NHCTPYKLUA
1O MEJUITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

BI/IJII[EFPA®

Perucrpanuonnbiii Homep: JII1-Ne(008801)-(PT"-RU)

Toprosoe HanmenoBanue: Bungerpa®

Me:xkayHapoaHOe HeIATEHTOBAHHOE HAMMEHOBaHMe: cuiieHadu

JlekapcTBenHasi popma: TabNIeTKU C MPOJIOHTUPOBAHHBIM BBICBOOOXKICHUEM, TOKPHITHIE

TUIEHOYHOU 000JI0YKON

Cocras:

1 TabaeTka 50 Mr COIepIKUT:

eticmeyiowee sewecmeo:. cunneHadmia nurpat — 70,2400 Mr, B mepecuere Ha CUIICHAPUIT
ocHoBanue — 50,0000 mr.

Bcnomozcamenvuvie sewgecmea: runpomeriosa — 110,0000 mr, akro3sr monoruapar — 82,5200
MT, LIeJUTI0JI03a MUKpokpuctainueckas — 70,2400 mr, moBuaon-K25 — 14,0000 mr, maraus
creapat — 3,0000 mr.

Cocmas 06010uku: MOTUBUHWIOBKIN criupT — 4,8000 mr, makporon-4000 — 2,9256 mr, Tutana
nuokeun — 4,2744 mr.

1 Tabaerka 100 Mr COIEepKUT:

Heticmsyrowee eewjecmeo: cunnenapuna murpat — 140,4800 mr, B mepecuere Ha cuifeHaduI
ocHoBanme — 100,0000 mr.

Bcnomoeamenvuvie sewgecmea: runpomeriosa — 110,0000 mr, srakro3sr MmoHoruapar — 82,5200
Mr, moBuaoH-K25 — 14,0000 mr, maraus creapat — 3,0000 mr.

Cocmas 06010uku: TOTUBUHUIOBLIN ciiupT — 4,8000 mr, makporon-4000 — 2,4240 mr, TutaHa
muokcua — 4,7760 mr.

Onucanue: Kpyrible JBOSKOBBITYKJIbIE TA0JIETKH, MOKPBITHIE IJIEHOUYHOW 000J04YKOil Oenoro
nsera. Ha monepeynoM paspese TabieTKu BUIHO sIpo OEI0To WM MOYTH Oeoro 1BeTa.
dapmakoTepaneBTHYeCKasi TPYNNA. CpPEACTBA, NPUMEHsEMble B YpPOJOTHM; CpEICTBa IS
JIeYSHUSI IPEKTUIBHOMN TUCPYHKITUH.

Koa ATX: GO4BEO3

dapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

Cunnenagun mnpeaHazHaueH I MEpOpalbHON Tepanmuu OJpeKTHIBHOW TucGyHKuuu. B
€CTECTBEHHBIX YCIIOBHSIX, T.C. NMPH HAJHYUH CEKCYaJIbHOW CTUMYIISINH, OH BOCCTAHABIMBAET
HapYIICHHYIO 3PEKTUIbHYIO (YHKIMIO 32 CUET YCHJIEHUS MPUTOKA KPOBU K ITOJIOBOMY UJICHY.

Du3N0I0ruIeCKU MEXaHU3M, JIeXKaIMi B OCHOBE OPCKIUHU ITOJIOBOTO YJICHA, BKJIKOYACT B ce0s
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BBICBOOOKIeHHE OKcuaa a3zoTa (NO) B KaBEpHO3HOM Teji€ TMPH CEKCYallbHOW CTUMYJISIUU.
OOpasyromuiicss OKCUJA a30Ta aKTHUBUPYET (EPMEHT TyaHUJATIHMKIA3y, YTO MPUBOIUT K
NOBBILIICHUIO  YPOBHS  IHMKIMYECKOro ryaHo3uHMOHO(pochara (ul'M®P), BbI3BIBAIOIIETO
paccnabiieHue T3 IKUX MBIIII B KABEPHO3HOM TeJ€ U yBEJIMYEHHE MPUTOKA KPOBU.

Cwinenaduyr  SBISIETCS  MOIIHBIM  CEJICKTUBHBIM ~ HMHTHOUTOpoM 1l M®-cnenudpuyueckoi
dochonuscrepassl 5-ro tumna (OJID-5), koropas oTBeTCTBeHHA 3a pacnaj ul M® B kKaBepHO3HOM
tene. Cunnmenadun oxaspiBaeT mnepudepudeckoe aeiictBue Ha dpeknuoo. Cungenadun He
OKa3bIBACT MPSMOr0 paccladAIoIIero BIMSHUS HAa HW30JIMPOBAHHOE KaBEPHO3HOE TElo Yy
YyelloBeKa, HO aKTUBHO ycuiuBaeT paccnabistomuit a3gpdext NO Ha 3Ty TKanb. [Ipu aktuBanuu
kackana NO/ul'M®, nabimronaronieiics mpu ceKCyalbHON CTUMYISAUU, nHruoupoBanue OJ[3-5
cuizieHa(uIoM IPUBOAUT K MOBBIIICHHIO YpoBHS Il M® B kaBepHO3HOM Teine. Takum obpazom,
JUISL  pa3BUTUSA KellaeMoro (papMakoJIOrHUecKoro JAeicTBus cuineHaduiaa Heobxoauma
CeKCyallbHasl CTUMYJISIUSI.

HccnenoBanus in VItro mpoIeMOHCTPUPOBANIM, YTO CHIICHA(UI CEIEKTUBCH B OTHOILICHUU
@®J[2-5, yyacTBymomel B npoiecce pa3BUTUs 3pekuuu. Ero aktuBHOCTh B oTHOUIEHUH DJ1D-5
MPEBOCXOJUT AKTHUBHOCTh B OTHOILIEHUM IPYTUX HM3BECTHBIX (ochommdcrepas. O B 10 pa3
MeHee akTuBeH B oTHomeHun DJID-6, koTopas mNpUHUMAET Yy4yacTHEe B Ipolecce
¢doronpeodpazoBaHus B ceTyaTke. B MakCHMaIbHBIX PEKOMEHIyEeMBIX N03ax cuiaeHapur B 80
pa3 MeHee cenekTuBeH B oTHomeHnn OJ[3-1 u B 700 pa3 - B orHomennun ®J13-2, 3, 4,7, 8,9, 10
u 11. Kpome toro, cenektuBHOCTh cunaeHaduna B otTHomeHnn ®JI3-5 mpumepno B 4000 pa3
IPEBOCXOJIUT €ro CeNeKTUBHOCTh B oTHomeHuun DAD-3 — pAMO-cnenuduueckon
dbochoandcTepaspl, MPUHUMAIOIIEH yU4acTHE B PETYJISIIUNA CEPACUYHBIX COKPAIICHUMN.
DapmakoKkunemuxa

dapmMakOoKHHETHKA cUiieHaduIa B peKOMEHIyeMOM JHMaIa3oHe 7103 HOCUT JIMHEHHBIN XapakTep.
Abcopbrus

ITocne ofHOKpaTHOTO mpHema mpenapara Bummerpa® B no3e 100 Mr cpefHss MakCHMalbHas
koHueHTpauun (Cmax) cuineHadmia B miasMe KPOBH MYKYHMH COCTaBiseT okoiio 411 Hr/mi.
Cmax cunieHaduIa npu npueme npenapara Bungerpa® BHYTph HaTONIAK JOCTUTAETCS B CPeTHEM
B T€UEHUE 2 4.

Pacnopenenenune

CBs3b ¢ Oenkamu IU1a3Mbl CHIIZIEHa(UIa U €r0 OCHOBHOIO LUPKYIHUPYOLIEro N-AeMeTHIbHOTO
MeTa0OoJIUTa COCTABISET MPUMEPHO OKoJIOo 96 % M He 3aBUCUT OT OOIIEH KOHIEHTpaluu
npernapara.

buorpancdopmarms

Cunpgenadun metabonu3upyercs, TJIaBHbIM 00pa3oM, B MEUYEHU MOJ JeHCTBUEM H30(epMeHTa



nuroxpoma CYP3A4 (ocHoBHOM myTh) 1 n3odepmenta nuroxpoma CYP2C9 (MUHOPHBIN TyTh).
OCHOBHOW IUPKYJIUPYIOUIMA aKTUBHBIA METa0OJHUT, OOpa3yromuics B pes3yibrate N-
JEMETHIIMPOBAaHUS cUiieHadua, moaBepraeTcs nanbHeimeMy meradonusmy. CeleKTHBHOCTh
JericTBHsI 3TOro Metabonuta B oTHomeHuu @J[D comocraBuma ¢ TakoBOW cuiaeHaduiIa, a ero
aKTUBHOCTH B oTHOmieHud MJID-5 in vitro cocrasmsier okoio 50 % akTHBHOCTH CHiAcHadMIA.
Konrnenrparnus metabonnra B 1ia3Me KPOBH 3I0pPOBBIX JOOPOBOJIBIIEB ITOCIIE MTpHeMa Mpernapara
Bungerpa® cocraBnsna okono 33 % OT KOHIEHTpamuu cuiieHaduma. N-IeMeTHIbHBIIM
METa0OIUT MOJBEpraeTcs aajbHelIIeMy Meraboiu3My; mepuoa ero monyBbiBereHus (T1/z)
cocTaBisAeT 0KoyIo 13 yacos.

