NHCTpyKumMa K npenapaTty daknmH3sa 60Mr
Ne28 (OaknaTtacsup, reHepuk Dacikast)

Y3HaTb UeHy >>>

CocTtaB u popMa BbiNnyckKa

TabneTku, NoKpbITbiE NAEHOYHON 0607104KON CBET/I0-3€/1IEHOIO LiBETA, ABOSKOBbLINYKJIbIE,
NATUYronbHble, € rpasmposkon \\\"BMS\\\" Ha ogHon cTopoHe 1 \\\"215\\" Ha gpyron.

1 TabneTka cooepXuT gaknatacsmpa gUrnapoxaopua 66 Mr, 4To COOTBETCTBYET COAEPKAHUIO
Daknatacsupa 60 mr.

BcriomoraTtesibHbie BeljecTBa: nakto3a - 115.5 Mr, uennionosa MMKpokpuctasiandeckasa - 95.7 mr,
KpoCKapMesnnosa HaTpus - 15 Mr, KpeMHUA JUOKCUA - 3 Mr, MarHma cteapart - 4.8 mr,

onagpan® 3eneHsinn - 15 Mr (runpomennosa - 8.9625 mr, TntaHa anokcupg - 4.2825 mr, Makporon-
400 - 1.35 Mr, aflOMUHNEBBLIN JlaK Ha OCHOBe nHanrokapmmHa (FD&C Blue #2) - 0.255 mr, okcung
xKenesa xentbin - 0.15 mr).

dapMmakosnormieckoe AencTeme

HDaknaTtacBup npeacTtaensgeT cobon BbicoOKOCNeUnpnuiHoe CpeacTBO NPAMOro AENCTBUS NMPOTUB
Bupyca renatuta C (BI'C) n He obnapaeT Bbipa>keHHOW aKTUBHOCTbIO MPOTUB Npoynx PHK n OHK
cofiep>xallumMx BUPYCOB, BKJIOYaa BUPYC MMMyHoAeduumnTa Yenoseka (BUY). NaknaTacsmp
ABNAETCA NHTMBNTOPOM HeCTpyKTypHOro 6enka 5A (NS5A), MHOFrOYHKLMOHaIbHOIO MPOTENHa,
Heobxoaumoro ang pennankauumn BIrC, n Takum obpasom nogasnseT ABa 3Tana XU3HEHHOroO
LMKNa BMpYyca - pennmkaumio supycHon PHK n c6opky BMpnoHoB. Ha 0OCHOBaHUN AaHHbIX,
MOJSTly4eHHbIX in Vvitro, n faHHbIX KOMMNbIOTEPHOr0 MOAE/IMPOBAHMSA NOKa3aHo, YTO AakKNaTacBup
B3anmmopencteyeT ¢ N-KOHLOM B Npeaenax goMeHa 1 6eska, KOTOPbIA MOXXET Bbl3blBaTb
CTPYKTYPHbIE UCKaXKEHUS, NPenATCTBYOLWME peanmlaunm gyHkumn 6enka NS5A. YcTaHOBNEHO,
4YTO NpenapaT ABMSETCA MOLHbLIM MAaHFEHOTUMNYECKMM NMHITMBUTOPOM KOMMJIeKCa pennkaumm
Bupyca renatuta C reHoTunos la, 1b, 2a, 3a, 4a, 5a n 6a co 3Ha4YeHNAMUN 3PPEKTUBHON
KoHUueHTpauun (50% cHmnxeHune, ECSO) OT MUKOMOJIAPHBIX 00 HU3KUX HAHOMONSAPHBIX. Mpn
KJIeTOYHbIX KOJINYECTBEHHbIX aHa/n3ax PerJiInkoHOB 3Ha4YeHus EC50 JaksiaTacBupa BapbupyroT OT
0.001 po 1.25 HM npwu reHoTunnax la, 1b, 3a, 4a, 5a n 6a n ot 0.034 go 19 HM npu reHoTune 2a.
Kpome Toro, gaknatacsump MHrnbupyet Bupyc renatuta C reHotuna 2a (JFH-1) npu 3HavyeHun EC50
, pasHoM 0.020 HM. MNpwn reHoTnne la y MHPULNPOBAHHLIX MALMNEHTOB, HE NOJIy4YaBLUMNX paHee
JfleyeHUs, oAHOKpaTHasa Ao3a Jakinatacsupa 60 Mr NnpMBOAUT K cpefHeMy CHUXEHUIO BUPYCHOWN
Harpy3kun, naMmepeHHom 4yepes 24 4, Ha 3.2 Iog10 ME/mn.

NccnenoBaHms Ha KysibType KJIeTOK Tak)Ke NoKasan yCuieHne NpoTUBOBMPYCHOIo OENCTBUSA
npenapaTta NMpu COBMECTHOM MPUMEHEeHUN C NHTepdepoHOM asbda U MHIrMbuTopamm NpoTeassl
NS3, HeHykneo3naHbiMu NHrMbntTopamm BIrC NS5B, Hykneo3ngHbiMu aHanoramu NS5B. Co Bcemu
nepeyncieHHbIMN rpynnamm npenapaToB He BblJI0 OTMEYEeHO aHTaroHn3mMa NPOTUBOBUPYCHOIO

apdekTa.


https://penza.lux-farma.com/daclatasvir

Pe3ncTteHTHOCTb B KYyJIbType KJ/IETOK

3aMeHbl aMUHOKWUCNOT, Bbi3blBaloWMe pPe3NCTEHTHOCTb K gaknatacsupy y reHotunos BI'C 1-6,
OblNn BblgesieHbl B KNIETOYHON CUCTEME perninkoHa 1 Habntogannce B N-TepMuHanbHom obnactum
100 aMmuHoKMcnoTHoro octatka NS5A. L31V u YO93H asnanncek YyacTto HabnogaeMbiMy B reHoTune
1b, a 3ameHbl M28T, L31V/M, Q30E/H/R n Y93C/H/N 6blsin yacTo HabnwogaembiMu B reHoTune la.
EOVMHNYHBbIE 3aMEeHbl aMUHOKUCAOT B LIESIOM BbI3bIBalOT HU3KUN YPOBEHb PE3UCTEHTOCTM (EC50<1
HM nnsa L31V, Y93H) ons reHoTnna 1b n 6onee BbICOKNE YPOBHU PE3UCTEHTHOCTW AJI FeHOTUNA
la (no 350 HM gnsa YO93N). MpuHUUAbLI BO3HUKHOBEHUSA PE3UCTEHTHOCTU B KJIMHNYECKON NpaKTuKe
OblIN CXOOHBLIMUY C MPUHLUMNAMN BOSHUKHOBEHUSA PE3NCTEHTHOCTHN, HabaogaeMbiMu in vilro

Pe3nCTeEHTHOCTb B KJIMHUYECKNX NCC1eOBaHNAX
SppekT ncxoagHoro rnoammopgpunimMa BI'C B oTBET Ha Teparnuio

B xone npoBedeHHOro nccaenoBaHns CBA3N MEXAY €CTEeCTBEHHO BO3HMKALWNUMN NCXOAHBIMA
3amMeHaMun NS5A (monmmopdunsm) n ncxonom sie4eHns 6bi10 yCTaHOBJIEHO, YTO BAnsaHME NS5A
nonnmopdmnaMa 3aBUCUT OT CXEMbI TEpanunu.

Tepanus kombuHaumner npenapaToB akaaTacBup+AcyHarnpesup

B knnHnyeckux nccneposaHusax -1l ¢asbl aheKTUBHOCTb KOMOBUHaL MK
HaknaTtacBup+AcyHanpeBup bblna CHUXXEHa y NauMeHTOB, MHPULUMPOBaHHbIX BIC reHoTnna 1b ¢
ncxogHbiMy 3aMmeHamMmu NS5A L31 v/unun YO93M. 40% (48/119) nauneHToB ¢ 3amMeHaMmun NS5A L31
n/vnn YO93H gocTuranm ycTon4meoro Bupyconorm4yeckoro oteeta (YBO12) no cpaBHeHMUo ¢ 93%
(686/742) naumeHToB 6e3 AaHHbIX BUAOB nosnMmopdunsmMa. MicxogHas pacnpoCcTPaHEHHOCTb 3aMeH
NS5A L3 | u Y93H cocTtaBsnana 14%; 4% - ona L31 otpnensHo, 10% - onda Y93H otoensHo 1 0.5% -
L31+Y93H. U3 127 cny4aeB BUPYCOSIOrNYECKON HEIPEKTUBHOCTU NMPU UCXOLHON 3amMmeHe NS5A y
16% 6bina Tonbko L31, y 38% - Tonbko YO3H ny 2% - L31+Y93H.

