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OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOTO TIPE HAPATA "

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Cunpnenadui, 50 Mr, TaOJIETKH, MTOKPHITHIC TNICHOYHON 000IOYKOM
Cunnenadun, 100 Mr, TabneTKH, MOKPHITHIE MJIEHOYHON 000I0YKOMA

2. KAUECTBEHHBIN YU KOJIMUECTBEHHBIN COCTAB

JleiicTByrolliee BeIeCcTBO: CUieHadu

Cunnenadun, 50 M, TabJIETKH, TOKPBITHIE TIEHOYHOM 000JI0YKOM

Kaxxnas Tabnerka copepxut S0 Mr cungenaduiia (B BUIE ITUTPaATA).

BcrniomorarenbHBIC BEIIECTBA, HATHYUE KOTOPBIX HAJIO YIUTHIBATH B COCTABE JICKAPCTBEHHOTO
npemnapara: HaTpui (cM. paznen 4.4).

Cunnenadua, 100 Mr; TabIETKH, MOKPLITHIE INIEHOYHOM 000JIOYKOH

Kaxxmas TabiieTka, MOKpHITas TJICHOYHOM 000109K0#, comepxkut 100 mr cunnenaduna (B BuIe
[UTpATa).

BcnomorarenbHbie BeleCTBa, HATUYUE KOTOPBIX HAJIO0 YUUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: HaTpui (cMm. paznen 4.4).

[TosHBII TEpeUYeHBb BCIIOMOTATEIBHBIX BEIIECTB MPUBEIEH B paszzene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE MJICHOYHOU 000JI0UKOIA.

Cunnenadui, 50 Mr, TaOJIETKH, MOKPLITHIE IIEHOYHOH 000JI0UKOH

Kpymible ABOSKOBBITYKIIbIE TAOJIETKH, MMOKPBITHIC MJIEHOYHON 000JI0YKOM TOJIyOOTO IIBETA, C
PHUCKOH.

Ha monepeunom paspese s1po TabineTok 0eIoro Uity o4t 0eJIoro IBETa.

TabneTKy MOXKHO pa3euTh Ha paBHBIE TO3BI.

Cunnenadua, 100 Mr; TaGIETKH, MOKPLITHIE INIEHOYHOM 000JIOYKOH

Kpymibie 1BOSKOBBITTYKIIbIE TaOIETKH, TOKPBITHIE TIIICHOYHOH 000JI0UKOi TOIy00T0 1IBETA, C
PHCKOH.

Ha monepeunoM paspese sapo TadlIeTok OSIOro MJIM TOYTH OCJIOTo IBETA.

TabneTKy MOXKHO pa3IeUTh Ha PaBHBIE JO3HI.

4. KIMHUWYECKHUE JAHHBIE
4.1. llokazaHusi K NpUMe He HUIO

Cunaenadui nokasaH K IpUMEHEHHIO y My>KUMH B BO3pacTe OT 18 JIeT ¢ 3peKTHIIbHOM 1uchyHKIuEH,
XapaKTePHU3YIOIEeHCss HECTTOCOOHOCTHIO K JJOCTHYKEHUIO HIIM COXPAHESHHIO DPEKIINH MTOJIOBOTO WIeHA,
JOCTaTOYHOM AJIs1 YIOBJIETBOPUTEIBHOIO II0JIOBOTO aKTa.

Cunnenadun 3ppeKTUBEH TOJIBKO IPU CEKCYaTbHON CTUMYISLIMH.
4.2. PeskuM J103MPOBAHMS M CIIOCO0 NMPUMEHEHUS

PexuM no3upoBaHusa

Pexomennyemass no3a aisi OOJBIIMHCTBA MAalMEHTOB cocTaBisier S0 Mr mpumepHo 3a 1 dac 1o
cekcyasibHOW akTUBHOCTH. C yueToM S(EeKTUBHOCTM M TEPEHOCUMOCTH /1032 MOXKET OBbITh
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MTI' MOXKHO pasZelIMTh Ha paBHBIC J103bl. MakcuMalbHas peKOMEHIyeMasi no3a cocraBisier 100 mn
MaxkcumanbHas pekoMeHIyeMas KpaTHOCTh MPUMEHEHHS — OJWH pa3 B CyTKH. Bpems Hauana
MPOSIBJICHUS] aKTUBHOCTH JIEKapCTBEHHOro mnpenapara CuiaeHa(ui MOXET yBEIUUYUBATHCSA MpU
MpyueMe ¢ TTHUINEH 10 CPAaBHEHUIO C IIPHUEMOM HaTOIIAK (CM. pazaen 5.2).

Oco0ble T'PYIIIBEI A CHTOB

Jluya noxcunoeo 6ospacma.
VY nmanueHToB MOXKHIIOTO Bo3pacTta (> 65 J1eT) KOppeKInH 10361 He TPeOyeTCsl.
Hauueﬁmbl C NOYEUHOU HeOOCM AmOYHOCMbIO

Pexomenpaniuu no go3e, NpUBEACHHBIE B paszzienie 4.2, pacCOpOCTPaHSIOTCS M Ha MAlMEHTOB C

MOYCYHOW HEJOCTATOYHOCTBIO JICTKOM M CPETHETSHKEION CTEICHH THKECTH (KIMPEHC KpeaTHHWHA
30-80 mu/muH).

[lockonbKy y MAIlMEHTOB C TSHKEION MOYEYHOM HEIOCTATOYHOCTHIO (KIHpeHC KpeaTMHHHaA <30
MJI/MUH) KIUPEHC CUieHaduiia CHFDKCH, CIEIYeT pPacCMOTPETh BO3MOXHOCTH IPUMEHEHUS
npenapata B go3¢ 25 mr Hcxons w3 S(pekTHBHOCTH U TEPEeHOCMMOCTH TIpemnapara, IpH
HE0OX0IMMOCTH, /1032 MOKET ObITh MO3TanHo yBenuueHa a0 50 mr u 1o 100 mn

HaL;LleHWZbl ¢ neyeno4YHOl HedOCMamoYHOCMbIO

[lockonbKy y HanMeHTOB ¢ HapylieHHeM (yHKUUHM IeYeHU (Hampumep, Mpu LUPPO3€e) KIMPEHC
cuiieHa(uiIa CHUXKEH, CIIeyeT PacCMOTPeTh BO3MOXKHOCTh IPUMEHEHUs Mpenapara B o3¢ 25 ML
Hcxoast u3 3eKTUBHOCTH U MEPEHOCUMOCTH Ipenapara, pu He0OX0JUMOCTH, /1032 MOXKET OBITh
nosTanHo yBenudena 10 50 mr u 1o 100 mr.

CTHU

[penapar Cunnenadun npoTUBOIMOKA3aH JUIsl TPUMEHEHU y eTei B Bo3pacte oT 0 10 18 ser (cm.
paznen 4.3).

IIpumenenue y nayuenmos, npuHUMarOwux opyaue jeKxapcmeeHHvle cpeocmad

3a UCKIIOUEHUEM PpUTOHABUPA, KOTOPBIH HE pPEKOMEHJyeTCs NPUHUMATh OJHOBPEMEHHO C
cunneHaduiiom (cM. pasgen 4.4), y MalHEHTOB, MPUHUMAOIMX OJHOBPEMEHHO WHTHOUTOPBI
CYP3A4, cieqyer paccMOTpeTh BO3MOKHOCTh TPUMEHEHU s ITperapaTa B Ha4albHOU 103€ 25 MT (CM.
pazznen 4.5).

C uenpl0 MUHUMM3ALMU PUCKA Pa3BUTHS OPTOCTATUYECKOM TMIIOTEH3UM COCTOSHUE IAllEHTOB,
NPUMEHSIONMX alb(a-aApeHo0I0KaTOPBI, T0JKHO ObITh CTAOUIIM3UPOBAHO IO Hayajla IPpUMEHEHUs
cungeHaduia. Kpome Toro, B Takux ciydasx peKOMEHIYeTCsl HauMHaTh IpUMEHEHUe cuilieHadua
¢ 1036l 25 Mr (cM. pa3zaen 4.4, a Tawke pazzaen 4.5).

Cnocob npruMeHEeHUs

Jns npuema BHYTPb.
4.3. IlpoTuBONOKA3aHUA

e [HUnepYyBCTBUTENHHOCTH K CHIICHADMITY U/WITH K JIFOOOMY M3 BCIIOMOTATEIBHBIX BEIIECTB,
IIEPEUNCIEHHBIX B pa3zene 6.1.

e [IpuMeHeHHe y MAIMEHTOB, MOJYYAIONMX JIOHATOPHI OKCHAA a30Ta (Takue, KaK aMUJIHUTPHUT),
OpraHUYeCKUEe HUTPAThl UIM HUTPUTHI B JIOOBIX (OpPMaxX, MOCKOJIBKY CHJIEHA(UIT YCHIMBAET
TUTIIOTEH3UBHOE JIEHCTBUE HUTPATOB (CM. pazzaern 4.5.).
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e OaHOBpEeMEHHOE MPUMEHEHHE WHTHOUTOPOB (bO"qmrrmcngfiéé‘m :vaﬁgui ‘((I?)T’%Y Emi‘i‘r‘fﬁ“q
criiieHa(uI1, CO CTUMYISTOpPaMH TYaHMJIATIIMKIA3bl, TAKUMU KaK PHOLUTYAT, IIPOTUBOIOKA3aHO,
T. K. 9TO MOXKET MPUBOJIUTH K CHMITTOMATHYECKON apTepUuaIbHON TMIIOTEH3MH (CM. paszen 4.5.).

e [lpuMeHeHUE y MAIMEHTOB, KOTOPHIM HE PEKOMEHJOBAHA CEKCyallbHAsi aKTUBHOCTH (HaIlpUMED,
NalMeHTaM C TOKEIOM CepJeuHO-COCYIMCTOM MaTojorued, Tako Kak HecTaOuiIbHas
CTEHOKap/usl, cepJieuHas HeJOCTaTOYHOCTD TSDKEION CTEIEHN ).

e [IpuMeHeHMEe y MAIMEHTOB C IIOTEPEH 3pEHUs] B OJHOM [DIa3y BCIEACTBUE HEAPTEPUUTHOU
nepenHen vileMuueckoil Hedpomnaruu 3putenbHoro Hepsa (HIIMH3H), He3zaBucumo ot Toro,
CBsI3aHA JIM 3Ta MATOJIOTHS C MPEABLAYIIMM IpUMeHeHueM HHruoutopoB ®JI3-5 unm Her (cMm.
paznen «OcoObie yKa3aHU).

e [leyeHouHast HEIOCTATOYHOCTH TSDKEIOM cTeneHu TsokecTu (kacc C mo knaccupukanuu Yaitm-
[Ts10).

e AprepuanbHas THIIOTEH3UA (apTepuaibHOe AaBieHue MeHee 90/55 MM.pT.cT).

e HenaBHo nepeHeceHHbI HHCYIBT U UH(GAPKT MHOKap/a.

e HacnencTBeHHblE JereHepaTUBHBIE 3a00JI€BaHUsl CETYATKU, TaKWE, KaK MUIMEHTHBIA PETUHUT
(HeOonpIIOE  KOJMYECTBO  TAaKUX  MAIMEHTOB HMEIOT TE€HETUYECKME  paccTpoilcTBa
dochoardCcTepaspl CETYATKH), MOCKOJIIBKY O€30MacHOCTh CUjAcHadUIa HE HCCIeA0BAIACh Y
MAalUEHTOB 3TUX MOATPYIIII.

e Jletn m moapoctku a0 18 ner.

