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THCTPYKIIISI
AJI MEAHYHOT0 3aCTOCYBAHHA J'liKapCbKOF 0 33006y

AEJICTPITO

Crrao:

Oitoui pewosunu: doravirine, lamivudine, tenofovir disoproxil;

1 TabneTka, BKpHTA TUTIBKOBOK 060JOHKO0, MicTiTs 100 Mr nopasiputy, 300 Mr namiBy muny (3TC),
Ta 245 Mr TeHOQOBipY AU30TPoKCUITY Y GopMi TeHODOBIPY AM3OMPOKCHITY GyMapaTy (TDF).
OONOMIDICHI peHOBUHU!

20po mabremku: TIIPOMEO3W AUETAT CYKLMHAT, LEMO003a mikpokpucraniyia (E460); Harpiro
kpockapmesiosa (E468); kpemuito miokcun kosoimnuii 6esonuuit (E551); MarHir0 cteapat (E470b);
HaTpiro cTeapuidymapar;

obononxa mabnemxu: rimpomenosa (E464); turany miokcun (E171); makTo3a, MOHOriApaT; TpUALIETHH
(E1518); oxcup 3amiza xopruii (E172); Bick xapHay6cbkuii (E903).

Jlikapebka dopma. TabneTky, BKPUTI ILUTiIBKOBOX 060IOHKO (Tab/IeTKH).
Ocnosni izuxo-ximiuni enacmugocmi: OBaNbHI TaOJIETKH XKOBTOTO KOJIBOPY, po3mipom 21,59 MM X
11,30 MM, 3 THCHEHHAM KOPIIOPaTMBHOTO JIOTOTHILY Ta «776» Ha oqHOMY Goui Ta ryiajki — Ha iHIIOMY.

dapmaxoTepanesTHyaa rpyna. IIpoTusipychi 3acobu st CUCTEMHOrO 3aCTOCYBaHHA. Kon ATX
JO5AR24.

Dapmaxonoziuni enacmueocnii.
Dapmaroounamixa.

MexaHism il

Jlopasipun

JlopaBipHH € MipUIMHOHOBHM HEHYKJICO3MIHMM iHIiOiTOpOM 3BOPOTHO! TPaHCKPHITA3U BIJI-1 i
npurHidye pervtikauito BIUT-1 misixoM HEKOHKYPEHTHOro iHri6yBaHHs 3BOPOTHOT TPAHCKPHITTa3H GT)
BUIL-1. {opaBipuH He mpurnivye kiitunni JJHK-noniMepasu moauuu a, B i mitoxouapiansHy JHK-
noJriMepasy v.

Jlamigyoun

JlamiBy AMH € aHAIOTOM HyKII€03UAIB. BHY TPIlIHBOKITITHHHO NaMiBy iH (OCHOPUITIOETHCS B aKTUBHUH
5-tpudochar merabonit — namiByauntpudocdar (3TC-TP). OcHoBHHI cnoci6 nii 3TC-TP —
inri6yBanus 3T 3a nonomoroto o6puBy nmanirora JHK micist BBeACHHS HYKISOTHIHOTO aHaJIora.
Tenoghosipy ouzonpoxcun

TenohoBipy AU3OMPOKCHI — HeLWKTiuHui (ochoHATHUI HYKICO3U] miedip, aHamor aneHO3UH
moHodochary. TeHoboipy ausonpokcuiny (ymapar ans NEpeTBOPEHHS B TeHodoBip moTpebye
[oTepeHpOro Tigpomizy aiedipy Ta nogatsmoro GpochoprmoBaHHS KITHHHUMH dbepmeHTaMu 10
yTBOpeHHs TeHodoBipy audocdary. TeHnodosip mubocdar NpPUTHIYyEe aKTHBHIC ﬁﬁﬁi&&,
KOHKYDPYIOUH 3 HATYpPaIbHUM Cy6CTpaToM [eOKCHaJeHO3HH-5 -Tpudocdarom i mic \mﬁﬁfm—ﬂﬂ‘{l\\
nepepuBac ii naHwoxok. Terodosipy mudocdar € cnabkum inriGitopom o-, Fraphivepasn AHKL
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DapmakoKiHemuxa.

[MopymeHHs QyHKUIT HUPOK

Ilpemapar JlencTpiro He pEKOMEHIYEThCA 3aCTOCOBYBAaTM IAlliEHTaM 3  PO3PaXyHKOBHM
CrCl < 50 mu/xB.

[MopyuieHns hYHKUIT nediHKH

TTauieHTaM i3 JIErkuM a60 MOMIipPHUM Mopy IIeHHM (QYHKLUIT [TediHKH KOpeKLis JOo3H He NoTpibHa (IUB.
posaint «Crocib 3acmocysanna ma 0o3u»).

itH
Cepe/Hs eKCTIO3HIIiA AopaBipuHy Oyia noai6Hoo y Aitel BikoM Bin 12 1o < 18 pokis i Macoro Tina He
MeHme 35 Kr DOpiBHAHO 3 JOPOCIMMH  WiCIs  3aCTOCYBaHHA  JopaBipuHy — a6o
IopaBipuHy/1amiByauHy/TeHObOBipY Au3onpoKkcuy. Excriosuuis namisy nuHy Ta TeHodoBipy y AiTei
Mic/Is 3aCTOCYBaHHA JOpaBipUHy/laMiBy AMHY/TeHOGOBIpY JH30MpoKciTy Oysia NomibHO 10 TaKoi y
JOPOCIIHX ITiCJIs 3aCTOCYBAaHHA JIaMiBy AIMHY Ta TeHO(OBipY JH30MPOKCHITY.

[MatlieHTH JITHLOTO BIiKY

He 6yso BHSBIEHO KIiHIYHO 3HAYYMMX BiAMIHHOCTe Y (apMaKoKiHETHII JOpaBipUHY Y MALLEHTIB
BIKOM He MeHIIE 65 POKiB MOPiBHAHO 3 Cy6’€KTaMy BIKOM 10 65 pokiB. PapMaKkOKiHETHKA JIaMiBYy IHHY
Ta TeHO(OBipy He BUBUAIAch y MaUieHTIB crapuie 65 pokiB. Kopexilis 1oz He NOTpiGHa.

Cratp

He Gyno BHABNEHO JKONHMX KIiHIYHO 3HAYYIWMX BiAMIHHOCTEH y ¢apmakiHeTvui AOpaBipuHY,
NnamiByIMHY i TeHO(OBIpY Y HOMOBIKIB Ta XKiHOK.

Paca

Hopasipun

He BHSIB/IEHO YKOJHUX KJTIHIYHO 3HAYYIMX BiIMiHHOCTEH y papMakoKiHETHUL JOpaBipHUHY 3a€KHO Bill
PacoBoi MPHHAIEKHOCTI.

Jlamigyoun
He 6ys10 BUABIEHO CYTTEBUX 200 KIIHIYHO 3HAYYIIHX BiIMiHHOCTEH (papMaKOKIHETHKY JIaMiBy IHHY

3aJ1€KHO Bil pACOBOT IPUHATEKHOCTI.

Terogosipy Ousonpoxcun

HepocTaTHst KibKiCTh MpeACTABHUKIB PACOBHX Ta €THIYHHX IPYT, BIIMIHHHX BiJl €BPOIEOIHOI, HE
JI03BOJISUIA aIeKBATHO BU3HAYMTH IOTEHLIHI (apMaKoKiHETAYHI BIIMIHHOCTI cepe/] X TOITy Ik
Tic/Is IpriioMy TeHOQOBIpY AU30MPOKCHILY.

KniriuHi xapakTepHCTHKH.

Ilokazanua.

Ipenapat JeacTpiro npusHaueHui uist JiKyBaHHS JOPOCIMX, iHdikosanux Bipycom iMmyHoxediumty
momuuy tamy 1 (BIJI-1), 6e3 10Ka3iB pe3MCTEHTHOCTI 10 Kacy HeHyKICO3HIHHX iHribiTopis
3BopoTHOi Tpauckpumnrasu (HHI3T), namiByuHy ab6o TeHOoQOBipy Ha MOMEHT NPU3HAYCHHS abo B
aHamHesi (quB. posfind «Ocobnusocmi 3acmocyeéanns» Ta «Papmaxonoziuni  &acmugocmi.
DapmakoOuHamiranr).

Ipenapat JlencTpiro npusHaueHui JUist JTiKyBaHHs MiUTITKIB BIkOM Bizl 12 POKiB 3 Macoro TiJla He MEHLIE
35 kr, iHbikoBanux BIJT-1, 6e3 sokasie pesucrenTHocTi 1o wiacy HHI3T, namiByauny a6o TeHo¢oBipy
Ha MOMEHT Npu3HaueHHs abo B aHaMHe3l Ta sAKi 3a3HATM TOKCHUYHOCTI, SKa MEPelIKOmKae
BHKOPVCTAHHIO iHIIMX CXEM JIKYBaHHS, SKi HE MICTATH TeHO(OBIpy MM3OMpPOKCHIY (IMB. PO3AUIH
«Ocobrugocmi 3acmocyéanns» 1a « Papmaxonoziuni enacmusocmi. PapmakoOuHamiKay).

IIpomunoxasanua.
[TinBuLIeHA YYTAMBICTE 40 IIFOUHX PEUOBHH abo 10 OyIb-AKOi 3 JOMOMIKHUX PEYOBHUH, I1€ e?ﬂiqeﬂﬂx
y pozaini « Cxnao». P YRPATD
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OnHOYAcHE 3aCTOCYBAHHSA 3 JIIKAPCHKUMU 3aco0aMy, fAKi € MOTYXHUMH IHAYK]
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«Ocobnusocmi 3acmocysanns» Ta «B3aemolis 3 IHwumu AKapcokumu 3acobamu ma iHuii 6UOU
83aemo0ii»). Li NikapchKi 3acO6H BKIIOYAIOTE, alle He 00MEXYIOThCS, HACTYTHUMH:

* kapbamasenin, okckapbasenis, GpeHobapbirtan, QeHiToiH;

* pudbamninyg, pudarneHTUH;

* 3BipoOitt (Hypericum perforatum);

* MiTOTaH;

* CH3QJTyTaMin;

* iymaxkagTop.

B3aemooia 3 inmumu 1ikapcoKkumu 3acobamu ma iHwi 6uou 63aEmooii.
[Mpenapar JlesncTpiro — Le nosHa cxema JikyBanus iHdekuii BIJI-1, Tomy mpenapat JlencTpiro He i
3aCTOCOBYBATH 3 IHIIMMH aHTUPETPOBIPYCHUMH JTiKAPCEKUMU 3acobamu. [HpopmaLlis Tpo NOTeHLIHHY
B3a€EMOJIiO JTIKAPCHKOro 3acofy 3 iHIIMMH aHTHPETPOBIPYCHUMH MNpernapaTtaMu He HajaeTecd. Yci
JOCITIKEHHS JTIKAPCHKHUX B3aEMO/IiH MPOBOIMIIHCS JIUIIE 33 yYacTHO JOPOCIIUX.
IMpenapat [lencTpiro MiCTUTh IOpaBipuH, NaMiByAHH i TeHOGMOBIpY IH3OMPOKCHI, TOMY Oyap-fki
B3aeMOJii, ieHTHdIKOBaHI OKpeMO Ui [iFOYHMX PEYOBHH, CTOCYIOTBCS Mpenapary Jlenctpiro i
npeacTasiieHi B Tabiuui 1.
Biuins iHIIUX JiKapcbKHX 3ac00IB Ha JOPaBipHH, 1aMiBYANH | TeHO(OBIpY IH30NPOKCHI
Hopasipun
JlopasipuH niepeBaxkHo Metabonizyerbesi CYP3A, i ouikyeTses, o JTiKapchki 3aco0H, AKi iHAYKYIOTh
abo mpurhiuyrote CYP3A, BIUIMBaTUMYTb Ha KJIipEHC AOpaBipuHy (AUB. po3Ain « DPapmaxonoziumi
enacmugocmi. Papmaxokinemuxar). JlopaBipuH/namiBy iuH/TeHOMOBIpY AHU3OMPOKCHA HE CJil
3aCTOCOBYBATU OJHOYACHO 3 JIIKAPCHKUMHU 3aco0aMH, sKi € MOTYXHUMH iHIYKTOpaMu (EpMEHTY
CYP3A, oCKifbKM OUiKYy€TbCS 3HAYHE 3HIKEHHSA KOHIEHTpALil JOpaBipuHy B IUIa3Mi KpOBI, IO MOXeE
3HM3UTH  €(EKTHBHICTb  JopaBipuHy/naMiByve/TeHOGOBIpY  OM3OMPOKCHWTY  (AMB.  pO3ALM
«IIpomunoxazannsr 1 « @apmaronoziuni enacmueocmi. Papmaroxinemurar).
OpnoYacHe 3acTOCyBaHHA 3 MoMipHHM iHayKTOpoM CYP3A prdabyTHHOM 3HIKYBAIO KOHLIEHTPALLiIO
nopasipuny (auB. Tadmuiro 1). [Tpu oaHOYacHOMY 3acTocyBaHHI npenaparty Jencrpiro 3 pupabyTMHOM
cig mpuiitMatd 103y aopasipuny 100 Mr oguH pa3 Ha o0y mpuOMM3HO 4epe3 12 roguH micid Ho3u
JIOpaBipuHy/namiBy TuHY/TeHODOBIpY TU30MPOKCHITY (AUB. po3fin « Cnocib sacmocysanus ma 003u»).
OnHouYacHe 3aCTOCY BaHHS JIOpaBipuHy/TaMiBy AMHY/TeHO(DOBIpY AU30MPOKCHITY 3 iHIIUMU [OMiPHUMH
ingykropamu CYP3A He ouiHIOBaNM, ane O4iKyeTbCs 3HIDKEHHS KOHLEHTpaLii nopasipuHy. Skino
HEMOMUTMBO YHUKHYTH OJHOYACHOTO 3aCTOCYBaHHA 3 iHIIMMH MoMipHUMH iHmykTopamu CYP3A
(nanpuxnan, nabpadenioom, ecuHypagoM, 6O3EHTAHOM, TiIOPUAA3UHOM, HadUMITIHOM, MogadiHiIoM,
TESOTPUCTATOM €THJIOM), CJTiJl IpuiiMaTH 103y AopaBipuy 100 Mr oguH pa3 Ha 100y MPUOIU3HO Yepe3
12 roguMH micas 3acTOCYBaHHs JOpaBipHHy/famiByIUHY/TeHOGOBIpY IM30NpPOKCHIY (AWB. PO3ALI
«Cnocib 3acmocysanus ma 0o3uy).
OaHOYACHE 3aCTOCYBaHHS AOPaBIpUHY/IaMiBy IMHY/TEHO(OBIPY TM30NPOKCUITY Ta JIIKAPCHKUX 3aC00iB,
sxi € inribitopamu CYP3A, MO3Ke IPU3BECTH A0 MiABUIIEHHS KOHLIGHTpaUii JopaBipHHy B IJ1a3Mi KPOBI.
OJHaK KOpEeKIis 1034 He MOTpiOHAa Mpu OAHOYACHOMY 3aCTOCYBAaHHI AOpaBipvHy 3 iHriGiropamu
CYP3A.
Jlamieyoun
OCKiNIbKY JTaMiBYJUH TIEPEBAKHO BUBOAUTHCS HMPKAMH LUTIXOM TMOEJHAHHA KITy60oukoBoi ¢ineTpanil
Ta aKTMBHOT KaHAJILLEBOT ceKpewii (1uB. po3ain « Papmaxonoziuni eracmusocmi. @apmaroKinemuxar),
OJHOYACHE 3aCTOCYBaHHA HOpPaBipUHY/NaMiByqMHY/TeHO(OBIpY IU3OMPOKCHIY 3 JIIKAPCHKMMH
3ac00aMH, SKi 3HIKYIOTh QYHKLiI0 HUpOK a60 KOHKYpPYIOTh 3@ aKTHBHY KaHAIBLEBY CEKPELIiIO, MOXKE
MiZABUIINTH CUPOBATKOBI KOHLIEHTpaLlii JIaMiBy AUHY.
Tenogosipy ouzonpoxcun
Ockinbky TeHO(OBIp MEPEBAKHO BUBOJUTHCS HUPKAMH IIJIIXOM MOEAHAHHS KIyO0o4KoBOi dhinprpadtii
Ta aKTUBHOT KaHAJIBLIEBOT CeKpellil (AUB. po3AlT « Papmaronoziuni e1acmugocmi. (bapmwﬂiu@}umg»})
O/IHOYACHE  3aCTOCYBaHHS AOpaBipuHy/namiBy MHY/TeHODOBIPY ~ M3OTIPOKCUITY /& grzeﬂlkapcbm?mr -
3acobaMu, SKi 3HIKYIOTh QYHKLIIO HUPOK abo KOHKYpYIOTb 32 aKTHBHY l\ﬂHﬁJ‘IbL{EB\';f{?KPtU.II-O I{epe3
OAT1, OAT3 a6o MRP4, Moxe MigBUIIUTH CUPOBATKOBI KOHLEHTpALil TEHodaosipy 1“1“’ T Vren, &
HEl 4 =
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Ockinbky TeHO(OBIpY AU3OMPOKCHI € KOMIIOHEHTOM KOMGiHauii mpopaBipuH/naMiBy UH/TeHOGOBIp
JIM30TPOKCHUJL, CJIiJl yHUKATH HOTO OJJHOYACHOI0 a60 HEIOAAaBHBOI0 3aCTOCY BaHHS 3 HEQPOTOKCUIHUMHU
JiKapchKUMU 3acobamu. JIeski MpUKIaau BKIIFOYAIOTE, aJle He 0OMEXXyYOThCS HACTY THUMH JTiIKapChbKUMH
3aco0aMM: alLMKIOBIp, LMAOGOBIP, TAHLMKIOBIp, BAIALMKIOBIp, BaITAHLMKIIOBIp, aMiHOIJIIKO3MIX
(nanpuxnag, rearaminun) i HII3I y Bucokux mosax abo 3actocyBanHs kinbkox HII3IT (aus. po3min
«Ocobrugocmi 3acmMoCcy8aHHA ).

Bruis Jopasipuny. JaMiByainHy i TeHoOBIpY TM30NPOKCHIY Ha iHIUI JiKapehbki 3aco0u

Hopasipun

MaJoiiMoBipHO, 0 JopaBipuH y 1031 100 Mr oJuH pa3 Ha 700y MaTUMe KIiHIYHO 3HAUYIIXi BIUTMB Ha
KOHIUEHTpaL(ii JlikapchKHX 3acobiB y miasmi Kposi, abcopbuis Ta/abo eniMiHaLlis AKMX 3aIEXHUTh Bil
TpaHCMOpTHUX GinkiB abo ki meTabonizyroTecs pepmeHTamMu CYP.

OfHak, OJHOYAcHe 3aCTOCYBAHHA [JOopaBipMHy Ta 4vymiuBoro cybcrpaty CYP3A wMigazonamy
HPU3BOAWIIO O 3HHKEHHS eKCMO3uLiT Mifazonamy Ha 18 %, 1o CBiAYHTB MO Te, IO AOPaBipHH MOXE
6ytu cinabkum iHgmyktopom CYP3A. Tomy citigx 3 OOepeKHICTIO 3acCTOCOBYBAaTH JAOPaBipuH 3
JKApChKUMH 3acobam, siki € uyTnuBuMH cybctpatamu CYP3A Ta siki MalOTh By3bKe TEpareBTUYHE
BiKHO (HAMPUKJIIA, TAKPOITIMYC 1 CHPOTIMYC).

Jlamieyoun

JlamiByuH He NpurHidye ta He iHgyKye pepmenta CYP.

Tenogosip

3rifHO pe3yJsIbTATIB €KCIIEPUMEHTIB in Vilro Ta BPaxOBYKOYH BiZOMHI LULIX BHUBEJCHHS TEHOQOBIpY,
noteHuian onocepeakosanoi CYP Bzaemoii TeHOPOBIpY 3 iHIIKMMH TiKapPCHKUMHU 3aC00aMH € HU3bKHM.
Tabnuus Braemoiii

V Tabnuui 1 HaBeJeHI BCTAHOBJIEHI Ta iHINI MOTEHLIMHI B3aeMozil JikapchbKHX 3ac00iB 3 OKpPEMUMH
KOMIIOHEHTaMU Mpenapary JlejacTpiro, ajle BOHM He € BHYCPHMHMMH (30UIbLIEHHS MO3HA4YEHO sK T,
3HHDKEHHS [MO3HAUYEHO AK |, a BIACYTHICTH 3MiH Mo3HauYeHo fAK «>). [logo moTeHLilHNX B3aeMoaii
niKapcekoro 3acofy 3 TeHO(OBipy AM3OMPOKCHIOM abo JaMiByAUHOM AHB. po3fima «Ocobnusocmi
sacmocysannsiy i « Dapmaronoeivni anacmugocmi. Papmaxoxkinemuxans.

Tabnung 1
B3aemozis okpeMHX KOMIIOHEHTIB npenapaty J{eacTpiro 3 iHIIUMY NiKapcbKuMH 3acobamu
Jlikapcbkaii 3aci6 3a Bnuine Ha KOHOEHTpanio Pexomenaanii moao o{HO9aCHOI0
TepaneBTHYHOIO cPpeporo JlikapcbKHX 3ac00iB 3aCTOCYBaHHS 3
cepeJHE reOMeTpPHIHE AopaBipuHOM/IaMiByIHHOM/
cuiBBitnomenns (90 % JAI)* TeHOo(hOBipY AH30IPOKCHIOM
3acobu, SKi 3HIKYIOTh KUCJIOTHICTh
aHTauu/ (epopaibHa <> IOpaBipHvH
CYCTIEH3is rigpoKkcumy AUC 1,01 (0,92, 1,11)
TIOMiH{IO Ta MarHito) Cmax 0,86 (0,74, 1,01) Kopekuis 1034 He MOTpPiOHA.
20mn OL, C24 1,03 (0,94, 1,12)
nopasipud 100 mr OJT)
{ nopagipus
[TAHTOTIpasost AUCpo,sg (0,76, 0.91) . .
(40 mr 1 p/m, Kopekuis 1034 He NOTpiOHa.
fopaipes 100 mr OJT) Cmax 0,88 (0,76, 1,01)
C24 0,84 (0,77, 0,92)
Bsaemopis 3 nopaBipuHom a6o
JIOpaBipuHOM/IaMiBy IMHOM/
OMEIpa3ol ECHONIOBI N N OTPOKE IO Kopexiist 1034 He moTpibHa.
HE BUBYAJIaCh.
OuikyeThCs:
<> A0paBipuH




IHri6iTopy aHriOTEH3UHIIEPETBOPIOKOUOTO (hepMEHTY

JH3UHOTIPHUIT

Bzaemonis 3 gopaBipuHoM abo
JOpaBipHHOM/JIaMiBy IUHOM/
TeHO(OBIpY AU30MPOKCHIOM
HE BUBYAJIACh.

OuikyeThes:

> JTI3UHOIPHI

Kopekuist 1034 He nOTpibHA.

AHTHAHIPOreHU

Bsaemonis 3 mopaBipuHOM ab0
JOpaBipHOM/JIaMiBy ALHOM/
TeHO(OBIPY JU3OMPOKCHIOM

. OnnHovacHe 3aCTOCYBaHHs
eH3aTyTaMi/ He BUBYANACH.
. MPOTHIIOKA3aHO.
OudikyeTnCs:
J nopaeipun
(Inaykuis CYP3A)
AHTHOIOTHKH
Bzaemomis 3 mopasipuHom abo | Crig YHUKATH OJTHOYACHOTO
IOpABIpUHOM/JTaMiBY JIHHOM/ 3aCTOCYBaHHA. SIKIIO  HEMOMKIIMBO
TeHO(OBIPY AHZONMPOKCHIOM YHUKHYTH O/THOYACHOIO

HaITiH

HE BHUBYAJ1aCh.

3acToCyBaHHsA, ciia mpuiiMatu 100 mMr

OuikyeTbes: JopaBipuHYy Ha 100y NpubIH3HO Yepes3
| nopasipun 12 roJIuH micsis npuiiomy
(Inoyxuis CYP3A) JopaBipuHy/namiBy AuHY/TeHO(OBipY
JTU30TTPOKCHITY.
[potucymoMHi 3ac0bu
Bsaemomis 3 mopaBipuHoM abo
. JIOpaBipHOM/TaMiBy AMHOM/
kapbamazerin .
. TeHO(DOBIPY AU3OMPOKCHIOM
okcKkapbazermin OnHovacHe 3aCTOCYBaHHS
. HE BUBYANACE.
benobapobitan Oui i MIPOTUIIOKA3aHO.
S iKYy ETBCS:
tdeHiToiH ! .
JIOpaBipuH
(Inpykuis CYP3A)
IIpotuniabetuyni zacobu
MeThopMiH <> MeThOpMiH
(1000 mr OJ1, AUC 0,94 (0,88, 1,00) Kopekilist 103u He nmoTpiOHa.

nopagipun 100 mr 1 p/n)

Crmax 0.94 (0,86, 1,03)

KaHarmi¢ro3u-
Jlparay Ty
CUTATJIIITHH

Bzaemomis 3 mopaBipuHoM abo
JOpaBipHHOM/JTaMiBy TMHOM/
TeHO(DOBipY OU30MPOKCHIIOM
He BUBYAJIACK.

OdiKyeThCS:

<> KaHarmi¢JIo31H

> Jiparmy Ty

<> CHTAINIINTHH

Kopekiiist 1031 He noTpibHAa.




IMpoTtuaiapeiini 3acobu

TEJIOTPUCTAT €TUJI

Bzaemonis 3 mopaBipuHoM abo
JOpaBipuHOM/IaMiBy AMHOM/
TeHOGhOBIpY ITU3OMPOKCHUIOM
HE BUBYAJIaCh.

OuikyeTbCs:

| mopasipux

(Tumyxuiss CYP3A)

Cnin YHUKATH OJIHOYACHOIO
3aCTOCYBaHHA. JSIKIIO  HEMOXKIHMBO
YHUKHYTH 0IHOYacCHOIo

3acTOCyBaHHs, cnia npuiiMata 100 Mr
JopaBipuHy Ha J0Oy NpubJM3HO Yepe3
12 roJuH mics npuioMy
JopaBipuHy/namiBy AUHY/TeHODOBIpY
JIN30TIPOKCHILY.

[TpoTHnoaarpuyHi Ta yPHKO3ypHUHi 3ac06u

NeCUHYpal

Bzaemonis 3 gopaBipuaom abo
JopaBipUHOM/JIaMiBy IMHOM/
TEeHO(ORBIPY AU3OMPOKCHIOM
He BUBYAJIaCh.

Cnin YHHAKATH OJIHOYACHOI'0
3acTOCyBaHHA. SKIIO  HEMOMJIMBO
YHHUKHYTH 0IHOYACHOT'O

3acTocyBaHHs, ciig npuiimatu 100 mMr

OuikyeTbes: JopaBipuHy Ha 100y MpUOIHM3HO Hepes
| mopagipux 12 roavit micng nputiomy
(Tapyxuis CYP3A) J0paBipuHy/namMiBy 1UHY/TeHODOBIpY
ZIM30MPOKCITY.
AHTHMIKOOaKTEpiaibHi 3acobu

OnHopasoBa Ho3a <> I0paBipyH

pudamITiLuHy AUC 0,91 (0,78, 1,06)

(600 mr OJ1, Cmax 1,40 (1,21, 1,63)

nopasipux 100 mr OJI)

Ca4 0,90 (0,80, 1,01)

U JOpaBipuH OpaHOYacHe 3aCTOCYBaHHS
AUC 0,12 (0,10, 0,15) MTPOTUIIOKA32HO.
Bararopa3zoBa 103a Cmax 0,43 (0,35, 0,52)
pudamminuHy Cas 0,03 (0,02, 0,04)
(600 mr 1 p/n, (Iapyxuis CYP3A)
nopagipus 100 mr OJI)
Baaemogis 3 gopaBipuHoM abo
JopaBipHHOM/JTaMiBy IHHOM/
TEHOG0BIRY IMBONPOKCITICN OpHovacHe 3aCTOCYBaHHS
pudanesTuH HE BUBYAJIACK.
QsiligEiEe [IPOTUITOKA3aHO.
 nopasipun
(Inayxuis CYP3A)
J nmopasipun Skimo gpopaBipuH/aamiBy quH/
AUC 0,50 (0,45, 0,55) TeHOQOBipY JU3OMPOKCHIT
prbaGyTuH Cmax 0,99 (0,85, 1,15) 3aCTOCOBY€ThLCS OJIHOYAcCHO 3

(300 mr 1 p/n,
gopasipus 100 mr OJI)

C24 0,32 (0,28, 0,35)
(lunyxuis CYP3A)

pubalbyTHUHOM, CJiJ NpUAMATd A03Yy
100 wMr JopaBipuny Ha 100y
npubau3HoO uepe3 12 TOAMH ITicis
npuiioMy J0paBipuHy/TaMiBy AUHY/
TeHoGOBIpY IH30NPOKCHITY.

[TpoTHITyX/IHHHI 3ac00H

MITOTaH

Bzaemogis 3 AopaBiprHOM abo
J0paBipuHOM/NaMiBy AMHOM/
TeHO(DOBiIpY JA30MPOKCHIIOM
HE BUBYAJIACh.

O4iKy€eThCs:

 nopasipun

(Tamykuis CYP3A)

Ozmoqac HE 3aCTOCYBaHHA
P s

MPOTUIIOKA3AHO. &~y Yiia
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AHTHIICUXOTH4YHI 3aco0u

TiOpUAa3uH

B3zaemoist 3 JopaBipuHoM abo
JOpaBipHHOM/TaMiBy AHHOM/
TeHO(OBipY AN3OMNPOKCHUIIOM
HE BUBYAJIACk.

Cnin YHUKATH OJTHOYACHOI'O
3aCcTOCYBaHHA.  SIKINO  HEMOJMJIMBO
YHUKHYTH 0/IHOYAaCHOrO

3aCTOCYBaHHs, cnif npuiivatu 100 mr

OuikyeThCs: AopaBipuHy Ha 100y MpUOIM3HO Yepes
| mopasipux 12 rOJHH micys MpUAAOMY
(Iunyxuis CYP3A) JOpaBipuHy/IaMiBy IMHY/TeHODOBIPY
JAM30MPOKCHITY.
A30J1bHi POTHUTPHOKOBI 3aC00M
T nopasipun
KETOKOHA30]1 AUC 3,06 (2,85, 3,29)

(400 mr 1 p/m,
nopasipun 100 mr O/I)

Cmax 1,25 (1,05, 1,49)
C24 2,75 (2,54, 2,98)
(Iarioysanus CYP3A)

Kopekiiis 1031 He NOTPiOHa.

dbaykoHazou
iTpakoHa30J1
[IOCaKOHA30J1
BOPUKOHA30J1

Bazaemois 3 gopaBipHHOM abo
J0paBipUHOM/TaMiBy TUHOM/
TeHO¢OBIpY AM3ONPOKCIIOM
He BUBYAJIACh.

OuikyeThCd:

1 nopasipun

(Iaridysanus CYP3A4)

Kopekiiist 1034 He MOTpiOHa.

BrokaTopu KaibLi€eBUX KaHATIB

OuaTiazeM
Bepamnamin

B3aemopis 3 gopaBipuHoM abo
J0paBipuHOM/IaMiBY AUHOM/
TeHO(OBIpY AU3ONPOKCIIIOM
HE BUBYAJIAC.

OuikyeThCA:

™ nopasipun

(Iuridysands CYP3A)

Kopexilis 1031 He NOTpiOHA.

JlikyBaHHs MYKOBICUMAO3Y

symakadTop

B3aemogis 3 qopaBipuHOM abo
JOpaBipuHOM/JIaMiBy TMHOM/
TeHOGOBIpY TU3OMPOKCHIIOM
He BUBYaJIaCh.

