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MHUHUCTEPCTBO 3/IPABOOXPAHEHUSI POCCUHCKON ®EJEPALIMU

Buumamenvno npouumaiime smy Hucmpykyuio neped mem, KAk Hau4amv Npuem 3moeo
nexapcmea.
e Coxpanume Hucmpykyuio, ona mosicem nompebosamocs 6H0Gb.
e FEcauy Bac 6osnukiu éonpocwi, obpamumecs Kk 6payy.
e Dmo nexapcmeo naznaveno 1uvHo Bam, u e2o ne ciedyem nepeoasamv Opyeum JIuyam,
NOCKONBKY OHO MOJICEM NPUYUHUMb UM 6ped 0adice NpU HAIUYUU MeX Jce CUMNMOMOBE,
ymo u 'y Bac.

UHCTPYKIUSA
O MEJMIIMHCKOMY INPUMEHEHHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Z[aKJlnma@ (Daklinza®)

PEI'MCTPAIIMOHHBIM HOMEP:

TOPI'OBOE HAUMEHOBAHME: llaxnuma@(Daklinza@)
MEKAYHAPO/IHOE HEITATEHTOBAHHOE HAUMEHOBAHME: Jlaknaracsup
JIEKAPCTBEHHAS ®OPMA: TabneTku, MOKPBITHIE JICHOYHONH 000J10UKO#

COCTAB

Kaxnas Tabnerka, mokpeiTast I1€HOYHOU 000JI0UKOM, COJICPIKUT:

Axmuenoe éeugecmeo: naxknaracsupa auruapoxiaopus 33,00 mr wim 66,00 Mr cooTBeTCTBEHHO (B
nepecuere Ha gakiaracsup 30,00 mr u 60,00 mr).

Bcnomozamenvuvie 6ewyecmea: nakroza 57,75/115,50 mr, 1emmono3a MUKpOKpHCTAUIMYECKast
47,85/95,70 mr, xpockapmesioza nHatpust 7,50/15,00 mr, kpemuus juokcua 1,50/3,00 wr,
marnus creapatr 2,40/4,80 mr, oGonouka Onaapaii® senenwiii (runpomenosa 3,6/8,9625 wr,
tutana jauokeny 1,698/4,2825 mr, makporon-400 0,48/1,35 Mr, alrOMUHHUEBBIH JIaK HA OCHOBE
unaurokapmuna (FD&C Blue #2) 0,12/0,255 mr, okcua sxkenesa xénteii 0,102/0,150 mr)
6,00/15,00 mr.

OIIMCAHHUE

Tabnemku 30 me: IlaTuyronbHble JIBOSKOBBITYKJIbIE TaOIETKH, IOKPBITBIE IUIEHOYHOM
000104KO#i 3ej1eHOr0 1BeTa, ¢ rpaBUpoBKoi «BMS» Ha oxHO# cropone u «213» Ha apyroi
CTOpPOHE.

Tabnemxku 60 m2: llaTuyronbHble JBOSIKOBBINYKIJIbIE TaOJIETKH, HOKPBITHIC IUICHOYHOI
000JI0YKO#H CBETJIO-3€JICHOr0 1iBeTa, ¢ rpaBupoBkoil «BMS» Ha oaHoii cropone u «215» Ha
JIPyroi CTOpOHeE.

DOAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA
IIpoTHBOBHPYCHOE CPEICTBO
Koo ATX: JOSAX14

®APMAKOJIOTMYECKHUE CBOMCTBA

dapmako/IMHAMHKA

Jlaknaracsup npejcrasiseT co0ol BBICOKOCTIEHH(PHYHOE CPEACTBO MPSIMOrO JAEHCTBUS MPOTHB
supyca renatura C (BI'C) u ne obnanaer BelpakeHHON aKTHBHOCTBIO NMpoTuB npounx PHK u
JIHK cozepkaiux BUpYyCOB, BKIIOYas BUpYC HMMYyHoieduimta yenoseka (BUY). Jlaknaracsup
ABJIAETCS MHTMOMTOPOM HecTpyKTypHOTO Oemnka SA(NSSA), MHOrOQYHKIIMOHATIBHOTO TIPOTENHA,




HeoOxoaumoro Juis perummkauun BI'C, u takum oOpa3oM mopaBiseT ABa 3Tana XHU3HEHHOTO
uKiIa BUpyca — permmkaunio BupycHoil PHK u cOopky BupmonoB. Ha ocHOBaHMH JaHHBIX,
HOJIYYCHHBIX in Vifro, U JaHHBIX KOMIBIOTEPHOIO MOJICJIMPOBAHHUS MIOKA3aHO, YTO JIaKJIaTACBUP
B3auMojieHcTByeT ¢ N-KOHIIOM B mpeaenax JjoMeHa | Oenka, KOTOpbIH MOMKET BbI3bIBATh
CTPYKTYPHbBIE HCKQKEHHS, MPEISTCTBYIONHE peanu3anuu Gynkuuii 6enka NSSA. YeranoBieHo,
YTO Ipenapar sBJIseTCs MOIIHBIM TAHTCHOTUITHYECKMM HHIHOMTOPOM KOMIUIEKCA peIuIMKaluu
Bupyca renatuta C resorunos la, 1b, 2a, 3a, 4a, 5a u 6a co 3HaueHUsAMH SPPeKTHBHON
koHuenrpanuu (50 % cumwxenue, ECso) OT NUKOMOJISIPHBIX JI0 HU3KUX HaHOMOJSIpHBIX. [Ipm
KJIETOYHBIX KOJIMYECTBEHHBIX aHalM3ax peruimkoHoB 3HavyeHus ECso jpakiaracBupa BapbUPYIOT
ot 0,001 no 1,25 M npu renorunax la, 1b, 3a, 4a, 5a u 6a u ot 0,034 10 19 HM npu renorune
2a. Kpome Toro, naknaraceup uHrubupyer Bupyc rematuta C renoruna 2a (JFH-1) npu
3Hauenun ECso, paaom 0,020 uM. Ilpu renorune la y uHOUUIMPOBAHHBIX MAIUEHTOB, HE
MOJIy4aBIIUX paHee JICYCHHs, OJJHOKpaTHas Jio3a JakjiatacBupa 60 Mr nmpHBOJMUT K CpeiHEMY
CHUIKEHUIO BUPYCHOW Harpy3ku, M3MepeHHoi uepe3 24 vaca, Ha 3.2 logio ME/mi.
Hccnenopanus Ha KyJbType KIJIETOK Tak)Ke IMOKa3alid YCHJIEHHE TPOTHBOBHPYCHOTO JCHCTBHUS
npernapara Ipi COBMECTHOM NpPHUMEHEHHH ¢ uHTepdepoHoM aibdha u MHrHOMTOpaMH IPOTeasbl
NS3. nenyxieosuanbiMu uurubutopamu BI'C NSS5B, nykneosuansimu ananoramu NS5B. Co
BCEMHM INEPEYHMCICHHBIMH TpyINIaMH @pernapartoB He ObUI0  OTMEYEHO aHTaroHu3ma
IPOTHBOBUPYCHOTO 3 dekTa.

Pe3ucTeHTHOCTD B KYJbTYpe KJIETOK

3amMeHbl AaMMHOKHCIIOT, BbI3bIBAIOLIME PE3UCTEHTHOCTD K JlakiatacBupy y renotunos BI'C 1-6, Obiin
BBIJICJIEHBI B KJIETOYHOHM cUcTeMe peruiMkoHa v HabGmopanuch B N-repmunanbHoi obmactu 100
amuHoKucaoTHOro octatka NSS5A. L31V u Y93H saeasuch yacto HabmonaembiMu B reHotune 1b, a
3amenbl M28T, L31V/M, Q30E/H/R u Y93C/H/N Oblniu yacto HabJ0JaeMbIMM B TreHOTHIIE la.
Enunuynbie  3aMe€Hbl aMMHOKHMCIOT B L€JIOM  BbI3bIBAIOT HHU3KMH ypPOBEHb PE3UCTEHTHOCTH
(ECso<'1 uM ana L31V, Y93H) nns renoruna 1b u Gosnee BbICOKME YPOBHM PE3UCTEHTHOCTH JUIsl
redoruna la (1o 350 uM ans Y93N). IIpyHUMIB BOBHUKHOBEHHS! PE3UCTEHTHOCTH B KIIMHUYECKON
npakTHKe ObIIM CXOJHBIMM C TPUHLMIIAMH BO3HMKHOBEHMSI PE3UCTEHTHOCTH, HAOIIOJAEMBIMK in
vitro.

Pe3ucreHTHOCTH B KIIMHHYECKHX HCCIeTOBAHUSIX

Iphpexm ucxoonozo nonumopgusma BI'C 6 omeem na mepanuio

B xoz1e npoBeIcHHOTO MCCIIE/IOBAHUS CBS3H MEXKJYy €CTECTBEHHO BO3HUKAIOUIMMH HCXO/IHBIMH
3ameHamu NSSA (monmumopdusM) U UCXOI0M JieueHHUs: ObUIO YCTAHOBIICHO, UTO BiusiHHe NSSA
oJIMMOp(pU3Ma 3aBUCUT OT CXEMbI TEPATTHH.

Tepanus kombunayuei oakiamaceup+acynanpesup

B xumnnyeckux wuccnenoanusx II-11I ¢aser sddextuBHOCTE KOMOMHALMU Oakiamaceup+
acynanpesup OblI1a CHHKEHa y nanueHToB, vHGuuupoanubsix BI'C renoruna 1b ¢ HCXOAHBIMU
3ameHaMH NSSA L31 w/mnmu Y93H. 40% nauuenrtoB ¢ 3amenamu NSS5A L31 (F, I, M umu V)
w/uma Y93H nocturamm ycroituuBoro Bupycosiorudeckoro orsera (YBO12) no cpaBHeHHIO ¢
93% nanmenToB 0e3 HaHHBLIX BUAOB nojuMmopduisma. McexoaHas pacnpocTpaHeHHOCTh 3aMeH
NSSA L31 u Y93H cocransina 14%; 4% - nna L31F/I/M/V ornensno, 10% - nos Y93H
ornenbio u 0,5% - L31F//M/V + Y93H. N3 Bcex ciyuyaeB BHPYCOJIOTMYECKOMN
HeapdexkTuBHOCTH TpH MCeX0HOM 3ameHe NSSA y 15 % 6buia toasko L31F/I/M/V, y 38 % -
Tobko YO3H uy 2 % - L31F/I/M/V + Y93H.

Tepanus kombunayuei daxnamaceup+cogocoyeup




B KIMHMYECKHX HCCIIEJIOBAHMAX Y [AllMEHTOB, IOJyYaBUIMX TEPANMIO JaKJIaTaCBUPOM H
coocOyBupom ¢ uinu Oe3 pubasupuna B TedeHue 12 wim 24 Henenb, HCXoAHbd NSSA
OJIMMOP(PU3M B aMHHOKHCIIOTHBIX TO3UIUAX, CBS3aHHBIH C YCTOMYMBOCTBIO K JIAKIaTaCBHPY
Habmonancs y 19 % nauuentos (11% renorun la, 20% rexnorun 1b, 90% renorun 2, 16%
resotun 3, 67% renorun 4 u 100% renorun 6) ¢ AOCTYIMHBIMH HUCXOJHBIMH JIAHHBIMH. DTH
nosmmMopdusmbl NSSA Brimouanu 3amenst M28T/V, Q30E/H/L/R, L31M nmu Y93C/H/L/N/S y
nanuenToB ¢ reqotunoM la; R30K/M/Q, L31M wim Y93H y nauuenTtoB ¢ resotunoM 1b; F28L
win L31M y nauuenTos ¢ renotunom 2; M28V, A30E/K/S/T/V, L31M nim Y93H y nauueHTos
¢ resotunoM 3; L28M wim L30R y namuentoB ¢ reHotunom 4; F28M/V u R30S y nanuenTos ¢
IE€HOTHUIIOM 6.

Cymmapnbiii npouent YBO12 y mauuentoB ¢ wim 6e3 mexomnoro nomumoppusma NSSA B
nonoxenusix 28, 30, 31 uwaum 93 cocrabisn 88% u 96%, COOTBETCTBEHHO. Y MNAalMEHTOB 0e3
nMpposa redeHun ¢ wiu 0e3 wcxomHoro NSSA  nonumopdu3Ma HaOMIOJANCS BBICOKHI
yCTOWYMBBIN BUpycojorudeckuit orser: 95% u 99%, CcOOTBETCTBEHHO. VY NAIMEHTOB C
LMPPO30M NedeHu ¢ mwin 6e3 ucxoxHoro NSSA nomumopduzma YBO12 cocraisn 53% u 85%,
coorBercTBeHHO. Y 10 mamMeHTOB C LUPPO30M Ie4eHH ¢ HedP(YEKTUBHOCTBIO Tepaluu
cnenupuyeckune ucxoanbie NSSA nmomumopdu3mbl HaOMIOAATUCE B CIEAYIONIHMX MOJOKCHUSAX:
M28T (n = 1), L31IM (n = 2, xnacc B mo Yaiina-Ilst0) 1 Y93N (n = 1) y nauuesToB ¢
resotunoM la; A30K (n = 1), Y93H (n = 3) u A30T (n = 1) y nanueHToB ¢ reHOTHIIOM 3; H
L3IM (n = 1, xnace C no Yaiing-ITeio) y manuenta ¢ resotunoMm 2. Bee onucannbie NSSA
3aMeHbl JiIs reHOTHIOB la, 2 u 3 Bbi3biBaM 100-KpaTHOE CHU)KEHUE aKTUBHOCTH JIaKjIaTacBHpa
in vitro, 3a uckaouenueM 3aMmenbl A30T, koropas Obuta 3aHKCHpPOBaHa TOJIBKO HCXOHO, HO HE
B MOMEHT Heyjaud. M3 14 maneHToB ¢ IMPPO30M IEYEHH Y KOTOPBIX HE OBUIO MCXOIHOTO
noauMopusma NSS5A, y 6 narmentoB 6bu1 uppo3 kinacca C no Yadina-I1sro.

B Xo/ie KIMHUYECKHX MCCIIe/IOBAaHUH Y MalMeHTOB B UcxoaHoi NSS5B nociie1oBaTelbHOCTH HE
o110 3adgukcupoBano 3amenbl S282T, BbI3bIBaroOLIe YCTOWYHBOCTE K cohocOyBHPY.

Tabauua. Bausanue ucxoouvix NS5A nonumopgpuzmos (6 nonosxcenusx 28, 30, 31 unu 93) na
YBOI12 y nauuenmos c¢ unu 6e3 uCX00HO020 WUPPO3A, NOJAYHASUIUX MEPANUIO
oaxknamaceupom u cogpocoysupom c unu oe3 pubagupuna 12 — 24 nedenu.