D IUMHHALMS

O6umii kmupeHc cuiaeHaduna npu mpueme mpenapara Bummerpa® cocramser 71 n/uac, a
koHeuHbI Ti12 — 9 uac. Ilocne mpuemMa BHYTpb TakkKe Kak IOCJI€ BHYTPUBEHHOT'O BBEICHUS
cuiieHadua BBIBOAUTCS B BHUAE METa0OJMTOB, B OCHOBHOM, KHUIIEYHHKOM (okoso 80 %
NepOopaJIbHOM J103bl) U, B MEHBIIEH cTeleHu, noukamu (okoo 13 % nepopaiabHOii 103b1).

Oco0BbIe IPVIIILI TAIUEHTOB

CoOCTBEHHBIX MCCIIe0BaHUi npenapata Bungerpa® B 0COOBIX TIpyNNax MalMEHTOB HeE
IPOBOJWIIOCH, IPUBOATCS JaHHbIE, TOJIyY€HHbIE IIPU UCCIIE0BAaHUH IIpEenapaToB cuiieHaduia
B JICKQpPCTBEHHOH opme 6e3 MPOJIOHTAITNN BBICBOOOXKICHHUS.

Iloueunas neoocmamounocmo

Y 100poBOJBIEB C MOYEYHOW HEJOCTAaTOUYHOCTBIO JIETKOW M CpelHed CTemeHu (KIMpPEeHC
kpeatuHuHa = 30-80 mi/MuH) ¢dapMakOKMHETHYECKHE HapaMeTpbl CuifieHaduiaa IMpU ero
OJIHOKpPaTHOM IpreMe BHYTpPb (B 103€ 50 mr) He usmeHsuinch. CpejHuie 3HaueHUs TUIOIAIu 0]
kpuBoii «koHueHTpanus-BpemMsi» (AUC) u Cmax N-necmerni-merabonnra moBbIIATKCH 10 126
% 1 73 % COOTBETCTBEHHO IO CPABHEHUIO C JOOPOBOJIBLIAMH TOTO K€ BO3pacTa 0e3 HapyIIeHus
¢ynkuuu mnovek. OpHAKO BCIEICTBUE 3HAYUTEIHHONW MEKUHIMBUAYATbHOW BapHabeIbHOCTH
OTH pa3Nu4usi HE SBISUTUCh CTATHCTUYECKH 3HAYMMBIMH. Y JTOOPOBOJIBIEB C TOYCYHOMH
HEJOCTAaTOYHOCTBIO TSDKEJION cTeneHu (KiaupeHc kpeatnHnHa < 30 MII/MHH) KJIMPEHC
cungeHaduiaa camkancs, yro npuBoawio kK ysenuueHuto AUC u Cmax B cpeaneM Ha 100 % u
88 %, COOTBETCTBEHHO, MO0 CPABHEHUIO C 3TUMH ITOKA3aTeNIIMU Y AIIMEHTOB TOM K€ BO3PACTHOM
TpymIel ¢ HopManbHOU ¢yHKnmed modyek. Kpome toro, 3HaueHuss AUC u Cmax N-mecmerni-
MeTaboauTa mossimanuchk Ha 200 % u 79 %, cOOTBETCTBEHHO.

Ileuenounas neoocmamourocmo

VY 106GpoBOJIBIIEB C LUPPO30OM IEUEHU JIETKOM M cpeaHel creneHu TsokecTd (kimace A u B mo
Yaiina-I1pt0) kmupeHc cuiiaeHaguia cHIKaiIcs, yTo npuBoauwio K nosbimennto AUC (84 %) u

Cmax (47 %) 1m0 CpaBHEHHIO C STUMH ITOKA3aTeNSIMH Y TIAIIMEHTOB TOW K€ BO3PACTHOM T'PYIIITBI



npu HopMaibHOU (QyHKIMYU niedeHu. DapmMakoKUHETHKA CHIIIeHA(pUIa y MAlMEHTOB C TAKEJIbIMU
HapyIEeHUIMU QYHKINUU TIEYCHH HE U3yJalach.

Jluya noowcunozo eéospacma

VY 310pOBBIX JOOPOBOJIBLIEB MOXKUIOTO Bo3pacTa (65 5eT u crapiie) KIUpeHC cuiifeHaduia
CHI)KEH, a KOHLEHTpauus cuijeHaduia W akTUBHOrO N-IecMeTHSI-MeTadoJiuTa B ILIa3Me
npubsm3uTeNibHO Ha 90 % BhIIIE €€ YPOBHS Y 3/I0POBBIX T0OPOBOJIBIICB MOJIOIOTO Bo3pacta (18—
45 ner). BcrnencTBue BO3pACTHBIX pPa3IMUMii B CBS3BIBAHWU Tperapara ¢ OelKaMu TUIa3Mbl,
COOTBETCTBYIOILIEE MOBBIIIEHHE KOHIEHTPAallMU CBOOOIHOrO cuijeHaduia B Ia3Me KpPOBH
npuOIM3UTENBbHO cocTaBisuio 40 %.

Iloka3zanus K NPpUMEHEHUIO

OpexkTuibHass AUCHYHKIHS, XapaKTEePU3YIOMIAsACs HECMOCOOHOCTBI0O K JOCTHXKEHUIO WIIN
COXPAHEHHIO JPEKIUU IIOJIOBOTO 4eHA, JOCTATOYHOW JUIsl YIAOBIETBOPUTEIHHOIO IOJIOBOTO
aKTa.

Cunoenaghun 3¢ppekmugen mo1bKo npu CeKCyanbHOU CHIUMYIAUUU.

IIporuBonokaszanus

['MnepuyBCTBUTENBHOCTD K CHIIACHA(DUITY W/WIIH JPYTUM KOMIIOHEHTaM IperapaTa.

bnarogapsi u3BecTHOMY BIHSHUI0O Ha oOMeH okcuiaa azota/ul’M®, cunpenadun ycunuBaer
TUIIOTEH3UBHOE J€MCTBHE HUTPATOB, 1I03TOMY €T0 MPUMEHEHUE IPOTUBONOKA3aHO Y MAllUEHTOB,
MOJIyYaIOLMX JOHAaTOpPbl OKCHAA a30Ta (Takue, KaK AMMJIHUTPUT) WM HUTPAThl B JIHOOBIX
dopmax.

OpnnoBpeMeHHBIH TpueM HHruOuTopoB DJ[D-5, BKIrOUas cuingeHaduia, CO CTUMYISTOpaAMHU
ryaHWJIaTIMKIA3bl, TAKUMU KaK PUOLUTYaT, MPOTHUBOMNOKA3aH, TaK KaK MOTEHUIUAIbHO MOXKET
IPUBECTH K CHMIITOMAaTHUYECKOM apTepuaibHOW T'MIOTEH3uu (cM. pazzaen «BzaumopelictBue c
JPYTUMH JIEKAPCTBEHHBIMH CPEACTBAMUY).

[TpemapaTsl 1711 JeUeHUs SPEKTUIBHON TUCHYHKIINH, BKIIOYas CHiIeHaduI, MPOTHUBOIIOKA3aHbI
nanueHTaM, KOTOPhIM HE PEKOMEHJOBAaHA CEKCyallbHas aKTUBHOCTh (HalpuMep, MalleHTaM C
TSKEJION CepJIeYHO-COCYIUCTON MaToJIOTUEN, TAaKOM Kak HecTaOUIbHAs CTEHOKApus, CepeyuHas
HEJ0CTAaTOYHOCTD TSKEJION CTENEHN).

JlexapcTBenHsIi npenapar Bumgerpa® npoTHBONOKA3aH MAIMEHTaM C TIOTEpel 3peHHs B OJTHOM
ria3y BCJIEACTBHE HEAPTEPUMTHON MEpeIHEed WIIEMHUYECKON HEHMpomaTUu 3pUTEIBLHOIO0 HEpBa
(HITMH3H), He3aBUCHMO OT TOTO, CBSi3aHA JIM ATa MATOJIOTHS C MPEIbIAYIINM TPUMEHEHUEM
uHruouTopoB ®J13-5 mmu Het (cM. pazuen «OcoOble yKazaHHI»).

[Ipumenenue cunfeHaduia MMPOTUBOMOKA3aHO TMPH HAIMYUM Y TAIMEHTa: TEYeHOYHOM
HEJOCTAaTOYHOCTU TSDKEJION CTENeHH, apTepHalbHOM TUIIOTEH3UH (apTepHalibHOE JaBJIEHUE

meHee 90/50 MM pT. CT.), HEAABHO MEPEHECEHHOIO0 HHCYJIbTa WM HH(AapKTa MHOKapAa M
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U3BECTHBIX HACJIEICTBEHHBIX JEreHEpaTUBHBIX 3a00JI€BaHUM CETYATKH, TAKUX, KaK MUTMEHTHBIN
peTuHUT (HEOONbIIOE KOJWYECTBO TAKMX MAIMEHTOB HMEIOT T€HETHUYECKHE pPacCTpOiicTBa
docdoaurcTepasbl ceTUaTKH), MOCKOJIBKY O€30MacHOCTh CuiieHaduiaa He WUCCIeoBallach y
HALMEHTOB ITUX MOATPYIIL.

