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ITO MEJUITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Cuiienadpui PeneBad

PervcrpaiimoHHbII HOMeEp:

Toprosoe HaumeHoBaHue: CwiieHadui Penepan

Me:xayHapo/Hoe HelTaTeHTOBAHHOe HaIMeHOBaHHe: CUJIIeHap Ul

JlexkapcrBeHHast popMa: TaOJICTKH, TOKPBITHIC TUICHOYHOH 000JI0UKOM

CocTaB

1 mabnemxa npenapama cooeprcum:

Heticmeyouee eewjecmeo: cwngeHapmwia nutpatr — 35,112 wr, 70,225 wmr, 140,450 wmr
(8 mepecuete Ha cwiieHadun — 25,000 mr, 50,000 mr, 100,000 Mr); scnomocamensvHbvle
gewecmea; NEIUTION03a MUKpoKpucTammueckas 101, xanbuus rugpodocdar, KpockapMeswiosa
(KpockapMmeIu103a HaTpusl), MarHUSI cTeapar

Cocmas obonouxu:

Obonouxa 1: runipoMerniosa (E 464), nakto3sl MoHOTHApAT, TUTaHa quokcua (E 171), tpuanernn
(E 1518), nmax amomMuHHeBBIM Ha ocHoBe uHaurokapmuHa (E 132) wim [cyxas cmech Uit
IUICHOYHOTO IOKPBITUSA, COCTosImas u3: runpomesviosa (E 464), makTo3sl MOHOTHIpPAT, TUTAHA
nuokcun (E 171), tpuanetun (E 1518), nak amoMuHHAEBbIN Ha ocHOBE HHAUrokapmuHa (E 132)]
Qbonouxa 2: runpomeivioza (E 464), tpuanerun (E 1518) wim [cyxast cMech IS TICHOYHOTO
MOKPBITHSL, COCTOsIMAs u3: runpomesuiosa (E 464), tpuanerun (E 1518)]

Onucanue

Kpyribie JBOSKOBBINYKIJIbIE TaOJeTKH, MOKPHITHIE IUIGHOUHOH 000J0UKOM Troixyboro IBeTa.
Ha monepeunom paszpese a/1po 6e10ro WK MOYTH OeJI0TO 1BETA.

dapmakoTepaneBTUUeCKAasi TPyNIa: CcpeACTBa, MPUMEHsAEMbIE B YPOJIOTHH; CpeICcTBa
JUTSL JICUSHUS DPEKTUILHOU TUCHYHKITHH.

Kox ATX: GO4BEO3

dapmakoorH4ecKye cBolicTBa

D apmakoouHamuxa

Cungenagun —  MOIIHBIM  CeJNEKTUBHBIM  MHTUOUTOp  IUKIOTYaHO3HMHMOHodochaT
(ul' M ®)-cniennduueckoit pocdoauscrepasnl 5-ro tuna (OJ1D3).

Mexanuszm oeticmeus

Peanmmzanust GuU3HOIOTHUECKOTO MEXaHHM3Ma HPEKIUU CBsi3aHAa C BHICBOOOMICHHEM OKCH/Ia
azota (NO) B KaBEpHO3ZHOM TeJIe BO BpeMsl CEKCYAJIbHOM CTUMYJISIIIUU. DTO, B CBOIO OUYepe/b,

IPHUBOJIUT K yBeJnueHUIo ypoHsi NI’ M@, mocieayiomemMy paccaabieHuIo TJIaJKOMBIIIEUHOH
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TKaHHU KaBEpHO3HOI'O TeJla U YBEJIMYCHHUIO IIPUTPKA Kpoﬂ ez

CMEPTHOMY OTYETY

CunneHadguin He OKa3bIBaeT TMPSIMOTO  pacclalisiiomero JICMCTBHST Ha H30JHUPOBAHHOS
KaBepHO3HOE TeJO0 uejloBeka, HO ycuiupaeT 3¢gdext okcuaa azora (NO) mocpeacTBOM
uHrubuposanus ®J[D5, koTopas oTBeTCTBeHHA 3a pacnaa il MO.

Cunnenadun cesnektubeH B oTrHomeHuu MJID5 in vitro, ero akTHBHOCTL B oTHOMIeHUU DJ[D5
MIPEBOCXO/IUT AKTHBHOCTH B OTHOIIECHUH JPYTHX H3BECTHBIX H30(epMeHTOR (hochoIUICTEPashl:
@OJI56 — B 10 pa3; OJ[D1 — Gonee uem B 80 pa3z; ©J[32, ©J[34, OJ/ID7-OJ[D11 — Gonee yem
B 700 pa3. Cunaenadun B 4000 pa3 Gosee cenexkTuBeH B oTHommeHHH OJ[D5 mo cpaBHEeHHIO
¢ ®JI33, uyTo UMeeT BakHelIIee 3HaUCHUE, NMOCKOIbKY DJ[D3 ABnsieTcss OMHUM U3 KIFOUYEBBIX
(bepMEHTOB PEryJISIIIUU COKPATUMOCTH MUOKAp/Ia.

ObazamenvHoim  yciosuem Ippexmuenocmu  cundeHauina Ae1Aemcsa  CeKCyaibHAA
crumyiaayua. CuigeHaduia  BOCCTAHABJIMBACT HApYMICHHYIO DpPEKTWIBHYIO  (DYHKIIHIO
B YCJIOBHSIX CEKCYaJIbHOW CTUMYVJISIIIUU 3a CUST YBEJIWYCHHUS MPUTOKA KPOBU K KAaBEPHOZHBIM
TeJIaM IMOJIOBOTO YJICHA.

Knunuueckue dannsie

Kapouonoeuuecxue uccnedoeanus

[Ipumenenne cmigeHaduia B go3ax Jo 100 Mr He NPHBOAWIO K KIMHHYECKH 3HAUYHMBIM
U3MeHeHusAM »iekTpokapauorpaMMbl (OKI') y 370poBBIX A00pOBOJIBIICB. MakcHMallbHOE
CHUIKEHHME CHCTOJIHUYESCKOTO JIABJICHUS B MOJIOKESHUH JIeiKa TOoce MprueMa cuijieHadua B 103¢e
100 Mr cocraBuio 83 MM PT. CT., a JHACTOJIMUYECKOro JapiieHus — 5,3 MM pT. cT. boiee
BBIpOKCHHBIN, HO TakKe mpexofsamuid >pdext Ha aprepuaibHoe AaBieHue (AJ]) oTmeuancs
y  TAalUeHTOB,  NpHUHUMABIIUX  HUTpathl  (cM.  pazgensl  «lIpoTtuBomokazanus»
U «B3auMoAeHCTBHE ¢ JPYTUMH JISKAPCTBEHHBIMU CPEICTBAMUY ).

B uccnemopannn remoguHamMudeckoro sddekra cuwiieHaduia B oJHOKpaTHOW go3e 100 mr
y 14 mamueHTOB ¢ TspKenoW umemuuecko Oonesnpio cepamna (MBC) (Gomee uwem y 70 %
MAMEHTOB ObUI CTEHO3, MO KpalHeW Mepe, OJHOM KOPOHApHOW apTepuH), CHCTOIUUYECKOS
U JUACTOJIMYECKOE JIaBJICHHE B COCTOSIHMM IIOKOsI YyMEHbIaloch Ha 7% u 6 %,
COOTBETCTBEHHO, a JITOYHOE CUCTOJIMYECKOe JaBJieHHE CHUXKAIoCh Ha 9 %. CumieHadun He
BIIUSUT HAa CepJeUHBIH BRIOPOC M HE HApymial KPOBOTOK B CTEHO3HPOBAHHBIX KOPOHAPHBIX
apTepusix, a  Takke IIPUBO/IAJII K  VBEJIHYEHHIO (mpumepHO Ha 13 %)
aJIeHO3UH-UHIYIIUPOBAHHOI O KOPOHApHOTO IIOTOKA KaK B CTeHO3ZHPOBAHHBIX,
TaK U B UHTAKTHBIX KOPOHAPHBIX apTEPHUsIX.

B npoitHOM ciienmoM IUIaneOOKOHTPOIUPYEMOM HCCIeOBaHUU 144 ManHMeHTa ¢ dPeKTHIBHOH
quchyHKIHEH W CcTaOWIbHOM CTeHOKapAueH, NMpUHUMAIOIUX AHTHAHTHHAIBHBIE MpenapaThl

(kpoMe HHUTPAaTOB) BBHIMONHAIN (UAHUSCKHE YHOPAXKHEHHS JO0 TOTO MOMEHTa, KOrja
2
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yopaxHeHus Oblia jgocToBepHo Oousbme (19,9 cexyna, 0,9-38,9 cexkyHa) y NaIlUeHTOB,
IPUHUMABIMINX CcWIAeHaQWI B ogHOKpaTHOM o3¢ 100 Mr mo cpaBHEHHIO ¢ MaIlMeHTAMH,
HOJIy4aBIIMMHU IuTare6o.

B panIoMHU3HpOBAaHHOM JBOMHOM CJICTIOM ILIANeOOKOHTPOIUPYEMOM HCCIIS/I0BAHUM H3YdYaJId
s¢pdexT mepemenol no3pl cuigeHadmuaa (o 100 mr) y myxkuuH (n = 568) ¢ SpeKTHIHHOU
nucyHKIMEH U apTepUaIbHON THIIepTeH3HEH, IPUHUMAIOMUX Oojiee 2 aHTUTUIIEPTEH3UBHBIX
npenapatoB. CrwigeHadun yayamui speknuio y 71 % MyKUdH 1o cpapHeHHIO ¢ 18 % B rpymme
mwiane6o. YactoTa HexeNaTeNbHBIX SIBICHUN Oblla CpaBHMMAa ¢ TaKOBOM B JIpYrHX TIpyIIax
HAIUSHTOB, TaK JKe KaK y MMallUeHTOB, IPUHUMAIOIHUX OoJiee 3 TUIIOTCH3UBHBIX MPENapaToB.
Hecnedosanus 3pumenvHulx Hapyulenull

Y HeKOTOpBIX HAIIMEHTOB Yepes 1 wac mociie npueMa cuiieHaduiIa B Jo3e 100 Mr ¢ moMomnbio
tecta Q®apHcBopTa-MyHcemst 100 BBISBICHO JIeTKOE U IMpeXo/dllee HapylmIeHHE CHOCOOHOCTH
paziuuaTh OTTeHKH IBeTa (CHHero/zeieHoro). Uepes 2 dwaca mocie MpHeMa Ipenapara
5TH U3MEHEHHA OTCYTCTBOBAJM. CUHTAaeTcs, 4TO HapyLIEHHE IBETOBOTO 3PEHHS BBI3BIBACTCSA
unrubuposanuem ®J[D6, koTopas ydacTBYeT B Ipoliecce MEpeladd CBeTa B CeTHaTKe IJiasa.
CunieHadui He OKaspIBAI BJIMSIHHS Ha OCTPOTY 3pESHMsL, BOCIpPHSTHE KOHTPACTHOCTH,
3JIEKTPOPETHHOIPAMMY, BHYTPHUIJIA3HOE JaBJICHHUE WIH JUAMETp 3pauKa.