Ypoens YBO12 y nanuenton ¢ NSS5A
M0CJIeI0BATEIHLHOCTHIO
C wu3BeCTHBIMH HMCXOAHBIMH | Be3 H3BeCTHBIX HCXOJHBIX
NSSA nosmmmoppuzmamu NS5A nosaumopdusmosn
B nenom 102/116 (88%) 469/489 (96%)
[TarueHThI ¢ TUPPO30OM 11/21 (52%) 77/91 (85%)
I'enotun la 2/6 (33%) 42/48 (88%)
I'enotun 1b 0 12/12 (100%)
['enoTun 2 5/6 (83%) 0
I'enorun 3 2/7 (29%) 22/30 (73%)
I'enorun 4 2/2 (100%) 1/1 (100%)
[TaruenTe! 6e3 nuppo3a 83/87 (95%) 350/353 (99%)
I'enotun la 24/24 (100%) 186/186 (100%)
I'enorun 1b 11/11 (100 %) 42/42 (100 %)
I'enorun 2 27/27 (100 %) 3/3 (100%)




I'enorun 3 19/23 (83%) 118/121 (98%)
I'enorun 4 2/2 (100%) 1/1 (100%)

Tepanus kombunayuei oakiamaceup+acynanpesup+ns2unmepghepon arvgha+pubasupun

VY nanmeHTOB, KOTOPBIM IPOBOIMIOCH CEKBEHMPOBAHUE JI0 Hayaljla JICYCHHUs, B MCCIIEOBAHUN
JlaHHoW KomOuHauuu, y 11% mnanueHToB MMENUCh HUCXOJHBIE 3aMEHBI, CBSI3aHHBIE C
PE3UCTEHTHOCTHIO K JakiaracBupy. 90% mnamuentoB jpocturaun YBOI12, y 2,4% nanuenToB
Obuta HeBHpycosiormueckass Hed(pGekTHBHOCTH H y 7,2% manueHToB  Habiozanach
Bupycojorudeckas HedpdekTuBHOCTH (y 2,4% NalMEHTOB ¢ T€HOTUIIOM la MMEIUCh 3aMEHbI
NSS5A-L31M u y 2.4 % — NS5A-Y93F nHa ucxoaHoMm ypoBHe; y 2.4% NalUeHTOB ¢ T€HOTUIIOM
1b umenach 3amena NSSA-L31M Ha UCXOHOM ypOBHE).

Tepanus kombunayueti dakiamaceup+nseunmepgpepon anvgha+pubasupun

Ucxoaubiit NSSA nonmumopdusMm, NpUBOSAIIMNA K TOTEpe YyBCTBUTEIBHOCTH K JIaKJIaTACBUPY in
vitro (remotun la: M28T, Q30H/R, L31M/V, Y93H/N; renorun 1b: L31M, Y93C/H; renorun 4:
L28M, L30C/R, M31V), nabmomancst y 7 % mnauuentoB ¢ BI'C renoruna la, 16% — y
nanueHToB ¢ BI'C renoruna 1b u 63% y naimueHToB ¢ reHOTHIIOM 4, HE IOJIy4aBIIUX paHee
nedyenus. bonpmuHCTBO manmeHToB (56% c renorunom la, 75 % c renotunom 1b u 83% c
reHoTunoM 4) ¢ ucxoausiMu NSSA nonumopduzmamu jocturian YBO12.

PDapMaKOKHHETHKA

dapMaKkOKHHETHYECKHE CBOMCTBAa JlaKjaTaCcBHpa OICHUBAJIUCH Y B3POCIBIX  3/10pPOBBIX
JIOOpPOBOJIBIIEB M TAIIMEHTOB C XpoHHuecKod wuH(ekuueir Bupycom rematuta C. Ilocie
MHOTI'OKPAaTHOTO IEpOpaIbHOTO MpUeMa JakjiaracBupa B J03upoBke 60 Mr oJMH pa3 B CyTKH B
KoMOWHaMu ¢ 1maruaTepdepoHoM anbdha U puOaBUPUHOM cpeaHee 3HadyeHUe (KodpHUIUEHT
U3MEHUYUBOCTH, %) MakcuMaibHOM KoHIeHTpauuu (Cmax) JlaKiIaTacBUpa  COCTaBIISUIO
1534 (58) wur/mn, miomamu nox kKpuBoi “koHueHTpanus-BpeMs’ (AUCo.244) cOCTaBISUIIO
14122 (70) ureu/mi 1 MUHUMaTbHOM KOHIIEHTpaUU (Cmin) cocTanisuio 232 (83) Hr/mir.

Bcacviganue

Abcopbuus ObicTpas. MakcuMasbHas KOHIIGHTpAIMsl JlakiartacBupa HaOmogaercss uepes
1-2 yaca nocie npuema BHYTpb. AUC, Cpax B Cmin B KPOBH SIBISIIOTCS J10303aBHCUMBIMH,
craOuibHasi KOHIIEHTpallMs JakjiaTacBupa B IJ1a3Me KpoBH HaOmoaaeTcst Ha 4 IeHb IPUMEHEHHUs
npenapara Mpu Ipueme BHYTpb 1 pa3 B cyTku. MccinenoBanusi He BBIABHIIM DPas3jiMyuii B
(dapmakokuHeTuke Tnpernapata 'y OonbHbIX renmatutoM C W 370pOBBIX  J10OPOBOJIBLEB.
Wccnenosanus in vifro, nmpoBe/ieHHbIE ¢ yelloBedeckMMH kieTkamu Caco-2, mokaszaiu, 4To
JlakyiartacBup  sBisiercss  cyoOcrparom  juist  P-romuwkonporemna (P-gp). AbGcomortnas
OMO0CTYITHOCTH Ipenapara coctanisieT 67%.

B uccnenoBanusx Ha 3/10pOBBIX JOOPOBOJIBIAX ObUIO YCTaHOBIJIEHO, YTO OJHOKPATHBIA IpUEM
naxsiaracsupa 60 mr uepe3 30 MUH 1OCIIe IpUEMa MHIIH ¢ BLICOKUM COJIepyKaHHeM JKHupa (0KOJI0
1000 Kkan ¢ conepxanueM x)upoB okojio 50%) camxkaer Cmax penapata B KpoBH Ha 28% u
AUC na 23%. Ilpuem npenapara mnocie jerkoro npuema numm (275 Kkan ¢ coaepxxanuem
KHPOB 0KOJIO 15 %) He N3MEeHsT KOHIEHTPALMIO IIperapara B KpOBH.

Pacnpeodenenue

Ob6bem pacnpenenenus jgakiatacBupa (Vss) mocie OJHOKPATHOINO BHYTPUBEHHOTO BBE/ICHUS
100 Mmxr npenapara coctaBisier 47 1. CBsa3b ¢ OejgkaMH IUTa3Mbl HE 3aBHCHT OT JI03bI
(u3yuaemsbrii nuanazon ot 1 mr jgo 100 mr) m cocraBiser 99%. B uccnenoBauusix in vitro
YCTQHOBJIEHO, 4YTO JaKJIaTacBUp CHOCOOEH IMpPOHMKATh B TeNATOLUTHl 3a CYET aKTHMBHOIO




(perMyIIECTBEHHO) HJIM TaCCHMBHOTO TPAHCHOPTA. AKTHBHBIA TpPaHCIIOPT OCYIIECTBIISIETCS
OenkaMu-TpaHCIopTEpaMu OpraHUYECKHX KaTHOHOB OCT1 " JPYyTUMH
HEHJICHTU(UIIMPOBAHHBIMH ~ TPAHCIOPTEPAMH, 3a HUCKIIOUEHHEM  O€JIKOB-TPaHCIOPTEPOB
oprannyeckux anuoHoB (OAT) 2, narpuii-raypoxonar korpancrnoprsoro noaunentaaa (NTCP)
WJIM TPAHCTIOPTHBIX MOJIMIIENTH/I0B opranrndeckux anuoHoB (OATP).

Memabonusm

B wucciieIoBaHusIX in vitro yCTaHOBIICHO, YTO JAKJIATaCBHp sBIsieTCs cyOcTpaToM n3odepMeHTa
CYP3A, npu srom CYP3A4 ssiusercs ocHoBHOW wuzodpopmoit CYP, orBercTBeHHOH 3a
Metaboau3M npenapara. MerabonuTsl ¢ coepkanueM 6osiee 5% OT KOHIIEHTPALUK UCXOJ/IHOTO
BEIIECTBA OTCYTCTBYIOT.

Buiseoenue

ITocne mepopasibHOro npueMa 370pOBbIMH JI00POBOJIBLIAMH OJHOKPATHBIX J103 JlaKjaTacBHpa,
MeYeHOro panuoakTHBHBIM yriepogoM C14 (['*C]- naxnaracsup), 88% Beeil paMOaKTHBHOCTH
BBIBOJIMIIOCE ¢ KaioM (53% B HeuwsmMeHeHHOM BHAE), 6,6% BBIACISUIOCH € MOYOM
(IperMyIIECTBEHHO B HEU3MEHEHHOM BHJIE).

[Tocne mHOrokparnoro npuema gakinaracsupa BI'C-mHuuumpoBaHHBIMH NallMEHTaAMU HEPHOJ
MOJTyBBIBEJICHHS JlTaKIaTacBHpa BapbupoBai oT 12 10 15 4. YV nmanueHToB, KOTOpbIE NPHHUMAIH
nakiaraceup B Tabnerkax 60 Mr c mocieayromuM BHYTpUBEHHBIM BBejaeHueMm 100 Mxr
[*C, '®N]-naknaracBupa, o6umii kupenc cocrasisi 4,24 n/4.

Iayuenmel ¢ napyuiernuem yHKyuu nouex

Cpasnenne Bennunabl AUC y nmanuentoB ¢ undekmueit BI'C u HopmanbHOM (QyHKIHEH moYek
(xmapenc kpearunuHa (KK) 90 mu/mun) u nanuentoB ¢ undeknueir BI'C ¢ nHapymenusmu
¢yuxun novek (KK 60, 30 u 15 mu/mun) nokazano ysenuuenune AUC Ha 26 %, 60 % u 80 %
(necsizannas AUC - 18 %, 39 %, 51 %) cooTBeTcTBEHHO. Y TAIlMEHTOB C TEPMUHAILHOM
crajueit 3aboseBanus novek, Tpedyrolel mpoBeIeH s reMo/Inain3a, HabIr0aJI0Ch MOBBIICHHE
AUC na 27 % (cBs3annoit — Ha 20 %) 1m0 cpaBHEHUIO C NAIlHEHTaMH ¢ HOPMAJIbHOM (yHKIHEH
noyek. CTaTHCTUYECKUH TOMYJISIMOHHBIH aHanu3 mnanueHtoB ¢ uHdpeknueidr BI'C mnokxasan
yBennueHue AUC y nanMeHToB C JIETKOW M CpeJIHeH CTENeHH MOYEYHOW HEeJI0CTaTOYHOCTHIO,
OJIHAKO BeJWYMHA OSTOr0 TIOBBIIIEHHS HE  SBISETCS KIMHUYECKH 3HAUYUMOM  JuIs
(apMaKOKMHETHKH JaKiaTtacBupa. BBUIY BBICOKOH CTENEHH CBSI3bIBAHMS JaKJIaTacBUpa C
OenkaMu, IPOBEJCHHE I'eMOJIMaM3a HE BJIMSET HA €ro KOHUEHTPaUuio B KpoBU. M3Menenus
JI03bI IIpenapara y malueHTOB C OYEUHOH HEJ0CTaTOYHOCTRIO He TpeOyeTcsl.

Iayuenmel ¢ napyuwienuem ynkyuu nevenu

Uccnenosanus (apMakOKHHETHKH JakiatacBupa B Jio3e 30 Mr NIpOBOJMIM € Yy4YacTHEM
nmanueHToB ¢ renmaturom C ¢ JIGTKOH, CpeHEed M TSOHKEJIOW CTENeHbI0 IeUYCHOYHOH
HenocraroyHoctu (knacesl A-C no Yaitna-I1ei0) B cpaBHeHMH ¢ nandeHTaMH 0e3 HapylleHHs
¢yukuuu nedyenu. 3HayeHuss Cmax 1 AUC maxmatacBupa (cBOOOJHOIO U CBSI3aHHOTO ¢ OesIKkaMHu)
ObUIM HMIKE IIPU HAJTMYUU NEYEHOYHOM HE0CTATOYHOCTU MO CPABHEHHMIO CO 3HAUEHHUSIMH HTUX
nokasareneil y 370pOBBIX JA0OPOBOJIBIEB, OJHAKO JAHHOE CHUIKEHUE KOHIEHTpAlMH HE OBbLIO
KIIMHUYECKH 3HAYMMBIM. OTCyTCTBYyeT HEOOXOIMMOCTh W3MEHEHHs JI03bl IIpernapara y
NAIUEHTOB C HAPYIIEHHOW (PyHKIIMEH MeueHn.

Hoostcunvie nayuenmol

B KIMHHYECKHMX MCCIEJI0OBaHUSX TPUHUMAIM YYacTHE TMAlUEHThl MOXKUJIOr0 BO3pacrta
(65 ner u crapme). 3meHenus: papMakOKMHETHKH, a Takxke npoduiei r3¢pdexkTuBHOCTH U
Oe30macHOCTH Ipernapara y MoKWIbIX MallueHTOB He HaOI01a1oCh.



Ilon
Hab6monarores pasimuus B o0mem kimperce (CL/F) naxnaracsupa, npu stoM CL/F y xenmun
HIDKE, OJTHAKO JJAHHOE Pa3JInYHe HE SIBJISIETCS KIMHMYECKH 3HAYMMBbIM.

INOKA3AHUSI K IPUMEHEHUIO

Jleuenne xponmueckoro rematura C (XI'C) y B3pociablx B KOMOMHALMM C JIPYTHMH
JieKapCcTBEHHBIMU TIpenapatamu st teuenust X1'C.

INMPOTUBOIIOKA3AHUS

e [lpenapar He JODKEH NPUMEHSITHCS B BUJIE MOHOTEPAIINH;

e [MIepuyBCTBUTENBHOCTh K JIAKJIATacBUPY W/MIM JHOOOMY M3 BCIIOMOTrarelbHbIX
KOMITOHEHTOB Iperapara;

e B xomOuHanmu ¢ cwibHbIMH HHJyKTOpamu u3opepmenta CYP3A4 u tpancnoprepa P-
TJIMKONPOTeMHA (BCJIE/ICTBUE CHW)KEHMsI KOHIIEHTpPALMU JlaKjiaTacBUpa B KpPOBH H
CHIKeHUs (P (HEKTUBHOCTH), TAKMMH KakK (KOTOpPbIE BKJIIOYAIOT, HO HE OIPaHUYMBAIOTCS
HIJKETIePEUUCIIEHHBIMH JIEKAPCTBEHHBIMHU CPE/ICTBAMH):

- TIPOTHBOAMMIENTHYECKHE cpejacTBa (penutonH, kapbamaszenuH, (enodbapobura,
OKcKapOasernuH);

- anTuOaKTepuabHble cpeicTBa (pudamnuiut, pudadyTuH, pudaneHTHH);

- CHCTEMHBIE ITIOKOKOPTUKOCTEPOH/IBI (JIeKCaMeTas30H);

- pacTuTelibHble CpeJcTBa (mpenaparbl Ha OCHOBE 3Bepo0osi IPOJBIPSBICHHOIO
(Hypericum Perforatum))

e [lpy HajmMuuMKM TPOTHBOIOKA3aHWI K TNPHMEHEHHIO IIpernapaTtoB KOMOMHMPOBAHHON
cxeMbl (acyHampeBup u/uiau maruaTepdepon anbda, pubaBupun, codocOyBup) — cm.
UHCMPYKYUU NO NPUMEHEHUIO COOMBEMCMBYIOUJUX NPEenapamos;

o Jleduumr iaKTasbl, HENEPEHOCUMOCTh JIAKTO3BI, NTFOKO30-TaJIaKTO3HAask MaTbabcopOIus;

e bepeMEeHHOCThb M NMEPHOJ JIAKTAllUH;

e Bospacr g0 18 ner (3¢ pexTuBHOCTL M 6€3011aCHOCTL HE U3YYEHBI).

