOMOMHAIIUYM He
PEKOMEHOyeTC .

BausaHue Ha 3peHue. CIIOHTaHHBIE COOOIIIEHUSI 0 BOBHUKHOBEHUU Ne(PEeKTOB 3peHUs
ITOCTYTaJIM aCCOLIMMPOBAHO C IPUMEHEHUEM cUulgeHadusia U OPyruxX UHTuOUTOPOB
®JI193-5 (cM. pa3men «ITob6ouHble peakiuu»), O ciaydassx HeapTepHUalbHOU IepeqHe
HUIIeMUYECKOU HEBPOIIAaTUM 3PUTEIBHOTO HEPBA, ABISETCSA PEOKUM COCTOSSHUEM,
IIOCTyIaJI CIIOHTaHHBIE COOOIIEeHNSI U CO00MIIanoch B HAA30PHOM UCCIeJOBaHUU
aCCOILIMMPOBAHO C IPUMEeHeHUEeM cuigeHaduna u Apyrux uHruoutopos ®JI13-5 (cm.
Pa3gmen «[ToO04YHBIE PEAKITUM»).

[TaneHTOB clenyeT MIPeayIpenuTh, YTO B CIydae BHE3AMHOT0 HapyIIeHUsI 3PeHUsT
IIPUMEHEHUs JIeKapCTBEHHOT 0 cpeficTBa Cuinarpa cienyeT IPeKpaTUTh U HeMeIJIeHHO
o0OpaTuThCs K Bpauy (cM. pa3aen «[IpoTUBOIOKa3aHUS»).

O0HoBpeMeHHoe npuMeHeHue ¢ pumoHasupom. OmHOBpPeMeHHOe IIpUMeHeHNe
cunpeHaduia U pUTOHaBUPa He peKoMeHAyeTcs (CM. pa3nen «B3aumopgencTtsue C
OPYT¥MU JIEKapCTBEHHLIMU CPEeOCTBaMU U APyryue BUOLI B3aUMOLENCTBUMI»).

OO0HoBpeMeHHOe npumMeHeHue ¢ 610kamopamu a-adpeHopeuenmopos. IlanneHTamM,
ITPUHUMAIONIUM OJI0KATOPHI a-aiPEHOPEIIENITOPOB. IPUMEHSTh CUIAeHaDUII CIIeAyeT C
OCTOPOZKHOCTBIO, IOCKOJIbKY TaKasi KOMOMHAIINS MOXKET IIPUBECTH K



CHMIITOMAaTHUYECKOUN TMIIOTEH3UN Y HEKOTOPHIX IPEOPACIOIOKEHHBIX K 3TOMY
nanreHToB. CUMIITOMATHYeCKasi TUITOTEH3UsI OOLIYHO BO3HUKAET B TeUeHHe 4 4acoB
ocine npuMeHeHUs cungeHaduna. C 1eabio MUHUMHU3aIuu BO3MOXKHOTO pPa3BUTHUS
IMOCTYpPaJIbHOM TMIOTEH3UHY Y NallMeHTOB. IPUHUMAIOIINX OJI0OKATOPHI a-
aIpeHOpPeLEeINTOPOB, UX COCTOSIHUE HY?KHO CTaOMIM3UPOBATh C IIOMOIIbIO0 OJI0OKaTOPOB
a-aJpeHOPEIeNTOPOB 0 Hadyajla IpUMeHeHUs cuigeHaduna. Takxke ciegyeT
paccMOTpPeTh BO3MOXKHOCTDL ITPUMEHEHUST HadyaJIbHOM 03kl 25 MT (cM. pa3mesn «Crocob
IpUMeHeHus U O003bl»). KpoMe ToOro, ciegyeT MpornH(GOpPMUPOBATh MAallieHTOB, KakK
OEeNCTBOBATh B ClIy4dae MOSBIEHUSA CUMITOMOB OPTOCTAaTUYECKOU TUIIOTEH3UMN.

BausiHue Ha KpogsomeueHus. iccimegoBaHus TPOMOOITMTOB YejloBeKa IMoKa3alix, YTo in
vitro cunpgeHadun MoTeHIIUPyeT aHTHarperaiuoHHble 9QPHEeKTH HaTpPUs
HUTponpyccuna. HeT HUKakKoi nHpOPMaIM OTHOCUTEIBHO 0€30MaCHOCTH
NIpUMEeHeHUsI CulgeHaduiIa IMalfieHTaMy C HapyIIeHUsIMU CBEPTHIBAHUS KPOBU U
OCTPOM sI3BEHHOM 00J1e3HbI0. TakKuM 00pa3oM, IpuMeHeHune cunmeHaduia
nanueHTaMy 3TOU I'PYIIIIEI BO3SMOXKHO TOJIBKO IIOCJIE TIATEJIbHON OL€HKU
COOTHOIIEHHUS MONMb3bl U PUCKA.