Tepanusa kKombuHaunen ripenapatoB [Jaknaatacsup+AcyHanpesup+IaruHTepghepoH
anabga+PnbaBnpuH

N3 373 naumeHToB, KOTOPbLIM NPOBOANIOCH CEKBEHNPOBaHWE, B UCC/IEA0BaHNN OAHHON
KoMbUHauun y 42 naumMeHTOB UMEINCb NCXOOHbIE 3aMeHbl, CBA3aHHbIE C PE3UCTEHTHOCTbIO K
naknaTtacBupy. N3 gaHHbIX 42 nauneHToB 38 pocturnm YBO12, y 1 nauneHTa bbina
HeBUpycosornyeckasa HeappeKTUBHOCTb U Y 3 NMauneHToB Habnaanacb BUpyconormyeckas
Hea(hPeKTUBHOCTL (Y 1 NaunmeHTa C reHoTUNoM la mmenucb 3ameHbl NS5A-L31M ny 1 - NS5A-
Y93F Ha ncxogHoM yposHe; y 1 naymeHTa C reHoTunoM 1lb mmenacb 3ameHa NS5A-L31M Ha
NCXOOHOM YPOBHE).

dPapMaKOKMHeTHUKa



dapMaKOKUHETNYECKNE CBONCTBA AaKlaTacBMpa OLEHUBANNCh Y B3POCSbIX 340POBbIX
[00poBOJIbLEB U NALMEHTOB C XPOHUYECKON NH(eKumen Bupycom renaTtuta C. MNocne
MHOIMOKpPaTHOro NepopajsbHOro NpneMa gaknatacsupa B gose 60 mr 1 pas/cyT B KOMOMHaumMm ¢
narnHTepdepoHoM anbda n pubaBnpnHOM cpefHee 3HaYeHne (KoO3IhPULUNEHT N3MeHYNBOCTHU, %)C
ax BAKNaTacenpa CoCcTaBaANIo 1534 (58) Hr/mn, nnowann Nnog KpUBon KoHueHTpaumnsa-spema(AUC
) cocTtasnano 14122 (70) Hrx4/Mn un Cmin cocTaBasno 232 (83) Hr/m.

m
0-24y

BcacbiBaHue

Abcopbuns bbicTpas. Cmax AaknaTacBupa HabnogaeTcs Yyepes 1-2 4 nocne npmema BHyTpb. AUC,
Cmax, Cmin B KPOBU ABAAIOTCA A40303aBUCUMbIMUK, CTabubHbIN ypOBEHb AaksaTacsBmpa B njasme
KpoBW HabnwgaeTcs Ha 4 oeHb NMPMMEHeHNs npenapaTa npu npneme BHyTpb 1 pas/cyT.
NccnenoBaHus He BbISBUAN pa3inydni B hapMakoKMHeTUKe npenapaTta y 60nbHbIX renatntom C un
300poBbIX A06poBoONbLEB . iccnenoBaHmsa in vitro, NpoBefeHHbIE C YHENI0BEYECKMMM KleTKaMu
Caco-2, nokasanun, 4To gaksaTtacBup asnsetca cybcTtpaTom anga P-ramkonpoTeunHa (P-gp).

AbcontoTHasa bnoagoCcTynHOCTb NpenapaTa cocTaBnsdeT 67%.

B nccnepoBaHmsax Ha 300poBbix fobpososbuax 6bl10 YyCTaHOBAEHO, YTO OAHOKPATHbLIN NMPUEM
haknaTtacsupa 60 Mr 4epes 30 MMH Nocse npmemMa NULWKM C BbICOKMM Coaep>XaHneM Xxnpa (oKono
1000 Kkan c cogep>XaHmnem XXnpos okoso 50%) cHU>XXaeT Cmax rnpenapata B KpoBu Ha 28% n AUC
Ha 23%. MNpueM npenapaTa Nocse Nerkoro npuemMa nuim (275 Kkan ¢ coaoep>xaHnem »Xnpos
0KO0J10 15%) He N3MeHsA KOHUEHTpauuto npenapaTta B KPOBMU.

PacnpepeneHune

Vd JakKnatacsupa nocse ogHokpaTHoro B/B BBefdeHns 100 MKr npenapaTa coctasnsetT 47 n.
CB43b ¢ 6enkaMu nMaasMbl HeE 3aBUCUT OT O03bl (M3ydaeMbin guanasoH ot 1 mr go 100 Mr) n
coctaBnsfeT 99%.

MeTaboan3m

B nccnepoBaHumsax in vitro yctaHoBA€HO, 4TO AakJaTacBup ABageTcsa cybcTpaTtom n3odepmMmeHTa
CYP3A, npu s3tom CYP3A4 aBnsieTcss ocHoBHOoW nsogopmoi CYP, oTBETCTBEHHOWN 3a MeTabonnim
npenapaTta. MetabonnTbl ¢ conepxaHmnem 6onee 5% OT KOHUEHTPaALUM NCXOOHOIr0O BewecTsBa
OTCYTCTBYIOT.

BbiBegeHue

MNMocne nepopanbHOro Npuema 340p0BbIMM A0OPOBOIbLAMM OAHOKPATHbLIX 403 AaKlaTacBupa,
Me4yeHOoro paamoakTuBHLIM yrinepogom Cl4 ([14C]—,D,aKJ'IaTaCBVIp), 88% BCen paanoaKTUBHOCTM
BbIBOOWMJ/IOCL C KaJiIoM (53% B HeEn3mMeHeHHOM Buae), 6.6% BblOeSA10Cb C MOYON (
npenmyLLecTBEHHO B HEM3MEHEHHOM BUAe).

lMocne MHOrokpaTHoOro npmema faknatacsupa Bl C-mHpMLUMPOBaHHBIMY NaLeHTaMu, T1/2
haknaTtacsupa Bapbunposaa oT 12 go 15 4. Y naymMeHTOoB, KOTOpble NpUHUMann gakaatacsup B
Tabnetkax 60 Mr c nocnegytownm B/B BBegeHmnem 100 Mkr [13C, 15N]—,£I,aKJ'IaTaCBVIpa, obwunn
KNMpeHC coctasnan 4.24 nj/u.

lMauneHTbl C HapyLweHneM yHKUNN MoYeK



CpaBHeHue BennyunHbl AUC y naumeHToB ¢ uHgekumen BIrC n HopMmanbHon yHKUmen novek (KK
90 MA/MUH) U NauneHToB C MHpekunen BI'C ¢ HapyweHunammn gyHkumm novek (KK 60, 30 n 15
MJ1/MUH) noka3ano yeennydeHne AUC Ha 26%, 60% n 80% (HecBsA3zaHHasa AUC - 18%, 39%, 51%)
COOTBETCTBEHHO. Y MaLUMeHTOB C TEPMUHANILHON CTagunen 3aboneBaHnsa noyvek, Tpebytoulen
nposeaeHns remoavannia, Habnoganocb noBbilleHne AUC Ha 27% (cBsi3aHHOW - Ha 20%) no
CpaBHEHUIO C NauMeHTaMn C HOpMaJibHOM yHKUMeNn noYek. CTaTUCTUYECKUA NONYNALNOHHbLIN
aHanM3 nauneHToB C MHGpekumnen BIrC nokasan ysenndeHne AUC y NnaymMeHTOB C JIEFKON U
yMepeHHON NoYe4YHOW HEQOCTATOYHOCTbLIO, O4HAKO BE/IMYNHA 3TOro MOBLILLEHNS HE ABAAETCS
KJINHUYECKU 3HA4YMMON Na papMaKOKUHETUKN faKnaTacsBupa. BBnay BbICOKOW cTerneHu
CBA3bIBaHUSA faknaTacBmpa ¢ 6enkamu, npoBefeHne remogmannia He BANSET Ha ero
KOHLLEHTpauuto B KpoBU. MIaMeHeHna 003bl MpenapaTa Y NauMeHToB C NOYeYHomn
HeOOoCTaTOYHOCTbIO He TpebyeTcs.