Ouiky€eThbCA:

J nopasipun

(Tnaykuis CYP3A)

OpnHouacHe
NPOTUIIOKA3aHO.

3aCTOCYBaHHS

AHTAroHiCTH peLenTopiB eHA0TETiHY

603eHTaH

Baaemonis 3 gopasipuHoM abo
JIOpaBiprHOM/IaMiBy TUHOM/
TeHO(OBIPY AUZOMPOKCHIOM
He BHBYANACh.

OuikyeThes:

| nopasipun

(Ianyxuis CYP3A)

Crin YHUKATU
3aCTOCYBaHHA. SIKIO  HEMOXKIIMBO
YHHUKHYTH OIHOYACHOTO
3acTocyBaHHs, ciif npuiiMary 100 mr
nopasipuHy Ha Jo0y npub/M3HO Yepes
12 roAuH nicas nputioMmy
JOpaBipUHy/NamiBy IHHY/TEHODOBIPY
JIM30MPOKCILTY.

OQHOYaCHOIo
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[IpotusipycHi 3acobu s JikyBaHHs renatury C

enbacgip + rpasomnpesip

(50 mr enbacsipy | p/m+ 200
MT rpa3onpeBipy 1 p/x,
npopagipun 100 mr 1 p/n)

1 nopasipun

AUC 1,56 (1,45, 1,68)
Cmax 1,41 (1,25, 1,58)
Ca4 1,61 (1,45, 1,79)
(Iuribyeanus CYP3A)
<> enbaceip

AUC 0,96 (0,90, 1,02)
Cmax 0,96 (0,91, 1,01)
C24 0,96 (0,89, 1,04)
<> rpa3onpesip

AUC 1,07 (0,94, 1,23)
Cmax 1,22 (1,01, 1,47)
C24 0,90 (0,83, 0,96)

Kopekuist 1034 He NOTpiOHa.

nepinacsip + copocOyBip

(90 mr neminmaceipy O/l + 400
mr codocoysipy O,
nopagipus 100 mr OJI)

1 nopasipun

AUC 1,15 (1,07, 1,24)
Cmax 1,11 (0,97, 1,27)
C24 1,24 (1,13, 1,36)
<> nexinacip

AUC 0,92 (0,80, 1,06)
Cmax 0,91 (0,80, 1,02)
<> codocOyBip

AUC 1,04 (0,91, 1,18)
Cmax 0,89 (0,79, 1,00)

IMawuieHTH, SAKi OTPHUMYIOTh
JOpaBipyH/NaMiBy IMH/TeHOHOBipy
JIA30MPOKCHIT OJTHOYACHO 3

neninaceipoM/codocOyBipoM, HOBUHHI
nepebyBaTd Mg HariagoM Jikaps
00 MOOIYHMX peakIliif, MOB’I3aHUX

codpocOyBip/Besmnaracsip

3a BaHHAM HOMOBI
<> GS-331007 Emonpoizl(;?;. "’ renoRoripy
AUC 1,03 (0,98, 1,09)
Cmax 1,03 (0,97, 1,09)
OuikyeThCsL:
1 TeHODOBIp
B3aemonis 3 nopasipunom abo | [Mauientuy, sKi OTPUMYIOTb
JI0paBi puHOM/aMiBY IMHOM/ NopaBipuH/aMiBy JHH/TeHO(OBIpY
TeHO(DORBIpY TH3OMPOKCHIOM JU30TPOKCHIT OJTHOYACHO 3

He BUBHAIACH.
OuikyeTtbcs:
<> AOpaBipuH
1 TeHodoBip

cohocOyBipoM/BennaracBipom,
MOBHHHI MepeOyBaTh MiJ HAIVIAAOM
fikaps womo MOGIYHMX —peakuil,
OB’ I3aHUX i3 3aCTOCYBaHHAM
TeHO(OBIpY AUIOMPOKCIITY.

cotocOyeip

B3zaemogis 3 mopaBipuHoM abo
J0paBipuHOM/IaMiBY IMHOM/
TeHO(OBipY TU3OMPOKCHIOM
He BUBYAIaCh.

OuikyeTbes:

<> AOpaBipyH

Kopekiiist 1031 He noTpibHa.

JaKaTacBip

B3zaemopis 3 mopaBipuHoM abo
JOpaBipUHOM/NaMiBy THHOM/
TeHO(DOBIpY IU3OMPOKCHIOM
He BHUBYaJIach.

OuikyeTbCs:

<> 0paBipyuH

Kopekiiist 7o3u He noTpiOHa.
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ombiTacBip/mapuranpesip/
putoHagip i nacabysip +/-
pUTOHARBIp

Bsaemogis 3 nopasipuHom abo
JIOpaBi puHOM/JIaMiBY JUHOM/
TeHo(}oBipy AUZOMPOKCHIOM
He BUBYAJIACH.

Quikyetncs:

1 nopasipus

(IuribyBanns CYP3A uepes
PHTOHABIp)

Kopekiris go3u He NOTpibHa.

nacabyRip

Bzaemonis 3 qopaBipuHOM abo
JOpaBipuHOM/AaMiBy TUHOM/
TeHO(OBIpYy AH30NPOKCUIIOM
HE BHUBYAJIACH.

OuikyeTbes:

<> IopaBipuH

Kopekuis 1o3u He NOTpibHa.

raekanpesip, mobpeHTacBip

B3aemonis 3 nopaBipuHOM abo
Jl0pasiprHOM/TamMiRy JIMHOM/
TeHO(DOBIPY AU3OMPOKCHIIOM
HE BHUBYAJIACh.

OuikyeThes:

1 nopasipun

(iuribysanas CYP3A)

Kopekiiist 1034 He MOTpiOHa.

pubaBipyuH

B3aemonis 3 nopasipuHoM abo
JOpaBipuHOM/MaMiBy TUHOM/
TeHo(}OBipY AU3OMPOKCIIIOM
HE BUBYAJIACE.

OuikyeThes:

<> I0opaBipHH

Kopexkuis no3u He nmoTpibHa.

Tpas’stHi nodaBku

3BipoGilt
(Hypericum perforatum)

B3aemogis 3 nopaBipuHoM a6o
JopaBipuHOM/JIaMiBY AMUHOM/
TeHOhOBiIpY AU3OMPOKCHIIOM
HE BHBYANACH.

OuikyeTbes:

{ nopasipun

(Inpykuis CYP3A)

OnHo4yacHe
MIPOTHUITOKA3aHO.

TpotuBipycHi 3acobu s nikysanns BUl-indexuii

TeHO(OBipYy AU3OMPOKCUI
(300 Mr 1 p/m,
nopasipuu 100 mr OJ)

<> IOpaBipyvH

AUC 0,95 (0,80, 1,12)
Crmax 0,80 (0,64, 1,01)
C21 0,94 (0,78, 1,12)

Kopekitis 1034 He moTpibHa.

namiByaUH + T€HODOBIpY
JH30TIPOKCHIL

(300 mr mamiByauHy OJ1 + 245
Mr TeHO(OBIpYy JU3OMPOKCHITY

Of,
nopasipux 100 mr OJ)

<> fgopaBipuH

AUC 0,96 (0,87, 1,06)
Cmax 0,97 (0,88, 1,07)
C24 0,94 (0,83, 1,06)
<> JIaMiBYy IUH

AUC 0,94 (0,88, 1,00)
Cmax 0,92 (0,81, 1,05)
<> TeHo(oBip

AUC 1,11 (0,97, 1,28)
Cmax 1,17 (0,96, 1,42)

Kopexiiisi 1034 He noTpibHa.

3aCTOCYBaHHs




IMYHOCYTIpECaHTH

Bzaemopis 3 gopaBipuHoM abo
JlopaBipuHOM/IaMiBy AMUHOM/
TeHO(OBIpY AUOMPOKCHIIOM

CHil KOHTPOJIIOBATH KOHIEHTPALIiO
TAaKpOJIiMyCy Ta CHpOJiMYcCy B KpOBi,

TaKpOJiMyC HE BUBYAIACK.
cupoJimyc OuikyeThCs: OCKiNbKM MoOxe OyTd HeoOXiIHHM
<> IopaBipvH KOPUTYBaHHs 03U LUX [pernaparis.
| TakpomiMyc, cuponimyc
(Inoykuis CYP3A)
IuridiTopu KiHa3zu
Bzaemogia 3 qopasipuHom abo | Cuin YHHKATH OJTHOYACHOTO
JopaBipuHOM/aMiBy AUHOM/ 3aCTOCYBaHHS.  SIKIIO  HEMOXKIIMBO
TeHO(hOBIpY AU3OIIPOKCUIIOM YHUKHYTH 0JHOYACHOTO
I HE BUBYAJIACh. 3acToCyBaHHs, ciix npuiimatyu 100 mr
Jnabpadenid . ;
OuikyeTbes: JopasipuHy Ha 100y NpUOIH3HO Yepe3
| ‘opaBipuH 12 rOAMH ITicJIs npuiiomy
(Inoykuis CYP3A) nopasipuHy/naMiBy AUHY/
TeHooBipY AM3OTPOKCIITY.
[H1i
Pa3opa no3a nmamiBy AMHY ITo MOMUTHBOCTI YHHKAWTE MOCTIHHOTO
nepopaibHUi po3drH 300 Mr OQHOYAaCHOTO 3aCTOCYBaHHSA
JIaMiBYTUH ROpaBipuHy/namiBy IMHY/TeHO(OBIpY

pozuuH copdbiry (3,21, 10,2,
13,4 r)/namiBy 1uH

AUC 4 14 %; 32 %; 35 %
Crmax ¥ 28 %; 52 %; 55 %

JU30TPOKCHITY 3 JTKapCHKUMHU
3acobaM, o MicTATH copOiT abo iHImIi
[OJTICTTUPTH OCMOTHYHOT aii
(HampuK/Iaa, KCWIIIT, MAHIT, JIAKTHT,
MatbTHT). HeoOxiguuit  wacTimmi
MOHITOPHHT BipyCHOTO HABAHTAXKEHHS
Ha BUI-1, KOJIN [IOCTIMHOIO
OJHOYACHOTO 3aCTOCYBaHHSA He
VHHKHYTIL

OrnioinHi aHATBI€THKU

METaT0H
(20-200 mr 1 p/m
iHauBiAyanbHa 1034,
nopasipun 100 mr 1 p/m)

{ nopasipun

AUC 0,74 (0,61, 0,90)
Cmax 0,76 (0,63, 0,91)
C24 0,80 (0,63, 1,03)
<> R-MeranoH

AUC 0,95 (0,90, 1,01)
Cumax 0,98 (0,93, 1,03)
C»4 0,95 (0,88, 1,03)
<> S-MeTagoH

AUC 0,98 (0,90, 1,06)
Cmax 0,97 (0,91, 1,04)
C24 0,97 (0,86, 1,10)

Kopekitist o031 He NOTpiOHa.

6ynpeHopdin
HaJIOKCOH

Bsaemoyis 3 gopaBipaHoM abo
JIOpaBiprHOM/JIaMiBy THHOM/
TeHOGOBipY AUZOIPOKCHIOM
HE BUBYAJIACh.

OuikyeThes:

<> 6ynpeHopdiH

<> HAJIOKCOH

eKL[is 03U H 10
Kopexkuis no3u He HOTS%%;%,%
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OpasbHi KOHTpaUENTUBH

0,03 mr
eTuHinecTpagiony/0,15 mr
neBoHoprecrpery O/,
nopasipun 100 mr 1 p/n

<> eTUHINECTpadioN
AUC 0,98 (0,94, 1,03)
Cmax 0,83 (0,80, 0,87)
T neBonoprecrpen
AUC 1,21 (1,14, 1,28)
Cmax 0,96 (0,88, 1,05)

Kopekiiist 1o3u He noTpibHa.

HOPreCTUMAaT/eTHHLIECTPaIion

Bzaemogist 3 gopaBipuHOM abo
JIOpaBipHHOM/MaMiBY TUHOM/
TeHO(]OBIpY TUIOMPOKCUIIOM
HE BUBYAJIACE.

OuikyeTnest:
HOPreCTHMAT/€THHLIECTpaion

Kopekitist 1o3u He moTpibHa.

[TcuxocTUMYJIIITOPH

B3aemogis 3 gopasiprHOM a6o
JOpPaBipUHOM/NaMiBY JUHOM/
TEHOQOBIPY AUZOMPOKCUIOM
He BHBYAJIaCh.

Crin YHUKATH OJTHOYACHOTO
3aCcTOCYBaHHS.,  SIKIO  HEMOMJIMBO
YHUKHYTH OJJTHOYACHOTO

3acTOCYBaHH4, cig nmpuiimMaty 100 Mr

(2 mr O/, nopasipus 120 mr
1 p/m)

AUC 0,82 (0,70, 0,97)
Cmax 1,02 (0,81, 1,28)

MOTAT S OuikyeTbCst: JOpaBipyHy Ha 100y MPUOIU3HO YEPE3
| nopaeipun 12 TOAHH micsis nputiomy
(Ianyxuis CYP3A) J0paBipyHy/IaMiBy TUHY/TeHODOBIpY
JTU30MPOKCHITY.
3acrnokiiyiuBi/cHO I HHI
Migazonam 1 Mizasomam

Kopekuist 1o3u He noTpibHa.

CtaTuHN

aTOpBaCTaTHH
(20 mr OJ1, nopaeipua 100 Mr
1 p/m)

<> aTOPBaCTATUH
AUC 0,98 (0,90, 1,06)
Crmax 0,67 (0,52, 0.85)

Kopekuis 1034 He MoTpibHa.

po3yBacTaTHH
CUMBACTaTHH

Bsaemonis 3 nopaBipuHOM abo
JOpaBipUHOM/1aMiBY IUHOM/
TeHO(OBIpY AU3OMIPOKCHIOM
He BUBYAIACH.

OuikyeTnes:

<> pO3yBacTaTUH

<> CMBACTaTHH

Kopexkuist 1o3u He notpibHa.

T = nigBuueHns, | = 3HIDKEHHS, <> = 6e3 3MiH
JI = nosipumit intepsai; OJ] = ogHopa3oBa 103a; 1 p/o = oxuH pa3 Ha Jo6y; 2 p/A = ABa pasu Ha 100y
* AUCo. 1 ogdopazoBoi 1o3u, AUCp.24 A1 npuioMy OJMH pa3 Ha 100Y.

Ocobaueocmi 3acMoCcy8anHs.

3amimenns HHI3T Ta 3acTocyBanHg IOpaBipHHY

JlopaBipvH HE OLHIOBATH Yy MALIEHTIB 3 MOMNEPEAHBOI0 BipyCONOrivHOK HEee(EeKTHBHICTIO 10 Oyb-
AKOT iHIIOT aHTHPETPOBipYCHOT Tepamii. AcouiitoBani 3 HHI3T myTauii, BUAB/CHI MiJ] 9ac CKPUHIHTY,
OyJid YaCTHHOK KpHUTEPIiB BUKJIIOMEHHs y AociikeHHsX Pa3m 2b/3. ['paHHUYHA TOYKA 3HIKEHHS
qyTIUBOCTI, BUKJIMKAHOTO pisHumu 3amimenussimd HHI3T, sike acouiroeThes 31 3HIDKEHHAM KIIIHIYHOT
e(heKTHBHOCTI, HE BCTAHOBJICHA (IUB. pO3lin « Papmakonoziuii gracmusocmi. @cwump@ﬂf‘mgmm) .
Hemae pmocTaTHiX KIHIYHUX [OOKa3iB Ha MiATPUMKY 3acTOCYBaHHA ,uopaB:any v ﬂaulﬁﬂma.'
iH¢ikoeanux BIJI-1, 3 pezucrenTtHicTiO A0 Kiacy HHI3T. '




Takki mkipai nodiuni peakuii (THITTP)
IToBigoMsIocs Mpo TsKKi wKipHi mo6iuni peakuii (TILUIIP), Brmowaroun cubapoM CriBeHca-
Jxoncona (CCJT) / Tokcuunuii emigepmanshuil Hekpoinis (TEH) min 4ac mocTMapKeTHHIOBOIO
JOCBiY 3aCTOCYBAHHS CXEM JIiKYBaHHs, 1O MiCTATH A0PaBipuH (IuB. po3ain «Ilobiuni peaxyiiy). Ilin
Yac NIPU3HAYCHHS JiKyBaHHS, MAEHTIB CJ1iA MOBiTOMUTH PO 03HAKY T4 CHMNTOMH LIKiPHUX PeaKLiif
Ta yBaXKHO CIIOCTEPIraTy 3a MaljieHTaMy LI0J0 MOABU LMX PEaKLid. ¥ BUIaJKy BUHUKHEHHS O3HAK Ta
CHUMITTOMIB, 1[0 BKa3yIOTh HA Li peakuii, CJIiJ HeralHo NPHUIMHUTH 3aCTOCYBAHHA CXEMH JIiKyBaHHI,
W0 MICTHTh NOpaBipMH Ta PO3MJIAHYTH albTEPHATHBHE JiKyBaHHs (3a HeobXximHocti). HeobxinHo
peTesIbHO KOHTPOJIOBATH KITiHI4HM CTaH Ta pO3MOYATH BiAMOBLAHY Tepartito. SIKIIo Mpu 3aCTOCY BaHHI
CXeMH JIiKyBaHH#, IO MiCTHTh JAOPaBipKH Y MallieHTa PO3BHUHYJIaCh cepiio3Ha peaxilis, Taka Ak TEH,
JTIKyBaHHS IIbOTO MALIEHTA 32 CXEMOIO, L0 MiCTHTB AOPABipPHH CIi/ HA3aBX/IM BiIAMIHUTH.

Takke rocTpe 3arocTperHs renaruty B y nauienTis 3 koindexuiero BIJI-1 ta BI'B

Bci mauienTtu 3 BIJI-1 moBUHHI IPOiTH TECT HA HasBHICTH Bipycy renatuty B (BI'B) nepes noyatkom
AHTUPETPOBipyCHOT Teparmii.

[ToBiNOMJISUIOCS TPO TSKKi 3aTrOCTPEHHs Temartury B (Hanpukiad, AEKOMIIEHCAIlisl MEYiHKY Ta
e4yiHKOBa HEJOCTATHICTB) Y MallieHTiB, ki 6ynu iHdikoBaxi BIJI-1 Ta BI'B i npunuHwm npuiioMm
namiBynuHy a60 TeHO(DOBIpY AM3ONPOKCUITY, JBOX KOMIIOHEHTiB mpenapary Jlenctpiro. Ilauienta 3
koindekiicto BIJI-1 Ta BI'B noBusHi nepefyBaTu Iig peTeqbHHM KJIiHIMHMM i JaGOpaTOpHUM
HAJIAAOM MPOTATOM MPWHAMMHI KiTBKOX MICAUIB Micad NPUIMHEHHS JIKyBaHHS MpernapaToMm
Jerncrpiro. 3a HEO6XimMHOCTI, Moe 6yTu BUTIPABIAHMM MOYATOK JiKyBaHHS renatuty B, ocobiso y
MAL[iEHTIB i3 NPOrpeCy UMM 3aXBOPIOBAHHAM [T€YiHKU a00 [IMPO30M, OCKIILKM 3arOCTPEHHS TeMaTHTy
Imic/1s1 JTIKY BaHHS MOYKE TIPU3BECTH 10 TIEYiHKOBOI AEKOMITEHCALT Ta MeHiHKOBOT HEJOCTATHOCTI.
BunnkHeHHs ado 3arocTpeHHs HUPKOBOI HEI0CTATHOCTI

[ToBiZOM/ISTOCS MNPO MHOpyIUeHHs (YHKUii HUPOK, BKIIOYAIOYM BHUMAAKU T[OCTPOi HUPKOBOT
HemocTaTHOCTI Ta cuHApoMy DaHKOHi (MOWIKOMKEHHS HHUPKOBHX KaHAIBLIB i3  THKKOIO
rinodocdaremicro), OpH 3aCTOCyBaHHI TEHOQOBIpY [IM30MpPOKCHITy, KOMIOHEHTa Mpenapary
Hencrpiro.

Cnix yHHMKaTM 3acTOCyBaHHd mpemapary JlejqcTpiro mpu ofHO4YAacHOMY ab0 HeIOoJaBHEOMY
3aCTOCYBaHHI He(pPOTOKCHYHHX JKApCBKUX 3aco6iB (HANpUK/Ial, BHCOKMX 03 ab0 KUIbKOX
HECTEpPOIHUX MpOoTH3aNaIbHUX Jikapcekux 3aco6iB [HIIII]) (aue. pospin «Bzaemodia 3 iHusuMu
nikapcekumu 3acobamu ma inwi 6udu 83aemodiiy). TIoBIIOMIANIOCS MPO BAMAJIKU [OCTPOI HUPKOBOT
HEOCTATHOCTI Mic/aa mo4aTky 3acTocysanHst HIT3IT y Bucokux mozax abo kinexox HII3IT y BIJI-
iHdikoBaHMX MAallicHTIB i3 (GakTopamMy PU3MKY HHUPKOBOI AMCOYHKLIT, ski Gyad cTabiMbHAMH NpU
3aCTOCYBaHHi TeHo(oBipy AMsonpokcuty. Jleski nauieHTd motpebyBany rocritatizauii Ta 3aMicHoOl
HUpKoBoi Tepamii. 3a motpebu cnix posrnsHyTH anbrepHatHBu HII3IT y nauieHTiB i3 pU3HKOM
PO3BUTKY HHUPKOBOT AMCYHKLLT.

TMocriitauii a6o mocwTroouKit 6k y KicTkax, 6i/b y KiHUIBKax, nepesoMu Ta/abo M’s130Bui 6i1b 260
cnabKicTh MOXKyTh OyTHM MpOSBaMH TPOKCHMAIbHOT HUPKOBOI TyOyJsomarii Ta BMMAaraTti OLIHKH
GbyHKIiT HUPOK Y MALiEHTIB 3 IPYIH PU3UKY.

PekoMmeHnyeThcs oLiHIOBaTH po3paxyHkoui CrCly BCix nalieHTiB nepesi mo4aTtkom Teparii Ta, Ko
Ile KJIiHIYHO JOpeyHo, mix 4ac Teparii npenaparom Hencrpiro. IlauienTam i3 pU3MKOM DPO3BHUTKY
HUPKOBOI AMCGYHKL{, BKIIOYAIOUM MALI€EHTIB, y KUX paHillle criocTepirammcs nopyuenHs QpyHKuii
HMpPOK Oif 4yac npuiioMy anedoBipy AMITIBOKCHITY, PEKOMEHAYETHCS repe] M04aTKOM 3aCTOCYBaHHS
npenapary JlencTpiro ouintoBaru pospaxynkosuii CrCl, docdop y cupoBartii KpoBi, IOKo3y B cedi
Ta 610K y ceui, a TaKo MpPOBOJUTH YACTILUMH MOHITOPHHT (QYHKLii HUPOK BiANOBIAHO A0 CTaHy
3710poB’4 TIalli€HTa IMi Yac Tepanii npenaparom JleacTpiro.

JlamiByinH i TEHOGOBIpY AHU30MPOKCHII MEPEBAXKHO BUBOAATHCA HUPKAMM. 3aCTOCYBaHHS Mpenapary
Henctpiro cmig MPUITHUHUTH, SKLIO pospaxyukosuii CrCl 3HmwKyeTbess 10 > 50 MII/XB, OCKUIBKM
KOPUT'yBaHHs iHTEpBATY MiX 103aMu, HEOOXIJHOTO A JlaMiByIUHY Ta TEHODOBIpY gum?quﬁmq
HEMOMUIMBO JOCAITH 3a JOMNOMOror koMOiHOBaHorormpenapaty 3 GikCoBaHOO ﬂo(}ma s pe—‘;,gm
«Cnocib 3acmocysants ma 003uy).




BruiKB Ha KiCTKOBY TKAHHHY Y JOPOCITHX

KicTKOBi aHOMAJTii, TaKi SIK OCTEOMANALLs, 1O MOXKE MPOSBIATHCA CTIHKUM ab0 MOCHITIOIOUAM bonem
y KicTKax i, y MOOJUHOKMX BHUIAAKaX, CIPHATH BUHUKHEHHIO IIepenoMiB, MOXKYTb OyTH TOB’A32aHi 3
POKCUMAJILHOKO HUPKOBOIO Ty Oy I0MATI€H0, 1HAy KOBAHOIO 3aCTOCY BAHHAM TeHOGOBIpY AU3OMPOKCHITY
(amB. po3ain «Ilo6ivni peaxyiin).

3HIDKSHHS MiHEpaIBbHOI WiNBHOCT] KicTkoBoi Tkanunu (MILKT) CIIOCTEpIiranocs MpH 3aCTOCyBaHHi
TeHO(OBipy [IM30MPOKCWIY Yy PaHAOMI30BAHHX KOHTPOJIBOBAHUX KIHIYHMX ~ JTOCHTiJKEHHAX
TpuBanicTio g0 144 TenkHiB y nauientis 3 BLJI- abo BI'B-indekiicto. Sk MpaBwio, MiC/isA NPUIHHEHHS
nikysadHs i nokasHuky MILKT nokparryBanics.

B iHIMX AOCITIIKEHHAX (MPOCHEKTUBHUX | NepexpecHHX) HaHOLIbII BUPAXKEHE SHUKEHHS MIIKT
crocTepiranocs y Maili€HTiB, sKi OTPHMYBaT¥ TEHOGOBIPY AM3OTIPOKCHIT K YaCTUHY CXEMH JIIKyBaHH],
I110 MiCTHJIA [TOCHJIEHUH iHTIOITOp MPOTEeasH.

3aranoM, 3 ONVIAAY Ha KiCTKOBI aHOMAIii, OB’ A3aHi i3 3aCTOCYBaHHAM TeHO(OBIpY JHU3OIIPOKCUIY, &
TAKOXK OOMEKEHICTh JOBrOCTPOKOBHMX AAHMX IOJO0 BIUIMBY TeHOGOBIPY AM3OMPOKCHIY Ha 310pOB’s
KICTOK 1 PH3HK MepesioMiB, CIiJ PO3IISHYTH aIbTEPHATHBHI CXEMH MiKyBaHHs /I TAL€HTIB 3
ocTeornopo3oM abo 3 MEPeIOMaMHU KiCTOK B aHAMHES31.

Ipu nizo3pi a6o BUABJIEHHI aHOMATIT KiCTOK HEOOXIAHO OTPUMATH BiAMOBiIHY KOHCYJIBTALIFO.

Bruius Ha KiCTKOBY TKAHMHY Y AiTel

[cHye HEBU3HAYEHICTh WIOAO MOBFOCTPOKOBHX HACHIAKIB TOKCHYHOL nii Ha kictku. Tomy
PEeKOMEHIYETECA My TbTHAUCUMILTIHAPHUM MiIXi/T AUTs PETEIBHOT OLIHKH CIiBBiIHOLIIEHHS KOPUCTI Ta
PU3HKY JIIKYBaHHS OKPEMO Ui KOXHOIO BHMAJKY, BU3HAYCHHI HEOOXiMHOro MOHITOPHHIY HiJ Yac
Tepamii (BKJIIOYHO 3 HPUHHATTAM pIlIEHHS IPO MOKIHWBE TPUIMHCHHS AiKkyBaHHS) 1 pO3MIALY
JOLINBHOCTI MPU3HAYEHHS JOAATKOBUX MPEMNapaTis.

TeroboBipy TM30MPOKCHI MOXKE CIPUHUHATH 3HIKeHHs MIIIKT. Hacninxu 3mMin MIIKT, nos’si3aHi
i3 3aCTOCYBaHHIM TeHO(bOBIpY AMZONPOKCUITY, JUTA IOBFOCTPOKOBOLO 3[0POB’ A KiCTOK 1 Mali0yTHBEOTO
PHU3HKY MEPENOMIB 3a/TMIIAIOTECS HEBIIOMUMH.

[pu mimospi abo BusBneHHi aHOManil KicTOk y AiTei HEOOXiTHO OTpPUMATH KOHCYJIBTALIIO
eHJOKpHHOJIOra Ta/ado Hedponora.

OnHouacHe 3aCTOCYBAHHS 3 IHIINMH NPOTHBIPYCHUMH 3ac00aMu

Jopasipun/naMiBy iMH/TeHODOBipY OU3OMPOKCHI HE MOXHA 3aCTOCOBYBATH paszoM 3 iHIIUMU
nikapceKuMM 3acobamu, 1O MicTATE NamiByauH, abo 3 JKApCBKUMU 3aCO0aMH, L0 MiCTSATh
TeHo(hoBipy AU30MpoKcHIL, aGo TeHodoBipy anadenamin, ado 3 ameoBipy AUIIBOKCHIOM (AMB. PO3/LNI
«B3aemodis 3 iHwumu niKapceKuMmu 3acobamu ma iHud 8uOu  83AEMOOIILy). Kom6iHauiro
[OpaBipHH/NaMiBy IMH/TeHOGOBIpY AM3ONPOKCHI HE CIIJ 3aCTOCOBYBATH 3 JOpaBipvMHOM, OKpiM
BUMAJIKiB, KOJM IOTPiOHA Kopekulis A03u (Hampukiad, 3 pudabyTuHom) (auB. po3aiu «Crocio
3acmocysans ma 003u» Ta «Bzaemodia 3 inwumu nikapcoKumMu 3acobamu ma iHuLl UOU 83AEMOOIILY).
3acrocypanus 3 inagykropamu CYP3A

Cnig 3 06epeskHICTIO NPU3HAYaTH AOPaBipUH 3 JIIKAPCHKUMU 3aco0aMK, SIKIi MOXYTh 3MEHIIYBaTH
EKCTIO3ULII0 JopaBipuHy (muB. posnimu «IIpomunoxazannar i «Bsaemooia 3 inuwumu NKApCORUMU
3qcobamu ma iHuli 6uOU 830EMOOIILY).

CHHIPOM BifIHOBJIEHHS IMYHHOI Bi/INOBIAI

T[TOBiZOMJISUIIOCS [P0 CHMHAPOM BiJHOBJEHHsS IMyHHOT BiNOBiAi y MAaui€HTIB, AKi OTpUMYBAIH
KOMGIHOBaHy  aHTHpeTpoBipycHy Tepamito, Ilin 4ac  no4aTkoBoi ¢dasu  komOiHOBAHOL
AHTHPETPOBIpYCHOI Teparii y Mali€HTiB, IMyHHa CHCTEMa AKHMX BIZINIOBilae Ha JIiKyBaHH:A, MOXC
PO3BHHYTHCS 3anasibHa PeakLis Ha MIIABO nepebiratodi ado 3a/TMLIKOBI ONMOPTYHICTUYHI iHeKLUiT (Taki
aK iHbekuis Mycobacterium avium, UMTOMEraloBipyc, OHEBMOHIs, CIpUuMHeHa Prneumocystis
Jjirovecii [PCP] abo Ty6epKy1603), IO MOXKE BUMAaraTh NoAalbuoro obcTexkeHH 1 TIKyBaHHA.

TakoX MOBIIOMIIAIOCS MPO BUHHKHEHHS ayTOIMYHHHX 3aXBOPIOBaHb (TaKMX SK xBopoba ['pelisca,
ayToiMyHHMI rematur, noiMio3uT i cunapom ['ieHa— Bappe) Ha oHi BiTHOBICHHS IMYHHOT BilINOBIAL;
OJIHAK Yac [0 MOSBH CUMNTOMIB Gibll BapiabenbHUH i MOXKE HACTATH 4epe3 bararo Mj%i_pvﬂ;jgg_g_

oYaTKy JiKyBaHHS. o TR TS N
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JlakTo3a

[Tpenapar JlencTpiro MiCTUTh JiakTo3u MoHoriapar. [lanieHram i3 piAKICHUMA CHaAKOBHMH
3aXBOPIOBAHHAMM HETIEPEHOCUMOCTI FAfIaKTO3H, 3arabHOK HEAOCTATHICTIO IAKTa3U ab0 MOpYLIEHHIM
BCMOKTYBaHHS [JIFOKO3U-TalaKTO3! HE CJIiJl 3aCTOCOBYBATH LEH Mpenapar.