B mnaneGOKOHTPOIMPYEeMOM IEPEKPEeCTHOM HCCIISOBAHMM MAIUSHTOB ¢ JOKa3aHHOHU
paHHEBO3PACTHOU MaKyJISIpHOU JereHepareit (n = 9) cwiaeHadgui B oqHOKpaTHOH q03¢e 100 Mr
nepeHocuicss xopomo. He ObUlo BBISBIEHO HMKAKMX KJIMHMUYECKH 3HAYMMBIX H3MEHEHHH
3pEHHs, OLICHHBAEMBIX II0 CIEIHAIBHBIM BH3YaIbHBIM TecTaM (OCTpPOTa 3pPEHHUA, pelIeTKa
AMcriep, IBeTOBOE BOCIPUATHE, MOJCIUPOBAHHE MPOXOKIACHUS IBEeTa, MepUMETp XdMQPpH
u doToCcTpece).

Spghexmusnocmn

DddexTupHOoCcTh W 06e30MaCHOCTh CHIAeHadUIa OUCHUBATHM B 21 paHIOMH3HPOBAHHOM
JBOMHOM  clelloM  IUIAleOOKOHTPOJUPYEMOM  HCCISAOBAHHUM  NPOJIOJDKUTEIBHOCTHIO
mo 6 mecsies y 3000 maruenToB B Bo3pacte oT 19 1o 87 jer, ¢ peKTWIbHOU JucyHKIHEH
Pa3TUYHON HTHOJOTHU (OpPTaHMUYSCKOH, TCHUXOTeHHOH WM cMemaHHOW). DddeKTUBHOCTH
npenapara OICHHBAIN TJIOOAIBHO C HCIOJIB30BAHHWEM JHEBHHUKA DPEKIUH, MEKTYHApOIHOTO
HH/IeKCa HPEeKTHIbHOW (YHKIHMHM (BAJIMIUPOBAHHBIH OINPOCHUK O COCTOSIHUH CeKCYaJIbHOH
(pyHKIIMH) U OTIpOca MapTHEpA.

D dexTrBHOCTh cHIeHadHIa, ONpeAe/ieHHas KaKk CIOCOOHOCTh JTOCTUraTh U IOJ/ISPKUBAThH
SPEKLHI0,  JOCTATOYHYIO  JUII  Y/JOBJIETBOPHUTEJIBHOTO IIOJIOBOTO  AKTa, ObL1a

MMpOACMOHCTpHUPOBaAaHa BO BCCX TMPOBCACHHBIX HCCIICAOBAHUAX H ObL1a MMOATBEPKICHA
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¢ MpUMeHeHHEM (PUKCUPOBAHHOH O3Bl COOTHOIICHUE MAIUSHTOB, COOOIUBIINX, UTO TepaIHs
VAydmiWia WX DpeKIHio, cocTaBiswio: 62 % (mosza cwigeHapumna 25 wr), 74 % (Jo3a
cunaeHaduna 50 mr) u 82 % (moza cuwneHaduaa 100 Mr) mo cpaBHeHHIo ¢ 25 % B rpymnme
mwiane6o.  AHaJIM3  MEKIYHAPOJHOTO  HHJCKCA  OPeKTWIbHOW  (QYHKIMH  [OKazal,
YTO JIOMOJHUTSIBHO K VIVUIISHUIO DSPEKIHH JIeUeHHEe CHIACHA(DUIOM Takke TOBBIMIAIO
KauecTBO oOprasma, IO3BOJIUIO JIOCTHYH YJAOBJSTBOPSHHSI OT IOJOBOTO aKTa M OOMIeTro
yaoBieTBopeHus.. CorsacHo oOOOIEHHBIM JAaHHBIM, CPeJHM MAIUSHTOB, COOOMMUBIIHUX 00
VIYUYIICHUU DpeKinuu Ha (oHe mpuUMeHeHHUs cuiieHaduiaa 59 % — malueHThl ¢ caXapHBIM
nuabetoM, 43 % MaIUEHTOB, NEPEHECIIUX PATUKATBHYIO TIPOCTATIKTOMUIO U 83 % MAIUEHTOB
C TOBPSKACHUSAMH CIOHHHOTO Mo3ra (mpotuB 16%, 15% u 12% B rpynme 1wtanedo,
COOTBETCTBEHHO).

D apmaxoxunemuxka

Bceacvisanue

Cungenadun ObicTpo BcachbIBaeTcsl. MakcHMalibHble HaOIioJaeMble KOHIIGHTpALlMHM B ILIazMe
KpoBU (Cmax) Tpu npueMe cuwigeHaduIa BHYTph HATOIMAK JIOCTUTAIOTCS B TEUCHHUE
30-120 munyTt (MequmaHa 60 MUHYT). AOGCONIOTHas OHOJOCTYIHOCTh B CPEIHEM COCTABIISCT
okoJ10 41 % (25 %63 %). [locne mpueMa mpenapara BHYTpPh B PEKOMEH/IOBAHHOM JIMAIla30HE
03 (25-100 wmr) mwromaab moj dapMaKOKHHETHUSCKOW KpuBOH KoHIeHTpalrusa-speMs (AUC)
U Cmax cHUTIeHA( WA TTOBBIMIAIOTCS TPOTIOPIHOHATBHO JT03e.

IIpu npueme cwiieHadguIa ¢ MUIEH, CKOPOCTh €r0 BCACHIBAHUS CHHIKACTCS, IIPU 3TOM BpeMs
JOCTHIKEHUSI MAaKCUMaJIbHOM KOHIIGHTpaIluM (tmax) YBEJIMUYHBAeTCA B cpeJHeM Ha 60 MHHYT,
a Cmax CHHIKAETCS B cpe/iHeM Ha 29 %.

Pacnpedenenue

OO0beM pacripe/iesieHus1 CHIIcHa(WIa B paBHOBECHOM COCTOSTHUM (Vd) COCTABISIET B CpeaHEM
105 n, uTo yKa3pIBaeT Ha €ro paclpe/eicHue B TKaHAX. MakcumalibHasi o0miasi KOHIIGHTpaIUs
cuileHauiIa B IJIa3Me KPOBH MOC/Ie OJTHOKPATHOTO IpHeMa IpenapaTa BHyTph B go3e 100 mr
B cpeqHeM cocTaBisieT okoio 440 Hr/mu (kosdduiment Bapuaruu — 40 %). Ilockosbky
CBs3bIBaHME cHJIeHawIa (M ero OCHOBHOTO IHPKYIHpYIOMEro N-JecMeTHI-MeTaboIuTa)
¢ OenmkaMu TUIa3MBl JOCTHTaeT 96 %, cpelHsSS MaKCHMalbHasl KOHICHTpamusi CBOOOTHOMU
dpakiun cuiieHaduIa B mwiasMe kKpoBu coctapiisieT 18 Hr/mi (38 HM). CesisbiBaHMe ¢ OesikaMu
IJTa3Mbl HE 3aBUCHT OT o0IIeH KOHIIGHTPAIIMH IIpernapara.

VY 310poBbIX ToOpoBOJIBIEE Uepes 90 MUHYT MOCie OAHOKPATHOTO MpHUeMa CHiIeHaduIa B 03¢
100 wmr B oaskyisite  onpegensuioch Menee 0,0002 % npuHsTOM 03B TIpemapara

(B cpequem — 188 Hr).
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Memabomusm

CNEPTHOMY OTYETY

Cunnenaduin MeTaboNM3UpyeTCs, TJIaBHBIM 00pa3zom, noj aercteueM CY P3A4 (ocHOBHOM MyTh)
u CYP2CY9 (omosiHUTEIBHBIH NIYTh) MUKPOCOMAJIBHBIX H30(epMeHTOB medueHH. OCHOBHOM
UPKYIUPYIONUN MeTaboIUT obpa3syeTcss B pesyibTaTe N-JeMeTWIMpPOBaHHS CHIIeHa(uUiIA.
OtoT MeTabonut obiagaeT NpoduiieM CEIeKTHBHOCTH K QochoamdcTepasam, aHATIOTHYHBIM
npoduitto cwieHadmIa, a ero aKTUBHOCTh B OTHOMEeHUU DJ[D5 in vitro cocTaBisieT IpUMepHO
50 % OT aKTUBHOCTH OCHOBHOTO BelllecTBa. KOHIEHTpalu JaHHOTO MeTaboHTa B IUIA3Me
cocTaBisitoT npumepHo 40 % koHneHTpanuu cuiieHadguia. N- JeMETUIUPOBAHHBIH MeTaOOIUT
MoJBepracTes JajibHeHIIeMy MeTaOoIM3MY; ero KOHSUHBIN MepHo/1 MOJYBBIBEICHHUS COCTABIISIET
OKOJIO 4 "acoB.

Buiseoenue

OO0muii kiupeHe cuiieHadula U3 opraHu3Ma cocTapisieT 41 ji/yac, mepuoJ| MOJIYBBIBECHUS
B TepMHHTbHOU daze — 3-5 wgacos. llocie mpuema BHYTph WJIH BHYTPHBSHHOTO BBEJICHHUS
cuiieHa U BHIBOJIUTCS B BHJIE MeTaOOJIMTOB, B OCHOBHOM, ¢ KaioM (okoso 80 % mpuHsTOU
BHYTPb J103bI) U, B MEHBIICH CTETICHU — ¢ MOYOH (0K0JI0 13 % IpUHATOU BHYTPb J103bI).

