UHCTPYKUMA NO NPUMEHEHUIO

Cocrasn

1 TabneTka, NOKpbITaa NIEHOYHON 0BOMOYKOM, COOEPXKUT: [O3MPOBKA 25 MI: aKTUBHOE
BeLLeCTBO: cungeHaduna uMtpar B nepecyeTe Ha cungeHadun — 25 mr
BCroMoraTesibHble BellecTBa (94p0): uennosiosa Mukpokpuctannuyeckas — 50,0 mr;
NakKTo3bl MOHOIrMApAaT (Caxap MOJSIOYHbLIN) — 61,5 Mr; KpockapMennosa HaTpusa
(npumennosa) — 7,5 Mr; NOBUAOH (MONUBUHUMANUPPOSTMAOH CPEOHEMOSIEKY-NSAPHbIN) —
4,5 mr; marHmna cteapat — 1,5 mr; BcnomoraTernbHble BelwecTsa (obonoyka): Onagpan
(cnupT NOAMBMHMNOBBIN, YaCTUYHO MMOPONN30BaHHbIN — 2,0 Mr; TuTaHa guokeng E 171
— 1,145 wmr; makporon (nonuatuneHrnukosnbs 3350) — 1,01 wmr; Tanek — 0,74 wr;
arntoMUHWEBBIN Jlak Ha ocHoBe BpunnuanToBoro ronty6oro — 0,096 wmr; xenesa okeung, (1)
xentbin E 172 — 0,0085 wr; »xxenes3a okeug (I1) yepHoin E 172 — 0,0005 mr). go3mnpoBka
50 Mr: akTMBHOE BeLLLECTBO: cungeHadvna umtpat B nepecyeTte Ha cungeHadpun — 50
Mr BComoraTerbHble BellecTBa (S4p0): Lenntnosa Mukpokpuctannmyeckasa — 54,0 wr;
NaKTo3bl MOHOrMApAT (Caxap MOJSIOYHbIN) — 74,0 Mr; KpocKapMennosa HaTpus
(npumennosa) — 10,0 Mr; NOBUAOH (MONMBUHUITNUPPOSTMAOH CpeaHEMOIIe-KYNSAPHbIA) —
10,0 mr; marHus cteapart — 2,0 Mr; BcioMmoraTernbHble BelwecTsa (obonoyka): Onagpan
[l (cnnpT NONIMBUHMMOBBINA, YaCTUYHO MMOPONN30BaHHbIN — 2,4 Mr; TUTaHa guokeng E
171 — 1,374 wr; makporon (nonuatuneHrnukons 3350) — 1,212 mr; Tansk — 0,888 wr;
antoMUHU-EBLIN Nak Ha ocHoBe BpunnuaHToBoro ronyboro — 0,1152 mr; xenesa okeug
(1) »xenTbIn E 172 — 0,0102 w™r; xenes3a okeng, (11) yepHbii E 172 — 0,0006 wmr).
posuposka 100 mMr: akTMBHOE BELLECTBO: cungeHaduna yutpart B nepecyeTe Ha
cungeHadpun — 100 mr BcnomoraTesibHble BeLlecTBa (94p0): uenntonosa
MUKpOKpucTannuyeckasa — 83,5 Mr; nakTosbl MoHOrMapaT (caxap MonoyHbin) — 83,5 wmr;
Kpockapmennosa HaTpus (npumennosa) — 15,0 mr; noBMAOH (MONUBUHUANUPPONNAOH
cpegHemorne-kynsapHbii) — 15,0 mr; mardua cteapat — 3,0 Mr; BcnomoraTernbHble
BellecTtBa (obonoyka): Onagpan Il (CnUPT NONMBMHUNOBBLIN, YaCTUYHO
rMaponmM3oBaHHbIv — 3,6 Mr; TuTaHa guokeng E 171 — 2,061 mr; makporosn
(monuatunenrnukons 3350) — 1,818 mr; Tanbk — 1,332 Mr; antoMUHM-EBLIN NakK Ha
ocHoBe bpunnunanToBoro ronyboro — 0,1728 wmr; xeneaa okeng, (1) xentein E 172 —
0,0153 wr; xxenesa okeug (ll) yepHbin E 172 — 0,0009 wr).

JlexapcTBenHas hopma

TabneTkn, NOKpPbITbIE MNAIEHOYHON 0BON0YKON
Ommucanue

TabneTkn, NOKpbITbIE NAEHOYHOM 060104KON ronyboro LBeTa, Kpyrible,
ABOSIKOBbINYKnble. TabneTtkn Ha nanome 6enoro unu noyTtn 6enoro ueeta

dapmakoaMHAMUKa

CunageHadun — MOLWHbBIN CENEKTUBHbBIN MHIMBUTOP LIMKNOryaHo3nHMoHodgocdat
(urMo)- cneumdmyeckon hocdoamnactepasbl 5-ro Tuna (P35). MexaHn3m gencTema
Peanusauusa gpusmnonornyeckoro MexaHmama apekuumn cBasaHa C BbICBOOOXAEHNEM
okcuga asota (NO) B KaBepHO3HOM Tere BO BpeMsi CEKCyasibHOW CTUMynaunn. 3To, B
CBOI oYvepeab, NPUBOAUT K yBenn4yeHuto ypoBHA Ul M®, nocnegytowiemy
paccnabneHunio rmagkoMbILLEYHON TKaHW KaBEPHO3HOIO Tena 1 yBerMYeHUo npuToka
KpoBu. CungeHadun He okasbiBaeT NPsIMOro paccrnabnswowero 4encTBms Ha



