CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;

1 TabneTtka comepxkut 140,450 Mr cunmeHaduma HUTpPaTa, YTo 9KBUBaIeHTHO 100 Mr
cunmeHadpuna;

8cnomozameibHble 8eu,ecmada: LeIoa03a MUKPOKPUCTalIndecKas KalbIus
rugpodocdaTt 6e3BOOHBIN HaTPUs KpOCKapMeslo3a; Maruus creapat Opadry romy0oi
(OY-LS-20921): runpoMesiio3a; 1akKTo3a MOHOTUAPAT, TIUIEPUH TpUaleTaT; TUTaHa
ouokcup (E 171) uagurokapMmuHa amtoMmuuueBbin nak (E 132) Opadry nmpo3padHbIid
(YS-2-19114-A) runnpomMesiyiosa; rIULepUH TpualeTar.

JIekapcTBeHHasi ¢popMa

TabneTKu, IMOKPHITHIE TIJIEHOYHOM 000JI0YKOM.

OcHoBHble (pu3uKko-xumudeckue ceolicmad: TabneTKU, IIOKPHIThIE TIJIEHOUYHOM
000/1049KOM romy0boro 1BeTa, B popMe OpusiInaHTa, C 3aKpyTJIEHHBIMUA KpasiMu, C
THCcHeHueM «Pfizer» ¢ ogHOU CTOPOHH 1, coriiacHO Ho3upoBKu, «VGR 100" - ¢ gpyrou.

QapMaKOTepaneBaneCKaﬂ rpyiiia

CpepncTBa, IpUMeHsieMbIe ITPU 9peKTUuNIbHOU aucyrkuuu. CungeHadpun. Kog ATX
G04B EO03.

(I)apMaKOJII/IHaMIfIKa

Mexanus3M geuctBusi. CunmeHadun aBIseTCSa NperapaToM OJisi IepopParIbHOT0

MIpUMEHEHU s, IpeaHa3HaYeHHBIM [JI JIeUeHUs 3PeKTUuNbHou quchyHKiuu. [1pu
CeKCyaJlbHOM BO30yK[IeHUY ITpellapaT BOCCTaHABJIMBAET MOHNKEHHYIO 9PEKTUIILHYIO
GYHKIIMIO TyTeM YCUIIEHUS ITPUTOKA KPOBU K IIEHUCY.

®U310TOTUYECKUN MEXaHN3M, YTO IIPUBOOUT K 9PEKINIO, BKII0Uasi BLICBOOOXKOEeHUE
okcupga a3ora (NO) B KaBEepHO3HEIX TejlaX BO BpeMs CEKCyaJIbHOTO BO30YyXKOEHU .
OcBoOonuBIIIEECS OKCU[l a30Ta aKTUBUPYET (pepMeHT Ir'yaHuIaTIuKIa3a, YTo
CTUMYJIMPYET MOBHIIIIEHNE YPOBHS [IUKJINYECKOT0 Ir'yaHO3uHMOHOpochaTa (' M),
4TO, B CBOIO OUepedb, BEI3LIBAET pacciabieHue I1agKold MyCKylaTyphl KaBEPHO3HBIX
TeJI, CIIOCOOCTBYSI IPUTOKY KPOBH.

CunpmeHadun sIBISIETCS MOIIHBIM U CEJIEKTUBHBIM UHTUOUTOPOM I MO-
crnenupuieckoun ¢pochoguactepasnl 5 (OI13-5) B KaBepPHO3HBIX Tenax, rae ®I13-5
oTBedaeT 3a pacnap ul' M®. Bnusaaue cungeHaduia Ha SPEKIUI0 UMEET



nepudepudeckui xapakrep. CunmeHadunI He OKa3blBaeT HEIOCPEOCTBEHHOT O
peakCUpyollled JeCTBUSI Ha U30JIUpOBaHHbBIE KaBEPHO3HbBIE Tejla YeJIoBeKa, HO
MOIITHO yCUuBaeT pacciabmnsioiiee nerictsue NO Ha 3Ty TKaHb. [Ipu aKTUBaIIUU
MeTabonudeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT NPU CEKCYaIbHOU CTUMYISIINY,
MHruOupoBaHue cunbaeHadunoMm O35 NPUBOAUT K MOBHIIIIEHUIO YPOBHS Il MO B
KaBEPHO3HHIX TejlaX. TakuM 00pa30oM, OJisd TOTo, YTOOLI cuiimeHaduII BEI3BAI HYKHBIHN
dbapmakonorunyeckuit apdekT, HeoOXOOUMO CEeKCyalbHOEe BO30yXKIeHUe.

Bnusaue Ha dapMakoguHaMuKy. McciemoBaHus in vitro mokasanu, 4To cungeHaduI

SIBJIAETCS CeJIeKTUBHBIM K PJ13-5, 4TO aKTUBHO y4aCTBYET B IIPOLIECCE IPEKIUU.
Bnusaue cungmenaduna Ha ®I19-5 MolllHee, 4YeM Ha OPyTUe U3BECTHBIE
dochomuactepasnl. ITOT 3dhdekT B 10 pa3 MmoirHee, yeM 3¢pGhHEKT BO3[EUCTBUS Ha
®J156, yuacTBYIOIINY B Ipoiieccax GpoTonpeBpamlieHusa B ceTyaTke. [Ipu npuMeHeHUHA
MaKCHMaJIbHLIX PEKOMEHOOBAHHLIX 03 CEIEKTUBHOCTD cungeHaduna B ®I19-5 B 80
pa3 npesBhiIaeT ero ceaeKTuBHOCThE K @PIIE]1, B 700 pa3s Beitie, yeM B OIIE2, ®I13-3,
OIIE4, ®INIE7, ®OE8, ®OE9, ®IIE10 u ®IIE11. B 4acTHOCTH, CEJIEKTUBHOCTH
cunpeHaduma B ®I03-5 B 4000 pa3 mpeBHIIIaeT ero cejIeKTUBHOCTE K ®I13-3 - TAM®-
cunenuduyeckou ndopopmul O3, y4acTBYIOILINYN B PETYIAIUNA CEPAEUYHOU
COKPaTUMOCTH.

dapMaKOKHHETHKA

Abcopbuusi. Cunmeradus 6bIcTpo abcopbupyeTcsi. MakcuManbHas IIa3MeHHasa

KOHIIeHTpauusa gocturaercs B Tedyernue 30-120 muHyT (C MeguaHou 60 MUHYT) IIOCJiE
€ro IIepopajbHOTO MPUMEHEeHU HaTollaK. CpenHsiss 6MOgOCTYIIHOCTh ITOCIIe
IIepopaybHOro npuMeHeHuUs cocrasisgeT 41% (c guanasoHOM 3Ha4YEeHUU OT 25 [0
63%). B pekomeHmoBaHHOM auarna3oHe go3 (oT 25 mo 100 mr) moka3aTtenu AUC u
MaKCHUMaJIbHOU KOHIIEHTPAlluU cuifgeHadusa nocjie ero nepopajbHOro IpuMeHeHU I
MIOBHILIAIOTCS IPOIOPLIMOHAIBHO J03€.

[Tpu npuMeHeHUU cusgeHaduIa BO BpeMs IIpueMa IIHUIIN cTeneHb abcopOuu
CHHUZKAETCS CO CPeOHUM yaJInHeHHeM Tmax 1o 60 MUHYT ¥ CPeOIHUM CHUXKEHHUEM
Cmax Ha 29%.

PacnpedeseHue. CpenHul paBHOBECHBIN 00beM pacnpenenenus (Vd) cocrasmsier 105

JINTPOB, YTO CBUAETEIBCTBYET O pacIpefesieHuu IIpenapaTta B TKaHAX OpraHu3Ma.
[Tocne ogHOKpaTHOTO IIpUeMa BHYTPb cunngeHaduna B go3e 100 Mr cpegHss
MaKCHMaJIbHas o0Iias ImIa3MeHHast KOHIIeHTPallus cuiageHaduia cocTaBisieT
npuMepHo 440 Hr/mn (KoadduiieHT Bapuanuu coctaBnsaeT 40%). IToCKOIBKyY
CBsI3BIBaHUE cuimeHaduia u ero riaaBHoOro N-mecMetusn-metadonuTa ¢ 6enKaMu
mja3Mel gocturaet 96%, cpenHsiss MaKCuMallbHad IJla3MeHHasd KOHIIeHTPalus
cBobogHoro cunmeHaduna gocturaeT 18 ur/ma (38 #Mosnb). CTeneHb CBI3LIBAHUS C



OeTKaMu I1JIa3MbI HEe 3aBUCUT OT OOIIMX KOHIIEHTPaUui cunmeHaduia.

Y 300poBBIX TOOPOBOJILIIER, MONMYYaBIINX CUIgeHaduI OOHOKpPATHO B mo3e 100 mr,
yepe3 90 MUHYT B 9aKyJisaTe onpenensanock meHbie 0,0002% (B cpegaeM 188 Hr)
OO3HI.

Memab6oausm. Metabonu3m cungeHadusa oCcylleCcTBIIseTCs ITIaBHEIM 00pa3oM ¢
y4acTheM MHUKpPOCcOMabHBIX U30(pepMeHTOB IeueHr CYP3A4 (0OCHOBHOU ITyTh) U

CYP2C9 (BTOpOCTENEHHBIY ITYTh). [ TaBHBIM HUPKYIUPYIOMINY MeTabomuT o0pa3yeTcs
nyteM N-gemMeTunupoBaHus cunmeHaduna. CeneKTUBHOCTh MeTabonuTa
oTHOCUTENbHO PJI1D-5 cpaBHUMA C CEJIEKTUBHOCTBIO culmeHadusia, a akTUBHOCTD
MeTabosnuTa oTHOCUTENbHO ®PI13-5 cocTaBmnsgeT npuMepHo 50% aKTHBHOCTH MCXOIHOIO
BellecTBa. [I1a3MeHHas KOHIIEHTPAIUs 3TOro MeTabonuTa cocTtasnsieT npumepHo 40%
KOHIIEHTpAIluM cuigeHaduia B mjaa3Me KpoBu. N-IeMeTHUIUPOBAaHHOTO MeTab0IUT
IMoaBepraeTcs majabHeNIeMy MeTaboIu3My, a IIepuo] ero MoJIyBLIBeIeHU s
COCTaBIsAeT NpuMepHO 4 Jaca.

