CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;

1 TabneTtka comepxkut 70,225 Mr cungeHaduia muTpara, YTO 3KBUBAJIEHTHO
cunpeHaduma 50 mr;

gcnomozamebHble seu,ecmea: nyoudnem (MauuT (E 421), KpoCIIOBHUAOH,
MMOIUBUHUJIALIETAT, IIOBUOOH), HATPUSA KPOCKapMeJljio3a, [eIijio3a
MHUKPOKPUCTAINYecKasi, KpeMHUs nuokcupg rugpodoOHeiii, caxapano3a (E 955),
UHOUTO amoMuHueBbid J1ak 30-36% (E 132), ycunurens c1agkoro BKyca ,
cIielivasibHBIM HaTypaJbHBIM KOMIIOHEHT, IMMOHHBEIM apoMaTU3aTop, MarHus creapar.

JIekapcTBeHHasi ¢popMa

TabmeTKu, OUCIIEPTUPYIOTCS B POTOBOM IOJIOCTH.

OcHogHble pu3uko-xumuveckue ceolicmaa: TabneTku rojxyooro nseta B popme
OpunnuaHTa, C TpaBUPOBKOM «V50» C OOHOM CTOPOHLI U 6€3 I'PaBUPOBKYU C OPYTOH.

@apMaKOTepaneBTquCKaa rpyiiia

CpencTBa, IpuMeHsieMbIe ITPU 9peKTunbHOu guchyrkuuu. CungeHadpun. Kog ATX
GO04B EO03.

®dapMaKOOUHaAMHKa

MexaHu3M pgencTBus. CunmeHadu - mpemapar OJisd IepopabHOTO IPUMEHEHUS,

MpegHa3HaYeHHbIN OIS JIeYeHUS 9PEeKTUIbHOU nuchyHKIMU. [Ipu cekcyaTbHOM
BO30YyK[IeHUH ITpellapaT BOCCTaAHABIMBAET MOHUKEHHYIO 9PEKTUIIbHYI0 (QYHKIINIO
IIyTeM YCUJIEHUS IPUTOKA KPOBU K IIEHUCY.

®u3noIoruiyeCcKuil MexaHu3M, YTO IIPUBOOUT K 9PEKINIO, BK/II04Yasi BELICBOOOXKAeHUE
okcupga a3ora (NO) B KaBEpHO3HEIX TejlaX BO BpeMs CEKCYyaJIbHOTO BO30YKIEHUS.
OcBobOopauBIIEeCcs OKCUJ a30Ta aKTUBUPYET pepMeHT ryaHUuJIaTIHKIIa3a, YTO
CTUMYJIMPYET MOBHIIIIEHNE YPOBHS IIUKJINYECKOT0 r'yaHo3uHMOHOpochaTa (' M),
4TO, B CBOIO OUepenb, BEI3LIBAET pacciabieHue Iri1agKoi MyCKylaTyphl KaBEPHO3HBIX
TeJI, CIOCOOCTBYSI IPUTOKY KPOBH.

CunpmeHadun sIBISETCS MOIITHBIM U CEJIEKTUBHBIM UHTUOUTOPOM I MO-
crienududeckon pochonusctepasnl 5 (OP1I-5) B KaBepHO3HBIX Tenax, rae ®I19-5
oTBedaeT 3a pacnang ul' M®. Bnusaaue cungeHaduia Ha SPEKIUI0 UMEET
nepudepudecku xapakrep. CungeHaduil He OKa3bIlBaeT HEIIOCPEOCTBEHHOT O



pelakCupyollen OeCTBUA Ha U30JIMPOBaHHEIE KaBEPHO3HEIE Tejla YeJIOBeKa, HO
MOIITHO yCUJIMBaeT pacciabsronyio gerictBue NO Ha 9Ty TKaHb. [Ipy aKTHUBAIIUU
MeTabonuyeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT IPU CEKCYaIbHONU CTUMYISIINY,
UHruOupoBaHue cunbaeHadunom O35 NPUBOAUT K MOBHIIIEHUIO YPOBHS Il M@ B
KaBEPHO3HBIX TejlaX. TakuM 00pa3oM, OJid TOro, YTOOHI cunmeHadus BrI3Bal
HeoOxonguM ¢papMakKoorudeckuii a¢pdheKT, HeoOXOOUMO CeKCyaslIbHOe BO30yXKIeHHe.

Brnusinue Ha dapMakoguHaMHUKY. MccinemoBaHus in vitro mokasanu, 4YTo cunmeHadua

SIBJISETCS CEeJIeKTUBHBIM K PJ13-5, 4TO aKTUBHO y4aCTBYET B IIPOLIECCE IPEKIUU.
Bnusinue cungeHaduna Ha ®I19-5 MolllHee, 4YeM Ha APYTUe U3BECTHBIE
dochogusctepasnl. IToT 3pdekT B 10 pa3 moinHee, yeM 3PPeKT BO3OEUCTBUSA Ha
®J196, ydyacTByWOILIHUY B ITpolieccax (poToIpeBpalleHus B ceTyaTke. [Ipu mpuMeHEeHUN
MaKCHMaJIbHLIX PEKOMEHOOBAHHLIX 03 CEIEKTUBHOCTD cungeHadumna B ®I13-5 B 80
pa3 npeBHIIaeT ero ceaeKTuBHOCThE K @IIE1, B 700 pa3s Beitie, yeM B OIIE2, OI13-3,
OIIE4, ®IE7, ®IOES, ®IIE9, ®IIE10 u ®IIE11. B 4acTHOCTH, CEJIEKTUBHOCTD
cungeHaduna B ©I13-5 B 4000 pa3 npeBHIIIAET €r0 CeIEKTUBHOCTDL K OI19-3 - HAM®-
crnenududeckol ndopopmul O3, y4aCcTBYIOIINYN B PETYIAIUNA CEPAEYHOU
COKPaTUMOCTH.

(I)apMaKOKHHeTHKa

AGcopbuusa. Cungenadun 6bIcTpo abcopbupyeTcsi. MakcuManbHas Ij1a3MeHHast

KOHILIeHTpauusa gocturaercs B Tedernue 30-120 muHyT (C MeguaHou 60 MUHYT) IIOCJIE
€ero IepopajbHOr0 IpUMeHeHus HaTolnak. CpegHsass OMOOOCTYIIHOCTh IIOCJTIe
IIepopajbHOro npuMeHeHus cocrasisgeT 41% (c guanasoHOM 3HaUYEHUU OT 25 [0
63%). B pekoMmeHmoBaHHOM auarna3oHe 003 (oT 25 mo 100 mr) nmokasartenu AUC u
MaKCHMaJIbHOU KOHIIEHTPAlluU CUlfgeHadusia nocjie ero nepopaabHOro IpUMEeHEHU S
MOBBIIIAIOTCS IIPOIIOPLIMOHAIBHO [03€E.

[Tpu npuMeHeHUU cuageHadua BO BpeMs IIprueMa IIUIIN CTelleHb abcopOIuu
CHUZKAETCs CO CPeIHUM ymanuHeHreM Tmax mo 60 MUHYT U CpeIHUM CHUXKXEeHHUEeM
Cmax Ha 29%.

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

JINTPOB, YTO CBUAETEIBCTBYET O pPacIpeaeieHuu IIpelapaTta B TKAHAX OpraHu3Ma.
ITocne ogHOKpaATHOTO IIpueMa BHYTPh cuigeHaduna B go3e 100 Mr cpegHss
MaKcHuMabHas o0lllas Imja3MeHHasi KOHIIeHTpallus cuingeHaduia cocTaBusieT
npuMepHOo 440 ur/ma (koadpdunuueHT Bapuanuu coctaBnsgeT 40%). [ToCKONbKY
CBsi3bIBaHUeE cuipmeHadwuia u ero romaBHOro N-gecmeTusn-MmetabonuTa ¢ OenKaMu
nia3Mel gocturaet 96%, cpenHssa MakKCuMaJlibHasA IJla3MeHHasi KOHIEHTPalu s
cBobogHoro cunmeHaduna gocturaeT 18 ur/mia (38 #Mosb). CTeneHb CBI3LIBAHUS C
OefKaMu IIJIa3MbI HE 3aBUCHUT OT OOIIUX KOHIIEHTpalUul cunmeHadpuia.



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

MeTabonu3M. MeTtabonusMm cunmeHaduia MPOUCXOOUT I'JIaBHLIM 00pa30M C y4aCTUEM
MHUKpPOcoMalnbHBIX n30pepMeHTOB nneueHu CYP3A4 (ocHoBHOU nyTh) u CYP2C9
(BTOpPOCTEIEHHBIN NyTh). [ TaBHBIM IIUPKYIUPYIOUINY MeTabonuT obpa3yeTcs myTem N-

OeMeTUIUpoBaHusa cungeHadusna. CeleKTUBHOCTh MeTaboIuTa OTHOCUTENBbHO DPI13-5
CpaBHUMA C CEIEeKTUBHOCTBIO cuimeHadunia, a akTUBHOCTh MeTaboIuTa OTHOCUTEITBHO
@J19-5 cocTtaBnsgeT npuMepPHO 50% aKTUBHOCTHU MCXOOHOIO BellecTBa. [Inma3dMeHHas
KOHIIeHTpallus 3Toro MeTabosuTa cocTaBnseT npuMepHo 40% KOHIIEHTpaIIUuu
cunpeHaduia B nna3Me KpoBu. N-IeMeTHUJINPOBAHHOTO METAaOOIUT IOABEPTaETCsI
manbHeHnIeMy MeTaboI1u3My, a IepUo;l ero IIoJIyBbIBeOeHUsI COCTABIIsSIET IIPUMEPHO 4
Jaca.