3acmocyeanns y nepiod eéazimuocmi avo 200y8anHa zpyooi.

BaritHicTb

JlaHi 1m0/10 3aCTOCYBaHHS JOPaBipHHY BariTHUM XiHKaM BiacyTHi abo oOMexkeHi.

Peccmp anmupemposipycnoi mepanii nio uac gazimuocmi

PeecTp aHTMpPETPOBipyCHOT Teparlii i/l Yac BariTHOCTi 6YJI0 CTBOPEHO [Tt MOHITOPHHIY HACTiKIB /I
MaTepi Ta IUI0/1a y MAL[i€HTOK, sKi i/l Yac BariTHOCTi OTPUMYBAIM aHTHPETPOBipYCHI Mpenaparw.

Sk 3an06ixkHui 3axij, 6akaHO YHUKATH 3aCTOCYBaHHs Npenapaty JleacTpiro mij 4ac BariTHOCTI.
["pyate BUrOAOBYBAHHA

BIJI-indikoBaHMM *iHKaM PEKOMEHIYETbCA HE FOAYBAaTH IpyAbMH, 1006 3anobirtu mepemadi BUI
HEMOBJISITAM.

DepTUITLHICT
BiacyTHi gaHi npo BIuIMB npenapaty encTpiro Ha GepTUIBbHICTD JIIOAUHH.

3o0ammuicme ennueamu Ha WEUOKICMb peaxuii npu KepyeanHi agmompancnopmom abo inwumu
Mexanizmamu.

ITpenapar JIe/cTpiro Mae He3HA4YHWIl BIUIMB Ha 3[aTHICTh KepyBaTH aBTOTPAHCIOPTOM abo iHIIMMH
MexaHizmMamu. [TauieHTiB cnin npoiHGopMyBaTH Npo BAMALKH BTOMH, 3alaMOPOYEHHS Ta COHIUBOCTI
mif yac JIiKkyBaHHs npenapatom Jlenctpiro (auB. po3ain «Ilo6iuni peaxyiin). Lle cnin BpaxoByBaTH NpH
OLIHLI 3AaTHOCTI MaLlieHTa KEpyBaTH aBTOMOOIIEM ab0 NpaLFOBaTH 3 MEXaHi3MaMH.

Cnocib 3acmocyeanna ma 003u.

Teparniro NOBUHEH PO3TIOYHMHATH JIKap, SKUi Mae nocBin JikypaHHs BIJI-iH¢ekuii.

JlozyBaHHS

PexomenoBana 1no3a mnpenapaty Jenctpiro craHosuTh ofHy Tabmetky 100 mr/300 mr/245 wr,
nepopasibHO, OUH pa3 Ha 00y HEe3aIEKHO BiJ MpUoMy DKi.

Kopuzysanns dosu

Sxmo mpenapar JIeJCTPIro 3acTOCOBYIOTH OAHOYACHO 3 pu¢abyTHHOM, 103y JIOpaBipuHy CIIif
36iabmuTH 10 100 Mr ABidi Ha f00y. L{e mocsAraeThes MULXOM J0AaBaHHS OIHIE] TabNETKH AOPaBipUHY
100 Mr (K MOHOMpenapary), Ky CJii IPUMHITH NPUOTU3HO Yepe3 12 roAMH micis J03M npenapary
Jleactpiro (uB. po3ain « Bzacemoois 3 inuumu JiKApCoKumu 3acobamu ma iHuii 6UOU 63aemMo0iiin).
OnHoYacHe 3aCTOCYBaHHA JOpaBipvHy 3 iHmmMu moMipuumu iHgykropamu CYP3A He owisroBanocs,
ane O4YiKYE€TbCSA 3HIDKEHHS KOHIIeHTpauii JopaBipuHy. SIKIIO HEMOMKIMBO YHMKHYTH OJHOYaCHOIO
3aCTOCYBAaHHA 3 iHIUMMH noMipHuMH iHayKTOpamu CYP3A (Hanpukian, nabpadenioom, JecuHypaaom,
603eHTaHOM, TiOpUAa3UHOM, HadLMIIHOM, MOAA(dIHIIOM, TENOTPUCTATOM €TWIOM), CIiA NMpHUAMATH
no3y nopasipuny 100 Mr omwn pa3 Ha 100y NpHOMM3HO Yepe3 12 roAMH Micna AO3M Mpenapary
JlencTpiro (IUB. po3aisl « B3aemo0is 3 iHUWUMU NIKAPCLKUMU 3aCOBAMU MA IHUL] 8UOU 83QEMOOITLY).
Iponywena 0o3a

SIKIO MALi€HT MpOIyCTHB 103y mpenapary enctpiro npotaroMm 12 roaud micns 4acy 3BUYaiHOro
npuiioMy, Malli€eHT NOBHMHEH MpPUHAHATH il SAKOMOra WIBMAWE Ta TNPOJOBXHTU HOpMalbHUM rpadik
JI03yBaHHA. SIKIIO MALIIEHT MPOITYCTHB NMPUHOM 103u GinbL HiXK Ha 12 roAguH, BiH He MOBMHEH NPUAMATH
TPOIYILEHY Z03y, & 3aMiCTh UHOr0 MPUMHATH HACTYNHY 103y B 3BHYalHMi uac. [lalieHT He MOBUHEH
puiiMaTH 2 103U 3a OJAHH Pa3.

OcobauBi kateropii natieHTis B R T
Iayienmu n1imne020 8iKy £ ‘_"/" e
HemocTaTHpeo AaHWX LIOAO 3aCTOCYBaHHS AOPaBipHHY, JaMiBYyJUHY Ta TEPIO¢QBjﬁ?f ,u113onp01<aiqu_‘,3‘
naLiieHTam crapinm 65 pokis. Hemae nokasie Toro, mo nauieHTam JiTHbOro Big_c')f; néﬁﬁ:‘ﬁga@ma 1034, -
HK  MOJIOMIMIMM  AOPOCIAMM  malfieHtam  (OuB. po3gil  « (Dap,iff.'r.rcr),-'i;l':*)é‘_rih'.;-a{_. “Brachnmocnt.
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Dapmaxoxinemuxar). PekomMeHayeThes ocobnuBa obepexHicTs y Liil Bikosiil rpymi Hepes 3MiHH,
MOB’13aHi 3 BIKOM, HANIPUKIA 3HIDKeHHS QYHKUIT HUpOK (21B. pO3ALT «Ocobtaueocmi 3aCMOCYBaHHAY).
Hopyvuerinsa gynxyii HuUpox

Kopekiisi 1034 npenapary JlencTpiro y MauieHTiB i3 po3paxyHKOBHM wtipercom kpeatutiny (CrCl)
> 50 MJI/XB He NOTpiOHa.

Tepaniro npenaparoM JIeNCTpiro He CiIij po3NoYHHATH manienTam i3 pospaxynkosuM xiipencom CrCl
< 50 wr/xB (muB. pozminu «Ocobausocmi 3acmOCy8aHHA» Ta « DapMaKono2iuHi  8NACMUBOCTI.
@apmaroxinemuxar). 3aCTOCYBaHHS MpENapary JlemcTpiro cnif OPUIMHHTH, SKIIO pO3paxyHKOBUH
KI1ipeHC KpeaTHHIHy 3HMKyeThes no > 50 M/xB (muB. po3ain «Ocodausocmi 3QCMOCYBAHHAN).
ITauieHTH 3 IOMipHUM 260 TSKKUAM MOPYIICHHAM QYHKUIT HHPOK MoTpebyOTh KOPUIyBaHHs iHTepBAIY
MDK 703aMH JIaMiByuHY T2 TeHOGMOBIpPY AH3OMPOKCHITY, IOTO HEMOMUIMBO AOCAITH 34 JIONMOMOTOF0
KkoMOiHoBaHoi Tabnmetku (auB. posminu  «Ocobrusocmi 3acmMOCy6anHA» Ta « Dapmarono2iuni
anacmugocmi. PapmMaKoKiHemuxan).

Topywenns gyHkyil nevinku

IaienTam i3 nerkaM (kiac A 3a mxasowo Yaitnga — [T'to) abo momipHnm (kac B 3a mkanoio Haiiina
— II'o) nopyuleHHAM OyHKLI IediHK# KOpeKUis 03 flopasipuHy/namiBy AHHY/TeHOQOBIPY
[M30IPOKCUTY He moTpibHa. JlopaBipuH He OCIIUKYBaBCS y MAL€HTIB I3 TSKKUM MOPYUIEHHAM
dyukuii nedinku (kwiac C 3a wkanoro Yainga — IT’t0). HeBimomo, 4¥ 30UTBIIHTECS €KCTIO3HLLIS
JIOpaBipdHy Y TMAall€HTiB i3 TSOKKUM TOPYIIEHHAM dyukuii neuinkd. ToMy PeKOMEHIYETBCA 3
00epeXXHICTIO MpU3HAYaTH JOpaBipUH/IaMiBy THH/TEHOQOBIPY AU30TPOKCHI naiieHTaM i3 THKKAM
nopymeHHAM GyHKUIT MediHKy (IMB. PO3JLT « Papmakonoziuni 61acmusoCmi. DapMAKOKIHEMUKAY).
Criocid 3acTocyBaHHs

IIpenapar enctpiro ciif MpuAMaTH nepopaibHO OVH pas Ha 106y HesanexHo Bif Mpuiomy Dii Ta
KOBTATH TA6JETKY LIOF0 (IUB. po3ain « Papmakonoziuni nacmugocmi. DapmMaKkoKIHEMUKa»).
Ocobanei 3anodikHi 3ax0/ M0N0 yTuizanii

By ib-KHil HEeBUKOPUCTAHMIA JTikapchKuii 3aci6 a60 BiZXOMM CJTiJ YTHIIi3yBaTH BiNOBIIHO 0 MiCLIEBUX
BHMOT.

Himu,
Besneka Ta eeKTHBHICTh npenapary JlencTpiro y AiTeit BikoM /0 12 pokie abo 3 Macoro Tijia MEHIIe
35 kr He BcTaHoBJIeHI. [laHi BiACYTHI.

Ilepedosyeanna.

HopagipuH

BigcyTHst iHpOpMALLis PO MOMIIHBI rOCTPi CUMITOMH Ta O3HAKHM M€PEAO3YBAHHA NOPABIPUHY.

JlamiBy iyH

OCKUTbKY He3HayHAa KUIBKICTB JaMiByJUHY BHUBOAMTHCS 3a AOIMOMOIORO (4-rofMHHOrO) remMoianisy,
MOCTIiHHOro amMByIaTOPHOrO MEPUTOHEAHHOrO Aiallizy Ta aBTOMATHHOIO NMEPUTOHEATHHOTO niamizy,
HEBiOMO, u4M MOCTiiiHMii remojiamis 3a0e3nedyuTsh KIiHIYHYy KOPHCTB Y BHMIAAKY MEPCAO3YBaHHA
JIaMiBYIUHY .

TeunodoBipy AM30NPOKCILI

Teno¢osipy An30npokcun eGeKTUBHO BUBOJUTECA LUIIXOM remoaianisy 3 koeilieHTOM eKCTpaKLii

npubnuzHo 54 %. Ilicng oaHOpPa3oBOi AO3H TeHO(DOBipY AM3OMPOKCHIY 245 M 3a AOMOMOTO0 4-
rOJMHHOTO CEaHCY reMoliatizy BUBOAUThCA mpubmusHo 10 % BBEJICHOT 1031 TeHODOBIpY.

Iob6iuni peakuyii.

Pesronme ipodinio desneku

V KIiHIYHUX J0cimKkeHHAX (Gasy 3 Mpy 3aCTOCYBaHHi 10paBipuHy 3 2 HyKI€O3MAHUMA iHribiTopamMu

3BopoTHOT Tpaxckpuntasu (HI3T) naiuacTimnmu MOGIYHMMH peaKILlisMH, PO sIKi MOBIIOMIANIOCH,
0, 1 A1 0,

6ymu aynota (4 %) i ronosuuit 6inb (3 %). R -

PeztoMe MoOiuHux peakiiiil y BUTIs Al Ta0nmLL p:

¢ ~=
* N R
V koxkHIM rpyil 4acToTu ro6iuH1 peaKL[l'l. IpeAcTaBJICH1 B MopAAKY 3MCHIUCHHA Cepf}ﬁﬁ_ﬁOCTl. YacToTa ™ Ty

BH3HAYAETHCA SK Ayske yacto (> 1/10), wacto (Bin> 1/100 no < 1/10), Hevacto (Bin> 1/ }_Ofmzﬁoﬁlf 100),




pizko (Biz > 1/10 000 1o < 1/1 000), xyxe pimxo (< 1/10 000) abo HeBinoMo (He MOKHa BCTAHOBHUTH 32

HasBHUMH JaHHMH).
Tabnuus 2

PestoMe moOiuHMX peakiiii, MOB’sI3aHHUX i3 3aCTOCYBAHHAM JopasipuHy/namiBy 1uHy/TeHODOBIpY
AW30NPOKCHITY, Y BUIJIs TabAMLL

YacToTa | IToGiuni peakmii
Indexnii Ta inBasii
Pinko | BHCHIT MyCTYJILO3HUIH

Tlopymenns 3 60Ky KpoBi Ta jJiM¢paTH4HOl CHCTeMH

Heuacto HeiftponeHis*, anemis™®, TpomBouUTONEHIS*

Jyaxe piako iCTMHHA epUTPOLMTApPHA ariasis™

Topymenus meTadoaizmy

Hegacto rinogocharemis, rinokariemis*

Pigko rinomarHiemis, JaKToarmaos*

IHeaxiaTpuuni nopynienss

JacTo TMaTONOTIUII CHOBHAILHS, 6e3coHHS"

Heuacto Hi4Hi KOLIMApH, Aernpecis’, TpuBOTa’,
JPaTiBJIUBICTh, CIUTYTaHICTh CBiOMOCTI,
CYiLHAAnbHI IYMKH

Pigko arpecis, raJroLHALL, po3iaj ajanTaLlii, 3MiHH
HACTPOIO, COMHAMOY113M

[opymenus 3 60Ky HEPBOBOI CHCTeMH

Yacto rofoBHHi Bislb, 3a11AMOPOYCHHS, COHJIMBICTD

Heuacro MOPYIIEHHS YBar, MOriplIeHHs raM s,
napecresii, rinepToHyc, MoraHa AKIiCTb CHY

Hysxe piako nepudepiuna Heitponaris (aGo napecresin)*

Cynunni po3zaan

Heuacto rineproHis

Pozanaau 3 DoKy oprafis AHXaJbH01 CHCTEMH,

yAHOT KJHTKH Ta cepefocTinns

Yacto Kamesp*, CHUMITOMH 3acTyan™

Pigxo 3aamMuika, rineprpodis MUCIATUH

IMopymenns GyHKIIT NUTYHKOBO-KHINKOBOIO TPAKTY

Yacto Hy 0T, iiapes, 6iTb Y JKUBOTi ', OIIOBAHHS,
MeTeopH3M

Heuacto 3anop, nucxoudaopT Y KMBOTI", 3y TTs KHBOTA,
Aucrnencis, M’ kit kan®, nopymeHHs MOTOPHKH
LJTY HKOBO-KMIIKOBOTO TPakTy’, MaHKpearHT*

Pigxo TEHE3MH MPSAMOT KMIIKH

Mopymenns 3 6OKy NeYiHKH i JKOBYOBHBITHAX MLIAXIB

Pigxo

| CTCAaTo3 He‘IlHKI/I* Fel'IaTI/IT

Po3naan 3 60Ky mKip#n Ta miWKipHOT KIITKOBHHH

Yacto anoneuis™*, Bucun®

Heuacto cBepOiK

Piako aTeprivHui AepMaTuT, po3aLiea,
aHrioHeBpoTHHHIIT HAOPAK™

Hesimomo TOKCHYHHUI enigepMaIbHIil HeKpOoi3

Posnaan ONOPHO-PYX0BOro anapary 1a CHoJIy4

HOI TKAHHHH

YacTto

M’430Bi poanagu*, 3HWKEHHA MiHEpaIbHOT
MTBHOCTI KiCTKOBOT TKaHHHK* ﬁ“”"""“

Heuyacto

mianris, aprann;{ pa6)10M10n13*+ M" gaﬁma’"\'_ [,
cabKicTh** 3




YacToTa TloGigni peakmii

Pigxo KiCTKOBO-M’s130BHi1 611, OCTEOMAN AL
(mposiBAAETECA GONIEM y KICTKaxX i He4acTo
crpusic nepesomam)*, miomaris*

Po3janu 3 60Ky HEPOK i ce40BHBITHHX IILIAXIB

HeuacTo MIABUILEHHA KPEaTHHiHY*, IPOKCHMaIbHA
HUpPKOBA TyOyJIONaTis (BKJIIOYAKOUH CHHAPOM
®daukoni)*

Pinxo rocTpe ypaxkeHHs HUPOK, OPYIIEHHs QyHKLUIT

HUPOK, ypoJiTias, HedporiTias, rocTpa HUPKOBa
HEJOCTATHICTH*, HAPKOBA HEIOCTATHICTB*,
rocTpuii Ty 6y aspHuil HeKpo3*, HeppUT
(BKJTFOYAFOUM TOCTPHM IHTEPCTULIITBHHIA)*,
nedporeHHuil Helykposuii niader*

3araabHi poznaau Ta peaknii y Micni 3acTOCYBAHHSA

YacTo proMa, rapsuka®

Heuacto aCTEHis, He3Iy KaHHS

Piaxo 6inb y rpyasx., 03400, Oiik, crnpara
JlaGopaTopHi JocTiUKeHHs

Yacro MiABHILEHHs anaHiHaMiHoTpaHchepasy’
Hewacto MiIBMILEHHS acrapraraMiHoTpaHchepasu,

MiABUINEHHS Jirla3y, iABMINEHHS aMijia3u,
3HUYKEHHS reMOrIobiHy

Pigko niaBUILIEHHA kpearuH(ocdoKiHazH KpoBi

* [0 modiuHy peakiilo He GyJI0 BH3HAYEHO AK M06I4Hy peakiifo, Mo’ s3aHy 3 AopasipuHom y Pasi3
wiiniuaKX gocaimkess (DRIVE-FORWARD, DRIVE-AHEAD, DRIVE-SHIFT), ane BIHOUYEHO 10 L€l
TabnuLi sk Mo6iuHy peakiiio Ha ocHOBi KopoTkoi xapakTepucTuky dikapehkoro 3acoby (KXJI3) 3TC ra/abo
TDF. BUKOPUCTOBY€ThCA HalBULIA KaTeropis 4actoty, 3a3Hadena B KXJI3 3TC a6o TDF.

¥ Lizo mo6iuny peaxuiro He 6yN0 BH3HAYEHO AK MOBIYHY peaxliito, OB 13aHy 3 JopasipiHom y Pasi 3
wiigiuaux gocnimkens (DRIVE-FORWARD, DRIVE-AHEAD, DRIVE-SHIFT), ane BoHa criocTepiranacs
[1iJ yac MOCTMAPKETHHIOBOO 3aCTOCYBAHHS CXEM JIIKyBaHHS, 1O MiCTATh JOPABipHH Ta € MOGI4HOIO
peakiero, 3azHageHow B KXJI3 3TC ta TDF. BUKOPHCTOBY€ThCS HAMBHIIA KATETOPis YaCTOTH, 3a3HAYEHA B
KXJI3 3TC ta TDF.

14 no6iuna peakiis Moe BHHUKHYTH K HACIIOK IPOKCHMAJIBHOI HUPKOBOT TyOyIomaril. BigcyTHicTb
[LOrO CTAHy He 0B’ S3aHa i3 3aCTOCY BaHHIM TEHO(DOBIpY JAHU30MIPOKCHUITY.

! 6e3cOHHA BKIIOYAE: 6€3COHHS, MOYaTkoBe 6E3COHHA Ta po3Naj CHY.

2 renpecis BKMIOYAE: JENPECio, NPUTHIYEHMIT HACTPIM, MHOOKY Menpeciio Ta CTIHKUH AenpecHBHUM po3na.
3 TpuBOra BKIIOYAE: TPUBOIY TA FEHEPATI30BaHUN TPUBOKHHUIM pO3Nal.

46inp y )MBOTI BKIIOYAE: Gib Y )XUBOTI Ta Gib y BepXHil 4aCTHHI XKUBOTa.

5 1uckoMOpT y XKUBOTI BKITIOYAE: abaoMiHaNbHUI HCKOM(OpT Ta emiracTpaibHuit AUCKOMGOPT.

M’ SKMI KaJl BKIIOYAe: M KU KaJl i 3MiHeHUH CTineLb.

7 po3stal MOTOPHKH LILTYHKOBO-KHMIIKOBOTO TPAKTy BKIIOYAE: MOPYIEHHS MOTOPHKH [Ty HKOBO-KHUIIKOBOTO
TPaKTY Ta 4acTe BUIIOPOMHEHHA.

8 BECHIT BKITIOYAE: BUCHII, MaKyJIAPHHE BUCHII, EpUTEMATO3HUI BUCHII, TEHEPATi30BAHUH BUCHIIL,
MaKyJIONany/Ib03HHH BECHII, NAITyJIO3HHI BUCHUI Ta KPOIIMB’ AHKY .

% TigBMIIEHAS aTaHiHAMiHOTpaHCdepasy BKJIOYAE: MMiABULIECHHS aJlaHiHaMiHOTpaHChepasy Ta
renaTolesIoNsIpHe YpaKeHHs

Ornuc OKpeMHX NOOIYHHX peakLliii

Cunopom iOH08NeHHS IMYHHOI 8I0N0GIOL
Y BUI-iH®ikoBaHHX NAlli€HTIB i3 THKKAM iMyHOZEDIUMTOM Ha MOMEHT MOYaTKy KOMOIHOBAaHOL
aHTI/IpeTpOBlpyCHOI Teparm (KAPT) MoXe BUHMKHYTH 3analbHa peakiisi Ha Oe3cHMNTOMHI abo

3aJIMIIKOBI OMOPTYHicTHUHi iHdeKLii. TakoX NOBIZOMIIOCS TIPO ayTOIMYHHi 3a(BOpK3BElHH,ﬂ‘£‘Ta£Ki)ﬂK .

xBopo6a I'peiisca Ta ayTOIMyHHMIH rENaTUT); OJHAK 3apPEECTPOBAHWK 4ac 10 iX noaBu e
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BapiabenbHUM 1 i ABUIIA MOXYTb BMHUKATA 4€pe3 GaraTo MicALIB ITiC/A MOYATKY NiKyBaHHS (IHB.
po3ain « Ocobaugocmi 3acmMOCYEaHHAY).

Jlaxmoayudos

TToBiNOMJIATOCS PO BHITAIKH NAKTOAL03Y [PH 3aCTOCY BAHHI TeHOMOBIPY IU3OMPOKCHITY OKPEMO a60
B KOMGIHAL{i 3 iHIIMMM aHTHPETpOBipycHuMM npemapatamu. [lamieHTd 3 daxTopamMu CXHIBHOCTI,
HanpuKIa/ 3 ACKOMIIEHCOBAaHUM 3aXBOPIOBAHHAM riediHky, 260 MALieHTH, AKi OTPUMYIOTh CYIyTHI
nperapaTH, fKi, K BiIOMO, CIIPUYUHSIOTH JIAKTOAUMAO3, MAOTH MiABUIIEHUM pPU3HK BHHUKHEHHS
TSOHKKOTO JIAKTOALMAO3y MiJl 9ac JiKyBaHHS TeHOQOBIPY IM3OMPOKCHIOM, BKIIOYAOMH JieTaJIbHi
BHMAOKY.

Tsorcki wikipui nobiuni peaxyii (TILITP)

TToBinOMIAIOCS MPO TOKKI WKipHi NoGiuni peakuii (TLUIIP), Taki SK TOKCHYHWI enigepMantsHHii
uexponis (TEH) nipu 3acTocyBaHHi cXeM JIKYBaHHS, 0 MiCTSTB ZOpaBipuH (nuB. po3ain « Ocoorueocmi
3aCMOCYBAHHAY).

iTn
BesreKky JOpaBipuHy SK KOMIIOHEHTa KomGiHaii fopaBipus/namMiBy anH/TeHO(QOBIPY AM30NPOKCHIT
owiHroBany y 45 BIJI-1-iHhikoBaHUX NAllieHTiB i3 BipyCONOrHHOK cyrnpecicio ado NauieHTis BIKOM Bill
12 o < 18 pokiB, Aki paHille He OTPUMYBAIM JIKYBAHHS, Y BiIKPUTOMY AOCIIUKeHH] MpoTATOM 48
mwkais (IMPAACT 2014) (ITpotokon 027)). Ipodinb Gesneky y aiteli 6ys noaidHIM 10 Mpodimo

6e3MeKu y JopOCiuX.

Tepmin npEAATHOCTIL
30 micsLis.

VYmosH 30epiranus.

36epiraty B opuriHambHii mismui. [Domky 36epiraty MWibHO 32KPUTOKO LA 3aXUCTY Big BoJioru. He
BuanATH ocyiysaud. Leit ikapcekuii 3acib He BUMarae 0COG/IMBHX TEMITEPaTyPHUX yMOB 30epiraHHs.
36epiraty B HEAOCTYTHOMY JUTA AiTeH MicLi.

HecymicHicTb.
He 3acTOCORBHO.

Ynakogska.

KoxHa KapTOHHa KOpoOKa MICTHTh IUIAIIKY 3 nonieTuneny Bucokoi minsHocti (MEBL) i3
MOTINPOTIiIEHOBOKO KPHLIKOO i3 3aXHMCTOM Bif BiAKPUTTS AiTBMH i3 CHIliKare/leBUM OCYIUIyBa4eM.

30 TabneToK, BKPUTHX IUIIBKOBOIO OOOJIOHKOIO Y Wi, 1 [UIMIKa B KApTOHHIM kopobui pasoM 3
{HCTPYKLI€IO JUIS MEAMYHOTO 3aCTOCY BAHHS.

Kareropis Bignmycky.
3a peuernToM.

BupoOHHK.
Mepk lapn i loym b.B.

Micue3naxomKeHHA BHPOOHHKA TA ajpeca Micis NPOBAIKEHHS fioro AiILHOCTIL
Baapnepser 39, Xaapnem 2031 BH, Higeprasau

JlaTa 0CTAaHHBOTO IeperJisay. // / 05 O&D/Z 6




3ATBEPIKEHO
Haka3s MinicTepcTBa 0XOpOHHA
3q0poB’fl YKpaind
14.03.2023 Ne 491
Peccrpanifine nocBixueHns
Ne UA/19937/01/01

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY

1. Ha3Ba JiikapebKkoro 3aco0y, 103yBaBHsl, jlikapcbKa gopma.
JlencTpiro, TabIETKHU, BKPUTI IUTIBKOBOKO 060/10HKOIO, 110 100 Mr/300 mr/245 mr.

2. Skicanii i KiTbKicHAH cKaaa.
1 TabreTka, BKPHTA IUTIBKOBOKO 0GOJIOHKOO, MicTiTh 100 Mr nopasiputy, 300 Mr namisymuny (3TC), Ta
245 Mr TeHODOBIpy AM30NPOKCUITY Y GopMi TeHOPOBIpY AU3OMPOKCUITY ¢dymapary (TDF).

JlormoMikHi pe4OBHHM 3 BiIOMHM e(hEeKTOM:
1 TaBneTKa, BKPUTA IUTiBKOBOIO 0GOJIOHKOIO, MICTHTE 8,6 MI JIakTo3u (Y dopmi MoHoTIIpATY).

Jlns oTpuManHs iHdopmauii MO0 MOBHOTO MEPEITIKY JOTIOMDKHUX PEHOBUH OUB. PO3ALN «Lonomisxchi
DEYOBUHUN.

3. Jikapcska popma.
Ta6neTky, BKPHTI ILTiIBKOBOKO 000JIOHKOMO (TabIeTKM).

OBanbHi TabJETKH HKOBTOTO KOJIBOpY, po3mipom 21,59 mm x 11,30 MM, 3 THCHEHHAM KOPIOPATUBHOIO
noroTHmy Ta «776» Ha ogHOMy 6oLl Ta MIaJKi — Ha iHIIOMY.

4. Kniniuna indopmanis:

4.1. TepaneBTHYHI OKA3AHHA.

IIpenapar Jlenctpiro npu3HaueHUH JUIS JIKYBaHHS [OPOCIHX, indikosanux BipycoMm iMyHOmEQiLMTY
nooaund tuny 1 (BUI-1), 6e3 mokasis pe3UCTEHTHOCTI A0 KJACy HEHYKICO3HIAHNX iHri6iTopiB 3BOpOTHOT
tpasckpuntasi (HHI3T), namiByauny abo TeHOQOBIpY Ha MOMEHT MpPH3HAYCHHS abo B aHamHe3i (auB.
po3minmu «Ocobrugi 3acmepedceHHs ma sanobidcHi 3ax00u NPU 3ACMOCYSAHHLY Ta « DapmakoOuHaMIuHI
GLACMUBOCTIY).

Ipenapar JlencTpiro mpu3HAYESHH I JUIA JTiKyBaHHS MiUTITKIB BikOM Bifl 12 pOKiB 3 Macoro Tina He MeHLIe 35
kr, iHdikoBanux BUI-1, Ge3 n0Ka3iB PE3UCTEHTHOCTI O Kiacy HHI3T, namiByauHy abo TeHO(OBipy Ha
MOMEHT MpU3Ha4eHHs abo B aHAMHE3I Ta AKi 3a3HAIH TOKCUYHOCTI, KA MEPelKOKaE BUKOPUCTAHHIO
iHIIMX CXeM JIiKyBaHHS, SKi He MICTATH TEHO(MOBIpY IH3OMPOKCUITY (nuB. posaimu  «Ocobuuel
3acmepedicenHs ma 3aN0BINCHI 3ax00U npu 3acmocyeanti» 1a « PapmaxoOuHamivni GLACUBOCIIY).

4.2. JTo3u T4 cnocié 3acTOCYBaHHS.

Tepartito MOBUHEH PO3NOYUHATH JiKap, AKMI Ma€ 10CBiL nikysanus BUI-indexuii.
Jlo3yBaHHS

PekoMeH/10BaHa J03a npenapaty JlescTpiro ctaHoBUTh oiHy Tabnetky 100 Mmr/300 mMr/245 mr, nepopainbHO,
OJMH pa3 Ha J00y HEe3alIexKHO Bil mpukomy DXKi.
Kopueysanus dosu

SIkwo npemapat JIeNcTpiro 3acTOCOBYIOTh OTHOUACcHO 3 prdaldyTHHOM, 103y JOpaBipuHy Cilk
10 100 Mr agiui Ha 106y. Lle mocATacThCs LUIAXOM NOJABAHHA ONHiel TAGNETKH 10paBip
MOHOIIpEernapary), Ky /i NpHifHATH npubIu3HO 4epe3 12 roauH Imic/ig 103H npenaparyy
PO3MiN « B3aemodis 3 iHumu NIKAPCoKUMU 3ac0baM ma iHuLl BUOU B3AEMOOIY).
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O/HOYACHE 3aCTOCYBAHHA AOPABIpUHY 3 iHLIMMH MOMIPHUMH iHAyKTOpaMU CYP3A He oLiHIOBAIOCH, JIe
OHiKy€ETHCS 3HUKEHHS KOHLEHTpaL(l fopaBipuHy. Ko HEMOXUTUBO YHUKHYTH OAHOHACHOT0 3aCTOCY BAHHA
3 iHmmMy nomipaumy iHaykropamd CYP3A (Hanpukinam, nabpadenibom, jecuHypanoM, 603eHTaHOM,
TiopuAasHHOM, HahLTIHOM, MOJadiHLIOM, TEJIOTPHUCTATOM eTUIIOM), CJTiJ npuitMaty 103y nopasipuHy 100
MT OJIUH pa3 Ha 106y MpUOH3HO Yepes 12 roIuH niciis 03U npenapaty Jenctpiro (aus. po3ain «Bzaemoois
3 IHMUMU NIKAPCLKUMU 3aCOBAMU MA THULT 6UOU 83AEMOOTIL).

