COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.08.2023 N= 15126

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Nutepdact, 500 mr, TabGIeTKH, TOKPHITHIC INIEHOYHOW 000I0YKOM

2. KAUECTBEHHBIN 1 KOJITMYECTBEHHBIA COCTAB

JleficTByro1I€€E BEIIECTBO: CAKBUHABUP

Kaxmas tabneTka, MOKpBITas IUIEHOYHON 000510ukoi, cogepxut 500,0 Mr cakBuHaBupa (B BUe
CaKkBHHaBHpa Me3miaTa — 571,5 mr).

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASI ®OPMA
TabneTku, MOKPHITHIE TUIEHOYHON 000JI0YKO, ABOSIKOBBITYKJIbIE, OBATBHON (DOPMBI, OT CBETIIO-
KOPHYHEBOTO JI0 KOpUYIHEBOro IBeTa. Ha momepeunom paspese Tabierka Oemoro uiam 0eiaoro ¢

KCJITOBAThIM OTTCHKOM IIBE€TA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

Jleuenne BUY-1 nHDUIIMPOBAaHHBIX B3POCIBIX MAIMEHTOB B COCTaBe KOMOWHUPOBAHHOM TEpariu
C PUTOHABUPOM U IPYTMMH aHTUPETPOBUPYCHBIMHU JIEKAPCTBEHHBIMHU IIpENapaTaMu.

4.2. Pe:kum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUsI

CakBuHaBUp JI0JKEH Ha3HAUaTh Bpay, UMEIOIIKK onbIT JiedeHuss BUY undexuun.

[Ipenapar MatepdacTt Ha3HAYAETCSA TOIHKO B KOMOMHAIIMK C PUTOHABUPOM (YCHJICHHBIN DEXUM)!

Y nauueHToB, YXE IONYyYaroIlMX PUTOHABUP B COCTaBE AHTUPETPOBUPYCHOM Tepanuu,
JIOTIOJTHUTEIBHBIIN TPHEeM PUTOHABUPA HE TpeOyeTcs.
Pexomenayercs cTtporo co0moaaTh MpeAnucaHHbld PeKUM IIpUEMa MpernapaToB.

PexxuM 103upoBanus

CmanoapmHuulii pexcum 003Uupo8anus

Bspocisie:

- 8 KoMOUHayuu ¢ pumoHnasupom (ycunennwiii pesxcum): npenapatr Uarepdact 1000 mr 2 paza B
cyTku u putoHaBup 100 mr 2 pa3a B CyTKM B KOMOMHAIIMU C APYTUMHU aHTUPETPOBUPYCHBIMU
IpernapaTamH.

VY narueHToB, paHee He MOJyYaBIIUX Teparnuio 1 HAYMHAIOIUX JieueHue npenapatoM MuTepdacr,
pPEKOMEHIOBaHHAass HadayibHass n03a coctaBimsieT 500 mr 2 paza B CyTKM B KOMOHWHAIIUU C

puToHaBupoM B 103¢ 100 mr 2 pa3a B CyTKM B TEUEHHE NIEPBBIX 7 THEW Tepanuu. Uepes 7 1HeEN OT
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1000/100 mr 2 pa3a B CyTKH.

[Ipu mnepexone ¢ Tepanmuu APYrUMH HHruOuTopamu mnporeassi BUY B komOuHammu c
PUTOHABUPOM WJIM HEHYKJIEO3UJHBIMU HHTHOUTOpAaMH OOpaTHON TPaHCKPUITA3bl pEKOMEHAYeTCs
HayaTh Tepanuo rnpenaparoM MuTepdact B cranmapTHOW pekoMeH1oBaHHOM 03¢ 1000 mr 2 paza
B CYTKH B KOMOMHANUU ¢ puToHaBHpoM B 03¢ 100 mr 2 pa3a B cyTku 0e3 meprojia BEIMBIBAHMS,
- 6 KoMOuHayuu c oOpyeumu uneubumopamu npomeazel BHY: nns O03HAKOMIIEHUS C
PEKOMEH/JIOBAaHHBIMM ~ J103aMHM M BO3MOXHBIMM ~ NO0OYHbIMM  3(ddexkramu  Apyrux
AHTUPETPOBHUPYCHBIX MIPENAPATOB CIEAYET U3YUYUTh MHCTPYKLIMH 110 UX IIPUMEHEHUIO.
Ho3upoesanue 6 0cobwix cayuasx

[Tpy BO3HUKHOBEHUH TSDKEJIBIX SBJICHUN TOKCUYHOCTH JIeUeHue npenaparom Murepdact cnenyer
npepBarb. BcenenacrBue  BO3MOXKHOTO — yBENMUYEHHUS  IIIA3MEHHBIX  KOHLEHTpAaLMWA  IIpU
KOMOMHUPOBAaHHON Tepanmuu ¢ IPYTMMH aHTUPETPOBUPYCHBIMH IpenapaTamMu (Hampumep, ¢
PUTOHABUPOM) MOXKET MOTPEOOBATHCS M3MEHEHHUE J103 HHI'MONTOPOB IipoTeazsl BIY.

Oco0Bble IPVIIILI TAIMEHTOB

Tlayuenmoi ¢ neweHoyHol HEOOCMAMOYHOCTNBIO
Y BUY-unpuuMpOBaHHBIX MAIIMEHTOB C HApyIIEHUsSMU (DYHKIMU MEYEHU JIETKOW U cpenHei
CTETIeHEH TSHKECTH KOPPEKIMH 036l npenapara Muatepdact e Tpedyercs. B cBsi3u ¢ BBICOKOM
BapradeTbHOCTHIO YKCIO3HMIMU B JIAHHOM MOIYJISIIIUN MAlMEHTOB PEKOMEHAYETCS TIIaTeIbHOE
HabmoIeHue 3a npoduiem 6e30macHOCTH (BKIIIOYAs CUMIITOMBI QPUTMUN) U BUPYCOJIOTUYECKUM
OTBETOM. JleKoMIeHCHUpOBaHHOE 3a0o0JieBaHME MCUYEHHU SBISAETCS MPOTHBOIOKA3aHUEM K
Ha3HaueHuto npenapara Uurepdacr.
llayuenmul ¢ noyeunol HeOOCMaAMOUHOCHbIO
VY nanueHToB ¢ JIETKON M YMEPEHHOHN CTENEHBIO NOYEYHON HEJOCTaTOYHOCTH KOPPEKIUH J103BI
npenapata Mutepdact e tpedyercs. [Ipu npumenenun npenapara MHTepdacTt y manueHTos ¢
TSKEJION MOYEUHOM HETOCTaTOUHOCTBIO CIIEAYET COOII01aTh OCTOPOKHOCTD.
Loorcunou eo3pacm
OnbIT nprMeHeHus y nanueHToB crapiie 60 net orpanuueH. /laHHble UIsl pPEKOMEHJAUU PEKUMA
JIO3UPOBAHUS OTCYTCTBYIOT.

eTH
D¢ dexTuBHOCTE U Oe30macHOCTh penapara Mutepdact y aereit 1o 18 et He ycTaHOBIEHBI. J{7st
JTAHHOM MOMYJISIIMK HE YCTAaHOBJIEHBI J103bI IIpenapata MHTepdacT, He BbI3bIBAIOIIUE YJIMHEHHUE
untepBasioB QT u PR u ogHOBpemMenHO oTBevaronue napamerpam 3¢pdexruBaoctu. CyuiecTByer
orpaHuueHHas nHpopmairs 00 ucnoiab30BaHuU npenapaTta MHTepdacT B MATKUX JKeTaTUHOBBIX

Karcynax (HeycuieHHbIN pexxuM) y neteil. Madopmanus o npumenenun npemnapara Muarepgact
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Cnooco0 nnpuMeHeHus

BuyTpb, BO BpeMst Uiu HE MTO3HEE 2 YacoB M0CIIE ITpUeMa MUIIH.

B kxomOunanuu ¢ putoHaBupoMm (YCUJIEHHBIH pexum): npenapat MurepdacT U puTOHABHUP

IIPUHUMAIOT BHYTPb OJHOBPEMECHHO 1 HE IMO3JHEC 2 9acoB MocJe InmprueMa IuiImnu.

4.3. lIlpoTuBONOKAa3aHNUS

I[JISI O3HAKOMIJICHHA C BO3MOXHBIMU IIPOTUBOIIOKA3aHUAMU HCO6XOI[I/IMO HU3Yy4YUTh UHCTPYKIHUIO I1O

MCIUIHUHCKOMY NPUMCHCHUIO PUTOHABHUPA, UCIIOJIB3YyEMOI'O B KOM6I/IHaHI/II/I C CAKBUHABHUPOM.

['unepuyBCTBUTENHHOCTh K CAKBUHABUPY WIH K JIOOOMY M3 BCIIOMOTaTeIbHBIX BELIECTB,
MEepEUYUCIICHHBIX B pasaene 6.1.
JlekoMIieHCUpOBaHHOE 3a00JI€BaHUE TIEYCHH.

OI[HOBpeMeHHHﬁ IIpueM Tep(beHaz[HHa, aCTCMH30J1a, MH30JIaCTHHA, HOU3alpujia,

,I[I/I(beMaHI/IJ'Ia, nmMumMo3naa, amMuoAapoHa, q)HeKaI/IHI/I,Z[a, npona(beHOHa, aTazaHaBHpa,

JIOTIMHABUpa, Oenpuawuia, JHI0KanHa (CUCTEMHO), XMHHUJWHA, UOYTWIMIA, COTajoja,

AMUTPUIITUIIMHA, HWMHUIIpAMUHA, KIOMHUIIpaMWHA, MAalpOTHUJIMHA, KIApUTPOMHUIIMHA,

DPUTPOMHIIMHA,  rajo(aHTpuHA, TEHTAMHUIMHA,  CrHapQIIOKCallMHA,  METaJI0Ha,

cunneHaduia, Taganaduna, BapaeHaduIa, KIo3alnuHa, TajJonepuaoia, XJIopnpoMasuHa,

MC30pHaa3rHa, (bCHOTI/IaSI/IHa, CCPTHUHAOJIA, CYJIbTOIpHUAA, THOPUAA3UHA, 3UIIPACUIOHA,

BUHKaMWHa JJI1 BHYTPUBCHHOI'O BBCACHHUA, JallCOHA, JAU3OIHMpaMH[a, XHWHHUHA,
denTanwia, ajnpeHTaHWIA, TakKpoiaumyca, mgodeTmwinaa  (BO3MOXHO  Pa3BUTHE
KUZHEYTPOXKAIOLIMNX  apuTMull); pudamnuimHa (TsHKenas  renaTolesUTIoNsIpHas

TOKCUYHOCTH); alKaJOUJIOB CIOPBIHBU (HApHUMEp, TUTHAPOIPTOTAMHHA, IPTrOHOBHHA,
HProTaMHMHAa, METHJIIPrOHOBHHA (OCTpasi TOKCHYHOCTH)); CHMBACTAaTHHA, JIOBAaCTATHHA
(pabgoMuonu3); MUa3zonama Jyisi MepopajbHOTO MPUMEHEHHS (UTMTENbHAs cefalius);
Tpuazonama (MPOJOJKUTENbHAS/Ipe3MepHasl ceJalusi ¢ yTHETEHHE JbIXaHUs);
KBeTHAaINWHa (yBEIWYEHHE TOKCHUYHOCTH KBETHUAIKWHA); aln(y3031Ha (BO3MOXHO pa3BUTHE
apTepHaJIbHON THIIOTEH3UH); TPa30/10Ha (IOTEHIIMAIbHOE Pa3BUTHE KU3HEYTPOXKAIOIINX
apUTMUH, apTepUaTbLHON TUIIOTEH3UH, TOITHOTHI, TOJIOBOKPY>KEHHSI 1 0OMOPOKA).
BpoxxneHHOe MM JOKYMEHTAJIBbHO TMOATBEP)KIEHHOE TMPUOOPETEHHOE YAJTWHEHUE
nHTepBana QT.

DNEKTPOIUTHBIE HAPYIIIEHUSI, 0COOCHHO HECKOPPEKTHPOBAHHAS TUITOKATHEMHUS.
Knuanueckn 3naunmast Opagukapaus.

Knuanyeckn 3HaunMasi cepiedHasi HeIoCTaTOYHOCTh CO CHMIKEHHOW (ppakiiueit BrIOpoca
JIEBOTO JKEITyI0YKa.

CuMrToMaTH4eCcKast ApUTMHA B aHaAMHE3EC.
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u/unmu PR (cMm. pasnen «B3anMopeiicTBre ¢ ApyruMu JICKapCTBEHHBIMU CPEICTBAME).
e Jlerckuii Bo3pact a0 18 mer.
4.4. OcoOble yka3aHHus U MepPbI NPEAOCTOPOKHOCTH NIPH MPUMEHEHHU U

C 0CTOPOKHOCTBLIO

OnHOBpEeMEHHBIH MpHeM JenaBupaAnHa (YBEeIHUEHHE «II€YSHOUYHBIX» TPAaHCAMUHA3); KOJIXUIMHA
(HelipoMBIIIEYHbIE HApYyIICHHUS, B YaCTHOCTU padbaomMuoiu3); Heda3zonoHa, XUHYINPHUCTHHA,
nandomnpuctuHa (BO3MOXKHO pa3BUTHE apUTMHIA); omernpasona (yBeJWYEHHE KOHILIEHTPAlUU
CaKBHHABHpA) W JPYIHMX HMHTHOUTOPOB MPOTOHHOTO HAcOca; caiaMmerepolia (PHCK CeplIeYHO-
COCYIIUCTBIX OCIIOKHEHHH, yynHeHus uarepsana QT, cepaneOuenus, CHHYCOBOM TaxUKapIn);
Gy3u10BOM KHCIOTHI (YBEIMYCHHE TOKCHYHOCTH); pudabyTuHa (yBEIHMYCHHE KOHIIEHTPAIMH
pudabyTtuna); QuTonmpenaparoB, coiaepXkammMx 3BepobOoi mpoabipsaBieHHbIH (Hypericum
perforatum), sekapCTBEHHBIX MpeMapaToB W OWOJOTHYECKH aKTHUBHBIX 100aBoK (BAJI),
COJIepIKalINX DKCTPAKT YECHOKA; THUIIpaHaBUpa, KapOamasenuHa, ¢peHoOapOuTana, GEeHUTONHA,
JeKcaMeTa3oHa (CHIDKEHHE KOHIICHTpAIMM CaKBUHABHPA); alllipa3oiiaMa, JUKaIus KiIopas3enara,
nuasernama, Quyposenama (yBelHMU€HHE CeIaTUBHOrO 3¢dekrta); Muaa3oigaMa MapeHTepalbHO;
denmonunuHa, HUPEIUNWHA, HUKAPAWIIMHA, JUJITHA3eMa, HUMOAMIIMHA, BeparaMuia,
aMJIOIMNINHA, HHU3OJIWINHA, WCPAJWIUHA, IMKJIOCIIOpPUHA, CHUpoMMyca (parmaMuIliHa)
(yBennueHue KOHIEHTpallMKd TMpenaparoB); ¢uyTUKa3oHa; OyJIecOHHIa; aTopBacTaTHHA,
[epuBacTaTiHa (BO3MOXHOE Pa3BUTHE MBIIIEYHONW C€1aboCcTH, OO0NM B MBINIIAX, YBEIUYCHHS
akTuBHOCTH KpeaTuHpochokunassl (KDOK)); npaBacratuna, piayBactaTuHa (BO3MOKHOE BIUSHUE
Ha TpPaHCHOPT O€JIKOB); NTUIOKCHHA (YBEIMYEHHE KOHLEHTPALUU AUTOKCUHA); STUHUIACTPaNO0IIa
(cHMKEHUE KOHLIEHTpalMY IpenapaTa); HellpuHaBUpa; MHINHAaBHpa (pa3BUTHE HEPPOIUTHA3A).

Oco0ble yKazaHus

Ilepeo nauanom mepanuu

CaxkBuHaBUP NPUMEHSETCS TOJIBKO B KOMOMHAIIMK C PUTOHABUPOM.

[TarueHTOB HYKHO MH()OPMHPOBATH, YTO CaKBUHaBUp He u3ieunBaer BUYU-undexuuto u 4ro y
HUX MOTYT Pa3BMBAThCS ACCOLMMPOBAHHBIE C HEW 3a00JIeBaHMs, BKIIOYAsi ONMOPTYHUCTHYECKUE
uHpeku. Takxke He0OX0IUMO COOOIIUTE O BO3MOKHOCTH Pa3BUTHS HEXeNaTeIbHBIX SBICHUN
npyu KOMOMHMpPOBAaHHOM IPUMEHEHUM HECKOJbKUX TmpemnapaToB. HecMmoTpss Ha mnpuem
AHTUPETPOBUPYCHBIX MpPENapaToB, HENb3s UCKIOYUTH puck nepenaun BUY monosbiM myTem.
Heo6xoanmMo co0:roaTh Mepbl MPeA0CTOPOKHOCTH.

Hapywenus nposooumocmu cepoya u penoaspusayuu

Habmonanoce no3o3aBucumoe yanHenue uarepBanoB QT u PR y 3mopoBbeix 106poBosibLeB,

MOoJIy4yaBIINX CaKBHHABUP.
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CakBUHABUp  NPOTUBONOKA3aH  MHallMEHTaM| _ ¢ B AR A Tt H AR e o

MOATBEPKIEHHBIM ~ MPHOOpETEHHBIM  yanuHeHweMm uHTepBana QT, sIeKTpoIUTHBIMU
HapyIIEHUSIMA, OCOOCHHO C HECKOPPEKTHPOBAHHOHN Trumokanuemuend. Hamumume B cemeiiHOM
aHaMHe3€ MalMeHTa CIIy4aeB BHE3AIIHOM CMEPTH B MOJIOJIOM BO3pPACTE MO3BOJISAET MPEAIOIO0KUTh
HaJM4Ke BPOXKACHHOrO yinHeHus narepBaia QT.

CoBMecTHOE TPUMEHEHHE CaKBHHABHpa C NpenapaTamu, o00JalalolMMU  OJHOBPEMEHHO
(hapMaKOKMHETHYECKUM B3aUMOJICHCTBUEM U CIIOCOOHOCTHIO Y umHHSTh uHTEepBaT QT u/mmm PR,
IPOTHBOIOKa3aHo (cM. pa3zaens 4.3 u 4.5).

He pexomenayercss NpUMEHEHHE CAKBUHABUPA Yy NAUMEHTOB, OJHOBPEMEHHO IOJYyYAFOIINX
JpyTHUe JEKapCTBEHHBIE Mpenaparhl, 00Ja1aoIie ClIoCOOHOCTHIO K yTMHEeHUI0 nHTepBana QT.
B cnyyae He0OXOAMMOCTH COBMECTHOTO MCIOJB30BAHUS CIEAYET COONIIOATh OCTOPOKHOCTD H
poBecTu djeKTpokapauorpapudeckoe uccnegopanue (OKI') npu BO3SHUKHOBEHHH CHMITOMOB
aputmuu. Crenyer coOM0AaTh OCTOPOXKHOCTh MPH MPUMEHEHUH CaKBUHABHpPA y MAIUEHTOB C
COMYTCTBYIOIIMMHU CTPYKTYPHBIMU 3a00JICBAaHUSIMU CEPJllA, HAPYIIEHUSAMH TPOBOJAUMOCTHU
cepaua, UIEeMUYEeCKOW OOJIE3HBIO CEepAlLla WM KapIuOMMOIIATUEH, TOCKOJIbKY TaKue MallMeHThI
MMEIOT MOBBILIEHHBIN PUCK pPa3BUTUS HAPYLICHUH CepAEYHON TPOBOIUMOCTH.

Crenyer npekpaTtuTh TEpANUK CAaKBUHABUPOM B CIydyae BO3ZHMKHOBEHHUSI 3HAUMMbBIX ApPUTMHA,
ymmnenuss uatepBaia QT wnm PR. Yame Bcero msmenenus uHtepBasia QT, cBsizaHHbIE C
IIPUEMOM CaKBHHABHPA, BOSMOXHBI y KEHIIMH U JIUL IOKUJIOr0 BO3pacTa.

He cnenyer npeBbilaTh pEKOMEHIOBaHHBIE JJO3bl CAKBUHABUPA, ITOCKOJIBKY CTEIIEHb YJIMHEHUS
untepBaigoB QT u PR MoxeT Bo3pacTarh C yBeIMUEHUEM KOHIIEHTPALIMU [Tpenapara.
[Ipumenenue cakpuHaBupa B 103¢ 2000 mr 1 pa3 B cyTku u putoHaBupa B 103¢ 100 mr 1 pa3 B
CyTKH HE PEKOMEHIYETCs, TTOCKOJIbKY BIUSHHUE TOJ00HOM KOMOWHAIIMKM HA PUCK YUIMHEHUS
untepBaia QT He u3ydanocs.

Ilayuenmui, nauunarowue mepanuio CaKk8UHABUPOM

o nauvana tepanuu cineayer nposectu DKI'. He cnexyer HaumHaTh Tepanuio CakKBUHABHPOM,
ecy JuaTensbHOCTh nHTepBasia QT >450 mc. [TanmenTtam ¢ mmurensHOCTRIO HHTEepBaia QT <450
MC JI0 Hayaja JIeUeHHs] peKoOMeHayeTcs B xoAe Tepanuu npoBoauts JKI'. [TanuenTtam, panee He
MOJIy4aBUIUM TE€PAIUIO CAKBUHABHUPOM M HAUMHAIOIIUM TEPANHNIO CAKBUHABUPOM, PEKOMEH1yETCs
Ha3Ha4aTh cakBuHaBup B 103¢ 500 mr m puroHasup B no03e 100 Mr 2 pas3a B CyTKH B TE€UEHHUE
MEpPBBIX 7 JHEW C mocieayromum n3MeHeHueM n03bl 10 1000 mr u 100 Mr 2 pasza B CyTKH
cootBeTcTBeHHO. [Ipu ncxoanoit anurensHocTn uHTepBasia QT <450 Mc mauueHTam, paHee HE
MOJIy4YaBUIUM TE€PAIUIO CAKBUHABUPOM M HAYMHAIOLIUM TEPANHIO CAKBUHABUPOM, PEKOMEH1yETCS
npoBecTu moBTopHOoe DKI'-uccnenoBanue yepe3 10 aHel mocne Hadana Tepanud. Tepamnuio

CaKBMHABHPOM CIIeZyeT NMpeKpaTuth, eciau uHTepBai QT yBenuuen >480 Mc win eciau HHTEpBa
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QT yBenuumiics Ha Gosiee yeM 20 MC MO CpaBHEHHUIO C 'JZBQ&%E&%%&JA%HE&' I(:CIMTI_)'a?l,ﬂ;IeIJ'II :'5.1,

noapasen «BiusHue Ha MoKazaTenu eKTpOKapIuorpadumy).

