COOTBETCTEYET _ZE'_I‘i. CMNEPTHOMY OTYETY

ot 10.02.2025 N= 3042

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHUE JIJEKAPCTBEHHOI'O ITIPEITIAPATA
Codocoysup '[EPODAPM, 400 mr, TabNETKH, MOKPBITHIC MJICHOYHOU 0O0JIOYKOM.
2. KAYECTBEHHBIN U KOJJUYECTBEHHbBIN COCTAB

JeiicTByromiee BemecTBo: cohocOyBUp.
Kaxxnas tabnerka conepxut 400 mr codocOyBupa.

[TonHbIi IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEIEH B pazjerie 6.1.
3. JJEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOH.

KancynoBuaHble JBOSKOBBITYKJIbIE TAOJETKH, MOKPHITHIE TUNIEHOYHONH O0OJIOYKOH OT Oernoro c
JKENITOBATBIM OTTEHKOM [0 k&nToro 1meera. Ha momepednoM paspese sapo OEIoro MM MOYTH
Oeroro 1Bera.

4. KIMHUYECKUE JAHHBIE
4.1. Tloka3aHusI K NPUMEHEHHUIO

[Tpenapatr CodocoyBup 'EPODAPM mnoka3zan K NPUMEHEHHIO B KOMOWHALMU C JAPYTUMU
JIEKapCTBEHHBIMU Tpenaparamu s jedenust xpoHudeckoro remnatuta C (XI'C) y  B3pocibix
ctapuie 18 net u nereit B Bo3pacte ot 12 1o 18 ner.

4.2. PeuM 103MPOBAHMSA H CTIOCOO MPUMEHEHUS

Jleuenne mnpemaparom CodocOyBup [EPODAPM nomkHO HAuMHATBCS M KOHTPOIUPOBATHCS
BpauoMm, uMmeronuM onsIT Jedenust XI'C.

Pexum no3upoBanus

Pexomennyemas no3za npenapata CopocOysup 'EPODAPM muis B3pocnsix u netei oT 12 qo 18
net coctasisgeT 400 Mr oiuH pa3 B CyTKH.

[Tpenapat CodocoyBup I'EPODPAPM nomkeH NOpUMEHSATHCS B KOMOHMHALMU C JIPYTHMHU
JIEKapCTBEHHBIMU NpenaparamMu. MoHoTepanust He pekoMmeHnayercda. Taxxe cM. MHCTpyKkIuu no

MEAMIIMHCKOMY MPUMEHEHUIO JIEKapCTBEHHBIX IpEenapaTroB, NPUMEHSEMbIX COBMECTHO C
npenapatoM CodocOysup TI'EPODAPM. JlekapcTBeHHbIE mpenapaTsl, pPEKOMEHAyeMble K
coBMecTHOMY TmpuMeHeHnio ¢ mnpemnapatom CodocOyBup TI'EPODAPM, u aiuTenbHOCTH
KOMOMHHPOBAHHOW TepaIuy NpeCcTaBiIeHbl B Ta0nuie 1.

Ta6auma 1. JlekapcTBeHHBIE MpenapaThl, PEKOMEHAyeMble K COBMECTHOMY MPUMEHEHHIO C
npernapatoM CodocOyBup 'EPODAPM, u mmurenbHOCTh KOMOWHUPOBAHHOM Tepamuu MAJist
B3POCJIBIX MALMEHTOB U NMAIMEHTOB JETCKOIro Bo3pacTta oT 12 jieT u crapiie.

Honyasinust nanyeHToB* Tepanus JIIMTEIbHOCTH

B3pocabie nanments ¢ XI'C CodocOyBup + pubaBupun® + 12 nenens™®
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renotunos 1, 4, 5 wiu 6 moruaTepdeppr anppa - = TEHLEAENEALL TE UUlS)
CodocOyBup + pubaBupuH® 24 menenn

Tonbko AJI1 IPUMCHCHUSA Y TTAIIMCHTOB,
KOTOPBIC HE TIEPSHOCST WU HE
HOAXOIST JJIsl TepaIiu
mruatepdeponom anbda (cm. pazaen

4.4)
B3pociible MalueHThl 1 CodocOysup + pudaBupun’d 12 menens”
HalMEeHTHI IETCKOTO Bo3pacTa
ot 12 net u crapue ¢ XI'C
reHoruna 2
B3spocusie manuenTst ¢ XI'C CodocOyBup + pubaBupun® + 12 nenens®
regoruna 3 mruaTepdepon anbda

CodocOyBup + pudbaBupun® 24 nenenu
TanuenTs! 1eTckoro Bo3pacta ot | CodocOyBup + pubaBupun’ 24 nenenm
12 net u crapue ¢ XI'C
reHoTumna 3
B3spocusie nanuentst ¢ XI'C, CodocbyBup + pubaBupuH® Jlo TpaHcIuIaHTaMK
OXXHMJAOIIE TPAHCIUIAHTAIIUIO neueHu®
HeYCHH

* BKirO4aeT NalMeHTOB, OJHOBPEMEHHO HWH(HIMPOBAHHBIX BUPYCOM HMMYHOJEPHIINTA
yenoseka (BUY).

& Tnst naumentoB ¢ XI'C renotumna 1, KOTOpbIe paHee Moyvaid TePauio, OTCYTCTBYIOT JaHHbIC

0 KOMOMHHUPOBAHHOM Tepanuu cohocOyBUPOM, puOaBUPUHOM U MIITUHTEPPEpOHOM anibda (cMm.
pasznen 4.4.).

b Cnemyer paccMOTpeTh BO3MOKHOCTH IOTEHIHATLHOTO YBETHUEHHS IIPOIOIKHTETHHOCTH
neuyenus ¢ 12 "Henensb 10 24 Helenb, 0COOEHHO AJIS MOATPYII MALUEHTOB, Y KOTOPBIX UMEITCS
OJIMH WJIN HECKOJIbKO (paKTOPOB, UCTOPUUYECKHU CBSI3aHHBIX C 0o0Jiee HU3KOM 4acTOTOM OTBeTa Ha
TEpanmuio0  TpermaparaMd Ha OCHOBe HMHTeppepoHa (Hampumep, MPOTPECCHPYIOTHIA
¢ubpo3/1KMppo3, BbICOKAsi BUPYCHAsl Harpy3Ka Ha UCXOJIHOM YPOBHE, HEIPOUAHAs paca, HaIn4YKe
He-CC annens rena [L28B, oTcyTcTBHE OTBETA Ha MPEALIECTBYIONIEE JIEYEHHE IATUHTEPPEPOHOM
anb(da u pubABUPHHOM).

¢ Jlnst B3pOCIBIX MAIMEHTOB /1032 pUOABHPHHA OMPEACISAETCS UCXO/Sl U3 MAcChl Teja MaleHTa
(<75 xr = 1000 mr u >75 kr = 1200 Mmr); npenapar NPUHUMAIOT BHYTPb BO BpeMsl €lbl B [Ba
npuema.

d PexoMeH 10BaHHBIE 10361 pHOABMPHHA [UIs eTeil 12 net u cTapine cM. B Tabmuie 2.

¢ Cm. Hmke moapasgen «OcoOble Tpymmbl ManueHToB» («IlalMeHThI,  OXKHIAFOIIHE
TpPaHCIUIAHTAIUIO TICUEHU»).

[TarmenTam neTckoro Bo3pacrta 12 NeT u crapiie peKOMEeHIyeTcs IPUHUMATh pUOABUPUH BHYTPh
BO BpeMs €Il B JiBa MpreMa CIeAyomuM oopa3om (Tabmura 2).

Tab6auua 2. PekomeHnioBaHHbIe 10361 pubaBUpHHA B KoMOMHammu ¢ npenapatom CodocOyBup
['EPO®APM vy nereil, undpunuponannbix Bupycom renatuta C (BI'C), ot 12 ner u crapie.

Macca Tena, Kr Cyrtouynasi no3a pu6aBupuHa™
< 47 15 mr/kr/cyT




COOTEBETCTEYET 3KI(

e

ot 10.02.20
47— 49 O ey R H
50 — 65 800 mr/cyT
66 — 80 1000 mr/cyt
> 81 1200 mr/cyt

* CyroyHass [o03a puOaBUpHHA KOPPEKTHpPYETCS B 3aBUCUMOCTH OT MacChl Tela u
MIPUHUMAETCS BHYTPh B BUJIE pa3/IeJICHHON Ha JIBa MpreMa J1I03bI BO BpEMS €/Ibl.

JlaHHBIE O COBMECTHOM IPUMEHEHUU C IPYTUMHU IPOTUBOBUPYCHBIMU IIpENIapaTaMHy JUIs JICUEHUs
renatuta C cM. B paznene 4.4.

Koppexmuposka 003vl y 83pocivlx nayueHmos

He pexomenayercs cHmkarh 103y npenapara Codpocoysup TEPODAPM.

Ecmu npenapar CodocOyBup '[EPODPAPM npumeHsercss B KOMOWHAIMKA C MATUHTEPHEPOHOM
anb(da 1 y naieHTa pa3BUiach Cepbe3Hasi He)KenaTeabHas peakiiys, MOTeHIIHAIbHO CBsI3aHHAas C
mTUHTEPPEPOHOM ab(a, J03y MOCISAHETO CIEAYeT YMEHBIIUTh WM MPEKPATUTH €r0 MPHEM.
JIisi TIOJTydeHHsT JOTIOTHUTEIBHOW HWH(GOPMAIMM O BO3MOXXHOCTH CHIDKEHHUS 03Bl W/WIN
MPEKPAIICHUN Tepanmud TATUHTEpPepoHOM anmbda CM. HHCTPYKIHUHA TIO MEIUIIMHCKOMY
MIPUMEHEHHUIO MITHHTEPPEpoHa anbpa.

Ecnu y manmeHTta pa3Buiiach cepbe3Has HeKeJaTelbHas peaklvs, MOTEHIMAIbHO CBA3aHHAS C
pUOaBUPUHOM, TO CIIEAYET YMEHBIIUTD 103y pUOaBUPUHA WM IPEKPATUTH €r0 MPUMEHEHUE, ECIIU
BO3MOXXHO, JI0 TOTO MOMEHTA, KOTJa HeXelaTeiabHas peaklys MCUYE3HET WM YMEHBIIUTCS €€
TsOKeCTh. B Tabmnuie 3 mpuBeAeHBl PEKOMEHAALMU [0 W3MEHEHHIO J03bl pruOaBUpUHA U €ro
OTMEHE C yYETOM KOHIICHTPAIIMH TeMOTJIOOMHA M COCTOSIHHUS CEPACYHO-COCYIUCTONH CUCTEMBI
MaIueHTa.

Tabauua 3. PykoBOJICTBO 10 M3MEHEHHUIO J103b pHOaBUPHHA TIPU €r0 COBMECTHOM IPUMEHEHHUN
¢ npenaparom CodocOysup 'EPODAPM vy B3pociabIX MAlMEHTOB.

JlabopaTopHble 3HAYEHHUS CHM3UTB 103y OTMeHNTH TpHEM
pubasupuna 10 600 pudaBUpPHHA, €CJIM:
MI/CYTKH, eCJIu:

Konmnentparus remorioonna y | <10 r/mn <8,5 r/mn
naueHToB 6e3 3a00eBaHus
cepaua
Konuenrparust reMor;inoouHa y | CHUXKEHHE KOHIEHTpanuu | <12 1/m1, HecMoTps Ha
MAIMEHTOB ¢ 3a001eBaHUEM reMorjaooMHa Ha >2 T/ B | IpUMEHEHHE IIpenapaTta B
cepAlla B aHAMHE3€ B TedyeHue JoObIX 4 Henenb | TeyeHne 4 Hemenb B
CTaOMIIBHOM COCTOSIHUM Tepanuu MIOHM)XEHHOH /103€

[Tocne oTMeHBI puOaBHpPHHA BCIEICTBUE OTKIOHEHHSI OT HOPMBI JIA0OPATOPHOTO MOKA3aTeNs UK
pa3BUTHUS KIMHUYECKUX CUMIITOMOB, MOKHO TOMTPOOOBATH BO3OOHOBUTH TEPANHUIO pUOABUPHUHOM
B 103¢ 600 Mr B CyTKH, a Jlajee yBeIuIuTh 103y A0 800 Mr B CYyTKH, OJIHAKO HE PEKOMEHyeTCs
MOBBILIATH /103y pruOaBHpurHa 10 nepBoHadanbHOoM (1000 mr — 1200 Mr B CyTKH).

Koppexmuposka 003wt y demeit 12 nem u cmapue
Cumxenue no3el npenapara Copocoysrp TEPODAPM He pekomenayercs.
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Ecnu y manmenTa HaOII0gaeTCs CEphe3HAsT HEXKE nawmﬁ&%@a&%} EI'GJE%HI;AJIIII;}IIOTC%H%%{IITI;IEM c
y p

OpUMEHEHHEM puOaBUpHHA, CIEAYeT CKOPPEKTUPOBATh 103y puUOaBUpUHA HIM OTMEHHUTH
nmpenapar, €ciid IPUMEHHMO, 10 IIPEKpaIICHUS HEXENaTeIbHOW pPEeaKklUu WM YMEHbUICHUS
CTETICHU TSKECTH peakiuu. PeKoMeH a1y o KOPPEKLIUH 10361 puOaBUPHUHA WIIH €T0 OTMEHE CM.
B MHCTPYKLUH 110 TPUMEHEHUIO puOaBUPHHA.

Ommena mepanuu y 63pocavix u demetl 12 nem u cmapuie

Eciv  monmHOCThIO  MpeKpalieHo MpUMEHEHHE JAPYruX JIEKapCTBEHHBIX  IpPEnaparos,
Ha3HavaBImMXcsa B komOuHanuu ¢ npenapatom CodocoyBup TEPODAPM, crenyer OTMEHUTH U
tepanuto npenapatom Codocoysup TEPODAPM (cm. pa3aen 4.4.).

IIponyck npuema npenapama unu 603HUKHOBEHUE PEOMbL

Ecnu ono3nanue B npueme npemnapara Codocoysup [EPODPAPM cocraBuino menee 18 vacos,
HalMEHTY CIeTyeT KaKk MOXKHO CKOpEee MMPHUHATH 0YEPETHYIO 103Y, a 3aTeM IPOJOKUTH OOBIYHBIH
npueM npenapara.

Ecnu ono3nanue B npueme npenapara CodgocOysup 'EPODAPM cocraBuno Gomnee 18 gacos,
HAIMEHTY CIIEAYET MOM0KIATh U OCYIIECTBUTH MPUEM CIIETYIOMIEH TaOIETKH B OOBIYHOE BPEMSL.
Heo6xoanmo nH(pOpMUpPOBATH NAIIMEHTA, YTO MPHUEM ABOWHOW J03bI HE PEKOMEHYETCSl.

Ecin y nanueHTa BO3HMKJIA PBOTa B TEUYEHHWE MEHEE 2 4YacoB IIOCJIE IpueMa IMpernapara
CodocoyBup '[EPODAPM, HeoOx01MMO MPUHSTH €Ille OJIHY 103y Mpernapara.