C OCTOPOKHOCTBIO

ITockobKy Tpernapar MpUMEHSETCS B BHAEC KOMOWHHUPOBAHHOHW CXeMbl, KOMOMHHUPOBaAHHYIO
TEPAIUIO CIIEIYET MPUMEHSTh C OCTOPOIKHOCTBIO TPU COCTOSIHUSIX, OMCAHHBIX B MHCTPYKIUAX
110 IIPUMEHEHHIO KaXKJI0T0 Iperapara, BXOSIIEro B cocTaB cxembl (coocOyBHp, acyHAIPEeBUP
u/unmm mruaTepdepon anbpa u pubaBUpUH).

CoBMecTHOE NpuMeHeHne npenapata Jlakmmnza® ¢ ApyruMu mpenapataMi MOKET NPUBECTH K
U3MEHEHHIO KOHIICHTpPAIlMM Kak JlaKjaTacBUpa, TaK W JEHCTBYIOIIUX BELIECTB JPYIHX
npenaparoB (cM. paszen «B3auMoelcTBre ¢ IPYrUMH JIEKAPCTBEHHBIMH IIpErapaTaMuy).

NPUMEHEHUE IIPU  BEPEMEHHOCTHM W B IIEPUOJ TIPYJHOI'O
BCKAPMJIMBAHUSA

bepemennocme

OTCyTCTBYIOT aZIeKBaTHBIE U XOPOIIO KOHTPOJMPYEMBIE UCCIIEIOBAHUS ¢ yJaCTHEM O€pEMEHHBIX
xeHIuH. McenenoBanuss Ha OJKMBOTHBIX IIpM  IPUMEHEHHH JIaKjlaTacBHpa IIOKa3aylnd
HMOPHOTOKCHYECKOE M TepaToreHHoe aeicrue. lloreHumanbHbli pUCK  Juld  YellOBEKa
nemspecteH. Ilpenapar Jlakmuza® mpoTHBONOKAa3aH BO BpeMsl GEPEMEHHOCTH M JKEHIMHAM,
KOTOpBIE HE MPHMEHSIOT KOHTpaueniuio. JKeHImMHaM JeTOpOJHOro BO3pacTa CleAyeT
UCTIONIE30BaTh A(()EKTUBHBIC METOJbl KOHTpALENIUMU BO BpEMs JICUEHHs IpPENnapaTroM

Jlaxmuu3a® u B Teuenue 5 HeleNb MOCHIE €10 3aBEPLICHHUS.



IIpumenenne xkomOMHaLMU IpenapaToB, COJAEpKallel JakiaTtacBHp, INpH OEpeMEHHOCTH
IIPOTHBOIIOKA3aHO.

JUis  nospoOHBIX peKOMeHJAalMi, Kacaroumxcss OepeMEeHHOCTH M KOHTpaleNnuuu  JUis
KOMOMHUPOBAaHHBIX CXEM TEpalMu - CM. HHCTPYKLIMU IO MPUMEHEHHIO COOTBETCTBYIOIIUX
Ipernaparos.

I'pyonoe eckapmnueanue

Hewn3specTHO, IPOHUKAET JIM JAKJIaTaCBUP B IPyAHOE MOJIOKO. JlakiiaTacBUp NPOHUKAT B IPYAHOE
MOJIOKO JIaKTUPYIOIIMX KPBIC B KOHICHTPALMSX, MPEBBIIAIOIINX TUIA3MEHHBIE MaTEPUHCKUE
KoHIeHTpanuu B 1,7-2 pasa, o3ToMy Ha BpeMs JieueHus npenaparom Jlakminza® kopmieHne
I'PYABIO CIIEJTYEeT MPEKPATUTb.

CIIOCOBb IITPUMEHEHMUSA U 1035l

Pexomenoyemotii pexicum 003uposanus

PexomenioBanHas j103a npenapara Jlakinunsza® cocrasisier 60 Mr 0JiiH pa3 B CYTKH HE3aBHCUMO
OT npuema nuiu. TabJeTKu Hy)KHO NporiaThbiBaTh HEJIUKOM. TabJaeTku He CleayeT KeBaTh WU
u3menbuath. [Ipemapar ciaegyer NpUMEHSTH B COYETAHMHM C JIDYTHMH JIEKQpCTBEHHBIMHU
npernapatamMu  (cM. TabnMIy Huke). PekoMeHjanuu 10 J103aM JIpYTUX JIeKapCTBEHHBIX
IIpernapaToB CXE€Mbl JJaHbl B COOTBETCTBYIOIIMX MHCTPYKIHMSAX MO MEAMIIMHCKOMY ITPUMEHEHHUIO.
Tepanusi pekoMeHJlyeTcsi Kak IallMeHTaM, paHee He I1OJyYaBIIAM JICUCHHE XPOHUYECKOTO
renaruta C, Tak U ¢ npeamecTByionei Hea)(HeKTUBHOCTHIO TEPaITHH.

®

Tabauua. Pexomendyemvie  cxemst  mepanuu  npenapamom  Jaxknunza®  npu
ucnonv3osanuu 6 003e 60 M2 00uH paz 6 CymKu 6 COCMage KOMOUHUPOBAHHOU
mepanuu 011 nayuenmos, uHguuuposannvix BI'C unu c¢ couemannoi
ungpexuyueit BI'C u BUY'

Pesxknm/ I'enorun BI'C/ Ionyisinusi nanueHToB IIpopo/KkHTEILHOCTD

Jakaaracsup + codocdyBup

I'enorunsr 1, 2, 3, 4; 12 nenenn

nanueHTsl 0e3 HUppo3a NeueHH, Kak paHee He IMOJIydyaBIlne
JeyeHue  XpoHumyeckoro rematuta C, Tak H €
npeecTByomei Hea)PEeKTUBHOCTHIO Teparun’

Jakaaracsup + codocdyBup + pubaBHpHH

I'enotune 1, 2, 3, 4; 12 Henenb

NAUMEHThl C IUPPO30M rnedeHH (kinacebl A uinu B no Yaiina- | Tepanus gakiaracBUpoM U
ITp10), KaKk paHee He MOJIy4aBUIME JICUEHHE XPOHHYECKOro | codocOyBupom 0e3
renatuta C, Tak U ¢ npeamecTByomei HeaGGeKTHBHOCTHIO | pubaBUprHA MOXET
Tepanuu’ paccMaTpuBaThCs JUIst

[MAlUEHTOB C HUPPO30M
neyeHu kiacca A mo Yaita-
[1br0.

Jlns renoruna 3 BO3MOXKHO
NpojUleHue Tepanuu Jo 24
HeJellb, C  NPUMEHEHHEM
pubaBupuHa uim 0e3.

I'enortunsl 1, 2, 3, 4; 24 Henenun

HAlMeHThl ¢ 1uppo3oM nedenu kinacca C no Yaitng-Ilsto, | Jlns IIAIHEHTOB c




KaK paHee He I10JIyYaBIIHne JeYEHUE XPOHUYECKOr0 renaTuTa | HenepeHOCHMOCTBIO

C, TaK u ¢ npeamecTByionmel Hed(pYEKTHBHOCTBIO Tepanuu’ | pubaBHpHHA MOXET
paccMaTpuBaThHCS Teparnus
JTAKJIaTaCBUPOM "
coocOyBupom 6e3
pubaBupuHa B TeueHue 24
HeJIelb.

I'enotunsr 1, 2, 3, 4; 12 Henenn

NAlMEHThl T10C/Ie TPAHCIUIAHTALMH TIEYEHH C PElMIHBOM

unpexuu BI'C

JlakiaTacBup + acyHanpeBHp

I'enorun 1b; 24 nenenun

nmanuMeHThl  0e3 1nuppo3a WIM ¢ KOMIEHCHPOBAaHHBIM

LUPpPO30M, Kak paHee He I[OJIyyaBIIHE  JICYCHHE

xponudeckoro rematuta C, Tak W ¢ NpeIIIECTBYOIIEH

HEdDHEKTHBHOCTBIO Tepariu’

JakaaracBup + acynanpesup + mruarepdepon ajnbpa + pudaBupun

I'enorum 1; 24 nenenu

nmauuMeHThl 0e3 1uppo3a WIM ¢ KOMIEHCHPOBAHHBIM
IUPPO30M, KaK paHee He IOJydyaBIIHE JICYCHHE
Xponudeckoro renatuta C, Tak W C IpeIIIECTBYIOIIEH
Hed(GPEKTHBHOCTHIO Tepanuy’

Jakaaracsup + mruarepgepon anabpa + pudbaBupun

I'enotumn 1; 24  Henmenu  IPUMEHEHUS

JlaKJlaTacBUpa B KOMOMHaIMU
nanuMeHTsl 0e3 nMppo3a WIM ¢ KOMIIEHCHPOBAHHBIM

c 24-48-HeeNbHBIM
IIUPPO30M, paHee He MOJTyYaBIIHe TEPATTUIO

IIPUMEHEHHEM

morunteppepona  anbdha u
pubaBupuna.

I_ Pexomendayuu no oosuposanuio y nayuenmos ¢ couemannoi unghexyueii mo2ym omauNamocs 6
3a6UCUMOCIU O NPUMEHACMOU AHMUPEeMposUpycHoll mepanuu. Pexomenoayuu no usmeHeHuio 003bl Cm
6 paszoene «Bzaumooeticmesue ¢ Opyeumu 1eKapcmeeHHbIMU RPEnapamamiiy.

2 - Hesgppexmusnocme npeovioyuell mepanuu pudbasupuHom u n3eunmeppeponom anvgha. Pesicum
oaxnamaceup/cogpocyosup ¢ unu bez pubasupuna mosicem ovims PeKOMEHOOBAH MAKICE OISk NAYUCHMOB
¢ npedutecmesylouyeit Heyoauei pedcuma, cooepaicaujeo uneuoumop npomeazel (HII).

3_ Ecnu xax na 4-t, max u na 12-ii nedene nevenus y nayuenma ne obnapyoicusaemcs: PHK BI'C, ciedyem
npoOONdICams Mepanuio 6cemu mpems. npenapamamu kKomounayuu 6 mevenue 24 nedenv. B ciyuae eciau
nayuenm oocmuzaem cocmosinus, ko2oa naoniooaemces: omcymemeue PHK BI'C, no monvko na oonou u3
YKazanHoi nedenw (4 wiu 12), mo no sasepuienuu mepanuu ¢ oakiamaceupom (24 neoenu), Heobxo0uUMo
npoooadicams mepanuio n2unmepheponom arvpa u pubasupunom 0o 48 neoenw.

Cyrounas no3a pubaBupuHa IIpU IPUMEHEHUH €r0 B KOMOWHAIIMHK C JIAKJIATACBUPOM 3aBUCHT OT
Macchl Tena namuenTa u cocrasiser 1000 Mr i1 nanueHToB ¢ Maccoi Tena <75 kr uim 1200 mr
JUIsl IAIMEHTOB C MAcCOM Tema > 75 Kr (CM. HHCTPYKIHIO Ha puOaBHpPHUH).

Jlns nmanmeHToB ¢ mmppo3oM nedeHd kinaccoB A, B wimm C mno Yaing-ITeto, a taxke mpu
perauBe uHpexmuu BI'C nociie TpaHCIUIAHTAMK [E€YEHH pPEKOMEH/yemas HadajabHas



cyTouHas j03a pubaBupuHa cocrapisier 600 Mr Bo BpeMs elbl. B ciydae yn0BIeTBOPUTEIBLHOM

MEPEeHOCUMOCTH HAaYaJIbHOU JI03bl, /1032 pUOABUPUHA MOXKET OBITH IOCTENEHHO yBEJIHYEHA JI0

1000-1200 mr/cytku (B 3aBHCHMOCTH OT Beca — Oosiee wim MeHee 75 kr). B ciyuae

HEYJIOBJIETBOPHTEIILHON TEPEHOCHMOCTH HAuyallbHOW JI03bl, 71032 pUOaBHpHHA JOJDKHA OBITh

YMEHBIIEHA 110 KIMHHYECKUM TTOKa3aHHsSIM Ha OCHOBAHWH H3MEPEHHUS! YPOBHS IeMOrjao0HHa H

KJIMpPEeHCa KpeaTuHUHA (CM. TabJIMIly HUXKeE).

Tabauua. Pexomenoyemvie 00361 pubdagupuHa npu NPUMEHEHUU COBMECMHO C
npenapamom Jlakaunza® 0na nayueHmoe ¢ WuUppo3OM UIU  ROCIE
MPAHCHIAAHMAYUU NeYeHU.

Jannsie aabopamopnsix | Pekomenoyemasn 0o3a pubagupuna

nokasamenei/Knunuveckue kpumepuu

['emornobun

>12 r/man 600 mr/cyTkn
>10 no <12 r/nn 400 Mr/cyTku
>8.,5 1o <10 r/mn 200 mr/cyTku

<8.5 r/mn

[TpuocTanoBKka Tepanuu pudaBUPUHOM

Knupenc kpeatnuuHa

>50 Mi/mMuH Cnenyiite pexkoMeHIALUsM  BbINIE  JUIS
reMorjao0uHa

>30 no <50 mu/mMuH 200 mr yepe3 JieHb

<30 MJI/MHH WM FeMOHAIN3 [TpuocranoBka Tepanuu pudaBUPUHOM

H3zmenenue 003v1 U npuOCMaHo06Ka mepanuu

Ilocle Hauana Tepanmuy M3MeHeHMe 7103kl npenapara Jlakmuuza® ne pexomengoBano. Ciexyer
u30erath IpepbIBAHHUS JICYCHHUS; OJIHAKO B CJIydae, €CIH IIpepbIBaHHE JIEYECHHs JHOOBIM
npernaparoM CXeMbl HEOOXOAMMO 10 TPUYMHE BO3HHMKIIMX HE)KEIaTeIbHBIX PEaKIMd,
npuMeHsTh npenapar Jlakamuza® B BH/Ie MOHOTEPANMH MIIM TOJILKO C PUOABMPHHOM HE CIIE/IyET.
MasnoBeposiITHO, YTO MAlMEHTHhl C HEJOCTATOYHBIM BUPYCOJIOTMYECKMM OTBETOM Ha JICYECHHUE
JIOCTUTHYT ~ yCTOMYMBOro BHpycojiorndeckoro oteera (YBO); s Takux INalMeHTOB
PEKOMEH/IyeTCsl TpeKpalleHrue Tepanud. PeKoMeHJaluu 10 MPEeKpalleHuIo Tepanud Ui
pEe)XKUMOB makiaracBup + codocOyBup, HakjaracBup + acyHanpeBHp, JakjaTacBHp +
acyHarpeBup + maruaTepdepoH anbpa u pubaBUpPHH OTCYTCTBYIOT. 3HaueHusi ypoHs PHK
BI'C, npu KOTOPHIX MHHIIMMPYIOT MPEKpaIleHne TEepanuy JaKiaTacBUPOM, MATHHTEPHEpOHOM
anb(a u pubaBUPUHOM, NPE/ICTABICHBI B TA0JIUIIE HUXKE.

Tab6nauna. ITIpuHOMOBI NPHOCTAHOBKH  TepanmuM /IS NANHEHTOB, IOJIYYaI0IMHX
aakjgaracsup, mruareppepon aabdpa wu  pubdaABHPHH ¢  HeaJeKBATHBIM
BHPYCOJIOTHYECKHM OTBETOM.