ITocne mpuema 100 Mr 3mMOPOBEIMU TOOPOBOIbIIAMI He HaOII0aaI0Ch BIMSTHUS Ha
MOP(MOJIOTHUIO UIU MOABUKHOCTH CIIEPMAaTO30UA0B (CM. pa3men «PapMaKoguHaMHUKa»).

ITomepsa cayxa. BpayaMm cienyeT IIOCOBETOBATH IallMeHTaM IPeKPaTUTh IIpUMeHeHue
uHruoutopoB ®J13-5. BKJIoYast 1eKapCTBeHHOe cpeacTBo Cuiarpa. 1 HeMeOJIeHHO
0o0paTuUThCA 3a MEOUIIMHCKOM MOMOIIIBIO B CITy4YasiX BHE3AITHOTO CHUXKEHUS UJIU IIOTEPU
ciayxa. O0 9TuX SBIE€HUSAX, KOTOPhIE TAKK€e MOTYT COIPOBOXKAATHCS 3BOHOM B yIIax U
Tr'OJIOBOKPY2K€eHHeM, CO00IIaIoch C accolualineli BO BDeEMEHHU C TPUMEHEHUEM
uHruoutopoB ®J19-5, BKimtouas cungeHadun. OnpenenTb, 3TU IBIEHUS HAIIPSIMYIO
CBsI3aHbl C TpUMeHeHreM UHruouTopoB ®I13-5 unu ¢ apyrumu pakTopaMu
HEBO3MOXKHO.

OOHoBpeMeHHOe NpuMeHeHUe C 2uNOMeH3UBHbIMU /1eKAPCMBEeHHbIMU cpedcmaeamMu.
Cunarpa oka3blBaeT CUCTEMHYIO COCyOOPaCIINPSAIOIIee OeliCTBHE U MOXKET B
OaIbHEUIIEM CHUXKATh apTepualbHOE OaBJIeHNe YV ITallueHTOB, TPUMEHSIOIINX
TUIIOTEH3UBHEIE JIeEKapCTBEHHBIE CPeNCcTBa. B oTOmenbHOM MCCiegoBaHUN
JIEKapPCTBEHHOT' O B3aMMO[EUCTBUS OOJHOBPEMEHHOE IPUMEHEeHe aMJIOgUuNnHa (5 Mr
unu 10 mr) u cungeHaduna (100 Mr) nepopasbHO HabIIOIAIOCh CPegHee
OOTIOTHUTEIbHOE CHUXKEHNE CUCTOIMYECKOTr0 IaBlIeHUs Ha 8 MM PT. CT. U
OMACTOJIMYECKOTO - Ha 7 MM PT. CT.

3aboaesaHusi, nepedaroujuecs noaosvimM nymem. IIpuMeHeHre TeKapCTBEHHOT O
cpencTtBa Cunarpa He 3aluiiaeT oT 3a00IeBaHUM, ITePeaaloInXCsl II0JIOBLIM My TEM.
CrnepmyeT pacCMOTPETh BO3MOXKHOCTh IPOUHCTPYKTUPOBATh MAllMEHTOB OTHOCUTEIBHO
He0oOXOOMMEIX Mep MPEeIoCTOPOKHOCTHU IJIs 3alIUTHI OT 3a00JIeBaHUM, ITIepedalouXcs



IIOJIOBEIM IIYTEM, BKJIIO4Yasad BHUPYC I/IMMYHOJIGCI)I/II_II/ITEI YeJIOBEKa.

BcnomozamebHble seutecmad.

JlekapcmeerHoe cpedcmaeo codepacum nakmo3sy. IToaToMy 1eKapCTBEeHHOE CPEeiCTBO
IIPOTUBOIIOKA3aHO MallMeHTaM C PeOKUMHM HACJIeCTBEHHBIMU 3a00/I€BaHUSIMH,
CBSI3aHHBIMH C HETIEPEHOCUMOCThIO TajIaKTO3kl, HeNOCTAaTOYHOCTHIO JTaKTa3kl Jlammna
WJIY HapyIIIeHUEeM BCACLIBAHUS I'IIOKO3HI-TaIaKTO3HI.

CnoCOOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIMH IIPH YIIPaBJI€eHUH
AaBTOTPAHCIIOPTOM MWJ/IM PadoTe C MexaHU3MaMH

HccnepoBaHuil BIUSTHUS JIEKAPCTBEHHOTO CPENCTBa Ha CIOCOOHOCTh YIIPABNIATh
TPaAHCIOPTHHEIMU CpefCcTBaMU U paboTaTh C APYTUMHU MeXaHU3MaMU He TPOBOAUIIOCE.
[TockOMBKY B XOfie KIIMHUYECKUX MCCIIeJOBaHUN TPUMEHEeHU cungeHaduia
CO00MIaJIOCh O CIIy4Yasx TOJIOBOKPYKEHUS U HapylIeHUs CO CTOPOHBI OPTaHOB 3PEHUS
repep TeM. KakK CaJuThCS 3a PYJIb TPAHCIIOPTHOTO CPeNCTBa Uik paboTaTsh C
MeXaHMu3MaMHU, ITallieHTaM HeoOX0AUMO BBEISICHUTDH, KaKOBa UX MHOWBUAYyaJIbHAS
peakuus Ha MpUMeHeHNe TeKapCTBEHHOT 0 cpeAcTBa Cumarpa.