Ecnu y nmanueHTa BO3HUKIIA pBOTA CIIycTs 2 yaca u Oosiee nocie npuema npenapara CodocOyBup
'EPO®APM, HeT HE0OXOANMMOCTH B IIPHEME €I1le OJJHOMU 103bI MpernapaTa (BcachlBaHHe OOJbIIIeH

JaCTHU OO3bI IpCriapaTa NpoOuCXoJUT B TCUCHHUC 2 LIElCOB).

Oco0ble TPVIIILI TAIMEHTOB

THayuenmor nodcunozo eo3pacma
He tpeOyercs koppektupoBath 103y mnpenapata CodocoyBup 'EPODAPM y mnauueHTOB
IIO’KMJIOTO BO3pacTa.

Tayuenmoi ¢ napywenuem yHkyuu novex

He tpebyercs xoppextupoBarh o3y mnpenapata CodocOysup 'EPODAPM y nanueHToB C
IIOYEYHON HEAOCTATOYHOCTHIO JIETKOW MJIN CPEJIHEN CTEIEHHU TSKECTH.

Hannbie mo 6e3onacHocTr mpumeHeHus npenapata Copocoysup 'EPODAPM y nanueHToB ¢
MOYEYHON HEIOCTATOYHOCTHIO TSDKEIOW CTENEeHU TSHKECTH (pacueTHasi CKOpOCTh KIIyOOUKOBOM
dumptparmn  (pCK®) <30 wmn/mun/1,73 M?) u ¢ TepMuMHANBHON CcTajuell MOYEUHOM
HE/I0CTaTOYHOCTH, TpeOYIOlIel MpoBeieHUs reMonanu3a, orpanndensl. [Ipenapat Codocoysup
'EPOD®APM moxeT mpuMEHSTbCS y AAHHBIX TPYMI MAIMeHTOB 0e3 KOPPEKIMHU J03bl, KOTAa
JIpyTHe MOAXOIAIINE BAPUAHTHI JICUeHUsI HEOCTYIHHI (cM. pasaensl 4.4., 4.8., 5.2.).
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(MOCNEQOBATENEHOCTE 0003)

Ilayuenmul ¢ Hapywenuem QynKyuu neveru

He tpeOyercsi xoppektupoBath 103y npenapata CodocOysup 'EPODAPM y manueHTOB c
MEYECHOUYHON HEAO0CTaTOYHOCTBHIO JIETKOM, CpEeIHEN WU TSHKEJION CTeneHu TsbkecTH (kiacc A, B
w C o xknaccudukarnun Yaitng-ITero-TypkorT) (cM. paznmen 5.2.).

Bbezonacuocts u a3dpdexruBHOCTh Ipenapata CodhocOyBHp y MAMEHTOB C JEKOMIIEHCHPOBAHHBIM
UPPO30M MEYCHH HE YCTAHOBJICHHI (CM. paznen 4.4.).

Tayuenmsi, odcudarowue mpancniaHmayuro nedenu

IIpu ompenenenun mtenbHOCTH mnpuMmeHeHus mnpemnapata CodocoyBup ['EPODAPM vy
MAalKUEHTOB, OKHUJIAIOIINX TPAHCIUIAHTALIMIO TICYEHH, HEOOXOUMO PYKOBOACTBOBATHCS OIICHKOM
COOTHOUIEHUS MOJIb3a-PUCK JJII KOHKPETHOTO MalleHTa.

B3pocnvie nayuenmul, nepenecuiue mpancnianmayuio neveHu

Tepanus npenaparom Codocoysup [EPODAPM B kxomOuHanuu ¢ pubaBUpUHOM B TedeHue 24
HEJeNb IMOKa3aHa K MPUMEHEHHIO Yy TMAIMEHTOB, IEPEHECIINX TPAHCIUIAHTAIUIO MEYCHU.
Pexomenayercs mpuHuMaTh pruOaBUpPUH B Ha4aJIbHOM 03€, cooTBeTcTBYIOMIEH 400 Mr, BHYTph B
IBa mpueMa Bo Bpems enbl. [Ipu xopoiiell MepeHOCMMOCTH Ha4yallbHOM JMI03bI, €€ MOXHO
YBEJIMYUTH BILIOTH 10 MakcuMaibHOM — 1000—1200 mr B cyTku (1000 Mr 17151 TAITMEHTOB C MACCOU
tena <75 kr u 1200 mr ;U1 nanueHToB ¢ Maccoil Tena >75 kr). [Ipu mioxol nepeHOCHMOCTH
HAuaIbHOM J03bI puOaBUpUHA €€ HEOOXOAWMO CHHM3HTH B COOTBETCTBUU C KIMHUYECKUMHU
MOKa3aTeJIsIMU Ha OCHOBAHWH 3HAYCHUS YPOBHs remMorioOuna (cM. pazzaen S.1.).

eTH
bezonacHocth u 3 pextrBHOCT Tepanuu npenaparom Codocodysup TEPODAPM y nereit no 12

JICT HC YCTAHOBJICHA.

Criocob nnpuMeHeHus

Buytps. [Ipenapat CodgocOysup 'EPODAPM crnenyer npuMeHsTh BO BpeMsl IipreMa IUIIIH.
Tabnerky HE0oOXOAMMO TPOIJIATHIBATH IIEIMKOM, 3amuBas BOAOW. TalneTku He cieayeT
pa3KeBbIBaTh UJIU Pa3siaMbIBaTh B CBSI3U C HETIPUSATHBIM BKYCOM JIEHCTBYIOIIETO BEILIECTBA.

4.3. TIpoTHBONMOKa3aHMA

— T'unep4yBCTBHTENBHOCTH K COPOCOYBUPY WIIH K JIFOOOMY M3 BCIIOMOTATEIBHBIX BEIECTB,
NePEYUCIICHHBIX B pazzene 6.1.

— [lanmeHTtaM, MONydYarONIMM CHIIbHBIE UHIYKTOPHI P-rimkonpotenna (P-gp) B kumeyHmke
(xapOamasenuH, GpeHobapOuTa, GeHUTONH, pupaMIUINH U 3Bepo00il MPOABIPSBICHHBIN
[Hypericum perforatum]). OqHoBpeMeHHOE NPUMEHEHHE MOXKET 3HAUUTENbHO CHHXKATh
IUIa3MEHHYI0 KOHIIEHTpaluio codocOyBupa U MPUBOAUTH K CHHKEHHUIO 3()(PEKTUBHOCTU
npenapata CopocOysup TEPODAPM (cmM. pazzaen 4.5).

4.4. OcoOble yka3aHUsA U MepPbI NPEA0CTOPOKHOCTH NP MPUMEHEHU U

Oo11ue
CodocOyBUp He pexomeHOyemcs npUMeHsImb 6 8ude MOHOmepanuu, OH JTOJHKCH Ha3HAuaThCs B
KOMOHMHAIIMU C APYTUMHU JIEKapCTBEHHBIMHU ITpenapaTamu s iedenust XI1'C.
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codocOyBupoM, codocOyBUp Takke AOKEH ObITh OTMEeHEH (cM. pasnen 4.2.). [lepen Haganom
npuMeHeHHus copocOyBUpa cielyeT BHUMATEIbHO MPOYUTATh MHCTPYKLHUIO MO0 METUIIMHCKOMY
MMPUMCHCHHUIO COBMCCTHO HA3HAYACMBbIX JICKAPCTBCHHBIX ITPCIIApaTOB.

Tsoxenas Opaaukapaus u 0Ja0kajia cep/ia

Habmonanuch ciydau >KU3HEYrpoXarouled Tspkenoi Opaaukapauu U OJOKaabl cepiaua IMpu
pUMEHEeHUU co(ocOyBUpP-coAepKAIIUX PEKUMOB B COUETaHUU C aMuo1apoHoM. bpaaukapaus,
KaK [IPaBUJIO, BO3HUKAJIA B TEUCHUE HECKOJIBKUX YacOB WJIH JHEH, HO HAOII0AAUCh TAKXKe CIydau

c 6oJiee ATUTENTFHBIM BPEMEHEM €€ pa3BUTHSI, B OCHOBHOM, JI0 IBYX HEZEJb II0CIIe Havaja JICYeHUs
BI'C-undexuun.

AMHOJApOH TOJKEH NMPUMEHSATHCS y MAlMEeHTOB, KOTOPbIe MPUHUMAIOT cOpocOYBUP TOIBKO B
cilydae, eClid Ipyrue allbTepHATUBHBIC aHTHAPUTMUYECKHE BUABI JICUCHUS HE TMIEPEHOCATCS WK
POTHBOIIOKA3aHBI.

B citydae, ecii conmyTCTBYIOIINEN TPUEM aMUOJIAPOHA CYUTACTCS HEOOXOAUMBIM, PEKOMEHTYETCS
NPOBOJUTh TIIATEIBHBI MOHHUTOPUHI CEpACYHBIX ITOKAa3aTeJIeH MalMeHTOB B  YCIOBHSIX
CTallMOHapa B TEYCHHUE MEPBBIX 48 YaCOB MOCIIC Hayaja COBMECTHOTO MTPUMEHEHHSI MTPETapaToB.
[Tocne sTOrOo CepAeUYHBIA PUTM CIEIyeT KOHTPOJMPOBATH B aMOYJIAaTOPHBIX YCIOBUSAX WA
CaMOCTOSITENIFHO MAIIIEHTOM Ha €KEeTHEBHONH OCHOBE B TCUCHHE HE MEHEE JIBYX HEJEIb JICUCHHUSI.
BBuIy MpOmOIDKUTENHFHOTO MEpUOJia TOMYBBIBEACHHS aMHOJApOHA, MOHUTOPHHT CEpACYHBIX
nokaszarejiel TakKe JIOJDKEH OCYIIECTBIISTHCS Y NAIMEHTOB, KOTOPBIE NPEKPATHIA MPHEM
aMHOJIapOHa B TCUCHHE IMOCIEIHUX HECKOJIIbKUX MECSIEB M JIOJDKHBI HayaTh MPHEM Ipernapara
codocOyBup.

Bcex manuMeHToB, TPUHUMAMONMIMX WM HEJAaBHO NPUHUMABIIMX AaMUOJIAPOH, CIEIyeT
OpeynpeauTb O CUMIOTOMax Opaaukapauu U OJIOKaabl cepAlla U IMOPEKOMEHJO0BATh
He3aMeUIMTEIbHO 00paIaThCs 3a MEAULIMHCKOW MOMOIIBIO B CITyyae UX BOZHUKHOBEHHS.

INamuents! ¢ ko-undekueii BI'C/ Bupycom renarura B (BI'B)

CooOmranocs o peaktuBaiuu BI'B B xoze Tepanuu mpoTUBOBUPYCHBIMU IIpeNapaTaMy IpsIMOTO
JICHCTBHSI UJI TIOCTIE €€ IPOBEICHUSI, B HEKOTOPBIX CIydasiX C JETAIbHBIM UCX0a0M. [lo Havama
TEpanuy BCEM NallMeHTaM HEeoO0XOAMMO MpoBOAUTH CKpuHMHr Ha BI'B. Ilamuentsr ¢ xo-
undexueir B'C/BI'B umerot puck peakruBauuu BI'B, u, B cBsI3u ¢ 3TUM, UM HEOOXOIUMBI
HaOJII0IeHNe U Tepamusi, COOTBETCTBYIOLIUE TEKYIIUM HALIMOHATIBHBIM PEKOMEHAALIUSM.

[Marmentsl ¢ XI'C resorumnos 1, 4. 5 u 6, padee IOJIyUYaBILIHE JEUCHUE

He npoBoaunock knmuanyeckux uccinenoBanuit (KN) ®assr 3 codocOyBupa y nanuento ¢ XI'C
reHotunoB 1, 4, 5 u 6, panee nony4aBmmx tepanuro. [I03ToMy, HE yCTaHOBJIEHA ONTUMAJIbHAs
JUTUTETILHOCTD JICUEHUS Yy ATON MOIMYJIALUU MAallEeHTOB.

TaxTHKa JIe4YeHNs TAKUX MAIIMEHTOB TPeOyeT 00CYXI€HUS, BO3MOXHO, B OTHOIIIEHUH YBETUUYEHUS
IPOIOJDKUTEIBLHOCTH JIedeHus ¢ 12 Henenb 10 24 Henenb, 0cOOEHHO /IS MOATPYIII HallMEeHTOB, Y
KOTOPBIX MMEIOTCSI OJJUH HJIM HECKOJBbKO (PAKTOPOB, MCTOPUUECKH CBA3aHHBIX ¢ 0ojee HU3KOH
YacTOTOM OTBeTa Ha Tepamuio MpenapaTaMd Ha OCHOBE UHTepdepoHa (Hampumep,
nporpeccupyrounii  ¢pudbpo3/uuppo3, BbICOKas BUPYCHash Harpy3ka Ha HCXOJHOM YpPOBHE,
HerpouiHas paca, Hannune He-CC amnenu rena [L28B).



COOTBETCTBYET SKCTEPTHO

or 10.02_2025 Nz 3042

(MOCNEQOBATENEHOCTE 0003)

MY OTYETY

IMammentsl ¢ XI'C regoTHOoB S win 6

O6wem gannbix KM B mognepxky npumeHenus copocOyBupa y nauenTon ¢ XI'C reHoTUIoB 5
WM 6 OYeHb OTPaHUYECH.

Jleuenune namuentoB ¢ XI'C resorunos 1.4, 5 u 6 6e3 uatepdepona

Pexxumebl Tepanuu codocOyBupom 6e3 uaTepdepona y namueHToB ¢ XI'C renotunoB 1,4, Su 6
HE n3ydauch. ONTHMAaIbHBIN PEKUM U [UTUTEIIEHOCTH TEPAIUU HE YCTAHOBJICHBI. TaKknue pesKuMbl
CJIeZyeT MPUMEHSTh TOJIBKO Y IMAallMEHTOB, KOTOPBIE HE TIEPEHOCAT WIH HE MOJXOJIAT ISl TepaIiu
UHTEPPEPOHOM, U CPOYHO HYKTAIOTCS B JICUCHUH.

INaruentsl ¢ XI'C ¥ IEKOMIIEHCUPOBAHHEIM IIUPPO30OM IIEUYEHH

[Ipr neKOMIIEHCMPOBAHHOM LUPPO3€ IMEYeHU HPPEKTHBHOCTh U OE30MACHOCTh NMPUMEHEHUS
coocOyBHpa B KOMOMHAINH C MITHHTEP(HEPOHOM anb(a/pubdaBUPHHOM WU C PUOABUPUHOM HE
YCTaHOBJIEHBI (CM. MHCTPYKIIMU IO MPUMEHEHUIO MAITUHTepdepoHa anb(a U pruOaBHUpUHA IS
JIOTIOJTHUTEILHON MH(MOPMAIIHH ).