Iponywena oosa

SIKIO TALi€HT MpONYCTHB 103y mpemnapary Jlenctpiro mnpotsrom 12 roaus Micys 4yacy 3BUUAiHOTO
TpuioMy, MALIEHT MOBHHEH MPUHHSATH 1T IKOMOTa LIBUAIIE Ta NPOJOBXKUTH HOpMasbHUI rpadik 103yBaHHSL.
SIKIO MAL[iEHT MPOIYCTHB MpHioM A03K Ginbml HbK Ha 12 roauH, BiH HE IOBMHEH IMPUIAMATH MPOITYLICHY
103y, 4 3aMiCTh [[LOr0 MPUHHSTH HACTYTIHY 103y B 3BUYAlHMH Hac. [laLjieHT He TIOBMHEH NPUMMaTH 2 103H
3a OJIMH pas.

OcobauBi KaTeropii MauieHTis

Tayienmu 1imHb020 6IKy

HenocTarHbo JAHUX WIOAO 3aCTOCYBaHHS JOPaBipHHY, JaMmiByAHHY Ta TeHO(OBIpY IU3ONPOKCHITY
naLienTaMm crapimM 65 pokis. Hemae 10Ka3iB TOTO, IO MALEHTaM AiTHBOTO BiKy MOTPIOHA iHIIA 1033, HiK
MOJIOAILMM JIOPOC/IUM TaUi€HTaM (AMB. PO3MLT « DapMaKoKiHemUyHI BIACMUBOCMIN). PexomeHnAy€EThCH
ocob11Ba 06epeKHICTE Y Ll BIKOBIi rpyIli uepes 3MiHy, [10B’#3aHi 3 BIKOM, HANMPUKIa 3HIKEHHS QyHKLT
HUPOK (AUB. po31ill « Ocobnuei 3acmepexceHHa ma 3anobigcHi 3ax00u NpuU 3aCMOCYBAHHIY).

Hopywenns @ynxyii Hupox

Kopekuis nosu mnpenapary JMHenctpiro y [IAIi€HTIE 13 PO3PAXyHKOBUM KIIPEHCOM KpEaTUHIHY
(CrCl) > 50 ms/xB He NOTpiOHA.

Tepamito mpenaparoM JIencTpiro He CIIA PO3MOYMHATH MAli€HTaM i3 PO3PaXYHKOBUM KITIpPEHCOM
CrCl < 50 mi/x8 (muB. po3finmu «Ocobnusi 3acmepedcenta ma 3anodiHcHi 3ax00uU Npu 3aCMOCY8AHHI» Ta
«Dapmaroxinemuyni enacmugocmiy). 3aCTOCYBaHHA Npenapary Jlenctpiro ciig NPUIHHUTH, SKIIO
pO3paxyHKOBHIl KJIIPEHC KPEATHHIHY 3HIKYETBCS 10 > 50 M/xB (auB. po3nin «Ocobausi s3acmepedcerti
ma 3anobiscui 3ax00u npu 3acmocyeantiy). T1aLieHTH 3 MOMIpHUM ab0 TAKKHM MOPYLISHHAM byHKuil
HUPOK MOTPeByOTh KOPUryBaHHS iHTEPBAy MK J03aMH JIaMiByIMHY Ta TeHOOBIpYy TU30TPOKCHUITY, HOTO
HEMO3KTHBO JHOCATTH 32 JIOTIOMOTOK KOMOiHOBaHOT TabIeTKH (IMB. PO3ALIH «Ocobnusi 3acmepedcenns ma
3ano6idcHi 3ax00u Npu 3acmMocy8antiy Ta « Dapmax okiHemuiHi G1ACMUBOCINI »).

Hopyutenns Qynxyii newinku

IMatieHTam i3 jerkum (knac A 3a mxanoro Yaiinga — IT’10) abo nomipHuM (kiiac B 3a mkanoro Yainga —
IT’10) nopyeHHsM QYHKLUIT MediHKkM KOPEeKList 03U [OpaBipuHy/amisy AHHY/TeHODOBIPY AU30NPOKCHITY
He noTpiGHa. JopaBipuH He HOCTIDKYBABCA Y MALIEHTIB i3 TAKKUM TOpY LIEHHSM $yuxuii neuinkn (k1ac C
3a wkanoo Yaiinaa — [T1o0). HeBigoMo, uu 361IBIIHTECS €KCTIO3ULIS JOPaBipUHY Y MALIEHTIB 13 TSKKUM
nopymentsm  GyHkuii  nedinkd.  ToMy — pEKOMEHAETBCA 3 o0epexHICTIO  NpU3HA4YaTU
nopasipun/namisy IHH/TeHOGOBIpY AM3OMPOKCHIL TALIEHTaM i3 TOKKUM MOpyLIeHHAM GYyHKIT MediHKy
(zuB. po3ziin « Dapmaroxinemuyni 61ACMUEOCMIY).

Criocid 3acTOCYBAHHA

IMpenapart JencTpiro ¢/ npyuiAMaTH NepopanbHO OIMH pa3s Ha 100y He3anexHo BiJ puioMy DKi Ta KOBTaTH
TabyeTKy LiNOoK (IUB. po3Ail « Papmaxoxinemuuni GIACMUBOCIY).

4.3. Titu.
Besneka Ta ebeKTHBHICTS mpenapaty JlencTpiro y aite# Bikom 0 12 pokiB a6o 3 Macoko Tina MeHuie 35 Kr
He BcTaHOBJIeH]. [JaHi BiACyTHI.

4.4. IlpoTHNOKA3AHHA.
[TigBuILeHa Yy TAMBICTb A0 AiX0YMX pedoBHH a6o mo Oy/pb-sKoi 3 JIOMOMDKHMX PEYOBHH, MEPETIYEHHNX Y
po3aiti «ZJonomisci peuOGUHUY.

OnHOYACHE 3aCTOCYBaHHA 3 JKAPCHKUMH 3acobamu, ki € MOTY)KHUMH iHAY KTQRAMIEPSPMECHTY
uuroxpomy P450 CYP3A, NpOTHIOKa3aHE, OCKLUIbKU O4iKy€ThCS 3HAYHE 3HIiEL RSt aui'l'

JOpaBipvHy B IUIa3Mi KpOBi, 10 MOXe 3HM3WTH edekTuBHicTh npenapary Jles
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«Ocobnusi 3acmepedicenHs ma 3anOBIXCHi 3ax00u  npu 3acmocysanni» Ta «B3aemodia 3 IHWUMU
nikapcvkumy  3acobamu ma inwi eudu 63aemooiiy). i jikapchki 3acoby  BKIIIOYAKOTH, ajie HE
0OMEXYIOTBCSI, HACTY THUMH

« kapbamaseriH, okckapbasemnis, henobapbiran, GeHiToiH;

* pudamminyH, pudancHTHH;

* 3Bip0o0iit (Hypericum perforatum),

* MITOTaH;

* eH3ATyTaMif;

* mymakadTop.

4.5. Oco6auBi 3acTepe:KeHHs Ta 3an001XKHi 3aX0/A NPH 32CTOCYBaHHI.
Zamvimwenns HHI3T Ta 3actocyBaHHA JOPaBipHHY

JopaBipuH He OLIHIOBAIM y MALli€HTIB 3 MONEPEAHBOIO BipyCO/OriuHOK HeedeKTHBHICTIO 10 OyAb-sKol
iHmoi aHTHpeTpOBipycHOi Tepamii. Acouifiosani 3 HHI3T myrauii, BUSBINICH] Mif 4ac CKpuHiHTY, OyyH
YACTHHOIO KPHUTEpIiB BUKIFOYEHHS y AociipkenHsx Pasn 2b/3. I'paHHiHA TOUKA 3HIDKCHHA Yy TIMBOCTI,
BUKITMKAHOTO pisHuMM 3aMimenHsvu HHI3T, ke acollifoeTbes 31 3HUKEHHAM KIiHIYHO1 ebeKTUBHOCTI, HE
BCTaHOBJIEHA (AMB. po3.in « Papmakodunamivni enacmugocmiy). Hemae JOCTaTHIX KIIIHIYHHX J10Ka3iB Ha
MIATPAMKY 3aCTOCYBaHHA AopaBipuHy y mauieHTis, indixosanux BILI-1, 3 PE3UCTEHTHICTIO A0 KJacy
HHI3T.

Tsokki wikipHi nodivni peakuii (TIITTP)

[ToBizomsnocst mpo Tsokki wikipHi no6iuni peakuii (TIUIIP), Brito4uaroun CUHIPOM CrieeHca-/xoHcoHa
(CCI) / Tokcuunuit enigepmansHuii Hekposis (TEH) mix 4ac nocTMapkeTHHIOBOIO JIOCBITY 3aCTOCY BAHHS
CcXeM JIIKYBaHHI, 1110 MiCTATh 10paBipdH (MuB. po3ain «[lobiuwi pearkyiiy). [1ig yac npu3HAYEHHS JIIKY BaHHA,
MALIEHTIB CAiJl MOBIZOMMTH IpPO O3HAKM TA CAMITOMH IIKIPHUX peaKuifl Ta yBaXHO CIIocTEpiraTi 3a
HalicHTaMy [LOA0 MOSBH UX peakiiii. Y BUMaJKy BAHUKHEHHS O3HAaK Ta CHMITTOMIB, 10 BKa3yIOTh Ha L
peaKllii, cJTil HerafHO IPUITMHUTH 3aCTOCYBAHHS CXEMU JIIKYBaHH, IO MIiCTHTBh AOpPaBipUH Ta PO3LJAHYTH
albTepHATHBHE JIKyBaHHs (3a HeobximHocTi). HeoOXiAHO PeTebHO KOHTPOMOBATH KJIIHIYHWI CTaH Ta
pO3MOYaTH BiANOBiAHY Tepario. SIKIIO TpU 3aCTOCYBaHHI CXeMH JiKYBaHHS, WO MICTUTH JOPaBipHH Y
najieHTa po3BHHYIach cepitosHa peakuis, Taka sk TEH, nikyBaHHS 1OT0 HAL[E€HTA 32 CXEMOKO, L0 MICTUTh
JIOpaBipyH CJTi| Ha3aBXK/IU BiAMIHUTH.

TspKke rocTpe 3arocTpeHts renaruty B v nauienTis 3 koindexiicio BUI-1 Ta B['B

Bci mauienTy 3 BUUT-1 moBuHHI mpo#iTn TecT Ha HasBHicTb Bipycy remartuty B (BI'B) mepen nmouarkom
AHTUPETPOBIpYCHOT Tepaii.

[ToBimOMIIAIOCS TIPO TSHKKI 3arOCTPEHHS TenaTuTy B (Hampuiiag, JeKOMITeHCALlisl MEYiHKH Ta Me4iHKOBa
He/IOCTATHICTP) Y MaLieHTiB, aki 6ynu indikosani BIJI-1 Ta BI'B i npunuHmi npuidom JaMIBYAMHY abo
TeHO(OBIPY AU3OMPOKCUITY, IBOX KOMIIOHEHTIB Mpenapary Tencrpiro. [Mauientu 3 koindekuieto BLJI-1 Ta
BI'B noBuHHi MepeOyBaTH I peTENbHUM KITiHIYHMM i 1a00paTOPHUM HArIAA0M [POTArOM npHHaiMHI
KibKOX MICALIB [MiC/Isi MPUMMHEHHs JiKyBaHHs npenapatom J[enctpiro. 3a HeobOxigHoCTi, MOXke OyTH
BHIPABIAHUM [104aTOK JiKyBaHHS refatuty B, oco6NMBO y MaLlieHTIB i3 MPOrpecyrounM 3aXBOPIOBAHHAM
rediHKH aGo LMPO30M, OCKIIbKY 3arOCTPEHHS FeNaTUTY MICis JIiKyBaHHA MOXE NMPU3BECTH 10 MEeYiHKOBOT
JeKOMIIeHcallil Ta MeYiHKOBOT HEAOCTATHOCTI.

BHHHKHEHHS 260 3ar0CTPEHHS HHPKOBOT HE0CTATHOCTI

TToBioMMISLIOCS PO NOPYIIEHHs bYyHKUIT HUPOK, BKIFOYAIOUN BUNALKH FOCTPOL HUPKOBOI HEJOCTATHOCTI
ta cuHapoMy PaHKOHI (TOWKOMKEHHS HHPKOBMX KaHAIbLIB i3 Twkkoro rinodocdaremiero), mpu
3aCTOCYBaHHi TeHO(}OBIpY AU3OMPOKCHUITY, KOMITOHEHTA NIPENapaTy Henctpiro.

Criz yHUKATH 3aCTOCYBaHHS Mpernapary JIeJICTpiro Mpu 0JHOYaCHOMY ab0 HELIOAaBHBOMY 3aCTOCYBaHHI
HedPOTOKCHYHMX JIKApChKUX 3acobiB  (HAanpukiajg, BHCOKHMX 03 abo KiJIbBKOX HECTEPOIAHMUX
MpOTH3AMANBHMX Jlikapehkix 3aco6is [HIT3IT]) (aus. posain «B3aemodis 3 iHuuMu IKapCoKumy 3acobamu
ma inwi eudu 3aemodiii»). IToBiAOMIIANOCS MPO BHIAIKU FOCTPOT HUPKOBOT HEJOCTATHOCTI MIC/I MOYaTKy
3actocysanns HIT3II y sucokux mo3ax abo kinbkox HII3ITy BUI-inbikoBaHux nauicHTipAS DAL
PU3KKY HUPKOBOT AuchyHKLUIT, ki Oysu cTablIbHUMU MIPH 3acToCyBaHHi TeHODOBIpY M ‘.-‘




nauieHtd noTpebyBanu rocmitanisauii Ta 3amicHOL HUpKOBOI Teparii. 3a notpebu CIiA PO3rJIAHYTH
anprepHatieu HII3IT y maLieHTiB i3 pu3HKOM PO3BUTKY HUPKOBOT AHChYHKLIT.

MocTilinuii 60 MOCHIIOKYMI 6ilb Y KicTKax, OiIb y KiHLIBKaX, MepesioMn ta/abo M’s30BMit GiTb 400
cabKicTh MOXKYTh OyTH MpOSBaMH MPOKCUMAIBHOI HUPKOBOT TyGynonarii Ta BUMaraTd OLIHKH byHKuil
HUPOK y MALIEHTIB 3 IPYTIH PULKY.

PexomeHayeThCs olintoarn pospaxynkosuit CrCly BCiX TIAL[EHTIB Mepe/ NOYaTKOM Tepartii Ta, KO Le
KIiHIYHO JOpedHo, Mia 4ac Teparii mpernapaTtoM Jencrpiro. [MauieHTam i3 pu3sHKOM PO3BHUTKY HUPKOBOI
IMchYHKIT, BITIOYAKYN NALiEHTIB, y AKMX paHile criocTepiraiucs mopyueHHs QyHKUIT HUPOK iz 4ac
npuitoMy anedoBipy AUMIBOKCITY, PEKOMEH/LY €ThCS NEPE/] MOHATKOM 3aCTOCY BAHHA npenapary JleacTpiro
ouintoBatu pospaxynkosuii CrCl, docdop y CHpOBATILi KPOBi, [JIIOKO3Y B cedi Ta OLIOK Y cevi, a Takok
[IPOBOIMTH YACTILXIA MOHITOPHHT QYHKLIT HUPOK BiINOBIHO 0 CTaHY 3/10pOB’sl NALIEHTA MiJl Hac Tepanii
npenaparom JlencTpiro.

JlamiByauH i TeHOGOBIpY MM3OMPOKCHI MEPEeBaXKHO BUBOAATECA HMPKaMH. 3acTocyBaHHsl Ipenapary
JlestcTpiro c1i NPUIMHATH, SKIIO pO3paxyHKOBHH CrCl sHwKyeThesa 10 > 50 MIT/XB, OCKLUTBKY KOPUTyBaHHS
iHTepBaty MiX 03aMHU, HEOOXIAHOTO ALK NaMiByIMHY Ta TCHO(DOBIPY AU3OMPOKCHITY, HEMOXKIIMBO AOCATTH
32 JIONOMOroK KoMGiHoBaHoromperapary 3 (iKCOBaHOK 03010 (mmB. posain «[Josu ma cnocib
3GCMOCYBAHHAY).

Brue Ha KICTKOBY TKaHMHY Y IOPOCANX

KicTkoBi aHoMaUii, Taki SK OCTEOMAALIA, WO MOXE MPOABJIATHCH cTiiikuM abo mocwIoYrM 0oeM Yy
KicTKax i, y MOOAWHOKUX BHMAIKaX, CIPUATH BUHMKHEHHIO [IepesioMiB, MOXyTb OyTH TOB’si3aHi 3
POKCHMANEHOK HUPKOBOIO TyOynomnarieto, {HAYKOBAHOK 3aCTOCYBAHHAM TEHOQOBIpY MH3OTIPOKCHIY
(nuB. po3ain «Ilo6iuni peaxyii»).

3HIKEHHS MiHEpalbHOI WUTBHOCTI KICTKOBOI TKAHUHU (MILKT) croctepiraiocs npH 3aCTOCYBaHHI
TeHO(OBIPY AU3OMPOKCIITY Y PAHIOMi30BaHHX KOHTPONbOBAHNX KTIHIYHUX TOCIiIKEHHAX TPHBAIICTIO 10
144 Twxuis y nauientis 3 BIJI- abo BI'B-indekuieio. Ak npasuio, mic/is PUIMHEHHS JIKYBaHHs Ui
noxasHuky MIIKT noxpamyyBaiucs.

B iHUIMX NOCTiWKEHHAX (MPOCTEKTHBHUX i MEPEXPECHUX) HAMOUTBLI BMPKEHE 3HIDKCHHS MILUKT
crocTepiranocs y MalieHTiB, AKi OTpUMY BaJIU TeHo(hOBIpY AU3OMPOKCHUI SIK HACTUHY CXEMH JiKyBaHHS, IO
MicTina nocuseH it iHridiTop NpoTeasm.

3arasom, 3 OrisAY Ha KICTKOBI aHOMAaTil, OB A3aHi i3 3aCTOCYBaHHAM TeHO(OBIpY ANM3OMPOKCHITY, @ TAKOK
OBMEsKeHICTh JOBIOCTPOKOBHX JAaHMX LIONO BILMBY TeHO(POBIPY AHIOMPOKCHIY Ha 3[0pOB’s KICTOK i
PH3HK NepesoMiB, C/Tij PO3IIAHYTH albTEPHATHBHI CXeMil NiKyBAHHA /1 NAUIEHTIB 3 OCTEONIOPO30M 00
3 mepeoMaMy KiCTOK B aHAMHE3I.

IIpu ninospi abo BUABIEHHI aHOMATIT KiCTOK HEOGXiAHO OTPUMATH BiATIOBIAHY KOHCYJbTAL(IO.

BriMB Ha KiCTKOBY TKaHHUHY V iTel

[CHY€ HeBHM3HAYEHICTH 100 JOBrOCTPOKOBHX HACTIAKIB TokcHuROT 1if Ha KicTkW. Tomy peKoMeHIyeTbCs
MyJIBTHAMCLHTIIHAPHNIT NiAXIA U1 PETeNbHOT OLIHKH CMiBBIHOLICHHST KOPHCTI Ta PU3MKY JIKYBaHHSA
OKpeMO [1/isl KOKHOTO BUNAIKY. BU3HAUCHHA HEOOXIAHOro MOHITOPHHTY MiJ 4ac Tepanii (BKIHOUHO 3
NPUAHATTAM PilIEHHA MPO MOKIMBE MPUINTMHEHHS fikyBaHHs) i po3ryiAdy AOULTBHOCTI MPH3HAYCHHA
J0JaTKOBUX Mpernaparis.

TenopoBipy AU3ONPOKCUII MOKE CTIPUIHHATH 3HIKECHHA MILIKT. Hacnimxu smin MILIKT, nos’ssaHi i3
3aCTOCY BaHHAM TeHO(OBipY IU30MPOKCHITY, AJis IOBTOCTPOKOBOTO 3710pOB’ s KiCTOK i Mall0yTHBOTO PH3UKY
MepesioMiB 3a1HIIAI0TECS HEBIIOMHMH.

[pu nigospi abo BHABNEHHI aHOMaNiT KICTOK y JiTeil HeoGXiAHO OTPUMATH KOHCYJIBTALIIK0 €HAO0KPHHOJIOra
Ta/abo HegpoJora.

OuHOYACHE 3aCTOCYBAHHS 3 IHIIHMH NPOTHBIPYCHHMY 3acobamit

Jlopasipur/namiBy AMH/TeHODOBIPY M30NPOKCHIT HE MOXKHA 3aCTOCOBY BATH PA3OM 3 {HIIUMU JTIKapCBEKUMH
3aco6aMu, 1O MICTITh TaMiByauH, abo 3 JikapChKUMH 3ac00aMH, 10 MicTSITh TeHODOBIpY AM3OMPOKCUIL,
abo TeHodoBipy anadenamin, abo 3 anedoBipy AMIIBOKCHIOM (oMB. po3linl «B3aemo0in 455
AikapcekuMu 3acobamu ma HuLi uou e3aemodiiiy). Kombinauiro aopaBipuH/namisy
JW3OTIPOKCH HE CJIij 3aCTOCOBYBATH 3 JIOPaBipUHOM, OKpiM BUMA/KiB, KOJIU MOTPiOH

* 3 .Y
KOpeKIL H03I/I\*‘o
ACAS




(Hampukniag, 3 pupabytunom) (IUB. posainu «/Josu ma cnocib 3acmocysanns» Ta «B3aemooisn 3 iHuuMy
NIKAPCOKUMU 3acobami ma IHuI 6UOU 63AEMOO0ITTLY).

3acrocysanHs 3 innvikropamu CYP3A

Crin 3 oOepexHicTIO MpU3HAYATH JOPABipMH 3 JIKapCBKUMU 3acobamy, AKI MOXYTh 3MEHIIYBaTH
eKCHO3ML{I0 JOpaBipuHy (AHB. po3ain «IIpomunoxasannay 1 «B3aemodia 3 IHwUMU JNIKQPCOKUMU
3acobamu ma inuii 6UOU 83AEMOOIIN).

CHHAPOM BiIHOBIEHHS IMYHHOT BiAIOBiAl

TToBiAOMJIAIOCS [IPO CHHAPOM BiJHOBIEHHS IMYHHOT BiNOBi/l y MALi€HTIB, Ki OTpUMYyBall KOMGiHOBaHY
aHTHpeTpoBipycHy Tepamito. Ilin uyac moyarkosoi ¢asu KOoMGiHOBaHOI aHTHUpeTpoBipycHOI Tepamii Yy
MaLieHTiB, IMyHHA CHCTEMA SKHX BiAIIOBigac HA JMIKyBaHHS, MOJKE PO3BUHYTHMCA 3analbHa peaxuis Ha
MJISIBO MepeGirarodi abo 3aMIIKOBI OMOPTYHICTUYHI iHEKIii (Taki sk indexuis Mycobacterium avium,
LIUTOMErATOBIpyC, TTHEBMOHIsl, CIIPUMUHEHA Preumocystis jirovecii [PCP] abo TyOepKysb03), IO MOXKE
BHMAraTy MoAasbImoro 06CTeXXeHH 1 JTiKyBaHHS.

TaKkoX MOBIOMIAIOCS NMPO BUHMKHEHHsS ayTOIMYHHHX 3aXBOPIOBaHb (TakuX sK xBopoba ['pefiBca,
ayTOIMyHHWH remarut, nonimiosut i cunapom Iiena — bappe) Ha doHi BinHOBNEHHS IMyHHOI BiINOBiAL;
OJHAK Yac [0 TIOSBU CUMITTOMIB Gi/ibil BapiaGebHHI | MOXe HacTaTH Yepes 6araTo MICSIL[IB MTiCIsl [TOYaTKY
JIiKyBaHHS.

JlakTo3a

[penapar JlefacTpiro MiICTHTh JIaKTO3M MOHOTriApaT. [NauieHTamM i3 pIAKICHUMH CHaJKOBUMHU
3aXBOPIOBAHHSAMY HEMEPEHOCUMOCTI rajakTo3H, 3araabHo0 HEeOCTATHICTIO JIaKkTa3zd abo MOpYIIEHHIM
BCMOKTYBaHHS TNTIOKO3H-raJlakTO3U He CJIi/l 3aCTOCOBYBATH LieH npemnapar.

4.6. B3aeMoisi 3 iHIIAMH JTiIKAPCHLKAMH 32c06aMH Ta iHmIi BHAA B3aEMOLiil.
Ipenapat JlesicTpiro — Le MOBHA CXEMa JIKYBaHHA indpexuii BIJI-1, Tomy mpenapar Jenctpiro He cImiz
3aCTOCOBYBATH 3 iHUIMMH AHTHPETPOBIPYCHUMH JIIKAPCHKHMHU 3acobamu. IHpopManis Mpo MOTEHLiHHY
B32€MOZ{I0 JIiKapchKoro 3aco0y 3 IHINMMH AaHTHPETPOBIPYCHHMH IIpenaparaMu HE HadaeThCi. Vei
JOCTIKeHHA JIKAPCHKUX B3a€EMOALH MTPOBOAXIIMCS JIUILE 38 Y4aCTIO JOPOCIIHX.

Tpenapat JencTpiro MiCTUTE JOPaBipHH, JaMiBy IUH 1 TeHO(DOBIpY AU3OMPOKCHIL, TOMY Oy Ib-sIki B3aEMOii,
ifeHTM@iKOBaHI OKpeMO UIA AiOYMX PEYOBHMH, CTOCYIOTBCA Mpernapary Jlenctpiro i mpencTaBieHi B
Tabsui 1.

BrumB iHIIHX JiKApCLKHX 3aC06iB HA 0PaBipiH. JaMiBY TiH i TeHO(OBIPY JIM30MPOKCHI

Jopasgipun

Jopagipun nepesaxHo MetabomizyeTscst CYP3A, i ouikyeTbes, 11O JKAPCEKi 3ac00H, AKi IHAYKYIOTb a00
npurHiuytoTe CYP3A, BIUIMBATUMYTb Ha KIIPEHC fopaBiphHy (mMB. PO3HIN « DApMAKOKIHEMUYHI
gnacmugocmiy). Jlopasipuy/naMiBy IMH/TeHODOBIpY ANU3OMPOKCHIL HE CJIiA 3aCTOCOBYBATH OJHOYACHO 3
JiKapCHKUMH 3ac06aMu, AKi € MOTY)KHUMH iHIyKTOpamu (pepMeHTy CYP3A, ockiibKU 04IKy€THCA 3HAUHE
3HIDKEHHS KOHLEHTpauil JopaBipudy B [U1a3Mi KpoOBi, IO MOXe 3HM3UTH e(heKTUBHICTB
[opasipuHy/namiByinH/TeHodOBipy  AM3ONpOKCHIY  (AMB. posginu  «IIpomunoxasanna» i
« DapMarOKiHeMUYHI BIACTNUBOCTNL »).

OpHouacHe 3acTOCyBaHHA 3 momipauM iHaykTopoM CYP3A pucabyTHHOM 3HHXKYBAIO KOHLIEHTPALIiI0
nopasipuHy (auB. Tabmuigo 1). Ilpu ogHOYaCHOMY 3acTocyBaHHi npenaparty Jlenctpiro 3 pudabyTuHOM Ciz
npuiiMatd 03y Jopasipudy 100 Mr oauH pas Ha noby npubausHo uepes 12 roauH micas AO3H
fopaBipuHy/naMiByIuHy/TeHODOBIpY AM30MpPOKCUTY (AUB. po3ain «/Josu ma cnocib 3acmoCcy8aHHAY).
OJIHOYaCHE 3aCTOCYBaHHS JOpaBipHHY/NamiByanHy/TeHODOBIpY AM3ONMPOKCHIY 3 IHLUHMMH MOMIPHUMH
inngyxropamu CYP3A He OLIHIOBaIM, ale OYIKYETBCS 3HMKEHHSA KOHLEeHTpauil mopaBipudy. Ko
HEMOXK/IMBO YHHKHYTH OJHOYACHOTO 3aCTOCYBaHHA 3 IHIIMMH nomipuumu  ingykropamu CYP3A
(nanpuxiian, aabpadeHiboM, TeCHHYpaAoM, 603eHTaHOM, TIOPHUAA3MHOM, HapLUIIHOM, MogadiHinoM,
TeJIOTPUCTATOM ETUIIOM), CJIi/L MpUiiMaTH 103y nopasipudy 100 Mr ouH pas Ha 06y mpubmu3Ho uepes 12
FOIMH MiCJIsl 3aCTOCYBAHHS J0PAaBipHHY/1aMiByuHY/TeHODOBIPY [HU30MPOKCHILY (IHB. O3 T s
CnOCi6 3aCMOCYBAHHAY).




OHOYACHE 3aCTOCYBAHHS JOPaBipUHYy/1aMiBy IMHY/TeHODOBIPY AU3ONPOKCUITY Ta AiKapchKUX 3ac00iB, AKI
¢ inri6itopamu CYP3 A, MOXe [IPU3BECTH [0 i ABHILCHHSA KOHLIEHTpaLlii JopaBipuHy B Iia3mi kposi. OHak
KOpEKList I03H He NOTpiOHa MpH OAHOYaCHOMY 3acTOCYBaHHi AopaBiputy 3 inriGitopamu CYP3A.
Jlamigyoun

OCKUTbKM NaMiBYI¥H TIEPEBAXKHO BHBOAMTHCS HUPKAMM LLIAXOM MOEXHAHHA wiyboukoBoi GinbTpauii Ta
aKTHBHOT KaHANBUEBOI cekpenii (mMB. posain  «Papmaroxinemuuni gnacmusocmiy), OAHOYACHE
3aCTOCYBAHHS JOpaBipHHY/JaMiByAMHY/TEHOQOBIPY AM3ONPOKCHIY 3 JiKapchbKMMH  3aco0aMH,  SKi
3HWKYIOTh QYHKLiI0O HUPOK ab0 KOHKYPYIOTH 33 aKTHBHY KaHAIbLCBY CEKpELi0, MOXKE MiJBUIIUTH
CHUPOBATKOBI KOHLIGHTpALIii TaMiBY AMHY .

Tenoghogipy Ousonpoxcun

OcKinbkd TeHO(OBIp MEPEBAKHO BUBOAUTECS HUPKAMHU IUIAXOM I[O€THAHHA K1y60uKoBOi (GinpTpanii Ta
AKTHBHOT KAaHATBLEBOI CeKpewlii (auB. Ppo3AiN  « PapMaxoKiHemuyHi 8nacmueocmiy), OJHOYACHE
3aCTOCYBAaHHS JIOpaBipHHy/JIaMiByXiHY/TeHOGOBIpY ~AM30MPOKCHIY 3 JiKapchKUMK  3aco0amu, Kl
3HWKYIOTh (YHKLIO HUPOK a00 KOHKYPYIOTh 33 aKTUBHY KaHAJIBLCBY cekpeuniro uepes OATI, OAT3 abo
MRP4, MosKe ITiABULIMTH CHPOBATKOBI KOHLIEHTpaLlii TeHODOBIpY .

OcKifbki TeHO(OBIpY MM3OMPOKCHI € KOMIIOHEHTOM KOMOiHaLli J0paBipHH/TaMiBy IMH/TeHOOBIP
JM3OIIPOKCII, CJ1ill YHMKATH MOro OJHOYAaCHOTO ab0 HEL0JaBHbOrO 3aCTOCYBAHHA 3 He(hpOTOKCUYHUMHU
nikapchkuMu 3acobamu. Jleski NpUKIaAX BKIIFOYAIOTh, a/le HE 0OMEXYIOTBCS HACTYHHMHU JIIKAPCHKUMH
3acobamMu: aLMKIOBIp, LMAO(OBIp, TAHUUKIOBIP, BATALKMKIOBID, BAITAHIMKIOBIp, aMiHOIIIKO3UIU
(nanpukian, rerraminus) i HIT3IT y BucokmMX m03ax a6o 3actocyBaHHA Kinekox HII3II (auB. posain
«Ocobrusi 3acmepexcenns, ma 3anoGidcHi 3aX00U NPU 3ACMOCYBAHHIY).