IIpuMeHeHHEe B IepHoOJ 0epeMEeHHOCTH /I KOPMJIEHHSI T'PYyIbIO

JlekapcTBeHHO€E cpencTBO Cunarpa He IMpegHa3HavYeHO OIS TPUMEHEHU
XKeHIINHaMHU.

Crmoco0 nmpuMeHEeHUsI U T03bI

B3pocavle. PekoMmeHayeMas mo3a coctaBisgeT 50 MI' U IPUMEHSETCS B Clly4dae
HeoOXOOUMOCTH IIPUMEPHO 3a Yac [0 CEKCyaJIbHOU aKTUBHOCTU. B 3aBUCHMOCTH OT

9 HEKTUBHOCTH U IIEPEHOCUMOCTH JI€EKapPCTBEHHOT'O CPECTBA 03y MOXKHO YBEIUYUTh
mo 100 Mr unum CHU3UTH A0 25 MI (IpUMeHSIeTCS TIeKapCTBEHHOEe CPEACTBO B
COOTBETCTBYIOIIIEN JO3UPOBKE).

MakcumarnibHasi peKoMeHaoBaHHas go3a cocrasisgeT 100 mr. HYacTtoTa npuMeHeHUus
MaKCHMaJIbHOM PEKOMEHAYeMOU 03kl IeEKapCTBEHHOTO CpeAcTBa cocTaBnsaeT 1 pa3 B
cyTku. [Ipu npuMeHeHUHU 1eKapCTBEHHOI'0 cpencTBa Cusarpa Bo BpeMs IIpueMa OUIu
OelCTBHE MOXKET HacTylaTh II030Hee, YeM IIPU ero IIpUMeHeHn HaTolllak.

ITauuenmul nodcun020 8o3pacma. Heo6xoguMoCTh B KOPPEKIIMU OO3HI MallieHTaM
MMOZKUJIOTO Bo3pacTa (> 65 7eT) OTCyTCTBYyeT.

ITauueHmul ¢ noyeuyHou HedocmamoyuyHocmburo. IlanmeHTaM C MOYEeYHOU
HeOOCTaTOYHOCTHIO JIETKOU U CpeOHEelN CTEIIeHM TSIXKeCTHu (KnupeHc KpeatuHuHa 30-80



MJI/MUH) peKOMeHayeMas [03a TaKas Ke. KaK yKa3aHO BHIIIe B pa3gese «B3pocibie».

[TocKONBKY y malleHTOB C MOYEeYHOU HEOOCTAaTOUYHOCTBIO TSIKEJIOU CTeIleHU (KITUPEHC
KpeaTuHrHa < 30 MJI/MUH) KJIUPEHC cUlgeHaduia CHUKEH, ClIegyeT PpaCCMOTPETH
BO3MOXKHOCTH ITPUMEHEeHU O03kl 25 Mr. B 3aBucuMOCTU OT 3pHEKTUBHOCTU U
IIepeHOCUMOCTH JIEKAPCTBEHHOI'O0 CPEACTBA IIPU HEOOXOOUMOCTHU 03y MOXKHO
yBenu4uTh nocrteneHHo 0o 50 Mr u go 100 wmr.

ITauueHmul ¢ neyueHoOYHOU HedocmamoyHOCMbio. ITOCKONBKY y IallueHTOB C
IIeYeHOYHOU HeJOCTaTOYHOCThIO (HalpuMep, IUPPO30M) KJIIUPEHC cuiifeHaduia
CHUXKEH, CJIelyeT paCCMOTPETh BO3MOXKHOCTb IIPUMEHEHUS OO3LI 25 MrI. B
3aBUCUMOCTH OT 3GGEKTUBHOCTU U II€PEHOCUMOCTHU JIEKAPCTBEHHOI'O CPENCTBA IIPU
He0OXOOUMOCTH J03y MOXKHO yBEJIUUYUTH ITocTerneHHO 70 50 mr u go 100 mr.

ITauueHmul, npumeHA W Ue Opy2ue seKapcmeeHHble cpedcmea. Ecnu manueHThH
OOHOBPEMEHHO NMpuMeHs0T uHruouTopsl CYP3A4 (cM. pa3zmen «B3aumopelicTBue C
OPYTUMH JI€eKapCTBEHHBIMU CPEOCTBAMU U APyTue BUOLI B3aUMOIOENUCTBUW»), CIIeOyeT
paccMOTpPeTh BO3MOXKHOCTh IPUMEHEHUS HadaJlbHOU AO3Hl 25 MT (3a UCKIII0UYEeHUEM
PUTOHaBUPa, IPUMEeHEeHNe KOTOPOr0 OOHOBPEMEHHO C CUIbaeHa(duIOM He
peKoMeHAyeTcs, CM. pa3fenl «Oco6eHHOCTU IPUMEHEHUS»).

