Mydacla (paknartacsup)

MHCcmpyKyusa no npumeHeHur:

OAPMAKOTEPANEBTUYECKAA IPYMNNA:
MpoTNBOBUPYCHOE CPeacTBo.
Koo ATX: JO5AX14.

[aknatacBup — 310 MHIMBUTOP BUpPYCHOTO (BUpYyca renaTuta C) 6enka NS5A,
KOTOPbI MCMOIb3yeTCa NpU pensmMkauum Bupyca renatnta C BHyTpU KNeTok
neyeHu (renaTounToB) 1, TaKUM 06pa3om, NPenaTCTBYET NOCTYNAEHUIO
BMPYCA U3 3apa*KeHHbIX renaToumMToB B KpOBb. biarogapa Takomy
OEeNCcTBUIo, yAaeTca NpeaoTBpaTUTb PAaCNpOCTPaHEHNE BUPYCa B OpraHM3Me.

- ®acatesy

Dihydroch®"y
Taglets 60 Tk

S®APMAKOAUHAMMUKA:

[aknatacsup npeacrasnseTt coboli BbicokocneunduyHoe cpeacTso NpAMOro AeicTBUA NPoTUB BMpyca renatuta C
(BrC) u He obnagaeT BblipaXKeHHOW aKTUBHOCTbIO NPOTMB Npounx PHK 1 [HK coaepskalumnx BUpycoB, BKAtOYanA
BUPYC MMMyHoaeduLUmMTa Yenoseka (BUY).

[aknatacBup ABAAETCA UHIMBUTOPOM HECTPYKTYpHOro 6enka 5A(NS5A),MHOrodyHKUMOHANBbHOIO NPOTENHA,
HeobxoaAnmoro gna penamnkaummn BrC, u Takum obpasom nNogaBaseT ABa 3Tana *KU3HEHHOTO UMKAa BUpYyCa -
penavKkaumio BupycHol PHK 1 c6opKy BUPUOHOB.

COCTAB NPEMNAPATA MYDACLA

Mydacla Bbinyckaetcs B BUuAe TabneToK, coaeprawmx 60 Mr AeicTBYIOLLErO BELLECTBA.
[OeicTByIOLWMM BeLLLeCTBOM fBNsAeTCs [laknaraceup.

®APMAKO/IOMMYECKOE AENUCTBUE

dapmakoguHamukKa:

[aknaTacsmp npeacTasaseTt coboi BbicoKocneumndpuyHoe cpeacTBo NPAMOro AencTBMA NPoTUB BUpYyca renatuta C
(BrC) n He obnagaeT BbipaXKeHHOW aKTMBHOCTbIO NpoTMB npounx PHK 1 JHK coaeprawmnx BUpYcoB, BKAOYas
BMpPYC MMMyHoZeduuunTa Yenoseka (BUY). [aknatacBup ABAAETCA UHTMOUTOPOM HECTPYKTYpPHOro beska
5A(NS5A), MHOrodyHKLMOHaNbHOTO NpoTenHa, HeobxoaMmoro Ana penamkaummn BIrC, n Takum obpasom
noaasnAeT ABa 3Tana XU3HEHHOTOo LMKAa BUpYca - penankaumio supycHol PHK 1 cbopky BupmoHos.

Ha ocHOBaHMW AaHHbIX, MOMYYEHHBIX in Vitro, N 4aHHbIX KOMMbIOTEPHOTO MOAENINPOBAHUA NOKA3aHO, YTO
AaKknatacsup B3ammogenctayeT ¢ N-KOHLOM B Nnpeaenax gomeHa 1 6eska, KOTopblit MOXKET BbI3blBaTb
CTPYKTYPHbIE UCKaXKeHUA, NpenaTcTayowme peannsaummn GyHkumin 6enka NS5A.

YcTaHOBNEHO, YTO Npenapar ABAAETCA MOLHbIM NAHFEHOTUMMYECKMM MHIMOUTOPOM KOMMAEKCa pPennKaLmm
BMpyca renatuta C reHoTnnos 1a, 1b,2a, 3a, 4a, 5a 1 6a co 3HaYeHUAMM 3PPEKTUBHOM KoHLeHTpaumm (50 %
cHueHue, EC50) OT NMKOMOIAPHBIX A0 HU3KUX HAHOMOSAPHbIX.

MpW KNETOYHbIX KONMYECTBEHHbIX aHa/IM3ax penIMKoHOB 3HavyeHuA EC50paknaTacempa BapbmpytoT ot 0,001 oo
1,25 HM npu reHotmnax 1a, 1b, 3a, 4a, 5a 1 6a 1 o1 0,034 go 19 HM npwu reHoTMNe 2a. Kpome Toro, AaknaTacemp
nHrMbupyet supyc renatmuta C reHotmna 2a (JFH-1)npu 3HayeHmmn EC50, pasHom 0,020 HM. Mpwu reHoTune lay
MHOUUMPOBAHHbBIX MALMEHTOB, HE NOYYaBLUNX PaHee NeYeHns, OA4HOKPaTHaA A03a faknaTacBmupa 60 mr
NPMBOAUT K CpeaHeMY CHUMKEHUIO BUPYCHOM HarpysKu, M3amepeHHon yepes 24 vaca, Ha 3,2 log10 ME/mn.
UccnepoBaHMA Ha KyAbType KAETOK TaKMKe NoKasaan ycuaeHue npoTMBOBUPYCHOTO AENCTBUA NpenapaTta npu



COBMECTHOM NpUMEHEHNN C UHTepdepoHOM anbda U MHIIMbMUTOpamm npoteasbl NS3, HEHYKNEO3UAHbIMK
nHrnoumtopamu BIr'C NS5B, Hykneo3snaHbimn aHanoramm NS5B.
Co BceMu nNepeymcaeHHbIMM rpynnamm NpenapaToB He 6b110 OTMEYEHO aHTArOHW3Ma NPOTUBOBUPYCHOTO

adpodekKrTa.