PHK BI'C JlelicTBUE

4 nenens nevenus: > 1000 ME/mn

[TpuocraHoBUTH npueM JlaKJIaTacBupa,
mruarepdepona anbda u pubaBupuna

12 nepens nedenus: > 25 ME/mn IIprocTanoBUTH npueM JlaKJIaTacBupa,

mruaTepdepona anbha u pudaBupuHa




24 nenenst neyenus: > 25 ME/mn [IpuocranoBuTh npuem maruatepdepona anbha u
pubaBuprHa (Tepanuio JIaKJIaTaCBUPOM
3aBeplIaloT Ha 24 Hejele)

IHponyck 003wt

B ciyyae npomycka npuema oudepeHOi 103kl npenapara Jlakimnza® Ha cpok g0 20 uyacos
NAlUEHTy CJIEAYET MPUHATH Mpenapar Kak MOXKHO CKOpee M Jlajee MPUICPIKUBATHCS HCXOTHON
cxeMbl Tepanuu. Eciu npu npomnycke 10361 npoiwio 6osee 20 4acoB OT IMJIAHUPYEMOT0 BPEMEHHU
npHeMa Ipernapara, HalUeHTy CJeAyeT MPOIMYCTUTh IMPUEM OTOH JI03bl, ClEaylommas a03a
npenapara J0JkHa ObITh IPUHATA B COOTBETCTBHH C UCXOIHON CXEMOM Tepanuu.

Iayuenmel ¢ napyuwienuem yHKyuu novex
V3MeHenus 103b1 y MAllMEHTOB € MOYEYHOI HEIOCTATOYHOCTHIO JIIOOOU CTEIeHU He TpedyeTcs.

Iayuenmesl ¢ HapyuieHuem QyHKUUU nevenu

W3meneHuss J03bl y DAIMEHTOB C TMEUECHOYHOH HEJIOCTaTOYHOCTHIO He Tpedyercs. B
uccaenoBaHusX IpH Jierkoi (kinace A no Yaina-I1s10), ymepennoii (knacc B nmo Yaiina-11s10) n
Tsokenoit (kmacc C mo Yaina-I1bio) medeHOYHOM HEJIOCTATOYHOCTH HE OBUIO BBISIBICHO
3HAYMMBbIX U3MEHEHUH (papMaKOKMHETHKH Ipernapara.

Conymcmeyroujaa mepanus

Cunvnuvre uneubumopuol uzogepmenma 3A4 cucmemor yumoxpoma P450 (CYP3A4)

Jlosy mupenapara Jlaknuuza® ciemyeT cHuM3MTH 10 30 Mr OJMH pa3 B CYTKH B Clydae
OJIHOBPEMEHHOI'O IIPHUMEHEHHMS] € CHJIbHBIMM uHruOuTOopamu wu3odepmenta CYP3A4
(ucriosb3oBath Tabnerky 30 Mr; He cieayer paziambiBaTh Tabsierky 60 wmr) (cm. pasmen
«B3aumoeiicTBHE ¢ APYrUMHU JIEKApPCTBEHHBIMHU TIperiapaTaMu»).

Ymepennvie unoyxmopur usogpepmenma CYP3A4

Jlo3y npenapara Jlakiunza® cnemyer ysemuunts 10 90 Mr omMH pa3 B CyTKH (TpH TaGIeTKH
30 mr unm oxna tabnetka 60 Mr m oaHa tabierka 30 Mr) NpH OJAHOBPEMEHHOM IPHUMEHEHHH
yMepeHHBIX HMHAYKTOpoB u3odpepmenta CYP3A4 (cm. pasnen «B3aumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMHU TIperapaTamMmu).

NNOBOYHOE JIENCTBUE
Ilpenapar Jlakimuuza® npuMeHsieTcss TOJBKO B COCTaBe CXeM KOMOMHHPOBAHHON TeparluH.
Crnenyer 03HAKOMHUTBCSI ¢ TMOOOYHBIM JICHCTBHEM JIEKAPCTBEHHBIX IpErapaToB, BXOJAIIUX B
cXemy JieyeHMs, J0 Hadana Tepanuu. HexenatenbHble JexapcTBeHHble peakiuu (HJIP),
CBSI3aHHBIE C IpUMeHeHHeM cogocOyBupa, acyHamnpeBupa, mdruaTepdepona ambha u
pubaBHpUHA, ONUCAHBI B HHCTPYKIIUSX 110 TPUMEHEHUIO JTAHHBIX MPETaparoB.

be3onacHOCTh IpUMEHEHHUs JIaK/IaTaCBUpa OLIEHUBAIACH B KIIMHUYECKUX HCCIIEIOBAHUSIX
y TAlHEHTOB ¢ XpoHuyeckum renatutoM C, mosyuasmmx 60 mr npenapara Jlaknunza® 1 pas B
JIeHb B KOoMOMHamuu ¢ coocOyBHpPOM; acyHamnpeBUpOM W/WiH TN ruHTepdepoHoM anbha u
pubaBupuHoM. JlanHbple 10 0€30IaCHOCTH NPHUMEHEHHs TMPEJCTaBICHbl HHXKE 10 peXKuMaM
JICYCHHUSI.

axknamaceup + acynanpeeup

besonacHocTh NpUMEHEHHs JjakiiaTacBUpa B KOMOWHAIIMK C aCyHANPEBUPOM OLEHHBAIAch B 4-X
UCCIICZIOBAHUSAX CO Cpe/iHeH IPOJIOJDKHTENIbHOCTBIO Tepanuu 24 Hexenu. Haubonee
pacnpoctpaneHHbIMH (wacrota 10% wu Bemme) HJIP, HabmiomaeMbIMH B KIMHHYECKHX
WCCJIE/IOBAHUSAX TIPU  HCIOJIB30BAaHUHM CXEMbl Tepanuu JaKjiaracBUp+acyHarpeBup, ObLIH



rosioBHass Oonb (15%) u nosbimenHas yromisemocts (12%). bonbmmuacrso HJIP Gbum
c1abbIMH M YMEPEHHBIMH MO TKECTH. 6% NAlMEHTOB HCIBITAIN Cephe3HbIe HEXejaTelbHbIe
spiienus (CHS), 3% nanuenToB npekpaTwin sedeHue 1o npuurne BozHukaoBenust HJIP. Tlpu
5TOM Haubojiee pacnpocTpaHEHHBIMH HexenaTelbHbIMH sBieHusMHA (HS), npuBomsmummu k
NPEKPALCHHUIO JIEYEHHs, OBbUIM TNMOBBIILICHHE AKTHBHOCTH allaHuHamuHOTpaHcdepassl (AJIT) u
acnapraramuHoTpancdepassl (ACT). B kiuHHYECKOM HCCIEIOBAaHUM TEpaIMu JIaKJIaTacBHp +
acyHanpeBHp BO BpeMs nepBbIX 12 Hexenb Jieyenusi vactora coobuiaemoir HJIP Obuia
AQHAJIOTMYHONW MEXIY IallMeHTaMM, TMOJY4YaBIIUMHU IU1anebo, ¥ NalMeHTaMHu, MOJydYaBIIHMU
yKa3aHHYIO Teparuio.

HJIP, Bo3nukaBmme y >5 % mnanueHTOB ¢ XpoHHUYecKMM renaTutoM C [pH NpPUMEHEHHH
KOMOHMHALIMY JIaKJIaTaCBUP + acyHanpeBUp, NpeJcTaBieHbl Hike. Yactora Bo3HukHOBeHus HIIP
IIpHBEJICHA B COOTBETCTBUHU CO IIKaJIOH: odeHb yacTo (> 1/10), wacto (> 1/100 u <1/10).

Ilo6ounbie peakuuu®

Hapymenusi o cTopoHbI HEPBHOI CHCTEMBI

OueHb yacTo I ["onoBuas 6ok (15%)
Hapymenusi co cTOpOHBI KeJIy/104HO-KHIIEYHOI0 TPAKTA
Yacro Jnapes (9%), Tomnora (8%)
O6mmue pacerpoiicTBa
Ouensb yacro Yromnsemocts (12%)
JlabopaTopHble H HHCTPYMEHTAILHBIE TAHHbIE
Yacro [ToBbimenune aktuBnoctu AJIT (7%), noBeinenue
aktuBHoctH ACT (5%)

“ — nobounvie peaxyuu, ces3b KOMOPHIX C NPUMEHEHUEM NPENapama no Kpainel mepe 603MOJCHA.

Obweounennvie Oannvie no HeCKOJIbKUM UCCTeO08AHUSIM.

Hesxenarenpbuple peakiliy, BO3HMKAIOIIHE MeHee 4eM y 5% MalMEeHTOB € XPOHHUECKHM
renatutoM C 1pu NpUMEHEHMH KOMOMHALMM JaKJIaTaCBHp + aCyHAlpPEBHUP: KOXKHAS Chillb,
KOYKHBIH 3YJ1, ajlonenus; 303MHO(UINS, TPOMOOLUTONICHHUS, AaHEMHSL; TTOBBIIICHHE TEMIIEPATYPbI
TeJa, HeJIoMOoranue, 03H00; OecCOHHHIA; CHUKCHUE amleTHTa, JUCKOM(OPT B KHUBOTE, 3arop,
0oJib B BepXHeil 4acTH )KMBOTA, CTOMATHT, B3/{yTHE )XHBOTA, PBOTA; MOBbILICHHE apTEPUATILHOTO
napjienust; 0oib B CycTaBax, PHUIHAHOCTH MBI, Ha30(papuHrUT, 0GOJb B POTONIOTKE;
TIOBBIICHHE AKTHBHOCTH TIaMMa-rio0yauHTpancdepaspl, menounoi ¢ocedaraspl, Jmnasbl,
TUNoanbOyMHUHEMHS.

Jaknamaceup+coghocoysup

be3omacHocTh nmpuMeHEHHMs JakiaTacBHpa B KOMOMHAIMH ¢ co(ocOyBMpPOM OIEHHBANach B
KIIMHUYECKHUX HCClIeIoBaHusaX ¢ ywyactueM namuenTom ¢ BI'C reworunos 1, 2, 3, 4 wim 6,
BKJIIOYas nanuenToB ¢ xkoumHpexuueir BI'C u BUY, nanneHToB ¢ BBHIpOKEHHBIM LIUPPO30OM, a
TAK)Ke ManueHToB ¢ peuuauBoM HHpekuun BI'C  nocne  TpaHCIUlaHTallMM — NIEUEHH.
IlponomkurensHocTs  Tepanuu  coctaBimsiia 8, 12 wm 24 wemenn.  HawmGonee
pacnipoctpanenHbiMH HJIP (wacrora 10% wu Bbiue) Obutn noBbimeHHas yromiisemocts (19%),
rosioBHas 601k (15%) u Tomnora (11%). boabimmucTeo HIIP Gbutn ciiabbiMu 1 YMEPEHHBIMH 110
TsokecTH. Y 5% mnanuentoB Obuin 3apeructpupoBanbl CHSI.  Uerbipe npoleHTa NalueHToB
NpeKpaTuik JieyeHue 1o npuunne H, Toabko y 01HOro M3 KOTOPHIX 3TO pacleHEHO Kak
MMEIOIIEE OTHOIIEHUE K UCCIIC/lyeMOM Tepamnu.
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HJIP, Bo3umkaBimme y >5 % mnanueHToB ¢ XpoHHYeckuM rernatutoM C INpu NpPUMEHEHUH
KomOuHanmu jaxnaracBup + codocOysup (¢ unu 6e3 npuMeHeHus: pubaBUpHHA), IPEACTABICHbI
ke, Yacrora BosuukHoBeHus HJIP mpuBeseHa B COOTBETCTBHH CO INKAJIOW: OYEHb 4acTo (>
1/10), wacto (> 1/100 u <1/10).

Cucremsl
OpraHoB/4acrora
Bo3HuKHOoBenus HJIP

ITo6ounbIe peakuuu®

pakjaracsup+ cogocdyBup +
pubaBupun ’

naksaaracBup + copocdysup °

Hapymenusi co cTOpoHbI KPOBH H JIHM(ATHIECKOI CHCTEMBI

QueHpb YacTo

AHeMus

Hapymenusi co cTopoHbI 00MeHa BemecTB H MUTAHUS

Yacto

CHU)XEHHE aImneTuTa

Hapymenus ncuxuku

Yacto

becconnuia,
pa3ApaxKMTEeILHOCTD

Becconnuna

Hapymenml €O CTOPOHBI HepBHOﬁ CHCTEMBbI

QOueHp 4acTo

["'onosHas 6011b

I"'onosHast 6016

Yacro ["'on0BOKpYKEHHUE, MUTPEHD ["'onoBOKpyXeHUE, MUTPEHD
Hapymenus co cTOpoHbI cOCy/10B
Yacro «ITpunuBeI»
Hapymenusi ¢o0 CTOPOHBI /AbIXaTeJbHOH CHCTEMbI, OPraHOB TIPYAHOH KJETKH H
cpeaocTeHHs
Yacto Opplka, OJIBIIIIKA npu
(du3ngeckoi Harpyske,
Kallesib, 3aJI0)KEHHOCTh HOCa
HapymieHust co CTOPOHBI JKeJIYJ0YHO-KHIIEYHOT0 TPAKTA
OueHb 4acTo Tomnora
Yacro Jlnapesi, ppota, 60J1b B )kuBoTe, | Tomuora, mauapes, Ooibp B
ractpos3odareaibHas KUBOTE
pedirokcHast 00Jie3Hb, 3arop,
CYXOCTh BO PTY, MET€OPH3M
HapymeHust co cTOPOHBI KOKH M IOJKOKHBIX TKAHEH
Yacrto Cplnib, anonenwus, 3y/i, CyXocThb
KOXH
HapymeHust co cTOPOHBI CKeJIeTHO-MbIIIEYHOI H COeITMHUTEIbHON TKAHH
Yacro boins B cycraBax, Oonb B | boimb B cycraBax, Oonb B
MBIIIIax MBIIIIIAX
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O06mmue pacerpoiicTBa

OueHpb yacTo YrtomiasgseMocTh YTomiusseMoCcTh

“ — nobounvie peakyuu, ces3b KOMOPLIX C NPUMEHEHUeM npenapama, no KpauHei mepe, 603MOJUCHA.

Obvedunennvie Oannvle NO HeCKOIbKUM UCCIeO08AHUSM.

O — 43% nayuenmoe 6 pamrax KIUHUYECKUX UCCICO06AHUN MPUHUMANU DUOAGUPUH 6 OONOIHEHUEe K
KomMOunayuu oakiamaceup + cogocoyeup: ciyuaes anemuu 3agukcupo8aHo e owlio.

Jlaknamaceup ¢ KombuHayuu ¢ ACyHanpeeupom, nazunmephepornom anvgha u pudbasupuHom
be3onacHOCTh NPUMEHEHHUsI JJaKiaTacBupa B KOMOMHAIIMU ¢ aCyHAIIPEBUPOM, IMIATHHTEPPEPOHOM
anbha U pubaBUPUHOM oOleHUBaIach B KiuHu4YeckoMm uccienoBanun HALLMARK QUAD co
Cpe/iHel NpPOJODKUTEINBHOCTRIO Tepanuu 24 uHenenu. Haumbonee pacnpocrpanennbsivu HJIP
(vacmoma 15% u 6blue), HaOMIOJAEMBIMU B KIIMHUYECKUX MCCJIE/IOBAHUSIX IIPU MCIIOJIb30BAHUU
CXEMBI TepaIrti IaKJIaTACBHP + acyHanpeBHp + mrunrepdepon anbda + pudbaBupuH ObLIH:
MOBBIIEHHAs yToMIsieMOocTh (39%), ronmoBHas Oonb (28%), 3yn (25%), acrenust (23%),
rpunmonoiodHoe cocrosinue (22%), 6ecconnuna (21%), anemus (19%), coimb (18%), anonenus
(16%), pazgpaxurensHocth (16%), TtomHoTta (15%). JlomosHUTENbHBIMH 1TOOOYHBIMHU
s deKkTaMu, BOSHUKABIIUMHU Y MAIUEHTOB ¢ XPOHUYECKUM renmatutoM C IpH HUCHOJIb30BAaHUU
CXEeMBbI TeparuM JlakjaTacBup + acyHamnpeBup + maruatepdepon anbda + pubaBUpHH, ObUIH:
cyxoctb koxku (15%), camxenue anneruta (12%), 6omp B Mbimmnax (14%), maxopaznka (15%),
kamesnb (13%), oxpika (11%), neiirponenus (14%), iumdponenus (1%), nuapes (14%), 6016 B
cycraBax (9%). boapmmucteo HJIP Obumn ciabpiMH M yMEpPEHHBIMH IO TSDKECTH. Y ILIECTH
MPOLIEHTOB ManMeHTtoB Obtu  3apeructpupoBanbl CHS. [laTh mpoIeHTOB MalMEeHTOB
npekpatuiii Jieyenue 1o npuurHe HS, npu stom nHambGonee pacnpoctpaHeHHbiMu HI,
NPUBOMIIMMU K TPEKpAIIEHUIO JIeUeHHs, ObUIM ChIllb, HEJIOMOTaHHE, T'OJOBOKPYKEHHE W
HEUTPOIICHUS.