4.4. Oco0Oble yka3aHUsl U MePbl MIPeI0CTOPOKHOCTH NPH NMPUMeHEe HUU

Jliss TMarHOCTUKU HapyIleHUH DJpEeKIUU, OMpeNeNeHUs] WX BO3MOXKHBIX HPUYMH U BBIOOpa
QJICKBATHOTO JICYCHUS HEOOXOJMMO COOpaTh TIOJNHBIH MEIUIIMHCKUN aHaMHE3 W IPOBECTH
TIATENbHOE (PH3UKATIbHOE 00CIIeIOBaHHE.

DaKTopsl PUCKA CEPASUYHO-COCYIUCTRIX 3a00JI€BaHUI

CekcyanbHasi akKTHBHOCTB TIPEJICTABIISCT OMPEICIICHHBIA PUCK TTPU HAIMYUHU 3a00JIEBaHUI Cep/iia,
MI03TOMY Iepe/i HadyaJloM JI000W Tepanuy o MOBOAY HapYIIEHUH SPEKIHHU Bpad MOXET MOCYUTATh
HYXXHBIM TPOBECTH OOCIIEOBAaHUE CEPICYHO-COCYAUCTON cucteMbl mnanuenta. CunaeHadwn
OKa3bIBACT Ba30UJIATUPYIOIICE JCHCTBHUE, TPUBOSIIEE K HEOOIBIIIOMY TPAH3UTOPHOMY CHHKECHHIO
apTepuanbHOrO AaBiaeHus (cMm. pasaen 5.1). Jlo HazHaueHus crieHadgua Bpad JOJKEH TIATEIBHO
OLICHUTh PHUCK BO3MOXKHBIX HEXKENATEIbHBIX MPOSBICHUN Ba30JMIATUPYIOUIETO JIEHCTBUS Y
MAalMeHTOB C COOTBETCTBYIOLIMMU 3a00JIEBAHUSAMH, OCOOCHHO Ha (JOHE CEKCYyalbHOW aKTHBHOCTH.
[ToBBIMeHHAsT BOCTIPUUMYHBOCTE K Ba30{UjIaTaTOpaM HAOIIONACTCS Y MAIIMEHTOB C 3aTPYIHCHUEM
OTTOKa M3 JICBOTO JKEIyIouKa (Harpumep, Ipu CTEHO3€ a0PThI, TUIIEPTPOPUUECKON OOCTPYKTHBHOM
KapJIUOMHOIIATHH), & TAKKE C PEIKO BCTPEYAIONUMMCS CHHAPOMOM MHOXKECTBEHHOW CHCTEMHOU
aTpouu, TPOSBISIONMMMCS TSDKEIBIM HApYyIICHUEM PETYISIUA apTePUATBHOTO JIABJICHUS CO
CTOPOHBI BEr€TATUBHON HEPBHOM CUCTEMBI.

JlexapcTBeHHbIH NpenapaTr CuieHadul ycuImBaeT TMIOTeH3UBHBIN 3(heKT HUTPATOB (CM. pazaen
4.3).

B nepuon mocTperucrpaliioHHOrO HaOMIONEHUs OBLIM 3apETMCTPUPOBAHBI CIIydal CEpPhE3HBIX
CepACYHO-COCYTUCTBIX OCIOXXKHEHUH (B T.4. MH(ApKTa MUOKAapjAa, HECTaOMJIbHOM CTEHOKapauH,
BHE3allHON KOPOHAPHOM CMEPTHU, JKEIYIOYKOBOM apUTMHHU, TE€MOPpPAruyeckoro HHCYIBIA,
TPaH3UTOPHOMN MIIEMUYECKON aTaku, apTEpUaIbHON TMIEPTEH3UU U TUIIOTEH3UHU ), KOTOPbIE UMENH
BPEMEHHYIO CBSI3b C IPUMEHEHUEM CHilieHaduiIa. BolbIIMHCTBO 3TUX MALMEHTOB, HO HE BCE U3 HUX,
uMeIu (pakTopbl PUCKa CEPlIeYHO-COCYIMCThIX OCI0KHEHU . MHOTHE U3 YKa3aHHBIX HEXEIaTeJIbHbIX
SBJICHU HAOIIOMATUCh BCKOPE IOCIE CEKCYaIbHOM aKTUBHOCTH, U HEKOTOPBIE M3 HUX OTMEYAIIUCh
nocjue npueMa cuieHaduia 0e3 mocieayrolell CeKCyaabHOM aKTMBHOCTU. YCTAHOBHUTH HaJIM4Ue
OpsIMOM  CBSA3M MEXKIy JAHHBIMU SIBJIEHHUAMH U YKa3aHHbIMH WM HMHBIMH (JaKTOpaMH He
IPECTABIAETCS BOSMOXKHBIM.
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CpencTBa JeyeHHs! 3PEKTUIBHON IUCOHYHKIMHU JOJDKHBI MCIONB30BAaThCA C OCTOPOKHOCTBIO Y
NAI[MEHTOB C aHATOMHYECKOW JedopMalirieil MoaoBOro ujieHa (aHTYISLUs, KaBEpHO3HBIN (QrOpo3,
6onesnp [leiiponn), niam y mamueHToOB ¢ (aKTopaMH puCKa Pa3BUTHS MpUAnu3Ma (CEpIOBHIHO-
KJIETOYHAsI aHEMHU I, MHOXKECTBEHHAs MUEJIOMA, JIEHKEMMUST)

B xoxe mocTperucTpaniMoOHHOrO MPUMEHEHUs CHJIeHa(uIa MOCTYNaal COOOLIEHUS O Pa3BUTHU
IPOJIOHTUPOBAHHOM 3peKuuu U npuanus3Ma. Ecim spekuust AauTcs cBbllie 4 4acoB, MALUEHTY
cleayeT oOpaTUThCS 3a HEOTIOKHOM MeIMLIMHCKOM nmoMonpto. Eciu npu npuanusMe He NPUHSTDH
HEOTJIOXKHBIE MEPBI, TO MOKET MPOU30HTH MOBPEKICHNUE TKAHEH MOJIOBOIo 4jeHa M HeoOpaTumas
1oTeps MOTEHIUH.

CoBMeCTHOE NIpHUMEHEHHE ¢ apyruMu uHrHOuTopamMu PJAD-5 mam OpyruMu METONAMH JI€UYEHUS
DPEKTUIBLHON AUCHYHKIINA

BbezonacHocTh 1 3(pPeKTUBHOCTD cUACHA(HIA COBMECTHO ¢ APYrUMU uHTHOUTOpamMu DJ1D-5 mim
JpPYTMMHU IIpernapaTaMy JUlsl JIEYEHHS JIETOYHOM apTepHAJbHOW THUIIEPTEH3MH, COAEpKALMMU
criIeHa(rII WIIM JPYTUMHU CPEICTBAMHU JICUCHHS] HAPYIICHUH JPEKIHH HE HM3Y4aluCh, MOITOMY
NpUMEHEHNE TaKUX KOMOMHAIIUI He pekoMeHtyeTcst (cM. paznen 4.3)

Bnugaue Ha 3pesue

BbuTH 1TOITydeHBI CIIOHTAaHHBIE COOOIICHHS O CITydasix HapyIIeHUs 3peHUs IIPH IprueMe cuiieHaduIa
u apyrux uHruoutopoB ®J13-5 (cm. pa3nen 4.8). B cnoHTaHHBIX COOOIEHUSIX U HAOIIOAATEIHHOM
WCCIIEIOBAaHUM OBUIM OTMEYEHBI CIlydal PEIKOro 3a0o0lieBaHHsS — HEAPTEPUUTHOU TNepemHen
uemMudeckoil Heliponatuu 3putenbHoro HepBa (HIIMH3H), xoTopsle mmenu cBsizb ¢ MpHEMOM
cunaeHaduna u apyrux HHTHOMTOpOB DJ[D-5 (cm. pasmen 4.8). IlammeHTOB HE0OX0IUMO
NpEeaynpeanTh O TOM, YTO B CIydae BHE3AMHOTO HAPYIICHHS 3pEHUS CIeAyeT MPEKPaTUTh MPUEM
nekapcTBeHHOro npemnaparta Cunaenadui U HeMeIJICHHO 00paTUThes K Bpady (cM. pasnen 4.3).

COBMECTHBIN OIPUEM C PUTOHABUPOM

CoBMecTHOE MpUMEHEHUE CuiieHaduIa 1 pUTOHaBUpa HE peKoMeHIyeTcs (CM. pasnen 4.5).

CoBMECTHBIM IIpUeM ¢ anbha-aapeHo0I0KATOPAMU

[lockonbKy coBMecCTHOE MpUMEHEHHUE cuiiieHaduia 1 anbga-aapeH00JI0KaTOPOB MOXKET MPUBECTH K
Pa3BUTHUIO CUMITOMAaTUYECKOM TMIIOTEH3UU Y OT/EIbHBIX YYBCTBUTEIBHBIX MAllUEHTOB, CIEAYET C
OCTOPOYKHOCTBIO HAa3HAYATh CHIIICHA]HII TAI[MeHTaM, TIPUHHUMAIOLIMM allb(a-aapeH00I0KaTOPHI (CM.
pasnen 4.5). Pa3BuTne JaHHOTO COCTOSTHHUSI BEPOSITHEE BCETO MOXKET HAOIIOMAThCS B TEUCHHE 4 4acoB
nocie npuema n03bl cuigeHaduna. C 1enpl0 MUHMMH3AIMU PUCKA Pa3BUTHUSI OPTOCTATUUYECKON
TUTIOTEH3UH TePanui0 CHIIeHA(QUIOM MOKHO HAYUHATh TOJBKO y TEMOJMHAMUYECKH CTAOUIIBHBIX
NalUEeHTOB, IPUMEHSIOUMX OJIOKaTophbl aib(a-aapeHopenentopoB. CieayeT Takke paccMOTPETh
BOIIPOC O MPUMEHEHUH CHIIIeHaduIa B HadanbHOM 03¢ 25 Mr (cM. paszaen 4.2). Kpome Toro, Bpauam
HEo0X0IMMO HMH(OPMUPOBAThH MAIIMEHTOB O TOM, KaKue JCUCTBUS CIEAyeT MPEANPHHSATH B CIydae
MOSIBJICHUSI CHMIITOMOB OPTOCTaTUYECKON TUIIOTEH3UH.