lNMauneHTbl ¢ HapyLeHneM hyHKUNN nevyeHu

NccnepoBaHus hapMakoKMHETUKM AaknaTacsmpa B fo3e 30 Mr npoBoanaun € y4acTnem
nauneHToB c renatuToM C C fIerkon, yMepeHHoOM U TAXXeJI0N CTeneHbio NnevYeHo4YHon
HepocTaTo4HOCTU (Knaccbl A-C no wkane Yannpg-Meto) B cpaBHEHUN C NauneHTammn 6e3
HapyweHusa yHKUUK nevyeHn. 3HavyeHus Cmax n AUC paknaTtacBupa (cBo60aHOro n CBA3aHHOIo C
benkamu) 61N HUXKE NPU HAANYUN NEYEHOYHOW HEeA0CTAaTO4YHOCTMN NO CPABHEHMIO CO
3HaAYEeHUSAMM TUX MOoKa3aTenen y 340poBbiX 40O6POBONbLLEB, OAHAKO AAaHHOE CHMXeHne
KOHLUEHTpaunmn He Bbl10 KIMHNYECKM 3HaYMMbIM. OTCYyTCTBYET He0BX0ANMOCTb N3MEHEHUSA [,03bl
npenapaTta y NauMeHTOoB C HapyLUeHHOW (hyHKLMEN NeveHn.

lMoXxusble nauneHTbl

B KNMHMYeCcKux nccnenoBaHUsaX NpUHUMaNN y4acTtue nauneHTbl NoxXKuaoro so3pacTta (310
4yenosek 6bln B Bo3pacTe 65 neTt u ctapwe, a 20 - B Bo3pacTe 75 neT n ctapwe). hameHeHuns
hapMaKOKUHETUKIN, a TakxKe npodunen ahdekTnBHOCTN 1N besonacHOCTM NpenapaTa y MoXXnbiX
naumeHToB He Habstonanochk.

lMon

HabntopgatoTca pasnnyma B obuiem knmpeHce (CL/F) paknaTtacsupa, npu 3ToMm CL/F y )KeHLwWwmnH
HMXXe, OOHAKO JaHHOE pa3/inyune He ABSETCHA KIMHNYECKN 3HAYUMbIM.

NMoka3saHuAa npenapaTta [laksIMH3a

JleyeHune xpoHuyeckoro renatuta C y nayneHToB C KOMMNEHCUPOBaHHbLIM 3ab0/ieBaHMEM NevyeHun
(BKNOYAA LUMpPOo3) B cenyrLmnx KoMbuHaumax npenapaTta AakiaTacBup:

* Cc NpenapaToM acyHanpeBup A58 NaUNeHTOB C BUPYCOM renatuTa reHoTtuna 1b;
* Cc npenapaTaMn acyHanpeBup, NarMHTepgepoH anbga n pubaBnpuH - A8 NaLUEHTOB C
BMPYCOM renaTuTa reHoTmna 1.

Pe>xuMm po3upoBaHuUA



PeKOME‘H,ﬂyeMbIVvI PEXUM O3NPOBaHWNA

PekomeHpoBaHHaA fo3a npenapaTta daknnH3a coctasngeT 60 mr 1 pas/cyT He3aBUCUMO OT
npuema nuwwu. NpenapaT cnefyeT NMPUMEHATb B COMETaHUN C APYrMMU NeKapCTBEHHbIMUN
npenapatamu (cMm. Tabnnuy 1). PekomeHgaunm no gosam Apyrux ekapCTBEHHbIX NpenapaTos
CXeMbl JaHbl B COOTBETCTBYIOLMNX NMHCTPYKLMAX N0 MeAULNHCKOMY NPUMEHEHMUI0. Tepanus
pekoMeHAyeTCa KaK NauneHTaM, paHee He rnoJsly4asLUnM fledeHne XpoHnyeckoro renatmta C, Tak
N NauneHTaM C npeplecTeytowen HeahPeKTUBHOCTbLIO Tepanuu.

Tabaunua 1. PekomeHAyeMble CXeMbl Tepanuu npenapata AakanH3a rnpuv ncrnosib30BaHnn B 403e
60 Mr 1 pa3/cyT B cocTaBe KOMBUHUPOBAHHOWV Tepanuun

feHOTUN
JleyeHne MpPoJoMKNTENBHOCTb
BIrc
FeHoTUN
1b JaKJlaTacBup+acyHanpesup 24 Hepenn
aKnaTacBup+acyHanpeBup+narnHtTepdepoH anbda U
NeHotun 1 A P y P P Peep ® 24 Hepenn
pnbaBupuH

N3meHeHne [03bl v NPUOCTaHOBKa Tepanmmn

Mocne Ha4ana Tepanunn nasMmeHeHne Ao3bl NpenapaTa JaknnH3a He pekoMeHOoBaHO. nnsa
M3MEeHEeHUA 003bl OPYrnX NeKapCTBEHHbIX MPenapaToB CXeMbI HeobXxo04MMO 03HAKOMUTLCA C
COOTBETCTBYOWNMN MHCTPYKUNAMWU MO MeOANLNHCKOMY NMPpUMeEHEHUIO. CnenyeT n3beraTb
npepbiBaHNA nev4eHna, oaHakKo B CJly4Hae, eCJinm rnpepbiBaHNe NevYeHnA ntobbIM npenapaTtomMm CxeMbl
Heobxoanmo no nMpU4YnNHe BO3HUKLLUNX HEXeJlaTeJIbHbIX peaKLl,I/IIZ, npuMeHaTb npenapaT dak/anH3a
B BUAe MOHOTepanunn He cnepnyet.

Bo BpeMsa nevyeHns HeobxoaAMMO MPOBOANTL MOHUTOPUHI BUPYCHOW Harpy3ku (konmnyecteo PHK
BI'C B KpoBu nauneHTa). NauneHTbl C HeafleKBaTHbIM BMPYCOJIOrMYECKUM OTBETOM B XO[e
Jle4eHNs C HU3KOM CTeMNeHbI0 BEPOSATHOCTU JOCTUNHYT YBO, Tak>Xe y 3Ton rpynnsl ecTb
BEPOATHOCTb Pa3BUTUA PE3UCTEHTHOCTU. lpeKpalleHne ie4yeHns peKoMeHayeTcs Y NauneHToB C
BUPYCOJIOr M4€CKUM MPOPLIBOM - yBenn4eHune yposHsa PHK BI'C Ha 6onee yem 1 Iog10 oT

npenbloyuero ypoBHs.
lMponyck Ao3bl

B cny4vae nponycka npuemMa ovyepenHon f03bl NpenapaTta [JakanH3a Ha cpok Ao 20 4, nauneHTy
cflegyeT NPUHATL NpenapaT Kak MOXKHO CKopee 1 Aanee NpuaepXmnBaTbCs MCXOAHOWM CXEMbI
Tepanun. Ecnv npu nponycke no3bl npowsio 6onee 20 4 OT NJIAHUPYEMOr0 BpEMEHU NpuemMa
npenapaTa, NauMeHTy cneayeT NponycTUTb NPMEM 3TON [03bl, Cieaylolas Ao3a rnpenapaTa
J[O/1XKHA 6bITb NPUHSTA B COOTBETCTBUM C UCXOAHOW CXEMOI Tepanuu.



launeHTbl ¢ NoYe4YHOV HEAOCTaTOYHOCTbIO
N3mMeHeHnsa 003bl Y NAaLUEHTOB C MoYeyYHOM HeEQOCTAaTOYHOCTbIO /IIOOON CTENeHN He Tpe6yeTc9|.
lNauneHTbl ¢ Ne4eHOYHON HEAOCTaTOYHOCThIO

N3MeHeHUs [03bl Yy NaLUeHTOB C JIerkKOoW CTerneHbio Ne4eHOYHON HeJoCTaTOYHOCTK (Knacc A no
wkane Yanna-Neto) He TpebyeTcsa. B nccnenoBaHmax npu nerkon (knacc A no wkane Yanng-Moto),
yMmepeHHon (knacc B no wkane Yanng-fewo) n taxxenon (knacc C no wkane Yanng-Meto)
Ne4YeHOYHON HeLOCTaTOYHOCTUN He BbIN0 BbIIBIEHO 3HAYUMbIX U3MEHEHUN (hapMaKOKNHETUKN
npenapaTta. 9PPEeKTUBHOCTb 1 6B€30MacHOCTb NPUMEHEHNSA NPU AEKOMMEHCUPOBAHHOWN
ne4YyeHO4YHOM HEJOCTaTOYHOCTU He YCTaHOBJIEHA.

