COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 17.12.2024 N2 27897

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Codocoysup, 400 mr, TaOIETKH, MOKPBITHIC INICHOYHOW 000JIOYKOM.

2. KAYECTBEHHbBIN 1 KOJIMYECTBEHHBINA COCTAB
JeticTBytomiee BemecTBo: copocOyBup.
Kaxxnas tabnerka, HOKphITas IIIEHOYHOU 000J1049K0i, coaepkuT 400 mr codocOyBupa.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOM.
OBasIbHBIC ABOSKOBBITYKJIBIE TAOJETKH C PUCKOH, MOKPHITHIE IJICHOYHOW 000JI0YKOM 0€I0T0 HiTH
nourtu Oenoro nBera. Ha paspese supo TabiaeTkn 0eoro Wi mouTH 0eIoro nBeTa.

Jlunus paznoma (pucka) He IpeaHa3HaYeHa [T pa3jiaMblBaHUs TaOIETKU.

4. KINMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO
[Tpemapar CohocOyBup MoOKa3aH K MPUMEHEHHUIO B KOMOWHAIIMH C APYTUMHU JICKAPCTBECHHBIMHU
npenaparamu Juis jJedenus xponudeckoro renaruta C (XI'C) y B3pocibIX MAIMEHTOB U JeTei B

Bo3pacre ¢ 12 no 18 ner.

4.2. PesxuM 103MPOBaHNsI U CTIOCO0 MPUMEHEHUsI
Jleuenne mnpemaparom CodocOyBUp MOMKHO HAUYMHATHCS W KOHTPOJIUPOBATHCS BpPAYOM,
nMeromuM onbIT Jedenus XI'C.

PexxuM 103upOBaHUs

Pexomengyemast no3a npemnaparta CodocOyBUp 1115t B3pOCIHbIX U eTei ot 12 1o 18 et cocrapisier
400 Mr oiMH pa3 B CYTKH.

[Tpemapatr CodocOyBup MOMKEH MPUMEHSTHCS B KOMOWHAIIMH C JAPYTMMH JIEKapPCTBEHHBIMHU
npernapaTami.

MoHnotepamnust copocOyBUpOM He pekoMmeHyeTcs. Takke CM. HHCTPYKIIUU MO METUIIHHCKOMY
NPUMEHEHHIO JICKQpPCTBEHHBIX IPENaparoB, IMPHUMEHSEMBIX COBMECTHO C cO(OCOYyBHpOM.
JlexapcTBeHHbIE MpenapaThl, PEKOMEH1yeMbIe K COBMECTHOMY MPUMEHEHUIO0 ¢ copocOyBUPOM, U

JJIIUTCIIBbHOCTD KOM6HHHpOBaHHOﬁ TCpalru MPEACTABJICHLI B Ta6n1/1ue 1.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 17.12.2024 N2 27897

(NOCNEQCBATENEHOCTE 0001)

Tabmuua 1. JlekapcTBeHHBbIE NpemnapaTbl, PEKOMEHIyeMble K COBMECTHOMY IPHMEHEHHIO C
coocOyBHpOM, M AIUTEIBHOCTh KOMOMHHPOBAHHOW Tepamuu JUIsi B3POCHBIX IMALUEHTOB H

ManueHTOB ACTCKOIO BO3pacTa OT 12 net n crapume

[Momynsiius manueHToB™ Tepanus JnmurenbHOCTD
B3apocnbie nanuentsr ¢ XI'C | CodocOyBup + pubaBupun® + | 12 memenp®®
reHotunos 1, 4, 5 wim 6 mruaTepPepoH anbha

Codocoysup + pubaBupun® 24 Henenun

Tonpko A MPUMEHEHUS Yy TMAlUEHTOB,
KOTOpBIC HE MEPEHOCAT WU HE TOIXOIAT
JUISL Tepanmuu MAruHTephepoHOM  aimbda

(cMm. pasgen 4.4)

Bspocnele  mammentsl  u | CopocOysup+ pubaBupun’ 12 nenens”
MAIMEeHTHI JETCKOTO BO3pacTa

or 12 ner u crapme ¢ XI'C

reHoruna 2
B3spocneie nanuentst ¢ XI'C | CopocOyBup + pubaBupun® + | 12 menens®
reHorumna 3 MIrUHTEPPEPOH anbha

Codocoysup + pubaBupun® 24 Henmenun
[TarmenTsI nerckoro | CopocOyBup + prdaBupH® 24 "enenu
BO3pacTa ot 12 et u crapiue
¢ XI'C renorumna 3
Bspocineie manuentsr ¢ XI'C, | CohocOysup + pubaBupun® Ho
OKUJAroIINe TpaHCIIaHTAIlUU
TpaHCIUIAaHTAIUIO TIEUEHU neueHn®

* BrirouaeT ManMeHTOB, OJHOBPEMEHHO WH(OUIIMPOBAHHBIX BHPYCOM HMMYHOJEPHUINTA
yenoseka (BUY).

& Jlns nanpenToB ¢ XI'C renorumna 1, KOTopsle paHee MOTydyaad Teparui, OTCYTCTBYIOT JaHHbIC
0 KOMOMHMpOBaHHOW Tepanuu cohocOyBUpOM, PHOABUPUHOM U IATUHTEp(hEpoHOM anbda
(cMm. pasnen 4.4).

b Cnemyer paccMOTpeTh BO3MOXHOCTH MOTEHIMATBHOTO YBEIMUYEHHS HPOIOKHTETLHOCTH
neuenus ¢ 12 "Henens 10 24 Helenb, 0COOEHHO IS MOATPYII MALUEHTOB, Y KOTOPBIX UMEIOTCS
OJIUH WJIM HECKOJBbKO (haKTOPOB, HICTOPUUECKH CBSI3aHHBIX ¢ 0oJiee HU3KOM 4acTOTOil OTBeTa Ha

Tepanuio TIpenapaTaMd Ha OCHOBE HHTepdepoHa (Hampumep, MPOTrpecCUpYIOINi
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 17.12.2024 N2 27897

Gbubpo3/1Mppo3, BEICOKAss BUPYCHAS HAarpy3Ka chonﬂag ;71;@3;{‘;, %EF&QEEE; 'E)Ic'a;:llgl;ﬂﬁqne

He-CC amnenu rera IL28B, oTcyTcTBHE OTBETA HA MPEIIIECTBYIONIEE JICYCHHE IIITHHTEP(PEPOHOM
anb(a u pubaBUPHHOM).

¢ Jlnst B3pOCIBIX MAIMEHTOB /1038 PUOABUPHHA ONPEICIISICTCS HCXOI U3 MAcChl Teja MalieHTa
(< 75 xkr = 1000 mr u > 75 kr = 1200 mr); npenapar IPUHAMAIOT BHYTPh BO BPEMs €Ikl B JBa
npuema.

d- PexoMeHIOBaHHBIE 1036l PHOABUPUHA IS eTeil 12 JTeT u cTapire cM. B Tabmuie 2.

¢ Cm. Hmke nozapazgen «OcoOble Tpynmbl MAlMEHTOB», MYHKT «[lallMeHThl, O0XuAarolue

TPaHCIINIAHTAIUIO IICYCHUN)).

[TarimenTam neTckoro Bo3pacta 12 JieT u crapiie peKOMEHIyeTcsl IPUHUMATh pUOaBUPUH BHYTPh

BO BpeMs €Il B JiBa pueMa cleAyromuM oopa3om (Tabnuna 2).

Tabmuua 2. PexomeHIOBaHHBIE /1036l pUOaBHUpUHA B KOMOHMHAIMH ¢ cO(POCOYBHPOM y IETE,

uHuirposanHbix Bupycom renaruta C (BI'C), ot 12 et u crapiie

Macca Tena, KT CyrouHas 103a pubaBUpHHA™
<47 15 mr/kr/cyT.
47-49 600 mr/cyT.
50-65 800 mr/cyT.
66-80 1000 mr/cyT.
> 81 1200 mr/cyT.

* CyrouHas /103a pubaBUpHHA KOPPEKTUPYETCS B 3aBUCUMOCTH OT MACChl Tella U MPUHUMAETCS
BHYTPb B BUJIE pa3/IeJICHHOHN Ha J1Ba IIpreMa J103bl BO BpEMS €/Ibl.

JlaHHBIE O COBMECTHOM IPUMEHEHUU C IPYTMMHU TPOTUBOBUPYCHBIMU MIpeTapaTaMu JUIsl JICUEHUS
rernatuta C cM. B pazzene 4.4.

Koppexmuposka 0o3vl y 63pocavix nayuenmos

He pexomenayercs cHuxath 103y copocOyBuUpa.

Eciu codocOyBup npumeHsiercss B KOMOMHAIMK C MArUHTEpdEepoHOM anbda, U y MalHeHTa
pa3BWIIaCh Cephe3Hasi HeXellaTelbHasl peakiys, MOTEHIIHATBbHO CBA3aHHAs C MATHHTEp(EepOoHOM
anb(da, 103y MOCIETHEro cielyeT YMEHbIIUTh MM HpPeKpaTuTh ero npuem. s momyueHus
JOTIOTHUTEIbHOW MH(GOPMAIMU O BO3MOKHOCTH CHUXKEHUSI JTO3bl W/WIIM MPEKpPALIeHUH Tepanuu
MATUHTEPPEPOHOM alb(a CM. MHCTPYKIMIO MO MEIULIUHCKOMY NPUMEHEHHUIO MIruHTepdepoHa
anbpda.

Ecimu Yy InanueHTa pa3sBUJIaChb CCPLE3HASA HCKCIIATCIIbHAA PpCAaKIUA, IMOTCHIUAJIIBHO CBA3daHHAA C
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 17.12.2024 N2 27897

pUOABUPUHOM, TO CIIEAYET YMEHBIIUTD 103y PUQ aBHpHHé%E%:M%&%' . 'MEEEQ;I%J écom

BO3MOYKHO, /10 TOI'O MOMEHTA, KOIJa HEXKeJIaTelbHas peaklys MCUYE3HET WIM YMEHBIIUTCS €€
TshKecTh. B Tabnuie 3 mpuBeneHbl PEKOMEHAAUU 0 W3MEHEHHIO J03bl pUOABHPHHA U €TrO
OTMEHE, C Y4eTOM KOHLEHTpAalMM I'€éMOIJIOOMHA U COCTOSHUS CepJeUYHO-COCYAUCTOW CHCTEMBI

IHalucHTA.

Tabmuna 3. PykoBOACTBO 10 U3MEHEHHIO J103bl pUOABUPUHA IIPU €r0 COBMECTHOM NMPUMEHEHHH C

coocOYBUPOM Y B3pOCIBIX NAI[IEHTOB

JlaGoparopHble 3HaUEHUS CHu3uth 103y pubaBupuHa 10 | OTMEHUTH IIpUeEM
600 Mr/cyTKH, eCiu: pubaBUpUHa, €CITH:
Konnenrpanust remorsioouna | < 10 r/mn < 8,5 r/mn
y HanUEeHTOB oe3

3a00JIeBaHus CepIa

KoHuenTpanus remMoriioonHa | CHUXKEHHE KoHIeHTpauuu | < 12 r/min, HecMOTpss Ha
y MalMEeHTOB ¢ 3a00JieBaHUEM | FeMOrJIoONHa Ha > 2 T/A7 B | IpUMEHEHWEe Tpenapara B
cepaa B aHAMHE3¢ B | TeUeHHE JIOOBIX 4 Henenb | TedeHWe 4 HEOelnb B

CTaOUIBLHOM COCTOSIHUH TCparnu MOHIKSHHOU J03€

[Tocnie oT™MeHBI puOaBUpUHA BCIICACTBHE OTKIOHEHUS OT HOPMBI Ja00OPaTOPHOTO MOKA3aTENs HITH
Pa3sBUTHUA KIMHUYCCKHUX CUMIITOMOB, MOXHO HOHpO6OBaTI) BO300HOBHUTD TCpalunro pI/I6aBI/IpI/IHOM
B 103¢ 600 Mr B CyTKH, a Jjajee YBeIU4uTh 103y A0 800 MI B CYTKH, OAHAKO HE PEKOMEHIYeTCs

HOBBIIIATE 103y prbaBupuHa a0 nepBoHadaibHoi (1000 mr - 1200 mr B cyTKH).

Koppexmupoexa 0o3bt y 0emeti 12 nem u cmapuie

CHmkenue 10361 copocOyBUpa HE PEKOMEHIYETCS.

Ecnu y manmenTa HabmroaeTcs cepbe3Hasi He)kenaTellbHas peakius, MOTEHI[HAILHO CBA3aHHAS C
NpUMEHEHHEeM pHOaBUpUHA, CIEAYeT CKOPPEKTUPOBAaTh 103y pPUOABHUPHUHA WM OTMEHUTHh
mperapar, €ciu NTPUMEHUMO, JIO TPEKpaNIeHHS HEKeIaTebHOW pPeakWd WU yYMEHBIICHUS
CTCTICHH TSDKECTH PeaKIny. PeKoMeH1aliuu 1o KOPPEKIIHH 1036l pUOABHPUHA UITH €TI0 OTMEHE CM.

B MHCTPYKLUU 110 TPUMEHEHUIO pubaBUPHHA.

Ommena mepanuu y 83pocavix u demeul 12 niem u cmapuie
Ecin  TONHOCTRIO — TIpEKpalieHo TNpPUMEHEHWE JPYTruX JIEKAPCTBEHHBIX  IPENaparos,
Ha3HAYaBIINXCA B KOMOMHAIINH C cCOPOCOYBUPOM, ClIeyeT OTMEHUTD U Tepanuio cohocOyBUpoOM

(cm. pasnen 4.4).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 17.12.2024 N2 27897

(MOCNEQCBATENEHOCTE 0001)

IIponyck npuema npenapama uiu 603HUKHOBEHYe PEOMbl

Ecnu ono3nanue B mpueme codocOyBupa coctaBuiio MeHee 18 yacoB, MAIMEHTY CIEAYeT Kak
MOYKHO CKOpee MPHUHATh OYEPEAHYIO J103Y, a 3aT€M MPOJIOJKUTh OOBIYHBII ITPHEM Ipenapara.
Eciu onoznanme B mpueme codocOyBupa coctaBuiao Oonee 18 yacoB, ManmueHTy clieqyer
MOJI0K/IaTh U MPUEM CIIEAYIOLIEH Ta0lIeTKH OCYIECTBUTH B OOBIYHOE BPEMSI.

Heo6xoaumo nHpopMUpOBaTh NAIMEHTA, YTO MPUEM ABOWHON J03bI HE PEKOMEHYETCsl.

Ecnu y manreHnTa BO3HUKIIA pBOTa B T€UEHHUE 2 4aCOB MMociie npuema coocOyBupa, HEOOXOAMMO
MIPUHSATH €lle OJHY 103y Ipenapara.