BuvigedeHue. O0mu KnupeHc cungeHaduna coctaBnseT 41 j1/4, BEI3EIBaAs IIEPUOM €TI0

[I0JIyBBIBEJEHUS IIPOOOJIKUTEJILHOCTHIO 3-5 yacoB. Kak mocjse npueMa, Tak 4 IocCJje
MMPUMEHEHUST 9KCKpellus cuiigeHaduna B Buge MeTab0oJIMTOB OCYIIECTBIISIETCS
ry1aBHBIM 00pa30oM ¢ KanoM (mpumepHo 80% BBeOeHHOM BHYTPD [M03bI) U B MEHbIIEHN
cTeneHu ¢ Mo4you (mpuMmepHo 13% BBemeHHOU MePOPaIbHOMN MO3HI).

dapMaKOKHHETHKA B OCOOLIX I'PYHII HAIIUEHTOB.

ITauyueHmul nodicun020 8o3pacma. Y 3MOPOBBLIX HOOPOBOJIBIIEB ITIOXKUIIOTO BO3pacTa
(ctapize 65 meT) oTMedasioCh CHUXKEHNe KIUpeHca cungeHaduiaa, 4To MPUBOOUIIO K
MMOBBIIIIEHUIO IIa3MEHHBIX KOHIIeHTPpalui cuigeHadusia u ero akTUBHOro N-
OeMeTUJINPOBAaHHOTO MeTabonuTa npuMepHo Ha 90% 110 CpaBHEHUIO C
COOTBETCTBYIOIIUMYU KOHIIEHTPAIUSIMHU y 3MOPOBLIX JOOPOBOJIBIIEB MOJIOAOTO BO3pacTa
(18-45 net). B cBsI3U C BO3PAaCTHBIMU PA3TUYUSMU B CBSI3BIBAHUU C O€JIKaMU I1JIa3Mbl
KPOBU COOTBETCTBYIOIIIEE ITOBHIIIIEHME TIJTa3MEHHON KOHIIEHTPAaIlui CBOOOIHOT O
cunpeHaduma coctaBinsiao mpuMepHo 40%.

IToueyHass HeOdocmamoyuHocmb. Y moOPOBOJIbIEB C HapylIeHueM GYHKIIUU ITI0OYEK
JIETKOU U CpenHel cTeneHu (kKnupeHc KpeatuHuHa 30-80 mi/MuH) apMaKOKHHETHKA
cungeHaduia ocTaBajach HEU3MEHHOU IIOCJIEe €0 OOHOKPATHOTO IIpreMa BHYTPD B
mo3e 50 mr. Cpenuue AUC u Cmax N-geMeTUIupoBaHHOro MeTabonuTa
COOTBETCTBEHHO ITOBHIIIAJIUCh MaKCUMyM Ha 126% u 73% 1m0 CpaBHEHUIO C TAaKUMU
IMoKa3aTelsIMH y HOOPOBOJIbIIEB TAKOTO K€ Bo3pacTa 0e3 HapyIllleHu QyHKIUHN ITI0YEK.
OpmHaKo 13-3a BEICOKOM MHOUBUAYaTbHON BapuabesIbHOCTU 3TU Pa3IUYus He ObIIH
CTAaTUCTUYECKU 3HAYMMBIMU. Y MOOPOBOJIBIIEB C TSAXKEIBIMU HaPYIIEHUSIMHU QYyHKITUU
noyek (KnupeHC KpeaTuHUHa HUKe 30 MJI/MUH) KIIUPEHC CUgeHaduIa CHUXKAJCH,



41O nIpuBOOuio K cpegHuM nosuilieHU AUC u Cmax coorBeTcTBeHHO Ha 100% u 88%
10 CPaBHEHMIO C HOOPOBOIbIIaMU TAaKOTO Ke Bo3pacTa 0e3 HapyluleHud GyHKIIUU
nmouyek. Kpome Toro, 3Hauenue AUC u Cmax N-geMeTunImpoBaHHOTO MeTaboIuTa
3HauuMO IoBbImanuck Ha 200% u 79% COOTBETCTBEHHO.

IleyeHouHas HedocmamoyHoCMb. Y mMOOPOBOJILIIEB C TUPPO30M IT€YEHU JIETKOU U
cpenmHel cTeneHu (KnaccoB A u B o knaccudpuraumm Yaung - [1610) KITUpeHC
cunpeHaduma CHUXKAaJcA, 4To npuBoauso K noseiineHno AUC (84%) u Cmax (47%) o
CPaBHEHUIO C COOTBETCTBYIOIIMMHU ITOKa3aTelsIMU ¥ HOOPOBOJIbIIEB TAKOTO XKe
Bo3pacTa 0e3 HapylleHuu GyHKIUMN nedyeHu. PapMakKOKMHETHKa cunmeHaduna y
NanUeHTOB C HapyeHUuAMU (PYHKIINU IIeUeHU TAXKEeJIOW CTEIeHU He U3y4daloCh.

IToxa3aHus

[Ipenapat Buarpa peKOMeHOyeTCs IPUMEHATh MyK4YUHaM C 9PEKTUJIbHOU
oucyHKITMEW, KoTopasi oImpenessieTcss Kak HeCITOCOOHOCTb HOCTUYDb UIU MOAAepKaTh
SPEKIINIO ITOJIOBOTO YJIeHa, He0OX0OAMMYIO OJIs YCIIEITHOTO IOJI0BOTO aKTa.

st 3¢ PeKTUBHOTO OIeWCTBUS IIpelapaTa Buarpa Hy>KHO CeKCyalbHOe BO30yXKOeHue.
IIpoTuBOMOKAa3aHHUSI

e TIOBBIIIIEHHAS! YyBCTBUTEJILPHOCTh K aKTUBHOMY BEIllECTBY MIIU JIIOO0OM U3
BCIIOMOTaTEJIbHBIX BEIIECTB IIpelapara;

e OHOBpPEMEHHOE ITPUMEHEHNE C JOHOpPaMHU OKCHOa a30Ta (TaKUMU Kak
AMUJTHUTPUT) WU HUTPATaMU B 110001 (popMe MPOTUBOIIOKA3aHO, ITIOCKOJIBKY
M3BECTHO, YTO CUImeHaduI BIUsIEeT Ha IIyTHu MeTaboIM3Ma OKCHUIa
a30Ta/IUKINYEeCKOro ryaHo3uHMoHodocdaTa (1I'M®) u moTeHIUpPyeT
TUIIOTEH3UBHOE eV CTBUE HUTPATOB;

e OIHOBPEMEHHOE ITpUMeHeHrue UHruouTopoB ®II3-5 (B ToM yncie cunmeHadumia)
CO CTUMYISITOPaMM I'yaHUJIATIUKIa3bl, TAKUMU KaK PUOIIUTYAT,
MIPOTUBONOKa3aHO, ITOCKOJIBKY MOXKET ITPUBECTH K CUMIITOMAaTU4YEeCKOM
TUNOTEH3UH (CM. pa3gen «B3auMomelncTBre C APYyTUMU JIeKapCTBEHHBIMU
CpeaCcTBaMM U OPYyTrHe BUOLI B3aUMOIOEUCTBUI»);

e COCTOSIHMS, IIPU KOTOPHLIX HE PEKOMEHOYeTCs CeKCyalibHasi aKTUBHOCTh
(HammpuMep TsSKeble CEpOeYHO-COCYAUCThIE PAaCCTPOMCTBA, TaKue KakK
HecTaOuIbHAsI CTEHOKAPOUS UJIN CepledyHast HeJJOCTaTOYHOCTh TSXKeJlon
CTEeIIeHNn);

e TIOTEPSA 3PEHUS Ha OOUWH rjia3 BCIIeOCTBHUE HeapTepualbHOU IIepegHen
UIIeMUYeCKOM HEBPOIIAaTUH 3PUTEIPHOTO HEpBa HE3aBUCUMO OT TOTO, CBI3aHa
9Ta IaTOJIOTUS C IIPEOLIAYIIIUM IPpUMeHeHrneM UHruouTopoB ®I13-5 unu HeT;



e HaJiMyue TakKux 3aboreBaHuM, KaK HapylleHue GYHKIIUY ITIeYeHU TAXKEI0on
CTeIleHU, apTepuajibHas TUIIOTEeH3us (apTepuanbHoe gaBneHue Huxke 90/50 Mmm
pT. CT.), HEIABHO I€PEHECEHHbIM UHCYIbT WU UH(PAPKT MUOKapaa U U3BECTHHIE
HacleOCTBeHHLIE JeTeHepaTUuBHEIE 3a00/ieBaHus CeTYaTKU, TaKue Kak
NUTMEHTHBIU PEeTUHUT (HeOOJIbII0e KOJINUYEeCTBO TaKUX MTAllieHTOB UMEeT
reHeTudyeckue paccrpoicta @13 ceTyaTKM), TOCKOIBKY 6€30M1aCHOCTD
cungeHaduia He UCCIeJ0BaINCh B TAKUX MOATPyNIIax NalueHTOoB.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIbI
B3aMMOOEHUCTBUHA

BausHue Opya2ux snekapcmeeHHblx cpedcme Ha cusadeHadui.

HccnepoBanus in vitro. MetabonusM cunmeHadusia MPoOUCXOOUT ITPEUMYIIIECTBEHHO C

ygactueM u30popMbl 3A4 (OCHOBHOU IIyTh) U U30OPMEL 2C9 (BTOPOCTEIIEHHBIN Iy Th)
nutoxpoma P450 (CYP). [TosToMy HHTUOUTOPH 3TUX U30(pepMEHTOB MOTYT CHUXKATh
KJIUpEeHC cungeHaduna, a UHOYKTOPHI 3TUX U30(hEePMEHTOB MOTYT HOBHIIIATh KIIUPEHC
cunpgeHaduna.

HccnepgoBanus in vivo. [TonynsiimoHHBIN (PapMaKOKHHETUUYECKUYM aHalInu3 JaHHBIX

KJIMHUYECKUX MCCIJIeHOBaHUU IIPOJEMOHCTPUPOBAJl CHUXKEHNE KIINPeHca cunaeHaduia
P OJHOBPEMEHHOM ITpuMeHeHuu ¢ uHrudbutopamMu CYP3A4 (TaKuMHU KaK
KETOKOHA30JI, 9PUTPOMUIINH, HUMETUONH). XOTs IPU OOHOBPEMEHHOM IIPUMEHEHUU
cunmeHaduna u *HruOUTOPOoB CYP3A4 pocT 4acTOTHI MOOOYHKIX SIBIIEHUN HE
HaObJII0OanIoCh, cjIegyeT PaCCMOTPETh BO3MOXKHOCTh MPUMEHEHUST HadaIbHOM HO3bI
cungeHaduma 25 mr.