Iayuenmel, npooondcarowue mepanuio CaKkUHABUPOM, HPU HEOOXOOUMOCMU HA3HAYEHUs
conymcmsylowjeli  mepanuu  npenapamamy, Ccnocoouvimu yoauname unmepean QT, wunu
nayuenmsl, NOLyYArOwUe mepanuro npenapamamu, cnocoonvimu yonurame unmepean QT, npu
HeoOX00UMOCMU HA3HAYEHUs Mepanuu CAKEUHABUPOM U eClu albMepHAMmUEHAs mepanus
omcymcmeyem, a noib3a NPesblulaem puck

o navama comyTcTByloel Tepanuu HeoOxomumo mpoectn OKI'. He crnenyer HasHauath
COIYTCTBYIOINYIO Tepanuio, eciu uaTepBai QT >450 mc (cm. paszaen 4.5). Heobxoaumo mpoBecTu
noBTopHoe OKI'-nccienoBanue, ecim UCXOIHO AnuTesnbHOCTh MHTEepBana QT <450 mc. Ilpu
yBeNMUYEHUH JuiuTensHocTH nHTepBaia QT >480 mc i 60ee yem 20 MC mocie IpUCOSTMHCHUS
COIIYTCTBYIOILIEH TEpanuu J€4alluil Bpad B 3aBUCHUMOCTH OT KJIMHUYECKOW CUTYyallMH JOJKEH
HPUHATH pelieHre 00 OTMEHe CAKBUHABUPA U/WIIM CONTYTCTBYIOLIEH Teparnuu.

Tayuenmol ¢ napywenuaMU GYHKYUY nevenu 1e2Kol U cpeoHell cmenenetl maxicecmu

Tepanust CakBUHAaBHPOM B KOMOHMHAIIMM C PHUTOHABHPOM IIPOTHUBONOKA3aHA MAIEeHTaM C
JIEKOMITEHCUPOBAHHBIMHU 3a00JI€BaHUSAMU NT€YeHH (CM. pa3zen 4.3). Y maluueHTOB ¢ XpOHUYECKUM
renatutoM B umm C, nomydaronmx KOMOMHUPOBAHHYIO aHTUPETPOBUPYCHYIO TEPAIIHIO, IIOBBILIECH
PHUCK pa3BHUTHUSI HEKENATEIBHBIX SBICHUH (B TOM 4YHcie (araibHBIX) CO CTOPOHBI IeueHH. B
Clly4ae OJJHOBPEMEHHOTI0 IPUMEHEHHUS Y MAlIUEHTa AaHTUPETPOBUPYCHON Tepanuu renarurta B unn
C Heo0X0IMMO TIIATEIBHO O3HAKOMUTBCS C MEAMLMHCKOW MH(pOpMauued Mo HCIoJIb3yeMbIM
JIEKapCTBEHHBIM IIperapaTam.

[Ipy OIHOBPEMEHHOM HCIIOJIb30BAHUM KOMOWHHMPOBAHHOW AaHTUPETPOBUPYCHOW Tepamuu y
NAlMEHTOB C HapylIeHHWEeM (YHKIMM TEUYEeHU B aHaMHe3e (BKJIIOYash XPOHUYECKHM aKTHBHBIN
reraTuT) MOBBIACTCA YacTOTa Pa3BUTUS HapylleHus (yHKIMHA neudeHHu. CrenyeTr TIIATEIbHO
MOHUTOPUPOBATh CUMITOMBI M TNpU3HAKW HapymeHus ¢(yHkuuil nedenu. Ilpu mosiBaeHun
MPU3HAKOB YXYIIEHUs (PYHKIIUY NIEYEHHU CIIEeIyeT MPEepBaTh UM OTMEHUTH TEPAIHIO.

Y BUY-un@uuMpoBaHHBIX MALIMEHTOB C HApyIIEHUSMU (DYHKLIMU MEYEHU JIETKOW U cpenHen
CTETeHEeH TsKeCTH KOPPEKLIMH J103bl He TpeOyeTcs (JaHHble OrpaHndeHbl). TeM He MeHee, B CUITy
pa3aMYHOM DKCHO3ULMM IIpernapara B JaHHOW MOMYJSLUU PEKOMEHAYETCS TIIATEIbHOE
MOHHUTOpHpOBaHKE MPouIIsi 6€301MaCHOCTH (BKIIIOYask IPU3HAKY apUTMUH ) U BUPYCOJIOTHYECKOTO
otBeta (cMm. pasgenst 4.2, 5.1 u 5,2). [locne Havyanma Tepanmuu CaKBUHABHPOM Yy TAIEHTOB C
renatutoM B umu C, muppo3oM, XpOHUYECKHM AJIIKOTOJIM3MOM H/WUJIH JPYTUMH 3a00J€BaHUSIMU
NeYeHN HaOJMIOJAUCh CIy4Yad YXy/IIIeHUs 3a00JieBaHMs IEUYEHU WM pa3BUTHE MOPTAIbHON
TUIEPTEH3UH, COMPOBOXKIABIICHCS )KENTYXO0M, aCLIUTOM, OTEKaMH M BapUKO3HBIM PAaCHIMpPEHUEM

BC€H ITHUIIIECBOOA (y HECKOJIbPKHX ITAaIIUCHTOB — C JICTAJIbHBIM I/ICXOJIOM). HpI/I‘-II/IHHO-CJ'IGJICTBeHHaH
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CrnenyeT TIIATEIbHO MOHUTOPUPOBATH CUMIITOMBI M IPU3HAKH FE€NaTOTOKCUYHOCTH.

Ilayuenmul ¢ napywienuem yHKYuU novex

Yepe3s mNOUKM BBIBOAWUTCS HE3HAUMTENbHAs 4YacTh Ipenapara, [O3TOMY I€pBOHAYAIbHO
KOPPEKTHPOBATh /103y Ipenapara y MAlUEHTOB C HapylIeHHMEM (QYHKLMU [OYEK HEe HYXKHO.
OpHaxo uccae10BaHUM y MALMEHTOB € TSKEJION M0YeUHOM HEJOCTaTOUHOCThIO HE POBOUIIOCK,
B CBS3M C Ye€M CIEAyeT COOII0aTh OCTOPOXKHOCTh IPU INPUMEHEHWH CaKBUHABHpA TAKUMU
HalMeHTaMH.

Jlemckuii u nodcunoi 6o3pacm

Jis BUU-unpummpoBaHHbIX JeTeii B Bo3pacTe oT 2 10 16 net a3 heKTHBHBIC 1036l CAKBUHABUPA,
NOTEHLIMAJIbHO HE BhI3bIBaOIKE yuiMHeHHE nHTepBanoB QT u PR, He ycTaHOBIIEHBI.

OneIT nprMeHeHus y nauueHToB crapuie 60 jget orpanuyeH. [TanueHTs! 0KUII0ro ¥ cTap4ecKkoro
BO3pacTa MOT'yT ObITh 00JIee BOCIIPUMMUUBEI K BIMSAHUIO Ipenapara Ha uHTepBas QT n/unu PR.
Caxapnviii ouabem

Y nanuMeHTOB, NOJYYaOIUMX WHTHOMTOpHI mpoteassl BUY, ommcansl ciiydyan BIEpBbIC
BBISIBICHHOT'O CaxapHOro jauadera, TUIEPIIMKEMHM WM JIEKOMIIEHCAllUU COIYTCTBYIOIIErO
caxapHoro nuadera. B HEKOTOpBIX cilyyasix MIEprivMKeMHs Oblia pe3KO BBIPAXKEHHOM, MHOIA
COIPOBOKAAIACH K€T0AaN1030M. [Ipr 3TOM y MHOTMX NAIllMEHTOB UMENIM MECTO COIYTCTBYIOIKE
3a0o0JNeBaHMs, MHOTJA TPeOOBaBIIME HA3HAYEHHS IPErapaTroB, 00JaNAIOMIMX CIIOCOOHOCTBHIO
HOBBIINIATh KOHLEHTPALMIO TJIIOKO3bl B KPOBU M BBI3bIBATH Pa3BUTHE CaxapHOro jauabera Hiu
runepriavkeMud. [IpyunHHO-CIIEICTBEHHAs CBSI3b MEXIy Tepanueidl MHTHOMTOpamMH MpoTeasbl
BUY u pa3zBuTHeM runepriukeMuy U caxapHoro auadera He yCTaHOBJICHA.

Temoghunus

[Tpu neuenun uHruOuTopamu nporeassl BUY onucansl ciiyyan yCuiIeHUs: KPOBOTEUEHHH, B TOM
Yucie CIIOHTAaHHOE 00pa3oBaHKE MOAKOKHBIX T€eMaTOM U reMapTpo30B y OOJIBHBIX reModuimen
tuna A u B. HekoTopelM manueHTaM NpUXOAWIOCH YBEIUYMBATh 103y (pakTopa CBEpTHIBAaHUS
kpoBu VIII. bonee uem B monoBHHE cilydyaeB JieyeHHME HMHrHOUTOpoM mporeazsl BUY Obuio
IPOIOJKEHO UM BO30OHOBJIEHO. MOXKHO MPENONI0KUTE IPUUNHHO-CIIEACTBEHHYIO CBSI3b 3TUX
HE)KENNaTeNbHbIX SIBICHUH ¢ NpUMEHEeHHeM HHruoutopoB mpoteassl BUY, xoTs mexaHu3Mm
nonobHoro »¢dexra He wusyuyeH. boiabHBIX remModuinell HEOOXOAUMO NpPEeryNpeauTh O
BO3MO>KHOM YCUJICHHUH KPOBOTEUEHHH.

Ilepepacnpedenenue dxcuposoii mxanu

[Ipu  mpoBeseHMHM  KOMOMHHMPOBAHHOM  AHTUPETPOBUPYCHOM  Tepamuu  OTMEYaJoch
nepepacnpezielieHne Wid OTJIOKEHHUE KUpa, B TOM YHCIE OXUPEHHE MO LEHTPaJbHOMY THILY,

OTJIO’KEHUE JKHpa Ha JIOp3aJIbHOM MOBEPXHOCTU IIE€U M CHUHBI («ObIYMil TOp0»), yMEHbIIEHUE
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KHUPOBBIX OTIOKEHUH, a TAKIKE «KYIIMHTOMD» (OKPYTIIOe, JIyHOOOpa3HOE JIUII0, THIIEpEeMUs JIUIIa,
TYJIOBUIIHBIA THUIl OXHPEHUS, OTJIO)KEHHWE JKUPOBOM TKAaHM B HAJKIIOYMYHBIX SIMKaXx).
[lepepacupeneneHye KUPOBOW TKAHM  acCCOLUMUpPYETCd C€ TAKMMH  MeTa0OJIM4EeCKUMU
HapyLICHUAMM, KaK THUIIEPTPUTIIULEPUIEMUS, TUIIEPXOJIECTEPUHEMUS, HHCYJIUHOPE3UCTEHTHOCTD
U TUIEeprivKemMus. TsbKecTb 3THX HApYIICHWM BapbUpPYyeT KaK BHYTPH KJlacca, TaK U MEXIY
KJIaccaMi aHTHPETPOBHPYCHBIX IpernaparoB (MHruOuTopsl mporeazsl BUY, HeHykiieo3uIHBIC
UHTUOUTOPBl ~ OOpaTHOW  TPAHCKPUITa3bl,  HYKJICO3WAHbIE  HHTUOMTOPHI  OOpaTHOU
TpaHckpunrasbl). K ¢akropam, MOBBIIAIONMM PUCK PA3BUTHS JUIOAUCTPO(UHU, OTHOCITCA:
MIO>KWJION BO3PacT, JUIMTEIBHOCTh TEPANMM, IPUMEHEHUE CTABYJMHA, TUIIEPTPUIIIULIEPUAEMUS,
TUIIEPIIAKTATEMHUSL. JlnarHocTvka  BKJIIOYAE€T  OLIEHKY (U3MKaNbHBIX  NPU3HAKOB
nepepacnpeesIeHusl JKUPOBOM TKaHHW, MCCIENOBAHHWE INIMKEMHMM W JIMIIUMAOB KpoBU. B ciyuae
oOHapy>KeHHUsl JaHHBIX HM3MEHEHHUH CleJyeT pPacCMOTpPeTh BONpoc 00 HM3MEHEHUU
AQHTHPETPOBUPYCHOW TEpalMK W/WIA NPUHATH MEPHI, HAIIPABICHHBIE Ha KOPPEKIUIO MTOA0OHBIX
OTKJIOHEHMH (HalpuMep, Ha3HAYeHUE TUIIOJIMIUIAEMHUYECKUX CpeICTB). B HacTosiiee Bpems
MEXaHU3M DPa3BUTHUA METAaOOJIMYECKMX HapyIIeHWH M OTAaJCHHBIE IOCIEACTBUS, TaKHE Kak
HOBBIIIIEHUE PUCKA CEPICUHO-COCYAUCTBIX 3a00J1€BaHU, HEU3BECTHBI.

[IpumMeHeHne cakBHHABHPA B KOMOMHAIIMY C PUTOHABUPOM B 7103ax Oombie 1000/100 mr 2 pasa B
JI€Hb OOBIYHO COINPOBOXKIAECTCA YBEJIWYEHHUEM 4YacCTOThl HEXEJIaTeNbHbIX SBJIEHUM, TaK Kak
KOHLEHTpAallul CaKBUHAaBUpa B IUIa3M€ B IPUCYTCTBUM pPHUTOHAaBHpa yBEJIMUYUBAKOTCA. B
HEKOTOPBIX CIydasgX COBMECTHOE IPUMEHEHUE CAKBUHABUPA W PUTOHABHpA IMPUBOAUIIO K
TSKEJIBIM HE)KEJIaTEeNIbHBIM SIBJICHUSIM, B OCHOBHOM K Pa3BUTHIO I1HAa0ETHUECKOTO KETOAI1103a U
HapylIeHUI0 (QyHKUUN MeyeHH, OCOOEHHO Yy NAallMEeHTOB, paHee CTpaJaBLIMX 3a00JeBaHUSMU
[IEYCHHU.

Cunopom umMmyHHoU peakmugayuu (CUHOPOM B0CNATUMENLHO20 0CCMAHOBIEHU UMMYHUMema,)
B xone HauvanbHOW (a3pl KOMOMHHMpPOBAHHOM AaHTUPETPOBUPYCHOM Tepamuu, B TOM 4YHCIIE
CaKBMHABHPOM, y IMALUEHTOB C TSKEJIBIM UMMYHOAECPHUIIMTOM MOXKET BO3HUKHYTh CHCTEMHAas
BOCTIAJIMTENbHASL peakiisg Ha paHee OECCUMIITOMHO NPOTEKABIIHE WM ONMOPTYHUCTHYECKUE
UHOEKIMY U ayTOAHTUIeHbl WM YCUJICHHE CUMIITOMAaTHKHU. J[aHHas peakuuss MOXET BbI3BATb
Cepbe3Hble KIIMHUYECKUE COCTOSHUS MIIM 00OCTpEHHE CHMIITOMOB, KOTOpPBIE, B CBOIO OYepeb,
MOTYT MOTpeOOoBaTh JalbHENUIIEH OLIEHKU U JICYSHHUSI.

CHHIpPOM MMMYHHOM pPEaKTHBAallMM TaKXE€ MOXKET NpPOSBIATHCS Pa3BUTHEM ayTOMMMYHHBIX
HapyleHui (Hanpumep, 60s1e3Hb I'peliBca 1 ayTOMMMYHHOT'O I'ellaTuTa), KOTOpble pa3BUBAIOTCS
B pa3iINYHbIe CPOKH Tepanuu. Pa3BuTre ayTOMMMYHHBIX HapyIUIE€HUH BO3MOYKHO CITyCTSI MHOTO

MECSAILIEB MOCIE HAaYajla Tepanuu. XapakTEpHbIMHU IPUMEpPAaMU SIBJISIFOTCS IUTOMETAIOBUPYCHBIN
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BbI3BaHHass Pneumocystis carinii. [Tpy BO3HUKHOBEHHH JIFOOOTO CUMIITOMA BOCTIATICHHUS CIICIYET
IIPOBECTHU AMATHOCTUKY U Ha3HAUUTh JICUEHUE.

Ocmeonekpos

HecmoTps Ha TO YTO STHOJIOTHS OCTEOHEKPO3a CYHUTAETCS MHOro(pakTOpHOH (BKIIOuas
UCII0JIb30BaHUE [JIIOKOKOPTUKOCTEPOU/IOB, notpedaeHue aJIKOT0JI4, TSAKEIYIO
MMMYHOCYTIPECCHIO, BBICOKUH MHIEKC MaccChl TeJa), 3apErUCTPUPOBAHBI CIIy4ad OCTEOHEKPO3a, B
YaCTHOCTH, y TAIMEHTOB C pacnpocTtpaHeHHONH BUY-undexumeir w/miam npu IIUTETHHOM
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM Tepamuu. Cremyer peKOMEHIIOBaTh IalMeHTaM
0o0paTuThCs K Bpady INpH BO3HUKHOBEHHWH OOJIM B CyCTaBaxX, CKOBAaHHOCTH B CyCTaBax HIIU
3aTpyIHEHUU JIBUIKEHUS.

Xponuueckas ouapes unu marbabcopoyus

HNudopmanivga o npuMeHEHUH CaKBHHABHPA B YCHIIEHHOM PEXHME Y IMAalMeHTOB, CTPAJArOIINX
XPOHUYECKOU Tuapeeit min ManbadcopOIuen, OTCyTCTBYET.

Jannbie 00 3¢ (hekTuBHOCTH 1 0€30MaCHOCTH IPHUMEHEHHS CAKBUHABUPA B HEYCHUIICHHOM PEXHIME
y TakuX MAIUEHTOB OrPAaHUYECHBl U HE MO3BOJISIOT CYIUTh O BO3MOXKHOCTH MOJYyYEHHUS HUMU
cyOTepaneBTUYECKUX KOHIIEHTPAIUi CAKBHHABHPA.

B3zaumooeticmsue ¢ Opyeumu 1eKapcmeeHHbIMU NPenapamami. u/uiy nuujesblMu npooyKmamu
Heo6xomuMo co0roaTe OCTOPOKHOCTh TPH OAHOBPEMEHHOM NPUMEHEHHWH CAKBUHABHpa H
npenaparos, sBistomuxcs cyocrpatom nzopepmenta CYP3A4 unu P-gp, Tak kak cakBHHABHP
MOKET OKa3blBaTh BIUSHUE M U3MEHATh (DapMaKOKMHETHKY TmocieqHux. Ilpemapartsl,
MOTEHLIMAIbHO B3aMMOJEHCTBYIONINE C CAKBUHABUPOM, MPECTABIIEHBI B pa3zeine 4.5.

4.5. B3zaumopeiicTBHe € APYrMMH JIeKAPCTBEHHBIMH IpenapaTamMM W JApyrue BHUIbI
B3aUMO/JefiCTBUA

B GonpimHCTBE MPOBEACHHBIX MCCIEIOBAHNIN O JIEKAPCTBEHHOMY B3aUMOJICHCTBUIO H3y4alioCh
IIPUMEHEHNE CaKBUHABHpa 03 pUTOHABUpPA (HEyCUJICHHBIA PeXUM). Pe3ynbTaTel, oy4eHHbIE B
X0JIe MCCIeIOBaHUM MO NMpUMEHEHUIo npenapara MHTepdacT B HEyCUJIEHHOM PEXHUME, MOTYT
MOJTHOCTBIO HE OTpaXkaTh 3 (eKThl MIPUMEHEHNs CAKBUHABHPA B KOMOMHAIIMY C PUTOHABUPOM.
CaksuHaBup Metabonusupyercs usopepmentom CYP3A4 cucremsl utoxpoma P450 u sBisercs
cyoctpatom s P-rmukomporemna (P-gp). IlpemapaTei, KOTOpble MeTabOIM3UPYIOTCS
uzopepmentom CYP3A4 wnu Bnusitor Ha akTuBHOCTh u3odepmenta CYP3A4 w/mmm P-
TJIMKOTIPOTENHA, MOTYT U3MEHHUTh (PapMaKOKMHETHKY CaKBMHaBHpAa. AHAJIOTUYHO CAKBHHABHUD
MOXET HW3MEHUTh (PAPMAKOKMHETHKY JpyTUX MpernaparoB, SBISAIOMIMXCS CyOCTpaToM
nzopepmenta CYP3A4 unu P-rmukonporenna.

PuronaBup, xak MouHbeld uHruOutop uzodepmenta CYP3A4 u P-rmukomporemHa, MoKeT
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KOMOWHHUPOBAHHOM TEpanuy cielyeT YYUTHIBATh BO3MOXKHBIEC B3aUMOICHCTBUS C PUTOHABHPOM.
YuuteiBasg pe3ynbTaThl, IOJyYEHHBIE NPH MPUMEHEHHHM CaKkBUHABHpa B KOMOWHAIMU C
PUTOHABUPOM 3JO0POBBIMU  JOOPOBOJIBLIAMU B OTHOIICHHWU J0303aBUCHUMOIO YJUIMHEHUS
unrepBaioB QT u PR (cm. pazaensr 4.3., 4.4.), anautuBHbIE 3G(EKTH B OTHOIICHUH Y IJTHHEHUS
uHTepBasoB QT m PR Moryr Bo3HUKaTh HpU NPUMEHEHUU IPENaparoB CIAEAYIOIIHUX KJIACCOB:
aHTHaputMudeckue cpeacrea IA  wumm Il kiacca, HeEMpONENTUKH, TPULUKINYECKUE
aHTUJENPECCaHThl, HHTUOUTOpPHl dochoamdcrepaspl  S5S-ro tuma (UDID-5), ornenpHbIC
aHTHOAKTepualibHble M aHTUTHCTAMUHHBIC IMIpernapaThl, a TaKXkKe Jpyrue JeKapCTBEHHbIE
npenapatsl (CM. HUXKE). DTH agAuTUBHBIE 3()(PEKTbI MOTYT NMPUBECTH K YBEJIWYCHUIO PUCKA
BO3HUKHOBEHHUSI  JKEIYIOYKOBBIX  apUTMHUIH,  OCOOCHHO  apUTMHU  KEIyJOYKOBOU
TaXMCHUCTOJIIMYECKON THMa «mupysT» (torsades de pointes). Takum oOpaszom, cienyer uzberarb
COBMECTHOTO MpHE€Ma CaKBHHABHUpa B KOMOHMHAIIMM C PUTOHABUPOM U MEPEYUCICHHBIX
JICKAapCTBEHHBIX TNpenapaToB, TNPU HAJIUMYUU JPYTUX aJbTEPHATUBHBIX TEPANEBTHUECKUX
BO3MOXHOCTEeH. CTpOro MpOTHBOINOKAa3aHbl JIEKAPCTBEHHBIE TIpemnapaThl, OJHOBPEMEHHO
obnanarome (hapMaKOKMHETHYECKHM B3aWMOJCUCTBUEM C CAaKBUHABUPOM B KOMOHWHAIMHU C
PUTOHABUPOM H crHocoOHOCThIO yanuHsATh uHTepBanbel QT u PR. He pexomengyercs
KOMOWHUPOBATh CaKBHHABUP W PHTOHABHP C JPYI'MMH JIEKAPCTBEHHBIMU MpErapaTamH,
00J1a/1a1011IMMHU U3BECTHBIM IIPOJIOHTUPYIOIUM JIeHCTBUEM B OTHOIIeHuU nHTepBaioB QT u PR.
CnenoBarenbHO, B ciy4yae KpaliHell HeoOXonuMocTu Tono0Has KOMOWHALUs JOJDKHA

HCIOJIB30BATHCA C OCTOPOKHOCTBIO.

Tabmuuma 1. Ilpumepbl U3BECTHBIX UM TMOTEHUUAIBHBIX B3aMMOAEUCTBUI C  JIpyruMu

JICKApPCTBCHHBIMU IPECIiapaTaMu.