N301MPOBaHHOE KaBEPHO3HOE TENO YerioBeka, HO yeunmeaeT adpdekT okcmaa asoTa
(NO) nocpeactBom nHrmbmposanma L35, koTopas oTBeTCTBEHHA 3a pacnag ulr Mo.
CunpgeHadun cenektuBeH B oTHoweHun P35 invitro, ero akTMBHOCTb B OTHOLLEHUM
135 npeBOCXOANT aKTUBHOCTb B OTHOLLEHUWN OPYIUX N3BECTHbIX M30DEPMEHTOB
dochoaunactepasbl: PS6 — B 10 pas; 131 — 6onee 4yem B 80 pas; 32, ©134,
OO37-d[1311 — 6onee yem B 700 pas. CungeHadun B 4000 pas bonee cenekTueeH B
oTHoweHun ®135 no cpaBHeHuto ¢ D133, UTO NMEET BaxXHeNLlee 3Ha4YeHNe,
nockonbky ®133 aBnseTca 0 gHUM U3 KNIYEBbLIX (PEPMEHTOB pPerynsumm cokpaTUMMOCTU
Muokapaa. ObasaTenbHbIM ycroBmem apdekTMBHOCTU cungeHaduna aensaeTcs
cekcyanbHas ctumynsums. KnnHndeckne gaHHble Kapgnonormyeckune nccnegoBaHms
MpumeHeHne cunaeHaduna B gosax Ao 100 Mr He NPMBOAUNMO K KITMHUYECKM 3HAYUMbIM
nameHeHunam SKI y 3qopoBbix 4obpoBonbLeB. MakcMmanbHOe CHUXeHNE
CUCTONNYECKOTO JaBfeHns B MOMOXEHUM fexa nocre npuemMa cungeHadgpuna B gose
100 mr coctaBuno 8,3 MM pT. CT., @ AMacTonn4eckoro gaesnenus — 5,3 mm pT. cT. bornee
BbIpaXXEHHbIN, HO Takxke npexogawmnmn adpdekT Ha apTepuanbHoe gasneHune (AL)
oTMevancs y nauMeHToB, NPUHUMAaBLLMX HATPaTbI (CM. pa3genbl «[1poTnBonokasaHus»
n «Bsanmopgencrtame ¢ gpyrumum nekapcTBeHHbIMK Npenapatamm»). B uccnegosanum
remoanHammyeckoro adbdekta cungeHadpuna B ogHokpatHon gose 100 mry 14
nauMeHToB C TSXKenon nwemmndeckon donesHoto cepaua (MBC) (6onee yemy 70 %
naumeHToB Obln CTEHO3, MO KparHen Mepe, OAHOW KOPOHAPHOW apTepun),
CUCTONMNYECKOE N OMaCTONMYEeCcKoe AaBfieHMe B COCTOSIHMM NMOKOS YMeHbLluanock Ha 7 %
N 6 %, COOTBETCTBEHHO, a JIErOMHOE CUCTONNYECKOE OaBreHne CHMxXanocb Ha 9 %.
CungeHadun He BNnUAN Ha cepaeydHbli BbIOPOC U He HapyLlan KpOBOTOK B
CTEHO3NPOBAaHHbIX KOPOHAPHbIX apTeEPUsIX, a TaKkKe NPUBOAUI K YBENNYEHNIO
(npnmepHo Ha 13 %) ageHO3NH-NHOYLIMPOBAHHOIO KOPOHAPHOIO NOTOKa Kak B
CTEHO3UPOBAHHbIX, TaK U B UHTAKTHbIX KOPOHapPHbIX apTepusix. B ABOMHOM crienom
nnaueboKoHTponMpyeMoMm uccriegoBaHum 144 naumeHTa ¢ 3peKTUIIbHON OUCPYHKLMEN
N cTabunbHOM CTEHOKapAVen, NPMHUMAaKLWLMX aHTUaHIMHanbHble npenapatbl (Kpome
HUTPAaTOB) BbIMOSHANN PU3NYECKME YNPaKHEHUS 40 TOrO MOMEHTA, Korga
BbIpa)X€HHOCTb CUMMTOMOB CTEHOKapAMMN YMeHbLUMMIAch. [NpogomKMTenbHOCTb
BbIMNONIHEHUS YNpaXKHeHUs Bbina goctoBepHo 6onblue (19,9 cekyHa; 0.9 - 38.9 cekyHn)
y NaumneHToB, NpUHMMaBLLNX cungeHadpun B ogHokpaTHon gose 100 Mr no cpaBHEHUIO
C NauneHTamu, nonyyaswnmm nnauedo. B paHooOMU3MPOBaHHOM JBOMHOM CrENOM
nnaueboKoOHTPONMpyeMOM UccregoBaHnn naydanm apdekT nepemMmeHon 4o3bl
cungeHaduna (go 100 Mr) y My>xdmnH (n = 568) ¢ apekTUnbHOM ANCEHYHKLNEN N
apTepuanbHOn rmnepTeH3nen, npuHMmaroLwmx 6onee aByx aHTUIMNEPTEH3UBHbIX
npenapatos. CungeHadun yny4ywunn apekumto y 71 % My>X4mH no cpaBHeHuio ¢ 18 % B
rpynne nnauebo. Yactota HebnaronpusaTHbIX 3ddekToB Bbifia cpaBHUMa C TAaKOBOW B
ApYrux rpynnax nauneHToB, Tak Xe Kak y nuu, npuHMMmatrowmx 6onee tpex
aHTUTMNEPTEH3UBHbLIX NpenapaTtos. ViccrnegoBaHna 3puUTeSbHbIX HapyLLUEeHU Y
HEKOTOpPbIX NauneHToB Yepes 1 yac nocrne npuema cungeHadgpuna B gose 100 mr c
nomoubto Tecta PapHcsopTa-MyHcena 100 BbISBIEHO nerkoe v npexoasilee
HapyLLueHne cnocobHOCTM pasnuyaTb OTTEHKM LBETA (CUHEro/3eneHoro). Yepes 2 yaca
nocrie npuemMa npenapara 3TM U3aMeHeHust oTcyTcTBoBann. CumMtaeTcs,, YTo HapyLLeHne
LBETOBOrO 3peHMsI Bbi3biBaeTCsA MHrMbuposaHnem 136, koTopasa y4acTByeT B
npouecce nepegayn ceeTa B cetyaTke rnasa. CungeHadun He okasbiBan BANSHUSA Ha
OCTPOTY 3pEHUS, BOCNIPUATUE KOHTPACTHOCTU, SNEKTPO- PETUHOrPaMmy, BHyTPUrnasHoe
AaBneHne nnn gnameTp 3padka. B nnauebokoHTponnpyeMom nepekpecTHoOM
nccrnegoBaHUM NaumMeHToB C JoKa3aHHOW paHHEBO3PaCTHON MaKynsapHOU
aereHepaumen (n = 9) cungeHadun B ogHokpaTtHon gose 100 Mr nepeHoCcuncsa xopoLuo.
He 6bIno BbIABMEHO HUKAKNX KIMMHUYECKM 3HAYMMbIX U3SMEHEHWI 3PEHUS, OLLeHMBAEMbIX
no cneyunarnbHbIM BU3yarnbHbIM TeCTam (OCTpOTa 3peHus, peletka AMcnep, UBeToBoe



BOCMpUATME, MOAENUPOBAHNE NPOXOXAEHMS UBETa, nepumeTp Xamdpu n
doTocTpecc). PhdekTMBHOCTE APPEKTUBHOCTL N Be30onacHOCTb cungeHaduna
oueHmBanu B 21 paHAOMU3NPO-BaHHOM ABOMHOM Crenom nnaueboKOHTpONMpyeMoMm
nccrnegoBaHun NPOAOIMKUTENBHOCTLIO A0 6 MecsaueB y 3000 naumeHTOB B Bo3pacTe OT
19 po 87, C apeKTUnbHOM ANCKYHKUNEN Pa3fIMYHOM 3TUONOMMN (OpraHN4ecKon,
NCUXOreHHOW U cMeLlaHHon). A dPEeKTUBHOCTL Npenapara oueHnBanu rnobasibHo ¢
NCNoNb30BaHMEM OHEBHMKA 3PEKUNIN, MEXAYHAPOOHOI0 MHAEKCA SPEKTUIBHOWN
PYHKUNN (BanngMpOBaHHbIN OMPOCHUK O COCTOSIHUN CeKcyanbHOW OYHKLUMKN) 1 onpoca
naptHepa. 3 dEKTUBHOCTb cungeHaduna, onpegeneHHas kak cCnocobHOCTb AoCTUraTb
N nogaepmBaTb 3PEKUMIO, 4OCTAaTOYHYO AN YAOBNETBOPUTENBHOIO NOSIOBOrO aKTa,
Oblna NpoaeMOHCTPMpPOBaHa BO BCEX NPOBEAEHHbIX UCCeaoBaHusX 1 bbina
noaTBepXXaeHa B AONTOCPOYHbIX MCCeaoBaHNAX NPOAOIKUTENBHOCTLIO 1 roa. B
nccneaoBaHuaX ¢ NpuMeHeHnem UKCMpoBaHHOM 403bl COOTHOLLEHME NaUNEHTOB,
COOBLWMBLUNX, YTO Tepanus ynyywuna nx apekumto, coctasnano: 62 % (nosa
cungeHaduna 25 mr), 74 % (no3sa cungenadpuna 50 mr) n 82 % (posa cungeHadpuna
100 Mr) no cpaBHeHuto ¢ 25 % B rpynne nnauebo. AHann3 mexayHapogHoro nHaekca
3PEKTUNBHON PYHKLUKN NOKa3arn, YTo AONONTHUTENBHO K YNYYLLIEHMIO SPEKLMM NeYeHne
cungeHadmnom Takke NnoBbILLANO KA4eCTBO opra3ma, No3BONAN0 AOCTUYb
yOOBNEeTBOPEHMS OT NOSIOBOro akta un obuiero yaosnetsopeHusi. CornacHo
0600LLEHHbIM JaHHbIM, Cpean NauneHToB, COOBLUMBLLMX 00 yryyLleHUn 3pekunmn npu
nevyeHun cmngeHadunom 6einm 59 % 6onbHbIX AnadeTtom, 43 % nauneHToB,
nepeHecLInx pagukanbHyto NpocTaTakToMuio 1 83 % NauneHToB C NOBPEXOeHUSIMN
CnMHHOro mo3sra (npoTtuB 16 %, 15 % n 12 % B rpynne nnauebo, COOTBETCTBEHHO).