[TaupenTaM ¢ peaKo BCTpPEHYAIOUIEHCs HACIEACTBEHHONM HENEpEHOCUMOCThIO TalaKTO3bl,
NeGUIUTOM JIaKTa3bl JIOMAapel WM TIIOKO30-TaJaKTO3HOM ManbabcopOumel NpuMeHEeHHe
npenapata Buinerpa® npotusomnokasaso.

IIpumeHenne npu 6epeMEHHOCTH M B IEPUO/L TPYAHOI0 BCKAPMJIMBAHUS

JlexapcTBenHbIi mpenapar Bunjerpa® He npeaHasHa4eH IS IPUMEHEHHS Y KCHILMH.
bepemennocms u nepuoo epyonozo eckapmaueanus

AJIEKBATHBIX U XOPOILIO KOHTPOJIMPYEMBIX UCCIIEI0BAaHUH Y KEHIIIMH BO BpeMsi OEpEMEHHOCTHU U
B IIEpUO/]] TPYAHOTO BCKAPMJIMBAHUS HE IPOBOIUIIOCH.

Depmunvrocmo

B wuccnenoBanusx BimsSHUS cuijeHadWIa, TPUHAMAEMOTO BHYTPh, Ha PENpPOIYKTHBHYIO
(YHKIHIO Y KPBIC U KPOJMKOB 3HAUMMBIX HEXKENATEIbHBIX peaKkLUi 0OHApYKEHO He ObLIO.
OpnHOKpaTHOE THepopajibHOE TNpuMeHeHue cuineHapuina B goze 100 Mr  310poBBIMH
JO0OPOBOJIBIIAMU HE BIUSUIO HA MOJABMXKHOCTh MJIM MOP(OJIOTHIO CLIEpMATO30H10B.

Cnocod npuMeHeHHs U 103bl

s npuema BHYTpb.

B3pocnvie nayuenmul (6 mom uucie auya noXicuno2o 603pacma)

PexomeHnayemas n03a, mpUHUMaeMas IMpH HEOOXOIUMOCTH NpUMEpHO 3a 1 yac j0 Hayana
CeKCyallbHOM akTUBHOCTH, cocTaBiseT 50 mr. C yuyetoM 3¢ (EeKTHUBHOCTH U NEPEHOCHUMOCTH
mpenapara 703a MOXeT ObITh yBenuueHa g0 100 mMr wim ymeHsleHa 0 25 Mr (HE00X0IuMo
UCMOJIb30BaTh TabNeTKy A03upoBkoil 25 wr mpoussoactBa OOO «O30H» WM APYrux
npousBoauTeneil). MakcumanbHas pekoMmeHayemas no3a coctapiseT 100 mr. MakcumanbHas
peKoMeHayemMasi KpaTHOCTh MpuMeHeHus — 1 pa3 B JIeHb.

Oco0ble TPVIIILI TAIMEHTOB

Iayuenmul nodcunozo eospacma

VY nanueHToB MOXHUIIOTo Bo3pacTa (= 65 jeT) KOppeKIUU 103kl He TpedyeTcs.

Ilayuenmvi ¢ napyuwenuem GyHKyuu novex

Pexomenmanmmun mo 1o3e, mpuBeAeHHBIE B pasznene «Croco0 TpUMEHEHHS | J03BD»,
pacIpOCTPaHSIOTCS U HAa MAIlMEHTOB C IMOYEYHON HEJTOCTaTOYHOCTHIO JIETKOW M CPeIHETsKeIon
CTeTeHH TsokecTH (kupenc kpeatuHuHa 30-80 mu/Mun).

[TockoNBKY y MalMEHTOB C TSHKEJION IMOYEYHON HEJIOCTaTOYHOCTHIO (KiMpeHe kpeaTnHuHA < 30

MJI/MHUH) KJIMpPEHC CHieHa(puiIa CHUXKEH, CIEAyeT PacCMOTPETbh BO3MOXKHOCTb MPUMEHEHUS



mpenapara B 03¢ 25 Mr (HEOOXOAUMO HCIIOIb30BaTh TaOJIETKy JO3UPOBKOM 25 Mr
npousBogicTBa OO0 «O30H» wiu Apyrux npousBoaurteneit). Mcxons u3 sddekTuBHOCTH U
NEPEHOCUMOCTH TIpernapara, Ipu He0OXOIUMOCTH, 71032 MOXKET OBITh IOATAIHO yBenndeHa a0 50
mr 1 1o 100 mr.

Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

[TockonbKy y MAIMEHTOB ¢ HapylieHHeM (YHKIUU TeUYeHU (HampuMep, MpU MUPPO3€) KIUPEHC
cuizieHauIa CHIDKEH, CIENyeT PacCMOTPETh BO3MOXKHOCTh MPUMEHEHUS Tpernapara B 03¢ 25
MI" (HEOOXOIMMO MCIOJIb30BaTh TabJIeTKy A03upoBKOi 25 Mr mpousBojactBa OO0 «O30H» WUiIu
npyrux npousBoauteneii). Mcxonas u3 3pQPexTUBHOCTH W MEPEeHOCHMMOCTH IIperapara, Ipu
HE00XOIMMOCTH, /1032 MOKET ObITh MO3TanHO yBeanyeHa 10 50 mr u 1o 100 wmr.

Jlemu

JlexapcTBenHslii npenapat Bunaerpa® He nokasas a1 NpUMeHeHus y aeTei 10 18 ner.

IIpuMeHeHNe Y NalMEeHTOB, IPUHUMAIONIUX APYTHUE JeKAPCTBEHHBIE CPEACTBA

3a UCKIIOUYEHHEM DPHUTOHABHPA, KOTOPBIH HE PEKOMEHIYeTCS NMPUHUMATh OJHOBPEMEHHO C
cungenaduiom (cM. pasaen «Ocolble yKazaHHs»), Y MAUEHTOB, IPUHUMAIOIINX OJHOBPEMEHHO
unruoutopel CYP3A4, crnegyer paccMOTpeTb BO3MOKHOCTh MPHUMEHEHHS Ipernapara B
HA4aJbHOM J03€ 25 Mr (HEOOXOAMMO HCIIOJIb30BaTh TAOJIETKY JI03UPOBKOM 25 MI MIPOU3BOJICTBA
00O «O30n» wiam [pyrux mnpousBoguteneil) (cm. pasgen «B3aumopeiicTBue ¢ Ipyrumu
JICKAPCTBEHHBIMHU CPEIICTBAMUY).

C 1enpl0 MUHUMH3AIMK PUCKA PA3BUTHUS OPTOCTATHUECKOW TUIIOTEH3UU COCTOSIHME MAlleHTOB,
OPUMEHSIOMNX  anb(a-aApeHoOI0KaTOphl, JOJKHO OBITh CTAaOMJIM3UPOBAHO JIO Hayana
npuMeHeHHus cuwineHadgmima. Kpome TOoro, B Takux chydasx pEKOMEHIYyeTCsl HadyMHaTh
MpUMEHEeHHEe cuiieHaduia ¢ 10361 25 Mr (He00X0IMMO UCTIOIh30BaTh TaOJIETKY JTO3UPOBKOM 25
mr mnpomsBoiactBa OOO «O30H» wuaM Apyrux npousBojauTeneit) (cm. paszzmen «OcoOble
yKa3zaHHs», a Takxke paszaen «B3aumoneiicTBre ¢ IpyriMH JICKAPCTBEHHBIMU CPEIICTBAMMY).
ITob6ouHoe neiicTBue

[Ipoduns OeszomacHocTH cunAeHaduna Oa3upyeTcss Ha JMaHHBIX, MOJY4YeHHBIX OT 9570
NalMEeHTOB, KOTOpbIE MOJyYald IaHHBIM mpemapar B Xoae 74-X IBOWHBIX CIIENBIX IuTanedo-
KOHTPOJHMPYEMBIX KJIMHUYECKUX HCCIIEeOBaHUM. Yaiie BCero y MalUeHTOB, NMPHUHUMABIINX
cungeHaduI B X0/€ KIMHHUYECKUX HCCIEOBAaHUH, PETHCTPUPOBAINCH TaKUE HEKeNIaTelbHBIC
peaknMh Kak TOJOBHas 0OJb, THIIEPEMHUS KOXH, JHUCIENCHs, 3aJ0KEHHOCTh HOCa,
TOJIOBOKPY)KEHHUE, TOIIHOTA, MPWIMBBI, 3pUTEIbHbIE HApYIIEHUs, IMAHOICHS U HapylleHHe
BOCIIPHUSTHS I[BETA.

Wudpopmanmss 0  HEXKENATeNbHBIX  pEaKIusaX,  3apeTUCTPHUPOBAHHBIX B paMKax

MOCTPETUCTPAIITMOHHOTO HaAOMIOAeHUs, cobupanack Ha mnpoTshkeHun >10 gjet. Ilockonbky



JICPIKATEI0 PErHCTPAIMOHHOTO YAOCTOBEPCHHUSI COOOIIAIOCh HE 000 BCEX HEXKeTaTelTbHBIX
peaKIusaX, W, COOTBETCTBCHHO, HE BCE HEKENATEIbHBIE pPEaKIMd OBUIM BKIIOYEHBI B 0asy
JAHHBIX 110 0€30ITIaCHOCTH, TO HEJB3s JOCTOBEPHO ONPEICITUTh YaCTOTY JAHHBIX PEaKIHil.

