COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.06.2025 M= 14815
(MOCNEOOBATENEHOCTE 0003)

OBILIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI' O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA
Kamactun, 25 mr, TabeTKH, TOKPHITHIE TUICHOYHOH 000JI0YKOMH
Kamactw, 50 Mr, TabneTku, MOKPHITHIC MIJICHOYHON 00010YKOM

Kamactwt, 100 mr, TaGiaeTKH, TOKPHITHIE TICHOYHON 000I0YKOH

2. KAYUECTBEHHBIN 1 KOJTMYECTBEHHBINA COCTAB

JleiicTByro11Iee BEIECTBO: CUIICHA(DHIL.

Kamactui, 25 mr, Ta0JeTKH, DOKPHITHIE [JIEHOYHONU 000JI0YKOMI

Kaxxnas Tabinerka coaepkur 25 mMr cuiiieHaduia.
BcrnomorarenbHbie BEIECTBAa, HAIMYKME KOTOPHIX HYXXHO YYHTHIBATh B COCTaBE JICKAPCTBEHHOTO
npenapara: JIakTo3a, HaTpuid (cM. pazzen 4.4).

Kamactui, 50 Mr, Ta0ieTKy, DOKPBITHIE [JIEHOYHOU 000JI0UYKOM

Kaxxnas tabnerka comepxut S0 Mr cueHaduia.
BcrnomorarenbHbie BEIECTBa, HAJIMYHE KOTOPBIX HYXKHO YYHTHIBATh B COCTaBE JICKAPCTBEHHOTO
npenapara: JJakto3a, HaTpuid (cM. pazzaen 4.4).

Kamactui, 100 mr, TaGieTku, HOKPHIThIE IJIEHOYHOU 000JI0UYKOM

Kaxxnas tabnerka cogepxut 100 mr cunnenaduna.
BcnomoraTenbHble BeliecTBa, HalWYHE KOTOPHIX HY)XHO YYUTBIBaTh B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakto3a, HaTpui (cM. pazzen 4.4).

[TonHbIN TTEpevYeHh BCIOMOTATEIBHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TalneTku, MOKPHITHIE MJICHOYHOM 000JIOUKOIA.

Kamactui, 25 mr, TabieTku, HOKPHIThIE TUIEHOYHON 0007109KOi

JIBOSIKOBBINTYKJIbIE TaOJIETKH POMOOBHUIHONW (OPMBI, MOKPHITHIE IUIEHOYHOH 000JI04KOW Troiryboro
I[BETa, C T'PAaBUPOBKOM Ha oaHOM cTopoHe «l», Ha npyroit «35». Ha momepeunom paspese sapo
TabJIeTKH 0€JIOr0 UM MOYTH OEsIoro LBeTa.

Kamactun, 50 mr, TaGieTkn, MOKPHITHIE TNICHOYHOH 000I0UKOH

JIBOSIKOBBINTYKJIbIE TaOJETKH POMOOBHJIHOM (OPMBI, MOKPHITHIE IUIEHOYHOH 000JI0YKOW Troiryboro
I[BETa, C I'PaBUPOBKOIl Ha oJHON cropoHe «I», Ha npyroil «36». Ha momepeunom paszpese sapo

TabJIETKHU OEJIOro WM HOYTHU OEIoro LBETa.
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Kamactun, 100 Mr, TabiaeTKH, HOKPHITHIE TUIEHOYHON 000JI0YKON

JIBOSIKOBBINTYKJIbIE TaONIETKU POMOOBUIHON (DOPMBI, HMOKPBITHIE IJICHOYHOW OOOJIOUKOH ToIy0oro
I[BeTa, C I'PAaBUPOBKOI Ha onxHOM ctopoHe «I», Ha npyroii «58». Ha momepednom paspese sapo
TabJyieTKu OesIoro Wi MoYTH 0esoro IBeTa.

4. KIIMHUYECKHUE JAHHBIE

4.1. Tloka3aHusi K NIPMMEHEHUIO

JlexapcTBeHHbIN Ipenapar KamacTuin nokas3aH K IPUMEHEHUIO y B3POCIHBIX MYKYUH C 3PEKTHIBHOU
TUCYHKIUEH, XapaKTepU3YIOLEHcs HECIOCOOHOCThIO K JOCTIKEHHIO WIIM COXPAHEHUIO JPEKIHH
II0JIOBOT'O WIEHA, JOCTATOYHOM I yIOBJIETBOPUTEIBLHOTO I10JI0BOTO aKTa.

Cunoenagun 3¢ppekmugen moavKo npu ceKCyanbHOU CHMUMYIAYUU.

4.2. PexuMm 103UPOBAHUS U CIIOCOO MPUMeEHEeHMSsI

PexxuM 103upoBanus

B3pocnvie nayuenmul (6 mom uucie 1uya nojiCUiIO20 03pacma)

PexomeHnayemas n03a, IpuHUMaeMas pu HE0OXOAUMOCTH MIPUMEPHO 3a 1 yac 10 Hayasla cekcyalbHOU
akTuBHOCTH, coctaBisieT 50 mr. C yyetom 3()(eKTHUBHOCTH M NMEPEHOCHUMOCTH Iperapara J103a MOXET
ObiTh yBenmuueHa a0 100 mr unm ymesblieHa A0 25 Mr. MakcumalibHas peKkoMeHayemas a03a
cocrapisier 100 mMr. MakcumanbHas peKOMeHIyeMasi KpaTHOCTh IpUMeHeHus — 1 pa3 B JieHb. Bpems
Hayaua IMpOosBJICHUS aKTUBHOCTU JIEKApCTBEHHOTo mpenapaTa KamacTuia MOXeT yBelIWYMBATHCS IMPH
npueMe ¢ IHIlei Mo CpaBHEHUIO ¢ MPUEMOM HaTolIak (CM. pa3zaen 5.2).

Oco0ble TPVIIILI TAIKEHTOB

Tayuenmor nodcunozo 6o3pacma

VY manueHToB HOXHUIIOro Bo3pacTa (=65 neT) KOppeKIUH 036l He TpeOyeTcs.

Tayuenmoi ¢ napywenuamu yHKYyuu novex

Pexomennmanu 1o 1o3e, MpUBEACHHBIE B pasnene 4.2, pacupoCTpaHSIOTCS W Ha TAIMeHTOB C
MOYEYHOW HEJOCTATOUYHOCTHIO JIETKOW U CPEIHETSHKENON CTETIeH! TSDKECTH (KIMpeHC KpeaTHHuHA 30—
80 mu1/MuUH).

[TockonbKy y NHalMEHTOB C TSKENOW MOYEYHOW HEeIO0CTaTOYHOCThIO (KIMpeHC KpeaTnHuHa <30
MJI/MUH) KIUpEHC CcuiaeHapuiIa CHUXEH, CIEeOyeT pPAacCMOTPETh BO3MOXKHOCTh TNPUMEHEHHS
npernapata B go3e 25 wmr. Hcxoas u3 3(QQPeKTUBHOCTM U TMEPEHOCHMOCTH Ipernapara, IpHu
HE00XO0IMMOCTH, /1032 MOKET OBITh MOATAINHO yBenuueHa 10 50 mr u 10 100 mr.

Iayuenmel ¢ HapyweHuaAMU GYHKYUU neYeHU

[TockonbKy y TanMeHTOB ¢ HapylleHWeM (QYHKIWW Te4YeHW (HarpuMep, MpH IHppo3e) KIHPEHC

cuijieHaduIa CHUXKEH, CIIEyeT pacCMOTPETh BO3MOXKHOCTh IPUMEHEHHUs Mpernapara B J103€ 25 M.
2
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Hcxons u3 3¢pGEeKTUBHOCTH M MEPEHOCUMOCTH Ipernapara, Ipu He0OXOAMMOCTH, 032 MOXET ObITh
nostamnHo yBenudena 10 50 mr u 10 100 mr.

eTH
JlekapcTBeHHbIN npenapaT KamacTui He nmoka3aH Jid MPUMEHEHHUs y JieTen 10 18 ner.
Ilpumenenue y nayuenmos, NPUHUMAIOWUX Opy2ue JeKapCmeeHHble Cpeicmea
3a WCKJIIOYEHHWEM pUTOHABHpA, KOTOPBIH HE PEKOMEHAYETCSI NPUHHUMATh OAHOBPEMEHHO C
cunneHapuiaoM (cM. paszgen 4.4), y MNalMEHTOB, MNPUHUMAIOIIMX OAHOBPEMEHHO HWHTUOUTOPHI
CYP3A4, cnenyer pacCMOTPETh BO3MOXKHOCTh IPUMEHEHUS TIperapaTa B Ha4YaabHOUM 7103¢ 25 Mr (cMm.
paznen 4.5).
C uenpr0 MUHUMH3ALMM PUCKA PA3BUTHUS OPTOCTATUYECKOM TUIIOTEH3UM COCTOSHHUE MALMEHTOB,
MPUMEHSIOMUX alb(ha-aApeHo0I0KATOPbI, TOJKHO OBITh CTAOMIM3MPOBAHO 10 Hayalla IPUMEHEHUs
cunneHadpuna. Kpome Toro, B Takux ciiydasx peKOMEHIyeTCsl HaUMHATh MpUMEHeHue cuiigeHaduia ¢
110361 25 Mr (cM. pazaen 4.4, a Takke pasaen 4.5).

Cnoco0 npuMeHeHus

s npuema BHYTpb.

4.3. IlpoTUBOMOKA3aAHMS

['mnepuyBCTBUTENBHOCT, K cwigeHaduiay w/wim 1o00My U3  BCIHOMOTaTeNbHBIX — BEIIECTB,
MepeUYrCIICHHBIX B pasjene 6.1.

brnaronapsi u3BecTHOMY BIHMSHHIO Ha OOMEH OKCHJa a30Ta/IIMKIMYECKOro TyaHo3MHMoHO(pocdara
(uI'M®) (cM. pazgen 5.1), cunneHadun yCUIMBaeT TMIIOTEH3UBHOE JIEHCTBHE HUTPATOB, IIO3TOMY €0
IPUMEHEHHE NMPOTUBONOKA3aHO Y MAIMEHTOB, MOJYYalolIUX JOHATOPHl OKCHIa a30Ta (Takue, Kak
AMWJTHUTPUT) WIK HUTPATHI B JTIOOBIX (hopMax.

OnnoBpemeHHBIM TipueM uHruoutopoB @OJID-5, Brmouas cungeHadus, €O CTUMYJISTOPAMH
TyaHWUJIATIMKIA3bl, TAaKUMU KaK pHUOLMIYyaT, MPOTHUBONOKAa3aH, TaK KaK IOTEHIMAJIBHO MOXET
NPUBECTH K CHMITOMAaTUYECKON apTepualibHOM T'MIIOTeH3UH (cM. paszen 4.5).

[Tpenapatbl A JIe4eHUs SPEKTHIBHOW AMCHYHKIMM, BKJIOYas CHIAEHA(WI, MPOTUBOINOKA3aHBI
nanueHTaM, KOTOPhIM HE pPEKOMEHJI0OBaHa CEKCyajbHas AaKTUBHOCTh (HampuMmep, MalMeHTaM C
TSKENON CepeYHO-COCYUCTON IAaTOJIOTHeN, TakoW Kak HecTaOuibHas CTEHOKapaus, cepaeyHas
HEZ0CTAaTOYHOCTD TSKEJION CTENEHN).