C 1esnpio MUHUMM3AIIUU BO3MOXKHOT0 Pa3BUTHUS IIOCTypPaIbHOU TUIIOTEH3UHU Y
MMal¥eHTOB, MPUHUMAIONIUX OJI0KATOPH a-aApPeHOPEIeIITOPOB, UX COCTOSTHIE HY2KHO
CTabUIM3UPOBaTh C IOMOIILI0 6JI0KAaTOPOB a-aAPEeHOPEIENITOPOB 0 Havdasla
NpUMeHeHus cungeHaduna. Takxke cilenyeT paCCMOTPETh BO3MOXKHOCTh IPUMEHEHUST
HadaJabHOU O03kI 25 MT (cM. pa3nen «OcoOeHHOCTU IPUMEHEHUSI» U
«B3anMopelicTBYE C IPYTUMU JIEKaPCTBEHHBIMHU CPENCTBaAaMHU U OPYTHE BHUOEI
B3aMMOOENCTBUI»).

HeTn
JlekapCTBEHHOE CPENCTBO He II0Ka3aHo K IPUMEHEeHUI0 TUllaMu B Bo3pacTe A0 18 ser.
Ilepemo3upoBKka

B xome KIMHUYECKUX UCCJIedOBaHUM C ydacTheM J0OPOBOJILIEB ITIPU ITPUMEHEHUN
pa3oBoi go3kl cungeHaduna mo 800 Mr moboUYHbBIe PeaKIuy ObIIN ITOOOOHE TEM,
KOTOpPBIe HAOIIOOaIuCh IIPYU ITPUMeHeHun cuimeHadumaa B 00jiee HU3KUX I03aX, HO
BCTpeYaJIiCh dalle u Oblyin 00Jiee TsaXKeNnsIMU. [IpuMeHeHue cungeHaduia B gose 200
MT He ITPUBONIIO K MOBBIIIEHUI0 3¢ (GHEKTUBHOCTH, HO BHI3LIBAJIO POCT KOJIMYECTBaA
ClIy4aeB pa3BUTHS MOOOYHBIX peaKuil (TOJI0BHOM 00, ITPUIUBOB KPOBH,
TOJIOBOKPY2KEeHUeEe, OUCIIEIICUM, 3aJI0)KEeHHOCTH HOCa, HapylIIeHUM CO CTOPOHBLI OPTraHOB
3PEeHUs).



B cnydae mepemo3upoBKY ITPU HEOOXOOMMOCTH NPUOerarT K OOBIYHBIM
MMOAePXXUBAIOIIYM MEPOIIPUSATUSIM. Y CKOPEeHHe KIIMpeHca cuigeHaduia npu
reMoauali3e MaJIOBEPOSITHO BCIIECTBUE BEICOKOM CTEIIeHU CBSI3bIBaHUS
JIEKAPCTBEHHOTO CPeICcTBa C OeIKaMU IJIa3Mbl KPDOBH M OTCYTCTBUS dIUMUHAIIUN
cunpgeHaduIa ¢ MOYOi.

ITo6OouHBbIE pPEeaKIIuu

[To maHHBLIM MTUTEPATYPHBLIX UCTOYHUKOB, Yallle BCEero coo0IIanoch 0 TaKUX IMTOOOYHBIX
peaklusax, Kak rojoBHasi 00/Ib, IIPUIUBEL KPOBU, OUCIIEIICHS, 3aJI02KEHHOCTh HOCa,
00J1b B CIIMHE, TOJIOBOKPYZKEHUE, TOIIHOTA, ITPUJIUBHI 2Kapa, HapylIeHus 3peHus,
IIMAHOIICUS U IOMYTHEHUE 3PEeHUS.

Bce KTMHMYECKU 3HaYMMbIe ITO00OYHBIE PeaKIUy, IPUBENeHbl HUXKe B COOTBETCTBUHU C
Knaccudpukammeln «CucreMa-opraH-KjiacCc» U 4aCTOTHI: 04eHb 9acTo (> 1/10), gyacTo (>
1/100 - < 1/10), HewacTo (> 1000 - < 1/100) u pegko (> 1/10000 - < 1/1000). B
nmpeaesiax KaXXaou 4aCTOTHOM T'PYIIIThLI MOOOYHBIE peaKIIUU MTPUBENEHEl B ITOPSAOKE
YMEHBIIIEHUS UX CEPbE3HOCTH.

HHpekyuoHHble u uHBa3usHbule 3ab60/1e8aHUS.
HeuacTo: puHUT.

Co cmopoHbl UMMYHHOU cucmembl.
HeuacTo: runepuyBCTBUTEIbHOCTb.