Pe3nCTeHTHOCTb B Ky/IbType KNeToK:

3ameHbl aMUHOKUCNOT, BbI3bIBatOLLME PE3UCTEHTHOCTb K AaKnaTacBupy y reHotunos BIC 1 -6, 6b1aM BblaesieHbl B
KNIeTOYHOMN cUCTEME PenIMKOHA M Habatogannck B N-tepmuHanbHol 061actn 100 aMMHOKMCNOTHOIO OCTaTKa
NS5A. L31V 1 Y93H asaanucb 4yacto Habntogaembimum B reHotune 1b, a 3amenbl M28T, L31V/M, Q30E/H/R u
Y93C/H/N 6b1an yacto HabaogaembiMmu B reHoTUNe 1a.

EAWMHMYHbBIE 3aMeHbl aMMHOKUC/IOT B LLe/IOM Bbl3bIBAlOT HU3KMI YPOBEHb pe3ncTeHTHocTM (EC50 < 1 HM

ans L31V, Y93H) ans reHotMnalb 1 6onee BbiCOKME YPOBHM PE3UCTEHTHOCTM Ans reHoTmna la (ao 350 HM gns
Y93N). MpMHUUNBI BOSHUKHOBEHWUS PE3UCTEHTHOCTU B KIMHUYECKOW MPaKTUKe BblIN CXOA4HbIMWU C NPUHLMNAMM
BO3HWKHOBEHMA PE3UCTEHTHOCTM, HabtogaeMbIMK in vitro.

Pe31CTEeHTHOCTb B KIMHUYECKUX UCC/IeA,0BaHUAX:

3ppekm ucxodHoz0 noaumopgusma BIrC 8 omeem Ha mepanuio

B xoae npoBeAeHHOro UCCnea0BaHUA CBA3N MEXKAY eCTECTBEHHO BO3HMKAOLWMMMN UCXOOHbIMM

3ameHamu NS5A (noammopdusm) n Mcxoaom nedeHuns o110 ycTaHOBAEHO, YTo BAnaHWe NS5A nonnmopdusma
33aBUCUT OT CXEMbI TEPANUN.

Tepanus kombuHayuell npenapamos Laknamaceup+AcyHanpesup

B KnMHUYeckux uccnegosanmax |-l pasbl apPekTMBHOCTb KOMBUHaUMK Jakaamacsup+AcyHanpesup bbina
CHUW}KEHa y naumeHToB, MHGMUMpoBaHHbIX BI'C reHotuna 1 b ¢ ucxoaHbimu 3ameHamm NS5A L31un/wam YI93H. 40 %
(48/119) naumenTos c 3ameHamm Ne5A L31 u/wam Y93H pocturanm ycToMumBoro BMpYcoI0rmyeckoro oTeeTa
(YBO12) no cpasHeHuto ¢ 93 % (686/742) naumeHTos 6e3 gaHHbIX BUAO0B noanmopdusma. McxogHas
pacnpoctpaHeHHocTb 3ameH NS5A L31 n Y93H coctaBnana 14 %; 4 % - pna L31 otaenvHo, 10 % - gna YO3H
otaenbHo n 0,5 % - L31 + Y93H.

M3 127 cnyyaes BUPYCONOrMYecKoin HeapdeKTUBHOCTM Npu ncxoaHom 3ameHe NS5A y 16 % bbina Tonbko L31,y 38
% - Tonbko YO3H ny 2 % - L31 + Y93H.

Tepanus kombuHayueli npenapamos Aaxknamacsup+AcyHanpesup+sauHmepgepoH ansga+PubasupuH

M3 373 nauMeHTOB, KOTOPbIM NPOBOANIOCH CEKBEHUPOBAHME, B UCCEA0BaHUM AaHHOM KOMBUHauuKn y 42
naLuMeHTOB MMENNCb NCXOAHbIe 3aMeHbl, CBA3AHHbIE C Pe3UCTEHTHOCTbLIO K AaKknaTacsmpy. M3 aaHHbIx 42
naumeHToB 38 gocturnm YBO12, y 1 naumeHTa 6bina HeBMpYycoormyeckasa HeadPpeKTMBHOCTb M Y 3 NaUUEeHTOB
Habntoganack Bupyconormyeckaa HeapdpeKTMBHOCTb (y 1 naumeHTa ¢ reHoTUNom 1a umenucb 3ameHbl NS5A-L31M
ny1-NS5A-Y93F Ha ucxogHom ypoBHe; y 1 naupeHTa c reHoTMnom 1b nmenack 3ameHa NS5A- L31M Ha
NCXOAHOM YPOBHE).