B tabuiie mpecTaBiaeHbl HeXeIaTeIbHbIE PEaKIuK 0 CUCTeMHO-opranHbiM Kiaccam (COK) u
4acToTe. BHYTpH KaXI0W YaCTOTHOW TPYIIbI HEKEIATelIbHbIC PEAKIMU PacIojiararoTcsi B
HOpsiAKe YOBIBaHMS BBIPAXKEHHOCTH. YacToTa pa3sBUTHS ONPEAETIIETCS Kak: oueHb uacmo (>
1/10); uacmo (> 1/100 no < 1/10); neuacmo (> 1/1000 go < 1/100); peoko (> 1/10000 mo <
1/1000); ouens peoxo (< 1/10000); vacmoma neuszeecmua (He MOXKET OBITH OLIEHCHA Ha OCHOBE
UMEIOIINXCS JTaHHBIX ).

Tabmuma 1: KIMHMYECKH 3HAYUMBIC HEKENIATEIbHBIE PEAKIUH, COOOIIABINHECS C YaCTOTOM,

HpeBLIHIaIOHIGﬁ JaCToTy IJid HJ'IaII€6O B KOHTPOJUPYEMBIX KIMHHUYCCKUX HCCICAOBAHUAX, H

KIIMHUYECKH 3HAYUMBIC HEeXelaTeJIbHbIC peaKIuu, cooO0mIaBIIHECS B X0J1e
MOCTPETUCTPAITMOHHOTO HAOIOICHHUS
Cucremno- Ouenn Yacto Heuacto Penko
OpraHHbIN KJacC | YacTo (>1/100 o < | (>1/1000 mo < 1/100) (> 1/10000 mo <
(=1/10) 1/10) 1/1000)
Nudexuun u Punur
WHBa3HH
Hapymenuss co ['unepuyBCcTBUTENHHO
CTOPOHBI CTh
UMMYHHOH
CUCTEMBI
Hapymenuss co | ['onoBna | ['onoBokpyskeH | COHIHMBOCTS, OcTtpoe HapyIlieHHE
CTOPOHBI s 00ITb ue TUIEeCTe3Us MO3TOBOTO
HEPBHOU KpOBOOOpaIieHus,
CUCTEMBI TpaH3UTOPHAS
UIIEMUYECKas aTaka,
CyIopoTu™®, peruaus
cynopor*, 00OMOpoK
Hapymenns  co Hapymienne Hapymenns HeaprepuutHas
CTOPOHBI OpraHa BOCIIPUSITHS CIIE300TACTCHUS ***, | mepenHss
3pEeHUs nBeTa**, 00JIb B 00JIACTH TJ1a3a, | UIIEMHYECKAas
HapyIIeHue dhoTtodobdus, HeWpomnaTus
3peHwus, (doToricus, TUTIEpeMHsl | 3PUTEIHLHOTO HEepBa
HEUYETKOCTh a3, U3MEHEHHUE (HITMH3H)*,




3peHHUS

SIPKOCTH
CBETOBOCIIPUSTHS,

KOHBIOHKTHBUT

OKKJTIO3HSI COCY/IOB
ceTyaTku*,
KPOBOU3JIHUSHUE B
ceTyartky riasa,
apTEepPHOCKIIEPOTHYIEC
Kasi pETHHOIIATHS,
MOpPa’KEHUE CETYATKH,
riIaykoma, 1eeKT
TIOJISL 3pEHMUS,
JUTUTONHUSL, CHIDKEHUE
OCTpPOTBI 3pEHUS,
MUOITHUS1, ACTCHOTIHS,
TUTaBAIOIIHEC
MTOMYTHEHUS
CTCKJIOBHTHOTO TeJIa,
MOpaXKEHUE
paty’KHOU 000JIOUKH,
MUJpUa3, HATHYUE B
OJIe 3PCHUS
paayXHbBIX KPYTOB
BOKPYT UCTOYHHKOB
CBETa, OTEK TJa3a,
MIPHUITYXJIOCTH TJ1a3a,
HapyIICHHUE CO
CTOPOHBI OpraHa
3peHUsl, TUTICPEMHUS
KOHBIOHKTHBHI,
pa3apakeHue riasa,
HeoObIYHOE
OIIyIIIEHHUE B I1a3y,
OTEK BEK, H3MCHCHHE

[BCTa CKJIICPLL

Hapymenus

Cco

CTOPOHBI OpraHa

ciyxa

n

Bepruro, mrym B ymax

I'myxora




nabupuHTa

Hapymenus co Taxukapaus, Bnesannas
CTOPOHBI cepAla OLIyILIEHUE KOpOHapHasi CMEpTh ™,
cepaneOueHus HH(}papKT MUOKapaa,

KEITYA0UKOBAs
apuUTMHS*,
bubpuIALIHS
npeacepauu,
HeCcTa0MIIbHAS
CTCHOKAPMS

Hapymenuss co lNunepemus ApTtepuanbHas

CTOPOHBI COCYIOB KOXH, TUIEePTEH3HUS,

TIPHITABEI apTepuaibHas
TUTIOTEH3HS

Hapymenuss co 3anoxxenHocts | HocoBoe UyBCTBO CTECHEHUS B

CTOPOHBI HOCa KPOBOTEUEHHE, ropiie, OTeK

JIBIXATEIIbHON 3aJI0’)KEHHOCTh CIIM3UCTON 00OJIOUKH

CUCTEMBHI, NMPHUIATOYHBIX TIa3yX | MOJOCTH HOCA,

OpPTraHOB TPYIHOU HOCa CYXOCTb CITM3UCTOU

KIIETKU u 000JI0UKH TMOJIOCTU

CPEIOCTCHHUS HOCa

Kenynouno- TomrHoTa, lactpossodareanvuas | ['unecresus

KHIIIEYHBIE JUCTICTICHS pedurokcHast 601€3Hb, | CTU3UCTON 000JI0YKU

HapYIICHUS pBOTa, 60Jb B MOJIOCTH pTa

BEPXHEHN 4acTH

JKUBOTa, CyXOCTb BO

pTy

Hapymenns  co
CTOPOHBI KOXH H
MTOAKOKHBIX

TKaHEeN

Crlnb

Cungpom CruBeHca-
Hxoncona (CCI)*,
TOKCUYECKUHI
SMUAEPMAIIbHBIN

Hekponus (TOH)*

Hapymenns  co
CTOPOHBI

MBIIIEYHOM,

Mpmuanrusi, 60715 B

KOHCYHOCTAX




CKEJIETHON u

COCIMHUTEIILHOU

TKaHU

Hapymenus co I'emarypus

CTOPOHBI MOYEK U

MOUYEBBIBOISAIIUX

nyTen

Hapymenus co KpoBoteuenue u3
CTOPOHBI I10JIOBOT'O WIEHA,
PENPOTYKTUBHOM pHanu3mM™,
CUCTEMBbI u reMaTociepMus,
MOJIOYHBIX XKeJe3 JUTATEIbHAS SPEKIUs
O6mue bonb B rpyaHoit Pa3npaxxurenbHOCTh
HapyIICHUS u KJIETKE, TIOBBIIIICHHAS

peaKkiuu B MecTe YTOMIISIEMOCT,

BBEJICHUS OLIYILIEHUE Kapa

JlaGopaTopHbie u Taxukapaus

WHCTPYMEHTAIIbH

bI€ JTAHHBIE

*3aperucTpupoBaHO TOJIBKO B XOJI€ TOCTPETUCTPALIMOHHOTO HAOIIOICHUSI.

**HapyireHne BOCHPHUATHS I[BETA: XJIOPOTICHsSI, XPOMATOIICHS, ITHAHOIICHUS, JPUTPOICHUS H
KCaHTOTICHS.

***HapymieHus: cne300TeNeHHs: CyXOCTh TJia3, HapylIeHHUEe CIIe300TAETCHUS U TMOBBIIIEHHOE
CJIE300T/IE€TICHHE.

Ilepeno3supoBka

Cumnmomwi

B wuccnemoBaHusAx, € y4acTHeM 3JI0pPOBBIX JOOpPOBOJBIIEB, HEXKeTATENbHbIE SIBICHUS,
pa3BUBABIIMECS TPU OJHOKpPAaTHOM mpueMme cuiaeHaduna B nmo3ax g0 800 wr, Obutn
COTIOCTaBUMBI C TAaKOBBIMU TIPH MpHUEME Mpemnapara B 0ojiee HM3KHUX J03aX, HO 4YacTOTa HX
pa3BUTHS U CTEMEHb TSHKECTU MOBBIIANUCH. [Ipumenenue cunaenaduna B go3e 200 mr He
MPUBOJIMIO K TOBBIIICHUIO 3()()EKTUBHOCTH, HO BBI3BIBATIO POCT KOJIWYECTBA CIYyYaeB Pa3BUTH
HEXENAaTeNbHBIX peakiuii (roJIOBHON OO0JH, MPWIMBOB KPOBH, T'OJIOBOKPYKECHHS, TUCIICTICHUH,
3aJI0)KEHHOCTH HOCA, HAPYIICHUS 3PEHU).