BriBegenue. OO KnupeHc cungeHaduna cocrapsiseT 41 /4, BEI3bIBas IIePUO ero

IIOJIYBBIBEEHUS IIPOOOIZKUTENILHOCTHIO 3-5 YacoB. Kak 1ocrse npuema, Tak U I10ocjie
IpUMEeHEeHUS 9KCKpellus cungeHaduia B BUuge MeTab0oIuTOB OCYIIECTBIISAETCS
r1aBHBIM 00pa3oM ¢ KanoM (mpumepHo 80% BBeOEeHHOM BHYTPD M03bI) U B MEHBIIIEH
cTeneHu ¢ Mouou (mpuMepHO 13% BBeOEeHHOU IIepopaabHOM AO3HI).

dapmakokuHemuka 8 ocobbix 2pynn nauueHmos.

[TarreHTH ITOKUIIOTO BO3pacTa. Y 3MOPOBLIX HOOPOBOIBIIEB MOXKHUIIOI0 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%.

[ToyeuyHast HEAOCTAaTOYHOCTb. Y JOOPOBOIBIIEB C HApPyIIeHUEM QYHKIIMU ITOYEK JIETKOMU

U cpedHel cteneHu (KnupeHc KpeatuHuHa 30-80 mi/MuH) papMaKOKUHETUKA
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 cpenHee nosuimeHre AUC u Cmax Ha 100% u 88% cooOTBETCTBEHHO
110 CpaBHEHUIO C MOOPOBOIbIIaMHU TAaKOTO Ke Bo3pacTa 6e3 HapylleHu QyHKIUN



noyek. Kpome toro, 3Hauenrue AUC u Cmax N-meMeTuIMpoOBaHHOTO MeTaboIuTa
3HauuMO IoBHIIIanuck Ha 200% u 79% CoOTBETCTBEHHO.

[TeyeHOYHAss HEOOCTATOYHOCTh. Y MOOPOBOJIBIIEB C IIUPPO30M ITI€YEHU JIETKOU U

cpenHeu crenenu (KnaccoB A u B mo knaccudukanum Yaung - [1610) KITUPEHC
cunpeHaduma CHUXKAJCA, 4To npuBoauso K noswiineHno AUC (84%) u Cmax (47%) o
CpPaBHEHUIO C COOTBETCTBYIOIIMMHU MOKA3aTeIsIMU Y TOOPOBOJILIIEB TAKOTO XK€
Bo3pacTa 6e3 HapylieHu GyHKINYN neuyenu. PapMakKOKMHETHKA cunmeHadumna y
MaUeHTOB C HapyHmIeHuSAMU (PYHKIINY IIeUeHU TAXKEeJIOW CTEeeHN He N3y4daloCh.

IToxa3zauus

[Ipenapat Buarpa ODT peKOMeHOYeTCS IPUMEHSATh MyKUYUHAM C 3PEKTUITbHOMU
ouchyHKIIMEN, KOTopasi OIIpeneisseTcss Kak HeCIIoCOOHOCTDh JOCTUYD UJTH ITOANePXKaTh
SPEKINIO0 IT0JI0BOTO YjIeHa, He0OXOOUMYIO OISl YCIIEIITHOTO II0JIOBOT0 aKTa.

s appekTUBHOrO AencTBUs Ipenapata Buarpa ODT HyKHO ceKCcyalbHOE
BO30yXK[eHUeE.

IIporuBONIOKa3aHUA

e TToBEIIIIEHHAS YYBCTBUTEJILHOCTD K aKTUBHOMY BeIlleCTBY UJIU JIIOOOMY U3
BCIIOMOTaTeIbHBIX BEIECTB IIpelapara.

e OOHOBpEMEHHOE IPUMEHEHNE C JOHOPaMHU OKCHUIa a30Ta (TaKUMHU KakK
aMUJTHUTPUT) UIU HUTPAaTaMu B J1I0001 (popMe IPOTHUBOIIOKAa3aHO, ITOCKOIBKY
M3BECTHO, YTO CUImeHaduI BIUsIEeT Ha IIyTH MeTaboJIM3Ma OKCHUIa
a30Ta/IUKIINYeCKOro ryanHo3maMoHodocdarta (I'M®) u noTeHIIUPYET
TUIIOTEH3UBHOE JEeNCTBUE HUTPATOB.

e OmHOBPEMEHHOEe NpuMeHeHne nHruouTopos ®I13-5 (B ToM uuncie cuageHaduia)
CO CTUMYIATOPaAMU I'yaHUIaTIIUKIIa3bl, TAKUMM KaK PUOLIUTyaT,
IIPOTUBOIIOKAa3aHO, ITOCKOJIbKY MOJKET IPUBECTU K CUMIITOMaATUYECKOU
runoTten3uu (cM. Pazgen «B3aumomencTBre C APYTUMU JT1eKapCTBEHHBIMU
CpeacTBaMM U OPYTrHUe BUOLI B3aUMOIOEUCTBU»).

e COCTOsSIHUS, IPU KOTOPHIX HE PEKOMEHOYyeTCs CeKCyalibHasi aKTUBHOCTbD
(HammpuMep TsSKeNble CepOedYHO-COCYANCThIe PaCCTPOMCTBA, TaKue KakK
HecTaOubHasl CTEHOKapAUs UJIM CepedyHass HeJOCTaTOYHOCTh TAXKeJIon
CTEeIIeHNn).

e IToTeps 3peHUs Ha OOUH T'jla3 BCIIEACTBHE HeapTepualbHOU IepeaHen
HUIIEeMUYECKOM HEBPOIIaTUU 3PUTEJILHOTO HEPBa, HE3aBUCHUMO OT TOTO, CBsI3aHa
9Ta IaTOJIOTUS C IIPEOLIOYIIIUM IPpUMeHeHrneM UHruouTopoB ®I13-5 unu HeT.

e Hanuuue Takux 3aboyieBaHuM: HapyllleHue QYHKIIUY ITeUeHU TSIXKeJION CTEIleHH,
apTrepuaibHasi TUIIOTEeH3us (apTepuanbHoe naBneHue Huxke 90/50 mMm pt. CT.),



HepmaBHO nepeHeCeHHBIM UHCYIBT UM HH(PapPKT MUOKapOa U N3BECTHHIE
HacJiIe[ICTBEHHbIE MereHepaTuBHBIE 3a00JIeBaHusI CETYATKU, TaKue KakK
MMUTMEHTHHIN PEeTUHUT (HeOOJIbIIoe KOTUYECTBO TaKUX MTAllMEHTOB UMeeT
reseTudeckue paccrpoiictBa @13 ceTyaTKM), IIOCKOIBKY 0€30I1aCHOCTD
cunmeHaduia He UCCIEOOBaNCh B Clly4yae TaKux 3a00eBaHUN.

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEeICTBAMH H IpPpyrue BHObI
B3aMMOIEeHUCTBUHA

BausaHue Opya2ux nekapcmeeHHblX cpedcma Ha cualeHapui.

HUccnemgoBaHus in vitro.

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

HccnemoBaHus in vivo.

[MTonynAnvoOHHBIY (papMaKOKMHETUYECKUW aHaIu3 JaHHBIX KJIIMHUYECKUX
KWCCIeIOBaHUM IIPOOEMOHCTPUPOBAJl CHUKEHUE KIIMPEeH ca cuifgeHaduna npu
OIHOBPEMEHHOM NpuMeHeHuu ¢ uHruoutTopamu CYP3A4 (TakuMHU KaK KETOKOHA30]I,
SPUTPOMUIINH, IMMETUONH). XOTS IIPU OOHOBPEMEHHOM IPUMEHEeHUHU cuigeHaduna u
nHTrn6uTOopoB CYP3A4 poCT 4acTOTHI MOOOYHBIX SIBJIEHUM He HaOJII01amoch, CIeayeT
paccMOTpPeTh BO3MOXKHOCTh IPUMEHEHU HadyaJIbHOM OO3Hl cCujifjeHadumia 25 Mr.

OnHOBpeMeHHOe ITpUMeHeHne NHIrubuTopa rmporea3sl BUY, oueHb MOIITHOTO
uHruoutopa P450, B cocTostHMY paBHOBECHOU KoHIleHTparuu (500 Mr 1 pa3 B CyTKHU) U
cungeHaduna (pasoasg go3a 100 Mr) mpuBOOUIIO K MOBHIIIeHNI0 Cmax cungeHaduia
Ha 300% (B 4 pa3a) u nosuilleHU10 m1a3MeHHow AUC cungenaduna Ha 1000% (8 11
pa3). Yepes 24 yaca miIa3MeHHBIA YPOBEHDb cUiigeHaduIa BCe ellle COCTaBIIsI
npuMepHO 200 HI/MJI IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEePHEIM OJIs
IPUMEHEHUS TOMBbKO CUulgeHadua, 4To COTrjlaCyeTCsl CO 3HaUYUTEIbHBIM BIIMSIHUEM
pUTOHABUPA Ha IMMPOKUM creKTp cyocTtpaTtoB P450. CungeHadun He BIUSET Ha
(bapMaKOKMHETHUKY PUTOHABUPA. YUYUTHIBAsA 3T PapMakKOKUHETHYECKHE OaHHbIE
OOHOBpPEMEHHOE IPUMEHEeHNe culgeHaduna u puToHaBUpPa He peKoOMeHayeTcs (CM.
Paspen «OcoOeHHOCTHY ITPUMEHEHUSI»); B JIIOOOM CcJIydyae MaKCHMaJlbHas J03a
cunmeHadmiIa Npu KakKux 00CTOSATEIbCTBAX He MOJIXKHa MPEBBIIIaTh 25 MI' B TeYeHHe
48 4acos.