JlexapcTBeHHbIN npenapaT KamacTuil npoTUBONIOKA3aH NAlMEHTaM C IIOTEPEN 3pEHUs B OJJHOM IJla3zy
BCJIE/ICTBUE HEApTEepUUTHON MepeaHei uieMuyeckoil Heilponaruu 3purenbHoro Hepsa (HIIMH3H),
HE3aBUCHUMO OT TOTO, CBSI3aHA JIM ATa MATOJIOTHS C MPEABIIYIINM TpUMeHeHneM HHTruonTopoB ®J13-5

WM HeT (cM. pazzen 4.4).
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[lpumenenne cunaeHaduna NPOTUBONOKA3aHO TMPH HAIMYMM y TAIMEHTa: IEeYEHOUYHOU
HEJ0CTaTOYHOCTU TSDKEJIOM CTENEeHHW, apTepuanbHON TMIIOTEH3UU (apTepUalbHOE HABIIEHUE MEHEE
90/50 MM pT. CT.), HEAAaBHO IEPEHECEHHOI0 WHCYJIbTa WM HH(pApKTa MHOKapJa M H3BECTHBIX
HACJICICTBEHHBIX JeTeHepaTUBHbIX 3a00JI€BaHUI CETYAaTKU, TAKUX, KAK IMTMEHTHBINA PETUHUT
(HeOobIIOE KOJIMUYECTBO TAKUX MAIlMEHTOB MMEIOT IeHETHUYECKHe paccTpoiictBa (ochonudcrepassl
CEeTYaTKH), IOCKOJIbKY 0€30M1acHOCTb cuilieHaduIa He UcClea0Balach y NallMeHTOB 3THX IOATPYIIIL.
[TanrenTam ¢ peako BCTpedaroulelcs HacleICTBEHHOM HENEepeHOCHMMOCTBIO TalaKTo3bl, Je(pUIUTOM
JaKTa3bl Jonaped Wid III0K030-TaJIakTO3HOM MasibabcopOruel nmpuMeHeHue mnpenapara KamacTuin

IPOTHUBOIIOKA3aHO.

4.4. OcoOble yKka3aHHUS U MepbI MPEI0CTOPOKHOCTH MPHU IPUMEHEeHU

Jis  MUarHOCTUKY HApyIIEHWH SPEKIHH, ONPENeICHUs WX BO3MOXHBIX MPHYUH M BBIOOpA
a/IeKBaTHOTO JIeUeHHsI He0OOXOAMMO coOpaTh MOJIHBIA MEIUIIMHCKUI aHaMHE3 U ITPOBECTH TIIATEIbHOE

(bu3uKaIpHOE 00CIICI0BAHHE.

DakTOpHl pUCKA CEPACTHO-COCYIUCTHIX 3a00J1¢BaHMI

CekcyanpHasi aKTUBHOCTb INPE/ACTAaBIIAET ONpPENENEeHHBbIH PUCK NpPU HAJIUYMU 3a00JeBaHUM cepiua,
MO3TOMY Tepe/l HadajoM JI00O0H Tepanmuu MO MOBOAY HapyIIEHHH 3peKIUH Bpad MOXET MOCUUTATh
HY)KHBIM TIpOBECTH O0OCJEOBaHUE CEPACYHO-COCYIUCTOW cucTembl mnanueHta. CumnneHadun
OKa3bIBaeT BazOMWIaTUpYIOLlee JeiCTBUE, NPUBOAIIEEe K HEOOIbIIOMY TPAH3UTOPHOMY CHUKEHUIO
apTepuanbHOro jAaBieHus (cM. paszaen 5.1). Jlo Ha3HayeHus cuijaeHaduiaa Bpad JOJDKEH TIIATEIBHO
OLICHUTh PHUCK BO3MOXKHBIX HEXKENATEIbHBIX NPOSABICHUN Ba30AMIATHPYIOIIETO JEHUCTBUSA Yy
NAMEHTOB C COOTBETCTBYIOIIMMM 3a00JI€BaHUSIMU, OCOOCHHO Ha ()OHE CEKCyallbHOM aKTHBHOCTH.
[ToBbIlIeHHAsT BOCIPUUMYMBOCTh K BazoAMJIaTaTOpaM HaOJIOJAeTCsl y MAlMEHTOB C 3aTPyJIHEHUEM
OTTOKa M3 JIEBOTO elyJouKa (HarmpuMmep, MpU CTEHO3€ aopThl, THIEPTPOPUIECKON 0OCTPYKTUBHOM
Kap/IMOMUONATUH), a TaKXKe C PEIKO BCTPEYAIOIIMMCS CHHIPOMOM MHOKECTBEHHOM CHUCTEMHOMN
aTpo¢uu, NPOSBISIOUIMMCS TSHKEIBIM HapyLIEHUEM PETYIISIIIUYA apTepruaibHOro JaBIEHHS CO CTOPOHBI
BETE€TaTUBHOM HEPBHOW cUCTEMBI. JIekapcTBeHHBIN npenapar KamacTun yCHMIMBaeT TMIIOTEH3UBHBINA
s ekt HuTpaToB (cMm. pazaen 4.3).

B mnepuon mocTperucTpallMiOHHOTO HaOMIOAEHUS OBUIM 3aperuMCTPUPOBaHBl CIy4dal CEpPhE3HBIX
CEP/IEYHO-COCYAUCTBIX OCIOKHEHUH (B T.4. WH(apKTa MHOKap/aa, HECTAOMJIbHOW CTEHOKAp/IHH,
BHE3aIIHOM KOPOHAapHOW CMEpPTH, IKEIyJAOYKOBOM apUTMHHM, TI'€MOPpPAaru4ecKoro HHCYJIbTA,

TpaHSHTopHOﬁ HUIIEeMHUYECKOI aTaku, apTepHaHLHOﬁ THIICPTCH3UU U FI/IHOTeH3I/II/I), KOTOPLIC HMCIIN
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BPEMEHHYIO CBSI3b C MPUMEHEHUEM JieKapcTBeHHOro mnpenapara Kamactui. BoabmIMHCTBO 3THX
NaIMEeHTOB, HO HE BCE U3 HUX, UMEIH (DAaKTOPHI PUCKA CEPACYHO-COCYIUCTBIX OCIOXKHEHUNH. MHoOTHe
U3 YKa3aHHBIX HEKeNaTeJIbHbIX SBJICHUN HaOIIOAANUCh BCKOPE IMOCIE CEKCyallbHOM aKTHUBHOCTH, W
HEKOTOpBIE U3 HUX OTMEUaIKCh M0ocIe MprueMa cuiieHaduia 6e3 nmocneayomen

CEKCyaJIbHOM aKTHBHOCTH. YCTAaHOBUTh HAJIMYME INPSAMOM CBSA3M MEXIY IaHHBIMU SBJICHUSMU U
YKa3aHHBIMH WJIM UHBIMU (PaKTOPaMHU HE MPEICTABISAETCS BO3MOXKHBIM.

[Ipuanusm

[Ipenapatsl As JiedeHUs] SPEKTUIBHON AUCHYHKLIMHU, B T.4. cuieHadui, JOHKHBI MPUMEHSTHCS C
OCTOPOXKHOCTBIO Yy TMAlMEHTOB C aHATOMUYECKOW jaedopmammeil MmoioBoro wieHa (Hampumep,
AHTYJSIINS, KaBEPHO3HBIM (GuOpo3 wim Oone3Hb [lelipoHM) WM y MAMEHTOB C 3a00JICBaHUSIMH,
MpepacloiaralouiMi K pPa3BUTHIO Tpuanu3Ma (TaKUMU KaK CEepPHOBHIHO-KJIETOYHAs aHEeMHUs,
MHO>KECTBEHHAs! MUEJIOMa UITU JICHKEeMHUS ).

B Xxoze mocTperucTpallMOHHOTO MPUMEHEHHs cuiieHaduiaa MOCTYMadd COOOIIEHHS O Pa3BUTUHU
IIPOJIOHTMPOBAHHON SPEKIUH U Npuanu3Ma. Eciau spekuus JuinTces cBblilie 4 4acoB, MALMEHTY CIeyeT
o0paTUTbCSl 3a HEOTJIOKHOM MeEAMIMHCKOW mnoMolplo. Ecin npu mnpuanusMe HE MNPUHSATH
HEOTJIOKHBIE MEPBI, TO MOXET MPOM30MTH MOBPEKICHUE TKaHEH MOJOBOrO WieHa W HeoOparumas
MOTEPSI MOTEHLIUH.

CoBMecTHOE INIPUMCHCHUEC C JAPYIUMHU I/IHFI/I6I/ITOD3.MI/I CDHS-S WKW JPpYI'UMH MCETOAAMH JICUCHUA

BDCKTI/IJ'IBHOI\/JI I[I/ICd)VHKHI/II/I

bezonacnocte U 3¢ddexkTuBHOCT cuiAeHadUIa TpU NPUMEHEHUH B KOMOMHAIMM C JAPYTMMHU
uHruouropamu  DJID3-5 wnm apyruMu  mpenapaTtamMM s JI€YSHMs JIETOYHOM  apTepuanbHOM
TUIEPTEH3UH, COAepkKalluMy criieHapun (Hanpumep, PeBanuo), a Takxke JpyruMH CpeCTBaMU IS
JICYEHUsl IPEKTHIIBHON NUCHYHKIMU HE U3ydYallCh, IO3TOMY HCIIOJIIb30BAHME TaKUX KOMOMHALUN HE
PEKOMEHIYETCS.

Bangnue Ha 3peHue

bbutn noJtydeHbl CIOHTaHHbIE COOOIIEHUS O CiIydasiX HapylLIeHUsl 3peHUs [P puemMe cuiaeHaduna u
apyrux uHruoutopo MJID-5 (cm. pasmen 4.8). B CHoOHTaHHBIX COOOIICHHUSX M HAOIIOAATEIHLHOM
UCCIICIOBAaHUM OBUIM OTMEYEHBl CIlydyal peAKoro 3a0oJjeBaHMs — HEapTepUUTHOM IepenHei
uieMuueckoil Heipornatuu 3putensHoro HepBa (HIIMH3H), xotopble uMenu cBsi3b ¢ MpPHEMOM
cungaeHaduiaa u Apyrux wuHruoutopoB DJD-5 (cm. pasgen 4.8). IlanmeHToB HE0OXOAMMO
npenynpeauTb O TOM, YTO B Cllydae BHE3AIHOTO HAapyIIEHUs 3PEHHUs CleAyeT MPEeKpaTUTh MpPUEM
JIeKapCTBEHHOTO npenapara KamacTuin 1 HeMeUIeHHO 00paTUThCs K Bpady (cM. pazzaen 4.3).

COBMECTHBIN IPUEM C PUTOHABHPOM

CoBMecTHOE TpUMEHEHHe cuiieHaduIa 1 pUTOHABUPA HE pEKOMEHAyeTcs (CM. paszzen 4.5).
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CoBMecTHBIN pueM ¢ anbda-aapeHo0JI0KaTOpaMu

[TockonbKy COBMECTHOE MPUMEHEHHE CHiieHadmIa U anb(ha-aapeHo0I0KaTOPOB MOXKET MPUBECTH K
Pa3BUTHIO CUMITOMATHYECKOW THUIMOTEH3UHM Yy OTICJIbHBIX UYBCTBUTEJBHBIX MAIIMEHTOB, CIEAYET C
OCTOPOKHOCTBIO Ha3HAYaTh CUIACHA(HI NMaleHTaM, TPUHUMAIOIIUM anb(a-aapeHo0I0KaTOphl (CM.
pasnen 4.5). PazButre JaHHOTO COCTOSIHUSI BEPOATHEE BCEIO MOXKET HAOIOAATHCS B TEUEHUE 4 4acoB
nocie mpuema a03bl cwigeHaduia. C Lenpl0 MUHMMH3ALUUU PHCKA Pa3BUTUS OPTOCTATHYECKOM
TUIMOTEH3UH TEpanuio CuieHadUIOM MOXXHO HAYMHATH TOJBKO Yy NeMOJMHAMUYECKH CTaOUIIBHBIX
NAIlMEHTOB, NPUMEHSAIOMUX OnokaTtopsl anbda-agpeHopenentopoB. Cienyer TakkKe pacCMOTPETh
BOIIPOC O IPUMEHEHNHU CHIieHa(uiIa B Ha4aIbHOM 103e 25 Mmr (cM. pasaen 4.2). Kpome Toro, Bpadam
H€06XOZ[I/IMO I/IH(i)OpMI/IpOBaTI) IIaITME€HTOB O TOM, KaKHEC I[GﬁCTBI/I?I CICAYCT MPCANPHUHATL B ClIydac
MOSIBJICHUS CHMIITOMOB OPTOCTaTUYECKOM T'MIOTEH3UU.