D apmaxoKuHemuUKa y 0cobbix Zpynn HAYUEHMOoe

Il ooicunvie nayuenmoi

VY 3710poBbIX JOOPOBOJIBIIER MOKUIOTO Bo3pacTa (65 JeT W crapiie) KJIUpeHC CHiIeHadmiIa
CHUJKEH, a KOHIICHTpalmsi cuiieHaduia U aKTUBHOTO N-JecMETHII-MeTaboJIuTa B IUIa3zMe
npubmuzuTebHO Ha 90 % Bhime, dem y Mosioneix (18-45 mer). BemeacTBue BO3pacTHBIX
pasnuuMid B CBSI3BIBAHUHM Ipenapara ¢ OesikaMH IUTa3Mbl, COOTBETCTBYIONIEE TIOBBIMIECHUE
KOHI[eHTpalluu cBOOOTHOTO CHIeHa(MIa B IUIa3Me KpOBU NpUOIM3UTENILHO cocTaBiisuio 40 %.
Hapyuienus pynxynuu novex

Y noOpOoBOJILIICB ¢ TOYCYHOH HEJOCTATOUYHOCTRIO JICTKOM M CpeJIHeH CTeneHH (KIMpPEHC
kpeatuanHa = 30-80 mu/MuH) dapMaKOKHHETHUSCKHE MapaMeTpbl cuieHaduiIa TpH ero
OJHOKpPATHOM Ipueme BHYTPh (B 103 50 Mr) He m3meHsumch. Cpeanue 3HaueHUs AUC U Chax
N-gecMeTHI-MeTaboUTa TOBBIMATUCE 10 126 % u 73 % COOTBETCTBEHHO IO CPaBHEHHUIO
¢ ToOpOoBOJIBIITAMH TOTO K& Bo3pacTa Oe3 HapymieHHs] (QYHKIUU mouek. OJHAKO BCIECTBHUE
3HAUMUTEIBPHOW  MEKHHIWUBUAYATbHOW  BapuaOeIbHOCTH 5STH  pa3iHuds He  SBIBUTUCH
CTATUCTHUYSCKH 3HAUYUMBIMH. Y JOOpDOBOJIBIIEB C IMOYSUYHOM HEJIOCTATOYHOCTHIO TSDKEIOU
cTeneHH (KIMpeHe kpeaTuHuHA < 30 MJI/MUH) KJIUpeHC CUIeHadUIa CHUXKAJICS, YTO MIPUBOIUTIO
K yBenuueHuro AUC u Cpax B cpegaeM Ha 100 % u 88 %, COOTBETCTBEHHO, MO CPAaBHEHUIO
C STHUMH TOKa3aTeJsSIMH Y MAllUEHTOB TOW K& BO3PACTHOM TPYNIBI ¢ HOpMATbHOW (pyHKIIHEH
nmouek. Kpome Toro, sHaueHusi AUC U Cpax N-mecMeTHi-MeTabouTa moBsimatuck Ha 200 %

1 79 %, COOTBETCTBEHHO.
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Hapyuienus ¢pyuxynuu neuenu

Y 1oOpoBOJIBIEB € ITUPPO3OM IEUSHHU JISTKOM U cpefHel cTenmeHu TspkecTH (kiacchl A U B
o Yaitna-I1e10) kupeHe cuiiieHaduia cCHIKaCs, 9To mpuBoawio kK noseimenuto AUC (84 %)
U Cmax (47 %) 110 CpaBHEHUIO ¢ STUMHU MOKA3aTSIISIMHU Y MAIASHTOB TOM JK€ BO3PACTHOM TPYIIIIBI
IpH HOpMaIbHOM (pyHKIMK neueHHn. PapMaKOKMHETHKA CHiIeHa(UIa Y TAIIUSHTOB ¢ TSDKEIIBIMU
HapYIICHUSIMH (PYHKIIUY TICYSHH HE U3y4aliach.

IHokazaHus K IpUMeHEeHHIO

[Ipenapat Cungenadun PeHepan mokasaH K MPUMEHEHHIO Y B3pPOCIBIX MY)KUHUH € SPEKTHILHON
TUCcYHKITUEH, XapaKTepHU3yIOMeHcsT HECMOCOOHOCThIO K JOCTHIKCHHIO HJIM COXPAaHSHHUIO
SPEKIIUH MOJIOBOTO WISHA, IOCTATOUHOMU IS YIOBJICTBOPUTEIHLHOTO TIOJIOBOTO AKTA.
Cunaenadui 3¢ eKTUBEH TOJIBKO MPU CeKCYAIbHON CTHUMYJISIITHH.

IIpoTuBONIOKA3ZaAHMSA

e [UNepUyBCTBUTEIBHOCTh K CHIICHAQWITY WWIH K JFOOOMY W3 BCTIOMOTATENIBHBIX BENSCTB
B COCTaBe Mpemnapara;

e [PUMEHECHHE y MAIMEHTOR, MOJYYAIOIUX MMOCTOSIHHO WIH ¢ MepephiBAMHU JJOHATOPHI OKCHAA
az0Ta, OpraHUYEeCKHEe HUTPAThl WIA HUTPUTHI B JIIOOBIX (popmax, MOCKOIBKY CHIIeHA(HI
VCHJIMBAaeT TUIIOTeH3UBHOE JeHCTBHE HHUTpaToB (cM. pazaen «BzaumojelcTBHE ¢ JPYTUMH
JIEKApCTBEHHBIMHU CPEJCTBAMMIY ),

e COBMECTHOE IpuUMeHeHue uHruburopor ®J[D5, Bkiouas cuigeHapWI, cO CTUMYJISITOPAMH
IYaHWIATHMKJIA3bl, TaKAMH KaK  pHOIMIyaT, TaK Kak »5TO  MOJXKET IPUBOJUTH
K CUMITOMAaTHUECKOW TUITOTCH3UH,

e OesomacHOCTh W dpdekTuBHOCT, mpemapata CuwineHadun PeHeBal THpH COBMECTHOM
MPUMEHEHUH C JIPYTUMH CpPEJCTBAMH JICUSCHUS] HAPYIICHUHM DPEKIUU He HU3YUYAIUCh, TOITOMY
OJTHOBpPEMEHHOE MPUMEHEHHE TT0JOOHBIX KOMOUHAIIUH He peKoMeHayeTcs (cM. paszaen «Ocobbie
YKa3aHUsD»),

® HEMEePEHOCUMOCTh  JIAKTO3bI, JeQUIMT  JIaKTa3bl, CHHJPOM  TJIFOKO30-TaJIAKTO3HOM
MaJibaOCcopOIuH;

e TICUCHOYHAS HEJOCTATOUHOCTH TspKeIoH ctenenn (kiace C no kiaccudukanuu Yaina-11s10);
® OJHOBPEMEHHBIM IIpUEM PUTOHABUPA,

e qipernapaT He cleayeT INPUMEHATh Yy MYXKYHH, KOTOPBIM HEe PEKOMEHIYeTCsl CEeKCyaJlbHasi
AKTUBHOCTH (HANpUMEp, Y MAI[HCHTOB ¢ TIKEJBIMU CepIeYHO-COCYAUCTHIMU 3a00JICBaHUSIMH,
TaKUMH KaK HeCcTaOWIbHAs CTEHOKApAWA WM XpOHHUEeCKas cep/iedHasi HeTOCTATOYHOCTh
TSDKEJION CTeTICHN );

¢ JICPCHCCCHHBIC B TCUCHHUC IIOCIICAHHUX 6 MecsIes I/IH(l)apKT MHOKapJa HWJIH HWHCYIIBT,
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aptepuaiibHas runiepTeHsust (AJ] 6omee 170/100 mm pt. cT.) (eM. pazgen «Ocobble yKazaHUM»),

e Vy MAIlUEHTOB C DIHU30/[aMHU Pa3BUTHUsI MepeIHEU HEAPTePUUTHON HIIEMUUYSCKOW HEUpOIIaTHH
3pUTEJILHOTO HEpBa C TOTepeH 3peHus Ha OJIUH IJ1a3, He3aBUCHMO OT TOT'O OBLIH JIM 3TH BITH30/IbI
CBSI3aHBI C TIPSBITYIAM IpUMeHeHHEM HHTHOHTOpa MJ[3-5;

e IMarHOCTHPOBAHHBbIE HACJIC/CTBEHHbIC 3a00JIeBaHUs CeTYATKH, B TOM YHCJIE IMUTMEHTHBIH
pPeTUHUT (cM. pazjies «Ocolble YKazaHU»);

e [I0 3apeTUCTPUPOBAHHOMY IOKazaHHUIO mpemnapaT CuinieHadu PeHepas He npeHa3HAUCH SIS
MPUMEHEHHUS Y JIeTeH U MOJAPOCTKOB 7o 18 JieT;

e 10 3apeTUCTPUPOBAHHOMY IIOKazaHHUIo mpemnapaT CuinieHadun PeHepasn He npeHa3HAYCH JUIS
IIPUMEHEHHUS Y JKEHIIUH.

IIpyveHeHMe IpU GepeMeHHOCTH H B ITePHO/ TPY/THOT0 BCKAPMJIMBAHMSA

JlexapcTBeHHbli mpemapar CuijieHadmn PeHepam He mpeHazHA4YeH Ui HPUMEHEHMS
y JKEeHIIHH.

Bepemennocme u 2pyonoe 6ckapmiusanue

AJIeKBATHBIX U XOPOIIO KOHTPOJIMPYEMbIX HCCIICOBAHUH V JKEHIIUH BO BpeMsi OepeMeHHOCTH
U B IIEpHO/ IPYHOTO BCKAPMJIMBAHHS HE NIPOBOJIHIIOC.

DepmunvHocms

B wuccnenoBaHMsX BIMSHUS CHIeHadUIa, NPUHUMASMOIO BHYTPb, Ha PENpOSyKTHBHYIO
(YHKIHIO ¥ KPBIC U KPOJIMKOB, 3HAUUMBIX HeXKeJIaTeJIbHbIX peaklui oOHapykeHO He ObLIO.
OpHokpaTHOe IlepopajibHOe IIpUMeHeHHe cwigeHapuiaa B goze 100 Mr 310poBBIMH
JTOOpPOBOJIBIIAMHU HE BIIUSUIO HA NOABHIKHOCTD HJIH MOP(OJIOTHIO CLIEpMATO30H/IOB.

Crnioco6 nmpyuMeHeHNs M T03bI

Jlist mpuema BHYTpb.

Bspocnvie nayuenmot (6 mom yucie mya nodcuno2o 603pacma)

PexomeHgyemasi jo3a, NpHUHMMaeMas NpH HeoOXOJUMOCTH IpUMepHO 3a 1 uac 0 Hauaia
CeKCyaIlbHOM aKTUBHOCTH, cocTaBisteT 50 mr. C yueToM >p@deKTUBHOCTH U NEPEHOCHUMOCTH
mpemapata Jo3a MOXeT ObITh yBenuueHa o 100 Mr uiau ymeHslnena 1o 25 mr. MakcuMamnpHas
pexkomeHayemass Jgo3a coctaBisier 100 mr. MakcumanbHasi pekoMeHAyeMmasi KpaTHOCTh
npuMeHeHMs — 1 pa3 B CyTkH. Bpemsa Hauana INposiBIeHHS aKTMBHOCTH JIEKapCTBEHHOTO
npenaparta CunjgeHadun PeHeBan MOXKET yBeJIMUMBATLCA IIPU NpUEMe ¢ IHIIEH 110 CPaBHEHUIO
¢ IIpHEeMOM HaToIak (cM. pazje] «DapMaKOKHHETHKAY).

