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OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOTO-TIPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITIAPATA

Bungerpa, 50 mr, TablieTku ¢ MPOJOHTHPOBAHHBIM BBICBOOOXKICHUEM, MOKPBITHIC MJICHOYHON
000JIOUKO.

Bunnerpa, 100 mr, TabieTku ¢ MPOJIOHTUPOBAHHBIM BBICBOOOKICHHEM, TIOKPBITHIC IJICHOYHOM

000JI0YKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleiicTByro11ee BEIECTBO: CHUIICHA(HIL.

Buiigerpa, 50 wr, TaOJIETKU C IIPOJIOHTMPOBAHHBIM BBICBO60)KI[€HI/ICM, MOKPBIThIC IIJICHOYHOU

000J104KOi

Kaxxmast TabiieTka ¢ MpOJIOHTHPOBAHHBIM BBICBOOOKICHHEM, TIOKPHITAs IJICHOYHOW 000JI0YKOM,
COJICPKUT CHIIZIeHAUIIA IUTPAT, SKBUBAJICHTHBIN S0 Mr cuieHaduiIa OCHOBaHHUS.
BcrnomoratenbHble BelIecTBa, HAJIMYKWe KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHIpAT (CM. pasneisl 4.3, 4.4).

Bungerpa, 100 Mr, TabjaeTKU ¢ NPOJOHTMPOBAHHBIM BBICBOOOKIECHUEM, MMOKDPBITHIE MJICHOYHOU

000J109KOM

Kaxxmast TabiieTka ¢ MpOJIOHTHPOBAHHBIM BBICBOOOXKICHHEM, TTOKPHITAs IICHOYHOW 00O0JIOYKOM,
COJIEPKUT cuiieHaduIa HUTPaT, IKBUBaNeHTHBIN 100 Mr cunaeHadmia OCHOBaHUSI.
BcnomoratenbHble BelecTBa, HaJM4We KOTOPBIX HAMO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHUIpAT (CM. pasnensl 4.3, 4.4).

[TonHbBIN TIEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TalneTku ¢ MPOJIOHTMPOBAHHBIM BBICBOOOKICHUEM, TOKPHITHIE MJICHOYHOH 000JI0UKOIA.
Kpyrible 1BOSKOBBINYKIIbIE TaONETKH, MOKPHITHIE IJIEHOUHOW oOojoukoi Oenoro mpera. Ha

MOTIEPEYHOM pa3pe3e TabJIeTKU BUTHO AP0 OEI0ro Uil MoYTH OEsIoro IBeTa.

4. KIMHUNYECKHUE JAHHBIE

4.1. Tloka3aHusl K NPUMEHEHHUIO

JlexapcTBeHHbIli Tpenapar Buiigerpa mokasaH K IPUMEHEHUIO Y B3pPOCIBIX MYXYHH C
OPEKTUIIbHOM JHUChYHKIMEH, XapaKTepU3yIOLIEHCsl HECIOCOOHOCThIO K JIOCTHIKEHHIO HIIU

COXPAaHCHUIO OPCKIUH ITOJIOBOI'O YICHA, JIOCTaTOYHOM JJIst YAOBJICTBOPUTCIIBHOT'O ITIOJIOBOI'O aKTa.
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4.2. Pe:kuM 103MPOBaHNUS M CIOCO0 NPUMeEHEeHUs!

PexxuM 1o3upoBaHus

B3pocnvle nayuenmsi (6 mom uucie auya nodxicuI020 03pacma)

Pexomennyemasi 703a, MpHHHMaemas MPH HEOOXOIMMOCTH NIpuUMEpHO 3a | uwac g0 Hadana
CeKCyalbHOM akTuBHOCTH, cocTaBisieT 50 mr. C yderoM 3(pQEKTUBHOCTH U MEPEHOCHUMOCTH
mpenapara j03a MOXeT ObITh yBenuueHa jo 100 Mr wim ymeHsineHa 10 25 Mr (HeoOXoaumo
WCIIONIB30BaTh TaONeTKy no3upoBkord 25 wMr mpousBojactBa OO0 «O30H» WM APYrux
npousBoauTeNe). MakcumanbHas pekoMmeHayemas jno3a cocrasiser 100 mr. MakcumanbHas
pEKOMEH1yeMasl KpaTHOCTh IPUMEHEHMSI — 1 pa3 B 1€Hb.

Oco0nIe T'pYIIIBI IMAIIMCHTOB

Tayuenmsi noscunozo eospacma
YV nmanueHToB MOKUIOro Bo3pacta (> 65 JeT) KOpPEeKIHH 10361 He TpeOyeTcs.
THayuenmei ¢ Hapywenuem hyHKyuu novex
PexoMenpanuu mo go3e, MpUBEACHHBIE B pazzene 4.2, paclpoCTPaHSIIOTCS U Ha MAIEHTOB C
MOYEYHON HETJOCTATOUHOCTbHIO JIETKOU M CPETHETSHKENION CTENeHH TsDKEeCTH (KIIMPEHC KpeaTUHUHA
30-80 mur/muH).
[TockonpKy y HaIMEHTOB C TSDKEIOW IMOYEYHOM HEIOCTAaTOYHOCTHIO (KIMPEHC KpeaTMHHHA
< 30 MuI/MHH) KITUpEHC cuiiieHaduIa CHUKEH, CIEAYeT pACCMOTPETh BO3MOKHOCTh PUMEHEHHSI
npenapara B 703€ 25 Mr (Heo0X0AMMO UCIOIB30BaTh Ta0IETKY TO3UPOBKOM 25 MI' IPOU3BO/ICTBA
00O «O3o0n» unu apyrux npousBoautenei). Mcxons u3 3pPekTHBHOCTH M MEPEHOCUMOCTH
npernapara, Ip1u He00X0IMMOCTH, J03a MOKET OBITh 03TanHo yBenuyeHa 10 50 mr u 10 100 mr.
Tayuenmsi ¢ Hapywenuem QyuKyuu neveHu
[TockonbKy y MallMEHTOB ¢ HapylLIeHWeM (pYHKUIUH MeYeHU (HampuMep, Ipu LUppo3e) KIUPEHC
cuijieHaduIa CHIKEH, ClieyeT pacCMOTPETh BO3MOKHOCTh IPUMEHEHHUS Ipenapara B 03€ 25 Mr
(HeoO6X0IMMO HCIIONB30BaTh TaOJETKy A03MpoBKOM 25 mr mpousBojctBa OO0 «O30H» wiH
npyrux mnpousBoauteneit). Mcxons u3 3¢p(eKTHBHOCTH M NEPEeHOCUMOCTH Ipenapara, IMpH
HEO0OXOIUMOCTH, /1032 MOKET OBITh MOdTanHo yBenudena 10 50 mr u qo 100 wmr.

eTn
JlekapcTBeHHBIN penapaT Buiierpa He moka3aH Jis NpUMEHEHHUs y feTeid 1o 18 mer.

[IpuMeHeHNE V MAIMEHTOB, MPUHUMAIOIIUX APYIHUE JIEKAPCTBEHHEIE CPECTBA

3a HCKIIOUEHUEM PUTOHABUPA, KOTOPBIM HE PEKOMEHIYyeTCs MPHUHUMATh OJHOBPEMEHHO C
cunaeHapuiaoMm (cMm. pazaen 4.4), y MareHToB, MPUHUMAIOIINX OJHOBPEMEHHO WHTHOHTOPBI

CYP3A4, cnemyer paccMOTpeTh BO3MOKHOCTh IPUMEHEHHS TIperiapara B Ha4allbHOW J103€ 25 MT
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JIpYTUX Ipou3BoauTeneil) (cM. paszaen 4.5).

C 1enpl0 MUHUMU3AIMHA PUCKA PA3BUTHUS OPTOCTATHUECKOW TUITOTEH3UM COCTOSIHHE MAllUeHTOB,
NPUMEHSIOMNX  aldb(a-aApeHoOIIOKaTOPBl, JOJDKHO OBITh CTAOMJIM3UPOBAHO IO Havaja
npuMeHeHus cwigaeHapuina. Kpome Toro, B Takux Cilydasx pPEKOMEHAYETCS HadMHATh
npuMeHeHne cuieHadmia ¢ 1036l 25 Mr (HeoOXO0AWMO HCHOJIB30BATH TAOJIETKY JO3HPOBKOU
25 mr npou3sBojictBa OO0 «O30H» WK Apyrux npousBoauteneit) (cM. pasaen 4.4, a Takke paszaen
4.5).

Cnoco0 IIpuMeHeHus

s npuema BHYTpb.

4.3. IIpoTHUBONMOKA3AHHS

['unepuyBCTBUTENBHOCTh K CUiIeHA(UIy W/HWIKW K JIOOOMY U3 BCIIOMOTATENbHBIX BEIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

bnaromapst u3BeCTHOMY BIMSHHUIO HA 00MEH OKCHIa a30Ta/IIMKIMYECKOT0 r'yaHO3MHMOHO(ochara
(uI'M®), cunnenadun ycunmBaeT rUIOTEH3UBHOE JCHCTBIE HUTPATOB, TO3TOMY €TI0 IPUMEHEHHE
MIPOTUBOMNOKA3aHO Yy MAIIMEHTOB, MOMYUYAIOLIUX JOHATOPBI OKCHIA a30Ta (TaKKhe, KaK aMHJIHUTPUT)
WA HUTPATHI B JTIOOBIX (hopMax.