®dapMmaKOKMHeETUKa:

dapMaKOKMHETUYECKME CBOMCTBA AaK1aTacBMpa OLLEHMBAINCL Y B3POC/IbIX 340P0BbIX A06POBO/IbLEB U
NaLMeHTOB C XPOHUYecKol nHdeKumen supycom renatuta C. Mocne MHOrOKpaTHOro NepopasibHOro

npuvema gakiatacBupa B 403MpoBKe 60 Mr oAMH pas B CYTKM B KOMBMHaUuMK ¢ narnHTepdepoHom anboda

N pnbaBUPUHOM cpegHee 3HaYeHune (KOIPULMEHT U3MEHUYNBOCTH, %) MAaKCUMaNbHOM KOHUeHTpaumm (Cmax)
JaKknatacsupa coctasnano 1534 (58) Hr/mn, nnowaam nog Kpusoi "KoHueHTpauma-spema” (AUCO-244)
coctasnano 14122 (70) Hr¥*u/mn n MuHMManbHOM KoHueHTpaumm (Cmin) coctasnsano 232 (83)

Hr/mn.

BcaceleaHue:

Abcopbums bbicTpana. MakcMManbHas KOHLEHTpaUMsa gaknatacBupa Habngaertcs yepes 1 -2 yaca nocne
npuema BHyTpb. AUC, Cmax n Cmin B KpOBM ABAAIOTCA 40303aBUCMMbIMU, CTabU/IbHbIN YPOBEHb

AaKknaTacsMpa B Naa3me KpoBu Habtogaerca Ha 4 AeHb NPpUMEHeHUs npenapaTta Npu npueme BHyTpb 1 pa3 B
CYTKM. UccnepoBaHus He BbIABUAN Pa3nnymii B GapMaKoKUMHETMKe npenaparta y 60abHbIX renatnutom C u
3/10pOBbIX A06p0oBObLEB. MiccnenoBaHus in vitro, NpoBeAeHHbIe C YeN0BeYEeCKUMM KneTkamum Caco-2, NnoKasanu,
yTO AaknaTacBup ABaseTca cybctpatom ana P-rankonpoTenHa (P- gp).AbcontoTHas 6Moa0cTynHOCTb NpenapaTa
cocrasnfaet 67%.

B nccnepoBaHuAxX Ha 340pP0BbIX ,£I,06DOBO}1bLI,aX 6b110 YCTaHOB/IEHO, YTO O,CI,HOKpaTHbIlz npuem gaknatacsupa 60



Mr yepes 30 MUH Noc/sie NpUema NULLY C BbICOKUM coaepykaHnem xupa (okono 1000 Kkan c coaeprkaHMem Kupos
oKoso 50 %) cHukaeT Cmax npenapaTa B Kposu Ha 28% 1 AUC Ha 23% .

Mpuvem npenapaTa nocae Aerkoro npuema nuwm (275 Kkan ¢ cogepkaHmem Knpos 0Kono 15%) He nsmeHan
KOHUEHTpaLuio npenapaTta B KpOBM.

PacnpedeneHue:

O6bem pacnpegeneHuns gaknaracsmpa (Vss) nocne o4HOKpPaTHOro BHYTpUBEHHOTO BBegeHMa 100 mMKr npenapaTa
coctasnaet 47 n. CBaA3b ¢ 6e/IKaMu NaAa3mbl He 3aBUCUT OT A03bl (M3y4aemblit guanasoH ot 1 mr go 100 mr) un
cocrtasnsaet 99%.

Memab6onusm:

B nccnepgoBaHusX in vitro ycTaHOB/IEHO, YTO AaKnaTacBup sBaseTcsa cyberpatom nsodpepmenTa CYP3A,
npu atom CYP3A4 sBnsetcs ocHoBHoM nsodpopmoit CYP, oTBETCTBEHHOM 3a MeTabonnsm npenapara.
MeTtabonuTbl c cogeprkaHnem 6onee 5% OT KOHUEHTPALMM UCXOAHOTO BELLECTBA OTCYTCTBYHOT.

BoisedeHue:

Mocne nepopanbHOro npMema 340p0BbIMM A06POBOAbLLAMWN OAHOKPATHbIX 403 AaKNaTacBMpa, MEYEHOTo
paanoakTMBHbIM yrnepogom C14 ([14C)- naknatacsup), 88% Bcen paaMOaKTUBHOCTM BbIBOAUAOCH C Kanom (53% B
HensmeHeHHOM Buae), 6,6% BblAENANOCh C MOYOM (NPEUMYLLECTBEHHO B HEM3MEHEHHOM BUAE).

MNMocne MHOroKpaTHOro npuema gaknaaracsmpa BrC-mHoUuMpoBaHHbIMM NaUMEHTAMK, NEPUOL,

noyBbiBEAEHUA AaKNaTacBMpa Bapbuposan ot 12 go 15 4. Y naumneHTos, KOTopble NPMHMMANMU

Jaknatacsup B Tabnetkax 60 mr ¢ nocieayowmm BHYTPUBEHHbIM BBeaeHuem 100 mkr [13C, 15N]-aaknaTtacsupa,
obwnin KnnpeHc coctasnan 4,24 n/u.