CoBMecTHOE IPUMEHEHNE C APYTUMHU IPOTUBOBUPYCHBIMH OpEapaTaMy OpsIMOro AEHCTBUS JUIA
neuenns XI'C

CodocOyBup ciemayeT MPUMEHSATH COBMECTHO C JIPYTMMH IPOTHBOBHUPYCHBIMH TIperiapaTaMu
MPSIMOTO JICHCTBUS TOJIBKO B TOM CiIydae, KOTJ/Ia MOJib3a OT TaKOH KOMOWHAIIMU TICPEBEIITNBACT
PUCKH COTJIACHO HMEIOIUMCS NaHHbIM. OTCYTCTBYIOT JaHHBIC B TOJJICPKKY COBMECTHOTO
npuMeHeHus codpocOyBUpa U TellanpeBupa ik oorenpeBupa. Takas KoMOWHAIIMS TIPEnapaToB HE
pexomenayercs (cM. pazaen 4.5.).

bepeMeHHOCTh M 0/IHOBpEMEHHOE TPUMEHEHHE pUbaBUpUHA
B cnyuasx, korga codocOyBup NpHUMEHSeTcs B KOMOMHAIMM C PUOABUPHUHOM MM C

IATUHTEPPEPOHOM anb(a/prdaBUPHUHOM, )KEHIUHBI C COXPaHEHHBIM JETOPOIHBIM NOTEHIINATIOM
U UX MapTHEPHI TOJKHBI MPUMEHATH 3(P(EKTUBHBIE METOAbI KOHTPALIETILIUU B IEPHO/] JICUCHUS U
II0CJI€ €r0 OKOHYaHUS B T€YeHUE HEOOXOIMMOro MEpHOAAa BPEMEHH, COIIACHO PEKOMEHAALUAM
Opy TNpUMEHEHUH pubaBUpHHA (CM. HMHCTPYKLUHIO [0 MPUMEHEHHIO pubaBUpHHA U
JIOTIOJTHUTEILHON UH(pOpMAaIm).

OaHOBpEeMEHHOE IPUMEHECHHE ¢ YMEPECHHBIMU HHAYKTOpaMu P-gp
.HeKapCTBeHHBIe npenapatsbl, KOTOPBIC ABIAOTCA YMCPCHHBIMHA NHAYKTOpAMU P'gp B KUIIICYHUKC

(Hanpumep, MonaduHMI, OKcKapOa3zenuH W pU(ANEHTHH), MOTYT CHM)KAaTh KOHLIEHTPALUIO
coocOyBupa B IUIa3Me€ KpOBH, YTO, B CBOIO Ouepelb, ITOHWKAECT TEPAINEBTUIECCKYIO
s dextuBHOCTh codocOyBupa. CoBMECTHOE Ha3HAYEHUE TAKUX JIEKAPCTBEHHBIX IMpENapaToB C
codocOyBUpOM HE peKoMeHayeTcs (CM. pa3aen 4.5.).

[IpuMeHeHKE V IAIMEHTOB C CaXapHbIM Z[I/Ia6CTOM
YV nmanuueHToB ¢ CaxapHbIM ,Z[I/Ia6eTOM MOKCT OTMCYATHCA YIYUIICHHUC KOHTPOJIA I'TFOKO3bI, YTO
MOKCT MMPUBOJUTH K CHUMIITOMATUYECKOM THMNOIIMKEMHUH II0OCJIe Hadana JICUYCHHUS npenapartamMun

IPSIMOTO IPOTHBOBUPYCHOTO JAeucTBus il JjedeHuss remarura C. Criexyer TIIATENBHO
KOHTPOJIMPOBATh YPOBEHbB IIFOKO3bI Y MALIUEHTOB C CaXapHbIM J1Ua0beTOM, HAUMHAIOUINX JICYeHHE
npenapaTamMy IpsiMoro NPOTUBOBUPYCHOTO IEHCTBUS, OCOOEHHO B T€UEHHE MEPBBIX 3 MECSLIEB, U,

7
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pu He0OXOJUMOCTH, MEHSITh JIEKaPCTBEHHYIO TEPAIIUIO UQQ&H&G ';:_nl;f%-g]r:{l Elﬂét—q' gﬁéelqa{'flolt'unﬁ

3a JIeueHHE MalMeHTa C CaxapHbIM JHA0ETOM, JOJHKEH OBITh MPOMH(OPMHUPOBAH O Hauaje
IIPOTUBOBUPYCHOM TEPAIIUU NIPSIMOIO JECHCTBHUSL.

Hapvuienne ¢dyHKIMY TOYEK

Jannple 1o Oe3omacHOCTH IpUMEHEHHs codocOyBUpa y MalUMEHTOB C IOYEYHOU
HEJJOCTAaTOYHOCTHIO TsiKenoii crenenu Tsokectd (pCK® <30 mu/mMun/1,73 M?) M ¢ TepMUHAIBHOI
CTaJueil MOYEeYHOH HEeIO0CTaTOYHOCTH, TpeOyrolledl HpoBeIeHUs T'eMOJualin3a, OrPaHUYEHBI.
CodocOyBup MOKET NMPUMEHATHCSA Y AAHHBIX TPYIN MAUEHTOB 0€3 KOPPEeKLHMH 03blI, KOorjaa
JIpyrue NoIXOJAII1E BapUaHThl JIEYEHUs HEAOCTYIHBI (cM. pa3zeinsl 4.8., 5.2.). [Ipu npumeHennn
coocOyBrpa B KOMOMHALMU C PHOABUPUHOM WM MATUHTEPPEPOHOM aibba/pubdaBUpUHOM Y
NAllMeHTOB C KJIMPEHCOM KpeatnHuHa <50 MII/MHH CMOTPUTE TaKKe MHCTPYKIHUIO I10
MEUIIMHCKOMY TIPUMEHEHHIO IIpenapara pudaBupuH (pasaen 5.2.).

4.5. BzaumoaeiicTBue ¢ JAPYrMMH JIeKAPCTBEHHLIMHU INpenapaTaMM M [pyrue BHUIbI
B3aNMOJAEeHCTBUSA

CodocOyBup - HykieoTuaHOEe HpoiekapcTBo. Ilocne mpuema mpenapata cohocOyBUp OBICTPO
abcopOupyeTcss W MOABEPraeTcsi BBIPAKECHHOMY IPECHCTEMHOMY METa0OJIM3My B ICYCHH U
KUIICYHUKE. BHYTPUKIETOUHOE THAPOIMTHYECKOE PACHICIUICHUE MTPOJICKAPCTBA KATATU3UPYETCS
depmentamu, BKIIOYas KapOOKcwidcTepasy 1; mociemoBarenbHoe  (ochopuirpoBanue,
KaTaJIM3UpPyeMOe HYKJICOTHIHBIMUA KWHA3aMH, IPUBOIUT K (POPMUPOBAHUIO (PapMaKOJIOTHUECKU
AKTUBHOTO HYKJICO3UHOTO (YPUAMHOBOTO) aHanora tpudocdara.

[IpeumyliecTBEHHBIM HEAKTUBHBIM META0OJIMTOM, LMPKYIUPYIOIUM B KpoBH, sBiserca GS-
331007, cocraBmsromuii 6osnee 90 % cBsi3aHHOW € TIpenmapaToM CUCTEMHOM SKCIO3ULIMU U
oOpasyrouiics B pe3yabTaTe MOocIe0BaTeIbHBIX OMOXMMUYECKHX ITyTeH, HIYIIHUX MapajuleIbHO
¢ oOpa3oBaHueM akTUBHOro Mmerabonurta. Vcxoanslii codocOyBup cocraBiser okono 4 %
CBSI3aHHOW C IMpernaparoM CHCTeMHOM skcmos3uiuu (cMm. paszzgen 5.2.). B uccnenoBaHMsx
KJIMHUYECKOH (hapMakoJIOTUH B HENAX (apMaKOKMHETHYECKOTO aHalM3a HCCIEeIOBAIM Kak
codocOyBup, Tak u GS-331007.

CogocoOysup, B ommmuun ot GS-331007, sBusercs cyOcTparom nepeHocunka P-gp m Oenka
pe3ucTeHTHOCTH paka moiouyHou xene3sl (BCRP). JlekapcTBeHHblE Mpemnaparsl, SBIISIOMINAECS
CHWIIBHBIMU MHAyKTOpamu P-gp B kumeuHuke (kap6amasenuH, (enoOGapOuTan, (EeHUTOMH,
pudaMunuH U 3BepoOoil mpozbipsBieHHBIH [Hypericum perforatum]), Moryr 3HauMTENBHO
CHIDKATh IJIa3MEHHYI0 KOHIIEHTpaluio codocOyBHpa, MPUBOJA K CHIKEHHIO TepareBTUYECKON
s dexkTuBHOCTH coocOyBUpa, MOITOMY HUX MPUMEHEHHE OJHOBPEMEHHO C co(hocOyBHpOM
MIPOTHUBOIIOKa3aHo (cM. pasnen 4.3.).

JlekapcTBeHHBIE TIpemapaThl, OTHOCAIIMECS K yYMEPEHHBIM HHIYKTOpaM P-gp B KHIICYHHKE
(Hampumep, MomapUHWI, OKCKapOa3zenmuH W puaneHTHH) MOTYT CHHUXKaTh KOHLEHTPALUIO
coocOyBrpa B TUIa3Me€ KpPOBH, YTO MPHBOAWT K CHWKCHHUIO TepameBTHUYECKOro 3¢¢ekra
coocOyBupa. CoBMeCTHOE NPUMEHEHHE TaKMX JIEKApCTBEHHBIX IPENapaTroB C IpernapaToM
codocOyBup He pekomeHayeTcs (cM. paznen 4.4.).

CoBmecTHOE puMeHeHne copocOyBHpa ¢ JIEKapCTBEHHBIMH IpernapataMu UHruouTopamu P-gp
w/wim BCRP Moxer mnoBblaTh KOHIEHTpauuioo codocOyBupa B IjiasMe KpoBH 0e3
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OJHOBPEMEHHOT'O TOBBIIICHUSI KOHLEHTPAIIRU GS-3E|1'_€)€);|E‘]1%E'IPI‘1\I E%B}!)-!i;('m}_ - rllpgﬁépaT

coocOyBHp MOKHO TPUMEHATH OJHOBpeMEHHO ¢ wuHruOutopamu P-gp w/mmm BCRP.
CodocoyBup u GS-331007 mHe sBmstorcs uHruouropamu P-gp m BCRP, mostomy He
NPEOIaraeTcsl MOBBIIICHUE SKCIO3UIMU JIEKAPCTBEHHBIX MPENapaToB, KOTOPbIE SBISIOTCA
cyOcTpaTaMu 3THX IEPEHOCUYUKOB.

BuyTpukiierounas aktuBaius Mmerabonuzma coocOyBupa onocpenyercst ruapoa3oi ¢ HU3KOH
a(GUHHOCTHIO U BBICOKON aKTUBHOCTBIO, @ TAKXkKe MYTAMU HYKJICOTHAHOTO (pochopunnpoBanus,
Ha KOTOpPHIE COBMECTHOE MPUMEHEHHUE IPYTUX JIEKAPCTBEHHBIX IMpENapaTroB MPAKTUYECKU HE
BIIUSICT.

HaL[I/IeHTLI, IIOJYYAaoIUE TCPAITU aHTArOHUCTAMH BUTaMHUHA K

[TockonbKy MpH COBMECTHOM IPHUMEHEHHH C COPOCOYBUPOM MOMKET H3MEHATHCS (YHKIHS
NCUYCHH,  PEKOMEHIYeTCsl  TIIATCNbHBIA  MOHHUTOPHMHI  3HAYCHHH  MEXKIYHApOIHOTO
HopManu3oBaHHoro otHomenus (MHO).

Bausnue IIPOTHUBOBHUPYCHBIX IperapaToB opAaMoro JEHCTBUSA Ha opernaparkl,
MeTa60J’II/I3I/IDVIOIHI/IeC$I B IICUYCHHU

H3meHenve (pyHKUMU MEYEHH TpPU MPUEME MPOTUBOBUPYCHBIX MpPENapaToB MPSMOTO JACHCTBHS
st BeiBeneHuss BI'C w3 opraHu3mMa MOXKET OKa3blBaTh BIMSHHEC Ha (DapMAKOKUHETHKY
IpernapaToB, METa0OIM3UPYIOMIUXCS B MIEYCHHU (HAIIPUMEP, IMMYHOCYIIPECCUBHBIX TPENapaTosB,
TaKUX KaK MHTUOUTOPHI KAIBIIUHEBPUHA).

Jlpyrue B3auMoOACHCTBHUS

B TaGnuue 4 Huxe npuBezeHa HHPOpPMaLUs O JeKapCTBEHHOM B3aUMOAEHCTBUM copocOyBUpa €
BO3MOKHBIMH COITYTCTBYIOIIMMHU JieKapcTBeHHbIMU cpeacTtBamu (rae 90 % noBepuUTeNbHBIH
uHTepBas (1) oTHOmIEHUS CKOPPEKTHPOBAHHBIX cpenHux reomerpuueckux (GLSM) Obu1 He
U3MEHEH “”, yBenudeH “1”, WIN yMEHbILIEH “|” 10 CPaBHEHMIO C 3apaHEE YCTAHOBICHHBIMU
IpaHULIaMU SKBUBAJICHTHOCTH). B Tabnuily BKIIOYEHBI HE BCE MTpenapaThl.

Tab6auna 4. BzaumoeiictBus Mexay cohocOyBUpPOM U APYTUMH JIEKAPCTBEHHBIMU MpenapaTaMu

JlekapCcTBEeHHbIH Npenapar Biusinue Ha Pexomenpanuu npu
(TepaneBTHYeCKAasi rPyNNa) | KOHIEHTPALMM NMpenapaTa| COBMECTHOM NMPUMEHEHHH ¢
CpenHee oTHOLICHHME npenaparom CodocOyBup
(90 % noBepuTeabLHBIH IT'EPO®APM
HHTEPBaJI)
AHAJIEIITUKU
Monaduamn B3anmoneiictere He | [Ipennonaraercs, 4TO pu
U3y4ajoch COBMECTHOM MPUMEHEHUN
Ilpeononazaemcs: codocOyBupa ¢ MogadUHUIOM
| CodocOysup CHU)KaeTcs KOHIIEHTpAIUs
< GS-331007 coocOyBHpa, YTO NPUBOIUT K
(Munyxuus P-gp) CHIKEHUIO TepaneBTUYECKON
s dekTuBHOCTH  codocOyBHpa.
Takoe coBMecTHOE
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EQOBATENBHOC TE 0003]

HOUMEHEeHe-He-DeKOMeHINVETC S
r r —J

AHTUAPUTMUYECKUE CP

EJICTBA

Amuonapon

Bnusiaue Ha
KOHIICHTPAIlUX
aMuoJIapoHa u

codocOyBHpa HEM3BECTHO

CoBMecTHOE IIPUMCHCHUEC

codocOyBHp-
peKUMaMH

amMHMo/JIapoHa ¢
coJiepKalluMu

MOXCT IIPUBOAWUTL K PA3BHUTUIO
CEpPbE3HOM  CHMIITOMATHYECKOU
OpaauKapauu.