Co cmopoOHbI HEPBHOU CuCmeMbl.

OueHb 4acTO: ToJIoBHASA OOJIb.

YacTo: rOJI0BOKpYXKEHUE.

HeyacTo: COHNIUBOCTE, TUIIECTE3UA.

Pepnko: uHCYNIbT, TPAH3UTOPHAA UIlleMUYECKas aTakKa, CyooOporu*, peuuguBel Cygopor¥,
cuHkorie. Co CTOPOHBI OPraHOB 3PEHUS.

YacTo: HapyllleHHe BOCIPUATHS LIBeTa**, paCCTPOUCTBA 3PEHUs, IOMyTHEHNE 3PEHUS.
HeuacTo: paccTpoiicTBa cne30BeIieIeHue***, 605k B r1a3ax, GoTtododbus, hoToncus,
TUrepeMus rias, SpKOCTh 3peHUsI, KOHbIOHKTUBHUT.

Pepko: HeapTepuanbHasa NepegHsasa UIlleMU4YecKass HeuponaTus 3puTeIbHOro HepBa*
OKKJIIO3US COCYOOB CeTYaTKU* peTUHAaJIbHOE KPOBOUIJIUSHUE,
apTEePUOCKIIEpOTUYECKasad PEeTUHONATUA, HapyLIeHUs CO CTOPOHEI CETYaTKHU, IIIayKoMa,
nedeKThI IO 3PpeHUsI, OUIJIONKS, CHUKEHNE OCTPOTHI 3PEHUS, MUOIINS, aCTEHONINS,
IaBalolIe MIOMYTHEHHUS CTEKJIOBUOHOTO Tejla, HapYyILIeHUSI CO CTOPOHBI pagyKHOU
000/I0YKM, MUIPUA3, IOSIBJIEHUE CBETSIIINXCS KPYrOB BOKPYT UCTOYHHUKA CBeTa (Tra’so)
B I10Jie 3PEHUs, OTEK IJia3, IIPUIYXJIOCTH I'Jla3, HapyLIEeHUS CO CTOPOHBEI I'Jjias,
ruriepeMusi KOHbIOHKTUBEI, pa3gpakeHue Ijia3, aHoMaJlbHble OINYIIeHU B I'jla3ax,



OTEeK BeK, 00eClIBeUYnBaHUS CKJIEPHI.

Co cmopoHbl 0Op2aHo8 cayxa U secmubyaapHO20 annapamada.
HeuyacTo: roioBoKpyzKeHue, 3BOH B yIIax.
Pepko: riyxora.

Co cmopoHbl cepoua.

HeuacTo: Taxukapaus, yCuiIeHHoOe cepaliedrueHue.

Penko: BHe3amHas cepaedyHasi CMepTh*, HHGAPKT MUOKapaa, XKeJlyoouKoBas
apuTMus*, GUOPUIIIAINS Ipeacepouii, HecTabuibHasA CTEHOKAPIUSI.

Co cmopoHbl cocy0os.
YacTo: MpUIUBE KPOBU K JIUIY, ITPUJIUBHL 2Kapa.
HeuacTo: runepTeH3usi, TUIIOTEH3U .

Co cmopoHbl pecnupamopHol cucmembl, 2pYyOHOU KjaemKu U cpedoCmeHus.

YacTo: 3a/103KeHHOCTh HOCa.

HeyacTo: HOCOBOE KPOBOTEYEHUE, 3aJI02KEHHOCTh IPUOATOYHBIX I1a3yX HOCA.

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

Co cmopoHbl 2HCenyOO0YHO-KUWEeUHO020 mMpaKkmad.

YacTo: TOIIHOTa, OJUCIIEIICUS.

HeuacTo: racTtpoa3odareantHas pedriokcHass 601e3Hb, pBOTa, 00JIb B BEpXHEM 4acTu
KHWBOTA, CyXOCTh BO PTY.

Penko: rumnectesusi pOTOBOU IIOJIOCTH.

Co cmoOpOHbI KOJHCU U NOOKOHCHOU MKAHU.
HeyacTo: ChIIb.
Pepko: cuagpom CTtuBeHcCa-II)KOHCOHa*, TOKCMYECKUHU anugepMalIbHbIN HEKPOIu3*.

Co cmopoHbl ONOPHO-08U2AME/AbHO20 dNNApama u coe0uHume1bHouU MKaHu.
HeuacTo: muanrus, 60jib B KOHEYHOCTSIX.

Co cmopoHbl MoYesblde1umeibHOU CucCmemebl.
Heuacrto: rematypus.

Co CMOPOHDbI penpodylcmueHofl cucmemMbvl U MOJIOYHbBIX IJHCesies.
Penxko: KPOBOTe€YE€HHE 13 ITOJIOBOT'O YJI€Ha, HpI/IaHI/I3M* reMaTOCIIEpMU.
IIPOOOJIZKUTEJIbHAaA 3PEKIIHNA.