Ecniu y mnanmeHta BO3HMKJIA pBOTa CHYCTS 2 Yaca Mocie npuema codocOyBHpa, HET
HEOOXO/JMMOCTH B NpHEME €lle OJHOW 03Bl Ipernapara (BcacblBaHHE OOJBIIEH YacTH J103BI

npernapara NpoUCXOIUT B TEUEHHUE 2 YACOB).

Oco0nIe T'pYIIIBI NAlIMCHTOB

Tayuenmuwr nodwcunozo eospacma

He tpebyercst KoppeKTHpOBaTh 103y Mpernapara y HalreHTOB MOKUIOTO BO3pacTa.

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

He Ttpebyercs koppekrupoBath 103y mpenapara CodocOyBHp y HAIMEHTOB C HOYEYHOU
HEIOCTaTOYHOCTBIO JIETKOM WJIM CpenHed crermeHu TspkecTH. JlaHHble 1o Oe3omacHoCTH
npuMeHenns npenapata CopocOyBUp y MAIMEHTOB ¢ MOYEYHOW HEIOCTATOYHOCTHIO TSIKEION
CTETIeHH TSKECTH (pacdyeTHas CKOpocTh Ky6oukoBoii punsTpamnun (pCK®D) < 30 Mn/mun/1,73 M?)
U C TEPMUHAJIBHOW CTaJMel MOYEYHOM HeI0CTaTOYHOCTH, TpeOyroleil MpoBeIeHUs TeMOINaNN3a,
orpanuueHsl. [Ipenapar CodocOyBUp MOKET NMPUMEHSATHCSA y AAHHBIX TPYII MAalUEHTOB 0e3
KOPPEKIINH A03bI, KOTJa JPYTUe MOAXO0/MIINEe BAPUAHTHI JICUSHHSI HEOCTYITHBI (CM. pa3aensi 4.4,
4.8,5.2).

Tayuenmoi ¢ napywienuem yHKyuu neveHu

He tpeOyercst xoppektupoBath n03y mnpemnapata CodocOyBUp y MalMEHTOB C TEUYEHOYHOM
HEJI0OCTAaTOYHOCTHIO JIETKOW, CPeIHEW WM TsDKEIOW creneHu TsokecTu (kmacc A, B wim C mo
knaccupukanun Yaina-ITeto-TypkoTT) (cM. pasnmen 5.2). besonmacHocTs U 3(pPeKTHUBHOCTH
npenapata CodocOyBUp y MalUMEHTOB C JEKOMIEHCHPOBAHHBIM IUPPO3OM TIEYEHH HE
YCTaHOBIICHBI (CM. pasaen 4.4).

Tayuenmol, odcuoarowjue mpancnianmayuro neyeHu

[lpu onpeneneHuHn IAMTENBHOCTH mNpuMeHeHHs npenapata CodocOyBUp y NalKUEHTOB,
OKUJIAIOUINX  TPAHCIUIAHTAIMIO  TE€YEHH, HEOOXOIMMO  pPYKOBOJCTBOBATHCS  OLIEHKOM

COOTHOHICHUS ITOJB3a-PUCK IJI1 KOHKPETHOI'O MalueHTA.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 17.12.2024 N2 27897

B3pocnvie nayuenmul, nepenecuine mpancniaHmayuo nBle IEQOBATENEHOCTE 0001)

Tepanust npenapatom CodocOyBup B KOMOMHAIMM ¢ pUOABUPUHOM B TeueHHE 24 HeENenb
[I0Ka3aHa K [IPUMEHEHUIO Y MAallMEHTOB, IEPEHECIINX TPAHCIUIAHTALUIO IIeueHu. PekoMenyercs
MPUHUMATh pUOABUPHH B HaYaIBHOM 7103€, COOTBETCTBYIOMICH 400 Mr, BHYTph B JIBa IIpHeMa BO
Bpems enbl. [Ipu xopomiei mepeHOCUMOCTH HAa4YalbHOM JT03bl, €6 MOXHO YBEJIMYUTH BIUIOTH JI0
makcumanbHOHU - 1000-1200 mr B cytku (1000 Mr st manmeHTOB ¢ Maccoi Tena < 75 xr u 1200
MI JJIS TalMeHToOB ¢ Macco Tena > 75 kr). Ilpu 1mioxoil mepeHOCHMOCTH HayalbHOM /103l
pubaBupruHa ee HeoOXOOUMO CHH3UTh B COOTBETCTBUU C KIMHMYECKMMH IIOKa3aTelsiMU Ha
OCHOBaHHH 3HAYCHHUsS YPOBHsI reMorsioonna (cM. paszen 5.1).
eTH

besonacHocts u addexTuBHOCTs Tepanuu npernaparom CodocOyBup y aereit go 12 mer He
YCTaHOBJICHBI.

Cnoco6 IIPUMCHCHUA

BnyTps.

[Tpenapat CodocOyBup clieayeT MPUMEHSATh BO BPEMs €/Ibl.
Tabnerky HEOOXOIMMO MPOINIATHIBATh IEIMKOM, 3amuBas Bojoil. Tabmerku He cremyer
pa3KeBbIBATh WIIH Pa3JIaMbIBATh B CBSI3H C HEMIPUATHBIM BKYCOM JICHCTBYIOIIETO BEIIECTRA.

Jlunus paznoma (pucka) He MpeIHa3HAYCHA JUIs pa3IaMbIBaHUs TaOIETKH.

4.3. IIpoTHUBONMOKA3AHHS

® TUNEPUYYBCTBUTENIBLHOCTh K CO(OCOYyBUPY W/HMIM K JHOOOMY M3 BCIIOMOTaTeNbHBIX BELIECTB,
IIEPEUNCIICHHBIX B pa3zene 6.1;

e [AlMEHTaM, MOJYYArOIIMM CHJIbHbIE WHIYKTOpbI P-riukonporenHa (P-gp) B KuIIeuHHKE
(xapbamazenuH, (enoOapOuTan, GeHUTOMH, pU(aMIUIMH U 3BEpOoOOIl MPOABIPSIBICHHbIHI
[Hypericum perforatum]). OxHOBpeMEHHOE NPHUMEHEHHE MOXKET 3HAYMTEIBHO CHHXKATb
IJIa3MEHHYI0 KOHIEHTpanuio codocOyBUpa M MPHUBOJIUTH K CHIDKEHHIO 3(PQEKTUBHOCTH

npemnapara Codocoysup (cMm. pasaen 4.5).

4.4. Oco0ble ykazaHus U Mepbl MPeI0CTOPOKHOCTH MPHU MPUMEHEeHHH

O0mue

[Tpenapat Co¢ocOyBUp HE peKOMEHAYEeTCs NPUMEHSTh B BHJE MOHOTEpANMM, OH JOJKEH
Ha3HAYaThCsl B KOMOWHAIIMH C IPYTHMH JIEKAPCTBEHHBIMU TpenapaTamu s edeHust X1 'C.

[Tpu npekparmeHnn mpremMa IpyTrux JeKapCTBEHHBIX MPENapaToB, HAa3HAYEHHBIX B KOMOWHAIHH C
npenapatoM CodocOysup, npenapar CohocOyBUp Takxke AOIKEH ObITh OTMEHEH (CM. pa3zien

4.2.). Ilepen navyanoMm nmpumeHeHus npenapara CopocOyBup cieayeT BHUMATEIbHO MPOYUTATh
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COOTEETCTEYET 2KI(
ot 17.12.2024 K
UHCTPYKIHUIO TIO0 MEIUIHUHCKOMY HPUMEHEHHIO coaMeerro SrHsrAuhent ! ﬂeIIachrBé]{hHX

OMY OTUETY

IpenapaToB.

Tsoxenas 6pa,u1xn<apzms{ )41 6JIOKaI[a cepana

HaOnromanuch ciaydan >KU3HEYrpokarolled TsDKelaod Opaaumkapauu U OJoKaJbl cepaua Ipu
IpUMeHeHUH copocOyBUP-COJIEPKAILUX PEXKUMOB B COUETAaHUU C aMHuoiapoHoM. bpaaukapaus,
KaK [IpaBWJIO, BO3HUKAJIA B TEUEHUE HECKOJIBKUX YaCOB MM JHEH, HO HAOIIOAAIMCh TAK)KE CIydau
¢ 6oJee ATMTETFHBIM BPEMEHEM €€ Pa3BUTHS, B OCHOBHOM, JI0 IBYX HEZIENb IIOCIIE Hayalla JICYCHHS
BI'C-undexnum.

AMUOJApOH JO0JDKEH IPUMEHSThCS Y MAMEHTOB, KOTOpble IpuHuMaroT npenapat CodocOysup,
TOJIbKO B Ciy4ae, €CIM JpYyrue ajJbTEepPHATUBHbIE AHTHUAPUTMHYECKHE BHJIbl JICUEHUS HE
NIEPEHOCATCS WM IPOTUBOIOKA3aHBbI.

B ciyuae, eciu conyTcTBYIOIUI NpUEM aMHUOIapoOHa CYMTACTCSI HEOOXOAUMBIM, PEKOMEHTyeTCs
IPOBOJIUTH TIIATENbHBI MOHHUTOPUHI CEpACYHBIX I[IOKa3aTejled MalUeHTOB B YCIOBMSX
CTalllOHapa B TeYEHHE NepBbIX 48 yacoB MOCie Hayajla COBMECTHOTO IPUMEHEHUS MPEenaparos.
[Tocne 3TOrO cepiaedyHblii PUTM CIEAYET KOHTPOJIMPOBATb B aMOYIATOPHBIX YCIOBHSX WIU
CaMOCTOSITENIbHO MAI[MEHTOM Ha €KEJIHEBHOM OCHOBE B TEUEHUE HE MEHEE JIBYX HEJIEIIb JICUCHUS.
BBuay npomosnKUTENhHOrO Iepuoja IOJIYBBIBEACHUS aMHOIAPOHA, MOHUTOPUHI CEpIEYHBIX
[oKa3aTeled TakKe JOJDKEH OCYLIECTBIISITbCS Y MAlUMEHTOB, KOTOPbIE MPEKPATUIN MpUEM
aMHUOJIapOHa B TEYEHME IOCIETHUX HECKOJIbKHUX MECSIIEB M JIOJKHBI HayaTh IPUEM Ipernapara
CodocoyBup.

Bcex mnanMeHTOB, NPUHUMAIONIMX WIM HEJAaBHO IPUHUMABIIMX aMHOJApOH, CIEAYET
OpenynpeauTb O CHUMIOTOMax Opagukapauu M OJoKaabl cepala U HOPEKOMEHJI0BaTh
He3aMeUINTEIbHO 00paIaThCcs 32 MEAUIIMHCKON TOMOIIIBIO B CITy4ae X BOZHUKHOBEHUS.

[Tamuents! ¢ konHdekmmeii BI'C/Bupycom renarura B (BI'B)

CooOmranocs o peaktuBaiuu BI'B B xo/ie Tepanuu mpOTUBOBUPYCHBIMU MpeENapaTaMu MpsiMOro
JICUCTBUS WJIM TIOCJIE €€ MPOBEJCHHS, B HEKOTOPBIX CIy4YasX € JIETAIbHBIM UCX0a0M. 1o Havana
Tepanmuyd BCEM TMalMeHTaM HeoO0XOoauMo TMpoBoauTh CKpuHUHr Ha BI'B. Tlamuentsr ¢
kouHpekuuerr BI'C/BI'B umetor puck peaktuBauuu BI'B, u, B cBsI3u ¢ 3TUM, UM HEOOXOAUMBI
HaOII0/IEHUE U Teparnusi, COOTBETCTBYIOIINE TEKYIIIUM HAIIMOHATLHBIM PEKOMEH IAIIUSIM.

IMamumentsl ¢ XI'C regotunos 1. 4. 5 u 6, paHee NoJyYaBIINE JIeUECHHE

He nmpoBoaminocs kimmnundeckux uccnenoBanuit (KM) ®dassl 3 codocOyBupa y nanuenton ¢ XI'C
reHotunos 1, 4, 5 n 6, pa"ee nmosy4yaBmux Tepanuio. [[oaToMy, He ycTaHOBJIEHAa ONTHUMAJIbHAS
JUIMTEIBbHOCTD JIEUEHUS y ITOW MOIYJIALMH AlUEHTOB.

TakTuka Jie4yeHus TaKUX MalUeHTOB TPeOyeT 00CYKASHMsI, BO3MOKHO, B OTHOILIEHUH YBEIUYEHUS

MIPOJIOJDKUTENIBHOCTH JieueHus ¢ 12 Heaenb 10 24 Henenb, 0COOCHHO ISl TIOATPYII MAIUEHTOB, Y
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KOTOPBIX UMEIOTCS OJMH MJIM HECKONIBKO (paKkTppOB, I/Id’H)IBI/;"’Il% EHsarHbIX © Goree- Hirdkoit

4acTOTOW OTBETa Ha Tepamuio TpernaparaMd Ha OCHOBe WHTepdepoHa (Hampumep,
porpeccupyronmmii  Gpuopo3/uuppo3, BHICOKAs BUPYCHAas HArpy3ka Ha HCXOJHOM YpPOBHE,
HerpouHas paca, Hanmnuue He-CC ayenu rena [IL28B).

IMamwmentsl ¢ XI'C regoTunos 5 wiu 6

O6wem gannbix KM B mognepxky npumenenus copocOyBupa y nauenToB ¢ XI'C reHoTUnoB 5
WM 6 OYeHb OTPaHUYECH.

Jleuenne narmmenToB ¢ XI'C resornnos 1. 4. 5 u 6 6e3 uarepdepoHa

Pexxumel Tepanuu coocOyBupom 6e3 naTepdepona y manueHTon ¢ XI'C reHorunos 1,4, S u 6
He n3ydanuch. ONTUMAIBHBIN PEXKUM H JUTUTEILHOCT TEPAlTUU HE YCTAHOBIICHBI.

Takue pexuMbl CIEIyeT MPUMEHSATh TONBKO Y TMAIMEHTOB, KOTOPHIE HE MEPEHOCSAT WM HE
TOJIXOJIAT JIJISl TeParuy HHTEP(HEPOHOM, M CPOYHO HYKIAOTCS B JICUCHHU.

INanuenTsl ¢ XI'C 1 IEKOMIIEHCUPOBAHHBIM IIUPPO30M IT€UEHH

[Ipr neKOMIIEHCHPOBAaHHOM LUPPO3€ IMEYeHU HPPEKTHBHOCTh U OE30MACHOCTh NMPUMEHEHUS
coocOyBHupa B KOMOMHAINH C MIITHHTEP(HEPOHOM anb(a/pudaBUPHHOM WU C PUOABUPUHOM HE
YCTaHOBJIEHBI (CM. MHCTPYKIMU 10 MPUMEHEHHUIO MAITHHTep(depoHa anb(a U pruOaBHpHHA JUIS
JIOTIOJTHUTEILHON MH(MOPMAILIHH ).