ConyTcTByroLasa tepanus
CunbHble MHIMBUTOPLI N30pepmeHTa 3A4 cnctemsl untToxpoma P450 (CYP3A4)

o3y npenapaTta JaknnHsa cnepgyeT cCHU3UTbL 40 30 mr 1 pas/cyT B c/iy4ae o4HOBPEMEHHOI0
NpUMeHeHNsa C MOWHbIMN NHFrMbnTopamm nsopepmeHta CYP3A4 (ncnonb3osatb Tabnetky 30 mr;
He cnepyeT pa3nambiBaTb TabneTky 60 mr) (cm. pazgen \\"Bzanmogencreme c gpyrumm
NleKapCTBEeHHbIMU npenapaTtamMm n gpyrmne opmbl B3anmogenctemsa\\\"). OnHoBpeMeHHoe
NPUMEHEeHNE MOLLHBLIX N YMEPEHHbIX MHIMbnTopoB nsohepmeHtTa CYP3A4 NpoTMBOMNOKa3aHoO Npu
npUMeHeHNn CxXeM, BKJYatLwmx npenapaT CyHBenpa.

YmepeHHbIe nHAYyKTOopbl n3ogpepmeHTa CYP3A4

[o3y npenapaTta aknunH3a cneayeT yBennyinTs Ao 90 mr 1 pas/cyT (3 T1ab. 30 mr nnan 1 tab. 60
Mr n 1 Ttab. 30 Mr) npm ogHOBPEMEHHOM NMPUMEHEHNN YMEPEHHbIX UHOYKTOPOB N30 epMeHTa
CYP3A4 (cMm. pa3zgen \\\"B3zaumogencTeme ¢ ApyrumMmm NeKapCTBEHHbIMW NpenapaTamMm n gpyrme
gopMbl B3anMmogencteua\\\"). OQHOBpEMEHHOE NMPUMEHEHNE YMEPEHHbIX NHOYKTOPOB
nsodpepmeHTa CYP3A4 NnpoTUBOMNOKA3aHO NMpu NpUMeEHEHUN CXeM, BKJIlOHaLWMX npenapaT
CyHBenpa.

MobouHoOe pencreue

MpenapaT JaknnH3a NPUMeHSEeTCa TONIbKO B COCTaBe CXeM KOMBUHMpoBaHHOM Tepanun. CneayeT
03HAKOMUTLCA € NOBOYHLIM AENCTBUEM NEKAPCTBEHHLIX MPenapaToB, BXOAAWNX B CXEMY
ne4yeHuns, A0 Havana Tepanun. HexxenaTtenbHble SlIeKapCTBEHHbLIE peakuumn (HJ1P), cBsi3aHHbIe C
NnPUMeHeHNEeM acyHanpesupa, NarnHTepdepoHa anbda n pubaeBmpnHa, onnUcaHbl B UHCTPYKLINAX
Mo MeANLIMHCKOMY MPUMEHEHNIO AaHHbLIX MpenapaToB.

Be3onacHOCTb NpUMeHeHNA faKnaTacBMpa OLeHMBasachb B 5-TN KJIIMHNYECKUX NCCNIe0BaHUAX Ha
rnaumeHTax ¢ XpoHn4ecknm renatutom C nonyyaswmnx 60 mr npenapaTta OaknanH3a 1 pas/cyT B
KoMBMHaLUMKM C acyHanpeBnpomM u/mam narnHTepdepoHom anbda n pubaBuprnHOM. [laHHbIE MO
6e30MacHOCTN NPUMEHEHNSA NpeaCcTaB/eHbl HVXXE MO peXxnMaM fieveHuns.

Llaknatacsup+AcyHarnpesup

be3onacHOCTb NpUMeHeHns faknaTacBmpa B KOMOMHaLMKM C acyHanpeBnpoM oLeHnBanach B 4x
NCccnefoBaHUAX CO CpefHen NPOAO/HIKNTENBHOCTLIO Tepanun 24 Hepenn. Hanbonee



pacnpocTpaHeHHbIMKU (4acToTa 10% u Bbiwe) HJIP, HabntogaemMbiMn B KITIMHUYECKUX
nccnefoBaHUAX NPU NCNOJIb30BaHUN CXxeMbl Tepanun Jaknatacsup+AcyHanpesup, 6b1am
ronoBHas 60nb (15%) 1 noBbilWeHHasa yToMaaeMocTb (12%). bonblwunHcTBo HJIP 66111 cnabbimn n
YMEPEHHbLIMU MO TAXXeCTN. 6% NaLMNeHTOB UCMbITAaNIN Cepbe3Hble HeXXenaTenbHble AssieHns (CHA),
3% nauneHToB NpekpaTUIn Jie4eHne No NpuyYnHe Bo3HMKHoseHus HJIP. MNpn 3ToM Hanbonee
pacnpoCcTpaHEeHHbIMU HeXXeNnaTelbHbIMU ABAeHUsaAMU (HA), NpuBogSAWLMMUY K NpeKpaLLeHnto
neyeHns, 6b1nn nosbileHne akTUBHOCTU AJTT n ACT. B KNIMHUYECKOM MUCCIeA0BaHNM Tepanun
npenapatamn Oaknatacsup+AcyHanpesup BO BpeMs NepsbixX 12 Hefesb le4eHnsa YacToTa
coobuaembix HJIP 6blna aHaNnornyHom Mmexay nauymeHTamm, nonyvyaswmmm nnauebo, n
nauneHTaMmu, rnosy4asLLIMMU YKa3aHHYIO Tepanuio.

HJ1P, Bo3HMKaBwune y =5% naumMeHToB C XpoHM4eckuM renatntom C npmv npuMeHeHunu
KoMbunHaunn NaknatacBup+AcyHanpeBup, NnpeacTtasBsieHbl HUXe. YacTtoTa BoO3HMKHOBeHMA HITP
npueBefdeHa B COOTBETCTBUM CO WKaAoN: o4eHb YacTo (=1/10), yacTo (=1/100 n <1/10).

Tabivuya 2.
Mobo4yHble peakLmmn®

Hapyly
C:py :lemab 4yacTto | FonosHas 6onb (15%)
CTOPOHbI
HS ]
EH??eM chTﬂo Ovapes (9%), TowHoTa (8%)
CTOPOHbI

38tdne

paccTjpoincTea

J'Ia60p@|‘5%|?_lab|e

n

OyeHb YacTo | YTOMAasiemocTb (12%)

MosbiweHune ANT (7%), noBbllweHne ACT (5%)

WHCTPYMEHTAJIGHBIE

NaHHBe No6oYHbIe peakLnn, CBA3b KOTOPLIX C MPUMEHEHNeM npenapaTa Nno KpamHel Mepe BO3MOXXHa.

ObbefnHeHHble faHHble M0 HEeCKOJIbKUM UCCef0BaHUAM.

HexxenatenbHble peakumn Bo3HMKaOLWMe MeHee 4eM Yy 5% nayneHToB C XPOHNYECKNM renaTuTom
C npu npnMeHeHUn KoMbuHauum OJaknaTacBup+ACyHanpeBMp: KOXKHaA CbiMlb, KOXXHbIN 3y,
anoneuuns; 303nHoUNNS, TPOMOOLIMTOMEHUS, aHEMUS; MOBLILLEHNE TeMMepaTypbl Tena,
HeJoMoraHue, 03Ho6; 6eCcCoHHULA; CHMXXEHME anneTnTa, AMCKOMGOpPT B XXNBOTe, 3anop, 6osb B
BEpPXHEN 4YaCTu XMBOTa, CTOMATUT, B3AYTUE XXNBOTAa, pBoTa; noBbiweHne ALl; 60sb B CycTaBax,
PUrNAHOCTb MblLWL,; Ha30apuUHIrnT, 60ab B pOTOrJ0TKE; NOBbILLEHNE aKTUBHOCTUN raMMa-
rnobynuHTpaHcdepassbl, LD, nmnasbl, rmnoanbbymMmmHeMmmns.