Obw,ue HapyweHusA U peakuuu 8 mecme age0eHUusl.

HeuacTo: 6051b B TpyOHu, TOBHIIIIEHHAS YTOMIISIEMOCTh, YYBCTBO XKapa.
Penko: pa3gpaxkeHue.

O6cnemoBaHUe.



HeugacTo: moBhIlIIeHHAas YacTOTa CEPOEYHBIX COKPAIleHUM.

* Coo0111a10Ch JIUIIL BO BPEMST MCCJIeIOBAHUM ITOCJIEe BhIXOma CulgeHadmnia Ha PhIHOK.
** HapylieHre BOCIPUSATHUS LIBETA: XJIOPOIICUSA. XPOMATOIICUS. LINAaHOIICHUSI,
€PUTPOIICUS. KCAHTOIICHUSI.

** HapyllleHue cjie30TedYeHre: CYXOCTh B I'/la3aX, HapylIeHue CJIe300TOEeJIEHUs U
MIOBBIILIEHUE CJI€30TEYEHUeE.

HuxenpuBeneHHbIE IBJIEHUS HAaOMIOOanuch y < 2 % IIalMeHTOB B XOIe
KOHTPOJINPYEMBIX KJIMHUYECKUX UCCJIENOBAHUN: IIPUYNHHAA B3aUMOCBS3b He
onpepnerneHa. CooOIleHNe BKIIIOYAJIH SIBJIEHUSI, KOTOPHIE UMEJIN BEPOSITHYIO CBS3b C
IpUMeHeHMEeM JIeKapCTBEHHOT 0 CpeACTBa. ABIeHNUsI, KOTOPHIE He ObLIU YKa3aHHI,
OBINTH JIETKMMU ¥ COOOIIeHUs ObI/TM O4YeHb HETOUYHBIMHU, YTOOB UMETh 3HaYEHHUE.

Obuwue. OTek nuila, GoToCeHCUOUTM3aIINs, IIIOK. aCTeHUs, 60/Ib, BHe3aMHOe ITaJieHue,
60/b B JKUBOTE, BHE3AIMHOE ITOBPEKIECHUE.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: CTeHOKapaus, AV-01oKama, MUTPEHB,
IMOCTypabHas TUIOTEH3UsI, UIIIeMUsI MHOKapaa, TPoMO03 COCYyIOB I'OJIOBHOT'O MO3ra,
BHe3alTHasi OCTAHOBKA Cep[lla, HapylleHus pe3ynbTaToB Ha JKI'. KapouoMuomnaTus.

Co cmopoHblL Jiceny0oyHO-KUWeYH020 MpaKma: TJIOCCUT, KOJIUT, aucdarus, raCTpuUT,
raCTPO3HTEPHUT, 930¢aruT, CTOMATUT, HapyIllleHue pPe3yJIbTaTOB IIe€YEHOUYHBIX P00,
peKTanbHOE KPOBOTEUEHUE, TUHTUBUT.

Co cmopoHbl cucmeMbl Kposu U AumM@pamuyeckoll cucmembl: aHEeMUsI, JIEHKOIIeHHUS.

Co cmopoHbl 06MeHa seu,ecms, Mmemabo1u3ma: ¥Xaxmaa, 0TeK, Ioaarpa,
HecTaOuITbHLIN AuabeT, TUIIePrIIuKeMHusi, TepudepudecKue 0TeKu, TUIIePyPUKEeMUs,
TUIIOTJINKEMHSI, TUIIEPHATPUEMHUSI.

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

Co cmopoOHblI HEPBHOU cCuCmMeMbl: aTaKCHUsl, HEBPaNTrus, HeMponaTus, mapeCTe3nu,
TPEMOP, BEPTUTO, Helpeccusi, 0eCCOHHMIIAQ, aHOMaJIbHbIe CHOBUIEHHSI, CHUXKEHNEe
pednekcos.

Co cmopoHbl OvixameabHOU cucmembl: aCTMa, OUCITHOE. JIJApUHTUT, QapuHTHUT,
CUHYCUT, OPOHXUT, yCUJIEHHOE CIIIOHOOTAEeJIeHNe, YCUJIeHNe Kalllfs.

Co cmopoHbl KOJCUu: KpalluBHUIIA, TePIIeC, 3y, IIOTJINBOCTD, I3BbI KOXKHU, KOHTAaKTHBLIN
oepMaTuT, 3KC(pOoIraTUBHBIN OepMaTHUT.

Cneuuguueckue owyweHus: BHe3allHOe CHUXKEHUE UIIH ITOTeps cliyxa, 00Jib B yIIIax,
KPOBOUIJIMSIHUE B I'Jla3, KaTapaKTa, CYXOCTh B I'1a3ax.



Co CMOpPOHbBL ypO2eHUMAa/bHOU CUCMeMbl: UCTUT, HUKTYPU S, IOBLIIIEHHAas YacToTa
MOYEHNCIIYCKaHNl, YBeIU4YeHNEe MOJIOYHBIX XKeJie3, HefJep2KaHue MO4YU, HapyllleHue
9AKYJISIINY, OTEK IIOJIOBBIX OPraHOB, aHOPTa3MHus.