OHOBpPEMEHHBII MpUeM HHTUOUTOPOB (ochoaudcrepasbl 5-ro Tuma (DJD-5), Brirouas
cuiieHaduI, CoO CTUMYISATOPAMU TYaHUJIATIIUKIIA3bl, TAKUMU KaK PHOLIUTYaT, MPOTUBOIOKA3aH,
TaK Kak MOTEHIMAIbHO MOXKET NMPUBECTU K CUMIITOMATHYECKOM apTepuanbHOM TMIIOTEH3UN (CM.
pasnen 4.5).

[IpenapaTsl 1151 JeueHUsl SPEKTUIBHON TUCOYHKINY, BKIIIOYasi CuiieHadui1, IpOTUBOIIOKAa3aHbl
nalyveHTaM, KOTOPbIM HE PEKOMEHJI0BAHA CEKCyallbHasi aKTMBHOCTH (HAalpuMep, MalueHTaM C
TSDKEJION CepIeuHO-COCYIMCTOM MaTOJIOTHEH, TaKOW Kak HecTaOuiIbHAsl CTEHOKapIus, ceplieuHas
HEJIOCTATOYHOCTh TSDKEJION CTETICHN ).

JlekapcTBeHHBIN TpenapaT Bumaerpa mpoTUBOINOKa3aH NAalUEHTaM C MOTEPE 3pEHUs B OJHOM
IJ1a3y BCIIEACTBUE HEApTEPUUTHOM MNEepeAHed HIIEeMUYEeCKOM HeWponaTHH 3pUTEILHOTO HEpBa
(HITMH3H), He3aBUCHUMO OT TOTO, CBsA3aHA JIM 3Ta MATOJIOTHS C MPEIBIAYIIHM MPUMEHECHHEM
uHruouTopoB ®J13-5 nnu Het (cMm. pasnen 4.4).

[Ipumenenue cungeHaguia MPOTUBOMOKA3aHO MpPH HAIMYUM Y TAlUEHTa: MNEeYeHOYHOU
HEI0CTaTOYHOCTH TSDKEJOM CTEeTeHH, apTeprualIbHOM THIIOTEH3UH (apTepHaibHOE TaBIEHUE MEHEe
90/50 MM pT. CT.), HEAABHO MEPEHECEHHOr0 MHCYJbTa WM MH(apKTa MHOKap/Aa U M3BECTHBIX
HACJIC/ICTBEHHBIX JIETEHEPATHBHBIX 3a00JICBAaHUI CETYATKH, TAKWX, KaK IMUTMEHTHBIA PETUHHT

(He60J'II)HIOG KOJIMYECTBO TaKHuX TalfMCHTOB HUMCIOT TCHETUYCCKUC paCCTpOI\/’ICTBa
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IMalIUCHTOB 3TUX HO,Z[prHH.
[TamenTaM C peAKo BCTPEYAOLIEKHCS HACIEICTBEHHOW HENEPEHOCUMOCTBIO TajaKTO3bl,
neUIMTOM JIaKTa3bl JIONMAped WM TJIFOKO30-TAIAKTO3HON ManbabcopOnmel NpuMeHEHHE

npenapata Bungerpa npoTuBonokasaHo.

4.4. OcoOble yka3aHHusi 1 MePbI MPeI0CTOPOKHOCTH MPH MPUMEHEeHUH

JUiss MarHOCTUKM HApYUICHWH SPEKIHMH, ONpEAeNeHHS MX BO3MOXHBIX NPUYMH M BBIOOpa
aJICKBaTHOTO JICUEHHUS HEOOXOOMMO COOpaTh IMOJNHBIA MEAMIMHCKUN aHaMHE3 U TPOBECTH
THIATEIbHOE (PU3UKAITLHOE 00CIIeIOBaHHE.

DakTophl pUCKa CEPACUHO-COCYIUCTHIX 3a00/1€BaHUM

CekcyanbHast aKTHBHOCTB IIPEJICTABIISET ONPEIEICHHBINA PUCK IPU HATMYXH 3a00JI€BaHUH cepla,
MOSTOMY Tepe] HayajloM JI00O0H Tepamuyd 1O TOBOAY HAPYUICHUH HPEKIUH Bpad MOXKET
[OCYMTATh HYXXHBIM IPOBECTH OOCII€ZIOBAaHHE CEPACYHO-COCYIUCTON CHUCTEMbl NalMEHTA.
Cunnenagun oxa3plBaeT BazoAMJIaTUpYIOIlEee JeicTBUEe, MNpuBOAdALIee K HEOOJbIIOMY
TPAH3UTOPHOMY CHIDKEHHUIO apTepHalbHOrO JAaBieHHsd. Jlo HazHaveHUs cuineHaduia Bpad
JOJDKEH  TIIATENbHO  OLEHUTb  PUCK  BO3MOXKHBIX  HEXKENATEeNIbHBIX  MPOSIBICHUN
Ba30/IMJIATUPYIOIIETO JIEHCTBHSI y MALUEHTOB C COOTBETCTBYIOLUIMMHU 3a00JI€BaHUSIMH, OCOOEHHO
Ha (OHE CeKCyalbHOM akTHUBHOCTH. IlOBbIlIEHHAas BOCHPUHMMYMBOCTh K Ba3oqulaTaTopam
HaAOJII0/IaeTCsl y NAIlMEHTOB C 3aTPYAHEHMEM OTTOKA W3 JIEBOI'O JKEIyJOuKa (Harpumep, Mpu
CTEHO3€ aopThl, THNEPTPOPUUECKOW OOCTPYKTHBHOW KapJUOMHUONATHM), a TaKXe C PEIKO
BCTPEYAIOLIMMCS CHHIPOMOM MHOXECTBEHHOW CHCTEMHOMN aTpo(uu, MPOSBIISIFOIUMCS TAKEIbIM
HapyIICHUEM PETYISILIMY ApTEPUATIBHOTO IaBJIEHUS CO CTOPOHBI BET€TaTUBHON HEPBHON CUCTEMBI.
Cunnenadu ycrmiiMBaeT TUIIOTEH3UBHBIN 3 eKT HUTpaToB (cM. pasnaen 4.3).

B nepuon nmoctperucTpaliiOHHOr0 HaOMIOACHUS OBLIM 3apErMCTPUPOBAHBI CIydal CEPhE3HBIX
CEepAECYHO-COCYTUCTBIX OCIOXKHEHUH (B T.4. HH(pApKTa MUOKapAa, HECTAOMILHON CTEHOKapIUH,
BHE3AIIHOM KOPOHApHOW CMEpTH, JKEIyJIOYKOBOW AapUTMHUHM, T'€MOPpPAarMuecKoro MHCYJIbTa,
TPaH3UTOPHOW HIIEMUYECKOW aTaku, apTepHaIbHON THIEPTEH3UHM U TUIIOTEH3UH), KOTOpHIE
MMEJH BPEMEHHYIO CBSI3b C IPUMEHEHUEM cuiijieHadui1a. bolbIIMHCTBO 3TUX MAIMEHTOB, HO HE
BCE M3 HUX, UIMEJH (PAKTOPbI pUCKA CEPAECUYHO-COCYTUCTHIX OCIOKHEHUNH. MHOTHE U3 yKa3aHHbBIX
HE)KEJIaTeNbHBIX SBICHUH HaOII0AaIiCh BCKOPE MOCIIe CeKCYyalTbHONW aKTMBHOCTH, U HEKOTOPbIE
U3 HUX OTMEYaJIUCh Iocje mpuemMa cuieHaduiaa 6e3 mociueayromeil ceKcyalbHOW aKTUBHOCTH.
VYcTaHOBUTH HANMYME MPSMOM CBSI3U MEXAY AAHHBIMU SIBICHUSAMHU M yYKa3aHHBIMU WJIM MHBIMU

(dbakTOopaMu HE TIPETOCTABIISETCS BO3MOXKHBIM.
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[Tpuanusm

[TpemapaTsl Ui IeUCHUST SPEKTUIBHON TUCPYHKINH, B T.4. CHIICHA(III, JOKHBI IPUMEHSATHCS
C OCTOPO’KHOCTBIO Y TAIIMEHTOB ¢ aHATOMUYECKOW nedopmanuell moJioBOro 4ieHa (Hampumep,
aHTYJISINS, KaBepHO3HBIA (UOpo3 uinu 60me3Hpb [leliponn) wim y manueHToB ¢ 3a00J€BaHHUIMU,
NpepacIoNararoliiMU K Pa3BUTHIO MpHanu3Ma (TaKMMH KaK CEpIIOBHIHO-KICTOYHAS aHEMUS,
MHO>KECTBEHHASI MUEIIOMA HITU JICHKEMHS).

B xo1e mocTperucTpaliioOHHOTO NMPUMEHEHHsI CHIIeHadrIa TOCTYAId COOOIIEHUS O Pa3BUTUU
NIPOJIOHTUPOBAHHOM IPEKIMU U Tpuanu3ma. Eciau 3pekius ATUTCs CBBINIEC 4 9acoB, MAIUEHTY
cieyeT o0paTUTHCS 32 HEOTIIOKHOW MEUIIMHCKOM oMoIIbi0. Eciii mpu npuanu3me He TPUHATH
HEOTJIOKHBIE MEPHI, TO MOKET IIPOU30UTH MOBPEKICHIE TKAHEH MOJIOBOT0 YieHa U HeoOpaTuMast
noTepst MOTEHIUH.