B kiIMHHMYECKOM WHCCIIEJIOBAaHUU TEepanuu JaKjiaTacBUp + acyHanpeBup + maruntepdhepoH
anb(atpubaBupun wyactora cooOmaempix HJIP Obuta aHanmoruuHoit Mexay mnalMeHTaMH,
MOJIyYaBIIUMU 1U1ae0o0, U NalueHTaMu, MOJIy4YaBIIUMHU YKa3aHHYIO TEPAIUIO, 38 HCKIIIOUCHUEM
2-x HJIP - acrenust u rpunmnonogobHoe cocrosHue. Ykazanuole HJIP Oblin equHCTBEHHBIMH,
BO3HUKABIIMMH C YacTOTOH MHHMMYM Ha 5% BBIlIE, YeM CpeJd MNAIMEHTOB, IOJIyYaBIIMX
mianedo.

axknamaceup ¢ komounayuu ¢ n3zunmepepoHom anvha u pubasupuHom

be3onacHocTh NpUMeHEHus JaKkiiaTacBUpa olleHuBalach B 10-TH KIIMHUYECKUX MCCIIE/I0BAaHUSX Y
NalHeHToB ¢ Xponudeckum renaruroM C, nmomydaBmux 60 mr mpenapara Jlaknunza® 1 pas B
JeHb B KoMOuHamuu ¢  morunteppeponom anbpa u  pubaBupunom. Haubonee
pacnipoctpaneHHbiMi HJIP (vactora 15% wu Bblme) Obutn noBbleHHas yromiasieMocTs (37%),
rosioBHast 60116 (28%), 3ya (23%), anemus (22%), rpunnonoiobuoe cocrosiuue (22%), TouHoTa
(20%), Oecconnuna (20%), neiitponenust (20%), acrenus (20%), cevimb (19%), cHmKeHue
anmneruta (18%), cyxocts koxu (18%), anonenus (17%) n muxopanka (15%).

B ximnndeckux uccienoBanusx He Obuto BhiiBieno HJIP ¢ wactoroit Munumym nHa 5% Bbime
y TalMEHTOB, TMOJIyYaBIIUX TEPAINUIO, BKIIOYAIONIYIO JaKJIaTacBUp, 110 CPAaBHEHHIO C
HNalUeHTaMH, TOJIydaBIIMMH Iutanebo, miaruntepdepon anbda v pubaBupuH. Y NANUCHTOB,
noJiyqaromux rranedo coBmectHo ¢ rmaruHTepdepoHom anbpa u pudbasupuHom, HIIP 3-4
CTEIeHH BO3HUKaAIM yaile (24%), yeM y nanueHTOB, HaXOUBIIHUXCS Ha JICUEHUH KOMOWHaAIUEeH
nakiaracBup + maruHTepdepon anbda + pudasupun (20%).

Yacrora 3adpuxcupoBanHblx CHJSI, cBs3aHHBIX C MOJy4yaeMmMo#l Tepamuei, Tak ke, Kak Hu
IPUOCTAHOBKA Tepanuu B cBsi3u ¢ HS ObUtM cXOJHBIMH B 00€MX YKa3aHHBIX BBIIIE TI'PYIIax
MaIHEHTOB.
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Vposenr HS B moarpynmax mnamueHTOB ¢ IMPPO30M IEYEHH, IOJIYYaBIIMX TEpaIruio
KoMmOuHaumeil jaknaracBup + norutepdepon anbpa + pudaBUpHH, OBUT CXO0X C TAKOBBIM Y
[AlMEHTOB, MOJIyYaBHIMX IUIanebo B codyeTaHuH ¢ maruHTepdepoHoM aimbdha U pudaBHPHHOM
(92 % npotuB 96 % COOTBETCTBEHHO).

PesyabTaThl 1a60paTOPHBIX HCCIE10BAHMIT

ITaronornueckue OTKIOHEHUs1 JAOOPAaTOPHBIX IOKaszarejied OT HOpMbI 3-4  CTerneHw,
HaOmomaeMble cpeau nanueHToB ¢ BI'C, nonyyaBimmx koMOMHHPOBAHHOE JICUEHHE TIPErapaToM
Jlakmu3a®, npeicTapiens HIKe.

ITamonozuueckue omrnonenua nadOpamopHsviX noxkazameneit om Hopmol 3-4 cmenenu,

Habndaempble 6 KIUHUMECKUX UCCedosanuax mepanuu npenapamom Jlakiunza® e

KOMOUHUPOBAHHOU mepanuu

Iapamemp” JMaxnamaceup 6 Jlaknamaceup ¢
KoMOuHauuu c KomMouHauuu c
acynanpegupom cogpocoysupomtpubasupun

I"'emornobun <1% 1%

IToBbrmnenune aktuHoct AJIT 4% <1%

(>5,1 x BTH%)

IToBbimenne aktuBnoctu ACT 3% <1%

(=5,1 x BI'H)

IToBbiienue ypoBHs 001ero <1% 3%*

Oounupybuna (>2,6 BI'H)

* - nogviutenue yposus obwezo ounupyouna 3-4 cmenenu 6vi10 3ape2UCMpPUPOBAHO MOALKO Y RAYUCHINOE
¢ koungexyueit BUY, nonyuasuwiux coemecmno amazanasup wiu y RAyueHmos ¢ yuppo3om nevenu,

ROAYYAGUIUX PUOABUDUH.

IHapamemp” Jaxknamaceup ¢ Jaknamaceup 6

KomMbunayuu c KomMOunayuu ¢
acyHanpeeupom, nzuHmepghepoHom anvha,
njzunmepgpeponom anvgha, pubasupurom

pubasupunom

IToBeinenune akruBHoctu AJIT 3% 2%

(>5,1 x Br'H®)

IToBbrenue akruBHoctu ACT 3% 2%

(>5,1 x BI'H)

[ToBbiIeHUE ypOBHS 0011IETO 1% 6 %*

Oounupybuna (>2,6 BI'H)

@ - Pezynemamvl nabopamopueix uccredosanuii owvuiu Kiaccuguyuposanvl no cucmeme DAIDS Ons
KIaccupurayuu masjicecmu HevHCeNamenbblx AeneHull y 63pocavix u oemeti, éepcuu 1.0.

O _ gepxuss epanuya Hopmul

*- nosvuuenue ypoens obwe2o OGunupyouna OvlN0 3apecucmpuposaro y NayueHmos ¢ KouHghexkyue
BHY, nonyuasuiux coemecmno amazanasup.

JlaHHbIE MOCTMAPKETHHIOBBIX HCCJIEIOBAHMM
B Xoje nocTMapKeTHHIOBBIX HCCIIEI0BaHM JlakiaTacBupa ObLIH 3a)UKCUPOBAHBI CIEAYIONIHE
H*I ¢ nHeycraHOBIIEHHOH 4acTOTOA.
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Haxnamaceup+acynanpesup

Hapymienust co CropoHbI KOXKH M 110JIKOXKHBIX TKaHei: MHOTO(OpMHast SpuTemMa.
Haxnamaceup+cogocbysup npu coemecmnom npumenenul ¢ amMuooapoHom

Hapymenuss co cTOpoHBI cepjla: cepJeyHble apuTMHUH, BKIIOUYAs THKEIYyH OpaauKapiuio H
Onokany cepama. (Cm. paszpenst «OcoOble ykazanusiy u «B3auMojeiicTBHE ¢ JIpyrHMH
JIEKapCTBEHHBIMH  IIpenapatamMu», a TakKKe HHCTPYKIIMH 110 TPUMEHEHHIO IIperapaTroB
amMHo/1apoH U coocOyBHp).

Ecnu mobple m3 ykasanubX B uHcTpykuuu HJIP ycyryOnstores wim Bbr 3amernnn moObie
apyrue nodounslie 3G QeKTrl, He yKa3aHHbIC B HHCTPYKIMH, COOOIUTE 00 ITOM Bpavy.

ITEPE/IO3UPOBKA

CuMIITOMOB NIEPEJO3UPOBKH HE ONTHCAHO.

B ximmHuMueckux wuccnenoBaHusix (Gaszbl 1 NpH  NpUMEHEHWH IIperapara y  3J0pOBBIX
J100poBoIIbLEB B j03ax 0 100 Mr B TeueHue mepuojia BpeMEHH IPOJIOJDKUTEIILHOCTRIO 10 14
JIHEH MJIM OJTHOKpAaTHOM 103561 10 200 MI HEe OTMeYaIuCh HEeNpe/IBU/IeHHbIE TOOOYHBIE PEeaKIIHH.
AHTHIOT K JaKjaTacBUpy OTCyTCTByeT. JleueHWe mepe03MpOBKH IIpernapaToM JOJDKHO
BKJIIOYaTh OOIIHME MOJUIEPKUBAIOIIUE MEPHI, B TOM YHCJIE MOHUTOPHHT ITOKa3aTeseH KH3HEHHO
BaXHBIX (QYHKUMHA M HaOmofeHHe KIMHHYECKOTO COCTOSHHS IalueHTa. BBHIY BBICOKOTO
CBSI3bIBaAHMS JIaKJIaTacBUpa ¢ OeKaMu IU1a3Mbl KPOBH, MPOBEJICHUE JIAJIA3A TTPH TIEPEI03HPOBKE
He 5 (PEKTHBHO.

B3AUMOJIEUCTBUE C JIPYTUMHU JIEKAPCTBEHHBIMHU ITPEIIAPATAMU

Beuay Toro, uro mnpemnapar Jlakiunza® npumensercs B cocTaBe KOMOMHHPOBAHHBIX CXEM
JIEYEHHUs, CIIEAYET 03HAKOMHUTHCS C BO3MOXKHBIMU B3aMMO/ICHCTBHIMH C Ka)X/IbIM U3 TIPEraparoB
cxembl. Ilpy HasHaueHum CcOMyTCTBYIOIIEH Tepanuu cieayer coOojaarh Haubosee
KOHCEpBAaTUBHBIE PEKOMEH/IAIHH.

JlaknatacBup siBisiercst cyOctpatom nzodpepmenta CYP3A4, mosTtoMy yMepeHHbIE M CHIIBHBIE
uHyKTopel n3opepmenta CYP3A4 mMoryT cHHXKATh KOHLEHTPAIMIO JlaKjlaTacBHpa B IJIa3Me U
tepaneBTHyeckuii ekt naknaracsupa. CuiibHbie HHrHOUTOPHI H30hepmenTa CYP3A4 moryt
NOBBIIATE CHIBOPOTOYHYIO KOHIIEHTpAIMIO JakiatacBupa. JlakiaracBup sIBISETCS TakKKe
cyberparom P-rimkonporenna (P-gp) u Genka-Tpancrnoprepa opranndeckux karuonos (OCT) 1,
HO COBMECTHOI'O IIPUMEHEHHS CPEJICTB, BIUSIOUMX TOJIbKO Ha cBoicTBa P-gp mim OCT 1 (6e3
oxHoBpeMeHHOro BiuusHus Ha CYP3A), HejlocTaTOYHO JUIsl TOJTyYeHUs] KIMHUYECKH 3HAYHMOTO
BIIMSIHMS HAa KOHIEHTPAIHIO JIaKJIaTaCBUpa B TUIA3MeE.

JlaknatacBup siBiisiercst MHruOUTOpoM P-gp, TpaHCHOPTHOTO TOJHMIENTHIA OPraHHYECKHX
annoHoB (OATP) 1Bl u 1B3 u Oenka pe3ucTeHTHOCTH paka MoJiouHOH jkese3bl (BCRP).
I[Ipumenenne npenapara Jlakiminza® MoKeT MOBBIIATE CHCTEMHOE BO3/ICHCTBHE JIeKAPCTBEHHBIX
Ipenaparos, SBJISIOMMXCS cyOcTpataMu P-rimkonporerHa MM TPAHCIIOPTHOTO TMOJMIICTITH/IA
oprannyeckux anuoHoB 1B1/1B3 mimm BCRP, uto MOXET yBEIMYHTH WM MPOJIOHTHPOBATH MX
TepaneBTUYeCKUi S(PQPeKT W YCHIUTh HexelaTeiabHble sBieHus. Cieayer cobmoaaTh
OCTOPOXXHOCTH IIPH COBMECTHOM IIPUMEHEHHMHM JaKJlaTacBUpa W CyOCTpaToB YKa3aHHBIX
n30()epMEHTOB/TIEPEHOCUNKOB, OCOOCHHO B Cllydae Y3KOTO TEpaleBTHYECKOro Hara3oHa
HOCIIE/IHUX.

[Ipenaparbl, IpUMEHEHHE KOTOPBIX COBMECTHO ¢ mpemnapatoM Jlaknmuza® mpoTHBOIOKA3aHo,
HepeyunciIeHbl B Tabnuiie Hke (M. Takke pasien «IIpoTuBonokazanusy):

Ta6auya. Ipenapamol, npumenenue Komopuix coemecmuo ¢ npenapamom Jaxnunza®
npoOMUEONOKA3AHO



Mexanusm ezaumooericmeus Pesynomam Jlexapcmeennvie cpeocmea,
63aUMOOeUCMEUSs. NPOMUBONOKA3AHHbIE K NPUMEHEHUIO
co6MecmHo ¢ npenapamom
Jaxnunza™
CunpHast unaykuust | CoBMecTHOE IIpomusosnunenmuyeckue cpedcmea
m3opepmenta CYP3A  co | npumenenne wmosxer | Kapbamaszenun, Oxckapba3enus,
CTOPOHBI COBMECTHO | BecTH K cHIkeHuto | @enobapburan, GeHUTOUH
PUMEHSIEMOTO KOHIICHTpAIlK Anmubaxmepuanvivie cpeocmea
JIEKapCTBEHHOT'O CPEJICTBA JlaKjlaTacBupa B | Pudamnunum, Pugabyrun,
wiasMe KpoBW, 4To | Pudanenrun
MOXET NpUBOJUTH K | Cucmemmoie
OTCYTCTBHIO 2NIOKOKOPMUKOCMEPOUObI
BUpYycoOJOruueckoro | Jlekcamerason
oTBeTa Ha | Pacmumenvnuvle cpeocmea
JIaKJIaTaCBUP [Ipenapatet 3Bepodosi

npoabIpsiBieHHOT0 (Hypericum
perforatum)

- IpuUBeJIeH He MOJIHBIN nepeyueHb BelecTs, HHayLupyomx uzodepment CYP3A4

B Ttabmuue HuKe npe/cTaBieHbl KIMHUYECKHE PEKOMEHJIAlMU JUIS YCTAHOBJIGHHBIX U
NOTEHIMATBLHO 3HAUMMBIX JIEKApCTBEHHBIX B3amMojelcTsuii npenapara Jlaknmunza® ¢ apyrumu
JICKAapCTBEHHBIMU  MpenaparaMu. KiIMHWYECKHM 3HAQUYMMbIE TOBBILIECHUS  KOHLEHTPALUU
o0o3HaueHb! 3HaUKOM "1", KIMHUYECKH 3HAYMMbIC YMEHBIIEHUS — 3HAYKOM "|" M OTCyTCTBHE
KJIMHUYECKH 3HAYUMBIX U3MEHEHUH — 3HAUKOM «<>).