Laknatacsup B KOMbUHaUnUM ¢ aCyHarnpeBMUPOM, rNaruHTeppEPoHoM asibga v pnbaBnpuHOM

be3onacHOCTb NpMMeHeHUs fakniaTacBmpa B KOMOMHaLMKN C acyHanpeBupoM, NIrmMHTephepoHOM
anbda n pubaBMpnUHOM oLEeHMBaNACh B KNNHNYeCKOM nccnegosaHnm HALLMARK QUAD co



cpenHen NMpoao/HKUTENBHOCTbLIO Tepanun 24 Hegenun. Hanbonee pacnpocTtpaHeHHbiMK HJTP
(4yacToTa 15% un BbIWeE), HabAAEMbIMU B KIIMHUYECKUX NCCIef0BaHNAX NPU UCMNOJIb30BaHUN
cxembl Tepanun Oaknatacsup+AcyHanpesup+arnHTepgepoH anbha+PrubasmpunH bbinn:
MoBbILLIEHHAs YTOMAAEMOCTb (39%), ronoBHas 60nb (28%), 3ya (25%), actenunsa (23%),
rpunnononobHoe coctosaHue (22%), 6eccoHHnua (21%), aHemusa (19%), cbinb (18%), anoneuns
(16%), paszapaxuTtenbHOCTb (16%) u TowHoTa (15%). LonosHNTeAbHbIMU NO6OYHbLIMU
3(pheKTaMn BO3HUKABLUNUMM Y MAaLNEHTOB C XPOHMYeCKUM renaTtutom C npu NCnosib30BaHUK
cxembl Tepanun Oaknatacsup+AcyHanpesup+arnHtepgepoH anbha+PrubasmpunH bbinu:
CYX0CTb KOXMW (15%), cHuKeHune anneTtuTa (12%), 6onb B Mbllwuax (14%), nuxopanka (15%),
Kawenb (13%), oabiwka (11%), HenTponeHusa (14%), numdonenuns (1%), anapes (14%), 6onb B
cycTtaBax (9%). bonbwunHcTBo HJIP 611K cnabbiMn N yMepEeHHbIMKU MO TS)XeCTn. 6% NnayneHToB
Obinn 3apernctpmpoBaHbl CHA. 5% nauneHTOB NMpekpaTuan nevyeHne no npuymnHe HY, npm aTtom
Hanbonee pacnpocTpaHeHHbIMN HA. NpnBOAALLNMN K MPEKPALLEHMIO NIeHeHUs, Bblan Cbinb,
HeJoMOraHue, rosIoBOKPY>XeHNe U HENTPONEHMUS.

B KnnHn4yeckoMm nccnegoBaHuu tTepannmn Jaknatacsmp+AcyHanpesnp+IarnHtepdepoH
anba+PunbaBnpuH yactoTa coobaembix NO6OYHLIX peakumn bblna aHanorM4HOM Mexxay
naymeHTamm, nonay4vaswunmm nnauebo, n naymeHTaMmm, NoJay4aBLIMMM YKA3aHHYIO Tepanuio, 3a
ncknveHnem 2-x HJIP - acteHuna n rpunnonoaobHoe coctosiHMe. YKa3aHHble HJIP 6binin
€QUHCTBEHHbIMN, BO3HUKABLUMMUN C 4HaCcTOTOW MUHMMYM Ha 5% BbiWwe, 4eM cpeamn NaumneHTos,
noJsiy4daswmx nnauebo.

PesyanaTb/ na6opaTopr/x nccaenoBaHUn

MaTonornyeckme oTKAOHEHUS AabopaTOPHLIX MOKa3aTenen oT HopMbl 3-4 cTeneHu,
HabnogaemMble cpean NaUNeHTOB C XPOHUYEeCKUM renaTtntom C, nosyyaBLInX KOMOUHMPOBaHHOE
NeyeHne npenapaTtoM [JakNnH3a, NpeacTaBfieHbl U Tabnuvue 3.

Tabaunua 3. lNaTonorndeckmne OTKJI0OHEHNS 1abopaToOpHbIX roKa3aTesier OT HOpMbl 3-4 cTerneHu,
HaboaaemMble B KIIMHUYECKUX NCCIeA0BaHUSAX Tepanuuy npenapatomM JakivH3a B
KOMBUHWPOBaHHOW Tepanumn

Haknatacsup B HdaknaTtacsup B KoOMBUMHaLmm C
MapameTp? KoMBnHaumm c acyHanpesupomM, N3IrMHTepgpepoHoOM

acyHanpesupom n=918 anbga, pnbaBnpnHom n=398
MoBbIlLEHNE aKTUBHOCTHU

6 4% 3%

ANT (>5.1xBIrH")
MoBblLEeHNE aKTUBHOCTH

3% 3%
ACT (>5.1xBI'H)




MNoBblLWEHNE
KOHLEHTpaunm obuiero 1% 1%
bnnupybunHa (>2.6 BIr'H)

@ _ pesynbTaTbl 1abopaTOPHbLIX NCCAEA0BaHMI BbINN KNaccuduLumpoBaHsbl No cucteme DAIDS pns
Knaccnukaunm TSKeCTU HexxenaTesibHbIX ABJIEHU B3POCbIX N geTen, sepcun 1.0

6. BEPXHAA rpaHnL,a HOPMb

Ecnn niobble U3 ykasaHHbIX B UHCTpYyKUun HIIP ycyrybnsaioTcsa nnm Bel 3ametunn nobble gpyrue
noboyHble ahheKTbl, HE YKa3aHHble B MHCTPYKLUUK, coobimTe 06 3TOM Bpayy.

npOTMBOﬂOKaBaHMﬂ K TPUME@HEeHMIO

® npenapaT He LOJIKEH NPUMEHATCSA B BUAe MOHOTEpanuu;
® rMNep4YyBCTBUTENBLHOCTb K AakaTacBmpy n/mnm niobomy n3 BCoMoraTesibHbIX
KOMMOHEHTOB NpenapaTa;
® B KOMBMHALUWUN C CUNbHBIMU MHOYKTOpaMn nsogepmeHTa CYP3A4 (BCeacTBue CHUXXEHUS
KOHUEHTpauun gakaatacBmpa B KPOBU N CHUKEHUS 3D HEKTUBHOCTU), TaKUMN KaK:
° mpoTuBO3NMIENTNYECKNEe cpencTtea (peHnTonH, kapbamasenuvH, peHobapbuTtan,
okckapba3zenuH);

© aHTnbakTepuanbHble cpeacTBa (pudamnuunH, pudabyTuH, pudaneHTuMm);

© cucteMHble TKC (pekcaMmeTa3oH);

© pacTuTenbHble cpencTBa (NpenapaThl Ha ocHoBe 3Bepobosa NpoabLIPSABAEHHOIO

(Hypericum perforatum)).

® OQHOBPEMEHHOE NMPUMEHEHNE YMepPEeHHbIX MHOYKTOPOB nsoepmeHTta CYP3A4
MPOTMBOMNOKa3aHO NMpu NPUMEHEHNN CXEM, BKJIIOHAIOWMX acyHanpeBnp (CM. MHCTPYKLUIO Ha
npenapaT CyHBenpa);
MNPy HaIM4YMM NPOTUBOMOKAa3aHUN K MPUMEHEHUI0 NpenapaToB KOMOMHNPOBAHHOM CXEMBbI
(acyHanpeBup n/mnmn narnHTepdepoH anbda+prubaBnpuH) - CM. MHCTPYKL UK MO
NPUMEHEHN0 COOTBETCTBYIOLLMX NMpenapaTos;
® peduunT NakTasbl, HENEPEHOCUMOCTb JTaKTO3bl, M1OK030-rajakTo3Haa Manbabcopbuuns;
®* 6epeMeHHOCTb 1 Nepuoa NakTauuu;
® Bo3pacT A0 18 neT (3hhekTNBHOCTL N 6€30MaCHOCTb HE U3YYEHDI).

C OCTOPOXKHOCTbIO

MNMockonbKy NpenapaT NPMMEHSAETCA B BUAE KOMOBMHMPOBAHHOW CXeMbl, KOMOUMHMPOBAHHYIO
Tepanuio cnenyeTt NPUMEHATb C OCTOPOXKHOCTbLIO MPU COCTOAHUAX, ONMMUCAHHbBIX B MHCTPYKLMAX MO
NPUMEHEHNIO Ka)XKA0ro npenapaTa, BXOAALEro B COCTaB CXeMbl (aCyHanpeBup n/mamn
narnHTepdepoH anba n pubasnpunH).

be3onacHOCTb NpUMeHeHns KOM6VIHMpOBaHHOI7I TEepannmn He nsy4vanacb y nauneHToB C
OeKoMneHcnpoBsaHHbIMUA 3aboneBaHNAMM NeYeHn, a TakxXe Yy NauneHToB nocne TpaHcnjaHTauunn
neyvyeHn.

CoBMeCcTHOe NpuMeHeHe npenapaTta [Jak/JnH3a c ApyruMum npenapaTtaMm MoXXeT NpuBecTr K
N3MEHEHMIO KOHLIEHTPALUMN KaK JakfaTacBupa, Tak U eNnCTBYIOLWNX BelecTB APpYrux



npenapaTtoB (cM. pasgensl \\"lMpoTmnsonokazaHmna\\" n \\\"Bzanmogencreune c gpyrumm
NeKapCTBEHHbIMU npenapaTamMn\\\").