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
NIPUMEHEHUU C JIEKapCTBEHHBIMU CPEACTBAMH, IPUHAAJIEKAIIUMU K I'PYIIIIe
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.

HUccnepgoBaHus in vitro.

Cunpmenadun - cinabuii mHTHOUTOP M30dopm 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
nuToxpoMma P450 (MK50> 150 mkmoib). [TOCKONBEKY MaKCHUMalbHas Mjla3MeHHas
KOHIIEHTpalus CUuigeHaduia CoCTaBjsgeT OKOJIo 1 MKMOJIb, BIUSHUE IIpelapaTa
Buarpa ODT Ha knupeHC CyOCTpPaTOB 3TUX U30(pepMEHTOB MaJIOBEPOSTEH.

OTCyTCTBYIOT JaHHBIE O B3aUMOIENCTBUY CUIgeHaduIa U TaKuX HecnequPuIeCcKux
MHTUOUTOPOB (pochoauscTepasbl, KakK TEOGUIIIUH U JUITUPUTAMOJI.

HccnemoBaHus in vivo.

[ToCKONIBPKY M3BECTHO, YTO CUIgeHaduI BIusieT Ha MeTaboInu3M OKCcHaa
a30Ta/IIUKIINYeCcKoro ryanHo3maMonodocdara (I’ M®), ObIJI0 yCTAHOBJIEHO, YTO
cungeHadunI NOTEeHIIUPYET TUTIOTEH3UBHOE NENCTBUE HUTPATOB, IIO3TOMY €T0
OOHOBPEMEHHOe IIPUMEeHEeHHEe C JOHOPaAaMU OKCHOa a30Ta MU HUTPATaMH B JIIOOOM
(dopme nmpoTuBOIOKa3aHoO (CM. « [IpOTHUBOMIOKA3aHUSA »).

Puonuryar. [JOKJIMHUYECKUE WCCIIedOBaHus I0Ka3alu agqUuTUBHBIU CUCTEMHBIU

9 PeKT CHUKEHUS apTepPHUaIbHOTO JaBJIEeHUS IIPYU OOHOBPEMEHHOM IPUMEHEHUU
uHruoutopoB ®JI193-5 c puonuryaromMm. KnuHn4YecKre UCCIenoBaHus OKa3asu, YTO
pHOIMTYyaT YCUINBAET TUIIOTEH3UBHOE [elcTBUEe HHIuOuTOpoB ®PI13-5. YV manmueHToB,
y4aCTBOBABIIUX B UCCJIEOBaHUU, He HaOII0AaIoCh KIMHUYECKOTo 3hdheKTa IIpu
OOHOBPEMEHHOM IIpUMeHeHUuUu UHruouTopoB ®I13-5 ¢ puouryaTom.
[TpoTMBOMOKAa3aHO OJHOBPEMEHHOE IPUMEHEHNEe PUOLIMTYyaTy ¢ uHruburopamu ®JI13-5
(B ToM uncne cunbgeHadunom) (cm. Paszgen «ITpoOTUBOIIOKaA3aHUS»).

OpmHOBpeMEeHHOe IpUMeHeHHe culneHaduia 1 6JI0KaTOPOB X-aAPEeHOPEIEIITOPOB
MOZKET IIPUBECTU K PA3BUTHUIO CUMIITOMATUYECKOU TUIIOTEH3UU ¥ HEKOTOPHIX
IpeapacnosioKEeHHBIX ITallueHTOB. Takasd peakKlds 4aCcTO BO3HHUKAJla B TeueHue 4
Y4acoB II0CcJie npuMeHeHus cunmeHaduna (cMm. Pasgen «Cnocob mpuMeHeHUs: U TO35I»
n «OcobeHHOCTH ITPUMEeHeHusI»). B xome 3 uccnemoBaHuM crieliiuiecKoro
B3aMMO[IEMCTBUS JIEKAPCTBEHHBIX CPEACTB OJI0OKATOP X-adPEeHOPEIEITOPOB
mokca3o3uH (4 mr u 8 mr) u cungeHadun (25 mr, 50 mr u 100 Mr) IPUMEHSITUCH
OOHOBPEMEHHO IallieHTaM C JoOpOoKavyeCTBEHHOM rurepniasuel mpeacraTelIbHon



XKeJje3bl, CTabuIM3anus COCTOSTHUS KOTOPBIX Obl/Ia JOCTUTHYTA IIPU IIPUMEHEHUN
OOKCca303uHa. B aTux momynsiusax HabJoganoch cpeaHee OOIOTHUTEIbHOE CHUXKEHUE
apTepuasyibHOTI'O JaBJIEeHUs B II0JIOKEHUH Jiexxa Ha 7/7 MM pT. cT., 9/5 MM pT. CcT. u 8/4
MM PT. CT. M CpeHee CHUXKEHNEe apTepPrUaIbHOIO JaBJI€HUs B IIOJIOXKEHUU CTOS Ha 6/6
MM PT. CT., 11/4 MM pT. CT., 4/5 MM PT. CT. COOTBETCTBEHHO. [Ipy OHHOBPEMEHHOM
IMPUMEHEeHUU cuigeHaduia u JOKca303uHa MaleHTaM, CTaOuIn3aIius COCTOSSHUS
KOTOPBIX ObIJIa JOCTUTHYTA IIPU IPUMEeHEeHUU TOKCAa303WHa, MHOI'ma Co00IIanoch O
Pa3BUTHUU CUMIITOMATUYECKONM OPTOCTAaTUUYECKOMN T'UIIOTEH3UU. B 9TUX COOOIIEeHUSIX
TOBOPUJIIOCH O CJIy4YasX rOJIOBOKpPYKeHHe U MpegoOMOpoYHOe COCTOsIHUE, HO Oe3
CUHKOIIE.

He Habnromanoch HUKAKUX 3HAYMMBIX B3aUMOIOENCTBUM IIPU OJJHOBPEMEHHOM
npuMeHeHuu cungeraduna (50 mr) u tondbyramuny (250 mr) unu BapdapuHa (40 mr),
KoTopble MeTabonusupywTtcsas CYP2C9.

Cunpmenadun (50 Mr) He MpUBOAUI OBl K YBEJTUYEHNIO BPEMEHU KPOBOTEUEHNS,
BBI3BAHHOT'O IPUMEHEHHEM alleTUICAIUINIOBON KUCIIOTH (150 Mr).

Cunpmenadun (50 Mr) He IMOTEHILIMIOBAB TUIIOTEH3UBHOE [AEWCTBUE aJIKOT OIS Y
3MIOPOBHIX TOOPOBOJILIIEB IIPU CPEIHEM MaKCUMaJIbHOM YPOBHE 3TaHOJIa B KpoBu 80
MT/OJI.

Y nanueHTOB, IMOJIy4YyaBIIUX cuimeHadusr, He HaOIIOIAaTI0Ch HUKAKUX Pa3TUYUn
mpodunst mnodbouHBIX 9PHEeKTOB 0 CPaBHEHUIO C I1alebo IIpu OOHOBPEMEHHOM
MIPUMEHEHUHN TaKHX KJIaCCOB T'MIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEJICTB, KakK
OUypeTuKu, 6JI0KaTOPHI B-agpeHopelenTopoB, UHTUOUTOPHl AII®, aHTarOHUCTH
aHTHOTeH3uHa II, aHTUTuIepTeH3UBHEIE JIEKaPCTBEHHBIE CPEICTBA
(cocymopacuupsolyie U eHTPaIbHOr o OeiCTBUS) , 6JI0KAaTOPH aApeHepPruiecKux
HEeNPOHOB, 6JIOKATOPHI KaJILIIMEBHIX KAHAJIOB U OJIOKATOPH! 0-apeHOopeIenTopos. B
CIIeInaJIbHOM HCCJIeIOBaHHUU B3aMMOOENCTBUS ITPU OOHOBPEMEHHOM IIPUMEHEHUU
cungeHaduna (100 Mr) u amnogunuHa magueHTaM C apTepuaabHOM TUIIePTEeH3ueun
HabI0anoch MOMOITHUTENIbHOE CHUXKEHNE CUCTOJINYECKOT0 apTepPHaIbHOTO TaBIeHUS
B IIOJIOKEHUH Jiexka Ha 8 MM PT. cT. CHUKEHNE OUAaCTOJIMYECKOTO apTepHuaabHOTO
OaBIEHUS COCTABUIIO 7 MM PT. CT. OTHU OOIOJIHUTEIbHEIE CHUXKEHNE apTePUaIbHOTO
maBieHUus OLIIM COIIOCTABUMEI C TAKMMHM, KOTOPBIE HAOIIOOaINuCh IPU IPUMEHEHUU
TOJIBKO cuIgeHaduma y 30OpoBLIX HOOpoBoOJbleB (cM. Pa3men «®apMaKoOIOTU4YeCKUe
CBOMICTBaA»).

CunpeHadun B mo3e 100 Mr He BUsI Ha ¢papMaKOKMHETHYECKHUE IT0Ka3aTeln
MHTUOUTOPOB npoTea3bl BUY, cakBuHaBUpPa U pPUTOHABUPA, KOTOPbIE SIBJISIIOTCS
cyoctpatamu CYP3A4.



Y 300poBBIX TOOPOBOJILIIEB MY2KCKOTO TI0JIa IPUMeHeHus cuigeHadunia B
paBHOBeCHOM cocTossHuM (80 Mr Tpu pa3a B CyTKH) IPUBOAUIIO K NMoBeIIeHNnI0 AUC u
Cmax 6oceHTaH (125 Mr gBaxknabl B AeHb) Ha 49,8% u 42% COOTBETCTBEHHO.