BiausHue Ha CBEPTHIBAEMOCTh KPOBHU

B uccnenoBanusx Ha TpPOMOOITUTAX yesioBeKka in Vitro ObLI0 MOKa3aHo, YTO CHIIZCHADII TOTCHIIUPYET
aHTUArperaHTHOE JeWCTBHE HUTponpyccuaa Hartpusa. CBeneHuss O 0€30MaCHOCTH TMPUMEHEHUs
cwieHaduIa y MalueHTOB ¢ HAPYIICHUSIMU CBEPTHIBAEMOCTH KPOBH MITM OCTPOU MENTHICCKON SI3BOM
OTCYTCTBYIOT, I03TOMY NPUMEHEHHE CUJIIeHaduIa MalueHTaMy dTON TPyl BO3MOKHO JIUIIb TOCTe
TIIATETLHOM OIICHKU COOTHOIICHHUSI M10JIb3a/PUCK.

BcrnoMmorarensHble BelecTBa

[Inenounass oOosiouka TaOJIETKH COJEPAKHUT JIAKTO3y. MyKUMHaM C pEAKOM HACIEeICTBEHHOM
HEMEePEeHOCUMOCTBIO TalaKTO3bl, OOLIMM JAe(UIMTOM JIAaKTa3bl WM CHHIPOMOM MaibabcopOIuu
[JIFOKO3BI-TAJIAKTO3bI HE CIIEyeT IPUHUMATh JIEKapCTBEHHbIN npenapar Kamactui.

JlexapctBennblii npenapat KamacTtun conepkut Hatpuil. B Tabnetkax no3upoBkoit 25 mr u 50 mr
coziepkutTcss MeHee 1 MMoub (23 Mr) HaTpus, TO €CTh Ipenapar, Mo CyTH, HE COAEpKUT HaTpuil. B
tabnerkax no3upoBkoil 100 Mr conepxurcs 6oxee 1 Mmonb (23 Mr) HaTpus, MOATOMY JAAaHHYIO
UHPOpPMAlLIMI0 HEOOXOJMMO YUYMTHIBATh MAIMEHTaM, HAXOJAIIMMCS Ha JMeTe C OrpaHUYEHHBIM
MOCTYIUIEHUEM HaTpusl.

Kennmab!

.HCKapCTBCHHHﬁ nmpemnapar KamacTui He npeaHa3HauCH I NPUMCHCHUA Y KCHIIUH.

4.5. B3aumMogelicTBMe C JAPYIMMH JICKAPCTBEHHBIMH IpernapartamMM M Jpyrue BH/bI
B3aMMO/EHCTBHA

Biausnaue apyrux aeKkapcTBEHHBIX IIpenapaToB Ha d)aDMaI(OKI/IHCTI/IKV CI/IJ'II[eHad)I/IJ'Ia

Hcceneoosanus in vitro

MeTtabomu3m CI/IJ'II[eHa(I)I/IJIa MNpOUCXOAUT B OCHOBHOM IIOJ JIeicTBUEM I/ISO(I)CpMCHTOB ouTOoXpomMa
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CYP3A4 (ocnoBHoii myTs) 1 CYP2C9, no3TroMmy HHTHOUTOPHI AITUX M30()ePMEHTOB MOTYT YMEHBIIUTD

KJIMPEHC CruiicHaduIIa, a MHAYKTOPbI, COOTBETCTBEHHO, YBEMYHUTD KIIMPEHC CHIIZCHA(MIA.
Hcceneoosanus in Vivo

[TomynsiuuoHHblif  (QapMaKOKMHETHYECKU — aHaliM3  JAaHHBIX  KIMHUYECKMX  HCCIIEJOBAHHMA
IPOJIEMOHCTPUPOBAJT CHIDKCHHME KIMpPEHCa CuiieHaduia TpH OJHOBPEMEHHOM IPHUMEHEHHH
unrnouropoB CYP3A4 (Takux Kak KETOKOHA30JI, SpUTPOMUIIMH, TUMeTUANH). HecmoTpst Ha TO, 4TO
IIPU OJHOBPEMEHHOM TpuMeHeHuu cwineHadmia u uaruoutopoB CYP3A4 ne Habmomanock pocra
YacTOThl HEXKENATENIbHBIX SBIICHUH, CIEAyeT pPacCMOTPETh BOMPOC O MPUMEHEHUM Ipenapara B

Ha4YaJIbHOH J103€ 25 MT.

OnHoBpeMeHHOE mpuMeHeHue cuineHadmia (B 1o3e 100 mr oqHokpaTHO) M puToHaBHpa (1o 500 Mr 2
pasza/cyt), uHruouropa mporeazsi BHUY u cumpHOoro unruburtopa muroxpoma P450, na done
JOCTHKCHUSI TIOCTOSIHHOW KOHIIEHTpAIlMM PUTOHABHpa B KPOBH, MPUBOIMIO K yBenudeHuro Cmax
cunnenadpuna Ha 300% (B 4 paza) u AUC na 1000% (B 11 pa3). Uepe3 24 yaca KOHIICHTpAIUs
cungeHaduiIa B I1a3Me KpOBH coxpaHsiack Ha ypoBHe 200 HI/MII 1O CPaBHEHHUIO C 5 HI/MJI TOCIHe
OJTHOKPATHOTO TPHMEHEHHsI OJHOTO cuiieHaduiaa. ITO cOrjacyercs ¢ BBIPAKEHHBIM BIUSHHEM
pHUTOHABUpA Ha IEIBIH P/ MpenaparoB, SBIAOMMXCS cyocTpatamu muroxpoma P450. Cunpenadun
HE OKas3bpiBaJl BIMSIHUA Ha (ApMAKOKMHETUKY pUTOHaBUpa. Ha OCHOBaHWM pE3y/IbTAaTOB
(apMaKOKMHETUYECKUX HCCIECIOBAHUN COBMECTHOE NpPUMEHEHHE CHAeHAadWIa W PUTOHABUpA HE
pexomenayercss (cMm. pasgen 4.4), U HM TNpU KAaKUX OOCTOSTENbCTBAX MaKCHUMalbHasl J103a

cuneHaduIa He JODKHA MPEBBIIATh 25 MI B TeueHue 48 4acos.

[Tpu onHOBpeMeHHOM IMpuMeHeHuH cuiijeHaduna (B no3ze 100 Mr ogHOKpaTHO) M CakBUHaBHpa (B
no3e 1200 mr 3 pasa/cyt), naruouropa BUY-nporeassl u narnouropa uzopepmenra CYP3A4, Ha
(doHE TOCTUKEHUSI MOCTOSTHHOW KOHLIEHTPALlMU CaKBMHaBHpa B KpoBU, CMax cunaeHaduia B KpOBU
nosbimanace Ha 140%, a AUC ysenuuuanack Ha 210%. CungeHadun He oka3blBaj BIMSHUS Ha
(dapMakOKUHETHKY cakBuUHaBUpa (cMm. pasgen 4.2). bonee cuibHble MHTHOUTOPBHI H30(pEpMEHTa

CYP3A4, takue kKak KeTOKOHA30J M UTPAKOHA30JI, MOTYT BBI3BIBATh 00OJIe€ BEIpA)KEHHBIC H3MEHEHUSI.

OnuoxpaTHbIi mpueM cuiaeHaduna B 1o3e 100 Mr coBmecTHO ¢ 3putpomuiinaom (o 500 mr 2 paza B
CYTKH B T€UeHHE 5 AHel), yMepeHHbIM HHruouropom uzopepmenta CYP3 A4, Ha ¢oHe AOCTHIKEHHS
MOCTOSIHHOW KOHIEHTpAaIlMK SPUTPOMUIIMHA B KpOBH, npuBoam K yBennueHnio AUC cunnenaduna
Ha 182%. [Ipuem asutpomununHa (mo 500 Mr B CyTKu B TedeHHE 3 JIHEH) 3J0pOBBIMU MYXUHWHAMU-
noOpoBosbllaMu He okasbiBasl BausHUS Ha AUC, Cmax, Tmax, KOHCTaHTy CKOPOCTH 3JIMMHHALUU U
NepuoJl TONYBBIBEJCHHUA CHIACHA(UIa WIA €ro OCHOBHOIO LHPKYJIUPYIOIIEro MeTaboiuTa.
[umernaus (B no3e 800 mr), nuarudutop uutoxpoma P450 n necnenuduueckuit uarudutop CYP3A4,
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.06.2025 M= 14815
(NOCNEOQCBATENBEHOCTL 0003)

IIpH COBMECTHOM TpueMe ¢ cuiaeHadumom (B go3e 50 Mr) mpUBOIWI K MOBBIIICHUIO KOHIICHTPAIUH

cuieHaduIa B 1a3Me KPOBH Y 370POBBIX T0OPOBOIBIICB HA 56%.

['petindpyToBbIil COK sABIIIETCS CIa0biM HHTHONTOPOM MeTabonu3ma CYP3A4 B cTeHKe KHIIEYHUKA U
MOJKET BBI3BIBATh YMEPEHHOE MOBBIIICHNE YPOBHS cuiiieHaduia B Iia3Me KpOBH.

OpHOKpaTHBIA TpUeM aHTauuAa (MarHUsS THAPOKCHAA/ATIOMUHUS THAPOKCHIA) HE B Ha
OMOIOCTYIIHOCTH CcHIIIeHaduIa.