Tabnuuya. Yemanoenennuvie HOMEHUUAIbHO 3HaAYUMbIe MeNCNIeKapCmeeHHble
e3aumoodeiicmeus

Knacc COnYymcmeyuiezo Bnusanue na konuenmpauuio Kommenmapuii no

npenapama/ KAUHUYECKOIl

Haszeanue nekapcmeenHHozo 3HayumMocmu

npenapama 63aUMO0eiiCmeun

INPOTUBOBUPYCHBIE ITIPEITAPATHI, BI'C

Hneubumopwvr npomeaswl

AcyHanpeBHp <> JTaKJIaTaCBHP W3menenus 103b1
<> acyHarpeBup acyHanpeBHpa He
Tpedyercs.
Bonenpesup B3aumozeiicTBre HE N3y4anoch. Jlo3y npenapara
Oxxujraercst BBujy | Jlaknunza® cieayer
UHIHOUpOBaHUS n3opepmenTa | cHU3UTH 0 30 Mr oauH
CYP3A4 OomuenpeBUpOM: | pa3 B CYTKH  TIpH
1 naxnaracBup COITyTCTBYIOLIEM
IPUMEHEHUH
OouenpeBupa WM JIPYyrux
CWJIBHBIX ~ HMHTHOUTOPOB
n3zodepmenta CYP3A4.

Cumenpesup 150 Mr oaus pa3 | <> JakjiatacBup N3menenus n03ul

B CYTKH <> CUMETPEBHUP JlaKJiaTacBupa u
(rakmatacBup 60 mMr ojiuH pa3 CUMENpEeBUpPaA HE
B CYTKH) Tpebyercsi.

Tenanpesup 500 mr kaxaple | TaakiatacBUp CoBMeCTHOE IPUMEHEHUE
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Knacce conymcmeyouiezo Bnuanue na konyenmpauyuio Kommenmapuii no
npenapama/ KAUHUYECKOU
Hazeanue nexkapcmeennozo 3HayuMocmu
npenapama e3aumooeicmeus
12 gacos <> TeNanpeBup yBEJIMYMBAET
(naxknatacsup 20 mMr oaMH pa3 KOHIEHTPALHIO

B CYTKH)

Tenanpesup 750 mr kaxbie 8
4acoB

(naxnaraceup 20 Mr ojuH pa3s
B CYTKH)

JlaKJIaTacBUpa B IJIa3me.
Jlo3y npenapara
Jlaxmnza® cienyer
CHU3UTH J10 30 MI 0/1MH
pa3 B CYTKH 1pH
COITYTCTBYIOLIEM
IPUMEHEHHH TeIarnpeBupa
WK JIPYTUX CHITHHBIX
UHIHOUTOPOB
n3zodepmenta CYP3A4.

IIseunmepgpepon u pubasupun

[Iarunrepdepon anbda

180 MKr ouH pa3 B HEAEIIO U
pubasupun 500 Mr uim

600 Mr 1Ba pasa B CyTKH
(naxknaracup 60 Mr oauH pa3

B CYTKH)

<> JIaKJIaTaCBUP
<> maru"Tepdepon anbdha
<> pubaBUpPUH

N3menenus 10361
JlaKJIaTacBUpa,
nmaruHrepdepona anbda
Wi pubaBUpHHA HE
Tpedyercs.

Hykneomuounwvit uneubumop nonumepasvi

CodocOysup 400 mr oaun pas
B CYTKH

(naxnaraceup 60 Mr oauH pas
B CYTKH)

<> JJaKJIaTaCBUP
<> (GS-331007 (ocHOBHOIA
meTabouT codocOyBupa)

W3menenus 1036l
JlaKJlaTacBUpa
codocOyBupa He
TpebyeTcs.

INNPOTUBOBHUPYCHBIE IIPEITAPATDBI, BUY u BI'B (Bupyc renarura B)

Hneubumopur npomeasvol

ATtazaHaBup 300 mr/
puronasup 100 mr oaun pas B
CYTKH

(maxsaraceup 20 Mr ojMH pa3s
B CYTKH)

1 nakiaracBup

ATtazanaBup/koOunmcTar

B3aumopeiictBue He H3y4aJloChb.

Jlo3y JlaKjlaTacBupa
ClieZlyeT  CHM3MTh  JIO
30 Mr ojMH pa3 B CYTKH
npu COIYTCTBYIOIIEM
NPUMEHEHUH

aTazaHaBUpa/pUTOHABUPA

Oxupaercs BBULY | WK
MHIUOUpOBaHUS n3o(epMenTa | arazaHaBupa/koOuIMcTaTa
CYP3A4 WIM  JIPYIrUX  CHJIBHBIX
aTazaHaBHPOM/KOOHUILIUCTATOM: MHIHOUTOPOB
1 1aKaTacBup. nzopepmenta CYP3A4.
Japynasup 800 Mr/putoHaBHp | <> JaKjiaTacBHp N3menenus 103l
100 Mr o/iMH pa3 B CyTKH <> JJapyHaBUP JlaKjiaTacBupa,

(naknaraceup 30 Mr oauH pa3
B CYTKH)

<> JIOIIHHAaBUP

JlapyHaBUpa/pUTOHABUPA,
JIOTIMHABUPa/pUTOHABUPA,
JapyHaBupa/kobunucrara
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Knacc CONYMCMmeYIOUie2o Bauanue na konyenmpayuio Kommenmapuii no
npenapama/ KAUHUYECKOU
Hazeanue JnexkapcmeenHHozo 3HaYuUMocmu
npenapama 63aUMO0CHUCMEUA
Jlonunasup 400 mr/ He TpebyeTcs.
putonasup 100 mr jaBa pasa B

CYTKH

(maknataceup 30 mMr oauH pa3
B CYTKH)

JlapynaBup/koOunucrar

B3aumoieificTBue He W3y4asoch.
Oxxuaercs:
<> JIaKJIaTacBUP

Hyxkneozuonwle uneubumoput 06,

amnou mpanckpunmasvl (HHOT)

Tenodoup JIA30TIPOKCHIT
¢ymapar 300 mr oauH pa3 B
CYTKH

(nmaxnaraceup 60 Mr oauH pas
B CYTKH)

<> JIaKJIaTaCBUP
<> TeHO(OBHP

N3meHeHnus 10351
JlaKjaTacBupa u
TeHO(OBHpA HE
Tpedyercs.

JlamuBy M= B3aumoielicTBue HE U3y4allOCh. W3menenus 10361
3U/10BY/IUH Oxwunaercs: naxiaataceupa 1 HUOT ne
OMTpULIUTAOMH <> JIaKJIaTaCBHP Tpedyercsi.

AbakaBup « HUOT

Jlngano3un

CraByiuH

Henyrneosuonvle uneubumopel obpammnou mpanckpunmaszel (HHHO

7)

Ddasupen3 600 Mr ojiuH pa3 B
CYTKH
(maxnaracBup 60 Mr oauH pas
B cyTku/120 mMr ojuH pa3 B
CYTKH)

lnaknaracBup

Jlo3y JlaKJiaTacBupa
Clle/lyeT  yBEIHYUTh [0
90 Mr omuH pa3 B CYTKH
npu COITYyTCTBYIOIIEM
npuMeHeHun sdaBupeHsa
WIN JIDYTUX YMEPEHHBIX
WHJIyKTOPOB H30()epMEHTa
CYP3A4.

DTpaBUpUH BzaumozeiicTBre He H3y4aloCh. Beuny OTCYTCTBHS
HeBupanun Ocxujaercss  BBWJAY  MHJAYKIHH | JaHHBIX, COBMECTHOE
n3zodepmenTa CYP3A4 | npumenenue
TPAaBUPHHOM M  HEBHPAIMHOM: | JaKJIaTaCBUpPa "
lmaknaracsup. STpaBHpPHHA W
HEeBHpaIHa HE
PEKOMEHTyeTCsl.
Punnusupun BzaumoieiicTBHE HE H3y4alloCh. W3menenus 1036l
Osxuaercst JlaKJlaTacBUpa "
<> JJaKJIaTaCBUP PUIINTMBHPHHA HE
<> PUJINUBUPUH TpeOyeTcsi.

Hnzubumopuol unmezpasvl

JomnyrerpaBup 50 mr 1 pa3 B

CYTKH

<> JIAKJIaTacBUP
1 monyrerpaBup

N3meHeHUs 10361

JaKjlaTaCBupa u




Knacc conymcmeywouwie2o | Bauanue na konuenmpayuio Kommenmapuii no
npenapama/ KAUHUYECKOU
Hazeanue nexkapcmeennozo 3HauumMocmu
npenapama 63auUMOo0eiicmeusn
(maxmaracBup 60 Mr oauH pas JIOJIyTerpaBupa He

B CYTKH) TpedyeTcs.

Panrerpasup

B3aumoielicTBue He U3y4danocs.
Oxunaercs

<> JIaKJIaTaCBHP

<> paJITerpaBup

HN3meHnenus 10361
JlaKJlaTacBUpa
pajiTerpaBupa He
TpeldyeTcsl.

DnButerpaBup+koOuUcTaT+
IMTpULUTAOHH+TEeHO()OBUD

B3aumoelicTBue He U3y4danocs.

Oxunaercs BBU/LY
UHTHOMpPOBAHUS n3zodpepmenTa
CYP3A4 xobunucraTom:

1 naxnaracBup.

Jlo3y npenapara
Jaxmnza® cienyer
CHU3UTH J10 30 MI 0IMH
pa3 B CYTKH IpH
COITyTCTBYIOLIEM
IIPUMEHEHUH KoOuIucTara
WIIH JIPYTUX CHITBHBIX
UHIHOUTOPOB
n3zodepmenta CYP3A4.

Hueubumop causnus

DupyBupTHI

B3aumojielicTBre He H3y4danoCh.
Oxunaercs

<> JIaKJIaTaCBHP

< 5H(yBUPTUA

W3menenus 10361
JlaKJIaTacBUpa U
SH(YBUPTH/IA HE
TpeOyeTcs.

Anmazonucm CCRS peyenmopos

Mapasupoxk

B3aumoseiicTBre He U3y4anoch.
Ocxuiaercs

<> JIJaKJIaTaCBHP

<> MapaBUPOK

N3MmeHeHus 10361
JlaKJlaTacBUpa u
MapaBUpOKa He
TpebyeTcs.

CPEACTBA, HIOJABJIAIOINME KNCJIOTOOBPA30BAHUE

Anmazonucm H2-2ucmamunoguix peyenmopos

®amortuun 40 mr
OJIHOKPATHO
(maxmaracup 60 mMr
OJIHOKPATHO)

<> JJaKjiaTaCBUup

N3menenus 103l
JlaKaTacBupa He
Tpedyercs.

Hneubumopuol npomonnoil nomnwvl

Owmenpazon 40 Mr oauH pa3 B
CYTKH

(maxmaracBup 60 Mr ojiuH pa3s
B CYTKH)

<> JlaKJjiaTaCBHp

W3menenus 103bl
JlaKjiaTacBHpa He
Tpebyercsi.

AHTUBAKTEPUAJIBHBIE ITPEITAPATHI

Knapurpomunun
TenuTpomuiux

B3aumoseiicTBue He M3y4aoCh.
Oxwunaercs BBUJLY

MHIHOMpOBaHUS n3odepmenTa
CYP3A4 aHTUOMOTUKAMHU:
1 naxnatacBup.

Jlo3y npenapara
Jaxmuza® cienyer
CHHU3UTH 110 30 Mr oJIMH
pa3 B CYTKH NpU
COITyTCTBYIOLIEM
IIPUMEHEHHH
KJIQPUTPOMHUIIMHA,
TEJIUTPOMHULIHA WJTH
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Knacc CONYymMCcmeyouie2o Bauanue na konuyenmpayuio Kommenmapuii no
npenapama/ KAUHUYECKOIl
Hazeanue JnexkapcmeeHHozo 3HauumMocmu
npenapama 63aumooeicmeusn
JIPYTHX CHIIBHBIX
UHTUOUTOPOB
n3zodepmenta CYP3A4.
DpUTPOMHULIUH B3aumoielicTBue He U3y4anoch. CoBMecTHOE IPUMEHEHHE
Osxupiaercs BBHJLy | npenapata Jlakiunza® u
UHTHOMpPOBAHUS u30(epMeHTa | SPUTPOMHIIHA MOKET
CYP3A4 aHTUOMOTHKOM: | IPUBECTH K YBEIUYECHHUIO
1 naxnaracBup. KOHLIEHTpAIHH
JIaKJIaTacBUpA.
[IpumensTh ¢
OCTOPOYKHOCTBIO.
A3UTPOMHUIIUH B3aumoneiicTBie He U3y4yanoch. V3menenus 1036l
[Tunpodiokcanun Oxxupaercs JlakJlaTacBUpa
<> JlaKJIaTaCBHP A3UTPOMHUIIHA HIIN
<> a3UTPOMHUIINH unpodIioKkcanuHa He
< nunpodrokcanuH TpedyeTcsl.
AHTUKOATI'YJISAHTBI

Jlaburarpana 3Tekcuiar

B3aumonelicTBue He U3y4aJioChb.

Osxutaercs BBUJLY
UHTUOMPOBaHUS P-gp
JIaKJIaTaCBUPOM

Tnaburarpana 3TeKcuIar.

Pexomenayercs
TINATEJIbHBIA MOHUTOPHHT
Oe3zomacHOCTH
NPUMEHEHHS B HayaJle
IPUMEHEHHS CXEM C
npenaparom Jlakmmn3za® y
HAIUEHTOB,
TIPUHAMAIOLIIX
JaburaTpaHa 3TeKCusar
Wi Jipyrue cyocrparsi P-
gp € y3KUM

TEpareBTUYECKUM
JIMana3oHoOM.
Bapdapun B3aumoielicTBre He N3yyanocs. N3menenus 1036l
Osxuaercs JlaKkjiaTacBupa u
<> JIaKJIaTacBHP Bap(papuna He Tpedyercs.
< Baphapun
AHTUJAENIPECCAHTHBI

Cenexmugnvie un2ubumopsbt 06pam1o20 3axeama cepomoHuUna

Dcuuranonpam 10 mr oaux
pa3 B CyTKH
(maxmatacup 60 Mr oguH pa3s

B CYTKH)

<> JTaKJIaTacBHP
> 3CHUTAIONPAM

H3meHenust 10361
JlaKJIaTacBUpa U
ACIUTAJIONpamMa He
Tpedyercsi.

INMPOTUBOI'PUBKOBBIE CPEJICTBA

Keroxonazon 400 Mr ojiuH pa3
B CYTKH
(naxnaracBup 10 mr

1 makiiaTacBUp

IlonaBnenue I/I30(1)CpMCHTa

Jlo3y npenapara
Jaxmun3za® cienyer
CHU3UTH 10 30 Mr ouH

OJIHOKPATHO) CYP3A u P-gp co cropons! pa3 B CyTKH IIPH
KETOKOHAa30J1a COIYTCTBYIOIIEM
IIPUMEHEHUH
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Knacce Conymcmeyouie2o Brauanue na konyenmpauuro Kommenmapuit no
npenapama/ KAUHUYECKOU
Hazeanue nexapcmeennozo 3HaAYUMOCmu
npenapama 63aUMO0CICMEUA
WUrpakonaszon BzaumoielicTBre HEe H3y4anoch. KETOKOHA30J1a MJIU JAPYTUX
ITo3axonazon O2xuj1aeTcst BBUJLY CHJIBHBIX HHTHOMTOPOB
Bopukonazon MHIUOMpoBaHUs U30(EepMEHTa nzopepmenta CYP3A4.