OCo00EeHHOCTH IPUMEHEeHHUsI

Ilo HayaJsia Tepaluu ciegyeT coopaTb MeOUIIMHCKUY aHaMHe3 MMallueHTa U ITPOBECTH
dbu3ukanbHOEe oOCciefoBaHue OJII OUAaTrHOCTUKU SPEKTUIBHONU OUCHYHKIIUU U
OIlpeleleHUsI €€ BO3MOXKHBIX TPUYHNH.

daxmopbl pucka cepdeuyHo-cocyoucmuix 3abosesarutl. ITOCKONIbKY CeKCyabHas
aKTUBHOCTH COIIPOBOXKAAETCS ONpeAesieHHLIM PHCKOM CO CTOPOHEI Cepflla, 10 Hadala
J11000T0 JIeYEeHUsI 3PEeKTUIbHOU AUCGYHKIIUY Bpay OOJIKEH OIeHUTh COCTOSTHUE
CepOedYHO-COCYOUCTON CUCTEMEI nmalmeHTa. CungmeHaguI OKa3bIiBaeT
COoCymopacImpsIoniee eUCTBUE, IPOIBIIETCS JIETKUM U KPAaTKOBPEMEHHEBIM
CHUKEHHEM apTepuajabHOro gaBineHus (cM. Pazmen «®apmakonorudeckue»). [1o
Ha3Ha4yeHus cuigeHadusa Bpad OOIXKEH TIAaTEIbHO B3BECUTDh, MOXKET JIM TaKOM
9¢pdeKT HeOIaronpusATHO BIAMSATH Ha MMAllMEeHTOB C ONpeaeIeHHBIMU OCHOBHBIMU
3abo0eBaHUsIMU, 0OCOOEHHO B COYETaHUHU C CEKCYaIbHOM aKTUBHOCTHIO. K malmeHTaMm c
MOBHIIIIEHHOW YyBCTBUTEJILHOCTHIO K Ba30AM/IaTaTOPOB OTHOCSTCS IAllMeHTH C
0oOCTpyKLMeN BEIBOOHOTO TPaKTa JIeBOT0 XKeJlyJodKa (HarmpuMep, CTEHO3 aOpTHI,
runeprpoduruyeckasi OOCTPYKTHUBHASA KapAUOMUOIIATHSI) U MTAllUEeHTHl C PEOKUM
CUHAPOMOM MYJIbTUCUCTEMHOMN aTPOPUU, OOHUM U3 IIPOSABIEHUU KOTOPOU SIBISAETCS
TSI2KeJloe HapylleHue Perysilui apTepuaabHOTO JaBJIeHUS CO CTOPOHEI BEreTaTUuBHOMN
HEPBHOU CUCTEMHI.

Buarpa ODT noTeHuupyeT ruioOTEH3UBHOE [IelCTBUEe HUTPATOB (cM. Pa3gen
«[IpoTuBOIOKa3aHUSI»).

B mocTMapKeTUHTOBLIM MEePHUOM CO0O0IIanoCch O TAXKEBIX ITOOOYHBIX PeaKIIMsIX CO
CTOPOHBI CEPMIEYHO-COCYANCTON CUCTEMBI, BKJII0OYasi HPapKT MHUOKapAaa,
HecTaOMUIbHOM CTeHOKap[auel, BHe3alTHYI0 CePOedYHYyI0 CMEPTh, XKeIyI04KoBas
apuTMHus, 1epedpoBaCKyIISIPHLIE KPOBOUIIUSIHUS, TPAH3UTOPHYIO UIIEMUYECKYI0
aTaKy, apTepuajibHOU TUIlepTeH3uen U apTepuaalbHOU TUIIOTEH3UM, KOTOPHIE 10
BPEeMeHU COBIIaJlajii C IPUMeHeHueM npernapara Buarpa ® ODT. YV 60nbIInHCTBA
anUeHTOB, HO He Y BCeX, CYyIlleCTBOBaJIX (paKTOPHI PUCKa CEPAEYHO-COCYOUCTHIX
3aboseBaHuii. MHOTO TaKuX MOOOYHBIX peaKlyii HabJII0gasioch BO BpeMs UIIHU Cpa3y
IIOCJIe IOJIOBOTO aKTa U TOJIbKO HECKOJIBKO CJIIYyYUJIOCh BCKOPE MOCJie IPUMEHEHU
npenapaTta Buarpa ODT 6e3 cekcyaibHOM aKTUBHOCTHU. [109TOMY HEBO3MOXKHO
OITpenesuTh, CBSI3aHO PA3BUTHE TAaKUX MOOOYHLIX peaKIIui HEeIOCPEeACTBEHHO C
dakTOpamMu pucKa, UM UX Pa3BUTHE O00YCIIOBJIEHO OPYTruMH (haKTOPaMHU.



ITpuanus3m. CpencTBa Os IeYeHUS 3PEKTUIbHON OUCPYHKIIUY, B TOM YHCIE U
cungeHadu, cjaegyeT Ha3HadaTh C OCTOPOKHOCTHIO MallieHTaM C aHaTOMHUYECKUMU
nedopMalusiMu IeHrca (TaKUMU KaK aHTYIISIIUsI, KaBePHO3HBIN (Gubpo3 unu 601e3Hb
[MetipoHM) U NMalleHTaM C COCTOSHUSIMH, KOTOPhIE CIIOCOOCTBYIOT PAa3BUTHUIO
npuamnu3Ma (TakKuMHU KaK CEPIIOBUAHO-KIIETOUYHAsA aHeMHUSI, MHOXKECTBEHHasI MHuejioMa
unu nerkeMus). [locse BeIXoma IpemapaTa Ha PHIHOK COO0Iamoch O CIydasx
VIJIMHEHHOM 3peKIuy U mpuarnui3Ma. B ciydae, Korja speKius OnuTcs 0osee 4 4acos,
MmanyeHTaM cilenyeT HeMeIJIeHHO o0paTUuThCS 3a MEeOUIIMHCKOM ITOMOIIIbI0. [1pu
OTCYTCTBUM HEMEJIEHHOT O JIeYeHUs IIPUAIli3M MOXKET IIPUBECTH K ITIOBPEXKIEHUIO
TKaHeU IeHNCa U K CTOUKOHU MOTepe IIOTEHIIUH.

OO0HoBpemeHHOe npumeHeHue ¢ Opyaumu uHaubumopamu ®I[3-5 uau Opyaumu
npenapamamu 014 A€YEHUA IpeKmuabHOU ducyHKyuu. be3omacHOCTh U

9 HEKTUBHOCTH OMHOBPEMEHHOI'O IPUMEHEHU S CUJIIeHaduna ¢ IpyruMu
uHruoutopamu ®JI193-5 unu OpyruMu mpemnapaTamMu Ojs JieueHus TUIepTeH3Un
JIETOYHOM apTepPUHu, cogepzxKaliue cunngeHadun (HanpuMep npemnapat PeBalino), unm ¢
OPYTUMHU TIperapaTaMi OJIs IeYeHUS 9PEeKTUIbHOM OMCPYHKIMYU N3ydaluchk. [ToaToMy
IIPpUMEeHEeHNe TaKuX KOMOMHAIIUN He PEKOMEHOyeTCs.

BausiHue Ha 3peHue. CTIOHTaHHBIE COOOIIEHUST O BOSHUKHOBEHUY Ne(PEeKTOB 3peHuUs
IIOCTYyTaJIi aCCOLIMUPOBAHO C IPUMeHEeHUEeM cungeHadusia U opyrux UHruOuTOpoOB
®I13-5 (cM. Pazmen «I[lo6ouHble peakiuu»). O cinydassx HeapTepHualbHOU IepenHen
HUIIeMUYECKON HEBPOIIATUU 3PUTEJILHOTO HEPBA, SABISETCS PEJKUM COCTOSSHUEM,
MMOCTYyIIaJi CHOHTaHHBIE COO0IIEeHNs M CO00IIaroch B HaJ30PHOM HMCCIeOBaHNU
aCCOITMMPOBAHO C ITPUMEHEHUEM cuimeHaduna u Opyrux uHruoutopos ®I3-5 (cMm.
Paspen «ITob6ouHble peakiuu»). [TallMeHTOB clenyeT NpegynpeauThb, YTO B CIIydae
BHE3aIlTHOT0 HapyllleHUusa 3peHus NpuMeHeHusd nnpenaparta Buarpa ODT cnenyet
IIPeKpaTuTh U HeMeOJjIeHHO o0paTUThCA K Bpauy (cM. Pasmen «IIpoTuBOmOKa3aHUsI»).

OOHoB8pemeHHOoe npuMeHeHue ¢ pumoHasupom. OODHOBPEMEHHOE ITPUMEHEHUE
cunmeHaduia ¥ puTOHaBUpPa He peKoMeHayeTcs (cM. Pa3men «B3aumopericTBue C
OPYTUMHU JI€KaPCTBEHHBLIMU CPEACTBAMU U APYTrye BUIOLI B3aUMOOENCTBUI»).