cI)ElpMElKOKI/IHGTI/IKa

dapmakoknHeTuka cungeHadvna B pekomeHayeMom guanasoHe 403 HOCUT SIMHENHbIV
xapaktep. BcacbiBaHue [locne npvema BHYTpb cungeHadun 6bICTpo BCackiBaeTCs.
AbcontoTHast BnogocTynHOCTL B cpeaHeM coctaBnseT okono 40 % (o1 25 % po 63 %).
InvitrocungeHadpun B KoHUeHTpauum okono 1,7 Hr/mn (3,5 HM) nogaBnseT akTMBHOCTb
® 135 yenoseka Ha 50 %. NMocne ogHokpaTHOro npuema cungeHadgpuna B gose 100 mr
CpeaHss MakcMmarnbHasi KOHUeHTpauusa ceBobogHoro cungeHaduna B nnasme Kposu
(Cmax) myxumH coctasnsieT okosio 18 Hr/mn (38 HM). Cmax npu npueme cungeHadpuna
BHYTPb HaTowWak gocturaetcs B cpegHem B TedeHme 60 muH (o1 30 MuH 0o 120 MuH).
Mpn Nnpueme B cOMETaAHUN C XXMPHOWN NULLEN CKOPOCTb BCAaCbiBaHUS cHMKaeTcs: Cmax
yMeHbLUaeTcs B cpegHeM Ha 29 %, a BpeMsi AOCTUXKEHUA MakCUManbHON
KOHUeHTpaumn (Tmax) ysennunBaetcs Ha 60 M1H, ogHako cTeneHb abcopbuunm
AOCTOBEPHO HEe n3mMeHsieTca (nnowaab nog dapMakoKMHETUYECKON KPUBOM
KoHueHTpauus-spema (AUC) cHmxkaeTtca Ha 11 %). Pacnpegenenne O6bem
pacnpegeneHuns cungeHadguna B paBHOBECHOM COCTOSAHUM cocTaBnseT B cpegHem 105
n. CeAsb cungeHaduna n ero OCHOBHOIO Lpkynupytowero N-4eMeTUnsHoro
mMeTabonuTta ¢ 6enkamun nnasmbl KPOBU COCTaBNSET OKOMo 96 % 1 He 3aBUCUT OT
obuien koHueHTpauumm npenaparta. Menee 0,0002 % [o3bl cungeHaduna (B cpeaHem
188 Hr) obHapyxeHo B cnepme yepe3 90 MuH nocne npuema npenapata. Metabonuam
CunpgeHadun metabonunanpyetcs, rmaBHbIM 00pa3oM, B NeYeHn nog AeNCTBMEM
nsogepmenTta ymutoxpoma CYP3A4 (OCHOBHOWM NyThb) 1 M30hePMEHTA LMTOXpoMma
CYP2C9 (MyHOpHBIN NyTb). OCHOBHOW LIMPKYNMPYIOLWMIA aKTUBHbIN METabonuT,
o6pasyowmica B pesynbtate N- gemeTnnupoBaHus cungeHaduna, nogsepraeTcs
AanbHerwemMy metabonmamy. CenekTMBHOCTb 4ENCTBUSA 3TOro metabonuta B
oTHoweHun ®L15 conocTaBnMa ¢ TaKOBOW cungeHaduna, a ero akTBHOCTb B
oTHoweHun O35 invitrococtaensaeT okono 50 % akTMBHOCTM cungeHaduna.
KoHueHTpauusa metabonuTa B nnasme KpoBU 300pOBbIX 40OPOBOMbLEB COCTaBNsaNa



okono 40 % OT KoHUeHTpaumn cungeHacuna. N-gemeTunbHbii MmeTabonut
noasepraeTca ganbHenwemy metabonuamy; nepmog ero nonyebiBegeHuns (T1/2)
cocTaBngaeT okoso 4 vac. BeiBegeHne O6wmi knupeHc cungeHaduna coctasnset 41
n/yac, a koHeuHbIn T1/2 — 3-5 vac. Nocne npuema BHYTPb Takxe Kak rnocre
BHYTPUBEHHOIO BBEAEHNA cungeHadusn BbIBOAMTCS B BUAe MeTabonmToB, B OCHOBHOM,
KnweyHmkoMm (okono 80 % nepoparnbHOW 403bl) U, B MEHbLUEN CTENeHU, MoYKkaMu (OKOMOo
13 % nepopanbHon 03bl). PapMakoKMHETMKA Y 0COObIX rpynn naumMeHToB [oxunsle
nauueHTbl Y 340p0OBbIX MOXUITbIX NALMEHTOB (CTaplle 65 neT) KnupeHc cungeHadpuna
CHWXEH, a KOHLeHTpaunsa cBoboAHOro cungeHaduna B nna3me Kposu npumepHo Ha 40
% BbiWwe, YeM y Mmonoabix (18-45 net). Bo3pacT He oka3sblBaeT KIIMHUYECKM 3HA4YMMOro
BIIMSIHMS Ha YacTOTYy pa3BUTUS NOBOYHLIX adhhekToB. HapyweHnsa dyHKumm noyek Mpu
nerkon (knupeHc kpeatuHuHa (KK) 50-80 mn/muH) n ymepeHHon (KK 30-49 mn/mMuR)
CTEMNEHN NOYEYHOM He4OCTaTOYHOCTN hapMakoKMHETHKa cungeHaduna nocne
OAHOKpAaTHOro npuemMa BHyTpb B fo3e 50 Mr He nameHsieTcs. Npu TsHkenon noYeyHomn
HegocTaToyHocTh (KK ? 30 Mn/MUH) KNnpeHc cungeHaduna CHUxXaeTcd, YTo NpuBoanT
K npumMepHO aBykpaTHoMy yBenndeHuto 3HadeHna AUC (100 %) n Cmax (88 %) no
CpaBHEHMIO C TAKOBbIMY MOKasaTensamm npyu HopmaribHOM (OYHKLUKN NOYEK y NaumMeHToB
TOW >Xe BO3pacTHOM rpynnbl. HapyweHna yHKUnn nevyeHn Y naumeHToB C LMppo30oM
neveHn (ctagmum A n B no knaccudpumkaumm Yanna-reto) knupeHc cungeHadovna
CHWXaeTcs, YTO NpmMBOAUT K NoBbiweHnto 3HadeHus AUC (84 %) n Cmax (47 %) no
CpPaBHEHMIO C TAKOBbIMY MOKasaTenamm npu HopmarbHOM OYHKUUN NeYEHN Y
nauMeHTOB TOWM e BO3pacTHOM rpynnbl. PapMakoKnMHeTuKa cungeHaduna y 60nbHbIX C
TSOKENbIMU HapyLweHnamMu oyHKummn nedenu (ctagus C no knaccudpmkaunm Yamng-leto)
He n3y4vanacs.