I pumenenue y nayuenmos, npUHUMAarwux opyeue 1eKapcmeennble Cpeocmed

3a HCKIIOUYSHHEM pHATOHABHpA, KOTOpLIfI HE PpPEKOMCHAYCTCIA IIpHHHUMATh OJHOBPEMCEHHO
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CNEPTHOMY OTYETY

onHoBpeMmeHHo uHHTHOHTOPHI CYP3A4, cienyer paccMOTpeTh BO3MOMKHOCTh TPUMEHEHUS
npemnapara B HayaJbHOM J103¢e 25 Mr (cM. pazaen «B3aumoieicTBrE ¢ IPYTUMHU JIeKapCTBEHHBIMHU
CpeJICTBAMMU»).

C mesblo MUHUMH3AIMKM PUCKA PA3BUTHS OPTOCTATUUECKOW TMIIOTEH3UHU COCTOSIHUE IAIlUeHTOB,
OPUMEHSIIOMUX ~ allb(a-aApeHOOTOKATOPhI, JOJKHO ObITh CTAOWIM3HpPOBAHO JO Hadaja
npuMeHeHus cuwigeHapmwia. Kpome Toro, B TakMx cCIOydasix peKOMEHAYeTCs HauHHAThH
MpUMEHeHHe criiieHadua ¢ 10361 25 Mr (eM. pasensl «Ocolble yKazaHus», «BzaumoaeicTeue
C IPYTHUMHU JICKAPCTBEHHBIMU CPEJICTBAMHE).

ITpumenenue npenapama 6 ocobwix epynnax nayueHmos

YV oemeii u noopocmxos oo 18 nem

JlekapcTBennblii mpenapat CumiaeHaduin PeHeBan He TmoKazaH JUII TPUMEHEHHS Y JIeTeH
o 18 ner.

Y noowcunvix nayuenmoes

VY MalmueHTOB MOKUIOTO Bo3pacTa (= 65 JeT) KOpPEKITHH JT03bI He TpeOyeTcsl.

Y nayuenmos ¢ napyuwenuem GyHxyun nouex

PexoMenpamuu mo jo3e, mpuBeAcHHbIe B pazdene «Crmoco0 TpUMEHEHHS U JIO3BI»,
PACIPOCTPAHAIOTCS U Ha MALIMEHTOB ¢ MOYEYHON HEJOCTATOUHOCTHIO JISTKOU M Cpe/IHe-TsDKEIION
CTEINCHHU TsDKeCTH (KiupeHc kpeatunuHa 30 — 80 mur/mMun).

[Tockonbky y MAIIMEHTOB € TSDKEJIOW TMOUYSUHOM HEJTOCTATOUHOCTHIO (KJIMPEHC KpeaTUHUHA
< 30 MJ/MUH) KIUpEHC cUiieHa(IIa CHIDKEH, CIIeyeT pacCMOTPETh BO3ZMOYKHOCTh IPUMEHEHUS
npenapata B joze 25 wmr. HMcxoas w3 >¢Q@eKTHBHOCTH U TEPEHOCHMOCTH IpemapaTa, IpHU
HEOOXOAUMOCTH, JT03a MOKET OBITh MOATANHO yBeauueHa A0 SO mr u g0 100 mr.

YV nayuenmos ¢ napyuiennem QyHxyun nedenu

[TockonbKy y MallUEHTOB ¢ HapylIeHUEM (YHKIIMH MEeUSHU (HAIIpUMED, TPHU ITUPPO3e) KIUPEHC
cuiieHaduiia CHUXKEH, CIIeAYeT pPacCMOTpeTh BO3MOXKHOCTH TPUMEHEHHMs TpernapaTa B J103¢€
25 mr. Ucxonsa u3 >¢p¢eKTHBHOCTH U MEPEHOCHUMOCTH Tpenapara, Mpu HeoOXOJUMOCTH, 1032
MOKeT ObITh TIO3TANHO yBeauueHa J0 50 mr u g0 100 mr.

I1odounoe peiicTBHE

Pesome npoguns bezonacHocmu

IIpojuns  GezomacHocTu  cwigeHadmiaa  OasupyeTcsi  Ha  JJaHHBIX,  IOJYYSHHBIX
oT 9570 nanueHTOB, KOTOpbIe IOJIyYald JaHHBIA IIpenapaT B XoJe 74-X JBOHHBIX CIEIBIX
1ae00-KOHTPOJUPYEMBIX  KIMHHYECKHX HCCleopaHui. Yame Bcero y TAlMeHTOB,
OPUHUMABIIHUX CHIIeHAQMWI B XOJe KIMHUYSCKUX HCCIICIOBAHUH, PEerHCTPUPOBAIIUCH TaKue

HEXKCJIATCJIBHBIC PCAaKI[HU KaK TOJIOBHAsA 60.]1];, THIICPEMHUA KOXKH, JUCIICIICHUs, 3aJI0OXKCHHOCTH
8
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BOCIIPUSITHSI I[BETA.

Uudopmanuss o0  HeKeNaTeNbHBIX  peakUMsAX,  3apeTHCTPUPOBAHHBIX B paMKax
HOCTPETHCTPAIMOHHOTO Halo/leHus1, coOupanack Ha mporTsokeHMH > 10 jer. Ilockosbky
JiepIKaTeI0 PETUCTPAIIMOHHOIO YAOCTOBEPEHHUsI coo0manoch He 000 BCeX HexKeJaTeIbHBIX
peaKIusIX, W, COOTBETCTBEHHO, HE BCe HeKeJATeJbHbIC peakiuu ObLIM BKJIIOYCHBI B Oasy
JAHHBIX 10 6€30MACHOCTH, TO HEJIB3s JJOCTOBEPHO OIPE/IeIMTh YacTOTY JAHHBIX PeaKIUi.
Tabnuunoe pesrome HeJceNamenbHbiX peaKyull

B Ttabnuie npecTaBieHbl HexesaTeJIbHbIE PEeaKIUU MO CUCTEMHO-opraHHbIM Kiaccam (COK)
U uvacToTe. BHYTpHM KakI0H 4YacTOTHOM TIpYIIBl HEXKeJaTesbHbIE PEaklUU PpacIoJararoTcst
B TOpsiike YOBIBaHMs BBIPAKECHHOCTH. YacToTa pa3sBUTHUs OINpEJesIeTCsl Kak: OUYeHb YacTo
(= 1/10); gacto (= 1/100, vo < 1/10); mewacto (= 1/1000, Ho < 1/100); penxo (= 1/10000,
Ho < 1/1000); ouenp penko (< 1/10000); gacToTa HeW3BecTHAa (HA OCHOBAHHMH HMEIOMIMXCS
JTAHHBIX OLIEHUTH HEBO3MOIKHO).

Tabnuna 1: KiuHMYeckW 3HAaYUMble HEXKeJIaTeJIbHbIE PEAaKIMH, COOOIIABINIHECs ¢ YacTOTOH,
IpeBbIIIAIOMeN YacToTy I IUIanebo B KOHTPOJIMPYEMBIX KIMHMYECKMX HCCIIOBAHUIX,
U KIMHUYECKH  3HAUMMble  HE)KeJaTeNIbHbIe  peakIMM, cooOIaBmIHecss B XOJi©

MOCTPETUHCTPAUOHHOT O Ha6J'IIO,[[eHI’I$I

CucmemHo- Ouenv Yacmo (= | Heuacmo Peorxo
opeanHwlli Krace | uacmo 17100, no < | (= 1/1000, Ho | (= 1/10000, Ho
(= 1/10) 1/10) < 1/100) < 1/1000)

Undexnun 171 Puuur

WUHBA3HH

Hapymenuss co I'uniepuyBcTBUTEIB-

CTOPOHBI HOCTh

UMMYHHOU

CHUCTEMBI

Hapymenust co | I'onosuass | ['omoBokpy- | ConnmBoCTS, OcTtpoe HapylieHUe

CTOPOHBI 6015 JKEHHe THIIECTE3HS MO3IOBOTO

HEPBHOHU KpOBOOOpaIieHus,

CHUCTEMBI TpaH3UTOPHAs
UIIeMHAYECKas
aTaka, cCygoporu*,
peIUAuB CyIopor*,
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TPE%}RJO e Uuul)

CucmemHo- Ouenp HYacmo  (Z|| H eqachB T TELDBATE
opeanHblli K1ace | uacmo 17100, no < | (= 171000, Ho | (= 1/10000, Ho
(= 1/10) 1/10) < 1/100) < 1/1000)
0OMOpOK
Hapymenust co Hapymenue | Hapymenus Heaprepuutnas
CTOPOHBI OpTaHa BOCTIPHATHSL | CIIC300TIACICHUST ** mepeTHss
3peHUs npeTa**, 00sb B 00JIACTH IJIasa, | HIIeMHYECKas
HapymieHue | ¢potodobusa, doTormcus, | HeHpomaTus
3peHwus, THIICPEMHUS TJIa3, | 3pUTSIBHOTO HEpBa
HEUYETKOCTh | UBMEHEeHHUe spkoctu | (HIIMH3H)*,
3peHust CBETOBOCIIPHSITHSI, OKKJTIO3HST COCY/IOB
KOHBIOHKTUBUT ceTUaTKu*,
KPOBOMBITUSIHUES
B CeTUATKy [Jiasa,
apTepHOCKIICPOTHYE

C Kaid peTHHOIIATHAA,

HOpakeHHUe
CeTUaTKH,
riaykoma, JedexT
TOJISt 3peHMS,
JUILIOTINS,

CHIDKEHHUE OCTPOTHI
3peHusi,  MHOIIHS,
ACTEHOIIHS,
IJIABAIONIHE
MTOMYTHEHHS
CTEKJIOBHIHOTO

TEJIa, MOPaKCHHUC

pPagyKHOU
000JI0UKH,
MUpHA3, HAIHIHE
B MOJe  3peHUA

PaAyKHBIX KpYIOB

BOKpYI' HCTOUYHHKOB
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Cucmemno- Ouenb Yacmo (= Heqac"}z—b]:‘ CITEOOBATE TPE%}R‘}) T5000T)
opeanHblli K1ace | uacmo 17100, no < | (= 171000, Ho | (= 1/10000, Ho
(= 1/10) 1/10) < 1/100) < 1/1000)

CBeTa, OTeK IJiaza,
IPUITYXJIOCTh IJ1a3a,
HapyIIeHHe co
CTOPOHBI oprasa
3peHusi, THIepeMUs
KOHBIOHKTHBEI,

pasapaxxeHHe Iiasa,

HEOOBIUHOE

OIMYIICHUEC B IJIa3y,

OTeK BeK,
U3MEHEHHEe  IIBeTa
CKJIepPBI

Hapymenuss co Bepturo, mym B ymax I'myxora

CTOPOHBI OpraHa

ciryxa u

nabupuHTA

Hapymenuss co Taxukapausi, Buesannas

CTOPOHBI cepala OIyI[eHUE KOpOHapHas

cepaieOneHust cMepTh*, HHGApPKT

MHOKap/a,
HKEITYTOUKOBAsI
apUTMUS*,
budSprwUIIHs
npeAcepani,
HecTaOWIbHAS
CTCHOKAp AU