Hcnonb3oBaTh TOJBKO B Cilydae
OTCYTCTBUS

Pexomenpayercs

aJbTEPHATHBBI.

TINATEIbHBIN
MOHHUTOPHHT, ecId  JaHHBIA
npernapar
OJTHOBPEMEHHO C CO(ocOyBUPOM
(cm. paznmensi 4.4., 4.8.).

IMPUMCHSACTCA

AHTUKOATI'YJIAHTBI

Awnraronuctsl Butamuia K

B3aumoneiictBue HE

U3y4asoch

Pekomenayercss  THIATENbHBII
KOHTpPOJIb MHO pu
COBMECTHOM  IPUMEHEHUH C

aHTaroHucraMu BuTamMmHa K.
OTO CBS3aHO C H3MEHEHHEM

GyHKIMM  TICYCHH B XOJe
Tepanuu coocOyBUpOM.

I[TPOTUBOCYIOPOXHBIE TIPEITAPATBI

denobapbuTan B3aumonencreue He |CodocOyBup  NPOTUBONOKA3aH

DeHUTONH U3y4anoch OJIHOBPEMEHHO C
IIpeononacaemcs: dbenobapOuTamom u
| CodocoOysup benuronnom (cM. pazaen 4.3.).
« GS-331007
(Mupyxuus P-gp)

Kapb6amazenun Coghocoysup CodocOyBup  TPOTHUBOIIOKA3aH
| Cmax 0,52 (0,43, 0,62) OJTHOBPEMEHHO c
| AUC 0,52 (0,46, 0,59) kapbamazenuHoM (CM. pasjaen
Cmin (NA) 4.3.).

GS-331007
> Cmax 1,04 (0,97, 1,11)
<~ AUC 0,99 (0,94, 1,04)
Cmin (NA)
(Munykuus P-gp)
Oxkckap0OazenuH Bzaumoneiicteue He | [Ipeanonaraercs, 4TO npu
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 10.02.2025 N= 3042
(HOGREQUEATENEHOCTE 0003)
I/I3yqa_]'[OCB COBMECTHOM lTpI/TR/TPHPHT/TT/T
Ilpeononazaemcs: codocOyBupa C
| CodocoOysup OKCKap0Oa3enmmHOM CHIDKAETCs
< GS-331007 KOHIIEHTpanus copocOyBHpa, 4To
(Muayxuus P-gp) MIPUBOJIUT K CHIKEHHIO
TEepaneBTUYECKOM
addextuBHOCTH  codocOyBuUpa.
Takoe COBMECTHOE MpPHUMEHEHHE
He pekomeHayercs (CM. paszien
4.4.)).
AHTUMUKOBAKTEPUAJIBHBIE TTPEITAPATBI
Pudammuuus | Coghocoysup CodocOyBup  IPOTHUBOIOKA3aH
(600 Mr oHOKpaTHas 103a) | Cmax 0,23 (0,19, 0,29) OJTHOBPEMEHHO c
| AUC 0,28 (0,24, 0,32) pr(aMITAITTHOM
Cmin (NA) (cm. pazzen 4.3.).
GS-331007
> Cmax 1,23 (1,14, 1,34)
<~ AUC 0,95 (0,88, 1,03)
Cmin (NA)
(Mupyxuus P-gp)
Pugabytun Cogocodysup He TpeOyetcst KoppeKuus 103bI
| Cmax 0,64 (0,53, 0,77) coocoOyBupa npu
| AUC 0,76 (0,63,0,91) O/JITHOBPEMEHHOM TMPUMEHEHHH C
Cmin (NA) pr(habyTHHOM.
GS-331007
< Cmax 1,15 (1,03, 1,27)
<~ AUC 1,03 (0,95, 1,12)
Cmin (NA)
(Mupyxuus P-gp)
Pucdanentun BzaumoneiictBue He | [Ipennonaraercs, qT0 IpH
M3y4anoch COBMECTHOM IPUMEHCHHUH
IIpeononazaemca: codocOyBupa ¢ pHUPaATCHTUHOM
| CodocoyBup CHWIKAETCS KOHIICHTpAITUS
< GS-331007 coocOyBupa, YTO TPUBOIUT K
(Muapyxuus P-gp) CHIDKEHUIO TepaneBTHYECKON
spdexTuBHOCTH  codocOyBuUpa.
Takoe COBMECTHOE NpPUMEHEHHUE
HE PEKOMEHyeTCs
(cm. pasmen 4.4.).
[MTPETTAPATBI PACTUTEJIBHOI'O TTPOUCXOXJIEHW S
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3BepoOO¥ IPOABIPSIBICHHBIN

[Hypericum perforatum]

BzaumoneiicTBlae

===
LT T

—1|——||::|-I.;l-|-|—|—|| — Il::l:: -l-: I:i-:I:IE.I
-(-lErjjnt‘l Iclien 1D

VBHUD HDOTHUBOHOKA3AH.
J r r

HE U3y4alioCh

OJIHOBPEMEHHO C IpernapaTami,

Ilpeononacaemcs: coAepKaIMMU 3BepoOOH
| Codocoysup MIPOJIBIPSBIICHHBIT
«— (GS-331007 (cm. pazmen 4.3.).
(Muxykuus P-gp)
I[MPOTUBOBUPYCHBIE ITPEITAPATHI AJI5 JIEHEHUA XI'C: UHTMUBUTOPHI
[TPOTEA3BI BI'C
borienpesup  (BOC) B3aumoneiictBre OTCyTCTBYIOT JIaHHBIE 0
Tenanpesup (TPV) HE U3y4aJIOCh JIEKapCTBEHHOM
IIpeononacaemcs: B3auMOIecTBUU codocOyBupa ¢
1 Codocoysup (TPV) OolenpeBUpoOM WJIH
<> Coocoysup (BOC) TEJANPEBUPOM.

< GS-331007 (TPV umm
BOC)

HAPKOTUYECKUE AHAJIBI'ETUKU

Meraon’
(ITonnepxuBaroras
Tepanusi MeTaJloHOM

[oT 30 mo 130 mr/cyTku])

R-memaoon

> Cmax 0,99 (0,85, 1,16)

<~ AUC 1,01 (0,85, 1,21)
<> Cmin 0,94 (0,77, 1,14)

S-memaoon

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

«— AUC 0,95 (0,77, 1,17)
> Cmin 0,95 (0,74, 1,22)

Coghocoysup

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

GS-331007

| Cimax 0,73 (0,65, 0,83)
— AUC 1,04 (0,89, 1,22)
Crin (NA)

[lpu COBMECTHOM NPUMEHECHUU
codocOyBrpa ¢ METAJOHOM HE
TpeOyeTcst KOpPEKTUPOBATH J03Y
codocOyBHpa WU METaI0HA.

NUMMVYHO/EITPECCAHTBI

[uknocropus °©
(600 mr oHOKpaTHAS 1032)

Luxnocnopun

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

HpI/I COBMCCTHOM ITPUMCHCHHHU
codocOyBHpa C MUKIOCTOPUHOM

KOPPEKTHPOBATh 103y
codocOyBupa WK
IUKJIOCTIOPHHA  HAa  MOMEHT
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Coghocoysup

y
TR

EQOBATENBHOC TE 0003]

Qagajia COBMECTHOERO

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

GS-331007
| Crmax 0,60 (0,53, 0,69)
 AUC 1,04 (0,90, 1,20)
Crin (NA)

npuMeHeHus He TpeOyercs. B
nporecce
noTpeOoBaThCs KOPPEKTUPOBKA

JICUCHUA MOXECT

J03bI HUKIIOCIIOpUHA u

TH.IaTCJ'IBHBIﬁ MOHHUTOPHHI.

Takpoiumyc ©
(5 Mr ogHOKpaTHAs 103a)

Takponumyc

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

Cogocoysup

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

GS-331007
& Crmax 0,97 (0,83, 1,14)
 AUC 1,00 (0,87, 1,13)
Crin (NA)

[Ipu coBMeCTHOM TpPHUMEHEHHH
codocOyBHpa € TaKPOIUMYCOM
03y
codocOyBHUpa WIH TaKpOJIUMYycCa
Ha MOMEHT HadaJla COBMECTHOTO

KOPPEKTHPOBATH

npuMeHeHusst He Tpebyerca. B

mpolecce  JICUGHUS  MOXKET
noTpeboBaThCs KOPPEKTUPOBKA
JIO3BI TaKpoJIuMyca u

TH.IaTeJ'IBHLIﬁ MOHHTOPHHI.

[IPOTUBOBUPYCHBIE IIPEITAPATHI /UL JIEUEHU S BUY: UHT UBUTOPHI
OBPATHOM TPAHCKPUIITA3BI

Ddasupens |
(600 Mr oauH pa3 B cyTkH)

Oghasupens

<> Cmax 0,95 (0,85, 1,06)

<~ AUC 0,96 (0,91, 1,03)
<> Cmin 0,96 (0,93, 0,98)

Coghocoyeup

| 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)
Crin (NA)

[Ipy coBMECTHOM TPUMEHEHHU
codocOyBupa ¢ r3aBUpPEeH30M HE
TpeOyeTcsl KOPPEKTUPOBATh 103y
codocOyBupa miu 3aBUpeHsa.

OMTpUIUTa6HH |
(200 mr omuH pa3 B cyTkH) ¢

Immpuyumabun
< Cmax 0,97 (0,88, 1,07)
<~ AUC 0,99 (0,94, 1,05)

[Tpr cOBMECTHOM NpPHUMEHEHUH
codocOyBHpa C SMTPUITUTAOMHOM
He Tpelyercs KOpPPEeKTHUPOBATh
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OGAEQOERTENEHOC T 00d3)

> Cnin 1,04 (O 98 1.1 1)

Cogpocoysup

| 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)
Cumin (NA)

103\ COocHvVBHUDLA
— J T J r

AMTPULIUTAOHHA.

Tenodosupa qu30MpOKCHIA

bymapar |
(300 mr oamH pa3 B cyTkm)

Tenogosup

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

Cogocodysup

| 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)
Crin (NA)

[Tpu cOBMECTHOM MPUMEHEHUHN
copocOyBupa ¢  TeHOGOBHpA
qu3onpokcuiaa  (pymaparom  He
TpeOyeTcst KOPPEKTUPOBATh 03y
codocOyBupa wuiau TeHODOBHUpA
JU30mpokcuia pymapara.

Puymusupus |

(25 Mr oauH pa3 BCyTKH)

Punnusupun

<> Cmax 1,05 (0,97, 1,15)

< AUC 1,06 (1,02, 1,09)
<> Cmin 0,99 (0,94, 1,04)

Coghocoysup

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

GS-331007

> Cmax 1,06 (0,99, 1,14)
— AUC 1,01 (0,97, 1,04)
Cumin (NA)

[Ipy CcOBMECTHOM TPHUMEHCHHU
codocOyBUpa C PUITUBUPHHOM
He TpeOyercs KOPPEKTHPOBATh
03y codocOyBupa
PUWINMBUPHUHA.

U1

[TPOTUBOBUPYCHBIE IIPEITAPATHI JUUIA JIEHEHUWA BUY: MHI'MBUTOPHI

I[TPOTEA3bI BUY

HapyHaBup, yCUIEHHBIN

pHUTOHABHpPOM '

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

IIpp CcOBMECTHOM HPHUMEHEHUHU
codocOyBHUpa C JapyHaBUPOM HE

14




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 10.02.2025 N= 3042

(800/100 mr omuH pa3 B
CYTKH)

- AUC 0,97 (0,94, 1,0'}{) -

tOGESOBATENBAOC To 00d3)

TDEOVETCI-KODDEKEUDOBATL-H033.
r J rr r — J

< Crmin 0,86 (0,78, 0,96)

Cogocoysup

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)
Crin (NA)

coocOyBupa wunM gapyHaBUpa
(YyCHIICHHOTO PUTOHABUPOM).

I[TPOTUBOBUPYCHBIE IIPEITAPATHI JUIA JIEHEHWA BUY: MHI'MBUTOPHI

NHTEI'PA3bBI

Panrerpasup |
(400 mr oauH pa3 B CYTKH)

Panmeepasup

| Cmax 0,57 (0,44, 0,75)
| AUC 0,73 (0,59, 0,91)
< Cmin 0,95 (0,81, 1,12)

Cogocodysup

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

GS-331007

> Cmax 1,09 (0,99, 1,20)
—AUC 1,03 (0,97, 1,08)
Crin (NA)

[lpy COBMECTHOM TNPHUMEHECHUH
coocOyBupa ¢ panTerpaBupoM
He Tpedyercss KOPPEKTHPOBAThH
03y coocOyBupa
pajirerpaBupa.

U1

ITEPOPAJIBHBIE KOHTPALIETITUBbBI

Hoprecrumar/
ATUHWIACTPAINOI

Hopzeecmpomun

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

Hopeecmpen

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

SmuHnunscmpaouon

> Cmax 1,14 (0,96, 1,36)
— AUC 1,08 (0,93, 1,25)
Cumin (NA)

[Ipy COBMECTHOM TNpPHUMEHEHUH
coocOyBupa ¢ HOprectumatrom/
ATWIACTPAIUOIOM He TpeOyeTcs
KOPPEKTUPOBATh 703y
Hoprectumara/

STUHUIIICTPATUOIIA.
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COOTBETCTBYET SKCTEPTHO

ot 10.02 2025 Nz 3042

(NOCNEQCBATENEHOCTE 0003)

MY OTUETY

NA = HeT JaHHBIX/HE TPUMEHHUMO

 Cpennee coornorenue (90 % JIM) napameTpoB (papMaKOKMHETUKH TpernapaTa, IPUMEHSIEMOT0
c/6e3 copocOyBHpa, U CpeiHEe COOTHOIICHUE MapaMeTPoB (apMaKOKUHETHKH cohocOyBUpa H
GS-331007 c/6e3 omHoBpeMeHHO npuUMeHsieMoro npenapara. Orcyrcrue 3¢ ¢dexra = 1.00;

b Bce nceneoanus B3anMoecTBHSA MPOBOAMIICH HA 3I0POBBIX JOOPOBOIbIAX;
¢ CpaBHEHHE Ha OCHOBE HCTOPUYECKOTO KOHTPOJIS;
9 [Tpumensuics B Buze npenapata Atpurmia®;

¢ I'panuia onoskBuBaneHTHocTH 80-125 %)

fT'pannna sxeuBanentaoctn 70-143 %.
4.6. @epTUIBHOCTH, 0EPEMEHHOCTH U JIAKTAIUS

JKeHIIMHBI C IETOPOAHBIM TOTEHIIMAIOM (KOHTPALICHIIHS Y MY>KYHH U SKCHIINH)

B ciydasix, korja ¢ mpuMeEHSIeTCS B KOMOMHAIMM C PUOABUPHHOM HIIM C IATHHTEp(EpOHOM
anb(da/pubaBUPUHOM,  HEOOXOAMMO  TPEANPUHATH BCE  HEOOXOAUMBIE  MeEphl  JAJIs
npeaynpes;xaeHusi 0epeMeHHOCTH Yy MAalMEeHTOK U MapTHEPII MY)KYMH-TIAI[UEHTOB. Y BCeX
IKCIEPUMEHTAJIBHBIX KHUBOTHBIX MPH MPUMECHEHUH PUOABUPHHA OBUIM OTMEYEHBI BBIPAKCHHBIC

TEpaTOTCHHBIC H/WIU SMOpHOTeHHBIC Y3PPEeKThI (CM. pazaen 4.4.).