ITokazanus k IMPUMCHCHUIO

IleveHne HapyLleHWI 3peKLNN, XapaKTEPU3YOLNXCH HECMOCOBHOCTBLIO K AOCTUXKEHWIO
NN COXPaHEHWIO 3peKLMn NOMNOBOro YneHa, 4OCTaTOYHOM ANg yO0BeTBOPUTENBHOIMO
nosioBoro akta. CungeHadun adeKTUBEH TONBKO NPU CEKCyanbHOW CTUMYISLMMN.

HpOTI/IBOHOKa?)aHI/I}I

[MpuMeHeHWe y NaumneHToB, NosyYarLmnX NOCTOAHHO UK C NepepbiBaMu 4OHATOPbI
oKcuaa asoTa, opraHu4yeckme HUTpaTbl UM HATPUTBLI B NMOBbIX hopmax, NOCKONbKY
cvngeHadun ycunueaeT runoTeH3NBHOE AENCTBUE HUTPATOB; — MO
3aperncTpupoBaHHOMY nokasaHuto npenapat CungeHadun-C3 He npeaHasHaveH ans
NnpPUMeHeHns y neten n No4pocTKOB B Bo3pacTte 40 18 neT; — no
3aperncTpupoBaHHOMY nokasaHuto npenapat CungeHadpun-C3 He npeaHasHaveH ans
NPUMEHEHUS Y XEHLLUNH; — AednUnNT NakTasbl, HENePEeHOCMMOCTb NaKTO3bl, MIOKO30-
ranaktosHasi Manbabcopbuns; — He pekomeHayeTCa OAHOBPEMEHHOE NPUMEHEHMe
cungeHaduna ¢ puToHaBUPOM; — MOBbILLEHHAsA YyBCTBUTENBbHOCTb K cungeHaguny
unu Kk ntobomy apyromy KOMMOHEHTY npenapaTta. beszonacHocTb 1 3ppeKTBHOCTL
npenapata CungeHadpun-C3 npu COBMECTHOM NPUMEHEHUN C APYTMMN CpeacTBaMm
neYeHns HapyLUeHUI 3peKUnn He n3yvyanumcb, NO3ITOMY NPUMeHeHne NogobHbIX
KOMBUHaLUmMn He pekomeHayeTcs. C OCTOPOXHOCTbLIO: — aHaToMu4eckas aecdopmauns
NOJSIOBOrO YrieHa (aHrynaums, KaBepHo3HbIN pnbpo3s nnu 6onesHos MNenpoHn); —
3aboneBaHusA, NnpegpacnonaratwLme K passBuTmio npuanuama (CepnoBMaHO-KNETOYHas
aHeMusi, MHOXXeCTBEHHas Muernoma, nenkos, Tpoméountemus); — 3abonesaHus,
COnpoBOXAalLWMecs KpoBOTeYEHNEM; — 060CTpeHne A3BeHHON BonesHun xenyaka u
ABEeHaaLaTUNepCTHOM KULLIKW; — HACNeACTBEHHbIN MUIMEHTHbIA PETUHUT; —
cepAaeyHas HeJoCTaTOYHOCTb, HecTabunbHasa cTeHoKapaus, NepeHeceHHbIe B



nocriefHve 6 Mec MHAPKT MUOKapaa, MHCYIbT UMW XN3HeyrpoxarLune aputMmmm,
aptepuanbHas runeptensus (AL >170/100 mm pT.cT.) unu runoteHausa (A <90/50 mm
pT.CT.); — Y NauUMEHTOB C 3Nn304amMun pasBuUTUA NepegHen HeapTepUUTHON
NLLIEMNYECKON HEBPOMNATUN 3pUTENbHOIO HepBa (B aHaMHese).

[IpuMeHnenune npu OEPEMEHHOCTH U KOPMIICHUU TPYAbIO

Mo 3aperncTpupoBaHHOMY MokasaHuo npenapaTt He npeaHasHayYeH Aansi NpUMeHeHUs y
XKEHLLMH.

[Ipumenenue y nereun

Mo 3apernctpmpoBaHHOMY NokasaHuo npenapaT CungeHadpun-C3 He npegHasHayeH
ANsA NpUMEHEHNs y oeTeln n NnoapocTKoB B Bo3pacTte Ao 18 ner.
[ToOounEbIe nEeicTBUS

O6bl4yHO NoboyHble adhdekTbl Npenapata CungeHacdun-C3 cnabo nnu ymepeHHo
BbIpa)KeHbl M HOCAT NPEXOASALLMIA XxapakTep. B nccnegoBaHusix ¢ npUMeHeHnem
dUKCMPOBaAHHOW 003bl NOKA3aHO, YTO YaCTOTa HEKOTOPLIX HEXenaTenbHbIX ABNEeHUN
noBbILLAEeTCs C yBenmyeHnem o3bl. [Npu npumeHeHnmn npenapata CungeHacgun-C3 B
[03ax, NPEeBbILALLMX PEKOMEHOYEMbIE, HEXeNaTelbHbIe SIBMEHUS ObINn CXOAHBIMU C
OTMEYEHHbIMW Bbille, HO 0ObIYHO BCTpevanucb Yale. HapyweHnsa obLiero coctostHmA:
6onb B rpyaum, obwasa cnaboctb. Annepruyeckme peakumn: peakumm noBbILLEHHON
YyBCTBUTENBHOCTU (B T.4. KOXHas Cbinb), cuHapom CTmeeHca-[)KOHCOHA, TOKCUYECKNI
anugepmarnbHbIn Hekponus (cnHgpom Jlanenna). Co CTOPOHbI LEeHTPanbHOM U
nepudepnyeckomn HEPBHOM CUCTEMbI: COHIMBOCTbL, MTMNECTe3nd, NHCYNbT, 0BGMOPOK,
TpaH3UTOPHas UemMnyeckasi ataka, Cyaoporu, B T.4. peungmsupytowmne. Co CTOPOHbI
cepaeyHo-cocyamuCTON CUCTEMBI: Taxnkapamsi, NoBbILLEHNE unu cHmkeHne ALl, nHapkT
MUoKapaa, dudpunnaums npeacepani, XXenygoykoBas aputmMust, HectabunbHas
CTeHoKapausi, BHe3anHas cmepTb. CO CTOPOHbLI OpraHoB AblXaHUs: HOCOBOE
KpoBoTeuveHne. Co CTOPOHbI NULLEBAPUTESNBHOM CUCTEMBI: PBOTA, TOLUHOTA, CYyXOCTb
cnuaunctom obonoykm nonoctn pta. Co CTOPOHbI OpraHa 3peHus: 6onb B rnasax,
noKpacHeHue rnas/MHbLeLMPOBaHHOCTb CKIEP, NOpPaeHNe KOHbIOKTUBLI, HAapyLUEHNe
cnes3oTeyeHust, NnepeaHsst eMmmnyeckas onTnyeckas HeBponaTus, OKKIO3ns cocyaoB
ceTyaTtku, aedekTbl nonen 3peHuns. Co CTOpOHbI OpraHa criyxa: BEpTUro, LWyM B yLlax,
rnyxoTa. Co CTOPOHbI KOCTHO-MbILLEYHON cucTeMbI: Mmnanrmusi. Co CTOPOHBbI
penpoayKTUBHOW CUCTEMbI: ANUTENbHAsA 3PEKUNa U/unv npuannam, remaTocnepmMmmsa un
KpOBOTEYEHNS 13 NOSIOBOrO YSieHa.