NMpuMeHeHMe nNpu 6epeMeHHOCTU U KOPMJIEHUMU Fpyablo

Haknatacsup+AcyHarnpesup

OTCYTCTBYIOT afj€KBaTHbIE N XOPOLLO KOHTPOJINPYEMbIE NCCNIeN0BaHMNSA C y4acTnem bepeMeHHbIX
XXEHLUMH. B nccnenoBaHUAX Ha XXUBOTHbLIX NpY NPUMEHEeHUU faknaTacBupa B L03aX,
NMpeBbILLAOLWNX PEKOMEHAOBaHHbIE TepaneBTudeckne (B 4.6 pa3a (KpbiCbl) 1 B 16 pa3 (Kposunkun)),
He 0OTMeYeHO HeraTUBHOIr0O BANAHUA Ha BHYTpUyTpobHOE pa3BuTue naoga, B TO BPEMS Kak eLle
6osiee BbICOKME KOHLUEHTpaummn npenapaTa (B 25 pa3 (KpbiCbl) 1 B 72 pa3a (KPOJnKN)) BbISBUAN
HeraTuBHblE 3PPEKTLI KakK A9 MaTepU, Tak 1 And niaoga. XXeHwmHam 4eTOPOAHOIro Bo3pacTa
cnefyeT UCMoJsib30BaTh 3(PheKTUBHbIE METOAbl KOHTPaLEnuUmMu BO BpeMS NevyeHns rnpcrnapaTtom
[daknnH3a 1 B Te4eHne NaTn Heaesb Nocsie ero 3aBepLueHns.

MpumeHeHne KombnHaunm OaknatacsBup+AcyHanpeBup npn 6epeMeHHOCTU NPOTUBOMOKA3aHo.
HenssecTHO, NPOHUKAET NN faknaaTacBup B rpyAHOE MONOKO. [JaknaTacBup NpoHUKana B rpygHoe
MOJIOKO NIAKTUPYIOLWMX KPbIC B KOHLEHTpaLUMAX, NpeBbilaoLWmnX naa3MeHHble MaTepUHCKue
KOHUeHTpauun B 1.7-2 pa3a, No3TOMY Ha BpeMa SledeHns npenapaTtom JakanH3a KopMmsieHne
rpyabio cnegyeT npekpaTuTb.

Haknatacsup+AcyHanpesup+IsrnHTrepgpepoH anbpa+PunbasnpuH

MpumeHeHne pnbaBUpPHaA MOXXET Bbi3blBaTb MOPOKWN PaA3BUTUSA Maoaa, BHYTPUYTPOOHYO CMepThb 1
abopTbl, N03TOMY cnenyeT cobnoaaTh TWATENbHYIO OCTOPOXXHOCTb MPU MPUMEHEHNN CXEMBbI
Tepanuun, BKAoYatowyto pnbasmpunH. Heobxoammo npenoTBpalleHne HacTynneHns 6epeMeHHOCTH
KaK y CaMUX NaLMeHTOK, TaK N Y XKEeHLLWH, Yb/ NOJIOBble MapTHePbl N0Jly4aloT YKa3aHHYo
Tepanuto. Tepanusa pnbaBUPUHOM HE A0JIKHA HAYMHATLCA 00 TEX MOpP, MOKa MaLUneHTKH,
CrMocobHbIE K AETOPOXKAEHMNIO, N UX MNOJIOBbIE MAPTHEPLI MY>XXCKOro rnoJsia He 6yayT NCNOb30BaTh
KaK MUHUMYM 2 3h(peKTUBHbIX MeTO4a KOHTpauenumn, 4To HeobxoaMMo Kak Ha NPOTSXKEHUN
BCEN Tepanuu, Tak N B Te4eHne He MeHee 6 MecsiLeB NocJsie ee 3aBeplleHns. B TedeHne atoro
nepuona Heob6xoaMMO BbIMOJIHATL CTaHAAPTHbIE TeCTbl Ha 6epeMeHHOCTb. [pn ncnosnb3oBaHUK
rnepopaJsibHbIX NPOTUBO3a4aTOYHbIX CPEACTB B KA4YeCTBE 0QHOro 13 cnocoboB npenynpexxaeHns
bepeMeHHOCTN peKOMeHAYeTCs NCNOJIb30BaTh BbICOKME A03bl MepopasibHbIX NMPOTUBO3a4aTOUYHbIX
cpencTB (cooepxalmx He meHee 30 MKI 3TUHUA3CTPaAMosIa B KOMOMHaUMM C HOPITUHAPOHA
aueTaToOM/HOPITUHOPOHOM).

NccnepoBaHne MHTEPEPOHOB B OMbITax Ha XXMBOTHbLIX aCCOLMNPOBANOCL C abopTMBHbLIMA
3hcheKkTamMmn, BO3MOXXHOCTb Pa3BUTUS KOTOPLIX Y YESIOBEKA HE MOXET ObITb UCKJIOYeHa. MNo3ToMy
Npu NPMMEHEeHNN Tepanun Kak nauneHTkam, Tak 1 UX napTHepaM crenyeT NpPUMeHsATb
aJleKBATHYIO KOHTpaLenuuio.

NMpuMeHeHMe NpU HapyLeHUAX (PYHKLUMN Ne4YEeHHU

OTcyTCcTBYyeT HeobX0OMMOCTb N3MEHEHNSA 03bl NMpenapaTa y NauneHToB C HapyLUEeHHOMN
DYHKLMEN NeYeHn.



NMpuMeHeHMe NpU HapyLleHUAX (PYHKLUM novyekK

N3mMeHeHnsa 003bl Y NAaLUEHTOB C MoYeYHON HEQOCTAaTOYHOCTbIO /OO0 CTENeHN He Tpe6yeTc9|.

NMpuMeHeHMue y pneTen

NMpuMmeHeHMe NpenapaTa AeTSAM M NOAPOCTKAaM B BO3pacTe A0 18 neT NnpoTMBOMOKa3aHo
(3thheKTUBHOCTL N 6€30MacHOCTb HEe N3YYeHbl).

OcoOble yka3zaHuA

MpenapaT daknnMH3a He O0J/KEeH UCMNOoJIb30BaTbCA B BUAE MOHOTepanuu.

N3 6onee 4em 2000 NaymMeHTOB, BKJKOYEHHbIX B KJIMHNYECKNE UCCNefoBaHNa KOMOMHNPOBAHHOM
Tepanuu C npenapaTom [laknuH3a, 372 nauneHTa MMesn KOMMNEHCMPOBaAHHbIN LMPpPOo3 (Knacc A no
wkane Yannag-feto). Paznuuuni B nokasatenax 6esonacHoCcTn n sppeKTUBHOCTN Tepanum cpean
NnayMeHTOB C KOMNEHCUPOBAHHbLIM LLMPPO30M 1 NaumeHToB 6e3 unpposa He Habnaanocs.
Be3onacHOCTb N 3PPEKTUBHOCTb NPUMEHEHUA NpenapaTa akanH3a y naymneHToB C
0EKOMMEeHCNPOBaHHbIM LMPPO30OM He yCTaHoBJsIeHa. He TpebyeTcsa nsmeHeHusa 03bl NpenapaTa
HDaknnH3a y naumeHToB co cnabbiM (knacc A no wkane Yanng-leto), ymepeHHbIM (knacc B no
wkane Yanna-rew) nnm taxensiMm (knacc C no wkane Yanna-fNeo) HapyweHneMm QyHKUNK
rnevyeHnu.

Be3onacHoOCTb 1 3pPEKTMBHOCTb KOMOMHMPOBAHHOW Tepanun npenapaTtom JakanHsa y
NaUNEHTOB C TPAHCMIAHTMPOBAHHOW NeYeHbto He ycTaHoB/eHa. CyLecTBYeT OrpaHUYEHHbIN
OMbIT NpUMeHeHUs npenapaTa LakanMH3a nocjae TpaHChAaHTaUUW NeYvYeHu.

BnnaHue paknatacBupa Ha MHTepBan QTc 6bIJ10 oLeHEHO B paHO4OMU3NPOBaHHOM nnauebo-
KOHTPOJINPYEMOM MNCCe0BaHUN Ha 300p0oBbiX AobpoBosibLax. OQHOKpaTHbIE A03bI
naknatacsmpa 60 Mr n 180 Mr He nMenn KJIIMHNYECKU 3HA4YMMOro BAUAHNA Ha nHtepsas QTc,
CKOPpPEKTUPOBaHHLIN Mo dopmyne Ppenepuka (QTcF). OTcyTcTBOBa1a 3Ha4YMMas B3aMMOCBS3b
MeXX Y NOBbILLUEHHbLIMU KOHUEHTpaunaMn gakiatacsupa B njasme u nusmeHeHuem QTc. MNMpun 3Tom
OOHOKpaTHas Ao3a AakfnaTaceBmpa 180 MIr COOTBETCTBYET MaKCMMasibHO OXXUOAEMON
KOHUEeHTpauuny npenapaTta B rnjiasme KpoBu NMpuv KJIMHNYECKOM MPUMEHEHWUN.