OnHOBpeMEeHHOe IIpUMeHeHne NHIubuTopa rmporea3sl BUY, oueHb MOIITHOTO
uHruoutopa P450, B cocTosiHMY paBHOBECHOU KOoHIeHTparuu (500 Mr 1 pa3 B CyTKHU) U
cungeHaduna (pazoasa go3a 100 Mr) mpuBOOMIIO K HOBHIIIeHUI0 Cmax cuigeHaduia
Ha 300% (B 4 pa3a) u nosuilieHUI0 m1a3MmenHou AUC cungenadwuna Ha 1000% (8 11
pa3). Yepes 24 yaca miIa3MeHHBIM YPOBEHDb CUiIgeHadua Bce ellle COCTaBIIsI
npumepHOo 200 HI/MII IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEPHBIM OJIs
IpUMEeHEeHUS CuigeHaduia OTOAEIbHO, YTO COTJIaCyeTCsa CO 3HAaUUTEJIbHBIM BIIUSIHUEM
pUTOHABUPAa Ha IIMPOKHUM crieKTp cyocTtpaTtoB P450. CungeHadun He BIUSET HA
(bapMaKOKMHETHUKY PUTOHABUPA. YUYUTHIBaA 3TN PapMaKOKUHETUYECKUE TaHHbBIE
OOHOBPEMEHHOE IPUMEeHeHNe culgeHaduna u puToHaBUpa He peKOMeHayeTcs (CM.
Paspen «OcobeHHOCTY ITPUMEHEHUS»); B JIIOOOM CJIydyae MaKCHUMaJlbHas Jo03a
cunmeHaduiaa Ipu KakKux 00CTOATEJIbCTBaX He OJI2KHA MPEeBHIIIaTh 25 MI' B TEYEeHUE
48 4Jacos.



OmHOBpeEMEHHOe TpuMeHeHre nHrub6uTopa BUY-nipoTea3rl cakBUHaBHUPa, UHTUOUTOpA
CYP3A4, B no3e, obecrieurBaeT paBHOBECHYIO KOHIIeHTpanuio (1200 Mr Tpu pa3a B
cyTKm) u cungeraduna (100 Mr ogHOKpaTHO) IPUBOAUJIIO K HOBHIIIEHUIO Cmax
cunpeHaduna Ha 140% u yBenuueHue cucteMmHou skcnosunmm (AUC) cungeradpuna
Ha 210%. He BrIsiBIEeHO BIUSHUS culgeHaduna Ha papMaKOKMHETUKY CaKBUHaBUPaA
(cm. Pasgen «Crnocob mpuMeHeHHus U [03bI»). [Ipenarosnaraercs, 4To 601ee MOIIHBIE
uHrnoutopsl CYP3A4, Takre KakK KeTOKOHA30JI M UTPAKOHA30J1, OyoyT uMeTh Oojee
BBEIpazkeHHOe BIIUSHUE.

[Tpu npumeHenuu cungeHadpuna (100 Mr ofHOKPaTHO) U 3PUTPOMHUIIMHA, YMEPEHHOTO
unruoutopa CYP3A4, B paBHOBeCHOM cocTossHUH (500 MT ABaXObl B CYTKU B TEYEHUE
5 mHel) HaOII0aar0Ch IMTOBHIIIIEHE CUCTEMHOMN 9KCIO3UIINU culgeHaduna Ha 182%
(AUC). Y 3m0opoBBIX MOOPOBOJIBIIEB MY2KCKOT'0 I10JIa He HaOJII00aioCh BIUSHUS
asutpomunuHa (500 mr B TedueHue 3 cyTok) Ha AUC, Cmax, Tmax, KOHCTaHTy
CKOPOCTH 3IMMHHALIMU U MOCIEAYIOIINN IIePUO II0JIyBEIBEeHU CungeHadunia uiu
€ro OCHOBHOT'O LIMPKYIUpPYyoIilero MmetabonuTa. Llumetuaun (MHTuOUTOP IIUTOXpOMaA
P450 u Hecnienmudpuueckuit uHrnouTOp CYP3A4) B mo3e 800 Mr mpu 0HOBPEMEHHOM
MMPUMEHEHUU C cuiameHaduiaoM B go3e 50 MI y 300POBLIX TOOPOBOJIBIEB ITPUBOIUI K
MIOBBIIIIEHUIO IIa3MEHHON KOHIIeHTpaluu cuigeHaduia Ha 56%.

['peiindpyTOBLIN COK siBNsieTcs ciaabbiM uHruoutTopom CYP3A4 B cTeHKe KUIIEYHUKA U
MOZKET BBI3BAaTh YMEPEHHOE MOBHIIIIEHNE YPOBHEHN CcUJIfeHaduIa B Ij1a3Me KPOBH.

OpmHOKpaTHOE IpUMEHEeHNWe aHTalluaoB (MarHus rugpoKcua/alioOMUHNS THOAPOKCHUIA)
He BJIMSJIO Ha OMOOOCTYITHOCTD CUJIgeHaduna.

XOTs UCcCegoBaHul CrielupuIeCcKoro B3auMOIOENCTBUS CO BCEMU JTI€eKapPCTBEHHBIMU
CpeacTBaMM He IPOBOOUJIIOCH, IO HAaHHBIM IIONYISIIMOHHOTO (hapMaKOKNHETHYECKOT O
aHanu3a, papMakKOKMHETHUKA culgeHaduna He MeHsA/IaCh IPU OOHOBPEMEHHOM
NIPUMEHEHUN C JIEKapCTBEHHBIMU CPEeACTBaMHU, KOTOPhIE IIPUHAAJIeXXaT K IPyIIIe
uaruoutopoB CYP2C9 (tonbyramup, Bapdaput, GeHUTONH), TPYIIIEI MHTHOUTOPOB
CYP2D6 (Takux Kak ceJIeKTUBHbIe MHTHOUTOPHEI 00pPaTHOTO 3aXBaTa CEPOTOHUHA,
TPULUKIINYECKHEe aHTUOEPeCCaHThl), TPYIITEI THA3UOHBIX ¥ THA3UI0IIOO00HBIX
OUYPETUKOB, TIETJIEBLIX U KaJuiicOeperarwux JUyPeTUKOB, HHTuOuTOpoB AIT®,
QHTAarOHUCTOB KaJbIlMsi, aHTaTOHUCTOB P-aApeHOPEeeNnTOPOB NN UHOYKTOPOB
MeTabonu3ama CYP450 (Takux Kak pudpamMnouiiut, 6apOouTypaTsl).

B xope uccriegoBaHUs C y4aCTHEM 3[0POBHIX TOOPOBOJILIIEB-MYKUYHUH OOHOBPEMEHHOE
NpuMeHeHNe aHTaroHUCTa SHAOTeNnnHa OoceHTaH (yMepeHHBIM nHOYKTOpP CYP3A4,
CYP2C9 u, Bo3amoxuo, CYP2C19) B paBHOBECHOM COCTOSSHHUHU (125 MTI ABaKObl B CYyTKH)
U cungeHadwuia B paBHOBECHOM cOCTOsTHUU (80 Mr Tpu pa3a B CyTKM) IIPUBOAMIIO K
cunxenre AUC u Cmax cungerHadusia Ha 62,6% u 55,4% coorBeTcTBeHHO. [ToaTOMy
OOHOBPEMEHHOE IPUMEHEeHNEe TaKUX MOIIHLIX NMHOYKTOPOB CYP3A4, Kak pupaMIuLyH,



MOKEeT IIPUBOOUTE K 00Jiee BHIPaKeHHOMY CHMXKEHHIO KOHIIeHTPAaIluy CuigeHadmia B
I1a3Me KPOBH.

HukopaHoun npencTaBisieT coO00M ruOpua aKTUBaTOPa KalbIIMEeBHIX KAHAJIOB U
HUTpaTa. HUTpaTHLIM KOMIIOHEHT ITpefonpenensieT BO3MOXKHOCTb €0 CEPhe3HOT 0
B3aMMOOENCTBUS C CUJIbJeHadUIoM.

BausiHue cundeHaguaa Ha Opyaue s1ekapcmeeHHble cpedcmaed.

HccaedosaHus in vitro. Cunpenadun - cnabbvii muHruoutop usodopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 mtoxpoma P450 (MK50> 150 mkmoib). [I0OCKONBKY ITMKOBEIE

IJTa3MeHHble KOHIIEHTPAIIUY cuiigjeHaduia paBHbl IPUMEPHO 1 MKMOJIb, BIUSHUE
ImperapaTa Buarpa Ha KJIUPeHC cCyOCTPaTOB 3TUX U30(ePMEHTOB MaJIOBEPOSITEH.

OTCYTCTBYIOT [JaHHBIE O B3aUMOJENCTBUU CUIdeHadua U TaKUX HecmenupuiecKux
UHTUOUTOPOB (pochoauscTepasnl, KakK TEOGUIIIUH U OUITUPUTAMOII.

HccaedosaHusA in vivo. TOCKOJIBKY B U3BECTHO, UTO CUIAeHadUI BIUIET HA

MeTabo/IM3M OKCHIa a30Ta/IIUKINYeCcKoro ryanHo3naMonodocdara (1’ M), 651110
YCTaAHOBJIEHO, YTO cUJifeHadu/l MOTEeHIUPYET TUIIOTEH3UBHOE [JeMCTBUE HUTPATOB,
IT03TOMY €T0 OJHOBPEMEHHOE MPUMEHEeHNe C JOHOPaMH1 OKCHa a30Ta UM HUTpaTaMu
B J1I000# (hopMe IPOTUBOIIOKA3aHO (CM. «IIpOTHMBOIIOKA3aHUI»).

Puonuryar. [JOKIMHAYECKUE UCCIIeAOBaHUs MOKa3alu afdUuTUBHBIUN CUCTEMHBIU
9(pbeKT CHUKEeHHUS apTepuaJIbHOr0o JaBJIeHUSs IPU OJHOBPEMEHHOM IIPUMEHEHUN
uHruoutopoB ®JI13-5 ¢ puonuryaromMm. KinnHu4yeckre UCCIeIoBaHus OKa3asu, YTO
pUoLMTyaT YCUIUBAET TUIIOTEH3UBHOE [elcTBUEe MHTuOuTOpoB PI13-5. YV nanuueHTOB,
y4aCTBOBaBIINX B MCCJIEJOBaHUHU, He HaOJII0aioCch KJIMHNYECKOT0 3 deKTa npu
OOHOBPEMEHHOM IIpUMeHeHUuU UHruouTopoB ®I13-5 ¢ puomuryaTom.
[IpoTMBOMOKA3aHO OJHOBPEMEHHOE TPUMEHEeHNe PUOIUTyaTy ¢ uHruoutopamu ®JI3-5
(B ToM umcne ¢ cunbaeHadunom) (cMm. Pasmen «I[IpoTuBOmOKa3aHUS»).