CYP3A nporuBorpuOKoBLIMH

CpeICTBAMM:

T naxsiaracsup
®dykoHa301 B3aumoeiicTBie He H3y4aioch. IIpu coBmMecTHOM

Oxuaercs BBUILY
UHruOMpoBaHus U3ophepmMeHTa
CYP3A nporuBorpuOKoBbIMH
Cpe/ICTBaMH

1 nakiatacBup

NPUMEHEHHH OJKUIAeTCs
YMEPEHHOE MOBBILICHHE
KOHLIEHTpAllUH
JlaKJiaTacBHpa B KPOBH, HE
Tpedyrolee H3MEeHEeHHUs!
J103b1 00OMX TpenapaTosB.

CEPJIEYHO-COCYJUCTBIE CPEACTBA

Aumuapummuuecrue
cpeocmea

AMHOJIapOH

BzaumoieiicTBre He U3y4aioch.

Jlist manmenToB 6e3
aJIbTEPHATHBHOTO
BapHaHTa
AHTHAPUTMHYECKOMN
Teparnuu peKOMEH/1yeTCst
THIATE/IbHBIH MOHUTOPHHT
0e30macHOCTH NpH
COBMECTHOM IPUMEHEHHUH
amMuo/1apoHa U
KOMOMHAIMH J1aKJIaTaCBHpP
+ codocOyBup

Jlurokcun 0,125 Mr oauH pa3
B CYTKH

(naknatacBup 60 Mr ojuH pas
B CYTKH)

1 IUrokcuH

Ilonasnenne P-gp co croponst
JlaKiatacBupa

JIMrokcuu u apyrue
cyberparel P-gp ¢ y3kum
TeparneBTUYECKUM
JIMana3oHoM ClielyeT
INPUMEHSITH C
OCTOPOIKHOCTBIO ITPH
IPUMEHEHHH COBMECTHO C
JIaKJIaTaCBUPOM.

Crneyer Ha3HavaTh
HaMMEHBIIYIO J103Y
JIMTOKCHHA M CIIEJUThH 3a
KOHIIEHTpaIUeH
JIUTOKCHHA B IJ1a3Me
KpoBu. Jl1st focTHIKEHUS
HKeJTaeMoro
TEPareBTUYECKOI0
saddexra crneayer
UCIIOJIb30BATh THTPOBAHUE
JIO3BI.
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Knacc conymcmeyiouie2o |  Bauanue na konyenmpauuio Kommenmapuit no
npenapama/ KIUHUYECKOUL
Haszeanue nexkapcmeennozo 3Hauumocmu
npenapama e3aumooeucmeusn

brnokamopuvr «meonennvix» Kanb

YUeBblx KaHaloe

Jluntuazem

B3aumoneiicrBue He H3Yy4aJlOCh.

[Ipumenenue npenapara

Hudeaunun Oxwumaercst BBUIY Ilalcnnma@ COBMECTHO C
AMIIOIUTIHH uHruOupoBanus u3odhepmMeHTa Oyi0karopaMu
CYP3A 6noxaropamu «MEJUICHHBIX »
«MEJUIEHHBIX» KaJIbIIUEBBIX KaJIbIIMEBBIX KAHAJIOB
KaHaJIOB: MOJKET IMPUBECTH K
1 nakiaTacBUp HOBBIIIEHUIO
KOHIICHTpAIHH
JlaKJIaTacBUpa B Ij1a3mMe
KpoBu. Takue
KOMOMHAMU He0OX0IUMO
HPUMEHSITH C
OCTOPOYKHOCTBIO.
Bepanamuin B3aumoielficTBue He H3y4alioCh. [Tpumenenue npenapara

Oxupnaercst BBULY
uHrHOUpoBaHus n3ophepmeHTa
CYP3A u P-gp Bepanamuiom:
1 nakiaracBup

Jlakmmnza® coBMECTHO ¢
npenapaTom Bepanamml
MOJKET IPUBECTH K
ITOBBIIIEHUIO
KOHIIEHTPAIHH
JIaKJIaTacBUpa B Ij1a3Me
kpoBu. Takue
KOMOMHAIIMH HEOOXOUMO
HPUMEHSITH C
OCTOPOYKHOCTBIO.

INEPOPAJIBHBIE KOHTPALEIITHUBBI

DTHHWIACTPAIUOI 35 MKT
OJIUH pa3 B CYTKH +
HOprecTuMaT
0,180/0,215/0,250 Mr ouH
pa3 B CyTkH B Teuenue 7/7/7
JIHEH

(naxnataBup 60 mMr ojiMH pa3 B
CYTKH)

<> OTUHUJIDCTPAIHUOJI

<> HOP2JreCTPOMHUH
<> HOprecTpen

Otununctpaanoit 30 Mxr
OJIMH pa3 B CyTKH /
HOPATHHJpPOHA auerar 1,5 mr
OJIMH pa3 B CyTKH
(BBICOKO/I03UPOBAHHOE
IIPOTHUBO3a4aTOUHOE
CPE/ICTBO)

<> THHWIACTPAHOIT
<> HOPITUHAPOH*
<> ITUHWJIACTPAUOIT™

<> HOP3TUH/POH™*
* dapmakoKHMHETHKA

TUHUIIICTPAINO0JIA/HOPITHH/IPOHA

IIpy COBMECTHOM IIPUMCHCHHUH

BBICOKHX J103 II€POPAJIbHBIX

CoBmMecTHOE TNPUMEHECHUE
HE WMeeT KJIMHUYECKH
3HAYMUMOTO BJIMSIHUS Ha
(apMaKOKHMHETHKY
JlaKIaTacBUupa.
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Knacc CONYymMcmeyoue2o Bauanue na konyenmpayuro Kommenmapuii no
npenapama/ KAUHUYECKOU
Haszeanue nexapcmeennozo 3HaAYUMoOCmu
npenapama 63AUMO0CUCMEUA

KOHTPAIENTUBOB C

acyHarnpeBUpPOM M JIaKJIaTaACBUPOM

110 CPABHEHHIO C

(apMakOKMHETHKO

HTUHUIIICTPA/INO0JIA/HOPITUHIPOHA

IPU NPUMEHEHUH TOJIBKO HU3KHX

J103 IEPOpaJIbHbBIX

KOHTPALCNTHBOB

(aruHmiCcTpaarona 20 MKr ouH

pa3 B CyTKH / HOPITUH/ApPOHA | Mr

OJIMH pa3 B CYTKH).
UMMYHOCYIIPECCOPBI
[luknocnopun 400 Mr oun <> JTaKJIaTacBUpP W3menenus 10361
pa3 B CYTKH <> IIUKJIOCTIOPHH JlaK1aTacBupa u

(raxnataBup 60 Mr ojuH pas B
CYTKH)

LUKJIOCIIOpUHA HE
Tpedyercs.

Takponumyc 5 Mr ojiuH pa3 B

<> JIaKJIaTaCBHUp

NU3sMeHeHust J103b1

CYTKH <> TAKPOJIIUMYC JlaKjlaTacBUpa
(naxnaraBup 60 Mr oauH pas B TaKpoJUMyca He
CYTKH) TpeOyercs.
Cuponumyc B3aumoelicTBue He H3y4asiocCh. W3menenus 10361

Muxkodenonara mopernn

Oxulaercs
<> JIaKJIaTacBUP
<> HMMYHOCYTIpECCOp

JlaKjaTacBupa u
HMMYHOCYIIPECCOPOB HE
Tpedyercs.

I'MINOJMUMIINAEMHUYECKHUE CPEJICTBA

Hneubumopwor I'MI™-KoA pedykxmasul

Po3yBactatun 10 Mr | Tpo3yBacTaTuH

0J/IHOKPAaTHO

(raknatasup 60 Mr ouH pa3 B

CYTKH)

ATopBacTaTuH B3aumojieficTBue HE N3y4alloCh.
®dyBacTaTuH Oxuiaercs yBeandyeHue
CumBacTaTiH KOHIICHTpAIlMM CTaTHHOB B
[TuraBactaTnn Iia3Me M3-3a UHruOupoBaHus
ITpaBacraTun OATP 1B1 u/unmn BCRP

JlaKjlaTaCBuUpOM

Cnenyer cobmonaTh
OCTOPOIKHOCTD npu
COBMECTHOM TIPUMEHEHHH
npenapara Jlakmnza® u
po3yBacTaTHHA WIN
JIPYTHX cyOcTparoB
OATPIB1, OATPIB3 u
BCRP.

HAPKOTHYECKHE AHAJIBI'ETUHKH

Bynpenopdun/HanokcoH,

Ot 8/2 mr 10 24/6 Mr ouH
pa3 B CyTKH, MH/IUBH/lyaIbHasi
J103a

(naknaracup 60 mMr oguH pa3s

B CYTKH)

<> JIaKJIaTaCBHP
AUC: &

Cmax: <

Cmin: <

<> bynpenopdun

<> HopOynpenoppun

N3menenus 103bl1
JlaKIaTacBupa u
Oynpenopduna He
Tpebyercs.

MeTtaoH, cTabuIbHAas

<> JIaKJIaTacBUp

N3menenus 10361
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Knacce conymcmeyiouieco |  Bauanue na konyenmpayuio Kommenmapuit no
npenapama/ KAUHUYECKOU
Hazeanue nekapcmeennozo 3HaYUMocmu
npenapama 83aUMO0CHUCMEUA
NOJyIepKUBAOINAs J103a <> R-merasion JlaKJIaTacBUpa U MeTajzioHa
40-120 Mr oauH pa3 B JIeHb He TpeOyercsi.
(naknatacBup 60 Mr ojimH pa3s
B CYTKH)
CEJATUBHBIE CPEJICTBA
benzoouazenunwi
MuiazonaM 5 Mr OIHOKpaTHO | <> MHAa30J1aM W3menenust 103bl
(raknmatacBup 60 Mr oJuH pa3s MHJ1a30J1amMa U JIpyTrux
B CYTKH) cybcTparoB u3odpepmenTta
Tpuazonam B3aumozeiicTBue He H3y4aioch. CYP3A4 ue tpebyercs.
Aunnpasojiam Oxuaercs

<> TpUazoJyiaM

<> aJnpasosaam

He oxupaercs KIMHHYECKH 3HAuUMMBIX 3(¢eKkToB Ha (GapMaKOKHMHETHKY IPH COBMECTHOM
NPUMEHEHHH JaKJIaTaCBUpa CO CIEYIOIMMH IpenapaTaMu: HHrHOUTOph! hocdoamscrepassl-S,
uHruburopsr All®D (manpumep, sHamanpuiI), aHTaroHUCThl aHruoteHswH Il penenropos
(nanpumep, so3aprad, upOecapraH, OJIMecapTaH, KaHJecapTaH, BajcapTaH), IM30IMHpPaAMH/I,
nponadeHoH, (ieKanHNI, MEKCHIICTHH, XHHHU/INH, aHTAllUIbL.

OCOBBIE YKA3AHUS

Ipenapat Jlakiun3za® He 10JKeH MCIOTB30BaThCs B BUJIE MOHOTEPAITHH.

B menroM B KIMHHMYECKMX HCCIIECIOBAHUSAX 3HAYUTEIBHBIX pa3MuMii B  IoOKazaressx
Oe3onacHOCTH U APPEKTUBHOCTH TEPANTUU CPEH NMAUEHTOB ¢ KOMIEHCHPOBAHHBIM IIUPPO30M M
nanMeHToB 0Oe3 mMppos3a He Habmojanoch. B ucclie/oBaHMM € HCHOJIB30BAaHHEM pEXKHMa
Tepanuu JakiaaracBup + codocOyBup B TedyeHue 12 HeJelb y NAIMEHTOB C I'€HOTHIIOM 3 H
nMppo3oM HaOmojanach MeHbiias 4acrora YBO uyem y nammentoB Oe3 mupposa. Takxke B
HCCIICZIOBAHUHU C NPUMEHEHHEM pexuma nakiaracBuptcodocOysup+pubaBupun B Tedyenue 12
Henenb y mnagueHtoB ¢ nupposom (A, B, C no Yaing-Ilero), y mnaunueHToB c¢
JIEKOMIIEHCHPOBaHHBIM 1Hppo3oM kinacca C mo Yaina-Ileto nabmonanace MeHbInas yacrora
VYBO 4yeMm y naiueHToB ¢ IMppo30oM reueHu kiacca A u B no Yaiina-ITsio.

He Tpebyercs m3menenus j03bl npenapara Jlakimnza® y nanmentoB co cnabeiM (Kiace A 1o
Yaiina-11e10), ymepennbsim (1ace B no mxane Yaitna-11s10) winm tsokensv (kinace C o Yai-
[Ib10) HapymienreM QyHKIUN TICYECHH.

B Xoze KIMHMYECKOro MCCiIe/I0BaHMs ycTaHoBJIeHa Oe30nacHOCTh U 3G GEKTHBHOCTb Tepariu
npenapatom Jlakimnza® B komOunanmm ¢ codocOyBHpOM M PHOABHPHHOM y MAIMEHTOB C
TPAHCIUIAHTHPOBAHHOM IeuyeHblo. bezonacHocTs M 3 (HEeKTHBHOCTL MPUMEHEHHS JIaKIaTacBUpa
y NMAIMEHTOB C JIPYTUMH TPAHCIUIAaHTHPOBAHHBIMH OpraHaMH HE YCTAHOBJICHA.