Bansawne Ha CBCPTHIBAEMOCTH KDOBH

B nccnenoBanusix Ha TpoMOOLIMTAX YENIOBEKA 7 Vitro ObLIO MOKAa3aHO, YTO CUIIICHA(HI TOTEHLIUPYET
aHTHArperaHTHOe JAeiCTBUE HHUTporpyccuaa Hartpus. CBeneHHs O 0€30MacHOCTH MPUMEHEHUs
cwineHaduiia y MalMeHTOB ¢ HApyLIEHUSMHU CBEPTHIBAEMOCTH KPOBU WJIM OCTPOM MNENTHUYECKON
S3BOM OTCYTCTBYIOT, IO3TOMY IpPHUMEHEHHE cuiieHaduiIa MalueHTaMU 3TOW IPYNIbl BO3MOXHO
JMIIb 11OCJIE THATEIBHON OLIEHKU COOTHOLICHHS MOJIb3a/PHUCK.

TpeOyercsi coOrOIaTh OCTOPOKHOCTD MPHU 3a00JIEBAHUSX, COMPOBOXKIAIOIIMECS KPOBOTCUCHHEM H
U S3BEHHOM OO0JIC3HU JKETyIKa U ABEHAAATHIIEPCTHOM KHUIIKH.



o1 14.11.2025 N= 28487
(MOCNEQCBATENEHOCTE 0002)

BcmoMmorarteapHEIe BEIECTBA

COOTBETCTBYET 3KCNEPTHOMY OTYETY

JlekapctBennbli mpenapar CunaeHadun coaepkUT HaTpuil. B Tabmerkax mo3upoBkoii 50 mr
cozepkutcs MeHee 1 MMoib (23 Mr) HaTpus, TO €CTh Ipernapar, o CyTH, He COJACPKUT HaTpuil. B
tabnerkax no3upoBkoii 100 mr comepxwutcs Oonee 1 Mmonb (23 Mr) HaTpus, MOATOMY JTaHHYIO
uHQOpMAIMI0O HEOOXOAMMO YYHTHIBaTh MallMeHTaM, HaXOAAIMMCS Ha JTUeTe C OrpaHUYEHHbIM
IIOCTYIJIECHUEM HATpHSL.

JKeHIIMHBI

JlexapcTBeHHbIN npenapaT CungeHapui He IpeIHa3HaueH i IPUMEHEHUS y JKEHIIH.

4.5. B3anMogeiicTBHe ¢ IPYrMMH JI€KAPCTBEHHBIMH NpenapaTaMHu M Jpyrue BUAbI B3aMMO-
neflcTBUA

Bansgane apyrux JIekapCTBEHHBIX IIPENAapaToB Ha GapMaKOKHHETHKY crineHadumia

Hcceneoosanus in vitro

Mertabonusm cuieHaduiIa TpoOUCXOIUT B OCHOBHOM MOJ ACHCTBHEM HM30(EpPMEHTOB IIUTOXpOMa
CYP3A4 (ocuoBHoit myrs) u CYP2C9, mostoMy HMHTHOUTOpPHI 3TUX H30(EPMEHTOB MOTYT
YMEHBUMTh KIUPEHC CcuiAeHaduia, a HWHIYKTOpPbl, COOTBETCTBEHHO, YBEIMUYUTh KIMPEHC
cuiaeHaduia.

HUccneooeanus in vivo

[lonymAuuOHHBIA  (APMAKOKUHETUYECKUM  aHaIM3 JAaHHBIX KIMHUYECKMX  HCCIEeI0BaHUN
IPOAEMOHCTPUPOBAI CHM)KEHHE KIMpEeHca CcuijeHaguia HOpH OJHOBPEMEHHOM IPHUMEHEHUU
uHruOuTOpoB CYP3A4 (TakMX Kak KETOKOHA30JI, SPUTPOMULIMH, HUMETUI1H). HecMoTps Ha TO, UTO
IIpH OJTHOBPEMEHHOM IpUMeHeHnH cuiieHaduna u uaruoutopoB CYP3 A4 He Habmonanock pocra
YacTOThl HEXeJaTelbHbIX SBJICHHUH, ClIeyeT pPacCMOTPETh BONPOC O NMPUMEHEHHUH Ipernapara B
Ha4yaJbHOH H03€ 25 ML

OnmHoBpeMeHHOE MpuMeHenHue cuaeHadua (B 1oze 100 Mr omHokpaTHO) U puToHaBupa (mo 500 mr
2 paza/cyr), uarubutopa nporeassl BUY wu cunpHOro muruburtopa mutoxpoma P450, na done
JOCTHIKEHUS MOCTOSIHHOW KOHILIEHTPAIlMU PUTOHABUPA B KPOBH, MPUBOIMIO K yBenuueHuto Cmax
cunnenaduia Ha 300% (B 4 paza) u AUC na 1000% (B 11 pa3). Uepe3 24 uvaca KOHIIEHTpaLlHs
criaeHadua B riia3mMe KpoBU coxpaHsuiach Ha ypoBHe 200 HI/MII O CpaBHEHHIO C 5 HI/MJI TIOCTe
OJIHOKPAaTHOIO MPUMEHEHHS OJHOTO cujaeHaduia. ITO comiacyeTrcss C BBIPAKEHHBIM BIIMSHUEM
pPUTOHABHpA Ha LIEJIbIH psiji IpernaparoB, ABJsonmxcs cyocrparamu nutoxpoma P450. Cunpenadun
HE OKa3blBal BIMSIHHS Ha (APMAKOKMHETHKYy pHTOHaBHpa. Ha OCHOBaHHMM pe3yIsTaToOB
(apMaKOKHHETHYECKIX HCCICIOBAHMI COBMECTHOE IMPUMEHEHUE CUiIeHaduIa U PUTOHABHpA HE
pexomenyetcst (cMm. pasgen 4.4), ¥ HU TOPH KAKUX OOCTOSTENhCTBAX MaKCHMalbHas J03a
cuieHaduIa He JOJDKHA PEBBIIATh 25 MI B TeueHHe 48 4acoB.

[Ipu omHOBpeMeHHOM MpUMeHeHnH cuiaeHaduna (B 1o3e 100 Mr oHOKpaTHO) U CakBUHABUpA (B
no3e 1200 mr 3 paza/cyr.), uaruoutopa BUY-nporeassr u marnouTopa n3odepmenra CYP3A4, Ha
(oHE TOCTUKEHHS MOCTOSHHON KOHLIEHTPALMK CAKBUHABUPA B KpoBH, Cmax cuieHaduiia B KpOBU
noBeimanack Ha 140%, a AUC yBenmnuuBanach Ha 210%. CunneHadun He Oka3bIBall BIUSHUS HA
(dapMakOKMHETUKY cakBUHaBUpa (cM. pasnen 4.2). bomee cuiabHble HHTHOMTOPHI H30(epMEHTa
CYP3A4, takue KaKk KEeTOKOHA30JI M UTPAKOHA30J1, MOTYT BBI3bIBATh 00OJiee BHIPAXKEHHBIE U3MEHEHU AL
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B CYTKH B TeUeHHE 5 qHEH ), yMepeHHbIM HHTHOUTOpOoM n3odepmenta CYP3 A4, Ha hoHE OCTHIKEHHS
MOCTOSIHHOM KOHIIEHTPAIlMU SPUTPOMULIMHA B KPOBH, TpUBOANT K yBennueHuto AUC cunpenaduia
Ha 182%. IIpuem azutpomunuua (mo 500 Mr B CyTku B TeueHue 3 AHEH) 370pOBBIMU MYXYUHAMHU-
nobOpoBosbiiaMu He okasbiBasl BiusiHUS HAa AUC, Cmax, Tmax, KOHCTaHTy CKOPOCTH SJIUMUHAINA U
Nepuoj TONYBBIBEACHUS CcUiAeHaduiIa MM €ro OCHOBHOIO IIMPKYIHPYIOLTO MeTaboiIuTa.
Humernaua (B noze 800 wmr), mHrmOutop nmroxpoma P450 u nHecnenuduueckuii MHTHOUTOD
CYP3A4, npu coBMecTHOM mpueMe ¢ cuigeHaduiom (B no3e 50 Mr) mpuBOAWI K MOBBILIEHUIO
KOHIICHTpAIMU CUJIeHa(uIa B Ija3Me KpOBH Y 37I0POBBIX 100pOBOJIBIEB HA 56%.

I'petindpyroBelit cok siBisieTcs: cabbiM HHTHOHTOpOM MeTabor3Ma CYP3A4 B CTEHKE KHUIICYHUKA
¥ MOJKET BBI3BIBATh YMEPEHHOE TIOBBIIICHHUE YPOBHSI CHIIIeHA(HIIA B TIJIa3Me KPOBH.

OnHOKpaTHBIM TpHeM aHTanuga (MarHWUs TUAPOKCHIA/aTIOMHHUS THAPOKCHIA) HE BIHMSUI Ha
OMOIOCTYTHOCTh cuieHaduIa.

Hecmotpst Ha TO, uTo cnenuduyeckue HCCIENOBAHUS B3aMMOICHUCTBHS cUiieHaduIa CO BCEMH
JEKapCTBEHHBIMH  CpPEACTBAMM  HE  MPOBOJWIMCH, MO  JAaHHBIM  MOMYISLHOHHOIO
(apMaKOKMHETUYECKOTO  aHanM3a (ApMAaKOKMHETHKAa cujieHaduiaa HE MEHsIach IpU  €ro
OJIHOBPEMEHHOM IPUMEHEHUM C JIEKAPCTBEHHBIMU CpPEICTBAMH, OTHOCSLIMMHUCS K TIpYIIIE
uaruoutopoB CYP2C9 (takumu kak TonOyramuj, BapdapuH, (GeHUTOWH), TpyIIEe UHTHOUTOPOB
CYP2D6 (TakuMmu Kak CeleKTUBHbIE HHIMOUTOPBI 00paTHOIO 3aXBaTa CEPOTOHMHA, TPULIMKINUECKHE
AQHTHJICTIPECCAHTBI), TPYINeE THA3UTHBIX W THA3UIAOMNONOOHBIX [UYPETUKOB, TMETJIEBBIX U
KaTuicOeperalonmx  AMYPETUKOB, WHTHOUTOPOB aHTHOTEH3WHIIPEBpALAIOMETo  (epMeHTa,
OJIOKaTOPOB ~ KaJBbLIMEBBIX KAHAJIOB, AHTAlOHUCTOB [-aJApeHOPELENnTOpOB WJIM HHAYKTOPOB
merabomu3ma CYP450 (takumu kak pudamnuiuH, 6apoutyparsl). B uccrnenoBanuu ¢ yqactuem
3JI0POBBIX MYKYMH-J00POBOJIBIIEB COBMECTHOE NMPUMEHEHHNE aHTATOHNUCTA SHJ0TEINHA 003eHTaHa
(xoTopeiii sBasieTcss nHIykTopoM u3odepmentoB CYP3A4 [ymepenawsim], CYP2C9 u, BO3MOXKHO,
CYP2C19) B paBHOBecHOM cocTossHUU (125 Mr 1Ba pa3a B CyTKH) U CUJJIeHa(HIa B paBHOBECHOM
cocrosianu (80 Mr Tpu pasza B cyTkH ) mpuBoAmiIo k cHHkeHHI0 AUC u Cmax cunaeHnadria Ha 62,6%
u 55,4%, cooTBEeTCTBEHHO. MOXHO OXHAAaTh, 4YTO OJHOBPEMEHHOE IPUMEHEHHE CHUJIbHBIX
unaykropos CYP3A4, takux kak pudaMOULMH, BBI30BET 0Oo0Jiee BBIPAKEHHOE CHM)KEHUE
KOHIICHTpAI U CHIIJIeHa(uIIa B I1a3Me KPOBH.