B3aumoneiictBue

BnusaHue gpyrmux nekapCcTBEHHbIX NpenapaTtoB Ha hapMaKkOKMHETUKY cungeHaduna
MeTtabonuam cungeHaduna npoMcxoamT B OCHOBHOM NMo4 AeNCTBUEM M30(hepMEHTOB
umtoxpoma CYP3A4 (ocHoBHOM NyTb) u CYP2C9, no3aTOMYy MHIMOUTOPbLI 3TUX
N30(hepMEHTOB MOIYT YMEHbLUUTbL KNUPEHC cungeHaduna, a MHAYKTopbl,
COOTBETCTBEHHO, YBENUYUTb KNNpeHC cungeHaduna. OTMe4eHO CHWXKEHNE KnnpeHca
cvngeHaduna npy 0 gHOBPEMEHHOM MPUMEHEHUM MHIMOUTOPOB N3oepmeHTa
untoxpoma CYP3A4 (KeTOKOHa30s1, 3pUTPOMULMH, unmeTnauH). LUnmetngun (800 mr),
Hecneumguyecknii nHrmbutop nsodepmenHta untoxpoma CYP3A4, npn coBMECTHOM
npueme c cungeHadpunom (50 Mr) Bbi3bIBaET NOBbILLEHNE KOHLEHTpauumn cungeHaduna
B nNnasme Ha 56%. OgHokpaTHbIN NpueM cungeHaduna B fose 100 Mr coBMECTHO €
aputpomuumHom (no 500 mr 2 pasa/cyT B TeyeHune 5 gHen), cneumdunyecknm



NHrMBuTOopOoM n3odepmenHta untoxpoma CYP3A4, Ha hoHEe AOCTUXKEHUSA MOCTOSAHHOM
KOHLIEHTpaLMM 3pUTPOMULIMHA B KPOBW, NpmBOauT K yBenudeHnto AUC cungeHaduna
Ha 182%. Npu coBmecTHOM npueme cungeHaduna (ogHokpatHo 100 mr) un
cakBuHaBupa (1200 mr/cyT 3 pasa/cyT), Hrimbutopa BUY-npoTteasbl n nsodpepmeHTta
umtoxpoma CYP3A4, Ha boHe JOCTMXKEHUS NOCTOSIHHOW KOHLIEHTpaLmMu cakBnuHaBmpa B
kpoBun Cmax cungeHacduna nosbiwanack Ha 140%, a AUC yeenuyusanack Ha 210%.
CunpgeHadun He oKasblBaeT BMSIHUSA Ha hapMakOKMHETUKY cakBuHaBupa. bonee
CUnNbHble NHMMBUTOPBI M3ohbepmeHTa utoxpoma CYP3A4, Takme kak KeTOKOHa30s U
NTPaKoHas30s, MOryT BbI3blBaTb U 6onee CunbHble N3MEeHEHNA bapMaKOKUHETUKN
cungeHadpuna. OgHoBpeMeHHOe npumMmeHeHne cungeHadguna (ogHokpatHo 100 mr) u
putoHasupa (no 500 mr 2 pasa/cyT), nHrmbutopa BNY-npoTteasbl 1 cUribHOro
MHrMbuTopa yutoxpoma P450, Ha hoHe JOCTUKEHUS NOCTOAHHOW KOHLUEeHTpauum
pUTOHaBupa B KPOBWU NPUBOAUT K yBenndeHnto Cmax cungeHadpuna Ha 300% (8 4
pa3sa), a AUC Ha 1000% (B 11 pa3). Yepes 24 4 KOHUEHTpaums cungeHaduna B nrnasme
KpoBwu cocTtaBnsieT okosio 200 Hr/mn (nocne ogHOKPaTHOro NPUMEHEHUs O4HOrO
cungeHaduna - 5 Hr/mn), 4To cornacyeTcd ¢ HopMaumen O BblpaXXeHHOM addekTe
puTOHaBupa Ha hapMaKkoKMHETUKY pasnunyHbix cybcTpaToB uutoxpoma P450.
CungeHadun He okasbiBaeT BNMSHUS Ha bapMakoKMHETUKY puToHaBumpa. CoyeTaHHoe
npuMeHeHne cungeHaduna ¢ putToHaBMpoOM He pekoMeHayeTcs. Ecnu cungeHadun
NPUHUMAIOT B peKOMEeHAYEeMbIX J03aX NauneHTbI, nofyyatwme 0gHOBPEMEHHO
CUnbHble NHIIMBUTOPBI n3ohbepmenHTa ymtoxpoma CYP3A4, To Cmax ceobogHoro
cungeHaduna He npesbiwaet 200 HM, 1 npenapaT XOpoLLIO NEPEHOCUTCS.
OpHOKpaTHbIM NpMeM aHTaumaa (MarHms rmgpokcuaa/antoMmMHUS rmapokenaa) He
BNusieT Ha BnogocTynHocTb cungeHadpuna. UHrmbuntopsl nsogepmeHTa LMToxpoma
CYP2C9 (tonbytamng, BapdapuH), nsogpepmeHta ymtoxpoma CYP2D6 (cenektmuBHble
MHrIMOMTOpPbLI OBpaTHOro 3axBaTta CePOTOHMHA, TPULMKIINYECKME aHTUAENPECCAHTHI),
TMasugHble n TnasngonogobHble AnypeTnkn, MHrmouTopsl AP n aHTaroHUCThbI
Kanbumus, He OKasblBalOT BNUAHUA Ha dapMakoKMHETUKY cungeHaduna. AsuTpoMuumH
(500 mr/cyT B TedeHune 3 gHen) He okasbiBaeT BnnsHMS Ha AUC, Cmax, Tmax,
KOHCTaHTYy CKOpPOCTU BbiBeaeHunsa n T1/2 cungeHaduna nnm ero OCHOBHOMO
umnpkynupytoulero metabonuta. BnuaHune cungeHaduna Ha gpyrne nekapCTBeHHbIe
cpenctea CungeHadun asngetcsa cnabbiM MHIMOUTOPOM N30hEPMEHTOB LIUTOXpOMA
P450 -1A2, 2C9, 2C19, 2D6, 2E1 n 3A4 (MK50>150 mkmons). MNpun npneme
cvngeHaduna B pekomeHayembix fo3ax ero Cmax coctaBnsgeTt okorio 1 MKMOrb,
NMO3TOMY MarioBEPOATHO, YTO cungeHadmn MoxeT NOBMAUATb Ha KNMPEHC cybcTpaToB
3TNX n3opepmeHToB. CungeHadun ycunmeaeT rmnoTeH3NBHOE AENCTBME HATPATOB Kak
npv 4nInTeNbHOM NPUMEHEHUN NOCIIEAHUX, TaK U NPN NX HA3HAYEeHUM NO OCTPbIM
nokasaHuaMm. B cBs3M € 3TUM, NpuMeHeHne cungeHaduna B Co4eTaHuM C HATpaTamm
UnNn goHaTopamMu oKcuaa asoTta NpoTmBonokasaHo. [pu ogHOBpeMEHHOM npueme
anbga-agpeHobriokaTtopa gokcasoaunHa (4 mr n 8 mr) n cungeHaduna (25 mr, 50 mr n
100 Mr) y naumeHToB ¢ 4OBpoKayeCTBEHHOW rMnepnnasnen npeacratenbHOm Xenesbl
CO CTabunbHOM reMoanHaMnKON cpefHee OOMOSTHUTENbHOE CHUXKEHUE
cuctonuyeckoro/anactonunyeckoro Al B NoNoXXeHnn nexa Ha cnuHe coctaBnano 7/7
MM pT. CT., 9/5 MM pT.CcT. 1 8/4 MM pT.CT., COOTBETCTBEHHO, a B NOJIOXXEHUN CTOS - 6/6
MM pT.cT., 11/4 mm pT.cT. n 4/5 mm pT.CT., cooTBETCTBEHHO. CoObLIaeTcs 0 peakmx
crny4vasix pasBuTus y Takmx nauneHToB CUMNTOMATUYECKOM NOCTYpanbHOM MMNOTEH3NN,
NPosIBNSBLLUENCS B BUAE rONOBOKPYXeHUI (6e3 obmopoka). Y oTaenbHbIX
4YyBCTBUTENbHbIX NALMEHTOB, NOMy4vatoLWmxX anbga-agpeHobrnokaTopsl,
OLHOBPEMEHHOE NMpUMeHeHue cungeHaduna MoXxeT NPUBECTN K CUMMTOMaTUYECKOM
rMnoTeH3uun. Npu3HaKoB 3HAYMTENBbHOIO B3aMMOAENCTBUS ¢ Tonbytammaom (250 wmr)
unu BapgapuHom (40 Mr), KOTopble METAabONM3MPYOTCA N30(hePMEHTOM LIMTOXpOMa
CYP2C9, He BbissBneHo. CunageHadun (100 mMr) He okasbIBaeT BNUAHUA Ha