OpmHOBpeMeHHOe MpUuMeHeHNe cuineHaduia 1 6JI0KaTOPOB 0-agpPeHOoPeIenTopoB
MOZKET IIPUBECTU K Pa3BUTHUIO CUMIITOMATU4YE€CKOU T'HMIIOTEH3UU ¥ HEKOTOPHIX
MIpenpacioioOKEeHHBIX MallMeHTOB. Takas peaKIlusa 4aCcTO BO3HUKAJIA B TeueHue 4
YacoB IocJie MpuMeHeHus cungeHadua (cMm. Pazmensl «Cnocod MpuMeHEHUS U TO3bI»
u «OcobeHHOCTU IPpUMeHeHUs1»). B xome 3 uccrnemoBanuii crieliupruiecKkoro
B3aMMOIEeMCTBHUS JIEKaPCTBEHHBIX CPEACTB O0JI0KaTOP X-agpPeHOoPeIenToOpPoB
mokca303uH (4 mr u 8 mr) u cungerHadun (25 mr, 50 mr u 100 Mr) npUMeHSIIUCH
OIHOBPEMEHHO MallMeHTaM C MoOOpOKaYyeCTBEHHOM! ruIepIia3uell mpeacTaTeIbHOU
XKeJe3bl, CTabUIM3anusa COCTOSTHUS KOTOPBIX Obl/Ia MOCTUTHYTa IIPU IIPUMEHEHUN
OOKCa303uHa. B aTux momynsiusax HabJioganoch cpeaHee TOIOTHUTEIbHOe CHUXKEeHUe
apTepuayibHOTO JaBJI€eHHUS B IIOJIOKEHUH Jiexxa Ha 7/7 MM pT. CT., 9/5 MM pT. CcT. u 8/4



MM PT. CT. M CpefHee CHUXKEHNEe apTepHUaIbHOTO OaBJIeHUS B IOJIOXKEHUM CTOS Ha 6/6
MM pPT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT. COOTBETCTBEHHO. [Ipy 0mHOBpEMEHHOM
MIpUMEHEHUU cuigeHadumia U JOKca303uHa Y MMallieHTOB, CTaOUIN3allus COCTOSTHUS
KOTOPHIX ObIJIa OCTUTHYTA IIPU IPUMEeHEeHUY NOKCa303WHa, MHOI'la Co00Ianoch O
Pa3BUTHUU CUMIITOMaTUYECKONM OPTOCTAaTUUYECKOMN TUIIOTEH3UU. B 9TUX COOOIEeHUAX
TOBOPHUJIOCH O CIIy4dasiX TOJIOBOKPYKeHUe U MpegoOMOpoYHOe COCTOSSHUE, HO Oe3
CHUHKOIIE.

He Habmiomanoch HUKAKUX 3HAUYMMBIX B3aUMOOENUCTBUM IIPU OOHOBPEMEHHOM
npuMeHeHnuu cungeraduna (50 mr) u tondyramupga (250 mr) unu Bapdapuna (40 mr),
KoTopble MeTabonusupywoTtcsa CYP2C9.

Cunpmenadun (50 Mr) He MPUBOAUI OBl K YBEJIMYEHUIO BPEMEHU KPOBOTEYEHM S,
BEI3BAHHOTO IIPUMEHEHNEM alleTUJICAIUIINIOBOM KHUCIOTHI (150 Mmr).

Cunpenadun (50 Mr) He IOTEHIIMMPOBAJI TUIIOTEH3UBHOE [IEWCTBHUE AJIKOTOJIS Y
3[I0OPOBBIX MOOPOBOJIBIIEB ITPU CPeHEM MaKCHUMaJIbHOM YPOBHE 3TaHOoJIa B KpoBu 80
MT/0JI.

Y nauueHTOB, MMOJIy4YaBIINX CUJimeHadus, He HaOII0OarI0Ch HUKaKUX pa3Iudyui
nmpoduss no604YHBIX 9PEHEKTOB II0 CPAaBHEHUIO C TJ1alle00 IIpyU OOHOBPEMEHHOM
IPUMEHEHUN TaKKUX KJIaCCOB ITMIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEACTB, KakK
OUypPeTUuKU, 6JI0KaTOPHI B-agpeHopelenTOpoB, UHTuOuTOpPhl AII®, aHTAarOHUCTH
aHruoTteHs3uHa lI, anTurunepTeH3UBHEIE JIEKaPCTBEHHBIE CPENCTBA
(cocymopacuupsoliie U eHTPaabHOTr 0 JeUCTBUA) , 6JI0KaTOPH afpeHepPTruiecKux
HEeWPOHOB, OJI0KATOPHI KaIbIIMEBBIX KaHAIOB U OJIOKAaTOPHI A-afpeHOopeLenTopoB. B
cIlelnaJIbHOM HMCCIeOBaHNM B3aMMOOEUCTBUS IIPU OOHOBPEMEHHOM IIPUMEHEHUHU
cungerHaduna (100 Mr) m amnogunrHa NaqeHTaM C apTepuaabHOU TUIEePTEeH3ueNn
HabJII01aI0Ch OOMOTHUTENbHOE CHUXKEHNE CUCTOJIMYECKOTO apTepraIbHOT0 OaBJIeHU
B [IOJIOKEHUM JIeXKa Ha 8 MM pPT. CcT. CHUXKEHUE OUaCTOJINYECKOT0 apTEPUaIbHOr 0
OaBJI€HUS COCTABUJIO 7 MM PT. CT. IIo BeIU4YUHE 5TU OOIIOJIHUTEIbHbBIE CHUXKEHNEe
apTepuasibHOTO JaBJeHUs ObIIM COIOCTAaBUMEBI C TEMH, YTO HaOJIIOOaIuCh IPHU
MIPUMEHEHUH TOJILKO culifeHadumia y 3MOpoBLIX DOOPOBOJIbLEB (CM. Pa3zmen
«dapMakKoJIOTU4YEeCKNe CBOMCTBa»).

Cunpgenadun B go3e 100 Mr He BIUAI Ha ¢papMaKOKMHETUUYECKHUE ITOKa3aTelIu
MHTUOUTOPOB nmpoTea3bl BUY cakBUHaBUPA U PUTOHABUPA, KOTOPHIE SIBISIOTCS
cyoctpatamu CYP3A4.

Y 300poBBIX TOOPOBOJILIIEB MY2KCKOT'O TI0JIa IPUMEeHEeHUs cuigeHaduia B
paBHOBeCHOM cocTossHUU (80 Mr Tpu pa3a B CyTKHU) NIPUBOAUIIO K NOBHIIIeHUI0 AUC u
Cmax 6oceHTaH (125 Mr gBaxKabel B 0eHb) Ha 49,8% u 42% COOTBETCTBEHHO.



OCo00EeHHOCTH MPUMEHEeHHUSI

Ilo HayaJsia Tepaluu ciegyeT coopaTb MeOUIIMHCKUY aHaMHe3 MallueHTa U ITPOBECTH
du3ukanbHOEe oO6CcneqoBaHue OJII OUAaTrHOCTUKU 9PEKTUIBHON OUCHYHKIIUU U
OIlpeleleHUsI ee BO3MOXKHBIX TPUYHH.

daxmopbl pucka cepdeuyHo-cocyoucmuix 3abosesarutl. ITOCKONIbKY CeKCyabHas
aKTUBHOCTH COTIPOBOXKAAETCS ONpeAesieHHLIM PHUCKOM CO CTOPOHEI Cepflla, IO Hadalia
J11000T0 JIeYeHUsI 3PEeKTUIbHOU AUCGYHKIIUY Bpay MOJIKEH OIeHUTh COCTOSTHUE
CepOedYHO-COCYOUCTOM CUCTEMEI nalmeHTa. CungmeHaduI OKa3bIiBaeT
COoCymopacIImpsIoniee EUCTBUE, IPOIBIIETCS JIETKUM U KPAaTKOBPEMEHHEBIM
CHUKEHHEM apTepuaabHOro gaBneHus (cM. Pazmen «®apmakomorudeckue»). [1o
Ha3Ha4veHus cuiigeHadusa Bpayd OOIXKEH TIAaTEIbHO B3BECUTDH, MOXKET JIM TaKOM
9¢pdeKT HeOIaronpusATHO BIAMATDL Ha MMAllMEeHTOB C ONpeaeIeHHBIMU OCHOBHBIMU
3abo0eBaHUsIMU, 0OCOOEHHO B COYETAaHUHU C CEKCYalbHOM aKTUBHOCTHIO. K manueHTaMm c
MOBHIIIIEHHOW YyBCTBUTEJILHOCTHIO K Ba30AMIaTaTOPOB OTHOCSTCS MAllMeHTHl C
0o0CTpyKLMEeN BEIBOOHOTO TPaKTa JIeBOT0 XKeJlyodKa (HalmpuMep, CTEHO3 aOpTHI,
runepTpodurdeckasi OOCTPyKTHBHAS KapOAUOMHUOIIaTUsI) U MAIlUEeHTHl C PeOKUM
CUHAPOMOM MYJIbTUCUCTEMHOMN aTPOPUU, OOHUM U3 IIPOSABIEHUU KOTOPOU SIBISAETCS
TSI2KeJloe HapyIllleHue Perysilui apTepuaabHOTO JaBJI€HUS CO CTOPOHLI BETeTaTUuBHOMU
HEPBHOU CUCTEMHI.

Buarpa noteHnupyeT runioTeH3UBHOE OeUCTBUE HUTPATOB (cM. Pasgen
«[IpoTuBOIOKa3aHUI»).

B mocTMapKeTUHTOBLIM MEPUOM COO0IIanoCch O TAXKEBIX ITOOOYHBIX PeaKIIMsIX CO
CTOPOHBI CEPMIEYHO-COCYANCTON CUCTEMBI, BKJII0oYasi MHPapKT MHUOKapAaa,
HecTaOuJIbHOM CTEHOKapauel, BHE3aIllHYI0 CEPAeYHYI0 CMEPTh, KEeNyoo4YKoBas
apuTMHus, 1epedpPoBaCKYIISIPHLIE KPOBOUIIUSIHUS, TPAH3UTOPHYIO UIIEMUYECKYI0
aTaKy, apTepuajibHOM TUIlepTeH3uen U apTepuaJlbHOU TUIIOTEH3UM, KOTOPHIE 10
BPEMEHU COBIIafalid C MIPUMEeHEeHNeM ITpernapaTa Buarpa. Y 60/bIIMHCTBA ITAIIMEHTOB,
HO He y BCeX, CyIlIeCTBOBaIu (aKTOPhl pPCKa CEPAEYHO-COCYOUCTHIX 3a00IeBaHU.
MHoOTr0 TakuX IMOOOYHBIX peaklnil HabJ1iogasioch BO BpeMs UJIHA Cpa3y IIOCIIE ITOJI0BOTO
aKTa U TOJIBKO HECKOJIBKO CJIy4YHJIOCh BCKOPE II0CJie IPpUMEHEeHU ITpenapaTta Buarpa
0e3 cekCcyaJbHOM aKTUBHOCTU. [I03TOMYy HEBO3MOXKHO OIIPENENINTh, CBI3aHO Pa3BUTHUE
TaKUX MOOOYHBIX PeaKIuii HeITOCPeOCTBEHHO C (paKTopaMu puUCKa, UJIN UX PA3BUTHE
00yCJIOBJIEHO OPYTUMH (haKTOpPaMHU.