OO0HoBspemeHHOoe npumMeHeHue ¢ biokamopamu a-adpeHopeuenmopos. [lanueHTamM,
MTPUHUMAIONTUM OJIOKATOPH! A-afPEeHOPeleITOPOB, IPUMEHSTh CUIIAeHadUI CIeayeT C
OCTOPOXKHOCTBIO, IIOCKOJILKY TaKasi KOMOMHAIINST MOXKET IPUBECTH K
CUMIITOMATHUYECKOU TUIIOTEH3UU Y HEKOTOPHIX IIPEIPACIIONIOXEeHHBIX ITallueHTOB.
CuMIITOMaTH4YeCcKas TUIIOTeH3usI 0OBIYHO BO3HUKAET B TeUeHue 4 4acoB II0CTIe
IpuMeHeHus cungeHaduna. C 1eIbi0 MUHUMH3AlHH BO3MOXKHOTO Pa3BUTUS
IMOCTYPaJIbHOM TUIIOTEH3UU [0 Hadaja IPUMEeHeHUs cumeHaduia
reMOoJMHaMHUYeCKHe IT0Ka3aTellu ITallieHTa IIPU Tepanuu 0JI0KaTOpaMu o-
agpPEeHOPEeLeNTOPOB MOIKHEI OBITh CTAOUIBLHEIMU. CllefyeT pacCMOTPETh BO3MOXKHOCTh



MMPpUMeHEeHUsT HadalbHOM Ho3kl cungeHaduna 25 mr (cM. Pa3sgen «Crmocob nmpuMeHeHUs
U 0o3b»). KpoMe TOrO, ciegyeT nponH(GOPMUPOBATh MAaIlMEHTOB, KaK OelCTBOBATh B
clly4dae MOSBII€HUS CUMIITOMOB OPTOCTaTUYECKOU THIIOTEH3NN.

BausiHue Ha KposomeveHus. ViccimengoBaHus TPOMOOITMTOB YejloBeKa IMoKa3aliu, YTo in
vitro cunpgeHadun MoTeHIIUPyeT aHTHArperaluoHHbBIM 3QOEeKTH HaTpUs
HUTponpyccuma. HeT HuKaKoi nHPOPMaIMK OTHOCUTEIbHO 0€30MaCHOCTH
NIpUMeHeHUsI CulgeHaduiIa IMalfieHTaMy C HapyIIeHusIMU CBEPTHIBAHUS KPOBU U
OCTPOM sI3BEHHOM 00J1e3HbI0. TakuM 00pa3oM, IpuMeHeHune cunmeHaduia
nangueHTaMy 3TOU I'PYIIITEI BO3MOXKHO TOJIBKO IOCJIE TIATEJIbHOM OL€HKU
COOTHOMIIEHHUS MONIb3bI U PUCKA.

ITomep=s cayxa. BpadyaM cienyeT IOCOBETOBaTh HNallieHTaM IPEeKpaTUTh IPUMEHEHNEe
uHrno6uTopoB I 3-5, BKitoyas npemnapaT Buarpa ODT, u HeMeaIeHHO 00paTUTHLCS 3a
MeOUIIMHCKOM ITOMOIIBIO B CITydae BHE3aMHOIO0 CHUXKEHUS MU IoTepu ciayxa. O6 aTux
SIBJIEHUSX, KOTOPBIE TaKXKe MOTI'yT COIIPOBOXKIATLCA 3BOHOM B yIllaX U
rOJIOBOKPYZKeHHeM, CO00IIaIoCh C accoyalel BO BpeMeHU C IPUMeHeHueM
uHruoutopoB ®I13-5, BKmtodas npenapaTt Buarpa ODT. OnpenenuTh, 9TU SIBIEHUS
HAIIPSIMYIO CBsSI3aHBI C TPUMeHeHueM MHTubutopoB ®I9-5, unu c gpyrumMmu
(akTOpamMu, HEBO3MOXKHO.

OOHoBpeMeHHOe NpuMeHeHUe C 2unomeH3uBHbiMU npenapamamu. Buarpa ODT
OKa3bIBaeT CUCTEMHYIO COCyOOpacCIlIUpsIollee OerCTBUEe U MOXKET B JaJIbHEUIIeM
CHUKaTh apTepuajbHOE OaBjIeHUE Y ITallMeHTOB, IIPUMEHSIOIINX TUIIOTEH3UBHBIE
JIeKapCTBEHHLIE CpefCcTBa. B oTOenbHOM MCCIIeqO0BaHUM JIEKAPCTBEHHOT' O
B3aMMOJEUCTBUS IIPU OOHOBPEMEHHOM NpUMeHeHuU aMmaoagunuHia (5 mr unu 10 Mr) u
npenapaTta Buarpa ODT (100 mr) nmepopaibHO HaGII0OanoCch cpegHee
OOIIOJIHUTEJIbHOE CHUXKEHNE CUCTOJIMYECKOr0 AaBJIeHUusa Ha 8 MM PT. CT. U
OUaCTOJINYECKOTO - Ha 7/ MM PT. CT.

3aboaesaHus, nepedarowuecsa noaosuiMm nymem. IIpruMeHeHne npenapara Buarpa
ODT He 3amuIinaeT oT 3a00JIeBaHUY, IepeOaloIINXCA IIOJIOBEIM IyTeM. CrienyeT
pPaccMOTPETh BO3MOXKHOCTh UHPOPMUPOBAHUS ITAIIUEHTOB O HEOOXOOUMBIX MEP IS
3alIUTH OT 3a00ieBaHMi, ITepefaoIlIXCcs IOJIOBLIM IIYTEM, BKII0Uasi BUPYC
HMMYyHOIOe(UIINTa YeJI0BEeKa.

®epmuavHocmes. ITocne npuema 100 Mr 3mOpPOBEIMU HJOOPOBOJIBIIAMU He HAaOII0aI0Ch
BIIUSTHUS HAa MOP(OIOTHIO UM IMMOOBUIKHOCTDL CIIepMaTo30ua0B (cM. Pa3men
«®apMaKOJIOTUYECKUE»).

CnoCoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIMH NIPH YIIPaBJI€HUH
AaBTOTPAHCIIOPTOM MJ/IM PadoTe C MexXxaHUu3MaMH



Buarpa ODT MoxKeT UMeTh He3HaYUTEJIbHOE BJIMSHUE Ha yIIpaBlIeHUe
aBTOTPAHCIOPTOM UJIM OPYTUMU MeXaHU3MaMu.

[TockOnbKy B XOO€ KJIMHUYECKUX UCCIIeqOBaHUN IPUMEHEHUS CUuigeHadunia
CO00IIIasIoCh O ClIydasx rOJI0BOKPYKeHHe U HapyLUIeHUs CO CTOPOHLI OPraHOB 3PEHUS,
repen TeM KaK CafUTHCA 3a PYyJIb TPAHCIIOPTHOT'O CPEACTBa WUJIU OPYTUMU
MeXaHM3MaMHU, ITallieHTaM HeoOX0AUMO BBEISICHUTDH, KaKOBa UX MHOWBUAYyaJIbHAS
peakuusa Ha IpuMeHeHUe npenaparta Buarpa ODT.

IIppuMeHeHHe B MEePHO] 0EPEeMEeHHOCTH H/IH KOPMJIEHHUSI I'PYIbIO
IIpenapaTt Buarpa ODT He npegHa3Ha4veH O/ IPUMEHEHUS XKEeHIIINHaAMMU.
Cnnoco0 nmpuMeHeHUsI U 1036l

[TpenapaT IPUMEHSIOT IEPOPAIBHO.

[IpemapaT crnegyeT UCIOIb30BaTh HEMEJIEHHO IIOC/IEe TOTO, KakK TabIeTKy BBIHYIU U3
6nuctepa. TabmeTKy cienyeT MOJIOXKUTh Ha A3bIK, JOKOAThCS €e paclaj, a 3aTeM
MIPOTJIOTUTh. [IpenapaT MOXKHO IPUHUMATH C BOOOM uitu 6e3.

[Tpu HeoOxomuMOCTU IpuMeHeHUs 003kl 100 MTr BTOpPYIO TablIeTKy ciiefyeT IPUHSATH
TOJIBKO TIOCJIE TIOJTHOTO pacliajia mepBoi TabJIeTKH.

PekoMeHpOyeTCcs IpUMEHSITh IpelapaT HaToIlaK, ITOCKOJIbKY MPU ITPUMEHEHUN
ImperiapaTa OOHOBPEMEHHO C XKUPHOU IHUIllel HabmofgaeTcsd 3HaYuTeIbHAs 3aepkKKa
abcopOb1uy 10 CpaBHEHUIO C IIPUMEHEHNEM TabJIeTOK Ha IIyCTOM KeyHooK.

B3pocavie. TIpu HeoOxomuMocTu npenapat Buarpa ODT crnegyeT mpuMeHsiTh 3a 1 4ac
0O CEeKCyaJIbHOM aKTHUBHOCTHU. PeKoMeHaOyeMasi mo3a cocTtasisgeT 50 mr. [IoCKONIbKY
ITPY OMHOBPEMEHHOM IIPUMEHEHUHU C MUIllel ITPOUCXOOUT 3afiepKKa abcopOuu u
3amensieTcs a¢pdekT npenapara (cMm. Pazgen «PapMakKOKHMHETHUKaA»), pEKOMEHOyeTCs
NIPUMEHATH IIpelapaT HaToIllakK.

B 3aBucuMocCTHu OT 3(p(PEeKTUBHOCTH U TEPEHOCHUMOCTH A03y MOKHO yBenuduTh 10 100
Mr. MakcuManbHasi peKoMeHIOoBaHHas mo3a coctaBnseT 100 mr. [Ipu He0OXOOUMOCTH
npuMeHuTh o3y 100 Mr cienyeT IpuHATH 2 TabmeTku 1o 50 Mr ImocnenoBaTesbHO.

MakcumMasnbHas peKOMeHJO0BaHHas YacToTa IPUMeHeHUs IIpernapaTa coctaBnseT 1
pa3 B CyTKH.

[Tpy HeOOXOOUMOCTH IIPUMEHEHUS HO3bl 25 MI' peKOMEHYEeTCS UCII0Ib30BaTh
cunpgeHadun, TabneTKU ITOKPHITEIE 000JIOYKOM 25 MT.



ITauueHmul nodcu020 8o3pacma. Heo6xoguMoOCTh B KOPPEKIIMU OO3HI MallieHTaM
MMOZKUJIOTO Bo3pacTa (= 65 7eT) OTCyTCTBYyeT.