dhapmMaKkoKMHETUKY nHrmbutopos BUY-npoTeaswl, cakBMHaBupa 1 putoHasupa,
asnsawwmxca cybetpatamm nsogepmerta umtoxpoma CYP3A4, npu nx NOCTOSSAHHOM
ypoBHe B kpoBu. CungeHacun (50 Mr) He Bbi3blBaeT AOMNONHUTENbHOIO YBENUYEHUS
BpeMEeHU KpOBOTEYEHUs Mpu npueme aueTtuncanmuunoson kucnoTbl (150 mr).
CunpgeHadun (50 Mr) He ycunuBaeT rmnoTeH3nBHOE AeCTBUE aTaHoNa y 300pOBbIX
A06pOoBOMbLEB MPY MakcMMaribHOM KOHLeHTpauun ataHona B kKposu B cpeaHem 0.08%
(80 mr/an). Y nauneHToB C apTepmasnibHON rmnepToHMEN NPU3HAKoOB B3auMOAENCTBUS
cungeHaduna (100 mr) c amnogunuHom He BoisiBrieHo. CpegHee AONONHUTENbHOE
CHwxeHue ALl B NONOXeHUn nexa coctaBnsget 8 MM pT.CT. (CUCTONNYECKOro) U 7 MM
pT.CT. (Anactonu4yeckoro). NpumeHeHne cungeHaduna B coveTaHum ¢
aHTUIMNepPTEH3NBHLIMWN CPeacTBaMn He NPUBOANT K BOSHUKHOBEHWIO AOMNOSNTHUTENbHbIX
NOBOYHLIX 3PEKTOB.

Croco6 IpuMEHEHHUSI U JI03bI

MpenapaT npuHMMatoT BHYTpb. PekomeHgyemas aosa ans 60nbwmMHCTBa B3POCTbIX
naumeHToB coctaBnseT 50 Mr npuMepHoO 3a 1 4 40 cekcyanbHOW akTUBHOCTU. C yyeTom
3(p(PEKTUBHOCTN N NEPEHOCUMOCTM 403a MOXKET ObITb yBenuyeHa go 100 mr unu
CHWXeHa o 25 mr. MakcnmanbHasi pekomeHayemasi gosa coctasnset 100 mr.
MakcumanbHasi pekoMmeHayemas KpaTHOCTb NnpuMmeHeHus - 1 pas/cyT. MNpu noyeyHon
HeJoCTaTOYHOCTN nerkon n cpegHeTsaxenon creneHn (KK 30-80 mn/MuH) koppekuus
[03bl He TpebyeTcs, Npy NOYEeYHON HegoCTaTOUHOCTH Tshkenon cteneHn (KK <30
Mn/MuH) o3y cungeHaduna cnegyeTt CHU3UTbL Ao 25 mr. NockonbKy BbiBegeHNe
cvngeHaduna HapylaeTcs y NaumeHToB € NoBpexaeHneM nevyeHu (B YacTHOCTU, Mpu
umppo3se), go3y npenapata CungeHadpun-C3 cnenyeTt cHM3nTb 4o 25 mr. Koppekuus
Ao3bl npenapata CungeHadpun-C3 y naumMeHTOB NOXMUNOro Bo3pacTta He TpebyeTcs.
CoBMeCTHOe NpUMEHEHMe C OpYrMMY NekapCcTBEHHbIMU cpeacTBamu Npn COBMECTHOM
NPUMEHEHUN C pPUTOHABMPOM MaKcuMarbHas pasoBas fosa npenaparta CungeHadun-
C3 He pomkHa npeBblWaTth 25 Mr, a KpaTHOCTb NpuMeHeHust - 1 pa3 B 48 u. Npn
COBMECTHOM NPUMEHEHUN C NHIMBUTOpPamn nsodepmeHTta uutoxpoma CYP3A4
(3pUTPOMULMH, CakBUHABMP, KETOKOHA30Js1, TPAKOHAa30M) HavanbHasa go3a npenapara
CunpgeHacpun-C3 gormkHa coctaBnaTb 25 Mr. YTobbl CBECTU K MUHUMYMY PUCK
pasBUTUS NOCTYpParibHON MMNOTEH3UW Y NaLMEHTOB, NPUHUMaOLWNX anbda-
agpeHobnokatopsbl, npuem npenapata CungeHadun-C3 cnegyeTt HaunHaTh TONbKO
nocrie JOCTUXeHNa cTabunmsauum reMoaMHaMuKn y 3TUX nauneHToB. CriegyeT Takke
paccMoTpeTb LienecoobpasHOCTb CHUKEHNSA HaYanbHOM A03bl

cungeHaduna. lNpumeHeHne npu HapyLeHNAX QYHKLMM nedeHun MNMockonbKy
BbiBEEHWe cungeHaduna HapyLaeTcs y NaumMeHToB C NoBpexaeHnem neveHu (B
4YacTHOCTU, Npu LMppo3e), Ao3y npenaparta CungeHadun-C3 cnegyeT CHU3NTL 4o 25
Mmr. lNpumMeHeHne npu HapyLeHnax pyHKUMK noyek Npn nodeyHon HeJOCTaTOYHOCTH
nerkon n cpegHeTskenon ctenenun (KK 30-80 mn/mMunH) koppekunsa 0o3bl He TpebyeTcs,
npu nodevHom HegoctatovHocTu Tskenonm ctenenn (KK <30 mn/mMunH) gosy
cungeHaduna cnenyeT CHU3NTb 40 25 Mr. [pyMeHeHne y nNoXusbix NauneHToB
Koppekuuns gosbl npenapata CungeHadpun-C3 y nauMeHTOB NOXMUIOro Bo3pacra He
TpebyeTcs.

[Tepeno3upoBka
CumnToMbI: Npy ogHOKpaTHOM npueme npenaparta CunageHadpun-C3 B gose go 800 mr

HexenaTerbHble ABNeHUs OblN CONOCTaBMMbI C TAKOBbIMMU npu npnemMe rnpenaparta B
bonee HM3KNX go3ax, HO BCTpe4arnuncb 4ale. JleyeHue: npoeeaeHne



CUMMTOMAaTUYECKOM Tepanunn. femogmanus He YCKOPAET KIMNMPEHC CVIJ'I,D,eHa(bMJ'Ia, T.K.
nocriegHui akTMBHO CBS3bIBaeTCs ¢ 6enkamm nnasmbl U He BbIBOAUTCS MOYKaAMM.