Hapymenuss co I'unepemust | AprepuaibHas

CTOPOHBI KOXKH, THIePTSH3NUS,

COCY/IOB TIPUITUBBI apTepHaIbHAS

THITOTCH3US
Hapymenust co 3anmoxxennoc | Hocoroe kpoBoTeuenue, | UyBCTBO CTECHEHMS

11
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CucmemHo- Ouenp HYacmo (= Heuach = 'EAOBATETTBER L, 15 J00T]
opeanHblli K1ace | uacmo 17100, no < | (= 171000, Ho | (= 1/10000, Ho
(= 1/10) 1/10) < 1/100) < 1/1000)
CTOPOHBI Th HOCA 3I0KEHHOCTh B Topiie, OTeK
JIbIXaTeIbHOU MPUAATOUHBIX nazyx | CIAM3UCTOU
CHUCTEMBI, HOCA 000JIOUKH TOJIOCTH
OpTaHoOB HOCa, CYXOCTh
IPYAHOU KIIETKH CIIMBUCTOMN
U CPeJIOCTEHUS 000JIOUKH TOJIOCTH
HOCa
Kenynouno- TomHoTAa, ["acTponzodareanpHas I'unecresus
KHIIEeYHBIE qucriericust | peatokcHast  G0Jie3HB, | CIU3UCTOM
HapyIIeHUs pBOTa, GONb B BepxXHEH | 0GOJIOUKH TOJOCTH
YacTH JKMBOTA, CYXOCTh | pTa
BO PTY
Hapymenus co Coinb Cunpom
CTOPOHBI  KOXKH CruBenca-
U TOJKOXKHBIX Jxxoncona (CCJI)*,
TKaHe# TOKCHUYECKUH
SMUACPMATHHBIN
Hekposus (TOH)*
Hapymenus co Muasnrus, 60116 B
CTOPOHBI KOHEYHOCTSIX
MBIIEYHOM,
CKEJIETHOH 51
COCIMHUTEJILHO
U TKaHH
Hapymienus co I'ematypus

CTOPOHBI ITOYCK
u
MOYCBBIBO/AIITHN

X ImyTe#

Hapymenust co

CTOPOHBI

KpOBOTGIIeHHe nu3

IIOJIOBOTO HJICHA,

12
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CucmemHo- Ouenp HYacmo (= Heuach = 'EAOBATETTBER L, 15 J00T]
opeanHblli K1ace | uacmo 17100, no < | (= 171000, Ho | (= 1/10000, Ho

(= 1/10) 1/10) < 1/100) < 1/1000)
PENPOTYKTUBHO pUanu3M™,
W CHCTeMBI H reMaToCIepMusi,
MOJIOYHBIX JUTATEJIbHAST
JKeses SpEeKLHUs
OO0mue Bosb B rpyaHol kietke, | Pazapakuresib-
HApYIICHUI H© MOBBIICHHAS HOCTh
peakIuu B YTOMJISIEMOCTD,
MeCTe BBEJICHHS OIYIICHHE JKapa
JlaGopaTtopHbie Taxukapaus
u
UHCTPYMEHTAJIb-
HBIE JIaHHbIE

* 33p€rHCTpHpOBaHO TOJIBKO B XOJC IMOCTPCIHCTPATHOHHOTO HaGHIO,Z[eHI’ISI
%% HapymeHHe BOCIIPpHATHSA LBCTA: XJIOPOIICHS, XPOMATOIICHSL, ITHAHOIICHS, SPUTPOIICHA H KCAHTOIICHS

PR HapymeHmI CJIIC300TACIICHUA: CYXOCTh [IJIa3, HapPYIICHHC CIIC300TACIICHHA H IIOBBIIICHHOC

CJIC300TACIICHUC.
Ilepeno3upoBka
Cumnmonul

B wuccnenoBaHusAx, ¢ y9acTHEM 3J0POBBIX JIOODOBOJIBIICB, HEKeJaTelbHbIe SIBJICHUS,
pasBHBaBIIMECS TIpH OJHOKpATHOM IMpHeMe cuileHadpuia B Jo3ax jgo 800 wmr, Obuin
COIIOCTABUMBI C TaKOBHIMH TIpH TpUeMe IMpemapaTa B Oojiee HHU3KHX [103aX, HO YacToTa
WX Pa3BUTHUSI U CTCNICHb TSDKECTH MOBBIMATUCH. llpumenenue cwineHadpmia B goze 200 wmr
HE TPUBOJUIO K TOBBIMECHUIO AS((PEKTUBHOCTH, HO BBI3BIBAJIO POCT KOJIMYECTBA CIIydyacn
Pa3BUTHS HEKEIATSIBHBIX peakIMi (TOJOBHOW OOJH, TNMPHJIHBOB KPOBH, TOJIOBOKPYIKCHHS,
JIUCTICTICHH, 3aJI0’KEHHOCTH HOCA, HApYIISHUS 3pSHU).

Jeuenue

B ciyuae nepe1o3HpOBKH, IPU HEOOXOJUMOCTH, MPUOETAIOT K CTAHTAPTHHIM IO/ ICPKUBAOITHM
MEPOTIPUITHSAM. Y CKOpeHHE KJIHpeHca CcHleHadwiIa TMpU TEeMOJHATH3E MAJIOBEPOSTHO
BCJIC/ICTBHE BBICOKOM CTENEHHW CBA3BIBaHUS cuWiieHaduia ¢ OeJKaMH TUIa3Mbl  KpPOBH

H OTCYTCTBHSI 3JIMMUHALIUY TIpCIiapata ¢ MOYOH.

13
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BzaumopeiicTBHE € APYTHMHU JIEKApPpCTBC€HHDb

Bauanue opyzux jiexapcmeeHHsIX Hpenapamos Ha PapmakoKuHemuKy cuidenaguia
Heeneoosanus in vitro

MetaGommsMm cuiieHadgUIa IPOUCXOIUT B OCHOBHOM Moj AckcTBHeM m3odepmenTor CYP3A4
(ocHoBHOM myTh) U CYP2CY9, mosToMy HHTHOHUTOPHI 3THX H30(EPMEHTOB MOTYT YMEHBITHUTH
KJIUpeHC CHIJIeHaduiIa, a HHAYKTOPBI, COOTBETCTBEHHO, VBEIUYUTh KIUPEHC CHiTeHadua.
Hceneoosanus in vivo

[TonmynsoHHBIM  (apMaKOKMHETHYSCKUH aHAIW3 JaHHBIX KJIMHUYECKUX HCCIIeOBAHHM
MPOJISMOHCTPUPOBAJI CHHIKCHHE KIHMpeHCa CWieHaduia MPU OJHOBPEMEHHOM TPUMEHEHUH
uarubutopor CYP3A4 (Takux Kak KeTOKOHA30J, DPUTPOMMIIMH, HuUMeTHAWH). Hecmotps
HA TO, 4YTO TIpU OJHOBPEMEHHOM TpUMeHeHUHM cuwigeHapmwia u wuHrubutopop CYP3A4
He HaOIIOJAIOCh pOCTa YacTOThl HEXKETIATENIbHBIX SIBJICHHM, CJeyeT paccMOTpeTh BOIPOC
0 IPUMEHECHUH IIpelapaTa B Ha4aJIbHOM J103€ 25 MT.

OpmHOBpeMeHHOE TpHMeHeHHe cuiieHaduiaa (B go3e 100 Mr ogHOKpaTHO) W PHUTOHABHpA
(mo 500 mr 2 paza/cyT), uarubutopa BUU-npoTeassl U CHILHOTO HHTHOUTOpa MUTOXpoMa P450,
Ha ¢oHEe [JOCTHIKEHHSI TOCTOSHHOW KOHIICHTpAllMM pUTOHABHpa B KpPOBH, MPUBOIUIIO
K yBesmueHHIO Chax criieHadmra Ha 300 % (B 4 paza), a AUC nHa 1000 % (B 11 pa3). Uepes
24 gaca KOHIGHTpallus CWieHadwWiIa B IUIa3Me KPOBH COXpaHsulach Ha ypopHe 200 Hr/mu
MO CpaBHEHUIO ¢ 5 HI/MJI TMOCJie OJHOKPATHOTO TMPUMEHEHHS] OJHOTO CHiIeHaduia.
DTO corjacyercsi ¢ BBIPAXKCHHBIM BJIHMSHMEM PpPUTOHABHpAa Ha MEIbIM ps IpenapaTos,
SBISTIONTUXCST  cyOcTparamu  1mutoxpoma P450. Cuminenadwn He oKasplBaTl — BIUSHHS
Ha (apMaKOKUHETUKY puTOHaBUpa. Ha ocHOBaHMHM pe3ysibTaToB (HapMaKOKWHETHUESCKUX
HCCJIeJTOBAHUH COBMECTHOE IpPHMEHEHHe CHWJIeHaWIa W pPHUTOHABHpa HE PEKOMEHIYeTCs
(em. paznmen «OcoOble yKa3aHHs») U HH MPU KAKUX OOCTOATEIHCTBAX MaKCHUMAabHAasl 032
cuiieHadUiIa He JTOJDKHA MPEBBIMATh 25 MT B TeueHUe 48 JacoB.

IIpu coBmecTHOM mnpueme cuiaeHadpmia (B jgoze 100 Mr oJHOKpaTHO) W CaKBHHABHpa
(8 nmoze 1200 mr 3 pasa/cyr), mHrubmropa BHUU-mporeasst W HMHTHOMTOpa H30(epMEHTa
CYP3A4, Ha doHE NOCTHKEHHUS TOCTOSHHOW KOHI[CHTPAIIHH CaKBHHABHpa B KPOBH, CPEIHSA
MaKCHMaJlbHasl KOHI[CHTpalusi cBoOoHoTo criiaeHadgmia B wiazMe KpoBH (Cax) MOBBIMIANIACH
Ha 140%, a AUC ypesmuuBatack Ha 210 %. Cunjgenadguin He oOKasblBaeT BIMSHHS Ha
(apMaKOKHHETUKY cakBHHaBUpa (cM. pazfen «Crnocod mpuMeHeHUs U J103bI»). bosee cuibHbIe
uHruouTopel u3odepmenta CYP3A4, Takue Kak KETOKOHA30JI M UTPAKOHA30J, MOTYT BBI3BIBATH
u GoJsiee BhIpaKCHHBIC U3MEHEHHS.