CoBMecTHOE OPUMCHCHUC C APYI'MMHU ITPOTUBOBHUPYCHBIMU IIpEIIapaTaMiu IIPAMOIO I[CflCTBI/I?I JJIA

aeuenus XI'C

[Tpenapat CodocOyBup cieayeT NPUMEHSTh COBMECTHO C JAPYTMMM IPOTUBOBUPYCHBIMHU
npenapaTtamMi IpsMOro JAEHCTBHs TOJIBKO B TOM Cilydyae, KOIJia IoJib3a OT TaKOH KOMOMHAIMH
NEPEBEIIMBAET PUCKH COTJACHO UMEIOMIMMCS JaHHBIM. OTCYTCTBYIOT JaHHBIE B MOIIEPKKY
COBMECTHOI'O NpUMeHeHHs copocOyBHpa U TeaanpeBupa uin odouenpesupa. Takas koMOUHaLusA
IpenapaToB He peKkoMeHayeTcs (cM. paszzen 4.5.).

bepeMeHHOCTh M OMHOBPEMEHHOE NPUMEHEHHE DI/I6aBI/IDI/IHa

B cnyuasx, xorna npenapar CodocOyBup npuMeHseTcss B KOMOMHAIMKN C puOaBUPUHOM HIIH C
MATUHTEPPEPOHOM annb(a/prdaBUPHUHOM, )KEHIUHBI C COXPAaHEHHBIM JETOPOIHBIM NOTEHIINATIOM
WIN X TapTHEPH! JOJDKHBI IPUMEHSTh 3P PEKTUBHBIE METO/bl KOHTPALIECTIIIUH B IEPUOJ JICUCHHS
U TI0CJIE €r0 OKOHYAHUS B TeUEHHE HEOOXO0IMMOr0 IMepHoia BpEMEHH, COTJIACHO PEKOMEHIAIUM,
Opu TNpUMEHEHUH pubaBUpUHA (CM. HUHCTPYKLUHIO [0 MPUMEHEHHUIO pubaBUpHHA U
JOTIOTHUTEIbHON NH(pOpMaIun).

OaHOBpEeMEHHOE IPUMEHECHHE ¢ YMEPECHHBIMU HHAYKTOpaMu P-gp

JlexapcTBEHHBIE pENapaThl, KOTOPBIE SBJIAIOTCS YMEPEHHBIMU UHIYKTOpaMu P-gp B KuIIEUHUKE
(Hanpumep, MonaduHMI, OKcKapOa3zenmuH W pU(]ANEHTHH), MOTYT CHI)KAaTh KOHLIEHTPALUIO

copocOyBupa B TIUIa3ME€ KpOBH, UTO, B CBOIO OYepelb, IOHMKAET TEPareBTUYECKYIO
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MY OTHETY

npenapatos ¢ npenapatom CodocOyBup He pekoMeHayercs (cM. paznen 4.5.).

HDI/IMGHCHI/IC Y HanMEHTOB C CaXapHbIM Z[I/Ia6eTOM

VY HauueHTOoB ¢ caXxapHbIM JMa0ETOM MOYKET OTMEYaThCsl YIYYIIEHHE KOHTPOJIS IUIFOKO3bI, YTO
MOJKET NMPUBOJAUTH K CUMIITOMAaTUYECKON TMIIOIIMKEMHUH IIOCIE Hadaja JICUYEHUs NpernapaTaMu
IpsIMOIO0 IPOTUBOBUPYCHOrO JeiictBust [uist jedeHus remnaruta C. Crenyer TIATenbHO
KOHTPOJIMPOBATH YPOBEHB TIIIOKO3bI Y MAIIMEHTOB C CaXapHbIM JUa0eTOM, HAYMHAIOLIHNX JICYCHUE
npenapaTamy IpsMOoro NpOTUBOBUPYCHOTO JEHCTBUSA, OCOOEHHO B TEUEHUE NIEPBBIX 3 MECSLEB, U,
IIpU HEOOXOUMOCTH, MEHATH JIEKAPCTBEHHYIO TEpAIMIO caxapHoro nquabdera. Bpau, orBeuaromumit
3a JIeueHHE MaIlMeHTa C CaxapHbIM JHAa0eTOM, JOJKEH OBITh MPOMH()OPMHUPOBAH O Hayaie
IIPOTUBOBUPYCHOM TEPAIIUU NIPSIMOTO IECHCTBUS.

Hapymenue d)VHKHI/II/I IIO4YCK

Jannple 1o Oe3omacHOCTH HpUMEHeHHs codocOyBUpa y MAalUMEHTOB C IOYEYHOU
HEJI0CTATOUHOCTHIO TShKeNoi crenenu Txectu (pCK® < 30 mu/mun/1,73 M?) U ¢ TepMUHATBHOI
CTajvel IOYEYHOM HEIOCTATOYHOCTH, TpeOyIollel MPOBEIEHUS IeMOJNaIn3a, OrpaHUYEHBI.
[Tpenapat CodocOyBup MOXKET IPUMEHSTHCS y JTaHHBIX TPYIII MAUEHTOB 0€3 KOPPEKLUH 03B,
KOrJa Jpyrue IMOAXOJAIINE BapUaHThl JieueHHs HeNOoCTynHbl (cM. pasnensl 4.8., 5.2.). Ilpu
npuMeHernu mnpenapara CodocOyBup B KOMOMHAIIMK ¢ pUOABUPHHOM WIIM IIATHHTEPPEPOHOM
anb(a/puOaBUPHHOM y TAIIMEHTOB C KIMPEHCOM KpeaTwHHHA < 50 MIJI/MUH CMOTPHTE TaKXKe

WHCTPYKIHUIO [0 METUIIUHCKOMY IPUMEHEHUIO MpernapaTa pubaBupuH (cM. pazaen 5.2.).

4.5. B3aumopeiicTBue ¢ APYrMMH JIEKAPCTBEHHBIMHM TMIpenapaTaMu W JApyrue BHIbI
B3aHMO/AeliCTBUA

CodocOyBup - HykiIeoTHHOE TnpojekapcTBo. [locne npuema npenapata codocOyBup ObICTpO
abcopOupyeTcsi U MOJBEpraeTcsi BBIPAKEHHOMY IPECUCTEMHOMY MeTa0OIM3My B MEUYEHU U
KUIIEYHUKE. BHYTPUKIETOUHOE THIPOIUTHIECKOE PACIIETUICHHIE MTPOJIEKAPCTBA KaTaTH3UPyeTCs
dbepmenTamu, BKJIIOYas kapOokcwidcTepady 1; mocnemoBatenbHoe  (GochopuIMpoOBaHUE,
KaTaJIn3UpyeMoe HYKJICOTHIHBIMUA KWHA3aMH, IPUBOAUT K (POPMUPOBAHUIO (PapMaKOJIOTHUECKU
aKTUBHOT'O HYKJEO3UJIHOro (ypUAMHOBOro) anaiora tpudocdata. IlpeumyriecTBeHHbIM
HEaKTUBHBIM METaOOJIMTOM, IUPKYIUPYIONIMM B KpoBH, sBisieTcss GS-331007, cocraBisromuii
6omnee 90 % cBA3aHHOM C MpenapaToM CUCTEMHOM HKCIO3UIMU U 00pa3yIoUIuiics B pe3yabTaTe
MOCJIEI0BATEIbHBIX OMOXUMHUECKUX MYyTEeH, UAYIIUX MapaiieIbHO ¢ 00pa30BaHUEM aKTHBHOI'O
metabonuta. Mcxonausiit codocOyBup cocTtaBisgeT Ookoio 4 % CBS3aHHOW C IpernapaTroM
CHUCTEMHOM JKcmo3umuu (cM. paszen 5.2.). B uccienoBaHusx KIMHMYECKOW (hapMakoIOTHH B

Henstx (papMakOKHMHETHYECKOTO aHATN3a MccieoBalii Kak codocOyBup, Tak u GS-331007.
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CodocoyBup, B omimmunu ot GS-331007, sBipiercs cﬁgg:a}g@';@ﬁmg'::I)Tg'p':li;l':'éénxa

PE3UCTEHTHOCTH paka MonodHoi xkene3bl (BCRP). JlekapcTBeHHBIE Mpenapathl, SBISIOIIAECS
CWIBHBIMU HHIyKTOpamMu P-gp B kumeunuke (kapbamasernuH, ¢eHoOapOuTan, ¢(EeHUTOUH,
pudamuiiiH 1 3Bepoboii mpoasipsBieHubii [Hypericum perforatum]), moryr 3HaumTenbHO
CHIDKATh IUIa3MEHHYIO KOHIICHTpaluio codocOyBHpa, MPUBOJSA K CHIDKEHHIO TEParieBTUYECKON
s dexkruBaoctn npenapara CodocOyBup, TOITOMY UX TPUMEHEHHUE OJHOBPEMEHHO C
npemapatoM CodocOyBup mpotuBomnokazano (cm. pazgen 4.3.). JlekapcTBEeHHBIC Tperaparsl,
OTHOCSIIMECS K YMEPEHHBIM WHAYKTOpaM P-gp B kumieuHuwke (Hampumep, MomaduHuW,
OKCKapOa3enuH u puaneHTHH) MOTYT CHIDKaTh KOHIICHTpaIno codocOyBUpa B IIa3Me KPOBH,
YTO MPUBOAMT K CHIDKCHUIO TeparneBTuueckoro 3ddexra npenapara CodocoOyBup. CoBMecTHOE
NpUMEHEHHE TaKUX JICKapCTBEHHBIX MpemnaparoB ¢ npernaparoM CodocOyBup HE peKOMEHIYeTCs
(cm. pasznmen 4.4.).

CoBMectHOoe mnpuMeHeHue rmpernapata CodocOyBUp ¢ JEKapCTBEHHBIMU IpenapaTtamu -
uarunouTopamu P-gp w/mwim BCRP - MokeT moBeImaTh KOHICHTpAIUO codocOyBHupa B IIa3mMe
KpOBH 0€3 0HOBpEeMEHHOT0 NoBbImeHus KoHneHTpanuu GS-331007. Takum oOpa3om, npemapar
CodocOyBup MOXHO NPUMEHATH OAHOBPEMEHHO ¢ uHrubutopamu P-gp w/mumu BCRP.
CodocoyBup u GS-331007 ne sBusitorcs unruOutopamu P-gp u BCRP, mostomy He
MPEJIITOJIAaracTCs TOBBIIICHUE AKCIIO3UIUN JICKAPCTBEHHBIX IPEIapaToB, KOTOPBIC SIBISIOTCS
cyOcTpaTaMu 3THX NIEPEHOCUYUKOB.

BHuyTpukieTouHasi akTuBaius Metadoau3mMa coocOyBrpa OmocpeayeTcsi THIPOIIa30il ¢ HU3KOH
ah(GUHHOCTHIO U BBICOKON aKTUBHOCTBIO, a TAKXkKe MYTAMHU HYKICOTHAHOTO (pochopunmupoBaHus,
Ha KOTOpPBIE COBMECTHOE NMPUMEHEHHUE NPYTUX JIEKAPCTBCHHBIX IMPENapaTOB MPAKTUYCCKU HE
BITUSICT.

[TaneHThl, TOAYYAIONINEe TEPANUI0 aHTarOHUCTaMy BUuTaMuHa K

[TockonpKy TpH COBMECTHOM MpuMeHeHUuH c mpenaparoM CodocOyBUP MOKET H3MEHSATHCS
GYHKIUS TIEYeHH, PEKOMEHIYETCS TIIATeNbHBIH MOHUTOPUHI 3HAYEHUW MEXKIyHAPOIHOTO
HOpMasin3oBaHHOTO oTHOMeHus: (MHO).

Bausxue OPOTHUBOBUPYCHBIX apenaparoB OpAMOro JIeNCTBUS Ha Oopenaparkl,

MeTa6OJII/I3I/IDVIOIJ_II/ICC$I B INICYCHHU

W3meHeHnne (QpyHKUMU MEYEHW MpU MpUEeMe MPOTUBOBUPYCHBIX MpPENapaToB MPSMOTO AEHCTBHS
st BeiBeneHuss BI'C w3 opraHmsmMa MOXKeT OKas3blBaTh BIUSHHE Ha (apMaKOKHHETHKY
npenapaToB, METAOOIU3UPYIOLIUXCS B NIEUEHU (HanmpuMep, UMMYHOCYIPECCUBHBIX MpenapaTos,
TaKUX KaK HHTUOUTOPHI KAJIbIIMHEBPUHA).

Jlpyrue B3auMOaeCTBUSL

B Ttabnunie 4 Huke npuBeaeHa HHGOpMaIUs O JIEKAPCTBEHHOM B3anMO/IeHcTBUH coocOyBUpa ¢
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BO3MOXXHBIMH COITYTCTBYIOIIIMMHU JIEKaPCTBEHHBIMU CME%P;'%I%ETW I '%gﬂ_eﬂﬂ;l;é%l,hmﬁ

uHTepBas ([I1) oTHOWmIEHUS CKOPPEKTHPOBAHHBIX cpenHux reomerpuueckux (GLSM) Obut He
U3MEHEH «<>», YBEIHYEH «T», WIM YMEHBIIECH «|» 10 CPAaBHEHHUIO C 3apaHee yCTAaHOBJICHHBIMU

rpaHULIaMU YKBUBAJICHTHOCTH). B Tabnuily He BKIIIOUEHBI BCE MIperapaThl.

Tabmuua 4. BzaumopeiictBust Mexxay cohocOyBUPOM U IPYTHMH JIEKAPCTBEHHBIMU IpenapaTamMu

JlekapcTBEHHBII npenapar Bnusinue na PexoMenpanus npyu COBMECTHOM
(TepaneBTHUYECKas IPyIIa) | KOHIIEHTPALMU [Ipernapara. MIPUMEHEHUH C TperapaTom
Cpennee otnomenue (90 Codocoysup
% 1)
Ananenmuxu
Monadunun BzaumoneiictBue HE [Ipenmonaraercs, 4TO npu
U3y4ajoch COBMECTHOM TIPUMEHEHUU
[Ipeanonaraercs: npenapara CodocoyBup c
| CodocOyBup Mo1ahUHUTIOM CHHYKAETCS
< (GS-331007 KOHIIeHTpauus codocOyBupa, 4ToO
TIPUBOJIUT K CHW)KCHHIO
(Uupykuus P-gp) TEpaneBTHIECKON FPPEKTUBHOCTH
npernapara

CodocOyBup. Takoe coBmecTHOE

MMPUMCECHCHUEC HC PCKOMCHAYCTCA.

Anmuapummuueckue cpedcmea

AmuonapoH Bnusaue Ha | CoBMecTHOE NpUMEHEHHE
KOHIIEHTPaLu1 amMMosapoHa ¢ codocOyBup-
aMHOJIapoHa U | CONEPXKAIIMMHU PEKUMAMU MOXKET

codocOyBHUpa HEU3BECTHO | MIPUBOAUTH K PA3BUTHIO CEPHE3HOM
CUMIITOMAaTUYECKON OpaJuKapIum.