He n3y4yanocb NpuMeHeHMe npenapaTta A4 jiedeHus XpoHudeckoro rernatuta C y nauneHToB C
ConyTCTBYOLWWEN NHpeKumen supyca renatnuta B nam sBupyca nMmyHogedpuumnTa Yenoseka.
MpenapaT OaknuH3a cooepXnUT nakTto3y: B 1 Tab. 60 mr (cyToyHasa nosa) cogepxmtcsa 115.50 mr
JIAKTO3bl.

HeobxoOMmMo nCnonb30oBaTh afleKBaTHblIe MeTOAbl KOHTPaLEeNUun B Te4eHne 5 Hegenb nocne
3aBepLIeHns Tepanun OakanH30M.

BnvsiHne Ha crnocobHOCTb yrpaBasiTb TPAHCMIOPTHbLIMU CPEACTBaMU, MexaHU3MaMy

NccnepnoBaHmin BO3MOXXHOIO BNSIHUSA NPUMEHEHMs npenapaTa Ha CNocobHOCTb ynpaBsTb
TPAHCMNOPTHbLIMK CpeacTBaMU N paboTaTb C MEXAHU3MAaMW He NPOBOANIOCL. ECnn nauneHT
NCNbITbIBAET rOJIOBOKPYXKEHNE, HAPYLLUEHNE BHUMAHWS, HEYETKOCTb/CHUXXEHME OCTPOThl 3pEHUN



OaHHble HA oTMeYanncb Npm NCNob30BaHNN CXEMbl IEHEHUS C NAIrMHTepdEepoHOM anbda),
KOTOpble MOrYT MOBAUATb Ha CNOCOBHOCTb K KOHLEeHTpauum BHUMaHUA, eMy cnegyeTt
BO3Jep)XaTbCH OT yrpasJsieHNA TPaHCNOPTHbLIMU CPeACTBaMN U MEXaHU3MaMN.

NMepepno3upoBKa

CnmnTtomMoB nepenosnpoBkKnM He onncaHo.

B KAMHMYecKnx nccnengoBaHuax dasbl | npn NpuMeHeHNn NpenapaTa y 340p0oBbiX A40OPOBO/LLEB B
no3ax 0o 100 Mr B Te4eHme nepruoda BPpEMEHU NMPOAOJSIKUTENbHOCTbLIO A0 14 AHEeNn unn
oOHoOKpaTHOM A03bl Ao 200 Mr He oTMeYanncb HenpeaBuaeHHble NoboYHble peakunun. AHTUOOT K
OakaTacBupy OTCyTCTBYeT. JledeHne nepeno3npoBKn npenapaTtomMm 4OJXKHO BKOYaTb obwme
noagep>XmBatowme Mepbl, B T.4. MOHUTOPUHI MOKa3aTeNen XN3HEHHO BaXXHbIX PYHKUUN 1
HabnoeHne KIIMHUYECKOro COCTOSIHMSA NaumMeHTa. BBuay BbICOKOro CBA3bIBaHUS AakjlaTacBupa C
benkamMu naasmMbl KPOBM, NPOBEAEHNE AMann3a Npn Nepeno3nNpoBKe HeE PeKOMEeHOyeTCs.

JlekapcTBeHHOe B3auMogeucTBme

Beuay Toro, 4to npenapaT Jak/JNH3a NPUMEHSETCS B COCTaBe KOMOUHUPOBAHHbLIX CXEM JIeHEeHUS,
cllegyeT 03HAaKOMUTBLCS C BO3SMOXKHbIMM B3aMOLENCTBUAMM C KaXKAbIM U3 MpenapaToB CXeMbI.
MNpn Ha3Ha4YeHUN CONyTCTBYOWEN Tepanuu cnenyeT cobnogaTb Hanbosiee KOHCEPBATUBHbIE
peKkoMeHaauuu.

HDaknaTtacBup ssnaetcs cybctpatom nsodepmeta CYP3A4, MoSTOMY YMEPEHHbIE N CUJIbHbIE
MHOYKTOPbI n3odepmeHTa CYP3A4 MOryT CHMXXaTb YPOBEHb AakJiaTacBupa B NjasMe u
TepaneBTUYECKMI 3hdeKT faknaTacsmpa. CunbHble UHrMbUTOPLI n3oepmeHTa CYP3A4 moryT
MOBbILLATb CbIBOPOTOYHYIO KOHLEHTpaUMIO AakKnaTacBupa. JaknatacsBup ABASETCHA TakxXe
cybcTpaToM TpaHCNOpPTHOro P-ravkonpoTenHa (P-gp), HO COBMECTHOI0O MPUMEHEHNS CPeacTs,
BJINAOLWNX TOJIbKO Ha cBoncTBa P-gp (6e3 ogHOBpeMeHHOro BAnaHUA Ha nogepmeHt CYP3A),
HeAOCTAaTOYHO AN MOJYHEHUSA KJUHNYECKMN 3Ha4YUMOro BANAHUSA Ha KOHLEHTpaLuio
JaknaTacBupa B naasme.

HDaknaTacBup aBnaeTcs UHrMbmnTopom P-gp, TPAHCNOPTHOrO nosmnenTuaa opraHNYecknx
aHunoHoB (TIMOA) 1B1 n 1B3 n 6enka pe3ncTeHTHOCTN paka Mosio4Hon »xenesbl (BCRP).
MpumeHeHne npenapaTa Jak/iMH3a MOXET NOBbIWaTb CACTEMHOE BO34ENCTBME NIeKapCTBEHHbIX
npenapaTos, ABAAOWMXCS cybCcTpaTamMu P-rnmkonpoTenHa nam TPaHCNOPTHOro noaMnenTuaa
opraHnyeckux aHnoHos 1B1/1B3 nnu BCRP, 4TO MOXET yBeNNYNTb UM NPOJIOHIMPOBaTb UX
TepaneBTUYECKUA SPPEKT N yCUNUTb HexXenaTesbHble ABneHnsa. CnenyeT cobnogaTtb
OCTOPOXXHOCTb MPU COBMECTHOM MNPUMEHEeHUN faknaTacsBmpa n cybcTpaToB yKa3aHHbIX
n3oepMeHTOB/MepeHOCHMKOB, 0OCOBEHHO B C/ly4ae y3KOro TepaneBTUYeCcKoro gmnarnasoHa
nocnenHux.

lMpenapaTbl MPUMEHeHNe KOTOPbIX COBMECTHO C npenapaTtom [lak/nH3a NpoTUBOMNOKa3aHo,
nepeyuncnensl B Tabnnue 4 (cm. Takxe pasgen \\\"lNMpotruBonokasaHua\\"):

Tabnvua 4. lMpenapaTsbl, MPUMEHEHNE KOTOPbLIX COBMECTHO C ripernapartom [ak/nH3a
rnpoTnBorioka3aHo



MexaHu3m
B3auMoaeviCTBUS

Pe3ynbTaT B3auMoaenicCTBUSA

JlekapcTBeHHbIe cpeacTBa,
MpPOTMBOMNOKa3aHHbIE K
MpUMEHeHUI COBMECTHO C
npenapatom [akanH3a®

CunbHaa MHOyKUmMSA
n3ocepmeHTa CYP3A co
CTOPOHbI COBMECTHO
npuMeHsAeMoro
JleKapCTBEHHOrro
cpencTaa

CoBMeCTHOEe NpUMeHEHNE MOXXET
BECTU K CHUXKEHUIO
KOHLUEHTpauun gaknatacempa B
nJja3mMe KpoBu, YTO MOXKET
MPUBOAUNTbL K OTCYTCTBUIO
BMPYCOJIOTMYECKOro OTBETa Ha
haknaTtacBup

lpoTunBO3NMAEnTnYeCKne
cpeacTBa

Kapbama3senuH, OkckapbasenuH,
deHobapbutan, PeHUTOUH
AHTnbakTepunasibHble CpeacTBa
Pudamnuuuvn, PugabytuH,
PnganeHTuH
1roKoKopTUKOCTEPOUAbI
IekcameTa3oH

PacTutesnibHble cpeacTBa
MpenapaTbl 3Bepobos
npoabipsiBneHHoro (Hypericum
perforatum)

a . npuBenEH He MOoJIHbIA NepeYeHb BeLLeCcTB, UHAYLMPYIOLWMX n3odepmeHT CYP3A4

B Tabnnue 5 npencraBneHbl KJANHUYECKNE peKoMeHAaunn Ans yCTaHOBJIEHHbIX U MOTEeHUMabHO
3HAYUMBbIX NNIEKAPCTBEHHbIX B3aUMOOENCTBUA NpenapaTa JakauH3a ¢ SpyruMu ieKapcTBEeHHbIMUN
npenapatamMmn. KIIMHN4YeCKN 3Ha4MMble NOBbILLEHNA KOHUEeHTpauum obosHavdeHbl 3Ha4dkom \\\" T\\\",
KJIMHNYECKN 3HauYnMble yMeHbLlueHNd - 3HadykoM \\\" L \\\" 1 oTCyTCTBUE KIIMHUNYECKN 3HaYNMbIX
N3MEHEeHUN - 3Ha4YKoM \\\"e\\\".