Hecmotpss Ha TO, uTOo crnenuduyecKkue HCCIeIOBaHUS B3aUMOJEHCTBUS cuiZeHa(uiia CO BCEMH
JIEKapCTBEHHBIMU CpelIcTBaMu HE MPOBOMIINCE, 1o JTAaHHBIM HOMYJISILIUOHHOTO
(apMaKOKMHETHYECKOTO aHainu3a (apMakOKMHETHKA CuWileHaguia HE MEHSIach MpPHU  €ro
OJTHOBPEMEHHOM TMPHMEHEHHH C JIEKAPCTBEHHBIMH CpEACTBAMH, OTHOCSIIUMUCS K TpyIIe
unruoutopoB CYP2C9 (takumu kak TonmOyramuj, BapdapuH, (HEHUTOMH), TpyHne HHTHMOUTOPOB
CYP2D6 (Takumu Kak CEICKTHBHBIC HHTHOMTOPBHI OOPATHOTO 3aXBaTa CEPOTOHMHA, TPUIIMKINICCKUC
AHTHUJICTIPECCAHTHI), TPYINIe THA3UAHBIX W  THA3UAONOJOOHBIX JUYPETUKOB, TETIEBBIX H
KanuiicOeperaonmx  JTUYPeTUKOB, HHTHOUTOPOB  aHTHOTCH3HMHIIPEBpAINAIONIero  (epMeHTa,
OJIOKAaTOpPOB  KaJbIIMEBBIX KAHAJIOB, AHTAaroOHHCTOB [3-aJpEHOPEIENTOPOB WIM HHIYKTOPOB
metabomzma CYP450 (takumu kak pudamnuiud, 6apOuTypaTsl). B uccrnegoBaHuu ¢ ydacTuem
3I0POBBIX MY>KYMH-T0OPOBOJIBIIEB COBMECTHOE NPHUMEHEHHE AaHTaroHUCTa SHAOTENHHA OO3eHTaHa
(xotopeiit siBisieTcst uHAyKTopoM m3odepmentoB CYP3A4 [ymepennbim], CYP2C9 u, Bo3moxHO,
CYP2C19) B paBHOBecHOM cocTosiHuH (125 Mr aBa pasza B CyTKH) U CHiIJieHauiIa B paBHOBECHOM
coctosHuu (80 Mr Tpu pasza B cyTkH) npuBoauio k cHmxkeHnnto AUC u Cmax cuinenaduna Ha 62,6%
u 55,4%, coOTBETCTBEHHO. MOXXHO 0XHJIaTh, YTO OAHOBPEMEHHOE MPUMEHEHNE CUIIBHBIX HHIYKTOPOB
CYP3A4, takux Kak pu(aMIHUIFH, BBI30BET 00Jiee BBIPAKCHHOE CHWKCHHE KOHIICHTPAIMH
cuisieHaduIa B 1jIa3Me KpoBH.

Hukopanaun o6agaer cBOHCTBAaMU aKTUBATOpa KaJHEeBBIX KAHAIOB U HUTPATOMOJOOHBIM JICHCTBUEM.
bnaromaps HUTpaTHOMY KOMIIOHEHTY JaHHBIA TWperapar MOTEHIIMAaTbHO CIOCOOCH BCTyHaTh B

KJIIMHUYECKH 3HAYMMO€ B3aUMOJICHCTBUE C CUIICHA(PUIIOM.

Bansane CI/IJ'I)IeHad)I/IJ'Ia Ha ApYTHUEC JICKAPpCTBEHHBIC CPCACTBA

Hccneoosanus in Vitro

Cungenadun sBisercs crnabbiM uHrHOUTOpOM H30hepmentoB 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 mxM) iuroxpoma P450. Tpu npueme cunaeHadpuia B peKOMEHIyeMbIX 103ax ero Cmax
COCTaBJISIET OKOJO | MKMOJb, IMO3TOMY MAaJIOBEPOSTHO, YTO JIEKAPCTBEHHBIM Tperapar Kamactwi

MOZKCT IMOBJIUATH HA KIIMPCHC CY6CTpaTOB JaHHBIX I/I30(pCpMeHTOB.

Ceenenus o B3auMoJeHcTBUU cuijieHapuiaa U Hecneun(uyeckux MHruOMTOpoB (ocdoaudcTepassl,
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.06.2025 M= 14815
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TaKHX KaK TeO(bI/IJIJII/IH U JUTIUPUAAMOJI, OTCYTCTBYIOT.

Hccnedosanus in Vivo

Cornacysach ¢ u3BecTHBIM 3 ¢dekToM Ha curHaimbHbI Kackan NO/ul’M® (cMm. pazmen 5.1), ObLIO
POJIEMOHCTPUPOBAHO, YTO CHIIICHA(DMIT OTCHIIMPYET TUIIOTEH3UBHOE JICHCTBUE HUTPATOB, B CBS3H C
4yeM, MPUMEHEHHE JOHATOPOB OKCHJA a30Ta HJIM HUTPATOB B JI000H (opmMe COBMECTHO C

cuzieHa(uIoM MPOTUBOIIOKa3aHo (cM. pazaen 4.3).

Puoruryar: JloximHHYeCKHe WCCIENOBAHMS IIOKA3aJld JOTOJHUTEIBHBIA S(PQGEKT CHIKEHHS
CHCTEMHOTO apTEepPHAIBHOTO JIABJICHHUS IPH OJHOBPEMEHHOM HCIOJIb30BaHUN HHTUOUTOpOB PJI3-5 1
puonuryara. B KJIMHUYECKHMX WCCICIOBAHUAX PHUOLMIYAT IIOKAa3al YCHUJICHHWE THIIOTEH3UBHOTO
apdexra uHrnOouTopoB ®JI3-5. OTCYTCTBYIOT NaHHBIE OJIATONPUATHOTO KIMHHUYECKOTO 3(dexTa
JTAHHOM KOMOMHAIMM B MOMYJISIIMOHHBIX HccieqoBaHusAX. OTHOBpeMEHHOE NPUMEHEHHE pUOLUTyaTa

u uHru6utopos ®J13-5, BkItoyas cungeHadul, IpoTUBOMOKa3aHo (cM. pazzaen 4.3).

CoBMecTHOE TpuUMeHeHue cuiieHaduna u anbda-aapeHoOJIOKATOPOB MOKET MPUBECTH K PA3BUTHIO
CHUMIITOMAaTUYE€CKON TUTIOTEH3UH Y OTIEIBHBIX MPEIPACIIONOKEHHBIX MAMeHTOB. Pa3BuTHe HJaHHOTO
COCTOSIHUSI BEpOSITHEE BCETO MOXKET HaONIoNaThCsl B TeYeHHE 4 YacoB TIOCIE NpueMa 03Bl
cuinaeHaduia (cM. pasaenst 4.2 u 4.4). B xone Tpex ucciaeaoBaHui cenu@uueckoro B3auMoIeHCTBUS
MEXIy JIEKapCTBEHHBIMU CpEICTBAMHU MAallMeHTaM C J0OpOKAueCTBEHHOW  rumepIriiazueit
npencrarenpbHoil kenespl (JI'TIXK) B crabmibHOM cocTossHUM Ha (OHE MpuemMa JO0KCa303MHA
OJIHOBPEMEHHO Ha3zHauascs alb(a-aapeHoOI0KaTOp JOKCa303uH (B 103€ 4 MT U 8 MI') U CHIIIeHA(IIT
(8 mo3e 25, 50 u 100 mr). Y mamnueHToB, BKIIOYEHHBIX B JaHHBIE MCCIEIOBAaHUSA, OBLJIO OTMEUYEHO
cpeaHee JONOJHUTEIbHOE CHUKEHNUE apTEePUaIbHOTO JIaBJICHUS B MOJIOKEHHUH Jieka Ha 7/7 MM pT. CT.,
9/5 MM pT. CT. U 8/4 MM PT. CT., M CPEJIHEE CHIDKEHHUE apTEPUATHLHOTO JIABJICHUSI B TIOJIOKEHUHU CTOS Ha
6/6 MM pT. cT., 11/4 MM pT. cT. U 4/5 MM PT. CT., COOTBETCTBEHHO. [Ipy 0AHOBpEMEHHOM NIPUMEHEHUH
cuifeHaduiaa M JOKCAa303MHA y TMAIMEHTOB B CTa0WJIBHOM COCTOSHUM Ha (OHE NpUMEHEHHS
JIOKCa3a3MHa COOOIIEHUS O PAa3BUTUM CHMITOMATHMYECKOW OPTOCTATHYECKOM TMIIOTEH3UH OBLIM
HEYaCTHIMHU. DTH COOOIIECHUS BKIIOYAIN CITydal TOJOBOKPYKECHHUS M MPEJOOMOPOYHOTO COCTOSHHS
0e3 CHHKOTIIE.

[Tpu3HakoB 3HAUMMOrO B3auMoJieiicTBus cuiaeHapuna (B 1o3e 50 mr) ¢ TonOyramuaom (B gose 250
mr) win BaphapuHom (B moze 40 mr) — mpemaparamu, Kotopsle Merabomusupyrorcs CYP2C9,
BBISIBJIEHO HE OBLIO.

Cunnenadun (B o3¢ 50 Mr) HE TOTEHITUPOBAJ YBETWYECHHUE BPEMEHH KPOBOTEUCHHUSI, BBI3BIBAEMOTO
aleTHWJICATUITUIOBOM KUCIOTOH (B 103€ 150 mr).

CI/IJ'II[CHa(I)I/IJ'I (B J03€ 50 MF) HC TOTCHOHUPOBAJI THIIOTCH3UBHOC JIeHCTBHE alIKOTOJIs Y 3A0POBBIX
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.06.2025 M= 14815
(NOCNEOQCBATENBEHOCTL 0003)

JO0OPOBOJIBIIEB ITPH MAKCUMAJILHOM YPOBHE 3TaHOJa B KPOBU B cpeaneM 80 mr/aj.

VY mauueHToB, NPUMEHSABIINX CHIIeHA(QWI, He ObUIO OTMEUEHO OTIIMYHUM Mpoduist 6€30MacHOCTH 110
CpPaBHEHMIO C TIUIaled0 NpU OJHOBPEMEHHOM MPUMEHEHMHM TaKUX KIACCOB T'HMIIOTEH3UBHBIX
JICKapCTBEHHBIX CPEICTB, KaK IUYpPETUKHU, OJoKaTtopbl P-aapeHopenentopoB, MHrUOuTOpsl AllD,
AQHTArOHUCTHI PEelenToOpoB aHruoTeHswHa ||, TumoreHsuBHBIE mpenapartsl (Ba30JWIATATOPHl H
npenaparsl LEHTPAIBHOTO JCHCTBHS), OJIOKATOPHI aJAPEHEPTUYECKUX PELENTOPOB, OJIOKATOPHI
KaJbI[MEBbIX KAaHAJOB M OJOKAaTOpBl 0-aJApEHOpPElEnTopoB. B cnenuanbHOM  KIMHHUYECKOM
UCCJIEIOBAaHUM, HANPABICHHOM Ha H3Y4YEHHE JIEKAPCTBEHHBIX B3aUMOJCHCTBUM, IMPU COBMECTHOM
npuMmenennn cwineHaduna (100 Mr) m ammonunuHa y TMAMEHTOB C apTepPHAILHON THUIIePTCH3UCH
OBUIO OTMEYEHO JIONOJHHUTEIBHOE CHIDKEHHE CHCTOJIIMYECKOTO apTEepHaIbHOTO JaBICHUS B
MOJIOKEHUU TanueHTa Jexka Ha 8§ MM pT. cT. COOTBETCTBYIOIIEE CHIDKEHUE AMACTOIIMYECKOTO
apTepHaAIbHOTO JABJIEHUS COCTaBUIO 7 MM pT. cT. [lo BenuuuMHE 3TH JOMOJHUTENbHBIE CHUKCHHS
apTepHaAIbHOTO JaBJCHHsI OBUIM COMOCTaBUMBI C TaKOBBIMH, HAOJIIOJAEMBIMU B TPYIIE 3J0POBBIX
JOOPOBOJIBIIEB MTPH MPUMEHEHUH TOJIBKO cuiieHaduna (cm. pazmen 5.1).

Cunnenadpun (B mo3ze 100 mMr) He okasplBan BIMSIHHAA Ha (hapMaKOKMHETHKY HMHTHOUTOpoB BUY-
poTeasbl, CaKBUHABHpAa M PHUTOHABUpa, sBJAtommxcs cyoctpatamu uzodepmenta CYP3A4, B
PaBHOBECHOM COCTOSIHHH.

Cunnenadgun B paBHOBecHOM coctostHuu (80 Mr Tpu pasa B CyTku) Bbi3biBan yBenumuenue AUC
O0o3zenrana (125 mr gBa pasza B cytku) Ha 49,8% m Cmax Ha 42% y 370pOBBIX JTOOPOBOJIBICB
MYKCKOTO TOJIa.