Hcnons30BaTh TOIBKO B ciry4dae

OTCYTCTBUS aJbTEPHATHUBBI.
Pexomennyercs TIIaTEeTLHBIA
MOHUTOPUHT, eciu JIAaHHBIN
rpernapar MIPUMEHSIETCA

OIHOBPEMEHHO C nmpemnaparomMm

CodocoyBup (cMm. pazgensl 4.4.,
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|.i"|l:l-&.@%J',_-E.-L.TEJ"IEH'._- C1o gouT)
Anmukoazynanmeol
AnTtaronuctel Butamuda K | BzaumoneiictBue He | Pekomenayercs TINATEILHBIN
M3y4alioch koHTpodb MHO npu coBmecTHOM

HpI/IMeHeHI/II/I C AHTarOHUCTaMmn
purammraa K. D10 cBg3aHo ¢

U3MEHEHHEM (YHKLIHU TEeYEHH B

Xoj1e Tepanuu npenapaToM
CodocOysup.

IIpomusocyodopodicHvie npenapamul

denobapouTan B3aumopgeiictBue HE [Ipenapar Codocoysup

denuronH U3y4anoch MPOTHBOIIOKA3aH OJTHOBPEMEHHO C
[Tpenmonaraercs: ¢denobapobutanom u (GpeHuTOMHOM
| CodocOyBup (cm. pasznmen 4.3.).
< (GS-331007
(Munykuus P-gp)

Kapb6amazenun Codocodysup [Ipenapar Codocodysup
| Cmax 0,52 (0,43, 0,62) MIPOTHBOIIOKA3aH OJHOBPEMEHHO C
| AUC 0,52 (0,46, 0,59) kapOamasenuHoM  (CM.  pasjen
Cmin (NA) 4.3.).

GS-331007

< Cmax 1,04 (0,97, 1,11)
<~ AUC 0,99 (0,94, 1,04)
Cmin (NA)

(Mupyxamsa P-gp)

Oxckapbazenun Bsaumoneiicteue HE [Ipenmnonaraercs, 4TO npu
U3y4anoch COBMECTHOM NPUMEHCHHUN
[Tpenmnonaraercs: npernapara Codocoysup C
| CodocOysup OKCKap0Oa3enmHOM CHIDKaeTCs
< GS-331007 KOHIIEHTpaus copocOyBUpa, UYTO

(Munykuus P-gp)

IMPUBOJAUT K CHUXKCHUIO

TepaneBTHUECKOH 3((HEeKTUBHOCTH
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priapata | EoBOLEyEUP. T akoe

COBMCCTHOC IMPUMCHCHUC HC

pexkoMeHayercs (cM. pasznen 4.4.).

AumumuxobaxmepuanbHvle npenapamsl

Pupammumua’ (600

OJIHOKpATHAs J1032)

Mmr

Codocodysup

| Cmax 0,23 (0,19, 0,29)
| AUC 0,28 (0,24, 0,32)
Cmin (NA)

GS-331007

> Cmax 1,23 (1,14, 1,34)
< AUC 0,95 (0,88, 1,03)
Cmin (NA)

(Mupyxuns P-gp)

[Tpemapar Codocoysup
NPOTUBOIIOKA3aH OJHOBPEMEHHO C

pudamnumHOM (cM. pazaen 4.3.).

Pudabyrun Codocodysup He TtpeOyercs Koppekius 103bI
| Cmax 0,64 (0,53, 0,77) npenapata  CodocOyBup  mpu
| AUC 0,76 (0,63, 0,91) OJTHOBPEMEHHOM TPHUMEHCHUH C
Cmin (NA) pudadbyruHOM.
GS-331007
< Cmax 1,15 (1,03, 1,27)
<~ AUC 1,03 (0,95, 1,12)
Cmin (NA)
(Munykuus P-gp)

Pudanentun Bsanmopeiicteue He | [Ipennonaraercs, 4TO npu
U3y4yanoch COBMECTHOM IPHMEHEHUH
[Tpennonaraercs: npernapara Codocbysup c
| CodocoyBup pudaneHTHHOM CHHUKAETCS
< GS-331007 KOHIIEHTpanus copocOyBUpa, 4YTO

(Munyxuus P-gp)

MPUBOJIUT K CHIDKEHHIO
TepaneBTHUECKOH 3((HEeKTUBHOCTH
npenapara CodocOyBup. Takoe
COBMECTHOE

IIPUMEHEHUE  HeE
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T pekomerity STos (EAL pasict 440,

IIpenapamul pacmumenbHO20 NPOUCXOHCOEHUS]
3Bepoboit B3aumopeiicteue He | [Ipenapar CodocoOysup
MIPOIBIPSIBIICHHBIH U3y4aIoch MPOTHBOIIOKA3aH OJHOBPEMEHHO C
[Hypericum perforatum] [Mpenmnomnaraercs: npernapaTamu, COZICpKALUMH

| CodocoOysup 3BepO0OI MPOMBIPSBICHHBINA (CM.

«— (S-331007 pazznen 4.3.).

(Muaykuwis P-gp)

IIpomusosupycuuvle npenapamot 011 newenusn X1 'C: uneubumopni npomeasvlt BI'C

Borenpesup (BOC) B3aumopgeiictBue He | OTCYTCTBYIOT JTAHHbIE 0
Tenanpesup (TPV) M3y4alioCh JIEKaPCTBEHHOM B3aWMOJICICTBUU
[Ipeanonaraercs: npenapara Codocoysup c
1 Codocoysup (TPV) OorenpeBupomM WJIH

<> Codocoysup (BOC) TEJIAPEBUPOM.
< GS-331007 (TPV wm

BOC)
HapkomuquKue arajlbeemuxku
Meranon’ R-mertamon IIpr COBMECTHOM NPHUMEHEHHH
(TTomnepxuBaroras > Cmax 0,99 (0,85, 1,16) coocOyBrpa C€ METaJOHOM HE

tepanus metagonoM [or 30 | < AUC 1,01 (0,85, 1,21) | Tpebyercsi KOPPEKTHPOBATh 103y
o <> Cmin 0,94 (0,77, 1,14) coocOyBHpa miu MeTa0Ha.

130 mr/cytku])
S-meranon

<> Cmax 0,95 (0,79, 1,13)

<~ AUC 0,95 (0,77, 1,17)
<> Cmin 0,95 (0,74, 1,22)

CodocOyBup

| Cmax 0,95° (0,68, 1,33)
1 AUC 1,30° (1,00, 1,69)
Cmin (NA)

GS-331007
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| Cmax 0,73° (0165, 0,83) T

NEOOUBATENBHOCTE 000T)

> AUC 1,04° (0,89, 1,22)
Cmin (NA)

Hmmynooenpeccanmol

Muxmocmopur® (600  mr

OJIHOKpATHAs J1032)

[Muxnocriopux

<> Cmax 1,06 (0,94, 1,18)
<~ AUC 0,98 (0,85, 1,14)
Cmin (NA)

Codocodysup

1 Cmax 2,54 (1,87, 3,45)
1 AUC 4,53 (3,26, 6,30)
Cmin (NA)

GS-331007

| Cmax 0,60 (0,53, 0,69)
< AUC 1,04 (0,90, 1,20)
Cmin (NA)

[Ipy COBMECTHOM MPUMECHEHHH
codocOyBrpa C MHUKIOCTIOPUHOM
KOPPEKTHPOBATh b1 (03
codocOyBHpa WM ITUKIOCTIOPHHA
HA MOMEHT Hadaja COBMECTHOTO

npuMeHeHus He Tpedyercs. B

nporecce JIeYEeHUS MOKET
noTpeboBaThCs  KOPPEKTHPOBKA
J103Bl UKJIOCTIOpUHA u

TIII%ITGJII:HLIﬁ MOHHUTOPHHT.

Takponumyc®

(5 Mr otHOKpaTHas /103a)

Takponumyc

| Cmax 0,73 (0,59, 0,90)
< AUC 1,09 (0,84, 1,40)
Cmin (NA)

Codocbysup

1 Cmax 0,97 (0,65, 1,43)
1 AUC 1,13 (0,81, 1,57)
Cmin (NA)

GS-331007
> Cmax 0,97 (0,83, 1,14)
< AUC 1,00 (0,87, 1,13)
Cmin (NA)

[Ipy coBMECTHOM MNPUMEHEHHUH
coocOyBupa ¢ TaKpOJIUMYCOM
KOPPEKTHPOBATH 703y

codocOyBHpa HIIM TAKPOJIMMYCa Ha

MOMEHT Hayalla COBMECTHOTO
npuMeHeHus He TpeOyerca. B
nporecce

JICUYCHUA MOXKET

noTpedboBaTbCs  KOPPEKTHPOBKA
JI03bI TAKPOJIUMYCa U THIATEIbHBIN

MOHUTOPHHT.

IIpomusosupycusie npenapamul 015 nedenus BUY: uneubumopsl obpamnou mpanckpunmaszol

Dgasupens’ (600 Mr oamn

pas B cyTkm)

O¢aBupens
<> Cmax 0,95 (0,85, 1,06)

HpI/I COBMCCTHOM INPUMCHCHHUU

codocOyBrupa ¢ 3paBUPEH30OM HE
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< AUC 0,96 (0,01, 1,03}

A AR A

< Crmin 0,96 (0,93, 0,98)

CodocOyBup

! Cmax 0,81 (0,60, 1,10)
<~ AUC 0,94 (0,76, 1,16)
Cmin (NA)

GS-331007

Cmax 0,77 (0,70, 0,84)

< AUC 0,84 (0,76, 0,92)
Cmin (NA)

codocOyBupa i dhaBUpeH3a.

Dmrpunurabun’ (200 Mr

OJIMH pa3 B cyTkn)®

OMTpULIUTaOUH

< Cmax 0,97 (0,88, 1,07)

<~ AUC 0,99 (0,94, 1,05)
<> Cmin 1,04 (0,98, 1,11)

Codocoysup

| Cmax 0,81 (0,60, 1,10)
<~ AUC 0,94 (0,76, 1,16)
Cmin (NA)

GS-331007

| Cmax 0,77 (0,70, 0,84)
< AUC 0,84 (0,76, 0,92)
Cmin (NA)

IIppy COBMECTHOM IPUMEHEHHUH

codocOyBHpa ¢ IMTPHUIIMTAONHOM

He Tpedyercs KOPpPEKTHUpPOBaTh
03y codocOyBupa WIH
AMTPULIUTAOUHA.

Tenodosupa

mm3oTpoKcHia hymapar’

(300 mr oauH pa3s B cyTkn)

Tenogosup

T Cmax 1,25 (1,08, 1,45)
<~ AUC 0,98 (0,91, 1,05)
< Cmin 0,99 (0,91, 1,07)

Codocodysup
| Cmax 0,81 (0,60, 1,10)
<~ AUC 0,94 (0,76, 1,16)

[Ipy CcOBMECTHOM MpPHMEHEHHH
copocOyBupa ¢  TeHOodOBHpa
Iu3ompoKcuna  ¢ymapaTtoM  He
TpedyeTcss KOPPEeKTHUPOBATh 03y
codocOyBupa wimu TeHODOBHUpA

JIU30Tpokcuia pymapara.
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Cmin (NA) (MQCHEQOBATENEHOCTE 000T)
GS-331007
| Cmax 0,77 (0,70, 0,84)
<~ AUC 0,84 (0,76, 0,92)
Cmin (NA)
PunmmBupun’ (25 Mr oaus | PuinuBupuH [Ipy coBMECTHOM NPUMEHEHUHU

pa3 B CYTKH)

 Crmax 1,05 (0,97, 1,15)
« AUC 1,06 (1,02, 1,09)
< Cmin 0,99 (0,94, 1,04)

Codocodysup

1 Cmax 1,21 (0,90, 1,62)
<~ AUC 1,09 (0,94, 1,27)
Cmin (NA)

GS-331007

> Crmax 1,06 (0,99, 1,14)
<« AUC 1,01 (0,97, 1,04)
Cmin (NA)

codocOyBHpa ¢ pUITTUBUPUHOM HE
TpeOyeTcsi KOPPEeKTUPOBATh 103y

coocOyBHpa WM pUIINUBUPUHA.

IIpomusosupycuuvle npenapamot 013 nevenus BUY: uneubumopwr npomeaszvt BUY

JapyHaBup,  yCHJICHHBII
putonasupom’ (800/100 mr

OJIMH Pa3 B CYTKH)

HapyHaBup

> Cmax 0,97 (0,94, 1,01)

« AUC 0,97 (0,94, 1,00)
< Cmin 0,86 (0,78, 0,96)

Codocodysup

1 Cmax 1,45 (1,10, 1,92)
1T AUC 1,34 (1,12, 1,59)
Cmin (NA)

GS-331007
> Cmax 0,97 (0,90, 1,05)
« AUC 1,24 (1,18, 1,30)

IIppy COBMECTHOM IPUMEHEHHH
coocOyBHpa ¢ JapyHaBUPOM He
TpeOyeTcsi KOPPEKTHPOBaTh 03y
codocOyBUpa WM JapyHaBHpa

(YCHIJIEHHOTO pUTOHABUPOM).
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—

Cmin (NA)

(MPCNEOOBATENBHOTTE U0UT)

IIpomueosupychuvle npenapamsi 01 revenuss BUY: uneubumopsl unmezpasvl

Panrerpasup’ (400 Mr oqun

pa3 B CYTKH)

PanrerpaBup

| Cmax 0,57 (0,44, 0,75)

| AUC 0,73 (0,59, 0,91)
< Cmin 0,95 (0,81, 1,12)

CodocOyBup

< Cmax 0,87 (0,71, 1,08)
<~ AUC 0,95 (0,82, 1,09)
Chmin (NA)

GS-331007

> Crmax 1,09 (0,99, 1,20)
< AUC 1,03 (0,97, 1,08)
Cmin (NA)

[Ipy coBMECTHOM TPHUMEHEHHUH
codocOyBHpa ¢ paaTerpaBUPOM HE
TpeOyeTcsi KOPPEeKTUPOBATh 03y

codocOyBHpa WIH palTerpaBupa.

Ilepopanvrvle konmpayenmugsi

Hoprecrtumat/

OTHHUIIBCTPAANOJ

Hoprectpomun

< Cmax 1,06 (0,93, 1,22)
< AUC 1,05 (0,92, 1,20)
Cmin (NA)

Hoprecrpen

< Cmax 1,18 (0,99, 1,41)
<~ AUC 1,19 (0,98, 1,44)
Cmin (NA)

DTUHUIICTPAIHOI

< Cmax 1,14 (0,96, 1,36)
< AUC 1,08 (0,93, 1,25)
Cmin (NA)

[lpy CcOBMECTHOM TNpPHUMEHEHUH
codocOyBupa c
HOPTEeCTHMATOM/3THIIICTPANOIIOM
He TpeOyercs KOPpPEeKTUPOBATH
703y

HOpFeCTI/IMaTa/ STUHUIIDCTPpAAHOJIA.