JlekapcTBeHHBIN npenapaTr u
Pexomenmanmn
TepaneBTUyecKas o0IacThb
. OTHOCHUTEIIEHO
MPUMEHEHUS BsaumoneiictBue
COBMECTHOTO
(mo3a cakBUHABUDA,
MIPUMEHEHUS
UCIOJNIb3yeMasi B MCCIIEOBAHUSX )
AnmupemposupycHbsle npenapamal
Hykneo3uonvle uncuOUmMopsvl 00pammuoil mpaHcKpunmasvl
Banyumabur u/unu 3u008y0uH 3aBepllieHHbBIE UCCNEAOBaHUs,  B3auMojeilicTBue ¢
M3yYarolme 3T TAOMHOM
(dhapMaKOKMHETHUECKOE MajoBEpPOSTHO
B3aMMOJICHCTBHE, BCJIC/ICTBHE PA3TMYHBIX
OTCYTCTBYIOT. myTei MeTaboau3Ma u
BBIBEICHHS.
CornacHo pe3yibTataMm
HCCIICIOBAHUH Y B3POCITBIX Koppekuuu 10361 He
MAIMEHTOB OJTHOBPEMEHHOE Tpedyercs.

10
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(HeYCUIIEHHBIN PEKUM) B
KOMOHMHAIINH C 3aIIIUTA0NHOM
W/WIIM 3UI0BYTMHOM HE
OKa3bIBACT BIIMSHUS Ha
BCaChIBaHHE, PACHPEICIICHUE U
BEIBE/ICHHE TIPEIIapaToB.

J[uoanoszun

OnnokpatHbii mpueM 400 mr
(cakBMHABUP/PUTOHABUP
1600/100 mr 4 pa3a B 1eHb Ha
POTSKEHUU 2 HEZlENb, 8
3I0POBBIX JTOOPOBOJIBIICB)

AUC caksunasupa | 30%
Cmax cakBuHaBupa| 25%
Chin CakBUHABHpA <>

M3MeHeHns He UMEIOT
ONpeeICHHOMN
KIMHUYCCKOM
3HAYMMOCTH.

Koppekuuu 10361 HE

Tpedyercs.
Tenogosup AUC cakBunaBupa | 1% OTCcyTCTBYET
300 Mr ouH pa3 B 1€Hb Cmax cakBuHaBupa | 7% KJIIMHUYECKH 3HAaYNMOE
(cakBUHABUP/pPUTOHABUP Cmin CakBUHaBHUpA <> BJIMSTHUE Ha
1000/100 mr 2 pa3a B acHb, 18 AKCITO3UITUIO
BUY-undunmpoBaHHBIX CaKBUHABHPA.

MalEeHTOB)

Koppekuuu 10361 HE

Tpedyercs.
Henykneo3uonsle uH2udumopvl 00pammuoii mpaHcKpunmaszl
/lenasupoun B3anmoneiicteue ¢ Heob6xoaumo
CaKBMHAaBHPOM/PUTOHABHUPOM THIATEBEHO
HE U3y4ajoch. KOHTPOJIMPOBATh
(YHKITUIO IEUYEHU.
WNudpopmanus o 6e3o0nacHOCTH
MIPUMEHEHHUS TaKOU OnHOBpEMEHHBIN pHUEeM
KOMOMHAIIMK JIEKaPCTBEHHBIX TOJIBKO B CIIy4ae eCciu
MpenapaTroB OrpaHUuECHa, MOTEHIMAIbHAs M0JIb3a
JaHHbIe 110 3 (HEKTUBHOCTU IIPEBBIIAECT PUCK.
OTCYTCTBYIOT.
AUC caxunasupa 1 348%
CornacHo mpeiBapuUTeIbHBIM
pe3yJibTaTaM MCCIEA0BaHNM,
YBEJIMUYEHUE «II€YEHOUYHBIX)»
TpaHCaMHHAa3 HaOJI0JaI0Ch y
13% noGpoBOIIBLIEB B TEUEHHE
MEPBBIX HEJEIb IPUMEHEHUS
KOMOWHAIIUKA CaKBUHABHP/
nenasupavH (y 6% 3 unm 4
CTETEeHH).
Dpasupens CakBUHABUD <> Koppekuuu 10361 HE

600 mr 1 pa3 B neHb
(cakBUHABUP/pPUTOHABUP
1600/200 mr 1 pa3 B 1eHb
WIIH

cakBuHaBHup/putonasup 1000/100

MT 2 pa3a B ieHb (n=32)

D¢daBupens <

11

TpebyeTcs.
Heobxoaumo
KOHTPOJMPOBATH
(YHKIUIO IEYEHH.
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cakBuHaBup/puroHasup 1200/100
Mr 1 pa3 B JieHb)

(MTOCAEQOEA
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Heesupanun

Bzaumopeiictue ¢
npenaparoMm UuaTepdact/
[PUTOHABHPOM HE U3y4ajoCh.

Heycunennslii pexum:
AUC cakBunaBupa | 24%
AUC neBupanmuna «»

N3menenus He
SIBJISTFOTCST KIIMHUYECKU
3HAYUMBIMHU.

Koppekuunu 10361 HE
Tpedyercs.

Hnzuoumopwvt npomeaszet BUY

Amazanasup

300 mr 1 pa3 B neHb
(cakBHHABUP/PUTOHABUD
1600/ 100 mr 1 pa3 B j1eHb)

AUC cakBunaBupa 1 60%
Cmax caxkBuHaBupat 42%
AUC putonasupa T 41%
Cmax putoHaBupa 1 34%
ATazaHaBup <>

Knuunuyeckue qaHHbBIE O
MPUMCHCHHUH aTa3aHABUPA B
KOMOWHALIUHU C
CaKBHHABHPOM/PUTOHABHUPOM
1000/100 mr 2 pa3a B icHb
OTCYTCTBYIOT.

OJIHOBpEMEHHBIN MTPUEM|
CaKBHHABHpA B
KOMOWHAIINHU C
PUTOHABUPOM U
aTazaHaBUPOM
[MPOTHBONOKA3aH B
CBSI3H C BO3MOXKHBIM
pa3BUTHEM
YKU3HEYTPOKAIOLTIX
ApUTMUM.

(omHOKpaTHAas 1033 CAaKBHHABUPA
600-1200 mr, 6 310pOBBIX
MOOPOBOJIBIIEB)

YBEJIMYEHUIO KOHLIEHTPALIMU
VHIWMHABHPA.

Heycunennslii pexum:

AUC cakBunaBupat B 4.6-7.2
pasa

KoH1neHTpanus HHIMHABUpA B
iasMe <>

12

Docamnpenasup AUC caksunasupa | 15% Koppekuuu 10361
700 mr 2 pa3a B A€Hb Cmax cakBuHaBupa| 9% cakBHHaBUpa/
(cakBHHABUP/PUTOHABUD Cmin cakBuHaBupa | 24%, [pUTOHABUpA HE
1000/100 mr 2 pa3a B 1eHb, 18 OCTaBaJlach BBIIIE TOpOra TpedyeTcsl.
BUY-unpUIMpoBaHHBIX TepaneBTUYECKON

MalCHTOB) s dexTuBHOCTH

HUnounasup IIpueM HU3KUX 103 YBenuueHue

800 mr 3 pa3a B ieHb [pUTOHaBHpA MPUBOJAUT K KOHLIEHTPALUN

WHAWHABUPA MOXKET
MPUBECTHU K PAa3BUTHUIO
HedposnTHAa3a.

JlaHHBIE TTO
0€30IIaCHOCTH B

A HEeKTUBHOCTH TaKOM
KOMOWHAIUU
[penaparoB
OTCYTCTBYIOT.

CooTtBercTBYyIOIINE
10361 171 JaHHOM
KOMOWHAIIUU
JIEKapCTBEHHBIX
[pEernapaToB HE
YCTaHOBJICHBI.

OnHOBpEMEHHBIH
MIPHEM TOJIBKO B CITydae
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CCJIM ITOTCHITUAJIbHASA

10J1b32 MPEBBILIAET
PUCK.

Jlonunasup
(cakBHHABUP/PUTOHABHUP
1000/100 mr 2 pa3a B AieHb B
KOMOHMHAIIUU C ABYMS WJIH TPEMsI
HYKJICO3UTHBIMA HHTHOUTOpaAMU
00paTHOM TpaHCKpHUNTa3bl y 32
BUY-unpumpoBanHbIX
MaICHTOB)

(cakBunaBup 1000 mr 2 pasza B
neHb U PUKCUpOBaHHAS
KOMOUWHaLUS
nmonmHaBupa/putonasupa 400/100
Mr 2 pasa B 1eHb y 45 BUU-
WH(HUIIMPOBAHHBIX MAIIICHTOR)

CakBuHaBUp <>

PutonaBup | (3pdexTuBHOCTD
KaK yCHJIMBAIOIIETO areHTa He
M3MEHSJIACh)

JlonuuaBup <> (110 CpaBHEHUIO
C JaHHBIMH MPEABLAYIINX
MCCIIeIOBAaHUI KOMOUHAINH
ITOTIMHABUP/PUTOHABUD)

Bo3M0xHO pa3BuTHe
aIIuTUBHOTO Y dexTa
Ha yAJUHEHNE
naTepBaiioB QT u/umm
PR npu npuMeHeHnu
JonuHaBUpa/
Puronasupa.

OnHOBpEMEHHBIM
[preM CaKBUHABUPA B
KOMOHWHAIIIH C
PUTOHABUPOM U
JIONTMHABUPOM
MIPOTHUBOIOKA3aH B
CBSI3H C BO3MOXKHBIM
pa3BUTHEM
YKU3HEYTPOKAIOLTIX
ApUTMUM.

VY nanueHToB, yxe
[IPUHUMAIOIUX
PUTOHABHP, KaK 4acTh
aHTUPETPOBUPYCHOU
Tepanum,
JIONIOJTHUTEIbHBIN
[pUeM pUTOHABUPA HE
TpebyeTcs.

Henghunasup

1250 mr 2 paza B JieHb
(cakBMHABUDP/PUTOHABUP
1000/100 mr 2 pa3a B eHb)

AUC cakBunasupa T 13%
(90% OAU: |27 - 174)
Cmax cakBuHaBupa T 9%
(90% AU: |27 - 161)
AUC nendunasupa | 6%
(90% JAU: |28 - 122)
Cmax HenpuHaBUpa | 5%
(90% JU: |23 - 116)

IIpumeHeHue
CaKBHHABHpA B
KOMOMHAIINH C
PUTOHABHPOM U
Hel(pUHABUPOM HE
PEKOMEH/TyeTCSl.

Pumonasup

100 mr 2 pasa B AeHb
(cakBuHaBup 1000 mr 2 pasza B
NIEHB )

CakBuHaBup 1
PuroHaBup <

Y BUY-unpunmpoBaHHbIX
MalMEeHTOB IPUMEHEHHE
CaKkBHHaBHpa B KOMOMHAIIUH C
[PUTOHABHPOM B J03aX
1000/100 mr 2 pa3a B 1eHb
MPUBOJINIIO K CYTOYHOM
CUCTEMHOM HKCIIO3ULIUU
CaKBUHABHpPA, CXOJHOUW WIIN
OoJbIIIeH, YeM TaKoBasi IpU
MPUMEHEHUN CaKBUHABHpaA B
no3e 1200 mr 3 pasa B 1eHb

13

Ono0peHHbIN peKUM
NO3UPOBAHUS:
cakBuHaBup 1000 mr 2
pasa B ICHb U
putoHasup 100 mr 2
pa3a B JICHb.

[Tpumenenue 6omee
BBICOKHX 103
PUTOHABUPA MOXKET
MPHUBOJHUTH K
YBEITMUSHHIO YaCTOTHI
[pa3BUTHS
HEKeJaTeTbHBIX
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(MSITKME KAICYJIBL).' SBICHUK :

B HEKOTOpBIX ciydasx
OJIHOBPEMEHHOE
IIPUMEHEHHE
CaKBUHABHpA U
[PUTOHABHpPA IIPUBOIMIIO
K pPa3BUTHUIO TSHKEJIBIX
HEXKeJIaTeIIbHBIX
SIBJICHUHM KeTOauua03a u
HApyLWEHUI CO CTOPOHBI
Me4YeHu, OCOOCHHO Y
MalUEHTOB C
3a00JieBaHUEM IEYECHHU B
aHaMHe3e.

Koppekuuu 10361 HE

TpedyeTcs.
Tunpanasup Chmin cakBuHaBupa | 78% OnHOBpEMEHHOE
JIBoliHasi KOMOMHHUPOBaHHAs [IpUMEHEHHE
Tepanusi HHFHOUTOPOM TPOTEa3bl TUTIPaHABUPA,
y BUY-nonoxurenpHbIx YCHJIEHHOT'O
MaIMEeHTOB, OJTYYaBIINX paHee HEOOJIBIINMH J03aMHU
Tepanuio [PUTOHABUPA, C
CaKBUHABHPOM/PUTOHAB
UpOM He
PEKOMEHIYETCS, TaK KaK
KJIMHUYECKast

BHAYUMOCTb CHHUXKXCHUA

Chnin caxsunasupa HC
M3y4aach.

Ecmu, TeM HE MeHee,
MPUHATO PELIEHUE O
HEe00XOIUMOCTH
Ha3zHa4YEeHHS TaHHOM
KOMOWHAIUU
npenaparos,
HACTOATEILHO
[PEKOMEHTyeTCs
MPOBOJIUTH
MOHUTOPUPOBAHUE
KOHUEHTpaLH
CakBMHaBHpa B IJIa3Me.

Huzubumopur cnuanusn

OHpysupmuo CakBuHaBuUp <> KinnHndecku 3HaunMoe

(CakBUHABUP/PUTOHABHP DHPYBUPTH]T <> B3alMOJICHICTBHE

1000/100 mr 2 pa3a B aeHb, 12 OTCYTCTBYET.

BUY-unpunmpoBaHHBIX

MaIEeHTOB) Koppekuun no3s! HE
TpedyeTcs.

14
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BriusiHre Ha KOHLIEHTPALUIO
CaKBMHABHpa U PUTOHABHPA HE
M3MEPSUIOCH U HE OKHUIaeTCs.

C (MOCHEQOBATEREHOCTE 0003)
Anmazonucmol xemokunogswvix peyenmoposé CCRS
Mapasupox AUC12 mapaBupoka 1 Koppekuuu 10361
100 mr 2 paza B B 8.77 pa3 CakBUHABHpa/
nenb (cakBuHaBup/putoHaBup 1000/Cmax MapaBupoka 1 pUTOHABHpA HE
100 mr 2 pa3za B CyTKH) B 3.78 pa3 Tpedyercs.

Jlo3a mapaBupoka
TOJDKHA OBITH CHIDKEHA
1m0 150 mr 2 paza B
CYTKH, HEOOX0AUMO
HaOJIroIeHue 3a

(hapMaKOKUHETHUECKOTO
B3aUMO/IEHCTBUA HE
OJKHIIaeTcs.

MalUEeHTOM.
Axnmuapummuueckue cpeocmaea
Benpuoun, 1u00KauH, XUHUOUH, [Ipu coBMecTHOM MpUMeHeHUH  JlaHHBIE
aAMuo0apon, ghuexaunuo, CaKBHHABHPA/PUTOHABUP AHTHAPUTMUYICCKUE
nponageHoH BO3MOXXHO yBEIINYCHHE CpencTBa
KOHIICHTPAIUN OCTIPUIIIIA, MPOTUBOMOKA3aHbI JJIS
nmuaoKanHa (IpyU CUCTEMHOM COBMECTHOTO
MPUMCHCHHH ), XUHUIMHA, MPUMCHCHHSI C
aMHuoJIapoHa, JIeKanHKIa, CaKBUHAaBHPOM B
nponadeHoHa. KOMOHWHAIIHH C
[PUTOHABUPOM B CBSI3U C
BO3MOXKHBIM Pa3BUTHEM
YKU3HEYTPOKAIOLTIX
APUTMHIA.
[oghemunuo OnHOBpEMEHHOE IPUMEHEHHE HNodernmma
(cakBUHABUDP/PUTOHABUP) CaKBUHABHUpa/pUTOHABUPA C MPOTHUBOMNOKA3aH st
npenaparam, COBMECTHOTO
MPEUMYIIECTBEHHO MIPUMEHEHHUS C
METa0OTU3UPYIOIIMHUCS cakBHHABUPOM/
nzopepmentom CYP3A4, [PUTOHABUPOM B CBSI3H C
MOJKET IPUBECTHU K BO3MOYXHBIM Pa3BUTHEM
MOBBIIIEHUIO KOHIIEHTPAIIUU YKU3HEYTPOKAIOITIX
TaKuX MpernapaToB B IIa3Me APUTMUM.
KpOBH.
Hoymunuo, comanon KimHN4YecKnx UCCiIeqOBaHuit CoBMecCTHOE
(caxBUHABUP/PUTOHABHP) HE MPOBOJIMIIOCH, MPUMEHEHNE

IIPOTUBOIIOKA3aHO B
CBS3U C BO3MOXHBIM
pa3BUTHEM
PKU3HEYTPOKAIOIINX
APUTMHUM.

AHmuKanle}lebl

Bapgpapun
(cakBMHABUP/PUTOHABHP)

Bo3Mo0oxHOE U3MEHEHIE
KOHIIEHTpalluu BapdapuHa.

Heobxoaumo
KOHTPOJIHPOBATH
MEXTyHAPOTHOE
HOpMaJIN30BaHHOE
otHomenue (MHO).

Hpomueoanuﬂenmuueacue cpedcmea

Kapbamazenun, penobapouman,

BiaumoaencTBue ¢

15

[IpumeHnsATH C
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(cakBMHABUP/PUTOHABUP)

He(ba30z[0Ha " CaKBHMHAaBHpPa B
KOM6I/IHaHI/II/I C PUTOHaBUPOM
HC U3y4daJicA.

Heda3zonon uarubupyer
m3odepmerT CYP3A4 u moxer
YBEJIMYMBATH KOHLIEHTPALHIO
CaKBUHABHpA.

Genumoun CaKBHHABHUPOM/PUT (I)Ilﬁll'a"'ﬁ% - E'H(I)ETjoﬁc')_')IIc'}'II(')clzT:ﬁftl)‘ e
HE U3y4aJoch.
Pexomennyercs
Kapbamazenus, MOHUTOPHUHT
(dhenobapoburan, GeHUTONH - KOHIIEHTPAIIUN
WHAYKTOPbl MUKPOCOMAJIBHBIX ~ CaKBHUHaBHpA B IJa3Me
(hepMEeHTOB TIeUeHU KpOBH.
(m30epmenta CYP3A4)
MOTYT CHIKATh
KOHIIEHTPALIMIO CAKBUHABHPA B
I1a3Me Ipy HeYCHIICHHOM
pEeKUME T03UPOBAHMUS.
Anmudenpeccanmal
Tpuyukiuveckue CakBunaBup/putoHaBup moryt  (CoBmecTHOE
anmuoenpeccanmol YBEJIMYMBATH KOHLIEHTPALHIO MPUMEHEHHE C
(amMUumpunmunuHr, UMUNPamuH, TPULIUKINYECKUX CaKBUHABHPOM U
KIOMUNPAMUH) AHTU/ICIIPECCAHTOB. PUTOHABUPOM
MPOTHBOIOKA3aHO B
CBSI3U C BO3MOKHBIM
pa3BUTHEM
KU3HEYTPOKAIOIINX
APUTMUM.
Manpomunun MeTabonu3m ManpoTHINHA CoBMecTHOE
OCYILECTBIISETCS C MIPUMEHEHHE C
BOBJICYCHHEM H30()ePMEHTOB CaKBUHABHPOM U
CYP2D6 u CYP1A2. [PUTOHABUPOM
Accouuupyercs ¢ yAJIMHEHHEM  [IPOTHBOIIOKA3aHO B
unTepBana QTec. CBSI3U C BO3MOKHBIM
pa3BUTHEM
KHU3HEYTPOKAIOIINX
APUTMUI.
Heghazooon OnHOBpEeMEHHBIN TPUEM [Ipumenenue naHHoU

KOMOMHAIINH HE
PEKOMEH/TyEeTCS B CBSI3U
C BO3MOKHBIM
[pa3BUTHEM apUTMHUHU.

Pexomennyercs
MOHUTOPUHT
MPOSIBICHU I
TOKCUYHOCTHU
CaKBHHABHpA.

Tpazooon

OnHOBpPEMEHHBIN pHEM
Tpa30/l0Ha U CaKBUHAaBUPA B
KOMOHMHAIINK C PUTOHABUPOM
MO>KET IPUBOJUTH K
YBEJIMYEHUIO KOHIIEHTPALIUN
Tpa30/l0Ha B IJIa3ME KPOBH.

16

ITpu oqHOBpEMEHHOM
MPUMEHEHUH TPA30J0HA
Y pUTOHABUpa
HaOJIIOTAJINCEH TAKHE
He)KelaTelIbHbIE
[pEaKLUH KaK TOILIHOTA,
TFOJIOBOKPYKEHUE,
apTepuaibHas

TUTIOTEH3US U OOMOPOK.
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(MTOCAEQOEA

FERRHOCTE 0003)

Pa30I0H

MPOTHUBOIIOKA3aH JJIst
MPUMECHCHHSI C
CaKBHHAaBHPOM B
KOMOMHAIINH C
[PUTOHABHPOM B CBSI3H C
BO3MOYXHBIM Pa3BUTHEM

[PUTOHABUP MOKET BbI3BaTh
MOBBILLIEHUE KOHLIEHTPALUH
KOJIXMI[MHA B IJIa3M€ KPOBU
BCJEeICTBUE MHTMOMpoBaHus P-
TJIMKONIPOTEUHA W/ WU
nzopepmenta CYP3A4 3a cuer
MHTrUOMTOPOB TIpoTeassl BIY.

KU3HEYTPOKAIOLTNX
APUTMUI.
Ilpomueonooazpuueckue cpeocmea
Konxuyun COBMECTHOE MMPUMEHECHHE CoBMecCTHOE
KOJIXUIIMHA ¥ CaKBHUHABUP/ MPUMEHEHHE

KOJIXULIMHA U
CaKkBHHABHpA B
KOMOWHAIINHU C
PUTOHABUPOM HE
PEKOMEH/IyeTCs B CBSI3U
C BO3MOKHBIM
YBEITHMUECHUEM
TOKCHYHOCTH
KOJXULIMHA
(HEHpPOMBILIEYHBIE
HapylIeHHUs], B
YaCTHOCTH
pabromMuonus),
0COOEHHO Y MalMeHTOB
C HapyIlIeHHuEeM
(YHKIIUY TICUCHU U
MOYeK.

Ilpomugomuxpoonsie cpeocmea

Knapumpomuyun
(cakBUHABUDP/pUTOHABUP)

Bzaumopencreue Mexay
CaKBMHABUPOM B KOMOWHAIIUHU
C PUTOHABUPOM U
KJIQpUTPOMHIIMHOM HE
M3y4aJIOCh.

CoBMecTHOE
MPUMEHCHHE C
CaKBUHAaBUPOM U
pPUTOHABUPOM
MPOTHUBOINOKA3aHO B
CBSI3U C BO3MOYKHBIM

500 Mmr 2 pasa B I€Hb
(HEeyCUJICHHBIH peXuM,
cakBuHaBup 1200 mr 3 pa3a B
TTEHB )

Cmax cakBuHaBupal 187%
AUC knaputpomunuza 1 40%
Cmax Kmaputpomuitnaa T 40%

KnaputpomMuLuH sBiseTcst pa3BUTHEM
cybctpaTom u3zodepmMeHTa PKU3HEYTPOIKAIOIINUX
CYP3A4, ero npumeHeHne ApUTMUM.
ACCOLIMUPYETCS C YUIMHEHUEM
untepsana QT.

Knapumpomuyun AUC cakBunasupa T 177% CoBMecTHOE

IIPUMEHEHHNE C
CaKBUHAaBHUPOM U
[PUTOHABUPOM
IIPOTUBOIIOKA3aHO B
CBS3U C BO3MOXHBIM
pa3BUTHEM
PKU3HEYTPOKAFOIINX
APUTMUM.