JloGaBneHne OJHOKpaTHOM J103bl cuifeHaduiIa K cakyOUTpuily/BajicapTaHy B PaBHOBECHOM
COCTOSIHUM y TAIMEHTOB C apTepUAIIbHOW TUIEPTEH3WEH OBUIO CBS3aHO CO 3HAYMTEIBHO OoJjee
BBIPQKEHHBIM CHIDKEHHEM apTepPHalbHOTO JaBJICHUS 110 CPAaBHEHUIO C TPUMEHEHHEM TOJBKO
cakyOuTpuia/Baicaprana. Ilostomy cneayer coOmojaTh OCTOPOXKHOCTh TMPU  Ha3HAuYEHUH

CI/IJ'I,I[eHa(I)I/IJ'Ia MnanueHTaM, MmoJIrydaronuum CaKY6I/ITpI/IH/ BaJICApPTaH.

4.6. ®epTUIBLHOCTD, 0€PEMEHHOCTH H JIAKTAIUSI

JlexapcTBeHHbIi npenapaT KamacTuil He peiHa3HaueH [l IPUMEHEHMS Y JKEHIIVH.

bepeMeHHOCTh U JIaKTallMs

AJIEKBATHBIX U XOPOILIO KOHTPOJUPYEMBIX HMCCIEIOBAHUM Y >KEHIIMH BO BpeMs OEpEeMEHHOCTH U B
MEPUOJI TPYJHOTO BCKAPMJIMBAHUS HE MPOBOJAMIIOCH.

DdepTUabHOCTD

B nccinenoBaHusax BIMSHUS CI/IJ'I,Z[CHa(I)I/IJ'Ia, IMPUHHUMACEMOT'O BHYTPb, HA PCIIPOAYKTUBHYIO (I)YHKI_[I/IIO y

KPBIC U KPOJIMKOB 3HAYUMBIX HCKCIATCIbHBIX peaKHI/Iﬁ O6H3py>KCHO He OBLIO.
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OpnHOKpaTHOE MepopanbHOe NMpuMeHeHne cuiaeHaduna B 1o3e 100 Mr 3710poBBIMU TOOPOBOJIBIIAMHE

HE BJIMSUIO HA MOJIBIXKHOCTD MJIH MOP(OJIOTHIO CIIEPMATO30HMI0B (cM. pazaen 5.1).

4.7. BaiusiHMe Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMHM CpPeACTBAMH M PpadoTaTth C
MeXaHUu3MaMHu

JlexapcTBenHbIil npenapat KamacTui oka3plBaeT HECYUIECTBEHHOE BIMSIHHE HAa CIOCOOHOCTh
YIPaBIATh TPAHCIIOPTHBIMU CPEICTBAMH U PadOTATh C MEXaHHU3MaMH.

[TockoNbKy B KITMHUYECKHUX MCCIEAOBAHUSIX CHIICHA(IIIA COOOIIATOCh O BO3MOXXHOCTH Pa3BUTHS
TOJIOBOKPY>KEHUS U HAPYIICHUN 3pEHUS, MallMeHT JI0JDKEH 3HATh O BO3MOKHOCTH MOSBICHUS TaHHBIX
peakiuii Ha mpueM cuiieHadua nepes TeM, Kak CecTh 3a PyJib UM MPUCTYIIUTH K YIIPABICHUIO

CJIOKHBIMH M€XaHU3MaMH, MCXaHU3MaMU.

4.8. HexeaTe/ibHbIe peaKIIuu

Pesrome nipoduiis 6e3onacHocTu

[Tpoduns 6e3omacHocTu cunneHaduaa 6a3upyercs Ha JaHHBIX, oTy4eHHBIX OoT 9570 nmarueHTos,
KOTOpBIC TIOJNydYalIW JaHHBIA Mpenapar B Xojae /4-X JIBOWHBIX CIENBIX IJIAe00-KOHTPOIUPYEMBIX
KIIMHUYCCKUX HCCIIeJoBaHMiA. Yamie BCero y TMAlMEeHTOB, NMPUHUMABIINX CWIIEHAQUIT B XOJE
KIIMHUYECKUX HUCCIICIOBAHMH, PETHCTPHPOBAIHNCH TAKHE HEXKEIIATSIbHBIC PEaKIIMH KaK TOJIOBHAS 0OJIb,
TUIEpeMHusi KOXH, JHCIIETNICUS, 3aJ0)KEHHOCTh HOCA, TOJIOBOKPYXKEHHUE, TOIIHOTA, IPUIIHUBHI,
3pUTENbHBIC HAPYIIICHUS, IITAHOTICUSI U HAPYIIIEHUE BOCIIPUSATHS IIBETA.

WNudopmariia o HexxeIaTeNbHBIX PEAKIUAX, 3apErUCTPUPOBAHHBIX B PAMKaX MOCTPETHCTPAIMOHHOTO
HaOmoieHusi, cobupanace Ha mpoTsbkeHun >10 ner. [lockonbKy AepKaTento perucTparioHHOTO
YAOCTOBEPEHUSI COOOIIANOCh HE 000 BCEX HEXKENATeNbHBIX PEAKIMSIX, U, COOTBETCTBEHHO, HE BCE
HEeXeJaTelIbHbIEe PeaKIuu ObLITM BKIIIOUEHBI B 0a3y JaHHBIX MO 0€30MacHOCTH, TO HENb3sl JOCTOBEPHO
OTIPE/ICITUTh YaCTOTY JAHHBIX PEAKITUH.

TabnmuuHoe pe3toMe HeXKeTaTeIbHBIX PeaKIuit

B Ttabnuue mpencraBieHbl HEXeNaTeIbHbIE PEaklMu MO cucTeMHO-opraHHbiM kiaccam (COK) u
yacToTe. BHYTpH Ka)I0W 4acCTOTHOU TpymIbl HEXelaTeIbHbIC PEaKIMH PACIIONAraloTCsl B MOPSIKE
yOBIBaHUSI BBIPAXKEHHOCTH. YacToTa pa3BUTHUS OIpenesseTcs Kak: oueHb yacTto (> 1/10), gacto (oT >
1/100 go < 1/10), mewacto (ot > 1/1 000 mo < 1/100), penko (ot > 1/10 000 go < 1/1 000), oueHs

peaxo (<1/10 000) u yacToTa HEM3BECTHA (HA OCHOBAHUH UMEIONIUXCS JAHHBIX OIICHUTH HEBO3MOXKHO.

CucrtemHo- OueHb Yactro (or > | Hewacto (ot > 1/1 000 | Penko (ot > 1/10 000
OpTaHHBIN KJ1acc gacto (= | 1/100 no < 1/10) | no < 1/100) 10 < 1/1 000)
1/10)
WNndexunn u Punut
WHBA3UU
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I'mnepuyBCTBUTENIBHOCT
b

Hapymenne co
CTOPOHBI HEpPBHOU
CUCTEMBI

T'onoBHa
s1 00JIb

I'onoBokpyxeHH
e

COHJIUBOCTB,
TUTIePCTE3Us

Octpoe
MO3TOBOT'O
KpOBOOOpaIeHus,
TpaH3UTOPHAS
WIIEMUYECKasi  araka,
cymoporu®,  peueaus
cynopor*, o0OMOpok

HapylIECHHE

Hapywmenne co
CTOPOHBI ~ OpraHa
3pEeHUS

Hapymenne
BOCIIPUATHS
uBera**,
HapyLICHHUE
3peHus,
HEYETKOCTh
3peHus

Hapymenus
CIIE300TAEIICHUA***,
0oJb B 00JacTH TIJjIasa,
dhoTodobust, poromncus,
TUTICpEMUS rias,
W3MEHEHUE SIPKOCTH
CBETOBOCIIPHSTHS,
KOHBIOHKTUBUT

Heaprepunrthnas
nepeHss
UIIeMUYecKas
HeWponatus
3pPUTETHEHOTO
(HITMH3H)*,
OKKJTIO3US
CeTYaTKu™,
KPOBOU3BJIUSHUE B
CeTYaTKy riasa,
apTepUOCKIIEPOTUYECKA
s pEeTHHOMATHS,
MOPAKEHUE CETYATKH,
riiaykoma, nedext
L 3peHus,
TUIUIONUS,, CHW)KEHUE
OCTPOTBI 3peHwuH,
MUOMHUSI,  ACTEHOIH,
TJIaBaIOIINE
MOMYTHEHHS
CTEKJIOBUJTHOTO  Tea,
MOpaXeHHEe paayKHOU
000JI0YKH,  MHUIpHA3,
HAJIUYue B nose
3pEeHHs PaTyKHBIX
KpyroB BOKPYT
HMCTOYHHKOB CBETa,
OTEK

rnasa,  MPUITYXJIOCTh
ry1a3a, HapylieHHue Cco
CTOPOHBI oprana
3peHus, THITICPEMUS
KOHBIOHKTHUBHI,
paznpaxeHue — Tiasa,
HEOOBIYHOE OIYIIEHUE
B TJa3zy, OTEK BeEK,
U3MEHEHUE 1BeTa
CKJICPBI

HepBa

COCYJIOB

Hapymenue co
CTOPOHBI _ OpraHa

Bepturo, mym B ymax

I'myxora
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(NOCNEOOBATENEHOCTE 0003)
ciyxa u
Ja0MpUHTA
Hapymenus co Taxukapaus, Buesannas
CTOpPOHBI cepAua OLLYLIICHUE KOpOHApHast CMepTh*,
cepALneOneHus uHpapKT  MHOKapja,
JKEITyI0UKOBast
apuTMHS*,
budpuIALIHs
Npeacepaun,
HecTaOuIbHAas
CTEHOKapusl.
Hapymenus co [M'unepemust AprepuanbHas
CTOPOHBI COCY/I0B KO, IPWINBBI | TUIIEPTEH3US,
apTepuajbHas
TUIIOTEH3Us
Hapymenus co 3aJ10’KEHHOCTh Hocogoe YUyBCTBO CTECHEHUS B
CTOPOHBI HOCa KpOBOTEYEHHUE, ropje, OTeK CIU3UCTOU
JIbIXaTEJIbHON 3aJ105KEHHOCTb 000J104KH1 MI0JIOCTH
CHUCTEMBbI, OpraHOB NpUIATOYHBIX  Ma3yX | HOca, CyXOCTh
TPYIHON KJIETKH U HOca CIIM3UCTOM  000JIOUKHU
CpeoCTeHuUs HOca
Kenynouno- TomHoTa, lactpoaszodareansuas | ['unepcresus
KHIIIEYHbIE JIACTICTICHSI pedrokcHass 0OJIe3Hb, | CAM3UCTOW  00OJIOYKHU
HapyLIEHUs pBOTa, 601b B BEpXHEH | MOJIOCTH pTa
4acTU JKUBOTA, CYyXOCTh
BO PTY
Hapymenns co Coinb Cungpom  CruBeHca-
CTOPOHBI KOXH H Ixoncona  (CCI)*,
MTOIKOKHBIX TOKCUYECKHI
TKaHel SMUIEPMAIBHBIN
Hekpoausz (TOH)*
Hapymenus co Muanrusi, Oonp B
CTOPOHBI KOHEUYHOCTSIX
MBIIICYHOM,
CKEJIETHON u
COCTUHUTEILHOU
TKaHU
Hapymenns co I'ematypus
CTOPOHBI TIOYEK U
MOYEBBIBOIALIUX
nyTein
Hapymienus co KpoBorteuenue u3
CTOPOHBI MI0JIOBOTO YJIeHa,
pEenpoyKTUBHOM npuanu3mM*,
CHUCTEMBI u reMaTocnepMus,
MOJIOYHBIX JKeJe3 JUTUTENIbHAS PEKIUS
Ob6ee bonb B rpyaHoOM | Pa3npaxuTenbHOCTb
HapyIICHUS u KJIETKE, TIOBBIIIICHHAS
peakluM B MecCTe YTOMJISIEMOCTD,
BBEJICHHSI OLIYIIIEHUE JKapa
JlaGopaTtopHble U Taxukapaus

13




COOTBETCTBYET SKCNEPTHOMY OTUYETY
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(NOCNEOQCBATENBEHOCTL 0003)

UHCTPYMEHTAJIbHBI
€ JIaHHbIC

* 3aperucTpUPOBAHO TOJIBKO B XOJI€ TIOCTPETUCTPAIIMOHHOTO HAOIIOICHNS.