MayueHmeol c HapyweHUem hyHKYUU novex:

CpaBHeHue BenmunHbl AUC y naumeHToB ¢ MHpekumei BIC n HopmanbHoM GyHKUMEN NoYeK (KANPEHC
KpeatnHuHa (KK) 90 ma/muH) 1 naumeHTos ¢ Hdekumei BIC c HapyleHmammn dyHKLMmn nodek (KK 60, 30 1 15
M/MUH) noKasano yesenndeHune AUC Ha 26%, 60% n 80% (HecsasaHHaa AUC - 18%, 39%, 51%) cooTBeTCTBEHHO.
Y nauMeHToB C TEPMUHANIbHOM cTaauelt 3aboseBaHUA NoYek, TpebyloLLel NpoBeaeHMA reMoanannsa,
Habntoganocb nosbliweHne AUC Ha 27% (cBA3aHHOM - Ha 20%) NO CPaBHEHMIO C MALMEHTAMM C HOPMAJIbHOM
dyHKUMelN noveK. CTaTUCTUYECKMI NONYALMOHHbBIN aHan3 naumeHToB ¢ MHdpekuunen BIC nokasan ysenmyeHune
AUC y nauneHTOB C IETKON U YMEPEHHON NOYEYHOM HeJ0CTaTOYHOCTbIO, O4HAKO BE/IMYMHA 3TOTO MNOBbIWEHUA He
ABNAETCA KIMHUYECKN

MNOKA3AHUA K NPUMEHEHMUIO:

NeyeHne xpoHuyeckoro renatmTa Cy NaLMEHTOB C KOMNEHCUPOBAHHLIM 3a601eBaHNEM NeYeHn (BKIoYas
LUMPPO3) B CAeAyOLWLMX KOMBUHaAUMAX NpenapaTa AakaaTacsump:

- C NPenapaTom acyHanpeBup 415 NauMeHToB C BUPYCOM renatuTa reHoTmna 1b;

- C NpenapaTamu acyHanpesup, NaruHTepdepoH anbda 1 pubaBMpUH - 419 NaLMEHTOB C BUPYCOM renatuTa
reHotuna 1;

- ¢ npenapaTtom codocbyBunp AN NaLMEHTOB C BUPYyCOM renatuTa 1-6.

NMPUMEHEHUE C OCTOPOXHOCTbIO:

MocKonbKy NpenapaT NPUMEHAETCA B BUAE KOMBUHMPOBAHHOM CXeMbl, KOMBUHUPOBAHHYIO Tepanuio caeayet
NPUMEHSATb C OCTOPOXKHOCTHIO NPU COCTOAHMAX, ONUCAHHBIX B MHCTPYKLUMAX MO NPUMEHEHMIO KaXKA0ro npenapara,
BXOZALLEro B COCTaB cxembl (copocbyBmp, acyHanpesnp n/mav narnitepdepoH anbda n pubasmpuH).

be3onacHOCTb NnpuUmeHeHUA KOM6MHMpOBaHHOVI Tepanun He n3y4d4anacb y nauMeHToB C 4eEKOMNEHCNPOBAHHbIMMU
3aboneBaHUAMM nevyeHKn, a Takxke y naunMeHToB Nnocsie TpaHCN/1aHTauunm nevyeHu.

CoBMecTHOe NpuMeHeHMKe npenapaTta JakanHs3a ¢ Apyrumu npenapaTamm MoKeT NPUBECTU K

M3MEHEHMIO KOHLEHTPALMM KaK AaKnaTacBMpa, Tak U AeNCTBYHOLWMX BELLLECTB APYrMX NpenapaTos

Ta6nuua 1: PekomeHAyemble CXemMbl U NPOAO/IKUTENbHOCTb NIeYEHUA AN KOMOUMHUPOBAHHOW Tepanum ¢
ucno/sib3oBaHMeMm npenaparta JaknaracBup



Mpynna nauWeHTOBNerMnMpoBaH- [NerMnMpoBaHHbIW [codocbyBup, |codocbyBup, |[pPUTOHABMP, pUTOHaBMP, cochocOyBup, totbocGyaup,
HbIA MHTe pchepoH pubaBupuH Ineaunaceup naputanpesBup, naputanpeBup, [CMMenpesup aknaTaceBup
uMHTe pchepoH lanbda, omGutaceup, ombuTtaceup
anbda, pubaBUpUH, \nacabyBup
pubaBupuH, cuMenpeBup
icochocOyBUp
12 Hepenb 12 Hepenb (ans HeT 18-12 Hegenb 6e3 |12 Hegenb C HeT 12 Hegenb Be3 (12 Hepenb 6e3

HaWBHbIX UMK C pubasupuHa pubaBupuHOM puGaBupuHa pubasupuHa
FeHoTun 1a BO3BpaTOM)
unu 24 Hepenu

Eaiigsiaiab (nocne 4acTM4HOro 12 Hepenb Ges
loTBETa UNK HEeoTBeTa pubasupuHa
Ha Tepanuio
MHTEe pche poHOM)

FeHoTun 2 12 Hepenb HeT 12 Hepenb HeT HeT HeT HeT 12 Hepenb 6e3

pubaBnpuHa

FeHoTtun 3 12 Hepenb HeT 124 Hepenu HeT HeT HeT HeT 12 Hepenb 6e3

pubasupuHa

FeHoTun 4 12 Hepenb 12 Hepens (ans HeT 12 Hepenb 6e3  |HeT 12 Hepenb 6e3 |12 Hepenb 6e3 |12 Hepenb 6e3