ITpuanusm. CpencTBa O JIe4YeHUSA 3PEKTUIbHON OUCPYHKIUY, B TOM YHUCIIE U
cungeHadun, cieayeT Ha3HadaTh C OCTOPOXKHOCTHIO MallieHTaM C aHaTOMUYEeCKUMU
nedopMaIusIMu IeHruca (TaKUMU KaK aHTYIISIIUsI, KaBepPHO3HEIN (Gudpo3 unu 601e3Hb
[NetipoHM) UM MallMEeHTaM C COCTOSTHUSIMU, KOTOPhLIE CIIOCOOCTBYIOT PA3BUTHUIO



npruanu3Ma (TaKuMHU KaK CEPIIOBUIOHO-KJIETOYHAsA aHeEMUSI, MHOXKECTBEHHAasI MHUeIoMa
WU JIEUKeMUs).

[Tocme BBIXOMA IIpemapaTa Ha PHIHOK COO00Ianoch O CIydasaX YOJIUHEHHOM SPEeKIUU U
mpuanui3ma. Ecnu apeknus gnuTcs 6omee 4 4acoB, ITallieHTaM ClieqyeT HeMeOJIeHHO
00paTUTHCS 32 MEAUIIMHCKOMN ITOMOIIbI0. [Ipr OTCYTCTBUU HEMEOJIEHHOTO JIeYeHUST
MIPUANu3M MOXKET IPUBECTH K MOBPEXKIeHUIO0 TKaHeH MeHnca U K CTOMKOI ImoTepe
IIOTEeHITNH.

O0HoBpeMeHHOe npuMeHeHue ¢ Opyaumu uHaubumopamu ®I13-5 uau Opyaumu
npenapamamu 045 A€4YEHUA 3peKmusibHOU duchyHKyuu. be3onacHOCTh u
9(PEeKTUBHOCTh OOMHOBPEMEHHOT' O IPUMEHEHUS CUIgeHaduiIa C OPYyTrUMUA
uHrnobuTopamu ®I13-5 unu gpyruMu npernapaTaMiu Ojis JIeYeHUs TUIIEPTEeH3UU
JIETOYHOM apTepuu, comepzkaliue cungeHadun (Hanpumep PeBaluo), Ui ¢ APYyruMu
ImpernapaTaMu [OJis JIeYeHUs 3PEKTUIbHON OUCPYHKIIUY U3ydanuchk. [ToaTomy
IMpUMeHEeHNEe TaKUuX KOMOMHAIUY He PeKOMEHOyeTCs.

BausHue Ha 3peHue. [locTymnanu CIOHTaHHBIE COOOIIEHNSI O BOSHUKHOBEHUU
neheKTOB 3pEeHMUSI aCCOLMMPOBAHO C IPUMEHEHUEM culgeHaduna u gpyrux
uHTHO6UTOPOB PI3-5 (cM. Pazmen «ITobouHble peaknuu»). O cinydasx HeapTepualabHOMU
repegHel UIIeMHUYeCKOl HEBPOATUM 3PUTEIBHOT0 HEPBA, ABJISETCSI PEOKUM
COCTOSTHMEM, IIOCTYIaJIu CIIOHTAaHHbIE COOOIIEeHUsT U CO00IaoCh B HaI30PHOM
KMCCIeIoBaHNM KaK 00 aCCOIIMMPOBAHHLIX C IPUMEeHEeHUeM cuigeHadusia u apyrux
uHruoutopoB ®JI193-5 (cm. Pasgen «ITobouHble peakiumu»). [TallueHTOB clenyeT
IpenynpenuTh, YTO B ClIydae BHE3allHOI0 HapyIIeHUs 3PEeHUs IPUMEeHEeHU
mpemnapaTta Buarpa cienyeT mpekKpaTUTh U HEMeIJIEHHO 00paTUThCS K Bpaudy (CM.
Pazgen «IIpoTuBOIIOKA3aHUSI»).

O0HoBpemMeHHOoe npuMeHeHue ¢ pumoHasupom. OQHOBpeMeHHOe TPUMeHeH!e
cunpeHaduia U pUTOHaBUPa He pekoMeHayeTcs (cM. Pa3gen «BlaumomericTBue C
OPYTUMU TeKapCTBEHHBIMU CPEACTBAMU U OIPYyTrue BUOLI B3aUMOIEHUCTBUMN»).

O0HoBpeMeHHOe npuMeHeHue ¢ biokamopamu a-adpeHopeuenmopos. ITarmeHTamM,
MMPUHUMAIONIUM OJI0KATOPHI X-aAPEeHOPEeIeIITOPOB, IPUMEHSITh cuiigeHadus cienyer C
OCTOPOXKHOCTBIO, ITIOCKOJIBKY TaKasi KOMOMHAIINS MOXKEeT MPUBECTU K
CHMIITOMaTU4Y€eCKOU TMIOTEH3UN Y HEKOTOPHIX IPEAPACIIOIOKEHHBIX ITallieHTOB.
CuMnToMaTH4YeCcKas TUIOTEeH3UsI OOBIYHO BO3HUKAET B TeUeHHe 4 4acoB II0CIIe
npuMeHeHus cungeHadwuna. C 1eabi0 MUHIMU3alli BO3MOXKHOTO PA3BUTH S
MMOCTYypPaJbHOU TMIIOTEH3UHU y NallMeHTOB, IPUHUMAIOIINX OJTOKaTOPHI (-
aIpeHOoPeleIITOPOB, UX COCTOSTHUE HYKHO CTAaOMIM3UPOBAThL C IIOMOIILI0 0JI0KaTOPOB
X-aJPEHOPEIETITOPOB 0 Havajla IPUMeHeHUsI cungeHaduna. Takxke cieayeTt
paccMOTpPeTh BO3MOXKHOCTh IPUMEHEeHUsT HadaabHOUM J03kI 25 Mr (cM. Pasgen «Crocob
MpUMeHEeHUs U No3kl»). KpoMe Toro, cinegyeT npouH@opMUpoBaTh IallueHTOB, KakK



OEeruCcTBOBATEH B ClIy4ae IIOSBJIEHUSA CUMIITOMOB OpTOCTaTquCKOfI TUIIOTEH3HUH.

BausiHue Ha kposomeveHus. iccinenoBaHus TPOMOOITMTOB YejloBeKa IMoKa3asiy, YTo in
vitro cungmeHadunl DOTEHLIMPYET aHTUArperaluuoHHbIM 3Q(PEeKTH HaTPUA
HUTponpyccupga. HeT HUKaKol MHPOpPMalM OTHOCUTENbHO 0€30MaCHOCTH
MIpUMeEHEHUS CcUjiieHadusa naieHTaMy C HapyIIeHusIMU CBEPTHIBaHUS KPOBU UIIU
OCTpPOM sI3BeHHOI 00JjIe3HbI0. TakuM 00pa3oM, mpuMeHeHue cunmeHaduia
HalMeHTaMy 3TOU I'PYINbEI BO3MOXKHO TOJIBKO IIOCJIEe TIIaTEIbHOU OLIEHKU
COOTHOIIEHHUS [IOJIb3bl U PUCKA.

ITneHo4Has oboa04ka mabaemok cooepacum aakmo3sy. [IpenapaTt Buarpa He cienyeT
MIPUMEHSATH MyKYUHAM C TaKUMHU PeOKMMU HacCleACTBEeHHbBIMU HapyUIeHUSIMH, KakK
HENepeHOCHUMOCTh rajlaKTO3bl, HEOJOCTAaTOYHOCTD JIaKTa3kl Jlalla uian ManbabcopOoius
TIIOKO3BI-TajIaKTO3bI.

[Tocne mpuema 100 Mr 3mMOPOBHIMU TOOPOBOIbIIAMY He HaOII0OaI0Ch BIMSTHUS Ha
MOP(¢OIOTHUIO UM IIOABUKHOCTh CIepMaTo30uaoB (cM. Pa3men
«PapMaKOJIOTUYECKUE»).

ITomepsa cayxa. BpayaMm ciiefyeT IIOCOBETOBATH MTallleHTaM IIPEKPaTUTh IIPUMEHEHUe
uHrnoéuTopoB ®I13-5, BKItoUas mpernapat Buarpa, u HeMeajeHHO 00paTUTHCS 3a
MeOUIIMHCKOM ITOMOIIIBIO B CITydae BHE3AMHOI0 CHUXKEHUS MU IoTepu ciayxa. O6 aTux
SIBJIEHUSIX, KOTOPBIE TaKXKe MOTI'YT COIIPOBOXKIATHLCSA 3BOHOM B yIlIaX U
TrOJIOBOKPYZKeHHeM, CO00IIaIoCh C accolualell BO BpeMeHHU C IPpUMeHeHueM
UHruouTopoB ®I13-5, BKiIodas npenapaTt Buarpa. OnpenenuTsb, 3TU SIBJIEHUS
HaNpsAMYIO CBSI3aHBI C MpUMeHeHueM UHTruoutopoB ®J13-5 unu ¢ opyrumMu pakTopamy,
HEBO3MOXKHO.

O0HoBpeMeHHOe NpuMeHeHUe C 2UNOmMeH3UBHbIMU npenapamamu. Buarpa oKa3bsIBaeT
CHCTEMHOE COCyOOpacCIINpPAIlee OeCTBUE U MOXKET B HaJlbHEUIIIEM CHUXKATb
apTepuajibHOE JaBJIeHHE Y MalueHTOB, IPUMEHSAIOUIUX TUIIOTEH3UBHEIE
JIeKapCTBEHHLIE CpefCcTBa. B oTOenbHOM HMCCIIeOOBaHUM JIEKAPCTBEHHOT O
B3aMMOJEUCTBUS IIPU OOHOBPEMEHHOM NpUMeHeHuu amaoagunuHa (5 mr unu 10 Mr) u
npenapaTta Buarpa (100 Mr) nepopasibHO HabII0[anoCch CpegHee OOMOTHUTENbHOE
CHHUKEHHEe CUCTOJIMYECKOIO JaBJIeHHUs Ha 8 MM PT. CT. U JUACTOJIMUYECKOTO - Ha 7 MM
PT. CT.