ITauuerHmul ¢ noyueyHou Hedocmamo4yHocmbvio. 1715 mallMeHTOB C IIOYEeYHOU
HeOOCTaTOYHOCTHIO JIETKOU U CPeOHEelN CTEIIeHU TSIXKeCTHu (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKOMeHayeMas Jo3a TaKas XkKe, KaK yKa3aHO BHIIIEe B pa3aesie «B3pocrbie».

[ToCKONIBKY y mallueHTOB C IOYEYHOU HEJOCTaTOYHOCTBIO TSIKEJION CTEIleHU (KJIIUPEHC
KpeaTuHuHa <30 MJI/MUH) KJIMPEHC CUJIfeHadula CHUXKEH, CIeAyeT PacCCMOTPETh
BO3MOZKHOCTh IPUMEHEHHUS OO3bl 25 MI. B 3aBUCHMOCTH OT 3 PEKTUBHOCTH U
IIePeHOCUMOCTH IIpenapaTa IIpu He0OXOOUMOCTH [03Y MOKHO IIOCTEIIEHHO YBEJIUUUTh
mo 50 mr u mo 100 mr.

ITayueHnmul ¢ neyeHoUHoU Hedocmamo4yHocmbuvio. [I0OCKONIBKY y ITallueHTOB C
Me4YeHOYHOU HEeJOCTAaTOYHOCThIO (HaIlpUMep IIMPPO30M) KIUPEHC culmeHaduia
CHUXKEH, ClIelyeT paCCMOTPETh BO3MOXKHOCTDh IPUMEHEHUS OO3kI 25 MrI. B
3aBUCHUMOCTHU OT 3(PPEeKTUBHOCTH U IIEPEHOCUMOCTH IIpellapaTa Ipu HeoOXOOuMOCTH
03y MOXKHO IIOCTeNeHHOo yBenuuyuTh 0o 50 mr u o 100 mr.

ITauyuenmul, npumeHsOUW,Ue Opya2ue neKkapcmaeeHHble cpedcmaea. Ecnu nmaleHTH
omHOBpeMeHHO HHruouTopel CYP3A4 (3a HCKIIIOYEHHEM PUTOHABUPA, IPUMEHEeHIe
KOTOPOT0 OOHOBPEMEHHO C CUJIbAeHapUIOM He PEeKOMEHAYeTCs, CM. Pa3gesnsl
«OcobeHHOCTH TPUMEHEeHUsI», «B3auMopelcTBre C IPYTrUMHU JIeKapCTBEHHBIMU
CpeacTBaMM U OPyTrHe BUOBI B3aUMOJENWCTBU») CIIeAyeT paCCMOTPETh BO3MOXKHOCTbD
MMpUMeEHEHUS HadallbHOM JO3HI

25 Mr.

C 11e71bI0 MUHUMHU3AIINY BO3MOXKHOI'O PA3BUTHS ITOCTYPAIbHOM TUIIOTEH3UU Y
Mal¥eHTOB, IPUHUMAIONIUX OJI0KATOPHI X-aIPEHOPEIENTOPOB, 10 Havyajla IPUMEeHEeHU s
cunmeHaduia COCTOSTHME TaKUX ITAllMEeHTOB IOJI?)KHO OLIThH CTaOMIU3UPOBaH. Takxke
clegyeT pacCMOTPETh BO3MOXKHOCTh IPUMEHEHHUS HadyaJIbHOU JO3HL 25 MT (CM.
Pazpmentr «OcoOeHHOCTY ITPUMEHEHUST» U «B3auMomencTBue C IPyruMU
JIEKAPCTBEHHLIMU CPEICTBAMU U OPYTUe BUIOBI B3aUMOOEUCTBUN»).

HeTn
[IpenmapaT npoTHBOIIOKAa3aH K IPUMEHEHUIO JIUL[aMU B Bo3pacTe 10 18 serT.
Ilepeno3upoBka

B xome KITMHUYECKUX UCCIIeOOBAaHUM C y4acTheM J0OPOBOJILIEB ITPU ITPUMEHEHUN
pa3oBoi go3kl cungeHaduna mo 800 Mr moOoUYHEIe PeaKIuy ObIIN ITOOOOHEI TEM,
KOTOpPbIe HAOIOOanuch IpyU NpUMeHeHUN cunneHaduia B 601ee HU3KUX 103aX, HO



BCTpeYaJIiiCh 4alie u Oulyin 0oJiee TsXKeNnbIMU. [IpuMeHeHue cungeHaduia B gose 200
MT He ITPUBONIIO K MOBHIITIEHNI0 3¢ (GHEKTUBHOCTU, HO BHI3LIBAJIO POCT KOJIMYECTBa
ClIy4aeB pa3BUTHSA MOOOYHBIX peaKlui (TOI0BHOM 00JH, ITPUIUNBOB KPOBH,
TOJIOBOKPYKE€HUEe, OUCIIEIICUY, 3a/I0KEHHOCTH HOCa, HapyIIeHUN CO CTOPOHBLI OPTraHoB
3pEeHus).

B cnydae mepemo3upoBKY ITPU HEOOXOOMMOCTH IPUOErarT K OOBIYHBEIM
MMONePXXUBAIOIINX MEPOIIPUSATHM. YCKOpPeHUe KIIUpeHca cuigeHaduia npu
reMogualu3e MaJIOBEPOSITHO M3-3a BEICOKOM CTEIIeHU CBS3LIBAHUS IIpernapara C
OeKaMu I1J1Ia3Mbl KPOBU 1 OTCYTCTBHE 3JIMMUHAIIUU CUJleHaduIa ¢ MOYOMu.

ITobouHBbIE peaKIIUuu

[Tpoduns 6e3omacHocTU ImpemnapaTta Buarpa ODT 6a3upyeTcst Ha JaHHBIX,
IIOJTY4EeHHBIX B X0Mie 74 OBOMHBIX CIIEILIX IIane00-KOHTPOIHUPYEeMBIX KIIMHUYECKUX
uccnenpoBanuit (9570 mamueHToB). Yalle BCero coo0Iiagoch 0 TaKUX IMOOOYHBIX
peaxkusx, Kak rojioBHas 00JIb, IIPUINBLEI KPOBHU, OUCIIEIICHSI, 3aJI03KEHHOCTh HOCa,
00JIb B CIIMHE, TOJIOBOKPY2KEHUE, TOITHOTA, TPUJIUBHL 2Kapa, HapyIIeHUs 3peHus,
IIMAHOIICUS U IIOMyTHEeHMe 3peHusi. MudopMaIlius o MOOOYHEIX PEaKIIui B paMKax
IMOCTMAaPKETUHTOBOTO HabmomeHus Oblyla coOpaHa B TeueHUe mepuomIa
ITPOOOIKUTENbHOCTHIO Oosiee 10 sieT. [IOCKONMBKY 3asiBUTEI0 CO00IIaochk He 000 Bcex
MOOOYHBIX PeaKlUIX U He BCce ITO0O0YHBIEe pPeaKIuy ObIIU BK/IIOUEHHl B 0a3y MaHHBIX II0
0e30ITaCHOCTH, YaCTOTa TAaKUX PeaKIIUi He MOXKET OBITh JOCTOBEPHO OIIpeesieHa.

Bce knuHMYECKU 3HaYMMbIe TTOOOYHBIE PeaKIIuy, KOTOPhlie HabIioaanich BO BpeMs
KJIMHUYECKUX UCCIeIOBaHUM Yallle, YeM IPU MPUMeHeHUN I1anebo, MpuBeIeHb HUXe
B COOTBETCTBUHU C Kiaccudpukamnuenn «CucremMa-opraH-KjiacC» U 4aCTOThl: O4Y€Hb 94acCTO
(= 1/10), gacTto (= 1/100 - <1/10), HeuacTo (= 1000 - <1/100) u pegko (= 1/10000 -
<1/1000). B nipepmenax Kaxao¥ I'PYIIIHI 10 YaCTOTe NOOOYHLIE pPeaKIIuu IPUBEeOeHH B
NOpsgKe YMEHbIIEHUS UX CEPbe3HOCTH.

HHbeKIMoHHbIe 1 NHBA3WBHEIE 3a00JI€eBaHUA.

HeuacTto puHur.

Co CTOPOHBI UMMYHHOM CHUCTEMEI.

HeuacTto TUIIEPYYBCTBUTEJILHOCTS.

Co CTOpPOHBLI HEPBHOM CHUCTEMEIL.

O4yeHb YacTO: TOJIOBHAs OOJIb.

YacTo: TOIIOBOKPYXKEHUE.



HeuacTo COHIMBOCTD, TUIIECTE3US.

Penko MHCYJIbT, TPAH3UTOPHAS UINIeMHUYECKas aTakKa, Cyqoporu *, peluauBHl CyIoM *,
CUHKOIIE.

Co CTOPOHEBI OPraHOB 3PEHUSI.

YacTo HapylleHWe BOCIPUSTHUS IIBeTa **, pacCcTpoiCTBa 3peHusi, IOMyTHEHUE 3PEHUS].

HeuacTo paccTpoiicTBa cime3oTedeHue ***, 6onb B riasax, ¢orodobusi, GoTomncusi,
TUIIEPEeMUs TJia3, SPKOCTh 3PEeHUs, KOHBIOHKTUBUT.