HaWBHbIX UMK C pubaBupuHa pubaeupuHa puGaevpuHa pubGaBupuHa
BO3BpPaTOM)

unu 24 Hepenn

(nocne YacTM4HOro

loTBETa UNK HEoTBeTa

Ha Tepanuio

MHTEe pdhe poHOM)

FeHotun 5unu 6 (12 Hepenb HeT HeT 12 Hepens Gea  [HeT HeT HeT 12 Hepenb Ge3

pubasupuHa pubasupuHa

NMPOTUBOMOKA3AHUA NPENAPATA AAK/IATACBUP

e [lpenapaT He A0/IXKEH NPUMEHATLCA B BUAE MOHOTEpPanuu;

e [MNep4yBCTBUTENLHOCTL K AaKNaTacBupy U/uam nlobomy 13 BCMoMoraTe/ibHbIX KOMMNOHEHTOB  Mpenapara;
e B KOMOBWHALMMK C CUNBbHBIMU MHAYKTOPaMK n3odpepmeHTa CYP3A4 (BCheACTBUE CHUMKEHUSA KOHLEHTPALMK
OAKNaTacBMpa B KPOBU U CHUMNKEHUA 3GPEKTUBHOCTM), TAaKUMM KaK:

- NPOTMBO3NMUIENTUYECKUE cpeacTBa (GeHUToMH, KapbamasenuH, beHobapbuTan, okckapbasenuH);

aHTMbaKTepuanbHble cpeacTsa (pudamnuunH, pudabyTuH, pudaneHTUH);

CUCTEMHbIE TTIOKOKOPTUKOCTEPOUADI (AEKCaMeTa3oH);

pacTuTenbHble cpeacTBa (NpenapaTbl Ha ocHoBe 3Bepobona npoabipasaeHHoro (Hypericum Perforatum));
e OgHOBpeMeHHOe NPpUMEHeHNe YMepeHHbIX MHAYKTopoBs n3odepmerHTta CYP3A4 npoT1BONOKasaHo npu
NMPMMEHEHMM CXEM, BK/IIOYAIOLWMX acyHanpeBup (CM. MHCTPYKUMIO Ha npenapat CyHsenpa);

e [lpy HaANYMKM NPOTUBOMOKA3aHMNI K MPUMEHEHMIO NPEnapaToB KOMBUHUPOBAHHOM Cxembl (acyHanpesmp
n/vnun narnHTepdepoH anbda+prbaBupuH) - CM. UHCMPYKYUU MO NPUMEHEHUI0 CO0MB8emcmayoujux
npenapamos;

e bepemeHHOCTb M NEPUOL NaKTaLnW;

e Bospacrt o 18 net (3pdeKkTnBHOCTb M 6e30MacCHOCTb HE U3YYeHbl).

NMPUMEHEHUE NPU BEPEMEHHOCTU U B NEPNO/, TPYAHOIO BCKAPMJ/IMBAHUA:

OTCyTCTBYIOT aA€KBaTHbIE M XOPOLLO KOHTPO/IMPYEMbIE UCCNEA0BaAHUA C yHacTMeM BepeMeHHbIX KeHLWmMH. B
NccneaoBaHUAX Ha *KMBOTHbIX MPU MPMMEHEHMM AaKNaTacBMpa B 403aX, MPEBbLIWAOWNX PEKOMEHA0BaHHbIE
TepanesBTU4Yeckue (B 4,6 pasa (Kpbicbl) 1 B 16 pa3 (Kpo/MKK)), HE OTMEYEHO HEraTUBHOIO BIMAHUA Ha
BHYTPUYTpob6HOE pa3BuTMeE N10Aa, B TO BPeMsA KaK elle 6oee BbICOKME KOHLEeHTpaumu npenapara (B 25 pas
(Kpblicbl) M B 72 pasa (Kpo/iMKK)) BbIABUAM HeraTMBHble 3G dEKTbl Kak Ana maTepu, Tak U AN naoAaa. eHwmHam
AeTopoaHOro Bo3pacTa c/ieayeT UCNOb30BaTb 3GPEKTUBHbIE MeTOAbl KOHTPALENLUMU BO BPEMSA leYeHUs
[laknaTacBMpoOM U B TeYeHue NSATU Hegeslb NOC/e ero 3aBepLleHus.

MpumeHeHMe KombuHaumu Jaknatacenp+AcyHanpesump npu 6epemeHHOCTN NPOTUBOMNOKa3aHo. HenssectHo,
NPOHMKAET M AaKNaTacBMp B rpyAHOe MOOKO. [laknatacBMp NPOHMKaA B rpyAHOE MOIOKO aKTUPYHOLWLMX KPbIC B



KOHLEHTpaLUmMaAX, NPeBbILLaoLWMX NAa3smMmeHHble MaTepPUHCKME KOHLEeHTpauuu B 1,7-2 pasa, NosToMy Ha Bpems
fledeHuns npenapatom [laknaTtacBmp KopMmaeHMe rpyabio caeayeT npeKkpaTuTh.