Jleuenue

B cjIydac rnepeao3upoBKH, Ipu HCO6XOIlI/IMOCTI/I, an/I6eranT K CTaHAAPTHBIM MOAACPKUBAIOIIUM
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MEpONpUATHSIM. YCKOpEeHHEe KIHpeHca cuwiaeHaduiaa TMpH TeMOJUalIi3e MAalOBEPOSATHO
BCJIC/ICTBUE BBICOKOW CTEIICHH CBS3bIBaHUS CuineHaduiaa C¢ OelKaMH IUIa3Mbl KPOBU U
OTCYTCTBHUSI JIMMUHALINH TIpEriapaTa ¢ MOYOi.

B3aumopneiicTBHe ¢ APYrUMH J1eKAPCTBEHHBIMH CpeCTBAMU

BausHue npyrux IeKapCTBEHHBIX IIpEeNapaToB Ha d)aDMaKOKI/IHeTI/IKV CI/IJ'II[eHad)I/IJ'Ia

Hccneoosanus in vitro

Metabonu3m cuigeHaduiaa TPOUCXOAUT B OCHOBHOM TIOJA JIEHCTBHEM H30(EpPMEHTOB
nuroxpoma CYP3A4 (ocHoBHoO# nyTh) 1 CYP2C9, mo3TOMy HHTHOUTOPBI 3TUX M30(EPMEHTOB
MOTYT YMEHBUINTh KIUPEHC CUiieHa(puIa, a HHAYKTOPbI, COOTBETCTBEHHO, YBEJINUUTh KIUPEHC
cueHaguia.

Hccneoosanus in vivo

[TonynsauuoHHBIH  (apMaKOKMHETUYECKUH aHajdM3 JAHHBIX KIMHUYECKHX MCCIEeJOBaHUMN
IPOJIEMOHCTPUPOBAI CHHXKEHHME KIHUpEHca cuijieHaduia MpU OAHOBPEMEHHOM HpPUMEHEHHUU
uHruoutopoB CYP3A4 (Takux Kak KETOKOHa30J1, dpUTPOMHULIMH, HUMeTHAUH). HecmoTps Ha To,
YTO TPU OJHOBPEMEHHOM TpHUMEHeHUH cwiaeHadpuna wu  wuaruobutopoB CYP3A4 He
Ha0JII01aJI0Ch POCTa YacTOThl HEXeNaTeJbHBIX SBJIECHUH, CleAyeT paccMOTpeTb BONPOC O
OPUMEHEHUH @pernapara B HayaJbHOW J03e 25 Mr (HeoO0XOoAMMO HCHOJIb30BaTh TabJETKY
no3upoBkoit 25 mr npoussoactBa OO0 «O30H» UK IPYrUX IPOU3BOIUTENEH).

OpnHoBpemMeHHOe TpuMeHeHue cuiigeHaguna (B 1oze 100 Mr ogHOKpaTHO) U puTOHaBHpa (1O
500 mr 2 paza/cyt), uaruOutopa nporeazsl BUY u cunpHoro uaruburtopa mnuroxpoma P450, Ha
(oHe TOCTHKEHMS TOCTOSIHHOM KOHIIEHTpallui PUTOHABUPA B KPOBU, IPUBOJIMIIO K YBETUUYEHUIO
Cmax cmienagwmina B uiazme kposu Ha 300 % (B 4 paza) u AUC Ha 1000 % (B 11 pa3). Uepes 24
yaca KOHIIEHTpalus cuijeHaduia B Iula3Me KpOBU coxXpaHsuiach Ha ypoBHe 200 HI/mMi mo
CpPaBHEHMIO C 5 HI/MJI TOCI€ OJHOKPAaTHOrO TPUMEHEHHUs OJHOro cuijaeHapuia. ITo
COIIACYETCS C BBIPAXEHHBIM BIIMSHUEM PUTOHABUpPA HA LIEJBIM psJl IPENapaToB, SBISIOMINXCS
cyoctpatamu muToxpoma P450. Cunnenadgun He oKa3biBaJl BIAMSHUS Ha (apMaKOKHHETHKY
putoHaBupa. Ha ocHOBaHUU pe3yabTaTOB (PapMaKOKHMHETUYECKUX HCCIEAOBAHUNA COBMECTHOE
NpUMEHEHHe CriieHa(Ia U pUTOHaBUpa He peKkoMeHayeTcs (cM. pasaen «OcoObie yka3aHus»),
U HU NPU KaKUX 00CTOSATEIHCTBAX MaKCHUMaJbHAas J103a cUiieHadmIa He J0JDKHA MPEeBBIIATh 25
MT B T€YE€HHE 48 4acoB.

[Tpu ogHOBpeMeHHOM IpuMeHeHuu cuiiaeHaduna (B 1o3e 100 Mr oJHOKpaTHO) U CaKBUHaBHpa
(8 moze 1200 mr 3 pasa/cyr), maruburopa BUU-mpoTteassi m wHruOuWTOpa H30(pepMeHTa
CYP3A4, Ha ¢oHe NOCTHKEHUS NOCTOSHHOW KOHIIEHTPAIMM CAaKBUHABUpPAa B KpPOBH, Cmax
cunjeHaduia B KpoBu nosbimanack Ha 140 %, a AUC yBennuuBanach Ha 210 %. Cunnenadun

HE OKa3bIBaJ BIMSHUS Ha (PapMaKOKUHETHKY cakBHHaBUpa (cM. paznen «Crnocod nmpuMeHeHus 1
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no3b1»). bonee cunbHbie wHTHOUTOPH HM30pepmeHTa CYP3A4, Takme Kak KETOKOHA30J W
UTPAKOHA30J1, MOTYT BBI3BIBATh 00Jiee BHIPA)KEHHBIC N3MEHEHHSI.

OpnnHokpatHsiii pueM cunaeHaduna B go3e 100 mr coBmecTHO ¢ apuTpoMuiiuaom (o 500 mr 2
pasza B CyTKH B T€UEHHE 5 qHEH), ymMepeHHbIM HHruouTopom nzopepmenta CYP3A4, Ha done
JOCTHKEHUS] MTOCTOSSHHOW KOHIIGHTPAIMM 3PUTPOMHUIIMHA B KPOBHU, MPUBOIMI K YBEIWYCHHIO
AUC cunnenadwmia Ha 182 %. Ilpuem asurpomunmaa (o 500 Mr B CyTKU B TEUYCHHE 3 JTHEH)
3I0pPOBBIMH  MYXXYMHAMH-00poBoJbliaMu He okasbiBan BiaustHuA Ha AUC, Cmax, Bpems
JOCTHKEHUSI MaKCUMalbHOW KOHUEHTpauuu (Tmax), KOHCTAHTY CKOPOCTH 3MUMUHAIMU U T172
cuijieHaduIa WIK €ro OCHOBHOTO LIUPKYJIUpYyrolero meradonuta. Lumeruaun (B 1o3e 800 mr),
uHruourop uuroxpoma P450 u necnenumduueckuii uaruourop CYP3A4, mpu coBMecTHOM
npueme ¢ cuaeHaduiaom (B 1o3e 50 Mr) mpuBOAXII K MOBBIIICHUIO KOHIICHTPALWHU CHIICHApIIIA
B IJIa3M€E KPOBHU Y 3/I0POBBIX JOOPOBOIIbIIEB HA 56 %.

['pelindpyToBblil cOK siBNsieTcs cia0biM uHruOuTOpoM Mertabonuzma CYP3A4 B creHke
KHAIICYHUKA ¥ MOXET BBI3bIBATH YMEPEHHOE TIOBBIIICHIE YPOBHS CHIIZIeHA]HIa B TUIa3Me KPOBH.
OnHOKpAaTHBIM TIpHEeM aHTanuaa (MarHus TUAPOKCHIA/ATFOMHHHS THAPOKCHIA) HE BIUSI Ha
OMOJOCTYIMHOCTh CHIIZICHA(HIIA.