CoBMeCTHOE IIPUMEHEHHUE C JIPYTUMH I/IHFI/I6I/ITOD8.MI/I DJID-5 uam ApyruMH METOAAMU JICUCHHUS

DPEKTUIILHOM ,I[I/ICd)VHKHI/II/I

bezonacHocTh 1 3¢ (GeKTUBHOCTh CHieHAadMIa IPpU MPUMEHEHHH B KOMOWHAIUM C JIPYTUMHU
uHruoutopamu ®JI3-5 win ApyrumMu IpenapaTamMu Ui JIEUYEHHUS JIETOYHOM apTepuaibHON
TUIIEPTEH3UH, COACpKalMMU criiieHadui (Hanpumep, PeBaino), a Takxe IpyruMu CpeicTBaMu
JUId JIEYEHUs DHPEKTWIBHOM ITUCOYHKIUM HE H3y4dalluCh, IO3TOMY HCIIOJIb30BaHME TaKUX
KOMOHWHAIIUM HE PEKOMEHTyeTCsl.

Biausgaue Ha 3peHue

bbuln mOdy4YeHbl CHOHTAHHBIE COOOIIEHUS O CIy4asX HapylIeHHs 3peHUs NpU Mpueme
cunneHaduna u Apyrux UHruoutopoB GJ[3-5 (cm. pazaen 4.8). B cioHTaHHBIX COOOIIEHUSAX U
HAOJIIO/IaTEIbHOM ~ MCCIIEZIOBAHUM OBIIM  OTMEYEHbI cllydal penkoro 3al0oyieBaHusd —
HeapTEepUUTHOM NepeaHel neMnyeckoil Heliponatuu 3pureiabHoro Hepa (HITMH3H), kotopsie
UMENHU CBSI3b C TpueMoM cuifeHaduna u apyrux uHruouropoB dJI3-5 (cm. pasgen 4.8).
[TarueHTOB HEOOXOAMMO MPEAYNPETUTH O TOM, YTO B CIy4yae BHE3AMHOTO HAPYIICHHS 3pEHUS
CIIeTyeT MPEKPaTUTh PUEM JICKAPCTBEHHOTO Mpenaparta Buierpa u HeMeyIeHHO 00paTUTHCS K
Bpauy (cM. pazzaen 4.3).

COBMECTHBIN IPUEM C PUTOHABHPOM

CoBMmecTHOE TPUMEHEHHE CUiIieHa(duIa U pUTOHABUPA He pekoMeHayercs (cM. pasnen 4.5).

CoBMECTHBIN IIPHUEM ¢ altbdha-aapeHo0I0KaTOpaMu

[TockonpKy COBMECTHOE TpUMEHEHHe CcuiaeHapmia u anb]a-agpeHOOTOKaATOPOB MOKET
OPUBECTH K PA3BUTHIO CHMITOMAaTHYECKOW THIOTEH3MH Yy OTHENBHBIX YYBCTBUTEJIBHBIX
MaIMEHTOB, CJeIyeT C OCTOPOKHOCTHbIO Ha3HauaTh CHJACHA(WI MalMeHTaM, MPUHUMAIOIIUM
anb(a-aapenodmokaTopel (cM. pazaen 4.5). PazBurue MaHHOTO COCTOSHUS BEPOATHEE BCETO

MOXXET HaOIIoJaThCsd B TedueHWe 4 vacoB mocie mnpuema 103bl cuigeHadmna. C 1enpio
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HAYMHATh TOJBKO y TEMOJMHAMHYECKH CTAOWJIBHBIX MAI[MCHTOB, MPUMEHSIOMUX OJOKATOPHI
anbda-anpenopenentopoB. CleayeT TakKke pacCMOTPETh BOIIPOC O MPUMEHEHUH cujlieHaduia B
HavyaJlbHOU 103¢ 25 Mmr (cM. pasnen 4.2). Kpome Toro, BpauaMm HeoOX0auMO HH(POPMHPOBATH
MAIMEHTOB O TOM, KaKue ACHCTBUS CleqyeT MPEANpPUHATh B CIydyae MOSBICHUS CHUMIITOMOB
OPTOCTAaTUYECKOW TMIIOTEH3UH.

Bausuue Ha CBEPTHIBACEMOCTb KPOBHU

B wuccienoBanusx Ha TpoMmOOIMTax dYesjgoBeka IN VItr0 ObUIO MOKa3aHO, 4YTO CHiAeHA(UIT
MOTEHLUPYET aHTHUArperaHTHOE JIeHCTBUE HUTpoIpyccuaa HaTpusa. CBeneHHs 0 6€30MacHOCTH
NpUMEHEeHHs CHiieHadnIa y MaeHToB ¢ HapyIIEHUSIMH CBEPTHIBAEMOCTH KPOBH WJIM OCTPOM
NENTUYECKON S3BOM OTCYTCTBYIOT, IIO3TOMY INPUMEHEHHE CHiieHadWIa MalUeHTaMu 3TOH
TPyl BO3MOXKHO JIUIIB TOCJE THIATENbHOM OIEHKH COOTHOIIEHUS MOIb3a/PUCK.

Kenmunbl

JlekapcTBeHHbIN npenapaT Bunaerpa He npeHa3HAuYeH I IPUMEHEHHUS Y KECHILMH.

BcnomMorarennHble BelecTBa

[Ipenapat Bunpaerpa conepkuT jgakTo3y. MyXunHaMm ¢ peAKo BCTpeyarolieics HacaeACTBeHHON
HENEPEHOCHUMOCTBIO TalaKTO3bl, ACPHUIMTOM JaKTa3bl JIOMAapedl WM TIIOK030-TalaKTO3HOU

MasibabcopOIHel He ciaeyeT MPUHIUMATh 3TOT Mperapar.

4.5. BzaumojeiicTBie ¢ [PYrHMH JeKAPCTBEHHbIMHM TMpenaparaMd M JApyrue BH/bI
B3aUMOAelCTBUSA

Bimmsaue APYTUX JCKAPCTBCHHBIX ITPCIIapaToOB Ha CbaDMaKOKI/IHGTI/IKV CI/IJ'I)leHad)I/IJ'Ia

Hccneoosanus in vitro

Metabonusm cunieHaduna mpoUCXOAUT B OCHOBHOM MO/ AecTBHEM N30(hepMEHTOB LIUTOXPOMA
CYP3A4 (ocuoBHoii myth) U CYP2C9, mosTomMy HHTHOUTOPHI ATHUX H30(PEPMEHTOB MOTYT
YMEHBIIUTh KIUpPEHC cuiaeHaduiaa, a HHAYKTOPBI, COOTBETCTBEHHO, YBEJIHMYUTH KIHPEHC
cuiieHaduia.

Hccneoosanus in vivo

[TommynsiuoHHbIA  (papMaKOKMHETUYECKUI aHamu3 JaHHBIX KJIMHUYECKUX HCCIIeIOBAaHUMN
MPOJEMOHCTPUPOBANI CHIKEHUE KIUpPEHca cuiaeHaduiaa IpU OJHOBPEMEHHOM NPHUMEHEHUU
uHruoutopoB CYP3A4 (Takux Kak KETOKOHA30Jl, SpUTPOMHUIIMH, IuMeTuaAnH). HecMoTps Ha ToO,
YTO TPU OJTHOBPEMEHHOM MpuMeHeHuH cunaenaduna u uaruouropo CYP3 A4 He nHabmoganocsy
poCcTa YacTOThl HEXKENATEIbHBIX SIBJICHHM, CIEAYyEeT pacCMOTPETb BONPOC O MPUMEHEHUU
nmpenapara B Ha4aJIbHOM J103€ 25 MT (HEOOXOIMMO HCIIOIh30BaTh TAOJIETKY JO3UPOBKOM 25 Mr

npon3BoacTBa OO0 «O30H» WK IPYruX MPOU3BOIUTEIIEH ).
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

(mo 500 mr 2 paza/cyt), uaruduropa nporeassl BUY u cunbpHOro mHrudburopa muroxpoma P450,
Ha (OHE JOCTHKEHHS IIOCTOSIHHOM KOHIEHTpPAllMd PHUTOHABHpa B KPOBH, NPUBOAWIO K
YBEJIMYEHHIO MakcuMajbHOW KoHIeHTpauuu (Cmax) cwigeHaduia B miazme kpoBu Ha 300 %
(B 4 pa3za) u mIoIIAAK MO KpUBOH «koHIeHTparms-Bpems» (AUC) Ha 1000 % (B 11 pa3). Uepes
24 yaca KOHIEHTpauus cuigcHaduia B Tu1a3Me KpoBH COXpaHsuiack Ha ypoBHe 200 HI/MI 1o
CPaBHEHHIO C 5 HI/MJI ITOCIIE OTHOKPATHOTO MPUMEHEHUS OTHOTO CHIIAeHA(MIIa. DTO COTJIaCyeTCst
C BBIPQXCHHBIM BIIMSHMEM PUTOHABUPA Ha LIENbIH psiji MpenapaToB, ABISAIOIIKUXCS cyOcTpaTaMu
nuroxpoma P450. Cunaenadun He oka3bIBaj BIUSHHUS Ha (apMaKOKMHETHKY pUTOHaBupa. Ha
OCHOBAHMHU PE3yNbTaTOB (HPapMaKOKMHETUYECKUX HCCIEIOBAaHUI COBMECTHOE NPUMEHEHHE
cuwineHaduiIa W PUTOHABUpPa HE peKkoMmeHayeTcss (cM. pasmen 4.4), U HU TP  KaKHX
00CTOATENILCTBAX MaKCUMaJIbHAsL 103a CUIlIeHa(uiIa He JOJKHA NPEeBBIIATh 25 Mr B TeueHue 48
4acoB.