MpumeHeHne pMbaBMPUHA MOXKET BbI3blBaTb MOPOKU Pa3BUTUA NA0AA, BHYTPUYTPOOHYIO CMepTb M abopThl,
noaTomy cneayet cobo0aaTh TWATENIbHYO OCTOPOXKHOCTb NP MPUMEHEHUM CXEMbI TEPANUM, BKAIOYAIOLLEN
pnbaBMpuH. Heobxoanmo npenoTBpaLLeHMe HacTynaeHna 6epeMeHHOCTM KaK Y CaMUX NALUNEHTOK, TaK Uy
YKEHLLUWH, YbM NONOBbIE NAPTHEPDLI NONYYALOT YKAa3aHHYO Tepanuio. Tepanma pnbaBMprMHOM He A0MKHA
HAYMHATLCA A0 TeX NOP, MOKA NALMEHTKM, CNOCODOHbIE K AETOPOKAEHMIO, U UX NOOBbIE NAPTHEPLI MYXKCKOro Nosa
He byayT MCNONb30BaTb KaK MUHUMYM 2 3PPEKTUBHbIX METOAA KOHTPaLENLUMKM, 4TO HEOHBXOANMMO KaK Ha
NPOTAXEHUWN BCEW TepanuK, Tak U B TeYEHNE HE MEHee 6 MeCALLEB NOC/E ee 3aBepLUEHUS.

B TeueHMe 3TOro Nnepmoaa Heob6xoAMMO BbINONHATL CTAHAAPTHbIE TECTbl HA 6epeMeHHOCTb.

Mpwn ncnoab3oBaHMM NePOPaNbHbIX MPOTUBO3a4aTOUHbIX CPEACTB B KAYeCcTBE O4HOI0 U3 cnocobos
npeaynpexaeHna 6epeMeHHOCTN PEKOMEHAYETCA MCMO/Ib30BaTb BbICOKME A4,03bl MEPOPASIbHbLIX
NPOTUBO3a4aTOYHbIX CPEACTB (coaeprKalmx He meHee 30 MKI 3TUHMAICTPAAMNO/A B KOMOUHALMM C HOPITUHAPOHA
aueTaTom/HOP3TUHAPOHOM).

UccnepoBaHme MHTepPdEPOHOB B OMbITax Ha YXMBOTHbIX Obl/I0 accouMMpPoBaHO ¢ abopTUBHBbIMKU 3ddeKTamu,
BO3MOHOCTb Pa3BUTUA KOTOPbLIX Y YEIOBEKA HE MOKET ObITb UCK/ItoUYeHa. [To3ToMy NpU NPUMEHEHUN Tepannm
KaK NauMeHTKam, Tak U Ux napTHepam c/eayeT NPMMEHATb aAeKBaTHYIO KOHTpaLenumio.

CNnocob NPUMEHEHUA N O,03bl:

PexomeHOyemblli pexcum 003UpoeaHus

PekomeHgoBaHHaA go3a [aknatacempa coctasaaeTr 60 mr ogMH pa3s B CYTKM HE3ABUCUMO OT NpMemMa Nuum.
Mpenapart ciesyeT NPUMEHSATb B COYETaHUM C APYTMMU NeKapCTBEHHbIMM Npenapatamu (cm. Tabauuy 1).
PekomeHaauum no Ao3am APYrux JeKaPCTBEHHbIX NPENapaToB CXeMbl AaHbl B COOTBETCTBYIOLLNX MHCTPYKLUMAX MO
MeAULMHCKOMY NMPpUMeHeHUto. Tepanusa peKoMeHayeTcs KaK naluueHTam, paHee He NoJyyYaBllunm nedyeHne
XpOHMyeckoro renatuta C, Tak 1 ¢ npealectsytowein HeapPeKTUBHOCTbIO Tepanmu.

U3meHeHue 03bl U NPUOCMAHOBKA mepanuu

Mocne Havana Tepanuu n3smeHeHue A03bl npenapata [JakanH3a He PeKOMeHA0BaHO.

[lna nsmeHeHna A03bl APYrMX IEKAaPCTBEHHbIX MPEnapaToB cXemMbl HEOBXOANMMO 03HaKOMMUTLCSA C
COOTBETCTBYHOLLMMU UHCTPYKLMAMM MO MEAULIMHCKOMY NpumMmeHeHuto. Cheayet nsberatb npepbiBaHUA eYeHUs;
04HAKO B C/y4ae, ecn npepbiBaHune nedeHuns 1obbim NpenapaTtom cxembl HE0H6X0AMMO MO NPUUYNHE BO3HUKLLMNX
HexenaTesIbHbIX peakunii, NPMMeHATb npenapaT JaknnH3a B BUAE MOHOTEpanuu He cieayer.

Bo Bpems neyeHns HeobxoaMMO NPOBOANTL MOHUTOPUHT BUPYCHOM Harpysku (Kkonmndectso PHK BI'C B Kposu
naumeHTa). NaumeHTbl C HeaLeKBATHbIM BUPYCOIOTMYECKMM OTBETOM B XOZ,E JIEYEHUA C HU3KOMN CTENEeHbIo
BEPOATHOCTM A0CTUTHYT YBO, TakKe y 3TOM rpynnbl eCTb BEPOATHOCTb Pa3BUTUS PE3UCTEHTHOCTU. [peKpalleHne
NleyeHna pekoMeHAyeTcs y NaLMeHTOB C BUPYCOOMMYECKMM NPOpPbIBOM - yBennyeHue ypoBHa PHK BI'C 6onee
yem Ha 1 log1o OT NpeaplAyLLErO YPOBHA.