JKeHIMHBI ¢ COXpaHCHHBIM JICTOPOJIHBIM IMOTSHIIMATIOM MU MX TMAapTHEPHI TOJKHBI TPUMEHSThH
3¢ (eKTHBHBIE METOJIBI KOHTPAICIIIMA B TEPUO]] JICUCHHUS U TOCJIC €r0 OKOHYAHHS B TEUYCHUC
HE00XO0IUMOT0 IepUo/ia BPEMEHH, COTJIACHO PEKOMEHIAIMSIM 110 TIPUMEHEHUIO prubaBUpHHA (CM.
UHCTPYKIIMIO IO TPUMEHEHUIO pHOaBUpPUHA [T JOTIOTHUTEIBHOM HH(OpMAIIHHT).

bepemeHHOCTD
Het nocrarounsix nansaeix (MeHee 300 rcxonoB OepeMEHHOCTEH) 0 MpuMeHeHnHn coocOyBHpa

Bo Bpemsi OepemeHHoctu. Heobxomumo wusberath mnpumeHeHHus codocOyBHUpa BO BpeMms
OEpEeMEHHOCTH.

Pe3ynbTarhl JOKIMHUYECKHX HCCIIEOBAaHMM Ha >KMBOTHBIX HE OOHApYKWIM NOPSIMYIO WU
OMOCPEIOBAaHHYIO PENPOIYKTUBHYIO TOKCUYHOCTH codocOyBupa. [IpuMeHeHne MakcUMaabHBIX
7103 y KpbIC U KPOJIMKOB HE BBIBUJIO BIMSHUS Ha BHYTPHUYTpPOOHOE pa3BUTHE miona. Tem He
MEHee, Helb3s IOJIHOCTBIO OLICHUTh JEHCTBHE IMpeNesbHBIX KOHILEHTpaluil codocOyBupa y
YKUBOTHBIX U COOTHECTH €r0 C IEHCTBUEM PEKOMEHIYEMbIX KIIMHUYECKUX 103 Y YEJIOBEKA.

Ilpumenenue cogpocoysupa 6 KombuUHayuu ¢ puOABUPUHOM ULU  NISUHMEPDEPOHOM
anva/pudbasupurnom

Eciu  ogHoBpeMeHHO ¢ codocOyBUpOM  NpUMEHsieTCs  pUOAaBUpPUH,  NPUMEHHMBI
IPOTHBOIIOKA3aHUS K MPHUMEHEHHIO pHOaBUpHUHA BO BpeMsi OEPEMEHHOCTH (CM. MHCTPYKIIUIO 110
MPUMEHEHUIO PUOABUPUHA).

JlakTanus
HeusBectHo, mpoHUKarOT 71U copocOyBUpP M €ro MeTabOIUTHI B TPYJHOE MOJIOKO YelIOBEKA.

HNmMmeronuecss gJaHHBIE TOKJIMHUYECKHUX HCCISIOBaHUM (papMaKOKI/IHCTI/IKI/I CBUACTCIILCTBYIOT 00
SKCKpECIUn METa0O0IUTOB C IrpyaAHBIM MOJIOKOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 10.02.2025 N= 3042

TTOCKOIBKY PHCK IS IUIONA/HOBOPOXICHHOT) HEJb3s mcﬁlﬁrﬁ'ﬁ?i%ggwﬁ_ﬁé‘l cnenyer

IIPUMEHSATH B IIEPUOJ IPYIHOIO BCKapMIIMBAHUS.

DdepTUabHOCTD

Jannbie o BnusiHuK coocOyBHpa Ha PEIPOAYKTUBHYIO (DYHKITHIO YEIOBEKA OTCYTCTBYIOT.
B nmoKIMHMYECKMX HCCIEIOBAaHHMSIX HE YCTAHOBJICHO HEOJArONpUSATHOTO BIMSHHUS Ha

PENpPOAYKTUBHYIO () YHKITUIO.

4.7. BiusiHue HAa CHOCOOHOCTH YNPABJSTH TPAHCNOPTHBIMH CpPeACTBAMH M PadoTaTh ¢
MeXaHU3MaMHu

CodocOyBup OKa3bIBa€T YMEPEHHOE BIUSHUE Ha CIOCOOHOCTHh YIPABICHUS TPAHCIOPTHBIMU
cpeacTBaMu B MexaHu3Mami. [larmeHToB Heo0X0 Mo TPONH(OPMUPOBATH O TOM, YTO BO BPEMs
npuMeHeHus codocOyBupa B KOMOMHAIWMHM C MArUHTEpdEepoHOM anbdha U puOABUPHUHOM
BO3MOXXHO HapyIICHHEC BHUMAHWS, PAa3BUTHE YTOMIISIEMOCTH, TOJIOBOKPY)KCHUS WM CHIDKECHUE
YETKOCTH 3peHus. B ciydae TOSBICHHUS YKa3aHHBIX CHUMIITOMOB, IIallACHTaM CJIEIyeT
BO3/ICP)KAThCS OT BBINIOJIHCHUSI TOTCHIIMAIBHO OIACHBIX BHUJOB JIEATEIBHOCTH, TaKUX Kak
yIpaBJICHUE TPAHCIIOPTHBIMH CPEJICTBAMH U MCIIOJIb30BAaHHE MEXaHU3MOB.

4.8. HexenarejJbHble peaKIul

Pesrome HDOd)I/IJDI 0e30IacHOCTH

OneHka HeXeNaTeNbHBIX pPEaKUUil MPOBOJAMIACH HAa OCHOBAaHMHM OOBEAMHEHHBIX JaHHBIX,
noiy4deHHbIX B xone miatu KU ®a3pr 3 (Kak KOHTPOJIMPYEMBIX, TaK U HE KOHTPOJIHPYEMBIX).
CodocOyBup u3yyaiscs mpu MPUMEHEHHH B KOMOMHAIIUHN ¢ pUOaBUPHHOM B COUYETaHHH MK 0e3
mrunreppepona anbpa. Ha ¢doHe oSTolf  KOMOMHMpPOBAHHOW  Tepamuu He  OBLIO
UJCHTU(PHUIMPOBAHO HEXEaTeIbHbIX peakuuid, crnenupuuHbix A copocOyBupa. Hambonee
YaCThIMHU HEKeJIaTeIbHBIMU PEAKLUAMHU, OTMEYEHHBIMH Y MTaLlMEHTOB, MOIy4aBLIINX cohocOyBUp
U pubaBUpUH WK copocOyBUp, pUOABUPUH U MArMHTEpdEepoH anbda, ObUIM YTOMIISIEMOCTb,
rojoBHas 00Jib, TOIIHOTA U OECCOHHMIIA.

TabnmuHoe PE3IOME HEXKENATCIbHBIX PEaKINH

Crnenyromue HeXelaTelbHbIE peaKIuu ObUIM  WACHTU(GUIMPOBAHBI TPH NPUMEHEHUU
copocOyBupa B KOMOMHAaLUMU C pUOABUPUHOM WJIM B KOMOMHAIlUM C M3TUHTEp(epoHOM
anbda/pubaBupunom (Tabauua 5). HexenaTenbHble peakuMy CrpyNniupoBaHbl HUXKE COIJIACHO
KJlaccaM CHCTEM M OpPraHOB M 4acTOT€ BO3HUKHOBEHHs. YacToTa HexkenaTeldbHbIX peakiui
oTpefieNsiyach B COOTBETCTBUU CO CIEAYIOIIeH Tpafanueii: oueHb yacto (> 1/10), gacto (> 1/100,
HO <1/10), mewacto (>1/1000, o <1/100), pemxo (=>1/10000, HO <1/1000), o4YeHb peako
(<1/10000), gyactora HeM3BeCTHA (HA OCHOBAHUN MMEIOIIMXCS TAHHBIX OIIEHUTh HEBO3MOIKHO).

Ta6auna 5. HexxenarenbHble peakiiuu, UIEHTUGUIIMPOBAHHBIE MPU MPUMEHEHUH copocOyBHpa B
KOMOHMHAIMU ¢ puOaBUPHUHOM WIH ¢ TITUHTEpdepoHOoM anbda/pubaBUpUHOM.

Yacrora CodgocOyBup + pudbaBupuH CodocoOysBup +
IDIUHTEP(EpPOoH alb(pa
+ pubaBupuH

Hngpexyuu u uneazuu
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[ | —y—

JCMEQOBATENBHOC T 0003)

Yacro ‘ Ha30(apuHTUT |

Hapywienus co cmoponst Kposu u 1umpamuueckoii cucnmemol

Ouensp yacTo CHIDKCHHE KOHIICHTPAIUHN | aHEMUS, HEHUTpOTNICHUS,

reMOTrJI00nHa CHIDKEHHE KOJINYECTBA

TUMQOIHUTOB, CHIDKCHHE
KOJINYECTBA
TPOMOOIIUTOB

Yacto aHeMus

Hapywenua memabdonuzma u numanus

OueHb YacTo CHHMXXCHHC aIllICTUTa

Yacto CHIDKEHHE MacChl Tella

Ilcuxuueckue napywienusn

OuyeHb 4acTo OeccOoHHMIA OeccoHHHIIA
Yacto JCTIPeCcCHst JICTIPECCHsl, TPEBOXKHOCTD,
BO30YKIEHHE

Hapywenus co cmoponsl HepEHOIL CUCHIEMbL

OueHb YacTo rojaoBHas 0076 TOJIOBOKPY’KEHUE,
roJI0BHAs 00Ib

Yacto HapylIeHHe BHUMaHUs MUTPEHb, YXYIIICHUE MaMsTH,
HapyIICHHUE
BHUMAaHHS

Hapywenusa co

CHIOPOHbBL Op2ana 3peHus

Yacto HEYETKOCTh 3PEHUs

Hapywenusa co cmoponst O0blXamenbHOU CUCHIEMbl, OP2AHO8 Z2PYOHOU KIemKU U
cpedocmenus

Ouensb yacTo OJIBIIIKA, KAILETh
Yacto OJIBIIIKA, OJIBILIKA IpU | OABILIKA MTPU
(dbuzmveckoit (bu3HYEeCKOIl HAarpy3Ke

Harpyske, Kauleib

Kenyoouno-xkuweunwvie

Hapywenus
OueHb 4acTo TOILITHOTA Japesi, TOITHOTA, PBOTa
Yacto TUCKOM(pOPT B JKUBOTE, 3amop, | 3al0p, CyXOCTh  BO  PTY,
JIUCTICTICHSI ractpoa3odareaabHbIi
pedutroke

Hapymeuuﬂ CO CMOPOHblI ne4eéHu u ofceﬂueebwoo}lmux nymeﬁ u ofceﬂueebwodﬂmux nymeﬁ

Ouenb yacto MOBBILICHHUE KOHIEHTPALMU | MOBBIILIEHNE KOHIIEHTPALUU
OounMpyOrHa B KpOBU OounupyOrHa B KpOBU

Hapymemm CO CmMOPOHBL KOJCU U HOOKOJICHBIX MKAHEll
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ot 10.02.2025 N= 3042
o |

T I%E}fﬁ%ugé\}}_ﬂi:-HC CTe 0003)

[ |

QueHp 4acTo

Yacro aJIoMeLHsl, CyXOCTb KOXH, 3y aJIoNenHust, CyXOCTb KOXKHU

Hapywienus co cmoponvl MbluieuHoll, CKeJIemHOU U COCOUHUMETbHOU MKAHU

Ouenb yacto apTparusi, MUAJITUS

Yacro apTpaJirus, 00Jib B CIIUHE, 00J1b B CIIUHE,
MBIIIEYHbIE CIIa3Mbl, MUAJITHUS MBIILIEYHBIE CTIa3Mbl

Oouue napyuienus u peakyuu 6 mecme 66e0eHuU

OueHb YacTo YTOMJISIEMOCTb, 03HO0, YTOMJISIEMOCTb,
pa3IpaKUTEIIBHOCTh IPUIIIIONOA00HOE  COCTOSHUE,
pa3apaKUTEIBHOCTD,

0011, TUXOpaaKa

Yacro JIUXOpaJKa, aCTCHU 00Jb B TPYy/IH, aCTCHUS

OnwncaHue OTACIbHBIX HEXKEJIaTSIbHBIX JICKAPCTBEHHBIX PEaKIIAM

bpaouxapous u brokada cepoya

bbutn ciydyam pa3BUTHS BBIPQKCHHOW Opaaukapauu M OJOKajbl ceplia MpH HPUMEHEHUU
PeXHMOB, coaepkamux copocOyBUp B COYCTAHHM C aMHUOJAPOHOM W/WIM  JPYTUMHU
JICKapCTBCHHBIMU ITpeTapaTaMu, 3aMeISTIOIIUMHA YaCTOTY CEPICUHBIX COKPAIIEHUH (CM. pa3Iessl
44.,45.).

HapymeHuﬂ CO CMOPOHbL KOIHCU
YacToTa HEeM3BECTHA: CUHAPOM CTI/IBCHCB.-I[)KOHCOHEL

[Ipoune ocoOble MONYIISLNNA

Couemannas ungexyua BUY/BI'C

[Tpoduns 6e3onmacHocTu codocOyBupa u prubaBUpHUHA y MAIUEHTOB C COYETAaHHOW WHEKInen
BUY/BI'C 6pin aHaJOrMuYeH TaKOBOMY Vy MAalMEHTOB, WHGUUIUPOBaHHBIX ToJbko BI'C,
noJsiyyaBmmx copocOysup u pudaBuput B xone KU.

Tayuenmol, odcuoarowjue mpancnianmayuro nevyeHu

[Tpodpwmie Ge3onmacHocTu codocOyBupa U pubaBupuHa y mnanueHToB ¢ XI'C, oXHAarommx
TPAHCIUIAHTALMIO ME€YEHH, ObIJI CXOKUM C TAaKOBBIM Yy MAIMEHTOB, MOJYYaBIIUX cOPOCOYBUp U
pubaBupuH B xone KU.