Brius 10paBipusy. NamisyanHy i TeHodoBipy AN30NPOKCHIY Ha iHuli NiKapChKi 3aco0u

Lopasgipun

MastoiimMOBipHO, W0 JopaBipud y m03i 100 Mr onuH pa3s Ha 100y MaTvMe KJIiHIYHO 3HAYyIMi BIUIMB Ha
KOHLIeHTpallii JiKapchKuX 3acobiB y miasmi Kposi, abcopOiis Ta/abo eMiMiHALid AKUX 3QICKUTh Bil
TpaHCTOpTHUX GikiB 260 siKi MeTaboTi3yOThCs hepMEHTaAMU CYP.

OfHaK, 0JHOYACHE 3aCTOCYBaHHS JTOPaBipUHy Ta Yy TJIHBOrO CyoCTpaty CYP3A wmimazomamy MNpU3BOAWIO
110 3HIDKEHHS eKClo3MLil Migazonamy Ha 18 %, 110 CBiXYUTH MPO TE, 110 JopaBipvH Moke OyTH cllabKkum
inmykropom CYP3A. Tomy citifi 3 06€pexHICTIO 3aCTOCOBY BATH [OpaBipUH 3 IKaPCHKUMH 3ac00am, AKi €
gytnusimn cybcrpatamu CYP3A Ta siki MaroTh By3bKe TEpaleBTHHHE BIKHO (HanmpHKmaj, TaKpomiMyc i
CHPOJTIMYC).

Jlamisyoun

JlamiBymH He npurHidye Ta He iHAyKye depmentu CYP.

Tenogosip

3rifHO pe3yJ/IbTATiB EKCIIEPUMEHTIB in Vilro Ta BPaxoBYHOUYM BiOMUIt LIISX BUBEAEHHS TeHOGOBIpY,
noTeHuian onocepeakosanoi CYP B3aemonii TeHO(OBIPY 3 iHIIMMHU JIiKAPCHKUMHU 3ac00aMH € HU3bKHM.
Tadnuiis B3aeMOIiii

V Tabaumi 1 HaBeJeHi BCTAHOBJEHI Ta iHN MOTEHLiHHI B3a€MOAIT JKAPCHKMX 3aco0iB 3 OKpEeMUMU
KOMIOHEHTAaMH Mperaparty JlencTpiro, ajie BOHH He € BUMEPIHUMA (30UIbLIEHHS 03HA4EHO AK 1, 3HKEHHA
T03HAY€eHO SIK |, @ BiICYTHICTL 3MiH MO3Ha4eHO sIK ). I1lof0 moTeHiHHIX B3aeMO/iil iKapChKOro 3acoby
3 TeHo(hOBipy IM30NPOKCHIOM abo JIaMiByIHHOM JHB. posfinu  «Ocobrusocmi  3acmoCcy6antay |
« PapMarOKiHeMUHI &NACTUBOCL Y.




Tabnuug 1

B3aemoist OKpeMHX KOMITOHEHTIB Iipernapary JIe/CTpiro 3 iHIUMu J1iKapCbKUMH 3acobamu

Jlixapcskuii 3acid 3a BB Ha KOHIEHTPANiI0 Pexomenaanii moao
TepaneBTHYHOK cheporo JikapcbKHX 32c00iB OXHOYACHOTO 3aCTOCYBAHHSA 3
cepeHE FeOMETPHYHE AopaBiprHOM/IAMIBYIHHOM/T
cnisignomenns (90 % JAI)* enodoBipy AH30M POKCHIOM
3aco0u, SKi 3HHKYIOTh KUCIOTHICTh
aHTauua (mepopaibHa cycreHsis <> IopaBipyH
E;%pﬁicgz}: ATOMIHIIO Ta MATHIIO) é‘:ljaf 01, ;3061 (%?39“2,’11’6111)) Kopekuis 103¢ He NOTpiOHa.
nopasipus 100 mr OJ1) C24 1,03 (0,94, 1,12)
 nopasipun
oy e i AUC o,sg (0,76, 0,91) : :
(40 mr 1 p/n, Kopekliist 1034 He MOTpiOHa.
nopasipun 100 mr OJT) Crmax 0,88 (0,76, 1,01)
C24 0,84 (0,77, 0,92)
Bzaemopis 3 JopaBipuHOM abo
JopaBipuHOM/TaMiBY AUHOM/
TeHO(OBIpY JU3OIMPOKCHIOM HE
OMEMpa3ost BHBYAJIACh. Kopekuis 1034 He MOTpiOHA.
OuikyeTbes:
<> JIopaBipHH
1HriGiTOpH AHriOTEH3MHIIEPETBOPIOIOUOr0 hepMeHTY
Bsaemofis 3 qopaBipuHOM 200
JopaBipHHOM/TaMiBy THHOM/
TeHO(OBIpPY AU3OMPOKCHIIOM HE
JIBUHOIPUI BHUBYAJIACH. Kopexitist 1034 He MOTpiOHAa.
OuikyeTbes:
<> JTI3UHONIPHIT
AHTHaHIPOT€HH
Bzaemopis 3 gopaBipuHoM abo
J0paBipUHOM/SIaMiBY AUHOM/
TeHO(OBIpY AU3ONPOKCUIIOM HE
. BHBYAJIACh. OpgHovacHe 3aCTOCYBAHHSA
eH3ayTaMiz
IIPOTUIIOKA3AHO.
OuikyeTbe:
{ nopasipun
(Tnnyxuis CYP3A)
AHTHOIOTHKH
Bzaemois 3 gopaBipyiHOM abo Cnig yHUKAaTH OJHOYACHOrO
nopaBipUHOM/TamMiBy AUHOM/ 3aCTOCYBaHHAL ko
TeHOGOBIpY TU30MPOKCUIIOM HE HEMOIIMBO YHUKHYTH
BUBYAJIACh. OJHOYACHOTO  3aCTOCYBaHHH,
. cmipg  npuwitmaru 100 Mr
HadIITiH . .
OuikyeThes: JIOpaBipUHy Ha J100y
| mopasipux npubnuzHo uepes 12 roauH
(Ianykuis CYP3A) micns pitoMy
[OpaBipHHY/TANGEY JIHYFALy 2
TeHooBipy R}ﬁ@%ﬁ% ,
A
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¥ T
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Jlikapchknii 3aci0 3a
TepaneBTHIHOI ceporo

Biins Ha KOHIEHTPANiI0
JikapcbKHX 3ac00iB
cepelHE TeoMeTpHIHE
cuigsignomenns (90 % AD*

Pexomenmanii mono
OJHOYACHOI'0 3aCTOCYBAHHS 3
[opaBipuHOM/IaMiByIHHOM/T

eHodoBipy AH30HPOKCHIOM

ITpoTHcy IOMHI 3aco6U

Bzaemois 3 gopaBipuHoM abo
J0paBipHHOM/NaMiBy JUHOM/

KapbaMaseriH TeHO(OBIpY ANIOMPOKCHIIOM HE
okckapbaseriH BHBYAJIaCh. OpxHovacHe 3aCTOCYBaHHS
thenobapbiTan [IPOTHITOKA3aHO.
deniToTH QuikyeThCS:

 nopagipun

(Inoyxiiss CYP3A)

[MpotuaiabeTyyHi 3ac00M

MeTPOPMiH <> MeThOopMiH
(1000 mr O/, AUC 0,94 (0,88, 1,00) Kopekiist 1031 He roTpidHa.

nopagipusd 100 mr 1 p/m)

Cmax 0,94 (0,86, 1,03)

KaHarmigao3ux
JipantyTua
CUTArTINTHH

B3aeMoist 3 gopaBipuHoM abo
J0paBipHHOM/JIaMiBy JUHOM/
TeHO(OBIpY AUZOMPOKCHIIOM HE
BHBYAJIACH.

OuikyeTbes:

<> KaHarmihIo3uH
<> JTipariyTHLR

<> CUTArTIIITHH

Kopexuis 1031 He noTpidHAa.

ITpoTtuaiapeitHi 3acodu

TEJIOTPUCTAT CTHUJT

Bzaemoist 3 jopaBiprHOM a60
J0paBipuHOM/JIaMiBy THHOM/
TeHO(OBipY AU3ONPOKCUIIOM HE
BHBYAJIACK.

OuikyeTbes:
| mopasipux
(Inmyxiis CYP3A)

Cnig yHUKAaTH OJHOYAaCHOTrO

3aCTOCYBaHH. ko
HEMOMUTHBO YHUKHYTH
OJIHOYAaCHOTO  3aCTOCYBaHHS,
cuig npuiimata 100 Mr
JIOpaBipuHy Ha 100y
npubnusHo 4depe3 12 roavH
micns npuiomMy

JOpaBipvHYy/IaMiBy qUHY/
TeHo(oBIpPY ANIONPOKCHITY.

ITpoTunogarpyu4Hi Ta ypUKO3ypHUHi 3aco0u

JICCUHYpan

B3saemonis 3 qopaBipuHoM abo
NOpaBipHHOM/TaMiBy AMHOM/
TeHO(OBIpY IN3ONPOKCHIOM HE
BHBYAJIACE.

OuikyeTbes:
| nopaBipun
(Inmyxuis CYP3A)

Cnig yHUKATH OJHOYACHOIO

3aCTOCYBaHHS. Axo
HEMOXUTUBO YHUKHYTH
OJIHOYACHOTO  3aCTOCYBaHH,
cmip  npufimath 100 wmr
JIOpaBipuHy Ha nody
npubnusHo uwepe3 12 roauH
micns npuiioMy

JopaBiprHy/namiBy JUHY/




JlikapcnKkuii 3acid 3a
TepaneBTHYHOIO ceporo

BmidB HA KOHIEHTPANilo
JiKapcbKHX 32€00iB
cepeHE reoMeTPHYHE
cnigBigpomenns (90 % AD*

Pexomennamii moxo
0AHOYACHOTO 3aCTOCYBAHHS 3
AopaBipHHOM/TaMiBYIHHOM/T

eHo(OBipY AH30NPOKCHIOM

AutnmikobaktepiaibHi 3ac00H

Onnopasosa J103a pudaMITiLyHy
(600 mr O],
popasipun 100 mr OJ1)

<> JI0paBipuH

AUC 0,91 (0,78, 1,06)
Cmax 1,40 (1,21, 1,63)
C24 0,90 (0,80, 1,01)

OpnovacHe 3aCTOCYBAHHIA
BararopasoBa /103a prUdamMIiluHy J JOpaBipuH MIPOTHUITOKA3aHO.
(600 mr 1 p/z, AUC 0,12 (0,10, 0,15)
nopasipun 100 Mr OJT) Cmax 0,43 (0,35, 0,52)
C24 0,03 (0,02, 0,04)
(Tngyxuist CYP3A)
Baaemonist 3 nopasiprHOM abo
JOpaBipuHOM/IaMiBy TUHOM/
TeHO(OBipy IN3ONPOKCUIIOM HE
BUBYAITACE. OnHovacHe 3aCTOCYBaHHSA
pudaneHTHH
[IPOTHUIOKA3aHO.
OuiKyeThCA:
 nopasipun
(Inmyxuis CYP3A)
J mopasipus Sxuo gopasipus/namiBy IuH/
AUC 0,50 (0,45, 0,55) TeHoGOBIpY JIM30IPOKCHII
Cmax 0,99 (0,85, 1,15) 3aCTOCOBYETHCS  OJHOYACHO 3
pHbaGy THH C24 0,32 (0,28, 0,35) pudabyTHHOM, Cil NpuUAMaTH

(300 mr 1 p/n,
nopasipus 100 mr OJT)

(Tupyxuis CYP3A)

no3y 100 mr popaBipHHy Ha
noby npubmusHO wepes 12
rOAUH nicrns npuiomy
J0paBipuHy/TamMiBy AMHY/
TeHO(OBIpY AU3OMPOKCHITY.

[TporunyXJiHHI 3acobu

MITOTaH

B3zaemoist 3 nopaBipuHOM abo
JIOpaBipyHOM/JIaMiBY AUHOM/
TeHO(OBIpy JU3OIPOKCHIIOM HE
BUBYAJIACH.

OuikyeTbes:
{ nopasipun
(Tunykuis CYP3A)

OpaHo4acHe
[IPOTHUITOKA3aHO.

3aCTOCYBaHHA




Jlikapcekuii 3aci6 3a
TepaneBTHYHOIO cheporo

BIuRB HA KOHIEHTPaLilo
JikapcLKAX 3ac00iB
cepeHE reoMeTpHYHE
coisBinpomenns (90 % AN)*

Pexomengamii momo
OHOYACHOTO 32CTOCYBAHHHA 3
fopasipuBOM/IaMiByTHEOM/T

eno)OBIpY NHIONPOKCHIOM

AHTUIICUXOTUYHI 3acobu

B3aemojis 3 qopasipuHoM ado

Cnig yHHMKaTH OIHOYACHOIO

nopasipHHOM/NaMiBy AHHOM/ 3aCTOCY BaHHA. Sxano
TeHO(OBIpY IHM30MPOKCHIIOM HE HEMOXUTHBO YHUKHYTH
BHBYAJIACh. OHOYACHOIO  3aCTOCYBaHHI,
. cmig  npuiiMmatu 100 Mmr
TiOpUAasHH . .
Quiky€eTbes: JOpaBiprHYy Ha noby
| nopagipun npubmu3Ho uyepes 12 roauH
(Inmyxuis CYP3A) micss npuiioMy
JopaBipyHy/TamMiBy AuHYy/
TeHO(OBIpY AU3OTIPOKCUILY.
AzonpHi npoTHrpudKoBi 3acobu
1 nopagipun
KETOKOHA30J1 AUC 3,06 (2,85, 3,29)

(400 mr 1 p/n,
nopasipud 100 mr O11)

Cmax 1,25 (1,05, 1,49)
C24 2,75 (2,54, 2,98)
(Iuri6ysanus CYP3A)

Kopekilist Jo3u He MoTpibHa.

¢bryxonazon
iTpaxoHazos
IOCAaKOHA30J1
BOPUKOHA30J1

B3aemois 3 nopaBipuHoM abo
J0opaBipHHOM/aMiBy TMHOM/
TeHO(OBIpY AU30NPOKCUIIOM HE
BHBYAJIACh.

OuikyeThCs:
1 nopasipun
(Iuridyeanns CYP3A4)

Kopekuis no3u He MOTpiOHa.

BriokaTopy KaibLli€BUX KaHATiB

JUITiazeM
Bepanamis

Bzaemogis 3 gopaBipuHom abo
JOpaBipuHOM/TaMiBy TUHOM/
TeHO(hOBiIpY IHU3OMPOKCUIIOM HE
BHBYAJIACh.

O4iKy€eThCA:
T mopasipun
(1uridysands CYP3A)

Kopekiiist 1034 He MOTpibHa.

JlikyBaHHs MyKOBICLIM103Y

nymaxadTop

Bzaemonis 3 gopaBipuHOM abo
JopaBipuHOM/NaMiBy TUHOM/
TeHO(DOBipY AU3OIPOKCHIIOM HE
BUBUAIACh.

OuikyeTbcs:
d mopasipun
(Inoykuis CYP3A)

OpnHouacHe
OpOTHUITOKA3aHO.

34CTOCYBaHHA




Jlikapcbkunii 3aci6 3a
TepaneBTHIHOIO ceporo

Bniae HAa KOHIEHTPAaNio
JikapcbKHX 3ac00iB
cepelHE reOMETpHYHE
cnipsignomenns (90 % JAI)*

Pexomenaanii moao
O{HOYACHOTO 32aCTOCYBAHHS 3
JopaBipuHOM/IaMiByTHHOM/T

enooBipy AN30NPOKCHIOM

A

HTArOHICTH peLienTOpiB eHA0TE iHY

6o3eHTad

B3zaemois 3 AopaBipuHOM abo
nopasipuHOM/JIaMiBy TUHOM/
TeHO(DOBIpY AU3OMPOKCHUIIOM HE
BUBYAJIACh.

OuikyeTbes:
| mopasipuH
(Tapyxiuis CYP3A)

Cnig yHMKAaTH OJHOYAaCHOTO

3aCTOCYBaHHI. Axmo
HEMOUIUBO YHUKHYTH
OJHOYACHOTO  3aCTOCYBaHHS,
cnim  mputimatn 100 Mr
JOpaBipHuHY Ha o100y
npubsu3zHo yepe3 12 roauH
micis npuiomMy
JopaBipuHy/TaMiBy IuHy/

TeHo(OBIPY AHZOIPOKCHITY.

TTpoTuBipycHi 3aco6u st JiikyBaHHs renatnty C

enbaceip + rpasonpesip

(50 mr enGacsipy 1 p/a + 200 mr
rpasomnpesipy 1 p/a,

nopasipus 100 Mr 1 p/x)

1 nopagipun

AUC 1,56 (1,45, 1,68)
Cmax 1,41 (1,25, 1,58)
Ca4 1,61 (1,45, 1,79)
(Iuribysanns CYP3A)

<> enbaceip

AUC 0,96 (0,90, 1,02)
Cmax 0,96 (0,91, 1,01)
C24 0,96 (0,89, 1,04)

<> Ipa3olpeBip

AUC 1,07 (0,94, 1,23)
Cmax 1,22 (1,01, 1,47)
C24 0,90 (0,83, 0.96)

Kopekilis 1034 He MOTpiOHA.

neainaceip + codocOyBip

(90 mr neninaceipy OJ1 + 400 mr
codocbdyBipy O/,

nopasipus 100 mr OT)

T nopasipun

AUC 1,15 (1,07, 1,24)
Cmax 1,11 (0,97, 1,27)
Ca4 1,24 (1,13, 1,36)

<> nexinacip
AUC 0,92 (0,80, 1,06)
Cmax 0,91 (0,80, 1,02)

<> cotocOyBip
AUC 1,04 (0,91, 1,18)
Cmax 0,89 (0,79, 1,00)

< GS-331007
AUC 1,03 (0,98, 1,09)
Cumax 1,03 (0,97, 1,09)

OuikyeTbes:
T TerodoBip

IlamienT, 4AKi  OTPUMYIOTH
Jopasipun/1amiBy iuH/
TeHO(DOBIpY JTU30TIPOKCUIT
OJHOYAaCHO 3
nexinacsipom/codocOyBipoM,
nmoBuHHI  nepebyBard  mOin
HArJISIA0M nikaps oA0

noGiuHUX peakiliii, MOB’A3aHUX
i3 3acTocysaHHAM TeHO(OBIpY
JU3OTIPOKCHITY.




Jlikapcekuii 3acid 3a
TepaneBTHIHOK cdeporo

BiuiaB HA KOHIEHTpAi0
JiKapcLKHX 3ac00iB
cepeIHE reOMeTpHYHE
cmieBigpomenns (90 % JAD*

Pexomenganii uoao
OHOYACHOIO 3aCTOCYBAHHS 3
nopaBipuHOM/JIaMiBYIHHOM/T

enogoBipy AH30I POKCHIOM

Bzaemois 3 JopaBipuHOM ab0 [lauieHTH, AKi  OTPUMYIOTH
nopaBipMHOM/aMiBy AUHOM/ nopasipus/namisy IvH/
TEHOGOBIpY AU3OMPOKCIIOM HE TeHo(hOBIpY JIU30TIPOKCHIT
BHBYAJIACE. OJIHOYACHO 3 codocOyBipom/
. . BEJINATACBIPOM, [OBUHHI
cotocbygip/Bennaracsip mepeGysatst  [Min  HACIAIOM
OuikyeTbes: nlikaps 111(03 (4] noOigHIX
<> JOpaBipHH peakui, OB’ I3aHUX i3
1 TeHodoBip 3acToCyBaHHAM  TeHOQOBIpY
JH30NPOKCHITY.,

codocOyBip

Bzaemois 3 mopasipuHoM abo
JOpaBipHHOM/TaMiBy AUHOM/
TeHOGOBIpY JU3OIPOKCHIOM HE
BUBYAJIaCh.

OuikyeTbCs:
<> J0paBipyH

Kopekiis 1034 He MOoTpifHa.

JIaKaTacBip

Baemoia 3 mopaBiprHOM ado
nopaBipuHOM/IaMiBy AUHOM/
TeHOGOBIpY AU30MPOKCUIIOM HE
BHBYAJIACH.

OuikyeTbea:
<> NOpaBipuH

Kopekuis 1031 He MoTpibHa.

oMmbitacBip/mapuranpesip/
putoHasip i gacabyBip +/-
puTOHaBip

Bsaemonis 3 mopasipuHoM abo
J0paBiprHOM/JTaMiBY IMHOM/
TEHOQOBIpY AU3OMPOKCUIIOM HE
BUBYAIACK.

OuikyeTbes:

1 nopasipun

(IaribyBannst CYP3A uepes
PUTOHABIP)

Kopekiis 1034 He MoTpidHa.

JacabyBip

B3aemonis 3 opaBipuHOM abo
J0paBipMHOM/TaMiBy JUHOM/
TeHO(OBIpY AM3OMPOKCUIOM HE
BHBYAJIAC.

OuikyeTbCa:
<> IOpaBipHH

Kopekuist g03¢ He MOTpiOHa.




Jlikapcpxnii 3aci0 32
TepaneBTHYHOIO cheporo

Bnins HAa KOHIEHTPALI0
JikapchbKHX 3ac06iB
cepeiHE reoMeTPHYIHE
cniBsinHomenns (90 % JAD*

0AHOYACHOTO 3aCTOCYBAHHA 3
JOpaBipHHOM/IAMIBYTHHOM/T

PexomMenjanii moao

eHo(OBipy AH30IPOKCHIOM

riekanpesip, niOpeHTacBip

Bzaemoiis 3 opaBipHHOM abo
nopaBipuHOM/aMiBY AUHOM/
TeHO(OBIpY AU3OMPOKCHIIOM HE
BHBYAJIACh.

OuikyeTbes:
T nopasipun
(inrioysannst CYP3A)

Kopexuis 1034 He NOTpi6HA.

pubaBipuH

Bsaemogis 3 mopaBipuHOM abo
JOpaBipuHOM/TaMiBy JUHOM/
TEHOGHOBIpY JU30MIPOKCHIIOM HE
BHBYAJIACH.

OuikyeTbca:
<> TOpaBipHuH

Kopekiist 1034 He MOTpibHA.

Tpas’sHi toOaBku

3Bipobiii
(Hypericum perforatum)

B3aemogis 3 nopasipuHoM abo
JI0paBipuHOM/TaMiBy JHHOM/
TeHO(DOBiIpY TU3ONPOKCHIIOM HE
BHBUAJACK.

OuikyeTbCA:
{ nopasipun
(Iaoykuis CYP3A)

OnHovacHe
[IPOTUMOKA3aHO.

3aCcTOCYyBaHHA

[TpoTuBipycHi 3acobu ans gikysaHHsa BUI-indexuii

TeHO(OBipYy OU3OIPOKCHIT
(300 mr 1 p/m,
Jopagipus 100 Mr OJ)

<> JlopaBipuH

AUC 0,95 (0,80, 1,12)
Cmax 0,80 (0,64, 1,01)
C24 0,94 (0,78, 1,12)

Kopexuis 1034 He MOTpiOHA.

namiByiMH + TeHOOBipy
JOU30NPOKCHIT

(300 mr namisynuny OJ1 + 245 mr
TeHotoBipy ausonpokcuwty O,
Jopagipud 100 mr OJ)

<> I0paBipuH

AUC 0,96 (0,87, 1,06)
Cmax 0,97 (0,88, 1,07)
C24 0,94 (0,83, 1,06)

<> JIaMiBYy IVH
AUC 0,94 (0,88, 1,00)
Cmax 0,92 (0,81, 1,05)

<> TeHO(OoBIp
AUC 1,11 (0,97, 1,28)
Cmax 1,17 (0,96, 1.42)

Kopexkuist 1034 He MoTpiOHA.
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Jlikapcbknii 3aci6 3a
TepaneBTHYHOIO cheporo

BuiHe Ha KOHIEHTPAUil0
JNikapchbKHX 3ac00iB
cepeHE reoMeTPHIHE
cuippignomenns (90 % AD*

PexoMengamii mopxo
OXHOYACHOTO 3aCTOCYBAHHA 3
JAopaBipuHOM/TaMiByTHHOM/T

eHodoBipy IH30I POKCHJIOM

IMyHOCYTIpeCaHTH

Bzaemoais 3 mopaBipuHOM a6o
JopaBipuHOM/aMiBy ANHOM/
TeHOOBipY AU30MPOKCUIIOM HE
BUBYAIIACh.

Cnin KOHTPOJIFOBATH
KOHLIEHTPALIiF0 TaKpOJIiMyCy Ta
CHpOJIIMYCY B KPOBi, OCKIJIbKH

TakpoIimMyc
CHpOJIIMYC . i
p y OuikyeTses: MOXe 6yTu HeoOXiaHUM
. KOPUTYBaHH: JI03U IUX
<> IOpaBipuH .
. ) npenaparis.
| TakpomiMyc, cupoJtimyc
(Iaoykuist CYP3A)
Iuri6iTopu kiHasu
Bsaemoqia 3 gopasipuHoM abo Cnig yHWKaTd OXZHOYACHOTO
JI0paBipUHOM/JIaMiBY AUHOM/ 3aCTOCYBaHHI. Axaro
TeHO(HOBipY AU30NPOKCHIIOM HE HEMOKITUBO YHUKHYTH
BHBYA/IACk. OJIHOYaCHOTO  3aCTOCYBAaHHS,
naGpadenic . g mpuAMaTH 100 wmr
OuikyeThest: JOpaBipyHy Ha 00y
| mopagipun npubnusHo uepe3 12 roauH
(Tupyxuis CYP3A) micns npuiioMy

JopaBipUHy/TaMiBy JUHY/
TeHo(GOBIpY AU3OMPOKCHITY.

THmri

posumH copbity (3,2, 10,21, 13,4

r)/aMiBy AMH

PazoBa 7j03a jlaMiBy AMHY
nepopaiibHuii po3duH 300 Mr

JIaMiBY IUH
AUC 4 14 %; 32 %; 35 %
Crmax ¥ 28 %; 52 %; 55 %

Ilo MOXIMBOCTI yHHKaiiTe
IOCTiHHOTO OJTHOYACHOTO
3aCTOCYBaHHA
JOpaBipuHy/namiBy IuHy/
TeHodOBipy [JU3OMNPOKCUIY 3
nikapcbkump  3acobamM, IO
MmicTaTe copbit abo  iHmi
nosicoupTd  OcMOTHHHOT Al
(HampuKiaz, KCWIIT, MaHIT,
nakTuT, ManeTuT). HeoOXinHui
qacTilIMi MOHITOPUHT
BIpYCHOrO HaBaHT@KEHHA Ha
BIJI-1, KOJIH [IOCTiHHOTO
OJHOYACHOT0 3aCTOCYBaHHA HE
YHHUKHYTH.




Jlikapcbknii 3acid 3a
TepaneBTHYHOIO ceporo

Bjigs Ha KOHIEHTPAMi0
JikapchbKHX 3ac00iB
cepeHE reoMeTPHYHE
cmiBBignomenus (90 % JAD*

PexomMenaanii moxo
OHOYACHOI0 3aCTOCYBAHHA 3
AopaBipaHOM/IaMiByIHRHOM/T

eno(oBipy TH301 POKCHIIOM

OmnioinHi aHaNbETeTHKA

METaJI0H
(20 —200 mr 1 p/n inguBigyanbHa
no3a, gopasiput 100 mr 1 p/n)

{ mopasipun

AUC 0,74 (0,61, 0,90)
Cumax 0,76 (0,63, 0,91)
C24 0,80 (0,63, 1,03)

<> R-meTanon

AUC 0,95 (0,90, 1,01)
Cmax 0,98 (0,93, 1,03)
C24 0,95 (0,88, 1,03)

<> S-MmeTagoH

AUC 0,98 (0,90, 1,06)
Cmax 0,97 (0,91, 1,04)
C»4 0,97 (0,86, 1,10)

Kopekuist 1031 He OTpiGHA.

OynpeHopdin
HaJIOKCOH

B3aemogis 3 1opaBipHHOM ab0
JOpaBipUHOM/NaMiBy AHOM/
TeHO(OBIPY AU3O0MPOKCUIIOM HE
BHBUANACK.

OdikyeThCA:
<> GyrnipeHopdiH
<> HAJIOKCOH

Kopekiist 10341 He NOTpiOHA.

OpasnbHi KOHTPALIEIITHBH

0,03 mr etuninectpagiony/0,15 mr
sesoHoprecrpery O/,
nopasipun 100 mr 1 p/n

<> eTUHIJIECTPATioN
AUC 0,98 (0,94, 1,03)
Cmax 0,83 (0,80, 0,87)

T nepoHoprectpen
AUC 1,21 (1,14, 1,28)
Cunax 0,96 (0,88, 1,05)

Kopexkiist 1034 He OTpiOHA.

HOPreCTUMAT/€THHIECTPaAioN

Bsaemois 3 mopaBipuHOM abo
nopaBipuHOM/NaMiBy TUHOM/
TEHO(OBIPY TU30MPOKCHIOM HE
BMBYANAaCh.

OuikyeTnes:
<> HOpreCTUMAT/€THHIIECTPadion

Kopekuist 1034 He MOTpidHa.




Jlikapcbkuii 3acid 3a
TepaneBTHYHOIO chepolo

BmjinB HA KOHHEHTPAUi0
JiKapchLKHX 3ac00iB
cepeAHE reoMeTpHIHE
crnisBigromenns (90 % AI)*

Pexomenaanii moao
OJHOYACHOIO 3aCTOCYBAHHA 3
AopaBipAHOM/NaMiBYAHHOM/T

enodoBipy AH30IPORCH/IOM

[McuxocTHMYJIATOPH

B3aemonis 3 opaBipHOM abo

Cnig yHHMKAaTH OAHOYACHOrO

J0paBiprHOM/NaMiBy TUHOM/ 3aCTOCYBaHHI. Ao
TeHO(OBiIpY TU30MPOKCUITOM HE HEMOKITHABO YHUKHYTH
BHBYAJIACE. OJITHOYACHOrO  3aCTOCYBaHHS,
o cmia  mpuiimatu 100 wmr
mMopadiHin . .
OuikyeTbes: JOpaBipuHy Ha 100y
| mopasipuH npubmuzHo depe3 12 roauH
(Immykuis CYP3A) micss npuiioMmy
nopapipuHy/naMiBy IuHy/
TeHO(OBIpY JH30MPOKCHITY.
3acrokiiauBi/CHO I iHI
— 4 minazonam

AUC 0,82 (0,70, 0,97) Kopek1iis 1034 He OTpiOHA.
Cmax 1,02 (0,81, 1,28)

Ctarunu

(2 mr OJ1, nopasipux 120 mr 1 p/n)

aTOpBACTATHH <> aTOpBacTaTUH
(20 mr OJ1, nopasipun 100 mr AUC 0,98 (0,90, 1,06) Kopeklis 1031 He NOTpiOHa.
1 p/n) Crmax 0,67 (0,52, 0,85)

Bsaemonis 3 mopasipiHOM abo

JopaBipruHOM/NaMiBy IHHOM/

TeHO(OBIpY AUIONPOKCHIIOM He
pO3yBacTaTHH BHBYAJIaCh. . ;

Kopekiiis 1031 He MOTpiOHA.