** HapymeHue BOCIIPUATHS [[BETa: XJIOPOICHS, XPOMATOIICHS, LIHAHOTICHS, SPUTPOIICHUS U KCAaHTOIICHS.
*** HapyIueHus CIe300TIeICHHS: CyXOCTh a3, HapyIeHHe CIe300TACICHUS U TOBBIIICHHOE
CIIE300T/IeIICHHE.

COOGH.ICHI/IC 0 MOJ03PEBACMBIX HCXKCIATCIbHBIX PCAKITMAX

BaxxHo coo0mare O TOAO3pEBAaCMBIX HEXKENATENBHBIX PEAKIHSIX IOCIe  PETUCTPALUH
JIEKapCTBEHHOT'O Mpernapara ¢ Lelblo o0ecreueHus HempepbIBHOITO MOHUTOPUHTA COOTHOLICHUS

«TI0JIB3a-PUCK»  JIGKAPCTBEHHOTO mpemapara. MenumuHCKUM —pabOTHUKaM  PEKOMEHAYETCS
coo0uaTe 0 JIOOBIX MOJ03PEBACMBIX HEXETATeIbHBIX PEAKIUAX JIEKAPCTBEHHOTO IpenapaTayepes
HAI[MOHAJIbHBIE CHCTEMBI COOOIIEHUS O HEXKENATeNbHbIX PEAKIHUsIX TOCyJapCTB — UJICHOB

EBpa3uiickoro 5KOHOMHUYECKOTO COr03a.
Poccuiickaa ®eoepayus:

®OenepanbHas ciryx0a 1mo Hax3opy B cdepe 3apaBooxpanenus (Poc3apaBuaazop)

109012, r. Mocksa, CnaBsiHCcKas iomais, 1. 4, ctp. 1
Ten.: +7 (800) 550-99-03,

OnekrponHas mouta: pharm@roszdravnadzor.gov.ru

Caiit B nH()OpPMAIIMOHHO-TEIIEKOMMYHUKAITHOHHOM ceTn « MHTepHeT»: https://roszdravnadzor.gov.ru/

4.9. llepeno3npoBka

CuMOTOMBI
B nccnenoBanusix, ¢ yyactueM 3J0pOBBIX J10OpPOBOJIBLIEB, HEXKEIATENbHbIE SIBICHUS, Pa3BUBABIINECS
IpU OJIHOKPAaTHOM Ipueme cuijaeHadmia B 1o3ax A0 800 Mr, ObIIIM CONOCTaBUMBI C TAKOBBIMU IPH
npueme npenapara B 6ojee HU3KHX J03aX, HO YacTOTa WX Pa3BUTHS U CTENEHb TSKECTH MOBBIIIAIUCE.
[Tpumenenue cungeHaduia B jgo3e 200 Mr He NPUBOAMIO K MOBBIIIEHHIO 3()()EKTUBHOCTH, HO
BBI3bIBAJIO POCT KOJIMYECTBA CIy4YaeB Pa3BUTHS HEXKENATEIbHBIX peakiuil (T0JI0BHOM 00JIM, NPUIHBOB
KPOBH, TOJIOBOKPYKEHHMSI, AUCHIETNICUH, 3aJI0KEHHOCTH HOCA, HAPYLIEHUS 3PEHNUS).
Jleyenue

B cinydyae mepemo3upoBKH, MpU HEOOXOJUMOCTH, MPUOErarOT K CTaHAAPTHBIM TOJIEPKUBAIOIIAM
MEPONPUATHIM. Y CKOpEHHE KIMpeHca cuiijeHaduia Mpu reMoJualin3e MajlOBEpOSITHO BCIIEJCTBUE
BBICOKOW CTENEeHM CBSA3BIBAHMS cuijieHadmia ¢ 6eIKaMH IIa3Mbl KPOBH M OTCYTCTBHSI SJIMMUHAIIMH

npemnapara ¢ MOYOI1.
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5. ®APMAIIEBTUYECKHWE CBOMCTBA

5.1 dapmakoanHaMHYecKHe CBOIiCTBA

®dapmakoTepaneBTUUYECKas IPyIINa: CpeJCTBA, IPUMEHSIEMbIE B YPOJIOTUHU; CPEACTBA JJIs JICUCHUS
SPEKTHIIbHOMN TUCHYHKIIUY.

Kon ATX: GO4BEO3

MexaHu3M IeHCTBUS

Cunnenadui npegHazHaueH s EPOPATBHON Tepanuu SpeKTUIbHON AuchyHKIMH. B ecTecTBEHHBIX
YCIIOBUSIX, T.€. IPU HAIUYUHU CEKCYaJIbHOM CTHUMYJISLIMM, OH BOCCTAHABIMBAET HapYyIIECHHYIO
SPEKTHIbHYIO (YHKIUIO 32 CUET YCUIICHUS IPUTOKA KPOBU K ITOJIOBOMY WJICHY.

OU3NONIOTUYECKUN MEXaHM3M, JIeKAIIUi B OCHOBE JPEKIMH IOJOBOrO WiIEHAa, BKIIOYAeT B ce0s
BBICBOOOXKIeHHE oOkcupa azora (NO) B KaBEepHO3HOM Tejle€ NPHU CEKCYyaIbHOW CTUMYJISLIUH.
OO0pa3yromuics: OKCHJT a30Ta aKTUBUPYET PEPMEHT I'yaHHJIATIIUKIIa3y, YTO MPUBOJUT K TIOBBIIICHHUIO
YPOBHSL LMKJIMYECKOTO TyaHo3uHMoHO(pochaTta (ul’ M®D), BbI3BIBAIOLIETO pacciablieHue TIIIaJKuX
MBI B KABEPHO3HOM TEJI€ U YBEIMYCHHE MPUTOKA KPOBH.

Cunnmenadgun  sBISETCS  MOUIHBIM  CEJIIEKTUBHBIM  HHTHOMTOpoM Il M®-crenmdudeckoit
docdomurcrepasbr S-ro tuma (DII-5), koTopas oTBeTcTBeHHA 3a pacman nl M® B kKaBepHO3HOM
tene. CungeHadun okaspiBaeT nepudepudeckoe aeiicTBue Ha spekuuto. CunaeHagul He OKa3bIBaeT
IPSIMOTO PacciadIIAIONIEero BIUSHUS HA U30JIMPOBAHHOE KaBEPHO3HOE TENO y YelIOBEKa, HO aKTUBHO
ycunuBaeT pacciabmstommii dddext NO Ha 3Ty TKanb. [lpu axtuBanum kackaga NO/ul'MO,
HaOJIIOAIONIENC sl TIPH CEKCYalbHOM cTUMYJIsinuu, nHruOupoBanue ®J13-5 cunpenapuiom mpuBOAUT
K noBbllIeHHI0 YpoBHSI HI' M® B kaBepHO3HOM Tene. Takum 00pa3oM, ISl pa3BUTUS KEJIAEMOTro

Q)apMaKonoqueCKoro JIeHCTBUSA CI/IJ'II[eHa(I)I/IJ'Ia HCO6XO,Z[I/IMa CCKCYyaJIbHAA CTUMYJIAIUA.

dapmakoagnaammudeckue YO PEeKTol

Hccnenosanus in VItro mpoaeMOHCTPUPOBAIH, YTO CHJIeHA(UI celeKTUBeH B oTHOIeHHn DJ[3-5,
y4acTBYIOUIEW B IpoLecce pa3BUTHSA dpeKiuH. Ero aktuBHOCTh B oTHOmEeHMN DPJ[D-5 mpeBocxoaut
aKTUBHOCTh B OTHOIIEHUM IPYTUX H3BECTHBIX (ocoamdcrepas. O B 10 pa3 mMeHee akTHBEH B
otHomiennu ®J13-6, koropas mpuHUMAET ydyactue B mporuecce (oTonpeodpa3oBaHus B ceTyaTke. B
MaKCHMaJbHBIX pEeKOMEHIYeMbIX J03ax cuineHadun B 80 pa3 MeHee celeKTuBeH B oTHoeHuu OJ13-
1 mw B 700 pa3 — B otHomennun DP/I-2, 3, 4, 7, 8 9, 10 u 11. Kpome TOro, ceinexkTMBHOCTb
cungeHapuna B otHoumeHun PJI3-5 mpumepHo B 4000 pa3 mpeBOCXOTUT €ro CEJIeKTHBHOCTb B
orHomeHnn DJID-3 — NAMO-crermuduueckoir pochommdcTepaspl, NPUHUMAMOIIEH ydacThe B

PETYJISIIIUU CePICYHBIX COKPAIICHUN.
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Kinuanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

JUiss OLeHKM BpEeMEHHM IOCJie IpueMma Ipernapara, B T€YEHHE KOTOPOro CHiieHAapMJ HMPUBOIUT K
BO3HHUKHOBEHUIO IPEKIMH B OTBET HAa CEKCYAJIbHYIO CTUMYJISIIIUIO, ObUIO pa3paboTaHo /Ba
KIIMHUYECKHUX HCCIe0BaHus. B KIIMHUYECKOM UCCIIEJOBAHUU C YYaCTUEM IMalMEHTOB, TPUMEHSBIINX
cuwieHaduI HATOIIAK, MPU TPOBEACHUH QaimormneTu3Morpadun (¢ momoripio mpubdopa RigiScan)
MeJMaHa BPEMEHM [0 Hadaja 3pEKLUUU y MAlUEHTOB, KOTOPbIE AOCTUIIM 3PEKLUUU C PUTHIHOCTBHIO
nosioBoro ujaeHa 60% (ocTaToOuHOM AJ OCYIECTBICHUS TOJIOBOIO KOHTAKTAa) COCTaBIsIa 25 MUH (B
nyara3one 3HaueHui 12—37 muH). B oTnensHOM McciieIoBaHWU ¢ UCITONIb30BaHueM npudopa RigiScan
cungeHadui Bee emle OblI CIIOCOOCH BBI3BATH 3PEKIMIO B OTBET HAa CEKCYAIbHYIO CTHMYJIALIUIO Yepes
4—5 yacoB 1ocJie MIPUMEHEHHUS.