Tayuenmol ¢ napywenuem @yHKyuu noex

B otkpeitom KU codocOyBup B Buae (UKCUpOBAHHOW KOMOWHALIMKM C JIEIUNIACBUPOM
npuMeHsicss B TedeHue 12 Hepens y 18 mamumentoB ¢ XI'C reHotunma | u modyedHou
HEJO0CTaTOYHOCThIO TsKeNIol creneHu. bezomacHocTs codocOyBupa B BHIEe (UKCHUPOBAHHOMN
KOMOMHAIMM C JIETUNAcBUPOM WM BelmaracBUpoM oreHuBaiack B KU, BximouaBmux 154
nalyeHTa ¢ TePMUHAIBHOM cTajuel MoYevyHOl HeJJOCTaTOYHOCTH, KOTJja TpeOyeTcsi poBeieHne
muanusa. B aTux ycnoBusax skcno3uims meradonuta codhocoyBupa GS-331007 yBenuuuBanach B
20 pa3, mpeBbllIasg YpOBHM, MPU KOTOPBIX B JOKIMHHUYECKUX HCCIEIOBAaHMAX HAONIIOJAINCH
HeXenaTeNbHble peakiuu. [o pe3ynbraTaM OLEHKH 3TUX OIPaHUYEHHBIX KJIMHHUYECKUX JTAaHHBIX
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 10.02.2025 N= 3042

1Mo 0e30MacHOCTH MPOQMIb HEXKEIATSTbHBIX SBICHUN ﬁﬂfé‘%&ﬂﬁ%& '”clzg)ﬁ)lisl_kr—a"d}_&'{el ::i'II:IIJEI!/I.IGMa

mpernapaTa MpakTHYECKH HE OTINYAIICS OT OKUIAEMOro MPOoQuIis y TAIUEHTOB ¢ TEPMUHAIBHON
CTaIMEN MOYESYHOU HETOCTATOYHOCTH.

B3pocnvie nayuenmul, nepenecuiue mpancnianmayuio neveHu

[Tpoduns OGe3onmacHocTH codocOyBupa u pubaBupuHa y manweHToB ¢ XI'C, mepeHecmmx
TpPaHCIUIAHTAIMIO TI€UYEHHU, ObUT CXOKHUM C TaKOBBIM y MAIlMEHTOB, MOJy4YaBIINX cOpocOyBHUp U
pubaBupun B xonae Pa3bl 3 KH. B KU 0126 (daza 2) o4eHb 4acThIM SBJICHHEM, OTMEYCHHBIM Y
32,5 % nauuenTos (y 13 u3 40 manueHTOB), OBLJIO CHMKEHHE YPOBHA reMorioduna <10 r/am Bo
BpeMs JICUCHHs, IPUYEM Yy OJTHOTO MAI[MEeHTa CHIKEHHE YPOBHS reMorioOuHa coctaBuio <8,5
r/nn. Bocemu manmentam (20 %) ObUIM Ha3HAYEHBI SPUTPONOITHH W/WIM IPENaparhl KPOBH.
[Tpuem uccregyemMbIx mpenapaToB ObUT MPeKpalieH, MOAU(DUIMPOBAH WK MPEpBaH B CBS3U C
HEXKEJIaTeIbHBIMU SABJICHUSAMH Y TSITH narueHToB (12,5 %).

eTH
bezonacuocts u 3 dpexTrBHOCTH codhocOyBupa y aereit ot 12 qo 18 neT ocHOBaHBI Ha JaHHBIX,
MOJIyYEHHBIX y 52 MalueHToB, MOJyYaBIIUX JeueHue cohocOyBUpOM U pUOABUPHHOM B TE€UCHUE
12 "Henenb (MaMEHTHI C TEHOTUIIOM 2) M B TeueHue 24 Heaenb (MalUeHThl ¢ TEHOTUIIOM 3) B
orkpbiToM KW ®a3sl 2. HalGmronaemble HeXenaTeNIbHbIE PEAKLUU OBLIM COMOCTAaBUMBI C
TaKOBBIMH, HaOro1aeMbiMu B KM KoOMOMHMPOBAHHOTO JIeUeHUsT COPOCOYBUPOM U pUOABUPHHOM
Y B3pOCJIBIX (CM. TaOIHILy 5).

COO6H.I€HI/IC O ITOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

Baxxno COO6H_IaTB 0 MOAO03PEBACMBIX HCKCIIATCIbHBIX PCAKIHAX ITOCJIC PCrUCTPAllUU IIpLCIlapaTa C
OCIIBIO obecneucHust HCIIPEPBIBHOTO MOHHUTOpPHUHIA COOTHOLICHUA  «IIO0JIb3a —  PUCK»
JICKApCTBCHHOT'O IIpCriapara. MeauuuHCKUM pa6OTHI/IKaM PECKOMCHAYCTCA COO6H_IaTL 0 JIFOOBIX

MOJI03PEBAEMBIX HEXKENATENbHBIX PEAKIHIX JIEKAPCTBEHHOTO MpeErnapara yepe3 HalUOHAJIbHBIC
CHUCTEMBI COOOIICHUS O HEeXKENATeIbHBIX PEaKIUsIX TocydapcTB — uWieHOB EBpaswuiickoro
DKOHOMHYECKOI'O COH03a.

Poccuiickas ®@eoepayus:

DdenepanbHas ciyx0a 1o Haa3o0py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. Mocksa, CraBsiHCKasl miomanib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekTpoHHas mouta: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAIIMOHHO-TEIEKOMMYHUKAIIMOHHOMN CeTH «HTEpHETY:!
www.roszdravnadzor.gov.ru

4.9. Tlepemno3upoBka

CuMITOMBI

Haubosnpmieid, noxkyMeHTanbHO 3a(UKCUPOBAHHON 030U codocOyBHupa ObLIa OJHOKpaTHAs,
cBepxTepaneBTuyeckas jgo3a cogocOyBupa 1200 wmr, mnpumensemas y 59 370pOBBIX
nobposonbieB. Ha ¢one mpuema 3ToM 1036l mpemnapaTa He OBUIO OTMEUEHO HEOXKHMIAHHBIX
HE)KEJIaTeNbHBIX Peakifii, BCe BbISBICHHBIC HEXeNaTeJIbHbIE PeaKkIMHU ObUIM CXOXKH IO CBOEH
YaCTOTE U TSHKECTH C TAKOBBIMHU y TIAIIMEHTOB TPYIIIIHI 11ae6o u rpymmsl codocoyBupa (400 mr).
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Jleuenue

Crneuuduueckuii aHTHAOT aisi codocOyBHpa OTCYTCTBYeT. B cimyuae mepeno3upoBKH 3a
NAIMEeHTOM HEe00X0IMMO HaOII0AaTh ISl CBOEBPEMEHHOTO BISBIICHHS IPHU3HAKOB TOKCHYHOCTH.
Jleuenne mepeno3upoBku mnpemaparoM  CodocOyBup T['EPODAPM  Briouaer oOuiue
MOJJICP)KUBAIOIIUE MEPOINPUATHUS, B TOM YHUCIIE€ MOHUTOPUHI IMOKa3aTejae KU3HEHHO Ba)KHBIX
GYHKIMI M KIMHUYECKOTO COCTOSHMS ManueHTa. ['eMonuanu3 moxeT 3(QQPEeKTUBHO YAATUTh
(xmupenc 53 %) ocuoBHoM Mmetabonut (GS-331007) u3 kpoBu. CeaHc remonuanusa
JUTUTENHHOCTHIO 4 yaca ynansn 18 % npunaroii 1031 codocOyBupa.

5. ®APMAKOJIOTHTYECKHE CBOMCTBA
5.1. dapmakoguHaMH4YeCKHe CBOICTBA

®dapmakoTepaneBTUUYECKass TpPYyIIa: MPOTUBOBUPYCHBIE CpPEJCTBA CHUCTEMHOIO JCHCTBUS,
MPOTUBOBUPYCHBIE CPEACTBA MPSIMOTO JIEUCTBUS; MPOTUBOBUPYCHBIC CPEJCTBA ISl JICUCHUS
renaruta C.

Kox ATX JOSAPOS.

MexaHu3M ASHCTBH, d)aDMaKOHI/IHaMI/I‘leCKI/Ie B(bd)eKTLI

Codocoysup siBnsieTcs maH-reHoTunmaeckuM naruouropom PHK-3aBucumoii PHK- nmomumepassl
NS5B BI'C, nHeoOxomumon s perumkaimun  Bupyca. CodocOyBup - HYKICOTHIHOE
IPOJIEKAPCTBO, KOTOPOE TOABEPTaeTCsl BHYTPUKIETOYHOMY METab0JIM3My, B TIPOIecce KOTOPOTO
dopmupyercsi (hapMaKOIOrHYeCKH aKTUBHBIM aHanor ypumuHTpudochata (GS-461203). C
nomotbto NS5B nonumepassr GS-461203 moxeT BcTpauBaThesa B cTposiytocs nenouky PHK
BI'C u peiictBoBaTh Kak oOpwiBarens nenu. B auanazone ot 0,7 10 2,6 MKMOJIb 3TOT aKTUBHBIN
meTabomut codocodysupa (GS-461203) momaBnsiin akKTUBHOCTh OTUMEPa3bl TeHOTHIOB 1b, 2a, 3a
u 4a BI'C, Bo3biBas e€ 50 % nnarnduposanue (ICs).

AxTuBHBIH MeTabonut codpocOyBupa (GS-461203) ne unrubupyer nonmumepassl JJHK u PHK
4eJ0BeKa WIM nojauMepasy mutoxonapuansHon PHK.

[IpoTHBOBUpPYCHAS aKTUBHOCTh

B uccnenoBanusx ¢ ucnonabzoBanueM periaukoHoB BI'C 3nauenus 3¢ppexTuBHOM KOHLIEHTpaUU
(ECs0) codocOyBupa MpOTHB MOJHOPA3MEPHBIX PEIUTMKOHOB TeHOoTHNOB la, 1b, 2a, 3a u 4a
cocraBunu 0,04, 0,11, 0,05, 0,05 u 0,04 MKkMOJIb COOTBETCTBEHHO, a 3HaueHus1 ECso codocOyBupa
MPOTUB XUMEPHBIX pEIUIMKOHOB TeHoTuna 1b, wecymmx mnocnenoBatensHoctTn NSS5B u3
reHoTumnoB 2b, 5a unmu 6a, coctasunu 0,014-0,015 mMxmons. CpenHee 3HaUeHHE U CTaHAAPTHOE
orkionenne (M £ SD) ECso codocOyBupa B OTHOIIEHWH XHMEPHBIX PETUIMKOHOB, HECYIIHX
nocnenoBarenbHOCTH NSS5B n3 KanHMYecKux nu30isToB, coctaBmwiio: 0,068 + 0,024 MKMOJb s
rerotumna la; 0,11 £+ 0,029 mxMomb g1a renotuna 1b; 0,035 £ 0,018 MKMOJIB 119 T€HOTHIIA 2 U
0,085 £ 0,034 mxmoutb aiist reHoTHa 3a. [IpoTHBOBHpYCHAst akTUBHOCTH coocOyBupa in Vitro B
OTHOIIIEHUH MEHEE YacTO BCTPEYAEMBIX T'€HOTHUTIOB 4, 5 u 6 OblIa aHAJIOTMYHON aKTHBHOCTH B
OTHOIIICHUH T€HOTHIIOB 1, 2 1 3.

He nabmioganock CyiecTBEHHOIO W3MEHEHHUS MPOTHBOBHPYCHON aKTUBHOCTH codocOyBHpa B
npucyTcTBuM 40 % CHIBOPOTKHU YETIOBEKA.

PesuncreHTHOCTD
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MY OTUETY

B kynemype knemox

[ToHnkeHHast 9yBCTBUTEIBHOCTH K COPOCOYBUPY aCCOIIMMPOBATIACH C IIEPBUUHOM 3aMeHOi S282T
B peruone NS5B Bcex uccienoBanabx reHoTUIOB perumkonoB BI'C (1b, 2a, 2b, 3a, 4a, 5a u 6a).
CailT-HanpaBlIeHHBIA MyTareHe3 MoATBEpAwII, uTo 3aMeHa S282T B perinkoHax 8 T'€HOTHUIIOB
OTBETCTBEHHA 3a CHIDKEHUE B 2—18 pa3 4yBCTBUTENBHOCTH K cOGOCOYBUPY U yMEHbILICHUE
crnocobHocTH BUpyca K perumkaiuu Ha 89-99 % mno cpaBHenuto ¢ BI'C pumkoro Ttuma.
PexombunanTHas NS5B nonumepasa u3 renotunos 1b, 2a, 3a u 4a, sKCIpeccHpyroas 3aMeHy
S282T, mpomeMOHCTpUpOBaJia TOHM)KCHHYIO YYBCTBUTEIBHOCTh K AKTHUBHOMY METaOOIUTY
codocOyBupa (GS-461203) mo cpaBHEHUIO C AHATIOTUIHBIMU TIOJUMEPA3aMH TUKOTO THIIA.

B knunuueckux uccie008aHusx y 63pOcCiblx

[To nanubBIM 00BeMHEHHOTO aHamM3a U3 991 nanuenTa, noxyuasmiero copocoyBup B pamkax KU
@a3pl 3, 226 mnanMeHToB ObUIM OTOOpaHbl M aHaAlW3a PE3UCTEHTHOCTH BCIIEACTBUE
BUPYCOJIOIT'MYECKON HEylaul WIIM JOCPOYHOTI'0 MPEKpalleHus IpreMa UCcCiIeyeMoro npenapaTa u
koHnentpanuu PHK BI'C >1000 ME/mn. U3menenus mocnemoBatenbHOcTeld B NS5B mo
CPaBHEHMIO C MCXOIHBIM IOKa3aTejeM OLEeHWIM y 225 u3 226 manueHToB, IpU 3TOM JaHHbIE
IyOOKOTO CEKBEHUPOBaHUs (ITOpOroBoe 3HaueHue aHanuza 1 %) Obuth moiydeHsl y 221 u3 aTux
nanueHToB. 3ameHa S282T, cBsi3aHHasA ¢ yCTOMYUBOCTHIO K COPOCOYBUPY, HE ONpEEsiach HU Y
OJIHOTO M3 JTUX MAalMEHTOB HHU METOAOM TIJyOOKOr0 CEKBEHHUPOBAaHUS, HHU METOA0M
NOMYJISIIMOHHOTO cekBeHUpoBaHus. 3ameHa S282T B permone NSS5B Obuia BbIsBICHA Yy
€IMHCTBEHHOT'0 MAaIMeHTa, [0JyYaBIlero MOHoTepanuo copocOyBUpoM B uccienoBaHuu da3zel
2. Y sToro nanueHTa ucxoHo 3aMenbl S282T cocrapisuin <1 % u yBenuuuiuch 10 >99 % uepes
4 Hezneny 1ociie OKOHYAHU JIUEHUs, YTO NpUBeIIo K 13,5-kpaTHOMY n3MeHeHuto 3HadeHus ECso
coocOyBHpa M CHUKEHUIO CIOCOOHOCTH BUpYca K perukanuy. 3amMeHa S282T Bo3BpaTuiack K
JUKOMY THITy B TeU€HHE MOCIENYyIoUMX 8 Helelb U OoJiblle yXe He ONpenensiach METOA0M
II1yOOKOro CeKBEHHPOBaHMs uepe3 12 Heaenb rnocie NpeKpaieHus TepanmH.