Dpumpomuyun

B3anmoneictere Mexy

Bo3MoxxHO pa3zBuTHe

17
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CHEOOBATENEARC

(cakBHHABUP/PUTOHABHP)

CaKBMHABUPOM B KOMOUHAIT
C PUTOHAaBUPOM U
SPUTPOMULIUHOM HE
M3y4anoch.

DPUTPOMUIIMH SBIIIETCS
cyocTparom nzopepmeHTa
CYP3A4, ero npumMeHeHne
ACCOIIMMPYETCS C yUTMHEHUEM
untepsaia QT.

aHHMT'I/IBﬁt')FOZISd)ﬂ)Lé'fCIIa B
OTHOIICHUU yJITUHEHUS
uaTepBasioB QT u/umu
PR npu npumeHenuu ¢
CaKBUHAaBHPOM B
KOMOWHALIUHU C
[PUTOHABHPOM.

OnHOBpEMEHHOE
MIPUMEHEHHE C
CaKBHHABHPOM B
KOMOWHAIINHU C
[PUTOHABHPOM
MPOTHUBOIIOKA3aHO B
CBSI3H C BO3MOXKHBIM
[pa3BUTHEM
YKU3HEYTPOIKAIOITIX
APUTMHUI.

Dpumpomuyun

250 mr 4 pa3a B IeHb
(HEYCHIIEHHBIHN pexuM,
cakBuHaBup 1200 mr 3 paza B
MTEHB )

AUC caksunasupa T 99%
Cmax cakBunaBupal 106%

OnHOBpEMEHHOE
MPUMCHEHHE C
CaKBHHABHPOM B
KOMOWHALIUHU C
[PUTOHABHPOM
MPOTHBOIIOKA3aHO B
CBSI3H C BO3MOKHBIM

[pa3BUTHEM
PKU3HEYTPOIKAIOIINUX
APUTMHUI.
Dy3udosas Kucioma B3aumoneiictBue Mexay OnHOBpEMEHHOE
CaKBUHABUPOM U (y3UT0BOM WCIIOJIb30BaHNE

KHCJIOTOH HE H3YYaJIOCh.

OnHOBpEMEHHOE NPUMEHEHNE
ATHX TPENapaToB MOXKET
BbI3BaTh YBEJINUECHUE
MJIa3MEHHOW KOHIIEHTPALUH
(y3u0BOM KUCIOTHI U
CaKBUHaBHUpa/pUTOHABUPA.

(y3u0BOM KUCIOTHI U
CaKBUHaBHpa/pUTOHABU
pa He peKOMEHTyeTCsl
13-32 BO3MOXKHOTO
YBEIHYEHUS
TOKCHYHOCTH 000UX
MpemnapaToB.

Cmpenmozcpamumvl

(xunynpucmun/ danrghonpucmut)

OnHOBpEMEHHOE MPUMEHEHHE
C CaKBUHABUPOM
PUTOHABHPOM HE MU3y4ajoCh.

CrtpenTorpaMuHsbl (Takue Kak
XUHYTPUCTUH/ 1aj(ONPUCTHH)
MHTHOUPYIOT H30(epMeEHT
CYP3A4, MoryT yBeIMunBaTh
KOHLIEHTPALIUIO CAKBUHABHPa B
ria3Me KpoBH.

18

ITpu oqHOBpEMEHHOM
NPUMEHEHNUH ITUX
MpenapaToB
PEKOMEHyETCS
KOHTPOJINPOBATH
COCTOSIHHE TTaIleHTa C
MEIbI0

BBISIBICHUS MOKCUYHOC
mu CaKBUHABHPA.

Crenyer NpUMEHSTH C
OCTOPOKHOCTBIO U3-3a
BO3MOKHOT'O Pa3BUTHS
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(MTOCAEQOEA

TENBHOCTE 0003)
APUTMUI -

[anoanmpun, nenmamuour,
cnapghnoxcayum

OnHOBpEMEHHOE TPUMEHEHNE
C cakBHHaBHPOM/
PUTOHABHPOM HE M3Y4aJIOCh.

OnHOBpEMEHHOE
MIPUMEHEHHE C
CaKBHHABHPOM B
KOMOWHAIINHU C
[PUTOHABHPOM
MIPOTHUBOIIOKA3aHO B
CBSI3H C BO3MOXKHBIM
[pa3BUTHEM
YKU3HEYTPOIKAIOITIX
APUTMHUI.

Ilpomueozpubxosvie cpeocmea

Kemoxonaszon

200 Mr B CyTKH
(cakBMHABUP/PUTOHABUP
1000/100 mr 2 pa3a B icHb)

AUC cakBuHaBupa <>

Cmax CaKBUHABHpA «>

AUC puronaBupa <>

Cmax pUTOHaBHpA <>

AUC ketokonazona T 168%
(90% JI1: 146 —193)

Cmax keTokoHazona 1 45%
(90% JIN: 32 — 59)

IIpu npumenenun
KETOKOHA30J1a B J103€
<200 mMr KOoppeKuuu
103bI
CaKBUHABHPA/pPUTOHABU
pa He TpeOyeTcs.

He pexomenayetcst
Ha3HaUYEHNE
KETOKOHA30J1a B J03aX
0osiee 200 Mr B a€Hb.

Hmpaxonazon

BzaumopeicTBue Mexy
CaKBMHABUPOM /PUTOHABHPOM
Y UTPAKOHA30JIOM HE
M3y4aoch.

WtpakoHa3ou1 sBIsAETCA
OTHOCUTEILHO MOITHBIM
WHTUOUTOPOM U30(hepMeHTa
CYP3A4, B cBsI31 C ueM
BO3MOKHO ITOTCHIIHAILHOE
B3aHMOJICHCTBHE.

Pexomennayercs
KOHTPOJIMPOBAaTh
COCTOSIHUE ITALIUEHTA C
LIEJIbIO

BBISIBIICHUS MOKCUYHOC
mu CaKBUHABUPA.

@leKOHCZS’OJZ, MUKOHA30.1

CroenuaibHble UCCIIEI0BAHUS
TAaHHOW KOMOWHAIIAN
MpenapaToB HE MPOBOAMIINCE.

@dyKOHA30J1 1 MUKOHA30
MIBJISFOTCS I/IHFI/I6I/ITOpaMI/I
nzopepmenta CYP3A4 u
MOTYT YyBCINYNBATDH
MTa3MEHHBIC KOHIICHTPAIUH
CaKBHHABUPA.

Pexomenpayercs
KOHTPOJINPOBATh
COCTOSIHHE MALIUEHTA C
LEIBI0

BBISIBIICHUS MOKCUYHOC
My CaKBUHABUPA.

AHmumuKkobaKxmepuaibHbvle RPenapamol

Pugabymun

150 Mr oaun pa3 B 3 1Hs
(cakBMHABUP/PUTOHABUP
1000/100 mr 2 pa3a B A€Hb) y
3I0POBBIX JOOPOBOJIBIIEB

AUCo.12 cakBunaBupa | 13%
(90% AU: |31 -19)

Cmax cakBuHaBupa | 15%
(90% AU: |32 -17)

AUC o-12 puToHaBHpa<«—>
(90% AH: |10 - 19)

Cmax pUTOHaBUpA <>

19

PexomennoBaHHas 103a
pudadbyTuHa npu
MPUMEHEHUH B
KOMOHMHAIINU C
CaKBHUHABHPOM U
PUTOHABUPOM
cocraBiseT 150 mr
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Cmax T 130%

(90% JIU1: 98 — 167)
AUCo.72 pudadytuna 1 53%
(90% JIU1: 36 — 73)

Cmax pudadyTtuna 1 86%
(90% JIN: 57 — 119)

(90% AU: {8 -17) VAR t"utliézjelé:'ﬁi "T'{%.I Do
AKTHUBHOE BEUIECTBO

pudadyruna (pudaldytun + 25- Pexomenayercs
O-0ezayemun-pughabymun): MOHUTOPHUPOBAHUE
AUCo.72 1 134% AKTUBHOCTH

(90% JI1: 109 — 162) «TICYCHOYHBIX»

(hepMEeHTOB, a TaKxKe
yuciia HeMTpopuioB
(1715 BBISIBIICHUS
HEHUTPOINEHNH) B KPOBH.

Nudopmanust mo

OoTMeYaJlach TsKenas
renaToueIospHas
TOKCUYHOCTH C TOBBIIICHUEM
«IEYEHOYHBIX» TPAHCAMUHA3
6osee yem B 20 pa3 1o
CPaBHEHUIO C BEpXHEH
IpaHULIEN HOPMBI.

COBMECTHOMY
MIPUMEHEHUIO
CaKBHHABHPA,
pUTOHABHpA U
pudaldyTruna
OrpaHHYeHa.
Pugpamnuyun Uepes 1-5 nueit mocie [Tpumenenue
600 Mr e>xeJHEBHO COBMECTHOT'O IPUMEHEHUS Y pudaMnuuHa
(cakBUHABUP/PUTOHABHP 11 u3 17 3m0poBBIX MPOTUBOINOKA3aHO
1000/100 mr 2 pa3a B icHb) moopoBoibIeB (65%) B X011 malyeHTaM,
KIIMHUYECKOTO UCCIICIOBAHUS MPUHAUMAFOTIIAM

CaKBUHAaBUD B
KOMOMHAIINH C
PUTOHABUPOM B paMKax
AHTUPETPOBUPYCHOU
Tepanuu, BCISICTBUE
BO3MOXKHOCTH Pa3BUTHUSA
TsDKEIIoN

KOMOWHAIMK C PUTOHABUPOM U
BHYTPUBEHHOMY BBEJICHHUIO
MHJ1a30]1aMa OTCYTCTBYIOT.

Ha ocHOBaHUM TaHHBIX
WCCIIEA0BaHUH 110
COBMECTHOMY IIPUMEHEHHUIO
MOJYJISITOPOB H30(epMeHTa
CYP3A4 u Muazonama npu
BHYTPHUBEHHOM ITyTH BBEICHUS
MO>KHO TIPEOI0XKUTh
BO3MO>XHOE YBEJIMYECHUE
TTa3MEHHBIX KOHIEHTpaIui
MHga3onama B 3-4 pasa.

20

renaToueUTIOJISIPHON
TOKCHUYHOCTH.
benzoouazenunni
Muoazonam JlaHHBIE 110 OJTHOBPEMEHHOMY Crnenyet cobmo1aTh
(mapeHTepansbHO) MpUEeMy CAaKBUHABHPA B OCTOPOYKHOCTb MPH

OJIHOBPEMEHHOM
IIPUMEHEHHUH
CaKBHHABHpa U
BHYTPUBEHHOM
BBEJICHUM MMIA30JIaMa.

OnHOBpEMEHHOE
IIPUMEHEHUE
CaKBHHAaBHpa U
BHYTPUBEHHOE
BBEJICHUE MH1a30amMa
CJIeTyeT IPOBOMTH B
najaTax HHTEeHCUBHOMN
T€palru Uin B
OTJICTICHUSIX C
BO3MOYKHOCTBIO
CBOEBPEMEHHOTO
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(MTOCHEQOEATENBHOC T 0003)

POBEICHIUS
KITMHAYECKOTO
MOHHUTOPHHTA U
aJI€KBATHOIO JICUECHHS B
CJly4ae yrHEeTCHUS
TBIXaHUS W/AIN
IJINTEIIFHOM CeIaIlHH.

Heo6xonuma
KOPPEKIHS 103bI,
0CcOOEHHO B CITydasx
HEOTHOKPATHOTO
BBCACHHUA MU aa30J1aMa.

Muoaszonam AUC mupazonama 1 [epopanbHblii pueM
OnHoKpaTHas 103a 7.5 Mr B 12.4 paza MHIa30JIaMa B
epopaILHO Cmax Mua301ama 1 KOMOWHAINH C
(cakBUHABUP/PUTOHABUP B 4.3 paza CaKBUHAaBUPOM
1000/100 mr 2 pa3a B AeHb) t2 munazonama PUTOHABHUPOM
c 4.7 no 14.9 vacos MPOTUBOIOKa3aH
BCJIC/ICTBUE

BO3MOYKHOTO Pa3BUTHS
UINTEJILHON CeIaIlHu.

Annpazonam, ouxanus [Ipu omHOBpEeMEHHOM Heobxoaumo
K10pazenam, Ouazenam u MPUMECHCHHUH C CAKBUHABHPOM TIIATEIBLHO
Grypazenam PUTOHABHPOM BO3MOKHO MOHHUTOPHPOBATH
YBETMUCHUE KOHIICHTPAIHH MalMEeHTOB HA TIPEIMET
OEH30/1Ma3ENIHOB. YCHJICHHSI CEIaTUBHOTO
s dekra
OEH30/1Ma3ENMHOB.

[Tpu HEOOXOAUMOCTH
clenyeT yMEHBIIUTh
103y 0€H30/1Ma3eMHOB.

Tpuazonam Bo3MO)KHO yBEnnueHne OnHOBpEMEHHOE
KOHIEHTpALMK TpHa3zojgaMa B MPUMEHEHHE C
IJ1a3Me KpOBH. CaKBUHABHUPOM B
KOMOUHAIINH C
PUTOHABUPOM

MPOTHUBOIIOKA3aHO B
CBSI3H C PUCKOM
pa3BuTus 6osuee
MPOAOIKUTETHHOM/
YPE3MEPHON CeTalluy U
YTHETEHUS AbIXaHMUS.

BJ'IOKamopbl «MEONICHHBIX) Kajibyueeovlx Kanaioes

Denoounun, Hugeounun, [Ipu onHOBpEMEHHOM JlanHbBIE Tpenaparthbl
HUKApOUNUH, OUTMUA3EM, MPUMEHEHUU C CAKBUHABUPOM clenyeT IPUMEHSTH C
HUMOOUNUH, 6ePANAMUIL, BO3MOXHO yBEJINYEHHE OCTOPOKHOCTBIO,
AMIIOOUNUH, HUSOTOUNUH, KOHLIEHTPALUU ATUX PEKOMEH Ty eTCS
ucpaounum IIpEnapaToB. KIIMHUYECKOE
MOHUTOPHUPOBAHNE

21
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OCTOSAHUSA

I'nrokoxopmukocmepouovt

/lexcamemaszoH BzaumopeiictBue Mex Iy IIpenapar cienyer
CaKBHUHABHPOM/PUTOHABUPOM M TIPUMEHSTH C
NeKCaMeTa30HOM He OCTOPOKHOCTBIO.
M3y4aoch.
D¢ heKTUBHOCTH
JlexcameTa3oH sBieTCS CaKBMHABHPA MOXKET
WHIYKTOpPOM u30ohepMeHTa OBITH CHIDKEHA ITPU
CYP3A4 u MOXET yMEHbILIaTh  OJHOBPEMEHHOM
KOHIIEHTPALUW CAaKBUHABUPA. MIPUMEHECHUU.
Dnymukazon dnyTuka3zoH 1 OHOBpEMEHHOE
50 MKT 4 pasa B JIHb, CoOcTBeHHbIN KopTU30i | 86%  MpuMEeHEeHHe
MHTpaHa3alpHO (puToHaBup 100 (90% JIU: 82 - 89) cakBuHaBUpa/

MT 2 pa3a B JICHb)
byoeconuo

Ycunenue ¢ dexra oxxugaeTcs
MPY HHTTAIIHOHHOM Ty TH
BBCJICHUSI.

CuctemMHasi KCIIO3UIIHS
(dayTukasoHa u OyaecoHuaa
Ha0JIt01a71ach B CIy4ae
WHTJSIIIMOHHOTO HITH
WHTPAHA3ILHOTO ITYTH
BBEJICHUS OJTHOTO U3
MpPermapaToB ¢ HU3KUMHU J103aMHU
pUTOHABHpA.

OnucaHbl HECKOJIBKO CITy4aeB
curapoma Nenko-Kymmnara
[IPH OJHOBPEMEHHOM
MPUMEHEHUH ITHX
TITFOKOKOPTUKOCTSPOHJIOB.

[Tpu HeoOxoauMoOCTH
KOMOMHHPOBAHHOMW Teparuu
CIIeTyeT pacCMaTPUBATh
BO3MOXXHOCTH TIEpEBOA
MAIMEHTOB HA WHTAISAIIUN
OeKJIOMeTa30Ha.

22

[pUTOHABHpA U
(bayTukasoHa (Ui
NPyTUX
[IIFOKOKOPTUKOCTEPOU-
TTOB) HE PEKOMEHIyEeTCHl.

OnHOBpEMEHHOE
MPUMEHEHHE JaHHBIX
MperapaToB BO3MOXHO
TOJILKO B CJIy4ae, eCiH
MOTCHIIMATIBHAS TT0JTh3a
TepaIuy MPEBOCXOIUT
[PUCK Pa3BUTHS
CUCTEMHBIX (P PeKTOoB
TITFOKOKOPTUKOCTEPOH-
hi(0):3

CrnenyeTr yMEHbIINTD
03y
[IIFOKOKOPTUKOCTEPOU-
TIOB, a TAKXKe
TIIATEIbHO
MOHHUTOPHPOBATH
MECTHBIE U CUCTEMHBIE
A deKThI (B TOM YUCIE
U TIpU 1epexojie Ha
Teparmio
[IIFOKOKOPTUKOCTEPOU-
NaMHU, HE SBIISIOIIAXCS
cyocTpaTom
m3odepmenta CYP3A4
(Hammpumep,
OEeKIIOMETa30H)).

B cnyuae npekpanieHus
Tepanuu
TITFOKOKOPTHKOCTEPOHU-
TaM# HeOOXOIUMO
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TENEAOC TE 0003)
OCTCIICHHOC .

YMEHBIIIEHHE JI03bI B
T€UEHHUE JUTUTEIILHOTO
BPEMEHH.

Hecenexkmugnvle aHmazoHucmsl 3HOOMETUHOBBIX peuenmopoe

bozenman

BzaumopeicTBue Mexay
CaKBMHABUPOM M O03CHTaHOM
HE U3Yy4ajocCh.

[Ipu 01HOBpEMEHHOM
IIPUMEHEHUN CaKBUHABHpA B

003eHTaHa BO3MOKHO
YBEITMYEHUE KOHIIEHTPAIU
003eHTaHa U YMEHBIICHHE
KOHIICHTPALIUU
CaKBMHABHpA/pUTOHABUPA B
rasme.

KOMOWHAIIMH C PUTOHABUPOM U

B HEKOTOpBIX ciaydasx
MOJKET IT0TpeboBaThCs
KOPPEKLHUS 103bI
003eHTaHa.

B ciyuae
OJTHOBPEMEHHOTO
MPUMEHEHHSI
CaKkBUHaBHpa/
PUTOHABHPA H
003eHTaHa HEOOXOIMMO
KOHTPOJMPOBATH
MEPEHOCUMOCTh
MaIeHTOM 0O3EHTaHa.

Pexomennyercs
KOHTPOJINPOBATh
KOHLIEHTPALUIO
CaKBHHABHpa U
COMYTCTBYIOILIEH
IIPOTUBOBUPYCHOMU
Tepanuy B IJIa3Me
KpOBH.

ANKanouovl CNOPLIHLU U UX NPOU3BOOHBLE

[ucuopospeomamun, 3p2oHO6UH,
Dpeomamut, Memuidp2oOHOBUH

[Ipy o1HOBpEMEHHOM
[IPUMEHEHUU
CaKBUHAaBUPOM/PUTOHABUPOM
BO3MOKHO yBEJIIMYECHHE
AKCIO3UIUH AJIKAJIONI0B
CIIOPBIHBU.

OnHOBpEMEHHOE
MPUMEHEHHE YTHX
MpenapaToB C
CaKBUHAaBHPOM B
KOMOMHAIINU C
[PUTOHABUPOM
MPOTHUBOMOKA3aHO,
BCJICACTBUE
BO3MOXHOCTH Pa3BUTHS
OCTPOU TOKCUYHOCTH.

Ilpenapamul, agnaouueca cyocmpamamu P-enukonpomeuna

Cepoeunbie 2nuKko3uonl

/[ueokcun

OnHokpatHas 103a 0,5 Mr nmociie
MBYX HEAENb MpreMa
CaKBHHABHpAa B KOMOWHAIIUHU C
putonaBupom (1000/100 mr 2
pasa B JIeHb) y 16 310pOBBIX
NOOPOBOJIBIIEB B IEPEKPECTHOM
WCCIICIOBAaHUH

AUC.72 murokcuna 1 49%
Cmax qurokcunat 27%

B0o3MO0XHO N3MEHEHUE
KOHLEHTPALUH IUTOKCUHA CO
BPEMEHEM.

Cy1iecTBeHHOE TTOBBIIIICHUE
KOHIIEHTPAILIUU JUTOKCUHA
BO3MOXXHO TIPH

23

JlaHHbIE IpenapaThl
peKOMEeHayeTCs
MPUMEHSTH C
OCTOPOKHOCTBIO.

Heobxoaumo
YMEHBILIUTD 03y
TTUTOKCUHA U TIPOBOJIUTH
MOHUTOPHUPOBAHUE €TO
KOHIEHTpalUA B
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JCAEROEA
OJIHOBPEMEHHOM IIPUMEHEH 1L

TEMEAOCTE 0003)
a3MCEe.

CaKBMHABHUpa/pUTOHABUPA Y
MalMCHTOB, YK€ IMOJTy4Yaronux
TEPAITNIO JUTOKCUHOM.

bnokamopur H2-2ucmamunogvlx peyenmopos

Panumuoun

BzaumopeicTBue Mexay
CaKBMHABUPOM B KOMOWHAITUU
C PUTOHABUPOM U
PAaHUTHUIMHOM HE M3y4aJIOCh.

[Ipu oTHOBpEMEHHOM TTpHEMe
CakBUHABHpa (HEYCUIICHHBIN
PEKUM), PAaHUTHINHA U TTHIIA
YBEJIMYMBAJIACH HKCIIO3HULIUS
cakBuHaBupa (AUC nHa 67%)
M0 CPAaBHEHUIO C IPHEMOM
TOJILKO TIperapara
WuTepdact u numm.

JlaHHBIE U3MEHEHUS HE
SIBJISIFOTCS. KIIMHUYECKU
3HAYUMBIMH.

Koppekuunu 10361 HE
Tpedyercs.

Huzuoumopot I'MT-KoA-pedykmaswt

CI/IMGCZCWICZWZHH, JoeacmamuHr

CumBacratus 11
JloBactatuH 11

OHOBpEMEHHOE
NPUMEHEHHE MOXKET
MPUBECTH K
pabIoMHOTIH3Y .

IIpumenenne
CUMBAcTaTHHA U
moBacTaTWHA B
KOMOUHAIINH C
CaKBUHABHPOM/
[PUTOHABUPOM
MIPOTHUBOIIOKA3aHO.

[Ipasacmamun u prysacmamun

B3anMoelicTBre He
M3y4alIOCh.

[IpaBactatun u iryBacTaTuH
HEe MeTa0OoIN3UPYIOTCS
m3odepmentom CYP3A4.
BzaumopencTBus ¢
MHTHOUTOpaMu MpOTeassbl,
BKJIIOYAsi PUTOHABUD, HE
0’KHJTaeTCA.

Henp3s HCKITIOYNTH
B3aMMOJICHCTBHUS, BIUSIIOIICTO
Ha TPaHCIOPT OEIKOB.

24

MexaHn3zm
B3aUMOIEHCTBUA
HEU3BECTEH.