Bnusuue naknatacBupa Ha unrepBan QTc ObIO OlleHEHO B paHJIOMH3HPOBAHHOM Iuianebo-
KOHTPOJIMPYEMOM  HCCIICJOBAHMM Ha  3J0pOBbIX  JIoOpoBosibliax. OJHOKpaTHBIE 03I
naknaraceupa 60 Mr u 180 Mr He MMenM KIMHUYECKH 3HAYMMOIO BIMsHUs Ha uHTepBal QTc,
ckoppekTupoBaHHblii 110 opmysie @penepuka (QTcF). OrcyreTBoBaNa 3HaYMMas B3aHMOCBS3b
MEXK/y TOBBIIIEHHBIMH KOHIIEHTpALMsIMHU JakiaracBupa B 1uiasme u uzmeHenueM QTc. Ilpu
9TOM OJIHOKpaTHas Jo03a jakiaracBupa 180 Mr coOTBETCTBYeT MaKCHMAIBHO OKHJIaeMO¥
KOHIIEHTPALIMHU TIpernapara B 1ia3Me KpOBH MPH KIMHUYECKOM ITPUMEHEHHH.
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® conepxut naktosy: B 1 Tabnerke 60 Mr (cyTouHas 03a) COIEPKHTCS

ITpenapar Jlaknun3za
115,50 Mr akTo3sI.
Heobxoaumo uenonb3oBaTh a/iekBaTHBIE METOIbI KOHTPALICTIIIHH BO BPeMsl JICUCHHS ¥ B TCUCHHE

5 Hexenb nocle 3aBCPLICHHS TCpalluM IperapaTom Ilaxmdma@.

Tepanus komOuHaUHEl Npenaparos, coaep:Kameil pudéaBHpHH

IIpumenenne pubaBUpUHA MOKET BBI3bIBATH IIOPOKU PA3BUTHSI IUI0/I4, BHYTPUYTPOOHYIO CMEPThH
¥ abopThl, MO3TOMY clIeyeT coOIoIaTh TIIATEIbHYIO OCTOPOIKHOCTh MPH MPUMEHEHHH CXEMBI
Tepanuu, BKmodaromeid  pubaBupuH.  HeoOxoaumo — mpenoTBpailieHHe — HACTYILICHHUS
OepeMEHHOCTH KaK y CaMMX MNallMEHTOK, TaK M y JKEHIIMH, YbH MOJIOBBIC MApTHEPHI MOJIYYarOT
yKasaHHylo Tepanuto. Tepanusi puOaBUpPHHOM He JOJDKHA HA4YMHATHCS JIO TeX IOp, IOKa
NAlMEHTKH, CIIOCOOHBIE K JICTOPOKACHUIO, H MX IOJIOBBIC MTAPTHEPHI MY)KCKOTO MoJjia He OyayT
UCIIOJIb30BaTh KaKk MUHUMYM 2 5(h(PEeKTHUBHBIX METOJIa KOHTPAIENIIHH, YTO HEOOXOAMMO KaK Ha
NPOTSHKEHUH BCEH Tepanuu, TaKk U B TEYEHHE HE MeHee 6 MecsleB Iocliie ee 3aBepiueHus. B
TEYEHHE HTOr0 MEepHoJa HeoOXOJAMMO BBINOJIHATL CTAHJAPTHBIE TeCThl Ha OepeMeHHOCTh. [Ipn
HCIIOJIb30BAaHUH TIEPOPAILHBIX ITPOTHBO3a4YaTOYHBIX CPEJICTB B KAuyeCTBE OJHOTO M3 CIOCOOOB
Npelynpex/IeHuss OEPEMEHHOCTH PEKOMEH/IyeTCsl MCIOJIb30BaTh BBICOKHE JI03bI MEPOPaIbHBIX
NPOTHBO3a4YaTOYHBIX CpeJACTB (coiepxkamux He MeHee 30 MKI OSTHHHIACTpaHOia B
KOMOHMHAIIMK ¢ HOPITHH/IPOHA AllETATOM/HOPATHHIAPOHOM ).

Tepanus komOnHanmeii npenaparos, coaepzxameii mMruarepdepon aabdpa

HUccnenosanne uatepepoHOB B ONMBITAX Ha KMBOTHBIX OBLIO aCCOLMUPOBAHO ¢ aOOPTUBHLIMH
}pdexramMn, BO3MOKHOCTH pa3BUTHS KOTOPBIX y YeJOBEKAa HE MOXKET ObITh MCKIIOYCHA.
[TosTOMy 1pH NpUMEHEHHH TEpaNMH KaK NMalMeHTKaM, TaKk ¥ HX MapTHEpaM ClIeAyeT IPUMEHSTh
aJIeKBaTHYIO KOHTPALEIIHIO.

bpaaukapaus npu Tepanuu KomOnHANHelH NpenapaTos, coaepxameit copocdyBup

VY nanueHToB, IPUHUMAIOIMX AMHO/IAPOH COBMECTHO C Teparueil KOMOMHAIMEH JaKiaTacBup +
coocOyBup ¢ mam Ge3 COMyTCTBYIOLIEH Tepanuu JPYTHMH [perapaTtamu, CHHKAIOMUMH
4acToTy CEpJCYHBIX COKpalleHHH, ObUIM 3aMKCHPOBAHBI CIIydaW TSDKENIOW Opaaukapiud M
Onokaael cepana. Ilosinenne Opaaukapauu 00bIYHO HaOIIONANACh OT HECKOJBKHX YacoB JI0
HECKOJIbKHUX JIHEH noclie Havyasa tepanuu renatura C y naiueHToB, IPUHAMAIOIIHX aMHO/IapOH.
O6pruno OGpaaMkapaus Npekpaiagach mocie MPUOCTAaHOBKHM Tepanuu renatuta C. Mexanusm
pa3BuTHs Opa/InKap/ MK HE YCTaHOBJICH.

AMHO/IapOH MOXKET MIPUHUMATHCSI COBMECTHO C JIaKJIaTaCBUPOM H cOPOCOYBHPOM, TOJIBKO €CIIN
QIbTCPHATHBHAS AHTHAPUTMMYECKAs Tepanus INPOTHUBOINOKA3aHa WJIM He nepeHocutes. Jlis
nanueHToB 0e3 aJbTepHATUBHOIO BapHaHTa AHTHAPUTMHYECKOW TEpaluh PEKOMEH yeTCs
TINATEIbHBIA MOHUTOPHUHI Oe30macHOCTH. [larMenThl JIOJDKHBI HAXOJMTBCS 0/ MOCTOSHHBIM
KOHTPOJIEM B YCJIOBHMSX CTallMOHapa B Te4YeHHE NepBbIX 48 4YacoB COBMECTHOro Ipuema
YKa3aHHbIX [IpernaparoB, TII0CJ€ 4Yero IPOBOJAMUTCS aMOyJIaTOPHBIH MOHHTOPHUHI  MJIH
CaMOKOHTPOJIb YaCTOThI CEP/ICYHBIX COKpAICHHH Ha €)KEeHEBHOH OCHOBE IO KpaiiHel Mepe B
HEPBbIC 2 HEJICIH JICUCHHUSI.

B CBA3M ¢ JUIMTENBHBIM TIEPUOJIOM TOJYBBIBEJCHHS aMHOJAPOHA, MAIMEHTHI, KOTOPBIE
NPEKpaTHIId [PUEM amMHOJlapoHa HEMOCPEJACTBEHHO Iepe/l HAavalloM Tepanud KoMOHHaIMeH
JaKjuaracBUp U copocOyBHp, TAKIKE JOJDKHBI BBIIOJIHATH MOHUTOPUHT, KaK OITHCAHO BBIIIE.

Bee maumentsl, nosyyaromme jgakiatacBHp B coocOYBHpP B COYETAHHH C aMHOJApOHOM,
JIOJDKHBI OBITH TIPEAyNpexk/IeHbl 0 cHMITOMax Opajaukapauu ¥ OJIOKajbl Cep/lla, a Takke O
HEeO0OX0/IMMOCTH CPOYHO 0OpaTHTBLCS K Bpady B CiIydae BOSHHKHOBEHHs TAKUX CHMITOMOB. (CM.
Takke pasjensl «lloGounoe neiictBue» u «B3aumojelcTBHe ¢ JPyruMH JIeKapCTBEHHBIMH
npenaparammuy, a Tak)Ke HHCTPYKIIMH 110 TPUMEHEHHIO aMHoaapoHa 1 coocOyBupa).
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PazBuTHEe renaToTOKCHYHOCTH NPH TepanuH KOMOMHAIHeH NpenaparoB, coJepiRamiei
acyHanpeBHp

Ilpu Ttepanum komOMHaumMel mnpenapaTroB, cojepiKallieii acyHanpeBUp, B psale ClIydacB
HAOJONANIMCE  TSDKEJIbIE  MEJMKAMEHTO3HbIE —NOpaKeHHs redeHd. Pekomenpauuu 1o
MOHHTOPHHTY COCTOSIHHS TI€UEHH JIaHbl B HHCTPYKIIMH 10 MpHMeHenHIo npenapara Cynsenpa®.
Bo Bpems npumeHeHMs JakiatacBupa B KOMOMHALIMSX, HE COJEpPIKAIIUX aCyHAINPEBHP, YacToTa
KJIMHUYECKH 3HauuMmoro mnosblimeHuss aktuBHocTH AJIT mmm ACT Oblia comocraBuMa 110
CPaBHEHMIO C MAIlMEHTAMH, 110JIyYaBIIMMHE TU1aeo.

IIpamenenne y nanueHToB ¢ CONYTCTBYHMMUMH HHPEKITHSIMH

He m3yyanoch npuMeHeHue npenapara Juist JedeHus XpoHudeckoro renaruta C y NaiueHToB ¢
comyTcTBYIOIEeH HHpeKuei Bupyca renarura B.

Crnyyan nOBBIIICHUS! PEIUIMKAIMK BHpyca remnatura B (Bkioyas ciiydyam €O CMeEpTEJIbHBIM
HCX0710M) ObUTH 3aUKCHPOBAHBI BO BPeMsl U MIOCJIE Teparuy MPOTHBOBUPYCHBIMH TIperiapaTaMu
PSAMOro JIEHCTBHA JUIsA JieyeHuss Xponuueckoro renatuta C. Ilepen naznauenmem mnpenapara
Jlaknunza® CKpUHHMHI Ha HajiMuMe BHpyca rematuta B JIODKGH INIPOBOIMTBCS y BCEX
NAlMEHTOB. Y TMAlMEHTOB C BbISBICHHBIMH CEPOJIOTHYECKUMH  TPHU3HAKAMH  HAJHYHS
MHQHIMPOBAHUS BHPYCOM TremaTuta B HEOOXOAMMO NPOBOJMTH MOHMTOPDHHI H JICUYEHHE
JaHHOro 3a00JieBaHHs B COOTBETCTBHHM C JICHCTBYIOIIMMH PEKOMEHIALMUAMH JUIs H30eKaHMs
periMKaluy Bupyca renaruta B. B ciydae noBbleHMs perulMKaiiu BHpyca rematura B
HEOOX0/IMMO HaYaTh COOTBETCTBYIOIIYIO TEPAITHIO.

IloBTOpHBIIH KypC JIeYeHHs JaKJIATACBHPOM
D¢ dexkTHBHOCTD JaKIaTaCBHpa MPH MOBTOPHOM KypCe JIeYeHH sl MAIMEHTOB ¢ MPe/IeCTBYIOIEH
Hea(hGeKTHBHOCTHIO Tepannu nHruouTopamu NS5A nporeassl He H3ydanach.

Biusinne Ha cnoco6HOCTH yNPaBJISITh TPAHCHOPTHBIMH CPEACTBAMH, MEXAHH3MAMH
HccneoBannii BO3MOXKHOIO BIIMSIHUSI NPHMEHEHHs Iperapara Ha CrocoOHOCTh YIPaBIsTh
TPAHCIIOPTHBIMU CPEJCTBAMM M paboTaTh ¢ MEXaHW3MAaMU HE TMPOBOJMIOCH. EcCiH narmueHr
HCIBITBIBAET T'OJIOBOKPY)KE€HHE (OTMEYAJoCh TIPU  MCIOJIB30BAHMM CXEMBI JICUYEHHSI C
coocOyBUPOM) M TOJOBOKPYKEHHE, HapyIICeHHE BHUMAHMS, HEYETKOCTH/CHHIKEHHE OCTPOTHI
3peHusl (OTMEYAIMCh IIPH MCIIOJIBb30BAHUH CXEMbI JICYEHHS] C TMIruHTepdepoHOM aibdha u
prOaBUPHHOM), KOTOPBIE MOTYT TOBIHMSTH Ha CIOCOOHOCTH K KOHIIEHTPALIMH BHHUMAHHS, €My
CIIEJYET BO3/IEP/KAThCsl OT yIpaBJICHUs TPAHCTIOPTHBIMHU CPEJICTBAMH W MEXaHHU3MaMH.

OOPMA BBIITYCKA
Tabnerku, NOKpLITHIE TUIEHOYHOM 00010uK0#, 30 1 60 M.

®
ITo 14 Tabnerox B nepdopuposannom Oiucrepe u3 [IBX/Axnap u Gosbru aloOMHUHHAEBOIA.
ITo 2 nepdopupoBanHbIX GiMcTEpa BMECTE ¢ HHCTPYKIHEH 10 TIPHMEHEHHUIO B KAPTOHHOM Nayke.

YCJIOBUSI XPAHEHMUS
ITpu remnepatype He Boie 30 °C.
XPAHUTD B HEJOCTYITHOM JUIsI IETEA MECTE.

CPOK T'O/IJHOCTH
2 roja.
He npumensTs npenapar 1o HCTEUEHHH CPOKa FOJJHOCTH, YKa3aHHOTO Ha YITaKOBKE.

26




YCJIOBUSI OTITYCKA
OTnycKaloT 1o perenty.

IOpunanyeckoe M0, HA KMSI KOTOPOT0 BbIIAHO PErHCTPANIHOHHOE Y/I0CTOBEPEHHE
bpucron-Maitepc CkBu66 Komnanu, CIIIA

345, Ilapk-aBeHio, T. Hblo-ﬁopx, TaT Hbm-ﬁopx, CIIIA

Bristol-Myers Squibb Company, USA

345, Park Avenue, New York, New York, USA

IMPOU3BOJAUTEJIb

Actpa3eneka @apmacesrotukans JII, CIITA

4601 Xaiisoii, 62 Uct, MayuTt Bepuon, Uunana 47620, CIITA
AstraZeneca Pharmaceuticals LP, USA

4601 Highway, 62 East, Mount Vernon, Indiana 47620, USA

GOACOBHIUK (Ilepuunas ynakoska), YIIAKOBUIUK (Bropuunas (norpedurennckas)
ynakoska), BBIIIYCKAIOIINA KOHTPOJIb KAYECTBA

bpucron-Maiiepc CxkBu66 C.p.JI., Utamus

Jlokanura ®onrtana aens Yepaso, 03012, Anansu (OP), Utanus

Bristol-Myers Squibb S.r.L., Italy

Localita Fontana del Ceraso, 03012, Anagni (FR), Italy

IMPETEH3UM NIOTPEBUTEJIEN HAIIPABJISITH 110 AJIPECY
00O «bpucron-Maitepc CkBub6», Poccus

105064, Mocksa, yi1. 3emisHoii Baj, 1. 9,

Ten.: +7 (495) 755-92-67, dakc: +7 (495) 755-92-62

Hnu (ungpopmayus ykasvieaemes moavko npu ynaxoske na npeonpusmuu AQ « OPTATy):

IOpnangeckoe JIM110, HA HMSI KOTOPOT0 BHIIAHO PErHCTPALHOHHOE YI0CTOBEPEHHE
bpucron-Maitepc CkBu66 Komnanu, CIIIA

345, Iapk-asemio, r. Helo-Mopk, mrar Heio-Mopk, CILA

Bristol-Myers Squibb Company, USA

345, Park Avenue, New York, New York, USA

IMPOU3BOJAUTEJIb

Actpa3enexa ®apmacsrotukains JIIT, CIIIA

4601 Xaiisoii, 62 Uct, MaynT Bepaon, Unauana 47620, CIITA
AstraZeneca Pharmaceuticals LP, USA

4601 Highway, 62 East, Mount Vernon, Indiana 47620, USA

OACOBUHIUK (ITepBuunas ynakoBka)

bpucron-Maitepc CkBu66 C.p.J1., Utanus

Jlokanura M@onTana gens Yepazo, 03012, Anausu (OP), Uranus
Bristol-Myers Squibb S.r.L., Italy

Localita Fontana del Ceraso, 03012, Anagni (FR), Italy

YITAKOBIIUK (Bropuunas (norpedurennckas) ynakoska), BBIITYCKAIO UM

KOHTPOJIb KAYECTBA
AO «OPTAT», Poccus
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157092, Kocrpomckast 0611., CycanuHckHii paiioH, ¢. CeBepHoe, MKp-H XapHTOHOBO
Ten./pake +7 (4942) 650-806

MPETEH3UU NIOTPEBUTEJIENA HAITPABJISITH 11O AJIPECY
00O «bpucron-Maiiepc CxkBub6», Poccus

105064, Mocksa, yi1. 3emisiHo# Bail, 1. 9,

Ten.: +7 (495) 755-92-67, daxc: +7 (495) 755-92-62

Mene/pkep oT/iena perucTpaiim I/!.Ké‘lé(?’l‘B& N7
000 «bpucron-Maiiepc CKBH66» | MO \: E.B. Ckopoxon

|
i
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