Onvbim npumeHeHus nocae 8bixo0ad Ha pbulHOK. I1ocrie BhIxona cungeHaduia Ha PEIHOK
ObITHM UOEeHTU(PULIMPOBaHB HUKENPUBEAeHHbIe TOO0UYHbIE peakluu. [I0CKOIBKY O
TaKUX PeakIIuy coo0IIaT JOOPOBOIBHO U COOOIIIEHHS ITOCTYIIAIOT OT MONYJISIIUN
HEM3BECTHOT0 pa3Mepa, He Bcerga MOXKHO JOCTOBEPHO OILEHUTh UX YaCTOTy' U
YCTAHOBUTH IPUUYUHHYIO CBSI3b C 3KCIIO3UITUEN JIeKapCTBEHHOT'O CPeiCTBa. DTHU
SIBIIEHUSI OBIJTM OTMEUYEeHHI KaK 3a UX CEPhEe3HOCTh, YaCTOTy COOOIEeHNSI, OTCYTCTBUE
YeTKOM aJbTePHATUBHOM CBSI3HU, TaK U Yepe3 KOMOMHAINIO 3TUX (akKTopoB. CepaedHo-
COCYOUCTHIE U IlepebpoBacKyspHbIe ABeHusA. Coo0IIanoch O CEPhe3HBIX CEPAEYHO-
COCYOUCTHIX. 11ePeOPOBACKYJISIPHBIX U COCYOUCTHIX SIBIEHUX, BKITIOYAs
11epeOpPOoBaCKyIsIPHOE KPOBOTeUeHUe, cybapaxHougalbHOE U BHYTpUllepeOdpaIbHOM
KPOBOTEYEHUE U JIeTOUYHOe KPOBOTEeYEHHNE, KOTOPhIe OBI/IM CBSI3aHBI BO BPEMEHMU C
mpuMeHeHueM cungeHaduna. BombIIMHCTBO NAIlMEeHTOB, HO HE BCe, UMEIHU
CyllecTByoIre paKTOpPH CEPOEYHO-COCYOUCTOro prucka. CoobIianock, YTO MHOTHE U3
9TUX SIBJIEHUY BO3HUKIIM BO BPEMS UJIU CPa3y IIOC/Ie CEeKCyaJIbHOM aKTUBHOCTH, U
HECKOJIbKO SIBJIEHHUY BO3HUKIIM CPa3y IIPU IIpUMEeHeHUU cusmeHadusia 6e3
CEeKCyaJIbHOU aKTUBHOCTH.

I[Ipyrue sgBjIeHUS BO3HUKIIY B TeUEHNE MOCJIEeAYIOIIUX YaCOB UM JHEU MOCTie
IpUMeHeHUs CuigeHaduia U CeKCyalbHOU aKTUBHOCTU. HEBO3MOXKHO YCTaHOBUTE,
UMEIOT JIU 9TU SIBJIEHUS IPSIMYIO CBSI3b C IPUMEHEeHNEM JIeKapCTBEHHOT'0 CPENCTBa, C
CEKCYyalIbHOM aKTUBHOCTHIO, C UMEIOITUMUCS (paKTopaMu pUCKa UJIM C KOMOMHaIuen
9TUX (PAKTOPOB, UJIU C OPyruMH PaKTOpPaMU.

KposeHocHas u aumgpamuyeckas cucmembl: Ba300OKIIIO3UBHUYN KpU3KC. B HeOoIbIIOM
3a61aroBpeMeHHO ITPHUOCTAaHOBIIEHHOM MCCJIeJOBaHUU IPUMEHEHHUs JIeKapCTBEHHOT O
cpencTBa PeBamnmo (cunmeHadun) O maleHTOB C IETOYHON apTepuaaibHOU
TUIepTeH3uel, BTOPUYHOU B OTHOIIIEHUHN K CEPIIOBUOHOKIETOUYHOM aHEMUU, IIPU
MMPUMEHEeHUU cuigeHaduia o pa3BUTUN Ba300K/IIO3UBHUX KPU30B, TpeOyioIue
TOCIHUTANN3alluU COOOIIasoCh Yallle, YeM IIpU NpuMeHeHuH I1alebo. KnuHuueckoe
3Ha4YeHHe 3TOM HH(GopMaIum O MallieHTOB, IIPUHUMAIONINX JIEKapPCTBEHHOE
cpencTtBo Cunarpy c 1enblio JIeYeHUS 9PEKTUIIBHOU TUCHYHKIINY, SIBIISIETCS
HeN3BEeCTHHIM.

HepsHas cucmema: TpeBora, TpaH3UTOPHAs ri1obarbHass aMHe3us.
Cneuupuueckue owyu,eHus.