Pepko HeapTepuasibHa IepemHssa UIIeMUYeCKasa HelponaTus 3pUTEeIbHOTO HepBa *
OKKJIIO3US COCYHOB CeTYaTKU * peTUHAaJIbHBIU KPOBOU3JIUSIHUE, apTEPUOCKIIEPOTUYHA
peTHHOoNaTHus, HapyIlIeHUsI CO CTOPOHLI CETYaTKHU, I'JIayKoMa, Ae(eKTH I10Jid 3peHusd,
OUIIJIONUS, CHUXKEeHHEe OCTPOTHI 3PEHU S, MUOIUSA, aCTEHONN S, IIJIaBalolIue
IIOMYTHEHHUSI CTEKJIOBUIHOTO TeJla, HAPYIIIEeHUsI CO CTOPOHEI PadyKHOM 000JI0UKH,
MHUOpUAa3, IOSBJIEHUE CBETSIIIUXCS KPYTOB BOKPYT UCTOYHHUKA CBeTa (rajo) B IIOJie
3peHUs, OTEK IJjia3, IPUNYXJIOCTh I'Jla3, HapyLIEeHUs CO CTOPOHEI I'Jla3, TUIlepeMUs]
KOHBIOHKTHUBEI, pa3gpakeHue Ijiia3, aHoMaJIbHbIE OINYILEeHHUs B Ila3aX, OTEK BEK,
oOecliBeurBaHNe CKJIEPHI.

Co CTOPOHEHEI OPTraHOB CJIYXa U BeCTI/I6VJ'I$IpH01"O daIlllapaTa.

HedyacTo: roloBOKpyXKeHue, 3BOH B yIlIax.
Pepnko riyxora.

Co CTOpPOHHI cepalia.

HeuacTo Taxukapaus, yCUuJIeHHOe cephaliebueHue.

Penko BHe3alHas ceppaedHas CMepPTh *, mH(GapKT MHUOKapaa, KeJlyJo4YKoBasi apuTMUSI
*, bubpunIaus npeacepanii, HecTabuabHasE CTEHOKAPOUS.

CO CTOPOHEI COCYIOB.

YacTo npuauBbEL KPOBHU K JINITY, IIPUJIUBEL Kapa.
HeuacTo runepreH3usi, TUIIOTEH3US.

Co CTOPOHBI PECINPATOPHOM CHUCTEMEI, OPraHOB I'PYAHOM KJIETKU U CPEeIOCTEeHHS.

YacTo 3a/102KeHHOCTh HOCa.

HeuacTo HOCOBOE KPOBOTEeUYEHNE, 3aJIO2ZKEHHOCTDL ITPUAATOYHEIX ITa3yX HOCA.



Penko: omryIieHue cxkaTus B Topjie, OTEK CIIU3UCTON 000I0YKY HOCA, CyXOCTh B HOCY.

CO CTOPOHHI XKeJIYOOYHO-KUIIEeYHOT0 TPaKTa.

YacTo TOHUIHOTA, OUCIIEIICUSI.

HeuacTo ractpoa3odareanbHas pediiokcHas 00j1e3Hb, pBOTa, 00JIb B BePXHEM 4acTu
KHWBOTA, CyXOCTb BO PTY.

Pemko rumecTes3usi pOTOBOM ITOJIOCTH.

CO CTOPOHBI KOXKH U IMOOKOXKHOM TKAHHU.

HeyacTo: ChIIlb.
Pepko cungpoMm CTuBeHCa - [I2KOHCOHA *, TOKCUYECKUM SIIUAEePMaIbHBIA HEKPOJIU3 *.

Co CTOPOHHBI OIIOPHO-OBUIaTEILHOI0 alllapaTa ¥ COeOUHUTEIbHOM TKaHHU.

HeuacTo: muanrus, 00JIb B KOHEYHOCTSIX.

Co CTOPOHEHI MOYEBLIIEIUTEIPHON CUCTEMEL.

HeuacTo rematypus.

Co CTOPOHBI PEIPOOYKTHUBHOM CHUCTEMEBI ¥ MOJIOYHBIX JKeJe3s.

Penko KpoBoTeUYeHMeE 13 IIOJIOBOTO YJieHa, IpUanu3M * reMaToCIIepMus,
MTPOAOJIXKUTEIbHAS 9PEKIIUS.

O6H.II/Ie HapyIIeHudA U PEaKIIU B MECTE BBEOEHUIA.

HeuacTo 60k B Ipyau, IMOBHIIIEHHAST YTOMJISIEMOCTD, YyBCTBO Kapa.
Penko: pa3gpaxeHue.

Oo0cemoBaHue.

HeuacTo moBhIIIIEHHAsT YaCTOTa CEPAEYHBIX COKPAIIleHUH.
* Co00111aJI0Ch JIUIIb IIPU UCCIeA0BaHUHU ITOCJIe BEIXOAa IIpeliapaTa Ha PHIHOK.
** HapylieHue BOCIIPUSTHUSA LIBETA: XJIOPOIICUS, XPOMATOIICHUS, LIMQHOIICUS, EPUTPOIICHUS, KCAHTOIICUS.

*** HapyleHue ciie30TedeHue: CyXOCTh B I'Jla3aX, HapylIeHue CIe300TOeJIeHUs U IIOBHIIIIEHNE
Clle30TedYeHue.

Cnepnytomiye moOOYHBIE peakKy Habmoganucek y <2% malyueHTOB B XOOe
KOHTPOJINPYEMBIX KIIMHUYECKUX UCCIIeNOBaHMM; UX MPUYNHHAs B3aUMOCBS3b C



npuMeHeHueM Ipenaparta Buarpa ODT saBnseTcs HeonpeaeleHHbIM. Bbljii OTMEe4YeHEbI
1moOOYHBIE PeaKIIUH, KOTOPhle BEPOSITHBIN CBSI3b C IPUMEHEeHUeM nperapara. [1pu
9TOM He OBLIM YKa3aHbl MOO0YHbLIE PeaKIINU JIeTKOM CTeleHU. TakKe 0TMevasiucCh
MoOOYHEIE PeaKIi, COOOIIeHNEe 0 KOTOPHIX OYeHb HETOYHBIMH, YTOOLI UMETH
3HAYEHUE.

Obuwiue: otek nuila, GOoTOCEHCUOMTM3AIINs, III0K, aCTeHus, 60/Ib, BHe3aMHOe ITajieHue,
00/b B JKUBOTE, BHE3AIMHOE ITOBPEKIECHUE.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: CTeHOKapaus, AV-01oKama, MUTPEHB,
IMOCTypajbHas TUIIOTEH3Us, UIIEeMUSI MUOKapaa, TPOMO03 COCYIOB I'OJIOBHOT'O MO3Ta,
BHe3alTHasi OCTAHOBKA Cep[lla, HapylleHus pe3ynbTaToB Ha JKI', KapouoMuonaTus.

Co CMOPOHDbI ofceﬂydquo-KuweuHoeo mpaxkma: TJIOCCUT, KOJIUT, JII/IC(bal"I/IH, IraCTpPHUT,
TaCTPOSHTEPHUT, :—)30(1)&1“1/11", CTOMATHUT, HapYII€eHNue Pe3yJIbTAaTOB II€YEHOYHEIX Hp06,
PEeKTaJlIbHO€ KPOBOTEYEHNE, THHTUBHUT.

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

Paccmpoticmea memaboau3ma u NUMAaHusi: XKaxmna, OTEK, mogarpa, HecTaOUTbHBIN
ouabeT, TunepriIukKeMus, nepudeprudecKrue 0OTeKH, TUIIEPYPUKEMU ST, TUTIOT TUKEMUSI,
TUIepHATPUEMHUSI.

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

Co cmopoHbl HEPBHOU cucmeMbl: aTaKCUsl, HEBpaITus, HelponaTus, IapecTe3ny,
TPEeMOp, BEPTUTO, AeIpeccusi, 0eCCOHHUIA, aHOMAaJIbHEIE CHOBUIEHU ST, CHUKEHHUE
pednekcos.

Co cmopoHbl ObixameabHOU cucmembl: acTMa, OOBIIIKa, JTapUHTUT, (DapUHTUT,
CUHYCUT, OPOHXUT, yCUJIEHHOE CIIIOHOOTAEeJIeHNe, YCUJIeHIe Kalllfs.

Co cmopoHbl KOJ¥CUu: KpalluBHUIIA, TepPIIeC, 3y, IIOTJINBOCTD, SI3BbI KOXKHU, KOHTAaKTHBIN
OepMaTuT, 3KC(HOoIMaTUBHBEIN OepPMaTHUT.

Cneuuguueckue owyweHus: BHe3allHOe CHUXKEHUE UIIH ITOTeps cliyxa, 60Jib B yIIIax,
KPOBOUIJIMSTHUE B I'Jla3, KaTapaKTa, CYXOCTh B I'1a3ax.

Co CMOPOHbI ypoeeHumaﬂbHoit cucmemMbol: TUCTUT, HUKTYPHUSI, ITIOBHIIMIEHHASA YaCTOTa
MO‘-IeI/ICHYCKaHI/If"I, YBEJIIMYE€HNE MOJIOYHEIX 2K€eJIe3, He[JeP2KaHne MO4YH, HapyIlIeHue
IAKYIIAIUYU, OTEK ITIO0JIOBBIX OPIraHOB, aHOPra3Mui.

OnbIT NPpUMEHEHUS IOCIIe BEIXOMla Ha PHIHOK. Crenyioiire M0O0YHbBIE PeaKuy ObITH

oOHapyzKeHBHI IT0CJIe BhIXOMa ITperapaTa Ha PhIHOK. [I0OCKONMBKY O TaKMX peakluu



Cco00MIal0T TOOPOBOIFHO M COOOIEHUS ITOCTYIAI0T OT MOMYISIINY HEM3BECTHON
YHCJIEHHOCTH, He BCerga MOXKHO JOCTOBEPHO OLIEHUTDL UX YaCTOTY UM YCTAHOBUTD
MIPUYUHHYIO CBSI3b C 9KCIIO3UIMEH JTeKapCTBEHHOT'0 CPeACTBa. ITU ITOOOYHLIE PeaKIuu
OBLLIM ITPUHSATHE BO BHUMAHUE B CBSI3U C HAJIMYKUEM CJIeOYIOIuX (paKTOpOB:
CEepPBbe3HOCTh, YaCTOTa COOOIIEHUSI, OTCYTCTBHE YETKOTO aJIbTEPHATUBHOI'O CBSI3H U
KOMOHMHAIINSA BCeX 3TUX (aKTOPOB.