Huxopangun oOnamgaer CBOWCTBAMM aKTHBATOpa KAJMEBBIX KAHAJIOB M HHUTPATONOI0OHBIM
neiictBueM. biarogapst HUTpaTHOMY KOMIIOHEHTY JaHHBIM TpernapaTr IMOTEHIIMAIbHO CIIOCOOCH
BCTYIAaTh B KIMHUYECKH 3HAYMMOE B3aMMOJICHCTBHUE C CHIIIEHA(UIIOM.

Bnusaue CI/IJ'II[GHad)I/IJ'Ia Ha APpYIue JICKAPCTBCHHBIC CPEACTBA

Hccneoosanus in vitro

Cunnenadun sBusercs caabbiM wHrHOUTOpOM H3odepmentoB 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 MmxM) rutoxpoma P450. Ilpu npueme cunneHaduia B peKOMEHIyeMbIX J103ax ero Cmax
COCTaBJISIET OKOJIO 1 MKMOJIb, TO3TOMY MaJIOBEPOSITHO, YTO JIEKapCTBEHHBIN npenapaT CunaeHadui
MO>KET MOBJIMSATH Ha KTUPEHC CyOCTPATOB TaHHBIX H30()ePMEHTOB.

Caenenus 0 B3aMMOACHCTBUHY cuiiicHaduiIa 1 Hecrienu puueckux MHrHoUTopoB (ocdoauicrepassl,
TaKUX KaK TeOOUIUTMH U JUITUPHIAMOJ, OTCYTCTBYIOT.

HUccneoosanus in vivo

Comacysice ¢ u3BecTHBIM d(pexrom Ha curHanbHbIi Kackan NO/uI'M® (cm. pazmen 5.1), Obuio
IPOJIEMOHCTPUPOBAHO, YTO CUILACHA(HUI TOTEHIIUPYET TMIIOTEH3UBHOE ICHICTBHE HUTPATOB, B CBS3U
C 4YeM, MpUMEHEHHE JOHATOPOB OKCHJA a30Ta WJIM HUTPATOB B J1000H (opmMe COBMECTHO C
cHIIIeHa(UIIOM TPOTUBOIIOKA3aHO (CM. pasen 4.3).

Puonuryar: JIOKIMHMYECKHE WCCIEIOBAHUS TOKa3add JONOJHUTENBHBI 3(dexr CcHIKeHus
CHUCTEMHOTO apTepUaIbHOIO JIaBJICHUS IPU OJTHOBPEMEHHOM U CI0JIb30BaHUU HHIHOUTOpOoB OJ13-5 1
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puonuryata. B KIMHMYECKUX HCCIEIOBAHUIX PUOLULYAT %%ga]ﬁ%&ﬁ'@g@%ggﬁl?ﬁtﬂ;&b

s(pdexra mHTHOHTOPOB DJ[D-5. OTCYTCTBYIOT JaHHBIE OJArONPHUATHOTO KIMHHYECKOro 3ddekTa
JAHHOM KOMOMHAIIMH B TOMYISIIIHOHHBIX HcclenoBanusX. O JHOBpeMEHHOE MPUMEHEHHE PHOLIUTYaTa
u uarHOuTOpOB DJ13-5, BRITIOYast cruineHaduI1, TPOTUBOITOKa3aHO (cM. paszaen 4.3).

CoBMecTHOE TpUMEHEeHU e cuuieHaduIa 1 ab(a-aapeHo0I0KaTOPOB MOXKET MPUBECTU K PA3BUTHIO
CUMIITOMATUYECKOM TUIIOTEH3UH Y OTACIBHBIX IPEAPACIIONOKEHHBIX MAllUeHTOB. Pa3BuTHe 1aHHOrO
COCTOSIHUSI, BEPOSATHEE BCEro, MOXKET HAONIONaThCs B TeueHHWE 4 YacoB TOCIE TpHEeMa JI03bI
cungeHaduna (cm. pasgensl 4.2 uw 4.4). B xome Tpex wuCCIEAOBAaHUM CIEIUPUUECKOTO
B3aMMOJICHCTBUSI MEXAYy JIEKApCTBEHHBIMU CpEJICTBAMU TMalMeHTaM C J00pOKaueCTBEHHOU
runepriazuend  npexacratensHoi xkenessl (JITDK) B cTabuibHOM COCTOSHUM OJHOBPEMEHHO
Ha3Ha4YaJICs anb(a-aapeHo0I0KaTOp AOKCa303uH (B 03¢ 4 MT U 8 Mr) U criaeHadui (B 103¢ 25 Mr
50 mr u 100 Mr). YV nmanueHTOB, BKIFOYCHHBIX B JIAaHHBIC UCCIEIOBAHUS, OBIIO OTMEUCHO CpEeIHEE
JOTIOJTHUTENBHOE CHUIKEHUE apTepUaIbHOTO JaBJICHUS B MOJOXKEHUU Jiexka Ha 7/7 MM PT. CT., 9/5 mm
PT. CT. ¥ 8/4 MM PT. CT., U CpeIHEE CHUKEHUE apTEPUATTLHOTO JIABJICHUS B TIOJIOKEHHUH CTOSI Ha 6/6 MM
pT. cT., 11/4 MM pT. cT. U 4/5 MM pT. CT., COOTBETCTBEHHO. [Ipy OJHOBpEMEHHOM NMPHUMEHEHUH
cuineHaduia ¥ JIOKCa303MHA y TAIMEHTOB B CTAOMIILHOM COCTOSHMM Ha (OHE MPUMEHEHUS
JIOKCa3a3WHa COOOIICHHS O Pa3BUTHUU CHMIITOMATHYECKOH OPTOCTATHYECKON TUIOTEH3WH OBLIH
HEYACTBIMHU. DT COOOICHUSI BKIIOYAJIA CIyd9au TOJIOBOKPYXKEHHUS M MPEIOOMOPOUYHOTO COCTOSHUS
0e3 CHHKOIIE.

[pu3HakoB 3HaYMMOrO B3auMoeicTBus cuiieHaduia (B go3e 50 mr) ¢ TonOyramuaom (B goze 250
mr) uinu BapgapuHoMm (B mo3e 40 mr) — mpemapatamu, xotopsle Mmerabonmusupyrores CYP2CO,
BBISIBJIEHO HE OBbLIO.

Cungenadun (B go3e 50 Mr) He MOTEHIIMPOBAJI YBEIMUCHHE BPEMEHU KPOBOTEUEHHU 1, BBI3bIBAEMOTO
aleTUICATULUIIOBOM KuciaoToi (B 1o3e 150 mr).

Cunnenadun (B moze 50 Mr) He MOTEHIIMPOBAJ TUIIOTEH3UBHOE JICHCTBUE AJKOTOJIA Y 30OPOBBIX
JOOPOBOJIBIICB TPH MAKCUMAIILHOM YPOBHE 3TaHOJIa B KPOBU B cpeaHeM 80 mr/m.

VY nanuMeHToB, IPUMEHSBIIMX CUIIZICHAa(uI1, He ObUIO OTMEUEHO OTIUYMH TPpOoduIIst 0€30MacHOCTH 1O
CpPaBHEHUIO C IUIaebo INpUH OJHOBPEMEHHOM NPUMEHEHUM TaKUX KIACCOB TMIIOTEH3UBHBIX
JIEKapCTBEHHBIX CPEJICTB, KaK AUYPETUKHU, ONOKATOphl B-azpeHopenentopos, HHIHOuTopsl AllD,
AQHTarOHUCTBHl PELENTOPOB aHruoTeH3uHa II, TUMOoTeH3MBHBIE Mpenaparhl (Ba30AMIATATOPHl U
npernaparbl IEHTPAIBHOTO JIEHCTBHS), OJIOKATOPBHI AJPEHEPTHYECKHX PEIEeNTOPOB, OIOKATOPHI
KaJbLIMEBbIX KaHAJIOB M OJOKAaTOpHl 0-aJpEHOPELEeNnTOpoB. B clennalbHOM KIMHUYECKOM
UCCIIe/IOBAaHNH, HAIIPABJICHHOM Ha M3Y4EHHE JICKAPCTBEHHBIX B3aUMOJICHCTBUH, IPH COBMECTHOM
npuMeHeHnu cuiaeHadunaa (100 Mr) u amyIoUNUHA y MAlMEHTOB C apTePUATIbHON THIEpTEH3UEeH
ObUIO OTMEUYEHO JOINOJIHUTEIBHOE CHM)KEHHUE CHUCTOJIMYECKOTO apTepHAbHOIO JaBJICHUS B
IIOJIO’KEHUU NaleHTa jeka Ha 8 MM pT. cT. COOTBETCTBYIOLIEE CHUKEHHE IUACTOJIMYECKOIO
apTEepUAJIILHOIO JABJIEHUS COCTABWIO 7 MM PT. CT. 1lo BemunHe 3TH JONOIHUTENbHBIE CHUKECHUS
apTEpUAIBbHOTO JIABJICHHS ObUIM COMOCTAaBMMBI C TAKOBBIMH, HAOJIONAEMBIMHU B TPYIIE 37J0POBBIX
T0OPOBOJIBIIEB ITPU MPUMEHEHHUH TOJILKO cuiifieHaduia (cM. pasznen 5.1).

Cunnenadgun (B go3e 100 Mr) He okaspIBaj BJIMSHUSA Ha (apMakOKMHETHUKY HHTHOuTOpoB BHUU-
npoTeas3bl, CAaKBUHaBUpa U PHUTOHABUpA, ABISIONMXCA cyoctpatamu u3zodepmenta CYP3A4, B
PaBHOBECHOM COCTOSIHUH.

Cunnenadun B paBHOBeCHOM cocTosiHUM (80 Mr Tpu pasa B CyrTku) BbI3bIBaN yBenumueHue AUC
6o3enTtana (125 mr nBa pasa B cyrku) Ha 49,8% u Cmax Ha 42% y 300pOBBIX TOOPOBOJIBIIEB
MYKCKOTO IOJIa.

JloGaByieHne OIHOKPAaTHOW J03bl CHIIIeHAa(HUiIa K CaKyOMTpHily/BajlicapTaHy B pPaBHOBECHOM
COCTOSIHUM y TALMEHTOB C apTepHallbHON TUIEepTeH3Wel ObLIO CBSI3aHO CO 3HAYUTENHHO Oojee
BBIPA)KCHHBIM CHHMIKXCHUCM apTCPHUAJIBHOIO JABJICHUSA IO CPaBHCHHUIO C IMPHUMCHCHUCM TOJIBKO
cakyouTpmia/Bancaprana. [loatomy cremyer coOmogaTh OCTOPOKHOCTh TPH  Ha3HAYCHUH
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4.6. DepTWIBHOCTD, 0€PeMEHHOCTb H JIAKTALMS

HeKapCTBeHHBIﬁ npenapar CI/IJ'II[eHa(I)I/IJI HC NIpCAHA3HAYCH MJIA IPUMCHCHUA Y KCHILMH.

bepeMeHHOCTD, JIAaKTAlIUs

AJIEKBAaTHBIX U XOPOIIO KOHTPOJUPYEMBIX HCCIIEOBAHUMN Yy KEHIMH BO BpeMsi OEpeMEHHOCTH U B
MEepUO TPYAHOTO BCKApMIIMBAHUS HE IPOBOUIIOCH.