3abosesaHusi, nepedarow,uecs noaosviM nymem. [IpuMeHeHue mIpernapaTa Buarpa He
3amuilaeT oT 3a00IeBaHU, ITepeaaloIlnXCcs IIOJIOBLIM nyTeM. CleyeT pacCMOTPETD
BO3MOXKHOCTh MHMOPMUPOBAHUS MAIlMEHTOB 0 HEOOXOOMMBIX MEP OJIS 3alllUTHI OT
3a00s1eBaHu, IMepenaronIuxcs MOJIOBEIM IIYTEM, BKIII0Uasi BUPYC UMMYHomeduimTa
4eJIoBeKa.



CroCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM pPadoTe ¢ MexaHHu3MaMH

Buarpa MoxeT UMeTh HE3HAUYUTEJIbHOE BIUSHUE Ha yIIpaBIeHUE aBTOTPAHCIIOPTOM
WUJIV OPYTUMU MexXaHu3MaMu. [IoCKOIbKY B X0[ie KIIMHUYECKUX UCCIIeJOBaHUU
IpUMeHEeHUSs cuiaeHaduia coobIIanoch O CiIydasaX roJIOBOKPYyKeHNe U HapyIIeHus CO
CTOPOHBI OPTAaHOB 3PEHUs, ITepe] TeM KaK CagUuThCs 3a PYJIb TPAHCIOPTHOI'O CPEeCcTBa
WUJIV OPYTUMU MeXaHu3MaMH, ITallieHTaM HeoOXO0OMMO BhISICHUTDH, KAKOBa UX
WHOUBUAYaIbHAas peaklys Ha IpUMeHeHue npenapara Buarpa.

IIpuMeHeHHEe B MepHO 0ePEeMEeHHOCTH H/IH KOPMJIEHHSI IPYIbIO
[IpenapaT Buarpa He ImpegHa3Ha4deH 019 IPUMEHEeHHUS XKeHIITHHaMH.
Crmoco0 nmpuMeHEeHUsI M T03bI

[TpemapaT IPUMEHSIOT IePOPaIbHO.

B3pocavie. PekoMeHayeMas no3a Buarpa 50 M u npuMeHsIeTCA B Cllydae
HeoOXOOUMOCTH ITPUMEPHO 3a Yac [0 CeKCYyaJIbHOM aKTUBHOCTU. B 3aBUCUMOCTH OT
3P PEeKTUBHOCTH U IEPEHOCUMOCTH IIpernapaTa J03y MOXKHO YBenuduTh 10 100 Mr unm
CHU3UTH A0 25 Mr. MakcuMalibHasd peKoOMeHOoBaHHasa fo3a coctasisgeT 100 mr.
YacToTa NpUMeHEeHUSI MaKCUMaJIbHOM PEKOMEHOyeMOHt JO3HI IIperapaTa cocTaBiseT 1
pa3 B cyTKHU. [Ipu npuMeHeHuM IIpelnapaTta Buarpa Bo BpeMs IIpreMa MMUIY OelCTBUE
IpenapaTa MOXKeT HacTyIlaTh II030HEE, YeM IIPU €r0 IPUMEHEHUN HaTOolIaK.

ITauuenmul nodcun020 so3pacma. Heo6xoguMoCTh B KOPPEKIIMU TO3HI MallieHTaM
IMOZKUJIOTO Bo3pacTa (= 65 7eT) OTCyTCTBYyET.

ITauueHmul ¢ noyeyHou Hedocmamo4yHoCcmbro. 17151 MallueHTOB C II0YEeYHOU
HeJOCTaTOYHOCTHIO JIETKOU U CPedHelN CTEIIeHU TsSIXKeCcTHu (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKoMeHayeMas Jo3a TaKas XkKe, KaK yKa3aHO BhHIIIe B pa3ferie «B3pocrbie».

[ToCcKONIBKY y mallieHTOB C IOYE€YHOU HEJOCTaTOUYHOCThIO TSIKEJION CTEIleHU (KJIIUPEHC
KpeaTuHuHa <30 MJI/MUH) KJIMPEHC CUJIeHadula CHUXKEH, CIIeAyeT PaCCMOTPETh
BO3MOXKHOCTh MIPUMEHEHUS O03bl 25 MT. B 3aBUCUMOCTH OT 9(PPEKTUBHOCTH U
IIePeHOCHMOCTH IIpenapaTa Ipu He0OXOOUMOCTH J03Y MOXKHO YBEJIUUYUTH IIOCTEIIEHHO
mo 50 mr u mo 100 mr.

ITayuenmul ¢ neyeHouHoU Hedocmamo4yHocmbuwio. [I0OCKONBKY Yy ITallueHTOB C
IMe4YeHOYHOU HEeJOCTaTOYHOCThIO (HallpuMep IUPPO30M) KIIUPEHC cUujigeHaduna
CHUXKEH, ClIelyeT paCCMOTPETh BO3MOXKHOCTDh IPUMEHEHUS OO3LI 25 Mr. B
3aBUCUMOCTHU OT 3(pPEKTUBHOCTU U IEPEHOCUMOCTH ITpeliapaTa IIpu HeoOXOOUMOCTHU



D03y MOXKHO YBEJIMYUTh HocTerneHHo g0 50 mr u mo 100 mr.

ITauyuenmul, npumeHAUWUe Opy2ue 1eKkapcmeeHHble cpedcmaea. Eciyu naniieHTE
OOHOBPEMEHHO NMpuMeHsioT nHruouTopsl CYP3A4 (3a UCKITIOYEHUEM PUTOHABHUPA,
IpUMEeHeHNEe KOTOPOTro OOHOBPEMEHHO C CUJIbAeHa(pUIOM He PEKOMEHOYETCS, CM.
Paspesnbl «OcobeHHOCTU TPUMEHEHUI» U «B3auMogeicTBue C APyTrUMU
JIEKapCTBEHHBIMU CPEOCTBaAMU U Opyrue BUObLI B3AaUMOOENUCTBUU, CIIeqyeT PacCMOTPETH
BO3MOXKHOCTb IPUMEHEHUS HayaJlbHOU OO3EL 25 MT).

C 1esnpio MUHUMM3AIIUU BO3MOXKHOTO Pa3BUTHUS IIOCTypPaIbHOU TUIIOTEH3UU Y
MaIMeHTOB, IPUHUMAIOIINX 0JI0OKATOPH A-afPeHOPEIeTOPOB, COCTOSIHUE TaKUX
MMalMeHTOB HYKHO CTaOMIU3UPOBaTh C ITOMOIIbIO OJIOKAaTOPOB Q-adpPeHOPELeIITOPOB A0
HadaJjla MpUMeHeHus cuigeHadusa. Takxke cieayeT paCCMOTPETh BO3MOXKHOCTD
MPUMEHEeHUsT HadaIlbHOM H0o3kl 25 Mr (cM. Pa3mensl «OcOO€HHOCTH IPUMEHEHUI» U
«B3amMopelcTBUE C OPYTUMU JIEKaPCTBEHHBIMHU CPEOCTBaMHU U OPYTHE BHUOEI
B3aUMOOENCTBUI»).

et
[IpenapaT IpoTUBOIIOKA3aH K IPUMEHEHUIO JINllaMU B Bo3pacTe 10 18 ner.
ITlepemo3upoBka

B xome KIMHUYECKUX UCCIIedOBaHUM C y4acThueM JO0OPOBOJIbIEB TPY IIPUMEHEHUN
pa3oBoy Ho3bl cungeHaduna go 800 Mr moboUHbBIE peaKIuu ObLIN TOOOOHEI TEM,
KOTOphIe HaOJIIoaIuch Ipyu IpUMeHeHuU cungeHaduna B 60ee HU3KUX J03aX, HO
BCTpeYasiuCh 4alie u Oulyin 00Jiee TsxXKenbIMU. [IpuMeHeHue cungeHaduia B gose 200
MT He ITPUBOMNIIO K MOBBIIIEHNI0 3¢ (GEKTUBHOCTU, HO BHI3LIBAJIO POCT KOJIMYECTBa
ClIy4aeB pa3BUTHS MOOOYHBIX pPeaKluil (TOIOBHOM 001, ITPUIUBOB KPOBH,

TOJIOBOKPY KE€HUeE, OUCIIEIICUY, 3a/I0’KEHHOCTH HOCa, HapyIIeHUH CO CTOPOHBLI OPraHoB
3peHus).

B cnyyae mepemo3upoBKY ITPU HEOOXOOMMOCTH IPUOErarT K OOBIYHBIM
MMOAePXXUBAIOIIM MEPOIIPUSATUSIM. Y CKOPEeHHe KIIMpeHca cuigeHaduia npu
reMoaualii3e MaJIOBEPOSITHO BCJIEACTBUE BHICOKOM CTEIEHU CBSI3BIBAHMS ITpeIapaTa C
OenKaMu I171a3Mbl KPDOBU M OTCYTCTBUS SIIUMUHAIINY CUIAeHadMIa ¢ MOYOH.

ITobouHBbIE peaKIIuu

[Tpoduns 6e30macHOCTHU MTpernapaTa Buarpa oCHOBaHO HA JaHHBIX, ITIOJTYYEHHBIX OT
9570 nmaueHTOB B X0fe 74 MBOMHBIX CJIEMBIX I1J1alle00-KOHTPOJIUPYEMBIX KIIUMHUYECKUX
KrccnemoBaHui. Yallle Bcero coo0mIIasoch O TaKUX IMOOOYHBIX peaKIIUsaX, KaK rojioBHas
00J1b, TPUIUBLI KPOBU, OUCIIEIICHUS, 3aJI02KEHHOCTh HOCa, O0/Ib B CIIHMHE,



TOJIOBOKPY2KEHUeE, TOIHOTA, ITPUJIUBLI XKapa, HapyIIeHUusI 3peHus, IINaHOIICUS U
IMOMyTHeHUe 3peHusi. Mupopmalius o moOOUYHBIX peaKIuii B paMKax
IIOCTMapKeTUHIOBOro HabmogeHus Ovljia coOpaHa B TeUueHHe IIepuoaa
MMPOAOIKUTENNbHOCTHIO Oonee 10 sieT. [IOCKONMBKY 3asiBUTENI0 CO00IIaoch He 000 BCex
MMOOOYHBIX PEAKIIUSIX U HE BCe MOOOYHBIE peaKIuy ObLIU BKITIOUEHH! B 0a3y JaHHBIX 110
0e30ITaCHOCTH, YaCTOTa TaKUX PeaKIui He MOXKeT OLITh JOCTOBEPHO OIpeeeHa.