CepoeuHo-cocyducmule u uepebposackyasipHble asieHus. CoobIanoch 0 CEPbe3HBIX
CepevYHO-COCYOUCThIE, 1IepeOPOBaACKYISIPHBIE U COCYOUCTHIE SIBJIEHUS, BKIIIOYas
11epeOpPOoBaCKyIsIPHON KPOBOTeUeHNe, cyDapaxHouaalbHOE U BHYTpHUIllepeOparlbHOM
KPOBOTEeYEHUE U JIETOUHOE KPOBOTEYEHHNE, KOTOPHIE OBI/TM CBI3aHbI BO BPEMEHMU C
npuMeHeHUeM IpernapaTta Buarpa ODT. YV 6onbmInHCTBa MallMeHTOB, HO HE ¥ BCEX,
UMeJIUCh (AaKTOPhI CePaedYHO-COCYOUCTOT0 prucka. Coo0IIIansoch, YTO MHOTHE U3 ITUX
sIBJIEHUY BO3HUKIIM BO BPeMS MJIU Cpa3y II0CJie CEKCyallbHOM aKTUBHOCTU M HECKOJILKO
SIBJIEHUY BO3HUKJIM Cpa3y Iocjie NpuMeHeHus npenaparta Buarpa ODT 6e3
CeKCyaJIbHOM aKTUBHOCTHU. [I[pyrue sBJIeHUS BO3HUKIIU B TeUEeHHE MOCJIeAYIONIUX YaCoB
WUJIM OHEU Iocjie IpuMeHeHus npenaparta Buarpa ODT u cekcyalbHOM aKTUBHOCTH.
HeB03MOKHO yCTaHOBUTH, CBSI3aHHI JIU 3TU SIBIIEHUS C IPUMEHEHUEM IIpenapara, C
CeKCyaJIbHOM aKTUBHOCTBIO, C UMEIOIUMUCS (paKTopaMu pHCKa WU C KoOMOUHAIIneHn
9TUX (PAKTOPOB, UJIU C IPYTUMHU PaKTOPAMH.

KposeHocHasa u aumgpamuyeckasa cucmembl: Ba300KITIO3UBHUN KPU3UCOB. B
HeOOoIbIIIOM 3a0/IaroBpeMeHHO IPUOCTaHOBIIEHHOM HUCCJIeMOBAaHUM IIPUMEHEHUS
npemnapaTa PeBanuo (cunmeHadun) malueHTaM C JIeTOYHOM apTepuanbHOI
TUIepTeH3uel, BTOPUYHOU 10 CEPIIOBUAHOKIIETOYHON aHEMUH, TIPU IIPUMEHEHUN
cunpgeHaduIa 0 pa3BUTHUN Ba300K/II03UBHUX KPU30B, TPeOYIOIINe TOCIIUTaIN3alluy,
coo00IIIanIoCh Yallle, 4YeM IIpU IpUMeHeHuu Iiane6o. Knuaudeckoe 3HaYeHUEe 3TOU
“nHpOpMalLMHU O/ HallMeHTOB, IPUHUMaloIuX npemnapat Buarpa ODT c ueneio
JIeYeHU s 9PEeKTUIIbHOU TUCHYHKINY, SIBIISIETCS HEU3BECTHBIM.

HepsHas cucmema: TpeBora, TpaH3UTOPHAs ri1o0abHass aMHEe3Mus.
Cneuupuueckue owyu,eHus.

Cayx. Tlocme BBIXOa IIpelapaTa Ha PHIHOK COOOIIAIoCh O CIIy4YasiX BHE3aITHOT O
CHUXKEHUS UJIU [IOTEPHU CJIyXa, CBsI3aHHBIE 110 BPEMEHU C IIPUMEHEHUEeM IIperapara
Buarpa ODT. B HEKOTOPBIX CIydasiX COOOMIaIOCh O HATUYUU MEOUIIMHCKUX COCTOSHUMU
U Opyrux GakKTOpOB, KOTOPHIE MOTJIX CHITPATh POJIb B Pa3BUTUU NOOOUYHBIX peaKIIui CO
CTOPOHEI ciiyxa. Bo MHOTUX cnydasx nH(GOpMallus 10 JajbHeUlIeMy MeOUIInHCKOMY
HaOJIIOMeHNI0 OTCYTCTBYeT. OnpenenuTh, 9TH SIBJIEHUS HAIPSIMYIO CBSI3aHHI C
npuMeHeHneM npenaparta Buarpa ODT, ¢ umeromuMucsa pakTopaMu pUCKa IOTEPHU
ciyxa, Cc KoMOuHaluen 3Tux (akKTOPOB UJIM C APYTrUMHU (haKTopaMu, HEBO3MOXKHO.



BQQHUQ.' BpeMeHHas IIoTepd 3PpeHNd, IIOKPaCHEHHE I'JIa3, 2KXKEeHHE B I'Jla3aX,
IIOBBEIINIE€HKWE BHYTPUIJTIA3HOI'O OaBJIEHHNA, OTEK C€TYaTKH, COCYOUCTEIE 3a001eBaHUs
CeéT4YaTKH HUJIM KPOBOTE€4YEHHUE, OTCJIOMKa CTEKJIOBUOHOI'O Tella.

[Tocrne BeIXOMa ITpemapaTa Ha PHIHOK PEKO cOO00Ianochk O Ciaydasix HeapTepualbHOU
epegHer UIIeMUYeCKOM HEeBPOIaTUM 3PUTEJIbHOIO HEPBA, UYTO SBJISETCSA IPUYUHON
CHUXKEHUS 3PEeHUsI, BKITI0OYas ITOCTOSTHHYIO IOTEPI0 3PEHUSI, KOTOPhIe OBITH CBSI3aHHI BO
BPEMEHU C ITpuMeHeHueM uHruoutopoB ®JI13-5, BKimoyas npenapaTt Buarpa ODT. ¥
MHOT'MX aIlMueHTOB, HO He Y BCEX, UMEJINCh aHATOMUYECKHUE UJIU COCYOUCTHIE (DaKTOPHI
pUCKa pa3BUTUA HeapTepUaJIbHOU IIepefHel UIIEeMUYEeCKON HEBPOIIaTUU 3PUTEIILHOIO
HepBa, BKIO4Yas (HO He 00s13aTeIbHO OTpaHUYUBASICh) CIIeAyIolIue: HU3Koe
COOTHOIIIEHVE IraMeTpa 9KCKaBalluy U OuWCKa 3PUTEJIbHOIr0 HepBa (3aCTOUHBIN OUCK
3pUTENLHOTO HEPBa), Bo3pacT 50 jieT, runepTeH3us, 3aboneBaHusi KOPOHAPHBIX
apTepuyl, TUIepIunugeMus U KypeHrue. HeBO3MOXKHO ONpenesiuTh, 3TU SIBJIEHUS
HAIMpPSMYIO CBSI3aHBI C TPUMEeHEeHUEeM UHTUOUTOPOB OI13-5, C UMEIOIINMUCS
aHATOMUYECKUMHU UITH COCYOUCTHIMU (paKTOpaMHU PUCKa, C KOMOMHAIIUEN 3TUX BCEX
(bakTOpPOB MU C APyruMu paKTOpaMM.

Omuem o nodo3pesaembix nobouHbvle peakyuu. OTYET 0 MOA03PEeBaAEMEIX IT0OOOYHEIE
PeakKIuy Iocjie perucTpaluy JJeKapCTBEHHOT0 CPECTBA UMEeeT BaxKHOe 3HaUYEHHUe.
9TO0 MO3BOISIET IPOBOOUTH HEITPEPLIBHBIN MOHUTOPHUHT COOTHOIIIEHUS MOIb3E U
PUCKOB, CBSI3aHHLIX C IPUMEHEHHEeM 3TOT0 mperapara. Bpadam ciemyeT
OTYUTHIBATHCS O JIFOOLIX ITOI03peBaeMbie IT0O0YHEIE PEeAKIIUH B COOTBETCTBUU C
TpeOoBaHUSIMHU 3aKOHOOATEILCTBRA.

CpoOK rogHoOCTH
3 roga.
YcioBusi XxpaHeHusi

XpaHUTh B HEOCTYIIHOM [JIs IeTeN MecTe.
XpaHUTh B OPUTHMHAJILHOM YIIaKOBKE AJISI 3aIllUTHI OT BIaTrH.

He TpebyeT crieninaabHBIX YCIIOBUM XpaHEHUS.
YonakoBka
ITo 2 TaGnetku B 6iucTepe, mo 1 61ucTepy B KAPTOHHOM KOPOOKe.

Kareropus ornycka



ITo penenry.
ITpou3sBomourenn
dapeBa AMOya3s/Fareva Amboise.

MecTOHaxo0XaeHHe IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCylIeCTBIICHHSA
oesiTeJIbHOCTH

3oue Uupactpuan, 29 poyt gec Uuapactpuc, 37530 IToce-crop-Cuc, ®paHuus/Zone
Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.

M CTOYHUK MHCTPYKIIMH

HNHCTpYyKIIUS TIEKAPCTBEHHOTO CPpeACcTBa B3siTa U3 0PUIHMAIbHOTO UCTOYHUKA —
'ocymapCTBEHHOT'O peecTpa JJIeKAaPCTBEHHHBIX CPEOCTB YKPAUHEI.



http://www.drlz.com.ua/