Tabnanua 5. YcTaHOBIEHHbBIE MOTEHUNAIBHO 3HAaYNMblE MeXKJieKapCTBEHHbIe B3auMoencTBus

Knacc conyTcTBylOLWLEro
npenapata/Ha3saHue

NleKapCcTBEHHOro npenapaTa

BanaHune Ha
KOHLLeHTpauuto

KoOMMEeHTapuin N0 KANHNYECKON
3HA4YNMMOCTUN B3aUMOOENCTBUSA

I_lpOTIJtIBOBI/IpyCHbIe
rnpenapaysanpesup

Brc

& fakKnaTacsBup
& acyHanpeBsup

N3MeHeHMs 003bl acyHanpeBnpa He
TpebyeTcs

MKr 1 pa3 B Hegeno un

Mr 2 pasa/cyT

MarnHTepdepoH anbda 180

pnbasupuH 500 mr nam 600

© naknaTtacsup
© M3rnHTepgepoH
anbda

© pnbaBnpunH

MN3mMeHeHUA 003kl faksiaTtacsupa,
narnHTepdepoHa asabda nian
pnbaBupunHa He TpebyeTcs




& pakfiaTtaceup

N3MeHeHNs 0o3bl gakfaTacBupa u

© Tenanpesup

Cumenpesu
P P © CuMenpesunp cumenpesmnpa He TpebyeTcs
© OaksaTacBup
CotbocBysm & GS-331007 (ocHoBHOW | UI3MeHeHUA 003bl AaKlaTacBupa um
yeup MeTabonnTt cochocbyBupa He TpebyeTcs
cococbysumpa)
CoBMeCTHOe NpuMeHeHune
T bDaknaTtacBup
Tenanpesup yBeJINYMBaAET KOHLUEHTpPaLMIO

AaKJlaTaCBMpPa B MnJjiaamMe

Bu4
o3y paknaTtaceupa cnegyert
m
BrB CHU3NTb fo 30 Mr 1 pas/cyT npu
NHrmbuTopbl NnpoTeassbl: COMYTCTBYOLLEM NPUMEHEHNI
(BUPYCHbBIN T paknaTtacsup
ATa3zaHaBup/pUTOHaBUP aTa3aHaBuUpa/pUToHaBMpa Uin
renamuTt
B) OPYrux CUNbHbIX MHFNBMTOPOB
nsocpepmeHTa CYP3A4
MpPoOTYBOBUPYCHbIE
npenaparbl
B3aumopencTeumne He
n3ydanocb. OxxunpgaeTcs
B cBAA3M C HeJoOCTaTOYHOCTLIO
BBUAOY NHrmbuposaHus
HapyHasup/pnTtoHasup OaHHbIX COBMECTHOe NnpuMeHeHune
n3ogpepmeHta CYP3A4
JlonnHaBup/pnToHaBmp JaknuH3bl 1 gapyHasupa nnuv
MHrnbuTopamm
JIoNVWHaBUpa He pekoMeHayeTCs
npoTeasbl:
T bDaknatacBup
B3aunmopencteune He
[o3y npenapata JaknvH3a cnepyert
n3y4danocb. OxxngaeTcs
CHM3NTb Ao 30 Mr 1 pas/cyT npu
T paknaTtaceump BBUAOYy
Bouenpesup COMYTCTBYOLLEM NPUMEHEHNI
nnrnbupoBaHms
bouenpeBupa UM APYrnx CUAbHbIX
n3ocepmerHTa CYP3A4
MHrnéutopos nsogpepmeHTa CYP3A4
bouenpeBupom
Hykneo3ngHble
© faksaTacBup N3MeHeHne [03bl faksaTacBupa u
UHrn§Aeemeposmp
. © TeHogoBUp TeHodoBMpa He TpebyeTcs
obpatHou
TPaHCKPWITTa3bl

(HNOT)




NamusyonH
3ngoByaviH
AMTpuunTabuH
AbakaBup
OnpaHo3unH
CTaByauH

B3ammMopnencTeue He
Mn3y4anoch.
OxxunpaeTtcs:

& faknaTtacsup

o HNOT

N3meHeHne 0o3bl faknaTacBupa u
HNOT He TpebyeTcs

HeHyI Jieo3nHsle

[o3y pmaknaTtacesupa cnepyet

NHrn@uTopsbl
. yBenuiutb 0o 90 mr 1 pas/cyTt npu
o6pa7'f5om
PpaBUpeHs ! paknaTtacesup CONyTCTBYOWEM NPUMEHEHNN
TpaHAKpUNTasbl
(HHUOT) 3haBnpeH3a UM opyrmux ymepeHHbIX
MHAOYKTOpOB nsogepmeHTa CYP3A4
B3anmMonencTeue He
n3y4asnoch.
OxwnpaeTcsa BBUAY B CBA3M C HELOCTAaTOYHOCThLIO
STpaBuUpuH MHAOYKLNN OaHHbIX COBMECTHOE NpuMeHeHne
HeBupanuH n3ocepmerHTa CYP3A4 npenapata [ak/avH3a n sTpaBnpuHa
3TPaBUPUHOM U WInN HeBMpPaArNuUHa He peKoMeHayeTCs
HeBMpPanmMHOM:
{ paknaTtacsup
B3aumopencTeume He
n3y4anocs.
N3meHeHne fo3bl gaknataceBupa u
PunnunenpunH OXxunpaeTtcs:

& faknaTaceBup
< PUNMNBUPUH

punnNnuBMprHa He TpebyeTcsa

UHrnbmnTopsl

B3anmopencreue He

MHTenpassl
Mn3y4yanoch.
N3MeHeHne [03bl faksiaTacBupa u
Panterpasup Oxunpaetcs:
WHrMbUTOPOB NHTErpasbl He
JonyTerpasup < flaknlaTacsup
TpebyeTcs
© NHIMbnTOpSLI
MHTerpasbl
NHrnoutop .
B3anmopencteume He
C/IMAHNSA
13y4anocCh.
N3MeHeHMe [03bl faksaTacsBupa u
DHdyBUPTUNL OxunpaeTcs:

© [faKknaTtacsup
© 3HQYBUPTUL,

3HYBUPTULA He TpebyeTcs




AHTAaIOHNCT .
B3aunmopgencrteue He
CCR5
Mn3y4yanoch.
peuenkﬂgos MN3MeHeHWe 003kl faksiaTtacsupa u
paBUpPOK Oxnpaetcs:
MapaBupoka He TpebyeTcs
© faksaTtacBup
© MapaBupPOK
Ycunyrens .
B3aumopencteune He
papMaKOKUHETUKN
Mn3y4yanoco. o3y npenapaTa aknuH3a cnepyert
OxwnpaeTcsa BBUAY CHU3NTb fo 30 Mr 1 pas/cyT npu
Tepanusa ¢ UCNoJIb30BaHUEM
WHrMbnposaHns COMYCTBYOLLEM NPUMEHEHUN
npenapaTta KobununcrtaTt
nsogepmeHTa CYP3A4 KobnuncTaTa nam apyrux CUabHbIX
KobnunctaTom: nHrnbuTopos nsogpepmeHta CYP3A4
T maknataceBup
SBGMITB&
TalfOHUCT
Honaa aoune MN3MeHeHue [03bl faknaTacsmpa He
aMOTNONH © faksaTtacBup
KncngroobpasoBaHue TpebyeTcs
2

CTaMUHOBbIX
HruouTop

peLenTopos