Mponyck do3bi

B cniyyae nponycka npvema oyepenHoi Ao3bl npenapata JakanH3a Ha cpoK go 20 yacos NaumneHTy cneayet
NPWHATb NpPenapaT Kak MOXHO CKopee 1 ganee NpuaepKnMBaTbCca CXOLHOM CXeMbI TEPanuu.

Ecnv npu nponycke Ao3bl npoLwno 6onee 20 YacoB OT NJIAHUPYEMOro BpeMeHM NprMema npenaparta, naumeHTy
cnegyeT NPonycTUTb NPUem 3TOM A03bl, C/ieAyroLLas A03a npenapaTa 401XKHa 6bITb NPUHATA B COOTBETCTBUMU C
NCXO4HOWM CXeMOW Tepanuu.

MayueHmeol c HapyweHuem pyHKYUU no4yex
N3meHeHWa [03bl Y NAaLMEHTOB C MOYEYHOM HeAO0CTaTOUYHOCTbIO /1060 cTeneHn He TpebyeTcs.

MayueHmel c HapyweHuem hyHKYUU rneyeHu

N3meHeHMA 03bl Y NALMEHTOB C NeYEHOYHON He40CTaTOYHOCTbIO He TpebyeTcs.

B nccnepoBaHusax npu nerkon (knacc A no wkane Yanng-Moto), ymepeHHoi (Knacc B no wkane Yanna-Meto) n
Taxenoh (knacc C no wkane Yanna-MNoto) neyeHoYHOM HeA0CTaTOYHOCTM He Obl/I0 BbIABAEHO 3HAYMMbIX
n3MeHeHMn papMaKoKMHETMKKN npenapaTa. IPPeKTUBHOCTb U 6H@30NaCHOCTb NPUMEHEHMA NpKU
OEKOMMNEHCMPOBAHHOM NeYeHOUYHOM Hef0CTaTOMHOCTM He YCTaHOBAEHa.



Conymcmeyrowjasa mepanus

CunsHble uHeubumopul usogepmeHma 3A4 cucmemol uumoxpoma P450 (CYP3A4).

Jo3y npenapara JaknuH3a cnegyet cHu3uTb A0 30 Mr 0auH pa3 B CYTKU B Cy4ae O4HOBPEMEHHOro
NPUMEHEHMA C MOLLHLIMWU MHTMBUTOpamu nsodpepmeHTa CYP3A4 (ucnonb3osatb Tabnetky 30 Mr; He cregyet
pa3nambiBaTb Tabnetky 60 mr) (cm. pasaen «BsaumogelicTeme ¢ ApyrMMn NeKapcTBEHHbIMKW NpenapaTtamm 1
apyrve popmbl B3aumoaencTeus»). O4HOBpeMeHHOE NPUMEHEHNE MOLLHbIX U YMEePEHHbIX MHIMBUTOPOB
nsopepmeHTa CYP3A4 npoTMBOMNOKA3aHO Npu NPUMEHEHUM CXEM, BKOYatOWMX npenapat CyHBenpa.

NOBOYHOE AEACTBME:

Mpenapat JaknaTacBup NPMMEHSETCA TObKO B COCTaBe CXeM KOMBUHUpOBaHHOW Tepanuu. CneayeT
03HAaKOMMTbCA C NOBOYHBIM AEMCTBMEM JIeKAapPCTBEHHbIX NPEnapaToBs, BXOAAWMX B CXEMY IEYEHUS, A0 Hayana
Tepanuu. HexkenatenbHble 1€KapCTBEHHbIE peakunn (H/1P), cBfizaHHble C NPUMEHEHWEM acyHanpeBupa,
narvHTepdepoHa anbda u pubaBMPUHA, ONUCAHbI B MHCTPYKLMAX MO NPUMEHEHUIO AaHHbIX NPENapaTos..

KaK v Bce IeKapcTBeHHble cpeacTBa [aknaTacBnp MOXKeT Bbi3biBaTb NoboyHble 3dpdeKTbl (He y BCex).
Mpu NpuHATUM NpenapaTa [aknatacBup B codeTaHum c codpocbyBupom (c nnm 6es pubasmnpurHa) 6biam
3aperucTpupoBaHbl cieaytowme noboyHble 3 PeKTb:

OueHb YacTo (MOXKeT BO3HUKaTbL 6bonee, yem y 1 13 10 nauuneHToB)
e ros0BHaA 60/b, TOLIHOTA, YCTaNOCTb

Yacto (MoxeT npoBnsaTbca MmeHee, Yem y 1 13 10 naumneHToB)
e  CHMMEHWe anneTtuta,
e  [/I0XOM COH
e  MUrpeHb
e  TOJ/IOBOKPYXKEHUE
e 0AbIWKY
e 3y[, CYXOCTb KOXM, Heobbl4HasA NOTEPS UM UCTOHYEHME BOJIOC, CbiMb
e aunapen, 6011 B BEPXHEN NONOBUHE KMBOTA, 3aM0p, B3AYTUE KMBOTA XKENYAKA UM KULLEYHWKA, XKIKeHNe
n3Kora, pBOTa
e  Kalesb, 3a/10XKEHHOCTb HOCA, CYXOCTb BO PTY
e 60K B cycTaBax, 6011 B MbllLLAXX (He npu pusnyeckol Harpyske)
e penpeccus, 6ecnoKoNCTBO, pa3aparkUTENbHOCTb
e aHemus

CNnocob NPUMEHEHUA N O3UPOBKA
MpenapaT [lJaknatacBup He A0/KeH UCNONb30BaTbCA B BUAE MOHOTEpanuu.