JIBe 3amensl B peruoHe NSS5B, L159F u V321A, Obimn onpenenensl B oOpa3nax HECKOJBKHX
nanueHToB ¢ reHotunomM 3 BI'C B nepuon penuinBa nocie npekpaiienus repanuu B pamkax KU
®a3p1 3. U3MeHeHni B peHOTUITMYECKON YyBCTBUTEIBHOCTH K cOpocOyBUpY UM pUOAaBUPUHY B
U30JIATax MAlMeHTOB C TAKUMHU 3aMeHaMM He Obl10 oOHapyskeHo. Kpome Toro, 3amensl S282R u
L320F ompexnensuinchk METOJOM IIyOOKOTO CEKBEHHMPOBAHHUS BO BpeMs JIEUEHHUS Yy MalMEHTa C
YaCTUYHBIM OTBETOM Ha TEpalMIo INepes TpaHCIulaHTauued. KimHudeckas 3HaYMMOCTB 3THX
JTaHHBIX HEU3BECTHA.

Brausaune ucxomusix moauMopdbuimMoB BI'C Ha 3ddeKTHBHOCTE JIeUEHUs

Bspocnvie

Hcxonnele  mocienoBaTesnibHOCTH  NS5B ompenensnuce METOAOM — MONYJISLUOHHOIO
cekBeHHpoBaHus y 1292 nauuenros, npuHumaBmux yyactue k KW ®aser 3. 3amena S282T ne
onpezensangach HU y OJHOIO MAallMEeHTa ¢ MMEIOIIEHCS MCXOJHOW IocienoBareabHocThio. [Ipn
aHamu3e BIMAHUSA HUCXOIHBIX moiuMoppusmoB BI'C Ha wucxon Tepamuu He HaOI0anoch
CTaTHUCTUYECKU 3HAUMMOM CBSI3U MEX]y HaiauuueM Jiroboro ucxonHoro Bapuanta NS5B BI'C u
3¢ ()EKTUBHOCTHIO JICUCHUSI.
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Tlemu (MOCNEQOBATENEHOCTE 0003)

Hannune BapuanToB NS5B, acconumumpoBaHHBIX C PE3UCTEHTHOCTBIO, HE BIMSJIO HA MCXOJ
jaedyeHus. Bce manueHTh, y KOTOPBIX MCXOJHO OIpPEAENSINCh aCCOLMUPOBAaHHBIE C
PE3UCTEHTHOCTBIO BapHaHThl B PEruoHE HYKIEO3UJIHOM moiuMepassl NSS5B, nmocturiu
ycToiuuBoro Bupycosioruueckoro orsera (YBO) nocne nedenus copocOyBUpOM.

IlepekpecTHas pe3UCTEHTHOCTh

Perumnkonsl BI'C, skcnpeccupyromue 3ameny S282T, orBedarollyr0 3a YCTOHYHMBOCTh K
codocOyBUpy, OBLTU MOJHOCTHIO YYBCTBUTENIBHBI K APYTUM KJlaccaM IPErapaTroB JUIsl JICYCHUS
renaruta C. CodocOyBHp COXpaHsI aKTUBHOCTh B OTHOIIIEHWH BUPYCOB ¢ 3ameHamu L159F u
L320F B pernone nonumepasbl NS5B, cBs3aHHBIX C YCTOMYMBOCTBIO K JIPYI'MM HYKJIEO3UIHBIM
uHruouropam. CodocOyBHp MOTHOCTHIO COXPAHSI CBOIO AKTUBHOCTH B OTHOIIEGHUH 3aMEH,
CBSI3aHHBIX C PE3UCTEHTHOCTHIO K IPYTUM MPOTHBOBUPYCHBIM IperaparaM MpsiMOTO ACHCTBUS C
pa3IMYHBIMH MEXaHU3MaMHU JIEUCTBUS, TAKUM KaK HEHYKJICO3UIHBIM HHTHOUTOpaM MOJUMEpPa3hl
NS5B, unrubutopam NS3 nporeassl u unruoutropam NSSA

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

OddextuBHOCTE cOPOCOYBUpPA OIICHUBAIACH B MISATH UCCIICTOBAHMSIX C ydacTHeM 1568 B3poCibix
naruenToB ¢ XI'C, BBI3BaHHBIM BUPYCaMHU T€HOTHUIIOB 1—6.

eTH

OddextuBnocts copocOysupa y nauuentoB ¢ XI'C B Bo3pacte 12 et u crapiie OleHUBAIN B
otkpbiToM KU ®@a3el 2, B koTopoe 6bu10 BiIroueHo 52 nanuenta ¢ BI'C renoruna 2 (n=13) uiu
redoruna 3 (n=39). [anuents! ¢ BI'C 2 unu 3 renoruna B pamkax KU nonydanu codocOysup ¢
pubaBuprUHOM B TeueHue 12 unu 24 Heaeab COOTBETCTBEHHO.

VY 100 % (13/13) mauuentoB ¢ reHoTUnIoM 2 U 'y 97 % (38/39) manneHToB ¢ TeHOTUTIOM 3 ObLI
nocturHytT YBOI12. Hu y onHoro manueHTa He Obulo 3aMKCHPOBAHO BHUPYCOJIOTHYECKON
Heynauu win peruauBa. OnuH nauueHT ¢ reHotunom 3 noctur YBO4, onHako He sSIBUJICS Ha
BU3HT, COOTBETCTBYOmUN YBOI12.

5.2. dapmakokuHeTHYeCKHe CBOICTBa

CodocOyBup — HYKJIEOTHJIHOE TMPOJEKapCTBO, KOTOPOE IMOJBEPraercs HMHTEHCUBHOMY
MeTaboau3My. AKTHBHBIN MeTaboiuT, oOpasyroluiics B remnaTouuTax, He OOHapyXHUBaeTcs B
wiazmMe kpoBu. OcHoBHOU (>90 %) merabonut, GS-331007, He aktuBeH. OH ¢dopmupyercs
MOCPEICTBOM MOCJIE0BATENBHBIX U MapaJlJIeNIbHBIX IyTel 00pa30BaHMs aKTUBHOTO MeTa0o0IuTa.

AOGcopOnus
[Tocne mpuema BHYTph coocOyBUpP OBICTPO BCACHIBAJICS, a €T0 MAKCHMaJlbHAs KOHIICHTpAIUs

(Cmax) B muIazme KpoBH jaocturanach depes 0,5-2 4 BHE 3aBUCUMOCTH OT BEIMYHHBI MPUHSTON
103bl. Cmax HeakTuBHOTO MeTabonuta (GS-331007) B muasme KpoBH JOCTUTANach uepes 2—4 4
nocie npueMa mnpemnapara. [lo pe3ynbratam NOMyJsIIMOHHOTO aHain3a (papMaKOKHHETHYECKHX
JTAHHBIX Y MalMeHToB ¢ reHotunamu 1-6 BI'C, 3HaueHus miomanu noja GpapMakoKMHETHYECKOM
KpuBoi B TeueHue 24 dvacoB mocie npuema mpenapara (AUCo-24) s copocOyBupa U ero
HeakTuBHOTO Metabonuta (GS-331007) B paBHOBecHOM cocTostHUM cocTaBuin 1010 Hr¥*uac/min u
7200 Hr*yac/mn cooTBeTcTBeHHO. [lo cpaBHeHHIO cO 3m0poBBIMH H00poBoIbIlamMu, AUCo-24
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codocodyBupa u HeakTuBHOTO MeTabosmTta (GS-331007) {/@1‘5‘11&435'%; %'X-E%Hf; IH%I 57'3 %—'II;EI:LIHIe

u Ha 39 % HIKE COOTBETCTBEHHO.

Bnusnue nuwu

[TIpuem codocOyBUpa B OJHOKPATHOH /03¢ CO CTAaHAAPTU3MPOBAHHOW MHUIIEH C BBICOKUM
coJlep’KaHUEM >KHPOB 3aMeUINl CKOPOCTh BcachiBaHUs codocOyBupa. IlomHora BcachiBaHUS
codocOyBupa yBenuuMBasiach mpumepHo B 1,8 pas, mpu 3ToM HaOIIOJANOCh HE3HAUUTEIHHOE
BiIusSHUE HAa Cpax. [lpueM numm ¢ BBICOKUM COJIEp’KaHUEM >KMPOB HE BIUSUI Ha DKCIO3UIIHIO
HeakTHBHOrO Merabonura (GS-331007).

Pacnopenenenne

CodocOyBup He SBIsETCS CyOCTPaTOM TPAHCTIOPTHBIX OSIKOB 3aXBaTa B MICUEHU, TPAHCTIOPTHOTO
nonunenTtuaa opranndeckux anuoHoB (OATP) 1B1 mmu 1B3, a Takxke TpaHCHOpPTHOTO Oenka
oprannueckux katuoHoB (OCT) 1. ITonBeprasch akTUBHOI CEKpEIUU MOYEYHBIMU KaHAIbIIAMU,
HeakTuBHBIN MeTabomut (GS-331007) He sBisieTcs CyOCTpaTOM MOYEYHBIX TPAaHCIOPTEPOB,
BKIJItoUass TmepeHocunk opranumdeckux aHuoHoB (OAT) 1 wmm 3, wimm OCT2, Oenku
MHO>KECTBEHHOM JlekapcTBeHHOU pe3ucteHTHOCTH (MRP2), P-gp, BCRP unu 6enok-nepeHocuuk
MATEIL. CodocoyBup n GS-331007 He SBIAIOTCS MHTHOUTOPAMH TPAHCIOPTHBIX OEJIKOB
nekapcTBeHHbIX npenaparoB P-gp, BCRP, MRP2, BSEP, OATPIB1, OATP1B3 u OCTI1. GS-
331007 ne ssngercs uaruoutopom OATI1, OCT2 u MATEI.

Codocoysup npumepHo Ha 85 % cBs3bIBacTCs ¢ OeIKaMu IUIa3Mbl KPOBHU YeJIOBEKA (JIaHHBIC €X
VIVO), ¥ CBs3bIBAHHEC HE 3aBUCUT OT KOHIICHTpAIlMM Tpernapara B auanasoHe 1-20 MKr/mi.
Heaktusnelit Metabonut (GS-331007) B MUHMMAaNTbHOM CTETICHH CBSA3BIBACTCS ¢ O€TKaMU MJ1a3Mbl
KpoBU uenoBeka. Ilocme oxHokpatHoro npuema 400 mr [**C]-copocOyBupa 310poBBIMH
J0OpOBOJIBIIAMM, COOTHOLIEHHE paaMoakTUBHOCTH *C B KpOBH/MIasMe COCTaBJIAET
npubau3uTensHo 0,7.

buorpancdopmarms

Co¢ocOyBup MHTEHCUBHO META0O0JIM3UPYETCS B MeUeHU ¢ (OPMUPOBAHUEM (PapMaKOJIOTHUYECKH
aKTUBHOTO  HYKJIEO3WAHOTO  (ypuauHoBoro)  aHamora  Tpudochara  (GS-461203).
Mertabonuueckuii MyTh akTHUBallMM BKJIKOYAET IOCIEA0BATEIbHBI TUAPOIU3 MOJEKYIIbI
KapOokcuicTepassl karericuHoM A (CatA) mim kapookcumactepazoit 1 (CES1) u paciienienne
docdopamuaTa HyKICOTU - CBA3bIBatOIUM OenkoM 1 ¢ ructuanHoBbiME Tpuagamu (HINT1) ¢
nocienyoumm ¢dochopuarpoBaHueM MyTeM OHOCHMHTE3a NHPUMHMIMHOBOTO HYKJIEOTHA.
HedochopunupoBanie TPUBOAUT K 0OpPa30BaHUIO HYKICO3MTHOTO HeakTHBHOTO (>90 %)
MeTaboJIMTa, KOTOPBII HE MOXKET OBITh IMOJHOCTHIO pedocPopuaupoBaH, W He o00Jamaer
akTuBHOCTRIO TipotuB HCV in vitro. CodocyoBup u HeaktuBHbIi Metabomut (GS-331007) He
ABISAOTCS HU cyOctpatamu, HU uHruoutopamu UGT1Al wnu u3opepMeHTOB LUTOXpoMa
CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6.

[Mocne opHoKpaTHOro, mnepopanbHoro mpuema 400 wmr [**C]-codocOysupa, cucremHas
sKkcno3uius coocoyBupa u HeakTuBHOTO Metabonuta (GS-331007) cocraBmna npumepHo 4 % u
>90 % COOTBETCTBEHHO, OT CUCTEMHOH 3KcIo3unuu codocOyBrpa 1 ero MeTaboIUTOB (Cymma
AUC codocOyBupa u ero MeTaboJIMTOB C KOPPEKITMEH Ha MOJICKYJIIPHYIO MacCy).

DIMMHHAIAS
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I[Tocie OMHOKpPATHOTO TepopanbHoro mpuema 400 | PR B s shi ! Eieied” Sbinee

BBIBE/ICHUE PATUOAKTHUBHOW J03bI cocTaBuio Oonee 92 %, mpu 3tom mpubmmsutensHo 80 %,
14 % u 2,5 % BBEIBOAMIOCH ITOYKAMM, KMIIICYHUKOM H JISTKHMU COOTBETCTBEHHO.

Bonpmias 4acte 10361 codocOyBUpa, BBIBOAMMAS TIOYKAMH, IMPEJICTABISUIAa HEAKTUBHBIM
metaboaut (GS-331007) (78 %), Torna kak 3,5 % BbIBOAMIIOCH B BH/Ie cOHOCOyBHpa. ITH JaHHBIC
MOKA3bIBAIOT, YTO IMOYEUYHBIA KIUPEHC SIBJISETCS OCHOBHBIM ITYTEM BBIBEJECHHS HEAKTUBHOTO
merabonura (GS-331007) ¢ mpeuMylIecTBEHHON akTUBHOW cekpenued. CpemHuidl mepuos
noTyBbIBenieHUst coocOyBupa u HeakTuBHOro Meradosmra (GS-331007) cocraBnser 0,4 yaca u
2’7 4acoB COOTBETCTBEHHO.

JInHeHHOCTh (HEIUMHEHHOCTD)

YcTaHOBIIEHO, YTO MPH IpUeMe HaTomak codocOyBupa B qo3ax ot 200 mr go 400 mr 3HaUeHUs
wiomaau 1noj (apmakokunetnueckor kpuBoil (AUC) mns codocOyBupa M HEAKTHBHOTO
metabonuta (GS-331007) npakTuyecku MpONOPIHMOHATIBHBI J03€.

CDaDMaKOKI/IHeTI/I‘IeCKaH-d)aDMaKOHI/IHaMI/I‘{eCKaH 3aBUCHUMOCTD
br1o IIOKa3aHoO, 4TO BQ)(I)GKTHBHOCTB JICUCHHUA B BHUIC 6LICTpOl"O BUPYCOJIOTHUYCCKOI'O OTBCTA

KOPPEIUPYET C BETUUYNHON YKCIO3UIIUH cOPocOyBrpa U HeakTuBHOTO MeTabosuTa (GS-331007).
Tem He MeHee, HM OJIMH M3 THX IapaMeTPOB HE SBISETCS OCHOBHBIM CYppPOTraTHBIM MapKepoM
st oueHku >pdextuBHocTr (YBO12) npu npumenennu tepaneBTudeckoit 10361 400 mr.