NA = oTCyTCTBY€ET/HE MPUMEHUMO.

Cimax - MakcUMaJIbHas KOHICHTpalusd JICKAPCTBCHHOI'O IIPCIIapaTa B IJIa3MCE KPOBH.

Cmin — MUHEMaJIbHAS KOHIOCHTpPAUs JICKAPpCTBCHHOTI'O IIPEIiapaTa B IJ1a3ME KPOBHU.
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. oT 17 '|E:::|E-'i Mz 27897 )
AUC - mromas noj1 hapMaKoKHHETHUECKOi KiBoii «KOHHentpattrs Bpemy. - - | = 100T]

& Cpennee cootHorernune (90 % W) napameTpoB HhapMakOKHHETHKH ITperapaTa, IPUMEHIEMOTO
c/6e3 copocOyBupa, U cperHee COOTHOILIECHHE MapaMeTpoB (papMakoKMHETHKH codocOyBHpa U
GS-331007 c/6e3 oqHOBpEeMeHHO TTpuMeHseMoro npemnapata. OrcyrcrBue 3¢ dexra = 1.00;

b Bce nccmenoBanys B3aNMOIEHCTBIS NPOBOIMIIMCH HA 37I0POBBIX J0OPOBOIIBIAX;

¢ CpaBHEHHE HA OCHOBE HCTOPHYECKOTO KOHTPOJIS,

d [TpuMeHsIcs B Bujie Npenapara ATpHILIa;

¢ I'panurnia 6uoskBuBaaeHTHocTd 80-125 %);

. I'panuma sxkBuBanenTHocTH 70-143 %.

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTD U JTAKTALHUSA

JKeHIIUHEI ¢ JIETOPOIHBIM ITOTSHIIUAIOM (KOHTDaHeHHI/IH Y MYKYMH U )KGHHJI/IH)

B cnydasix, korna npenapatr CodocOyBup npuMeHsieTcss B KOMOUHAIMH ¢ PUOABUPUHOM WU C
mTUHTEPPEpOHOM anb(ha/prudaBUPUHOM, HEOOXOIUMO MPEANPHUHATH BCE HEOOXOAMMBIE MEpPHI
JUTSE TIPEAYTIPEKACHUS OCPEMEHHOCTH y TMAIMEHTOK M MapTHEPII MYKYHH-TIAIIMEHTOB. Y BCEX
IKCIEPUMEHTAJIBbHBIX KHUBOTHBIX NP MPUMEHEHHH PUOaBUPHUHA OBUIM OTMEUYEHBI BHIPAKCHHBIC
TepaToreHHble W/uiau dMOpuoreHHble 3G dekTrl (cM. paznen 4.4.). JKeHIUHBI ¢ COXpPaHEHHBIM
JETOPOJTHBIM TIOTCHIIMAIIOM WU WX TapTHEPBI JOJDKHBI MPUMEHATH d()(PEKTUBHBIC METOMIBI
KOHTPAIICTIIIUU B TIEPHUOJ JICYCHUS U TOCIIE €r0 OKOHYaHUS B TEUYCHHE HEOOXOIUMOro Mepuoja
BPEMEHH, COTJIACHO PEKOMEHJAIUSM 10 MPHUMEHEHHIO pUOaBUpUHA (CM. WHCTPYKIHIO I10
MPUMEHEHUIO pUOABUPUHA TS TOMOTHUTENBHON HHPOPMAIUN).

bepeMeHHOCTB

Her nocrarounsix ganusix (MeHee 300 ncxomoB OepeMEHHOCTEH) O MpUMEeHEeHUHn cohocOyBHpa
BO BpeMs OepemeHHocTH. Heobxoanmo uzderats npumeHenus npenapata CodocOyBup Bo Bpems
OepeMEeHHOCTH.

Pe3ynbTaThl JOKIIMHUYECKUX WCCIICJIOBAHWA HA JKHBOTHBIX HE OOHAPYKWIH TPSIMYIO WA
OTIOCPEIOBAaHHYIO PEMPOIYKTUBHYIO TOKCHYHOCTH codocOyBupa. [IpuMeHeHne MaKCHMAaTbHBIX
703 Y KpbIC U KPOJIUKOB HE BBISBUIJIO BIMSHHS HAa BHYTPUYTPOOHOE pa3BUTHE IIoga. Tem He
MEHee, HeNb3sl TMOJHOCTHIO OLEHUTHh ACHCTBHE MPEAENbHBIX KOHIEHTpaluii codocOyBupa y
YKUBOTHBIX M COOTHECTH €TI0 C JICHCTBUEM PEKOMEH TyeMbIX KIIMHUISCKUX JI03 Y YeTIOBEKa.
Ilpumenenue npenapama Coghocoysup 6 xomdOunayuu ¢ pubasUpuHoM uiu n32uUHmepghepoHom
anvga/pubasupurom

Eciu  omHoBpeMeHHO ¢ codocOyBUpOM  MpUMEHSIETCS  pUOABHPUH,  MPUMEHHMBI
MIPOTUBOINOKA3aHU K MPUMEHCHHUIO PUOABHpPUHA BO BpeMs OEpPEMEHHOCTH (CM. HHCTPYKIIHIO 10

MPUMEHEHUIO0 PUOABUPUHA).

Crpanwnma 19 u3 34



COOTEBETCTEYET 3KI(

OMY OTYETY
or 17 37

o

OCTb 0001)

JlakTamus

HewusBectHo, mpoHHMKaOT a1 coocOyBUpP M €ro METaOONUTHI B T'PYIHOE MOJOKO YelOBeKa.
Hmeromuecst 1aHHbIe JOKIMHHYECKUX HCCIEAOBaHUN (hapMaKOKMHETUKU CBHJETEILCTBYIOT 00
9KCKPELH META00IUTOB C TPYAHBIM MOJIOKOM.

[TockonbKy pHCK AJs TUIOJIa/HOBOPOXKJICHHOTO HENb3sl MCKII0UNTh, npenapar CodocOyBup He
CJIeZlyeT MPUMEHSATH B IIEPHO IPYIHOTO BCKAPMIIMBAHHUSL.

DdepTUabHOCTD

Jannsle o BausHUM codocOyBUpa Ha PENpOAYKTUBHYIO (DYHKIIMIO YellOBEKa OTCYTCTBYIOT. B

JOKIIMHHUYCCKHUX HUCCICIOBaHUAX HC YCTAaHOBJICHO He6HaFOHpI/I${THOFO BIIWAHUA Ha

PENPOIYKTUBHYIO (DYHKITHIO.

4.7. BiusiHAe HAa CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeICTBAMH M PadoTaTh ¢
MeXaHu3MaMH

[Tpenapar CodocOyBup OKa3bpIBae€T yMEPEHHOE BIHUSHHE HAa CHOCOOHOCTh YIPAaBICHHUS
TPAHCIIOPTHBIMU CPEACTBAMH U MeXaHm3MamH. [larimeHToB He0OX0IMMO MPOUH(POPMHUPOBATE O
TOM, YTO BO BpeMms mpuMeHeHHs codocOyBupa B KOMOMHAUWU ¢ mAruHTepdepoHoM anbda u
prOaBUPUHOM BO3MOXKHO HAPYIICHUE BHUMAHUS, PA3BUTHE YTOMIISIEMOCTH, TOJIOBOKPY)KCHUS H
CHW)KCHHE YETKOCTH 3peHHs. B ciryuae mosBiIcHMs yKa3aHHBIX CHMIITOMOB, ITAIIMCHTaM CIIEIYeT
BO3JICP)KATBCS OT BBHIMIOJTHCHHSI TOTCHIIMAIBHO ONACHBIX BHJOB JCSATEIBHOCTH, TaKHX Kak

yrpaBJICHUEC TPAHCIIOPTHBIMHA CPEACTBAMHA U UCIIOJIb30BAHUC MCXAHU3MOB.

4.8. Hexkes1aTelbHbIe peakiuM

Pesrome nmpoduinst 0e30macHoCTH

OneHka HeXenaTeNbHBIX peakUuil NpoBOJAMIACh HAa OCHOBAaHMM OOBEAMHEHHBIX JAHHBIX,
noay4eHHbIX B xojie msatu KW ®a3bl 3 (kak KOHTPOJIUPYEMBIX, TaK U HE KOHTPOJIUPYEMBIX).
CodocOyBup n3ydaincs npu NpUMEHEHUH B KOMOMHAIIUU C puOaBUPUHOM B COUETAaHUU WU 0e3
mrunreppepona anbpa. Ha ¢one 31Ol KOMOMHMpPOBaHHOM Tepanuu He  ObUIO
UICHTU(PUIMPOBAHO HEXEJaTelIbHbIX peakuui, crenupuuHblx a1 copocOyBupa. Hambonee
YaCThIMU HEXKeJIaTeIbHBIMU PEAKLUAMHU, OTMEUEHHBIMH Y MAaLMEHTOB, MOIy4aBUIIMX cO(GOCOyBUD
U pubaBUpUH UM coQocOyBUp, prUOaBUPUH U MATHMHTEPGEpOH anb(a, ObLIN yTOMIISIEMOCTD,
rojoBHas 00Jb, TOIIHOTA U O€CCOHHUIIA.

Tabauunoe pE3IOME HEXKENATEIbHBIX PEaKIINN

Crnenyromue HexenaTeJIbHble peakIuu ObUIM  WACHTU(GHUIMPOBAHBI NpPU NPUMEHEHUU
coocOyBupa B KOMOMHaUMU C pUOABUPHUHOM WJIM B KOMOHMHALIMM C TMATUHTEPPEPOHOM

anbQa/pubaBuprHoM (Tabmuua 5). HexenarenbHble peaklUM CrPYNIUPOBaHbl HHXKE COTJIACHO
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FOrRang
PN B

OTIpeieNisiyiach B COOTBETCTBHH CO CIIEAYIOIEH rpananueii: ouens uacmo (> 1/10); uacmo (> 1/100

1o < 1/10); newacmo (> 1/1000 po < 1/100); peoxo (> 1/10 000 no < 1/1000); ouens peoko (< 1/10

000); yvacmoma neuzéecmna (He MOKET OBITH OIIEHEHA HA OCHOBE UMEIOIIUXCS JAHHBIX ).

Tabmuua 5. HexxenartenbHble peakuuu, HISHTH(GUIMPOBAHHBIE IPH IPUMEHEHHH coPocOyBHUpa B

KOMOUWHAIMK ¢ puOABUPHHOM WJIH € TITHHTEPPEPOHOM anb(a/pudaBUpHHOM

Yacrota

codocOyBup + pudbaBuprH

codocOyBup + mIruHTepHEpoH

anb(a + pudbaBUpHH

Hugpexyuu u unsasuu

Yacto

Hazo(apuHTUT

Hapywenus co cmoponvl

KPOSU U TUMPAMU1eCcKol CUcmembl

OueHsp 9acTo CHIDKEHHE KOHIICHTPAIUH | aHEMUS,
reMorjioonHa HEUTPOTICHMS,
CHH)KEHHE KOJIMYEeCTBA
TUMQOIUTOB,
CHIDKEHHE KOJINYECTBA
TPOMOOILIUTOB
Yacrto aHeMUs

Hapywenusa memabonuzma u numanus

OueHn 4acTo

CHMXXCHHC aIlllICTUTa

Yacto

CHHMXKXCHHE MACCHI TCJIa

Icuxuueckue Hapywerus

Ouenn yacTo OeccoHHHIIA OeccoHHUIIA

Yacro Jenpeccust Jenpeccus,
TPEBOXHOCTH,
BO30YXKICHHE

Hapywenus co cmoponwl Hepsnoti cucmembi

OueHs 4acTo roJ0BHas 00Ib TOJIOBOKPY’KEHUE,

roJioBHast 00JIb

Yacto

HapyIICHUC BHUMAaHUS

MHUI'PCHB,
YXyAUICHUC ITaMSTH,

HapylIeHue BHUMAHUS

Hapywenus co cmoponvl

opeana 3peHust
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Yacro (og E%Tgb'é]r-gl;ﬂéﬂh&- T 0001 ]

Hapywenus co cmopoHbl ObixamenbHoll cucmemsl, opeanos epyOHOU KIemKU U cCpedoCmenus

OueHb yacto OJIBIIIIKA,
Kallenb
Yacro OJBIILIKA, ONBIIIKA  TpU  (PUIUUECKOU

onpllika  Tpu  (PU3NYECKOU | Harpy3Ke
Harpyske,

Kalicjib

JKenyoouno-kuweunvie HapyueHus

Ouensb yacto TOIITHOTA apes,
TOIITHOTA,
pBOTa
Yacrto TUCKOM(OPT B )KHBOTE, 3arop,
3arop, CyXOCTh BO pTYy,
JTUCTICTICUS ractpoa3odareanbHbIi peduIIOKC

Hapywenus co cmoponul neuenu u dcenyesvbi8ooauux nymeti

OueHnp yacTo IIOBBIIICHUEC KOHOCHTPAIWH | ITIOBBIMICHUC KOHIOCHTpAalun

OounupyOrHa B KpOBU OounupyOrHa B KpOBU

Hapywenuﬂ CO CMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHEl

OueHb 4acTo CHIIIb,
3ya
Yacro aJjionenus, aJIOIICIIHSI,
CYXOCTb KOXH, CYXOCTb KOXH
3yd

HapyweHu}l CO CMOpPOHbL Mblu/lellHOIZ, CKeNlemHou U COeOUHUMENIbHOU MKAHU

OueHb yacto apTpairus,
MUAITHS
Yacto apTpairus, 00J1b B CIIMHE,
0o0JIb B CTIMIHE, MBIIICYHBIE CTTa3MbI

MBINICYHBIC CIIa3MBblI,

MHUaJIrusd

Obwue napywenus u peakyuu 8 mecme 66e0eHuUsl

OueHrp 9acTo YTOMJIIEMOCTb, 03HO0,

pPasapaKuTCIbHOCTD YTOMIIIEMOCTD,
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pa3apaKUTEIBHOCTD,
00J1b,

JInXopaaka

Yacrto JTUXOpajKa, 00116 B TpyaH,

aCTCHHUA aCTCHUA

OmnwncaHne OTACIBHBIX HEKEIaTSIbHBIX JICKAPCTBEHHBIX PEAKITAI

bpaouxapous u broxkada cepoya

bbutn cinyyam pa3BUTHS BBIPAKCHHON Opaavkapauud W OJIOKaabl Cepila MpU MPUMCHCHHU
PEXKHMMOB, COIACPKAIIUX COPOCOYBHP B COYETAHHM C AaMHOJAPOHOM HW/WIM JAPYTUMH
JIEKapCTBEHHBIMU ITperapaTaMu, 3aMeISFOIIUMH YaCTOTY CEPCUHBIX COKPAIICHHIA (CM. pa3iesbl
44.,45.).

Hapywenus co cmoporul Kodicu

Yacrora HeusBecTHa: cuHapoM CtuBeHca-/[>)KOHCOHA.