DepTUILHOCTD

B uccnenoBanusx BnusHuUs cuiiieHaduiIa, IpUHIMAEMOIr0 BHYTPb, Ha PENPOAYKTUBHYIO (DYHKLHIO Y
KpPBIC ¥ KPOJIMKOB 3HAYMMBbIX HEXeJaTelbHbIX peakuii 0OHapyKeHO He ObLIO.

OmHOKpaTHOE MepopaibHOE TpuMeHeHue cunaeHadria B 1o3e 100 Mr 3m0poBeIME 10OpPOBOIIBIIAMU
HE BJIMSUIO HA IMOJIBUKHOCTH UM MOP(OJIOTHIO criepMaTo30u10B (cM. pazzaen S5.1).

4.7. Bausinue Ha COCOOHOCTH YNPABJISATH TPAHCIOPTHBIMHU CPeACTBAMH M PadoTaTh ¢
MeXaHH3MaMHU

JlekapctBeHHbIN mpenapar CuieHadus OKa3bIBa€T HECYIIECTBEHHOE BIIMSIHHE Ha CIIOCOOHOCTH
YIPaBJISATh TPAHCIOPTHBIMU CPEACTBAMU U PA0OTATh C MEXaHU3MAMHU.

[lockoabKy B KIMHHUYECKUX HCCIIEAOBAHUAX CHIeHA(HIa COOOIRAIOCh O BOZMOKHOCTH PAa3BUTHS
TOJIOBOKPY)KEHUSI M HAPYIIEHU I 3pEHU S, TallUEHT JOJIKEH 3HaTh O BO3MOKHOCTH ITOSIBJICHU S JAaHHBIX
peakuuii Ha mpueM cuiiieHaduiIa mnepea TeM, Kak CEeCTh 3a pY/b WJIM MPUCTYIUTh K YIIPaBJICHUIO
CJIO’KHBIMHM MEXaHU3MaMH.

4.8. HexxesiaTesibHbIE peaKINU

Pesrome npodwirs 6e30mmacHoCcTH

[Tpoduns OezomacHocTH cuineHaduna 6a3upyeTcss Ha JAHHBIX, MOJTY4YEHHBIX OT 9570 manueHToB,
KOTOpbIE TONy4alu JaHHBIN mpernapaT B XoJae 74-X NBOWHBIX CIEMBIX MIAle00-KOHTPOIHUPYEMbIX
KIMHUYCCKAX HCCIeoBaHmii. Yame Bcero y MalMeHTOB, MPUHUMABIMX CHJIeHAQHI B XoJe
KIMHUYECKUX HCCIIEIOBAaHUMN, PETMCTPUPOBAIIUCH TaKUE HEXENIaTeNbHbIE PEaKIUH KaK TOJIOBHAs
00J1b, TUTIEPEMUS KOXKH, IUCIETICHS, 3aJI0KEHHOCTh HOCA, TOJOBOKPY)KEHHUE, TOUIHOTA, MPHUJIHBBI,
3pUTENbHBIC HAPYIICHUSI, IMAHOTICHUS U HApYILICHNE BOCIPUSATHUS LIBETA.

Nudopmanus o HexxeIaTeIbHbIX PEaKIHX, 3apETUCTPUPOBAHHBIX B PAMKaX MOCTPErUCTPAlMOHHOTO
HabmoaeHus, cobupanack Ha npoTspkeHuu > 10 net. [lockonbKy AepkaTento perucTparioHHOTO
YAOCTOBEPEHUs COOOIAIOCh HEe 000 BCEX HEXKENATENbHBIX PEaKIUAX, U, COOTBETCTBEHHO, HE BCE
HEeXeJlaTeJIbHbIE PeaK UK ObUIM BKIIOYEHBI B 0a3y JaHHBIX 10 O€30MMaCHOCTH, TO HEJIb35 IOCTOBEPHO
ONPEIEIINTD YaCTOTY JaHHBIX PEAKLIUM.

TabauuHoe pPE3IOME HEXKEIATEIbHBIX PEAKIIUI

B Tabnuie mpencraBieHbl HEXENATENbHBIE PEAKIMHU MO0 CUCTeMHO-opraHHbIM kiaccam (COK) u
yacToTe. BHYTpH Ka)KIOW 4acTOTHOW IPYIITBI HEXKEIaTeIbHbIC PEAKIIHH PACIIOJIaraloTCs B MOPSIKES
yOBIBaHUSI BBIpOKEHHOCTH. YacToTa pa3BUTHS ONpeNeNsIeTcsl Kak: oueHb yacto (> 1/10), yacto (>
1/100, Ho <1/10), Hewacto (> 1/1 000, Ho < 1/100), penko (> 1/10 000, Ho < 1/1 000), oyeHbL penKo
(< 1/10 000) 1 yacToTa HEM3BeCTHA (HA OCHOBAHW Y UMEIONMXCS JAHHBIX OIIEHUTHh HEBO3MOXKHO).

Tabauna 1: KIMHUYECKU 3HAYHMbIE He’KeJlaTeJbHbIe PeaKIUH, COOONABIIMECH € YaCTOTOM,
NpeBbINAKIIEH YaCTOTY AJs IIaNe00 B KOHTPOJIHPYEMbIX KIHMHUYECKHX HCC/Ie0BAHUNX, H
KJIMHUYECKH  3HAYHMble  HelKeJjlaTeJibHble  peaknuu,  COOOIIABIIMECS B Xoue
MOCTPETHCTPANMOHHOTO HAOJII0/1e HUSI
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CucreMHo- Ouenn Yacrto

el AEApBATERHOCTH0502)

OPraHHbIN KJacc

qacTro
 1/10)

& 1/100, 1o
<1/10)

& 1/1 000, 1o
< 1/100)

& 1/10 000, 1o
<1/1 000)

Nudexmun u
WHBa3NU

Punur

Hapymenus
CTOPOHBI
MMMYHHOM
CUCTEMBI

Cco

I'nnepuyBcTBU-
TEJIbHOCTh

Hapymenus co
CTOPOHBI HEPBHOU
CHUCTCMbI

T'onoBHa
s1 00JIb

I'onoBokpyxeHu
e

COHIUBOCTS,
TUTIECTE3MS

Octpoe
MO3TOBOTO
KpOBOOOpaIleHus,
TpPaH3UTOpPHAs
UIIeMAYECKas — aTaka,
cymoporu®,  peuuaiB
cynopor*, oOMOpok

HapyLeHHE

co
oprasa

Hapymenus
CTOPOHBI
3peHUst

Hapymenue
BOCIIPUSTHS
nBeTa**,
HapylleHHe
3peHuA,
HEUYETKOCTh
3peHust

Hapymenus
cre3ooTaeneHus * *
* 001b B oOmacTu
masa, Qorododus,
(doTomcus,
TUTIEPEMUS
W3MCHCHHE
SIPKOCTH
CBETOBOCTIPUSTHS,
KOHBIOHKTUBHT

rias,

Heaprepuntnas
nepeHsIs
UIeMUYeCKast
Heilponatus
3PUTEIBHOTO
(HITMH3H)*,
OKKITFO3H ST
ceTyaTtku®,
KPOBOUBIHUSIHHE B
CeTUaTKy riasa,
apTEePHOCKICPOTHYICCK
ast peTHHONATHS,
MOpaXEHUE CEeTYATKH,
rJIaykoma, nedexT
oISt 3peHHS,
JUTUTONHS, CHUIKCHUC
OCTPOTHI 3peHHS,
MHUOIHS,  aCTCHOMUS,
TJIaBAKOIIME
MOMYTHEHUS
CTCKJIOBHUIHOTO  TelIa,
MOpPaXKEHUE PaTy’)KHOH
000JIOUKH,  MHUJIpHA3,
HaJMYHE B TIOJIC 3PCHUS
paIy’KHBIX KPYroB
BOKPYI  HCTOYHUKOB
CBETa, OTCK TIJa3a,
MPUITYXIOCTh  TJIa3a,
TUTICPEMUS
KOHBIOHKTHUBBI,
pa3apakeHwe — TJasa,
HEOOBIYHOE OIIIYIIICH U €

HepBa

COCY/IOB

B IWIa3y, OTEK BEK,
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CKJIEpBI
Hapymenus co Beprturo, mym B | ['myxora
CTOPOHBI ~ OpraHa yIax
ciyxa u
nabupuHTA
Hapymenus co Taxukapaus, Buezamnas
CTOpPOHBI cepALa OILyLLIEHUE KOpOHAapHas CMepTh*,
cepALeOneHHS uHpapkr  MHOKapja,
KEIyIOUKOBast
apuTMUT™,
bubpuAUs
Mpencepauid,
HecTabuIbHas
CTEHOKapIus
Hapymenus co I'nnepemus AprepuanbHas
CTOPOHBI COCY/IOB KO>H, IPUJIMBBI | TUIIEPTEH3UA,
apTepuaibHast
TUIOTEH3US
Hapymenus co 3aJ105)KEHHOCTh Hocooe UyBCTBO CTECHEHHSI B
CTOPOHBI HOCa KpPOBOTEUEHHE, ropiie, OTeK CIU3UCTOU
JbIXaTEeNbHON 3aJI0’KEHHOCTb 000JI0YKH I10JIOCTU
CUCTEMBI, OpPTraHOB MPUJATOYHBIX HOCa, CYXOCTb
TPYOHON KIETKH U rnasyx Hoca CIIU3UCTONH  000IOYKH
CpenoCTEHNU S IIOJIOCTH HOCa
Hapymenus co TonmHora, ["actponzoda- I'mnecresns cnuznucron
CTOPOHBI U CIIeTICUs reajbHas 000JIOUKU TOJIOCTH pTa
KEITyJOYHO- pequitokcHas
KUIIEYHOTO TpakTa 0071€e3Hb, pBOTa,
0onp B BEpxHEW
4acTu KHUBOTA,

CYXOCTh BO PTY

Hapymenus co Crpinb Cunapom CruBeHca-

CTOPOHBI KOXHU H Ixoncona  (CCH)*,

MMOJAKOKHBIX TOKCHUYECKU I

TKaHEe! SIHAEPMATbHBIN
Hekpoius (TOH)*

Hapymenus co Muanrus, 6oip B

CTOPOHBI KOHEYHOCTSIX

MBIIICUHOH,

KOCTHOM 51

COECIMHUTEIBHON

TKaHU

Hapymenus co I'emarypus

CTOPOHBI IIOYEK U

MOYEBBIBOAIIMX

IIyTeu

Hapymenus co KpoBoreuenne u3
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CTOPOHBI N TR onorord - tariens,
PENpOIYKTUBHOM npuanusm™*,
CHCTEMBI n reMaTocrepMus,
MOJIOYHBIX JKeJIe3 JUTUTEINIbHAS DPEKIUS
Ooume bome B rpynHOi | PaznpaxkutensHOCTH
HapyIIeHUst n KIETKE,
peaKuuu B MECTE MOBBIIIEHHAS
BBEICHUSA YTOMJISIEMOCTb,