Hecmotps Ha To, yTo cnenuduyeckue UcciaeI0BaHusl B3aUMOJCHCTBUS cuiieHaduna co BceMu
JEKapCTBEHHBIMU  CpPEACTBAMU  HE  IPOBOAWINCH, IO  JaHHBIM  IONYJISLHUOHHOIO
(apMaKOKMHETHUECKOTO aHainu3a (apMaKOKMHETHKAa cuiieHaduia HEe MEHsUIach IpH €ro
O/JIHOBPEMEHHOM NPUMEHEHUU C JIEKAPCTBEHHBIMU CPEACTBAMH, OTHOCSUIMMUCSA K Tpymmne
unrn6uropoB CYP2C9 (Takumu kak Tondyramu], BaphapuH, GEHUTOUH), IPyIIIe HHTHOUTOPOB
CYP2D6 (TakumMu Kak CENEKTHBHbIE MHTUOMTOPHI OOpaTHOTO 3axBaTa CEpPOTOHUHA,
TPUIIUKIIMYECKHE aHTUACTIPECCAHTHI), TPYMIE THUAZUAHBIX W THA3UIONOAOOHBIX JIUYPETHKOB,
MEeTJIeBBIX M KanuiicOeperaromux AUYPETUKOB, MHTHOMTOPOB aHTHOTEH3MHIIPEBPAIIAIONIETO
depmenta (AIID), 610kaTOPOB KaTbIIUEBHIX KAHAJIOB, AHTATOHUCTOB [-apPEeHOPELENITOPOB UITU
uHayKTOpoB  Metabomu3ma CYP450 (takumu kak pudamnumnuH, Oapburtypatsl). B
UCCJIEIOBAaHUM C YYacCTHUEM 3JI0POBBIX MY)KUHMH-JOOPOBOJIBIIEB COBMECTHOE IPUMEHEHHE
AHTaroHHUCTAa PHAOTENHA 003eHTaHa (KOTOPBIN sABIsieTcs HHAYKTOpoM n3odepmentoB CYP3A4
[ymepenubsiM|, CYP2C9 u, Bosmoxuo, CYP2C19) B paBHOBecHOM coctosinuu (125 Mr nBa paza
B CyTKHM) U cuijeHaduia B paBHOBECHOM cocTOsiHUM (80 Mr Tpu pasza B CYTKH) MPUBOIUIIO K
camkeHnio AUC u Cmax ciieHadmna Ha 62,6 % u 55,4 %, cooTBeTCTBEHHO. MOXKHO 0XHJIATh,
4TO OJAHOBPEMEHHOE MPUMEHEHHE CHIBbHBIX MHAYKTOpoB CYP3A4, takux kak pudaMmuiu,
BBI30BET 00JIee BRIPAKEHHOE CHIKEHHE KOHIICHTpAINH cuiiieHaduiia B Tiia3Me KpOBH.
Hukopannun oOnanaer cBOMCTBaMM aKTHBAaTOpa KaJMEBbIX KAaHAJIOB W HUTPATONOJ0OHBIM

neiictBuem. brnarogapss HUTpaTHOMY KOMITIOHEHTY J@HHBIM IpernapaT MOTEHLHAIbHO CIOCOOEH
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BCTYIIaTh B KIIMHUYCCKH 3HAYNMOC BSaHMO,Z[GfICTBPIe C CI/IJ'II[CHa(l)I/IJ'IOM.

Bausnue cmmeHa(bI/ma Ha ApYTruc JCKapCTBCHHBIC CPCACTBA

Hccneoosanus in vitro

Cunnenadw sBisieTcs cimabbiM HHruOUTOpOoM n3odepmentoB 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 mxM) mutoxpoma P450. Ilpu npueme cunnenadumia B peKOMEHIYEMBIX J03aX €ro
Cmax cocTaBisieT OKOJIO 1 MKMOJb, MO3TOMY MaJOBEpOSTHO, YTO JIEKApCTBEHHBIM Ipernapar
Bungerpa® MoXeT MOBJIUATH HA KIMPEHC CYOCTPATOB NAHHBIX H30()ePMEHTOB.

Ceenmenuss 0  B3auMmojeiicTBuM  cuijgeHadmwia U HecleUu(UYECKUX  HMHTHOUTOPOB
docdoaurcrepasbl, TAKUX KaK TCOPWILINH U JUIUPUIAMOI, OTCYTCTBYIOT.

Hccneoosanus in vivo

Cornacysicb ¢ wu3BeCTHBIM J(¢eKkToM Ha CcUrHanbHbld Kackag NO/II'M® (cMm. pasgen
«DapmakoIMHaMUKa»), OBLJIO MIPOAEMOHCTPUPOBAHO, YTO CHiJAeHApUI TOTEHUUPYET
TUIIOTEH3UBHOE JIEHCTBUE HUTPATOB, B CBSI3U C YeM, MPUMEHEHHUE IOHATOPOB OKCHJIA a30Ta WU
HUTPATOB B JIIOOOH (oOpMe COBMECTHO C CHJIJCHA(UIOM TPOTUBOMOKA3aHO (CM. pasfien
«[IpoTuBOMIOKA3aHUNY).

Puonuryar: JlOKIMHUYECKHE HCCIEOBAHMS TMOKA3add JOMOJTHUTEIbHBIA 3(PPEeKT CHUMKEHHS
CUCTEMHOT'O apTepUalbHOIO [ABJICHHS MPU OJHOBPEMEHHOM HCIOJIb30BAHUU WHTHOUTOPOB
®JI3-5 u puomuryata. B KIMHMYECKMX WCCIEIOBAHUAX PHOLUTYaT I[I0Ka3ajd YCUJICHUE
runoteH3uBHoro s¢pdexra wuHrHOUTOpOoB DJI-5. OTCYTCTBYIOT [AaHHBIE OJArONPUATHOTO
KIuHUYeckoro dd¢exkra JaHHOW KOMOWHAIMM B  TMONYJSIMOHHBIX  HCCIETOBAHHSIX.
OpnHoBpeMeHHOE MpPUMEHEHUEe pHuoluryata U wHruoutopoB @JID-5, Brmrodas cungeHadu,
HPOTUBOIIOKA3aHo (cM. paszzen «[IpoTHBOMOKa3aHUSY).

CoBMecTHOE mpUMeHEHHME cuiaeHaduna U anbda-aapeHOoOJIOKATOPOB MOXKET IPUBECTH K
Pa3BUTHIO CHUMIITOMATUYECKON THUIIOTEH3UM Y OTAEJbHBIX MPEAPACIOIOKEHHBIX MallMEHTOB.
Pa3BuTHe NTaHHOTO COCTOSIHMSA BEPOSITHEE BCETO MOKET HAOIIOAAThCS B T€UEHUE 4 4acoB mocie
npueMa JA03bl cuigeHapuna (cMm. paszgensl «Crnoco0 mnpuMeHeHuss u 103bl» U «OcoOble
yKazaHusi»). B Xome Tpex wucCcienoBaHUM ~CHenU(UUECKOro B3aUMOACHCTBUS MEXIY
JEKapCTBEHHBIMU  CpPEACTBAMH  TAaIlMeHTaM ¢  JOOpOKAaYeCTBEHHOW  TUMepIUia3uei
npezncratensHoi sxenes3bl (JI'TIDK) B crabuibHOM cocTossHMM Ha (OHE MpHEeMa JOKCa303MHa
OJIHOBPEMEHHO Ha3Hauajcs aib(a-aapeHo0JI0KaTop OOKca3o3uH (B J03¢ 4 M U 8 MI) U
cunaeHadun (B goze 25 wmr, 50 mr m 100 mr). Y mnamueHTOB, BKIIOYCHHBIX B JaHHBIC
UCCIIEIOBaHMs, ObIJIO OTMEUEHO CPEeAHEe JIOTOIHUTENIbHOE CHUKEHHUE apTepHalIbHOTO JIaBICHUS
B MOJIOKEHUHU Jieka Ha 7/7 MM pT. cT., 9/5 MM pT. cT. U 8/4 MM PT. CT., U CpeJlHEEe CHUKECHUE
apTepUaITLHOTO JIABJICHHUS B MOJOKEHUH CTOS Ha 6/6 MM pT. cT., 11/4 MM pT. cT. 1 4/5 MM PT. CT.,

COOTBETCTBCHHO. HpI/I OOJHOBPEMCHHOM IMPUMCHCHUHN CI/IJ'I)IeHa(bI/IJ'Ia M JOKCa303HMHa y IMalluCHTOB
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B CTaOWJIIBHOM COCTOSSHUM Ha ()OHE TNPUMEHEHHsI JOKCa303MHA COOOIIECHUS O pPa3BUTHHU
CHUMIITOMAaTUYE€CKOH OPTOCTaTUYECKOM TUNOTEH3UH OBUIM HEYaCTHIMH. OJTH COOOIICHUS
BKJTIOYAJIM CITy4au TOJIOBOKPYKEHHS X IPEJOOMOPOYHOTO COCTOSIHHSI 0€3 CHHKOIIE.

[Tpu3HakoB 3HAYMMOTO B3auMOACHCTBUA cuineHadmia (B 1o3e 50 Mr) ¢ TonOyramMuioM (B 103€
250 mr) wim Bapdapurom (B moze 40 Mr) — mpemnapatamMu, KOTOpPbIE METaOOIH3UPYIOTCS
CYP2C9, BoIsiBIIEHO HE OBLIO.

Cunnmenapun (B goze 50 Mr) He MNOTEHIMPOBAT YBEIUYEHHE BPEMEHU KPOBOTECUYCHHS,
BBI3BIBAEMOTI0 AlIETHJICATUITMIOBOM KUCIOTOH (B m03€ 150 Mmr).

Cunnenadui (B 1o3e 50 Mr) He NOTEHIMPOBAI THIIOTEH3UBHOE JIEHCTBHUE AJIKOTOJIS Y 30POBBIX
JO0OPOBOJIBIIEB MTPH MAKCUMAJILHOM YPOBHE 3TaHOJIa B KPOBH B cpeaHeM 80 mr/mj.