[Ipourie 0coOble MOMYIAIMH

Couemannas ungpexyus BUI/BI'C

[Tpoduns Ge3omacHOCTH codocOyBUpa U prOaBUpPUHA y MANMEHTOB C COYCTAHHOW WMH(EKITUEH
BUY/BI'C Obl1 aHamorWyeH TaKOBOMY Yy TMAalMEHTOB, HHHUIMPOBaHHBIX Toabko BI'C,
nonyuyaBmx copocOysup u pudaBuput B xonue KU.

Tayuenmul, odxxcudarowjue mpaHcnianmayuio neyeHu

[Ipoduns 6e3omacHocTH codocOyBupa u pubaBupuHa y mnarueHToB ¢ XI'C, oxxumarommx
TpPaHCIIAHTAIMIO TIEUYEHHU, ObUT CXOKUM C TaKOBBIM y MAIIMEHTOB, MOIY4YaBIIUX cOhOCOYyBUp U
pubaBupuH B xoae KU.

llayuenmul ¢ napywenuem ynkyuu novex

B otkpeitom KW codocOyBup B Buae (uUKCHpOBaHHOM KOMOMHALIMKM C JIEIUIIACBUPOM
npuMeHsuics B TeueHue 12 Hepens y 18 mammenroB ¢ XI'C reHotuma | m mnouedHon
HE/I0CTaTOYHOCTBIO TsKeNnol creneHu. besonmacHocTs codocOyBupa B BHIe (DUKCHPOBAHHOM
KOMOMHAIlUM C JIEAUNACBUPOM MJIM BeimnaracBupoM oneHuBaiack B KW, BximrouaBmux 154
MalKeHTa ¢ TePMUHAIBHON CTaIMel MOYEYHOU HEJTOCTATOYHOCTH, KOTJa TPeOyeTCsl MpoBeIeHNE
muanusa. B aTux ycnoBusax skcno3uius meradonuta codhocoysupa GS-331007 yBenuuuBanach B
20 pa3, mpeBbIllIas YPOBHH, MPHU KOTOPHIX B JOKIMHUYECKUX HCCIENOBAHUSX HAOIIOANNCh
He)xenaTelbHble peakiuu. [o pe3ynbraTamM OIEHKU 3TUX OIPAaHUYEHHBIX KJIMHHUYECKUX JTAHHBIX
1o 0e30MacHOCTH MPOQHIIb HEXKENATEeIbHBIX SBJICHUI U JETaJbHBIX UCXOAOB Ha (OHE Mpuema

npemnapara NpakTUICCKNU HC OTIINYAJICA OT OXKXKUAAEMOT'0O HpO(I)I/IJ'I}I Yy NAalucHTOB C TepMHHaHBHOﬁ
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(NOCNEQCBATENEHOCTE 0001)

cTagueld MOYeYHOU HETOCTATOYHOCTH.

B3pocnvie nayuenmul, nepenecuiue mpancniaHmayuro nedenu

[Tpoduns OGe3omacHoctu codocOyBupa u pubaBupuHa y mnanueHToB ¢ XI'C, mepenecmmx
TPaHCIUIAHTAIMIO TI€UYEHH, ObUI CXOKUM C TaKOBBIM y MAIIMEHTOB, MOIY4YaBIIUX cOPOCOYyBUp U
pubaBupun B xojae Pa3el 3 KU. B KU 0126 (da3a 2) oueHb 4acThIM SBJICHHEM, OTMEYCHHBIM Y
32,5 % namuentoB (y 13 u3 40 manueHToB), ObLIO CHIKEHUE YpOBHS remoriioonna < 10 /1 Bo
BpeMs JICYCHHUS, IPUYEM Yy OJHOTO MAIMeHTa CHUKEHHUE YPOBHS remMoriiodnHa cocraBumio < 8,5
r/an. Bocebmu manuentam (20 %) ObUIM Ha3HAYEHBI SPUTPONOITUH W/WIM TMpenaparbl KPOBU.
[Tpuem uccrenyeMbIX IpenaparoB Obul IpeKpalieH, MoIu(UIMPOBAH WK MpPEepBaH B CBS3U C
HE)KEJIaTEJIbHBIMU SIBJICHUSAMH y IIATU nanueHTos (12,5 %).

eTH

be3zonacHocth u 3 pexTrBHOCTH cohocOyBupa y Aereii ot 12 no 18 eT ocHOBaHBI HA JAHHBIX,
MOJIYYEHHBIX y 52 MalKueHTOB, MOJyYaBIIUX JeueHue cohocOyBUpOM U pUOABUPHUHOM B TE€UCHUE
12 "Henenb (MAaMEHTHI C TEHOTUNOM 2) M B TeueHHe 24 Henenb (MalUeHThl ¢ TEHOTUIIOM 3) B
orkpbiToM KW ®as3el 2. HaGmiomaemble HeXenaTeNIbHbIE peakUuu ObLIM CONOCTaBUMBI C
TakoBbIMH, HabmoaaeMbiMu B KM koMOMHIpOBaHHOTO JieueHus copocOyBUPOM U prubOaBUPUHOM

y B3pOCHbIX (CM. Ta0nuity 5).

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0mare 0 MMOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IOClie PETUCTpaluu
JIEKapCTBEHHOTO Tperapara ¢ 1elbio 00ecrnevyeHrs HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«IoNb3a — PHUCK» JICKAPCTBEHHOTO mpernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHIYETCS
CO00IIaTh O JIFOOBIX TOI03PEBACMBIX HEXKENIATSIBbHBIX PEAKIUAX JICKApCTBEHHOTO Ipernapara
yepe3 HallMOHAbHBIE CUCTEMBI COOOIICHHS O HEKETATeNbHBIX PEaKIMSIX TOCylIapCTB — YJICHOB
EBpa3uiickoro 53K0OHOMHYECKOTr0 COI03a.

Poccniickas @enepanns

®denepanbHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUs

109012, r. MockBa, CnaBsiHCKasl miiomaip, 1. 4, ctp. 1

Tenedon: +7 (800) 550-99-03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B MH(OPMaLMOHHO-TEIEKOMMYHUKAMOHHON ceTn «HTEpHET»:!

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

4.9. llepeno3npoBka

CUMOTOMBI
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HaunGosnpiied, moxkymMeHTaNbHO 3a(UKCUPOBAHHOU z[oﬁglf};':EM'é%%Eg%Hf;EJEﬁ&Q&Ehaﬂ,

cBepxTepameBTuueckas jgo3a codocOyBupa 1200 wmr, mnpumensemas y 59 300pOBBIX
nobpoBonbiieB. Ha ¢done mpuema 3TOM J03bI mpenapara He ObLI0O OTMEYEHO HEOKHIIAHHBIX
HE)KeNaTeJIbHbIX PEaKIfii, Bce BBISABICHHBIC HEXKeNaTeJbHbIE PEaKlUu ObUIM CXOXH IO CBOEH
YacTOTE U TSHKECTU C TAKOBBIMH Y MAIMEHTOB IPYMIbI Mianedo u rpynmsl codocdyBupa (400 mr).
Jleuenue

Crneuuduueckuii anTHAOT s codocOyBupa OTCYTCTBYeT. B cimydae mepeno3upoBKH 3a
MaIUEeHTOM HE0O0X0JMMO HAOII0IaTh /1JIsi CBOEBPEMEHHOTO BBISBIICHUS IPU3HAKOB TOKCUYHOCTH.
Jleuenue mnepeno3upoBku npenaparoM CodocOyBup BKIIOYAeT OOIIME MOAJIEPKUBAIOIINE
MEPONPHSITHS, B TOM YHCJIC MOHUTOPUHT TIOKa3aTelied J>KU3HEHHO BaXHBIX (YHKIUH U
KIIMHUYECKOT'0 COCTOSHUS narueHTa. [ emoauanus MoxeT 3pPpeKkTuBHO yaanmuTh (kaupenc 53 %)
ocHoBHOI MeTabonut (GS-331007) u3 kpoBu. Ceanc remoiuanu3a JIMTEIbHOCTHIO 4 Yaca yaasi

18 % mpuHATOi 10361 codocOyBHpa.

5. PAPMAKOJIOTUMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®dapmakoTepaneBTUYECKass TpPyMIa: MTPOTUBOBUPYCHBIE CPEACTBA CHUCTEMHOTO JICHCTBUS,
MPOTUBOBUPYCHBIE CPEACTBA MPSIMOTO JIEUCTBUS; MPOTUBOBUPYCHBIC CPEJCTBA ISl JICUCHUS
renatuta C.

Kox ATX: JOSAP08

Mexanusm geiicTBus

CodocOyBup sBisiercs man-renotTunudeckum naruonropom PHK-3asucumoit PHK- monmumepass
NS5B BI'C, HeoOxomumoit mana permkaiuu Bupyca. CodocOyBup - HYKICOTHIHOE
IPOJIEKAPCTBO, KOTOPOE MOABEPIaeTCsl BHYTPUKIETOYHOMY MeTaboJIn3My, B Ipoliecce KOTOPOro
dopmupyercsi (hapMaKoIOTHYECKH aKTHBHBIA aHanor ypumuaTpudochara (GS-461203). C
nomouibio NS5B nonumepassl GS-461203 moxeT BcTpauBaThesl B cTposirytocs nenouky PHK
BI'C u nelicTBoBaTh Kak 0OpBIBaTENb IIETIH.

B mmanasone ot 0,7 10 2,6 MKMOJIb 3TOT aKTHUBHBIA Metabonut codocOyBupa (GS-461203)
MOJIAaBJISUT aKTUBHOCTH TOJIMMEpa3sl reHotunoB 1b, 2a, 3a u 4a BI'C, BemwBasg ee 50 %
unruouposanue (ICsp).

AxTuBHBIH MeTabonmut copocOyBupa (GS-461203) ne unrubupyer nomumepassl JJHK u PHK
4eJI0BEKa WK NoJInMepa3y MutoxosapuansHoi PHK.

HDOTI/IBOBI/IDVCHaSI AKTHUBHOCTH

B uccnenoBanusix ¢ ucnonb3zoBanueM perinkoHoB BI'C 3nauenus 3ppexkTHBHOM KOHLIEHTpAaLUU

(ECs0) codocOyBupa mpOoTHUB MOTHOPa3MEPHBIX PEITUKOHOB TeHOTUNoOB la, 1b, 2a, 3a u 4a
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cocrasmmm 0,04, 0,11, 0,05, 0,05 u 0,04 MKMOIB|cooTBETAT BEHHG; 4 SHAtE R E Ly dohoeByBipa

IOPOTHB XUMEpHBIX PEIUIMKOHOB TeHoTumna b, Hecymmx mnocienoBareabHocTH NS5B u3
reHoTurnoB 2b, 5a wiu 6a, cocraBuiu 0,014-0,015 mxmoins. CpeaHee 3HaYCHHUE M CTAHAAPTHOC
otkionenne (M = SD) ECsp codocOyBupa B OTHOIIICHUH XUMEPHBIX PEIUTMKOHOB, HECYIIHX
nocieaoBarenbHOCTH NSS5B u3 kimmHndecknx n30iaToB, coctaBmio: 0,068 + 0,024 MKMoIb 11
renotumna la; 0,11 £ 0,029 MxmMoas misg renotumna 1b; 0,035 £ 0,018 MKMOIb [UIs reHOTHIIA 2 U
0,085 + 0,034 mxmoutb aiist reHoTHna 3a. [IpoTHBOBUpYyCHast akTUBHOCTB coocOyBupa in Vitro B
OTHONIICHUH MEHEE YacTO BCTPEYAEMBIX T'€HOTUNOB 4, 5 U 6 OblIa aHATIOTUYHOW aKTUBHOCTHU B
OTHOIIICHUH T€HOTHIIOB 1, 2 1 3.

He nabmoganocs CyliecTBEHHOIO M3MEHEHHUs MPOTHBOBUPYCHOW aKTUBHOCTH codocOyBHpa B
npucyrcTBuM 40 % CHIBOPOTKH YETIOBEKA.

Pe3ucTeHTHOCTh

B kynemype knemox

[ToHnxeHHast 9yBCTBUTEIHHOCTH K COPOCOYBUPY aCCOIIMMPOBATIACH C IIEPBUYHOM 3aMeHOi S282T
B perroHe NS5B Bcex ncciieioBanHbIX reHOTHITOB peruiukonoB BI'C (1b, 2a, 2b, 3a, 4a, 5a u 6a).
CailT-HanpaBlIeHHbI MyTareHe3 MOATBEpAWII, uTo 3aMeHa S282T B perMKoHax 8 reHOTHUIIOB
OTBETCTBEHHA 3a CHW)XXEHHE B 2-18 pa3 4yBCTBUTEIBHOCTH K cO(POCOYBHpPY U YMEHbILIECHUE
CrOCOOHOCTH BHpyca K perumkanuu Ha 89-99 % mno cpaBHenutro ¢ BI'C npuxoro tuma.
PexomOunanTHass NS5B nonmumepasa u3 reHotuno 1b, 2a, 3a u 4a, sxkcnpeccupyromas 3aMeHy
S282T, mponeMoOHCTpUpOBaia MOHMKEHHYIO YYBCTBHUTEIBHOCTh K AKTUBHOMY METa0OIUTY
codocoyBupa (GS-461203) mo cpaBHEHUIO C aHATIOTUYHBIMU TTOJIUMEPA3aMH TUKOTO THIIA.