OcoOble ykazanus

[na onarHOCTUKM HapyLUEHWI 3peKLMA, onpeaeneHnsi X BO3MOXHbIX NPUYMH 1 BbiGopa
aZlekBaTHOro nevyeHnsa Heobxoanmo cobpaTtb NOSHbIM MEOULIMHCKUIA aHaMHE3 U
npoBecTu TwaTtenbHoe uankansHoe obcnegosaHne. Cpeactea nevyeHns apekTUITbHON
ANCOYHKUMKM crieyeT NPUMEHATb C OCTOPOXHOCTBLIO Y MaUMEHTOB C aHaTOMUYECKOM
AedopmMauunen nonoBoro YreHa (aHrynsuma, kaBepHo3Hbl ombpos, 6onesHb
[MenpoHun), nnu y naunmeHToB ¢ pakTopamun pucka passutmua npmanmama (cepnoBuaHo-
KNneTo4yHasi aHeMus, MHOXeCTBEHHas Mmenoma, nenkemust). lNpenapathl,
npegHasHavyeHHble ANs fleYeHUs HapyLWeHU apekLmm, He cnegyeTt HasHavaTb
MY>X4YMHaM, OS5 KOTOPbIX CEeKCyanbHasa akTUBHOCTb HexenaTerbHa. CekcyarnbHas
aKTUBHOCTb NpeAcTaBfisieT onpeaesieHHbIN PUCK Npu Hanudumn 3abonesaHnin cepaua,
noaTomy nepepn Havanom fiobon Tepanum No NOBOAY HapyLLUEHUN 3peKkuumn Bpady
cnefyeT HanpaBUTb NauueHTa Ha obcrnegoBaHUe COCTOSHUS cepaeyYHO-COCYANCTON
cuctemMbl. CekcyanbHasi akTUBHOCTb HeXernaTernbHa y nauMeHToB C CepaeYHom
He4OCTaTOYHOCTbLI0, HECTabunbHOM CTEHOKapAuen, NnepeHeceHHbIM B nocnegHne 6 mec
WMHAPKTOM MUOKapAaa UM MHCYNbTOM, XXM3HEYrpOXatoLWmMMn apuTMUAMA,
aptepuansHon runepteHanen (AL >170/100 mm pT. cT.) unun runotenamen (AL <90/50
MM PT. CT.). B KNMMHUYECKNX NCCnegoBaHUAX NOKa3aHO OTCYTCTBME pasfivyunm B YacToTe
pa3BuTua MHGapkTa mmokapaa (1.1 Ha 100 yenosek B rof) Unm YactoTe CMEPTHOCTU OT
cepaeydHo-cocyamcTbix 3abonesanun (0.3 Ha 100 yenoBek B rof) y NaumnMeHToB,
nonyyasLmx npenapat CungeHadpun-C3, no cpaBHEHMIO C NaumeHTaMu, nNony4asLnmm
nnauebo. CepaevHo-coCcyamCTble OCNOXHEHNs B xoae NnocTMapKeTUHIOBOro
npUMeHeHnsa cungeHaduna Ans nevyeHns apekTunbHoOM ANcdyHKUun coobanocs o
Takux HexernaTenbHbIX ABNEHUSIX, KaK cepbe3Hble CepaeYHO-COCYANCTbIE OCNOXHEHNS
(B T.4. MHPaApKT MMoKapaa, HecTabunbHas CTeHoKapaus, BHe3anHasa cepaeyHas
CMepTb, XXenyaodkoBas apuTMus, remopparmyeckmim MHCYnNbT, TpaH3UTOpHas
nwemmnyeckas ataka, rmnepTeH3ns 1 rmnoTeH3ns), KOTopble MENN BPEMEHHYIO CBA3b C
npumeHeHnem cungeHaduna. bonbUMHCTBO 3TUX NALMEHTOB, HO HE BCE U3 HUX, UMENN
drakTopbl pUcKka cepevyHO-COCYANCTbIX OCITOXHEHUN. MHOrme 13 ykasaHHbIX
HexernaTerbHbIX ABreHu Habnganmcbk BCKOpe Nocne cekcyanbHOM akTUBHOCTH, U
HeKoTopble U3 HUX OTMeYanuch nocne npuema cungeHadpuna 6e3 nocnenyrowlen
cekcyanbHOW akTMBHOCTU. He npeacTaBnseTcsi BO3MOXHbIM YCTAHOBUTL Hanu4ve
NPSMOW CBA3M MeXAy OTMeYaBLUMMUCA HexenaTelbHbIMU ABNEHUSIMU N yKa3aHHbIMU
U HbIMK dakTopammn. M'mnoTeHauns CungeHadun okasbiBaeT CUCTEMHOE
BasogunaTupyroLee encTeue, NpuBoasLlee K npexoadawiemy cHmxkeHuo ALl 4to He
ABNAETCA KNMHUYECKM 3HAYNMbIM SBNEHUEM N HE NPUBOAMUT K KaKUM-nnbo
nocrneacTemsM y 6omnblIMHCTBA NauMeHToB. TeM He MeHee, 10 Ha3HavYeHns npenapara
CunpgeHadun-C3 Bpay AOMKEH TLWATENbHO OLEHUTb PUCK BO3MOXHbIX HeXenaTenbHbIX
NpOsIBMEHWI Ba3ognnaTmpyoLwero 4enCcTBums y nauMeHToB C COOTBETCTBYOLLMMMU
3aboneBaHusAMM, 0COGEHHO Ha (hoHe cekcyanbHOW akTUBHOCTWU. [NMOBbILLEHHas
BOCMPMMMUYMBOCTb K Basogunatatopam Habnogaetca y 60nbHbIX ¢ 06CTpyKUmen
BbIXOAHOrO TpakTa fieBOro Xenyaoyka (CTeHO3 aopTbl, rmnepTpodunyeckas
OBCTPYKTMBHaAsA KapaAMoMmMonaTus), a Takke C peaKo BCTpeyaLmnMcs CUHAPOMOM
MHOXECTBEHHOM CUCTEMHOWN aTpOoun, NPOSABASIOWNMCH THXENbIM HApYLUEHVEM
perynauuu Al co CTOPOHbI BereTaTUBHOWN HEPBHOW CUCTEMBI. [10CKOMBbKY COBMECTHOE
npumeHeHne cungeHaduna v anbga-agpeHobnokaTopoB MOXET NPUBECTYU K
CYMMATOMATUYECKON MMNOTEH3UN Y OTAESNbHbBIX YYBCTBUTENbHbBIX NAUMEHTOB, Nnpenapar
CungeHadun-C3 crnegyeT ¢ OCTOPOXHOCTLIO Ha3Ha4vyaTb 60MbHbIM, MPUHUMAOLLINM