OLLYIIIEHUE >Kapa
JlaGopaTopHbie U Taxuxapaus
WHCTPYMEHTAIbHBI
€ TaHHBIE

*3aperucTpupoOBaHO TOJIBKO B X0J1€ MOCTPETUCTPALIMOHHOTO HAOTIOICHU ST

**HapymieHne BOCHPHUSTHS 1IBETA: XJIOPOICHS, XpOMATOICHs, LHAHOICHS, AIPUTPONCHUS U
KCaHTOI CUSI

***HapymeHuss CIe300TACICHUS: CyXOCTh TIJa3, HapyIIeHUE CIE300TACICHUS W TIOBBIIICHHOE
CIIE300T/CIICHHUE.

COO6H_ICHI/IG 0 ITOA03PECBACMBIX HCXKCJIATCIIbHBIX PCAKIIMAX

Baxno cooOmarh 0 MMOJO3peBAaeMbIX HEXKENATeNbHBIX PEAKIUSIX IOCIEe PEerHCTpaIuH
JIEKApPCTBEHHOTO Tpernapara ¢ IeNbl0 00€CIeUeHHsT HEeMPEPIBHOTO MOHUTOPHUHTA COOTHOIICHUS
«@10J1b3a-PUCK» JIEKAPCTBEHHOTO Mpenapara. MenuuuHCKUM pabOTHHUKAM PEKOMEHIyeTcs cOO0IaTh
0 JIOOBIX TMOJ03PEBAEMBIX HEXKETATeNbHBIX pPEAKIUIX JIEKAPCTBEHHOIO IIpernapara depe3
HallUOHAJIBHBIC CHCTEMBbI COOGHIGHI/ISI 0 HCKCIATCIIBHBIX PCeaKIUAX TIOCydapCTB — YJICHOB
EBpa3uiickoro s5KOoHOMHYECKOro COr03a.

Poccuiickas ®enepauus

DenepanbHas cinyx0a 1Mo Haa30py B cdepe 3apaBooxpaneHus (Poc3npaBuanzop)

Anpec: 109012, r. MockBa, CrnaBsiHCKas ton@ap, 1.4, ctp.l

Tenedon: +7 800 550-99-03

On. noura: pharm@roszdravnadzor.gov.ru wnu npr@roszdravnadzor.gov.ru

Caiit B MH(QOpMaI1OHHO-TEJIEKOMMYHHKallHOHHOM CeTH «HTEpHET»!
https//www.roszdravnadzor. gov.ru/

4.9. Ilepeno3upoBKa

CHUMITTOMBEI

B uccnenoBanusx, ¢ yaacTueM 3710pOBBIX T0OPOBOJIBIIEB, HEXKEIATECIbHbIC IBJICHUS, Pa3BUBABIIMECS
IIPU OJTHOKPATHOM TpueMe cuiiaeHaduna B 1o3ax a0 800 Mr, ObUTH COMOCTABUMBI C TAKOBBIMH TTPU
npueMe mpernapata B 0Oojiee HU3KMX J03aX, HO YacTOTa HMX Pa3BUTHS M CTCINCHBb THKECTU
noBeimanuch. llpumenenue cuinaenaduna B goze 200 Mr HE NPUBOAMIO K TOBBIIICHUIO
3(peKTUBHOCTH, HO BBI3BIBATO POCT KOJMYECTBA CIIy4aeB Pa3BUTHUS HEXKENATeNbHBIX PEaKIUii
(rostoBHO# 6011, TPUITUBOB KPOBH, TOJIOBOKPYKEHHUSI, IUCIIEIICHH, 3AJI0)KEHHOCTH HOCA, HApYIIEHU S
3peHus).

JleueHne

B cnydae mepeno3upoBKH, MpU HEOOXOAUMOCTH, MPUOETaloT K CTaHJAPTHBIM IMOJIEPKUBAIOLIIIM
MEpOTIPUATHSAM. YCKOPEHHE KIMpEeHca CHIIeHaduIa Py TeMOIHATN3e MAJIOBEPOSTHO BCIIEICTBUE
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npenapara ¢ MO4OH.

5. DPAPMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoauHaMHUYeCcKHe CBOMCTBA

dapmakoTepaneBTHUSCKasl TPYIIa: CPeACTBa, MPUMEHIEMbIC B YPOIOTHH; CPEICTBA JUIS JICUCHHS
IPEKTUILHON IUChYHKINH.
Kox ATX: GO4BEO3

MexaHn3M JericTBHUSA

Cunnmenadun TmpeAHa3HauYeH [UIsl TEpPOpPANbHOM Tepamuu dJPeKTHIbHOW nuchyHkumu. B
CCTCCTBCHHLIX YCJIOBHUAX, T.C. HIpU HAJIUYHUHU CGKCY&HBHOﬁ CTUMYJIIIMHA, OH BOCCTAaHABJIMBACT
HapYLIEHHYIO SPEKTUJIbHYIO (YHKIMIO 32 CUET YCHUJIEHUSI NMPUTOKA KPOBU K IIOJIOBOMY UJIEHY.
OU3NOIIOTHYECKHIT MEXaHU3M, JICKAIMK B OCHOBE APEKIMU IOJOBOTO WICHA, BKIOYAET B cels
BbICBOOOXKAEHHE okcuaa a3zora (NO) B KaBepHO3HOM Tele MPH CEKCYaJbHOM CTUMYISIUU.
OOpa3yroImiicss OKCHJT a30Ta aKTHBUPYET PSPMEHT T'YaHMJIATIHKIIA3Y, YTO MPUBOIUT K MOBBIMICHU O
YPOBHSI NUKIMYECKOTO ryaHo3nHMoHO(ochara (I’ M®P), BBI3BIBaIOIIEro pacciiabieHue TIaJaKuX
MBIIII] B KABEPHO3HOM TeJle U YBEIMYEHUE MPUTOKA KPOBH.

CunnmeHadun  sIBISIETCS.  MOIIHBIM ~ CENEKTHBHBIM ~ WHTHOUTOpOoM 1T M®@-cnienuduueckoi
dochoanactepazpl S-ro tumna (OJI3-5), kotopas orBercTBeHHa 3a pacnag NI’ M®d B kaBepHO3HOM
tene. CuneHaduT oka3biBaeT nepudepuieckoe neicTBre Ha dpekinoo. CuiaeHadu He oka3piBaeT
MPSIMOTO PacclabIISIONIEr0 BIMSHUS Ha U30JMPOBAHHOE KABEPHO3ZHOE TEJIO Y YeIOBEKa, HO aKTUBHO
ycunuBaer paccrnadmsonmii ekt NO Ha 3Ty TKaub. [lpm akruBanum kackaga NO/ul MO,
HaOMIOAIONMIEHCS TP CEKCyalbHOM  cTUMYISIuu, wuHruOumpoBanue DJD-5 cungenaduiom
NPUBOJUT K MOBBICHUIO YpoBHS NI’ M® B kaBepHO3HOM Tene. Takum 00pa3zom, U Pa3BUTHS
KeJIaeMoro (apMakoJIOTHYECKOTO JCHCTBUS crieHaduia Heo0X0IMMa CeKCyallbHAas CTUMYIISIIHSL.

dapmakoanHammnyeckue dhdeKThl

HccnenoBanus in vitro mpoAeMOHCTPUPOBAIIN, UTO CUJIACHA(UI CelIeKTUBEH B oTHOIEHUU D J[D-5,
Y4acCTBYIOIIEH B IMpoliecce pa3BUTUA dpekiuu. Ero akruBHOCTh B oTHOIIEHUU DJ[D-5 npeBocxoauT
AaKTUBHOCTh B OTHOLICHUHU JPYTHMX H3BECTHBIX (pocoandcrepa3. OH B 10 pa3 mMeHee akTUBEH B
otHouleHUU P J13-6, KoTOpass MpUHUMAET ydacTue B mpoiiecce Goronpeodpa3zoBaHus B ceTuaTke. B
MaKCUMAJIbHBIX PEKOMEHIYyeMbIX 103ax cuiifieHadun B 80 pa3 MeHee CEJNeKTUBEH B OTHOIUCHUHU
®J12-1u B 700 pa3 — B orHomennu ®J[3-2,3, 4,7, 8,9, 10 m 11. Kpome Toro, cenekruBHOCTb
cunaeHaduia B otHomeHun DJ1D-5 mpumepHo B 4000 pa3 mpeBOCXOAUT €ro CEICKTUBHOCTH B
otHomleHun ®DJ[3-3 — nAM®-cnenuduueckoit dochoauscrepassl, NPUHUMANOLEH yyacThe B
PEryIsSIiNKM CEPACYHBIX COKpAILEHUM.

Kimmanueckas >ddbeKTuBHOCTh 1 0€30aCHOCTE

Jlist olleHKU BpEeMEHHU Toclie MpHueMa mpernapara, B T€UeHHE KOTOPOro CruieHadui TPUBOIAUT K
BO3HHKHOBEHHUIO JIPEKIMH B OTBET Ha CEKCYAIbHYIO CTUMYISIIHIO, ObUIO pa3paboTaHo 1Ba
KIMHUYCCKAX UCCIICOBaHUS. B KIMHMYECKOM HCCICIOBAHWHM C yJ9acTHEM  ITallMeHTOB,
NPUMEHSBIIMX CUJACHA(UI HATOIAK, MPU MPOBEACHHUM (ayiorieTu3Morpadguu (C MOMOIIBIO
npubopaRigiScan) menuanaBpeMeHH 10 Hayaa SpeKINH y TAIUEeHTOB, KOTOPbIE JOCTUTIIN IPEKIIUU
C PUTHUIHOCTBHIO MOJOBOTO wWieHa 60% (IOCTAaTOYHOW HOJisi OCYIIECTBICHHS TIOJIOBOTO KOHTAKTA)
cocrapimsuia 25 MuH (B auama3oHe 3HaueHWi 12-37 muH). B oTAenbHOM HCCIEIOBaHUU C
ucrnonp3oBanneM npubdopa RigiScan cunnenadun Bee eme ObLT CHOCOOCH BBI3BATH SPEKIIUIO B OTBET
Ha CEKCYAIbHYIO CTHMYIIAIIUIO Yepe3 4—5 J4acoB Mociie IPUMEHEHHS.
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OOJIBIIIMHCTBE CIy4aeB HE MMEET KIMHUYECKUX MposiBiieHud. CpeHee MakCUMaIbHOE CHM)KEHUE
CHUCTOJIMYECKOTO apTEPUAIBHOIO IaBJICHHUSI, U3MEPEHHOTIO B [TOJIOKEHU U JIEXKA, [TOCIIE IEPOPAIIBHOTO
npuMeHeHus cuineHadua B 1oze 100 mr cocraBisuio 8,4 MM pt. cr. COOTBETCTBYIOIEE N3MEHEHHUE
JIMACTOJIMYECKOTO apTEpUATIBHOTO JABJIEHUSI COCTaBILIO 5,5 MM PT. CT. OTH CHUIXKEHUS
apTepUaibHOIO [JaBJICHUSI COMNIACYIOTCSA C COCYIOPACIMpSIONMM JAEHCTBUEM CHIJIeHaduIIa,
BEPOSATHO OOYCIOBJICHHBIM TMOBbIIICHHEM YypoBHeH 1HIM® B TIagkuxX MBIIIAX COCYJIOB.
OnHoOKpaTHOE MepopajbHOEe NpUMeHeHue cuiaeHaduia B go3zax Ao 100 Mr He HmpUBOAMIO K
KINHUYECKU 3HaYMMbIM H3MeHeHUs M DKy 310poBBIX 100pOBOIIBLEB.