Y manueHToB, NPUMEHSBIIUX CwigeHadua, He ObUI0 OTMEYEHO OTIMYHA [POpUIIs
0€30I1aCHOCTH 10 CPaBHEHUIO ¢ IUIanedo Mpu OJHOBPEMEHHOM IPUMEHEHMH TaKHUX KIIAacCOB
THIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEACTB, KaK JUYPETUKH, OJOKATOpHI (-alpeHOPELeNnTOpOB,
uHruouTopel AIl®, aHTaroHUCTHl pelenTopoB aHrHoTeH3uHa II, TrHIOTEeH3UBHBIE IpenapaTsl
(BazogmyaTaTopel W TpenapaTshl IEHTPAIbHOTO JEHCTBHsI), OJOKAaTOPHI aJPEHEPTUUYECKHUX
peLenTopoB, OJOKATOpbl KalbLIMEBBIX KaHAJIOB M OokaTopsl anb(da-aapeHopenentopos. B
CHeLHaTbHOM KJIMHUYECKOM HCCIIEJOBaHUM, HANPaBICHHOM Ha HU3y4€HHE JIEKapCTBEHHBIX
B3aMMOJICHCTBUM, MpU COBMECTHOM INpuMeHeHuM cuigeHadpwia (100 mMr) v amuonunuHa y
NAIMEHTOB C AapTepUAIbHOW THIEPTEH3WEH OBUIO OTMEYEHO JIOTIOJHHUTENBHOE CHUKCHHE
CHCTOJINYECKOTO apTepUaIbHOTO JaBJIEHUS B IOJIOKEHUH MAalMeHTa Jexa Ha § MM pT. CT.
CoOTBeTCTBYIOIIEE CHUKEHNE TUACTOJINYECKOTO apTepPHaIbHOIO JIaBI€HUSI COCTAaBUIO 7 MM PT.
cr. Ilo BenmuuMHE OTH JONOJHHUTENBHBIE CHIDKCHHS AapTepUAIbHOTO JIaBJCHHS ObUTH
COMIOCTaBUMBI C TAaKOBBIMH, HAONIOMaeMBIMH B TPYIIE 3J0POBBIX JTOOPOBOJIBIECB MpPH
IPUMEHEHHUHU TOJIBKO CHIIIeHa(uIIa.

Cunnenadun (B 1o3e 100 Mr) He okasbIBajl BIUSHUS Ha papMakOKUHETUKY MHruouropos BUY-
IpoTeasbl, CakBUHABUpa U PUTOHABHpA, SBIAIOMUXCS cyOcTtparamu uzopepmenta CYP3A4, B
PaBHOBECHOM COCTOSIHUU.

Cunnenagun B paBHOBECHOM cocTostHUU (80 Mr Tpu pas3a B cyTKH) BbI3biBai yBennueHne AUC
6o3enTtana (125 mr nBa pasza B cytku) Ha 49,8 % U Cmax Ha 42 % y 310pOBBIX 100pPOBOJIBLIEB
MY>KCKOT'O TI0J1a.

JloGaBieHre OJHOKpATHON 103bl cuieHaduia K cakyOUTpHily/BajicapTaHy B PaBHOBECHOM
COCTOSIHUM y MAIMEHTOB C apTepUalbHOM rUnepTeH3nel ObLJIO CBA3aHO CO 3HAUUTENBHO Oosee
BBIPQ)KEHHBIM CHIDKEHHEM apTepHaJIbHOTO JABIEHHS 1O CPAaBHEHHIO C NMPUMEHEHHUEM TOJIBKO
cakyouTpmiia/Banicaprana. [loatomy creayer coOm0aTh OCTOPOKHOCTh TMPU Ha3HAYEHUU

cuisieHaduIa MayMeHTam, MoJIyJaruM cakyOuTpul/BajicapTaH.
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Oco0ble ykazaHus

JUIss TMarHOCTUKM HApPYUICHWH SPEKIHH, ONpeIeNeHHS MX BO3MOXKHBIX INPHYMH U BBIOOpA
aJICKBaTHOTO JICUEHHUS] HEOOXOOMMO COOpaTh TMOJNHBIA MEAMIMHCKUN aHaMHE3 U TPOBECTH
TIIaTeNbHOE (PU3HUKAIIbHOE 00CIIeI0BaHKE.

Daxkmopwl pucka cepoedHo-cocyoOucmsix 3a00ae8anull

CekcyanbHasi aKTUBHOCTh NPEACTABISIET ONPEACICHHBIM PUCK TMPH HAJIMYUU 3a00JeBaHUI
cep/ua, I03TOMY IEepesl HayaloM J00H Tepanuu 10 MOBOAY HapYLIEHUH 3pEKLUN Bpad MOXKET
[IOCYMTATh HYXHBIM IIPOBECTH OOCIEI0BaHHE CEPAECYHO-COCYIUCTON CHCTEMBl IALUEHTA.
Cunnenaguin okxa3plBaeT BazoAMJAaTHpYyIOLlee JeiicTBHe, NpUBOAdALIee K HEOOJbIIOMY
TPaH3UTOPHOMY CHIDKEHHUIO apTepHalbHOrO jaaBieHus. Jlo HazHaueHUs cuwineHaduia Bpad
JOJDKEH  TIIATENbHO  OLEHUTb  PUCK  BO3MOXHBIX  HEXKENATEeNIbHBIX  MPOSIBICHUI
BA30/IMJIATUPYIOIIETO JIEHCTBHS y MALMEHTOB C COOTBETCTBYIOLUIMMHU 3a00JI€BaHUSIMH, 0COOEHHO
Ha (pOHE CeKCyaJlbHOM akTMBHOCTH. I[lOBBIIIEHHAs BOCHPUUMYMBOCTB K Ba30JuIaTaTopam
HaAOJII0/IaeTCsl y NAIlMEHTOB C 3aTPYAHEHMEM OTTOKA W3 JIEBOIO JKEIyJOouKa (Hampumep, Mpu
CTEHO3€ aopThl, TUMepTpoduyueckord OOCTPYKTHBHON KapJHOMHOIIATHH), a TaKXe C PEeIKo
BCTPEYAIOLIMMCS CHHJIPOMOM MHO)XECTBEHHOM CHUCTEMHOM aTpoduu, MNpOSBISIOIIUMCS
TSDKEJIBIM HapyLICHUEM pPETyJSILIMA apTEPUaIbHOIO JABICHUS CO CTOPOHBI BETreTaTUBHOU
HepBHOU cucteMbl. CrifeHaI yCHIMBACT THIOTEH3UBHBIA 3(PQekT HUTpaToB (CM. paszmen
«[IpoTHBOMOKA3AHUNY).

B nepuon mocTperucTpallnOHHOro HAOJIOJEHUs ObUIM 3apEerMCTPUPOBAHBI CIy4an CEphE3HBIX
CEepAECYHO-COCYTUCTBIX OCIOXKHEHUH (B T.4. HH(pApKTa MUOKapAa, HECTAOMIbHON CTEHOKapIUH,
BHE3AIIHOM KOPOHApHOW CMEPTH, MKEIYJOYKOBOM apUTMHUHU, TE€MOPPAru4ecKOro HHCYJIbTA,
TPaH3UTOPHOW MIIEMUYECKOW aTaku, apTepUaIbHON TUIEPTEH3UH M TUIOTEH3UH), KOTOpbIE
UMEI BPEMEHHYIO CBsI3b C IPUMEHEHUEM cuiieHa(uia. BoIbIIMHCTBO 3TUX MALMEHTOB, HO HE
BCE M3 HUX, UIMEJH (PAKTOPbI pUCKA CEPAEUHO-COCYUCTHIX OCIOKHEHUNH. MHOTHE U3 yKa3aHHBIX
HE)KeJlaTeJIbHbIX SBJICHUN Ha0JI01aliCh BCKOPE MOCIE CEKCYyallbHOM aKTUBHOCTH, U HEKOTOpPbIE
U3 HUX OTMEYAJINCh Tocye nmpuemMa cuijieHaduia 6e3 nociaenyroe cekcyalbHON aKTUBHOCTH.
Y CTaHOBUTH HAMYKE NMPSIMON CBSI3U MEXIY JAAHHBIMU SIBICHUSAMH M YKa3aHHBIMU WJIM UHBIMU
(bakTOpamMu He MPeI0CTABISIETCS BO3MOKHBIM.

Ipuanusm

[TpenapaTsl Ui I€UeHUS SPEKTUIBHON AUCPYHKINHU, B T.4. CUII€HA(UI, TOJKHBI TIPUMEHATHCS
C OCTOPOXHOCTHIO Y MAIlMEHTOB C aHATOMHYECKOW Jedopmaliueil monoBoro wieHa (Hampumep,
AHTyJISUS, KaBepHO3HBIN (pubpo3 unu 6oe3npb [lelipoHn) Win y NalMeHToB ¢ 3a00JIeBaHUIMH,
IpeipacroiaralouiMi K pa3BUTHIO MpHanu3Ma (TaKUMU KaK CEepIIOBUIHO-KJIETOYHAs aHEMHUS,

MHOXECTBCHHAas1 MHUECJIOMAa UJIN J'ICfIKGMHSI).

15



B xozxe moctperucTpallMOHHOTO MPUMEHEHHUS CHIIIeHa(pUIa OCTYNaal COOOIICHHS O Pa3BUTUHI
IIPOJIOHTMPOBAHHON 3peKUrU U npuanusMa. Ecnu spekuus AauTcs cBblllle 4 4acoB, NAL[UEHTY
clelyeT OOpaTUTBhCS 3a HEOTJIOKHOM MEIMLUMHCKOM nomouibto. Ecnum npu npuanusme He
INPUHSITH HEOTJIOKHBIE MEPhI, TO MOKET MPOU30MTH MOBPEKICHHE TKaHEW IMOJIOBOTO 4IEHA U
HeoOpaTuMas moTepsi HOTEHIUH.