Bce knuHMYeCKU 3HaYUMble TOOOYHBIE peaKIii, KOTOphle HaOII0ganuch BO BpeMs
KJIMHUYECKUX UCCJIeIOBaHUM 4allle, YeM IIPU MPpUMeHeHuH niallebo, IpuBefeHbl HUXKe
B COOTBETCTBUHU C Kaccudukanuen «CucremMma-opras-Kjiacc» U 4aCTOTHI: OY€Hb 4acCTO
(= 1/10), gacTto (= 1/100 - <1/10), HeuyacTo (= 1000 - <1/100) u pegko (= 1/10000 -
<1/1000). B nipepmenax KaXKAaoi 4aCTOTHOM T'PYIIIEI TIOOOYHBIE PeaKIIUU ITPUBEIEHEI B
IOpsifKe YMEHBIIIeHUs UX CEPbe3HOCTH.

HHpeKkyuoHHbIe U uHBAa3UBHble 3ab01e8aHUS.
HeuacTo: puHUT.

Co cmopoHbl UMMYHHOU cucmemMbl.

HeuacTo: runiepYyBCTBUTEILHOCTD.

Co cmOpoOHblI HEPBHOU cuCMeMbl.

OueHb YacTO: TOJIOBHAS OOJIb.

YacTo: roJI0BOKpYKEHUeE.

HeyacTo: COHIUBOCTH, TUIIECTE3US.

Penko: MHCYNIbT, TPAH3UTOPHAS HIIeMUYecKas aTaka, CyJOpPOTH *, pelluAuBLEI CyaoM *,
CHUHKOIIE.

Co cmoOpoHblL OP2aHO8 3PEeHUs.
YacTo: HapyllleHre BOCIPUATHUS LIBeTa **, pacCTpouCTBa 3peHUsi, IOMyTHEHUE 3PEHUS.

HeuacTo: paccTpoiicTBa cie3oTedeHue ***, 605b B ria3ax, porododus, pororcus,
TUIIEPEMUS TJla3, IPKOCTh 3PEeHUSI, KOHbIOHKTUBUT.

Penko: HeapTepuaiabHa IePeOHss UITeMUYeCcKasi HeMpoIaTusi 3pUTEJIbHOTO HepBa *
OKKJTIO3USI COCY[IOB CETUYATKHU * peTHUHAJIbHBLIM KPOBOUIJIMSIHUE, apTEPUOCKIEPOTUYHA
PEeTUHOIaTHs, HapYyIIeH!Us CO CTOPOHBI CETYATKH, TTayKoMa, nedeKTHl OISt 3peHUsd,
OUIIIONKSI, CHUXKEeHNEe OCTPOTHI 3PEHUsI, MUOMHNSI, aCTEHOIINSI, IIJIaBaIOIIHe
IIOMYTHEHHUS CTEKJIOBUIHOTO TeJla, HAPYIIIEeHUsI CO CTOPOHBI PanyKHOM 000JI0UKH,
MUpHa3, MOSIBIIEHUE CBETSIINXCS KPYroB BOKPYT UCTOYHUKA CBETa (rajo) B moJje



3peHus, OTeK IJjia3, IPUIYXJIOCTh I'JIa3, HapyIIeHUsI CO CTOPOHEI I'JIa3, TUIIePEeMHUS
KOHBIOHKTHBEI, pa3apaxkKeHue Ijia3, aHoOMaJIbHBIEe OIYIIeHus B I'Jla3aX, OTEK BeK,
obecliBeYBaHUE CKJIEPHI.

Co cmopoHbl 0Op2aHo8 cayxa u secmubyaspHO20 annapamada.
HeuacTo: roioBoKpyKeHu1e, 3BOH B yIIaX.

Pepko: rimyxora.

Co cmopoHbl cepoud.

HeuacTo: Taxukapaus, ycujieHHOe cepalebueHue.

Penko: BHe3amHas cepaedyHasi CMepTh ¥, HPapPKT MUOKap/a, XKeJIyqo4YKoBasi apuTMUs
*, pubpunIaIusa npeacepnuii, HectabunbHasi CTEHOKAPOUS.

Co cmopoHbl cocyoos.

YacTo: MPUIUBL KPOBU K JIUITY, ITPUJIUBHI XKapa.

HeuacTo: runepTeH3usi, TUIIOTEH3US.

Co cmopoHblI pecnupamopHOU cucmembl, OP2aHO8 2PYOHOU KAemKu U cpedoCmeHUus.
YacTo: 3a/102KeHHOCTh HOCa.

HeuacTo: HOCOBOE KPOBOTEYEHNE, 3aJI02KEHHOCTD IIPUOATOYHBIX ITa3yX HOCA.

Pepnko: omuryiieHue ckaTusi B ropJjie, OTEK CJIM3UCTOM 000JI0UYKU HOCA, CyXOCTh B HOCY.
Co cmopoHbl 2Hce1yO00YHO-KUWe4YH020 mpakKkmad.

YacTo: TOIIHOTA, OUCIIEIICUS.

HeuacTo: racTpossodareansHas pedokcHas 601e3Hb, pBOoTa, 0L B BepPXHEH YacTu
JKHUBOTA, CYXOCThb BO PTY.

Penko: rumnecrtes3usi POTOBOM IIOJIOCTH.

Co cCmopoOHbI KOXHCU U NOOKONHCHOU MKAHU.

HeuacTo: CHIIb.

Penoko: cuagpom CtuBeHcCa-[[:KOHCOHA *, TOKCHYECKUM 3NuAePMalIbHbBIA HEKPOIu3 *.
Co cmopoOHbI ONOPHO-08U2adMEAbHO20 ANNApama u coeuHuUme1bHol MKaHu.

HeuacTo: Mmuanrus, 00JIb B KOHEYHOCTSX.



Co cmopoHbl MoYeBblO0esaumebHOU cucmembl.
HeuacTo: remaTtypus.
Co cmopoHbl penpodyKmMuBHOU cucmeMbl U MO/OYHbIX JHCenes.

Penko: KpoBoTeueHHe U3 IIOJIOBOTO YJIeHa, Tpuamnu3M * remaTocnepMus,
MIPOAOIKUTEIIbHAS 9PEKITUS.

Obw,ue HapyweHUs U peakuuu 8 mecme agedeHus.
HeuacTo: 6051b B IpyOu, IMOBHIIIIEHHAS YTOMIISIEMOCTh, YYBCTBO XKapa.
Penko: pa3gpaxkeHue.

O0cegoBaHue.

HeuacTo: moBHIIIIEHHAsA 4aCTOTa CEePAEeYHBIX COKpPallleHUH.
(*) CooOmranoch MuIb IIPYU UCCJIEAOBaHUU MOCJIe BHIXOa IIpelapaTa Ha PhIHOK.

(**) HapylieHre BOCIIPUSATHS 1IBETA: XJIOPOIICUSI, XPOMATOIICUSI, ITMAHOIICHS,
9PUTPOIICUS, KCAHTOIICUS.

(***) HapylieHue cie30TedeHue: CyXOCTh B rjla3ax, HapyIlIeHHue CIe300TAeJIeHUS U
MTOBHINIIEHHE CJIE30TEeYEHUE.

HuxenpuBeneHHbIE ABJIEHUS HaOMOOanuch y <2% IalueHTOB B X0[e
KOHTPOIUPYEMBIX KITMHUYECKUX UCCIIEAOBaHMM; TPUYNHHAs B3aUMOCBSI3b HE
onmpeneneHa. CoollleHre BKIIIOYAJIKN SIBJIEHUS, KOTOPLIEe UMEIU BEPOSITHYIO CBSI3b C
IIpUMeHEeHUEeM IIpernaparTa. fABJjIeHusI, KOTOPhle He ObIJIM YKa3aHbl, ObIIN JIETKUMU U
cooOMIeHMsT ObIJIM OUYEeHb HETOYHLIMM, YTOOLI HMETh 3HaUYEeHHe.

Obw,ue. OTex nuiia, GOTOCEHCUOMITMIAIINS, IIIOK, aCTeHHUsI, 00JIb, BHEe3aIlHOe MajJieHue,
00/Ib B )KMBOTE, BHE3AIIHOE ITOBPEXKIEHUE.

Co cmopoHbl cepdeyHo-cocyoucmou cucmembl: CTeHoKapaus, AV-610Kafia, MUTPEHD,
IMOCTYypajbHas TUIIOTEH3USs, UIIIeMUsI MUOKapaa, TPOMO03 COCYIOB I'OJIOBHOT'O MO3Ta,
BHe3allHas OCTaHOBKa cepAlla, OTKJIOHeHUd ImoKa3aTtesed JDKI', KapauomMuonaTus.

Co cmopoHbl 2#cenYyO0YHO-KUWEeYHO020 MpPAKmad: TJIIOCCUT, KOJIUT, Aucdarus, raCTpur,
TaCTPOSHTEPUT, 330(paruT, CTOMATHUT, HapPYIIeHUEe Pe3yJIbTaTOB Me4YeHOYHHIX P00,
peKTalbHOE KPOBOTEUEHUE, THHTUBUT.

Co CMOPOHbBI cucmembdbl Kposu u ﬂUMd)amU‘{eCKOﬂ cucmembl: aHEMHUSI, IEUKOIIEHHUS.



Paccmpoticmea memaboau3ma u numMaHus: xkaxpga, OTEK, mogarpa, HecTaOUIbHBIN
nuabeT, TunepriIukeMus, nepudeprudeckue 0OTeKH, TUIIEPYPUKEMU S, TUTIOTIUKEMUS,
TUInepHaTpueMUs.

Co cmopoHbl KOCMHO-MblWEYHOU cucmeMbl: apTPUT, aPTPO3, PA3PLIB CYXOKHUIIHUS,
TEHOCUHOBUT, 00JIb B KOCTSIX, MHACTEeHHS, CHHOBUT.

Co cmopoHbl Hep8HOll cucmeMbl: aTaKCHUs, HeBPaJTrus, HeMPoIlaTus, IapecTe3nH,
TPEMOP, BEPTUTO, Ienpeccusi, 0e6CCOHHUIIA, aHOMaJIbHbIe CHOBUINEHUS, CHUXKEHUE
pedieKcoB.

Co cmopoHbl OblxameAbHOU cucmeMbl: acTMa, OOBIIIKa, ITAPUHTUT, PapUHTUT,
CUHYCUT, OPOHXUT, YCUJIEHHOE CIIIOHOOTHEeIeHNe, YCUIeHUe Kalllys.

Co CMOPOHbl KOJMCU: KPAIIUBHUIIA, I'epPIieC, 3y, IIOTIIMBOCTDL, SA3BBI KOXKHU, KOHTaAKTHBIN
OepMaTurT, SKC(i)OHHaTHBHBIfI OJepPpMaTHUurT.

Cneuuguueckue oujyweHus: BHE3aITHOE CHUXKEHNeE UJIU TOTEPS ciiyxa, 60JIb B yIax,
KPOBOU3IUSHUE B I'J1a3, KaTapakTa, CyXOCTh B Ijia3ax.