[Tpu HEBO3MOXKHOCTH
AIbTEPHATUBHOMN
Tepanu HeoOX0IUMO
HaOJIr01aTh 3a
COCTOSTHHEM IallUeHTA.

Ecau nokasano
MpUMEHEHNE
uHrn6uTopoB I'MI -
KoA-penyxrassl,
PEKOMEHYETCSI
WCII0JIb30BATh
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(byBacTaTHH.
Amopsacmamun u B meHbIIEH cTEIIeHNn 3aBUCUT B xoMOnHanmu ux
yepusacmamun OT aKTUBHOCTH M30()epMEHTA cJielyeT UCIO0JIb30BaTh B
CYP3A4. MEHBIIINX 103aX,

MaIMEeHTOB THIATEIHHO
HAOJIOAAI0T Ha MPEIMET
Pa3BUTUS MUOTIATUU
(MbImIeyHas c1aboCTh,
00JIb B MBIIIIIAX,
YBEJIIMYCHUE
aktuBHOCTH KOK).

Hmmynooenpeccarnmol

[uxnocnopun, cuponumyc Bo3M0OXHO MHOTOKpaTHOE Pexomennyercs

(panamuyun) YBEITMUEHUE KOHIIEHTPAIU MOHUTOPHUHT

MMMYHOJIETIPECCAHTOB. TepaneBTHYECKUX

KOHIICHTPALUI JaHHBIX
MMMYHOJICIIPECCAHTOB
MPpU OJTHOBPEMEHHOM
rpueme.

Taxkponumyc OnHOBpEMEHHOE

MIPUMEHEHHE C
CaKBUHABHPOM B
KOMOMHAIINU C
[PUTOHABUPOM
MPOTUBOMOKA3aHO B
CBSI3U C BO3MOYKHBIM

[pa3BUTHEM
YKU3HEYTPOKAIOLINX
APUTMUI.
Cenexmuenvle 0ema2-adpeHoMUMEMUKU RPOOOIIHCUMENLHO20 OClCIEUs
Canmemepon [Ipy ofHOBpEMEHHOM OnHOBpeMEHHOE
IIPUMEHEHHUH CaJIMETEPOJIa U MIPUMEHEHNE HE
CaKBUHABHPAa/pUTOHABUPA BO3  PEKOMEHJIYETCs M3-3a
MO>KHO YBEJIMYEHUE MOBBILLIEHUS pUCKa
KOHLIEHTPALlUU CAJIMETEPOJIa B Pa3BUTHS CEPACUHO-
IasMe. COCYAHUCTBIX

OCJIO)KHEHUM, B
YaCTHOCTH, YJINHEHUS
nnrtepsana QT,
cepaueduenus,
CUHYCOBOW TaXUKapIUU.

Hapxomuuecxue aHalibcemuxKu

Memaodomn AUC metanona | 19% Bo3MosxHO pa3Butue
60-120 mr exenneBHo | pa3 B (90% JIU: 9 - 29) aTITHBHOTO (¢ (dekra
NeHb Ha yJJUHEHNe
(CakBUHABUP/PUTOHABHP CUMIITOMOB, MPUBOASAIIUX K unaTepBanoB QT u/umm
1000/100 mr 2 pa3a B neHp) y 12 BbIOBIBaHHUIO U3 UcchenoBanus, PR.

BIY-HeraTuBHBIX MTAllUEHTOB, HU Y KOT'O U3 ITIAIUEHTOB HE

MOJyYaroIluX MeTal0H Ha0JI01aJI0Ch. OnHOBpeMeHHOe

MIPUMEHEHHE C

25



ot 07

s o ey ey e e

|:l:: l:: TEI E Tl: TE;':.‘.' E'l' :_~| |".|: - E F.T H:' M_' I:I TI-' E T_f
)7.08.2023 N2 15126

(MTOCAEQOEA

TERBHOC To G003)
CAKBUHABHPOM B~~~

KOMOWHAIINHU C
[PUTOHABHPOM
MMPOTHBOIOKA3aHO B
CBSI3H C BO3MOKHBIM
[pa3BUTHEM
YKU3HEYTPOIKAIOITIX
APUTMHUI.

Ilepopansbnsie KOoHmpayenmuegnl

DMUHUIICMPAOUON

B0o3MO0OXHO CHU)KEHHE
KOHIICHTPALINH
STUHUIIACTPAINOIA.

Crnenyer UCIoab30BaTh
NpyTUE WITH
NOTIOTHUTEILHBIC
METOIbl KOHTPALICTIIHH
[PH OJHOBPEMEHHOM
MPUMEHEHHUH C

C cakBUHAaBUPOM/
[PUTOHABUPOM HE U3y4ajoCh.

[Ipy onHOBpEMEHHOM IIpHEME

26

ACTPOTCH-
coJiep>KalIuMHU
KOHTPAIICTITUBAMH.
Huzubumoput pocgpoouscmepasot 5-20 muna (H®J13-5)
Cunoenaghun OnHOBpEMEHHOE MPUMEHEHHE CoBMmecTHOE
C cakBUHaBUPOM/ MIPUMEHEHHE C
[PUTOHABHPOM HE U3y4ajioCh. CaKBHHABHPOM U
[PUTOHABUPOM
OnHOBpEMEHHOE TPUMCHEHUE MIPOTHUBOIIOKA3aHO B
cakpuHaBupa (1200 mr 3 paza B [CBSI3M C BO3MOKHBIM
NIeHb) U CUIIeHaduIa pa3BUTHEM
(omHokpatHblit pueM 100 MT),  PKU3HEYTPOXKAIOIIUX
SIBJISTFOILIETOCS CyOCTpaTomM ApPUTMUH.
nzopepmenta CYP3A4,
MIPUBEJIO K YBEITUICHHIO:
Cmax cunnenadumnal 140%
AUC cunnenadwmra T 210%
CakBUHaBUD <>
Cunnenadui He oKa3bIBall
BIUSHUS HA
(hapMaKOKMHETHYECKHE
napaMeTpbl CAKBUHABHPA.
Taoanagun OnHOBpEMEHHOE NPUMEHEHNE CoBMecTHOE
C cakBHHaBUPOM/ MPUMEHCHHE C
[PUTOHABHPOM HE U3Yy4aJlOCh. CaKBUHAaBUPOM U
PUTOHABHPOM
[Ipu ogHOBpEMEHHOM TMIpHEME MPOTHUBOINOKA3aHO B
BO3MOYXHO yBEIIMUCHHE CBSI3H C BO3MOXKHBIM
KOHIIEHTpalui Taganaduia. [pa3BUTHEM
YKU3HEYTPOIKAIOIITIX
APUTMUM.
Bapoenagun OnHOBpEMEHHOE TPUMEHEHHE CoBMecTHOE

MIPUMEHEHHE C
CaKBUHAaBUPOM U
PUTOHABUPOM
MPOTHUBOIIOKA3aHO B




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

40 MT eXeIHEBHO
(cakBMHABUP/PUTOHABUP
1000/100 mr y 8 310pOBBIX
MOOPOBOJIBIIEB 2 pa3a B JICHB)
[pyeue uneubumopwi

(90% JIU: 44 - 131)
Cmax caxkBuHaBupa T 75%
(90% JIU: 38 - 123)

PuronaBup <

ot 07.08.2023 N2 15126
sosmonrolynemmadnte IELCBATERBHOC T A
KOHIIEHTpalui BapaeHaduia. [pa3BUTHEM
KU3HEYTPOKAIOLINX
APUTMHUIA.
Hnzubumopvt npomonnozo nacoca
Omenpaszon AUC caxBunasupa T 82% [Ipumenenue

CaKBHHAaBHpa B
KOMOMHAIINH C
PUTOHABUPOM
OJTHOBPEMEHHO C
OMETIPa30JIOM HIIH

(OTHOKpATHBIN MPUEM)
(HEYCUJICHHBIN PEeKUM
CaKBHHABHPA)

CTaHJAPTHOW KOHIICHTPAIUH)
Caksunasup 1 100% (cok
TTBOMHOM KOHIICHTPAIIIH )

NPOMOHHO20 HACOCA JlanHbie 00 OZTHOBPEMEHHOM NPYTHMH
MPUMEHEHUN CAaKBUHABHpPA B MHTHOUTOpaMu
KOMOWHAIIMH C PUTOHABUPOM U [POTOHHOTO Hacoca He
NPYTrMMH UHTUOUTOpaMU PEKOMEH/TyeTCsl.
IIPOTOHHOI'O Hacoca
OTCYTCTBYIOT.

/Ipyeue e3aumooeiicmeus

[ petinghpymoswiii cox BzaumopeiictBue He

(cakBHHABUP/PUTOHABHP) M3y4aoch.

[ petinghpymoswiii cox CaxBunasup T 50% (cok YBenuueHue

OKCIIO3UIIMH HE
MBJIACTCA KIMHNYCCKHU
BHAa4YMUMBbIM.

Koppekuuu 10361
CaKBHHABHpA HE

0obasxu (bA/]), cooepoicawue
OKCMPAKM YeCHOKA

HE U3y4ajoch.

[Ipu HEyCHIIEHHOM peXHIME:
AUC caksunasupa| 51%
Cithrough | 49% (8 4 mocie
MPUHSTHUS JT03bI)

Cmax cakBuHaBupa | 54%

Tpedyercs.
Vlexapcmeennvie npenapamsl u BzaumopeiictBue ¢ JlekapcTBEHHBIE
OuonocuiecKu akmusHvle CaKBMHAaBHPOM/PUTOHABUPOM npenapatsl 1 bAJI,

COJIepIKAIIME DKCTPAKT
YECHOKA, HE CIIEAYeT
IIPUMEHATD Y
MalMEeHTOB,
MIPUHUMAFOIIHAX
CaKBUHABUP, TAK KaK
9TO MOKET IPUBECTH K
'YMEHBILIEHUIO
KOHIICHTPALINH
CaKkBUHAaBHpa B IIJIa3Me,
norepe
BHUPYCOJIOTHYECKOTO
OTBETA U MOSIBICHUIO
PE3UCTEHTHOCTHU K
OTHOMY U3
KOMIIOHEHTOB
AHTUPETPOBUPYCHOU
Tepanuu.

Dumonpenapamul, cooepircaujue
36ep00O0Tl NPOOLIPABIECHHDLIL
(Hypericum perforatum)

BzauMoencTBue ¢
CaKBMHAaBHPOM/PUTOHABUPOM
HE U3y4aJIOCh.

27

duronpenaparsl,
coJiepxarire 38epoooi
MPOIBIPSBICHHBIN
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[Tpumenenue
¢duTonpenaparos,
cojieprKaIux 38epo0oit
nposipsiBieHHbIN (Hypericum
perforatum), moxer npuBecTH
K CHH)KCHHIO KOHIICHTPAIMH B
1a3Me KpOBH BCIIC/ICTBHE
HAIMYKs B HUX HHTHOUTOPOB
WK MHIYKTOPOB H30(pepMEeHTa
CYP3A4 unu P-
[JIUKOIIPOTEHHA.

perforatum), e ciaemyer
MPUMEHATh Y
ManueHTOB,
MPUHUMAIOIUX
CaKBHMHABHP, TadK KaK
BO3MOXHO YMCHBIICHUC
KOHLIEHTpauu
Ipenapara B IIJIa3Me,
noreps
BUPYCOJIOTHYECKOTO
OTBETAa U IIOABJICHHUEC
[PE3UCTEHTHOCTH K
OJIHOMY U3
IKOMIIOHEHTOB
AHTUPETPOBUPYCHOMU
TepaIvu.

Nuayuupyronmi

s dexT nmpenapaTos
3BEpOo0Os
MIPOJBIPSBICHHOTO
MOJKET COXPAHSTHCS HE
MeHee 2-X HeZlelb ocie
WX OTMCHBI.

/Ipyzue 603moricHble 83aumooeiicmeus
Ipenapamot, asnaowuecs cyocmpamamu uzogpepmenma CYP3A4

/lancon, ouzonupamuo, XuHuH,
Genmanun, anghenmanun

XOTs crienraIbHbIX
WCCIIeIOBaHUI He
MIPOBOMIIOCH,
OJIHOBPEMEHHBIN TPUEM
CaKBMHABHMpa/pUTOHABUpA U
NpYTUX MpernapaTos,
SIBJIFOIIMXCS CyOCTpaTaMu
nzopepmenta CYP3A4, moxer
MOBBICUTH KOHIIEHTPAIUHU B
MJIa3Me 3TUX Ipenaparos.

IIpuem Takux
KOMOWHAIIUHA
MPOTUBOIOKa3aH B
CBSI3U C BO3MO>KHBIM
pa3BUTHEM
KU3HEYTPOKAIOLINX
APUTMUI.

Hpenapambl, nossluiarouiue MOmopuKy wcenydouno-xumeunozo mpaxkma
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Memoxnonpamuo Het naHHbIX 00 yMEHbIIEHUH
MJIa3MEHHOW KOHIIEHTPALUH
CakBUHAaBHpa MpHU
OJTHOBPEMEHHOM MPUMEHEHHUU
MPEenaparoB, CTUMYJIHUPYIOLINX
MPOXOXKICHHUE TIHIIH 110
MUIIEBAPUTEILHOMY TPaKTY.
Luzanpuo O>xujaercst yBelnuyeHue Huzanpun
skcnio3uiuu mu3anpuaa (AUC)  metabonusupyercst
u yuinHeHue unrepsana QTc. MPEUMYILIECTBEHHO
n3o(hepMeHTOM
CYP3A4.




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.08.2023 N= 15126

(MOCHEQOEBAIENEROC TE 0003)

A3ATPYT
MPOTHBOINOKA3aH y
[MaIMCHTOB,
MPUHAMAIOIIINX
CaKBHHABHp B
KOMOWHALIUHU C
[PUTOHABHPOM, U3-32
BO3MOKHOI'O
BO3HUKHOBEHMS
PKU3HEYTPOIKAIOIINX
APUTMUM.

[Hugpemanun OnHOBpEeMEHHOE MPUMEHEHHE CoBMmecTHOE

HE U3y4ajoch. MIPUMEHEHHE C
CAaKBUHAaBUPOM U
[PUTOHABUPOM
MPOTUBONOKA3aHO B
CBSI3H C BO3MOXKHBIM

pa3BUTUEM
PKU3HEYTPOIKAIOIIUX
APUTMHUI.
Anmuncuxomuueckue cpeocmea (Heipoienmuxu)
[ Tumo3uo 'YBenu4eHue 3KCIO3UINHN TInmo3u sBiIsieTCs
MUMO3H/IA. cybcTpaTom
nzopepmenta CYP3A4

M aCCOIIMHUPYETCS C
VIJTMHCHUEM MHTEpBaja

QT.

TIumosnn
MPOTHUBOMNOKA3aH Yy
IMaIE€HTOB,
MPUHUMAIOIINX
CaKBHHABHp B
KOMOMHAIINH C
[PUTOHABHPOM, B CBSI3H C
BO3MOKHBIM Pa3BUTHEM

PKU3HEYTPOKAIOIINX
ApUTMUN.
Keemuanun Bo03M0XXHO yBenM4eHHE OnHOBpeMEHHOE
KOHIICHTPALlUX KBETHAIINHA IIPUMEHEHHE C
[IPU OJTHOBPEMEHHOM CaKBUHAaBUPOM
MIPUMEHEHUN C CAKBUHABUPOM/  POTHBOIOKA3aHO
[PUTOHABUPOM. BCIICICTBUE PUCKA
YBEJIMYEHUS
TOKCUYHOCTHU
KBETHAIINHA U TSKECTH
HEXeIaTeIIbHBIX
[peaKInii.
Knosanun, eanonepudoan, OnHOBpeMEHHOE TPUMEHEHNE OnHOBpeMEHHOE
Me30puoasuH, eHomuasuH, CaKkBUHaBHpa/ pUTOHABUPA C IIPUMEHEHHUE C
CepmunoOO, CYIbMONpuo, NAHHBIMU IIperapaTaMy He CaKBUHAaBHPOM B
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—ry e

MUOPUOA3UH, 3UNPACUOOH,
XLOPNPOMA3UH

(MTOCAEQOEA

TEREHOC 15 0003)

OMOMHAIINI C

N3y4aoch

[PUTOHABUPOM
IIPOTUBOIIOKA3aHO B
CBSI3U C BO3MO>KHBIM
pa3BUTHEM
YKU3HEYTPOKAIOLINX
APUTMUM.

Bazoounamamopui

Bunxamun (01151 6HYMPUBEHHO2O
66€0eHUs)

OHOBpEMEHHOE
MIPUMEHEHHE C
CaKBUHABHPOM B
KOMOMHAIINH C
[PUTOHABUPOM
MPOTUBONOKA3aHO B
CBSI3U C BO3MOKHBIM

pa3BUTHEM
YKU3HEYTPOKAIOLTIX
APUTMUM.
Anvghal-aopenoodnoxkamopol
Anghyzo3un B03MOHO MOBBILLICHHE CoBMmecTHOE
KOHIIEHTpaluu andy3o3uHa B MpUMEHEHNE

ria3Me KpoBH.

andyso3uHa 1
CaKkBUHaBHpA B
KOMOHWHAIIHH C
[PUTOHABUPOM
MIPOTHUBOIIOKA3aHO B
CBSI3H C BO3MOXKHBIM
[pa3BUTHEM
apTepuaIbHOU
TUTIOTEH3UH.

Anmuzucmamunnsvle cpedcmea

Tepgenaoun, acmemuzon

AUC tepdenaanna 1
ACCOLIMUPYETCS C YATHHEHHEM
untepsana QTc.

Tepdpenaann
MPOTUBOMNOKA3aH
MalnueHTaMm,
MPUHUMAOIIINM
CaKBHHAaBHp B
KOMOUHAIINH C
[PUTOHABHUPOM, B CBSI3H C
BO3MO>KHBIM Pa3BUTHEM
YKU3HEYTPOKAIOIINX
APUTMUI.

3-3a BEICOKOI
BEPOSTHOCTH
AHAJIOTUYHOTO
B3aHMMOIEHCTBH,
CaKBHHABHp B
KOMOMHAIINH C
PUTOHABHPOM TAKKE HE
cleayeT Ha3Ha4YaTh
BMECTE C aCTEMHU30JIOM.
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COOTBETCTEYET 3Kl oMY OTUYETY
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i N= 15126
OCAEQOE =iy

(ToCAEQCEBAIENERC 003

Muszonacmun HHOBpI'e'i\;'reHﬁoe
(CaxBHHABUP/PUTOHABHD) MPUMEHEHHUE C
CAaKBHHABHPOM B
KOMOHWHAIIUU C
[PUTOHABUPOM
MIPOTUBOMNOKA3aHO B
CBSI3M C BOBMOYKHBIM
[pa3BUTHEM
PKU3HEYTPOKAIOIITUX
APUTMHUIA.

VYcnoBHbIE 0003HAYCHUS: | - yMEHBIIIEHUE, T - YBEIMYCHHE, <> - HE U3MeHseTcs, 11 -
3HAYUTEIBbHOE YBEIINUYCHHUE.

I[DVI‘ 1€ BOSMOXKHBIC B3aHMOI[eﬁCTBHﬁ

XoTs  cHenuanbHbBIX ~ MCCICJOBAaHUM  HE  IIPOBOJAMIIOCH,  OJHOBPEMEHHBIM  IIpUEM
CaKBMHABHPA/PUTOHABUpA U JPYTHX MpErapaToB, SBISAIOIIUXCS cyOcTpaTamMu H30(pepMeHTa
CYP3A4 (nmarmcona, au3onupamMuia, XWHUHA, (PEHTaHWIA, adb()EHTAHWIIA) MOXKET ITOBBICHUTH
KOHLEHTpAallud B IUIa3M€ JTUX MpPEnaparoB, IMOITOMY IPUMEHEHHE TaKUX KOMOMHAIUN
IIPOTUBONOKA3aHO B CBSI3U C BO3MOKHBIM PAa3BUTHEM KU3HEYTPOKAIOIIMX apUTMUI (CM. pa3aen
4.3.).

OpnHoBpeMEHHBIH MpUEM CaKBHMHABHpAa B KOMOWHAlMM C PUTOHABUPOM M IIPENapaTos,
ABIIAIOLIMXCS cyOcTparamu P-rmukonporenHa (Hanmpumep, a3UTPOMHULIMHA) MOKET HPUBECTU K
YBEJIMUEHUIO KOHIIEHTpAIMil 3TUX IpernapaToB B IUIa3Me, MMO3TOMY IPH NPUMEHEHUM TaKHUX
KOMOHMHAIMIA clieAyeT HaOI01aTh 32 COCTOSIHUEM IallMeHTa Ha MPEeIMET MOSBICHHUS] CUMIITOMOB
TOKCUYHOCTH.

K yBenuueHunto KOHIIEHTpallii CakBUHABHPa B [J1a3Me MIPUBOJIUT TaKKe Ha3HaYeHHE KOMOWHAIUI
¢ wunruduropamu wuzopepmenta CYP3A4. B Xxome KIMHUYECKUX HCCIEAOBAaHUN MpHU
OJIHOBPEMEHHOM NPUMEHEHUH KEeTOKOHa30Ja (MoiHoro nuruoutopa nzopepmenta CYP3A4) u
CaKkBMHaBMpa B  KOMOMHANMM C  PUTOHABUPOM, HE  OTMEYAIOCh  YBEJIMYEHHE
(bapMaKOKMHETHYECKON SKCIO3UIMK cakBUHaBHpa. [Ipeanonaraercs, 4To NpUMEHEHHE BTOPOTO
uaruoutopa wuszopepmenta CYP3A4 B cocraBe Tepanuu TMPENSTCTBYIOT —YBEIUYCHHIO
KOHIEHTpAllul CaKBMHaBUpa B Iula3Me. B TakoMm ciydae pexkoMmeHJyeTcs HaOioaarh 3a
COCTOSIHMEM NAalMEHTOB, MOJyyaromux npenapaT MHTepdact B koMOMHALIMK ¢ MHTHOUTOpaMuU
uzopepmerta CYP3A4, Ha mpeIMeT MOSBICHUS CAMITOMOB TOKCHYHOCTH.

OnHoBpeMEeHHBIN IIPUEM C MpenaparaMu, sIBISIFOIIUMUCS UHIyKTopamu uzopepmenta CYP3A4
wii P-rmukonpoTenHa, HampOTHB, MOKET CHU3UTh KOHIEHTpPALlMM CaKBHHABUpPAa B ILIa3Me.
WNudopmanus 06 yMEHbIICHUH KOHIIEHTPAIlMK CAKBUHABUPA B TJIa3Me MPU COBMECTHOM INpHEME
C mpenaparaMy, YMEHBIIAIOUIMMHM BpeMs HPOXOXACHHUS MMULIM M0 SKEIyJI0YHO-KULIEUHOMY

TPaKTy, OTCYTCTByeT. PUTOHaBUp MOXXET OKa3bIBaTh BIMSHHE Ha (DAPMAKOKMHETHKY JPYTHX
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COOTBETCTBYET 3K
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MpenaparoB, TaK Kak caM SBISETCS MOITHBIM HHFHG%]&OIF%%%E&% I%SIFBAAP'LI' P-

CMEPTHOMY OTUETY

[JIMKOTIPOTENHA, A TAK)KE HHIYKTOPOM SH3MMa HEKOTOPBIX N30(epMeHTOB iuToxpoma P450.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

bepeMeHHOCTB

OKCIIEpUMEHTBI HA JKUBOTHBIX HE CBUAETEIBCTBYIOT O IIPSIMOM MJIM KOCBEHHOM IOBPEXIAIOILEM
adeKxTe cakBHHABHpA Ha Pa3BUTHE SMOpPHOHA WM IUIONA, TEYCHHE OCPEeMEHHOCTH, MEpH- H
IIOCTHATaIbHOE pa3BUTHE. ONBIT KIMHUYECKOTO IPUMEHEHMSI ITpenapaTa y O€peMEHHBIX )KEHIUH
orpanudeH. Ilpm mnpumenenunm npemnapara MHrepdact B KOMOMHAIMM C  JAPYTMMH
aHTUPETPOBUPYCHBIMU IIpenapaTaMy y O€peMEHHBIX, PEKO COOOIIATIOCH O BPOXKICHHBIX TOPOKaX
pa3BUTHUSA, BPOXKACHHBIX AHOMAIUAX, & TaKXKe JPYIMX HapyLIEHMUSX, HE CONPOBOKIABLIMXCS
BPO’KJICHHBIMU aHOMAJIMSIMH.