OnmHoKpaTHBIM TpueM cuwIlleHadgmia B Jjgoze 100 Mr COBMECTHO € DPHTPOMHIIHHOM

(mo 500 mMr 2 paza B CyTKH B TeUeHHe 5 JHEH), YMEpEHHBIM HHTUOMUTOPOM H3o(pepMeHTa
14
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CNEPTHOMY OTYETY

k yBermueHuto AUC cuinenadpuia Ha 182 %. Ilpuem asutpomununa (mo 500 Mr B CyTKu
B TeueHHe 3 JHEH) 30POBBIMH MYKUHMHAMHU-TOOPOBOJIBIIAMHA He OKa3biBajil BiusHHS Ha AUC,
Cmax, BpeMsl [JOCTHXKCHHMsI MAKCUMAJIbHOH KOHIEHTpPAIMH (Tmax), KOHCTAHTY CKOpPOCTH
SJMMHHAIMHE M nepuoa  noiysbiBeleHHs (Ti2) cunjgeHadmna wuiIM  ero  OCHOBHOIO
UpKyaupyromero metadomuta. [{umeruaun (B moze 800 wr), uurubutop muroxpoma P450
U Hecnenuduueckuii HHrHOUTOp CYP3 A4, npu coBMecTHOM MpHeMe ¢ cuiiieHaduIoM (B 03¢
50 Mr) mpuBOAMJI K IOBBINICHHIO KOHIICHTpAllMU CH/IeHa(uIa B IIa3Meé KPOBH Y 310POBBIX
n00poBoJIbIEB Ha 56 %.

I'peiindpyToBbiii cok sBisercs: ciaabbiM HMHTHOUTOpoM MeTabonuzma CYP3A4 B creHke
KMIIEUYHUKA U MOJKET BBI3BIBATh YMEPEHHOE IOBBIIICHHE YPOBHS CHIIZIeHa(UIa B IUTa3Me KPOBH.
OpHokpaTHBIM  @IpuHeM  aHTanuMga  (MarHWs — THAPOKCHJIA/AJIIOMMHHSL  THJIPOKCHA)
HE BJIMSUT Ha OHOTOCTYIIHOCTD CHIICHA(HIIA.

HecmoTps Ha To, 4TO crelUpHUUecKUe UCCIISOBAHUS B3aUMOJACHCTBUS cHileHadmIa co BceMu
JIEKapCTBEHHBIMH  CPEeJCTBAMHM  HEe  IPOBOAWINCH, 110  JAHHBIM  IOIYJIAIHOHHOIO
(hapMaKOKMHETHYECKOTO aHajIu3a (apMaKOKMHETHKA CHJIAeHapuIa He MEHUIaCh IIPH €ro
O/IHOBPEMEHHOM IIPUMEHEHHH C JICKapCTBEHHBIMH CPEJCTBAMH, OTHOCSLNIUMHUCST K TpyIIe
uaruouTopos CYP2CY (Takumu Kak ToaOyTaMu, BapdapuH, PeHUTOWH), TPYIIIe HHTHOUTOPOB
CYP2D6 (TakuMu KakK CeJIeKTHBHbIE HWHTHOUTOpHI 0oOpaTHOTO 3axBaTa CEpOTOHHUHA,
TPUIUKJINUSCKUES AHTUCTIPDECCAHTHI), IPYIIE THA3HUAHBIX W THA3HOMOJOOHBIX JUYPETHKOB,
IeTJICBBIX U KaIMHCOeperalomux JUYPeTHKOB, MHIMOUTOPOB AHTHOTEH3UHIIPEBPAIIAIONIETo
depmeHTa, OJIOKATOPOB  KaJIbLIMEBBIX  KAHAJIOB, AHTalOHUCTOB  [-aJApeHOPeLeNnTOpOB
Win  UHIyKTOpoB MeTabonmusma CYP450 (takumu kak pudaMOuiuH, OapOHUTypaThl).
B wuccnenoBaHMM ¢ ydYacTHEM 3/I0POBBIX MYKUHH-JOOPOBOJIBIIEB COBMECTHOE IpPUMEHECHHE
AHTArOHUCTA PHIOTENMHA Go3eHTaHa (KOTOPHIN sBIIsIeTCS HHAYKTOpoM m3odepmenTtor CYP3A4
[ymepennbiM|, CYP2C9 u, Bozmoxxkno, CYP2C19) B pasHOBecHOM cocTosiHuM (125 mr Ba pasa
B CYTKM) U CWIeHauIa B PaBHOBECHOM cOCTOSHMHU (80 MI TpH pasza B CYTKH) IPHBOJMIIO
k cHmwkeHHI0O AUC #u Cpax cuimeHadpmia Ha 62,6 % u 55,4 %, cooTBeTcTBeHHO. MOKHO
0XKHUJATh, YTO OJHOBPEMEHHOE IIpUMEHEHUE CHJIbHBIX HHAYKTOpoB CYP3A4, Takux Kak
pUdaMIIUIUH, BHI3OBET OoJiee BRIpAKEHHOS CHUIKCHHE KOHIICHTpAIlUU CWeHadWIa B IUIa3Me
KPOBH.

Hukopannun oO6majaeT CBOMCTBAMHM aKTUBATOpa KaJIUEBBIX KAHAJIOB WU HHUTPATONOJOOHBIM
neiicteueM. brarogapst HUTpaTHOMY KOMIIOHEHTY JaHHBIM IpenapaT MOTEHIMAIBHO CIIOcoOeH

BCTYIIATh B KNIMHUYCCKH 3HAUUMOC B3aHUMOJICUCTBHE C CI/IJ'I,Z[eHa(i)I/IJ'IOM.
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Bauanue cundenaghuna na opyzue nexapcmeeptsie cpkﬂ%EEJ'

Hcceneoosanus in vitro

Cunnenadun spisietcs: ciaabbiM HHTHOUTOpOM H3ohepmentoB 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 mMxM) mutoxpoma P450. Ilpu npueme cwiieHaduia B peKOMEHIYEMBIX J103aX
ero Cmax COCTaBJIET OKOJIO 1 MKMOJIB, IOSTOMY MAJIOBEPOATHO, YTO JICKAPCTBEHHBIN Ipemnapar
Cunaenadun PeneBan MOXKeT MOBJIHSTH Ha KITUPEHC CYOCTPATOB 3TUX H30(PEPMEHTOB.

CeeleHust ©  B3aWMOJCHCTBHHM  CWiIeHadWiIa W HecmelU(PUISCKUX  HHTHOHUTOPOB
(docdoaudcTepasbl, TAKMX KaK TeO(UUIUH U TUITUPHUIAMOJI, OTCYTCTBYIOT.

Hccneoosanus in vivo

Cornacydach ¢ wu3BecTHBIM »ddexkToM Ha CHUTHaIBbHBIA Kackag NO/UIMO® (cm. pasjgen
«Dapmako/IMHAMUKa»), OBUIO TPOJAEMOHCTPUPOBAHO, UTO CHJIJeHAGUI MOTSHIHUPYET
TUIIOTEH3UBHOE JICHCTBUE HUTPATOB, B CBSI3HM € 4eM, IPUMEHEHHUE JIOHATOPOB OKCH/IAa a30Ta WUJIU
HUTpAaToB B J000H QopMe COBMECTHO ¢ CHIIeHAQWIOM NPOTHBOMOKA3aHO (CM. pasjien
«lIpoTuBONIOKARAHUMY).

Puoruryat: JloKIMHHYECKHE HCCIICOBAHMS IMOKA3add JOMOJHUTEIbHBIH >(P(eKT CHUKESHUS
CHUCTEMHOTO apTepUAIBHOTO JABJICHHUSI IPHU OJHOBPEMEHHOM HCIIOJIB30BAHUM HHTHOUTOPOB
OJ[3-5 m puonmuryata. B KIMHWYECKHUX WCCICAOBAHUIX PHUOIUTYAT TOKAa3aJl YCHJICHHE
runoTeH3uBHOrO »(ddexrta mHrHOHTOpoB @J[3-5. OTCYTCTBYIOT JaHHBIC OJIaronpUSTHOTO
KimHuYeckoro dddekta  JaHHOH KOMOWHAIMM B TOMYJISIIIHOHHBIX — MCCJIC/IOBAHMSIX.
OHOBpeMeHHOS TIpUMEHEHHEe pHOLUryaTa W HHTuOHTOpoB @J[D-5, BKiIOUas criieHadU,
IIPOTHBOIOKAa3aHo (cM. pazzell «IIpoTuBonokazanus»).

CoBMecTHOe mpuMeHeHHe cuigeHapmwia U aidbda-aJApeHOOTOKATOPOB MOXKET IPUBECTH
K Pa3BUTHUIO CUMIITOMATHUYECKOW THUIIOTCH3UHU Y OTJACJIBHBIX IPE/IPACIIONOKEHHBIX MAIUEHTOB.
PasBuTHe JaHHOTO COCTOSTHHUSI BEpOSITHEE BCErO MOKET HAOIIOAThCs B TeUeHHE 4 YacoB TMOCTe
mpueMa Jo3bl cwideHaduima (oM. pasfenbl «Crmocob mpuMeHeHHST WM J103bD» B «Ocobble
yKazaHus»). B xojle Tpex UCCIeOBaHMM CHeNU(PUUESCKOrOo B3aUMOJICHCTBHUS  MEKIAY
JICKapCTBEHHBIMH ~ CpEACTBAMM  TAIUeHTaAM ¢ JIOOpOKAa4eCTBeHHOM  THUIlepIUIazuei
npeactratenbHon skenespl (JIITDK) B cTtabmibHOM cocTosiHMM Ha (POHE TpHeMa JOKCa303WHA
OJIHOBPEMEHHO HasHadalics atb(a-aJipeHoOToOKaTOp JoKCca3zo3uH (B Joze 4 mMr m 8 Mr)
u cunaeHadwmt (B goze 25, 50 u 100 mr). Y marueHToB, BKIIOUSHHBIX B JaHHBIC HCCIICTOBAHUS,
OBLJIO OTMEYEHO CpeJHee JOMOJTHUTEIbHOS CHHXKCHHE apTepHUaJIbHOTO JIABRJICHUS B IOJIOKSHUH
nexa Ha 7/7 MM pT. ¢T., 9/5 MM pT. ¢T. ¥ §/4 MM PT. CT., U CpeJHEe CHUIKECHHE apTepUAILHOTO
JABJICHHUSI B TOJOKEHHH CTOA Ha 6/6 MM pT. cT., 11/4 MM pr. cr. m 4/5 MM pT. CT.,
COOTBETCTBeHHO. [Ipu 0/THOBpeMEHHOM NPUMEHEHUH CHIeHA(MIA U TJOKCA303HWHA Y NMAIIUEHTOB

B CTa0WJIBHOM COCTOSIHUM Ha (PoHe MpHMEHEHHs [oKcazasMHa COOOMIEHHsI O pa3BUTHH
16



COOTBETCTBYET 2KI
ot 20.05.2023 N2 18274

§ T el sl = SO AT LI L. N1}
CHMIITOMATHYECKON OpPTOCTATHYECKOH THIOTSH3HH '-g})ll‘.‘ll'lﬂ‘—] %@ﬁa’%ﬂﬁﬂﬂ t’@‘fﬁ Tﬂdbé‘lﬂéHHﬂ

CNEPTHOMY OTYETY

BKJTIOYAIH CITyYau TOJIOBOKPYKEHHS U MIPEeJOOMOPOYHOTO COCTOSIHUS €3 CUHKOTIE.