Cayx. Coo011anoch 0 ciydyasx BHE3AITHOT0 CHUXKEHUS UJIU TOTEPH CJIyXa, CBI3aHHBIE
110 BpEMEHHU C IPUMEHEeHueM cuiiieHaduna. B HEKOTOPHIX CIIydasix cOO0IIaioch O



HaJIM4YUU MEJULMHCKNX COCTOSTHHUY U OPYTruX (aKTOPOB, KOTOPHEIE MOTJIX ChITPaATh POJIb
B Pa3BUTUU ITOOOYHBIX PEaKIIUM CO CTOPOHHI ciiyxa. Bo MHOTUX ciiy4asx nHpopMalus
[0 JajbHeNlIeMy MeOUIIMHCKOMY HaOJIIOJeHUI0 OTCYyTCTByeT. ONIpenenuTh, 3TU
SIBJIEHUS HAIIPSIMYIO CB3aHbl C IPUMEHEeHUEeM cuigeHaduna, C UMeIIUMUCS
(akTOpaMu pHCKa IIOTEPHU CiIyxa, C KOMOMHAaIuel 5TUuxX (paKTOPOB UIU C OPYTUMU
(pakTOpamMu, HEBO3MOXKHO.

3peHue: BpeMeHHas IIoTeps: 3peHus, IOKPaCHEeHHeE I'J1a3, XXXKeHre B I1a3ax,
IIOBHIIIIEHWE BHYTPHUTIA3HOTO [aBI€HUSI, OTEK CeTUYATKH, COCYOUCTHIe 3a00IeBaHUsI
ceTYyaTKU UJIU KPOBOTEYEHHE, OTCJIONKA CTEKJIOBUHOTO TeJia.

Penko coobi1tanochk 0 cnydasix HeapTepUaJibHOM IepeaHel UIlleMUYeCKOoM HeBPOIlaTuu
3PUTENBHOTO HEPBA, YTO SABJISIETCS MPUYNHON CHUXKEHHUS 3PEHUS, BKIIo4as
ITOCTOSIHHYIO IIOTEPIO 3PEeHHUsI, KOTOPhIe OLI/TH CBsI3aHLI BO BPEMEHU C IIPUMEHEeHUueM
uHTHO6mUTOpPOB P 3-5, BKIIoYas cuigeHadun. MHOTHe U3 ITAallUeHTOB, HO He BCe.
UMeIu UMEIIINeCcs aHaTOMUYEeCKHe UJIU COCYOUCThIE (PaKTOPHI pUCKa Pa3BUTHUS
HeapTepUaabHOU MepenHel UIeMUYeCKON HeBPOIlaTUM 3PUTEJIbHOTO HEPBa, BKIIIOYas
(HO He 00s3aTeIbHO OTPAaHUYMBASICh) CIeOyIOINe: HU3K0e COOTHOIIIEHNE AruaMeTpa
9KCKaBaIllUU M OHCKa 3PUTEJIbHOTO HePBa (3aCTOMHBIN OUCK 3PUTEIHHOIO0 HEPBA),
Bo3pacT 6osee 50 neT. runepTeH3us, 3a00JIeBaHUS KOPOHAPHBIX apTEPU,
TUIIEPIUOUAEMUS U KypeHue. HeBO3MOXKHO OIIpenennTh, 3TH SIBJI€HUS HaIPSIMYIO
CBsI3aHbl C IpUMeHeHreM UHTUOUTOPOB OI[3-5 Uiy ¢ UMEUIUMUCS aHaTOMUYEeCKUMU
WUJIM COCYOUCTBHIMU (paKTOpaMM pUCKa, UJIM C KOMOUHaIMel 3TUX BcexX (paKTOPOB, UJIU C
opyrumMu pakToOpaMHu.

CpoOK rogHoOCTH
3 roga.
YcioBusi XxpaHeHusi

XpaHUTh B OpUTMHAJILHOY yIIaKOBKe IIpU TeMIiepaTtype He Bhile 30 °C.
XpaHUTH B HEOOCTYIIHOM [JIs1 JeTel MecCTe.

VYnakoBka
[To 4 TabneTku B 6mucTepe; mo 1 671MCcTEpPy B MadKe.
KaTeropusi ormycka

ITo penenty.



IIpouszBooguTennb
AxTaBuc JItn.

MecTOHaxOXIOeHHe IIPOMU3BOOHUTEJISA B €ro aapec MeCTa OCylleCTBIICHHU A
oesiTe/JIbHOCTH

BJIB 016. Bynebens Mumactpuan dcteut. 3eityn 3TH3000. ManbTa.
N CTOYHUK UHCTPYKIIUHA

HWHCTPYKIIUS TeKapCTBEHHOT0 CPeACTBa B3siTa U3 OQUIIMATbHOT0 UCTOYHUKA —
l'ocymapCTBEHHOT'O peecTpa JIEKAaPCTBEHHHBIX CPEICTB YKPAUHEI.
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