CHMBaCTaTHH

OdikyeTbCa:

<> po3yBacTaTUH
<> CUMBACTaTHH
T = nigBUlLeHHS, | = 3HIKEHHS, <> = 6€3 3MiH

JII = noBipuuii intepsan; OJ1 = oaHOpa3oBa 103a; | p/A = OAWH pa3 Ha no6y; 2 p/n = nBa pa3u Ha A00y
* AUCy.» 1st oopasosoi go3u, AUCo.24 uia ripuifoMy o/1uH pas Ha 100y.

4.7. 3acTocyBaHus Wi Yac BarirHOCTi Ta rolyBaHHs rPyAdIo.
BariTHicTb

JlaHi o0 3aCTOCYBaHHS JOPABIpHHY BariTHUM JKiHKaM BiaCyTHI abo obMesxeHi. Bestuka KibKicTh JaHUX,
OTPUMAHHUX y BariTHUX >xiHOK (Ginbiue Hix 3 000 pe3ybTarTis Mic/s 3aCTOCYBaHHA y IEPLIOMY TpUMECTPi),
SIKi TpUiMATH OKPEMHUH aKTHBHHMI KOMIIOHEHT JIaMiBy/IMH B KOMOIHALI 3 {HIIUMHU aHTUPETPOBIPYCHUMHU
rpernapaTam, BKasy€ Ha Bi/ICy THICTb IOy LIEHb PO3BUTKY IL10/y. IToMipHa KUBKICTh JaHKMX L1010 BariTHUX
xiHok (Bim 300 mo 1 000 pesynbTaTis BariTHOCTI) BKa3y€e Ha BigCyTHiCTb Bag pO3BUTKY abo
deTanbHOI/HeOHaTaANbHOT TOKCHYHOCTI, [OB’43aHOT 3 TEHOQOBIPY AU30MPOKCUIIOM.

Peecmp anmupempogipycrol mepanii nio uac gazimnocmi

PeecTp anTMpeTpoBipycHOI Tepamii Mif yac BariTHOCTI OyJI0 CTBOPEHO AN MOHITOpPUHTY HACHiAKIB TS
MaTepi Ta oA y NauieHTOK, sKi Mij Yac BariTHOCTI OTPUMYBaJIH aHTUpeTpOBipycHi mpenapaTy. Jlikapis
3aKJIMKAIOTh PEECTPYBATH MALIIEHTIB Y LBOMY PEECTPI.

JIOCIIi/UKeHHS OPaBipHHY Ha TBAPUHAX HE BKA3YIOTH Ha MPsAMHEL 200 onocepeKoBaHui mkimim?mﬁﬁg}‘e ™
HA PENPOAYKTHBHY TOKCUHHICTE (MB. po3in «Joxniniuni dani 3 besnexun). eﬁi\"f/ﬂ“‘? *(:‘{
JlocIipkeHHs TeHODOBIpY MM30NMPOKCIITY Ha TBAPMHAX HE BUSBHIIM MPAMKX a0 Orocepen ; \ i‘%
PENpOoAYKTUBHOT TOKCHIHOCTI TeHO(QOBIPY AM3OMPOKCUITY (HMB. PO3AUT «JOoKniHIUHI Oani 3




Jlani OCIIUKEHb TaMiBy IMHY MOKA3IA MiABUILIEHHS PaHHBOT NETAIBHOCTI eMOpiOHIB y KpOIiB, ajie He Y
mypiB (muB. po3min «Joxniniyni Oawi 3 Gesnexuy). BCTAHOBNEHO TpaHCIUIALICHTApHY POHHUKHICTH
naMiByauHy B opramismi mojuau. JIamiBy[MH MO)e MPUIHIMYBaTH PEILTIKALLiio wiituagoi JJHK (ams.
posmin «Joxniniuni Oani 3 besnexur). Kniniqna 3Ha4yIicTs UMX pe3yJIbTariB HeBiloMa.

Sk 3ano6iHuii 3aXiz1, 6a3KaHO YHHKATH 3aCTOCYBaHHs rpenapary JlencTpiro mij 4ac BariTHOCTI.

['pyaHe BUTOOOBYBaHHA

HeBioM0, 44 BUBOAUTBCA JOPABipHH 3 rpyaHEM MosokoM. HassHi apMaKoAUHAMIYHI/TOKCHKOOT 1 4Hi
JaHi 1010 TBAPUH MOKA3A/TH, IO JOPABIPUH POHUKAE Y IPY/IHE MOJIOKO (AMB. PO3.i «Joxniniuni Oani 3
be3nexur).

JlamiByuH GYyB BUSBICHHH Yy HOBOHAPOIKEHHX/HEMOBJIAT y MATepiB, AKi OTpUMYB&TM JTiKyBaHHA. 3a
JaHUMM JOC/TiOKeHb Outbin Hik 200 map MarepiB Ta HEMOBIAT, K OTPUMYBATH nikysauHs Big BIJI-
indekiii, KOHUEeHTpauii NamiByJMHY Yy CHMpOBATUi KPOBI HEMOBJAT, IO nepeOyBarOTh Ha TIPYIHOMY
BUTOJIOBYBAHHI, € y)ke HU3bKAMHU (< 4 Y% Bill KOHLEHTpallill y cupoBaTLi KPOBi MaTepiB) Ta MPOrPeCUBHO
SHIDKYIOTBCS 10 PiBHiB, HIO HE BU3HAYAIOTHCSA, KOJIM HEMOBJIS Jocsarae 24 TVDKHIB Bif HapomkeHHA. Hemae
JAHUX 010 6e3MeKK 3aCTOCYBaHHA JIaMiBy AMHY UL AiTeil BikoM 110 3 MicsLiB.

TenodoBip npoHuKae y rpyaHe Monoko. HenocTarHpo inpopmawii mpo BIUIMB TeHOOBIPY Ha
HOBOHAPOPKEHUX/HEMOBJIAT.

BlJI-indikoBaHUM >IHKaM pPEKOMEHIYETbCS HE TOAYyBaTH [pPYIbMH, o6 3amobirru nepegadi BLI
HEMOBJISATAM.

QDepTHIBHICTD

BizcyTHi aani npo Brums npenapary JlencTpiro Ha GepriibHICTb JIOANHM. JocnizKeHHsT Ha TBapHHAX HE
BKA3YIOTH Ha LWKIAUTHBHIT BILTHB 1OPaBipUHY, TamiBy MKy a0o TeHO(OBIPY AM30NPOKCHITY HA (hepTHIbHICTD
Mpy PiBHSX eKCIIO3HLIT, BHLIMX 32 EKCTIO3MLII0 y ojel y peKkoMeH10BaHiii Knii4Hii 1031 (AnB. po3ain
«lloxniniuni Oani 3 6esnexuy).

4.8. Boime HAa 3aTHICTh KepyBaTH TPAHCHOPTHHMH 3acofamu aGo mpamioBaTH 3 inmuMu
ABTOMATH30BaHHMH CHCTEMaMH.

IIpenapar JlencTpiro Mac HE3HAYHWi BIUIMB Ha 3/IaTHICTH KEPYBAaTH aBTOTPAHCIOPTOM abo 1HIIKMH
MexaHizmamu. [TauienTis ciig nopoindopMyBaTH PO BHUIAAKH BTOMH, 3allaMOPOYEHHS Ta COHJIUBOCTI Mix
yac JiKyBaHHs npenapatom Jlenctpiro (auB. pos3ain «/1o6iuni peaxyiin). Lle c7i BpaxoByBaTH IPU OLiHLI
3/[aTHOCTI MAalieHTa KepyBaTH aBToMOGiIeM ab0 MPaLtoBaTy 3 MEXaHI3MaMH.

4.9. IloGiuni peakmii.

Peszrome npodimo Ge3nekn

V KIHIYHEX [OCTmKEeHHIX $asu 3 Npu 3aCTOCYBaHHI JOpaBipuHy 3 2 HYKICO3MIHMMU iHriGiropamu
3BopoTHoi TpaHckpunrtasu (HI3T) HaituacTilMMy mMo6i4HUMHU peakiiaMu, npo Aki nosigommanocs, Gy
Hyznota (4 %) i ronosHuit 6i1b (3 %).

Peziome nodiunmx peakiiii v Burasai tadnuui

Ilo6iuni peakwii, 10 BUHMKATH Mic/s 3aCTOCYBaHHs nopasipuny 3 2 HI3T miJ yac NpoBeACHH: KIIHIYHUX
pocnimkens ¢asu 3 (DRIVE-FORWARD, DRIVE-SHIFT Ta DRIVE-AHEAD) Ta 3 nocsimy
TOCTMAPKETMHIOBOTO 3aCTOCYBAHHS, HABEAEHI HIKYE 33 KIIaCaMU CHCTEM OprasiB i 4acToTor. Y KOXHiH
rpyni yacToTu no6ivdi peakuii MpeACTaBIeH! B MOPSAKY 3MEHIICHHS cepiio3HocTi. YacToTa BU3HAYAE€TBCA
Ak gyxe gacto (> 1/10), yacto (Bim > 1/100 go < 1/10), HeuyacTo (Bin > 1/1 000 mo < 1/100), piaxo
(8ig > 1/10 000 go < 1/1 000), myxe pinko (< 1/10 000) abo HeBiOMO (He MOXKHA BCTAHOBUTH 32 HAABHUMH
JIAaHUMH).

Tabmuud 2
PestoMe MoGIUHKX peakliiiii, MOB’s3aHUX i3 3aCTOCY BAHHSIM J0paBipMHy/NamiBy AHY/TeHOQOBIpY
AM30MPOKCITY, ¥ BUNISLA TabanLi
YacTtoTa | Mo6iuni peakmii
Tndexuii Ta inBasii
Pigxo | BuCHD nycTybO3HMI




Yacrora ] Io6iuni peakmii

Hopyiienas 3 60Ky KpoBi Ta JiMpaTHIHOT CHCTEMH

Heuacto HeliTporieHia™*, aHeMis*, TpomboLTONEHIA*

Jyxe piako iCTMHHA epUTPOLITAPHA ariaszis®

Ilopymenns MeTabotizsMy

Heuvacto rinodocdaremis, rimoxaniemis*

Piako rinoMarHiemis, Jakroanumos*

IlcuxiaTpHuHi NOpyIIeHHA

YacTo TIATOJIOTi4H] CHOBHIiHHS, 6€3COHHS'

Heuacto HiYHI KOLIMapH, AeNpec is, TpnBora3,
JIPATIBJIUBICTH, CILTY TAHICTh CBiXOMOCTI,
cyTunaaneHi yMKH

Pinko arpecisi, ramfoLMHALIT, po3aj afanTanii, 3MiHu
HACTPOIO, COMHaMOYJ1i3M

TopyuienHs 3 60Ky HEPBOBOT CHCTEMH

YacTo roJIOBHMIA 61J1b, 3aIIAMOPOYEHHS, COHJIUBICTD

Heuacto MOpYLIEHHS Y Bary, MOTipIICHHS M1aM’ Ti,
niapecTesii, rinepToHyc, oraHa sKiCTb CHy

yxe piako nepudepryHa Heiiponaris (abo napecresis)*

CynuHHi po3nagn

Heuacto | rinepromis

Po3s1anm 3 60Ky oOpratis AHXajJbHOI CHCTEMH, T

VIHOI KJIITKH TA CepeJoCcTiHHA

Yacto

KallleJib*, CHMIITOMH 3acTyau*

Pigko

3aMIIKA, rinepTpodis MUTAIHH

Hopymenus GpyHKOii NIIYHKOBO-KHIIKOBOIO T

AKTY

Yacto

HY/I0Ta, Jiapes, 6iTb y KMBOTI", GIFOBAHHS,
METEOPH3M

Heuacto 3a110p, UCKOMGMOPT Y KHBOTI>, 3AYTTS KHUBOTA,
JUCTIENCs, M’ IKUi Kan®, HopyeHHs MOTOPHKH
LLUTYHKOBO-KHIIKOBOTO TPAKTy’, MaHKpeaTuT™
Pigko TEHe3MH MPSIMOI KUIIKH

IMopymenns 3 60Ky NeYiHKH i 3)KOBUOBHBIAHHX

HLIAXIB

Pinko

| crearos neuinku*, renatut’

Poznaau 3 60Ky MKipH Ta HigmwKipHOl KJITKOBAHHA

8

Yacto ajoneuisi*, BUCHII

Heuacto cBepOiN

Pigxo ajlepriyHuii JepMaTuT, po3alea,
AHTIOHEBPOTUYHHI HAOpsAK*

Hegimomo TOKCUYHMI eniepMaTbHIH HEKPOJTi3

Po31aH 0nOpHO-PYXOBOI0 ANAPaTy Ta CHOJIYY

HOIl TKAHHHA

Yacto

M’130B1 posniaau®, 3HWKEHHS MiHEpaJIbHOT
IJIBHOCTI KiICTKOBOT TKAHUHHU®

Heuacto Miaurisi, apTpanris, pa6z[0Mioni3**, M’s130Ba
. +
cnabkicTp*+
Pigxo KiCTKOBO-M’S130BHil B6i/1b, OCTEOMAJIALIiS

(iposiBiIsieThCS GOMEM Yy KiCTKax i HEYacTo

cnpusie nepernoMam)®, miomaris*




YacrtoTa | IoGiuni peakuii
Pozyiagn 3 GOKY HHPOK i Ce40BHBIAHHX INIAXIB

Heuacto IiABUILEHHS KpeaTHHiHy*, TPOKCHMaIbHA
HUpPKOBa TyOyJionaTis (BKIOUYaOYH CHHAPOM
DankoHi)*

Pinko rOCTpe ypaXkeHHs! HUPOK, [OPYIIEHHS ByHKIi

HHPOK, ypoJiTtia3, HedposiTias, rocTpa HUPKOBa
HEJOCTATHICTE®, HUPKOBA HEAOCTATHICTE™,
rocTpuii TyOyJISIpHUI HEKpo3*, HedpuT
(BKJTFOMAKOYHM FOCTPUH iHTEPCTULIATBHUIM)*,
nedporeHHnil HelyKposui giaber*

3aranbHi po3aagn Ta peaknii y micui 3acTocyBanus

YacTto BTOMaA, rapsiuka*

Heyacto acTeHis, He3 Ty KaHH:

Pigko 61JIb Y TPYAAX, 03HO00, Oink, cripara
JlaGopaTopHi AocTiTKeHHS

YacTo NiABHIIEHHA ATaHiHaMiHoTpaHchepasu’
Heuacto MiABUILEHHS acniapraraMiHOTpaHCcdepasH,

MigBUIIEHHS JIia3y, MBUILEHHS aMilasy,
3HM>KEHHA reMonIo0iHY

Piako nigBuIIeHHs KpeatnHbocdokiHa3H KposBi

* 1o mo6I4Hy peaxiiifo He OyJI0 BU3HAYEHO sIK OOIHy peaKLito, o’ a3aHy 3 nopapipuHoM y Pasi 3
gniniuenx gocmimkens (DRIVE-FORWARD, DRIVE-AHEAD, DRIVE-SHIFT), ae BKFOUEHO [0 Li€l
TabIHLi K MOGiUHy peakiito Ha ocHoBi KopoTkoi xapakTepucTuk Jikapcrkoro 3acody (KXJI13) 3TC ra/abo
TDF. BHKOpPHCTOBY€ThCS HAWBHILA KaTeropis 4acToTH, 3a3HadeHa B KXJI3 3TC ado TDF.

"o MoGiuHy peakiito He 6yJ10 BU3HAYEHO SIK NOGIUHY PeaKilio, MoB’a3aHy 3 fopasipuoM y Paszi 3
wrinaigHEx moctimkers (DRIVE-FORWARD, DRIVE-AHEAD, DRIVE-SHIFT), ane BoHa criocTepiraiacs
i 9ac HOCTMApKETHHIOBOTO 3aCTOCYBAHHS CXeM JIiKyBaHH, IO MiCTATh IOPABIiPHH Ta € N00I4HOI0
peakuiero, 3a3uauenoro B KXJI3 3TC ta TDF. BukopHcToBy€eTheA HalfBUllla KaTeropis YacTOTH, 3a3Ha4€HAa B
KXJU13 3TC ta TDF.

1 no6iuna peaxilis MoXe BUHHKHYTH K HACJiZOK IPOKCHMATBEHOT HUpKOBOT TyOystonarii. BixcyTHICTb
ILOTO CTaHy HE MOB’sA3aHa i3 3aCTOCYBaHHAM TeHOGOBIpY HH3OUPOKCHITY.

! Ge3coHHs BKIIOYAE: OE3COHHS, IOYaTKOBE OE3COHHS Ta pO3Najl CHY.

? lenipecisl BKJTFOYAE: NEMpEcilo, MPUTHiYeH il HacTpill, IMHGOKY AENpecito Ta CTIHKMI AeNpecHBHUN po3ial.
3 TpuBOra BKJIIOYAE: TPUBOTY Ta F€HEPAi30BAHHI TPUBOXKHHM pO3Ia.

46i1b y )HBOTI BKOYAE: Gilb y XUBOTI Ta OiJIb y BEpXHiH 4aCTHHI XKUBOTA.

5 IHCKOM(OPT Y KMBOTI BKMOYaE: abnoMiHansHuil AuckoMOpT Ta eniracTpansHui 1McKoMQOpT.

6 M’ SIKHI KaJl BKJIFOYAE: M’ KKit Kajt | SMiHeHHH CTiTe k.

7 po3/1a] MOTOPHKH IILUTYHKOBO-KHIIKOBOTO TPAKTY BIJIOYAE: TOPY HIEHHA MOTOPUKY LTy HKOBO-KHIIKOBOTO
TPAKTY Ta YacTe BUIIOPOKHEHHSL.

8 BHCHI BKITIOYAE: BUCHII, MAKy/ISpPHUN BMCHIL, EPUTEMATO3HUM BUCHII, F€HEPANi30BAHMI BUCHII,
MaKyJI0TaIy IL03HMI BICHII, HaNyTbO3HUI BUCHII Ta KPOITUB’ SHKY.

° [1iABMILEHHA aNaHiHAMiHOTpaHcdepasy BKIIOYAE: [iABUALIEHHS alaHiHaMiHOTpaHCdepasy Ta
renaTOLENIONIAPHE YPaXKeHHs

Omyc oOKpeMiX MOOiYHHX peakilii

Cunopom 8iOH08AeHH S IMYHHOI 8i0N0GIOI
V BUI-indikoBaHUX Mali€HTiB i3 TOKKMM IMYHOAe(IUMTOM HA MOMEHT IIOYaTKy KOMOIHOBaHOT
aHTI/IpeTpOBlpyCHOI tepanii (KAPT) Mose BHHHKHYTH 3anialbHa peakilis Ha GescuMnToMHi abo 3aJIMIIKOBI
onopryHicTHuHi iHbekuil. TakoX MOBIIOMILIOCS NpO ayTOIMyHHI 3aXBOproBaHHs (Taki sK xaopo6a
[petisca Ta ayToiMyHHHI renaTur); OJHaK 3apeeCTpOBaHym 4ac A0 iX MOsBH € OiNbpIl Bapia
ABHIA MOJKYTh BMHUKATH 4epe3 0ararto MICALiB MIiC/A MOuaTKy JiKyBaHHsA (AMB. P u?“ Omm‘ )
3acmepesicenHs ma 3anobiNCcHi 3ax00U NPU 3ACMOCYEAHHIY).




Jlaxmoayuoos

TToBiZOMAANOCA PO BUIAAKH JIAKTOALMA03Y NPH 3aCTOCYBaHHi TEHOQOBIpY ANU30MPOKCHITYy OKPEMO abo B
KOMGiHALIi 3 IHIINMMY aHTHPETPOBipYCHUMH Mperapatam. [latieHTH 3 GakTopaMy CXHIIBHOCTI, HAIPUKIIA
3 JIEKOMITEHCOBAHUM 3aXBOPIOBAHHIM HE4iHKH, a60 TMallieHTH, AKi OTPUMYIOTh CYTIyTHI TIpenapatH, ki, sk
BiIOMO, CIPUHMHSIOTH JAKTOALM/A03, MAOTh TTiBHIIEHUH PU3HK BHHUKHEHHS TSUKKOTO JIAKTOALMAO3Y MiA
4ac JIiKyBaHHS TeHO(OBIpY AU30MPOKCUIIOM, BIUTIOUAFOYH JIETAJIbHI BAMAKH.

Taocki wixipri nobiyni peamﬂl (TLIIIP)

TMoBimOMIIATOCS MPO TSHKKI LIKipHI MOGIUHI peaxuu (TLLITTP), Taki Sk TOKCHYHMUIA eMliiepMaTbHiIi HEKPOJTi3
(TEH), ripu 3acTocyBaHHi CXeM JIiKyBaHHs, 0 MiCTATh AOPaBipUH (UB. po3in « Ocobnuei 3acmepedicenHs
ma 3anobidcHi 3aX00u NPuU 3GCMOCYBAHHIY).

iTH
Besneky HOpaBipuHy SK KOMIIOHeHTA KomOiHauii mopaBipHH/NaMiByaHH/TEHOGOBIPY —AU3OMPOKCHII
ouinoBay y 45 BIJI-1-iHdikoBaHUX MAIEHTIB i3 BipyCOMOTI4HOIO cympeciero abo mauieHTiB BikoM Bif 12
110 < 18 pokiB, siKi paHilIe He OTPUMYBAIH JiKyBaHHs, y BIAKPUTOMY OCTIIKeHHi npoTsaroM 48 TWKHIB
(IMPAACT 2014) (ITpotokon 027)). Ipodine Gesneku y aitel 6ys nomibrum o mpogimo 6e3nexu y
JOPOCIIHX.

3BiTYBAHHS (PO MiN03PIOBaHI MO0i4YHI peaKii

Bax/MBO 3BiTYBATH IpO MifI03proBaHi nobiuHi peakuil micsis peectpanil Mikapcskoro 3acody. Lle nae smory
¥ Hagani KOHTPOTIOBATH CIIiBBiJHOIIEHHS KOPHUCTH/PH3WK MPH 3aCTOCYBAHHI JIKAapCHKOrO 3aco0y.
MeaUUHUX MIPALIBHUKIB IPOCATH MOBIIOMIIATH MPO BCi Mif03prOBaHi MOGi4Hi peakii yepe3 HaLIOHANBHY
CHUCTEMY 3BiTHOCTI.

4.10. ITepenoszyBanHs.
IopaBipun

BincytHs iHdopMaLlis Mpo MOMXJIMBI rOCTPi CUMIITOMH Ta O3HAKH NePeI03yBaHHs JOPaBIpUHY.

JlamiBy TUH

OCKiNbKM He3HayHa KiAbKiCTh JIAMIBYIMHY BHBOJMTBECS 32 [ONOMOrOK (4-FOAMHHOIO) remopialisy,
MOCTiHHOro amMGynaToOpHOro MEPUTOHEATBHOTO Jiali3y Ta aBTOMATHYHOIrO MEPHUTOHEATHHOIO Aianisy,
HEBiZIOMO, 4YM TOCTiHHMI remomianiz 3abe3neduTh KIIHIYHY KOPHCTB Y BHUIAAKy NEPENO3yBaHHI
JIaMiBY IUHY.

Tenodosipy AH3OMPOKCHI

TeHoboBIpy IM30NPOKCHN eDEKTHBHO BUBOAMTHCS LUIIXOM reMofianisy 3 koediljieHTOM EKCTPaKLIi
npu6mu3Ho 54 %, Iica oHOpa3oBoi 1031 TeHO(OBIPY AUOMPOKCHITY 245 MT 32 JOTIOMOTOIO 4-TFOIMHHOTO
ceaHCy reMolianisy BUBOAMTLCS NpubmsHO 10 % BBeIeHOT 1031 TEHOQOBIpY.

5. ®apmMaKoJIoTiuHi BJACTHBOCTI.
®dapmakoTepanesTHuHA rpyna. [IpoTUBipyCcHi 3acO0H A/l CHCTEMHOTO 3aCTOCY BAHHA.
Kox ATX: JOSAR24.

5.1. ®apmakoanHAMIYHi BJACTHBOCTI.

MexaHi3Mm aii

Jlopasgipun

JIOpaBipHH € MipHAMHOHOBUM HEHYKJIEO3UIHUM {HriGiTOpoM 3B0pOTHOT TparckpunTasu BIJI-1 1 [IPUCHIYY€E
perutikario BIJI-1 masxoM HeKOHKypeHTHoro iHriGyBaHHs 3BopoTHoi Tpanckpunrasu (3T) BLI-1.
JopagipuH He npurHiuye wiitunai JJHK-nosimepasy moaus a, B i mitoxorapiansny JHK-noniMepasy v.
Jlamigyoun

JIaMiBy AMH € aHAJIOTOM HyKJI€03UAiB. BHYTPilIHBOKTITUHHO JIaMiBYy IMH QJOCd}OpI»h‘lfOETbCW iﬂiﬁ:ﬁ -
Tpudocdar meTaboit — J'[aMlBy}:[I/IHTpqu)OC(t)aT (3TC-TP). Ocuoenuii cioci6 aii 3TC- TE&E i}{rio’ysamﬂ’\’ﬁ
3a Joromororo o06puBy Janirora JJHK miciist BBeIEHHS HyKJIEOTHIHOTO aHanora. é?_g \», B




Tenogosipy Ousonpoxcun
TeHooBipy AW30MPOKCHWI — HELMKIidHUMH (QocHOHATHHI HYKICO3U] miedip, aHamor afeHO3WH
moHodochary. Terodosipy AH3ONPOKCHITY GymapaT i NEPeTBOPEHHA B TeHohoBip nOTpedyE
romepefHbOro riapomizy Aiedipy Ta momansuioro ¢ochopumosants KITHHHUMU (QepMeHTaMk 1O
yTBOpeHHs TeHoQoBipy mudocdary. Tenodosip audocdar npnmlt{ye axruBHicTh 3T BIJI-1, kOHKypyrO4YH
3 HATYpalIbHUM Cy6CTpaToM AeOKCHaneHO3uH-5 -Tpudocharom i micas smurts 3 JIHK nepepusae il
naHuroxok. Ternodosipy mudochar € cnabkum iHribiropom o-, B-momimepasu JHK ccaBliB Ta
MiToxoHapiansHo1 y-nonimepasu JHK.
[IpoTHBipYCHA AKTHBHICTD V KYJILTYPI KJITHH
Lopagipun
HopagipuH MPO/IEMOHCTPYBaB 3HAYCHHS ECso 12,0+4,4 1M npotu naboparopuux mramis BIJI-1 awkoro
THITy TIpA TeCTyBaHHi B mpucyTHOCTi 100 % cHpoBaTku 3IOpOBOI JIOIHHH, 3 BUKOPUCTAHHAM KTTUH
peroprepie MT4-GFP. JlopaBipuH MpoAEMOHCTPYBaB HpOTHBleCHy AKTHBHICTb [POTH mnpoxm rpynu
nepeunHUX i3omaTiB BIJI-1 (A, Al, AE, AG, B, BF, C, D, G, H) 3i 3naqennsamu ECso B niamasoHi Bin 1,2
#HM go 10,0 HM. ITpoTuBipyCHa aKTHBHICTb HOpaBipvHy He Oyja aHTArOHICTHYHOW NpPH [O€AHAHHI 3
JaMiBYJMHOM i TeHO(OBIpY AHU3OMPOKCUIIOM.
Jlamisyoun
TIpoTHBipYCHY aKTHBHICTh JiaMiByauHy wogo BIJI-1 owiHroBand y paai KITHHHHX JIiHIM, BIJIIOYAOUYN
MOHOLIUTH T4 MOHOHYKJI€apH nepmbepwmm KpOBl (PBMC), BHKOPHCTOBYIOYM CTaHAAPTHi aHai3u
qyTnuBocTi. 3HauenHs ECso 3uaxomunmcs B aianasoi Bix 0,003 go 15 MM (1 MmxM = 0,23 M1KporpaM/Mn)
MeniaHa 3HaueHHst ECso naMuameHy cranosmia 60 HM (mianazou: Bix 20 no 70 HM), 35 HM (mianasoH: Bin
30 10 40 uM), 30 BM (mianasoH: Bix 20 g0 90 HM), 20 HM (gmianason: Bia 3 o 40 HM), 30 HM (mianazoH:
Bix 1 mo 60 HM), 30 M (miamason: Bia 20 mo 70 HM), 30 HM (nianason: Bia 3 1o 70 HM) Ta 30 EM (nianmazoH:
Bin 20 1o 90 BEM) nporu miaTunie BUI-1 A-G ta O (n = 3, 32 BUHATKOM n = 2 uIs migTmy B) BiAMOBiAHO.
Pubagipus (50 MKM), 110 BUKOPHCTOBYETBCA NPH JTiKyBaHHI XpOHiuHOT iHdeKuil Bipycy BI'C, 3HmXyBaB
anTu-BLJI-1-akTuBHicTh NamiByquHy B 3,5 pasu B MT-4 kiiTuHax.
Tenogosipy Ousonpoxcun
IIpoTHBipycHyY aKTMBHICTE TeHO(OBIpY W00 NAGOPATOPHHUX Ta KIiHiYHKX i3onaTiB BUJI-1 OLIIHIOBAJIU Ha
T-niM}OBIACTOINHUX KIITUHHUX JIiHisX, NEPBUHHHX MOHOLMTAPHHX/MaKpodaranbHuX KIiTHHAX Ta
nimpoumrax nepudepuunol kposi. 3HaueHHa ECso mis TeH0¢)0131py 3Haxoqwucs B Mexkax 0,04-8,5 MxM.
TeHodoBip NpPOABISAB aHTUBIPYCHY aKTHBHICTb Yy KyJbTYPi KIITHH [IPOTH Bipycis BUI-1 miarunie A, B, C,
D, E, F, G ta O (3nauenns ECso 6ynu B nianasoni 0,5-2,2 MkM).
Pe3UCTEeHTHICTh
Y kynemypi knimun
Hopasipun
PesucTeHTHI 10 JOpaBipuHy mTamMu 6y BinibpaHi B KyAbTypi KIiTHH, nounHao4u 3 BUJI-1 auxoro Tvny
PI3HOTO TIOXOKEHHA Ta MiATWIIB, a Takox pesucTentHoro o HHI3T BIJI-1. CnocrepexxyBaHi
aMiHOKUCIOTHI 3amiieHns y 3T, mo suHMKH, BRouand: V106A, V106M, V1061, V108I, F227L, F227C,
F2271, F227V, H221Y, M2301, L2341, P236L i Y318F. 3amimenns V106A, V106M, V108L, H221Y, F227C,
M2301, P236L i Y318F mpusBenu 10 3HIDKEHHS YyTIMBOCTI JO fopasipuHy Bin 3,4 no 70 pasis. Y318F y
noeHanHi 3 V106A, V106M, V1081 a6o F227C cnpuduHuB 6ibLie 3HIKESHHS Yy TAMBOCTI 10 JOPaBipUHY,
Hix Y318F oxpemo, o Mpu3Beno A0 10-KpaTHOro 3HIDKEHHS 4YyTJIMBOCTI [0 nopagiputy. [loumpeni
pesuctedTHi 1o HHI3T MyTauu (K103N, Y181C) He Bm6nparm B JOCJIiDKEHHI in vitro. V106A (i3 3MiHOIO
npu6m13Ho B 19 pasiB) 3’sBUBCA K MOYATKOBE 3aMilleHHs y Bipyca miaruny B, a VI06A a6o M —y Bipyca
migTinie A Ta C. 3roJoM Ha HOaTOK O 3aMmiuleHHs V106 3’seummca F227(L/C/V) abo L2341 (noagiiiHa

MyTalis, wo aae 3Midy y > 100 pasiB).

Jlamisyoun

V KyneTypi KIITHH Ta y Malli€HTiB, SKi OTpUMYBaIU JIiKyBaHHSA JIaMiByIHHOM, Oy/H BIHIOW
namiByauHy Bapiantd BLUJI-1. TeHOTMNHMH aHani3 MoKasas, LIO PE3UCTEHTHICTh O egﬁy ) %9
creLbiuHO aMiHOKKCAOTHOW 3aminow 3T BIJI-1y kofoni 184, mpu skii 3aM1HIO€TBC}[ iOHIH Ha BaJTiH .-a

abo izonetitH (M184V/1).