B kaunuyeckux uccnedoeanusx y 3pocivix

[To nanHbIM 00BEIMHEHHOTO aHaNM3a U3 991 nanuenTa, nonydasuiero copocoysup B pamkax KU
@a3pl 3, 226 mnamMeHToB ObUIM OTOOpaHbl A aHaAlW3a PE3UCTEHTHOCTH BCIIEACTBUE
BHUPYCOJIOTHUECKOM HEY1auu UM JOCPOUHOTrO NMPEKPALLEHUS IPUEMA UCCIIENYEMOro Ipenapara u
koHueHtpauuu PHK BI'C > 1000 ME/mn. M3menenus mnocnenoBatenbHocTed B NS5B 1o
CPaBHEHMIO C MCXOJHBIM IOKa3aTejaeM OLEHWIN y 225 u3 226 naiueHToB, pU 3TOM JaHHbIE
rJ1yOOKOr0 CeKBEHUPOBaHUA (IIOPOroBoe 3HaueHue aHanusa 1 %) Obiau nosnydeHsl y 221 U3 aTux
nanuenToB. 3ameHa S282T, cBsi3aHHas C yCTOMUMBOCTBIO K cOhocOyBHpY, HE ONpeeNsiach HU Y
OIHOTO M3 JTUX TAIMeHTOB HHU METOJAOM TJyOOKOTrO CEKBEHHUPOBAaHUS, HHU METOA0M
NOMYJSIIIMOHHOTO cekBeHUpoBaHus. 3ameHa S282T B permone NSS5B Obuta BbIsiBICHa Yy
€IMHCTBEHHOTO MaI[MeHTa, MOJyYaBIIero MOHOTEpanuio coGpocOyBUpOM B uccienoBaHnu Dasbl
2. Y aroro nanueHTa ucxoaHo 3amenbl S282T cocrapisinu < 1 % u yBenuuuiuch 10 > 99 % uepes
4 Hexenu Mocjie OKOHYaHUS JICYSHHS, 9TO puBeno K 13,5-kpatHoMy n3MeHeHuto 3HadeHust ECso

codocOyBHpa U CHIDKEHUIO CITOCOOHOCTH BUpYca K perumkaiuu. 3ameHa S282T Bo3BpaTtuiiach K
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JTUKOMY THIy B TEUYCHHE IMOCICAYIOMUX 8 Heldeob U 6"(91'15'1:116-I @%é’ %ié‘B% ]

rJ1yOOKOr0 CeKBEHHPOBaHUSA yepe3 12 Hepemb mocie NpeKpaieHus Tepanmm.

e 3amensl B perrnoHe NS5B, L159F u V321A, Obun onpezneneHsl B 00pasiax HECKOIbKUX
nanuenToB ¢ reHotunioM 3 BI'C B mepuoj penuinBa mocjie npeKpamieHus Tepamnun B pamkax KU
®a3pl 3. M3MeHeHu# B EHOTUITMYECKON YYBCTBUTEIHLHOCTH K COhOCOYBUPY UM PUOABUPUHY B
U30JIATaX MAeHTOB C TAKUMHU 3aMeHaMH He ObU10 oOHapyskeHo. Kpome Toro, 3amensr S282R u
L320F onpeaensuinch METOJOM TIIIyOOKOTO CEKBEHHPOBAHHUS BO BpEeMs JICUCHHUS Y IMAIlUCHTA C
YaCTUYHBIM OTBETOM Ha Tepamuio mepej TpaHciaHTtauued. KinnHuyeckass 3HAUMMOCTbh ITHX
JTAHHBIX HEU3BECTHA.

Bimmstaue ucxoausix noaumopdusmo BI'C Ha 3dhekTUBHOCTE JeueHus

Bspocnvie

Hcxonuble  mocnenoBaTenbHOCTH  NS5B  ompenensiiuce METOAOM — MONYJIALIMOHHOIO
cexkBeHHpoBanus y 1292 nauuenros, npuHnMaBmux ydactue Kk KM ®@aser 3. 3amena S282T He
OIpelessAIach HU y OJHOIO NMAalMEeHTAa C MMEOLIEHCS MCXOMHOM IOCIeN0BaTeabHOCThI0. [Ipn
aHaIM3€e BIMSIHUS HMCXOAHBIX mnonuMmopdusMoB BI'C Ha wucxon Tepanuu He HabI101aiI0Cch
CTAaTHCTUYECKU 3HAYMMOM CBSI3M MEXKY HajdudueM Jroboro ucxoanoro Bapuanta NS5B BI'C u
3(PEKTUBHOCTHIO JICUCHUS.

Jlemu

Hanuune BapuanToB NS5B, acconuumpoBaHHBIX C PE3UCTEHTHOCTHIO, HE BIMSJIO HA HCXOJ
nedyeHus. Bce manmueHThl, y KOTOPBIX MCXOAHO OIPENEISUINCh aCCOLMHPOBAHHBIE C
PE3UCTEHTHOCThIO BapHaHThl B PErMOHE HYKIEO3WJHOW monumepassl NSS5B, nocturim
yCTOMUYMBOTO BUpYycosiorudeckoro oreeta (YBO) nocine neuenust cohpocOyBUpom.

IlepekpecTHasd PE3UCTEHTHOCTD

Penmukonsl BI'C, skcmpeccupyromue 3ameny S282T, oTBedaromyro 3a YCTOMYMBOCTB K
coocOyBHpy, ObUIM MOJHOCTHIO YYBCTBUTEIBHBI K APYIMM KJlaccaM IPENaparoB JUIs JICUEHUS
renatuta C. CodocOyBHp COXpaHsI aKTUBHOCTh B OTHOIIIEHUU BUPYCOB ¢ 3ameHamu L159F u
L320F B peruone nonumepasbl NS5B, cBsI3aHHBIX C YCTOWYMBOCTHIO K JAPYTUM HYKJICO3UAHBIM
uHruouropam. CodocOyBHp MOTHOCTHIO COXPAHSJI CBOIO AKTUBHOCTh B OTHOIIEHUM 3aMEH,
CBSI3aHHBIX C PE3UCTEHTHOCTBIO K JPYTUM IPOTHUBOBUPYCHBIM IIpemapaTaM MpsIMOTO AEUCTBHS C
pa3IMYHBIMU MEXaHU3MaMHU JIeUCTBUS, TAKUM KaK HEHYKJICO3UIHBIM MHTHOUTOpaM IMOJIMMEepasbl
NS5B, unruduropam NS3 npoteassl u uaruouropam NSSA.

Kinuanueckas 3¢ deKTUBHOCTL U 0€3011aCHOCTh

DddexTuBHOCTH cOhOCOYBUpPA OIICHUBANIACH B MISATH UCCICTOBAHMIX C ydacTHeM 1568 B3pocibix

nanueHToB ¢ XI'C, BBI3BaHHBIM BUPYCaMU T€HOTHUIIOB 1-6.
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- (NMOCMENOBATENEHOCTS 0001)

DddextuBHocTh codocOyBupa y nanueHToB ¢ XI'C B Bo3pacTe 12 neT u crapiie OICHUBAIN B
otkpeitoM KM @a3sl 2, B koTopoe 0bu10 BKiIoueHo 52 nanuenTa ¢ BI'C renotuna 2 (n = 13) nn
resotuna 3 (n = 39). [Tauuentsl ¢ BI'C 2 wnu 3 renotuna B pamkax KU momydamm codocOyBup ¢
pubaBUpUHOM B TeueHHe 12 wim 24 HeleaIb COOTBETCTBEHHO.

Y 100 % (13/13) manuentoB ¢ reHotuniom 2 u'y 97 % (38/39) manueHToOB ¢ TEHOTUIIOM 3 OBLI
nocturaytr YBO12. Hu y omHoro mamueHta He ObLIO 3aMKCHPOBAHO BHUPYCOJOTHUYECKOU
Heygauu Wi peruaua. OIUH manueHT ¢ reHoTunoM 3 poctur YBO4, ogHako He sBUJICS HA
BH3UT, COOTBeTcTBYIomMUK YBO12.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

CodocOyBup - HYKICOTHIHOE TMPOJIEKAPCTBO, KOTOPOE TMOJABEPraeTcs WHTCHCHBHOMY
MeTabonu3My. AKTUBHBIN METa0OIUT, 0Opa3yIOLIUIiCsS B renaToluTax, He OOHAPYKHBAETCS B
wiazme KpoBu. OcHoBHOU (> 90 %) merabonut, GS-331007, He aktuBeH. OH dopmMupyercs
MOCPEACTBOM TIOCTICIOBATEIBHBIX U MAPAJUICIBHBIX TyTel 00pa30BaHMsI AKTHBHOTO META00IUTA.
AOGcopouus

[Tocne mpuema BHYTpb cohocOyBUp OBICTPO BcachiBajics, a ero Cmax B IIa3Me KPOBH JOCTUTANIACH
yepe3 0,5-2 4 BHe 3aBUCUMOCTU OT BETUYHMHBI MPUHATOM 103bl. Cmax HEAKTUBHOT'O MeTabonuTa
(GS-331007) B mumasmMe KpoBHM JocTUrajgach uepe3 2-4 4 mocjie mnpuema mpernapara. Ilo
pe3ysbTataM MOMYJSIMOHHOTO aHalu3a (apMaKOKHHETUYCCKUX JAHHBIX Yy IAIHCHTOB C
reHotunamu 1-6 BI'C, 3HaueHus ruomanu moja (HapMakKOKHHETHUYECKONW KPUBOM B TeueHUe 24
yacoB nocne npueMa npenapara (AUCo-24) 11 copocOyBUpa U €ro HEaKTUBHOTO METa0O0IUTa
(GS-331007) B paBHOBecHOM cocTossHUU coctaBmid 1010 Hr¥wac/ma u 7200 Hr*gac/mi
cootBercTBeHHO. [lo cpaBHeHHMIO cO 3710poBBIMH J00poBOdbLAaMU, AUCo-24 copocOyBupa u
HeakTuBHOTO MeTabonuta (GS-331007) y mauuentoB ¢ XI'C Obuia Ha 57 % Brimie u Ha 39 % Hibke
COOTBETCTBEHHO.

Bnusnue nuwu

[Tpuem codocOyBUpa B OJHOKPATHOH /03¢ CO CTAaHIAPTU3MPOBAHHOW MHUIICH C BBICOKUM
coJlep>)KaHHUEM >KHPOB 3aMeUINl CKOPOCTh BcachiBaHus codocOyBupa. [lonmHoTa BcachiBaHUs
codocOyBupa yBenuuMBaiach mpuMepHo B 1,8 pas, mpu 3ToM HaOIIOAANOCh HE3HAYUTEIHHOE
BIUsSHUE Ha Cmax. [IpreM TUIIM ¢ BBICOKHM COJIEPKaHUEM >KHPOB HE BIHUSUT Ha IKCIIO3HITHIO
HeakTuBHOTO MeTabomuta (GS-331007).

Pacnpenenenue

CodocOyBup He gBIseTCS CyOCTpaTOM TPAHCIIOPTHBIX OEIIKOB 3aXBaTa B MEYEHH, TPAHCIIOPTHOTO
nonunenTtuaa oprannyeckux aHuoHoB (OATP) 1B1 unu 1B3, a Takxke TpaHcmopTHOro oOenka

oprannueckux katuoHoB (OCT) 1. IloxBeprasich akTUBHOM CEKpeIMH MOYEYHBIMU KaHaJbLaMH,
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HeakTuBHBIH MeTabomut (GS-331007) He sBjseTCs d%'gi:pg ROtk I:II”II;JHEIQ(;IS—‘!FEbOB,

BKIIIOYasgs mepeHocynk opranuyeckux aHuoHoB (OAT) 1 wmm 3, wim OCT 2, Genku
MHOXECTBEHHOH JiekapcTBeHHOM pe3uctentHocTH (MRP2), P-gp, BCRP nnu 6enok-nepeHocunk
MATEI. CodocoyBup u GS-331007 HEe SBIAIOTCS WHTHOMTOpPAMHU TPAHCIOPTHBIX OEIKOB
nexkapcTBeHHbIX mpemnapatoB P-gp, BCRP, MRP2, BSEP, OATP1B1, OATPIB3 u OCTI.
GS-331007 ne sBnserca uaruouropom OAT1, OCT2 u MATEIL.

Codocoysup npumepHo Ha 85 % cBs3bIBacTCs ¢ OEIKaMU IJ1a3Mbl KPOBH YelIOBEKa (JIaHHBIC €X
VIVO), ¥ CBsI3bIBAaHME HE 3aBUCHT OT KOHICHTpAl[MM Mpenapara B jauama3oHe 1-20 MKr/mi.
HeakTtusnebrit Mmetabonut (GS-331007) B MUHMMAJIBHOM CTENIEHU CBSI3BIBACTCS C OCITKaMHM I1JIa3Mbl
KpoBH uenoBeka. Ilocme oxHokpatHoro mpuema 400 mr [**C]-codocOGyBupa 310poBBIME
J06pPOBONBIIAMY, ~ COOTHONIEHHE  PAJMOAKTHUBHOCTH *C B KpOBH/IIA3ME  COCTABJIAET
npubau3uTensHo 0,7.

BI/IOTDaHCd)ODMaHI/IH

CodocOyBup MHTEHCUBHO META0OIM3UPYETCs B TIEYeHH ¢ (HOPMUPOBAHHEM (PapMaKOJIOTHUECKU
aKTUBHOIO  HYKJICO3WAHOTO  (ypuamHOBoro)  aHamora  tpudochara  (GS-461203).
Metabonuueckuii TyTh aKTUBALIMM BKJIIOYAET TOCIEAOBATENbHBIA TUIPOIU3 MOJEKYIIbI
kapOokcuncTepasbl karencuHoM A (CatA) mwnu xkapOokcumacrepaszoii 1 (CES1) u pacuiernienue
docdopamuiaTra HyKICOTH - CBA3BIBatOIUM OeskoM 1 ¢ ructuaunHoBEIME Tpuagamu (HINTI) ¢
nocienyommuM  ¢ochopunrpoBaHneM mMyTeM OHOCHHTE3a NHPUMHIMHOBOTO HYKJICOTH/A.
HedochopunrpoBanre TpUBOIUT K OOpPa30BaHUIO HYKJIEO3HIHOTO HeakTuBHOro (> 90 %)
MeTabonnuTa, KOTOPBI HE MOXET OBITh MOJHOCThIO pedochopunupoBaH, u He oOIamaeT
akTuBHOCTHIO TipotuB HCV In vitro. CodocOyBup u HeakTuBHbIN Metabomut (GS-331007) He
ABIAIOTCS HU cyOcTpatamu, HU uHruOutopamu UGTIA]l wnm u3zodepMeHTOB LUTOXpOoMa
CYP3A4, CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6.

[Mocne ojHOKpaTHOro, mepopanbHoro mpuema 400 wmr [**C]-codocOysupa, cucremHas
aKcno3uIus coocOyBupa n HeakTuBHOTO MetabouTa (GS-331007) cocraBmina npumepHo 4 % u
> 90 % COOTBETCTBEHHO, OT CUCTEMHOM 3KCIO3UIMU coocOyBUpa U €ero MeTaboIUTOB (CymMMa
AUC coocOyBrpa 1 ero MeTaboIMTOB ¢ KOPPEKIHel Ha MOJIEKYJIIPHYIO Maccy).

DJIMMUHALNS

[Tocie omHOKpaTHOTO TepopanpHoro mpuema 400 mr [YC]-codocOyBupa cpemmee obiee
BBIBEJICHNE PAJMOAKTHUBHOM 03Bl cocTaBmiio Oomnee 92 %, mpu stom mpubmmsutensHo 80 %,
14 % wu 2,5 % BBIBOAMIIOCH MTOYKAMHU, KUIIIEYHUKOM H JIETKUMHU COOTBETCTBEHHO.

Bonpmass uacte 1036l codocOyBUpa, BBIBOAMMAS IIOYKAMH, IPEACTaBIsAIa HEAKTUBHBIN
metabonut (GS-331007) (78 %), Torma kak 3,5 % BeIBOAUIIOCH B BUJIE cOpocOyBUpa. DTH JaHHBIE

ITOKa3bIBAKOT, 4YTO MOYEIHBIN KIIMPCHC ABJISICTCA OCHOBHBIM ITYTEM BBIBECACHHSA HCAKTUBHOI'O
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metabonuta (GS-331007) ¢ mpeuMyIeCTBEHHOH aKTI/IBﬁg}/JI'CCIM IBATENBHOC T » 0001)

ur~-1'-_-.--' OTYETY

Cpennuii mepuon monyBbiBeAcHUs codocOyBupa W HeakTuBHOro merabonurta (GS-331007)
coctaBiseT 0,4 yaca u 27 4acoB COOTBETCTBEHHO.