Oco0bIe I'pYIIIBI IMTAIIMCHTOB

Tlayuenmur noocunoeo éozpacma

VYV nmaumentoB ¢ XI'C moka3aHo, 4TO B BO3pAacTHOM JauamnaszoHe oT 19 mo 75 ner Bo3pacT He
OKa3bIBAN KIMHUYECKH 3HAYUMOTO BJIHMSHHUS Ha OJKCHO3HMIHIO cOopocOyBHpa U HEAKTHBHOIO
metabonurta (GS-331007). B pamkxax KU yactoTta oTBeTa y manueHToB B Bo3pacTe oT 65 JieT u
CTapIlie ¥ y MOJIOJIBIX MAITUEHTOB OBLIIH CXOXKUMHU.

llayuenmul ¢ napywenuem ynKyuu novex

BnusHue mMo4YeyHOW HEJOCTATOYHOCTH pA3JIMYHOM CTENEHW TSHKECTH Ha  AKCIO3UIUIO
codocObyBupa u ero merabonura GS-331007 mo cpaBHEHHUIO C DKCHO3UIMEH Yy MalMeHTOB C
HOpMaIbHOU (DYHKIMEH MOYeK (KaK OMUCaHO HIKE) CYMMHUPOBAHO B Tabiulie 6.

Tabauua 6. Biusiaue noyeyHol HEOCTATOYHOCTH PA3IMYHON CTENICHH TSDKECTH Ha AKCIIO3UIIUIO
(AUC) codocbdyBupa u ero meradbonuta GS-331007 1o cpaBHEHUIO C SKCMO3UIIUEH Y TTAIUEHTOB
C HOpMAaJIbHOHM (pYyHKIIMEH MOYeK.

ITanuents! 6e3 BI'C IIanyeHTHI,
nHpuuuposanusie BI'C
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Tloueunag | Iloueunas | [loueunas | eDMnHa'JJIﬂ,h'a';r =AYb dddHAg "Te_'bfvaaJ'ILH

HEJIOCTAaTO | HEOCTATO | HEJJOCTATO | CTAIMS TIOYCYHOM HEJIOCTAaTou| ast CTaaus
YHOCTh YHOCTh YHOCTb HEJIOCTATOYHOCTH, HOCTb MOYCYHOM
JIETKOM CpPEIHEW | TSDKENOW | KOrja HeOOXOIUMO | TSDKEJIOW | HeAOCTaTod
CTENIEHW | CTENEHU | CTCIEHH | IPOBEJCHUE qUaIN3a | CTCIIEHU HOCTH,
TSOKECTH | TSDKECTH | TSDKECTH TSDKECTH | KOT/Ia
(pCKD (pCKD (pCK®D (pCK® HEOOXO0IMO
>50u<80| >30wmu <30 <30 MIPOBEICHNE
mi/mud/ | <50 mi1/mMus/ 1,7 Mur/MuH/ JHaNIn3a
1,73 M?) wi/mun/ | 3 Mz) 1,73M2)
1,73 M?)
[Tpuem [Tpuem
JIO3BI JI03bI
3a 1vac | uepe3l
bi (0] qac
npoBeae | Mmocie
HUSI poBe/Ie
Iaau3a | HUs
JHAITN3a
Codo- | T81,6 T821pas| T827pa3 TBl,3pa3 T816 TB~2pa3a TBl,9pa3
cOyBHD | pa3 pa3s
GS- T81,6 TB19pas| T855pas| T8>10 [T 8>20 | TB~7pas | T B21 pa3
331007 | pa3 pa3 pa3

dapmakokrHETHKA cohocOyBUpa U3ydanaach Mocie mprueMa pa3oBoi 1036l codocOysupa 400 mr
B3pOCJIBIMH NalMeHTamu, He nHpuuupoBanusiMu BI'C, ¢ HapymeHrneM (yHKINU MOYEK JIETKOH
(pacueTHas cKopocTh Kiy6oukoBoi dumsTparmu [pCK®] >50 u <80 mu/mun/1,73 m?), cpenneii
(pCK® >30 1 <50 Mn/mur/1,73 M?) u Txenoit (pCK® <30 mn/mun/1,73 M?) cTeneHH TSHKECTH, a
TaKXKe Yy TMalUeHTOB C TEPMUHAIBHOM cTajuedl MOYeYHOH HEJOCTaTOYHOCTH, KOTOPBIM
HEOO0X0/MMO TpoBeaeHHe remoauanuza. DapMakOKMHETHKY coQocOyBUpa OIEHMBAIM B
CPaBHEHMH CO B3POCJIbIMH NAILUEHTaMU ¢ HOpMalibHOU QyHKkIHel noyek (pCK® >80 mu/mun/1,73
M%). Heaxtusubiit MetaGomut GS-331007 >(h(GeKTHBHO BHIBOAMICS HPU TEMOAHAIU3E C
koduimentom skctpakiuu npumepHo 53 %. Ilocne omHokpatHoro mpuema 400 wr
codocOyBupa mpu 4-4acOBOM CEaHCE TeMOJuain3a BBIBOAWUIOCH 18 % TIPUHATON 03B
codocOyBupa.

®dapmakokuHeTuka copocdyBupa u GS-331007 y B3pocibIx nanueHToB, HHpUIMpoBaHHbIX BI'C,
C TIOYEYHON HEJOCTaTOYHOCTBIO TSKEION CTEeNeHH, MPUHUMaBIIMX codocOyBup B 103e 200 mr ¢
pubasupuHoM (n=10) wmu codocOyBup B no3e 400 mr ¢ pubaBupunom (n=10) B TeueHue 24
HeJeNb WM KOMOWHaIMo JeaunacBup/codocoyBup B mo3e 90 mr/400 mr B TeueHue 12 Hemenb
(n=18) Opwia comoctaBuMa ¢ (apMaAKOKHHETHKONH Y B3POCIBIX TMAIMEHTOB C IOYCUYHON
HEJ0CTAaTOYHOCTBIO TSKEINOH cTenenu, He nHpuuuposanHubix BI'C.

®dapmakokuHeTnka codocoyBupa u  GS-331007 wu3ywamack y  B3pOCHBIX — ITAIIMEHTOB,
uHpunupoanueix BI'C, ¢ TepMuHanpbHOW cTaaueld MOYEYHOW HETOCTATOYHOCTH, KOTJa
HEOO0X0/MMO TMPOBEACHUE [WANN3a, NPUHUMABIIMX KOMOMHAIMIO JeaunacBup/codocOyBHup
(n=94) B Teuenue 8, 12 unu 24 Henmenb, UIM KOMOWHAIMIO BenmnaTtacBup/codocOyBup (n=59) B
TedeHue 12 Hesenb, U OLIEHUBAJIACh B CPABHEHHH C MTALlMEHTaMU 0€3 MOYeYHOI HeTI0CTaTOYHOCTH,
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MPUHUMABIINMU y4acTtue B KU1 K0M6HH2{%::'-|E:!;6% 'ﬁa@ﬁﬁ‘/%ﬁa‘ol@ﬂnb‘l' U

BenmaracBup/codocOysup 2/3 dasbl.

THayuenmoi ¢ HapywieHuem QYHKYuUU neveHu

®dapMakokrHETHKA cO(hOCOyBUpA H3ydalach B HCCIEAOBAHUU C yYACTHEM B3POCIBIX MMAIMEHTOB,
uHumupoBanubplx BI'C, ¢ mne4eHOYHON HEIOCTaTOYHOCTBhIO CpEAHEH W TSDKENION CTeleHu
Tsokectn (kmacc B m C mo wiaccudukanum Yaina-IIsro-TypkoTT), KOTOpbIE TPHHUMAIH
codocoyBup B m0o3e 400 mMr B TeueHue 7 nHei. Ilo cpaBHEHHIO ¢ MarMeHTaMu ¢ HOPMaJbHON
¢byuknueit nmeuenu AUCo.24 codocOyBupa Obuta Ha 126 % u 143 % Bblle y HAIMEHTOB C
MEYCHOYHON HEJOCTATOYHOCTRIO CPEHEN U Tskenou crenenu Tsikectr, a AUCo.24 HEaKTUBHOTO
metabommta (GS-331007) 6bwta Beitne Ha 18 % u 9 % coorBeTcTBeHHO. [lONMyNSIIMOHHBIN aHATTU3
(dapMaKOKMHETHYECKUX JaHHBIX y mamueHToB ¢ XI'C mokazan, 4To IUPpO3 HE OKa3hIBAI
KIIMHUYECKH 3HAYMMOT0 BIIMSIHUS HA SKCIIO3UIINIO co(hocOyBUpa 1 HeakTHBHOTO MeTabosmta (GS-
331007). YV mnamnueHToB ¢ MEYEHOYHOW HEIOCTATOYHOCTBIO JIETKOW, YMEPEHHOM M TSKeNoi
CTETEeHH TSKECTH HE PEKOMEHyeTCsl U3MEHSTh 103y coocOyBHpa.

Ilon u paca
He ycraHOBIEHO KIMHWYECKH 3HAYUMBIX pa3IMuuii B mapaMmerpax (papMakOKMHETUKU
coocOyBHpa 1 HEAaKTUBHOTO META00IMTA B 3aBUCHMOCTH OT T10J1a U PAChI MAIIMEHTOB.

eTH
Okcno3unust codocOyBupa u HeakTHBHOro Merabonutra GS-331007 mocne npuMeHEHUs
codocbyBupa (400 mr) y gereii ¢ 12 go 18 ner Oblia cpaBHUMA C HKCIIO3UIIMEH Y B3POCIBIX B
uccinenopanusix ®aser 2/3. Ilapamerpsl (apmakokuHeTHKH coocOyBHpa U HEAKTUBHOTO
metabonuta (GS-331007) y neteii 10 12 neT He yCTaHOBJIEHBI.

6. ®APMAIIEBTUUYECKHUE CBOMCTBA
6.1. TlepeyeHb BCIOMOraTeJIbHBIX BElECTB

Snpo TabJIeTKH:

MaHHUTOJ

LEJUTI0103a MUKpOKpucTayuinueckas (tun 101)

LEJUTI0JI03a MUKPOKpPHCTaJIINYeCKast CUJIMKAaTU3UPOBAHHAS (HDOYOM (uemmronos3a
MHKpOKpHUCTaIHYecKas 98 %, KpeMHHUs THOKCH T KOJUTOMIHbIH Oe3BOHBIN 2 %))
KpOCKapMeJu103a HaTpHUsl

KPEMHHUS TUOKCH KOJLTOUAHbIH (Aspocun® 200 dapma)

MarHusi creapar

CocTaB 000JI0YKH:

Omnanpaii® 1l Yellow 85F32371, B Tom umcie:
TIOJIMBHHUIIOBBI CIIUPT

TalnbK

makporoi 4000
tutana auokcun (E-171)
xenes3a okeu xentoiit (E-172)
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uaaurokapmu FD&C Cunnii 2 (E-132) (NOCNEAOBATENLHOCTE 0003)

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

2 roja.

6.4. Oco0Obie Mepbl PETOCTOPOKHOCTH NMPH XPAHEHHH
XpaHuTh 1pu Temmneparype He Boiie 25 °C.

6.5. XapaxkTtep u coJep:KaHue MEPBUYHONH YIIAKOBKH

[To 7 Tabnerok B KOHTYpHYIO s4eiikoByro ymakoBky u3 mieHku [IBX/TIBAX u ¢onbru
AIIOMUHHUEBON NeyaTHOM JlakupoBaHHOU. [1o 4 Gnucrepa ¢ MTMCTKOM-BKIIAJIBIIIEM OMELIAIOT B
NaYyKy U3 KapTOHA JUIsl IOTPEOUTENBCKON Taphl.

[To 28 Tabnerok B 0aHKy W3 MOJMATUIEHA BBICOKOW IJIOTHOCTH, YKYIOPEHHYIO KPBILIKOH W3
ITOJIN3TUJICHA BBICOKOM IUIOTHOCTH C BJIArONOTJIOTUTENIEM M KOHTPOJIEM IIEpBOro BCekpwiThA. Ha
0aHKy HaKJIEHBAIOT ITHKETKY camokiesiytocs. Onny OaHKy BMecTe € JIMCTKOM-BKJaJbllIEM
MOMEIIAOT B MAYKy U3 KapTOHA JUIsl TOTPEOUTEIILCKOM Taphbl.

6.6. OcoOble Mepbl NPEJOCTOPOKHOCTH TPHM  YHUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NPHMEHEeHUs!
JIEKAPCTBEHHOT'0 MPenapara u Apyrue MaHUMyJIALIUHU ¢ IPenapaToM

Her oco0bix TpeOoBaHUM K yTHIM3ALUH.
7. JEPXKATEJIb PETUCTPAIIMOHHOTI'O YAOCTOBEPEHUA

Poccniickas @enepanus

000 «I'EPO®APM)»

191119, r. Cankr-IlerepOypr, yia. 3BeHUropojckas, 1. 9
Tenedon: (812) 703-79-75 (MHOTOKaHATHHBIN)

®axkc: (812) 703-79-76

Anpec snekTponHo# moutsl: inform@geropharm.ru

7.1. TlpencraBuTe/ib AepiKaTessi perucTPallMOHHOIO Y0CTOBEPEeHUSs

[IpereH3un norpedUTENed HAOPABIATE 110 aIPeCy:

Poccuiickas @enepanus

000 «I'EPOD®APM», 196608, r. Cankr-IletepOypr, r. [lymkun, AueBckuii npoesn, 1. 4, ctp. 1
Tenedon +7 (812) 493-55-01 (MHOTOKAHAIBHBIH)

Tenedon ropsueit muuuu 8-800-333-43-76 (3BoHOK 10 Poccuu OecrutaTHEI)

dakc +7 (812) 493-55-69

Anpec anekrponHo# nmoutsl inform@geropharm.ru; farmakonadzor@geropharm.com
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8. HOMEP PET'UCTPAIIMOHHOI'O YO

COOTBETCTBYET SKCTNEPTHOMY OTHETY

T T

or 10.02_2025 Nz 3042

CTOBEPEHMsZEATENBHOCTS

e
ERINEY

9. JATA TEPBUYHOI PETMCTPALIMM (IIOATBEPKIEHUSI PETMCTPALIVH,

INEPEPETUCTPALIMN)
JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO6mas xapakrepuctuka JiekapctBeHHoro npernapata Codocoysup 'EPODAPM noctynHa Ha
uH(pOpMallMOHHOM TMopTaje EBpa3suiickoro SKOHOMHYECKOTO cO03a B HH(OpPMAaIMOHHO-

KOMMYHUKAIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org.
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