Cungenadun BbI3BIBACT JIETKOE M TPAH3UTOPHOE CHIDKEHUE apTepUaibHOTO AABJICHUS, KOTOPOE B
OOJBIIMHCTBE CIy4YaeB HE MMEET KIMHUYECKUX MposiBieHuid. CpeaHee MaKCHUMAalbHOE CHIKEHUE
CUCTOJIMYECKOTr0 apTepUaIbHOIO JABJICHHS, U3MEPEHHOTO B MOJIOKEHUU JIeKa, MOCe MepPOpaTIbHOTO
npuMeHenns cuiaeHagmia B 1o3e 100 mr cocraBmso 8,4 MM pT. cr. COOTBETCTBYIOIIEE U3MEHEHHE
JUACTOJIMYECKOI0 apTEepUaJbHOrO JaBJIEHUS COCTaBIUIO 5,5 MM pr. CT. OTH CHUXKCHHS
apTepHalIbHOTO JaBJICHUS COTJIACYIOTCS C COCYAOPACIIUPSIONINM AeHCTBUEM cUiieHadua, BEpOsSTHO
00yCIIOBJICHHBIM TMOBBIIEHUEM ypoBHeHl I M® B rmaakux MbIIax cocynoB. OJHOKpaTHOE
nepopajgbHOe IpUMeEHeHue cuiaeHadua B 103ax 10 100 Mr He MPUBOIUIIO K KIMHUYECKH 3HAYUMBIM
n3meHeHusiM DKI' y 3110poBbIX 100pOBOIBIIEB.

B uccrnenoBanuu remoanHaMuueckux 3¢ (HEeKToB OJHOKPATHOTO npuema cuiaeHaduna B goze 100 mr
BHYTpPb Yy 14 maunmeHTOB C TspKenoi umemudeckoir 6one3npto cepaua (MBC) (co creno3om, mo
KpaliHeil Mepe, OJHOW KopoHapHou aptepum Oosiee 70%), cpenHee 3HAUYEHHE CHCTOJIUYECKOTO U
JUACTOJIMYECKOT0 apTePHAIbHOTO JAaBJIEHUS B COCTOSTHUU MOKOS CHUXKaJIOCh Ha 7 ¥ 6% OTHOCUTENIBHO
HCXOIHOIO YPOBHSI, COOTBETCTBEHHO. (CpenHee CHCTONIMYECKOE MaBJICHHE B JIETOYHON apTepuu
cHmkanocb Ha 9%. CungeHadun He OKas3bIBal BIMSHHUS Ha CEPACYHBIM BBHIOPOC M HE HapyIIaml
KPOBOTOK B CTEHO3MPOBAHHBIX KOPOHAPHBIX apTEPUSIX

B nBoitHoMm cienom 11ane60-KOHTPOIUPYEMOM KIMHMUYECKOM HCCIIEJOBAaHUM C HCIOJIb30BaHUEM
TecTa ¢ (pusmveckol Harpy3koil mpu ydactuu 144 MalKUeHTOB C SPEKTHWIBHON TUCHYHKIHEH U
XPOHUYECKOW CTaOMIBHOW CTEHOKapAHWeW, KOTOPhIE IOCTOSHHO TPUMEHSUIM aHTHAHTUHAIbHBIE
JIEKapCTBEHHBIE CPECTBA (KpOME HUTPATOB), HUKAKUX KIMHHUYECKU 3HAYMMBIX OTIMYUN BO BPEMEHH
JI0 BOSHUKHOBEHHMSI JINMUTUPYIOLIEH CTEHOKapAUU NMPU MPUMEHEHUHU cuijieHaduiIa 1Mo CpaBHEHUIO C
1ane6o NpoIeMOHCTPUPOBAHO HE OBLIO.

Jlerkue W TpPaH3UTOpPHBIE HAPYIICHUS CIIOCOOHOCTH pa3/ndaTh OTTEHKH LBETa (CHHEr0/3eJE€HOr0)

BBISIBISIJIMCh Y HEKOTOPBIX MHanueHToB npu npoBeneHun 100-orreHouHoro tecra PapHCBOpTa —
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Mancenna yepe3 1 vac mocne npumeHenus cuiaeHaduia B go3e 100 Mr. DT U3MeHEHHsI OJTHOCTHIO
ucyesaliu yepes 2 yaca 1ocie NpuMeHeHus npenapara. Bo3sMoxHbIN MEXaHU3M JaHHOI'O U3MEHEHUS B
pacrmo3HaBaHMM IBETOB CBs3aH ¢  uHrubupoanueM DJ[D-6, koropas ywacTByeT B
dboronpeobpazoBaTeIbHOM KacKajle peakiiuii B ceryarke rinaza. Cungenadpun He

BIMSET Ha OCTPOTY 3pEHHMS WJIM KOHTPACTHYIO YYBCTBUTEIBHOCTh. B HeOombiom ruranebo-
KOHTPOJIUPYEMOM  KJIMHUYECKOM MCCIEAOBAHUM IIPU YYacTUM HAIMEHTOB C JIOKYMEHTAJIBHO
MOATBEPXKJICHHON BO3pacTHOM MakyJsipHOW muctpoduer (n=9) mnpumeHeHue cuaeHaduia
(ogHOKpaTHO B 03¢ 100 Mr) He BBI3BIBAIO JOCTOBEPHBIX M3MEHEHUU B pPe3ysIbTaTax IMPOBEICHHBIX
UCCIIEIOBAaHUM 3peHHs (OcTpoTa 3peHHus, ceTka Amciiepa, MOJEIMPOBAHUE PACIIO3HABAHUS I[BETOB
ceerodopa, nepumerp Xamdpu u poTocTpecce).

OpnHokpaTHblii pueM cuiaeHaduna BHYTps B A03e 100 Mr y 310poBbIX T0OPOBOJIBIEB HE BIUSI Ha
MOJIBUKHOCTD UJIM MOP(OJIOTHIO CLIEPMATO30HI0B (CM. pazzen 4.6).

JlonoaHUTEIbHBIE JaHHBIC KIMHUYESCKUX MCCICIOBAHUM

B xonme kIMHWYECKHX WCCIENOBaHUN cuiaeHapwn npuMmeHsuics Oosnee dem y 8000 mamueHToB B
Bo3pacte oT 19 no 87 ner. B uccnenoBanusx ObLIM MPECTABIECHBI CIAEAYIOLUIUE TPYIIIbI TallUEHTOB:
nuna noxuinoro Bospacta (19,9%), nmauuentsl ¢ apTepuanbHoi runeprensueit (30,9%), manueHTsl ¢
caxapubiM auabetom (20,3%), umemudeckoii 6o01e3nbt0 cepaua (5,8%), runepaunuaemueii (19,8%),
TpaBMamu crnmHHOro mosra  (0,6%), nmenpeccuerr  (5,2%), TpaHCypeTpalbHON — pe3eKIHen
npejcraTenbHoil kenessl (3,7%) u pagukanbHoW mpoctardkromueit (3,3%). Crnenyromue rpymnibl
NAalMEeHTOB He OBUIM Mpe/CTaBleHbl B JOCTATOYHOW Mepe WM HCKIIOYATUCh M3 KIMHHUYECKUX
UCCIIEIOBAaHMMN: MAI[MEHTHI [TOCIIE XUPYPrHUeCKOro BMeIIaTeIbCTBAa HAa OpraHax Ta3a, MalueHThl ocie
Jy4eBOM Teparuy, NalMEHThl C MOYECYHON WJIM MEUYCHOYHOW HEJIOCTATOYHOCTBIO TSXKEJIOW CTENEHU U
MAUEHTBl C HEKOTOPBIMH CEPACYHO-COCYUCTBIMU 3a00J€BaHUsAMU (CM. paszzen 4.3).

B uccnenoBanusix ¢ npuMeHeHueM (pUKCUPOBAHHON J103bI JOJIS MAlMEHTOB, OTMETHBIIUX YIy4IlICHHE
SPEKTUIIBHOM (DYHKIMM IpU MPUMEHEHUH Ipernapara, coctapisuia 62% (25 mr), 74% (50 mr) u 82%
(100 mr) o cpaBHeHuto ¢ 25% B rpymnmne miamnedo. B KOHTpoIUpPyeMbIX KIMHUYECKUX UCCIEIOBAHUSIX
KOJIMYECTBO CITy4aeB OTMEHBI CHIIeHa(MIa ObIII0 HEOOIBIINM B COTIOCTABUMBIM C TPYTIIOH Tu1ane0o.
KonnyecTBo manueHToB, COOOMMBIINX 00 YIyUIIEeHUH NPH NPUMEHEHUH cuiljieHaduia BO BCeX 3TUX
UCCIIEIOBAaHMSX, ObUIO CIEeIyIOIIMM: TMCHUXOTeHHas SpeKTuiabHas nuchynkuus (84%), cmemaHHas
spextunbHas aucPyHkims (77%), opraHwdeckass dSpeKkTuibHas mucPyHKIus (68%), TaIrMeHTHI
nmoXujoro Bo3pacta (67%), caxapubeiii muader (59%), wmmemudeckas Oosiesnb cepama (69%),
aprepuanbHas runepreHsus (68%), TpaHcypeTpanbHas pe3eKLus NpeacTaTeabHol xenesbl (61%),
panukanbHas mpoctaTdkToMus (43%), TpaBmbel cnuHHOoro Mosra (83%), mempeccust (75%).

besonmacHocts U 3ddexTuBHOCTH cuieHaduIa TOATBEPXKIEHBl JAHHBIMU  JIOJITOCPOYHBIX
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HUCCJIETOBAHUM.

5.2 PapmakokuHeTHYECKHE CBOMCTBA

AOGcopOuus

Cunnenadun ObICTpO BcacbiBaeTcs. MakcUMabHbIe HAOMIOAaeMble KOHIEHTPAIMK B IUIa3ME KPOBH
npu npueMe cuijeHadguia BHYTph HAToINAK AocTuratoTcs B TedeHue 30—120 munyT (Meamana 60
MUHYT). AGCOIOTHAsE OMOJIOCTYITHOCTD B cpelHEM cocTaBisieT okoio 41% (25-63%). [locne npuema
npenapara BHYTPb B peKoMeHaoBaHHOM juarna3one 103 (25-100 mr) AUC u Cmax cunaenadguia
MOBBILIAKOTCS PONOPLUUOHATIBHO J03€.

[Ipu npueme cungeHaduina ¢ NHUIIEH CKOPOCTh €ro BCACHIBAHMUS CHIDKACTCSA, NPH STOM BpeMs
JOCTHKEHHUS] MAaKCUMAaJIbHOM KOHIIEHTpaIuK (tmax) yBeluyuBaeTcs B cpeaHeM Ha 60 MunyT, a Cmax
CHIKaeTcs B cpenHeM Ha 29%.

Pacnpenenenne

O0beMm pacripenencHus cuineHaduia B paHoBecHOM coctostaum (Vd) coctaBisier B cpearem 105 i,
YTO YKa3bIBAET HA €r0 paclpelielicHue B TKaHsIX. MakcumaibHas 001asi KOHIICHTpalus cuiieHaduna
B IUIa3M€ KPOBHU IIOCIE OJHOKPATHOrO TpueMa Ipernapara BHyTpb B no3e 100 Mr B cpemHem
cocraBisier okono 440 wur/mn (xkodpdunument Bapuammm — 40%). IlockoibKy CBsS3BIBaHUE
cwineHaguia (M ero OCHOBHOTO MHPKYJIHPYIOMEro N-IecMeTHI-MeTaboauTa) ¢ OeIKaMy IUIa3Mbl
nocturaetr 96%, cpenHss MaKCUMallbHasi KOHLEHTpAIHs CBOOOAHON Gpakuuu cuiaeHaduia B mia3me
kpoBu coctaBisieT 18 ur/mn (38 HM). Csa3piBaHue ¢ OenKaMu IUIa3Mbl HE 3aBHCHUT OT OOIIei
KOHIIEHTpAIlUU Tpernapara.