Bo Bpems 6epemenHoctu npenapat MHTepdacT cieayer NpuMeHsTh TOJIbKO B TOM CiIydae, €Cliu
BO3MO>KHAs 10J1b3a JUJIS1 MATE€PH MPEBBIIIAET OTEHIUAIBHBIN PUCK JUIS III0JA.

Jlakranus

JlaHHBIX, TOTYYEHHBIX HA )KUBOTHBIX U Y YEJIOBEKA OTHOCUTEIHHO BOZMOKHOI'O IPOHUKHOBEHUS
CaKBMHAaBHpa B IPyAHOE MOJIOKO, HeT. OLEHUTh BO3MOXHbIE 1MOOOUYHBIE ACHCTBUS INpernapara
Wutepdact y rpyaHbIX AeTell He NpeACTaBISAETCS BO3MOXKHBIM, CJEI0OBATEIbHO, KOPMIICHHE
TPyIbl0  CIEAyeT TPEeKpaTuTh A0 Havajna JiedeHus mnpemnaparom HWuatepdacr. BUY-
MHQHUIMPOBAHHBIM JKEHIIMHAM HE PEKOMEHIYEeTCsI KOPMHUTh TPYAbI0 BO M30€kKaHUE Iepenadn
Bupyca BUY pebenky.

4.7. Bansinue Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpPeICTBAMHU M padoraTth ¢
MeXaHU3MaMH

CrienManabHBIX UCCIIEOBAHUN HE MPOBOAMIOCK. J[aHHBIE O BO3MOXKHOCTH IpenapaTa Mutepdact
OKa3bIBaTh BIMSHUE HA CIIOCOOHOCTH YIPABIATH TPAHCIOPTHBIMH CPEJICTBAMU U MEXaHU3MaMHU
oTcyTcTBYIOT. OJ1HaKO Mpu padoTe ¢ MalIMHAMU M MEXaHU3MaMHU CJIeyeT YUUThIBaTh MPOQPUIIh
Oe3omacHoCTH mpemnapara. ['0JIOBOKpyKeHHE, YCTaloCTh, HapylIeHHE 3peHus Obun
3aperucTpupoBaHbl Ipu mpueme mnpenapara HWurtepdact, npu MNOABIECHUM OMHCAHHBIX
HE)KEJIATENIbHBIX SIBJIEHUM OT BBINOJIHEHHUS YKa3aHHBIX BHJOB JI€ATEIBHOCTH  CIIEHAYET
BO3/JEPKATHCS.

4.8. HexkenaTeabHble peakunu

Pesrome npoduiig 6€300acHOCTH

CambpIMM 4YacTBIMU HEXKEJIATEIbHBIMU SIBICHUSIMU C KaK MHUHMMYM BO3MOXHOH CBSI3bIO C
PEKUMOM, YCUTIEHHBIM PUTOHABUPOM, OBLTH THapest, TOIIHOTA, yTOMJIIEMOCTh, PBOTa, METEOPU3M
U1 OOJIM B KUBOTE.

Tabanunoe PE3IOME HEXKEIATCIILHBIX PEeAKITNH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.08.2023 N= 15126

osmmkatOiiny o ipuhehiEiiiid “caratifinhpa,

YCUJICHHOTO PUTOHABUPOM, UCIOJIB3YIOTCS CIEAYIONIUE KaTeropuu: oueHs yacto (>1/10), vacto

(>1/100, 1O <1/10), HEwacTo (>1/1 000, HO <1/100), peaxo (>1/10 000, mo <1/1 000), oueHb penKo

(<1/10 000), yacToTa HEM3BEeCTHA (HA OCHOBAaHUHU UMEIOIINXCS JAaHHBIX OIICHUTh HEBO3MOYXHO).

Cucrema Oopranusma

HexenareabHble peakuumn

Hapywenus co cmoponvl

OueHp 9acTo

CHuxeHue yucia TpoMOOLUTOB

uMMyHHOIZ cucmemaol

KpOGU U TUMBamuyuecKol Yacro AHeMusi, CHUKEHHE YPOBHS I'eMOTJIOOWHA,
cucmembl CHIDKEHHE 4YHcla JUMQOIUTOB, CHUXKEHUE
4KCIIa JICHKOLUTOB
Heuacto Helitponienus
Yacrora VYceuneHne KpOBOTEYEHHMM, B TOM YHCIIE
HEU3BECTHA CIIOHTaHHOE  00pa3oBaHME  MOJKOKHBIX
reMaroM M TIeMapTpo30B y MALUEHTOB C
remopunmei tuna A uw B, momyuarommx
JedyeHue nHrubuTopamu nporeassl BUY
Hapywenus co cmoponwi Yacto Peakuuu runepuyBCTBUTEIBHOCTH

Hapywenus

Wmemabonuzma u nUManus

OueHp 9acTo

I'unepxonecrepunemMus,

['uneprpurimuepuaemMus

ObIXaMeNbHOU CUCTNEMDb,

Yacro CaxapHblil auabeT, aHOPEKCHs, MOBBIIICHUE
anmneTura
Heuacro CHuxeHue anmneTuTa
Yacrorta NHCYynTMHOPE3UCTEHTHOCTb,
HEU3BECTHA I'unepnakrareMus, TUNEPIIIMKEMUS, WHOTAA
COIPOBOKAAIOIIAACA KETOALUI030M
Icuxuueckue Hapyuienus Yacto CHuxeHune nubu10, HapylIeHHe CHa
Hapywenus co cmoponbl Yacto I'onoBHas 00J1b, nepudepuyeckas
HepeHOlL cucmembl HEeNponaTHs, MapecTe3us, TOJIOBOKPYKEHUE,
MU3MEHEHNE BKYCOBBIX OLIYIEHUI
Heuacto COHIMBOCTB, CYJIOPOTH
Hapywenus co cmoponbl Heuacto Hapymenne 3penus
opeana 3peHus
Hapywenus co cmopoHbl Yacro Oppimika
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A o o R Nk

0p2ano8 2pyoOHOU KIemKu

1 cpedocmenus

(MOCHEQOEATENBHOC T 0003]

Kenyoouno-kuweunvle

OueHp yacTo

Huapes, TomHoTa

HAapyUienus Yacto PBoTta, B3myTHe JKHBOTa, METEOPU3M,
abnoMuHanbHble 00NM, OONb B BEPXHHUX|
oT/eNax »KUBOTA, 3amop, CYXOCThb BO PTY,
JTUCHENCHsi,  OTPbDKKA,  CyXOCTb  TrYyO,
HEO(QOPMIICHHBIH CTYII

Heuacto ITankpeatur

Hapywenus co cmoponwi Heuacro I'enarur, xxenryxa

neuenu u

DICenUeabl800AUUX Nymetl

Hapywenus co cmoponwi Yacro MpleyHsbIi ciasm

MbLULEYHOU, CKENeMHOU U Yacrora Mpuanrusi, MUO3UT, pabAOMHUOIIN3

CcoOeOUHUMENbHOU MKAHU HEM3BeCTHA

Hapywenus co cmoponwi Heuacto Hapymenue pyHKInu noyex

nouex u Mouesbl80OAUUX

nymetl

Hapywenus co cmoponwi Yacrto [IpuobpereHHas JIUMOIUCTPODHS, aTOTCIHS,

KoJICU U NOOKOMCHBIX CYXOCThb KOXH, 2K3eMa, JIUoaTpodus, ChIIb,

mxaneu 3yn

Heuacto Cunnpom CrupeHca-/[>xoHCOHa, OyJUIe3HBIN
JIepMaTUT

Obwue HapyweHus u Yacto Ob6mas cnabocTh (acTeHus), yToMISIEMOCTb,

peaxyuu 8 Mecme HEJIOMOTaHue, YBEJIMUECHUE KUPOBOU TKAaHU

66e0eHUs Heuacto W3bsBnenue cnu3ucToit 000109KH

JlabopamopHuvle u Ouensb yacto [ToBbIIEHNE AKTUBHOCTH

UHCIMPYMEHMAIbHbLe allaHMHAMUHOTpaHC(epasbl u

OoanHvle acmaptaramMuHOTpaHc(depasbl; TOBBIIIICHUE
KOHIICHTPAIIUH XOJIECTEpPHUHA,
JUTMONPOTEUIOB  HUBKOM IIOTHOCTH H

TPUTTTULHCPUIOOB, TpOMGOI_II/ITOHeHI/IH

Yacrto

IToBBITIIEHHE AKTUBHOCTHU aMMJIa3hbl,

KOHIEHTpaluuu OwiupyOuHa, KpeaTHHHHA;
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CHIREHS MO0 A AMbOTATONch

JIEUKOLIUTOIIEHUSA

Huxe npuBeneHsl HexenareiabHbIE peakluu, HaOMOJaBIIMecs MpU IMpHEME CaKBUHABHpa B
HEYCUJICHHOM PEKUME.

Co cmopomnvl HepeHoll cucmemvl. TUIIECTE3Us, HAPYUICHWE KOOPAWHAIMH, BHYTpPHUYEPEIHOE
KPOBOM3JIUSHUE.

Co cmoponsl ncuxuku: CIlyTaHHOCTb CO3HaHUs, NEMpPeccusi, TPeBora, MOoMbITKa caMOyOUICTBa,
OeCcCOHHMITA, HAPYIIICHUE JTUOUIO.

Co cmopomnvl Kodcu U NOOKONUCHOU dHcupogoli Kiemyamxu: cuHapoM CtuBeHca-/)KoHCOHa,
OyJIe3HbId JIepMaTHUT, JIEKApCTBEHHAs CbIllb, TSDKENbIE KOXKHBIE PpEaKIUH, CBS3aHHBIE C
HapylieHneM (QyHKIHU NIeUYeHU.

Co cmopoHbl opeanog 2enamoOUNUApHOU CUCHeMbl: JKENTyXa, TOopTallbHas THIEPTeH3US,
o0ocTpeHue XpoHUYeCcKuX 3a00JIeBaHUI NIEUeHU (C HapylIeHneM (QyHKIUY ITeYeHH 4-i1 cTeneHn).
Co cmopomuvi opeanusma 6 yenom. TUXOpPaaKa, U3bSI3BICHUS CIM3UCTONH 0005I0YKH, OONb B
TPYJIHOM KIIETKE.

Co cmopoHbl KOCMHO-MbLULEYHOU CUCTeMbl. MBIIIIEYHAs CIa00CTh U TIOJTUAPTPHUT.

Co cmoponvl cucmemvl KpoSU U OpP2AHO8 KpPOBEMBOpeHUs: TeMOIUTHYECKas aHEeMHUs |
HEUTPOIICHHUS.

Co cmoponbl 0peaHo8 HceryOOUHO-KUWEYHO20 Mpakma.: acyum, TaHKPEaTUT U KHILIeYHas
HEMPOXOJUMOCTb.

Hapywenus numanus u Mema0oau3ma. CHUKCHHBINA amlIeTUT.

Jobpoxauecmeennvle U 310KauYecmeeHHvle  HOB000PA308aHUSA  (BKNIOYAS — KUCMbBL U
noaunsl): MATUIIOMBI KOKH, OCTPBIA MHENOJIEHKO3.

Co cmopoHbl MouegvloeumenbHou cucmemol. HeQPPOIUTHAS.

Co cmoponul cepoeuno-cocyoucmou cucmemyl.: Ca3m nepupepruuecKkux cocy1oB.

Co cmoponwl nabopamopusix noxazameneu: noppimenne aktuBHocTH KO®K, rumeprimkemus,
THITOTITUKEMHSL.

ITocTMapKETUHIOBOE Ha6J'IIOI[eHI/Ie

Co cmopoHbl UMMYHHOU cucmembl: PEAKLIUU THIIEPUYBCTBUTEIBHOCTH.
Hapywenus numanus u memadoonuzma:
e caxapHbIil [uabeT WM TUNepriIMKeMUs, HHOTIa COMTPOBOXK/IAIOIIAsCS KETOAINI030M;
e JIMIOAUCTPOQUS: y BUY-unpuumpoBaHHbIX MAIMEeHTOB KOMOWHUpPOBaHHAs
AQHTUPETPOBUPYCHAs TEpaANuUsl ACCOLMUPYETCSI C MEPEPACHPENEICHUEM XUPOBOM TKaHU —

munoaucTpodren, BKIIOUYANOMEH aTpo(HI0 MOIKOXKHOTO JKHpa HAa JUIE U KOHEYHOCTSIX,
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(L OBA HOCTEL 0003
yBEJIMYEHUE BUCLIEPAIIBHOTO U UHTPaOa0M anworﬂmv;l,ﬁf—nlen@mgﬂg%nm IX JKCITE3 1

OTJIOKEHUE )KHPa Ha TOP3aTbHOM MOBEPXHOCTH IIEH U CIIUHBI («OBIYuil TOpO»);
e TUNEPTPUTIIULIEPUIECMUSI, TUIIEPXOJIECTEPUHEMHUS, MHCYJIMHOPE3UCTEHTHOCTb,
TUIIEPTIUKEMHUS ¥ TUIIEPIaKTaTeMUS.
Co cmopoHvl Hep8HOll cucmembl. COHITUBOCTD, CYIOPOTH.
Co cmoponbl cucmemvl Kpo8U U Op2aH08 KpOBemeopeHusl. yCUIICHUE KPOBOTEUCHUM, B TOM YUCIIE
CIIOHTAHHOE 00pa30BaHUE MOJKOKHBIX TEMAaTOM U TeMapTPO30B.
Co cmopoHbl opeanos eenamoounuapHoll cucmembpl. TEIATUT.
Co cmoponbl KOCMHO-MbIUEYHOU U COeOUHUMEeNbHOU MKaHU. TIOBbIIeHHe akTUBHOCTH K@K,
MUQJITHUS, MHO3HT U PEJIKO pabOMHUOIIN3. 3aperuCTPUPOBAHBI CITy4al OCTEOHEKPO3a.
Co cmopoHbl nouex u MouesblgooAWuUX nymeli: HapyluieHne QyHKIUN TOYEK.

Onwncanue OTACIBHBIX HEXEIATSIbHBIX PeaKIIUi

Hapywenue memabonuzma

B xoze aHTHpPETPOBHPYCHOW TE€paruv BO3MOKHO MOBBIIIEHUE YPOBHS JIMIUAOB, KOHUECHTPALIMU
IVIFOKO3BI B KPOBH, a TAK)KE YBEIMYECHHUE MACCHI TEJa.

VY nanuenTtoB ¢ remodunueii Tuna A u B, nonyyaronux nedenre nHruoOutopamu nporeasst BUY,
CO00IIaTIoCh O CIydasx yCHJICHUS KPOBOTEUYEHHsI, BKJIIOUAs CIIOHTAHHOE 00Opa30BaHHE KOXKHBIX
reMaToM Y reMapTpo30B.

VY mnanueHToB, MOJYyYaIONIMX Tepanuio uHruoutopamu mnporeazsli BUY (B uacTtHOCTH, B
KOMOHMHAIIMKM C HYKJICO3WJAHBIMU aHAJIOTaMHU), COOOIIANOCh O MOBBIMICHHH akTUBHOCTU KOK,
MUAJITUU, MHO3UTE U PEIKO pabIOMHUOIHU3E.

Otmedanuch ciayyad OCTEOHEKpPO03a, OCOOEHHO y MAIMEHTOB C OOMIEIPUHATHIMU (aKTopaMu
pucka, pacnpoctpaHeHHoi BUWUY-undexuueir wiam mpu  ATUTEIBPHOM KOMOWHHUPOBAHHOM
AHTUPETPOBUPYCHOU TEPAIIUHU.

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB C TSKEIbBIM UMMYHOAC(PHUIIMTOM Ha MOMEHT Hadyama
KOMOWHHUPOBAHHON aHTHUPETPOBUPYCHON TEPAIMMH MOXKET Pa3BUTHCS BOCIAIIUTEIBHBIN OTBET Ha
ACUMIITOMHBIE WJIM PE3UAyaTbHBIE OMNIMOPTYHUCTUYECKUE HHQPEKIMH (CHHIPOM HMMMYHHOU
peaktuBanuu). CHHAPOM HMMYHHOM pEaKTHUBALUU TAKKE MOXKET MPOSIBIATHCA Pa3BUTHUEM
ayTOMMMYHHBIX HapylleHui (Hampumep, 601e3Hb ['peiiBca 1 ayTOMMMYHHBIHM renaThT), KOTOpbIe
Pa3BUBAIOTCS B PA3JIMYHBIE CPOKM Tepanuu. Pa3BUTHE ayTOMMMYHHBIX HApyIIEHUA BO3MOMXKHO
TaKKe CITyCTS MHOI'O MECSIIEB IIOCIIE Hayalla TePaIni.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

Baxno COO6I.I.IE[TB 0 IOAO3PCBACMBIX HCIKECIATCIIbHBIX PCAKIHAX ITOCJIC PETUCTpAlUU IIpEIiapaTa C
18(SA18:Y10) obecneyeHus HCIIPEPLIBHOI'O MOHHUTOPHUHIA COOTHOHICHUSA  «II0JIb3a —  PHUCK»

JIEKapCTBEHHOI'0 Mpenapara. MeIuuHCKUM pabOTHUKAM PEKOMEHIYETCs cOOOIIaTh O JIF0OBIX
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MMOA03pCBACMBIX HEKCIIATCIIBHBIX PCAKIUAX JIC] aDCTBeI[IIHIO_'lL: 6%%5TEE%IBE§:£&EﬁgHE{;%hHG

CUCTEMBI COOOINEHUsT O HEXKeIATeNbHBIX pPEaKIUsIX TOCYAapCTB — YIeHOB EBpasuiickoro
HKOHOMHYECKOTO CO03a:

Poccuiickas @enepanus

denepanbHas ciyx0a 1Mo Hag30py B cdepe 3apaBooxpaneHus (Poc3apaBranzop)

109012, r. Mocksa, CinaBsHCKas 1JI01aab, 1. 4, cTp. 1

Tenedon: +7 (499) 578-06-70 (n06.187), +7 (499) 578-02-20

DnekrponHas moyra: info@roszdravnadzor.gov.ru, pharm@roszdravnadzor.gov.ru

WuTtepHeT-caiiT: WWW.roszdravnadzor.gov.ru

4.9. Ilepeno3snpoBka

CuMNTOMBI

B Hacrosiiee BpeMsi KIMHHYECKHI ONBIT NEpEI03UPOBKU CaKBUHABUpA Yy JIOAEH OrpaHUYEH.
Octpast uiau XpoHHUYECKas Iepelo3upoBKa IpU MOHOTepanuu npenapatoM HHTepdact He
IPUBOJIUT K CEPHE3HBIM OCIIOKHEHUSIM.

B kombunayuu ¢ opyeumu unzubumopamu npomeasvl BUY 603mo00icHbl credyroujue cumMnmomol:
o0mas cnabocTb, YTOMIISIEMOCTb, AUapesi, TOLUIHOTA, PBOTA, BBINAJAEHUE BOJIOC, CYXOCTh BO PTY,
THIIOHATPUEMUs], CHUKEHUE Beca, OPTOCTaTUUECKask TMITOTEH3HS.

Jleyenue

Crieruduueckoro aHTUAOTa HET. MeponpusaTHs, HaNpaBJICHHbIE HA IOAJCPXKAHUE XU3HECHHO
BOXHBIX (yHKUMI, BKJIIOYas KOHTPOJIb OCHOBHBIX IIOKa3aTelell >KU3HEEesTEeIbHOCTH,
anektpokapauorpadus (OKI'), HaOmroneHue 3a KIMHUYECKUM COCTOsIHMEM OoibHoro. Criemyer
NPEIOTBPATUTH MOCIIEAYIOIIee BCachIBaHUE TpenapaTa. Tak Kak CAKBUHABHP B BRICOKOH CTETICHU

CBSI3BIBAETCSA C OCJIKaMU IIa3MBbI KpOBH, IPUMCHCHUEC AHUATIN3a HCHCJ’ICCOO6P33HO.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHE CBOMCTBA

dapmakoTepaneBTUYECKass TPyIIa: MTPOTUBOBUPYCHBIE CpPEJICTBA CHUCTEMHOTO JICHCTBUS,
MPOTUBOBUPYCHBIE CPEJICTBA MPSIMOTO ACHCTBUS, HHTUOUTOPHI POTEA3.

Kox ATX: JOSAEO1

MexaHn3M IeiCTBUS

AHTUPETPOBUPYCHBIN Ipenapart, UHruouTop nporeassl BUY.

[Tpoteaza BUY sBnsercs BaXHEHIIMM BHUPYCHBIM (DEPMEHTOM, HEOOXOIUMBIM ISl IMpoliecca
crenrn(rUYecKoro pacuieruieHusl BUPYCHBIX CTPYKTYpHbIX monunentuaoB Gag u Gag-Pol. Otu
BHUPYCHbIE TOJUIENTHU]IBI COAEpKAT Y4YacTOK pPACLIEIUIEHUS, KOTOPBIM pacro3HaeTcsi TOJIBKO

npotea3oii BUY u 61u3KopoACTBEHHBIMUA BUPYCHBIMH NPOTEa3aMH.
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CaxBHHaBUP — NENTUAOTIOAOOHBIN CTPYKTYPHBIH aHAJIOT @%:V:l{g&{g iLbE%E{Eijﬂ{EI[;PIﬂ:'—I%:SIJ—‘II%]GTCH

CEeJIEKTUBHBIM M 00paTHUMbIM HMHrHOMTOpOM mnporeazsl BUY, mpenorBpamiaer oOpa3oBaHue
MOJTHOIICHHBIX WH()EKIIMOHHBIX BUPYCHBIX YaCTHII.

Anmusupycrnas akmueHocmy in vitro

CakBuHaBUP MPOSBIISET AHTUBUPYCHYIO AaKTUBHOCTh KaK B OTHOILIEHUU JTAOOPATOPHBIX IITAMMOB,
Tak U KinHudeckux u3onsatoB BUY-1 ¢ tunuuneivmu 3nauenusimu ECso u1 ECgoo (KOHIIEHTpaImy,
nonasysitorue 50% u 90% axtuBHOCTH TpoTeassl BUY), Bappupyromumu ot 1 10 10 HMOIIB/MIT
¥ oT 5 10 50 HMOJB/MII, COOTBETCTBEHHO. AHTHBUpPYCHAsI aKTUBHOCTh CaKBHHaBHpa iN Vitro
OLICHMBAJIaCh HAa MHQUIMPOBAHHONW JUHUHM T-KJIETOK M MEPBUYHBIX YEJIOBEUECKUX KYJIbTypax
AUM(GOLUTOB U MOHOIIUTOB. AHTUBHPYCHAsI aKTUBHOCTH IN Vitro HaOJt01anack NpUMEHHUTENIBLHO K
HaOopy usonsatoB BUY-1 rpynner M, xpome xmnoB B (A, AE, C, D, G, H) u BUY-2 co
snaueHussMu ECsp 0,3-2,5 umonbs/mi. B npucyrerBun 50% yenoBedeckol CBIBOPOTKH KPOBU WIIH
anbQai-Kucaoro raukompoTenHa (1 Mr/mu) aHTUBUpYCHash aKTUBHOCTh CaKBHHABHpA
yYMEHbILAETCs B cpeHeM B 25 u 14 pa3, COOTBETCTBEHHO.