JIn"elHoCTh (HEIUMHEHHOCTD)

YcraHoBieHO, 4TO Mpu IpreMe Hatomak coocOyBupa B go3ax ot 200 mr g0 400 mMr 3HaueHUS
AUC gms  codocOyBupa wu  HeaktuBHOro wmerabomuta (GS-331007) mnpaktuuecku
MPOTOPIMOHAIIBHBI J03€.

(DaDMaKOKI/IHCTI/IquKaH-(baDMaKOHI/IHaMI/ILIeCKaﬂ 3aBUCHUMOCTD

beuto mokazano, 4To 3¢ (HEeKTUBHOCTh JieYeHUS B BUJE ObICTPOrO BUPYCOJOTHYECKOTO OTBETA
KOPPEIUPYET C BETUUUHON YKCIO3UIIUN cOPOocOyBrpa U HeakTuBHOTO MeTabosuTta (GS-331007).
Tem He MeHee, HU OJIMH W3 3THUX MMapaMETPOB HE SIBISICTCS OCHOBHBIM CYPPOTaTHBIM MapKepoOM
1utst orieHku 3¢ dextuBHocTr (YBO12) npu npumeHennu tepaneBTudeckoit 1o03s1 400 mr.

Oco0nIe T'pYIIIBI ITAIIMCHTOB

Tayuenmsr nodxcunozo 6ospacma

VYV nmammentoB ¢ XI'C mokazaHo, 4TO B BO3pacTHOM auamnazoHe oT 19 mo 75 met BO3pacT He
OKa3bIBaJl KJIMHUYECKH 3HAYMMOTO BJIMSHHUS Ha SKCIO3HMIHIO cOPocOyBHpa M HEAKTUBHOTO
metabonurta (GS-331007). B pamkxax KU yactoTta oTBeTa y maiyeHToB B Bo3pacTe oT 65 JeT u
CTapIlie ¥ y MOJIOJIBIX MAI[UEHTOB OBLIH CXOXKHMHU.

THayuenmoi ¢ Hapywenuem hyHKyuu novex

BnusHue mo4yeyHOW HEAOCTATOYHOCTH Pa3NUYHON CTENEHU TSDKECTH Ha  OIKCHO3UIUIO
codocObyBupa u ero merabonura GS-331007 mo cpaBHEHHUIO C DKCHO3UIMEH Yy MalMEeHTOB C

HOpMaJIbHON (PyHKIMEH MoYek (KaK OMMCaHO HUXKE) CYMMHUPOBAHO B TabiuLe 6.

Tabnuua 6. BiusHue MOYeYHON HETOCTATOYHOCTH PA3JIMYHON CTENICHH TSHKECTH Ha DKCIIO3UIIUIO
(AUC) codocoyBupa u ero meradbonuta GS-331007 mo cpaBHEHHIO C SKCIIO3UIIUEH Y MAIMEHTOB

C HOpMaJIbHOHM (pyHKIIMEN moueK

ITammenTsr 6e3 BI'C ITammeHTsl,

uHumposanHsle BI'C

IToyeuna | I[loueyna | Iloueyna | TepmuHanabHas IToyeuna | TepmuHans
o A A CTagusl MOYEYHOM | 5 Hasg CTajaus

HEAOCTAT | HEAOCTAT | HEAOCTAT | HEAOCTATOYHOCT HEaOCTaAT IMOYCIHOMN

OYHOCTb | OYHOCTh | OYHOCTH | H, KOTZIa | OYHOCTh | HEAOCTATO
JIETKOU CpemHell | TshKelnol | HeoOXOAMMO TSDKEJION | YHOCTH,
CTENEHW | CTENEHU | CTENECHH | MPOBEICHUE CTEIIEHHN | KOoTJa
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TSOKECTH | TSOKECTH | TSKECTH nnaﬂ-fz ';":"_iE"j"‘-' = “Jﬂgggﬁ'- T f{é‘déxHﬁf/IM
(pCKD (pCKD (pCKD (pCKD 0
>50u >30u < 30 < 30 | mpoBeneHU
< 80 | < 50 | m/Muu MJI/MUAH € Iuanusa
w/mMun/ | ma/mun/ | /1,73 M) /1,73 M?)
1,73 M%) | 1,73 M?) [Tpuem | [Ipue
JI03BI M
npemna JI03BI
pata3al | mpena
yac 70 | para
poBe yepes
ICHUA 1 4ac
IUanu3a | mocie
poBe
JEHUS
Juan
n3a
Codocoysu |1 B 1,6 (1T B 2,1 |1 B 27|17 B LL3|1B1,6|1T B ~2|1B19pa3
p pas pas pas pa3 pa3 pasza
GS-331007 |1t B 1,61 B 19|71 B 55|(18>10|17 B|T B ~7|71B2lpa3
pa3 pa3s pa3s pa3 > 20 | pa3
pas

dapmakokrHeTHKa coocOyBHpa n3ydanack mnocie nmpuemMa pa3oBoit 103sl copocdyBupa 400 mr
B3pOCJIBIMH NanueHTamu, He uHuuuposanubiMu BI'C, ¢ HapymieHneM QyHKINH MOYEK JIETKOM
(pCK® > 50 u < 80 mn/mun/1,73 m?), cpenneii (pCKD > 30 u < 50 mn/mMun/1,73 M%) u Taxenoi
(pCK® < 30 m/mun/1,73 M?) cTeneHu TSKeCTH, a TaKke Y MAIHEHTOB ¢ TePMUHATLHON cTaauei
MOYEYHON HEI0CTaTOYHOCTH, KOTOPHIM HEOOXO0AUMO MTPOBEACHNE IeMOIHaIn3a.
®apMaKOKMHETUKY cO(pocOyBHpa OLEHUBAIM B CPaBHEHUH CO B3POCIBIMU IAlUEHTAMHU C
HOpManbHON (yHKmeil mouek (pCK® > 80 m/mun/1,73 m?). HeakTuBHBIH MeTabOMHT
GS-331007 >¢ddexTuBHO BBHIBOAWIICA NpU TeMoIUaln3e C KOIPQPUIMEHTOM HKCTPAKLIUU
npumepHo 53 %. Ilocne ognokpatHoro npuema 400 mr codocOyBrpa npu 4-4acoBOM ceaHce
reMo/Inar3a BRIBOAUIOCH 18 % mpuHsATO# 10361 codocOyBHpa.

®apmakokuHeTrnka copocoysupa u GS-331007 y B3pocibIx nanueHToB, nHpuuupoBanubix BI'C,

C IIOYEYHOM HEJOCTaTOYHOCTHIO TSHKEION CTCIICHU, IPUHUMABIINX CO(I)OC6YBI/Ip B 103€ 200 mr ¢
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pubaBupunom (N = 10) unm codocOyBup B 103¢ 400 MI‘Q%E{@B@M&&QQ I:—HI'Z))-E Tt 24

Hesenb WM KoMOMHanuio Jeaunacsup/copocoysup B no3e 90 mr/400 mr B Teuenue 12 Hemensb
(n = 18) Obuta comocraBuMa ¢ (HapMaKOKMHETHKOH y B3pOCIBIX MAIMEHTOB C IOYCYHON
HEJI0OCTAaTOYHOCTHIO TSKENIOW cTeneHu, He nHpumupoBanHbix BI'C.
®dapmakokuHeTnka codocoyBupa u  (GS-331007 wu3ywamack y  B3pOCHBIX  ITAIIMEHTOB,
uHpumupoBanusix BI'C, ¢ TepMUHAIBHOW CTagueil IMOYEYHOM HEZOCTaTOUYHOCTH, KOrna
HEOO0XOMMO TMPOBEACHUE [UANN33, NPUHUMABIIMX KOMOWHAIMIO JenunacBup/codocOyBup
(n=94) B Teucuwue 8, 12 wnu 24 HemeNb, WK KOMOUHAIMIO BeamaracBup/copocoysup (n = 59) B
TeyeHue 12 Hezelnb, U OLIEHHWBAJIACch B CPABHEHUH C MAallMEHTaMU 0e3 TOYEYHON HeJJOCTaTOYHOCTH,
NPUHUMABIIUMH  y4dacTue B KU KoMOuHanmii  neaunacBup/codocOyBup u
BenmaracBup/copocOysup 2/3 dassl.
Tlayuenmsi ¢ Hapywenuem yuKyuu neveHu
®apMakoknHeTHKa cohocOyBUpa U3ydaliach B UCCIEIOBAHUU C yYAaCTHEM B3POCIBIX MAIIEHTOB,
uHpumupoBanHeix BI'C, ¢ TeYeHOYHOH HEIOCTATOYHOCTBIO CPEeNHEH M TSKEIOW CTEeTeHU
Tsokectrn (kmacc B m C mo wraccupukammu Yaiina-I1sro-TypkoTT), KOTOpBIE NPUHUMAIIA
codocOyBup B no3e 400 mr B TeueHue 7 aneir. [lo cpaBHEHHUIO ¢ MallMeHTaMU C HOPMAJIbHOMN
¢ynkuueit neuenu AUCo-24 copocOyBupa Obuta Ha 126 % u 143 % BblIe y DAIMEHTOB C
MEYECHOUYHON HEIOCTATOYHOCTBIO CpeHel U Tsokenou cteneHu Tsokectd, a AUCo.24 HEAKTUBHOTO
meTabommta (GS-331007) 6nuta Beimie HA 18 % u 9 % coorBeTcTBeHHO. [lONMyISIIMOHHBIN aHATTN3
dbapmMakoKMHeTHUECKUX MaHHBIX y mnanueHToB ¢ XI'C mokaszam, 4To IUPpPO3 HE OKa3bIBAI
KJIMHUYECKH 3HAUYUMOI'O BIMSHMS Ha HKCHO3MLMIO co(ocOyBHpa M HEAKTHMBHOTO MeTaboiMTa
(GS-331007). Y manueHToB ¢ MEYEHOYHOH HEOCTATOYHOCTBIO JISTKON, YMEPEHHOH M TsDKEIon
CTETEHU TSHKECTH HE PEKOMEHIYETCsl U3MEHSTH 103y codocOyBupa.
Illon u paca
He ycraHoBieHO KIMHMYECKM 3HAUYMMBIX pa3iuyuil B mapaMeTpax (papMaKOKHMHETUKU
codocOyBHUpa U HEAKTUBHOTO META00JMUTA B 3aBUCHMOCTH OT T10J1a M pachl MAIliE€HTOB.

eTn
Okcno3unust codocOyBupa M HeakTHMBHOro Merabomurta (GS-331007 mnocine mnpuMEHEHHS
codocbyBupa (400 mr) y gereii ¢ 12 go 18 ner Obla cpaBHUMA C HKCIIO3UIIMEH Y B3POCIHBIX B
uccinenopanusix ®azpr 2/3. Ilapamerpsl (dapmakokuHeTHKH codocOyBUpa U HEAKTHBHOIO

meTabommta (GS-331007) y mereii 10 12 JieT He YCTaHOBJICHBI.
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6. PAPMALIEBTUUECKHME CBOMATBA MV-IEACBATENEHOCLTE 000T)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
MauHuTON

[emrono3a MUKPOKpUCTAIIIMYECKAs
Kpockapmennosza HaTpust

Marnus creapar

Kpemuus nuokcu KoJTOuaAHbIA

CocrtaB 000JI0YKH:

I10JIMBUHUIIOBBIN CLIUPT

Maxporosn-4000

Turana quokcun (E171)

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHutb 1pu Temmneparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIIAKOBKHU

[To 7, 9, 10, 14 TabneTok B KOHTYPHYIO STMEUKOBYIO YIAKOBKY M3 MJICHKU MOJUBUHUIXJIOPHIHOMN
WIA IUIEHKA MOJUBUHUIXJIOPUIHON/IOIUBUHWIMACHXIOPUIHON M (OJbIU  allOMUHHEBOM
ME€YaTHOW JJAKUPOBAHHOM.

ITo 10, 28, 30, 54 niu 60 TabneTok B OaHKY U3 MOJUATHIIEHA BBICOKOM MJIOTHOCTH, YKYITOPEHHYIO
KPBIIIKOM TOJUIPONWIEHOBOW C KOHTPOJEM IEPBOTO BCKPBITUS C CHCTEMOW «HAXKaTh-
HOBEPHYTH» MM 0€3 Hee WM KPBIIIKON MOJIUITPONMIIEHOBOH € BIAaronorioTUTENEM C KOHTPOJIEM
MIEPBOrO BCKPBITHSI C CUCTEMON «HaXKaTh-TIOBEPHYTH)» WK O€3 Hee.

HomyckaeTcsi cBOOOJHOE TMPOCTPAHCTBO B OaHKe 3allOJHUTH BaTOM  MEIUIIMHCKOM
TUTPOCKOITUYECKOU.

Ha GaHKy HaKk/IeHnBaIOT 3TUKETKY.

1,2,3,4, 5 win 6 KOHTYpHBIX STYEHKOBBIX YIaKOBOK WJIM OJIHY OaHKY BMECTE C MHCTPYKLHEH 10
METUITMHCKOMY TPUMEHEHHUIO (JTMCTOK-BKJIAJIBII) TOMEMIAIOT B KAPTOHHYIO YIIAKOBKY (MTAYKYy).
6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXKEHUH  HMCIOJb30BAHHOIO
JICKAPCTBEHHOI0  Npenapara WJIM  OTXOA0B, TMOJYYEHHBIX IOCJIe NPHMEHEHHus!
JIEKApPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C IPenapaToM

OcoObie TpeOoBaHUsI OTCYTCTBYIOT.
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(NOCNEQCBATENEHOCTE 0001)

7. AEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUS
Poccus
000 «ATomn»

445351, Camapckas o0:1., r. XKurynesck, yiu. ['mapoctpourenei, a. 6.

7.1. IlpeacraBuTtenb AepKaTessi PperiCTPALMOHHOIO YA0CTOBePeHHUs

[Iperensnu noTpeOUTENEH HAIIPABIIATE 10 AAPECY:

Poccus

000 «O308»

445351, Camapckas 061., T.0. XKurynesck, r. XKurynesck, yi. ['uapoctpoureneit, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (MOATBEPKIEHUSA
PETACTPAIIAN, TEPEPETVCTPAIIAN)

Jlara nepBoii peructpanumu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  xapakTepucThka  JekapcTBeHHoro mpemapara CodocOyBup — AOCTYHmHa  Ha
UHPOPMALIMOHHOM TmopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHHKaIMOHHOH cetn «uTepHeT» https://eec.eaeunion.org/.

Crpanwnma 34 u3 34


mailto:ozon@ozon-pharm.ru