[IpusHakoB 3HAYUMOTO B3aUMOJCHCTBUA cuiieHaduna (B 1o3e 50 Mr) ¢ TonOyramMuaoMm (B 103e
250 mr) wim BapdapuHoMm (B go3e 40 Mr) — mpemapaTaMu, KOTOpbIe MeTaOOIH3UPYIOTCS
uzodepmerTom nmuroxpoma CYP2C9, BrisiBICHO HE OBLITO.

Cuwiaenapun (B goze 50 Mr) He TOTEHIHUPOBAT YBEJIHUYSHHS BpPEeMEHH KpPOBOTCUCHHS,
BBI3BIBAEMOTO alleTHJICAJIMIIWIOBOU KUCIIOTOH (B Jo3e 150 Mr).

Cunnenaduin (B Jo3e 50 Mr) He MOTSHIIMPOBAJ THIOTSH3UBHOS JISHCTBUE AJIKOTOJIST Y 3I0POBBIX
TOOpOBOJBIICE  TMPH  MaKCUMAJIBHOM  YpOBHE  OTaHOJIa B KpOBH B Cpe/HEM
80 mr/mt.

Y [anueHTOB, MNPUMEHSBMIMX CcHigeHapUI, He ObIJI0O OTMEUEHO OTIWYUN Mpoduis
0e30MacCHOCTH 1O CPaBHEHHIO ¢ IUIANe6o MpU OJHOBPEMEHHOM NPUMEHEHUH TAaKHX KJIACcCOB
THUMOTCH3UBHBIX JICKAPCTBEHHBIX CPENCTB, KaK JUYPETHKH, OJIOKATOpBI B-aJipeHOPEIENTOPOB,
uHruduTopel AII®, aHTATOHHCTHI PEIENTOPOBR aHTHOTeH3WHA [I, THMOTEH3WBHBIC MpemapaThl
(BazoAWJIATATOPBl W IpemapaThl IEHTPAJbHOTO JSHCTBHUS), OJOKATOPHI aJpeHEPrHUeCKUX
perenTtopoB, OJOKATOpPHl  KAJbIUEBBIX KAaHAIOB U  OJIOKATOPBl  (-a/IpeHOPEICTITOPOB.
B cnenmanbHOM KIMHHUYECKOM MCCISJOBAHWUU, HAINPABICHHOM Ha H3YUYCHHE JICKApCTBEHHBIX
B3aUMOJICHCTBUH, IIPH COBMECTHOM TMpuUMeHeHHH cuiieHabmiaa (100 Mr) m ammogunuHa
y MaIlUeHTOB € apTepHAILHOM THMepTeH3UeH OBLJI0O OTMEUESHO JOMOJHUTEILHOEC CHHIKEHUE
CHUCTOJIMUECKOTO apTepUATILHOTO JABJICHUS B TOJOXKCHMM NAIlMeHTa Jeka Ha 8§ MM pT. CT.
CooTBeTCTByIONEE CHUIXKEHHE JIMACTOJIMYECKOTO apTepHAJIBHOTO JAaBJICHUS COCTABHIIO
7 MM pT. cT. 1lo BeMuUMHE 5THU JOMOJHUTEIbHBIC CHWKCHUSI apTEePHALHOTO JABJICHUS ObLIN
COTIOCTABUMBI C TAaKOBBIMH, HAOMIOMaeMbIMH B TpPYIIE 3J0POBBIX JOOPOBOJBICE TpHU
MPUMEHEHHUH TOJIbKO CHUIIeHadwIa (M. pazaen «DapMakoTHHAMUKAY).

Cunnenadun (B goze 100 Mr) He okaspiBajl BJIMSHHUS Ha (papMaKOKHHETHKY HWHTHOHUTOPOB
BUY-niporeaspl, cakBUHABUpAa W pPUTOHABUpA, SBJSIIONIUXCS cyOcTpaTaMu u3odepMeHTa
CYP3 A4, p paBHOBECHOM COCTOSTHUH.

Cuigenadgui B paBHOBeCHOM cocTosiHUU (80 MI TpH paza B CYTKH) BBI3BIBAJ YBEIHUCHHUES
AUC 6GozenTana (125 mr aBa pasa B cyTkH) Ha 49,8 % U Cmax ¥ 42 % y 370pOBBIX TOOPOBOIBIEE
MYKCKOTO IT0JIa.

Oco0ble ykazaHusa

JUIsl TUArHOCTUKU HapyIICHUH HPeKIUH, OIpeAe/eHUs HX BO3MOMKHBIX IPUYMH U BBIOOpa
aJIcKBaTHOTO JICUCHHS] HeoOXoauMo coOpaTh MOJIHBIH MEIUIMHCKHN aHaMHE3 U IPOBECTH

TIIATSJIBHOC q)HSI’IKaJ'IbHOC 06CJ'IG,[[0BaHI/Ie .
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CMEPTHOMY OTYETY

CekcyasibHasi aKTUBHOCTb TIPE/JCTABIISICT OMNPEACICHHBIM PHUCK TpH HAIMUYUKU 3a00JIeBaHUMN
cep/ilia, MO3TOMY Tepe/l HauajioM JIF000# Tepanuu Mo MOBOAY HApYIICHUH PPEKIUU Bpad MOKET
MIOCUUTATh HYKHBIM TIPOBECTH OOCJICOBAHHE CEPACUHO-COCYJAUCTON CHUCTEMBbl NAI[UCHTA.
Cwigenadgui  oka3blBaeT Ba3oJWIATHpYIOMEE JISUCTBHE, NpHUBOJAIMIee K HeOOJbIIOMY
TPAH3UTOPHOMY CHHIKEHHUIO apTepHAILHOTO JaBjieHHsT (cM. paszgen «DapMmakoJUHAMHKAY).
Jlo HazHaueHwsi cwileHaduIa Bpad [JODKSH TIIATEJLHO OIGHHUThL PHCK BO3MOIKHBIX
HeJKeJIaTeJIbHbIX MIPOSIBJIICHU I Ba30/IMJIATUPYIOLIETO JeUCTBHS y MAIlUEHTOB
C COOTBETCTBYIONIUMHU 3al0ojieBaHUAMH, OCOOGHHO Ha (POHE CEKCyalbHOM AaKTUBHOCTH.
[loBbimeHHAas1 BOCUPHUUMYHMBOCTH K  BazoJuiaTatopaM  HaOimogaeTcsi y  TAIUEHTOB
C 3aTpyJHEHHEM OTTOKa M3 JIEBOrO IKeJdyJouka (HallpuMep, IpU CTEHO3e AaopThl,
runepTpouueckoil oOCTPYKTUBHOW KapJAHOMHOINATHH), a TaKXKe € PEJKO BCTPEUAIOIUMCS
CHHAPOMOM MHOKECTBECHHOW CHCTEMHOM aTpoduu, MPOSBISIONIAMCS TSDKEJIBIM HapYIICHHEM
pPeryJSIIUM  apTePUAIBHOTO JIABJICHUSI CO CTOPOHBI BETeTATHBHOM HEPBHOM CHCTEMBL
JlexapcTBeHHbIN MpenapaT CuiteHaduin PeneBasn ycuinBaeT THIIOTCH3UBHBIN 3(pekT HUTpaToOB
(eM. paznen «lIpoTuBomokazaHus»).

B mepuoji mocTperucTpallioHHOTO HAaOIIOACHUS OBbLTH 3apeTUCTPUPOBAHBI CIIYUAHU Cephe3HBIX
CepIeUHO-COCY/TUCTHIX OCJIOKHEHUHU (B T.4. HHapKTa MUOKap/Aa, HeCTAOWILHON CTeHOKAP/IHH,
BHE3AIMHOM KOPOHAPHOW CMEPTH, JKEIYJOUKOBOM apUTMHUH, TEeMOPPArd4ecKoro HWHCYJIIbTA,
TPAH3UTOPHOU HINEMUUYSCKON aTaKu, apTepUAIbHOW THNEPTEH3WH M THIOTEH3UH), KOTOpbIS
HUMeJIH BPEeMEHHYIO CBSI3b ¢ NMPUMEHEHHUEM JieKapcTBeHHOTO mIpemapaTta Cuinenapun Penepai.
BonpmuHCTBO HTUX MHAIMUEHTOB, HO HE BCe U3 HUX, HUMeIud (AKTOphl pHCKa
CEp/IeUHO-COCYAUCTHIX OCIOKHeHHH. MHOTHE H3 YKa3aHHBIX HEXKEJATeJIbHBIX SIBJICHUN
HaGIIOTATHCH BCKOpPE TOCHe CeKCYAThbHOU aKTHBHOCTH, U HEKOTOphIe U3 HUX OTMEUATHCH MOCTe
npueMa cuwiieHadpuiaa Oe3 MOCIHEAYIOMEeH CEeKCYyaJIbHOM aKTHBHOCTH. YCTAaHOBHUTH HAJIUUWE
OpSIMOM  CBSI3M MEKAY JaHHBIMH SIBJICHHSAMH W YKa3aHHBIMH WJIH HWHBIMH (pakTopamu
HE IIPEICTABIISIETCS] BO3MOKHBIM.

I puanmizm

[IpemapaThl I8 JIeUeHUS SPSKTUILHONU JUCPYHKIIUH, B T.4. CHICHADWI, JTOJDKHBI IPUMEHSITHCS
C OCTOPOIKHOCTBHIO Y MAIIHCHTOB ¢ aHATOMHUYESCKOH Jiepopmaliueii moioBoro wieHa (HampuMep,
AHTYJISIIMS, KaBepHO3HBIA pubpo3 uinu Gosesns lleliponn) wim y manueHToR ¢ 3a001eBaHUSIMH,
IIpeApacloyIaralolliMU K Pa3BUTHIO MpHanu3Ma (TaKMMH KaK CepIIOBHIHO-KJIETOYHAs] aHEMHS,
MHOXKECTBEHHAsi MHeJIOMa WIM JieHkemusi). B Xoje NOCTperucTpariuOHHOTO TPUMEHEHUS
cuiieHaduIa MOCTYMAIA COOOIMEHHS O PAa3BUTHH IPOJIOHTUPOBAHHON SPEKIHH U MpHAIH3MA.