MpenapaT NpUMeHAeTCcs No 04HOM TabneTke B AeHb B YCTAHOBAEHHON fo3e 60 mr B yTpeHHee BpemsA. TabneTky
He/b3A Pa3KeBblBaTb MW BCKPbIBaTb, HEOHXOAMMO r10TaTh LLE/IMKOM, 3annBas He6obWMM KONMYECTBOM BOAbI.
Mprem neKapcTBa He 3aBUCUT OT BPEMEHM MPUEMA MULLM U MOMKET OCYLLECTBAATLCA, KaK BO BPEMA efbl, TaK U
nocne.

Kypc neveHmns AoMKeH ycTaHaBNMBaTh Bpay. OH »Ke ycTaHaB/AMBaEeT 403y, NPOBOAUT ee KOPPEKTUPOBKY, ecau
napannenbHO NPUHUMAIOTCA APYr1e Npenaparsbl, Mewalowme 4eNcTBMIo npenaparta Jaknatacsump.

Mpenapat Bceraa AoMKeH NPUMEHATLCA B KOMMJIEKCE C APYTMMW 1EKapCTBEHHbIMU CPpeaCcTBaMK, Hanpumep:
pubasupunHom, Cosanbam (codocbysup), narnHTepdpepoHom anbda. Kypc nedeHns moxKeT NnpoaoKaTteea oT 12
[0 24 Heaenb 1 yCTaHaBAMBaETCA Jieyallym BPaYyoM, B 3aBUCMMOCTM OT 0cobeHHoCTel NpoTeKkaHuna 3aboseBaHms
y nauueHTa.

Ecnv BO Bpems Kypca Tepanuu ¢ NpuMeHeHnem AaKaaTtacBupa nosBuancb NoboyHble adpdekTbl 1 1 2 cTeneHm
TAXKECTU, ciegyeT NPOAO/IKUTL MPUEM NpenapaTa B 06bIYHOM pexkunme. Mpu 0CNOKHEHUAX BbICOKOM CTEMEHM
TAXKECTU NN HeapHEKTUBHOCTU lIeYeHUs Kypc HeobxoaMmo NpepBaTh.



KoppeKTupoBKa A03bl He TpebyeTca y Ntoaen, 4OCTUTWNX 65-1eTHero Bo3pacra, y NauneHToB C NoYeYHoM,
neyeHOYHOM HeA0CTaTOYHOCTBIO U LMPPO30M NEYeHMU.

[aknatacBup He NCNOb3YeTCA AR NeYEHUA AETEN, TaK KaK HET NOHbIX AaHHbIX O €ro BANAHUKN Ha AETCKUN
OpraHu3m.
HeobxoaMmo ncnoab3oBaTb afeKBaTHbIE METOAbI KOHTPALLENLMKN B Te4eHMe 5 Hegenb nocne
3aBepLueHmna Tepanum [Jaknatacsupom.
B/IMAHUE HA CMNOCOBHOCTb YNMPAB/IATb TPAHCMOPTHbIMU CPEACTBAMWU, MEXAHU3MAMMU
UccnenoBaHU BO3SMOXKHOMO BAUAHUA NPUMEHEHUA NpenapaTta Ha CNOCOHOHOCTb YNPaBAATb TPAHCMOPTHLIMM
cpeacTBamm 1 paboTtaTtb C MeXaHM3MaMM He NPOBOAMAOCL. ECIM NaLMEHT UCNbITbIBAET rOJIOBOKPYKEHME,
HapyLleHMe BHUMAHUA, HEYETKOCTb/CHUMKEHNE OCTPOTbI 3peHus (gaHHble HE oTMeyanumcb Npu MCNoib30BaHUK
CXeMbl 1eYeHua ¢ NarHTepdepoHom anbda), KoTopble MOTYT NOBAUATL HAa CMOCOBHOCTL K KOHLLEHTPALUK
BHMMaHMA, eMy CnefyeT BO34EePKaTbCA OT yNpaBAeHUA TPAHCNOPTHBIMU CPEACTBAMM M MEXAHU3MAMM.
YCNoBUA XPAHEHUA:
lpu memnepamype He gbiwe 30 °C.
XPAHUTb B HEAOCTYNHOM /19 AETEW MECTE.
CPOK rOAHOCTU:
2 200a. He npumeHames npenapam no ucmeyeHuu CPOKa 200HOCMU, YKA3AHHO20 HA YNAKOBKe.
NPOU3BOAUTE/Ib:
Mylan Pharmaceuticals Private Limited
I" M Ia n Plot Ne1-A/2, MIDC, Industrial Estate

y Taloja, Panvel, Raigad (Dist)

Maharashtra-410 208, India
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