VY 310poBBIX 100pOBOJIBIEB Yepe3 90 MUHYT TOCIIE OJHOKPATHOTO TMpuemMa cuieHadumia B qo3e 100
MT B 2siKyJIsiTe onpenersuiock Menee yem 0,0002 % nipunsaToit 10361 ipenapara (B cpeaHem — 188 Hr).

BI/IOTDaHC(bODMaHI/IH

Cunnenadpun merabonusupyercs riaBHbIM oOpa3zom nox neiictBueM CYP3A4 (ocHOBHOH NyTh) M
CYP2C9 (nonomHUTENbHBI MMyTh) MHKPOCOMAJbHBIX HU30pEpMEHTOB TmieueHH. (OCHOBHOM
LHUPKYJUPYIOUMI MeTa0oIuT oOpaszyercss B pesynbrare N-IeMeTHIMpOBaHUS cuiaeHaduiaa. ITOT
MeTaboauT obsagaeT mpoduiaeM CEIeKTUBHOCTH K QocdoaudcrepasaM, aHAIOTUYHBIM MPOQHITIO
cuinieHaduiIa, a ero akTUBHOCTh B orHomeHun DJID-5 in vitro cocrasuser mpumepro 50% ot
AaKTUBHOCTH OCHOBHOTrO BellecTBa. KOHIIEHTpaluu JaHHOTO MeTaboJuTa B IUIa3ME COCTaBIISIOT
npumepHo 40% koHIeHTpanuu cuiaeHaduna. N-IeMEeTUIMPOBAaHHBIM METa0OJIUT MOJBEpraeTcs
JanpHeimemMy MeTabou3My; €ro KOHEYHBIH MepHo]] MOJTYBBIBEIEHHUS COCTABISET OKOJO 4 4acosB.
OIMMUHAIMA

OO6mmit knmupeHc cuineHaduia W3 opraHu3ma coctaBisieT 41 j/gac, mepuoj TONTYBBIBEICHUS B

TepMUHAITBHON (paze — 3—5 wacos. [locie nmpriemMa BHyTph WM BHYTPUBEHHOTO BBEICHUS CHIIICHADNIT
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BBIBOJIUTCSL B BHJIE€ METa0OJIUTOB, B OCHOBHOM, C KaioM (0koyio 80% MpUHSATONW BHYTPH J03bI) U B
MEHbIIIEH CTereHu — ¢ Mouoi (0k0J10 13% TpUHATON BHYTPH 03bI).

Oco0nlie I'pYyHOIibl TAaMEHTOB

Iloueunas Hedocmamounocms

Y 100pOBOJIBLIEB C TOUYEYHOM HETOCTATOUHOCTHIO JIETKOM U Cpe/lHel CTeneHU (KJIMPEHC KpeaTHHNHA =
30-80 mu/mMuH) (apMaKOKMHETHYECKHE MapameTpbl cuiieHaduiia MpH €ro OJHOKPATHOM IpHEMe
BHYTph (B m03e 50 mr) He maMmensumch. Cpennue 3HaueHus AUC u Cmax N-gecmeruin-meradboauTa
MOBBIIATNCE 10 126% 1 73% COOTBETCTBEHHO MO CPAaBHEHHIO C JOOPOBOJIBIIAMH TOTO K€ BO3pacTa
0e3 wHapymeHus GyHKIUM T1odek. OJHAKO BCJICACTBUE 3HAYUTEIHLHOW MEKUHIUBHIYTEHOM
BapraOeIbHOCTH O3TH Pas3lUiMsl HE SBIISUIUCH CTATUCTHYCCKH 3HAYMMBIMU. Y JTIOOPOBOJIBIEB C
MOYEYHON HEJOCTATOUYHOCTBIO TSKENION CcTemeHu (KIupeHc KpeaTmHuHa <30 MII/MHH) KIMPEHC
cunneHaduia cHuxkancs, uro npuBoauio K ysenndeHnto AUC u Cmax B cpeanem Ha 100% u 88%,
COOTBETCTBEHHO, M0 CPABHEHUIO C ITHUMH MOKA3aTEJSIMH y MallMEHTOB TOM K€ BO3PACTHOM TPYMIIbI C
HOopManbHOU (yHKIMel mouek. Kpome Toro, 3nauenuss AUC m Cmax N-mecmerun-merabonnra
nosbimanuck Ha 200% u 79%, cCOOTBETCTBEHHO.

Ileyenounas nedocmamounocmo

Y 106poBOIIBIEB C HUPPO30M MEYCHH JIETKON U cpellHel creneHu TsbkecTu (kinacc A u B mo Yaiinn-
[Tp10) kUpeHc cunneHaduna cHKancs, uto npuBoamio K nosbsimeHuto AUC (84%) u Cmax (47%)
II0 CPAaBHEHHUIO C 3TUMH IMOKA3aTEIsIMU Yy MALlMEHTOB TOW K€ BO3PACTHOM I'PyIIIBI IPU HOPMAJIBHOU
bynkun nedeHu. dapMakoKWHETHKA CUIeHaduIa y TAIUEHTOB C TSHKENBIMU HapyIICHUSIMU
GYHKIIUY IEYeHN HE N3Yy4aliach.

Jluya noowcunozo eospacma

Y 310pOBBIX JOOPOBOJBIIEB MOKUIOTO Bo3pacTa (65 JeT U cTaplie) KIUPEeHC cuiifeHaduia CHUKEH, a
KOHIIEHTpalus cuiieHaduiIa 1 akTUBHOTO N-JIeCMETHII-MeTab0InuTa B TUIa3Me NPUOIU3UTEIHHO Ha
90% BbIIIE €€ YPOBHA y 3A0POBBIX TOOPOBOJIBIIEB MOJIO0TO Bo3pacTa (18—45 ner). Benencteue
BO3PACTHBIX Pa3JIMYUi B CBA3BIBAHUU TIpenapara ¢ OeJIKaMu IJ1a3Mbl, COOTBETCTBYIOIIEE MTOBHITIICHUE

KOHIIEHTpAIluX CBOOOIHOTO CHiIIeHa(uIa B TUIa3Me KPOBU PUOIU3UTENBHO coCcTaBisuio 40%.

5.3. lanHbIe TOKJIUHUYECKOH 0e30MacCHOCTH

B nokiMHMYeCKUX JAHHBIX, TOJIYYEHHBIX MO pe3ybTaTaM CTaHAAPTHBIX HCCIIEJOBAaHUN
@apMaKOJ'IOFI/I‘IeCKOI\/’I 6630H3CHOCTI/I, TOKCHUYHOCTH TP MHOTOKpAaTHOM BBCACHHWH, TCHOTOKCUYHOCTH,
KaHIIEpPOT€HHOT0 MOTEHIIMaja U PENPOAYKTUBHON U OHTOT€HETUYECKON TOKCUYHOCTH, 0COOBII Bpes

JJI 4€JI0OBCKA HEC BBISIBJICH.
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6. ®APMAIIEBTUUYECKHUE CBOMCTBA
6.1 Ilepeyenb BcnoMoraTe/IbHbIX BelIeCTB

[ennron03a MUKPOKpUCTAIIMYECKAS
Kanbrust rugpodocdar 6380 HBIN
Kpockapmemnnosa HaTpus

Maruus creapat

I[1nenouHas 000JIOUKA:

Omnanpaii |l rony6oii 31K80956

CoctaB 000710UKH:

JlakTo3a MOHOTH AT

I'unpomennoza HPMC 2910 (E464)
Tutana auokcun (E171)

Tpuauerun

Kpacurens cunuii/unauro kapmud (E132)
Omnappait npo3paunsiii 02K19253

CoctaB 000710YKH:

runpomeiioza HPMC 2910 (E464)

TpHUALlETUH
6.2 HecoBmecTuMOCTH
He npumenumo.

6.3 Cpok rogHocTH (CPOK XpaAHEHHU)
3 rona.

COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.06.2025 M= 14815
(NOCNEOQCBATENBEHOCTL 0003)

6.4 OcoOblie Mepbl NPEeAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuThb Npu TemrepaType He Boiie 25° C

6.5 Xapakrep u conep:kaHue NePBUYHON YIIAKOBKHU

TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOM.

Ipu npouzsoocmee na Xemepo Jlabc Jlumumeo

[To 1 nnu 4 Tabnerku B 6nucrepe u3 mieHku [I1BX u ¢onbru amomunuesoit. Ilo 1, 2 nnu 3 6auctepa ¢

HHCTPYKHHCﬁ 10 MPUMCHCHUIO B IMAYKC U3 KapTOHA.

Ilpu ynaxosexe na OO0 « MAKHU3-DAPMA»

ITo 1, 2 wnu 3 Gaucrepa no 1 niu 4 TabiaeTKU C MHCTPYKLIKEH IO MPUMEHEHUIO B NTaYKe U3 KapTOHA.
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Ipu pacgacosxe u ynaxosxe na OO0 « MAKU3-DAPMA»

I[To 1, 4 wim 10 Tabnerok B KOHTYpHOW sueiikoBOM ymakoBke u3 IwieHku [IBX u ¢omnbru
AJTIOMUHUEBOU NI€YaTHOMN JTaKUPOBAHHOM.

ITo 1, 2 nnm 3 KOHTYPHBIX SYEHKOBBIX yMakOBKU 1o 1 unu 4 Tabmerkw, mo | wiam 2 KOHTYPHBIX

SYEHKOBBIX YIAaKOBKHU MO 10 TabIeTOK BMECTE ¢ HHCTPYKLHUEH 110 MPUMEHEHHIO B MTAYKe U3 KapTOHA.

6.6. OcoObie Mepbl NPEIOCTOPOKHOCTH NMPH YHHUYTOKEHUH HCIO0JIb30BAHHOIO JIEKAPCTBEHHOIO
npenapara WjiM OTXO0J0B, MOJYYEHHBIX MOcJe NPUMEHEHUs] JeKAPCTBEHHOIro mpenapara, H
Apyrue MaAaHMIYJISIIIUM € IPenapaToM

Het oco0pIx TpeOoBaHUil K yTHIN3AIIH.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA
Xerepo Jladbc JIumuten
Xerepo Kopmopeiit 7-2-A2, Wupactpuan Octeiitc, Canar Harap, Xaiimapa6ax - 500 018,
Tenanrana, MHA A
Ten.: +91-40-23704923/24/25
dakc: +91-40-23704926.

Email: msreddy@heterodrugs.com

7.1. IIpeacTaBUTENb AEPAKATE/ISI PErHCTPALMOHHOIO Y10CTOBEPECHHUS

[Iperen3un HOTDe6I/ITeJ'IeI71 HanpasJATHh IO aaApPeECy:

Poccns

MockoBcKOe NpeacTaBUTENbCTBO KoMIaHuu «Xerepo Jlabe Jlumuren (Munus)
Anpec: 109029, r. MockBa, ABTOMOOUIIBHBIH npoe3, 4.6, cTp. 5

Ten./akc: +7 (495) 981-00-88

Oi1. moura: DrugSafety-Russia@hetero.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

9. JIATA MEPBUYHOHM PETUCTPAIIMU (IOATBEPXKIEHUS PETUCTPAIIAM,
HEPEPET'UCTPAIIN)

JlaTa repBoii perucTpanuu:

10. JATA NEPECMOTPA TEKCTA

06111351 XapPaKTCPUCTHUKA JICKAPCTBCHHOI'O IIpCIiapara KamacTun AOCTYIIHA Ha
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY

ot 16.06.2025 N= 14815
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nHpopManMoHHOMIIOpTaie EBpa3uiickoro SKOHOMHYECKOT0 COK03a B MH(POPMALMOHHO-

KOMMYHUKAlMOHHOW CETH

«Hurepuer» http://eec.eaeunion.org.
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