anba-agpeHobnokatopbl. YToObI CBECTU K MMHUMYMY PUCK Pa3BUTUSI NOCTYparnibHOM
rMNOTEH3MM Y NAaUMEHTOB, NpUHMMatOLWMX anbda-agpeHobnokaTopbl, Npuem npenapaTa
CungeHadun-C3 cnegyeT HaumMHaTb TOMbKO NOCNe OCTMXEHUsT cTabunuaauunm
rnokasaTtenen reMoanHaMmnkn y aTux naumeHToB. CnegyeT Takke pacCcMoOTpeTb
Lenecoobpas3HOCTb CHUXKEHUS HavanbHOW 003kl NnpenapaTta CungeHadpun-C3. Bpay
AOIMKEH NPONH(OPMMPOBaTL NALMEHTOB O TOM, Kakme OENCTBUS cneayeT NpeanpuHAaTb
B Criyyae nosiBfieHst CUMNTOMOB MOCTYpasnibHOM rMNOTEH3NN. 3puTenbHbIe HapyLLEeHUs
Bbinn oTmMeveHbl pegkue criydyau pa3suTtna nepegHen HeapTePUNTHON ULLEMUYECKON
HeBponaTUKN 3PUTENBHOIO HEPBA, KaK NPUYMHbI YXYALIEHWS UM NOTEPU 3PEHNSA Ha
ooHe npuMeHeHus Bcex nHrmbutopos ®L135, Bkntoyasa cungeHadun. bonbWwnHCTBO
3TUX NALMEHTOB MMENN hakTopbl pUCKa, Takme Kak akckaBaums (yrnybneHue) aucka
3pUTENbHOro HepBa, Bo3pacT cTaplue 50 neT, caxapHbi guabeT, apTepranbHas
rmnepTeHsus, UBC, runepnunngemma n kypexue. NpuymHHO-CcrneacTBEHHOW CBA3U
Mexagy npuemom nHrnbutopos O35 n passuTnemM nepegHen HeapTepPUNTHON
ULLIEMNYECKON HEBPOMNATUM 3PUTENBbHOIO HEPBA He BbisiBNeHO. Bpay gomkeH
MHOPMMPOBATL NALMEHTA O MOBbLILLEHNN pUCKa Pa3BUTUSA NepeHen HeapTEPUUTHOM
ULLIEMNYECKON HEBPOMNATUN 3PUTENBHOIO HEPBA, €CIN 3TO COCTOSIHME Y HErO YXe
oTMevanocb. B cnyyae BHe3anHowm noTepu 3peHns naumMeHTam cnegyet HeMeaneHHo
okasaTb He0BXO0ANMYK MEONLMHCKYH MOMOLLb. Y HEBOMbLIOro YMcna naumeHToB ¢
HacneacTBEHHbIM MUIMEHTHbIM PETUHNUTOM UMEHTCS FreHEeTUYECKM
OeTepMUHUPOBaHHbIE HapyLleHUs PyHKUNN dhocdoanactepas ceTHaTku rnasa.
CeepeHus o be3onacHocTn npumMmeHeHna npenapata CungeHadpun-C3 y 60mbHbIX C
NMUIMEHTHBLIM PETUHUTOM OTCYTCTBYIOT, MO3TOMY cungeHadun crnegyet NPUMEHSTb C
OCTOPOXHOCTbI0. HapyLueHusi cnyxa B HEKOTOPbIX MOCTMaPKETUHIOBBIX U KITMHUYECKNX
nccnegoBaHnAx coobLaeTcs o criydasx BHe3anHoro yxyaleHus unu notepm cnyxa,
CBA3aHHbIX C NPUMEHEHMEM Bcex MHrmbutopos ®35, Bkntoyas cungeHadpun.
BoNbLUMHCTBO 3TMX NAaUMEHTOB UMenu akTopbl pUCKa BHE3AMHOIO YXyALEHUs Unm
notepu crnyxa. NpuYnHHO-cneaCTBEHHON CBA3W MeXay NpUMEHeHUeM NHIMBUTOpoB
®135 n BHe3aNHbIM yXyALIEHNEM CllyXa U NOTEPEN Cryxa He ycTaHoBMNEeHo. B
Crny4ae BHe3anHoro yxyalweHus crnyxa unv notepu crnyxa Ha oHe npuema
cvngeHaduna crnegyeT HemMeLneHHO NPOKOHCYIbTUPOBATLCSA € BpadoM. KpoBoTeyeHns
CungeHadun ycunmBaeT aHTuarperaHTHbIN 3deKT HATpoNpyccuaa HaTpus, JoHaTopa
oKkcuaa asoTa, Ha TpombounTbl Yenoseka in vitro. [JaHHble o 6e3onacHoOCTH
npUMeHeHnsa cungeHaduna y naumeHToB CO CKITOHHOCTBIO K KPOBOTOYMBOCTM UK
obocTpeHreM si3BeHHON 6onesHn xenyaka v ABeHaguaTtunepCcTHON KAULLIKK
OTCYTCTBYIOT, NoaTomy npenapat CungeHacdpun-C3 y aTux naymeHToB cnegyeT
NPUMEHSTb C OCTOPOXHOCTBIO. HacToTa HOCOBbIX KpOBOTEYEHUMN Y naumeHTos ¢ J1T,
cBsi3aHHOM ¢ Andpy3HbIMM 3a60neBaHMSAMN COEANHUTESNbHON TKaHW, Obina Bbille
(cunpgeHadun 12.9%, nnauebo 0%), 4yeM y naumeHTOB C NePBUYHOMN JIErOYHOM
rmnepTeHaunen (cungeHadun 3%, nnauedo 2.4%). Y naumMeHToB, Nony4vaBLUMX
cvngeHadgun B codeTaHMm C aHTaroHMCTOM BuTamuHa K, yactota HOCOBbIX
KpoBoTeuyeHu 6bina Bbiwe (8.8%), YeM y naumeHToB, He NPUHUMABLLMX aHTaroHUCT
ButamuHa K (1.7%). NpumeHeHne cOBMECTHO C ApYyrMMu CpeacTBamMmn fieyeHns
HapyLeHnn apekumnmn. besonacHoCcTb N 3PPEKTUBHOCTL NPUMEHEHUS NpenapaTa
CungeHadun-C3 coBMECTHO C ApYyrMMmn cpeacTBaMum NeYeHns HapyLLEHWU 3peKLMn He
n3y4yanucb, NO3ITOMY NpUMeHeHne NoAO0OHbIX KOMOMHaUMIA HE peKoMeHaYeTCS.
BnusaHne Ha cnocoBHOCTb K BOXAEHMIO aBTOTpAHCNOpTa U yNpaBreHnio MexaHn3mamm
Ha cdoHe npuema cungeHaduna kakoro-nmbo oTpuLaTensHOro BANSIHUA Ha
CnocobHOCTb yNpaBnsaTb aBToMOGUNEM UM Apyrmmm TEXHUYECKUMU CPEeACTBaAMN He
Habntoganock. OgHako NOCKOMbKY NpU Npueme cungeHaduna BO3MOXHO CHUXKEHME
A[l, pa3BuTre XpomaToncumn, 3aTyMaHEHHOro 3peHUs U ApYrnx No6GOYHbIX ABNEHUN,
crnegyeT BHUMATENbHO OTHOCUTBCS K UHOVBUAYaNbHOMY AENCTBUIO NpenapaTa B



yKasaHHbIX CUTyaLuMsiX, OCOOEHHO B Hayarne nevyeHus 1 npu naMeHeHnm pexmmMa
[1031POBaHUS.

VYcoBus oTnycKa U3 anTek
MNpenapaTt oTnyckaeTcs no peuenTy.
VYcoBus XxpaHeHHs

lMpenapaT cnegyeTt XpaHUTb B HELOCTYMHOM 4115 AeTEN, CyXOM, 3alUULLEHHOM OT cBeTa
MecTe npu TemnepaTtype He Bbiwe 25°C

CpoK roJIHOCTH
3 roga.
[TpousBoauTens U OpraHU3alys, MPUHUMAIOIIHNE PETCH3UN MTOTPEONTEIICH

188663, JleHuHrpaackasa obn., BceBonoxckum p-H, r.n. Kyabmonosckuin, Ten/akc:
(812) 309-21-77
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