[Tpu ogHOBpeMEeHHOM TpuMeHeHnHu criaeHagmna (B 1o3e 100 Mr oIHOKpAaTHO) U CaKBUHABHpA
(B mo3e 1200 mr 3 paza/cyt), uaruouropa BUU-nporeass! u narudburopa modepmenta CYP3A4,
Ha (poHE JOCTMXKEHUS MOCTOSHHOM KOHLEHTPAIMM CaKBUHABUpPA B KPOBHU, Cmax cuiiieHadui1a B
kpoBH moBsimanack Ha 140 %, a AUC yBennuuBanack Ha 210 %. Cungenadun He oka3bIBall
BIMSIHUAS Ha (papMaKOKHHETUKY cakBHHaBUpa (cM. pasmen 4.2). Bornee cuibHBIE MHTHOUTOPHI
mzopepmenra CYP3A4, takue Kak KETOKOHA30Jl M HMTPAKOHA30J, MOTYT BBI3BIBaThH OoJjee
BbIpa)KEHHbIEC U3MEHEHUS.

OnHokpatHBIN npueM cuiaeHadwmia B 03¢ 100 Mr coBMECTHO ¢ 3pUTpOMHUIIMHOM (110 500 Mmr 2
pasa B CyTKU B Te€UeHHE 5 JHeil), ymepeHHbIM UHruouropoM nzopepmenta CYP3 A4, Ha done
JOCTUKEHUSI MTOCTOSSHHOW KOHIIEHTpAalMM 3PUTPOMUIIMHA B KPOBHU, MPHUBOJAWI K YBEIMUYEHUIO
AUC cunnenaduna Ha 182 %. [Ipuem azurpomunmna (no 500 Mr B cyTku B TeueHHe 3 JiHENl)
3I0pPOBBIMH  MYXUMHAMH-I00poBojbliaMu He oka3biBaid BiaMsgHUA Ha AUC, Cmax, Bpems
JOCTHKCHUSI MAaKCUMAaJIbHOHM KOHIEHTPAUH (Tmax), KOHCTAHTY CKOPOCTH JIMMHHAIMU U TIEPUO/T
nonyBbiBeneHuss (T12) cuigeHaguia WIM €ro OCHOBHOTO IMPKYJIHPYIOIIEro METa0oJHTa.
[Mumetnaun (B po3e 800 mr), unruburop uuroxpoma P450 m Hecnenuduyeckuii HHrUOUTOP
CYP3A4, npu COBMECTHOM npueme C cuiieHahuIoM (B J103€
50 Mr) mpuBOAMI K TOBBIIIEHUIO KOHIIEHTPALMHU CUJieHaduIa B IJIa3Me KPOBU Yy 370POBBIX
no0poBosbIleB Ha 56 %.

['peiindpyToBblit cOok siBNseTcss ciabbiM uHruouropom Merabonmusma CYP3A4 B crenke
KHILIEYHHKA U MOKET BbI3bIBATh YMEPEHHOE MOBBIIIEHNE YPOBHS cujieHaduia B mia3Me KpoBu.
OnHOKpaTHBIA NpHeM aHTauuAa (MarHUs TUIPOKCHIA/AIIOMUHUS THAPOKCHJA) HE BIHI Ha

OMOOCTYHOCTD CHIIIeHadUIA.
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JEKapCTBEHHBIMM  CpPEICTBAMH  HE  NPOBOAMJINCH, IO  JAaHHBIM  HOMYJISIHOHHOTO
(apMaKOKMHETHYECKOTO aHain3a (apMaKOKMHETHKA CHiJeHaduiaa He MEHsUIach IPH €ro
OJIHOBPEMEHHOM TMPUMEHEHHH C JICKaPCTBEHHBIMH CpPEICTBAMH, OTHOCALIUMUCS K TpyIIe
uaruouTopoB CYP2C9 (Takumu kak TonOyramul, BapdapuH, GEHUTONH), TPYIIE HHTHOUTOPOB
CYP2D6 (TakumMu Kak CEJNCKTHUBHBIE WHTUOMTOPHI OOpaTHOrO 3axBaTa CEPOTOHHMHA,
TPULIMKIMYECKUE AHTUACTIPECCAHTHI), TPYIMIE THUA3UIAHBIX W THA3UAOMOAOOHBIX TUYPETHUKOB,
NEeTJIEBBIX M KajuiicOeperarommx AUYpPEeTUKOB, WHTHOUTOPOB aHTHOTEH3UHIIPEBPALIAIOIIETO
dbepmenta (AIID), 610kaTOPOB KAJTBIIUEBBIX KaHAJIOB, AHTATOHUCTOB [3-aJIpEHOPELICTITOPOB HIIH
uHAYKTOpOoB Metabonm3ma CYP450 (Takumu kak pudamnuiis, 6apoutyparsl). B uccinenoBannu
C ydacTHEeM 3I0pOBBIX MYKYHH-JOOPOBOJBIIEB COBMECTHOE IPUMEHEHHE aHTAaroHUCTa
SHAOTENNHA 603eHTaHa (KOTOPHIi siBIsieTcs uHAyKTOpoM uzopepmentoB CYP3 A4 [ymepeHHbIM],
CYP2C9 wu, Boszmoxuno, CYP2C19) B paBHOBecHOM cocTosiHuu (125 Mr nBa paza B CyTKH) U
cuizieHaduIa B paBHOBECHOM COCTOSTHUH (80 MT TpH pa3a B CYTKH) IPUBOIWIO K cHIKeHnio AUC
u Cmax cmmgeHadpmwia Ha 62,6 % u 554 %, cOOTBETCTBEHHO. MOXXHO OXHIATh, YTO
OJIHOBPEMEHHOE NMPUMEHEHHE CHIIbHBIX MHAYKTOpOB CYP3 A4, Takux kak pudaMnuiyH, BbI30BET
0oJiee BBIpaKEHHOE CHUKEHHE KOHIIEHTPALUU cuiiieHaduiIa B Iaa3Me KPOBH.

Hukopannun oOnamaer cBONCTBaMM aKTHBATOpa KaJMEBBIX KAaHAJIOB M HUTPATONOJOOHBIM
neiictBueM. braromapss HUTpaTHOMY KOMIIOHEHTY JaHHBIM IpenapaT MOTEHIMATbHO CIIOCOOCH
BCTYMAaTh B KIMHUYECKU 3HAUUMOE B3aUMO/ICUCTBUE C CHIICHAPHIOM.

Bausnue CI/IJ'II[eHad)I/IJIa Ha JpYyruc JCKapCTBEHHBIC CPCACTBA

Hccneoosanus in vitro

Cunnenaduin sBisiercst cinabbiM nHrHOUTOpOoM n3odepmentor 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 mxM) muroxpoma P450. Tlpu npueme cuiiaeHaduiaa B peKOMEHIYEMbIX J103aX €ro
Cmax cOCTaBiIsIeT OKOJIO 1 MKMOJb, MO3TOMY MaJOBEPOSTHO, YTO JIEKAPCTBEHHBIH MpenapaT
Bungerpa MoxeT MoBAUATH Ha KIIMPEHC CyOCTPAaTOB AAHHBIX N30(DepMEHTOB.

CBenenuss 0  B3auMOAEWCTBUM  cuijeHaduwia U Hecleuu(UYecKuX  HMHTHOUTOpPOB
dochonnscrepaspl, TAKMX Kak TEOGWIIMH U TUIUPUAAMOIT, OTCYTCTBYIOT.

Hccnedosanus in vivo

Cornacysch ¢ u3BecTHbIM 3(ppexTom Ha curHanbHbIi kKackag NO/uI'M® (cm. pazzgen 5.1), Obu1o
MPOJEMOHCTPUPOBAHO, YTO CHJIAEHA(pUI MOTEHIUPYET TMIIOTEH3UBHOE JEWCTBUE HUTPATOB, B
CBSI3U C 4eM, IPUMEHEHHUE JIOHATOPOB OKCH/IA a30Ta WJIM HUTPATOB B JF000H (popMe COBMECTHO C
cuiZieHauiIoM MPOTUBOIIOKa3aHo (cM. paznen 4.3).

Puonuryar: JIOKIMHUYECKHE HCCIIEIOBAHUS TOKA3aIH JOTOJHUTEIBHBIM A(D(PEKT CHUKEHUS

CUCTEMHOI'0 apTCPHUAIIBHOTO MOaBJICHHUA IIPpH OAHOBPEMCHHOM HMCIIOJIB30BAHHUU HHFI/I6I/ITOp0B
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runoreH3uBHOro 3ddexra wuHrHOUTOpOoB DJ[D-5. OTCYTCTBYIOT HaHHBIE OIArONPHUITHOTO
KIMHUYEeCKoro  d¢¢dekra JaHHOH KOMOWHAIMUM B  IMONYJSIIMOHHBIX  HCCIICOBAHMSIX.
OnHOBpeMEHHOE TNPUMEHEHHE puonuryara u uHruomropo dJ[D-5, Bkimtouas cuijaeHadu,
MIPOTHBOIIOKa3aHo (cM. paszen 4.3).