Cosmecmnoe npumenenue ¢ opyeumu uneubumopamu DP/3-5 uiu opysumu memooamu jiedeHus
IPEKMUNLHOU OUCPHYHKYUU

bezonacHocTh U 3 PexkTUBHOCTD cuifeHaduia Ipu MPUMEHEHUH B KOMOMHALIMU C JIPYTHUMH
uHruouTopamu @J[3-5 wnam apyruMu mpemnapataMd IS JICYCHHS JIETOYHOM apTepHalbHON
THIIEPTEH3UH, COAEpKaMMU criifieHadun (Hanpumep, PeBanmo), a Takxe ApyruMH CpeacTBaAMU
JUI JICYCHUS DPEKTWIBHOW ITUCQYHKIUM HE H3y4allMCh, IOITOMY HCIIOJIB30BAaHHE TaKUX
KOMOHMHAIUI HE pEeKOMEHIYeTCsl.

Bausinue na spenue

bbuln moOdy4deHbl CHOHTAHHBIE COOOLIEHUS O ClydasX HapyUIeHHs 3peHUs IpU Ipueme
cwineHadpuina u apyrux wuHruoutopoB DJD-5 (cm. pasmen «IloGouHoe nelictBue»). B
CIIOHTAHHBIX COOOIICHUSIX U HAOIIOAATETbHOM HCCIEA0BAaHUU ObLTH OTMEUEHBI CIIydau PEAKOTro
3a00NieBaHUsl — HEAPTePUUTHON TMepeaHell HUIIeMUYECKOW HeWpomaTuu 3pUTENHHOTO HEpBa
(HIIMH3H), xoTopble UMENU CBA3b C NMPUEMOM CHIIZieHapmiIa U Apyrux UHruoutopos ®J19-5
(cM. pasznen «lloGounoe neiictBue»). IlanmeHTOB HEOOXOOUMO HPENYNPEAUTH O TOM, YTO B
cllyyae BHE3alTHOTO HapyLIEHUs 3peHHs cielyeT NPEeKpaTUTh PUEeM JIEKapCTBEHHOTO Ipernapara
Bunerpa® u HeMeIeHHO 06paTUTHCA K Bpauy (cM. pasaen «[IpoTuBonokazaHusy).
Coemecmubiii npuem ¢ pumoHasupoMm

CoBMecTHOE mNpUMEHEHHe cuiieHaduiaa U pPUTOHABUpAa HE pEKOMeHJyeTcs (CM. pasjnen
«B3aumoieicTBrE ¢ IPYTUMU JICKAPCTBEHHBIMU CPEIICTBAMUY).

Cosmecmubiti npuem ¢ anvgha-aopenobrokamopamu

[TockonpKky COBMECTHOE TpUMEHEHHE CcuijieHapuia | anb(a-aJpeHOOTIOKaTOPOB MOKET
NPUBECTH K pa3BUTHIO CHMIITOMATHYECKOW THIIOTEH3MH Yy OTIEIBHBIX YyBCTBUTEIBHBIX
NAIMEHTOB, CJEIyeT C OCTOPOXKHOCTBbIO Ha3HayaTh CUJAeHA(WI MallMeHTaM, MPUHUMAIOIIUM
anbda-anpeHodaokaropel (cM. pasgen «BzauMmoneiicTBUe ¢ JPYrUMH  JIEKapCTBEHHBIMU
cpeacTBaMu»). PazBuTre 1aHHOTO COCTOSIHMSI BEPOSTHEE BCETO MOXKET HAONI0/IaThCs B TE€UECHUE
4 4yacoB mocie mnpuema A03bl cuigeHaduna. C Ledbl0 MUHUMHU3ALWKA PHUCKA Pa3BUTHUS
OpPTOCTAaTUYECKOM TUIOTEH3WH TEpanuilo CWigeHaQUiIoOM MOXXHO HAuWHATh TOJBKO Y
reMOJIMHAMUYECKHM  CTa0MJIBHBIX  MAIMEHTOB,  NPUMEHSIOMMX  OJIOKaTopbl  ajbda-
aapeHopenenTopoB. CieqyeT TakXe pacCMOTpPETh BONPOC O MPUMEHEHHWU cuineHaduiaa B

HavaibHOU 703€ 25 Mr (cM. pazaen «Cmoco0 mpuMeHeHus W 103b1»). Kpome Toro, Bpauam
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HE00X0auMO MH(pOPMHUPOBATh MAIMEHTOB O TOM, KakMe NEeMCTBUS CledyeT NPEeANpHHATH B
ClIy4ae MOSIBJICHUS CUMIITOMOB OPTOCTATUYECKON THIIOTEH3UH.

Brusanue na ceepmuvisaemocmos Kposu

B wuccienoBaHusXx Ha TpPOMOOIMTAax denoBeka iN VIitro ObUIO MOKa3aHO, YTO cuuiiaeHadu
HNOTEHIMPYET aHTHArperaHTHOE JIeHCTBME HUTponpyccuia HaTpus. CeleHHst 0 0e30IacHOCTH
NpUMEHEeHHs CHiieHadniIa y MaeHToB ¢ HapyIIEHUSIMH CBEPTHIBAEMOCTH KPOBH WJIM OCTPOM
NENTUYECKON S3BOM OTCYTCTBYIOT, IMO3TOMY INpPUMEHEHHE cujieHapuIa MalueHTaMHd ATOH
IPYMIIbl BO3MOKHO JIMIIb [10CJIE TIIATEIbHON OLIEHKH COOTHOLIEHUS M0JIb3a/pUCK.

Kenwunoi

JlexapcTBenHbii npenapar Bunerpa® He npegHasHaueH Ay HPUMEHEHHUS Y KEHIIHUH.

BcnomMorarensHble BelecTBa

[Ipenapar Buimerpa® comepur nakto3y. MyKYMHaM C  peaKo  BCTpedaromieiics
HACJI/ICTBEHHON HENEePEeHOCUMOCTBIO IaJlakTO3bl, Je(UIMTOM JIaKTa3bl Jonapeil Ui IiroK030-
raJaKTO3HOM MaababCcopOIMelt He clieTyeT MPUHUMATh 3TOT IIpenapar.

Binsinne Ha cI0cOOHOCTH YIIPABJIATH TPAHCIOPTHBIMHU CPEJACTBAMH, MEXaHU3MAMM
Cunnenaguin  Oka3plBa€T  HECYIIECTBEHHOE  BIMSHHE HA  CIOCOOHOCTh  YIPAaBIATh
TPAHCHOPTHBIMM CPEACTBAMHU U pabOTaTh C MEXaHU3MaMHU.

[TockonbKy B KIMHHYECKHX WCCIEAOBAaHMAX CHieHaduiaa coolmanock O BO3MOXKHOCTH
Pa3BUTUS TOJIOBOKPY)KEHUS W HapyIIEHUN 3pEHMs], MalUeHT JIOJDKEH 3HaThb O BO3MOXKHOCTHU
NOSBICHUS JAHHBIX PEaKUMi Ha NpHeM cuijeHaduia mepel TeM, KaK CecTb 3a pyJib HIU
IPUCTYIUTH K YIPABIECHUIO CIOKHBIMA MEXaHU3MaMHU.

dopma BbIITYCKa

TabyeTku ¢ MPOJOHTUPOBAHHBIM BBICBOOOKIEHUEM, TIOKPBITHIE MJICHOYHOU 000s109K0# 50 Mr u
100 mr.

I[lo 1, 2, 4 wmm 10 Tabnerok B KOHTYPHYIO SYEHKOBYIO YHAKOBKY U3 IUICHKH
MOJIMBUHUJIXJIOPUAHON U (DOJIBIY aTIOMUHHEBON NEYaTHOM JTaKUPOBAHHOM.

1, 2, 3, 4 unu 10 KOHTYpPHBIX STYEUKOBBIX YMAaKOBOK BMECTE ¢ MHCTPYKIUEH MO MEIULUHCKOMY
IIPUMEHEHHUIO NTOMEINAIOT B KAPTOHHYIO YIIaKOBKY (IIAuKy).

YciaoBus XxpaHeHUs

XpaHuTh Ipu Temneparype He Boime 25 °C.

XpaHUTh B HEAOCTYITHOM ISl JIETe MecTe.

Cpoxk rognocTu

3 roxa.

He npuMeHsTh 0 HCTEUYEHNHU CPOKA TOJHOCTH.

YcaoBust ornmycka
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OTmycKaroT Mo perenTy.

Jlep:kaTeib perucTPAllMOHHOI0 YA0CTOBEPEHUS

00O «ATomn»

Poccus, 445351, Camapckas 06:1., . JXKurynesck, yi. ['mapoctpoutenei, 1. 6.
IIpousBoauTen

000 «O308»

Poccus, Camapckast 0611., r.0. XKurynesck, r. JKurynesck, yiu. ['uapoctpoutenei, . 6.
Opranuszanusi, IPMHAMAKIIAS NIPeTeH3UH MoTpeduTe e

000 «O308»

Poccus, 445351, Camapcekast 06011., r.0. XKurynesck, r. XKurynesck, yi. ['uapoctpoutenei, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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