Ecan OPCKOUsA JIJIUATCA CBBIIIC 4 JaCoB, IMANUCHTY CJCAYET 06paTI/ITbC$I 32 HEOTJIOKHOH
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IIPOU3OMTH MOBPEXK/IEHUE TKAaHEH IMOJIOBOTO WieHa U HeoOpaTUMast IToTepsl MOTEHIUH.
CosmecmHoe npumenenue ¢ opyaumu uneubumopamu @JI3-5 unu opyeumu memooamu nedeHus
IPEKMUNLHOTE OUCPYHKYUU

bezonacHocTh U 3(QdeKTUBHOCTh CHIIeHadUIa [IPU NPUMEHEHUH B KOMOWHAIUU ¢ JPYTHUMH
uaruburopamu @OJ[D-5 wim JpyrUMU TpemapaTaMu JUIsl JICUCHHUS JISTOUHOM apTepUabHOU
TUIIEPTEH3UH, CO/IepPIKAIMMU CHIieHadu (Hanpumep, Pepaiino), a Taioke ApyTrUMHU CpeCTBAMHU
JUISL JISUCHMSI SPEKTWIBHOW JUCPYHKIMM He H3YYaJHCh, I[OATOMY MCIOJIb30BAaHUE TaKUX
KOMOHMHAITMHI HE pEeKOMEHYeTCsI.

Bruanue na spenue

beutd  1oJIydeHBI CIOHTAHHBIE COOONICHMs O CJIydasix HapyIIeHHs] 3peHHs IIpU TIpHEeMe
cuinfaeHabuia u Apyrux wuHrHOHTOpoB OJ[3-5 (cMm. paspen «lloGouHoe [eHCTBHE).
B crnoHTaHHBIX COOOHICHMSX M HaOMIOJATEIPHOM MCCIICOBAHUU OBUTH OTMEUEHBI CIIyUau
penkoro 3al0ojieBaHMSI — HEApTePUUTHOHM Nepe/HeH HIIeMHUYeCKOH HeHpONMaTHH 3pUTESILHOTO
Hepsa (HIIMH3H), koTopble MMeTH CBSI3b ¢ MPHEMOM CHJIeHapuiIa U JPYrUX HHTHOUTOPOB
@OJ1D-5 (em. pazgen «llobounoe nedictBuer). IlanueHTOR HEOOX0UMO NPEAYHNPETUTH O TOM,
4TO B CJIydae BHE3AIIHOTO HapYIICHHs 3pEHUS CIeAyeT NPEeKpaTHTh IPHEM JIEKapCTBEHHOTO
npenapata CuwigeHadgun PeHeBan U HeMe/UleHHO oOpaTUThCsl K Bpady (CM. pasjen
«lIpoTuBOMIOKAZAHU).

CogmecmHulii npuem ¢ pumoHa6UpoM

CoBMecTHOe TNpUMEHEHHe CWIeHaUIa M pPUTOHABHUpa HE peKoMeHayeTcs: (CM. pasjen
«BzauMoaeHCTBHE ¢ IpYTHMH JIEKAPCTBEHHBIMH CPEICTBAMEY ).

CosmecmHulil npuem ¢ anb@a-adpeHoObRoOKamopami

ITockoabKy COBMECTHOE MpUMEHeHHe cuieHapuaa U  anbpa-aJpeHoOIOKATOPOB MOXKET
IPUBECTH K Pa3BUTHIO CUMITOMATHYECKOW THUIOTEH3UH V OTACJIbHBIX YYBCTBUTEIIBHBIX
HAIUEHTOB, CJIEAYeT ¢ OCTOPOKHOCTBHIO HazHAYaTh CHJIeHA(UII MAlUeHTaM, MPUHUMAIOUIHM
anbda-anpeHobaokaropsl (cM. pazgen «BzaumogeHcTBHe ¢ JPYTHMH  JIeKapCTBEHHBIMH
CpeAcTBaMu»). Pa3zBUTHE TaHHOTO COCTOSIHUS BEPOSITHEE BCETO MOJKET HaOJIIOJaThesl B TeUCHHE
4 uacoB mociie mpuema o3l cmwigeHadpuiaa. C [edpl0 MHUHUMH3AIUM pUCKA pPAsBUTHUS
OPTOCTATHYECKOW THUNOTSH3WH  Tepaluio  CHIIeHAQHIOM MOMKHO HAYHHATH  TOJBKO
y reMOJHHAMHYECKH CTaOMJIBHBIX IIAIIHEHTOB, IIPUMEHSIIOIHX 6J10KaTOpBI
anbda-agpeHopenentopon. CreayeT TakkKe paccMOTpeTh BOIIPOC O IMPUMEHEHUH CUIIeHaduIa
B HavaJbHOM j03¢ 25 Mr (cMm. pazmen «Crmocold mpuUMeHEHHsI W J103bI»). Kpome Toro, Bpauam
HeoOXolMMO HMH(POPMHUPOBATH MAIMEHTOB O TOM, KakMe JeHCTBMsI cliefyeT IpeaNpHHSITH

B CJIy4ac IOsBJICHUS CUMIITOMOB OpTOCTaTH‘IeCKOﬁ THIIOTCH3HH.
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COOTBETCTBYET 2KI
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Brusnue na C6EPMBbIEAEMOCL KPOSU

CNEPTHOMY OTYETY

B wuccrnenoBanusx Ha TpoMmMOOlMTax desloBeKa in Vitro ObUIO TOKa3aHO, YTO CHIAeHAdUI
MOTSHITUPYET aHTHATPETAaHTHOE JIEUCTBUE HUTpompyccuaa Harpus. CeeneHHsT o 0e30MacCHOCTH
IpUMEHEeHHs CWIeHaduIa y TAIMeHTOB ¢ HApYIICHUSIMH CBEPTHIBAEMOCTH KPOBU HJIH OCTpPOM
NeNTHYSCKONW SI3BOM OTCYTCTBYIOT, IMORTOMY INpPHUMEHEHHE CcWIAcHadumiIa HalueHTaMH 5STOH
TPYIIBI BO3MOKHO JIUITH TOCIIE TIATEILHOM OICHKH COOTHONICHHUS MOJIh3a/ pUCK.

JKenugunvl

JlexapctBennbid mpemaparT Cuinenapun PeneBan He mpeAHa3HaueH JUIsl IPUMEHEHUS
y JKCHIIUH.

Benomocamenviuvie 6enyecmea

[TanenTaM ¢ peako BCTpeYAIOUMICHCS HACISACTBEHHOM HEIEPEHOCHUMOCTBIO TaJlaKTO3bI,
Ne(UIUTOM JIaKTasbl JIoTaped WM TIJIIOKO30-TATaKTO3HOW MayibabcopOuued He cliegyeT
MPUHUMATH STOT Mpernapar.

JlauHbBIH mpenapat cofepKUT MeHee 1 MMoub (23 Mr) HaTpus Ha 1 TableTKy, TO €CcTh, IO CYTH,
HE COJICPKUT HATPHSL.

BmisiHiie Ha cII0COOHOCTH YIIPABJIATH TPAHCIIOPTHHIMH CPeACTBAMU, MeXaHU3MaMu
JlexapctBennbidt mpenapaT CungeHadgun PeHeBan oka3pIBaeT HECYNISCTBEHHOE BIIMSIHHE
Ha CTIOCOOHOCTH YIPABISATH TPAHCIIOPTHBIMH CPEICTBAMU U MEXAHHU3MAaMH.

ITockonmbky B KIMHHYECKHX MCCIICAOBAHUAX CHWIIeHaguiIa coolmanoch O BO3MOMKHOCTH
PA3BUTHUSL TOJIOBOKPYKEHHSI W HApYIICHUH 3peHUS, TMAIUEHT JOJDKSH 3HATh O BO3MOXMKHOCTH
MOSIBJICHUSI JIAHHBIX peakIui Ha IpHeM CcWiieHawia mepea TeMm, Kak cecTh 3a pyib
WJIY TIPUCTYIIUTH K YIIPABJICHHUIO CII0’KHBIMU MEXaHU3MaMH.

dopma BhITyCKaA

TabeTKH, MOKPHITHIC IUICHOYHOM 000J109K0M, 25 Mr, 50 Mr, 100 mr.

ITo 1, 4, 5, 10 TaGieTOK B KOHTYPHYIO STUSHKOBYIO YIAKOBKY W3 IUICHKH MOJTUBUHUIXIIOPUTHON
U (obru ATFOMUHUCBOMN TIEUaTHOU JJAKUPOBAHHOM.

1 KOHTYpHYIO STUSHKOBYIO ymakoBKy 1o 1, 4, 5, 10 TaGneTok wid 2 KOHTYpHBIC STUCHKOBBIC
ymakoBkd 1o 10 TabieTok ¢ MHCTPYKIMEH MO MPUMEHSHHUIO MOMENAIOT B MAaukKy M3 KapToHA
JUTSI IOTPEeOUTENbCKOU Taphl.

Y cioBus XpaHeHUs

IIpu Temmepatype He Bbime 30 °C B OpUTHHAIBHON yIIakoBKe (OJIHCTEp B Mayke).

XPpaHUTH B HEJTOCTYITHOM JUJIS JIeTeH MecTe.

Cpok rogHocTH

3 rona.

He IIPUMCHATH 11O HCTCUCHUH CPpOKa 'oJHOCTH.
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COOTBETCTBYET SKCNEPTHOMY OTUETY
ot 20.09.2023 N= 18274

(NOCNEACBATENBEHOCTL 0001)

YceaoBus OTILYCKa

OTIIyCKAIOT TIO PeIlenTy.

Baagesreny perucTpaliMoHHOT O Y I0CTOBEPEHUS:

AxrnronepHoe obmectBo «IIpousBoacTeenHas papmaiiepTuueckas komnanuss OGHOBICHHUE»
Opunuueckuit  agpec: 633621, HosocuOGupckasi o6m., CysyHckuit pabion, pm. Cysyw,
yi1. Komuccapa 3sTpkoBa, 1. 18.

Ten./axc: 8 (800) 200-09-95.

Wnrepuet: www.pfk-obnovlenie.ru

IIpomzBouTesH

AxmronepHoe obmectBo «lIpousBoacTeennas gapmareBTryeckas komnanus OCHOBICHHE)
IIpoussoocmeo comosoli  nexapcmeenHoli  gopmul/  Dacosuyux (nepsuuHas ynaxosxa)/
Ynaxoewux (6mopuunas nompebumenvckas ynakosxa)

Horocubupckas o6, r. Hopocubupcek, yiu. CtanmuonHnas, 1. 80;

Horocubupckas o6, r. Hopocubupcek, yiu. Cranuonnas, 31. 80/3.

Buinycxaowuti Konmpons xaiecmeda

Hosocubupckas o6i1., r. Hopocubupck, yi. Craniuonnas, 1. 80.

OpraHusaius, NPUHUMAIOIIAS MPeTeH3UH OT TOTPeOUTeIei

AxmronepHoe obmectBo «lIpousBoacTeennas papmaiepTryeckasi komnanus OOHOBICHHUE»
630096, r. HoBocubupck, yi. CtanuuonHnas, 1. 80,

e-mail: pretenzii@pfk-obnovlenie.ru
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