CoBmecTHOE TpHUMEHeHHE cuiifeHaduna U anbha-aapeHOOIOKATOPOB MOXKET TNPUBECTH K
Pa3BUTHIO CUMITOMATUYECKOW THUIOTCH3MHM Yy OTIEIBHBIX MPEIPACIIONOKCHHBIX MAI[MUCHTOB.
Pa3BuTHe JaHHOTO COCTOSIHUSI BEpOsiTHEE BCEIO0 MOXKET HAaOII0AaThcsl B TeUeHHe 4 4acoB mocie
npuemMa 103bl cuigeHaduna (cM. pasmensl 4.2 u 4.4). B xome Ttpex wucciuenoBaHui
CHENU(PUIECKOr0 B3aUMOJICHCTBUS MEXKIY JEKAPCTBCHHBIMH CPEJICTBAMHU IMAlIUEHTaM C
T00pOKaueCTBEHHOM THIIePIUIa3ue mpencraTesibHoi xkenessl (I TIK) B craOmIbHOM COCTOSTHUN
Ha oHEe MmpHeMa JOKCca3z03WHa OJHOBPEMEHHO Ha3Hauajcs ainb(ha-aapeHo0I0KaTOp ITOKCA303UH
(B mo3e 4 mr u 8 Mr) u crnenadwr (B mo3e 25 mr, 50 mr u 100 mr). Y manueHToB, BKIOYESHHBIX
B JIaHHBIE MCCIICJOBAHMS, OBIO OTMEYEHO CpEeJHEe JOMOIHUTEIFHOEe CHIKEHUE apTepHaIbHOTO
JABJICHUS B TMOJIOKCHHUH Jie)ka Ha 7/7 MM pT. CT., 9/5 MM pT. CT. U 8/4 MM PT. CT., U cpenHee
CHIDKEHHE apTEepPHAIBHOIO JABJICHHUS B TOJIOXKCHHH CTOS HAa 6/6 MM pT. cT., 11/4 MM pT. CT. 1
4/5 MM pT. cT., cOOTBETCTBEHHO. [Ipn 0IHOBpEeMEHHOM NMPUMEHEHHUH CUIIZICHA(IIIa U T0KCa3031HA
y TAIMCHTOB B CTAOWJIBHOM COCTOSHUM Ha (DOHE MPHMEHEHHUS JIOKCA303MHA COOOMICHHS O
Pa3BUTHH CUMITOMATHYCCKOW OPTOCTATUICCKON THITOTCH3UU OBUTH HEYaCThIMH. JTH COOOIICHIS
BKJIIOUYAIIH CIy4Yau TOJIOBOKPYKEHUS U TTPEI0OMOPOYHOTO COCTOSTHUS 6€3 CUHKOIIE.

[Tpu3HakoB 3HAUMMOTO B3aMMOJEHCTBUS cunaeHaduna (B no3e 50 mr) ¢ Tondyramuaom (B 103e
250 mr) nm BaphapuroMm (B 1o3e 40 Mr) — npemaparamu, Kotopsie MeTabonusupytotest CYP2C9,
BBISIBJIEHO HE OBLIO.

Cungenadun (B moze 50 Mr) He NOTEHIMpPOBal YBEIMYEHHE BPEMEHHM KpPOBOTEUEHUS,
BBI3BIBAEMOT0 Al[ETHIICATUITIIOBOM KHCIOTOH (B 103e 150 Mr).

Cunnenadui (B 1o3e 50 Mr) He MOTEHIUPOBAT TUMIOTEH3UBHOE JIEWCTBHUE AITKOTOJS Y 3JI0POBBIX
JIOOpPOBOJIBIIEB TIPH MAaKCUMaJILHOM YPOBHE TaHOJIa B KPOBU B cpefHeM 80 Mr/it.

VY nanueHToB, NpUMEHSBIINX cuiIieHadu, He ObUIO OTMEUYEHO OTINYUN poduis 6e30macHOCTH
MO0 CPaBHEHUIO C IUIANEeO0 MpU OJHOBPEMEHHOM MPUMEHEHUH TAaKHX KJIACCOB THMOTEH3MBHBIX
JIEKapCTBEHHBIX CPEJICTB, KaK AUYPETUKH, OJI0KAaTOphI B-agpeHopenenTopoB, UHTHOUTOps AIID,
AHTArOHUCTHI PEIENTOPOB aHTHOTeH3WHa II, TMITOTEH3WBHBIC Tperaparbl (Ba30IUIaTaTOPhl U
npemnapaTsl EHTPATBLHOTO ACHCTBHSI), OJOKATOPHI aJAPEHEPTUUYECKUX PEIENnTOpPOB, OIOKATOPHI
KaJbI[MEBbIX KAaHAIOB U OJIOKATOPHI anbda-aapeHopenenTopoB. B crnenuarsHOM KIMHUYECKOM
WCCJICIOBAHHH, HAITPABJIICHHOM Ha U3yUEHHUE JICKAPCTBEHHBIX B3aUMOJICHCTBUM, TIPU COBMECTHOM

npuMeHenuu cuigeHagmia (100 mr) 1 amaoqunuHa y MalueHToB ¢ apTepUalibHOM runepTeH3nein
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II0JIO)KEHUHU TMAlMEHTa Jiexka Ha 8 MM PT. cT. COOTBETCTBYIOLIEE CHUKEHHE IUACTOIMUYECKOTO
apTepHaJIbHOTO J1aBJIEHUS COCTaBMWIIO 7 MM pT. cT. [1o BeauunHe 3T JONOIHUTENbHbIE CHUKEHUS
apTepHalIbHOTO J1aBJIeHUs ObLIN COMOCTaBUMBI C TAKOBBIMH, HA0JIF01aéMBbIMH B TPYIIIE 3/I0POBBIX
JT0OPOBOJIBIIEB MPU MPUMEHEHUU TOJIBKO CUiAeHa]UIa.

Cunnenadpun (B moze 100 mr) He oxa3piBaj BIMAHUS Ha (DapMaKOKWHETHKY HWHTHOHTOPOB
BUY-npoTeasbl, CAKBUHABHPA M pUTOHABHUPA, ABJIAIOMUXCs cyocTpaTamu nuzopepmenta CYP3A4,
B PABHOBECHOM COCTOSIHHH.

Cwinenadui B paHOBeCHOM cocTostHuH (80 Mr Tpu pas3a B CyTKH) BbI3bIBall yBenmuenue AUC
6o3entana (125 mr nBa pasza B cytku) Ha 49,8 % u Cmax Ha 42 % y 340pOBBIX JOOPOBOJIBLIEB
MY’KCKOI'O 110J1a.

JloGaBieHre OJHOKPATHOM J03bl cuiieHaduia K cakyOUTpuily/BajicapTaHy B PaBHOBECHOM
COCTOSTHUM Yy TAIMEHTOB C apTepUalIbHON TMIEpTEH3UEH ObLIO CBA3aHO CO 3HAUMUTEIBHO Oolee
BBIPQKCHHBIM CHUKEHHEM apTEpUaIbHOTO JAaBJIEHUS 10 CPAaBHEHHIO C MPUMEHEHHEM TOJIbKO
cakyOuTpmia/Baicaprana. IlosToMy cremyer coOmoAaTh OCTOPOKHOCTH TPH Ha3HAYCHHH

CI/IJ'I,I[CHa(bI/IJ'Ia nanueHTaM, MnmoJrydaromum CaKy'6I/ITpI/IJ'I/ BaJjiCapTaH.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JTAKTALHSA
JlekapcTBeHHbIN penapaT Buiiierpa He npeaHa3sHayeH sl IPUMEHEHHUS Y KEHIIYH.

bepeMeHHOCTh U TaKTalus

AJIEeKBaTHBIX U XOPOIIO KOHTPOJIUPYEMBIX UCCIEAOBAHUH Y )KEHIIMH BO BpeMs OEpeMEHHOCTH U
B [IEPUOJI TPYAHOTO BCKAPMIIMBAHUS HE MPOBOIWIOCH.

DdepTUabHOCTD

B wuccrnenoBanusx BiIusAHMS cuiieHaduia, NPUHUMAEMOrO BHYTPb, Ha PENpPOIYKTHBHYIO
(GYHKLHUIO y KPBIC M KPOJIMKOB 3HAUYUMBIX HEXeJaTeIbHbIX Peakluii 0OHApyKEeHO He ObLIO.
OpHokpaTHOE TMepopalibHOe MpuMeHeHue cuwineHaguna B jgo3e 100 Mr 370poBBIMHU

I[O6p0BOJ'II>IIaMI/I HE BJIMAJIIO HA ITIOABUXKHOCTD WJIIN MOp(i)OJ'IOFI/IIO CIICpMaTO30UI0B.

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMHM M padoTaTh ¢
MeXaHUu3MaMHu

Cunpaenadui oka3pIBaeT HECYLIECTBEHHOE BIMSHIE HA CIIOCOOHOCTH YNPABIATh TPAHCIOPTHBIMU
CpeAcTBaMU M paboTaTh ¢ MEXaHU3MaMH.