Tenoghosipy ouzonpoxcun
Izonstu BUI-1, Bini6pasi 3a monoMorowo TeHO(OBIpy, EKCIIpecyBai 3aMiHy K65R y 3T BUI-1, ang Hux
6yI10 TToKa3aHo 2—4 KpaTHe 3HIKEHHs Yy TJIMBOCTI 10 TEHO(OBIpY . Kpim Toro, 3amimenns K70E y 3T BLJI-
1, BimiGpani 3a qormoMororo TeHo(oBipy, MPU3BOAMIIH 10 HE3HAYHOTO 3HIDKCHHA qyTIMBOCTI 0 abaKaBipy,
eMTpULIUTabiHy, TaMiBy AUHY i TEHODOBIpY.
YV xniniunux docnioscenHsx
Hopocni cy6 'exmu, axi paniuie He OMpumMyeanu 1iKy8anHs
Hopasipun
Tocnimkenns ®asu 3, DRIVE-FORWARD i DRIVE-AHEAD, npoeoaWInCS 3a y4acTio Mali€enTiB, AKi
paHile He OTpUMyBaH JiKyBaHHA (n = 747), Jie HACTYIHI samimends HHI3T 6yau 4acTHHOK KPHTEPIiB
srotrouenns: L1001 K101E, K101P, K103N, K103S, V106A, V1061, V106M, V108l , E138A, E138G,
E138K, E138Q, E138R, V179L, Y181C, Y1811, Y181V, Y188C, Y188H, Y183L, GI190A, G190S, H221Y,
L2341, M230I, M230L, P225H, F227C, F227L, F227V.
PesucTeHTHICTh de NOVO, HaBe/IeHa HEDKYE, CIIOCTEpiraNacs B MiArpyni aHaii3y pesucTeHTHOCTI (Cy0’eKTH 3
PHK BIJI-1 monan 400 Komiii/Mn npu Bipycomoriuuiii HeedeKTWBHOCTI abo paHHBOMY [PUITHHEHH]
JIOCHTIUKEHHS Ta 3 JAHUMH [1PO PE3NCTEHTHICTB).
Tabnuus 3
PO3BUTOK PE3UCTEHTHOCTI A0 96 TIXHA Y BU3HAYEHIH [IPOTOKOIOM nonyJisiii BipyconoriuHoi
Hee)eKTHBHOCTI + MOMyJ/IaLiT paHHBEOIrO NPHITHHEHHS

DRIVE-FORWARD DRIVE-AHEAD ]
DOR + DRV +r+ | DOR/TDF/3TC EFV/TDF/FTC
HI3T* HI3T* (364) (364)
(383) (383)
VemimHui reHOTHIL, N 15 18 32 33
[eHOTHITOBA PE3UCTEHTHICTH [0
DOR ab6o koutposns (DRV abo | 2 (DOR) 0 (DRV) | 8 (DOR) 14 (EFV)
EFV)
Ocuosni HI3T 2t 0 6 5
tinekun M1841/V 2 0 4 4
Tinebku K65R 0 0 1 0
K65R + M1841/V 0 0 1 1
*HI3T 8 rpym DOR: FTC/TDF (333) abo ABC/3TC (50); HI3T 8 rpyni DRV+r: FTC/TDF (335) a6o ABC/3TC
48
SL C)yﬁ’exm orpumyBartd FTC/TDF
ABC = agakasip; FTC = emtpuuuradin: DRV = mapyHasip; r = puToHasip

3amimenHs pesuctenTHOCTI y 3T, Ki BHHUKIH i OB A3aHi 3 JOPaBipHHOM, BKIIIOHAIH OJHY abo JIeKinbKa 3
HAcTYMHUX 3aMimesns: A98G, V1061, V106A, V106M/T, Y188L, H221Y, P225H, F227C, F227C/R Ta
Y318Y/F.

Hopocai cy6’exmu 3 8IpyCONO2IMHOI CYRPECIEIO

V nocmimkenns DRIVE-SHIFT BKo4any naiieHTis 3 Bipycornoriauoto cymnpeciero (N = 670) Ta BiACYTHIM
Hee(eKTMBHYM J1iKyBaHHAM B aHaMHe3i (iuB. po3ain « Kninivnuil docgid »). 3aJ0KyMEHTOBaHa BiICYTHICTb
FeHOTUIIOBOI PE3HCTEHTHOCTI (10 MOYaTKy IepIuol Teparii) Ao A0paBipuHy, AaMiByIMHY Ta TEHO(OBipY
Gya 4acTHHOW KPUTEPIiB BKIXOYEHHS [ MAL{EHTIB, SKi MepeHIny 3i cxem Ha ocuoei IIT a6o ITH.
Bukroasnmu 3amimenssvu HHI3T Gyau samimenns, nepeniveni sume (DRIVE-FORWARD Ta DRIVE-
AHEAD), 3a punsitkoM 3aMimiens y 3T K103N, G190A Tta Y181C (npuitnstai 8 DRIVE-SHIFT). [l
MawieHTiB, AKi nepekuwm 3i cxeMu Ha ocHosi HHI3T, noKkyMeHTYBaHHS I€HOTUITY BAaHHA PE3MCTEHTHOCTI 110
mnpemnaparis He MOTpiOHe.

V xiinignomy gocnimxeani DRIVE-SHIFT y xoanoro cy6’exra He pO3BUHYJIACs reHOTHHOBALIN
dexoTunoBa pesuctenTHicts 10 DOR  (mopasipuny), 3TC (namisynuny) abo TDF ffenbdiduipy,
JM3OTIPOKCHITY) MPOTATOM nepiuux 48 TikHiB (HeraiiHuii nepexin, N = 447) a60 24 THKHE (BIKIAICHNIT
nepexig, N = 209) nikysauus rnpenaparoM Menctpiro. ¥V onHoro cy0’exTa PO3BUHY HAEH W/Tauiﬂ 3T

L)




M184M/I Ta (‘beHOTI/IHOBa pesuctentHicTb 10 3TC i FTC mix yac snikyBaHHs 32 6a30Boro cxemoro. JXKonex i3
24 cy6’extin (11 y rpyni Heraitnoro nepexomy, 13 y rpymni BikiageHoro nepexomy) 3 6asoBuMu MyTaUisMU
HHI3T (3T K103N, G190A a6o Y181C) He 3a3HaB BipycosoriuHoi HeeeKTHBHOCTI 10 48-ro TrwkHsA abo
JO MOMEHTY TIPUITUHEHHS JIiKyBaHHSL.

Jimu

V wiiniusomy mocnipxensi IMPAACT 2014 (Ilpotokos 027) xo/eH cy6 €T 3 BipyCOJIOri4HO0 cympeciero
Ha MOMEHT BKJIIOYEHHS HE Bi/INOBIIaB KPUTEPIsIM aHaTi3y pe3UCTeHTHOCTL. OnHoro cy6’eKTa, SIKH# paHiLle
He OTpMMYBaB JIiKyBaHHA Ta SKHM BiANOBiAaB BHU3HAYEHUM [POTOKO/IOM KpUTEpisaM BlpyCOJ‘IOFl‘{HOI
Hee(DeKTHBHOCTI (BU3HAYEHUM K pesyibrard 2 mocuimoBrux TecTiB Ha PHK BUI-1 y masMi KpoBsi
> 200 komiii/Mi1 Ha 24-My TIOKHI 260 Mi3HilIE) OLIHIOBAIM HA PO3BUTOK PE3HCTEHTHOCTI; FeHOTHUIIOBOT M

(heHOTHIIOBOT Pe3UCTEHTHOCTI 10 IOPaBipHHY, IaMiBy AUHY a60 TeHO(OBipy BUSBIEHO He OyJI0.

[lepexpecHa pe3sHCTEHTHICTE
He 6y10 npoAeMOHCTPOBAHO 3HAYHOT MEPEXPECHOT PE3UCTEHTHOCTI MiXK PE3MCTEHTHUMH 10 AOPaBipUHY
papiantamu BUJI-1 Ta namiBymuHoM/emTpuuuTabiHOM a60 TeHO(pOBipoM 200 MiX PE3HCTEHTHHMMH 10
NaMiBYIMHY Y4 TeHOORBIPY BapiaHTaMH Ta JOPABIPUHOM.

Hopasipun

JlopaBipuH ouiHIOBATH y 06MekeHOT KinbKkocTi mauieHTiB i3 pesuctentHicTio o HHI3T (K103N n = 7,
G190A n = 1); yci mauientu Mamm cynpeciio 10 < 40 koniit/mn Ha 48-My TikHi. ['paHnyHy TOUKY A
3HIDKEHHS YyT/IMBOCTI B pesy/sTaTi pishux 3amimens HHI3T, sike nop’s3aHe 3i 3HIDKEHHAM KIIHIYHOT
e(peKTHBHOCTI, He BCTAHOBJIEHO.

Jla6oparopui mrramu BUJI-1, wo micTtsts nomupeni Mytauii K103N, Y181C abo samiteHHs KI103N/Y181C
y 3T, acouiitorani 3 HHI3T, OeMOHCTPYIOTh MEHII HDK 3-KpaTHE 3HIKSHHS YyTIMBOCTI O OPaBipHHY
TMOPIiBHSHO 3 BipyCOM JHKOrO THILy MpH OWiHUi 3a HasBHOCTi 100 % cHpoBaTKM 370POBOI JIEOAMHH. ¥
JOCIIKSHHSIX in Vitro JopaBipuH 6yB 3[aTHMH MpUrHidyBaTH Taki 3aMimeHHs, nos’ssadi 3 HHI3T, sk
K103N, Y181C i G190A B KIIiHi4HO 3HAYYINHX KOHLIEHTPaLigX.

Tlanens i3 96 pi3HOMaHITHUMX KTiHIYHHX 130/14TiB, MO MicTATH MyTawil, nos’a3ani 3 HHI3T, ouinioBanu Ha
Yy TIIMBICTH 70 JOpaBipuHy mpu HaseHOcTi 10 % ¢eTansHol Guyadoi cuposarkn. KimiHiuHI 130714TH, 1O
MicTaTh 3amimenss Y 188L a6o 3amimenns V106 y kombinauii 3 A98G, H221Y, P225H, F227C a6o Y318F
[POIEMOHCTPYBAIH 3HIKEHHS dyT/IMBOCTI 10 AopasipuHy Ginbute, Hbk y 100 pasis. IHmi 3aMilleHHs
npusBenn 10 5—10-kpatHoi 3minu (G190S (5,7), K103N/P225H (7,9), V108I/Y181C (6,9), Y181V (5,1)).
Kniniuna 3HauyicTs 5—10-KpaTHOro 3HIKEHHS 4y TJIMBOCTI HEBLIOMA.

3aMilleHHs, MOB’A3aHi 3 PE3UCTEHTHICTIO IO JOPaBipHHY, IO BUHUKAIOTH Ml Yac JiKyBaHHI, MOXYTb
BUKJTUKATH MEPEXPECHY PE3HCTEHTHICTh 0 edaBipeHLly, PHTBIpHHY, HeBipamiHy Ta eTpaBipuHy. 3 8
cy6’€eKTiB, y IKMX PO3BHUHYBCS BUCOKMIT PiBEHb PE3MCTEHTHOCTI 10 OPaBipHHY B OCHOBHUX HOCIIUKCHHSX,
6 MasTi (peHOTUIIOBY pesvcTenTHicTh 10 EFV (edaBipeHsy) i HeBipamiHy, 3 — 10 PHIMIBipHHY, & 3 — YaCTKOBY
PE3UCTEHTHICT 10 eTpaBipuHy Ha OCHOBI aHaltisy Monogram Phenosense.

Jlamigyoun

Cepen HI3T crioctepirasnacs mepexpecHa pe3suCTEHTHICTb. 3aMiHa Pe3UCTEHTHOCTI 10 aMiBy auHy M1841/V
3abesriedye Pe3UCTEHTHICTh 10 eMmTpvumTabiHy. Crikiki mo namiByaudy mytauii BUI-1 Takox maiu
MepexpecHy pe3UcTeHTHICTh 10 auaaHosuny (ddl). V geskux nauieHTiB, sKi OTpUMYBaIM 3HAOBYIMH Ta
JIMIaHO3WH, BUSABJICHO i30JIATH, CTiiiki go 6arateoXx iHriGiropis 3T, BKIIOYAOUH J1aMiBY IUH.

Tenogosipy ouzonpoxcun

Cepen HI3T croctepiranacs mepexpecHa pesucreHTHiCTb. 3amimenns K65R y 3T BUI-1, sinibpana 3a
JOMOMOror TeHo(OBIpY, TAKoXK criocTepiranacs y Aeskux BLJI-1-iHpikoBaHHX MaLlieHTIB, aKi NpUAMATH
abakaBip a6o mumanosud. llItamu BIJI-1 i3 3amimennsam K65R Takox MponeMOHCTPYBalH 3HUKEHHS
9y TIMBOCTI [0 eMTpmmTaGiHy Ta namisyauHy. OTKe, mepexpecHa pe3dCTeHTHicTh cepen umx HI3T
MOKIMBA y MAUEHTIB, fKi iHQikoBaHi Bipycamu i3 3amiumenHsm K65R. 3amimenns K70E m‘gtopam
KJIiHIYHO 32 JOMOMOIOH0 TeHo¢>OB1py IOU30TIPOKCIITY, MPU3BOIMIIN 10 3HIKEHOT HYTJHBO g,w Fi( xﬂ,@%
JUIAHO3MHY, eMTpULIMTa0iHy, NamiByauuy Ta TeHooBipy. I3omatu BIJI-1 nauienTie §n+ ..0), y AKX By
cepeHbOMY EKCIIPECYEThCS 3-3UOBY JUH-ACOLIHOBaHI aMiHOKUCIOTHI mMyTauii 3T ( L D67N, K70 C‘-:- \




L210W, T215Y/F a6o K219Q/E/N) mokasann 3HIKEHHS UYyTJIMBOCTi N0 TeHO(DOBIpY B 3,1 pasu. ¥V
nauieHTiB, Bipyc AKuX ekcrpecysas 3aMimeHHs 3T L74V 6e3 MyTaiii, rOB’s3aHHX i3 crifikicTio A0
3uAoByaHHY (n = 8), Bif3HAUANOCH 3HUKEHHS BiNOBIA HA TeHOQOBIPY AU3OIPOKCHIL. HasBHi oOMexeHi
Aadi 1% nauienTis, Bipyc Skux ekcnipecyBas samimenHa Y115F (n = 3), Q151M (n=2) abo incepuiro T69
(n=4)y BUJI-1 3T; yci BOHM Ma/I{ 3HIDKEHY BiATIOBilb Y KITiHIYHAX JOCITIDKEHHAX.

Kniniusiii 1oceig

Mopocni cy6 ‘exmu, siki paniute He OMpUMy8aIU IKYBAHHS.

EdekTupHicTe mOpaBipuHy Oa3yeThcsd Ha aHaslisi 96-TIDKHEBHX [aHMX 3 JBOX PaHIOMI30BaHUX,
GaraToLEHTPOBHUX, TIOJBIMHMX CITINKMX AOC/IIKEHb 3 aKTHBHUM KOHTposeM Pasu 3 (DRIVE-FORWARD i
DRIVE-AHEAD) 3a y4acTiO mMali€HTiB, fKi paHille He OTPHUMYBAIN AHTUPETPOBIPYCHY Teparrito,
indixopanux BIJI-1 (n = 1494). 3amimenna HHI3T, ski 6ymnu 4acTuHOO KPUTEPiiB BUKJIIOUSHHS, OTTHCaHI y
posaini « Peaucmenmuicmo».

V nocrimkenni DRIVE-FORWARD 766 cy6’exriB Gy paHIOMi30BaHi Ta OTPUMAIH npuHakiMHI 1 103y
nopasipudy 100 mr a6o mapyHasip + putonasip 800 + 100 Mr oauH pas Ha 106y, KoKeH y KoMOiHaLii 3
emTpHuMTabiHOM/TeHOdOBipy Auzornpokcuiom (FTC/TDF) abo abakasipom/namisyguHom (ABC/3TC), Ha
poscyx mocignuka. Ha nmouatkoBomy eTani cepeiHilt Bik MallieHTiB CTaHOBHB 33 poKH (niama3oH Big 18 mo
69 pokie), 86 % manu uncno T-nimbouurie CD4" monan 200 wiitaa/MM, 84 % Gymu wosioBikamu, 27 %
6y HeGiTMH, 4 % Maii Ko-inbekuito Bipycom renatuty B ta/abo C, 10 % mamu CHIJL B aHaMHe3i, 20 %
manu PHK BUI-1 monax 100 000 komiit/m, 13 % oTpumysamu ABC/3TC i 87 % orpumysanu FTC/TDF; wi
XapaKTePUCTHKH OyJIi MOJIOHUMH y TpyHax JIKyBaHHS.

V nocrimxenni DRIVE-AHEAD 728 cy6’ekriB 6y/1u panomi3oBaHi Ta oTpuMaiy NpuHaiiMHl 1 103y
JopasipuHy/naMiBy IuHy/Tenodosipy — musompokcuty  100/300/245  wmr (DOR/3TC/TDF)  abo
edasipeniry/eMmTpuLuTabiny/renodosipy musompoxcwty (EFV/FTC/TDF) omun pas Ha pody. Ha
[104aTKOBOMY eTarmi cepenHili Bik cy6’exri craHoBuB 31 pik (miamasoH 18-70 pokiB), 85 % Oymu
yosoBikamu, 52 % Gymu HebinuMu, 3 % Mann cynyTHiO iHdexuito renatuty B abo C, 14 % mamn CHIJT B
anamuesi, 21 % mamu PHK BIJI-1 > 100 000 koniif/mn, a 12 % mamu 4ucio T-nimdouuris CD4*
<200 KITHH/MM>; 1i XapaKTePUCTUKH OyJIH IOAIOHUME Y rpynax JIiKyBaHHL.

PesynbTati depes 48 i 96 TwkHiB st gocmimkens DRIVE-FORWARD i DRIVE-AHEAD naBeneHi B
tabmui 4. CxeMM Ha OCHOBI JOpaBipMHY MpPOJEMOHCTPYBAH MOCHIIOBHY €(hEKTUBHICTE IWION0
nemorpadivuHux i 6a30BKX MPOrHOCTUYHMX (aKTOpiB.

Tabnuus 4
Biznosizas 3a edexrusricTio (< 40 KOmiii/Mi1, OZIHOMOMEHTHHIT aHAT3) Y OCHOBHUX JOCTTIUKEHHAX
DRIVE-FORWARD DRIVE-AHEAD

DOR + 2 HI3T DRV +r+2 DOR/3TC/TDF EFV/FTC/TDF
(383) HI3T (383) (364) (364)
48-i1 T>xAeHb 83 % 79 % 84 % 80 %
Pizuuiia (95 % J) 4,2 % (-1,4 %, 9,7 %) 4,1 % (-1,5 %, 9,7 %)
96-11 TIKIEeHB* 72% (N=379) | 64 % (N =376) 76 % (N =364) 73 % (N =364)

Pizuuug (95 % AD) 3,3 % (-3,1 %, 9,6 %)
PesynbTat uepes 48 TrokHiB (< 40 Komili/mi1) 32 BUXiTANME pakTOpaMK

PHK BIJI-1 xomiit/mn

7,6 % (1,0 %, 14,2 %)

<100 000 256/285 (90 %) | 248/282 (88 %) 251/277 (91 %) 234/258 (91 %)
> 100 000 63/79 (80 %) 54/72 (75 %) 54/69 (78 %) 56/73 (77 %)
: L ;}“n
Yucno CDA4, kIiTHH/ MK ’5}*@})&, 44,{. J\‘Q‘x
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DRIVE-FORWARD DRIVE-AHEAD
> 200 285/323 (88 %) | 260/294 (88 %) 278/304 (91 %) 255/288 (89 %)
®onosa tepanis HI3T
TDF/FTC 276/316 (87 %) | 267/312 (86 %) He 3acTtocoBHO
ABC/3TC 43/48 (90 %) 36/43 (84 %) He 3actocoBHO
IMigTun Bipyca
B 222/254 (87 %) | 219/255 (86 %) 194/222 (87 %) 199/226 (88 %)
He-B 97/110 (88 %) 84/100 (84 %) 109/122 (89 %) 91/105 (87 %)
Cepeaus 3miaa CD4 BizHOCHO BAXiAHOTO PiBHSA
48-i1 TIDKIeHD 193 186 198 188
96-i1 TIKIIeHb 224 207 238 223

* Ha 96-My TwKHi neBHi cy6’extu 3 BincyTHb0r0 PHK BIJI-1 6ynu BrxmodeHi 3 aHamzy.

Hopocai cy6’exmu 3 8ipycono2iuHo0 cynpecier

EdeKTHBHICTb NEpexOoay BiJl BUXiIHOT CXEMH, IO CKIANAETHCA 3 JBOX HYKJICOSUAHMX iHriGiTOpiB 3BOPOTHOT
TpaHCKpUnTasd B noeaHanHi 3 II1, MOCUIEHHM pUTOHaBipoM abo kobiuuctaroM, abo enBiTerpaBipy,
focueHoro kodimucrartom, abo HHI3T Ha npmiioM npenapaty JIescTpiro OLiHIOBATH B PAHAOMI30BAHOMY
ginkpuromy pocimkenni (DRIVE-SHIFT) y nopociux nauieHTis, iH)iKOBaHIX BIJI-1 3 BipycoJOriqHot0
cynpeciero. Cy6’ekTh moBuHHI MaTi Bipyconoriuny cympecito (PHK BUI-1 <40 xomniii/mn) Ha dowi
BHIXIJHOIO PeXUMY MPHHAAMHI 3a 6 MiCSALiB 10 MOYATKY JOCIiIKeHHS, Oe3 BipycosoriuHoi HeedeKTHBHOCTI
B aHAMHE3i Ta i3 3aI0KyMEHTOBAHO Bi/CyTHiCTIO 3amimens y 3T, mo 3abesnedyoTh PE3UCTEHTHICTD JI0
JopaBipuHy, TaMiByAMHy i TeHOQOBIpY (AMB. PO3AiN « Pesucmenmnicmo). Cy6’extu Gynu paHIOMi30BaHi
1S Mepexoay Ha npenapat JleicTpiro Ha mo4aTkoBoMy erami [N = 447, rpyua Heraiinoro nepexony (ISG)]
a60 MPOJOBKEHHS BUXITHOTO PEKUMY /10 24 THIKHS, [iC/Is 4Oro BOHM MEPEXO/IIH Ha Npenapar Jleactpiro
[N =223, rpyna BigkiageHoro nepexoay (DSG)]. Ha moyatkoBomy eTari cepe/IHiii Bik Cy0’€KTiB CTAHOBHB
43 poku, 16 % Gynu xinkamu, a 24 % Oy/u HeOLIUMHA.

V pocnimkenni DRIVE-SHIFT 6yno npoaeMoHCTpoBaHo, 110 HeralHHi nepexia Ha rpenapar Hencrpiro €
He MeHLI e(peKTHBHMM Ha 48-My TWKHI NOPIBHSHO 3 IPOIOBKEHHAM BUXIJHOIO P&XUMY Ha 24-My THKHI,
3TiHO OLIHKM 32 4acTko cy6’ekriB i3 PHK BUI-1 < 40 xoniit/mt. Pe3ynbraty J1iKyBaHHS HaBeJEHO B
Tabuwi 5. CTabinbHI pesybTaTh CIOCTEPIranucs A MOPIBHAHHA Ha 24-My TYKHI JOCITiIPKEHHS B KOXKHiH
TpYIIi JTIKy BaHHS.

Tabnuusg 5
Bianosiss 3a edekTuBHICTIO (01HOMOMeHTHUI anani3) y nocnimkenti DRIVE-SHIFT
Hencrtpiro Buxinanii pexxam
OIHH pa3 HA 100y DSG
ISG
48-i THKAEHD 24-ii THXKIEHD
PesyabTat N =447 N=223
PHK BIJI-1 < 40 xomiii/mn 90 % 93 %
ISG-DSG, pizunis (95 % [1)* -3,6 % (-8.0 %. 0.9 %)
Yacrka (%) cy6’exris 3 PHK BIJI-1 < 40 komiii/M.1 32 OTpHMAaHEUM BHXITHHM Pe)KHMOM
II1. nocuieHuit puToHaBipom ab0 KOBILHCTaTOM 280/316 (89 %) 145/156 (93 %)
Ensiterpasip, MoCHiICHHH KOOILIMCTATOM 23725 (92 %) :
HHI3T 98/106 (92 %)




Yacrka (%) cy6’extis 3 PHK BLUI-1 < 40 koniii/mJ1 32 BAXiTHHM 1HCIIOM T-aimpourtis CD4*

(kaiTun/Mm?)
<200 kaiTHHE/ MM’ 10/13 (77 %) 3/4 (75 %)
> 200 iTna/MM® 384/426 (90 %) 202/216 (94 %)
PHK BLJI-1 > 40 komiii/mn' 3% 4%
Biacytni Bipycouoriuni 1ani y uacopomy Bikai 8% 3%
[Mpununenns gocaimkeHHs uepes [P ado cMepTh* 3% 0
[TpunuHeHHS JOCIIDKEHHS 3 IHUINX MTPUYHH 3 4% 3%
V mociimKeHHi, ane BiICYTHI JaHi ¥ BikHi 0 0

* 95 % JII nna pisHuui B JiKyBaHHI OyJno po3paxoBaHO 32 HOMOMOTOK METOLY MasTens-XeHcen,
CKOpHMTOBaHOIo 3a CTPATOK.

t Brmoyae cy6’eKTiB, AKi NMPUIMHIIK 3aCTOCYBAHHA JOCII/KYBaHOrO JiKyBaHHS ab0 HocimkeHHs fo 48-ro
kst i [SG a6o 1o 24-ro Tiwkes wis DSG depes BincyTHICTs a60 BTpaTy eeKTUBHOCTI, @ TAKOX cy6’exTiB
i3 PHK BIJI-1 > 40 komiit/m y BikHi 48-ro Twxus ans ISG tay Bikui 24-ro twkas st DSG.

! Bmrowae cy6’ekTiB, AKi NPUMHHIIM JIKYBaHHA depe3 NoOiYHy PeaKiio (TTP) a60 cMepTb, AKIIO LiE NPH3BENO
JO BiICYTHOCTI BipyCOJIOriYHUX JaHUX LIOAO JIIKYBaHH: MPOTArOM 3a3HaYEHOr0 4acoBOro BiKHa.

S [Hmi OPYMMHM BKTIOYAOTH: HEMOXJIMBICTE TMOJATBIIOrO CHOCTEPEXEHHS, HEROTPUMAHHA PEXUMY
3aCTOCYBAHHS J0CIi/LKYBaHOTO JiKyBaHHS, PilIEHHS JliKaps, BiIXHICHHSA Bif NpoTOKOITY, BUOYTTS Cyl eKTa.
Buxinuuit pexuM = puToHasip a6o ITI, mocunenuit KoGiLMCTaTOM (3oxkpema aTazaHasip, napyHasip a6o
nomiHasip), a6o ensiTerpasip, mocwienuii koGinuctarom, ago HHI3T (30xpema edasipedil, Hepipamin a6o
pHANIBIpHH), KOXKeH 3 SKKX 3acTocoByBany 3 Asoma HI3T.

[puriHe HHs 10CaUDKeHHS Yepe3 no0iuHi peakuil

V nocnimxerni DRIVE-AHEAD MeHIna 9actka ¢y’ €KTiB, Ki MPUMHMWIA JTIKyBaHHs Y€pe3 BUHUKHCHHA
noGiunoi peakuii o 48-ro TIKHA criocTepiranacs B rpyii Ipernapary Jencrpiro (3,0 %) nopiBHsAHO 3
rpynoro EFV/FTC/TDF (6,6 %).

it
Edexrunicte DOR/3TC/TDF oUiHIOBaNM Y BiAKPUTOMY JIOCTTiDKEHHI 3 OHI€0 IPpYIIoro 3a yuacTo BUI-1-
indixoBaHuX miTet Bikom Bix 12 1o < 18 pokis (IMPAACT 2014 (ITpoTokon 027)).
Ha MOMeHT BK/IIOUEHHS Cepe/Hiil Bik cy0'ekTiB cTaHOBHB 15 pOKiB (aianasoH: Bix 12 po 17 pokig), 58 %
Gyiu skinowoi craTi, 78 % Gy asiatamu ta 22 % Oyu TeMHOIIKipUMH, a cepeHe drcio T-KriThH CD4*
cranosuno 713 wiitua/mm® (aianason: sin 84 go 1397). Iicna nepexony Ha DOR/3TC/TDF 95 % (41/43)
naLieHTiB i3 BipyconoriuHow cynpecieto Manu cynpecito (PHK BUI-1 < 50 KOMii/mMi) Ha 24-My TIXKHI Ta
93 % (40/43) manu cynpeciro (PHK BUJI-1 < 50 komifi/mu) Ha 48-My THKHI.
€BpOMeiicbke areHTCTBO 3 JHKAPCHKHMX 3aCOGiB BiACTPOUMIO 3000B’s3aHHA 3 MONAHHS pe3yJIbTaTiB
mocaimkeHp npenapary Jlenctpiro B onHid abo Kinbkox MiArpynax JiTeit npu aikyBaHHI iHdekuil,
BUKJIMKAHOT BipycoM iMyHozedinmty momuay-1 (BIJI-1). [{us. posain «Zosu ma cnocib 3acmocysanta » I
oTpUMaHHs iHGOpMAaLil 00 3aCTOCY BaHHA Npenapary y AiTeH.

5.2. ®apmakoKiHeTHYHi BJACTHBOCTI.

[licna npuiiomy oaHopasoBoi mo3u 1 TabneTkn nopasiputy/namiBy AMHY/TeHO(OBIPY AH3OMPOKCHIY
310poBuMH 106poBosslsaMy (N = 24) HaTile, eKCIIO3ULLs 10PaBipHHY, namisyausy i Tedodosipy 6yia
NOpIiBHAHHA EKCTIO3HILiT, IO CIIOCTEPIracThCs MPH 3aCTOCY BaHHI TaBIeToK, 10 MicTaATh aopasipu (100 mr),
pasoM i3 TabneTkamu, wo MicTaTh namiByauH (300 Mr) i TabneTkamu, Lo MicTaTb TeHO(OBIpY AU30NMPOKCHUIT
(245 wr). Ipuitom oamiei Tabnetky npenaparty JeicTpiro 0AHOYACHO 3 DKEO 3 BUCOKUM BMICTOM KHpiB
3[JOPOBUMH 06POBOJIBLIIMH MPU3BOAKB 10 30UnbIeH S Cae fopaBipuHy Ha 26 %, TO[i K KOHUEHTpALlis B
wiasMi kpoBi (AUC) i makcumanbHa KOHUEHTpauis (Cma) CYTTEBO HE aMiHWIUCH. Cmax J1aMiBYJTHHY
suM3HiIacs Ha 19 % Tpy 0JHOYACHOMY MPUMOMI 3 DKEIO 3 BUCOKMM BMICTOM *upis, B Toit Hac sk AUC
CyTTeBO He 3MiHMMAcs. Cmax TeHOGOBIpY 3MeHUIMNacs Ha 12 % mpu OXHO4ACHOMY npuifoMi 3 DKe 3
BHMCOKUM BMIiCTOM JKHpiB, B To# uac sk AUC 36inpumnacs ua 27 %. Jlani BiaMmiHHOCTi Y daapmwm?}ﬁ
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Hopasipun

dapmMakoKiHETUKY JOpaBipMHy BHBYAIM Y 3A0POBHX no6posonblis Ta BUI-1-iHdikoBanux ocib.
DapMakoKiHeTHKa HOpaBipuHy [OAiIGHa Y 300poBHX Ho6poBobLiB i BIJI-1 -in(ikoBaHuX ocib. PiBHOBaXHA
KOHLIGHTpallif 3a3BMYail jJocAraiaca Ha 2-i jeHb OpudoMy mNpu 3acTOCYBaHHi OJMH pa3 Ha moOy 3
koedinientom HaxormmdenHs Big 1,2 go 1,4 mma AUCo24, Cmax 1 Cou. dapMakoKiHETUKA JOpaBipuHY B
piBHOBa)KHOMY CTaHi micis 3acTocyBanHs 100 Mr ofuH pas Ha no6y y BUI-1-inbpikoBaHux cy6’ekTiB Ha
OCHOBI aHas1i3y NoNyJALiiiHOT hapMaKOKIHETHKH HABE/IEHA HIDKYE.