Pe3ucTeHTHOCTh K CAKBUHABUPY

IIpomueosupycras akmueHOCMb OMHOCUMENLHO UCXOOHO20 2eHOMUNA U penomuna
['enoTnnuueckue U GEHOTUNUYECKHE KIMHUYECKUE KPUTEPUH, IPOTHOZUPYIOINE KIMHUYECKYIO
3 PEKTUBHOCTh CAKBUHABUPA, YCHJIEHHOTO PUTOHABUPOM, OBLIH IMOJIyYEHBI TOCIIE MPOBEICHUS
PETPOCIEKTUBHBIX aHAIM30B KIMHUUYECKUX HCCIEAOBAHUMN, a TaKXKe aHajau3a OOJIbLIONW IpyIIIbI
TFOCHUTAIU3UPOBAHHBIX MALIUEHTOB.

bbuto  moka3aHo, 4YTO HCXOAHBIM (EHOTHUN OTHOCHUTENIBHO CaKBUHAaBHpa (M3MEHEHHE
YYBCTBUTEJIBHOCTH OTHOCUTENBHO 3TanoHa; TecT PhenoSense) sBisercs NpOrHOCTUYECKUM
(GakTopoM BHPYCOJIOTMYECKOTO OTBeTa. [lepBoe yMEHbIIEHHE BHPYCOJOTHYECKOIO OTBETA
Ha0JI01a7I0Ch TIPU YMEHBIIEHUH YYBCTBUTENIBHOCTH Oosiee ueM B 2,3 pasza. [lonoxuTenbHbli
BUPYCOJIOIMUYECKHUI OTBET HE HaOIr01aJICs IPU CHIPKEHUH YyBCTBUTEIBHOCTH OoJiee ueM B 12 pas.
Brisineno 9 xomonoB mporteassl (L10F/I/M/R/V, T15A/V, K20/M/R/T, L241, 162V, G73S/T,
V82A/F/S/T, 184V, LO90OM), cBSi3aHHBIX C yMEHbILIEHUEM BUPYCOJIOTMYECKOI0 OTBETA HA TEPAITUIO
CaKkBMHABUPOM B KoMOuHaruu ¢ putoHaBupom (1000/100 mr 2 pasa B AeHb), y MALUEHTOB, paHee
HE MPUHUMAaBIIMX cakBUHaBUp. Hanmnuue 3 u Gonee MyTanuii 00ycinaBIuBalo CHUKEHHBIA OTBET
Ha Tepanuio CAaKBUHABHUPOM/PUTOHABUPOM.

B3aumocBsI3p MeXIy KOJMYECTBOM JIaHHBIX MyTalluii, 00yclaBiIMBAIOUIMX PE3UCTEHTHOCTh K
CaKkBMHABHPY, U BHUPYCOJOTMYECKHMM OTBETOM Oblja TOATBEP)KACHA B XOJA€ HE3aBUCHMOIO
KJIIMHUYECKOI0 UCCIIEA0BAHHNS, BKIIOYAIOIIETO MOMYJIALMIO TALIMEHTOB, KOTOPBIE paHee MoIydaln
Oojiee MHTEHCUBHYIO Tepanuio, B TOM uucie 54% mnanueHTOB paHee MOJIy4yalld CaKBUHABUP

(p=0,0133, cm. Tabmuiy 2). Myrauus G48V, kotopast paHee Obuta orpenaerneHa In Vitro kak
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3THX MALMEHTOB OTBETA Ha TEPAIUIO MOJIYYEHO HE ObLIO.
Tabéauua 2. Bupyconorndeckuii 0OTBET Ha CaKBHHABUP/PUTOHABUP, CTPATU(UIIUPOBAHHBIA 1O

KOJIMYCCTBY MCXOJHBIX MYTaHHﬁ, O6YCJ'IaBJ'II/IBaIOH_II/IX PE3UCTCHTHOCTh K CAKBHMHABUPY

KommuecTBo FOCHI/ITaHI/I?:I/IpOBaHHBIe Al EeHTHL PeTpOCHeKTI/IBHHﬁ anamm3 K1
UCXOIHBIX MYTAlMUH, KoH4ecTBO ManmueHToB, He Kon1uecTBo MalueHToB, He
00yCIIaBIMBAIONTIX MOJIyYaBIIUX paHee JIEYEHHE MOJTyYaBIIUX/TIOTYYaBIINX PaHEe
PE3UCTECHTHOCTD K CaKBUHABUPOM JICYCHUE CAKBUHABUPOM
CAKBHHABUPY N3menenue N3menenue
koHnentpanuu BY-1 KoHIeHTpanuu BIY-1
N=138 | PHK B mma3me kpoBu Ha | N=114 PHK B nnazme kpoBu
12—20 menmensx mo Ha 4 Heaeae 1o
CPaBHEHHIO C UCXOTHOM CPaBHEHHIO C UCXOIHOU
0 35 -2,24 2 -2,04
1 29 -1,88 3 -1,69
2 24 -1,43 14 -1,57
3 30 -0.52 28 -1,41
4 9 -0,18 40 -0,75
5 6 -0,11 17 -0,44
6 5 -0,30 9 0,08
7 0 - 1 0,24

* [1Ikana MyTanuii, acconuupoBanHbix ¢ cakBunasupom: L10F/I/M/R/V, 115A/V, K20I/M/RIT, L241, 162V, G73S/T,
V82A/F/SIT, 184V, LOOM

Dghexmusnocms

[TpoBogmiiock cpaBHeHHE d(PPEKTUBHOCTH M OE30MACHOCTH TEpPAMK CAKBHHABUPOM B MSTKHX
JKEJIATUHOBBIX Karcyjax B komOuHauuu ¢ puroHaBupoM (1000 mr/100 mr 2 pa3a B IeHb) U IByMs
Hykseo3uHeiMu (HUOT) mnu HeHyKiIeo3WIHBIMM MHTHOUTOpaMHM OOpaTHOW TPaHCKPUMTA3bl
(HHUMOT) u Tepanuu uHAMHaBUPOM B KoMOMHa1uK ¢ putoHaBupoM (800 mr/100 mr 2 pa3a B JieHb)
u asymss HUOT/HHUOT y Gonee yuem 300 marueHTOB (TIOJIyYaBIINX/HE MOTYUYaBIINX JICUCHUE
uHruOutopom mnporeazsl BUWY panee). KomOuHanus cakBUHaBUpa C PUTOHABUPOM
XapaKTepu30Baiach OOJbIIEeH BUPYCOJOTHYECKOW aKTUBHOCTBIO 110 CPAaBHEHUIO C KOMOMHALIUEN
WHIVHABMpPAa M PUTOHABHpa, NPU STOM CMEHA HA3HAYEHHOIO JICYEHUs paccMaTpHUBaJach B
Ka4yecTBe BUPYCOJIOrHYeckoil Heyaauu (uccienoBanue 1).

[TpoBoausiocs cpaBHeHHE P(HEKTUBHOCTH U OE30MIaCHOCTH TEPallMU CAKBUHABUPOM B MSTKHX
JKEJIATUHOBBIX Karcyiax B komOuHauuu ¢ puroHaBupoM (1000 mr/100 mr 2 pasa B ieHb) U IByMS
HUOT/HHUOT u Tepanuu J0nuHaBUPOM B KoMOUHaIMK ¢ putoHaBupoMm (400 mr/100 mr 2 paza
B nenb) u asyms HUOT/HHUOT y 324 nanueHToB (MOJy4yaBIIMX/HE IMOJyYaBIIUX JIEUEHUE
uHruOutopom mporeazsli BUY panee). Hu onuH mnanMeHT W3 TpyNObel  Tepanuu
JIOTIMHaBUPOM/PUTOHABUPOM HE MPUHUMAJ JIONIMHABUP TMEepel paHAOMHU3aINe, B TO Bpems Kak 16

ManucHTOB W3 TPYIIbl IpUEMa CaKBI/IHaBI/Ipa/pI/ITOHaBI/Ipa IIPpUHHUMAJIIA CAKBUHABUP pPAHEC
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(nccnenopanue 2). (MOCNELOBATENBHOCTE 0003)

Taéauua 3. Jlemorpaduueckie XapakTepUCTHKH MAIIHEHTOB U3 HPOBEICHHbIX UCCeI0BaHuil |

(LR A TS

CaksunaBup/ | Unnunasup/ | CaksunaBup/ | JlomunaBup/
PUTOHABHP PUTOHABHP PUTOHABHP PUTOHABUD
N=148 N=158 N=161 N=163
[Ton (MyxcKoif) 82% 74% 81% 76%
Paca (eBponcounanas/ 86/9/1 82/12/4 75/19/1 74/19/2
HETpOUHAsT/ MOHTOJIOUIHAs )
(%)
Bospact, menuana, net 39 40 40 40
Cramus C 32% 28% 32% 31%
(xnaccuduxarnus CDC) (%)
[TanueHTs!, HE IPUHUMABILINE 28% 22% 31% 34%
paHee aHTHUPETPOBHUPYCHBIC
npemnapatsl (%)
[TaneHTHl, HE TPUHUMABIITHE 41% 38% 48% 48%
paHee HHTUOUTOPBI TIPOTEA3bI
BUY (%)
Menuana uCX0IHOTO 3HAYCHUS 4.0 3.9 4.4 4.6
BUY-1 PHK, logio Komuii/mn (1.7-5.1) (1.7-5.2) (3.1-5.1) (3.5-5.3)
(pazbpoc)
Menuana UCXOIHOTO YUCIa 272 280 241 239
kierok CD4", (135-420) (139-453) (86-400) (95-420)
KIeTok/MM° (pa3bpoc)
TI[a.HHbIC MOJIYHUCHBI U3 OTYCTA KIIMHUYCCKUX I/ICCJ'IC,Z[OBaHI/II\/‘I
Tabauna 4. Pe3ynbTaThl Tepanuy B IPOBEIEHHBIX HCCIEN0BAHUAX - (depes 48 Hesenb)
Pe3ynbTarsl CaksunaBup/ |Uununasup/| Caksunasup/ [Jlonunasup/
PUTOHABHD | PUTOHABUD | PUTOHABUP | PUTOHABHP
Hauvaro Haznauennoe nedenue, n (%) 148 158 161 163
(94%) (99%) (94%) (98%)
OtmeHeHO Ha3Ha4YeHHOe JiedeHue, n (%) 40 64 48 23
(27%) (41%) (30%) (14%)
P=0.01 P=0.001
Bupyconoruueckas Heynada y 36/148 41/158 53/161 29/163
namuentos | TT/e*3 (24%) (26%) (33%) (18%)
P=0.76 P=0.002
[TokasaTenb MaMEHTOB C BUPYCHOM 97/144 106/154 90/158 106/162
Harpy3koi <50 komuii/mi yepes 48 (67%) (69%) (57%) (65%)
Hemens, [TT/e®
P>0.052 P=0.12
[MToka3aTesnp MaIMEHTOB C BUPYCHOU 82/104 73/93 84/113 97/138
Harpy3koi <50 xonwuit/mi uepes 48 (79%) (78%) (74%) (70%)
HeJIelb, AIIMEeHTHI, HAXOSIIUECS Ha
JICYCHUU
P>0.05 P=0.48
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COOTEBETCTEYET 3KI(

=
ot 07.08 2
oT U/ Us 2

KJIETOK 4epes 48 nesenb (K1eTok/Mm°)
! JlanHbIe MOMyYEHBI M3 OTYETA KIMHUYECKUX HCCIIETOBAHMIA.

2JlaHHbIE MyOIMKAIMK MCCIIENOBAHMSA 1.

3ITT/e = BCce MAalMEHTHI, BKIIOYEHHBIE B MCCIIE0BAHMUE/TIOBEPTHY THIE JIEYEHHIO.

* Jlnst 000MX MCCIIeTOBaHUI: 171l TALMEHTOB, BKIFOUSHHBIX B HCCIIEIOBaHKE C BUPYCHOI Harpy3koi <200 xomuii/mi,
BUPYCOJIOTHYECcKas Heynada onpenernsuiachk kak >200 kormit/mi. MccnenoBanue 1: Ui maneHTOB, BKIIOYCHHBIX B
UCCIIeJIOBaHNE C BHPYCHOM Harpyskoi >200 komuit/mi, BUpycOJOTHYEcKas Heyjada ONpenesisulach Kak Jirodoe
yeenuuenne >0.5 10g w/unu BupycHas Harpyska >50000 xommii/ma yepe3 4 Henenu, >5000 xommii/ma yepe3 12
HeJlesb, WM BUpYCHas Harpy3ka >200 xormit/min uepes 24 Hexenu u T.1. Mccnenosanue 2: moboe yBenuaenue >0.5
log Ha otmenpHOM BH3HTE; 0.5 log cHKeHme, ecnu BUpycHas Harpyska >200 kommii/mn gepes 4 Hemenu; 1.0 log
CHIDKEHHE OT HA4aJbHOTO 3HAYCHHWS, €CH BHpYyCHas Harpyska >200 xommit/mn depes 12 Hemenb; M BHUpYCHas
Harpy3ska >200 xomuit/Mi gepes 24 Hexenu.

Bausnue na noxazamenu SKI

Bnusaue npenapara Muatepdact B komOuHaumu ¢ putoHasupom B no3ax 1000/100 mr 2 pasa B
cyTku (TepameBTuueckue a03b1) U 1500/100 mMr 2 pasa B CyTKH ([03bl, MPEBBIIMIAIONINE
TepaneBTuueckue) Ha untepBan QT depes 20 u Ha 3-if IeHb mpuema MpenapaTa U3y4ajaoch B
JIBOMHOM CJIETIOM HCCIIEJOBAaHUU C 4-KOMIIOHEHTHBIM TEPEKPECTHBIM JU3aiiHOM, IIanedo

aKTUBHBIM KOHTposieM (Mokcuduokcanmd 400 Mr eXeJHEeBHO) NpU YYaCTHH 30POBBIX

JT0OPOBOJIBIIEB (MY>KCKOTO U )KEHCKOTO 10J1a) B Bo3pacte oT 18 1o 55 ner (N=59).

VYuuteiBasg JaHHblE MpenplIymero 14-gHeBHOro (apMakOKMHETHYECKOIO HCCIEIOBaHUS ¢
NPUMEHEHHEM MHOTOKPAaTHBIX 103, B KOTOPOM MakCHMajbHas (hapMaKOKMHETHYECKas
AKCIIO3ULUS JOCTUTallach Ha 3-i JIeHb NpHeMa Mpenapara, B KaueCTBE TOUKH JJIsl IPOBEJCHUS
olieHKH ObuL1 BbIOpaH 3-il neHb. Cpennue 3HaueHUs Cmax IpU NpueMe npenapata Murepdact B
KoMOHHanuu ¢ puroHaBupoM B go3ax 1000/100 mr 2 pa3a B cytku u 1500/100 mr 2 pa3a B cyTKu
Ha 3-if IeHb UCCIeOBaHMs Y 370POBBIX JOOPOBOJIBIIEB ObUIM MPUMEPHO B 3 M 4 pasa BBIIIE,
COOTBETCTBEHHO, UeM cpeaHue 3HaueHUsI Cmax B pPABHOBECHOM COCTOSIHUHM IPU IpUEME Npenapara
WUnrtepdact B koMOuHammu ¢ putoHasupoMm B no3e 1000/100 mr 2 pasza B cytku y BHUY-
UHQHUIMPOBAHHBIX MAI[IEHTOB.

B npoBeneHHOM HcclieI0BaHUM AJIS a[IeKBaTHOM OLIEHKH U3MeHeHul naTepBasia QT B pa3nmu4HbIX
rpynmnax UCIroyib30Bajics crienuUUHbIN JUIs JaHHOTO HccieqoBanus nokasatesnb QTcS (uuTepsain
QT, cKOppeKTUPOBAaHHBII OTHOCHUTEIIEHO UCXOTHBIX 3HAYEHUH, OTYYCHHBIX 70 Hadaja mpruemMa
npenapata (dense predose-baseline correction), 1 B 3aBucumoctu o YCC (1mo100HO momnpaBke
Fridericia)).

Ha 3-it nenp BepxHsAS TpaHUIA OJHOCTOPOHHETO 95% ITOBEPUTENHHOTO WHTEpBANA IS
MaKCHMaJbHOTO 3HA4YEHHs cpeiHed pasHuIlbl mokazaTtened QTcS mexay obeumu rpynnamu
npreMa aKTHBHOTO BellecTBa (CAaKBUHABUP B KOMOMHAIIMM C PUTOHABUPOM B TEPANIeBTHUUYECKHX
703aX M J103aX, MPEBBILAIONIMX TeparneBTUYecKue) M TIpynmnoi rranedo cocraBuina >10
MuutHcekyH I (Mcek) (cMm. Tabmuiy 5). Beuto BBIABICHO, YTO CAaKBHHABHDP B KOMOWHAITUU C

PUTOHABUPOM B [103aX, MPEBBIAIONIMX TepaleBTUYECKUE, OKa3bIBaeT Oojee 3HaYMMoe
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Bo3jelicTBiue Ha uHTepBa QT 1O cpaBHEHHIO [C TCD&HJETI/I‘IJ&H‘MI%'I{E%H? GoniiinreTEa

YYaCTHUKOB wuccienoBanus (89% mnanueHToB mpu mHpueme TepaneBThuueckux 103 U 80%
NAMEHTOB, IT0JIy4aBIINX IIPEnapaThl B 103ax, IpeBblaBinx Tepanesrudeckue) QTceS obu1 <450
MCEK, X HH Y OHOr0 y4acTHuKa uatepBan QTc ne 061 >500 Mcek (M. Takke 4.4.).

Taoauna 5. [lokazarenb MaKCUMaJIBHOTO CPEHETO 3HAYCHUS ddQTcS* (Mcex) Ha 3-i AeHb s
TEepanuu CAaKBUHABUPOM B KOMOHWHAIIMM C PUTOHABHPOM B TEPANEBTUYECKUX [103aX, B J103aX,

NPEBBIMAIOIINX TEPANECBTHUECKUE, U U aKTUBHOTO KOHTPOJIS (MOKCH(IIOKCALIMH) Y 30POBBIX

JI0OPOBOJIBIICB.
Jleuenune Bpemennas Touka [Toka3zarenn CrangaprtHas | Bepxuss
OLIEHKHU IOCJIE MaKCHUMaJIbHOT'O ommbka |rpanuna 95%
rnpuema CpeHero 3Ha4YCHUs AN s
mpernapara ddQTcS ddQTcS
CakBUHABUP/PUTOHABUP 1249 18.86 1.91 22.01
1000/100 mr 2 paza B
CYTKH
CakBuHaBUP/pUTOHABHUP 204 30.22 191 33.36
1500/100 mr 2 pa3a B
CYTKH
Mokcudaokcaua” 44 12.18 1.93 15.36

" BoiBeniennas pasauna Mexay nokasarensamu QTcS (uarepsan QT, CKOPPEKTHPOBAHHBIN OTHOCUTENBHO MCXOIHBIX
3Ha4YeHHH, MOJIyYeHHBIX O Hauyaja MpHeMa Ipenapara, Crelu(UYHBIA A JaHHOTO HCCIEIOBaHMs) B TPYIIE,
MOJTy4YaBIIUX aKTUBHOE JICYCHHUE, U B TPYIIIE IJI1ane0o.

A Ilpuem 400 Mr ToJIbKO HA 3-i ACHB.

Tpumeuanue: B uccnenoBanun nokasarens QTcS mms Myxuun paccunTsiBaics o Gopmynae QT/RR3, a s
xenmmH - QT/RR%3¥, uto cootBercTByeT nmomnpaske Fridericia (QTcF=QT/RR%3%),

B nannoMm uccnenoBanuu Ha 3-it neHs yanHeHne uaTepsana PR>200 mcex mabmroganocs y 40%
NAIMEHTOB, MOJIy4YaBIINX cakBUHaBUpP/puToHaBup B 1o3e 1000/100 mr 2 paza B cytku, u'y 47%
MalMEeHTOB, MOJyYaBIINX cakBUHaBUp/puTOHABUpP B Ao03e 1500/100 mr 2 pasa B cytku. Y 3%
NaIMEeHTOB, MOTY4YaBIIMX MOKCU(IIOKCAIIMH B KAU€CTBE aKTUBHOTO KOHTPOJIS, Uy 5% ManueHToB
U3 rpynmnsl mianedo Habaroaanocs yummaenue PR>200 mcek. MakcuManbHO€E 3HaU€HHE CPETHEr0
u3MeHeHus MHTepBaia PR 1o cpaBHeHHMIO ¢ Mokas3aTeiaeM [0 Hauyaja [pHeMa IpernapaTroB
COCTaBUJIO 25 MCEK B IpyIIe, MOoIy4YaBIIUX cakBUHaBUp/puToHaBup B 03¢ 1000/100 mr 2 pa3a B
CYTKH, U 34 MceK B rpyImIe, nojJy4aBIlinx cakBUHaBUp/puToHaBup B 1o3e 1500/100 mr 2 paza B
CyTKH (CM. Takxke pasnen 4.4.).

CrnyuaeB «mupya3THOM» Taxukapauu (torsades de pointes) u yanunenust uarepBaia QT>500 mcex
B WCCII/IOBAaHUH HE HAOIIOMaI0Ch. Y HEKOTOPHIX MAIlMEHTOB HEJb351 UCKIIIOUUTH CBS3b MEXKIY
pa3BUTHEM CHHKOIIC WJIM TPECHHKOMAJIHHOTO COCTOSHUS W Y/UIMHEHWeM uHTepBama PR.
Knuanyeckoe 3HaueHUE JaHHBIX U3MEHEHUH, HAONIOJaBIINXCA Y 3[J0POBBIX JOOPOBOJIBIIEB, HE
u3zBecTHO i1 BUY-uHQUUIMPOBAaHHBIX MAlMEHTOB, MOJIYYaIOIUX CAKBUHABHP/PUTOHABHUD,
OJIHaKO clieflyeT u30eraTh yBeInueHus 1036l cakBuHaBup/putoHasup 6onee 1000/100 mr 2 paza B
CYTKH.
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Pe3ynbTaThl n3yueHus BIUSHUSA CaKBUHABUpPA H I/IHTGDBQTb-'l:l ﬁb;m\%alc-g%@mv];f'ﬁnpvmwo

OMY OTYETY

Harpy3ky y BUU-uHpHUIMpoBaHHBIX MAllMEHTOB, paHee HE MOTYYaBIINX TEPANUI0 U HAYMHAIOLIIX
JIeYCHHE CAKBUHABUP/PUTOHABUP C UCIIOIB30BAHNEM MOJU(PHUIIMPOBAHHOTO PEKUMA TO3UPOBAHHS
(npemapat cakBuHaBHup/puToHaBUp B n03¢ 500/100 mMr 2 pa3a B CyTKHM B KOMOWHAIIMH C ABYMS
HYKJICO3UITHBIMU MHIMOUTOpPaMU OOpaTHOM TPaHCKPUIITa3bl B T€UEHUE 7 THEH C MOocielyroIuM
yBenuuenueM 1036l 10 1000/100 mr 2 paza B CyTKM B KOMOWHAIIMK C JBYMS HYKJICO3UIHBIMU
UHTUOUTOpAaMH OOpaTHOW TPAHCKPHUNTA3bl B TEUYEHUE 7 JAHEH), MOKa3ald, YTO YBEIWYCHUE
untepBasia QT MeHee BbIpaXkeH IPH YCIOBUM U3MEHEHUH PEKUMa 103UpOBaHus. Jl0J1sl MalueHToB
¢ yunHenueMm uHreppaina PR>200 mcek BappupoBanacs oT 14% Ha 3 nens Tepanuu 10 38% Ha
14 nenp tepanuu. Ilpu mpueMe cakBUHAaBUpPAa C PUTOHABUPOM B MOAU(DUIIMPOBAHHOM PEKHME
no3upoBanus oiarogaps 3 GexTy yaydmeHus GapMaKOKMHETUKN CABUHABHPA B IIEPBYIO HEJIEIIO
9KCIIO3ULUS CAKBUHABHpA AOCTUIajla MAaKCMMyMa Ha 3 JE€Hb TEpallMd M yMEHbIIANach 0
MUHUMAaJIBHOTO 3HaYE€HUs Ha 7 €Hb.