[TockonbKy B KIMHUYECKUX MCCIEIOBAHUAX CHIICHA(UIIAa COOOIIATIOCH O BO3MOKHOCTH PA3BUTHUS
TOJIOBOKPY)KEHUSI W HApYIIEHUH 3peHus, MAlMeHT JOJDKEH 3HaTh O BO3MOXKHOCTH MOSIBJICHUS

JAHHBIX peaklui Ha MpueM cuijeHaduiia mepes TeM, KaK CecTh 3a PyJb WM MPUCTYIUTh K
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4.8. Hexkenare/ibHbIE peaKINU

Pesrome mpoduisg 6esonacHOCTH

[Tpoduns 6e3omacHoCcTH cuieHaduIa 0a3upyeTcs Ha JaHHBIX, MMOTYyYEeHHBIX OT 9570 manueHToB,
KOTOPBIC MOJTyYalIy JaHHBINA MTpermapaT B Xo/1e 74-X TBOMHBIX CIETBIX IUIANe00-KOHTPOIUPYEMBIX
KIIMHUYECKUX HCCienoBaHuii. Yarie Bcero y mamueHTOB, MPUHUMABIIUX CUJICHAQUI B XOJe
KIIMHUYECKHUX UCCIIeI0BaHUM, PETUCTPUPOBAIIUCH TAKUE HEXKeNaTeIbHble PEeaKuu KaK rojIoBHAs
00J1b, TUIIEpEMUS KOXKHU, JUCIICTICUS, 3aI0KEHHOCTh HOCa, TOJIOBOKPY>KEHHE, TOIIHOTA, IPUJIUBBI,
3pUTEIIbHBIC HAPYIICHUS, IIUAHOTICUS U HApYIICHUE BOCIPUSITHS I[BETA.

Wudopmanus 0  HEOKENATENBHBIX  PEAKUMUAX,  3aPETUCTPHUPOBAHHBIX B paMKax
MOCTPETUCTPALIMOHHOTO HaOMIoAeHus, cobupanach Ha mnpoTsbkeHun >10 ner. Ilockombky
JEpKaTeNl0 PETUCTPALMOHHOTO YIOCTOBEPEHHUS COoOoOIIaioch HEe 000 BCEX HEKeIaTelbHBIX
peaKIusX, U, COOTBETCTBCHHO, HE BCE HEXKEIIATSIbHBIC PEaKIIMK OBLITN BKIFOYCHBI B 0a3y JaHHBIX
10 6E30MIaCHOCTH, TO HEJb3s JOCTOBEPHO OMPEICITUTh YACTOTY TaHHBIX PEaKIIHA.

TabanuHoe pE3IOME HEKENATEILHBIX PEaKIUH

B Tabnuie npeacTaBieHbl HeXenaTelbHbIE PEaKLUH 110 CHCTEMHO-opranHbM Kinaccam (COK) u
yacToTe. BHYTpM KaKJI0M 4YacCTOTHOM TIPYINIIbl HEKEIATEIbHBbIE PEaKIMU PACIOIararoTcs B
nopsiike yObIBaHUS BBIPAXKEHHOCTH. YacToTa pa3BUTHS ONpeeNsieTcs Kak: oueHs yacmo (> 1/10);
yacmo (> 1/100 no < 1/10); reuacmo (= 1/1000 mo < 1/100); pedxo (= 1/10000 mo < 1/1000); ouens
peoko (< 1/10000); uacmoma neuzsecmna (He MOXKET OBITH OllEHEHA HA OCHOBE MMEIOIIUXCS
JTAHHBIX ).

Tabnmuna 1: KIMHUYECKH 3HAYMMBIE HEXellaTeIbHBbIE PEaKIWU, COOOIIABIIMECS C YacTOTOM,

npeBLnuanmeﬁ JacCToTy IJId rmaue6o B KOHTPOJIUPYCMBIX KIIMHUYCCKUX HCCICAOBAHUAX, U

KITMHUYECKH 3HAYUMBbIE HeXenaTellbHbIe peaxkiuuu, cooO0IIaBIITHECS B X0J1e
MOCTPETUCTPAITMOHHOTO HAOIOICHUS
CucremMHo- Ouenn Yacto Heuacto Penxo
OpTaHHBIN KJIacc 4acTo (>1/100 mo (> 1/1000 o (> 1/10000 o
(=1/10) < 1/10) < 1/100) < 1/1000)

Nudexnnn u Punur

WHBa3HH

Hapymenns co I'mnepuyscTBU-

CTOPOHBI TEIHLHOCTh

VMMYHHOU

CUCTEMBI

Crpanwnma 11 u3 20



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 07.02.2025 N= 2926
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CTOpPOHBI HEpBHOM | 51 60JIb KEHHE THIIECTE3US MO3TOBOT'O
CUCTEMBbI KpOBOOOpaIIeHuUs,
TpaH3UTOpHAs
WIIeMUYecKasl araka,
cymoporu®, penuaus
cynopor*, o0OMoOpoK
Hapymenus co Hapymenue Hapymenus Heaprepunthnas
CTOPOHBI ~ OpraHa BOCIIPUSTHUSA CJIE300TACTCHUS *** | mepenHss
3peHust nBera**, , 0omb B 00NAcTH | HIIEMUYECKAst
HapyIeHue mmaza, (orodobus, | HeHpomaTus
3peHus, ¢doTorcus, 3pUTENBHOTO  HEpBa
HEYETKOCTh runepemusi a3, | (HIIMH3H)*,
3peHUs M3MEHEHHE SIPKOCTH | OKKJIFO3USI  COCYZIOB
CBETOBOCIIPHUSATHS, | CETUATKU™,
KOHBIOHKTUBHT KPOBOM3JIUSHUE B

CeTYaTKy riasa,
apTEPUOCKIIEPOTHYEC
- Kasi pPeTHHOINATHS,
MOpaXCHUE
CeTYaTKH, TJIayKoMa,
neQeKT Mmois 3peHus,
JUILION NS,
CHIKEHHE OCTPOTHI
3peHus, MHOIUS,
ACTEHOIIHS,
TUTaBAOIIE
MIOMYTHEHUS
CTEKJIOBHJIHOTO Tela,
MopakeHue
paxy’KHOM 000JIOUKH,
MUIpua3, HajJuuue B
nosne 3peHHs
pamyXHBIX  KPYroB

BOKPYI' HMCTOYHHKOB
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MOCTENOBATEREH OG0T,
IIPUITYXJIOCTh TIJIa3a,
HapyllIeHHUE co
CTOPOHBI opraHa
3peHusi, TUIIEPEMUS
KOHBIOHKTHUBBI,
paszipaxeHue IJ1asa,
HeoObIYHOE
OLlYLICHUE B IJIa3y,
OTEK BEK, U3MEHEHHE
LIBETA CKJIEPbI
Hapymenns co Bepruro, mym B | ['myxora
CTOPOHBI ~ OpraHa ymIax
cllyxa " JJaOupuHTa
Hapymenns co Taxukapams, Buezannas
CTOpPOHBI cepAla OILYIIIEHUE KOpOHapHast
cepauedneHus cMepTh*,  HH(APKT
MHOKap/a,
KEITYJOUKOBas
apuTMus*,
bubpumsIus
npeacepaun,
HecTaOuIbHas
CTCHOKapAUs
Hapymenns co I'unepemus ApTtepuanbHas
CTOPOHBI COCYI0B KOXH, TUIEePTEH3Hs,
MPUJIUBBI apTepuagbHas
TUIIOTEH3HS
Hapymenns co 3anoxennoct | HocoBoe YUyBCTBO CTECHEHUS B
CTOPOHBI b HOCA KpOBOTEYEHHUE, ropie, OTEK
JBIXaTEIBHON 3aJ105)KEHHOCTD CIIM3UCTON OOOJIOUYKHU
CHUCTEMBI, OPraHoOB MIPUIATOYHBIX I0JIOCTH HOCa,
TPYIHON KIETKU U ras3yx Hoca CYXOCTb  CIIM3UCTOU
CPEeOCTEHUS 000JIOUKH  TOJIOCTH
HOCa
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Kenynouno- TomtHoTA, Facfﬂéazmﬂ&%aﬂ'ﬂ'- TP iRECTEshy YUY
KHILIEYHbIE JUCIIETICUS Has  pedUIIOKCHASA | CIIM3UCTON 000JI0UKU
HapyLIEHUs 0o0Je3Hb, pBOTa, | IIOJIOCTH pTa

00 B  BEpXHEWH
4acTH KUBOTA,

CyXOCTb BO PTYy

Hapymenus co Colinb Cungpom CrtuBeHca-
CTOPOHBI KOXH | Jlxoncona (CCJI)*,
IOIKOKHBIX TOKCUYECKUI
TKaHen 3MUAEPMAIbHBINA

Hekpoaus (TOH)*

Hapymenns co Muanrus, Ooinbp B
CTOPOHBI KOHEYHOCTSIX
MBIIICYHOM,
CKEJIETHOMN u
COECMHUTEIIBHOU

TKaHHU

Hapymenns Cco I'ematypus
CTOPOHBI IIOYEK U
MOYEBBIBOJSIINX

yTein

Hapymenus co KpoBoreuenne  u3
CTOPOHBI I0JIOBOTO YJICHA,
PENpPOAYKTUBHON npuanusm®,

CUCTEMBbI u reMaTocnepMus,

MOJIOYHBIX KEJIC3 AJIUTCIIbHAsA SPCKIUA

Oo6uue bone B rpynHoit | PazapakurenbHOCTh
HapyleHUs u KJIETKE,

peakuuu B MecCTe MTOBBIIICHHAS
BBC/ICHUS YTOMIIIEMOCTb,

OINYIICHUEC Kapa

JlaGopaTopHble U Taxukapaus
MHCTPYMEHTAJIbHBI

€ JaHHBIC

>k38.}'_)61"I/ICTpI/IpOBaHO TOJIBKO B XO0€ MMOCTPECTUCTPAITUOHHOT O Ha6J'IIO,[[CHI/I$I.
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**HapynieHne BOCIPUATHS LIBETA: XJIOPOICHS, xpoﬂél%bﬁ&%;%aﬁ}@hlﬂf%%&wﬁh u

KCAHTOIICHSI.
***HapymeHus cle300TIeNCHHs: CYXOCTh TJia3, HapyIICHUE CIIC300TACICHUS M TOBBIIICHHOES
CIIE300T/IC/ICHHE.