B uccnenopannu remonnHaMuueckux 3GPeKToB oqHOKpaTHOTO pHemMa criiaeHaduna B 1o3e 100 mr
BHYTPh y 14 mammeHToOB ¢ TspKenod umemudeckor Oonesnbpto cepana (MBC) (co crenoszom, mo
KpaliHell Mepe, oJHOI KopoHapHO# aptepuu Oonee 70%), cpeqHee 3HaYeHUE CHCTOJIMYECKOTO U
JIMACTOJIMYECKOTO apTEPUANbHOIO JAaBJIECHUS B COCTOSIHUM MOKOA CHUXainocb Ha 7% u 6%
OTHOCHUTEIBHO HCXOJHOTO YPOBHS, COOTBETCTBEHHO. Cpe/JHEE CUCTOIMYECKOE JaBJICHUE B JIETOYHON
aprepuu cHuxkanoch Ha 9%. CunneHadun He OKas3bIBaj BJIMSHHUS Ha CEpACUYHBIM BHIOpOC U HE
Hapylajl KPOBOTOK B CTEHO3UPOBAHHBIX KOPOHAPHBIX aPTEPUSIX.

B nBoitHoM ciienioM mane6o-KOHTPOJIMPYEMOM KIMHUYECKOM HMCCIIEJOBAHUU C MCIOJIBb30BAaHUEM
TecTa ¢ (U3MYECKOM Harpy3kod mnpu ydactuu 144 mamueHTOB C IPEKTUIIBHON IuchyHKUHEH u
XPOHUYECKOW CTaOMIIBHOM CTEHOKapJHuei, KOTOpble IMOCTOSHHO NPUMEHSUIM aHTHAHTHHAJIbHBIE
JIeKapCTBEHHBIE CPE/ICTBA (KpOME HUTPATOB), HUKAKUX KIMHUYECKH 3HAYMMBIX OTIIMYUI BO BPEMEHU
JI0 BOSHUKHOBEHU S TUMUTHPYIOLIEH CTEHOKap U MPpHU MPUMEHEHHUH CUIIeHaduia Mo CpPaBHEHUIO C
nJ1are0o MpoIEMOHCTPUPOBAHO HE OBLITO.

Jlerke W TPaH3UTOPHBIE HAPYLIEHUS] CIOCOOHOCTH pa3inyaTh OTTEHKU I[BeTa (CMHETr0/3eJI€HOr0)
BBISIBJISUIMCH Y HEKOTOPBIX MAlMEHTOB Ipu npoBereHuu 100-orTeHOUHOrO Tecta PapHCBOpTa —
Mamncemnna uepes 1 yac mocie npuMeHeHus crieHadguina B 1o3e 100 mMr. DTu U3MEHEHHUS TOTHOCTHIO
ycye3any yepes 2 yaca rociie NpuMeHeHus npenapara. Bo3aMoKHBIM MeXaHU3M JaHHOTO U3MEHEHUs
B paclo3HaBaHWM IBETOB CBs3aH ¢ wuHrubOupoBanuem DJ[D-6, KoTopas ydacTByeT B
dorompeoOpazoBaTETPHOM KacKale peakiuii B ceryarke riaza. CunaeHadui He BIUSET Ha OCTPOTY
3peHMs] MM KOHTPAaCTHYIO YYBCTBUTEJIBHOCTh. B  HeOonblmioM mianed0-KOHTPOIUPYEMOM
KIMHUYECKOM MCCJIEeIOBaHMU MPU YJ4aCTHMM MAIUMEHTOB C JIOKYMEHTAJIbHO MOATBEPKICHHON
BO3paCTHOU MakysipHOW auctpoduert (n=9) mpumeHeHue cuineHaduia (ogHokpaTtHO B go3e 100
MI) HE€ BBI3BIBAJIO JOCTOBEPHBIX U3MEHEHUM B pe3ylbTaTax MPOBEICHHBIX UCCIEIOBAHUN 3pEHUS
(octpora 3peHus, cetka AMciiepa, MOAEIMPOBAHUE PAclO3HABAHUS IIBETOB CBETO(Opa, MEPUMETP
Xamdpu u poTocTpecc).

OnHOKpaTHBIN pueM criieHadguaa BHYTph B 03¢ 100 Mry 310pOBBIX JOOPOBOJIBIIEB HE BT HA
MOJABUHOCTb UITM MOP(QOJIOTHIO CIIEPMATO30MI0B (CM. pas3zien 4.6).

I[OHOJIHI/ITGJIBHBIG JaHHBIC KIMHUYCCKUX I/ICCJIGI[OBaHHfI

B xoxe knmHHMYECKUX HCCleNOoBaHMM cuiaeHadun mpuMeHsuics 6onee dyem y 8000 manueHTOB B
Bo3pacte oT 19 no 87 net. B ucciaenoBanusax ObUIM NPEACTABICHBI CIEAYIONME TPYIIIbI MallHeHTOB:
auia noxuioro Bospacra (19,9%), nanuenTsl ¢ aprepuanbHoil runeprensueii (30,9%), mauueHTsl
caxapHbIM nquadetoM (20,3%), nmemudeckoit 6osesnbto cepana (5,8%), runepmunuaemucii (19,8%),
TpaBMamu cnuHHOro wmosra (0,6%), nemnpeccuerr (5,2%), TpaHCypeTpadbHOM pe3eKuueit
npeacraTesbHol sxenesbl (3,7%) u pagukanbHOW mpocraTakromueit (3,3%). Crnenyronme rpynmnsl
NAIMEHTOB HE OBUIM MPEJICTaBJIEHBl B JOCTATOYHOW Mepe WM HMCKIIYAIHCh M3 KIMHUYECKHX
WCCIICIOBAaHUH: TAI[UEHTHI TI0CIIe XUPYPTHUECKOTO BMEIIATENILCTBA HAa OpraHax Ta3a, IMallHeHTHI
nocje Jy4eBOM Tepanuu, MalueHThl ¢ MOYEYHOH MM MEeYEHOUYHOM HEeJI0CTaTOYHOCTBIO TSHKEIOon
CTETIEHHU U MALUEHTHI C HEKOTOPBIMH CEPJICYHO-COCYANCTHIMU 3a00sIeBaHUsIMU (CM. paszzen 4.3).

B wucciaemoBaHmsx ¢ TNpuUMEHEHHEM (UKCHPOBAHHOW JIO3bI JIOJIS MAIMEHTOB, OTMETHBIIMX
yAydIleHHEe YPEKTUIBbHON QyHKIIUK MPU MPUMEHEHHH Ipernapara, cocTaBisia 62% (25 wmr), 74% (50
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UCCIICZIOBAHUSX KOJMYECTBO CIIydaeB OTMEHBI CHIIcHa(uIa ObIJI0 HEOOIBIIMM U COMTOCTABHMBIM C
rpynmnoit mnarne6o. KomuuecTBO ManueHTOB, COOOMMBUIMX 00 YIy4dIIEHHWH TMPU MPUMEHEHUH
cuigeHaduiia BO BCEX JTUX HCCICIOBAHMAX, OBLIO CIEOYIOIMM: IICHXOT€HHAs JPEKTHIIbHAs
muchynkuus (84%), cmemanHas spekrtuiibHas nuchyHkuus (77%), opraHuyeckas SpEKTHIIbHAS
muchyHkuus (68%), malueHTsl MOXKUIOro Bo3pacta (67%), caxapHsiii tuadet (59%), uinemMuyueckas
Oonesnb cepamna (69%), aprepuanbHas rtuneprensus (68%), TpaHCypeTpaidbHas PpPe3eKIus
npenacraTenbHoil xenesbl (61%), paaukanpHas npoctardkromus (43%), TpaBMbl CHUHHOIO MO3ra
(83%), nenpeccus (75%). besonacHocTh u 3(heKTUBHOCTD cuifieHaduIa TOATBEPKACHBI JaHHBIMU
JOTITOCPOYHBIX UCCTIETOBAHUM.

5.2. ®DapMakoKMHe THYECKHE CBOMCTBA

AbcopOrus

Cungenadun ObIcTpo BcacbiBaeTcs. MakcuMalibHble HaOMII01aeMble KOHIICHTPAIUH B I1J1a3Me KPOBU
npu npreMe cuiiaeHaduiaa BHYTpb HaTOMR@AK AocTuraroTcs B TedeHue 30—-120 munyr (Meauana 60
MUHYT). AOGCOTIOTHAs! OMOIOCTYITHOCTh B CpeAiHEM cocTaBJsieT 0Koi0 41% (25-63%). Ilocne mpuema
npernapara BHyTpb B peKOMeHJ0BaHHOM jauamna3one 103 (25-100 mr) AUC u Cmax cungeHaduia
HOBBIIIAIOTCS] TPOIOPLIMOHAIBHO JI03€.

[lpu mpueme cunneHaduiIa ¢ MUIEH CKOPOCTh €r0 BCACHIBAHMS CHUIKACTCS, TIPU STOM BpeMs
JOCTHIKCHU S MAKCUMAJIbHOM KOHIIEHTpAINH (tmax) yBeJn4YuBaeTcs B cpenHeM Ha 60 MuHyT, a Cmax
CHUJKAeTCsl B cpeiHeM Ha 29%.

Pacnpenenenue

O0beM pacnipeaeneHus cunaeHaduia B paHoBecHOM cocTossHuM (Vd) cocraBisieT B cpearem 105 i,
YTO YKa3plBa€T Ha €ro pacrpeaeieHue B TKaHAX. MakcuMaibHas oOL@s KOHILEHTpPAaLusI
cuigeHaduiia B TiazMe KpOBHU IMOCIIE OJHOKPATHOTO MpHeMa Ipenapara BHyTpb B 03¢ 100 mr B
cpenHeM coctapisieT okoio 440 ur/mn (kosdduuuent Bapuanuu — 40%). [TockonbKy cBsI3bIBaHUE
cunjgeHaduia (M ero OCHOBHOIO LUPKYIUpYIoIero N-necMeTHi-MeTabonuTa) ¢ OekaMy I1J1a3Mbl
nocturaer 96%, cpenHss MakCMMallbHAas KOHIIGHTpAIUs CBOOOAHOHN (pakuuu cruiigeHaduia B
na3Me KpoBu coctasisieT 18 ur/mit (38 HM). CBsi3piBaHME C O€TTKaMU 1JIa3Mbl HE 3aBHCUT OT OOIICH
KOHIICHTpPALINH MTpenapara.