[TocnenoBarenbHoe cHukeHue ypoBHsa BUU-PHK nabnronanock y Bcex nNanueHTOB, MOIYYaBIIMX
CaKBUHABHUP/PUTOHABHP B MOAU(PHUIIMPOBAHHOM PEKUME JO3UPOBAHUS B TEUCHHE 2-X HEJICIIBHOTO
IepUoZa JICYEHUS M paHee HE IOJyYaBIIUX TEPANHIO, YTO CBUACTEILCTBYET O IOJABICHUU
Bupyca. JlonrocpouHas >pQPeKTUBHOCTb NMPU MOJU(PHUIMPOBAHHOM pEXHME J03UPOBAHUS HE
U3y4aach.

JIOKJIIMHUYECKHE TaHHBIE 110 0€30IMaCHOCTH

Kanyepozennocmyv

He Ob1110 BBISIBJIEHO HUKAKOM KaHIIEPOT'€HHOM aKTHBHOCTHU CaKBUHABHPA IIPY BBEJICHUH ITperapara
KpbICaM M MBbIIIaM Ha MPOTSHKEHUU 2-X JieT. JKcrno3uuus cakBuHaBupa B minazme (AUC) y atux
ocobeil paBHsuack npumepHo 37% u 85% HKCHO3UIMM CaKBMHABHMpa y JIOACH HpU Npueme
npenapata MuaTepdact u puronasupa B 1o3ax 1000/100 mr 2 paza B 1eHb.

Mymazcennocms

B wuccrnenoBanusx IN VItro Ha MyTareHHOCTh M T'€HOTOKCHYHOCThH (MPH HEOOXOAMMOCTH - C
MeTaboNIMYecKoil aKkTHBalMel) ObUIO MOKa3aHO, YTO CAaKBUHABUP HE OKa3bIBa€T MYTareHHOMN
aKTUBHOCTH Kak Ha OakTepualbHble KJIETKU (TecT DiiMca), TaKk M Ha KJIETKH MIIEKOIMUTAIOLINX
(xMeTkn JIETKUX KUTaNCKUX XOMSYKOB V79/HPRT-tect c
TUIOKCaHTUHTYaHHH(pochopubosunTpanchepazoit). CakBUHABUP HE BBI3BIBAET XPOMOCOMHBIX
MyTanui N ViVo (MEKpOSZICPHBIH TECT HA MbIIIAX) WM IN VItr0 B YenoBeYeckux JTuMdormrax, a
TaK)kKe He BhI3bIBaeT nepBuyHoro nospexaenus JJHK in vitro (penapatuBusiii cunte3 JJHK).
Bnusinue na ¢pepmunvrocme

B wuccrnenoBaHusx Ha Kpbicax HE ObUI0O OOHApyK€HO OTPHUILATEIbHOTO BIMSHHMS Ha

PENpOAYKTUBHYIO (YHKIMIO U (EepTUILHOCTh MpHU 3HAUYEeHUAX dKcro3unuu npenapara (AUC),
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KOMOWHAIMK C pUTOHABUPOM B peKOMeH10BaHHBIX j03ax 1000/100 mr 2 pa3a B 1eHb.
Tepamocennocmyo

B wuccienoBaHusX Ha Kpblcax M KpOJIMKAax HE HaOMI0Jaloch 3MOPHOTOKCHYECKOTO WM
TEpaTOreHHOTO BIMSAHUSA CaKBUHABUpa MpHM 3HaueHWsAX oskcnosuuuu mnpenapara (AUC),
COCTABIIIONMX NPUOIM3UTENBbHO 32% OT HKCHO3MIMU Y JIIOJICH MpH NpHEeMe CaKBUHABHpa B
KOMOWHAIMK C pUTOHABUPOM B peKOMeH10BaHHBIX j03ax 1000/100 mr 2 pa3a B 1eHb.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AGcopbuus

ITpu npueme onHOKpaTHOM 103bI npenapara 600 Mr mocie npuema BbICOKOKAJIOPUHHONW MUIIU
abcomroTHas OMOJOCTYITHOCTh CakBUHABUpa cocTaBiseT 4%, Bapbupys oT 1% 10 9%. Ckopee
BCEro OMOJOCTYNHOCTh JUMMTUPOBaHa coyeTaHueM A3¢¢eKTa HENOJIHOIO BCACBIBAHUSA H
BBIPQ)KEHHBIM METa0O0JIM3MOM «II€PBOTr0 IMPOXOXKJIEHHUs» uepe3 MedyeHb. bbulo Moka3zaHo, 4YTO
3HayeHne pH He wurpaer OOJBIION pOMM B 3HAYUTEILHOM YBEJIWYCHHWH OHMOJOCTYHMHOCTH,
Ha0JII0IAI0LIEMCS] T10CIIE ITPUEMa MUK,

B mnepexkpectHoM wucciepoBanun 'y BUY-uHQuUupOBaHHBIX MAaLMEHTOB, MOJIYYaBIIUX
cakBUHaBHp B KoMOuHanuu ¢ putoHaBupom 1000/100 mr 2 pasza B IeHb CHayaja HaTOIIAK (TpH
NOCJIeI0BAaTENbHBIX IIPUEMA), a 3aT€M MOCJIE IMPUEMa BBICOKOKATOPUIHON nmuuy (46 r XKHUpOB,
1091 kkaxn) (Tpu nocnenosarensHbix npuema), AUCo-12 cakBuHaBupa paBHsu1och 10320 Hr » u/mi
1 34926 Hr » 4/MJ1, COOTBETCTBEHHO. Y BCEX MAIIMEHTOB (KPOME OJHOT0) OTMEYAJIOCh IOCTUKEHHE
3HaYeHUH MHHHUMAJIBbHOM paBHOBECHON KoHUeHTpauuu mnpenapata (Cssmin) BBIIIE HUXKHUX
3HauUEHUMN TEparneBTUYECKOTO Juarna3oHa Mpu MpueMe HaToulak. TeM He MeHee, CAKBUHABUD B
KOMOHMHAIIUY C PUTOHABUPOM ClIeAyeT MPUHUMATh B TEUEHHUE 2 Y [OCIIE €Ibl.

Y BUY-uHpUIMPOBaHHBIX MAMEHTOB, NOTy4YaBIuX cakBuHaBup 600 Mr 3 pasza B CyTKH Hocie
enbl, AUC u makcuMasbHast KOHIEHTpalus B a3Me (Cmax) MPUMEPHO B J1Ba pa3a MPEeBOCXOANUIH
TaKOBBIE Y 3/J0POBBIX I0OPOBOJIBIEB IPU AHATOTMYHOM PEXHUME JJO3UPOBAHUS.

CaxBHHABUP B MATKUX JKETATHHOBBIX Karcynax 200 Mr Uiy CakBUHABUP B TaOJIETKAX, MOKPBITHIX
00onoukoii, 500 Mr B koMOuHaIuu ¢ puToHaBupoM B 103ax 400/400 mr umu 1000/100 Mr nBa>k s
B JIeHb OOECNEeYMBAIOT CXOJHYIO MM OOJBIIYI0O CHUCTEMHYIO SKCIO3MIMIO CaKBHHAaBUpAa Ha
NPOTSKEHUH 24 4, YeM NPHU YBEIMUYEHUU JI03bl CAKBUHABHUPA B MATKUX KEJATUHOBBIX KaIlCyJax
200 mr g0 1200 mr/Tpu pasa B CyTKH.

Y BUY-uHOUIMPOBAHHBIX MAI[MEHTOB, paHee He MOJIYYaBIIUX TEpanui0 M HAUYMHAIOIIUX
HOJIy4aTh Tepanuio CakBUHaABUPOM/PUTOHABUPOM B MOAUDUIIMPOBAHHOM PEKUME JT03UPOBAHUS
(500/100 Mr nBaxkIpl B I€Hb B T€UEHHUE NEPBBIX 7 THEH TEparuu ¢ MOCIEAYIOIUM yBEIUYEHUEM

10361 10 1000/100 Mr aBaxasl B IEHh B T€UEHHUE MOCIEIYIONUX 7 JTHEW Tepanuu), CUCTEMHAs
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CMEPTHOMY OTYETY

B PaBHOBECHOM COCTOSHMM IIpU  CTaHJAPTHOM pEKHUME JIO3MPOBaHHsA  IIperapara
Wurepdact/puronasup B 1o3e 1000/100Mr 1Bax /bl B JCHb.

[uapes He BIuseT Ha BCAaChIBAHUE CAaKBUHABUPA, @ TAKKE U CaM IIPUEM IperapaTa He OKa3bIBAET
BJIMSTHUS HA MapaMeTphl KeJTyJ0YHO-KUIIEYHOH abcopOIuu.

CakBuHaBUp SBISETCS CyOCTpaToMm aiisi OelKa MHOKECTBEHHOH JIEKapCTBEHHOH yCTONYHMBOCTH
MDRI1 (P-rimukonporenHa).

Pacopenenenue

CakBHMHaBHp XOPOILO pacnpezensercs B TKaHsaX. CpeiHui 00beM pacipeaesieH!sl B paBHOBECHOM
cocTosiHuU nocie B/B BBeAeHus 12 mr — 700 11 (koadunment Bapuarmu 39%). Cesi3b ¢ Oenkamu
wia3Mel — 98%, He 3aBHCHT OT KOoHUeHTpauuu npenapata (15-700 ur/mi). CaxBuHaBup (mpu
npueme 600 mr 3 pasza B CHb) HE ONPEACIISICTCS B CTUHHOMO3TOBOM YKHUIKOCTH.

BI/IOTDaHCd)ODMaHI/IH

[Togsepraercst 3HAYUTETFHOMY NIEUEHOYHOMY MeTab0mM3My. BeICTpBIii MeTaboIu3M 10 MOHO- H
J1- TUAPOKCUIIMPOBAHHBIX HEAKTUBHBIX IIPOU3BOIHBIX OIOCPEIYETCS YEPE3 CUCTEMY LIUTOXPOMA
P450 u ocymectBusercs uzopepmentom CYP3A4, kortopwiii orBewaer 3a Oonee uem 90%
HeYeHOYHOr0 MeTabonu3ma (rccienoBanus in Vitro). [ocie B/B BBeneHust 66% LUPKYIHUPYIOIIETO
CaKBMHAaBHMpa OOHAPYKMUBAETCS B HEM3MEHEHHOM BUJE, OCTaJIbHAS YacCTh - B BUJIE META0OIUTOB,
YTO COOTBETCTBYET HIKCTEHCUBHOMY METa00IM3MY «IIEPBOT0O IPOXOXKIACHUS» B [IEUEHHU.
CucreMHbIi KITUpeHe nocie B/B nHGy3uu 6, 36 u 72 Mr cakBUHaBHpa BBICOKUI U cocTaBiseT 1,14
a/a/kr (koadurment Bapuauu 12%), 4To cierka npeBbllIaeT NeueHOYHbIH KPOBOTOK.

[Tepuox nomyBbIBEACHUS MTpeNapaTa U3 OpraHu3Ma COCTaBIseT 7 4.

OJIUMUHAINS

Uepes 4 nus mocie npuema **C-cakBunaupa BHYTph (600 mr) 88% u 1% paaMoaKTHBHOCTH
00OHapy’KUBAIOTCS B KaJle U MOY€E, COOTBETCTBEHHO.

UYepes 4 nHA mocne BHYTpUBEHHOTo BBefeHus *C-caxsumasupa (10.5 mr) 81% u 3%
PaAMOAaKTUBHOCTH OOHAPY’KHUBAIOTCS B KaJleé 1 MOY€E, COOTBETCTBEHHO.

[Tocne npuema BHYTpb 13% LUPKYIHPYIOLIETo B IUIa3Me CaKBMHABHpA OBbLIO MPEICTaBIECHO B
HEM3MEHEHHOM BUJI€, OCTalIbHAs 4YacTh — B BUJIE METa0OIUTOB.

q)aDMaKOKI/IHeTI/IKa B 0COOBIX KIIMHUYECKUX I'pynmnax

Iloueunasn neoocmamounocmo

PapMaKOKMHETHKA CAKBUHABHPA Y MTALIMEHTOB € IOYEYHON HEJOCTATOYHOCTHIO HE U3y4allach.
Ileuenounas nedocmamourocmy

Bnusinue Hapyuienus GyHKUMM MEYEHH Ha PABHOBECHYIO (PapMaKOKMHETUKY CaKBHHAaBUpPA B

KOMOHMHAIIUK C PUTOHABUPOM U3ydanochk rpu yuactuu BUY-unpunupoBannbix nanueHTon (N=7)
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C HapyuieHHeM (DYHKIIUH TeUeHU CpeIHEH CTelICHH (Kﬁgg(_:l:B-llE?lg %ﬂjﬁ)@#ﬁg II:;IL{:—I{TIIFE“Q;I;}IJIH-

[Ts10). JlaHHOE HCCle0BaHUE BKIIOYANIO B ce0st KOHTPOJbHYIO rpyniny BUY-undunupoBaHHbIX
narueHToB  (N=7) ¢ HOpManbHOW (YHKIHMEW TMEYeHH, COOTBETCTBYIOIIMX HCCIICTYyEMbIM
nanueHTaM o BO3pacry, MoJly, Macce Tena u notpedienuto tabaka. Y BUY-unpunmpoBanHbIx
NAlMEHTOB C HapylieHueM (yHKUMM TeYeHU cpenHed creneHu Tsokectu cpennue (%
kodpduuuent Bapuanuu) 3HaueHUsT AUCo.12 1 Cmax cakBuHaBupa coctaBmsuim 24,3 (102%)
mr*a/min u 3,6 (83%) mr/mii, coorBeTcTBeHHO. COOTBETCTBYIONIME 3HAYCHHUS B KOHTPOJIBHOMN
rpynne coctaBisia 28,5 (71%) mr*u/mn u 4,3 (68%) mr/min. OtnocutensHo AUCo-12 U Crmax
cpenHee TreoMeTpuyeckoe (PpapMaKOKMHETUYECKUX IapaMeTpoB Yy MAalMEHTOB C HapylIeHHEM
¢GyHKIMY TIeyeHn K (papMaKOKMHETHYECKUM MapaMeTpaM NalMeHTOB ¢ HOPMaJbHON (yHKIMEH
neueHn (90% noeeputTenbHBIH mHTEpBan) coctaBmsuio 0,7 (0,3-1,6), uyro mo3BoNIsSET
MPEINoNIOKUTh Mpubau3uTenbHo 30% yMeHblIeHHe (apMaKOKHHETUYECKOW SKCIO3UIUU Y
MAIMEHTOB C HapylieHueM (GYHKIUU TedeHu cpenHed crenenu. Y BUY-unuumpoBaHHBIX
NAIMEeHTOB C HapyIIeHueM (QYHKIIMY TICYSHH CPEAHEN CTeNeHH KOPPEKIIMHU J103bI CAKBUHABHPA HE
Tpebyercs (cM. pazaen 4.4.).

Lion

He BbisiBIeHO BiMsSHUS 1Toa Ha (apMAKOKMHETHKY CaKBHHABUpAa IMPU OJHOKPATHOM
nepopaibHoM npuemMe 600 wMr y 310poBbIX  Jn00poBOibIEeB. llpm  mcciaemoBaHUU
OMOSKBUBAJIEHTHOCTH CaKBHHAaBHpa B Karicysax 200 mr u TabiaeTkax, HOKphIThIX 0007104K0H, 500
MI' B KOMOMHALlUM C PUTOHABUPOM OOHapykeHa Oojiee BBICOKAs SKCIIO3UIIMS CAaKBUHABUpPA Y
xeHmuH (AUC Ha 56%, Cmax Ha 26%), HE3aBUCHMO OT MaccChl Tela U Bo3pacTa. KnuHuuecku
3HAUUMBIX pa3nuuuii  d(OPEKTUBHOCTH W OE30MACHOCTH 3apPETUCTPUPOBAHHOTO PEKHUMA
JIO3MPOBAHUSI CaKBHHABHUPA Yy MYXXYMH W JKEHIIWH HE BBIABICHO. Tepamnusi CakBUHABUPOM B
KOMOUHAIMU ¢ puToHaBUpOM B no3ax 1000/100 mr 6bu1a mpu3HaHa 6e30nacHoi 1 3¢ (heKTuBHON
y 000UX MOJIOB.

Pacosas npunaonescrnocmo

Brnustaue packl Ha papMaKOKMHETHKY CAKBHHABHPA HE M3Y4aJioCh.

Bospacm

N3yuenne hapMakOKHHETHUECKUX ApaMeTPOB y JieTel A0 16 JeT u B3pocibIX cTapiue 65 et He
MIPOBOJTUIIOCH.

PaBHOBecHast SKCIO3WIMS CAaKBHHABUPA, HAOIIONABIIASACS B TEIUATPUICCKUX HCCIIEIOBAHUSX,
ObUla CYIIECTBEHHO BBIIIE IO CPAaBHEHHUIO C NMPEALIECTBYIOIIMMH JaHHBIMH, MOJyYEHHBIMH Y
B3pOCIBIX (Y KOTOPBIX HaOJOJAIOCh J10303aBHCHMOE M 3KCIIO3UIIMOHHO3aBUCUMOE YAJIMHEHNE

unrepsaioB QT u PQ).

46



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.08.2023 N2 15126

6. DPAPMAIIEBTUYECKHUE CBOMCTBA (MOCHELOBATENBHOCTEL 0003)

6.1. IlepeyeHb BCIOMOTraTe/bLHBIX BelleCTB

SAnpo

['unpomennosa

Kap6okcumernnkpaxman Hatpus (IIpumorens)
Konosunon

Kpemuus auokcua koswouaabli (Aspocun mapka A-300)
Kpockapmemnnosa HaTpus

Maruus creapat

[Monucop6ar 80 (TBuu-80)

Llemtroi03a MUKPOKPUCTAIUINYECKAS

["'oToBas mIeHOYHas 000I0YKa

['unpokcunponunmeTmiesuitonosa (I'unpomennosa)

[Monustunenraukons 6000 (Makporos 6000)

Turana 1MoOKCHU]T

Tanpk

Kpacurens xene3a okCu KpacHbIM

Kpacurenp xeneza OKCUI AKENThII

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEHHs)

4 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHHTh B 3aIIUIIEHHOM OT CBETa MeCTe MpH TeMIiieparype He Boiie 25 °C.

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

Ilepeuunas ynaxkoska 1ekapcmeenHo2o npenapama.

[To 10 TabneTok B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY M3 IJICHKU MOJMBUHIIXJIOPUIHON U (pOTBTH
AJTIOMUHHUEBOM NT€YaTHOM JTaKUPOBAHHOM.

ITo 60, 120, 240, 360 TabeToK B 6aHKY MOJMMEPHYIO U3 TTOJUATUIIEHA C KPBIIIKOM HATATHBAEMOMN
C KOHTPOJIEM MEePBOr0 BCKPBITUA. Ha OaHKM HAKIEHBAIOT ATHKETKU W3 OyMaru STUKETOYHOU WU
MUCYEH, WIN U3 MOJTUMEPHBIX MAaTEPUAIIOB, CAMOKJIESAIIUECS.

Bmopuunas ynaxoexa nexapcmeennozo npenapama.

I[To 6 mwim 10 KOHTYpPHBIX SYEMKOBBIX YIIAKOBOK BMECTE C WHCTPYKLUMEH MO MHPUMEHEHHUIO

NMOMCINAKOT B Ma4YKy M3 KapTOHaA IJIA HOTpC6HTCHBCKOfI Tapbl MOATPYIIIT XpOMOBLIﬁ HJIN XpOM-
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(NOCNEOOBATENRHOC TR H003)
sp3an. Ha mauky MoXeT HakjIeuBaThCs CaM( Kﬂeﬂﬂlaflj(_llff' BH/FKQT‘Ka'" ¢ 'MaBKI/I'DOBKOI/I.' 1Taukn

MOMEIAIOT B IPYIIIOBYIO YIIAKOBKY.

ITo 1 Ganke BMecTe C MHCTPYKLHEH 10 NMPUMEHEHMIO MOMEIIAIOT B IAayKy W3 KapTOHA MJis
NOTPEOUTEITLCKOW Taphl MOJIPYIIT XPOMOBBIH MM XpoM-3p3ail. Ha mauky MokeT HakJieMBaThCs
CaMOKJICSIIIAsICS STUKETKA ¢ MApKUPOBKOMW. J[OMOIHUTENFHO Ha MAa4YKy MOTYT HAKJICUBATh OJWH
WIN JBa IPO3payHbIX (pukcupyronmx crukepa. [lauku moMemiaioT B TpyInoByIO YIIaKOBKY.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOr0  TpenapaTra WJIH OTXOJA0B, MOJYYEeHHBIX TOCJie TNPUMEHEHHUs
JIEKApCTBEHHOI0 Mpenapara u Apyrue MaHUMYJISIHAH ¢ PenapaTomM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHUOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanus

AO «DapmacuHTes»

664007, Upkyrckas o61., . Upkyrck, yi. KpacnorBapaeiickasi, 1. 23, opuc 3
Ten.: +7 (3952) 55-03-55, dakc: +7 (3952) 55-03-25

Anpec snekrponHoit moutsl: info@pharmasyntez.com

7.1. lIpeacTraBuTe/Ib AepKATEIsA PErHCTPALHOHHOIO YA0CTOBEPEeHHs

[Iperen3uu norpedbuTee HAOPABIATE 110 aIPECY:

Poccuiickas ®@enepanus

AO «®DapmacuHTes»

Anpec: 664040, r. UpkyTck, yiu. P. JlrokcemOypr, 1. 184
Ten.: 8-800-100-15-50

Anpec anexTpoHHO# outhr: info@pharmasyntez.com

8. HOMEP PET'HCTPALHIMOHHOI'O YAOCTOBEPEHUA
9. TATA NEPBUYHON PETUCTPAIIMU (IIOATBEPXJIEHUA PETMCTPAIIUMU,
INEPEPETUCTPAIIN)

Jlata nmepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 07.08.2023 N= 15126

OO0m1as xapakTepUCTHKA JICKAPCTBEHHOTO MpernapaTa HH%%%M%EE%%%S&&Q&&%hOM

noprajc EBpaBHﬁCKOFO 9KOHOMHUYECCKOIo COr3a B I/IH(l)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOfI CETHU

«UuTepuer» http://eec.eaeunion.org/
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