COO6H_IGHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmare 0 TOJ03PEBACMBIX HEXKENATENBHBIX PEAKIUAX IOCIIe PETUCTPalluU
JICKapCTBEHHOTO TIperapara ¢ meibio 00ecreYeHrss HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO TNpemnapara. MeIuIMHCKUM pPabOTHHUKAM PEKOMEHIYETCs
coo0IaTh O JIOOBIX I0JI03PEBAEMBIX HEKEJIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Iperapara
4yepe3 HallMOHAJIbHBIE CHUCTEMbI COOOIICHUSI O HEXENATEIbHBIX PEaKIMIX roCyJapCcTB — WICHOB
EBpa3uiickoro 3K0HOMHYECKOr0 COI03a.

Poccuiickas ®@enepanus

OenepanbHas ciryx0a Mo Haa30py B cdepe 31paBoOXpaHeHUs

Anpec: 109012, r. Mocksa, CraBsiHCKast IIIoIIaab, 1. 4, ctp. 1

Temedon: +7 800 550 99 03

DnekTpoHHas novra: pharm@roszdravnadzor.gov.ru
Caiit B uHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

B wuccnemoBanmsix, C ydacTHeM 3J0pOBBIX JOOPOBOJIBIIEB, HEXKeIATEIbHbIC SBIICHUS,
pa3BUBABIIMECS TTPU OJHOKpPATHOM Tipueme cuiieHaduia B 1o3ax 10 800 mMr, ObUTH COTTOCTaBUMBI
C TAaKOBBIMH TIpU MpHUEME MpenapaTa B 0ojiee HU3KUX J103aX, HO YaCTOTa UX PAa3BUTHS U CTENEHb
TSDKECTH MOBHIIATUCH. [[puMenenue cunaeHadumia B 1o3e 200 Mr He TPUBOIUIIO K MOBBIIICHUIO
3¢ (PEKTUBHOCTH, HO BBI3BIBAJIO POCT KOJIMYECTBA CIy4aeB Pa3BUTHS HEXKENATEIbHBIX PEAKIUN
(rosoBHOM 0OJIM, TPHIMBOB KPOBH, TOJIOBOKPY>KEHHUSI, TUCIICTICUM, 3aJI0)KEHHOCTH HOCA,
HaAPYIICHUS 3PEHUs).

Jleuenue

B cnydae mepeno3upoBku, Tpu HEOOXOIMMOCTH, MPUOETAIOT K CTAHIAPTHBIM MOCP>KABAOIITIM
MEpOTIPUATHAM. YCKOPEHHE KIHpeHCa CWIIeHapuiIa Tpyh TEeMOIUATU3E MaJOBEPOSITHO
BCJIE/ICTBHE BHICOKOW CTETICHH CBSI3bIBAHUS CHIIIeHa(UIa ¢ OeTKaMHu TU1a3Mbl KPOBU U OTCYTCTBUS

SJIMMHHAIU IIperiapara C MOYOIii.
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5. DAPMAKOJOTMYECKHUE CBONCTBA Y-/ IEAUBATENEHOCTS 0000)

5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA
dapmakoTepaneBTUUYECKas TPYIIa: CPeACTBA, IPUMEHSIEMbIC B YPOJIOTHH; CPEIICTBA JUIsl JICUCHUS
APEKTUIIBHON TUCHYHKITUH.

Kon ATX: GO4BEO3

MexaHu3M IeHCTBUS

Cungenadun mnpeaHasHaueH [UIsl MEpPOPaAIbHON Tepamuu HJpeKTuiabHOW auchyHkuuu. B
€CTECTBEHHBIX YCJIOBUSX, T.€. MPU HAJIUYUU CEKCYaJbHON CTUMYJSALMH, OH BOCCTAHABIMBACT
HApYIICHHYIO SPEKTUJIbHYIO (DYHKIIMIO 32 CUET YCWJICHHUS NMPHUTOKA KPOBH K IOJIOBOMY UJICHY.
OU3NOIOTUYECKUN MEXaHU3M, JIeXKAIIUH B OCHOBE 3PEKIUHU MOJOBOIO YjeHa, BKIIIOYaeT B ce0s
BBICBOOOXKIeHHE okcuaa a3ora (NO) B KaBEpHO3HOM TeJi€ NpPHU CEKCyadbHOW CTUMYIIALIUU.
OOpasyromuiicss OKCHJ a30Ta aKTUBUPYET (EPMEHT TyaHHJIATIMKIAa3y, YTO TPUBOAWT K
NOBbIIEHHUIO YpoBHS I’ M®, BbI3bIBAIOLIETO paccialdieHne INIaJKUX MBILII] B KABEPHO3HOM Telle
Y YBEJIIMUEHUE [TPUTOKA KPOBHU.

CwineHadwit sBJISIETCSI MOIIHBIM CEIEKTUBHBIM MHTuOuTOpoM 1l M®-cnienuduueckoin J13-5,
KOTOpass OTBeTCTBEHHa 3a pacnaag nl M® B kaBepHo3HOM Tene. CuineHagusl OKa3bIBaeT
nepudepudeckoe aeicTBre Ha 3peKiuio. CrunaeHap i He OKa3bIBaeT MPSIMOTO pacciaalIIsIomero
BIMSHUS Ha M30JIMPOBAHHOE KABEPHO3HOE TEJIO Y 4YEJNOBEKAa, HO AaKTUBHO YCHUJIMBAET
paccnabmsromuit  3ppext NO Ha o1y TKaHb. [lpm aktuBanmm kackaga NO/ul'MO®,
HaOrofaroleiics Npu CeKCyalnbHOM cTuMynsuuu, uHruOupoBanue O/D-5 cunnenadpuiom
IPUBOJIUT K NOBbIIEHUIO YpoBHA UI'M® B kaBepHo3HOM Tene. Takum 00pazoM, As pa3BUTHS
xKemaeMoro  (apMakoJIOTUYECKOTro  JAeWCTBUS — cuifeHauia HeoOXoauMa CceKcyallbHas
CTUMYJISALUS.

dapmakogngamuyeckue 3P HeKTol

HccnenoBanus in VItro mpoIeMOHCTPUPOBAIH, YTO CHJIEHA(UI CENEKTUBCH B OTHOIICHUHU
®JI3-5, yyacTBylolel B TIpoliecce pa3BUTHUsA dpeKiuu. Ero aktuBHOCTh B oTHOImEeHUn ®J[3-5
IPEBOCXOJIUT aKTUBHOCTh B OTHOILIEHUM JAPYTUX U3BECTHBIX (pocdoauacrepas. OH B 10 pa3 meHee
akTuBeH B oTHoueHuu O J13-6, kKoTopas NpUHUMAET yJacTHe B rpoliecce (oTonpeoOpa3oBaHus B
ceTyaTke. B MakcUManbHBIX peKOMeHAYeMBbIX J103ax cuijaeHapui B 80 pa3 MeHee CEJIeKTUBEH B
otHomieHnn ®J[D-1 u B 700 pa3 - B otHomennu PJI3-2, 3, 4, 7, 8, 9, 10 u 11. Kpome Toro,
CEJIGKTHBHOCTh cuineHaduna B otHomeHun DJ[D-5 mpumepno B 4000 pa3 mpeBOCXOAMUT €ro
CeNeKTUBHOCT, B oTHomeHuun DAD-3 — pnAMO-cnenuduueckoin docdoamuscrepassl,
MPUHUMAIOIIEH yJacTHE B PETYISILIMM CEPICYHBIX COKPAIIEHUH.

5.2. ®apmakoKMHeTHYECKHE CBOMCTBA

(DapMaKOKI/IHCTI/IKa CI/IJ'II[eHa(I)I/IJIa B PCKOMCHAYCMOM JHAIIa30HE 103 HOCUT JIMHEUHBIN XapaKTep.
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AOGcopOnus

[Tocne ogHOKpaTHOTO MprieMa npenapara Buigerpa B mo3e 100 mr cpenssist Cmax criiaeHaduia
MYX4UH coctaBisier okojo 411 ur/mi. Cmax cunaenadwmina npu npueme npenapara Bumgerpa
BHYTPb HATOIIAK JOCTUTACTCS B CPEIHEM B T€YEeHHUE 2 4.

Pacopenenenue

CBsi3b ¢ OenkaMu TU1a3Mbl CHIIZICHa(UIa U €ro OCHOBHOTO IUPKYJIUPYIOHero N-IeMeTHIBHOTO
MeTaboIMTa COCTaBISET MPUMEPHO OKONo 96 % W HE 3aBHCHT OT OOIICH KOHIIEHTPAIUU
npernapara.