Co CMOPOHbL ypoeeHuma/leoﬁ cucmembsbl: TUCTUT, HUKTYPHA, ITIOBHIIIEHHAA 9aCTOTa
MO‘IGHCHYCK&HHIZ, YBEIIMYEHNE MOJIOYHEIX 2K€JIe3, HEJEeP2KaHue MO4YHM, HaPYyIIEeHUue
IAKYIIANUU, OTEK ITOJIOBBIX OPT'aHOB, aHOPIra3MUsi.

Onblm npuMeHeHUsl nocje 8bixo0d Ha pblHOK. [Tocne BhIXOMa IperapaTa Ha PhIHOK
ObUTH UAeHTU(GULIMPOBAHL HUXKETPUBEeAeHHbIe TOO0YHbIe peakiuu. [I0OCKOIbKY IIPO

TaKre peaklnuyu coo01aT JOOPOBOIBHO M COOOIEHUS IOCTYIIAOT OT MOy IAIIUU
HEW3BECTHOU YHUCJIEHHOCTH, HE BCETAa MOXKHO JOCTOBEPHO OLIEHUTH UX YACTOTY U
YCTAHOBUTH MPUYUHHYIO CBSI3b C 9KCIIO3UIIMEN JIEKAaPCTBEHHOT'O CPEICTBA. OTH
SIBJIEHUS OBIJTM OTMEYEeHHBI KaK 3a UX CePbhe3HOCTDb, YaCTOTy COOOIIeHMST, OTCYyTCTBUE
YeTKOM aJIbTEPHATUBHOI'O CBSI3M, TAK U Yepe3 KOMOMHAIINIO 3TUX (PaKTOPOB.

CepdeuHo-cocyoucmvle u yepebposackyispHole sieaeHusi. CoobIIamoch Ipo
Cepbe3HbIe CEPOEeYHO-COCYOUCTRIE, IepeOPOBaACKYISIPHBIE U COCYOUCTHIE SIBJIEHUS,
BKJTI0Yas 11epeObpoBacKyIsSIpHOM KPOBOTeYeHNe, CyOapaxHOUOATbHOE U
BHYTpHUIlepeOpabHOM KPOBOTEUEHUE U JIETOYHOE KPOBOTEYEHHE, KOTOPhIE ObIITH
CBSI3aHEI BO BpeMeHH C IpHMeHeHHneM IIpenapaTta Buarpa. Y 60bIIHHCTBA HAIHEHTOB,
HO He Yy BCeX, UMeJINCh (haKTOPHI CEPAEeYHO-COCYAUCTOro prucka. CoobII1amocs, YTo
MHOTHE U3 3TUX SIBJIEHUN BO3HUKJIIM BO BPEMS HJIM CPa3y II0CJIe CEKCyaIbHOM
AKTHUBHOCTH M HECKOJIbKO SIBJIEHWI BO3HUKIIM CpPa3y IIOCJie IPUMEeHEeHUs IpernapaTa
Buarpa 6e3 cekcyallbHOI aKTUBHOCTH. [Ipyrue siBJIeHUSI BO3HUKI/IN B TeUEHUE
MTOCIIeYyIOIINX YaCcOB UJIX OHEH I0ocjie MpUMeHeHus ImpernapaTta Buarpa u cekcyaabHOM
aKTUBHOCTH. HEeBO3MOXKHO YCTAaHOBUTD, 3TH SIBIIE€HHUS CBSI3aHBI C IPUMEHEHHUEM
Iperapara, C CeKCyaJabHOM aKTUBHOCTBIO, C UMEIOIIMMHUCS HPaKTOpaMu PUCKaA HUJIH C



KoMOUHaIuen aTux GakToOpPoB, UJIH C OIPYTruMHu (aKTOPaMHU.

KposeHocHas u aumgpamuyeckas cucmembl: Ba30OKIIIO3UBHBIX KPU3NCOB. B
HeOOoJILIIIOM 3a0/1aroBpeMeHHO IPUOCTAaHOBJIEHHOM HCCJIE€IOBAaHUY ITPUMEHEeHU
npenapata PeBamuo (cungeHadui) ¢c ygacTueM HallUeHTOB C JIETOYHOU apTepuaabHON
TUIepTeH3uel, BTOPUYHOU 10 CEPIIOBUAHOKIIETOYHON aHEMUH, TIPU IIPUMEHEHUN
cunmeHaduia 0 Pa3BUTUU Ba300KITIO3UBHBEIX KPU30B, TPEOYIOINE ITOCIUTATN3AIUH,
COoO00MIaJIOCh Yallle, 4YeM Npu IMpuMeHeHuu mnanebo. KimHuyeckoe 3HaUeHUEe 3TOU
vHGOpPMAaIUHY OIS HallMeHTOB, IPUHUMAIOIINX IIpeIapaT Buarpa c 1menabo Je4eHuns
9PEKTUNbHON OUCPYHKIIUU, IBJISETCSI HEU3BECTHBIM.

HepeHas cucmema: TpeBora, TpaH3UTOPHAs rinobanbHas aMHe3us.
Cneuuguueckue owyweHus.

Cnyx. ITocne BbIXOa IIpelapaTa Ha PIHOK COOOIIaIoCh O CJIydYasiX BHE3aIlHOTO
CHUXKEHUS WU IIOTEPHU CJIyXa, CBSI3aHHLIE II0 BPpEMEHU C IIPUMEHEeHUEeM IIpernapara
Buarpa. B HEKOTOPBIX CIydasiXx COO0IIaIoCh O HATUYUKM MEeOUIIMHCKUX COCTOSTHUN U
Opyrux (hakTopoB, KOTOPhIE MOTJIM ChHITPATh POJIb B PA3BUTHUM ITOOOYHBIX pPeaKIui Co
CTOPOHEHI ciyxa. Bo MHOTUX cniydasix nH(GOpMalus 10 JajbHelllIeMy MeIUIInHCKOMY
HabOoeHno OTCYTCTBYeT. ONIpenenuTh, 9TU SIBIEHUS HAIPSIMYIO CBSI3aHHI C
IIpUMeHeHueM IIpernapaTa Buarpa, ¢ umenmuMucs ¢pakTopaMy PUCKa IOTePHU CiIyxa,
c KoMOMHanuen 3TuX (GakKTOPOB UJU C APYTuMU paKTopaMu, HEBO3MOXKHO.

3QeHI/Ie: BpeMEHHasA IIOTEPA 3PEHUNA, IIOKPACHEHHE I'Jla3, 2K2KEHHE B I''la3aX,
IIOBBIIIE€HKWE BHYTPUTJTIA3HOT'O OaBJIEHNA, OTEK C€TYaTKH, COCYOUCTEIE 3a001eBaHU
CeéTHYaTKH UJIN KPOBOTE€YEHHE, OTCIIOVKa CTEKJIOBUOHOTO Tela.

[Tocne BhIXOOa mpelapaTa Ha PHIHOK PegKo Co00Ianoch O Clydasx HeapTepuaabHOU
IepefHey UlleMUYeCKOU HEBPOIaTUU 3PUTEJIBHOIO HEPBa, YTO ABJISETCA IPUYUHOU
CHUXKEHUS 3peHUs, BKIII04Yas IOCTOSTHHYIO IOTEPIO 3peHUsI, KOTOPhIe OB CBSI3aHHI BO
BPEMEHU C ITpuMeHeHueM HHrubutopos ®J13-5, BKitoyas npemnapaTt Buarpa. Y MHOTux
[IalleHTOB, HO He y BCeX, UMEJINCh aHaTOMUYECKYEe UJIU COCYQUCThIe (paKTOPEL PUCKa
pPas3BUTHUSA HeapTepUaIbHOU IIepeagHeld UIIeMUYeCKO HEeBPOIaTUM 3PUTEIBHOT O
HepBa, BKJIIO4Yas (HO He OrpaHUUYMBasICh) CIenyrliue: HU3Koe COOTHOILIeHUue fuaMeTpa
9KCKaBalluU U OVCKa 3PUTEIHbHOTO HepBa (3aCTOUHBIN OUCK 3PUTEIHLHOTO HEPBA),
Bo3pacT 6osiee 50 neT, runepTeH3us, 3a00IeBaHUsT KOPOHAPHBIX apTEPUH,
TUNepIunugeMus U KypeHre. HeBO3MOXKHO OIIpenesinTh, 3TU SIBJI€HUS HAIIPSAMYIO
CBsI3aHHI C TpUMeHeHreM UHIuOUTOpoB PI13-5 unm ¢ uMeIIUMUC aHaTOMUYEeCKUMU
WUJIM COCYOUCTBIMU (paKTOpaMM pUCKa, UJIM C KOMOMHAaIMel 3TUX BcexX (paKTOPOB, UJIU C
opyrumu (pakKToOpaMHu.



Omuem o nodo3pesaemvix NnobouyHble peakuuu. OTYET O ITOT03PeBaeMbBIX ITOOOYHEIE
peakluy II0Cie PerucTpalny JIeKapCTBEHHOI'0 CPeqCTBa UMeeT BaXKHOe 3HaYeHue.
ITO MO3BOJISIET MTPOBOOUTh HEIPEPLIBHEIM MOHUTOPUHT COOTHOIIIEHUS IIOJIL3EI U
PHCKOB, CBSI3aHHBIX C IIPHMEHEHHEeM 3TOr0 IIpelapara. Bpauam ciegyeT
OTUYHUTBIBATHCS O JIIOOBIX IT0I03PEeBaeMble TOOOYHEIE PEAKIINH B COOTBETCTBUH C
TpeOOoBaHUSIMH 3aKOHOOATEJILCTBA.

CpoOK rogHoCTH
5 JieT.
YcnoBusi XxpaHeHHUus1

XpaHUTh B OpUTMHAJILHOY yIIaKOBKe IIpu TeMiiepaTtype He Bhile 30 °C. XpaHUTE B
HEeOOCTYIIHOM [JIs leTeU MecCTe.

VYnakoBka

[To 1 TabneTku B 651ucTepe, Mo 1 61UCTEPY B KapTOHHOM KOPOOKe.
Kareropus ornycka

ITo penenrty.

IIpou3Boourennb

dapeBa AmOyaas.

MecTOHaXxO0XKIeHHe IIPOMU3BOOHUTEJIA A €ro aapec MeCTa OCylnnieCTBIICHHUASA
oesiTe/JIbHOCTH

3one MHpactpua, 29 poyt nec Uugactpuc, 37530 IToce-crop-Cuc, OpaHLus.
N CTOYHUK MHCTPYKIIUHA

HNHCTPYKIIHS JTeKapCTBEHHOTO CPeACTBa B3sTa U3 OQUIIMATIbHOTO HCTOUYHUKA —
I"oCcymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.
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