VY 310poBBIX 100pOBOIBIEB uepe3 90 MUHYT MOCHIE OTHOKPATHOTO MpueMa crineHaduna B 1o3e 100
MT B 3siKyIsiTe onpenensuiock meree uem 0,0002 % mpuHaTo# 10361 ipenapata (B cpennem — 188 Hr).

buorpanchopmarius

Cunnenagun mMetabonu3upyercs TaBHbIM obpasom mnof aeiicteBueM CYP3A4 (ocHOBHO# myTh) U
CYP2C9 (monosHUTENbHBI 1yTh) MHUKPOCOMAJIbHBIX H30(epMEHTOB TmedeHH. (OCHOBHOU
LHUPKYIUPYOUMI MeTaboauT oOpasyercst B pe3yiabTare N-AeMETHIMPOBAHUS cUiIeHaduIa. JTOT
MeTabonuT obnagaer npoduiieM CEIeKTUBHOCTH K (ochoanscTepasaM, aHATIOTHUHBIM MPOQUITIO
cunneHaduiia, a ero akTUBHOCTh B oTHomieHun ®J[D-5 in vitro cocrasmisier mpumepno 50% ot
AKTUBHOCTH OCHOBHOTO BemlecTBa. KoOHIEHTpauuu JaHHOro MeTaboiuTa B IJa3ME€ COCTaBJISIOT
npumepHo 40% koHIeHTpanuu cuigeHaduia. N-IeMeTUIMpOBAaHHBIM MeTa0OIUT MOABEpraercs
JanbHeHIeMy MeTabosIn3My; ero KOHEUHbIH epro/1 MOTYBbIBEACHUS COCTABIISET OKOJIO 4 4acoB.

DIMMHHAIUS

O6umit wmmpeHc cunneHaduima w3 opraHu3ma cocraBiser 41 j/4ac, MepHO MONYBBIBEICHHS B
TepMUHaNbHON (aze — 3-5 wyacoB. Ilocme npuema BHYTph WJIM BHYTPUBEHHOTO BBEACHUS
crIeHa(rII BEIBOJIUTCS B BUJIE METaOOJIMTOB, B OCHOBHOM, C KaJoM (0k0J10 80% TpHHSTON BHYTPb
J103bl) U B MEHbILIEH CTENEeHH — ¢ MO4O0il (0koJ0 13% mpuHATON BHYTPH J103b1).

Oco0ble T'PYHIIIBEI A CHTOB
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VY 106poBOJIBIIEB ¢ MOYEUHOM HENOCTATOYHOCTBIO JIETKOW M CpeAHEN CTeNeHU (KIUPEHC KpeaTHHUHA
= 30-80 mu/MHH) (papMaKOKUHETHYECKHE MapaMeTpbl cuiiieHaduia Ipu ero 0OJHOKPaTHOM IpueMe
BHYTpPb (B 03¢ 50 mr) He n3mensumch. Cpennne 3HaueHuss AUC n Cmax N-zaecmeTni-meradonnTta
MOBBIIATUCH 10 126% 1 73% COOTBETCTBEHHO IO CPaBHEHUIO C TOOPOBOIBIIAMH TOTO K€ BO3pacTa
06e3 HapymeHuss ¢QyHKIMM 1oyeK. OJHAKO BCIEACTBUE 3HAYUTEIBHON MEXHHIUBUIYaIbHON
BapraleIIbHOCTU 3TU PA3IM4YMs HE SBISUIMCH CTATUCTHYECKH 3HAYUMBIMH. Y JOOPOBOJIBIEB C
MOYCYHOU HEIOCTATOYHOCTHIO TSDKENOM cTeneHH (kiupeHc kpeatmHuHA < 30 MI/MUH) KIMPEHC
cuiaeHaduia CHUXKaics, 4to npuBouiio K yBenuueHuto AUC n Cmax B cpeaneM Ha 100% u 88%,
COOTBETCTBEHHO, [10 CPABHEHHUIO C ITUMHU [TOKa3aTeIsIMH Yy AIMEHTOB TOM K€ BO3PAaCTHOMN IPYIIIBI C
HOopMasibHOU QyHKkiuen mouyek. Kpome toro, 3nadenus AUC u Cmax N-necmeruin-meradonnTta
noBpeimanuck Ha 200% u 79%, cOOTBETCTBEHHO.

Tleuenounas neoocmamournocms

Y 106poBOJIBIIEB C IIUPPO30OM MEUEHHU JIETKOM U CpelHel cTeneHu Tsbkectu (kiace A u B mo Yaiina-
[Tbt0) KupeHc cunaeHaduna cHuxancs, yto npuBoauio kK noseimenuo AUC (84%) u Cmax (47%)
110 CPAaBHEHUIO C 3TUMH MOKa3aTesIMUA Y MTAllMEHTOB TOW YK€ BO3PACTHOM TPYIIIBI ITPU HOPMAIIbHON
¢yakunm nedeHu. dapmMakokMHETHKA cuieHadUia y MAalMEHTOB C TSDKENBIMH HapyLIICHHSIMU
(GyHKI MM [1€YEHU HE U3Yy4yaach.

.]]uua nooaKcus1020 eo3pacma

Y 310pOBBIX T0OPOBOIBIIEB MOKUIIOTO Bo3pacTa (65 NeT u crapiie) KIMpeHe cuiieHaduia CHIUKEH,
a KOHIEHTpalus cuiieHaduIa U akTHBHOTO N-/IeCMETHII-MeTa00JIMTa B TUTa3Me TPUOITH3UTETHHO Ha
90% BbIle €€ ypOBHS y 370POBBIX JOOPOBOJIBLIEB MOJIo0T0 Bo3pacTa (18—45 ner). Benencrue
BO3PACTHBIX PA3NUYUi B CBSA3bIBAHUHU ITpemnapara c OekaMu I1a3Mbl, COOTBETCTBYIOIIEE MOBBINICHUE
KOHIICHTPALMHU CBOOOTHOTO CHIIZICHA(HIIA B IJIa3Me KPOBU MPUOITH3UTENBHO cocTaBIsio 40%.

5.3. JlaHHbIe TOKJIMHUYECKO 0e30MmacHOCTH

B joxnmuHHMYecKWX JaHHBIX, TOJY4EHHBIX II0 pe3ylbTaraM CTaHJApTHBIX MCCIeI0BaHUN
(apMakoI0rn4ecKoit 0e30MacHOCTH,  TOKCMYHOCTH  TIPU  MHOTOKPaTHOM  BBEJCHMHH,
T€HOTOKCUYHOCTH, KaHLIEPOTEHHOIO MOTEHIMajda M pPENpOAYKTUBHOM M OHTOTCHETHYECKOU
TOKCUYHOCTH, OCOOBII Bpes1 AJIsl YeJIOBEKa HE BBISABIICH.

6. DPAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTEJJILHBIX BEllIECTB

Lemnrono3a Mukpokpuctammueckass tum 102
Kanbuus ruapodocdara nuruapat

KpeMHus tnokcu KOImouJH bl

IToBuon K-30

Kpockapmennosa natpus

Maruus creapar

Obonoyka nieHouHas:

CrnupT NOJMBUHUIIOBBIN

TuTana 1TuOKCHU L

Tanpk
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Makporon

AIIOMUHMEBBIN J1aK Ha OCHOBE HHIUTOKapMHUHA

Kpacurens xkene3a okcu[ KenTbIi

6.2. HecoBmecTMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CpoK XpaHeHMs)

2 roga.

6.4. Oco0Obie MepbI NPeI0CTOPOKHOCTH NPH XPaHEHUH
XpaHUTb IIpU TeMIieparype He Bbie 25 °C.

6.5. Xapakrep u cofepxaHue YNaKOBKH

Ilo 1, 2,4, 8, 10 unu 12 TabieToKk B KOHTYPHYIO SYCHKOBYIO ynakoBKy 3 mieHkd [IBX u domasru
ATIOMUHUEBOM MEYaTHON TaKUPOBAHHOM.

I[lo 1, 2, 3 KOHTYpHBIX SUEHKOBBIX YNAKOBKM BMECTE€ C HHCTPYKIHEH IO MEIULMHCKOMY
NPUMEHEHHUIO TOMELAIOT B MMaYKy U3 KapTOHA.

6.6. Oco0Obie MepbI NPeI0CTOPOKHOCTH MPH YTHIM3AIUN MCIIO0Jb30BAHHOIO Jie KAPCTBEHHOIO
npenapara Win 0TX0A0B, OJY4YeHHBIX I10cJIe IPMMeHe HUSl JIEKapPCTBEHHOI0 Npenapara u
JApyrue MaHUIYJSIHUH C MIPeNapaToM

Oco0Oble TpeboBaHMS OTCYTCTBYIOT. Bech ocTaBumiics ekapCTBEHHBIN MpenapaT U OTXO/IbI CleAyeT
YHUYTOXXUTb B YCTaHOBJIEHHOM MOPS/IKE.

Becb ocraBumiics JI€KapCTBEHHBINM IpENapaT U OTXOAbI CIEIyeT YHUUYTOXHUTb B YCTAHOBJIICHHOM
HTOPSIZIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus
000 «CanbByc»

121087, r. MockBa, BH. Tep. I. MyHulnunanbubiii okpyr @unesckuii [lapk, yn bapknas, a. 6, ctp. 5,
srax 1, kom. 101/8

Tenedon: +7 (495) 106 31 81
DnekrpoHHas nmoyTa: info@salvus-pharma.com
7.1. [lpeAcTaBUTEIb IePHKATEJISI PETUCTPANMOHHOTO YI0CTOBEPe HUSA

TIpereH3un norpedUTENEH HAIPABJIIATH 10 AJIPECY:

Poccniickas @enepanus
00O «CanbByc»

121087, r. Mocksa, BH. Tep. I. MyHULIIMNanbHbIN OKpyr Punesckuii [lapk, yn bapknas, a. 6, ctp. 5,
srax 1, kom. 101/8

Tenedon: +7 (495) 106 31 81



COOTBETCTEYET 2KCNEPTHOMY OTYETY
o1 14.11.2025 N= 28487
(MOCNEQCBATENEHOCTE 0002)

DnekTpoHHas nmoyTa: info@salvus-pharma.com

8. HOMEP PETUCTPAIIMOHHOI'O YJAOCTOBEPEHUSA

9. KATEI'OPUA OTIIY CKA JIEKAPCTBEHHOI'O IIPEITAPATA

JlexapcTBEHHBII ITperapaT OTHOCUTCS K KATETOPUH OTITYCKA 10 PELIENTY.

OO0umps XapakTepucTUKa JIEKapCTBEHHOro npenapara CunjeHadul JOCTYIHa B €AMHOM PEecTpe
3apETUCTPUPOBAHHBIX JIEKAPDCTBEHHBIX CPEACTB EBpasMiCKOro 3KOHOMHMYECKOIO COK3a U Ha
ouIaTEHOM caunre YIIOJTHOMOYEHHOTO oprasa (axcnepTHOM OpraHu3alun)
https//lk.regmed.ru/Register/EAEU _SmPC.
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