BI/IOTDaHC(bODMaHI/IH

Cunpgenadun MeTabonM3upyercs, TIaBHBIM 00pa3oM, B MEYCHH MOJ JCUCTBHEM H30(epMEeHTa
mutoxpoma CYP3A4 (ocHoBHO# nyTh) 1 m30(epmenTa ruroxpoma CYP2C9 (MUHOPHBIH MyTh).
OCHOBHOW LUPKYJIUPYIOLUIMH aKTUBHBIA MeTabonauT, oOpasyromuiics B pesyibrare N-
JeMETWINPOBaHUs cuiieHadwia, noaBepraercs JanbHeimemy merabonuszMy. CelneKTHBHOCTb
JIeicTBUS 3TOro Metaboymra B oTHOmeHnH OJ[D comocraBuMa ¢ TakoBOW cuieHadmia, a ero
aKTUBHOCTH B oTHOmIeHHH DJID-5 in vitro cocraBiser okoso 50 % akTHBHOCTH cuieHadHIa.
KonuenTpanus Merabonura B mia3Me KpoBH 310pOBBIX 100pPOBOJIBIEB M1OCIIE IpHUeMa Ipenapara
Bunnerpa cocrasisiia okoio 33 % oT KOHIEHTpauuu cuiigeHaduia. N-1eMeTuiIbHbI MeTaboauT
HoJBepraeTcs JanpHeneMy Metabonusmy; ero Ti/2 cocTaBiseT okoso 13 yacos.

OJIUMUHAIMS

OO6umwmit knupeHc cwijeHadunaa npu npueme mpenapara Bunnerpa cocrtasnser 71 n/gac, a
koHeuHbld T12 — 9 uac. Ilocie mpuema BHYTph TakXe Kak IOCJIE€ BHYTPUBEHHOI'O BBEACHUS
cuigeHadua BBIBOAUTCS B BHJIE META0OJIMTOB, B OCHOBHOM, KHIIeYHHKOM (okomo 80 %
NepOopabHOM J103bl) U, B MEHbIIIEH cTeNeHu, moukaMu (0koio 13 % nepopaiibHOH 103bl).

Oco0bIe I'pynnbl HJaMCHTOB

CoOcTBeHHBIX HCCNEAOBaHUN TMpenapata Bumgerpa B 0coObIX TIpynmax MalUeHTOB He
MIPOBOJIUIIOCH, TPUBOSTCS JaHHBIC, TIOJYYCHHBIC MPU MCCIIEIOBAHUN TIPETapaToB CHIeHadIa
B JIEKApCTBEHHOU (hopme 6€3 TPOTOHTAIMH BICBOOOXKICHHUSI.

Ioueunas nedocmamounocms

Y 1oOpoBOMNBIIEB C TOYEHYHON HEJOCTATOUYHOCTHIO JIETKOW M CpenHed cTeneHu (KIUpeHC
kpearnauHa = 30-80 Mmi/mMuH) (dapMaKOKWHETHYECKHE NapaMeTpsl CHiJeHaduiIa TMpH ero
OJIHOKpATHOM TipueMe BHYTPh (B 03¢ 50 mr) He m3mensuuch. Cpenane 3HadeHusI AUC U Chax
N-gecmeTun-meradonuTa MOBBIIIANUCE A0 126 % u 73 % COOTBETCTBEHHO IO CPaBHEHHUIO C
T00pOBONBIIAMHE TOTO € Bo3pacTa 0e3 HapymieHus (GyHKIUH modek. OIHAKO BCIEICTBUE
3HAYUTEILHON MEKWHIUBUTYAIbHONU BapHaOETbHOCTH ATH PA3INYUs HE SIBISUTHCH CTATUCTUYECKU

3HAYUMBIMUA. Y JOOPOBOJIBIIEB C MOYEYHOW HEIOCTATOYHOCTHIO TSDKEJIOW CTENEeHH (KJIMpPEHC
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kpeatnanHa < 30 MJI/MUH) KIUPEHC cuiieHadiuna CHﬁQ%E?ﬂEAg: %ﬁg@}h%k -gr%e'dlm'f%hmo

STy T TIE

AUC u Cmax B cpeaeM Ha 100 % u 88 %, COOTBETCTBEHHO, 10 CPABHEHMIO C 3TUMH MTOKA3aTEISIMU
y MMALIMEHTOB TOM YK€ BO3PACTHOM I'PYIIIBI ¢ HOpMAIIbHOU PyHKIMEH mouek. Kpome Toro, 3HaueHUs
AUC u Chnax N-gecmermii-metadoanta nossimaiuck Ha 200 % u 79 %, COOTBETCTBEHHO.
Ileyenounas nedocmamounocmo

Y 1006poBOJIBLIEB € IIUPPO30M MEUECHU JETKOM M cpeaHed creneHu TsokecTtd (kiaacc A u B mo
Yaiina-I1pr0) kmpenc cunneHaduaa cHuxaics, 9ro npuBoauio kK nossimenno AUC (84 %) u
Cmax (47 %) 110 cpaBHEHHIO C ITUMH TIOKa3aTEISIMU Y MAIIMEHTOB TOM YK€ BO3PACTHOMN IPYIIIIBI TPH
HOpMaIbHOW (QyHKIMU medyeHU. PapMaKOKMHETHKA CHIIIeHa(puIa y MalUeHTOB C TKEIBIMU
HapyIICHUSIMH (DYHKIIMY TICYCHU HE U3ydanach.

Jluya noowcunozo eéospacma

VY 3710poBBIX JOOPOBOJIBLIEB MOKUIOIO Bo3pacta (65 JeT W cTaplie) KIUpEeHC cuiifeHaduiia
CHW)KEH, a KOHLEHTpauus cuijeHaduia W akTUBHOro N-IecMeTHNI-MeTadoliuTa B IUIa3Me
npubam3uTeibHo Ha 90 % BBIMIE ee YpOBHS Yy 3JI0POBBIX JOOPOBOJIBIICB MOJIOJIOTO BO3pacTa
(1845 ner). BeneactBre BO3pacTHBIX Pa3InyMii B CBS3BIBAHHM IIperiaparta ¢ OejIKaMH ILTa3Mbl,
COOTBETCTBYIOIIIEE MOBBIIICHHE KOHIEHTPALMU CBOOOJHOTO cuiigeHaduiIa B IUIa3ME KpOBU

pUOIM3UTENBHO cocTaBisio 40 %.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB

Bungerpa, 50 wr, TaOIETKU C MPOJJOHI'MPOBAHHBIM BBICBO60)I(Z[CHI/ICM, MOKPBIThIE MJIEHOYHOMN

0007104KOi

['mmpomeriosa

JlakTo361 MOHOTHApAT

[emron03a MUKpPOKPUCTAIIIMYECKAs
[ToBunon-K25

Maruus creapat

Cocmag obonouxu:
I10JIMBUHUIIOBBIN CIIUPT
Maxkporon-4000

Turana quokcun

Buamerpa, 100 Mr, TaOJETKH ¢ OPOJOHTHUPOBAHHBIM BBICBOOOKICHHUEM, MOKDBITHIE TUICHOYHOM

000J10YKOi
I'unpomernosa

JIaKTO3bI MOHOT napar
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IMoBugon-K25

Marnus creapar
Cocmas 0b6o10uKuU:
[ToMBUHUIIOBBIN CIUPT
Maxporosn-4000

Turana nTuokcun

6.2. HecoBMecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

3 rozxa.

COOTBETCTBYET 3KCMEPTHOMY OTUETY

TRy TR

o1 07.02.2025 Nz 2926

(NOCNEQCBATENEHOCTES 0000)

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTh Ipu Temneparype He Biie 25 °C.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

Ilo 1, 2, 4 wumm

10 TabneTok B KOHTYPHYI SYEMKOBYIO YIAKOBKY M3 IUIEHKH

NOJMBUHUIIXJIOPUIHON M (DOJIBIH aTFOMHHHUEBOM MEUYaTHOHN JIAKUPOBAHHOM.

1, 2, 3, 4 unu 10 KOHTYpPHBIX STYEUKOBBIX YIAaKOBOK BMECTE C MHCTPYKLHEH 1O MEIULMHCKOMY

IMPUMCHCHHUIO TIOMCHIAOT B KAPTOHHYIO YIIAKOBKY (naqu).

6.6. OcobOble Mepbl

JIEKAPCTBCHHOI'0 nmpemnapara

MPEeI0CTOPOKHOCTH

npu YHAUYUTOKCHUU HCIIOJIb30BAHHOI'0

0TX0/10B, MOJTYYCHHBIX mnmocJjie NMPUMEHECHUSA

JIEKAPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccus

000 «ATomm»

445351, Camapckas o0:., r. XKurynesck, yiu. ['mapoctpourenei, . 6.

7.1. IlpencraBuTe/ib AepaKaTelisi perHCTPALIMOHHOTO Y10CTOBepPeHHus

[Iperensuu morpedbUTEIEH HAIIPABIIATH 110 AAPECY:

Poccus

000 «O308»

445351, Camapckas 06011., 1.0. JKurynesck, r. XKurynesck, yi. ['uapocrpourenei, 1. 6.

Temn.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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8. HOMEP PETUCTPAIIMOHHOI'O Y IOCTOBEPEHus =M T 0000)

9. JATA TMEPBUYHONW PETMCTPALIIMMA (IIOATBEPKIEHMS
PETACTPAIIAU, TEPEPETVCTPALIAN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0mast XxapakTepuCTHKa JIEKapCTBEHHOTO mpemnapara Bumngerpa gqoctynHa Ha HHPOPMAIMOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOr0 CO03a B MHPOPMAIMOHHO-KOMMYHUKALIMOHHON CETU

«Mutepuer» https://eec.eaeunion.org/.
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