[Mapametp AUCo.24 Cmax Cos
CI’ (% KB) MKI* 0/ MJI MKT/MJI MKI/MJL
Hopasipux

100 mMr 16,1 (29) 0,962 (19) 0,396 (63)
01H pa3 Ha 100y

CI': cepenHe reomerpuune, % KB: reomerpuunuii koedillieHT Bapiauif

Abcopbiiis
Ilic/s mepopanbHOTO MPHIHOMY MKOBA KOHIIEHTPATIIS B TiasMi KPOBi JOCATAETHCS qepe3 2 roauHU Mics

npuiiomy. PospaxyHkoa aGcoixoTHa GiOTOCTYNHICTb AOPAaBIPUHY CTaHOBUTH npubmzHo 64 % s
tabnerku 100 mr.

Pozmonin

TIpu BHYTpIlIHBOBEHHOMY BBEICHHI MIiKpOIO3H [OpaBipHHY, Horo 06’eM pO3MOALLy CTaHOBUTHL 60,5 1.
Jopasipus npubausHo Ha 76 % 3B°A3y€Thes 3 OUIKaMu IUTa3MU KpOBi.

biorpancdopmartis

3riHO 3 JAHUMH in Vitro, JOpaBipuH nepeBaxkHo MeTabomizyeTecs CYP3A.

BuseneHnas

Lopasipun

TepMiHanBHU Mepion HaniBBHUBEAEHHS (t12) IOPaBipHHY CTaHOBHTDH npubnuzHo 15 roawH. opapipyH
BHBOJMTHCS CONOBHMM YHHOM LUIIXOM OKHMC/FOBATEHOTO MeTabomizmy 3a yuactio CYP3A4. Bupinenns
HE3MIHEHOTO [PenapaTy 3 JKOBYIO MOXE CIIPHATH BHBEIEHHIO I0PaBIpUHY, alle OYiKy€ThCS, IO LEH mITIX
BUBEIEHHS He Gyze iCTOTHUM. BUBeIeHHS HE3MIHEHOTO JTIKAPCHKOTo 3aco0y i3 ceyero € HE3HAYHUM.
Jlamigyoun

TTic/isi NepOpabHOTO 3aCTOCY BaHHS, JIaMiBY IUH WIBU/KO aGCOpOYeThes i B 3HauHil Mipi pO3MOALTAETHCA.
ITicis 6araTopa3oBoro MepoparbHOro mpuiiomy namisyuHy 300 Mr ofuH pas Ha 700y rpoTAroM 7 AHIB Y
60 310poBux A06poBobLIB Crax (Cmaxss) Y PIBHOBXKHOMY CTaHi CTaHOBHJIA 2,04 £+ 0,54 mikporpam/mi
(cepenHe 3HauYeHHA + CTAHAAPTHE BiAXWIEHHA), a 24-roAMHHA AUC y pisroBaxHoMy cTaHi (AUC24ss)
cTanoBna 8,87 + 1,83 MKreromy/M. 38’ I3yBaHHs 3 GUIKAMM IIa3MU KPOBi € HU3BKUM. IMpuGmzuo 71 %
BHYTPIIIHBOBEHHOT /1034 JIaMiBy[MHY BHIINAETBCA Y HE3MIHEHOMY BUIAAI i3 cedero. Mertabomism
NaMiByJUHY € APYTOPSAHMM HUIIXOM BUBEACHHS. Y JIFOAHHH €IMHUM BiOMUM MeTabGoJIiTOM J1aMiBY JUHY
€ TpaHC-CyTb(OKCHAHNI MeTabouiT (pubIU3HO 5 % Bin NepopaTbHOL 03K Hepes 12 roaun). V 6inpmocTi
HOCTiIKeHb OQHOPa30B0i 031 3a yuacTio BIJI-1-iHdikoBaHNX NaLi€eHTIB ab0 370poBUX NOOPOBOJIBILLIB, ¥
KX 3a6ip 3pa3KiB CHPOBATKH KPOBI BiiGy BaBCA NPOTAroM 24 FOJMH MiC/14 32CTOCYBaHHA, cepeHiii nepion
HaniBBUBeeHHS (), WO CrocTepiraBcs, BapitoBaB Big 5 mo 7 rox. Y BIJI-1-iHdikoBaHHX MNALli€HTIB
3arajbHUM KilipeHe cTaHoBuB 398,5 £ 69,1 MV/XE (cepeHe 3Ha4EHHA £ CTaHAAPTHE BiAXUNICHHS).
Tenogosipy Ouzonpoxcun

TTic/isi MepopaIbHOro TPHIOMY HaTLie OZHOPas’oBOi 103U TEHO(OBIPY AMZOMPOKCHITY 245 wmr BIJI-1-
indikoBaHmvy nauieHTaMu, Cmax 6yJ10 JOCATHYTO HYePE3 O/IHY FOAMHY. 3HAYCHHS Cmax Ta AUC cTaHOBHIU
0,30 + 0,09 Mxr/mn Ta 2,29 + 0,69 MKrerog/mn BiAnoigHo. BiogocTynHicTs TeHo(OBipy 3 TEHOPOBIpY
AM30MPOKCUITY Y MALEHTIB ITiC/ MEPOPATBHOrO NPUHOMY HATIIE CTaHOBHIA npubau3Ho 25 %. MeHiie
0,7 % TeHodOBIpY 38’ A3y€ThCS 3 GI/IKAMH IIIA3MH KPOBI JIFOAHH /72 Vitro B mianazosi Big 0,01 70 25 MKr/MiL
[pubmsso 70-80 % no3u TeHODOBipY, BBEAEHOro BHYTPILIHBOBCHHO, BUAUIAETBCA Y BUDIAAL
HE3MIHEHOrO JTIKAPChKOro 3aco0y B cedi MpOTATroM 72 FOMMH Mic/is BBEACHHS. TenohoBip BHBEATITEE
HuIXoM KoMGiHaLil ktyboukoBoi (inbTpalii Ta aKTUBHOT KaHAIBLICBOT ceKpetlii 3 HUpKOBYN A .
2435 + 33,3 Mi/XB (Cepe/iHE 3HAUEHHS + CTAHAAPTHE BiAXUIEHHS) Y NOPOC/HX 3 CrCl i Han 80 M/xB. ALK
g5 (07PN
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TTic/is epopanbHOro npuioMy, KiHUEBHI epiofl HariBBUBEAEHHS TEHO(POBIPY CTAHOBUTE npubu3HO 12—
18 roqmH. YV NOCTIIKEHHSX in vitro GYI0 BCTAHOBIIEHO, WO Hi TeHOGOBIpY AU30NPOKCHIL, Hi TeHOGOBIp HE
€ cyberparamu dpepmentis CYP450.

[lopyiuents hyHKUIT HIPOK

JHopasgipun

BUBeICHHS IOPABipUHY HUPKAMM € HE3HAYHUM. Y JOCHIDKEHHI, B SKOMY riopiBHIOBaTH 8 CYO’€KTiB i3
HUPKOBOIO HENOCTATHICTIO TSUKKOro CTymeHs Ta 8 cy6’ekris Ge3 HHPKOBOI HEIOCTATHOCTI, eKCIIO3MILis
0HOpa30Boi J03H JopasipuHy Oyia Ha 31 % BUIIOK Y Cy6’€KTIB i3 HUPKOBOIO HEJOCTATHICTIO TSKKOIO
cTyneHs. Y momyasuifiHoMy (apMakoKiHETHYHOMY aHaili3i 3a y4acTiO cy6’extiB i3 CrCl sig 17 mo
317 Mi/xB, QyHKLiS HUPOK HE Mala KIIHIYHO 3HAYYIIOrO BILUTMBY HA (apMaKkOKiHETUKY JOpaBipHHY.
TTatiicHTaM i3 JerkiuM, DOMIPHUM ab0 THKKMM MOpPYIUEHHM GyHKIIIT HUPOK KOPEKLIis 034 He notpibHa.
JlopaBipyH He JOCHIMKyBaBCs y MAL€HTIB 3 TEPMiHAIBHOK CTAi€l0 HUPKOBOL HemocTarHocTi abo y
naui€eHTiB, ki nepebyBaoTh Ha Miatisi (IMB. Po3ALt «Jo3u ma cnocib 3cmocysaHHsy).

Jlamvigyoun

V nociimKeHHSIX JaMiByMHY OyJI0 BHSBJIEHO, IO IUIA3MOBi KOHIEHTpALii (AUC) nigBUIIyIOTECS Y
MaL{i€eHTIB 3 NOPyLIEHHAM (QYHKIIT HIPOK Hepe3 3HIKEHHS KIIPEHCY. I'pyHTYrOUYKCE HA JAHUX, OTPUMaHHUX
JUTS JaMiByUHY, nperiapar JIeNcTpiro He peKOMEH/IyEThCs 3aCTOCOBYBATH IMALIEHTAM 3 PO3PaXyHKOBUM
CrCl < 50 m/xs.

Tenogosipy Ouszonpokcun

DapMaKOKiHETHYHiI mapameTpd TeHOGOBipy BH3HAYaIM TIC/IHS OZHOPA30BOro npuiioMy TeHO(OBIpY
JU30MPOKCHITY y 1031 245 mr 40 nopocium BlJI-seindikosatnm natieHram 3 Pi3HHM CTyTI€HEM MOPYILCHHA
dyHKLIi HUPOK, BU3HAYEHO 3a BUXiaHMM 3HaueHHaM CrCl (HopManbHa dynxuis Hupok npu CrCl> 80
MT/xB, nerki nopyuwresrs CrCl = 50-79 mn/xe; nomipsi nopymenss npu CrCl = 3049 MJI/XB 1 TSKKI
nopyurenns npu CrCl = 10-29 m/xB). V nopiBHAHHI 3 NauieHTaMl 3 HOPMAJIBHOIO GbYHKLIEIO HUPOK,
cepenns (% KB) excriosuis TeHodoBipy 3poctae 3 2185 (12 %) Hrerog/mi y cy6’exri 3 CrCl > 80 mn/xB
10 3064 (30 %) Hrerom/mi , 6009 (42 %) Hrerog/mi Ta 15985 (45 %) Hrerog/mi y TMALJ€HTIB 3 JIETKUM,
cepeHiM Ta TSKKAM MOpyLeHHIM GYHKIIT HUPOK BiAMOBiAHO.

dapMakoKiHeTHKa TeHOhOBipy y MOPOCTHX MAILEHTIB, fKi He MepeOyBaloTh Ha remomianmisi, 3
CrCl < 10 My/XB Ta y MALi€HTIB 3 TEPMIHATEHOO CTaAi€l0 HUPKOBOI HEJOCTATHOCTI, gKi nmepeOyBarOTh HA
nepuTOHEATbHOMY 260 iHLIMX PpopMax Aialiy, He JOCHiKyBatacs.

[opyinerts GVHKLIT MediHKK

Lopasipun

JlopaBipuH MepeBAXHO META0ONI3YETHCA Ta BUBOAUTBCS NEYIHKOL. KUtiHiuHO 3Hauyuioi pi3HULI Y
dapMaKkoKiHeTULi JOpaBipuHy He CHocTepiraiu B AOCIIMKEHHI, Y AKOMY nopisHioBand 8§ cyb’ekTis i3
MOMIpHUM mopyIIeHHAM dyHKuUii neditku (iiac B 3a mkanoro Yaiinna — IT'o, rosioBHUM YHHOM Hepes
nocuneHHs eHuedanonarii Ta acuuTty) Ta 8 cy6’ekTiB Ge3 mopymeHHs dyHKUIT nedinku. [lauieHTam i3
nierkum aGo MOMIpHHM TOpyUIeHHsSM (YHKUii [ediHKM KOpEeKiis J03u He MoTpibHa. HopasipuH He
JOCTi/DKYBA/M y NALIEHTIB i3 IEYiHKOBOKO HEAOCTATHICTIO TSXKOro cTyneHs (k1ac C 32 MKanokw Yaiinma—
IT’r0) (nuB. posain «ZJozu ma cnocié 3acmocyeéanns).

Jlamigyoun

DapMakoKiHETHUYHi BIACTHBOCTI JIaMiBy AMIHY BUBYA/KCS y NALIEHTIB 3 MOPYIIEHHAMH GbyHKL{T neqiHKy Big
CepeIHBOr0 JI0 TAKKOrO CTyTeHs. MapMakoKiHEeTUHHi NapaMeTpy He 3MIHIOBAIHCA i3 3HIKEHHSIM GYHKUIT
neuiHky. besneka Ta e(eKTUBHICTH JIaMiByIMHY NP IEKOMIIEHCOBAHMX 3aXBOPIOBAHHAX [EYiHKU He
BHBYAIACS.

Ternogosipy Ousonpoxcui

DapMakoKiHEeTHKY TeHOhOBIpy Micia npuiioMy TeHODOBIpY AM30MPOKCHITY y 031 245 MI BUBYATM y HE
inbikoBanux BIJI mauientis 3 mopyueHHsIMH GYHKUIT MEYiHKU BiJ CEPEAHBOrO /10 THAMKKOTO CTYICHI.
KJiHi9HO 3HAYHMX BigMmiHHOCTEH y (apMmakokiHeTHLi TeHO(OBIpY y MALICHTIB 3 MOPYEHHAMH byHxuii
TMEYiHKK Ta y MaLieHTiB 6e3 nopyiueHb QYHKIIT MEeYiHKK HE CIOCTepIranocs.




Hitu
Cepe/IHs eKCIIO3MIIis A0paBipuHy OyIia MofibHOW y 54 AiTel BikoM Bix 12 go < 18 pokiB i Macoro Tina He
MeHire 35 Kr, ki OTpUMYBAIN AOpaBipuH abo Ropasipu/iamiBy AMH/TeHOGOBIPY IU3OMPOKCHIT Y
nocimkensi IMPAACT 2014 (mpotoxon 027), OpiBHSHO 3 JOPOC/IMMH ITiC/Is 3aCTOCY BaHHA JOpaBipHHY
a60 nopaBiprHy/naMiBy AUHY/TeHODOBIPY {H30TPOKCHITY. Ekcro3uuis TaMiByIuHy Ta TeHodoBipy y aiTert
micis 3aCTOCYBaHHs JOpABipHHY/TaMiByIUHY/TeHOGOBIPY AM3ONPOKCHITY 6yna moibHOK OO0 Takoi y
JOPOCIHX MiCTI 3aCTOCYBAHHS JIaMiBy IMHY Ta TeHO(QOBIPY AU30MPOKCHILY (Tabmuus 6).

Tabmuus 6

dapMaKoKiHETHKa IOpaBipHHY, NaMiByMHY Ta TeHODOBIpY ¥ PIBHOB)KHOMY CTaHI ITiCJIs 32CTOCY BaHHS

nopagipuHy abo JopaBipuHy/TaMiBy IHHY/TEHO(OBIPY AU30MPOKCUIY Y BLJI-iHdikoBaHux AiTel BikoM Bi

12 no < 18 pokis i Macoro Tija He MeHIe 35 KT
IMapamerp* Jopagipun’ JlamiByaun* Tenodosip*
AUCo24
(r=ToR/MI) 16,4 (24) 11,3 (28) 2,55 (14)
Cinax 1,03 (16) 2,1 (24) 0,293 (37)
(MKT/MJT)
Cx 0,379 (42) 0,0663 (55) 0,0502 (9)
(MKr/MuT)

* [pencrasieni sk cepenne reomeTpudse (% KB: reoMeTpuiHIH koediuieHT Bapiauii)

*3 nonynsuiitHoro ®K aHarmizy (n = 54)

3 inrencusyoro ®K ananizy (n = 10)

A6pesiatypu: AUC = [uioia I1il KpUBOKO KOHUEHTpALlisl/9ac; Cumax = MaKCHMa/lbHa KOHLEHTPaLIis;
Cz4= KOHUEHTpALIs Hepes 24 roauHu

[laLieHTH JiTHLOIO BIKY

Hespakarouu Ha Te, WO OyJa 3aTydeHa obGMesxeHa KibKICTb Cy0’eKTiB BIKOM Bim 65 pokiB (n = 36), y
nocmimkerni ®azu 1 abo B moOMyIALiiHOMY GapMakOKIHETHYHOMY aHai3i He 6y70 BUSABIICHO KJIiHIYHO
3HAYYIIHX BiAMiHHOCTeH y hapMaKkoKiHETHIIi JOpaBipHHY Y MALEHTIB BiKOM HE MEHILE 65 POKiB MOPIBHAHO
3 cy6’€ekTaMH BikoM 110 65 poki. DapMaKOKiHETHKA JaMiBy JUHY Ta TeHO(OBIpY He BUBYAIACH Y MALlIEHTIB
crapure 65 pokis. Kopekiist go3u He noTpibHa.

Crarb

He GyJ10 BUABJICHO SKOMHUX KI1iHIYHO 3HAYYIIMX BiMIHHOCTEH Y dhapMaKiHETUL JOpaBipUHY, JIaMiBY IHY
i TeHO(OBipY Yy YOJIOBIKiB Ta MKIHOK.

Paca

Jopasipun

Ha ocHOBI 1aHHX MOMY LIHHOrO GapMakoKiHETHYHOTO aHaTTi3y J0PaBIPHHY 32 y4acTIO 3/0POBUX Ta BIUI-
1-iHbikoBaHHX CYD’ €KTiB HE BUSBIEHO XOIHUX KJIIHIYHO 3HA4YLIHX BiaMiHHOCTEH y (hapMakoKiHeTHLI
JIOpaBipHHY 3a/IEXHO Bifl pacoBOT IIPHHAIEKHOCTI.

Jlamigyoun

He 6yno BUABNEHO CYTTEBHX a0 KJIHIYHO 3HAYYIIHX BigMiHHOCTeH (PapMaKOKIHETHUKH JaMiBYIUHY
3aJ1EKHO Bijl pACOBOT PUHAJIEKHOCTI.

Tenoghosipy ouszonporcun

HenocTaTHs KifbKICTb IPEJCTABHMKIB PAcOBMX Ta CTHIUHMX IpYT, BIAMIHHHX BiIl eBponeoigHoi, HE
J103BOJIANIA ATEKBATHO BU3HAUNTH MOTEHUiHHI (papMaKOKiHETHYHI BiAMIHHOCTI Cepel LIMX MOy IALi# micns
npuiioMy TeHOQOBIpY IU30MPOKCUITY.

5.3. Tokainiuni nani 3 6e30eKH.

PenponyKTHBHA TOKCHYHICTD

Hopasipun

JTocnimkeHHs penpoayKTHBHOI QYHKLIT i3 mepopaibHUM BBEICHHAM [OpaBipMHY NPOBOIMIM Ha LIypax i
KPOJIMKAX MpY eKCro3uLii, ika Npu63HO B 9 pasis (LLypH) i B 8 paziB (Kpo/THIKH) IEPEBHIILYE EKCTIQIUULIO
y Iofieit y pekoMeHnoBaHiii 103i 1 moaunu (PJIJI) 6e3 BrutkBy Ha emOpiotheTanbHAM (LLyp jg T¥A4)
260 10/N0CTHATATBHUH (ILy pr) PO3BUTOK. Y JOCITIKEHHAX Ha BariTHUX Iy pax i kporkax Y408




0 JAOpaBipUH MEpPelacThes IUIOAy Yepe3 IUIALEeHTY, MpUIoMy KOHLGHTpALlii B fuiasmMi KpOBi IUIOAA
cTaHoBHIH 10 40 % (kpomuku) i 52 % (wypu) Bix KoHLIeHTpaUil y Marepi, aki crocrepiranucs Ha 20-i
JIEHE BariTHOCTI.

JlopaBipiH BHIIIABCS B MOJIOKO IIypiB y Nepion JAKTali{ Micas MePOpaIbHOrO BBEACHHA, MPUYOMY
KOHLEHTpaLii B MoJoLi puban3Ho B 1,5 pasu NepeBHILly B KOHLICHTpALLiT B rU1a3Mi KpoBi Marepi.
Jlamigydun

V JociimkeHHAX Ha TBApHHAX JaMiBy{H HE BHSBIIAB TEPATOreHHOT Ail, ane crocTepiranocs 30UTbIICHHS
paHHBOi 3arudesti eMOPIOHIB Y KPOJTHKIB IPU BIIHOCHO HI3bKIIT CHCTEMHIH eKCro3HLLT, B IOPiBHAHHI 3 TOIO,
110 JocAraeThes y moaei. ITomibHuit edexr He ciocTepirases y LIypiB HABITh ITPH J{y’Ke BUCOKiil CHCTEMHIH
€KCIO3ULl.

Tenoposipy Ou30npoxcu

JloC/iAKEHH s PENpPOTYKTUBHOT TOKCHHHOCTI Ha Iy PaxX i KpOJIMKaX HE BUSBH/IH BILTMBY Ha CIMTApOBY BAHHS,
dbepTHIBbHICTS, BariTHIiCTs ab0 mapameTpu Mwiofy. IIpote TeHOMOBIpY AM3OMPOKCUI 3HWXKYBaB iHICKC
JUTTE3IATHOCT] T4 MAcCy LyIEHAT y MEPUIIOCTHATANBHUX TOCIIHKEHHAX TOKCHYHOCTI MPU MATEPUHCEKUX
TOKCHYHUX J03aX.

Kanueporenes

Lopasipun

V [OBrOCTPOKOBMX JIOCII/DKEHHAX KAHIIEPONEHHOCT] EPOPAIBHOTO 3aCTOCY BAHHA AopaBipUHy Ha MMILAX
i mypax He GyJ10 BUSBJIEHO /I0Ka3iB KaHLCPOreHHOTC MoTeHLiaTy NpH Po3paxyHKOBIil excrosuwii, wo B 6
pasiB (muwii) i B 7 pa3is (L1ypH) EpEBHILYy € eKCIo3uLlito y JroauHy npu PIIJL

Jlamigyoun

V 0BrOCTPOKOBHX A0CTIKEHHSX KaHLEPOTeHHOCT] JIaMiByIMHY Ha MHILIax i urypax He 6yJI0 BUABICHO
JIOKA3iB KAHLEPOTeHHOro MOTEHLIANY MPH PO3PaxyHKOBIi ekcrosuii, o B 12 pasis (Muui) i B 57 pasis
(uypH) MIepeBULLy€ eKCrosuLio y moaunu npu PIJL

Tenoghosipy OuzoNporcun

V HocHifukeHHsX KAHLIEPOTeHHOCTI MPH [EPOpaIbHOMY 3aCTOCYBaHHI HA Lilypax Ta MUIIAX BHABAIIA JIMINC
HU3BKY YACTOTY BHHIKHEHHS MyXJIMH ABAHAALATHIIANOT KHILKI IPH Ha3BHYAITHO BUCOKIMH 1031 y MULIEH.
MaJtoiMOBIpHO, LIO Ui ITyXJIMHK MOXYTh BUHUKHYTH Y JIOJUHU.

MyTareHes

Hopasipun

JlopaBipuH He GyB FeHOTOKCUYHMM Y PAIi aHALI3IB in Vitro abo in vivo.

Jlamisyoun

JlamiByauH 6yB MyTareHHUM B aHajli3i MHIIAYO] mimpomu L5178Y i kracToreHHUM B LIMTOTCHETHIHOMY
aHaIi3i 3 BUKOPHMCTaHHAM KyJIbTHBOBAHHX JTiM(OLMTIB JIOIMHH. JlamiByJMH He YMHHB MyTareHHOi Aii y
TecTi Ha MikpoOHY MyTareHHiCTb, Y TECTi HA TpaHchOpMaLilo KIITHH i7? Vitro, y TECT MiKposep Ha LIypax,
y LIMTOTeHeTHYHOMY aHaJti3i KiCTKOBOrO MO3KY ILypiB Ta y TecTi Ha nosariadosuii curtes JTHK y nedirui
LypiB.

Terogosipy Ou3onpoxrcun

Tenodosipy AM30NPOKCHI 6YB MyTareHHUM B aHaisi in vitro Mamadoi niMpOMHU Ta HETATUBHUM Y TECTI
Ha GakTepiaNbHy MyTareHHictb in vitro (tect Eiimca). V MikposaepHOMY aHani3i in vivo Ha MHLIaX,
TeHO(OBIPY AU30MPOKCHI Oy B HEraTUBHUM IPH BBEACHHI caMIlaM MUILEH.

[Mopyuents GepTHabHOCTI

Jopaegipun

He criocrepiraocss OJHOTO BIUTMBY Ha (epTHIBHICTD, MPOAYKTUBHICTH CIApOBYBaHHs aGo paHHii
eMOpiOHAILHUI PO3BHTOK [PU BBEICHHI LypaM J03H JiopasipuHy, o y 7 pasi HepeBuIlye 03y UL
nroavuu mpu PIUJL

Jlamisyoun

JlamiByAMH He BILTHBAB Ha QepTUIIEHICTL camLIiB 260 CaMOK 114 0)1:3

Tenogogipy ouzonpoxcun
JIOCTiKEHHS Perpo/y KTUBHOT TOKCHYHOCTI Ha Iy pax 1 KPoJIKax HE BUABAJIM BIUIMBY Ha CWE?EF;@%E? ?
. . & P 4y
(epTHIBLHICTH, BariTHICTh ab0 NapamMeTpy MIoay. és,;;t j;/ N
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TokecHuHicTs NOBTOPHHUX /103

Hopasipun

3acTOCYBaHHs JOPAaBipUHy MiA Yac AOCIIMLKEHbh TOKCHYHOCTI Ha TBapMHAX HE OyJIo TIOB’A3aHE 3
TOKCHUHICTIO.

Jlavigyoun

3acTOCYBAHHS J1aMiBYIMHY Y BUCOKMX 038X Y AOCIiKEHHSX TOKCHIHOCTI Ha TBapHHAX HE 6yJ10 MoB’si3aHe
3 TOKCHYHUM BILTABOM Ha 6y Ib-SIKH}A 3 OCHOBHHX Oprais. [1py HafBUIHX JI03aX CIIOCTEPiraBCs He3HAYHHIEH
BIUTMB HA TOKA3HUKU (YHKIIi MEYiHKW T4 HUPOK Pa3oM i3 HECHCTEMHHM 3HIDKCHHAM MacH NEeYiHKH.
Kninidno 3HadymuMe edexramu 6yJi SHIKEHHS KUTBKOCT] €PUTPOLIMTIB | HEATpONeHis.

Ternoghosipy Ousonpoxcun

Pe3yJ15TaTH AOCIiIKEHs TOKCHMHOCTI IIOBTOPHUX /103 Ha Iy pax, cobakax i MaBMax rnpu piBHSX EKCTIO3HLIT
BUIMX ab0 piBHMX KIIHIYHMM pIBHAM €KCHO3MIii Ta 3 MOXJIMBAM 3HAYEHHAM Ui KITiHIYHOTO
3aCTOCYBAHHSI, BKTIOUATA 3MiHU HUPOK i KICTOK, a TAK0X 3HYDKEHHS! KOHLCHTpaLlii docdary B cuposarLi
kpoBi. TokcHYHicTH KicTKOBOI TKaHMHHM Oyjia HiarHOCTOBaHA sK octeomaysnia (y MaBM) i 3HMKEHA
MiHepaibHA MUTBHICTE KicTkoBOT TKaHuHH (MILKT) (y mrypie i cobak). TOKCHUYHICTD KICTKOBOT TKAHHHH Y
MOJIOAMX JOPOCIHX LIypiB i cobak crocTtepiranacs Npu eKCHosuuii > 5 pasis, HDK y meaiaTpuuHux abo
JOPOCIHX MAIli€HTIB; TOKCHYHICTb [UTA KiCTOK CIIOCTepiranacs y MOJIOAMX iH¢iKOBaHUX MABII IPH AyKe
BHCOKill eKCMO3MIIT Tic/s MiAUKIpHOro BBeIEHHs (> 40-KpaTHa CKCIIO3HIliA Y MaLieHTiB). PesymbraTi
JOCTiKeHb Ha IIypax i MaBnax [OKasaiy, INO CTIOCTEPIranocs 3HWKEHHS BCMOKTYBAHHA docdaty B
KHIIEYHUKY, OB’ A3aHe 3 PEYOBUHOKO 3 MOXJIIMBUM BTOPHHHHUM 3HIDKCHHAM MIIKT.

6. ®apmaneBTAYHA iHpopmanis:

6.1. lonomi:kHi pe10BHHH.

Slnpo TabneTKu:

Harpiro kpockapmenosa (E468)

TinpoMeno3u aneTaT CyKIUHaT

Maruirw creapar (E470b)

Llemomnosa mikpokpuctatigHa (E460)

Kpemrito niokcun konoinuuit 6e3soaauid (E551)
Hatpito creapundymapar

060J0HKa TabIeTKU:

Bick kapHay6cekuii (E903)
Iinpomenoza (E464)

Oxcup 3amiza xostuii (E172)
JlakTo03a, MOHOTIApaT
Turany aioxcua (E171)
Tpuauetun (E1518)

6.2. OcHOBHI BHNIAKH HECYMiCHOCTI.
He 3acTocoBHO.

6.3. TepmiH npHAATHOCTI.
30 micsuiB.

6.4. Oco6.11Bi 3am06ixkHi 3ax0au npH 36epiranyi.
36epiratu B opuriHambHil wiswi. [UismKy 36epiratd WBHO 3aKPUTOIO UIA 3aXMCTY Bifl Bonocﬂkléle

BHAQTATH ocylnyBay. Lleii jikapcekuii 3aci6 He BUMarae ocoO/IMBHX TEMIIEPATy PHUX YMOB 30 mjr
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6.5. Tun T2 BMicT NepBHHHOI YHAKOBKH.

KoxHa KapTOHHa KOpoOKa MICTUTh IUIAIIKY 3 MOJIETHICHY gucokoi 1insHocti (TTEBI) i3
NOJIPOiNEHOBOK KPHULIKOIO i3 3aXKCTOM BiJl BIIKPHTTS MTHMH i3 cuiTiKareIeBUM OCYILIyBaueM.

30 TabneToK, BKPUTHX [LTiBKOBOK OGOJIOHKOI y Ui, | miimika B KApTOHHIN KopoOui pazoMm 3
{HCTPYKII€rO AJIS1 MEAUYHOIO 3aCTOCYBaHHS.

6.6. CoenmiaanbHi 3ax0QH Ge3Mexn NpH MOBOMKEHHi 3 HEBHKOPHCTAHAM JIKAPCHKHM 3acobom abo

BiAxoaamu JikapcbKoro 3acody.
Bynp-aKkuii HEBUKOPUCTaHUIT Jlikapchkuit 3aci6 abo Biaxomu c/ti yTunisyBaTH BiAIIOBIAHO IO MiCLEBHX

BUMOT.

7. BracHHK peecTpanifiHOro nocBil4enns.

Mepk Illapr i Joym ITEA T'M6X

TpibmenmTpacce 60, 6005 JTrouepH, IlBekuapis
BupoGHuK TiKapchKOro 3acody.

Mepk Iilapm i Joym B.B.

Baapaepser 39, Xaapnem 2031 BH, Hinepnauau

8. Homep peecTpaniiinoro nocsixuenns. UA/19937/01/01

9. JlaTa mepmroi peecTpanii JikapceKroro 3acody. 14.03.2023

10. /laTa 0CcTAaBHLOIO HEPEIAAY. / f ﬂj %0 VZ 5,




